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A B S T R A C T

Background

Perphenazine is an old phenothiazine antipsychotic with a potency similar to haloperidol. It has been used for many years and is popular
in the northern European countries and Japan.

Objectives

To examine the clinical eGects and safety of perphenazine for those with schizophrenia and schizophrenia-like psychoses.

Search methods

We updated our original search using the Cochrane Schizophrenia Group's register (September 2013), references of all included studies
and contacted pharmaceutical companies and authors of included studies in order to identify further trials.

Selection criteria

We included all randomised controlled trials that compared perphenazine with other treatments for people with schizophrenia and/or
schizophrenia-like psychoses. We excluded trials of depot formulations of perphenazine.

Data collection and analysis

Two review authors independently inspected citations and, where possible, abstracts. We ordered papers, inspected and quality assessed
them. We extracted data, again working independently. If loss to follow-up was greater than 50% we considered results as 'prone to bias'.
For dichotomous data, we calculated risk ratios (RR) and for continuous data we calculated mean diGerences (MD), both with the 95%
confidence intervals (CI). We assessed quality of data using the GRADE (Grading of Recommendations Assessment, Development and
Evaluationtool) and assessed risk of bias for included studies.

Main results

Thirty-one studies fulfilled the inclusion criteria, with a total of 4662 participants (of which 4522 were receiving the drugs relevant to our
comparison) and presented data that could be used for at least one comparison. The trial centres were located in Europe (especially
Scandinavia), Japan and Northern America.

When comparing perphenazine with placebo, for our primary outcome of clinical response, results favoured perphenazine with
significantly more people receiving placebo rated as either 'no better or deterioration' for global state than people receiving perphenazine
(1 RCT, n = 61 RR 0.32 CI 0.13 to 0.78, very low quality evidence). More people receiving placebo relapsed, although not a statistically
significant number (1 RCT, n = 48, RR 0.14 CI 0.02 to 1.07, very low quality evidence). Death was not reported in the perphenazine versus
placebo comparison. Experiences of dystonia were equivocal between groups (1 RCT, n = 48, RR 1.00 CI 0.07 to 15.08, very low quality
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evidence); other outcomes not reported in this comparison include serious adverse events, economic outcomes, and service use and
hospitalisation.

For the comparison of perphenazine versus any other antipsychotic drugs, no real diGerences in eGect between the drugs were found.
There was no significant diGerence between groups for those considered 'no better or deterioration' (17 RCTs, n = 1879, RR 1.04 CI 0.91 to
1.17, very low quality evidence). For mental state outcome of 'no eGect' of the study drug, there was again no significant diGerence between
groups (4 RCTs, n = 383, RR 1.24 CI 0.61 to 2.52, very low quality evidence). Death was not reported in any of the included studies. There
was no significant diGerence in rates of dystonia with perphenazine versus any other antipsychotic drugs (4 RCTs, n = 416, RR 1.36 CI 0.23
to 8.16, very low quality evidence), nor was there a significant diGerence between groups for serious adverse events (2 RCTs, n = 1760, RR
0.98 CI 0.68 to 1.41, very low quality evidence).

Authors' conclusions

Although perphenazine has been used in randomised trials for more than 50 years, incomplete reporting and the variety of comparators
used make it impossible to draw clear conclusions. All data for the main outcomes in this review were of very low quality evidence. At best
we can say that perphenazine showed similar eGects and adverse events as several of the other antipsychotic drugs. Since perphenazine
is a relatively inexpensive and frequently used compound, further trials are justified to clarify the properties of this classical antipsychotic
drug.

P L A I N   L A N G U A G E   S U M M A R Y

Perphenazine for schizophrenia

People with schizophrenia oSen hear voices or see things (hallucinations) and have strange beliefs (delusions). The main treatment for
these symptoms of schizophrenia is antipsychotic drugs. Perphenazine is an old antipsychotic drug (typical or first-generation) formulated
in the 1950s with an eGectiveness similar to another antipsychotic drug called haloperidol. Perphenazine is particularly popular in Northern
European countries and Japan.

The aim of the review was to examine the eGectiveness and safety of perphenazine for schizophrenia. A search for relevant randomised
studies was run in September 2013. The review authors included 31 studies that randomised people with schizophrenia to receive either
perphenazine or placebo or another antipsychotic drug. A total of 4662 people participated in these studies. The quality of evidence
presented by the trials was rated by the review authors to be very low quality. It was found that perphenazine was no better or worse than
other older antipsychotic drugs in treating the symptoms of schizophrenia, and like other older antipsychotic drugs, the side eGects of
perphenazine included tremors, uncontrollable shaking, the inability to sit still and feeling restless.

Although perphenazine has been used for more than 50 years, poor studies with bad reporting of information mean that it is diGicult to
draw more clear findings and conclusions as to the eGectiveness and safety of perphenazine. However, perphenazine is inexpensive and
a popular antipsychotic drug in many countries, so further research and trials on its eGectiveness and safety are much needed.

Ben Gray, Senior Peer Researcher, McPin Foundation.http://mcpin.org/

Perphenazine for schizophrenia (Review)
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S U M M A R Y   O F   F I N D I N G S

 

Summary of findings for the main comparison.   PERPHENAZINE compared with PLACEBO for schizophrenia

PERPHENAZINE compared with PLACEBO for schizophrenia

Patient or population: patients with schizophrenia
Settings: hospitals, USA and Canada
Intervention: PERPHENAZINE
Comparison: PLACEBO

Illustrative comparative risks* (95%
CI)

Assumed risk Corresponding
risk

Outcomes

PLACEBO PERPHENAZINE

Relative effect
(95% CI)

No of Partici-
pants
(studies)

Quality of the
evidence
(GRADE)

Comments

Global state: Change over time - no better or dete-
rioration - short term 
clinically defined
Follow-up: 6 weeks

500 per 1000 1 160 per 1000 
(65 to 390)

RR 0.32 
(0.13 to 0.78)

61
(1 study)

⊕⊝⊝⊝

very low 2,3
 

Mental state: Relapse - short term 
clinical diagnosis
Follow-up: 12 weeks

292 per 1000 4 41 per 1000 
(6 to 312)

RR 0.14 
(0.02 to 1.07)

48
(1 study)

⊕⊝⊝⊝

very low 5,6,7
 

Adverse events: death - not reported See comment See comment Not estimable - See comment No study re-
ported this out-
come

Adverse events: extrapyramidal adverse effects -
dystonia - short term 
Follow-up: 12 weeks

42 per 1000 8 42 per 1000 
(3 to 628)

RR 1 
(0.07 to 15.08)

48
(1 study)

⊕⊝⊝⊝

very low 5,7,8
 

Adverse events: serious adverse events - not re-
ported

See comment See comment Not estimable - See comment No study re-
ported this out-
come

Economic outcomes - not reported See comment See comment Not estimable - See comment No study re-
ported this out-
come
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Service use and hospitalisation: admission - not
reported

See comment See comment Not estimable - See comment No study re-
ported this out-
come

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI).
CI: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

1 Control risk: mean baseline risk presented for single study (50%)
2 Risk of bias: rated 'very serious' - randomisation methods not described in the single included study; data for participants who did not complete were excluded from data
analysis; data to support this outcome taken from single study (n = 238), with n = 61 participants in the perphenazine vs placebo comparison
3 Indirectness: rated 'serious' - single included had a total of eight drug comparisons
4 Control risk: mean baseline risk presented for single study (29.2%)
5 Risk of bias: rated 'very serious' - randomisation methods not described in the single included study; selective reporting detected; data to support this outcome taken from
single study with n=48 participants
6 Indirectness: rated 'serious' - single included had a total of four drug comparisons
7 Imprecision: rated 'serious' - 95% confidence intervals for best estimate of eGect include both 'no eGect' and appreciable benefit/harm.
8 Control risk: mean baseline risk presented for single study (4.2%)
 
 

Summary of findings 2.   PERPHENAZINE compared with ANY ANTIPSYCHOTICS for schizophrenia

PERPHENAZINE compared with ANY ANTIPSYCHOTICS for schizophrenia

Patient or population: patients with schizophrenia
Settings: multi-centre and single-centre; international
Intervention: PERPHENAZINE
Comparison: ANY ANTIPSYCHOTICS

Illustrative comparative risks* (95% CI)

Assumed risk Corresponding risk

Outcomes

ANY ANTIPSY-
CHOTICS

PERPHENAZINE

Relative effect
(95% CI)

No of Partici-
pants
(studies)

Quality of the
evidence
(GRADE)

Comments
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Low1

50 per 1000 52 per 1000 
(46 to 58)

Moderate1

450 per 1000 468 per 1000 
(410 to 526)

High1

Global state: Change over time - no better
or deterioration - short and medium term 
as defined in each study
Follow-up: mean 8 weeks

900 per 1000 936 per 1000 
(819 to 1000)

RR 1.04 
(0.91 to 1.17)

1879
(17 studies)

⊕⊝⊝⊝

very low 2,3,4
 

Mental state: State - 'no effect' 
BPRS score reduction
Follow-up: mean 8 weeks

216 per 1000 5 267 per 1000 
(132 to 543)

RR 1.24 
(0.61 to 2.52)

383
(4 studies)

⊕⊝⊝⊝

very low 4,6,7,8
 

Death - not reported See comment See comment Not estimable - See comment No study re-
ported this out-
come

Adverse events: extrapyramidal adverse
effects dystonia - short term 
Follow-up: mean 10 weeks

33 per 1000 5 59 per 1000 
(21 to 166)

RR 1.36 
(0.23 to 8.16)

416
(4 studies)

⊕⊝⊝⊝
very low
4,8,9,10

 

Study population

109 per 1000 11 108 per 1000 
(81 to 147)

Moderate

Other adverse events: any serious adverse
event - short and long term 
Follow-up: mean 39 weeks

152 per 1000 11 150 per 1000 
(112 to 204)

RR 0.98 
(0.68 to 1.41)

1760
(2 studies)

⊕⊝⊝⊝

very low 4,12,13
 

Economic outcomes - not reported See comment See comment Not estimable - See comment No study re-
ported this out-
come

C
o
ch
ra
n
e

L
ib
ra
ry

T
ru
ste

d
 e
v
id
e
n
ce
.

In
fo
rm

e
d
 d
e
cisio

n
s.

B
e
tte

r h
e
a
lth

.

  

C
o
ch

ra
n
e D

a
ta
b
a
se o

f S
ystem

a
tic R

e
vie

w
s



P
e
rp
h
e
n
a
zin

e
 fo
r sch

izo
p
h
re
n
ia
 (R

e
v
ie
w
)

C
o
p
yrig

h
t ©

 2015 T
h
e C

o
ch

ra
n
e C

o
lla

b
o
ra
tio

n
. P

u
b
lish

ed
 b
y Jo

h
n
 W

ile
y &

 S
o
n
s, Ltd

.

6

Service use and hospitalisation: admission
- not reported

See comment See comment Not estimable - See comment No study re-
ported this out-
come

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI).
CI: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

1 Control risk: three risks presented based on control risk in included studies; 'moderate' equates with total control group risk (47.8%)
2 Risk of bias: rated 'serious' - only four studies of seventeen adequately reported randomisation methods; most studies rated 'high' on at least one risk of bias domain, including
detected selective reporting and attrition bias
3 Indirectness: rated 'serious' - each included study involved diGerent antipsychotic drugs as comparators (sulpiride, clopenthixol, benperidol, loxapine, risperidone, zotepine,
clothiapine, thiothixene, methyperidol, penfluridol, aripiprazole, clocapramine, prochlorperazine, trifluopromazine, mepazine, promethazine, zuclopenthixol, timiperone)
4 Imprecision: rated 'serious' - 95% confidence intervals for best estimate of eGect include both 'no eGect' and appreciable benefit/harm.
5 Control risk: mean baseline risk presented; considerable heterogeneity in results to be wary of
6 Risk of bias: rated 'serious' - no studies adequately explained randomisation; two studies rated as 'high' on at least one risk of bias domain, including attrition bias and detected
selective reporting
7 Inconsistency: rated 'serious' - heterogeneity was considerable (Chi2 = 5.25, df=3 (P = 0.15); I2 = 43%). Suspected heterogeneity due to diGerent comparator drugs used in all
four studies (quetiapine; risperidone; aripiprazole; clozapine and clozapine + perphenazine)
8 Indirectness: rated 'serious' - each included study involved diGerent antipsychotic drugs as comparators
9 Risk of bias: rated 'serious' - three out of four studies did not adequately explain randomisation methods; three studies rated 'high' on at least one risk of bias domain, including
selective reporting and incomplete outcome data
10 Inconsistency: rated 'serious' - heterogeneity was considerable (Chi2 = 6.48, df = 3 (P = 0.09); I2 = 54%). Suspected heterogeneity due to diGerent comparator drugs used in all
four studies (quetiapine; risperidone; timiperone; loxapine)
11 Control risk: median control group risk presented from the studies
12 Risk of bias: rated 'serious' - randomisation methods not described in one out of the two studies (Kane 2003), this same study was funded by pharmaceutical companies, with
all authors aGiliated with either company
13 Indirectness: rated 'serious' - one included study had five treatment arms (CATIE 2005)
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B A C K G R O U N D

Description of the condition

The term 'schizophrenia was first used in 1908 by Paul Eugen
Bleuler to describe a state of splitting of the functions between
thought, memory, personality and perception (Bleuler 1908). It has
since been recognised as a chronic, serious mental health condition
that alters a person's perceptions, behaviours and mental state;
it is experienced diGerently between individuals who develop the
illness. It is typically characterised by the presence of both 'positive'
symptoms (hallucinations, delusions and disturbance of thought)
and 'negative' symptoms (deficits of normal response and thought
processes, including poverty of speech, apathy, lack of motivation
and avolition). Schizophrenia aGects roughly 24 million people
worldwide (WHO 2014), with a high prevalence of between 0.4% to
1.4% due to chronicity but, a low incidence rate of approximately
0.11 per 1000 (Cannon 1996; NICE 2010).

Description of the intervention

Perphenazine was formulated in the 1950s. It was first marketed
as an oral preparation in late 1957, and as an injectable form
for intravenous or intramuscular treatment of acutely ill people
in the 1970s (Parfitt 1999). Furthermore, two long-acting depot
formulations (perphenazine enanthate and decanoate) have been
developed. Perphenazine's main indication is the treatment of
schizophrenia, but it is also used for other psychiatric disorders
such as mania, agitated behaviour and severe anxiety. Outside
psychiatry, it is said to be eGective for the management of post-
operative or chemotherapy-induced nausea and vomiting, and for
the treatment of intractable hiccup. Perphenazine is available in
many countries. Although we have not found precise data on how
much perphenazine is used, it seems to be especially popular in the
Nordic states of Europe, and in Japan.

How the intervention might work

Perphenazine is a phenothiazine antipsychotic with a piperazine
side-chain (Parfitt 1999). It has a neuroleptic potency similar to
that of haloperidol, so extrapyramidal adverse eGects are said to
be common (Benkert 1996). There is a substantial first-pass eGect
and its bioavailability is only about 40%. The main metabolites
of perphenazine are glucuronides and sulphoxides found in the
urine. Only two per cent of the absorbed perphenazine is excreted
non-metabolised by the urine. Its elimination half-life period is
about 20 hours and it is able to pass the placenta, although
the concentrations found in the foetus and amnion are low.
Perphenazine is also distributed into breast milk where similar
concentrations to those reported in the blood can be found
(Bundesverband 2001).

Why it is important to do this review

In terms of the costs of schizophrenia, this was estimated at
about £6.7 billion in England in 2004/05, of which the direct costs
were £2 million, while the indirect costs accounted for the rest
(Mangalore 2007). The cost of perphenazine itself is expensive
compared to other typical antipsychotic drugs, at £34.25 for 100
tablets of 4 mg each. The maximum daily dose of perphenazine is
24 mg per day, which costs £2.1 per day, or £63 per month (BNF
2012). The newer, atypical antipsychotic drugs in comparison are
more expensive than typical antipsychotic drugs, with olanzapine

available at £13.11 for 28 5 mg tablets, and clozapine (Clozaril) at
£21.56 for 28 100 mg tablets.

It is essential to complement the clinical eGectiveness of
perphenazine with its cost-eGectiveness. Davies 2007 conducted a
study on cost-eGectiveness of first-generation antipsychotic drugs
(i.e. flupentixol, trifluoperazine, chlorpromazine) and the second-
generation antipsychotic drugs (i.e. risperidone, olanzapine,
amisulpiride). The study findings argue that there is no evidence
to suggest that atypical (second-generation) antipsychotic drugs
are more cost-eGective than typical (first-generation) antipsychotic
drugs.

O B J E C T I V E S

To examine the eGects of perphenazine for treatment of
schizophrenia or related psychoses in comparison with placebo, no
treatment or other antipsychotic medication.

M E T H O D S

Criteria for considering studies for this review

Types of studies

We included all relevant randomised controlled trials. We included
trials that were described as double-blind, but that did not mention
whether the study was randomised, in a sensitivity analysis. If there
was no substantive diGerence within the primary outcomes (see
'Types of outcome measures') when these studies were added, then
we included them in the final analysis. If there was a substantive
diGerence, we used only clearly randomised trials and described
the results of the sensitivity analysis in the text. We excluded quasi-
randomised studies, such as those allocating by using alternate
days of the week.

Types of participants

People with schizophrenia and schizophrenia-like disorders such as
schizophreniform disorder, delusional disorder or schizoaGective
disorder, diagnosed by any criteria. We also included studies
involving people with 'serious/chronic mental illness' or 'psychotic
illness'. If possible we excluded people with dementing illnesses,
depression and primarily problems associated with substance
misuse.

Types of interventions

1. Perphenazine

Any dose and route of administration (however, we excluded
the depot formulations perphenazine enanthate and decanoate,
because these were the topic of another review, David 2005) against
one or more of the following:

2. Placebo or no treatment

3. Other antipsychotic drugs

Any dose or pattern of administration.

Types of outcome measures

We divided all outcomes into short-term (less than three months),
medium-term (three to six months) and long-term follow-up
(longer than six months).

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.
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Primary outcomes

1. Clinical response (Global or mental state)

1.1 Clinically significant response in global state - as defined by each
of the studies
1.2 Clinically significant response in mental state - as defined by
each of the studies

Secondary outcomes

1. Leaving the study early

2. Clinical response (Global or mental state)

2.1 Clinically significant response in global state - as defined by each
of the studies
2.2 Average score/change in global state
2.3 Clinically significant response in mental state - as defined by
each of the studies
2.4 Average score/change in mental state
2.5 Clinically significant response on positive symptoms - as
defined by each of the studies
2.6 Average score/change in positive symptoms
2.7 Clinically significant response on negative symptoms - as
defined by each of the studies
2.8 Average score/change in negative symptoms

3. Behaviour

3.1 Clinically significant response in behaviour (e.g. aggressive
behaviour, behaviour on the ward etc) - as defined by each of the
studies
3.2 Average score/change in behaviour

4. Adverse events - movement disorders

4.1 Incidence of use of antiparkinson drugs
4.2 Clinically significant extrapyramidal side eGects - as defined by
each of the studies
4.3 Average score/change in extrapyramidal side eGects

5. Other adverse e>ects, general and specific

5.1 Anticholinergic
5.2 Arousal
5.3 At least one adverse event
5.4 Cardiovascular
5.5 Central nervous system
5.6 Endocrine
5.7 Gastrointestinal
5.8 Genitourinary
5.9 Haematology
5.10 Skin
5.11 Others

6. Economic

6.1 Average change in total cost of medical and mental health care
6.2 Total indirect and direct costs
6.3 Direct resource use:
6.3.1 Outpatients - number of contacts (GP consultation, psychiatrist,
psychologists, psychiatric nurse, counsellor, social worker)
6.3.2 Hospitalisation (taking battery of tests, patients’ physical,
psychiatric and psychological profile and psychological assessment,
number of days, relapse)
6.3.3 Medication (di,erent types of antipsychotic drugs to include
dose and frequency, treatment of side e,ects)

6.3.4 Psychological therapies (di,erent types of psychological
therapies to include session numbers and frequency)
6.3.5 Other resources (day centres, night shelter) and transportation
for medical care visits
6.4 Indirect resource use:
6.4.1 Family, relative and friends resources
6.4.2 Police, criminal justice system
6.4.3 Benefits paid, social security payments
6.4.4 Employment agency workers, absence from work, loss of
productivity
6.5 Cost-eGectiveness ratios represented by ICER (incremental
cost-eGectiveness ratio)
6.6 Cost-utilities represented by incremental costs per QALY
(quality-adjusted life year) or DALYs (disability-adjusted life year)
6.7 Cost benefit represented by net Benefit Ratio, others.

7. Service use and hospitalisation

7.1 Hospital admission
7.2 Medication use
7.3 Engagement with health services

8. Satisfaction

8.1 Satisfaction with treatment
8.2 Satisfaction with care
8.3 Quality of life outcomes
8.4 Employment status

9. 'Summary of findings' tables

We used the GRADE approach to interpret findings (Schünemann
2008) and the GRADE profiler (GRADEPRO) to import data from
RevMan 5 (Review Manager) to create 'Summary of findings' tables.
These tables provide outcome-specific information concerning
the overall quality of evidence from each included study in the
comparison, the magnitude of eGect of the interventions examined,
and the sum of available data on all outcomes we rated as
important to patient-care and decision making. We selected the
following main outcomes for inclusion in the 'Summary of findings'
tables.

1. Clinical response in global state (as defined by each of the
studies)

2. Clinical response in mental state (as defined by each of the
studies)

3. Adverse events: death

4. Adverse events: extrapyramidal adverse eGects (dystonia;
akathisia; Parkinsonism; tardive dyskinesia)

5. Adverse events: serious adverse events (as defined by each of
the studies)

6. Economic outcomes

7. Service use and hospitalisation: admission

Search methods for identification of studies

Electronic searches

For this update, we searched the Cochrane Schizophrenia Group's
old MeerKat MS Access database [MK060213] (September 2013)
searched by query ‘[(Title like ‘*Perphenazine*’) or (Abstract like
‘*Perphenazine*’)] and [Keyword not like ‘*Perphenazine*’].

Perphenazine for schizophrenia (Review)
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Searching other resources

1. Reference searching

Review authors (SS and BH) inspected the reference lists of all
identified studies, including existing reviews, for relevant citations.

2. Personal contact

Review authors (SS and BH) contacted the first author of each
relevant study for information on unpublished trials. We also
consulted experts in the area of schizophrenia and weight gain. We
contacted authors and experts by email or post to establish missing
details in the methods and results sections of the written reports
and to determine their knowledge of or involvement in any current
work in the area. We also asked contacts at major pharmaceutical
companies if they have conducted or were currently undertaking
any weight-related interventions in relation to schizophrenia
(including representatives from Janssen Pharmaceuticals, Pfizer
Inc, Eli Lilly and Company, Astra Zeneca, and Bristol-Myers Squibb).
Responses to our letters are noted in notes of Characteristics of
included studies.

Data collection and analysis

Selection of studies

For this 2013 update, SS independently inspected citations from
the new electronic search and identified relevant abstracts. SS also
inspected full articles of the abstracts meeting inclusion criteria.
CEA carried out the reliability check of all citations from the new
electronic search.

Data extraction and management

1. Extraction

For this 2013 update, SS extracted data from included studies.
We extracted data presented only in graphs and figures whenever
possible. When further information was necessary, we contacted
authors of studies in order to obtain missing data or for clarification.
It was not possible to extract data relevant to each component
centre separately of the identified multi-centre studies.

2. Management

2.1 Forms

We extracted data onto standard, simple forms.

2.2 Scale-derived data

We included continuous data from rating scales only if:
a. the psychometric properties of the measuring instrument have
been described in a peer-reviewed journal (Marshall 2000); and
b. the measuring instrument has not been written or modified by
one of the trialists for that particular trial.

Ideally, the measuring instrument should either be i. a self-report or
ii. completed by an independent rater or relative (not the therapist).
We realise that this is not oSen reported clearly; we have noted
whether or not this is the case in Description of studies.

2.3 Endpoint versus change data

There are advantages of both endpoint and change data. Change
data can remove a component of between-person variability from
the analysis. On the other hand, calculation of change needs two
assessments (baseline and endpoint), which can be diGicult in

unstable and diGicult to measure conditions such as schizophrenia.
We decided primarily to use endpoint data, and only use change
data if the former were not available. We combined endpoint and
change data in the analysis as we used mean diGerences (MD)
rather than standardised mean diGerences throughout (Higgins
2011, Chapter 9.4.5.2).

2.4 Skewed data

Continuous data on clinical and social outcomes are oSen not
normally distributed. To avoid the pitfall of applying parametric
tests to non-parametric data, we aimed to apply the following
standards to all data before inclusion: a) standard deviations (SDs)
and means are reported in the paper or obtainable from the
authors; b) when a scale starts from the finite number zero, the SD,
when multiplied by two, is less than the mean (as otherwise the
mean is unlikely to be an appropriate measure of the centre of the
distribution (Altman 1996)); c) if a scale started from a positive value
(such as PANSS which can have values from 30 to 210), we modified
the calculation described above to take the scale starting point into
account. In these cases skew is present if 2SD > (S-S min), where S
is the mean score and S min is the minimum score. Endpoint scores
on scales oSen have a finite start and end point and these rules can
be applied. We entered skewed endpoint data from studies of fewer
than 200 participants in 'other tables' within the data and analyses
section rather than into a statistical analysis. Skewed data pose
less of a problem when looking at the mean if the sample size is
large; we entered such data from studies with over 200 participants
into syntheses. When continuous data are presented on a scale that
includes a possibility of negative values (such as change data), it is
diGicult to tell whether data are skewed or not; we entered skewed
change data into the analyses.

2.5 Common measure

Had we identified such data, to facilitate comparison between
trials, we intended to convert variables that can be reported in
diGerent metrics, such as days in hospital (mean days per year,
per week or per month) to a common metric (e.g. mean days per
month). However, we did not identify such data.

2.6 Conversion of continuous to binary

Where possible, we made eGorts to convert outcome measures to
dichotomous data. This can be done by identifying cut-oG points
on rating scales and dividing participants accordingly into 'clinically
improved' or 'not clinically improved'. It is generally assumed that
if there is a 50% reduction in a scale-derived score such as the
Brief Psychiatric Rating Scale (BPRS, Overall 1962) or the Positive
and Negative Syndrome Scale (PANSS, Kay 1986), this could be
considered as a clinically significant response (Leucht 2005; Leucht
2005a). If data based on these thresholds were not available, we
used the primary cut-oG presented by the original authors. Some
included studies provided a definition of response as a reduction in
PANSS or Clinical Global Impression (CGI) scores, in which case we
employed the dichotomous data provided from the primary study
report.

2.7 Direction of graphs

Where possible, we entered data in such a way that the area to
the leS of the line of no eGect indicated a favourable outcome for
perphenazine.
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Assessment of risk of bias in included studies

For this 2013 update, review author SS worked independently by
using criteria described in the Cochrane Handbook for Systematic
Reviews of Interventions (Higgins 2011) to assess trial quality.
This new set of criteria is based on evidence of associations
between overestimate of eGect and high risk of bias of the article
such as sequence generation, allocation concealment, blinding,
incomplete outcome data and selective reporting.

Where inadequate details of randomisation and other
characteristics of trials were provided, we contacted authors of the
studies in order to obtain additional information.

We have noted the level of risk of bias in both the text of the review
and in the Summary of findings for the main comparison; Summary
of findings 2.

Measures of treatment e>ect

1. Binary data

For binary outcomes we calculated a standard estimation of the
risk ratio (RR) and its 95% confidence interval (CI). It has been
shown that RR is more intuitive (Boissel 1999) than odds ratios
and that odds ratios tend to be interpreted as RR by clinicians
(Deeks 2000). The Number Needed to Treat/Harm (NNT/H) statistic
with its confidence intervals is intuitively attractive to clinicians
but is problematic both in its accurate calculation in meta-analyses
and interpretation (Hutton 2009). For binary data presented in
the 'Summary of findings' table/s, where possible, we calculated
illustrative comparative risks.

2. Continuous data

For continuous outcomes we estimated mean diGerence (MD)
between groups.

Unit of analysis issues

1. Cluster trials

We did not identify any cluster-randomised studies. In future
versions of this review, we remain aware that studies increasingly
employ 'cluster randomisation' (such as randomisation by clinician
or practice), but analysis and pooling of clustered data poses
problems. Authors oSen fail to account for intra-class correlation in
clustered studies, leading to a 'unit of analysis' error (Divine 1992),
whereby P values are spuriously low, confidence intervals unduly
narrow and statistical significance overestimated. This causes type
I errors (Bland 1997; Gulliford 1999).

Where clustering is not accounted for in primary studies, we will
present data in a table, with a (*) symbol to indicate the presence
of a probable unit of analysis error. In subsequent versions of
this review we will seek to contact first authors of studies to
obtain intra-class correlation coeGicients (ICCs) for their clustered
data and to adjust for this by using accepted methods (Gulliford
1999). Where clustering had been incorporated into the analysis of
primary studies, we will present these data as if from a non-cluster
randomised study, but will adjust for the clustering eGect.

We have sought statistical advice and have been advised that the
binary data as presented in a report should be divided by a 'design
eGect'. This is calculated using the mean number of participants per
cluster (m) and the ICC [Design eGect = 1+(m-1)*ICC] (Donner 2002).

If the ICC is not reported, it will be assumed to be 0.1 (Ukoumunne
1999).

If cluster studies have been appropriately analysed taking into
account ICCs and relevant data documented in the report, synthesis
with other studies will be possible using the generic inverse
variance technique.

2. Cross-over trials

A major concern of cross-over trials is the carry-over eGect. It occurs
if an eGect (e.g. pharmacological, physiological or psychological) of
the treatment in the first phase is carried over to the second phase.
As a consequence, on entry to the second phase the participants
can diGer systematically from their initial state despite a wash-out
phase. For the same reason cross-over trials are not appropriate if
the condition of interest is unstable (Elbourne 2002). As both eGects
are very likely in severe mental illness, we planned only to use data
of the first phase of cross-over studies. However, we did not identify
any cross-over studies in our search.

3. Studies with multiple treatment groups

Where a study involves more than two treatment arms, if relevant,
we presented the additional treatment arms in comparisons. If
data were binary, we simply added these and combined within
the two-by-two table. If data were continuous, we combined data
following the formula in section 7.7.3.8 (Combining groups) of the
Handbook (Higgins 2011). Where the additional treatment arms
were not relevant, we did not reproduce these data. Five studies
had multiple treatment arms, each of which were relevant to
this review and subsequently presented in relevant comparisons
(Bennett 1961; CATIE 2005; Hanlon 1965; Kurland 1961; Sun 2000);
four studies involved treatment arms that were not relevant to this
review (mainly anti-depressants) and therefore those particular
treatment arms were excluded (Chouinard 1975; Chouinard 1977;
Collins 1967; Hanlon 1964). One study had multiple treatment
arms that were relevant, as well as treatment arms that were not
(including phenobarbital); relevant treatment arms were included
in the relevant comparisons (Kurland 1961).

Dealing with missing data

1. Overall loss of credibility

At some degree of loss of follow-up, data must lose credibility (Xia
2009). We chose that, for any particular outcome, should more than
50% of data be unaccounted for, we would not reproduce these
data or use them within analyses. Had we identified such levels
of attrition where more than 50% of those in one arm of a study
were lost, but the total loss was less than 50%, we would have
addressed this within the 'Summary of findings' table/s by down-
rating quality.

2. Binary

In the case where attrition for a binary outcome was between 0%
and 50% and where these data were not clearly described, we
presented data on a 'once-randomised-always-analyse' basis (an
intention-to-treat analysis). Those leaving the study early were all
assumed to have the same rates of negative outcome as those who
completed, with the exception of the outcome of death and adverse
eGects. For these outcomes, the rate of those who stayed in the
study - in that particular arm of the trial - were used for those
who did not. We undertook a sensitivity analysis to test how prone

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

10



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

the primary outcomes were to change when 'completer' data only
were compared to the intention-to-treat analysis using the above
assumptions (see EGects of interventions).

3. Continuous

3.1 Attrition

In the case where attrition for a continuous outcome was
between 0% and 50% and completer-only data were reported, we
reproduced these.

3.2 Standard deviations

We did not impute standard deviations (SD) in any included study.
In future versions of this review where we may identify such data,
if SDs are not reported, we will first try to obtain the missing values
from the authors. If not available, where there are missing measures
of variance for continuous data, but an exact standard error (SE)
and confidence intervals available for group means, and either P
value or T value available for diGerences in mean, we can calculate
them according to the rules described in the Handbook (Higgins
2011): When only the SE is reported, SDs are calculated by the
formula SD = SE * square root (n). Chapters 7.7.3 and 16.1.3 of the
Handbook (Higgins 2011) present detailed formulae for estimating
SDs from P values, T or F values, confidence intervals, ranges or
other statistics. If these formulae do not apply, we would calculate
the SDs according to a validated imputation method based on the
SDs of the other included studies (Furukawa 2006). Although some
of these imputation strategies can introduce error, the alternative
would be to exclude a given study’s outcome and thus to lose
information. We nevertheless will examine the validity of the
imputations in a sensitivity analysis excluding imputed values.

3.3 Last observation carried forward

We anticipated that in some studies the method of last observation
carried forward (LOCF) would be employed within the study report.
As with all methods of imputation to deal with missing data,
LOCF introduces uncertainty about the reliability of the results
(Leucht 2007). Therefore, where LOCF data have been used in the
trial, if less than 50% of the data have been assumed, we have
reproduced these data and indicated that they are the product of
LOCF assumptions.

Assessment of heterogeneity

1. Clinical heterogeneity

We considered all included studies initially, without seeing
comparison data, to judge clinical heterogeneity. We simply

inspected all studies for clearly outlying people or situations
which we had not predicted would arise. When such situations or
participant groups arose, we fully discussed these.

2. Methodological heterogeneity

We considered all included studies initially, without seeing
comparison data, to judge methodological heterogeneity. We
simply inspected all studies for clearly outlying methods which we
had not predicted would arise. When such methodological outliers
arose, we fully discussed these.

3. Statistical heterogeneity

3.1 Visual inspection

We visually inspected graphs to investigate the possibility of
statistical heterogeneity.

3.2 Employing the I2 statistic

We investigated heterogeneity between studies by considering

the I2 method alongside the Chi2 P value. The I2 provides an
estimate of the percentage of inconsistency thought to be due
to chance (Higgins 2003). The importance of the observed value

of I2 depends on i. magnitude and direction of eGects and ii.

strength of evidence for heterogeneity (e.g. P value from Chi2

test, or a confidence interval for I2). An I2 estimate greater
than or equal to around 50% accompanied by a statistically

significant Chi2 statistic was interpreted as evidence of substantial
levels of heterogeneity (Higgins 2011). When substantial levels of
heterogeneity were found in the primary outcome, we explored
reasons for heterogeneity (Subgroup analysis and investigation of
heterogeneity).

Assessment of reporting biases

Reporting biases arise when the dissemination of research findings
is influenced by the nature and direction of results (Egger 1997).
These are described in Section 10 of the Handbook (Higgins 2011).
We are aware that funnel plots may be useful in investigating
reporting biases but are of limited power to detect small-study
eGects. We did not use funnel plots for outcomes where there
were 10 or fewer studies, or where all studies were of similar
sizes. In other cases, where funnel plots are possible, we sought
statistical advice in their interpretation. We used a funnel plot for
our primary outcome in the comparison of perphenazine versus
any antipsychotic (see Figure 1).
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Figure 1.   Funnel plot of comparison: 2 PERPHENAZINE vs ANY ANTIPSYCHOTICS, outcome: 2.4 Global state: 1.
Change over time - no better or deterioration (ITT).

 
Data synthesis

We understand that there is no closed argument for preference for
use of fixed-eGect or random-eGects models. The random-eGects
method incorporates an assumption that the diGerent studies are
estimating diGerent, yet related, intervention eGects. This oSen
seems to be true to us and the random-eGects model takes into
account diGerences between studies even if there is no statistically
significant heterogeneity. There is, however, a disadvantage to the
random-eGects model: it puts added weight onto small studies,
which oSen are the most biased ones. Depending on the direction
of eGect, these studies can either inflate or deflate the eGect size.
We chose the random-eGects model for all analyses. The reader is,
however, able to choose to inspect the data using the fixed-eGect
model.

Subgroup analysis and investigation of heterogeneity

1. Subgroup analyses - only primary outcomes

1.1 Clinical state, stage or problem

We proposed to undertake this review and provide an overview
of the eGects of perphenazine for people with schizophrenia in
general. In addition, however, we tried to report data on subgroups
of people in the same clinical state, stage and with similar
problems. In particular, we included data for people in acute phase
of schizophrenia.

2. Investigation of heterogeneity

If inconsistency was high, we have reported this. First, we
investigated whether data had been entered correctly. Second, if
data were correct, we visually inspected the graph and successively
removed outlying to see if homogeneity was restored. For this
review, we decided that should this occur with data contributing
to the summary finding of no more than around 10% of the total
weighting, we would present data. If not, then we did not pool data
and discussed issues. We know of no supporting research for this
10% cut-oG, but we use prediction intervals as an alternative to this
unsatisfactory state.

When unanticipated clinical or methodological heterogeneity was
obvious, we simply stated hypotheses regarding these for future
reviews or versions of this review. We do not anticipate undertaking
analyses relating to these.

Sensitivity analysis

We applied all sensitivity analyses to the primary outcomes of this
review.

1. Implication of randomisation

We aimed to include trials in a sensitivity analysis if they were
described in some way so as to imply randomisation. For the
primary outcomes, we included these studies and if there was no
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substantive diGerence when the implied randomised studies were
added to those with better description of randomisation, then we
entered all data from these studies.

2. Assumptions for lost binary data

Where assumptions had to be made regarding people lost to follow-
up and missing SDs data (see Dealing with missing data), we
compared the findings on primary outcomes when we used our
assumption compared with complete data only. We undertook a
sensitivity analysis to test how prone results were to change when
'completer' data only were compared to the imputed data using
the above assumption. If there was a substantial diGerence, we
reported results and discussed them, but continued to employ our
assumption.

3. Risk of bias

We analysed the eGects of excluding trials that were judged
to be at high risk of bias across one or more of the domains
of randomisation (implied as randomised with no further
details available): allocation concealment, blinding and outcome
reporting for the meta-analysis of the primary outcome. If the
exclusion of trials at high risk of bias did not substantially alter the
direction of eGect or the precision of the eGect estimates, then we
included data from these trials in the analysis.

4. Imputed values

We planned to undertake a sensitivity analysis to assess the eGects
of including data from trials if we used imputed values for ICC in
calculating the design eGect in cluster-randomised trials.

Had we noted substantial diGerences in the direction or precision
of eGect estimates in any of the sensitivity analyses listed above, we
would not have pooled data from the excluded trials with the other
trials contributing to the outcome, but presented them separately.

5. Fixed-e,ect and random-e,ects

We synthesised data using a random-eGects model, however
synthesised data for primary outcomes using a fixed-eGect model
to investigate whether this altered the estimate of the eGect.

R E S U L T S

Description of studies

For substantive descriptions of studies please see Characteristics of
included studies and Characteristics of excluded studies tables.

Results of the search

In the 2013 update search, we identified 618 records and screened
615 aSer duplicates were removed (See Appendix 3 for original
results of search). Of these 334 records were excluded based on title
and abstract, with the remaining 187 full-text references assessed
for eligibility by inspecting their full citations. A total of 108 studies
were excluded with reasons, with 14 awaiting classification for
either inclusion or exclusion. This current review includes a total
of 31 studies in meta-analyses (see Figure 2). One study that
was awaiting assessment from the previous version of this review
has now been included since the update study search identified
newer references with published results (Naukkarinen 2000). Three
more studies that were previously awaiting assessment have
now been excluded: Akimoto 1966 because there was no control
group; Eklund 1976 because the study was judged to not be
adequately randomised, and Galdi 1988 because it was found that
perphenazine was not used as a study drug, nor were all the
included participants diagnosed with schizophrenia. Conversely,
two studies that were previously included have now been excluded:
Nahunek 1967 because it was described as an 'open cross-over'
study, with no description of randomisation; and Whittaker 1963
because participants were 'arbitrarily allocated', which was judged
to not amount to adequate randomisation.
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Figure 2.   Study flow diagram: 2013 update search
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Included studies

Thirty-one studies fulfilled the inclusion criteria, with a total of n
= 4662 (of which n = 4522 were receiving the drugs relevant to our
comparison) and presented data that could be used for at least one
comparison. The trial centres were located in Europe (especially
Scandinavia), Japan and Northern America.

1. Length of trials

The duration of included trials covered a range from 10 days to
18 months, with the most common being 12 weeks (mean 11
weeks). We classified 28 of the studies as 'short term' and only
one study (Lepola 1989) fell into the 'medium-term' category. The
longest study was 18 months and classified as 'long term' for this
systematic review (CATIE 2005). One study did not specify its length
(Itoh 1969 II).

2. Design

All trials used a parallel-group design. Only seven of the included
studies adequately described randomisation methods (Amakusa
1973; CATIE 2005; Itoh 1969; Itoh 1969 II; Itoh 1969 III; Naukkarinen
2000; Takahashi 1982).

3. Participants

Only 11 studies described the diagnostic criteria used: Hoyberg
1993 used the Diagnostic and Statistical Manual of Mental
disorders, Third edition, Revised (DSM-III-R), and four studies
(CATIE 2005; Kane 2003; Naukkarinen 2000; Wang 2008b) used
the Diagnostic and Statistical Manual, Fourth Edition (DSM-
IV). Eckmann 1984 used the International Classification of
Diseases, ninth revision (ICD-9) criteria; Lepola 1989 used Research
Diagnostic Criteria (RDC) criteria and four Chinese studies
used Chinese Classification of Mental Disorders (CCMD) criteria,
including CCMD-2-R (Sun 2000) and CCMD-3 (Wang 2008a; Wang
2008c; Zhang 2010). The remaining studies probably used clinical
criteria to diagnose study participants. In Hanlon 1964, there was a
special inclusion criterion that the participants had to be "anergic
and withdrawn" people with schizophrenia. Only four studies also
included some participants who did not suGer from schizophrenia:
Fruensgaard 1978 included people with acute schizophreniform
psychotic episodes, acute exacerbation of a chronic schizophrenic
process and psychogenic psychoses. Among the 115 participants
in Hanlon 1964, 99 had a diagnosis of schizophrenia, the

other diagnoses were not specified. Hanlon 1965 included 52
participants with a neurotic or a personality disorder and 270 with
schizophrenia. Kurland 1961 described the included participants
as having "predominantly" schizophrenia. These four studies were
included because the majority of randomised participants had
schizophrenia. Seven studies included participants with acute
schizophrenia, and were included in an acute subgroup in meta-
analysis (Eckmann 1984; Fruensgaard 1978; Hoyberg 1993; Kurland
1961; Lepola 1989; Remvig 1987; Van Praag 1976).

In the studies that gave information on the sex of participants, there
were 2442 males and 1345 females. Among the studies in which the
participants' age was indicated, these ages ranged from 13 to 70
years.

4. Setting

Seventeen studies were multi-centre, with the remaining studies
single-centre. Most of the included studies were undertaken in
Japan, followed by North America, UK, Germany, Denmark and
Findland.

5. Study size

Twenty-eight per cent of the studies included more than 100
people. The number of people in the included studies ranged from
28 (Van Praag 1976) to 1493 (CATIE 2005). Only around 10% of the
studies had 40 or less participants, with a mean sample size of
around 150. A total of 4662 people participated in the 31 trials, 4551
of whom had been randomised to interventions that were relevant
for the review.

6. Interventions

6.1 perphenazine

A total of 1457 people were given perphenazine in the included
studies. Doses varied from a minimum of 2 to 4 mg (Zhang 2010) to
a maximum of 90 mg/day (Itoh 1969). The mode of administration
and dose in Itoh 1969 II is unclear. Six studies used a fixed dose
(Bennett 1961; Chouinard 1975; Chouinard 1977; Collins 1967;
Hanlon 1964; Woggon 1978), whilst the remaining studies used
a flexible dose, most oSen according to the judgement of each
physician in each individual study.

6.2 Control interventions

 

Control Intervention Average dose (control) Studies Average dose (perphenazine)

vs Placebo to match study drug Chouinard 1975; Chouinard
1977; Collins 1967; Hanlon
1964

mean 13 mg/day

vs Aripiprazole mean 26.8 mg/day Kane 2003; Zhang 2010 mean 25.15 mg/day

vs Benperidol range 6 or 12 mg/day Eckmann 1984 range 12 or 24 mg/day

vs Bromperidol mean 6 mg/day Woggon 1978 mean 20 mg/day

vs Chlorpromazine mean 487.63 mg/day Bennett 1961; Hanlon 1965;
Kurland 1961

mean 40.91 mg/day
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vs Clocapramine range 75 to 150 mg/day Kurihara 1983 range 9 to 18 mg/day

vs Clopenthixol range 25 to 250 mg/day Dehnel 1968 range 8 to 80 mg/day

vs Clothiapine range 12 mg/day increased to 24
mg/day

Itoh 1969 range 45 mg/day increased to 90
mg/day

vs Clozapine range 0 to 600 mg/day Sun 2000; Van Praag 1976 range 0 to 60 mg/day

vs Clozapine + per-
phenazine

range 32 to 50 mg + 100 to 300
mg/mg/day

Sun 2000 range 8 to 60 mg/day

vs Fluphenazine mean 5.92 mg/day Hanlon 1965 mean 38.61 mg/day

vs Haloperdiol range 3 to 6 mg/day Kurihara 1983 range 9 to 18 mg/day

vs Loxapine range 20 mg/day to max 150 mg/
day

Fruensgaard 1978 range 16 mg/day to max 120 mg/
day

vs Mepazine mean 151 mg/day Bennett 1961; Kurland 1961 mean 42 mg/day

vs Methyperidol range 15 mg to 30 mg/day Itoh 1969 III range 9 mg/day to 18 mg/day

vs Olanzapine mean 16.5 mg/day CATIE 2005; Naukkarinen 2000;
Wang 2008b

mean 24.9 mg/day

vs Penfluridol 2 mg/day the flexible up to max
100 mg/day

Itoh 1976 12 mg/day then flexible dose age
up to max 60 mg/day

vs Prochlorperazine mean 59.9 mg/day Bennett 1961; Hanlon 1965;
Kurland 1961

mean 40.91 mg/day

vs Quetiapine mean 401.16 mg/day CATIE 2005; Wang 2008c mean 22.65 mg/day

vs Promazine mean 438.92 mg/day Kurland 1961 mean 30.83 mg/day

vs Risperidone mean 5.3 mg/day CATIE 2005; Hoyberg 1993;
Wang 2008a

mean 25.4 mg/day

vs Sulpiride mean 900 mg/day Amakusa 1973; Lepola 1989 mean 20.5 mg/day

vs Thioproprazate mean 20.83 mg/day Hanlon 1965 mean 38.61 mg/day

vs Thioridazine mean 193.46 mg/day Hanlon 1965 mean 38.61 mg/day

vs Thiothixene no details Itoh 1969 II no details

vs Timiperone range 2 mg/day up to max of 12
mg/day

Takahashi 1982 range 8 mg/day up to max of 48
mg/day

vs Trifluoperazine mean 11.49 mg/day Hanlon 1965 mean 38.61 mg/day

vs Trifluopromazine mean 124.13 mg/day Bennett 1961; Hanlon 1965;
Kurland 1961

mean 40.9 mg/day

vs Ziprasidone mean 112.8 mg/day CATIE 2005 mean 20.8 mg/day
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vs Zotepine range 75 mg/day to max 150 mg/
day

Imai 1980 range 12 mg/day to max 24 mg/
day

vs Zuclopenthixol mean 37 mg/day Remvig 1987 mean 30 mg/day

 
The number of comparators is greater than the total number of
included studies because several studies used more than one
comparison group (Bennett 1961; CATIE 2005; Chouinard 1975;
Chouinard 1977; Collins 1967; Hanlon 1964; Hanlon 1965; Kurihara
1983; Kurland 1961; Sun 2000).

7. Outcomes

7.1 General remarks

There was a relatively high degree of inconsistency in terms of the
outcome measures used in the included trials. In addition, many
trials presented results in graphical form, which made it diGicult to
extract data. The use of continuous data were oSen not possible
because standard deviations were not indicated, and in other cases
because the data seemed to be skewed. For skewed data, results
are shown in the 'other data tables'. The outcomes that could be
used most frequently were 'global clinical state', 'leaving the study
early' and 'adverse events' (movement disorders and others).

7.2 Acceptability and e>icacy

We could extract the number of people 'leaving the studies early',
which can be used as a measure of acceptability of treatment, from
28 studies; data were not available for Wang 2008a; Wang 2008b;
Zhang 2010. The number of people who showed no improvement
or deteriorated according to the Clinical Global Impression (CGI)
was given in 17 studies. The Brief Psychiatric Rating Scale (BPRS)
is one of the most widely used rating scales to monitor the general
mental state of those with schizophrenia, but only Hoyberg 1993;
Lepola 1989; Naukkarinen 2000; Sun 2000; Wang 2008c; Zhang 2010
provided usable data. Hoyberg 1993; Kane 2003; Naukkarinen 2000;
Wang 2008a; Wang 2008b; Zhang 2010 were the only studies that
used the Positive and Negative Symptom Scale (PANSS) to evaluate
symptoms. Behavioural changes were assessed in the three studies
by Itoh (Itoh 1969; Itoh 1969 II; Itoh 1969 III) using the 'Behaviour
Scale', a Japanese scale about which we were not able to obtain
further information.

7.3 Adverse events

The number of participants with at least one adverse event could
be extracted from many trials. Extrapyramidal adverse events (EPS)
were most intensively monitored in the studies. An outcome related
to EPS - the number of participants who needed antiparkinsonian
medication at least once - was also frequently recorded. The
occurrence of adverse events other than EPS was much less
consistently indicated.

7.4 Outcome scales

Details of scales that provided usable data are shown below.
Reasons for the exclusion of data from other instruments are given
under 'Outcomes' in the 'Included studies' section.

7.4.1 Global state

i. Clinical Global Impression - CGI (Guy 1976)

This is a rating instrument that enables clinicians to quantify
severity of illness and overall clinical improvement during therapy.
A seven-point scoring system is usually used with low scores
indicating decreased severity and/or greater recovery. Only one
included study provided continuous data using this scale (Kane
2003).

7.4.2 Mental state

i. Brief Psychiatric Rating Scale - BPRS (Overall 1962)
This scale is used to assess the severity of abnormal mental
states. The original scale has 16 items, but a revised 18-item scale
is commonly used. Each item is defined on a seven-point scale
varying from 'not present' to 'extremely severe', scoring from 0 -
6 or 1 - 7. Scores can range from 0 - 108 or 18 - 126, respectively.
High scores indicate more severe symptoms. The BPRS-positive
cluster comprises four items, which are conceptual disorganisation,
suspiciousness, hallucinatory behaviour and unusual thought
content. The BPRS-negative cluster comprises only three items,
which are emotional withdrawal, motor retardation, and blunted
aGect. Four included studies provided dichotomised data using this
scale (Hoyberg 1993; Sun 2000; Wang 2008c; Zhang 2010); only
one study provided continuous data using this scale (Wang 2008c);
while two studies provided skew data (Lepola 1989; Naukkarinen
2000).

ii. Positive and Negative Symptom Scale - PANSS (Kay 1987)
The positive and negative syndrome scale was originated as
a method for evaluating positive, negative and other symptom
dimensions in schizophrenia. The scale has 30 items, and each item
can be rated on a seven-point scoring system varying from one
(absent) to seven (extreme). This scale can be divided into three
subscales for measuring the severity of general psychopathology,
positive symptoms (PANSS-P) and negative symptoms (PANSS-
N). A low score indicates low levels of symptoms. Three included
studies reported dichotomised data using this scale (Hoyberg 1993;
Wang 2008a; Wang 2008b); three studies reported continuous
data using this scale (Hoyberg 1993; Wang 2008b; Zhang 2010);
and two studies reported skew data using this scale (Kane 2003;
Naukkarinen 2000).

7.4.3. Behaviour

i. Wing-Scale B (Wing 1961)

This is a 12-item rating scale, measuring such behaviours as
'slowness of movement', 'underactivity', 'conversation', 'laughing
and talking to self', 'threatening violent behaviour', and others
including 'personal hygiene'. The items are rated 0 to 2, (0 = no
particular behaviour present, and 2 = extreme behaviour present).
Only one study provided data using this scale (Collins 1967).

7.4.4 Adverse events

i. TESS (ICH E3 1995)
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The ICH E3 1995 guideline has stated that 'treatment-emergent
signs and symptoms' (TESS) are to be defined as "events not
seen at baseline and events that worsened even if present at
baseline". It can be diGicult to document this accurately taking
into account variables in time, dosage, adverse events and severity.
Generally, TESS scores for particular adverse events are categorised
as 'mild', 'moderate', or 'severe', with an appropriate action
taken (e.g. none; discontinued; dose changed' hospitalisation;
additional medication given. It is not oSen that studies publish
continuous data from these measurements, with the more
common presentation of dichotomised TESS ratings. Only one
study provided continuous data using this rating (Zhang 2010).

7.5 Missing outcomes

Many important outcomes such as economic costs, issues of
hospital admission, death and satisfaction with care were not
addressed in the included studies.

Excluded studies

In this updated review, we excluded a total of 19 studies
in addition to those already excluded from the previous
review, totaling 108 excluded studies. Several of these studies
were not randomised (AGleck 1969; Eklund 1976; Opjordsmoen
2000; Sharpley 1964). Other studies were excluded because
they did not compare appropriate interventions (perphenazine
enanthate or decanoate; perphenazine in combination with other
drugs; perphenazine versus perphenazine; perphenazine versus

unlicensed neuroleptics). Eight studies did not use a placebo or
neuroleptic comparator group. Sixteen studies were randomised
controlled trials, but we had to exclude them because outcome
data were no longer available. With the exception of Levine
1997, all of the latter studies were undertaken by the research
group under Professor Svestka (Brno, Czech Republic) who
kindly informed us that the data are no longer available. Other
exclusions included comparisons of perphenazine combined with
psychological therapy versus perphenazine alone (Zhu 2009), and
perphenazine versus 1-stepholidine (Wang 2001; Zhong 2001), both
are topics which would be interesting and appropriate in another
review.

Studies awaiting assessment

We have obtained 14 publications but cannot use them without
further information from authors and have written letters to the
primary authors requesting more information. Answers from these
authors are still due but have become unlikely. We hope that
someone may provide us with the missing information in the future,
and therefore, we have retained these studies in the category
'awaiting assessment'.

Ongoing studies

We identified no ongoing studies.

Risk of bias in included studies

For a graphical overview, see Figure 3; Figure 4.
 

Figure 3.   'Risk of bias' graph: review authors' judgements about each risk of bias item presented as percentages
across all included studies.
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Figure 4.   'Risk of bias' summary: review authors' judgements about each risk of bias item for each included study.
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Figure 4.   (Continued)

 
Allocation

Although all trials were described as 'randomised', only seven
publications presented adequate information about sequence
generation (Amakusa 1973; CATIE 2005; Itoh 1969; Itoh 1969 II; Itoh
1969 III; Naukkarinen 2000; Takahashi 1982). All other 24 included
studies were rated as 'unclear', because it was unknown exactly
how the randomisation had been undertaken.

Blinding

All studies apart from one (Bennett 1961) were stated to have been
conducted in a double-blind fashion. How blindness was assured in
this one study is unclear, with possible single-blinding implied, and
therefore rated as a 'high' risk of bias. Ten studies were rated as a
'low' risk of bias for providing adequate information as to blinding
with most studies using capsules identical in appearance to assist
in maintaining blindness (Amakusa 1973; CATIE 2005; Chouinard
1977; Collins 1967; Dehnel 1968; Itoh 1969; Kane 2003; Naukkarinen
2000; Takahashi 1982; Van Praag 1976), with the remaining studies
rated as 'unclear.

Incomplete outcome data

Nine studies were rated as a 'high' risk of bias for failing to
describe participants who may have discontinued or leS the studies
early (Bennett 1961; Chouinard 1977; Hanlon 1965; Kurland 1961;
Naukkarinen 2000; Remvig 1987; Takahashi 1982; Wang 2008a;
Zhang 2010). These studies either had a high attrition rate (of
more than 50%), or did not adequately explain which data were
included in the final data analysis. Six studies were rated as a
'low' risk of bias, for either having no losses (Collins 1967), or
for clearly explaining all participants who discontinued early and
including them in full analysis on either ITT or LOCF (CATIE 2005;
Chouinard 1975; Kane 2003; Van Praag 1976; Woggon 1978). All of
the remaining studies were rated as an 'unclear' risk for inadequate
explanation.

Selective reporting

Ten studies were rated as a 'high' risk for reporting bias (Bennett
1961; Chouinard 1975; Eckmann 1984; Fruensgaard 1978; Hanlon

1964; Hoyberg 1993; Naukkarinen 2000; Remvig 1987; Woggon
1978; Zhang 2010), mainly due to stated outcomes either not
being reported at all in results, or data rendered unusable -
specifically continuous data, which in some studies were not
reported in their entirety (i.e. including mean, standard deviation,
reported by group). Five studies were rated as a 'low' risk (CATIE
2005; Chouinard 1977; Collins 1967; Kane 2003; Wang 2008b). All
remaining studies were rated as an 'unclear' risk for inadequate
information provided in the study reports. We constructed a
funnel plot for our primary outcome of global state: change
over time - no better or deterioration (see Figure 1), which
demonstrates asymmetry - publication bias (selective reporting
or analysis reporting) is one possible explanation, however poor
methodological design is another factor to consider.

Other potential sources of bias

The vast majority of studies were rated as 'unclear' for other
potential sources of bias, as these can be diGicult to detect -
particularly because the reporting standards of included studies
were generally quite low due to the age of included studies (ranging
from the years 1961 to 2005). We rated four studies as a 'high' risk on
this domain (Hanlon 1964; Kane 2003; Naukkarinen 2000; Remvig
1987), largely due to pharmaceutical industry support in each of
these studies, as well as potential protocol deviation detected
(Remvig 1987).

E>ects of interventions

See: Summary of findings for the main comparison
PERPHENAZINE compared with PLACEBO for schizophrenia;
Summary of findings 2 PERPHENAZINE compared with ANY
ANTIPSYCHOTICS for schizophrenia

For dichotomous outcomes we calulated risk ratios (RR) and for
continuous outcomes we calculated mean diGerences (MD), both
with the associated 95% confidence intervals (CI).
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COMPARISON 1: PERPHENAZINE versus PLACEBO

1.1 Leaving the study early: 1. Any reason

1.1.1 short term

In this subgroup we found four relevant trials (n = 203). There was no
significant diGerence between perphenazine and placebo (RR 0.26
CI 0.01 to 4.92, Analysis 1.1). This subgroup had important levels of

heterogeneity (Chi2 = 25.5; df = 2; P < 0.00001; I2 = 92%).

1.1.2 medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo (RR 0.40 CI 0.08 to 1.90, Analysis 1.1).

1.2 Leaving the study early: 2. Due to adverse events

1.2.1 short term

In this subgroup we only found one relevant trial (n = 61) (Kurland
1961). There was a statistically significant diGerence (P = 0.05)
favouring placebo over perphenazine (RR 16.47 CI 0.99 to 273.29,
Analysis 1.2).

1.2.2 medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo (RR 5.00 CI 0.25 to 99.82, Analysis 1.2).

Overall, there was a statistically significant diGerence (P = 0.03)
favouring placebo in the short and medium term (2 RCTS, n = 119,
RR 9.43 CI 1.22 to 73.11).

1.3 Leaving the study early: 3. Due to relapse/worsening or no
improvement

1.3.1 short term

In this subgroup we found two relevant trials (n = 84). There
was a statistically significant diGerence (P = 0.001) favouring
perphenazine over placebo (RR 0.10 CI 0.03 to 0.42, Analysis 1.3).

1.4 Global state: 1. Change over time - no better or deterioration
(ITT)

1.4.1 short term

In this subgroup we only found one relevant trial (n = 61) (Kurland
1961). There was a statistically significant (P = 0.01) diGerence
favouring perphenazine over placebo (RR 0.32 CI 0.13 to 0.78,
Analysis 1.4).

1.5 Mental state: 1. Relapse (clinical diagnosis)

1.5.1 short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 0.14 CI 0.02 to 1.07, Analysis 1.5).

1.6 Behaviour: 1a. Wing-Scale B: social withdrawal - mean
change from baseline to endpoint

1.6.1 short term

In this subgroup we only found one relevant trial (n = 58) (Collins
1967). There was no significant diGerence between perphenazine
and placebo (MD 0.76 CI -0.51 to 2.03, Analysis 1.6).

1.7 Behaviour: 1b. Wing-Scale B: socially embarrassing
behaviour - mean change from baseline to endpoint

1.7.1 short term

In this subgroup we only found one relevant trial (n = 58) (Collins
1967). There was no significant diGerence between perphenazine
and placebo (MD 0.10 CI -0.54 to 0.74, Analysis 1.7).

1.8 Adverse events: Movement disorders

1.8.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo, with no events reported in either group (Analysis 1.8).

1.8.2 body rocking - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 3.00 CI 0.13 to 70.16, Analysis 1.8).

1.8.3 dystonia - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 1.00 CI 0.07 to 15.08, Analysis 1.8).

1.8.4 extrapyramidal signs - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 1.75 CI 0.59 to 5.21, Analysis 1.8).

1.8.5 facial mask - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 5.00 CI 0.25 to 98.96, Analysis 1.8).

1.8.6 oculogyric crisis - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 3.00 CI 0.13 to 70.16, Analysis 1.8).

1.8.7 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 58) (Collins
1967). There was no significant diGerence between perphenazine
and placebo (RR 7.00 CI 0.38 to 129.74, Analysis 1.8).

1.8.8 posture and gait - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 5.00 CI 0.25 to 98.96, Analysis 1.8).

1.8.9 rigidity - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 1.33 CI 0.33 to 5.33, Analysis 1.8).

1.8.10 tremor - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 1.50 CI 0.27 to 8.19, Analysis 1.8).
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1.8.11 tremor - medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo (RR 1.00 CI 0.15 to 6.63, Analysis 1.8).

1.8.12 use of antiparkinsonian drugs - short term

In this subgroup we only found one relevant trial (n = 36) (Chouinard
1977). There was no significant diGerence between perphenazine
and placebo (RR 3.00 CI 0.13 to 69.09, Analysis 1.8).

1.9 Other adverse events: 1. Anticholinergic

1.9.1 blurred vision - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo, with no events reported in either group (Analysis 1.9).

1.9.2 dry mouth - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 1.00 CI 0.07 to 15.08, Analysis 1.9).

1.9.3 dry mouth - medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo (RR 1.50 CI 0.27 to 8.32, Analysis 1.9).

1.9.4 nasal congestion - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 3.00 CI 0.13 to 70.16, Analysis 1.9).

1.10 Other adverse events: 2. Arousal

1.10.1 agitation - medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo (RR 0.80 CI 0.24 to 2.68, Analysis 1.10).

1.10.2 drowsiness - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 0.17 CI 0.02 to 1.28, Analysis 1.10).

1.10.3 drowsiness - medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo (RR 0.33 CI 0.01 to 7.86, Analysis 1.10).

1.10.4 excitement - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was a statistically significant diGerence (P = 0.01)
favouring perphenazine over placebo (RR 0.38 CI 0.18 to 0.79,
Analysis 1.10).

1.10.5 insomnia - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 0.56 CI 0.31 to 1.01, Analysis 1.10).

1.10.6 insomnia - medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo, with no events reported in either group (Analysis
1.10).

1.11 Other adverse events: 3. At least one

1.11.1 short term

In this subgroup we found two relevant trials (n = 94). There was no
significant diGerence between perphenazine and placebo (RR 1.50
CI 0.47 to 4.76, Analysis 1.11).

1.12 Other adverse events: 4. Cardiovascular

1.12.1 ECG abnormalities - short term

In this subgroup we only found one relevant trial (n = 36) (Chouinard
1977). There was no significant diGerence between perphenazine
and placebo (RR 2.00 CI 0.42 to 9.58, Analysis 1.12).

1.12.2 faintness, dizziness, weakness - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 1.00 CI 0.15 to 6.53, Analysis 1.12).

1.12.3 faintness, dizziness, weakness - medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo (RR 1.00 CI 0.22 to 4.55, Analysis 1.12).

1.12.4 hypotension - medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo (RR 5.00 CI 0.25 to 99.82, Analysis 1.12).

1.12.5 tachycardia - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 0.33 CI 0.01 to 7.80, Analysis 1.12).

1.13 Other adverse events: 5. Central nervous system

1.13.1 headache - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 0.75 CI 0.19 to 3.00, Analysis 1.13).

1.14 Other adverse events: 6. Endocrine

1.14.1 lactation - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo, with no events reported in either group (Analysis
1.14).

1.15 Other adverse events: 7. Gastrointestinal

1.15.1 constipation - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 0.80 CI 0.24 to 2.62, Analysis 1.15).
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1.15.2 diarrhoea - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 0.33 CI 0.01 to 7.80, Analysis 1.15).

1.15.3 nausea or vomiting - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 0.60 CI 0.16 to 2.23, Analysis 1.15).

1.15.4 nausea or vomiting - medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo (RR 5.00 CI 0.25 to 99.82, Analysis 1.15).

1.16 Other adverse events: 8. Haematology - abnormal
laboratory results

1.16.1 short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 1.50 CI 0.48 to 4.65, Analysis 1.16).

1.17 Other adverse events: 9. Skin

1.17.1 dermatitis - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 0.33 CI 0.01 to 7.80, Analysis 1.17).

1.17.2 oedema - medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo (RR 0.33 CI 0.01 to 7.86, Analysis 1.17).

1.18 Other adverse events: 10. Others

1.18.1 salivation increased - short term

In this subgroup we only found one relevant trial (n = 48) (Chouinard
1975). There was no significant diGerence between perphenazine
and placebo (RR 2.00 CI 0.19 to 20.61, Analysis 1.18).

1.18.2 tenseness - medium term

In this subgroup we only found one relevant trial (n = 58) (Hanlon
1964). There was no significant diGerence between perphenazine
and placebo (RR 0.50 CI 0.05 to 5.21, Analysis 1.18).

COMPARISON 2: PERPHENAZINE versus ANY ANTIPSYCHOTIC

2.1 Leaving the study early: 1. Any reason

2.1.1 short term

In this subgroup we found 21 relevant trials (n = 2500). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 1.09 CI 0.83 to 1.42, Analysis 2.1). This subgroup had

moderate levels of heterogeneity (Chi2 = 34.32; df = 17; P = 0.008; I2

= 50%).

2.1.2 medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.92 CI 0.86 to 4.25, Analysis 2.1).

2.1.3 long term

In this subgroup we found two relevant trials (n = 1520). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.01 CI 0.94 to 1.09, Analysis 2.1).

Across all short, medium and long term, there was no significant
diGerence between perphenazine and any other antipsychotic
drugs (24 RCTs, n = 4067, RR 1.10 CI 0.92 to 1.31).

2.2 Leaving the study early: 2. Due to adverse events

2.2.1 short term

In this subgroup we found nine relevant trials (n = 1661). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.13 CI 0.70 to 1.83, Analysis 2.2). This

subgroup had moderate levels of heterogeneity (Chi2 = 12.82; df =

8; P = 0.12; I2 = 38%).

2.2.2 medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 2.88 CI 0.12 to 67.29, Analysis 2.2).

2.2.3 long term

In this subgroup we found two relevant trials (n = 1506). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.07 CI 0.79 to 1.47, Analysis 2.2).

Across all short, medium and long term, there was no significant
diGerence between perphenazine and any other antipsychotic
drugs (12 RCTs, n = 3214, RR 1.11 CI 0.82 to 1.52).

2.3 Leaving the study early: 3. Due to relapse/worsening or no
improvement

2.3.1 short term

In this subgroup we found seven relevant trials (n = 979). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.26 CI 0.78 to 2.03, Analysis 2.3).

2.3.2 medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.15 CI 0.41 to 3.25, Analysis 2.3).

2.3.3 long term

In this subgroup we found two relevant trials (n = 1506). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.07 CI 0.85 to 1.34, Analysis 2.3).

Across all short, medium and long term, there was no significant
diGerence between perphenazine and any other antipsychotic
drugs (10 RCTs, n = 2532, RR 1.10 CI 0.90 to 1.35).

2.4 Global state: 1. Change over time - no better or deterioration
(ITT)

2.4.1 short term

In this subgroup we found 16 relevant trials (n = 1803). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 1.03 CI 0.9 to 1.17, Analysis 2.4). This subgroup had
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moderate levels of heterogeneity (Chi2 = 22.17; df = 15; P = 0.10; I2

= 32%).

2.4.2 medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.20 CI 0.73 to 1.97, Analysis 2.4).

Across both short and medium term, there was no significant
diGerence between perphenazine and any other antipsychotic
drugs (17 RCTs, n = 1850 RR 1.04 CI 0.92 to 1.17).

2.5 Global state: 2. Average endpoint score (CGI-S)

2.5.1 short term

In this subgroup we only found one relevant trial (n = 294) (Kane
2003). There was no significant diGerence between perphenazine
and any antipsychotic drugs (MD -0.20 CI -0.56 to 0.16, Analysis 2.5).

2.6 Mental state: 2a. State - BPRS score reduction ('no e,ect')

For mental state outcome of 'no eGect' of the study drug (BPRS
score) reduction, there was again no significant diGerence between
groups (4 RCTs, n = 383, RR 1.24 CI 0.61 to 2.52, Analysis 2.6)

2.6.1 less than 20% reduction - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.81 CI 0.61 to 1.08).

2.6.2 less than 25% reduction - short term

In this subgroup we found two relevant trials (n = 129). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 1.38 CI 0.46 to 4.12).

2.6.3 less than 30% reduction - short term

In this subgroup we only found one relevant trial (n = 147) (Sun
2000). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 3.44 CI 0.86 to 13.79).

2.7 Mental state: 2b. State - BPRS total score (high = poor)

2.7.1 short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and any antipsychotic drugs (MD 1.10 CI -1.26 to 3.46, Analysis 2.7).

2.8 Mental state: 2c. State - BPRS end score (high = poor, skewed
data)

2.8.1 medium term

Data for this outcome are skewed and are best inspected by viewing
Analysis 2.8.

2.9 Mental state: 2c. State - BPRS end score (high = poor, skewed
data)

2.9.1 long term

Data for this outcome are skewed and are best inspected by viewing
Analysis 2.9.

2.10 Mental state: 2d. State - PANSS score reduction ('no e,ect')

2.10.1 less than 20% reduction - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.86 CI 0.64 to 1.15, Analysis 2.10).

2.10.2 less than 25% reduction - short term

In this subgroup we only found one relevant trial (n = 60) (Wang
2008b). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 2.00 CI 0.40 to 10.11, Analysis 2.10).

2.10.3 less than 40% reduction - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008a). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.70 CI 0.30 to 9.50, Analysis 2.10).

2.11 Mental state: 2e. State - PANSS: mean change/endpoint
from baseline (high = poor)

2.11.1 total - short term

In this subgroup we found three relevant trials (n = 232). There
was a statistically significant diGerence (P < 0.0001) favouring any
antipsychotic drugs over perphenazine (MD 3.65 CI 1.86 to 5.43,
Analysis 2.11).

2.11.2 positive - short term

In this subgroup we found two relevant trials (n = 125). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (MD 4.45 CI -3.00 to 11.90, Analysis 2.11). This subgroup had

important high levels of heterogeneity (Chi2 = 74.07; df = 1; P = 0.0;

I2 = 99%).

2.11.3 negative - short term

In this subgroup we found two relevant trials (n = 125). There
was a statistically significant diGerence (P = 0.04) favouring any
antipsychotic drugs over perphenazine (MD 1.20 CI 0.07 to 2.33,
Analysis 2.11). This subgroup had moderate levels of heterogeneity

(Chi2 = 1.47; df = 1; P = 0.225; I2 = 32%).

2.11.4 general psychopathology - short term

In this subgroup we only found one relevant trial (n = 60) (Wang
2008b). There was a statistically significant diGerence (P = 0.05)
favouring perphenazine over any antipsychotic drugs (MD -0.39 CI
-0.79 to 0.01, Analysis 2.11).

2.12 Mental state: 2f. State - PANSS total change score (high =
poor, skewed data)

2.12.1 short term

Data for this outcome are skewed and are best inspected by viewing
Analysis 2.12.

2.13 Mental state: 2g. State - PANSS total endpoint score (high =
poor, skewed data)

2.13.1 long term

Data for this outcome are skewed and are best inspected by viewing
Analysis 2.13.
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2.14 Behaviour: 1. Behaviour subscale of the Psychiatric Rating
Scale: no better or worse

For this outcome we found three relevant trials (n = 244). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.03 CI 0.86 to 1.23, Analysis 2.14).

2.15 Adverse events: Movement disorders

2.15.1 akathisia - short term

In this subgroup we found 11 relevant trials (n = 1736). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 1.12 CI 0.79 to 1.58, Analysis 2.15). This subgroup had

important levels of heterogeneity (Chi2 = 21.74; df = 10; P = 0.016;

I2 = 54%).

2.15.2 akathisia - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 2.88 CI 0.64 to 12.82, Analysis 2.15).

2.15.3 akathisia - long term

In this subgroup we found two relevant trials (n = 1346). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.10 CI 0.65 to 1.85, Analysis 2.15).

2.15.4 akinesia - short term

In this subgroup we found two relevant trials (n = 475). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.44 CI 0.11 to 1.70, Analysis 2.15).

2.15.5 ataxia - short term

In this subgroup we found four relevant trials (n = 514). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.77 CI 0.25 to 2.41, Analysis 2.15).

2.15.6 dyskinesia - short term

In this subgroup we found eight relevant trials (n = 1282). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 0.63 CI 0.39 to 1.04, Analysis 2.15).

2.15.7 dyskinesia - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.48 CI 0.05 to 4.93, Analysis 2.15).

2.15.8 dystonia - short term

In this subgroup we found four relevant trials (n = 416). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 1.36 CI 0.23 to 8.16, Analysis 2.15). This subgroup had

important levels of heterogeneity (Chi2 = 6.48; df = 3; P = 0.09; I2 =
54%).

2.15.9 extrapyramidal signs - short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 0.90 CI 0.62 to 1.31,
Analysis 2.15).

2.15.10 EPS - short term

In this subgroup we found three relevant trials (n = 429). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 2.23 CI 0.88 to 5.67, Analysis 2.15).

2.15.11 EPS - long term

In this subgroup we only found one relevant trial (n = 1281) (CATIE
2005). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.00 CI 0.58 to 1.73, Analysis 2.15).

2.15.12 hyperkinesia - short term

In this subgroup we found two relevant trials (n = 135). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 2.64 CI 0.88 to 7.91, Analysis 2.15).

2.15.13 myotony - short term

In this subgroup we only found one relevant trial (n = 147) (Sun
2000). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 2.06 CI 0.92 to 4.62, Analysis 2.15).

2.15.14 parkinsonism - short term

In this subgroup we found seven relevant trials (n = 1254). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.10 CI 0.89 to 1.35, Analysis 2.15).

2.15.15 rigidity - short term

In this subgroup we found four relevant trials (n = 210). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 1.81 CI 0.38 to 8.64, Analysis 2.15). This subgroup had

important levels of heterogeneity (Chi2 = 9.17; df = 3; P = 0.027; I2

= 67%).

2.15.16 rigidity - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.64 CI 0.12 to 3.48, Analysis 2.15).

2.15.17 tardive dyskinesia - long term

In this subgroup we only found one relevant trial (n = 1073) (CATIE
2005). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.23 CI 0.89 to 1.70, Analysis 2.15).

2.15.18 tremor - short term

In this subgroup we found four relevant trials (n = 329). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 1.79 CI 0.73 to 4.39, Analysis 2.15). This subgroup had

important levels of heterogeneity (Chi2 = 9.85; df = 3; P = 0.02; I2 =
70%).

2.15.19 tremor - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.34 CI 0.50 to 3.63, Analysis 2.15).

2.15.20 use of antiparkinsonian drugs - short term

In this subgroup we found eight relevant trials (n = 996). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.04 CI 0.83 to 1.30, Analysis 2.15). This
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subgroup had important levels of heterogeneity (Chi2 = 14.59; df =

7; P = 0.042; I2 = 52%).

2.15.21 use of antiparkinsonian drugs - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.14 CI 0.01 to 2.52, Analysis 2.15).

2.15.22 use of antiparkinsonian drugs - long term

In this subgroup we only found one relevant trial (n = 46)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 3.00 CI 0.34 to 26.76,
Analysis 2.15).

2.16 Adverse events: Movement disorders - TESS total score (high
= poor, skewed data)

2.16.1 short term

Data for this outcome are skewed and are best inspected by viewing
Analysis 2.16.

2.17 Other adverse events: 1. Anticholinergic

2.17.1 blurred vision - short term

In this subgroup we found eight relevant trials (n = 1028). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 0.80 CI 0.40 to 1.61, Analysis 2.17). This

subgroup had moderate levels of heterogeneity (Chi2 = 10.85; df =
7; P = 0.145; I2 = 35%).

2.17.2 dry mouth - short term

In this subgroup we found nine relevant trials (n = 1017). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.43 CI 0.82 to 2.47, Analysis 2.17). This
subgroup had moderate levels of heterogeneity (Chi2 = 13.64; df =

8; P = 0.092; I2 = 41%).

2.17.3 dry mouth - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.92 CI 0.19 to 19.73, Analysis 2.17).

2.17.4 increased salivation - short term

In this subgroup we found two relevant trials (n = 211). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.42 CI 0.00 to 35.79, Analysis 2.17). This subgroup had

important levels of heterogeneity (Chi2 = 7.33; df = 1; P = 0.007; I2

= 86%).

2.17.5 increased salivation - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 0.33 CI 0.01 to 7.87,
Analysis 2.17).

2.17.6 nasal congestion - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh 1969).
There was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 3.00 CI 0.13 to 71.51, Analysis 2.17).

2.18 Other adverse events: 2. Arousal

2.18.1 agitation - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.05 CI 0.63 to 1.77, Analysis 2.18).

2.18.2 agitation - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 3.00 CI 0.33 to 27.23,
Analysis 2.18).

2.18.3 anxiety - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.19 CI 0.63 to 2.24, Analysis 2.18).

2.18.4 anxiety - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 1.25 CI 0.37 to 4.21,
Analysis 2.18).

2.18.5 depression - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.34 CI 0.76 to 2.35, Analysis 2.18).

2.18.6 drowsiness - short term

In this subgroup we found five relevant trials (n = 442). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.88 CI 0.53 to 1.44, Analysis 2.18).

2.18.7 emotional indi>erence - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.06 CI 0.58 to 1.94, Analysis 2.18).

2.18.8 excitation - short term

In this subgroup we found four relevant trials (n = 463). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 2.59 CI 0.57 to 11.84, Analysis 2.18). This subgroup had

important levels of heterogeneity (Chi2 = 20.68; df = 3; P = 0.0; I2 =
85%).

2.18.9 excitation - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.28 CI 0.32 to 5.10, Analysis 2.18).

2.18.10 increased dream activity - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.51 CI 0.62 to 3.67, Analysis 2.18).

2.18.11 insomnia - short term

In this subgroup we found 11 relevant trials (n = 1422). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 1.01 CI 0.86 to 1.18, Analysis 2.18).
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2.18.12 insomnia - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.24 CI 0.03 to 1.99, Analysis 2.18).

2.18.13 insomnia - long term

In this subgroup we found two relevant trials (n = 1520). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 2.15 CI 0.41 to 11.29, Analysis 2.18). This

subgroup had important levels of heterogeneity (Chi2 = 2.95; df = 1;

P = 0.086; I2 = 66%).

2.18.14 need of additional benzodiazepines - short term

In this subgroup we found five relevant trials (n = 448). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.93 CI 0.74 to 1.16, Analysis 2.18).

2.18.15 need of additional benzodiazepines - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.60 CI 0.43 to 5.93, Analysis 2.18).

2.18.16 need of additional benzodiazepines - long term

In this subgroup we only found one relevant trial (n = 46)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 0.91 CI 0.76 to 1.09,
Analysis 2.18).

2.18.17 restlessness - short term

In this subgroup we only found one relevant trial (n = 147) (Sun
2000). There was a statistically significant diGerence (P < 0.0001)
favouring any antipsychotic drugs over perphenazine (RR 3.75 CI
1.96 to 7.18, Analysis 2.18).

2.18.18 sleepiness/sedation - short term

In this subgroup we found seven relevant trials (n = 991). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.19 CI 0.87 to 1.62, Analysis 2.18).

2.18.19 sleepiness/sedation - long term

In this subgroup we only found one relevant trial (n = 1460) (CATIE
2005). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.98 CI 0.79 to 1.21, Analysis 2.18).

2.18.20 somnolence - short term

In this subgroup we only found one relevant trial (n = 147) (Sun
2000). There was a statistically significant diGerence (P = 0.05)
favouring perphenazine over any antipsychotic drugs (RR 0.36 CI
0.13 to 0.98, Analysis 2.18).

2.18.21 tension - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.97 CI 0.63 to 1.50, Analysis 2.18).

2.19 Other adverse events: 3. At least one

2.19.1 short term

In this subgroup we found nine relevant trials (n = 974). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.02 CI 0.95 to 1.09, Analysis 2.19).

2.20 Other adverse events: 4. Cardiovascular

2.20.1 angina pectoris - short term

In this subgroup we found two relevant trials (n = 391). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.57 CI 0.26 to 1.26, Analysis 2.20).

2.20.2 bradycardia - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 3.00 CI 0.13 to 70.83,
Analysis 2.20).

2.20.3 dizziness - short term

In this subgroup we only found one relevant trial (n = 147) (Sun
2000). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.91 CI 0.59 to 1.40, Analysis 2.20).

2.20.4 faintness, dizziness, weakness - short term

In this subgroup we found seven relevant trials (n = 930). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.27 CI 0.82 to 1.96, Analysis 2.20).

2.20.5 faintness, dizziness, weakness - long term

In this subgroup we only found one relevant trial (n = 1460) (CATIE
2005). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.02 CI 0.70 to 1.50, Analysis 2.20).

2.20.6 orthostatic hypotension - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.17 CI 0.02 to 1.31, Analysis 2.20).

2.20.7 hypotension - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 0.33 CI 0.01 to 7.87,
Analysis 2.20).

2.20.8 lassitude - short term

In this subgroup we found two relevant trials (n = 305). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 1.00 CI 0.68 to 1.45, Analysis 2.20).

2.20.9 palpitations - short term

In this subgroup we found two relevant trials (n = 391). There was a
statistically significant diGerence (P = 0.01) favouring perphenazine
over any antipsychotic drugs (RR 0.22 CI 0.07 to 0.73, Analysis 2.20).

2.20.10 tachycardia - short term

In this subgroup we found four relevant trials (n = 413). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.54 CI 0.21 to 1.39, Analysis 2.20). This subgroup had
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important levels of heterogeneity (Chi2 = 8.03; df = 3; P = 0.045; I2

= 63%).

2.21 Other adverse events: 5. Central nervous system

2.21.1 confusion - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 0.67 CI 0.11 to 3.90,
Analysis 2.21).

2.21.2 di>iculty in concentration - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.06 CI 0.71 to 1.58, Analysis 2.21).

2.21.3 disturbance of consciousness - short term

In this subgroup we found four relevant trials (n = 648). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.84 CI 0.10 to 6.78, Analysis 2.21).

2.21.4 dysarticulation - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 0.83 CI 0.38 to 1.84,
Analysis 2.21).

2.21.5 electroencephalogram (increase) - short term

In this subgroup we only found one relevant trial (n = 25) (Bennett
1961). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.57 CI 0.09 to 3.64, Analysis 2.21).

2.21.6 headache - short term

In this subgroup we found nine relevant trials (n = 1304). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 0.72 CI 0.50 to 1.03, Analysis 2.21).

2.21.7 headache - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 0.71 CI 0.25 to 2.00,
Analysis 2.21).

2.21.8 hypertonia - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 3.00 CI 0.13 to 70.83,
Analysis 2.21).

2.21.9 paraesthesia - short term

In this subgroup we found six relevant trials (n = 726). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 1.37 CI 0.57 to 3.26, Analysis 2.21).

2.21.10 seizure - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and any antipsychotic drugs, with no events reported
in either group (Analysis 2.21).

2.21.11 vertigo - short term

In this subgroup we found two relevant trials (n = 364). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.87 CI 0.44 to 1.74, Analysis 2.21).

2.22 Other adverse events: 6. Endocrine

2.22.1 amenorrhoea (women only) - short term

In this subgroup we only found one relevant trial (n = 30) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 3.00 CI 0.13 to 68.26, Analysis 2.22).

2.22.2 amenorrhoea - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.32 CI 0.04 to 2.85, Analysis 2.22).

2.22.3 gynaecomastia - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.15 CI 0.01 to 2.85, Analysis 2.22).

2.22.4 lactation - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.21 CI 0.01 to 4.30, Analysis 2.22).

2.22.5 lactation - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.19 CI 0.01 to 3.80, Analysis 2.22).

2.22.6 menorrhagia (women only) - short term

In this subgroup we only found one relevant trial (n = 30) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 3.00 CI 0.13 to 68.26, Analysis 2.22).

2.23 Other adverse events: 7. Gastrointestinal

2.23.1 constipation - short term

In this subgroup we found nine relevant trials (n = 1017). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 0.71 CI 0.40 to 1.28, Analysis 2.23). This

subgroup had important levels of heterogeneity (Chi2 = 18.83; df =

8; P = 0.016; I2 = 58%).

2.23.2 diarrhoea - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.15 CI 0.01 to 2.85, Analysis 2.23).

2.23.3 diarrhoea - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 1.00 CI 0.22 to 4.56,
Analysis 2.23).
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2.23.4 dyspepsia - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.59 CI 0.27 to 1.30, Analysis 2.23).

2.23.5 gastroenteritis - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 3.00 CI 0.13 to 70.83,
Analysis 2.23).

2.23.6 icterus - short term

In this subgroup we found three relevant trials (n = 450). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 0.33 CI 0.01 to 7.96, Analysis 2.23).

2.23.7 loss of appetite - short term

In this subgroup we found six relevant trials (n = 699). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.96 CI 0.69 to 1.33, Analysis 2.23).

2.23.8 nausea and vomiting - short term

In this subgroup we found seven relevant trials (n = 806). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.12 CI 0.75 to 1.67, Analysis 2.23).

2.23.9 nausea and vomiting - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.32 CI 0.04 to 2.85, Analysis 2.23).

2.23.10 nausea and vomiting - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 1.00 CI 0.07 to 15.26,
Analysis 2.23).

2.23.11 weight loss - short term

In this subgroup we found two relevant trials (n = 171). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 3.03 CI 0.75 to 12.20, Analysis 2.23).

2.23.12 weight gain - short term

In this subgroup we found three relevant trials (n = 235). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.53 CI 0.29 to 8.10, Analysis 2.23). This

subgroup had important levels of heterogeneity (Chi2 = 6.33; df = 2;

P = 0.042; I2 = 68%).

2.23.13 weight gain - long term

In this subgroup we only found one relevant trial (n = 1316) (CATIE
2005). There was a statistically significant diGerence (P = 0.02)
favouring perphenazine over any antipsychotic drugs (RR 0.66 CI
0.46 to 0.95, Analysis 2.23).

2.24 Other adverse events: 8. Skin

2.24.1 cellulitis - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between

perphenazine and any antipsychotic drugs (RR 0.33 CI 0.01 to 7.87,
Analysis 2.24).

2.24.2 eczema - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 3.00 CI 0.13 to 70.83,
Analysis 2.24).

2.24.3 fungal dermatitis - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 0.33 CI 0.01 to 7.87,
Analysis 2.24).

2.24.4 oedema

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 3.17 CI 0.13 to 76.16, Analysis 2.24).

2.24.5 pruritus - short term

In this subgroup we found three relevant trials (n = 498). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 0.77 CI 0.31 to 1.93, Analysis 2.24).

2.24.6 rash - short term

In this subgroup we found seven relevant trials (n = 806). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 0.90 CI 0.37 to 2.17, Analysis 2.24).

2.24.7 rash - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 1.00 CI 0.07 to 15.26,
Analysis 2.24).

2.24.8 sweating - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.66 CI 0.23 to 1.89, Analysis 2.24).

2.25 Other adverse events: 9. Genitourinary

2.25.1 diminished sexual desire

In this subgroup we found four relevant trials (n = 1958). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 1.03 CI 0.82 to 1.30, Analysis 2.25).

2.25.2 ejaculatory dysfunction (men only) - short term

In this subgroup we only found one relevant trial (n = 77) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.18 CI 0.02 to 1.43, Analysis 2.25).

2.25.3 erectile dysfunction (men only) - short term

In this subgroup we only found one relevant trial (n = 77) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.90 CI 0.30 to 2.70, Analysis 2.25).
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2.25.4 galactorrhoea - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.15 CI 0.01 to 2.85, Analysis 2.25).

2.25.5 galactorrhoea/gynaecomastia - long term

In this subgroup we only found one relevant trial (n = 1460) (CATIE
2005). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.56 CI 0.20 to 1.56, Analysis 2.25).

2.25.6 increased sexual desire - short term

In this subgroup we found two relevant trials (n = 212). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 1.06 CI 0.22 to 5.01, Analysis 2.25).

2.25.7 micturition disturbances - short term

In this subgroup we found five relevant trials (n = 635). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.59 CI 0.22 to 1.63, Analysis 2.25).

2.25.8 orgastic dysfunction - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 5.28 CI 0.26 to 107.51, Analysis
2.25).

2.26 Other adverse events: 10. Others

2.26.1 abdominal pain - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.14 CI 0.01 to 2.52, Analysis 2.26).

2.26.2 allergic reaction - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 0.33 CI 0.01 to 7.87,
Analysis 2.26).

2.26.3 back pain - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 3.00 CI 0.13 to 70.83,
Analysis 2.26).

2.26.4 cramps - short term

In this subgroup we found three relevant trials (n = 450). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 0.47 CI 0.05 to 4.46, Analysis 2.26).

2.26.5 failing memory - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.27 CI 0.60 to 2.68, Analysis 2.26).

2.26.6 muscle pain - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh 1969).
There was no significant diGerence between perphenazine and any
antipsychotic drugs (RR 3.00 CI 0.13 to 71.51, Analysis 2.26).

2.26.7 sweating - short term

In this subgroup we found six relevant trials (n = 726). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 0.73 CI 0.39 to 1.37, Analysis 2.26).

2.26.8 incontinence nocturia - long term

In this subgroup we only found one relevant trial (n = 1460) (CATIE
2005). There was a statistically significant diGerence (P = 0.03)
favouring perphenazine over any antipsychotic drugs (RR 0.41 CI
0.18 to 0.92, Analysis 2.26).

2.26.9 urinary hesitancy, dry mouth, constipation - long term

In this subgroup we only found one relevant trial (n = 1460) (CATIE
2005). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.86 CI 0.67 to 1.10, Analysis 2.26).

2.26.10 suicide attempt - long term

In this subgroup we only found one relevant trial (n = 1460) (CATIE
2005). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.77 CI 0.09 to 6.33, Analysis 2.26).

2.26.11 psychosis - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.63 CI 0.29 to 1.40, Analysis 2.26).

2.27 Other adverse events: 11. Lab data

2.27.1 abnormal EKG/ECG - short term

In this subgroup we found two relevant trials (n = 211). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (RR 2.44 CI 0.62 to 9.59, Analysis 2.27). This subgroup had

important levels of heterogeneity (Chi2 = 2.06; df = 1; P = 0.151; I2

= 51%).

2.27.2 abnormal liver function - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 4.00 CI 0.92 to 17.40, Analysis 2.27).

2.27.3 anaemia - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 1.00 CI 0.07 to 15.26,
Analysis 2.27).

2.27.4 decrease in white blood cell count and haemoglobin level -
short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.00 CI 0.07 to 15.30, Analysis 2.27).

2.27.5 ECG - atrial extrasystole & flattening of T-wave in V6 - short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 6.72 CI 0.37 to
123.33, Analysis 2.27).
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2.27.6 ECG abnormality (1st degree atrioventricular block)

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was a statistically significant diGerence (P = 0.007)
favouring perphenazine over any antipsychotic drugs (RR 15.82 CI
2.12 to 118.27, Analysis 2.27).

2.27.7 high white blood cell count - short term

In this subgroup we only found one relevant trial (n = 147) (Sun
2000). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.03 CI 0.10 to 11.09, Analysis 2.27).

2.27.8 increase in white blood cell count and haemoglobin level - short
term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.50 CI 0.10 to 2.54, Analysis 2.27).

2.27.9 liver function (GPT+) - short term

In this subgroup we only found one relevant trial (n = 147) (Sun
2000). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.69 CI 0.23 to 2.02, Analysis 2.27).

2.27.10 low white blood cell count - short term

In this subgroup we only found one relevant trial (n = 147) (Sun
2000). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.17 CI 0.02 to 1.28, Analysis 2.27).

2.27.11 prolactin: clinically significant high levels

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was a statistically significant diGerence (P < 0.00001)
favouring any antipsychotic drugs over perphenazine (RR 12.66 CI
6.06 to 26.45, Analysis 2.27).

2.27.12 prolonged QTc interval (≥450 msec and ≥10% increase from
baseline) - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and any antipsychotic drugs, with no events reported in either
group (Analysis 2.27).

2.27.13 rise in alkaline phosphate and GOT levels - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 3.00 CI 0.13 to 71.00, Analysis 2.27).

2.27.14 slight T-wave changes on EKG - short term

In this subgroup we only found one relevant trial (n = 50) (Dehnel
1968). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.00 CI 0.15 to 6.55, Analysis 2.27).

2.27.15 ventricular extrasystole - short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and any antipsychotic drugs (RR 0.32 CI 0.01 to 7.48,
Analysis 2.27).

2.28 Other adverse events: 11a. Lab data (skew)

2.28.1 weight change

Data for this outcome are skewed and are best inspected by viewing
Analysis 2.28.

2.29 Other adverse events: 12. Any serious adverse event

Overall there was no significant diGerence between groups for
serious adverse events (2 RCTs, n = 1760, RR 0.98 CI 0.68 to 1.41
(Analysis 2.29).

2.29.1 short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 0.79 CI 0.49 to 1.28).

2.29.2 long term

In this subgroup we only found one relevant trial (n = 1460) (CATIE
2005). There was no significant diGerence between perphenazine
and any antipsychotic drugs (RR 1.15 CI 0.78 to 1.69).

COMPARISON 3: PERPHENAZINE versus ANY ANTIPSYCHOTICS
(ACUTE)

3.1 Dichotomous outcomes for acute participants

3.1.1 Leaving the study early: 1. Any reason

In this subgroup we found seven relevant trials (n = 447). There
was a statistically significant diGerence (P = 0.007) between
perphenazine and any antipsychotic drugs (acute) (RR 1.25 CI 1.06
to 1.47, Analysis 3.1).

3.1.2 Leaving the study early: 2. Due to adverse events

In this subgroup we found three relevant trials (n = 314). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (acute) (RR 1.55 CI 0.72 to 3.34, Analysis 3.1).

This subgroup had moderate levels of heterogeneity (Chi2 = 2.97; df

= 2; P = 0.226; I2 = 33%).

3.1.3 Leaving the study early: 3. Due to relapse/worsening or no
improvement

In this subgroup we found two relevant trials (n = 129). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (acute) (RR 1.46 CI 0.34 to 6.26, Analysis 3.1).

3.1.4 Global state: 1. Change over time - no better or deterioration

In this subgroup we found five relevant trials (n = 240). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (acute) (RR 0.87 CI 0.27 to 2.82, Analysis 3.1). This subgroup

had important levels of heterogeneity (Chi2 = 13.71; df = 4; P = 0.008;

I2 = 71%).

3.1.5 Mental state: 1. State - less than 20% BPRS reduction ('no e>ect')

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.81 CI 0.61 to 1.08, Analysis
3.1).
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3.1.6 Mental state: 2. State - less than 20% PANSS reduction ('no
e>ect')

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.86 CI 0.64 to 1.15, Analysis
3.1).

3.1.7 Adverse events: 1. Movement disorders - dystonia

In this subgroup we found two relevant trials (n = 129). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (acute) (RR 1.11 CI 0.12 to 10.02, Analysis 3.1). This subgroup

had important levels of heterogeneity (Chi2 = 2.1; df = 1; P = 0.147;

I2 = 52%).

3.1.8 Adverse events: 2. Movement disorders - extrapyramidal signs

In this subgroup we only found one relevant trial (n = 22)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and any antipsychotic drugs (acute) (RR 0.86 CI 0.39
to 1.88, Analysis 3.1).

3.1.9 Adverse events: 3. Movement disorders - use of antiparkinson
drugs

In this subgroup we found two relevant trials (n = 129). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (acute) (RR 1.07 CI 0.65 to 1.76, Analysis 3.1).

3.1.10 Adverse events: 4. Movement disorders - hyperkinesia

In this subgroup we found two relevant trials (n = 135). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (acute) (RR 2.64 CI 0.88 to 7.91, Analysis 3.1).

3.1.11 Other adverse events: 5. Anticholinergic - dry mouth

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 7.40 CI 0.39 to 139.81,
Analysis 3.1).

3.1.12 Other adverse events: 6. Arousal - drowsiness

In this subgroup we found two relevant trials (n = 50). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (acute) (RR 1.01 CI 0.12 to 8.33, Analysis 3.1). This subgroup

had important levels of heterogeneity (Chi2 = 3.72; df = 1; P = 0.054;

I2 = 73%).

3.1.13 Other adverse events: 7. Arousal - insomnia

In this subgroup we found two relevant trials (n = 161). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (acute) (RR 0.84 CI 0.16 to 4.50, Analysis 3.1). This subgroup

had important levels of heterogeneity (Chi2 = 3.11; df = 1; P = 0.078;

I2 = 68%).

3.1.14 Other adverse events: 8. Arousal - need of additional
benzodiazepines

In this subgroup we only found one relevant trial (n = 17) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.71 CI 0.35 to 1.46, Analysis
3.1).

3.1.15 Other adverse events: 9. Arousal - sleepiness/sedation

In this subgroup we found two relevant trials (n = 161). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (acute) (RR 1.19 CI 0.71 to 2.00, Analysis 3.1).

3.1.16 Other adverse events: 10. Arousal - tension

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.97 CI 0.63 to 1.50, Analysis
3.1).

3.1.17 Other adverse events: 11. At least one

In this subgroup we found three relevant trials (n = 157). There
was no significant diGerence between perphenazine and any
antipsychotic drugs (acute) (RR 1.04 CI 0.88 to 1.23, Analysis 3.1).

3.1.18 Other adverse events: 12. Cardiovascular - faintness, dizziness,
weakness

In this subgroup we found two relevant trials (n = 161). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (acute) (RR 1.12 CI 0.54 to 2.33, Analysis 3.1).

3.1.19 Other adverse events: 13. Cardiovascular - lassitude

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.97 CI 0.61 to 1.52, Analysis
3.1).

3.1.20 Other adverse events: 14. Cardiovascular - tachycardia

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.57 CI 0.25 to 1.32, Analysis
3.1).

3.1.21 Other adverse events: 15. Central nervous system - di>iculty in
concentration

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 1.06 CI 0.71 to 1.58, Analysis
3.1).

3.1.22 Other adverse events: 16. Central nervous system - headache

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.53 CI 0.14 to 2.01, Analysis
3.1).

3.1.23 Other adverse events: 17. Central nervous system -
paraesthesia

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.71 CI 0.12 to 4.05, Analysis
3.1).

3.1.24 Other adverse events: 18. Gastrointestinal - constipation

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.07 CI 0.00 to 1.20, Analysis
3.1).
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3.1.25 Other adverse events: 19. Gastrointestinal - diarrhoea

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.15 CI 0.01 to 2.85, Analysis
3.1).

3.1.26 Other adverse events: 20. Gastrointestinal - nausea and
vomiting

In this subgroup we found two relevant trials (n = 154). There was no
significant diGerence between perphenazine and any antipsychotic
drugs (acute) (RR 0.64 CI 0.24 to 1.68, Analysis 3.1).

3.1.27 Other adverse events: 21. Gastrointestinal - weight loss

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 2.12 CI 0.56 to 8.02, Analysis
3.1).

3.1.28 Other adverse events: 22. Gastrointestinal - weight gain

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was a statistically significant diGerence (P = 0.04)
favouring perphenazine over any antipsychotic drugs (acute) (RR
0.50 CI 0.26 to 0.97, Analysis 3.1).

3.1.29 Other adverse events: 23. Skin - pruritus

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.79 CI 0.19 to 3.38, Analysis
3.1).

3.1.30 Other adverse events: 24. Skin - rash

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.71 CI 0.12 to 4.05, Analysis
3.1).

3.1.31 Other adverse events: 25. Skin - sweating

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.66 CI 0.23 to 1.89, Analysis
3.1).

3.1.32 Other adverse events: 26. Genitourinary - diminished sexual
desire

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 1.06 CI 0.22 to 5.01, Analysis
3.1).

3.1.33 Other adverse events: 27. Genitourinary - ejaculatory
dysfunction (men only)

In this subgroup we only found one relevant trial (n = 77) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.18 CI 0.02 to 1.43, Analysis
3.1).

3.1.34 Other adverse events: 28. Genitourinary - erectile dysfunction
(men only)

In this subgroup we only found one relevant trial (n = 77) (Hoyberg
1993). There was no significant diGerence between perphenazine

and any antipsychotic drugs (acute) (RR 0.90 CI 0.30 to 2.70, Analysis
3.1).

3.1.35 Other adverse events: 29. Genitourinary - galactorrhoea

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.15 CI 0.01 to 2.85, Analysis
3.1).

3.1.36 Other adverse events: 30. Genitourinary - increased sexual
desire

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 1.06 CI 0.22 to 5.01, Analysis
3.1).

3.1.37 Other adverse events: 31. Genitourinary - orgastic dysfunction

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 5.28 CI 0.26 to 107.51,
Analysis 3.1).

3.1.38 Other adverse events: 32. Others - abdominal pain

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.14 CI 0.01 to 2.52, Analysis
3.1).

3.1.39 Other adverse events: 33. Others - failing memory

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 1.27 CI 0.60 to 2.68, Analysis
3.1).

3.1.40 Other adverse events: 34. Others - sweating

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (RR 0.96 CI 0.45 to 2.07, Analysis
3.1).

3.2 Continuous outcomes for acute participants

3.2.1 Mental state: 1. State - PANSS: mean change from baseline to
endpoint

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and any antipsychotic drugs (acute) (MD 4.00 CI -5.04 to 13.04,
Analysis 3.2).

COMPARISON 4: PERPHENAZINE versus ARIPIPRAZOLE

4.1 Leaving the study early: 1. Any reason

4.1.1 short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 0.74 CI 0.50 to 1.11, Analysis 4.1).
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4.2 Leaving the study early: 2. Due to adverse events

4.2.1 short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 0.53 CI 0.27 to 1.05, Analysis 4.2).

4.3 Leaving the study early: 3. Due to relapse/worsening or no
improvement

4.3.1 short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 0.84 CI 0.34 to 2.08, Analysis 4.3).

4.4 Global state: 1. Change over time - no better or deterioration
(ITT)

4.4.1 short term

In this subgroup we only found one relevant trial (n = 294) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 1.02 CI 0.89 to 1.17, Analysis 4.4).

4.5 Global state: 2. Average endpoint score (CGI-S)

4.5.1 short term

In this subgroup we only found one relevant trial (n = 294) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (MD -0.20 CI -0.56 to 0.16, Analysis 4.5).

4.6 Mental state: 2a. State - BPRS score reduction ('no e,ect')

4.6.1 less than 25% reduction - short term

In this subgroup we only found one relevant trial (n = 65) (Zhang
2010). There was no significant diGerence between perphenazine
and aripiprazole (RR 1.45 CI 0.26 to 8.14, Analysis 4.6).

4.7 Mental state: 2b. State - PANSS: mean endpoint from
baseline (high = poor)

4.7.1 total - short term

In this subgroup we only found one relevant trial (n = 65) (Zhang
2010). There was no significant diGerence between perphenazine
and aripiprazole (MD 1.38 CI -2.66 to 5.42, Analysis 4.7).

4.7.2 positive - short term

In this subgroup we only found one relevant trial (n = 65) (Zhang
2010). There was no significant diGerence between perphenazine
and aripiprazole (MD 0.63 CI -0.80 to 2.06, Analysis 4.7).

4.7.3 negative - short term

In this subgroup we only found one relevant trial (n = 65) (Zhang
2010). There was no significant diGerence between perphenazine
and aripiprazole (MD 0.33 CI -1.46 to 2.12, Analysis 4.7).

4.8 Mental state: 2c. State - PANSS total change score (high =
poor, skewed data)

4.8.1 short term

Data for this outcome are skewed and are best inspected by viewing
Analysis 4.8.

4.9 Adverse events: Movement disorders

4.9.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 2.29 CI 0.89 to 5.85, Analysis 4.9).

4.9.2 EPS - short term

In this subgroup we found two relevant trials (n = 365). There was no
significant diGerence between perphenazine and aripiprazole (RR
1.65 CI 0.70 to 3.88, Analysis 4.9).

4.9.3 use of antiparkinsonian drugs - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was a statistically significant diGerence (P = 0.04)
favouring aripiprazole over perphenazine (RR 1.56 CI 1.01 to 2.41,
Analysis 4.9).

4.10 Adverse events: Movement disorders - TESS total score (high
= poor, skewed data)

4.10.1 short term

Data for this outcome are skewed and are best inspected by viewing
Analysis 4.10.

4.11 Other adverse events: 1. Arousal

4.11.1 agitation - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 1.05 CI 0.63 to 1.77, Analysis 4.11).

4.11.2 anxiety - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 1.19 CI 0.63 to 2.24, Analysis 4.11).

4.11.3 insomnia - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 0.86 CI 0.56 to 1.31, Analysis 4.11).

4.11.4 sleepiness/sedation - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 2.64 CI 0.85 to 8.22, Analysis 4.11).

4.12 Other adverse events: 2. Cardiovascular

4.12.1 faintness, dizziness, weakness - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was a statistically significant diGerence (P = 0.03)
favouring aripiprazole over perphenazine (RR 5.27 CI 1.18 to 23.66,
Analysis 4.12).

4.13 Other adverse events: 3. Central nervous system

4.13.1 headache - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 0.55 CI 0.29 to 1.03, Analysis 4.13).
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4.14 Other adverse events: 4. Gastrointestinal

4.14.1 dyspepsia - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 0.59 CI 0.27 to 1.30, Analysis 4.14).

4.15 Other adverse events: 5. lab data

4.15.1 ECG abnormality (1st degree atrioventricular block)

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was a statistically significant diGerence (P = 0.007)
favouring aripiprazole over perphenazine (RR 15.82 CI 2.12 to
118.27, Analysis 4.15).

4.15.2 prolactin: clinically significant high levels

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was a statistically significant diGerence (P < 0.00001)
favouring aripiprazole over perphenazine (RR 12.66 CI 6.06 to 26.45,
Analysis 4.15).

4.15.3 prolonged QTc interval (≥ 450 msec and ≥ 10% increase from
baseline) - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole, with no events reported in either group (Analysis
4.15).

4.16 Other adverse events: 6. any serious adverse event

4.16.1 short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 0.79 CI 0.49 to 1.28, Analysis 4.16).

4.16.2 psychosis - short term

In this subgroup we only found one relevant trial (n = 300) (Kane
2003). There was no significant diGerence between perphenazine
and aripiprazole (RR 0.63 CI 0.29 to 1.40, Analysis 4.16).

COMPARISON 5: PERPHENAZINE versus BENPERIDOL

5.1 Leaving the study early: 1. Any reason

5.1.1 short term

In this subgroup we only found one relevant trial (n = 40) (Eckmann
1984). There was no significant diGerence between perphenazine
and benperidol, with no events reported in either group (Analysis
5.1).

5.2 Global state: 1. Change over time - no better or deterioration
(ITT)

5.2.1 short term

In this subgroup we only found one relevant trial (n = 40) (Eckmann
1984). There was a statistically significant diGerence (P = 0.002)
favouring perphenazine over benperidol (RR 0.13 CI 0.03 to 0.47,
Analysis 5.2).

COMPARISON 6: PERPHENAZINE versus BROMPERIDOL

6.1 Leaving the study early: 1. Any reason

6.1.1 short term

In this subgroup we only found one relevant trial (n = 40) (Woggon
1978). There was no significant diGerence between perphenazine
and bromperidol, with no events reported in either group (Analysis
6.1).

6.2 Global state: 1. Change over time - no better or deterioration
(ITT)

6.2.1 short term

In this subgroup we only found one relevant trial (n = 40) (Woggon
1978). There was no significant diGerence between perphenazine
and bromperidol (RR 2.50 CI 0.94 to 6.66, Analysis 6.2).

6.3 Adverse events: Movement disorders

6.3.1 use of antiparkinsonian drugs - short term

In this subgroup we only found one relevant trial (n = 40) (Woggon
1978). There was no significant diGerence between perphenazine
and bromperidol (RR 0.80 CI 0.40 to 1.60, Analysis 6.3).

6.4 Other adverse events: 1. Arousal

6.4.1 need of additional benzodiazepines - short term

In this subgroup we only found one relevant trial (n = 40) (Woggon
1978). There was no significant diGerence between perphenazine
and bromperidol (RR 1.10 CI 0.61 to 1.99, Analysis 6.4).

COMPARISON 7: PERPHENAZINE versus CHLORPROMAZINE

7.1 Leaving the study early: 1. Any reason

7.1.1 short term

In this subgroup we found three relevant trials (n = 178).
There was no significant diGerence between perphenazine and
chlorpromazine (RR 1.10 CI 0.89 to 1.35, Analysis 7.1).

7.2 Leaving the study early: 2. Due to adverse events

7.2.1 short term

In this subgroup we found two relevant trials (n = 168). There
was a statistically significant diGerence (P = 0.0002) favouring
perphenazine over chlorpromazine (RR 0.33 CI 0.18 to 0.59, Analysis
7.2).

7.3 Global state: 1. Change over time - no better or deterioration
(ITT)

7.3.1 short term

In this subgroup we only found one relevant trial (n = 63) (Kurland
1961). There was no significant diGerence between perphenazine
and chlorpromazine (RR 0.57 CI 0.22 to 1.52, Analysis 7.3).

7.4 Adverse events: Movement disorders

7.4.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and chlorpromazine (RR 6.87 CI 0.88 to 53.89, Analysis 7.4).
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7.4.2 akinesia - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and chlorpromazine, with no events reported in either group
(Analysis 7.4).

7.4.3 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and chlorpromazine (RR 1.96 CI 0.18 to 20.99, Analysis 7.4).

7.4.4 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and chlorpromazine (RR 1.96 CI 0.63 to 6.12, Analysis 7.4).

7.5 Other adverse events: 1. Central nervous system

7.5.1 electroencephalogram (increase) - short term

In this subgroup we only found one relevant trial (n = 10) (Bennett
1961). There was no significant diGerence between perphenazine
and chlorpromazine (RR 0.33 CI 0.05 to 2.21, Analysis 7.5).

COMPARISON 8: PERPHENAZINE versus CLOCAPRAMINE

8.1 Leaving the study early: 1. Any reason

8.1.1 short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 1.40 CI 0.59 to 3.34, Analysis 8.1).

8.2 Leaving the study early: 2. Due to adverse events

8.2.1 short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.61 CI 0.15 to 2.49, Analysis 8.2).

8.3 Leaving the study early: 3. Due to relapse/worsening or no
improvement

8.3.1 short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 2.38 CI 0.63 to 8.94, Analysis 8.3).

8.4 Global state: 1. Change over time - no better or deterioration
(ITT)

8.4.1 short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 1.15 CI 0.88 to 1.49, Analysis 8.4).

8.5 Adverse events: Movement disorders

8.5.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.84 CI 0.49 to 1.44, Analysis 8.5).

8.5.2 ataxia - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.34 CI 0.04 to 3.21, Analysis 8.5).

8.5.3 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.57 CI 0.20 to 1.63, Analysis 8.5).

8.5.4 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.98 CI 0.60 to 1.59, Analysis 8.5).

8.5.5 use of antiparkinsonian drugs - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.88 CI 0.69 to 1.13, Analysis 8.5).

8.6 Other adverse events: 1. Anticholinergic

8.6.1 blurred vision - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.41 CI 0.08 to 2.05, Analysis 8.6).

8.6.2 dry mouth - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.68 CI 0.25 to 1.84, Analysis 8.6).

8.7 Other adverse events: 2. Arousal

8.7.1 insomnia - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 1.16 CI 0.83 to 1.63, Analysis 8.7).

8.7.2 need of additional benzodiazepines - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 1.09 CI 0.81 to 1.46, Analysis 8.7).

8.7.3 sleepiness/sedation - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 1.02 CI 0.47 to 2.24, Analysis 8.7).

8.8 Other adverse events: 3. At least one

8.8.1 short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.92 CI 0.78 to 1.07, Analysis 8.8).
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8.9 Other adverse events: 4. Cardiovascular

8.9.1 angina pectoris - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.68 CI 0.20 to 2.34, Analysis 8.9).

8.9.2 palpitations - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.34 CI 0.07 to 1.64, Analysis 8.9).

8.10 Other adverse events: 5. Central nervous system

8.10.1 disturbance of consciousness - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine, with no events reported in either group (Analysis
8.10).

8.10.2 headache - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 2.55 CI 0.83 to 7.86, Analysis 8.10).

8.10.3 paraesthesia - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 4.08 CI 0.46 to 35.88, Analysis 8.10).

8.10.4 vertigo - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 1.02 CI 0.45 to 2.34, Analysis 8.10).

8.11 Other adverse events: 6. Gastrointestinal

8.11.1 constipation - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 1.25 CI 0.54 to 2.87, Analysis 8.11).

8.11.2 icterus - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine, with no events reported in either group (Analysis
8.11).

8.11.3 loss of appetite - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 1.76 CI 0.89 to 3.50, Analysis 8.11).

8.11.4 nausea and vomiting - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was a statistically significant diGerence (P = 0.04)
favouring clocapramine over perphenazine (RR 2.30 CI 1.05 to 5.03,
Analysis 8.11).

8.12 Other adverse events: 7. Skin

8.12.1 pruritus - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 1.02 CI 0.15 to 7.10, Analysis 8.12).

8.12.2 rash - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 1.02 CI 0.15 to 7.10, Analysis 8.12).

8.13 Other adverse events: 8. Genitourinary

8.13.1 diminished sexual desire

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 1.02 CI 0.06 to 16.09, Analysis 8.13).

8.13.2 micturition disturbances - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.51 CI 0.10 to 2.72, Analysis 8.13).

8.14 Other adverse events: 9. Others

8.14.1 cramps - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine, with no events reported in either group (Analysis
8.14).

8.14.2 sweating - short term

In this subgroup we only found one relevant trial (n = 192) (Kurihara
1983). There was no significant diGerence between perphenazine
and clocapramine (RR 0.17 CI 0.02 to 1.39, Analysis 8.14).

COMPARISON 9: PERPHENAZINE versus CLOPENTHIXOL

9.1 Leaving the study early: 1. Any reason

9.1.1 short term

In this subgroup we only found one relevant trial (n = 50) (Dehnel
1968). There was no significant diGerence between perphenazine
and clopenthixol (RR 1.00 CI 0.15 to 6.55, Analysis 9.1).

9.2 Global state: 1. Change over time - no better or deterioration
(ITT)

9.2.1 short term

In this subgroup we only found one relevant trial (n = 50) (Dehnel
1968). There was no significant diGerence between perphenazine
and clopenthixol (RR 0.67 CI 0.21 to 2.08, Analysis 9.2).

9.3 Adverse events: Movement disorders

9.3.1 use of antiparkinsonian drugs - short term

In this subgroup we only found one relevant trial (n = 50) (Dehnel
1968). There was a statistically significant diGerence (P = 0.02)
favouring perphenazine over clopenthixol (RR 0.53 CI 0.31 to 0.89,
Analysis 9.3).
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9.4 Other adverse events: 1. Arousal

9.4.1 need of additional benzodiazepines - short term

In this subgroup we only found one relevant trial (n = 50) (Dehnel
1968). There was no significant diGerence between perphenazine
and clopenthixol (RR 0.50 CI 0.24 to 1.03, Analysis 9.4).

9.5 Other adverse events: 2. lab data

9.5.1 slight T-wave changes on EKG - short term

In this subgroup we only found one relevant trial (n = 50) (Dehnel
1968). There was no significant diGerence between perphenazine
and clopenthixol (RR 1.00 CI 0.15 to 6.55, Analysis 9.5).

COMPARISON 10: PERPHENAZINE versus CLOTHIAPINE

10.1 Leaving the study early: 1. Any reason

10.1.1 short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 1.00 CI 0.21 to 4.66, Analysis 10.1).

10.2 Leaving the study early: 2. Due to relapse/worsening or no
improvement

10.2.1 short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 1.00 CI 0.15 to 6.76, Analysis 10.2).

10.3 Global state: 1. Change over time - no better or
deterioration (ITT)

10.3.1 short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 1.31 CI 0.81 to 2.12, Analysis 10.3).

10.4 Behaviour: 1. Behaviour subscale of the Psychiatric Rating
Scale: no better or worse

For this outcome we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 0.96 CI 0.69 to 1.34, Analysis 10.4).

10.5 Adverse events: Movement disorders

10.5.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 1.63 CI 0.76 to 3.49, Analysis 10.5).

10.5.2 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 0.56 CI 0.20 to 1.51, Analysis 10.5).

10.5.3 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 1.31 CI 0.81 to 2.12, Analysis 10.5).

10.5.4 use of antiparkinsonian drugs - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 1.31 CI 0.81 to 2.12, Analysis 10.5).

10.6 Other adverse events: 1. Anticholinergic

10.6.1 dry mouth - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 0.25 CI 0.03 to 2.14, Analysis 10.6).

10.6.2 nasal congestion - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 3.00 CI 0.13 to 71.51, Analysis 10.6).

10.7 Other adverse events: 2. Arousal

10.7.1 insomnia - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 0.91 CI 0.44 to 1.90, Analysis 10.7).

10.7.2 need of additional benzodiazepines - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 1.25 CI 0.55 to 2.84, Analysis 10.7).

10.7.3 sleepiness/sedation - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 1.00 CI 0.42 to 2.40, Analysis 10.7).

10.8 Other adverse events: 3. At least one

10.8.1 short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 1.09 CI 0.91 to 1.30, Analysis 10.8).

10.9 Other adverse events: 4. Cardiovascular

10.9.1 faintness, dizziness, weakness - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 1.67 CI 0.43 to 6.51, Analysis 10.9).

10.10 Other adverse events: 5. Central nervous system

10.10.1 headache - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 0.33 CI 0.01 to 7.95, Analysis 10.10).

10.11 Other adverse events: 6. Gastrointestinal

10.11.1 constipation - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 0.25 CI 0.06 to 1.11, Analysis 10.11).
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10.11.2 loss of appetite - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 1.33 CI 0.32 to 5.58, Analysis 10.11).

10.11.3 nausea and vomiting - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 3.00 CI 0.13 to 71.51, Analysis 10.11).

10.12 Other adverse events: 7. Skin

10.12.1 rash - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 0.50 CI 0.05 to 5.30, Analysis 10.12).

10.13 Other adverse events: 8. Genitourinary

10.13.1 micturition disturbances - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 0.50 CI 0.05 to 5.30, Analysis 10.13).

10.14 Other adverse events: 9. Others

10.14.1 muscle pain - short term

In this subgroup we only found one relevant trial (n = 80) (Itoh
1969). There was no significant diGerence between perphenazine
and clothiapine (RR 3.00 CI 0.13 to 71.51, Analysis 10.14).

COMPARISON 11: PERPHENAZINE versus CLOZAPINE

11.1 Leaving the study early: 1. Any reason

11.1.1 short term

In this subgroup we found two relevant trials (n = 130). There was
no significant diGerence between perphenazine and clozapine (RR
1.87 CI 0.48 to 7.23, Analysis 11.1).

11.2 Leaving the study early: 2. Due to adverse events

11.2.1 short term

In this subgroup we only found one relevant trial (n = 28) (Van Praag
1976). There was no significant diGerence between perphenazine
and clozapine (RR 2.60 CI 0.31 to 22.05, Analysis 11.2).

11.3 Mental state: 1. State - less than 30% BPRS reduction ('no
e,ect')

11.3.1 short term

In this subgroup we only found one relevant trial (n = 97) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine (RR 2.55 CI 0.52 to 12.52, Analysis 11.3).

11.4 Mental state: 2. State - BPRS end score (high = poor)

11.4.1 total score - short term

In this subgroup we only found one relevant trial (n = 102) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine (MD 0.94 CI -1.49 to 3.37, Analysis 11.4).

11.4.2 anxiety-depression score - short term

In this subgroup we only found one relevant trial (n = 102) (Sun
2000). There was a significant diGerence (P = 0.002) favouring
clozapine over perphenazine (MD 0.92 CI 0.34 to 1.50, Analysis 11.4).

11.5 Adverse events: Movement disorders

11.5.1 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 28) (Van Praag
1976). There was no significant diGerence between perphenazine
and clozapine, with no events reported in either group (Analysis
11.5).

11.5.2 hyperkinesia - short term

In this subgroup we only found one relevant trial (n = 28) (Van Praag
1976). There was no significant diGerence between perphenazine
and clozapine, with no events reported in either group (Analysis
11.5).

11.5.3 myotony - short term

In this subgroup we only found one relevant trial (n = 97) (Sun 2000).
There was a statistically significant diGerence (P = 0.03) favouring
clozapine over perphenazine (RR 21.43 CI 1.29 to 355.77, Analysis
11.5).

11.5.4 rigidity - short term

In this subgroup we only found one relevant trial (n = 28) (Van Praag
1976). There was no significant diGerence between perphenazine
and clozapine (RR 6.13 CI 0.35 to 108.58, Analysis 11.5).

11.5.5 tremor - short term

In this subgroup we only found one relevant trial (n = 97) (Sun 2000).
There was a statistically significant diGerence (P = 0.03) favouring
clozapine over perphenazine (RR 5.10 CI 1.18 to 22.09, Analysis
11.5).

11.6 Other adverse events: 1. Anticholinergic

11.6.1 blurred vision - short term

In this subgroup we only found one relevant trial (n = 97) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine (RR 0.85 CI 0.49 to 1.49, Analysis 11.6).

11.6.2 dry mouth - short term

In this subgroup we only found one relevant trial (n = 97) (Sun 2000).
There was a statistically significant diGerence (P = 0.003) favouring
clozapine over piperazine (RR 4.59 CI 1.68 to 12.58, Analysis 11.6).

11.6.3 increased salivation - short term

In this subgroup we only found one relevant trial (n = 97) (Sun 2000).
There was a statistically significant diGerence (P < 0.0001) favouring
perphenazine over clozapine (RR 0.05 CI 0.01 to 0.20, Analysis 11.6).

11.7 Other adverse events: 2. Arousal

11.7.1 drowsiness - short term

In this subgroup we only found one relevant trial (n = 28) (Van
Praag 1976). There was a statistically significant diGerence (P = 0.03)
favouring perphenazine and over clozapine (RR 0.43 CI 0.20 to 0.94,
Analysis 11.7).
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11.7.2 excitement - short term

In this subgroup we only found one relevant trial (n = 97) (Sun 2000).
There was a statistically significant diGerence (P = 0.002) favouring
clozapine over perphenazine (RR 21.44 CI 3.00 to 153.14, Analysis
11.7).

11.7.3 somnolence - short term

In this subgroup we only found one relevant trial (n = 97) (Sun 2000).
There was a statistically significant diGerence (P = 0.001) favouring
perphenazine and over clozapine (RR 0.19 CI 0.07 to 0.52, Analysis
11.7).

11.7.4 restlessness - short term

In this subgroup we only found one relevant trial (n = 97) (Sun 2000).
There was a statistically significant diGerence (P = 0.001) favouring
clozapine over perphenazine (RR 5.10 CI 1.88 to 13.83, Analysis
11.7).

11.8 Other adverse events: 3. At least one

11.8.1 short term

In this subgroup we only found one relevant trial (n = 28) (Van Praag
1976). There was no significant diGerence between perphenazine
and clozapine (RR 2.60 CI 0.31 to 22.05, Analysis 11.8).

11.9 Other adverse events: 4. Cardiovascular

11.9.1 dizziness - short term

In this subgroup we only found one relevant trial (n = 97) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine (RR 0.92 CI 0.56 to 1.51, Analysis 11.9).

11.9.2 tachycardia - short term

In this subgroup we only found one relevant trial (n = 97) (Sun
2000). There was a statistically significant diGerence between (P <
0.00001) favouring perphenazine over clozapine (RR 0.23 CI 0.13 to
0.42, Analysis 11.9).

11.10 Other adverse events: 5. Gastrointestinal

11.10.1 constipation - short term

In this subgroup we only found one relevant trial (n = 97) (Sun
2000). There was a statistically significant diGerence (P < 0.00001)
favouring perphenazine over clozapine (RR 0.33 CI 0.20 to 0.54,
Analysis 11.10).

11.11 Other adverse events: 6. Lab data

11.11.1 abnormal EKG - short term

In this subgroup we only found one relevant trial (n = 97) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine (RR 1.33 CI 0.73 to 2.44, Analysis 11.11).

11.11.2 high white blood cell count - short term

In this subgroup we only found one relevant trial (n = 97) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine (RR 1.02 CI 0.07 to 15.86, Analysis 11.11).

11.11.3 low white blood cell count - short term

In this subgroup we only found one relevant trial (n = 97) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine (RR 0.17 CI 0.02 to 1.36, Analysis 11.11).

11.11.4 liver function (GPT+) - short term

In this subgroup we only found one relevant trial (n = 97) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine (RR 0.58 CI 0.18 to 1.86, Analysis 11.11).

11.12 Other adverse events: 7. Average endpoint score (TESS,
skew)

11.12.1 short term

Data for this outcome are skewed and are best inspected by viewing
Analysis 11.12.

COMPARISON 12: PERPHENAZINE versus CLOZAPINE +
PERPHENAZINE

12.1 Leaving the study early: 1. Any reason

12.1.1 short term

In this subgroup we only found one relevant trial (n = 102) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (RR 3.00 CI 0.32 to 27.89, Analysis
12.1).

12.2 Mental state: 1. State - less than 30% BPRS reduction ('no
e,ect')

12.2.1 short term

In this subgroup we only found one relevant trial (n = 147) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (RR 3.44 CI 0.86 to 13.79, Analysis
12.2).

12.3 Mental state: 1a. State - BPRS end score (high = poor)

12.3.1 total score - short term

In this subgroup we only found one relevant trial (n = 102) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (MD 0.74 CI -1.72 to 3.20, Analysis
12.3).

12.3.2 anxiety-depression score - short term

In this subgroup we only found one relevant trial (n = 102) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (MD 0.51 CI -0.10 to 1.12, Analysis
12.3).

12.4 Adverse events: Movement disorders

12.4.1 myotony - short term

In this subgroup we only found one relevant trial (n = 98) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (RR 1.04 CI 0.48 to 2.28, Analysis
12.4).

12.4.2 tremor - short term

In this subgroup we only found one relevant trial (n = 98) (Sun
2000). There was no significant diGerence between perphenazine
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and clozapine + perphenazine (RR 1.04 CI 0.48 to 2.28, Analysis
12.4).

12.5 Other adverse events: 1. Anticholinergic

12.5.1 blurred vision - short term

In this subgroup we only found one relevant trial (n = 98) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (RR 0.98 CI 0.55 to 1.75, Analysis
12.5).

12.5.2 dry mouth - short term

In this subgroup we only found one relevant trial (n = 98) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (RR 1.88 CI 0.97 to 3.64, Analysis
12.5).

12.5.3 increased salivation - short term

In this subgroup we only found one relevant trial (n = 98) (Sun 2000).
There was a statistically significant diGerence (P < 0.0001) favouring
perphenazine over clozapine + perphenazine (RR 0.06 CI 0.01 to
0.22, Analysis 12.5).

12.6 Other adverse events: 2. Arousal

12.6.1 excitement - short term

In this subgroup we only found one relevant trial (n = 98) (Sun 2000).
There was a statistically significant diGerence (P = 0.002) favouring
clozapine + perphenazine over perphenazine alone (RR 21.88 CI
3.06 to 156.33, Analysis 12.6).

12.6.2 restlessness - short term

In this subgroup we only found one relevant trial (n = 98) (Sun 2000).
There was a statistically significant diGerence (P = 0.005) favouring
clozapine + perphenazine over perphenazine alone (RR 2.98 CI 1.39
to 6.39, Analysis 12.6).

12.6.3 somnolence - short term

In this subgroup we only found one relevant trial (n = 98) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (RR 2.08 CI 0.0 to 10.85, Analysis
12.6).

12.7 Other adverse events: 3. Cardiovascular

12.7.1 dizziness - short term

In this subgroup we only found one relevant trial (n = 98) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (RR 0.89 CI 0.55 to 1.46, Analysis
12.7).

12.7.2 tachycardia - short term

In this subgroup we only found one relevant trial (n = 98) (Sun 2000).
There was a statistically significant diGerence (P = 0.0001) favouring
perphenazine alone over clozapine + perphenazine (RR 0.29 CI 0.16
to 0.55, Analysis 12.7).

12.8 Other adverse events: 4. Gastrointestinal

12.8.1 constipation - short term

In this subgroup we only found one relevant trial (n = 98) (Sun 2000).
There was a statistically significant diGerence (P = 0.002) favouring

perphenazine alone over clozapine + perphenazine (RR 0.44 CI 0.26
to 0.73, Analysis 12.8).

12.9 Other adverse events: 5. Lab data

12.9.1 abnormal EKG - short term

In this subgroup we only found one relevant trial (n = 98) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (RR 1.97 CI 0.97 to 3.98, Analysis
12.9).

12.9.2 high white blood cell count - short term

In this subgroup we only found one relevant trial (n = 98) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (RR 1.04 CI 0.07 to 16.19, Analysis
12.9).

12.9.3 low white blood cell count - short term

In this subgroup we only found one relevant trial (n = 98) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (RR 0.17 CI 0.02 to 1.39, Analysis
12.9).

12.9.4 liver function (GPT+) - short term

In this subgroup we only found one relevant trial (n = 98) (Sun
2000). There was no significant diGerence between perphenazine
and clozapine + perphenazine (RR 0.83 CI 0.24 to 2.92, Analysis
12.9).

12.10 Other adverse events: 6. Average endpoint score (TESS,
skewed)

12.10.1 short term

Data for this outcome are skewed and are best inspected by viewing
Analysis 12.10.

COMPARISON 13: PERPHENAZINE versus FLUPHENAZINE

13.1 Leaving the study early: 1. Any reason

13.1.1 short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was a statistically significant diGerence (P = 0.05)
favouring perphenazine over fluphenazine (RR 0.62 CI 0.38 to 1.01,
Analysis 13.1).

13.2 Leaving the study early: 2. Due to adverse events

13.2.1 short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and fluphenazine (RR 1.00 CI 0.15 to 6.84, Analysis 13.2).

13.3 Adverse events: Movement disorders

13.3.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and fluphenazine (RR 1.17 CI 0.42 to 3.24, Analysis 13.3).

13.3.2 akinesia - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
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and fluphenazine, with no events reported in either group (Analysis
13.3).

13.3.3 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and fluphenazine (RR 2.00 CI 0.19 to 21.40, Analysis 13.3).

13.3.4 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and fluphenazine (RR 1.14 CI 0.45 to 2.93, Analysis 13.3).

COMPARISON 14: PERPHENAZINE versus HALOPERIDOL

14.1 Leaving the study early: 1. Any reason

14.1.1 short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.84 CI 0.40 to 1.77, Analysis 14.1).

14.2 Leaving the study early: 2. Due to adverse events

14.2.1 short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.49 CI 0.13 to 1.92, Analysis 14.2).

14.3 Leaving the study early: 3. Due to relapse/worsening or no
improvement

14.3.1 short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 1.39 CI 0.46 to 4.21, Analysis 14.3).

14.4 Global state: 1. Change over time - no better or
deterioration (ITT)

14.4.1 short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 1.01 CI 0.79 to 1.29, Analysis 14.4).

14.5 Adverse events: Movement disorders

14.5.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.70 CI 0.42 to 1.16, Analysis 14.5).

14.5.2 ataxia - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.49 CI 0.05 to 5.36, Analysis 14.5).

14.5.3 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.45 CI 0.16 to 1.24, Analysis 14.5).

14.5.4 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.77 CI 0.49 to 1.20, Analysis 14.5).

14.5.5 use of antiparkinsonian drugs - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.87 CI 0.68 to 1.11, Analysis 14.5).

14.6 Other adverse events: 1. Anticholinergic

14.6.1 blurred vision - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.25 CI 0.05 to 1.13, Analysis 14.6).

14.6.2 dry mouth - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.54 CI 0.21 to 1.40, Analysis 14.6).

14.7 Other adverse events: 2. Arousal

14.7.1 insomnia - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.97 CI 0.71 to 1.32, Analysis 14.7).

14.7.2 need of additional benzodiazepines - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 1.01 CI 0.76 to 1.34, Analysis 14.7).

14.7.3 sleepiness/sedation - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 1.21 CI 0.53 to 2.78, Analysis 14.7).

14.8 Other adverse events: 3. At least one

14.8.1 short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 1.05 CI 0.88 to 1.25, Analysis 14.8).

14.9 Other adverse events: 4. Cardiovascular

14.9.1 angina pectoris - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.57 CI 0.17 to 1.87, Analysis 14.9).

14.9.2 palpitations - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.28 CI 0.06 to 1.33, Analysis 14.9).
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14.10 Other adverse events: 5. Central nervous system

14.10.1 disturbance of consciousness - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.33 CI 0.01 to 8.00, Analysis 14.10).

14.10.2 headache - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.90 CI 0.40 to 2.02, Analysis 14.10).

14.10.3 paraesthesia - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.99 CI 0.25 to 3.84, Analysis 14.10).

14.10.4 vertigo - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.82 CI 0.37 to 1.82, Analysis 14.10).

14.11 Other adverse events: 6. Gastrointestinal

14.11.1 constipation - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.84 CI 0.40 to 1.77, Analysis 14.11).

14.11.2 icterus - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol, with no events reported in either group (Analysis
14.11).

14.11.3 loss of appetite - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.75 CI 0.45 to 1.27, Analysis 14.11).

14.11.4 nausea and vomiting - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 1.62 CI 0.81 to 3.24, Analysis 14.11).

14.12 Other adverse events: 7. Skin

14.12.1 pruritus - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.66 CI 0.11 to 3.86, Analysis 14.12).

14.12.2 rash - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 1.98 CI 0.18 to 21.46, Analysis 14.12).

14.13 Other adverse events: 8. Genitourinary

14.13.1 diminished sexual desire

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.99 CI 0.06 to 15.59, Analysis 14.13).

14.13.2 micturition disturbances - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.49 CI 0.09 to 2.64, Analysis 14.13).

14.14 Other adverse events: 9. Others

14.14.1 cramps - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.33 CI 0.01 to 8.00, Analysis 14.14).

14.14.2 sweating - short term

In this subgroup we only found one relevant trial (n = 189) (Kurihara
1983). There was no significant diGerence between perphenazine
and haloperidol (RR 0.16 CI 0.02 to 1.34, Analysis 14.14).

COMPARISON 15: PERPHENAZINE versus LOXAPINE

15.1 Leaving the study early: 1. Any reason

15.1.1 short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and loxapine (RR 0.96 CI 0.32 to 2.88, Analysis 15.1).

15.2 Leaving the study early: 2. Due to relapse/worsening or no
improvement

15.2.1 short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and loxapine (RR 0.96 CI 0.06 to 14.43, Analysis 15.2).

15.3 Global state: 1. Change over time - no better or
deterioration (ITT)

15.3.1 short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and loxapine (RR 0.85 CI 0.40 to 1.82, Analysis 15.3).

15.4 Adverse events: Movement disorders

15.4.1 dystonia - short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and loxapine (RR 0.14 CI 0.01 to 2.52, Analysis 15.4).

15.4.2 extrapyramidal signs - short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and loxapine (RR 0.90 CI 0.62 to 1.31, Analysis 15.4).

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

43



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

15.4.3 use of antiparkinsonian drugs - short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and loxapine (RR 1.18 CI 0.75 to 1.86, Analysis 15.4).

15.5 Other adverse events: 1. Arousal

15.5.1 drowsiness - short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and loxapine (RR 1.60 CI 0.43 to 5.93, Analysis 15.5).

15.6 Other adverse events: 2. At least one

15.6.1 short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was a statistically significant diGerence
(P = 0.05) favouring loxapine over perphenazine (RR 1.30 CI 1.00 to
1.68, Analysis 15.6).

15.7 Other adverse events: 3. lab data

15.7.1 ECG – atrial extrasystole & flattening of T-wave in V6 - short

term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and loxapine (RR 6.72 CI 0.37 to 123.33, Analysis 15.7).

15.7.2 ventricular extrasystole - short term

In this subgroup we only found one relevant trial (n = 47)
(Fruensgaard 1978). There was no significant diGerence between
perphenazine and loxapine (RR 0.32 CI 0.01 to 7.48, Analysis 15.7).

COMPARISON 16: PERPHENAZINE versus MEPAZINE

16.1 Leaving the study early: 1. Any reason

16.1.1 short term

In this subgroup we found two relevant trials (n = 68). There was
no significant diGerence between perphenazine and mepazine (RR
1.18 CI 0.91 to 1.53, Analysis 16.1).

16.2 Leaving the study early: 2. Due to adverse events

16.2.1 short term

In this subgroup we only found one relevant trial (n = 58) (Kurland
1961). There was no significant diGerence between perphenazine
and mepazine (RR 6.97 CI 0.93 to 52.20, Analysis 16.2).

16.3 Global state: 1. Change over time - no better or
deterioration (ITT)

16.3.1 short term

In this subgroup we only found one relevant trial (n = 58) (Kurland
1961). There was a statistically significant diGerence (P = 0.05)
favouring perphenazine over mepazine (RR 0.40 CI 0.16 to 1.00,
Analysis 16.3).

16.4 Other adverse events: 1. Central nervous system

16.4.1 electroencephalogram (increase) - short term

In this subgroup we only found one relevant trial (n = 10) (Bennett
1961). There was no significant diGerence between perphenazine
and mepazine (RR 1.00 CI 0.08 to 11.93, Analysis 16.4).

COMPARISON 17: PERPHENAZINE versus METHYPERIDOL

17.1 Leaving the study early: 1. Any reason

17.1.1 short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 1.00 CI 0.35 to 2.83, Analysis 17.1).

17.2 Leaving the study early: 2. Due to adverse events

17.2.1 short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 4.00 CI 0.47 to 34.20, Analysis 17.2).

17.3 Global state: 1. Change over time - no better or
deterioration (ITT)

17.3.1 short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 1.05 CI 0.68 to 1.64, Analysis 17.3).

17.4 Behaviour: 1. Behaviour subscale of the Psychiatric Rating
Scale: no better or worse

For this outcome we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 0.88 CI 0.61 to 1.26, Analysis 17.4).

17.5 Adverse events: Movement disorders

17.5.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 1.25 CI 0.36 to 4.31, Analysis 17.5).

17.5.2 ataxia - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol, with no events reported in either group (Analysis
17.5).

17.5.3 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 0.20 CI 0.02 to 1.63, Analysis 17.5).

17.5.4 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 0.80 CI 0.35 to 1.81, Analysis 17.5).
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17.6 Other adverse events: 1. Anticholinergic

17.6.1 blurred vision - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 0.20 CI 0.01 to 4.04, Analysis 17.6).

17.6.2 dry mouth - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 2.00 CI 0.19 to 21.16, Analysis 17.6).

17.7 Other adverse events: 2. Arousal

17.7.1 insomnia - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 0.64 CI 0.28 to 1.47, Analysis 17.7).

17.7.2 sleepiness/sedation - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 0.50 CI 0.10 to 2.57, Analysis 17.7).

17.8 Other adverse events: 3. At least one

17.8.1 short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 0.96 CI 0.70 to 1.33, Analysis 17.8).

17.9 Other adverse events: 4. Central nervous system

17.9.1 disturbance of consciousness - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol, with no events reported in either group (Analysis
17.9).

17.9.2 headache - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 1.00 CI 0.06 to 15.43, Analysis 17.9).

17.9.3 paraesthesia - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol, with no events reported in either group (Analysis
17.9).

17.9.4 vertigo - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 0.33 CI 0.01 to 7.94, Analysis 17.9).

17.10 Other adverse events: 5. Gastrointestinal

17.10.1 constipation - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 0.33 CI 0.01 to 7.94, Analysis 17.10).

17.10.2 icterus - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol, with no events reported in either group (Analysis
17.10).

17.10.3 loss of appetite - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 0.60 CI 0.15 to 2.34, Analysis 17.10).

17.10.4 nausea and vomiting - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 1.50 CI 0.27 to 8.49, Analysis 17.10).

17.11 Other adverse events: 6. Skin

17.11.1 rash - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 1.00 CI 0.06 to 15.43, Analysis 17.11).

17.12 Other adverse events: 7. Genitourinary

17.12.1 micturition disturbances - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol (RR 0.33 CI 0.01 to 7.94, Analysis 17.12).

17.13 Other adverse events: 8. Others

17.13.1 cramps - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol, with no events reported in either group (Analysis
17.13).

17.13.2 sweating - short term

In this subgroup we only found one relevant trial (n = 78) (Itoh 1969
III). There was no significant diGerence between perphenazine and
methyperidol, with no events reported in either group (Analysis
17.13).

COMPARISON 18: PERPHENAZINE versus OLANZAPINE

18.1 Leaving the study early: 1. Any reason

18.1.1 long term

In this subgroup we found two relevant trials (n = 657). There was
a statistically significant diGerence (P = 0.004) favouring olanzapine
over perphenazine (RR 1.16 CI 1.05 to 1.29, Analysis 18.1).

18.2 Leaving the study early: 2. Due to adverse events

18.2.1 long term

In this subgroup we found two relevant trials (n = 643). There was no
significant diGerence between perphenazine and olanzapine (RR
0.85 CI 0.59 to 1.21, Analysis 18.2).
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18.3 Leaving the study early: 3. Due to relapse/worsening or no
improvement

18.3.1 long term

In this subgroup we found two relevant trials (n = 643). There was no
significant diGerence between perphenazine and olanzapine (RR
1.24 CI 0.47 to 3.29, Analysis 18.3). This subgroup had important

levels of heterogeneity (Chi2 = 2.39; df = 1; P = 0.122; I2 = 58%).

18.4 Mental state: 1a. State - BPRS end score (high = poor,
skewed data)

18.4.1 long term

Data for this outcome are skewed, and are best inspected by
viewing Analysis 18.4.

18.5 Mental state: 1b. State - PANSS total endpoint score (high =
poor, skewed data)

18.5.1 long term

Data for this outcome are skewed, and are best inspected by
viewing Analysis 18.5.

18.6 Mental state: 1c. State - PANSS: mean endpoint score from
baseline (high = poor)

18.6.1 total - short term

In this subgroup we found one relevant trial (n = 60). There was a
statistically significant diGerence (P < 0.0001) favouring olanzapine
over perphenazine (MD 4.2 CI 2.17 to 6.25, Analysis 18.6).

18.6.2 positive - short term

In this subgroup we only found one relevant trial (n = 60) (Wang
2008b). There was a statistically significant diGerence (P < 0.00001)
favouring olanzapine over perphenazine (MD 8.23 CI 7.26 to 9.20,
Analysis 18.6).

18.6.3 negative - short term

In this subgroup we only found one relevant trial (n = 60) (Wang
2008b). There was a statistically significant diGerence (P = 0.0009)
favouring olanzapine over perphenazine (MD 1.58 CI 0.64 to 2.52,
Analysis 18.6).

18.6.4 general psychopathology - short term

In this subgroup we only found one relevant trial (n = 60) (Wang
2008b). There was a statistically significant diGerence (P = 0.05)
favouring perphenazine over olanzapine (MD -0.39 CI -0.79 to 0.01,
Analysis 18.6).

18.7 Mental state: 1d. State - less than 25% PANSS reduction ('no
e,ect')

18.7.1 short term

In this subgroup we only found one relevant trial (n = 60) (Wang
2008b). There was no significant diGerence between perphenazine
and olanzapine (RR 2.00 CI 0.40 to 10.11, Analysis 18.7).

18.8 Adverse events: Movement disorders

18.8.1 akathisia - long term

In this subgroup we found two relevant trials (n = 591). There was no
significant diGerence between perphenazine and olanzapine (RR
1.33 CI 0.68 to 2.60, Analysis 18.8).

18.8.2 EPS - long term

In this subgroup we only found one relevant trial (n = 539) (CATIE
2005). There was no significant diGerence between perphenazine
and olanzapine (RR 0.79 CI 0.42 to 1.49, Analysis 18.8).

18.8.3 tardive dyskinesia - long term

In this subgroup we only found one relevant trial (n = 473) (CATIE
2005). There was no significant diGerence between perphenazine
and olanzapine (RR 1.28 CI 0.83 to 1.95, Analysis 18.8).

18.8.4 use of antiparkinsonian drugs - long term

In this subgroup we only found one relevant trial (n = 46)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 3.00 CI 0.34 to 26.76, Analysis
18.8).

18.9 Other adverse events: 1. Anticholinergic

18.9.1 increased salivation - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 0.33 CI 0.01 to 7.87, Analysis
18.9).

18.10 Other adverse events: 2. Arousal

18.10.1 agitation - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 3.00 CI 0.33 to 27.23, Analysis
18.10).

18.10.2 anxiety - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 1.25 CI 0.37 to 4.21, Analysis
18.10).

18.10.3 insomnia - long term

In this subgroup we found two relevant trials (n = 657). There was no
significant diGerence between perphenazine and olanzapine (RR
2.34 CI 0.62 to 8.89, Analysis 18.10). This subgroup had important

levels of heterogeneity (Chi2 = 2.11; df = 1; P = 0.146; I2 = 53%).

18.10.4 sleepiness/sedation - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was no significant diGerence between perphenazine
and olanzapine (RR 0.92 CI 0.71 to 1.18, Analysis 18.10).

18.11 Other adverse events: 3. Cardiovascular

18.11.1 bradycardia - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
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perphenazine and olanzapine (RR 3.00 CI 0.13 to 70.83, Analysis
18.11).

18.11.2 faintness, dizziness, weakness - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was no significant diGerence between perphenazine
and olanzapine (RR 1.20 CI 0.75 to 1.95, Analysis 18.11).

18.11.3 hypotension - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 0.33 CI 0.01 to 7.87, Analysis
18.11).

18.12 Other adverse events: 4. Central nervous system

18.12.1 headache - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 0.71 CI 0.25 to 2.00, Analysis
18.12).

18.12.2 hypertonia - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 3.00 CI 0.13 to 70.83, Analysis
18.12).

18.13 Other adverse events: 5. Gastrointestinal

18.13.1 gastroenteritis - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 3.00 CI 0.13 to 70.83, Analysis
18.13).

18.13.2 weight gain - long term

In this subgroup we only found one relevant trial (n = 550) (CATIE
2005). There was a statistically significant diGerence (P < 0.00001)
favouring perphenazine over olanzapine (RR 0.40 CI 0.27 to 0.58,
Analysis 18.13).

18.14 Other adverse events: 6. Skin

18.14.1 cellulitis - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 0.33 CI 0.01 to 7.87, Analysis
18.14).

18.14.2 eczema - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 3.00 CI 0.13 to 70.83, Analysis
18.14).

18.14.3 fungal dermatitis - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 0.33 CI 0.01 to 7.87, Analysis
18.14).

18.14.4 rash - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 1.00 CI 0.07 to 15.26, Analysis
18.14).

18.15 Other adverse events: 7. Genitourinary

18.15.1 diminished sexual desire - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was no significant diGerence between perphenazine
and olanzapine (RR 0.91 CI 0.69 to 1.19, Analysis 18.15).

18.15.2 galactorrhoea/gynaecomastia - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was no significant diGerence between perphenazine
and olanzapine (RR 0.74 CI 0.22 to 2.49, Analysis 18.15).

18.16 Other adverse events: 8. Others

18.16.1 allergic reaction - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 0.33 CI 0.01 to 7.87, Analysis
18.16).

18.16.2 back pain - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 3.00 CI 0.13 to 70.83, Analysis
18.16).

18.16.3 incontinence nocturia - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was no significant diGerence between perphenazine
and olanzapine (RR 0.43 CI 0.17 to 1.07, Analysis 18.16).

18.16.4 suicide attempt - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was no significant diGerence between perphenazine
and olanzapine (RR 0.64 CI 0.06 to 7.06, Analysis 18.16).

18.16.5 urinary hesitancy, dry mouth, constipation - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was no significant diGerence between perphenazine
and olanzapine (RR 0.93 CI 0.69 to 1.25, Analysis 18.16).

18.17 Other adverse events: 9. any serious adverse event

18.17.1 long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was no significant diGerence between perphenazine
and olanzapine (RR 1.17 CI 0.72 to 1.88, Analysis 18.17).

18.18 Other adverse events: 10. lab data

18.18.1 anaemia - long term

In this subgroup we only found one relevant trial (n = 60)
(Naukkarinen 2000). There was no significant diGerence between
perphenazine and olanzapine (RR 1.00 CI 0.07 to 15.26, Analysis
18.18).
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18.19 Other adverse events: 11a. lab data

18.19.1 mean weight change (lb) - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was a statistically significant diGerence (P < 0.00001)
favouring perphenazine over olanzapine (MD -11.40 CI -14.19 to
-8.61, Analysis 18.19).

18.19.2 change in blood glucose - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was a statistically significant diGerence (P = 0.004)
favouring perphenazine over olanzapine (MD -9.80 CI -16.54 to
-3.06, Analysis 18.19).

18.19.3 change in glycosylated haemoglobin - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was a statistically significant diGerence (P = 0.004)
favouring perphenazine over olanzapine (MD -0.31 CI -0.52 to -0.10,
Analysis 18.19).

18.19.4 change in cholesterol - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was a statistically significant diGerence (P = 0.003)
favouring perphenazine over olanzapine (MD -9.20 CI -15.30 to
-3.10, Analysis 18.19).

18.19.5 change in triglycerides - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was a statistically significant diGerence (P = 0.002)
favouring perphenazine over olanzapine (MD -34.60 CI -62.51 to
-6.69, Analysis 18.19).

18.19.6 change in prolactin - long term

In this subgroup we only found one relevant trial (n = 597) (CATIE
2005). There was a statistically significant diGerence (P = 0.002)
favouring olanzapine over perphenazine (MD 6.50 CI 2.42 to 10.58,
Analysis 18.19).

18.20 Other adverse events: 11b. lab data (skewed)

18.20.1 weight change

Data for this outcome are skewed and are best inspected by viewing
Analysis 18.20.

COMPARISON 19: PERPHENAZINE versus PENFLURIDOL

19.1 Leaving the study early: 1. Any reason

19.1.1 short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.49 CI 0.20 to 1.19, Analysis 19.1).

19.2 Global state: 1. Change over time - no better or
deterioration (ITT)

19.2.1 short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.92 CI 0.64 to 1.31, Analysis 19.2).

19.3 Adverse events: Movement disorders

19.3.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.66 CI 0.39 to 1.11, Analysis 19.3).

19.3.2 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.82 CI 0.33 to 2.05, Analysis 19.3).

19.3.3 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 1.13 CI 0.80 to 1.60, Analysis 19.3).

19.4 Other adverse events: 1. Anticholinergic

19.4.1 blurred vision - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 1.06 CI 0.15 to 7.24, Analysis 19.4).

19.4.2 dry mouth - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 1.32 CI 0.57 to 3.09, Analysis 19.4).

19.5 Other adverse events: 2. Arousal

19.5.1 drowsiness - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.98 CI 0.49 to 1.94, Analysis 19.5).

19.5.2 insomnia - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.97 CI 0.62 to 1.52, Analysis 19.5).

19.6 Other adverse events: 3. Cardiovascular

19.6.1 angina pectoris - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.53 CI 0.17 to 1.65, Analysis 19.6).

19.6.2 faintness, dizziness, weakness - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.85 CI 0.50 to 1.45, Analysis 19.6).

19.6.3 palpitations - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was a statistically significant diGerence (P = 0.04)
favouring perphenazine over penfluridol (RR 0.12 CI 0.02 to 0.90,
Analysis 19.6).
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19.7 Other adverse events: 4. Central nervous system

19.7.1 headache - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.79 CI 0.37 to 1.72, Analysis 19.7).

19.7.2 paraesthesia - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.53 CI 0.05 to 5.66, Analysis 19.7).

19.8 Other adverse events: 5. Gastrointestinal

19.8.1 constipation - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 1.38 CI 0.66 to 2.86, Analysis 19.8).

19.8.2 loss of appetite - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.91 CI 0.46 to 1.77, Analysis 19.8).

19.8.3 nausea and vomiting - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.85 CI 0.36 to 1.98, Analysis 19.8).

19.9 Other adverse events: 6. Skin

19.9.1 oedema

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 3.17 CI 0.13 to 76.16, Analysis 19.9).

19.9.2 pruritus - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.71 CI 0.12 to 4.05, Analysis 19.9).

19.9.3 rash - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 1.06 CI 0.07 to 16.48, Analysis 19.9).

19.10 Other adverse events: 7. Genitourinary

19.10.1 diminished sexual desire

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol, with no events reported in either group (Analysis
19.10).

19.10.2 increased sexual desire - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol, with no events reported in either group (Analysis
19.10).

19.10.3 micturition disturbances - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 1.06 CI 0.15 to 7.24, Analysis 19.10).

19.11 Other adverse events: 8. Others

19.11.1 sweating - short term

In this subgroup we only found one relevant trial (n = 105) (Itoh
1976). There was no significant diGerence between perphenazine
and penfluridol (RR 0.71 CI 0.12 to 4.05, Analysis 19.11).

COMPARISON 20: PERPHENAZINE versus PROCHLORPERAZINE

20.1 Leaving the study early: 1. Any reason

20.1.1 short term

In this subgroup we found three relevant trials (n = 175).
There was no significant diGerence between perphenazine and
prochlorperazine (RR 0.90 CI 0.37 to 2.19, Analysis 20.1). This

subgroup had important levels of heterogeneity (Chi2 = 9.87; df = 1;

P = 0.002; I2 = 90%).

20.2 Leaving the study early: 2. Due to adverse events

20.2.1 short term

In this subgroup we found two relevant trials (n = 165). There was no
significant diGerence between perphenazine and prochlorperazine
(RR 2.37 CI 0.80 to 7.05, Analysis 20.2).

20.3 Global state: 1. Change over time - no better or
deterioration (ITT)

20.3.1 short term

In this subgroup we only found one relevant trial (n = 60) (Kurland
1961). There was no significant diGerence between perphenazine
and prochlorperazine (RR 0.67 CI 0.24 to 1.87, Analysis 20.3).

20.4 Adverse events: Movement disorders

20.4.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and prochlorperazine (RR 2.29 CI 0.63 to 8.38, Analysis 20.4).

20.4.2 akinesia - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and prochlorperazine (RR 0.33 CI 0.01 to 7.85, Analysis 20.4).

20.4.3 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and prochlorperazine (RR 1.96 CI 0.18 to 20.99, Analysis 20.4).

20.4.4 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and prochlorperazine (RR 1.96 CI 0.63 to 6.12, Analysis 20.4).
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20.5 Other adverse events: 1. Central nervous system

20.5.1 electroencephalogram (increase) - short term

In this subgroup we only found one relevant trial (n = 10) (Bennett
1961). There was no significant diGerence between perphenazine
and prochlorperazine (RR 0.33 CI 0.05 to 2.21, Analysis 20.5).

COMPARISON 21: PERPHENAZINE versus QUETIAPINE

21.1 Leaving the study early: 1. Any reason

21.1.1 short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 3.00 CI 0.33 to 27.33, Analysis 21.1).

21.1.2 long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was a statistically significant diGerence (P = 0.04)
favouring perphenazine over quetiapine (RR 0.91 CI 0.84 to 1.00,
Analysis 21.1).

21.2 Leaving the study early: 2. Due to adverse events

21.2.1 long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 1.05 CI 0.72 to 1.55, Analysis 21.2).

21.3 Leaving the study early: 3. Due to relapse/worsening or no
improvement

21.3.1 long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 0.91 CI 0.69 to 1.20, Analysis 21.3).

21.4 Mental state: 2a. State - BPRS score reduction ('no e,ect')

21.4.1 less than 25% reduction - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 1.33 CI 0.32 to 5.49, Analysis 21.4).

21.5 Mental state: 2b. State - BPRS total score (high = worse)

21.5.1 short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (MD 1.10 CI -1.26 to 3.46, Analysis 21.5).

21.6 Adverse events: Movement disorders

21.6.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 7.00 CI 0.91 to 53.68, Analysis 21.6).

21.6.2 akathisia - long term

In this subgroup we only found one relevant trial (n = 546) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 1.27 CI 0.65 to 2.48, Analysis 21.6).

21.6.3 EPS - long term

In this subgroup we only found one relevant trial (n = 541) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 1.53 CI 0.73 to 3.21, Analysis 21.6).

21.6.4 rigidity - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 11.00 CI 0.63 to 191.04, Analysis 21.6).

21.6.5 tardive dyskinesia - long term

In this subgroup we only found one relevant trial (n = 473) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 1.36 CI 0.88 to 2.10, Analysis 21.6).

21.6.6 torsion dystonia - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 15.00 CI 0.89 to 252.09, Analysis 21.6).

21.6.7 tremor - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was a statistically significant diGerence (P = 0.01)
favouring perphenazine over quetiapine (RR 12.00 CI 1.66 to 86.94,
Analysis 21.6).

21.7 Other adverse events: 1. Anticholinergic

21.7.1 blurred vision - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was a statistically significant diGerence (P = 0.04)
favouring quetiapine over perphenazine (RR 4.50 CI 1.05 to 19.22,
Analysis 21.7).

21.7.2 dry mouth - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 3.00 CI 0.65 to 13.76, Analysis 21.7).

21.8 Other adverse events: 2. Arousal

21.8.1 drowsiness - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 0.67 CI 0.12 to 3.73, Analysis 21.8).

21.8.2 insomnia - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 0.60 CI 0.16 to 2.30, Analysis 21.8).

21.8.3 insomnia - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was a statistically significant diGerence (P = 0.04)
favouring quetiapine over perphenazine (RR 1.37 CI 1.01 to 1.87,
Analysis 21.8).
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21.8.4 sleepiness/sedation - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 0.93 CI 0.72 to 1.19, Analysis 21.8).

21.9 Other adverse events: 3. Cardiovascular

21.9.1 faintness, dizziness, weakness - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 0.99 CI 0.62 to 1.55, Analysis 21.9).

21.9.2 orthostatic hypotension - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 0.17 CI 0.02 to 1.31, Analysis 21.9).

21.9.3 tachycardia - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 2.50 CI 0.52 to 11.96, Analysis 21.9).

21.10 Other adverse events: 4. Gastrointestinal

21.10.1 constipation - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 2.50 CI 0.52 to 11.96, Analysis 21.10).

21.10.2 weight gain - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 3.00 CI 0.33 to 27.33, Analysis 21.10).

21.10.3 weight gain - long term

In this subgroup we only found one relevant trial (n = 548) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 0.74 CI 0.48 to 1.14, Analysis 21.10).

21.11 Other adverse events: 5. Genitourinary

21.11.1 diminished sexual desire - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 1.20 CI 0.89 to 1.62, Analysis 21.11).

21.11.2 galactorrhoea/gynaecomastia - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 0.86 CI 0.25 to 3.02, Analysis 21.11).

21.12 Other adverse events: 6. Others

21.12.1 urinary hesitancy, dry mouth, constipation - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was a statistically significant diGerence (P = 0.01)
favouring perphenazine over quetiapine (RR 0.70 CI 0.53 to 0.93,
Analysis 21.12).

21.12.2 suicide attempt - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 1.29 CI 0.08 to 20.55, Analysis 21.12).

21.12.3 incontinence nocturia - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 0.52 CI 0.20 to 1.31, Analysis 21.12).

21.13 Other adverse events: 7. any serious adverse event

21.13.1 long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (RR 1.17 CI 0.73 to 1.88, Analysis 21.13).

21.14 Other adverse events: 8a. lab data

21.14.1 abnormal ECG - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 7.00 CI 0.91 to 53.68, Analysis 21.14).

21.14.2 abnormal liver function - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008c). There was no significant diGerence between perphenazine
and quetiapine (RR 4.00 CI 0.92 to 17.40, Analysis 21.14).

21.15 Other adverse events: 8b. lab data

21.15.1 mean weight change (lb) - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was a statistically significant diGerence (P = 0.03)
favouring perphenazine over quetiapine (MD -3.10 CI -5.89 to -0.31,
Analysis 21.15).

21.15.2 change in blood glucose - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (MD -1.60 CI -7.50 to 4.30, Analysis 21.15).

21.15.3 change in glycosylated haemoglobin - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was a statistically significant diGerence between
perphenazine and quetiapine (MD 0.05 CI -0.10 to 0.20, Analysis
21.15).

21.15.4 change in cholesterol - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (MD -4.80 CI -10.90 to 1.30, Analysis 21.15).

21.15.5 change in triglycerides - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was no significant diGerence between perphenazine
and quetiapine (MD -10.90 CI -41.55 to 19.75, Analysis 21.15).

21.15.6 change in prolactin - long term

In this subgroup we only found one relevant trial (n = 598) (CATIE
2005). There was a statistically significant diGerence (P < 0.0001)
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favouring quetiapine over perphenazine (MD 9.70 CI 5.38 to 14.02,
Analysis 21.15).

COMPARISON 22: PERPHENAZINE versus PROMAZINE

22.1 Leaving the study early: 1. Any reason

22.1.1 short term

In this subgroup we only found one relevant trial (n = 60) (Kurland
1961). There was no significant diGerence between perphenazine
and promazine (RR 1.20 CI 0.93 to 1.56, Analysis 22.1).

22.2 Leaving the study early: 2. Due to adverse events

22.2.1 short term

In this subgroup we only found one relevant trial (n = 60) (Kurland
1961). There was no significant diGerence between perphenazine
and promazine (RR 2.49 CI 0.73 to 8.50, Analysis 22.2).

22.3 Global state: 1. Change over time - no better or
deterioration (ITT)

22.3.1 short term

In this subgroup we only found one relevant trial (n = 60) (Kurland
1961). There was a statistically significant diGerence (P = 0.04)
favouring perphenazine over promazine (RR 0.39 CI 0.16 to 0.97,
Analysis 22.3).

COMPARISON 23: PERPHENAZINE versus RISPERIDONE

23.1 Leaving the study early: 1. Any reason

23.1.1 short term

In this subgroup we found two relevant trials (n = 709). There was no
significant diGerence between perphenazine and risperidone (RR
1.01 CI 0.92 to 1.11, Analysis 23.1).

23.2 Leaving the study early: 2. Due to adverse events

23.2.1 short term

In this subgroup we found two relevant trials (n = 709). There was no
significant diGerence between perphenazine and risperidone (RR
1.29 CI 0.73 to 2.29, Analysis 23.2). This subgroup had moderate

levels of heterogeneity (Chi2 = 1.45; df = 1; P = 0.229; I2 = 31%).

23.3 Leaving the study early: 3. Due to relapse/worsening or no
improvement

23.3.1 short term

In this subgroup we found two relevant trials (n = 709). There was no
significant diGerence between perphenazine and risperidone (RR
0.95 CI 0.72 to 1.24, Analysis 23.3).

23.4 Global state: 1. Change over time - no better or
deterioration (ITT)

23.4.1 short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 1.29 CI 0.79 to 2.12, Analysis 23.4).

23.5 Mental state: 1a. State - less than 20% BPRS reduction ('no
e,ect')

23.5.1 short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.81 CI 0.61 to 1.08, Analysis 23.5).

23.6 Mental state: 1b. State - PANSS reduction ('no e,ect')

23.6.1 less than 20% reduction - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.86 CI 0.64 to 1.15, Analysis 23.6).

23.6.2 less than 40% reduction - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008a). There was no significant diGerence between perphenazine
and risperidone (RR 1.70 CI 0.30 to 9.50, Analysis 23.6).

23.7 Mental state: 1c. State - PANSS: mean change from baseline
to endpoint

23.7.1 short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (MD 4.00 CI -5.04 to 13.04, Analysis 23.7).

23.8 Adverse events: Movement disorders

23.8.1 akathisia - long term

In this subgroup we only found one relevant trial (n = 399) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (RR 0.75 CI 0.38 to 1.49, Analysis 23.8).

23.8.2 dystonia - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 2.47 CI 0.67 to 9.04, Analysis 23.8).

23.8.3 EPS - short term

In this subgroup we only found one relevant trial (n = 64) (Wang
2008a). There was a statistically significant diGerence (P = 0.03)
favouring risperidone over perphenazine (RR 9.07 CI 1.20 to 68.35,
Analysis 23.8).

23.8.4 EPS - long term

In this subgroup we only found one relevant trial (n = 446) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (RR 2.23 CI 0.97 to 5.11, Analysis 23.8).

23.8.5 hyperkinesia - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 2.64 CI 0.88 to 7.91, Analysis 23.8).

23.8.6 tardive dyskinesia - long term

In this subgroup we only found one relevant trial (n = 363) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (RR 1.21 CI 0.73 to 2.02, Analysis 23.8).
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23.8.7 use of antiparkinsonian drugs - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 1.20 CI 0.67 to 2.14, Analysis 23.8).

23.9 Other adverse events: 1. Anticholinergic

23.9.1 dry mouth - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 7.40 CI 0.39 to 139.81, Analysis 23.9).

23.10 Other adverse events: 2. Arousal

23.10.1 depression - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 1.34 CI 0.76 to 2.35, Analysis 23.10).

23.10.2 emotional indi>erence - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 1.06 CI 0.58 to 1.94, Analysis 23.10).

23.10.3 increased dream activity - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 1.51 CI 0.62 to 3.67, Analysis 23.10).

23.10.4 insomnia - short term

In this subgroup we found two relevant trials (n = 553). There was no
significant diGerence between perphenazine and risperidone (RR
1.01 CI 0.52 to 1.97, Analysis 23.10). This subgroup had moderate

levels of heterogeneity (Chi2 = 1.68; df = 1; P = 0.195; I2 = 40%).

23.10.5 sleepiness/sedation - short term

In this subgroup we found two relevant trials (n = 553). There was no
significant diGerence between perphenazine and risperidone (RR
1.16 CI 0.87 to 1.54, Analysis 23.10).

23.10.6 tension - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.97 CI 0.63 to 1.50, Analysis 23.10).

23.11 Other adverse events: 3. At least one

23.11.1 short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 1.01 CI 0.85 to 1.21, Analysis 23.11).

23.12 Other adverse events: 4. Cardiovascular

23.12.1 faintness, dizziness, weakness - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.93 CI 0.36 to 2.37, Analysis 23.12).

23.12.2 lassitude - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.97 CI 0.61 to 1.52, Analysis 23.12).

23.12.3 tachycardia - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.57 CI 0.25 to 1.32, Analysis 23.12).

23.13 Other adverse events: 5. Central nervous system

23.13.1 di>iculty in concentration - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 1.06 CI 0.71 to 1.58, Analysis 23.13).

23.13.2 headache - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.53 CI 0.14 to 2.01, Analysis 23.13).

23.13.3 paraesthesia - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.71 CI 0.12 to 4.05, Analysis 23.13).

23.14 Other adverse events: 6. Endocrine

23.14.1 amenorrhoea (women only) - short term

In this subgroup we only found one relevant trial (n = 30) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 3.00 CI 0.13 to 68.26, Analysis 23.14).

23.14.2 gynaecomastia - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.15 CI 0.01 to 2.85, Analysis 23.14).

23.14.3 lactation - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.21 CI 0.01 to 4.30, Analysis 23.14).

23.14.4 menorrhagia (women only) - short term

In this subgroup we only found one relevant trial (n = 30) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 3.00 CI 0.13 to 68.26, Analysis 23.14).

23.15 Other adverse events: 7. Gastrointestinal

23.15.1 constipation - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.07 CI 0.00 to 1.20, Analysis 23.15).

23.15.2 diarrhoea - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.15 CI 0.01 to 2.85, Analysis 23.15).
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23.15.3 faintness, dizziness, weakness - long term

In this subgroup we only found one relevant trial (n = 446) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (RR 0.86 CI 0.52 to 1.42, Analysis 23.15).

23.15.4 nausea and vomiting - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.76 CI 0.26 to 2.23, Analysis 23.15).

23.15.5 weight loss - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 2.12 CI 0.56 to 8.02, Analysis 23.15).

23.15.6 weight gain - short term

In this subgroup we found two relevant trials (n = 511). There was no
significant diGerence between perphenazine and risperidone (RR
0.90 CI 0.29 to 2.81, Analysis 23.15). This subgroup had important

levels of heterogeneity (Chi2 = 6.21; df = 1; P = 0.013; I2 = 84%).

23.16 Other adverse events: 8. Skin

23.16.1 pruritus - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.79 CI 0.19 to 3.38, Analysis 23.16).

23.16.2 rash - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.71 CI 0.12 to 4.05, Analysis 23.16).

23.16.3 sweating - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.66 CI 0.23 to 1.89, Analysis 23.16).

23.17 Other adverse events: 9. Genitourinary

23.17.1 diminished sexual desire

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 1.06 CI 0.22 to 5.01, Analysis 23.17).

23.17.2 ejaculatory dysfunction (men only) - short term

In this subgroup we only found one relevant trial (n = 77) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.18 CI 0.02 to 1.43, Analysis 23.17).

23.17.3 erectile dysfunction (men only) - short term

In this subgroup we only found one relevant trial (n = 77) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.90 CI 0.30 to 2.70, Analysis 23.17).

23.17.4 galactorrhoea - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.15 CI 0.01 to 2.85, Analysis 23.17).

23.17.5 galactorrhoea/gynaecomastia - long term

In this subgroup we only found one relevant trial (n = 446) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (RR 0.47 CI 0.14 to 1.65, Analysis 23.17).

23.17.6 increased sexual desire - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 1.06 CI 0.22 to 5.01, Analysis 23.17).

23.17.7 orgastic dysfunction - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 5.28 CI 0.26 to 107.51, Analysis 23.17).

23.18 Other adverse events: 10. Others

23.18.1 failing memory - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 1.27 CI 0.60 to 2.68, Analysis 23.18).

23.18.2 incontinence nocturia - long term

In this subgroup we only found one relevant trial (n = 446) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (RR 0.43 CI 0.16 to 1.15, Analysis 23.18).

23.18.3 suicide attempt - long term

In this subgroup we only found one relevant trial (n = 446) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (RR 0.71 CI 0.04 to 11.26, Analysis 23.18).

23.18.4 sweating - short term

In this subgroup we only found one relevant trial (n = 107) (Hoyberg
1993). There was no significant diGerence between perphenazine
and risperidone (RR 0.96 CI 0.45 to 2.07, Analysis 23.18).

23.18.5 urinary hesitancy, dry mouth, constipation - long term

In this subgroup we only found one relevant trial (n = 446) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (RR 1.09 CI 0.76 to 1.58, Analysis 23.18).

23.19 Other adverse events: 11. any serious adverse event

23.19.1 long term

In this subgroup we only found one relevant trial (n = 446) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (RR 1.08 CI 0.63 to 1.87, Analysis 23.19).

23.20 Other adverse events: 12. lab data

23.20.1 mean weight change (lb) - long term

In this subgroup we only found one relevant trial (n = 602) (CATIE
2005). There was a statistically significant diGerence (P = 0.05)
favouring perphenazine over risperidone (MD -2.80 CI -5.58 to -0.02,
Analysis 23.20).

23.20.2 change in blood glucose - long term

In this subgroup we only found one relevant trial (n = 602) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (MD -1.50 CI -7.04 to 4.04, Analysis 23.20).
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23.20.3 change in glycosylated haemoglobin - long term

In this subgroup we only found one relevant trial (n = 602) (CATIE
2005). There was a statistically significant diGerence between
perphenazine and risperidone (MD 0.02 CI -0.12 to 0.16, Analysis
23.20).

23.20.4 change in cholesterol - long term

In this subgroup we only found one relevant trial (n = 602) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (MD 2.60 CI -3.25 to 8.45, Analysis 23.20).

23.20.5 change in triglycerides - long term

In this subgroup we only found one relevant trial (n = 602) (CATIE
2005). There was no significant diGerence between perphenazine
and risperidone (MD 10.90 CI -14.80 to 36.60, Analysis 23.20).

23.20.6 change in prolactin - long term

In this subgroup we only found one relevant trial (n = 602) (CATIE
2005). There was a statistically significant diGerence (P < 0.00001)
favouring perphenazine over risperidone (MD -15.0 CI -19.44 to
-10.56, Analysis 23.20).

COMPARISON 24: PERPHENAZINE versus SULPIRIDE

24.1 Leaving the study early: 1. Any reason

24.1.1 short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.80 CI 0.24 to 2.71, Analysis 24.1).

24.1.2 medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 1.92 CI 0.86 to 4.25, Analysis 24.1).

24.2 Leaving the study early: 2. Due to adverse events

24.2.1 short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 3.00 CI 0.13 to 71.00, Analysis 24.2).

24.2.2 medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 2.88 CI 0.12 to 67.29, Analysis 24.2).

24.3 Leaving the study early: 3. Due to relapse/worsening or no
improvement

24.3.1 short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 3.00 CI 0.13 to 71.00, Analysis 24.3).

24.3.2 medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 1.15 CI 0.41 to 3.25, Analysis 24.3).

24.4 Global state: 1. Change over time - no better or
deterioration (ITT)

24.4.1 short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.80 CI 0.52 to 1.24, Analysis 24.4).

24.4.2 medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 1.20 CI 0.73 to 1.97, Analysis 24.4).

24.5 Mental state: 1. State - BPRS end score (high = poor, skewed
data)

24.5.1 medium term

Data for this outcome are skewed and are best inspected by viewing
Analysis 24.5.

24.6 Adverse events: Movement disorders

24.6.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.75 CI 0.18 to 3.09, Analysis 24.6).

24.6.2 akathisia - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 2.88 CI 0.64 to 12.82, Analysis 24.6).

24.6.3 ataxia - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 1.00 CI 0.07 to 15.30, Analysis 24.6).

24.6.4 dyskinesia - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 0.48 CI 0.05 to 4.93, Analysis 24.6).

24.6.5 rigidity - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.25 CI 0.06 to 1.09, Analysis 24.6).

24.6.6 rigidity - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 0.64 CI 0.12 to 3.48, Analysis 24.6).

24.6.7 tremor - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.64 CI 0.28 to 1.43, Analysis 24.6).

24.6.8 tremor - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 1.34 CI 0.50 to 3.63, Analysis 24.6).
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24.6.9 use of antiparkinsonian drugs - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 0.14 CI 0.01 to 2.52, Analysis 24.6).

24.7 Other adverse events: 1. Anticholinergic

24.7.1 blurred vision - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.33 CI 0.01 to 7.89, Analysis 24.7).

24.7.2 dry mouth - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 5.0 CI 0.25 to 100.2, Analysis 24.7).

24.7.3 dry mouth - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 1.92 CI 0.19 to 19.73, Analysis 24.7).

24.7.4 increased salivation - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 5.00 CI 0.25 to 100.20, Analysis 24.7).

24.8 Other adverse events: 2. Arousal

24.8.1 excitation - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.33 CI 0.07 to 1.53, Analysis 24.8).

24.8.2 excitation - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 1.28 CI 0.32 to 5.10, Analysis 24.8).

24.8.3 insomnia - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 1.29 CI 0.55 to 3.03, Analysis 24.8).

24.8.4 insomnia - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 0.24 CI 0.03 to 1.99, Analysis 24.8).

24.8.5 need of additional benzodiazepines - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 1.60 CI 0.43 to 5.93, Analysis 24.8).

24.9 Other adverse events: 3. At least one

24.9.1 short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.76 CI 0.50 to 1.17, Analysis 24.9).

24.10 Other adverse events: 4. Central nervous system

24.10.1 headache - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.50 CI 0.05 to 5.24, Analysis 24.10).

24.10.2 paraesthesia - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 5.00 CI 0.25 to 100.20, Analysis 24.10).

24.11 Other adverse events: 5. Endocrine

24.11.1 amenorrhoea - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 0.32 CI 0.04 to 2.85, Analysis 24.11).

24.11.2 lactation - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 0.19 CI 0.01 to 3.80, Analysis 24.11).

24.12 Other adverse events: 6. Gastrointestinal

24.12.1 constipation - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.50 CI 0.05 to 5.24, Analysis 24.12).

24.12.2 loss of appetite - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.80 CI 0.24 to 2.71, Analysis 24.12).

24.12.3 nausea and vomiting - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.40 CI 0.08 to 1.91, Analysis 24.12).

24.12.4 nausea and vomiting - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 0.32 CI 0.04 to 2.85, Analysis 24.12).

24.12.5 weight loss - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 11.00 CI 0.63 to 191.04, Analysis 24.12).

24.12.6 weight gain - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 5.00 CI 0.62 to 40.44, Analysis 24.12).
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24.13 Other adverse events: 7. Skin

24.13.1 rash - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.33 CI 0.01 to 7.89, Analysis 24.13).

24.14 Other adverse events: 8. Others

24.14.1 abdominal pain - medium term

In this subgroup we only found one relevant trial (n = 47) (Lepola
1989). There was no significant diGerence between perphenazine
and sulpiride (RR 0.14 CI 0.01 to 2.52, Analysis 24.14).

24.14.2 sweating - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.20 CI 0.01 to 4.01, Analysis 24.14).

24.15 Other adverse events: 9. lab data

24.15.1 decrease in white blood cell count and haemoglobin level -
short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 1.00 CI 0.07 to 15.30, Analysis 24.15).

24.15.2 increase in white blood cell count and haemoglobin level -
short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 0.50 CI 0.10 to 2.54, Analysis 24.15).

24.15.3 rise in alkaline phosphate and GOT levels - short term

In this subgroup we only found one relevant trial (n = 64) (Amakusa
1973). There was no significant diGerence between perphenazine
and sulpiride (RR 3.00 CI 0.13 to 71.00, Analysis 24.15).

COMPARISON 25: PERPHENAZINE versus THIOPROPRAZATE

25.1 Leaving the study early: 1. Any reason

25.1.1 short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioproprazate (RR 0.73 CI 0.43 to 1.22, Analysis 25.1).

25.2 Leaving the study early: 2. Due to adverse events

25.2.1 short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioproprazate (RR 2.00 CI 0.19 to 21.40, Analysis 25.2).

25.3 Adverse events: Movement disorders

25.3.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioproprazate (RR 7.00 CI 0.89 to 54.94, Analysis 25.3).

25.3.2 akinesia - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioproprazate, with no events reported in either group
(Analysis 25.3).

25.3.3 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioproprazate (RR 5.00 CI 0.25 to 101.73, Analysis 25.3).

25.3.4 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioproprazate (RR 2.67 CI 0.75 to 9.51, Analysis 25.3).

COMPARISON 26: PERPHENAZINE versus THIORIDAZINE

26.1 Leaving the study early: 1. Any reason

26.1.1 short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioridazine (RR 0.73 CI 0.43 to 1.22, Analysis 26.1).

26.2 Leaving the study early: 2. Due to adverse events

26.2.1 short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioridazine (RR 2.00 CI 0.19 to 21.40, Analysis 26.2).

26.3 Adverse events: Movement disorders

26.3.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioridazine (RR 15.00 CI 0.88 to 256.16, Analysis 26.3).

26.3.2 akinesia - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioridazine, with no events reported in either group (Analysis
26.3).

26.3.3 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioridazine (RR 5.00 CI 0.25 to 101.73, Analysis 26.3).

26.3.4 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 106) (Hanlon
1965). There was no significant diGerence between perphenazine
and thioridazine (RR 2.67 CI 0.75 to 9.51, Analysis 26.3).
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COMPARISON 27: PERPHENAZINE versus THIOTHIXENE

27.1 Leaving the study early: 1. Any reason

27.1.1 short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 1.00 CI 0.06 to 15.48, Analysis 27.1).

27.2 Global state: 1. Change over time - no better or
deterioration (ITT)

27.2.1 short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 1.30 CI 0.93 to 1.83, Analysis 27.2).

27.3 Behaviour: 1. Behaviour subscale of the Psychiatric Rating
Scale: no better or worse

For this outcome we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 1.18 CI 0.90 to 1.55, Analysis 27.3).

27.4 Adverse events: Movement disorders

27.4.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 0.58 CI 0.25 to 1.34, Analysis 27.4).

27.4.2 ataxia - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 1.00 CI 0.21 to 4.68, Analysis 27.4).

27.4.3 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 1.50 CI 0.26 to 8.53, Analysis 27.4).

27.4.4 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 0.80 CI 0.48 to 1.32, Analysis 27.4).

27.4.5 use of antiparkinsonian drugs - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 1.18 CI 0.81 to 1.73, Analysis 27.4).

27.5 Other adverse events: 1. Anticholinergic

27.5.1 blurred vision - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 0.29 CI 0.06 to 1.30, Analysis 27.5).

27.5.2 dry mouth - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 1.00 CI 0.38 to 2.61, Analysis 27.5).

27.6 Other adverse events: 2. Arousal

27.6.1 insomnia - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 0.71 CI 0.39 to 1.29, Analysis 27.6).

27.6.2 need of additional benzodiazepines - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 1.00 CI 0.21 to 4.68, Analysis 27.6).

27.6.3 sleepiness/sedation - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 0.90 CI 0.41 to 1.99, Analysis 27.6).

27.7 Other adverse events: 3. At least one

27.7.1 short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 0.90 CI 0.68 to 1.20, Analysis 27.7).

27.8 Other adverse events: 4. Cardiovascular

27.8.1 faintness, dizziness, weakness - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene, with no events reported in either group (Analysis 27.8).

27.9 Other adverse events: 5. Central nervous system

27.9.1 disturbance of consciousness - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene, with no events reported in either group (Analysis 27.9).

27.9.2 headache - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 2.00 CI 0.19 to 21.24, Analysis 27.9).

27.9.3 paraesthesia - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 5.00 CI 0.25 to 101.18, Analysis 27.9).

27.10 Other adverse events: 6. Gastrointestinal

27.10.1 constipation - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 1.20 CI 0.40 to 3.64, Analysis 27.10).

27.10.2 icterus - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 0.33 CI 0.01 to 7.96, Analysis 27.10).
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27.10.3 loss of appetite - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 0.88 CI 0.35 to 2.20, Analysis 27.10).

27.10.4 nausea and vomiting - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh
1969 II). There was no significant diGerence between perphenazine
and thiothixene, with no events reported in either group (Analysis
27.10).

27.11 Other adverse events: 7. Skin

27.11.1 rash - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 3.00 CI 0.13 to 71.65, Analysis 27.11).

27.12 Other adverse events: 8. Genitourinary

27.12.1 micturition disturbances - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh
1969 II). There was no significant diGerence between perphenazine
and thiothixene, with no events reported in either group (Analysis
27.12).

27.13 Other adverse events: 9. Others

27.13.1 cramps - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 0.33 CI 0.01 to 7.96, Analysis 27.13).

27.13.2 sweating - short term

In this subgroup we only found one relevant trial (n = 86) (Itoh 1969
II). There was no significant diGerence between perphenazine and
thiothixene (RR 1.00 CI 0.06 to 15.48, Analysis 27.13).

COMPARISON 28: PERPHENAZINE versus TIMIPERONE

28.1 Leaving the study early: 1. Any reason

28.1.1 short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 1.33 CI 0.67 to 2.67, Analysis
28.1).

28.2 Leaving the study early: 2. Due to adverse events

28.2.1 short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 1.33 CI 0.67 to 2.67, Analysis
28.2).

28.3 Global state: 1. Change over time - no better or
deterioration (ITT)

28.3.1 short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between

perphenazine and timiperone (RR 1.11 CI 0.79 to 1.55, Analysis
28.3).

28.4 Adverse events: Movement disorders

28.4.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 0.85 CI 0.56 to 1.29, Analysis
28.4).

28.4.2 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was a statistically significant diGerence (P
= 0.04) favouring perphenazine over timiperone (RR 0.36 CI 0.13 to
0.95, Analysis 28.4).

28.4.3 dystonia - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 0.33 CI 0.01 to 8.08, Analysis
28.4).

28.4.4 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 1.21 CI 0.84 to 1.73, Analysis
28.4).

28.5 Other adverse events: 1. Anticholinergic

28.5.1 blurred vision - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 3.00 CI 0.12 to 72.76, Analysis
28.5).

28.6 Other adverse events: 2. Arousal

28.6.1 drowsiness - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 1.43 CI 0.57 to 3.60, Analysis
28.6).

28.6.2 excitation - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was a statistically significant diGerence (P
= 0.003) favouring timiperone over perphenazine (RR 4.75 CI 1.68 to
13.46, Analysis 28.6).

28.6.3 insomnia - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 1.31 CI 0.94 to 1.82, Analysis
28.6).

28.7 Other adverse events: 3. At least one

28.7.1 short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
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perphenazine and timiperone (RR 1.01 CI 0.89 to 1.16, Analysis
28.7).

28.8 Other adverse events: 4. Cardiovascular

28.8.1 faintness, dizziness, weakness - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 1.50 CI 0.71 to 3.18, Analysis
28.8).

28.8.2 lassitude - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 1.07 CI 0.55 to 2.10, Analysis
28.8).

28.9 Other adverse events: 5. Central nervous system

28.9.1 confusion - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 0.67 CI 0.11 to 3.90, Analysis
28.9).

28.9.2 disturbance of consciousness - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 1.00 CI 0.06 to 15.76, Analysis
28.9).

28.9.3 dysarticulation - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 0.83 CI 0.38 to 1.84, Analysis
28.9).

28.9.4 headache - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone (RR 0.33 CI 0.09 to 1.19, Analysis
28.9).

28.9.5 seizure - short term

In this subgroup we only found one relevant trial (n = 198)
(Takahashi 1982). There was no significant diGerence between
perphenazine and timiperone, with no events reported in either
group (Analysis 28.9).

COMPARISON 29: PERPHENAZINE versus TRIFLUOPERAZINE

29.1 Leaving the study early: 1. Any reason

29.1.1 short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and trifluoperazine (RR 0.63 CI 0.38 to 1.03, Analysis 29.1).

29.2 Leaving the study early: 2. Due to adverse events

29.2.1 short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and trifluoperazine (RR 0.65 CI 0.11 to 3.76, Analysis 29.2).

29.3 Adverse events: Movement disorders

29.3.1 akathisia - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and trifluoperazine (RR 2.29 CI 0.63 to 8.38, Analysis 29.3).

29.3.2 akinesia - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and trifluoperazine (RR 0.33 CI 0.01 to 7.85, Analysis 29.3).

29.3.3 dyskinesia - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and trifluoperazine (RR 0.98 CI 0.14 to 6.71, Analysis 29.3).

29.3.4 parkinsonism - short term

In this subgroup we only found one relevant trial (n = 105) (Hanlon
1965). There was no significant diGerence between perphenazine
and trifluoperazine (RR 2.62 CI 0.73 to 9.32, Analysis 29.3).

COMPARISON 30: PERPHENAZINE versus TRIFLUOPROMAZINE

30.1 Leaving the study early: 1. Any reason

30.1.1 short term

In this subgroup we found three trials (n = 178). There was no
significant diGerence between perphenazine and trifluopromazine
(RR 1.14 CI 0.66 to 1.98, Analysis 30.1). There were important levels

of heterogeneity (Chi2 = 3.19; df = 1; P = 0.07; I2 = 69%).

30.2 Leaving the study early: 2. Due to adverse events

30.2.1 short term

In this subgroup we found two trials (n = 168). There was no
significant diGerence between perphenazine and trifluopromazine
(RR 2.00 CI 0.74 to 5.39, Analysis 30.2).

30.3 Global state: 1. Change over time - no better or
deterioration (ITT)

30.3.1 short term

In this subgroup we found one trial (n = 62) (Kurland 1961).
There was no significant diGerence between perphenazine and
trifluopromazine (RR 0.71 CI 0.25 to 2.01, Analysis 30.3)

30.4 Adverse events: Movement disorders

30.4.1 akathisia - short term

In this subgroup we found one trial (n = 106) (Hanlon 1965).
There was no significant diGerence between perphenazine and
trifluopromazine (RR 7.00 CI 0.89 to 54.94, Analysis 30.4).
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30.4.2 akinesia - short term

In this subgroup we found one trial (n = 106) (Hanlon 1965).
There was no significant diGerence between perphenazine and
trifluopromazine, with no events reported in either group (Analysis
30.4).

30.4.3 dyskinesia - short term

In this subgroup we found one trial (n = 106) (Hanlon 1965).
There was no significant diGerence between perphenazine and
trifluopromazine (RR 5.00 CI 0.25 to 101.73, Analysis 30.4).

30.4.4 parkinsonism - short term

In this subgroup we found one trial (n = 106) (Hanlon 1965).
There was a statistically significant diGerence (P = 0.05) favouring
trifluopromazine over perphenazine (RR 17.00 CI 1.01 to 287.24,
Analysis 30.4).

30.5 Other adverse events: 1. Central nervous system

30.5.1 electroencephalogram (increase) - short term

In this subgroup we found one trial (n = 10) (Bennett 1961).
There was a no significant diGerence between perphenazine and
trifluopromazine (RR 1.00 CI 0.08 to 11.93, Analysis 30.5).

COMPARISON 31: PERPHENAZINE versus ZIPRASIDONE

31.1 Leaving the study early: 1. Any reason

31.1.1 long term

In this subgroup we found one trial (n = 446). There was a no
significant diGerence between perphenazine and ziprasidone (RR
0.95 CI 0.85 to 1.05, Analysis 31.1).

31.2 Leaving the study early: 2. Due to adverse events

31.2.1 long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 1.01 CI 0.65 to 1.58, Analysis 31.2).

31.3 Leaving the study early: 3. Due to relapse/worsening or no
improvement

31.3.1 long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 1.05 CI 0.75 to 1.46, Analysis 31.3).

31.4 Adverse events: Movement disorders (completer-only data)

31.4.1 akathisia - long term

In this subgroup we found one trial (n = 399) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 0.75 CI 0.38 to 1.49, Analysis 31.4).

31.4.2 EPS - long term

In this subgroup we found one trial (n = 395) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 1.56 CI 0.62 to 3.94, Analysis 31.4).

31.4.3 tardive dyskinesia - long term

In this subgroup we found one trial (n = 363) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 1.21 CI 0.73 to 2.02, Analysis 31.4).

31.5 Other adverse events: 1. Arousal

31.5.1 insomnia - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 0.84 CI 0.62 to 1.13, Analysis 31.5).

31.5.2 sleepiness/sedation - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 1.17 CI 0.85 to 1.60, Analysis 31.5).

31.6 Other adverse events: 2. Cardiovascular

31.6.1 faintness, dizziness, weakness - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 0.86 CI 0.52 to 1.42, Analysis 31.6).

31.7 Other adverse events: 3. Gastrointestinal

31.7.1 weight gain - long term

In this subgroup we found one trial (n = 404) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 1.60 CI 0.84 to 3.04, Analysis 31.7).

31.8 Other adverse events: 4. Genitourinary

31.8.1 diminished sexual desire - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 1.30 CI 0.90 to 1.87, Analysis 31.8.

31.8.2 galactorrhoea/gynaecomastia - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 0.47 CI 0.14 to 1.65, Analysis 31.8.,

31.9 Other adverse events: 5. Others

31.9.1 urinary hesitancy, dry mouth, constipation - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 1.09 CI 0.76, 1.58, Analysis 31.9).

31.9.2 suicide attempt - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 0.71 CI 0.04, 11.26, Analysis 31.9).

31.9.3 incontinence nocturia - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 0.43 CI 0.16, 1.15, Analysis 31.9).
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31.10 Other adverse events: 6. any serious adverse event

31.10.1 long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 1.08 CI 0.63, 1.87, Analysis 31.10).

31.11 Other adverse events: 7. lab data

31.11.1 mean weight change (lb) - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR -0.40 CI -3.45 to 2.65, Analysis 31.11).

31.11.2 change in blood glucose - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 2.90 CI -5.69 to 11.49, Analysis 31.11).

31.11.3 change in glycosylated haemoglobin - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 0.20 CI -0.10 to 0.50, Analysis 31.11).

31.11.4 change in cholesterol - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 9.70 CI -1.44 to 20.84, Analysis 31.11).

31.11.5 change in triglycerides - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a no significant diGerence between perphenazine and ziprasidone
(RR 26.40 CI -2.71 to 55.51, Analysis 31.11).

31.11.6 change in prolactin - long term

In this subgroup we found one trial (n = 446) (CATIE 2005). There was
a statistically significant diGerence (P = 0.04) favouring ziprasidone
over perphenazine (RR 4.90 CI 0.33 to 9.47, Analysis 31.11).

COMPARISON 32: PERPHENAZINE versus ZOTEPINE

32.1 Leaving the study early: 1. Any reason

32.1.1 short term

In this subgroup we found one trial (n = 95) (Imai 1980). There was
a no significant diGerence between perphenazine and zotepine (RR
1.48 CI 0.63 to 3.48, Analysis 32.1).

32.2 Leaving the study early: 2. Due to relapse/worsening or no
improvement

32.2.1 short term

In this subgroup we found one trial (n = 95) (Imai 1980). There was
a no significant diGerence between perphenazine and zotepine (RR
1.34 CI 0.56 to 3.23, Analysis 32.2).

32.3 Global state: 1. Change over time - no better or
deterioration (ITT)

32.3.1 short term

In this subgroup we found one trial (n = 95) (Imai 1980). There was
a no significant diGerence between perphenazine and zotepine (RR
0.98 CI 0.65 to 1.47, Analysis 32.3).

32.4 Other adverse events: 1. Cardiovascular

32.4.1 tachycardia - short term

In this subgroup we found one trial (n = 95) (Imai 1980). There was
a no significant diGerence between perphenazine and zotepine (RR
0.31 CI 0.01 to 7.50, Analysis 32.4).

COMPARISON 33: PERPHENAZINE versus ZUCLOPENTHIXOL

33.1 Leaving the study early: 1. Any reason

33.1.1 short term

In this subgroup we found one trial (n = 54) (Remvig 1987).
There was a no significant diGerence between perphenazine and
zuclupenthixol (RR 1.80 CI 0.69 to 4.67, Analysis 33.1).

33.2 Global state: 1. Change over time - no better or
deterioration (ITT)

33.2.1 short term

In this subgroup we found one trial (n = 54) (Remvig 1987).
There was a no significant diGerence between perphenazine and
zuclupenthixol (RR 1.00 CI 0.07 to 15.18, Analysis 33.2).

33.3 Adverse events: Movement disorders

33.3.1 akathisia - short term

In this subgroup we found one trial (n = 54) (Remvig 1987).
There was a no significant diGerence between perphenazine and
zuclupenthixol (RR 1.14 CI 0.48 to 2.71, Analysis 33.3).

33.3.2 akinesia - short term

In this subgroup we found one trial (n = 54) (Remvig 1987).
There was a no significant diGerence between perphenazine and
zuclupenthixol (RR 0.33 CI 0.07 to 1.51, Analysis 33.3).

33.3.3 rigidity - short term

In this subgroup we found one trial (n = 54) (Remvig 1987).
There was a no significant diGerence between perphenazine and
zuclupenthixol (RR 2.20 CI 0.88 to 5.48, Analysis 33.3).

33.3.4 tremor - short term

In this subgroup we found one trial (n = 54) (Remvig 1987).
There was a no significant diGerence between perphenazine and
zuclupenthixol (RR 2.20 CI 0.88 to 5.48, Analysis 33.3).

33.4 Other adverse events: 1. Arousal

33.4.1 excitation - short term

In this subgroup we found one trial (n = 54) (Remvig 1987).
There was a no significant diGerence between perphenazine and
zuclupenthixol (RR 1.29 CI 0.56 to 2.95, Analysis 33.4).
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33.4.2 insomnia - short term

In this subgroup we found one trial (n = 54) (Remvig 1987).
There was a no significant diGerence between perphenazine and
zuclupenthixol (RR 0.33 CI 0.07 to 1.51, Analysis 33.4).

33.4.3 sleepiness/sedation - short term

In this subgroup we found one trial (n = 54) (Remvig 1987).
There was a no significant diGerence between perphenazine and
zuclupenthixol (RR 1.71 CI 0.80 to 3.68, Analysis 33.4).

33.5 Other adverse events: 2. Cardiovascular

33.5.1 faintness, dizziness, weakness - short term

In this subgroup we found one trial (n = 54) (Remvig 1987).
There was a no significant diGerence between perphenazine and
zuclupenthixol (RR 1.50 CI 0.48 to 4.72, Analysis 33.5).

34. SENSITIVITY ANALYSIS

1. Implication of randomisation

For the primary outcome of clinical response (as defined in each
study), there was no diGerence in the estimate of the eGect when
all studies that did not fully describe randomisation methods
(this included all studies rated as 'unclear' risk of bias, with
only those rated as a 'low' risk remaining, including Amakusa
1973; Itoh 1976; Itoh 1969 II; Itoh 1969 III; Takahashi 1982) were
excluded from meta-analysis, with 'no better or deterioration' in the
comparison of perphenazine versus any antipsychotic remaining as
no significant diGerence between groups (5 RCTs, n = 531, RR 1.05
CI 0.88 to 1.24, Analysis 2.4). Only one study provided data for this
primary outcome in the perphenazine versus placebo comparison
(Kurland 1961, Analysis 1.4), which did not adequately explain
randomisation methods; subsequently, the exclusion of this study
leS us with no data to include in the sensitivity analysis.

2. Assumptions for lost binary data

Where assumptions had to be made regarding people lost to follow-
up and missing SDs data (see Dealing with missing data), we
compared the findings on primary outcomes when we used our
assumption compared with completer data only. We undertook
a sensitivity analysis to test how prone results were to change
when 'completer' data only were compared to the imputed data
using the above assumption with our primary outcome of global
eGect: change over time - no better or deterioration. For the
perphenazine versus placebo comparison we did not assume any
of the outcome data as intention-to-treat was used in the study. For
the comparison of perphenazine versus any antipsychotic drugs,
assumptions were made in five of the 17 studies providing data for
the primary outcome of global state: change over time - no better or
worse (Amakusa 1973; Fruensgaard 1978; Hoyberg 1993; Kane 2003;
Lepola 1989). ASer replacing our assumptions with completer-only
data, there was no substantial alteration of the estimate of eGect (17
RCTs, n = 1771, RR 1.05 CI 0.91 to 1.22, Analysis 2.4). We ultimately
continued to employ our assumption.

3. Risk of bias

Sixteen included studies rated as a 'high' risk of bias across at least
one risk of bias domain; this included the one study in the placebo
comparison for our primary outcome of 'global eGect: change over
time - no better or deterioration' (Kurland 1961, Analysis 1.4),
again, the exclusion of this study leS us with no data to compare.

With the perphenazine versus any antipsychotic drugs comparison,
again there was no diGerence (9 RCTs, n = 891, RR 1.06 CI 0.94
to 1.20, Analysis 2.4) in the estimate of eGect aSer removing all
included studies rated as a 'high' risk across on one or more risk of
bias domain (including Eckmann 1984; Fruensgaard 1978; Hoyberg
1993; Kane 2003; Kurland 1961; Remvig 1987; Takahashi 1982;
Woggon 1978).

We analysed the eGects of excluding trials that were judged
to be at high risk of bias across one or more of the domains
of randomisation (implied as randomised with no further
details available): allocation concealment, blinding and outcome
reporting for the meta-analysis of the primary outcome. If the
exclusion of trials at high risk of bias did not substantially alter the
direction of eGect or the precision of the eGect estimates, then we
included data from these trials in the analysis.

4. Imputed values

We had planned to undertake a sensitivity analysis to assess
the eGects of including data from trials where we used imputed
values for intra-class correlation coeGicients (ICCs) in calculating
the design eGect in cluster-randomised trials. However, no cluster-
randomised studies were included, therefore we did not undertake
this part of the sensitivity analysis.

5. Fixed-e,ect and random-e,ects

For the perphenazine versus placebo comparison, with only one
included study, there was no diGerence in the estimate of eGect for
global state: change over time - no better or deterioration when
using a fixed-eGect model in place of the random-eGects model
(Kurland 1961, Analysis 1.4). This was also the case when comparing
the same outcome for the perphenazine versus any antipsychotic
comparison when using a fixed-eGect model (17 RCTs, n = 1879, RR
1.01 CI 0.92 to 1.11, Analysis 2.4).

D I S C U S S I O N

Summary of main results

1. PERPHENAZINE versus PLACEBO

In general, due to the low number of studies and participants
included, we can draw no firm conclusions concerning the eGects
of perphenazine compared to placebo.

2.1 Acceptability of treatment (leaving the studies early)

When we assessed the acceptability of treatment indirectly from
the number of people leaving the studies early for any reason,
perphenazine did not appear to be more acceptable to those with
schizophrenia than placebo. However, more participants in the
placebo groups leS the studies prematurely due to relapse or
insuGicient response. This underlines the fact that perphenazine
seems an eGective treatment for schizophrenia.

2.2 Global state

Data from one small study (Kurland 1961) indicate that
perphenazine is preferable over placebo for improvement, with
more people receiving placebo rated as 'no better or deteriorated';
however, due to the size of this study, results need interpreting with
caution (n = 61).
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2.3 Mental state

Findings on relapse rates are again compatible with perphenazine
being more eGective than placebo in improving mental state. As
only n = 87 participants from two trials (Chouinard 1975; Whittaker
1963) contributed to this finding, the result must be considered with
caution.

2.5 Behaviour

Based on only one small study (Collins 1967), we found no
significant eGects of perphenazine on behaviour. Again, no
conclusion can be drawn on such little data.

2.4 Adverse events

Although a number of outcomes related to tolerability
were analysed (at least one adverse event, movement
disorders, anticholinergic events, arousal, cardiovascular events,
central nervous system related problems, endocrine events,
gastrointestinal events, abnormal laboratory results, skin
problems), the results were never based on more than two
studies. Therefore, it is not surprising that we found no significant
diGerences between groups, not even for movement disorders,
although perphenazine is well known to induce this troublesome
adverse eGect in clinical routine.

2. PERPHENAZINE versus OTHER ANTIPSYCHOTIC DRUG

Again, for this comparison, incomplete reporting of the trials clearly
limited our analysis. In addition, many diGerent comparators were
used. On the one hand, this diversity may improve applicability
to a certain extent. For example, most of the newer 'atypical'
antipsychotic drugs, such as risperidone, olanzapine or quetiapine,
have mainly been compared with haloperidol, an agent that is
associated with a high risk for extrapyramidal side eGects (EPS).
Therefore, it can only be concluded from such trials that new
antipsychotic drugs induce fewer EPS than haloperidol, whereas
we do not know how the new drugs compare with other old drugs.
On the other hand, the variability in terms of comparators found
for perphenazine is problematic, because antipsychotic drugs have
very diGerent side-eGect profiles and, if pooled in a meta-analysis,
diGerences may cancel each other out. In this review update,
we have presented all drug comparisons separately in order to
complement the overall pooled analysis, with a total of 30 drug
comparators.

2.1 Leaving the study early

There is no evidence that perphenazine is associated with lower
overall tolerability as measured by the numbers of people leaving
due to adverse events or with lower eGicacy as measured by
attrition due to ineGicacy of treatment. There were important levels
of heterogeneity in the results for leaving the study early for any
reason (Chi2 = 34.32, df = 17 (P = 0.008); I2 = 50%) and due to
adverse events (Chi2 = 12.82, df = 8 (P = 0.12); I2 = 38%), no
doubt attributable to the variability in comparisons and varying
dosages of either drug used in the individual studies. For leaving
the study early due to any reason, the source of heterogeneity
was found with Kurland 1961, which compared perphenazine with
prochlorperazine, triflupromazine, mepazine, chlorpromazine and
promazine; as per our protocol, we combined all comparator
treatment arms for the 'perphenazine versus any antipsychotic
drugs' comparison, which may well explain this heterogeneity.

2.2 Global state

A relatively large number of people (n = 1850) contributed to the
global eGicacy outcome 'change over time - no better or worse'.
Around 50% of the participants were considered unimproved
or worse, but these people were distributed relatively evenly
between perphenazine and other antipsychotic drugs. Only Kane
2003 presented a usable CGI end score. There was no significant
diGerence between groups. With only one study providing data for
this outcome, it is impossible to generalise such a result.

2.3 Mental state

2.3.1 General

Data were too poorly reported to allow any reasonable assessment
of this outcome. Only four studies provided dichotomised
data using the BPRS of < 20% reduction in score (Hoyberg
1993), < 25% reduction (Wang 2008c; Zhang 2010), and < 30%
reduction (Sun 2000). They found no significant diGerences
between perphenazine and risperidone, quetiapine, aripiprazole
or clozapine, respectively. There was a high amount of skewed
data reported between studies using both the BPRS and PANSS.
Only one statistically significant result was found for mental
state using the PANSS total score, which found that significantly
more people receiving any other antipsychotic drugs (risperidone,
quetiapine, aripiprazole) scored lower on the scale than those
receiving perphenazine.

2.3.2 Specific

Results for all other outcomes using the various PANSS subscales
were equivocal, making it diGicult to generalise results. There was a
significant degree of heterogeneity in results for the PANSS positive

subscale (Chi2 = 74.07, df = 1 (P < 0.00001); I2 = 99%), which we
suspect is attributable to the diGering drug comparisons between
studies. (Wang 2008b used olanzapine as a comparator; Zhang
2010 used aripiprazole), as well as the diGerence in the permitted
maximum dose of perphenazine between the studies or 16 mg/day
(Zhang 2010) or 60 mg/day (Wang 2008b).

2.4 Behaviour

Only the three early studies published by Itoh in 1969 reported
on behaviour in general, but they found no diGerence between
perphenazine and the comparators clotiapine, thiothixene and
methylperidol.

2.5 Tolerability

2.5.1 Movement disorder

According to the 22 studies that provided data on movement
disorder, perphenazine showed a similar risk of inducing such
adverse eGects as other antipsychotic drugs. However, the
results appeared on the whole to be relatively heterogeneous,
particularly with akathisia, dystonia, rigidity, tremor and use of
anti-parkinsonian drugs. This heterogeneity may be partly due
to the diversity of comparators used. More studies using the
single comparators would be needed to allow a finer grained
analysis of the extrapyramidal symptoms (EPS) risk associated with
perphenazine and other single antipsychotic drugs.

2.5.2 Other adverse events

On the whole, there were no convincing diGerences between
perphenazine and other antipsychotic in terms of other adverse
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events such as anticholinergic, cardiovascular, dermatological,
endocrine, gastrointestinal or genitourinary problems. According
to a small number of studies, palpitations were significantly less
frequent in the perphenazine group.

2.6 Missing data

It is disappointing, and remarkable, that even aSer the 2013
update search, despite considerable investment in clinical trials,
no data are available on social functioning, employment status,
cognitive functioning, satisfaction with care, hospital admission,
family burden and economic costs.

3. PERPHENAZINE versus OTHER ANTIPSYCHOTICS (ACUTE)

We pooled data for participants in the seven studies that included
those in the acute stage of psychosis (Eckmann 1984; Fruensgaard
1978; Hoyberg 1993; Kurland 1961; Lepola 1989; Remvig 1987; Van
Praag 1976).

3.1 Leaving the study early

Data demonstrate that significantly more people receiving
perphenazine leS the study early due to any reason when
compared with people receiving any other type of antipsychotic
medication. This may suggest that perphenazine is less tolerable
and subsequently not as appropriate for people in the acute stage
of illness as compared to other antipsychotic drugs, including
risperidone, loxapine, sulpiride, zuclopenthixol, and clozapine.
However, when assessed individually, there is no diGerence in the
estimate of eGect with the occurrence of leaving the study early with
'any other antipsychotic' versus perphenazine.

3.2 Global state

As regards global state, there was no diGerence in people
considered 'no better or deteriorated'; this outcome did present
high degrees of heterogeneity (Chi2 = 13.71, df = 4 (P = 0.008);
I2 = 71%); the source of this was found to be Eckmann 1984,
interventions of which included perphenazine 12 mg or 24 mg/
day versus benperidol 6 mg or 12 mg/day - benperidol is a highly
potent butyrophenone derivative that is not commonly prescribed
in practice. This may go some way to explaining the inconsistency
in the results that include other, less potent comparisons.

3.3 Mental state

In the individual study that included acute participants and
provided mental state outcomes using the BPRS and PANSS
(Hoyberg 1993, n = 107), there was no significant diGerence
between drugs.

3.4 Adverse events

Across all adverse events that were reported, the only significant
results was that of weight gain, which was seen more in people
receiving risperidone than those receiving perphenazine (Hoyberg
1993, n = 107). Again, this finding is based on one small study - more
evidence is needed to derive power from this results.

4. PERPHENAZINE versus SPECIFIC-NAMED ANTIPSYCHOTICS

All antipsychotic drugs that were used as a comparator have been
presented separately from the meta-analysis in comparison two;
however, there was never more than three RCTs included in these
other comparisons, making a meaningful interpretation of the
evidence relating to each specific drug diGicult. We have, however,

aimed to make available and accessible all specific comparisons,
and have summarised the results to these below.

4.1 Leaving the study early

In the main comparison of 'perphenazine versus any antipsychotic
drugs', the high degree of heterogeneity in the results for leaving the
study early for any reason (Chi2 = 34.32, df = 17 (P = 0.008); I2 = 50%)
was found to be attributable to Kurland 1961, which compared
perphenazine with prochlorperazine, triflupromazine, mepazine,
chlorpromazine and promazine; again, as per our protocol, we
combined all comparator treatment arms for the 'perphenazine
versus any antipsychotic drugs' comparison, which may well
explain this heterogeneity. As suspected, when we inspected
these drug comparators individually, we identified no significant
diGerences between perphenazine and prochlorperazine (Analysis
20.1), trifluopromazine (Analysis 30.1), mepazine (Analysis 16.1),
chlorpromazine (Analysis 7.1), and promazine (Analysis 23.1). The
addition of CATIE 2005 to the body of the evidence has highlighted
that people receiving perphenazine were more likely to leave
the study early when compared to olanzapine, however with
more leaving early if receiving quetiapine, and no diGerence with
risperidone or ziprasidone.

4.2 Global state

For the outcome of global state ('no better or deterioration', which
was defined by each individual study), results were significantly
in favour of perphenazine when comparing with benperidol
(Analysis 5.2), mepazine (Analysis 16.3) and promazine (Analysis
22.3). However, these findings are based on the results of two
studies providing data for these outcomes, with less than n = 60
participants overall (Eckmann 1984; Kurland 1961), therefore, it is
not possible to draw meaningful conclusions from these results.
All other comparisons demonstrated no diGerence when compared
with perphenazine.

4.3 Mental state

Generally, there was no diGerence between specific-named
antipsychotic drugs versus perphenazine for both dichotomous
and continuous outcomes. However, one small study (Wang
2008b, n = 60) found a statistically significant diGerence between
groups for higher scores (worse mental state) on the PANSS total,
positive and negative scores, when comparing perphenazine with
olanzapine (Analysis 18.6). Another study (Sun 2000) found a
statistically significant diGerence between groups for higher scores
(worse mental state) on the BPRS anxiety-depression score when
comparing perphenazine with clozapine. Again, these data need
backing-up with further studies making these specific comparisons
in order to draw meaningful conclusions.

4.4 Behaviour

Only three studies overall provided data for behaviour outcomes
(Itoh 1969; Itoh 1969 II; Itoh 1969 III); each comparator
demonstrated no diGerence (clothiapine, methyperidol and
thiothixene) when compared with perphenazine. All other studies,
disappointingly, did not provide any useable data relating to
behavioural outcomes.

4.5 Tolerability

as regards movement disorders, there was little light between
studies comparing specific antipsychotic drugs with perphenazine;
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the only statistically significant diGerences to be found were with
instances of EPS, which were more prominent in people receiving
perphenazine compared to risperidone (CATIE 2005). Perphenazine
was also less favourable with participants. with significantly more
people experiencing tremor than those receiving either clozapine
(Sun 2000) or quetiapine (Wang 2008c). More people receiving
perphenazine required EPS drugs compared to those receiving
aripiprazole (Kane 2003), a significant finding. However, it was
found that more people receiving clopenthixol required EPS drugs
compared to those receiving perphenazine (Dehnel 1968). These
are all findings that need further evidence from research in order to
confirm the diGerences expected between the various comparator
drugs.

Overall completeness and applicability of evidence

1. Applicability

Eleven studies out of the included 31 used operational criteria to
diagnose participants. Since the diagnosis of schizophrenia has
changed over time, the use of simple clinical judgement may have
led to the inclusion of some people who would nowadays not be
considered to have schizophrenia. On the other hand, the studies
may reflect clinical practice where diagnostic instruments are rarely
used to meticulously-classify patients. Indeed, the participants
appear to be broadly similar to those in clinical practice in terms
of duration and characteristics of illness. Furthermore, the centres
of the trials covered a relatively wide range of geographic regions
that included Japan, Europe (especially Scandinavia) and North
America. One problem is, however, that the vast majority of studies
were undertaken in hospitals. Many people with schizophrenia are
treated in the community, but not many outpatient studies on
perphenazine are available.

The included studies mainly fell into the 'short-term' category. The
lack of longer-term studies is unfortunate because schizophrenia
is typically a chronic illness. Only two trials had a duration of
more than six months (CATIE 2005; Naukkarinen 2000). Little
can therefore be concluded regarding the long-term eGects of
perphenazine and more long-term trials are needed.

Regarding interventions and doses, the studies in this review
presented strategies that are similar to those used in daily
clinical practice. In most of the studies, doses between 8 mg and
24 mg were given. However, in some studies, doses could be
increased to up to 120 mg daily (Fruensgaard 1978). Perphenazine
was compared with placebo and a wide variety of 30 other
antipsychotic drugs. This high variability of comparators may
in part explain why the meta-analytic combination of the trials
revealed no convincing diGerences between perphenazine and
control antipsychotic drugs. However, even with analysis of
perphenazine versus specific antipsychotic drugs, little diGerence
was found between either groups. Finally, it frequently appeared
likely that the patients' therapists made the assessments with
scales, although clear statements were frequently not made. Many
of the data must therefore be considered as prone to bias. The
addition of the CATIE 2005 study was timely, as it provided the
review with evidence from an important RCT concerning the
eGectiveness of older antipsychotic drugs as compared to the
newer 'atypicals', the results of which our review largely concurs.

Quality of the evidence

The overall quality of the evidence was 'very low'; only seven
publications presented adequate information about allocation
concealment. All other 24 included studies were rated as 'unclear',
because it was unknown exactly how the randomisation had been
undertaken. This is a potential fundamental source of bias.

Funnel plots did not suggest evidence for publication bias in the
sense that small trials with no beneficial eGects for perphenazine
might not have been published. However, in most comparisons it
was possible to include only a few studies, which clearly limits the
power of this method to detect publication bias (if fewer than eight
studies were available, funnel-plots were not even considered).

Potential biases in the review process

The review protocol and process of study selection were strictly
adhered to throughout the entire review process, and the
process for searching for studies was thorough and data were
extracted independently; however, this was made diGicult due
to numerical inconsistencies in parts of the reported data.
Review authors adhered to the guidance from the Cochrane
Handbook for Systematic Reviews of Interventions (Higgins 2011)
and the Methodological Expectations for Cochrane Intervention
Reviews (MECIR). Furthermore, authors of included studies were
contacted to obtain details of ongoing or unpublished studies, but
there remains a possibility that other unpublished trials of the
intervention exist to which the review authors do not currently
have access. As a consequence, publication bias may have been
perpetuated as we worked predominantly with published reports.

Agreements and disagreements with other studies or
reviews

For other formulations of perphenazine that were not included
in this review (depot perphenazine decanoate and enanthate),
the currently-published Cochrane review demonstrates again little
diGerences between the depot or enanthate compounds and other
antipsychotic drugs with similar administration (David 2005). As
with our review, the body of evidence and the quality was either
poor or unclear, with more call for further high quality, large RCTs
that will give greater, clearer indication of the benefits or harms
of these compounds versus others. The addition of the CATIE 2005
study added to the body of evidence that perphenazine seems to
be as eGective as other antipsychotic drugs for the treatment of
schizophrenia.

A U T H O R S '   C O N C L U S I O N S

Implications for practice

1. For people with schizophrenia

Perphenazine seems to be more eGective than placebo and
as eGective as other antipsychotic drugs for the treatment of
schizophrenia. The adverse eGect profile of the drug could not be
diGerentiated from that of other antipsychotic drugs, but this is, in
part, due to incomplete reporting of data.

2. For clinicians

Most of the data about perphenazine relate to a short treatment
period. We found no clear diGerences in terms either of eGicacy or
adverse eGects compared to other antipsychotic compounds. We
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believe that this result was, in part, related to a high variability of
comparators used, which may have blurred diGerences compared
to specific groups of antipsychotic drugs, e.g. high/low-potency
compounds or 'atypical' antipsychotic drugs.

3. For managers or policy makers

Included studies reported no data relating to service utilisation or
functioning in the community. No good data are available even
for simple clinical questions such as optimum dose. On the other
hand, perphenazine is a relatively cheap drug compared to new,
'atypical' antipsychotic drugs. Therefore, investing some money in
research on this drug could be cost-saving in the long run. CATIE
2005 performed a cost-eGectiveness evaluation of the drugs used in
the study, and we anticipate a more complete economic evaluation
in a future update of this review.

Implications for research

1. General

The vast majority of the studies took place at least 30 years ago.
This explains why reporting may not be to modern standards
(Begg 1996; Moher 2001) and thus limiting possibilities of
summarising data in a meta-analysis and arriving at clear
conclusions. We therefore believe that studies are still warranted,
since perphenazine is an inexpensive drug that has been used by
physicians over decades. Generally, this review has shown that
there is very little diGerence between perphenazine and other
(either 'typical' or 'atypical') antipsychotic medication, and that the
decision regarding which antipsychotic will be best for a person
should be judged between clinician and patient, according to the
latter's individual needs.

2. Specific

Future trials should be longer and better-reported than the
currently available studies. Such studies should address not
only pure 'eGicacy', but also clinically relevant outcomes such
as relapse, hospital admission, satisfaction with care, social
functioning, family burden and employment. The optimum dose
of perphenazine needs to be evaluated in dose finding studies.
Other objectives might be to compare perphenazine with 'atypical'
antipsychotic drugs and with high/low-potency antipsychotic
drugs to better identify the profile of the compound.
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Characteristics of included studies [ordered by study ID]

 

Methods Allocation: randomised.
Blindness: double.
Duration: 6 weeks (preceded by 7 days for decreasing previous drugs and several days wash-out).
Setting: multi-centre, Japan.

Participants Diagnosis: chronic schizophrenia (51 hebephrenic, 5 catatonic, 2 delusional type, 6 not otherwise spec-
ified).
N = 64 (32 matched-pairs).
Age: 18-55 years.
Sex: 20 F, 44 M.
History: chronic, inpatient, ill from 2 months to 30 years.

Included: not stated.
Excluded: no details.

Consent: not stated.

Interventions 1. Perphenazine: 4 x 3 mg tablets/day for the first week (12 mg), 6 tablets/day for the second week (18
mg), then increased or decreased according to judgements of each physician in the third week; maxi-
mum 10 tablets, N = 32.
2. Sulpiride: 4 x 100 mg tablets/day for the first week (400 mg), 6 tablets/day for the second week (600
mg), then increased or decreased according to judgements of each physician in the third week; maxi-
mum 10 tablets, N = 32.

Antiparkinsonian and sedative medication was given if needed (including trihexyphenidyl, promet-
hazine, pentobarbital, amobarbital and bromovalerylurea).

Outcomes Global state: no better or worse (Global Comparative Judgement (GCJ); General improvement rating
(GIR)).

Leaving the study early (any reason; adverse effects; relapse/worsening).
Adverse events (gastrointestinal; movement disorder; anticholinergic; arousal; CNS; at least one ad-
verse effect; general; lab data).

Unable to use -
Mental state: psychiatric evaluating scale (PES) (developed by three universities - unpublished scale).

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Randomised – matched-pair design. Quote: “two patients of the same sex, an
age difference of less than 10 years and with similar symptoms were classified
as a pair then randomly allocated to either intervention or control (p3).

Amakusa 1973 
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Allocation concealment
(selection bias)

Low risk An independent controller randomly allocated the matched pairs to either
Sulpiride or perphenazine.

Blinding (performance
bias and detection bias) 
All outcomes

Low risk Double blind – quote: “test and control tablets had similar external appear-
ance… [the tablets] were placed in bags which were packed into cans of iden-
tical design and appearance” (p3-4). An independent controller randomly allo-
cated the matched pairs to either Sulpiride or perphenazine.

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk 14% (n = 9) excluded from analysis: n = 5 receiving sulpiride (n = 3 refused
drugs; n = 1 given electro-shock therapy; n = 1 given other drugs for marked ex-
citation) and n = 4 receiving perphenazine (n = 1 discarding drugs; n = 1 refus-
ing drugs; n = 1 due to acute colitis; and n = 1 given other drugs) (ITT used).

Selective reporting (re-
porting bias)

Unclear risk None detected.

Other bias Unclear risk Funding: no details provided.

Raters: not stated to be independent of treatment.

Amakusa 1973  (Continued)

 
 

Methods Allocation: randomised.
Blindness: unclear.
Duration: 12 weeks, preceded by 2 weeks wash-out.
Setting: hospital, single-centre.

Participants Diagnosis: all except two had chronic schizophrenia.
N = 30 (n = 25 relevant).
Age: median ˜ 37 years.
Sex: 30 M.
History: chronic; 'ill for more than two years'; median number of years hospitalised 2.6; Multidimen-
sional Scale for Rating Psychiatric Patients (MSRPP) showed patients to be more 'perceptually con-
fused, paranoid and mentally agitated than the usual male patients confined to Veterans Administra-
tion hospitals'; n = 22 were previously receiving phenothiazine derivatives without sustained improve-
ment; n = 10 received courses of electric shock therapy; n = 7 had been given insulin coma therapy.

Included: not stated.
Excluded: history of central nervous system disease, seizures, lobotomy, somatic illnesses, which in-
cluded duodenal ulcer, liver disease, blood dyscrasia, or those psychotic as a result of infection or toxic
factors.

Consent: not stated.

Interventions 1. Perphenazine: 16 mg/day gradually increased until by the 5th week 48 mg/day, then until the 12th
week 96 mg/day, N = 5.
2. Chlorpromazine: 200 mg/day gradually increased until by the 5th week 600 mg/day, then until the
12th week 1200 mg/day, N = 5.
3. Prochlorperazine: 25 mg/day gradually increased until by the 5th week 75 mg/day, then until the
12th week 150 mg/day, N = 5.
4. Triflupromazine: 50 mg/day gradually increased until by the 5th week 150 mg/day, then until the
12th week 300 mg/day, N = 5.
5. Mepazine: 50 mg/day gradually increased until by the 5th week 150 mg/day, then until the 12th
week 300 mg/day, N = 5.
[6. Phenobarbital: 32 mg/day gradually increased until by the 5th week 100 mg/day, then until the 12th
week 200 mg/day, N = 5 - not included in data and analysis, not an antipsychotic].

Bennett 1961 
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Outcomes Leaving the study early.

Adverse events: EEG results.

Unable to use -
Global state: no better or worse (no data for individual groups).
Mental state: MSRPP, CEPS (no data).
Adverse events (no data).
Laboratory tests (no data).
Cognitive functioning: Porteus Maze (no data).

Notes Prior to treatment, participants were given inert identical-appearing placebo for 14 days; "judicious use
of conventional short-acting sedatives was allowed during first 4 weeks to control behaviour/ insom-
nia".

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised - no further details.

Allocation concealment
(selection bias)

Unclear risk No details.

Blinding (performance
bias and detection bias) 
All outcomes

High risk Single-blind (implied) - all participants were given identical-looking placebo
14 days prior to treatment; there is no mention of blinding at treatment com-
mencing.

Incomplete outcome data
(attrition bias) 
All outcomes

High risk Follow-up 90% - n = 2 people leS early (n = 1 from the chlorpromazine group; n
= 1 from the prochlorperazine), no explanation provided; not clear which num-
bers are completed in full analysis and by which group.

Selective reporting (re-
porting bias)

High risk Non-reported data by group include: improvement; behaviour (MSRPP); men-
tal state (CEPS); side effects; laboratory testing.

Other bias Unclear risk Funding: no details provided.

Raters: not stated to be independent of treatment.

Bennett 1961  (Continued)

 
 

Methods Allocation: randomised.

Blindness: double.

Duration: 18 months.

Setting: 57 clinical US sites (16 university clinics, 10 state mental health agencies, 7 Veterans Affairs
medical centers, 6 private non-profit agencies, 4 private-practice sites, and 14 mixed-system sites) Jan-
uary 2001 to December 2004.

Participants Diagnosis: chronic schizophrenia (DSM-IV).

N = 1,493.

Age: 40.6 ± 11.1 years old.

CATIE 2005 
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Sex: F 380; M 1080.

History: exacerbation in previous 3 months n = 402; mean age of first treatment for any behavioural or
emotional problem = 24.0 ± 8.9 years old; years since first antipsychotic medication prescribed = 14.4 ±
10.7 years.

Included: 18 to 65 years’ old; DSM-IV schizophrenia diagnosis; adequate capacity to consent; have a
condition appropriate for treatment with oral medication.

Exclusion: severe adverse reactions/ intolerance/ failure to respond to one of the treatments; diagno-
sis of schizoaffective disorder or mental retardation, pervasive developmental disorder, delirium, de-
mentia, amnesia or other cognitive disorders; first episode schizophrenia; pregnant women/breast-
feeding; past or current treatment with clozapine for treatment resistance; people currently stabilised
on haloperidol decanoate or Fluphenazine decanoate who require long-acting injections to maintain
treatment adherence; people with tardive dyskinesia excluded from assignment to conventional treat-
ment arm; people with cardiac conditions (myocardial infarction in past 6 months, QTc prolongation,
cardiac arrhythmia, uncompensated congestive heart failure, heart block [PR interval > 0.22 seconds]).

Interventions 1. Perphenazine (8 mg oral tablets), mean modal dose 20.8 mg/ day, n = 261.

2. Olanzapine (7.5 mg oral tablets), mean modal dose 20.1 mg/day, n = 336.

3. Quetiapine (200 mg oral tablets), mean modal dose 543.4 mg/day, n = 337.

4. Risperidone (1.5 mg oral tablets), mean modal dose 3.9 mg/day, n = 341.

5. Ziprasidone (40 mg oral tablets), mean modal dose 112.8 mg/day, n = 185.

First four weeks after randomisation allowed overlap in administration of antipsychotic medication
that participants received prior to study-entry to allow gradual transition to study medication. Con-
comitant medication permitted throughout study, except for additional antipsychotic agents.

Outcomes Primary outcome: all-cause treatment discontinuation

Secondary outcomes: reasons for discontinuation; weight gain; EPS; sedation; prolactin; (as judged by
study doctor). PANSS; CGI; AIMS; Barnes akathisia rating; adverse events.

Notes We contacted the authors of this study for more information, which was provided, and we were able to
include the above data.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Randomised: no further details – emailed authors 18/11/13 – Jeffrey Lieber-
man (jlieberman@columbia.edu). Author reply (unpublished information)
“[r]andom assignments were computer-generated. Site investigators called-
in to an interactive voice response system to get a participant's treatment as-
signment.” The randomisation scheme prevented people with current tardive
dyskinesia to receive perphenazine.

Allocation concealment
(selection bias)

Unclear risk As above.

Blinding (performance
bias and detection bias) 
All outcomes

Low risk Double-blind: maintained by prescribing identical-looking capsules of each
medication. Nonequivalent choice of dosing regimen and flexible dose raised
question of bias to jeopardise integrity of maintaining blind and influencing re-
sults; a further study found no bias or effect on results (Rosenheck 2009).

Quote, “[b]ecause of product labelling, quetiapine and ziprasidone are given
twice daily and olanzapine, perphenazine, and Risperidone once daily. To pro-
tect blinding, half the patients randomly assigned to perphenazine, olanzap-

CATIE 2005  (Continued)
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ine and Risperidone were assigned to twice-daily dosing and half to once-daily
dosing” (p1211).

Incomplete outcome data
(attrition bias) 
All outcomes

Low risk Out of N = 1432, n = 371 (26%) completed phase 1 of CATIE. Randomised par-
ticipants who received at least one dose of study medication were included in
ITT analysis (n = 1432). Quote, “[s]eventy-four percent of patients in the inten-
tion-to-treat analysis (1,061 of 1,432) discontinued their assigned treatment in
phase 1 before 18 months (median, 6).” (p1212).

Quote, “all data from one site (33 patients) were excluded before analysis, ow-
ing to concern about the integrity of data from that site before the end of the
study and before unblinding” (p1212).

Selective reporting (re-
porting bias)

Low risk None detected.

Other bias Unclear risk Funding: study sponsored by grant (N01 MH90001) from the NIMH and foun-
dation of Hope and Raleigh, N.C.. Study medications were provided by: As-
traZeneca Pharmaceuticals, Bristol-Myers Squibb, Forest Pharmaceuticals,
Janssen Pharmaceutica, Eli Lilly, Otsuka Pharmaceutical, Pfizer, Zenith Gold-
line Pharmaceuticals, Schering-Plough, and Novartis. All authors report having
received research or consultant/advisory board fees from one or more of the
following: Eli Lilly, Janssen, AstraZeneca, Bristol-Myers Squibb, GlaxoSmith
Kline, Pfizer, or Otsuka. Involvement of pharmaceutical companies stated
to be limited: quote, “each provided advice on the dose of its own drug; they
were otherwise not involved in the design of the study, analysis or interpreta-
tion of results” (p1212).

Rating scales: raters not stated to be independent of treatment.

Other: quote, “Two-hundred thirty-one patients with tardive dyskinesia were
excluded from random assignment to perphenazine. ziprasidone was added
to the trial after approximately 40% of the patients had been enrolled. Conse-
quently, comparisons involving the perphenazine group were limited to pa-
tients without tardive dyskinesia, and comparisons involving the ziprasidone
group were limited to the cohort of patients who underwent randomisation af-
ter ziprasidone was added” (p1211).

CATIE 2005  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: 12 weeks, preceded by 2 weeks fixed daily dose of 125 mg chlorpromazine.
Setting: multi-centre, Hôpital St-Jean-de-Dieu, Montréal and Hôpital St-Charles, Joliette (Canada).

Participants Diagnosis: chronic (ambulatory) schizophrenia.
N = 96 (n = 48 relevant).
Age: mean ˜ 42 ± 9.3 years.
Sex: 48 F, 48 M.
History: chronic, outpatient, length of previous hospitalisations ranging from 0.5 to 31.3 years.

Included: 20 to 60 years old; primary hospital diagnosis of schizophrenia confirmed by research psy-
chiatrist; presence of two or more of the following symptoms/ behaviours – thought or speech distur-
bance catatonic motor behaviour; paranoid ideation; hallucinations; delusional thinking other than
paranoid; blunted or inappropriate affect; disturbance of social behaviour and interpersonal relations.
Excluded: physical illness, childhood schizophrenia, chronic or acute brain syndrome, IQ below 70, al-
coholism, epilepsy, drug addiction.

Chouinard 1975 
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Consent: all participants gave informed consent after purpose of study and possible side effects were
explained.

Interventions 1. Perphenazine: 20 mg/day, N = 24.
2. Placebo: 5 tablets a day, N = 24.

[3. Amitriptyline-perphenazine: 20 mg/day, N = 24 - not included in data and analysis, not an antipsy-
chotic].
[4. Amitriptyline hydrochloride: 125 mg/day, N = 24 - not included in data and analysis, not an antipsy-
chotic].

Additional medication: procyclidine hydrochloride for parkinsonism, chlorpromazine (orally in liquid
form) for extreme agitation.

Outcomes Leaving the study early: any reason.
Mental state: change over time - relapse.
Adverse events:

Abnormal laboratory results: SGOT, SGPT, alkaline phosphate, cholesterol, total serum bilirubin, fast-
ing blood glucose.

Unable to use -
Global state: CGI end score (no SD).
Mental state: BPRS, IMPS (no SD).
Laboratory tests (no data).

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised - quote, "within [groups of] 12 patients, individuals were random-
ly assigned to one of the four treatment drugs" (p1296).

Allocation concealment
(selection bias)

Unclear risk No details.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double blind - identical-appearing tablets used. Each participant received one
tablet three times per day and two at bedtime.

Incomplete outcome data
(attrition bias) 
All outcomes

Low risk Of N = 96 entering the study, n = 16 did not complete the full 12-week course
because of, quote, "poor response to treatment...but all completed at least
four weeks" (p1299), i.e. those that relapsed. For participants leaving the study
early, they were rated before being excluded from the study, and these evalua-
tions were used in the final analysis.

Selective reporting (re-
porting bias)

High risk No (useable) data reported for CGI, BPRS, IMPS or laboratory tests (only P val-
ues, or df reported).

Other bias Unclear risk Funding: no details provided.

Raters: not stated to be independent of treatment.

Chouinard 1975  (Continued)
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Blindness: double.
Duration: 12 weeks, preceded by 2 weeks fixed daily dose of 125 mg chlorpromazine.
Setting: single-centre, Hôpital St-Jean-de-Dieu, Montréal and Hôpital St-Charles, Joliette (Canada).

Participants Diagnosis: chronic schizophrenia.
N = 54.
Age: mean ˜ 46 years.
Sex: 27 F, 27 M.
History: all participants previously receiving antipsychotic medication (not specified); mean hospitali-
sations 13.35.

Included: age 20 to 60 years; primary diagnosis of schizophrenia.
Excluded: organic heart disease; physical illness/ chronic or acute brain syndrome; IQ lower than 70;
alcoholism; epilepsy; drug addiction; electrolyte abnormalities.

Consent: all participants gave informed consent after purpose of the study and possible side effects
had been explained.

Interventions 1. Perphenazine (Trilafan) 20mg/ day, n = 18.
2. Placebo: 5 tablets a day, n = 18.

[3. Perphenazine 20 mg/day and amitriptyline 125 mg/day, n = 18 - not included in data and analysis,
combined with anti-depressant].

Outcomes Leaving the study early.
Adverse events: use of antiparkinsonian medication.
Physical tests: ECG abnormalities (primary outcome).

"Intensified psychopathological condition" - resulting in hop.

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Random - no further details.

Allocation concealment
(selection bias)

Unclear risk No further details.

Blinding (performance
bias and detection bias) 
All outcomes

Low risk Double: ECG readings (primary outcome) taken by cardiologist unaware “as to
factors under study” (p.952). Drugs were administered in identically-appearing
tablets.

Incomplete outcome data
(attrition bias) 
All outcomes

High risk Follow-up - N = 38 (70%), with equal amount of males (n = 19) and females (n =
19) remaining.

N = 13 placebo participants were excluded from study because of intensified
psychopathological condition resulting in hospitalisation or chlorpromazine
use.

N = 1 perphenazine and n = 2 perphenazine-amitriptyline participants were
hospitalised and excluded from study.

Selective reporting (re-
porting bias)

Low risk None detected.

Other bias Unclear risk Funding: unclear.

Chouinard 1977  (Continued)
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Raters: not stated to be independent of treatment.
Chouinard 1977  (Continued)

 
 

Methods Allocation: randomised.
Blindness: unclear.
Duration: 10 weeks, preceded by 2 weeks wash-out .
Setting: hospital, single-centre.

Participants Diagnosis: chronic schizophrenia.
N = 87.
Age: mean ˜ 41 years.
Sex: all male.
History: chronic 'long-stay' inpatient.

Included: no details.
Excluded: no details.

Consent: not stated.

Interventions 1. Perphenazine: 4 mg/day for five weeks, then 8 mg/day for another five weeks, n = 29.
2. Placebo: one tablet daily for the first five weeks, then two tablets daily for another five weeks, n = 29.

[3. Perphenazine and amitriptyline: 4 mg/day and 25 mg/day for five weeks, then 8 mg/day and 50 mg/
day for another five weeks, n = 29 - not included in data and analysis, combined with anti-depressant].

Outcomes Leaving the study early.
Behaviour: Wing-Scale B - social withdrawal, socially embarrassing behaviour (SD imputed from stan-
dard error).
Adverse events.

Unable to use -
Global state: overall improvement; relative improvement (unusable data).
Physical: body weight (no SD).

Other side effects: nausea; dizziness; skin rash (no data reported).

Notes *Night sedatives as needed, but no other medication administered.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Random – “allotted to treatment groups at random”.

Allocation concealment
(selection bias)

Unclear risk No details.

Blinding (performance
bias and detection bias) 
All outcomes

Low risk Double – quote, “neither nursing staG nor doctors concerned knew which
tablets were which” (p1428).

Incomplete outcome data
(attrition bias) 
All outcomes

Low risk No losses - N = 29 participants in each treatment group completed the trial.

Collins 1967 
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Selective reporting (re-
porting bias)

Low risk Not all adverse effects reported in full; not all means and SD reported.

Other bias Unclear risk Funding: Messrs. Allen & Hanburys Ltd supplied matching tablets of Triptafen
Forte, Fentazin and placebo.

Raters: not stated to be independent of treatment.

Collins 1967  (Continued)

 
 

Methods Allocation: randomised.

Blindness: double.

Duration: 12 weeks.

Setting: inpatient, US.

Participants Diagnosis: schizophrenia (no further details).

N = 50.

Age: range 25 to 59 years; mean 42.8 years.

Sex: all male.

History: length of hospitalisation ranged from 2 months to 23 years; median 42 months. Prior to study,
all but two of the 50 participants were taking one or more psychoactive drugs (mainly phenothiazines).

Included: under 60 years.

Excluded: significant physical illness (such as liver disease/ severe cardiovascular disease).

Consent: not described.

Interventions 1. Perphenazine: oral, 8 mg tablets, range 8 to 80 mg, n = 25.

2. Clopenthixol: oral, 25 mg tablets, range 25 to 250 mg, n = 25.

*Initial dose was one tablet per day to be adjusted for each participant (up to maximum of 10 tablets).

Outcomes Adverse events (checklist completed by investigator).

Global rating of improvement (investigator judgement).

Leaving the study early

Unable to use -

BPRS (interviewer rating); PIP (nurses rating) (no means or SD reported).

Notes *All participants placed on placebo for wash-out period prior to 12-week trial.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Quote, “Randomly divided into two groups” (p170) – no further details.

Dehnel 1968 
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Allocation concealment
(selection bias)

Unclear risk Quote, “the investigator who cared for the patient and the other raters did not
know which of the two agents any patient was receiving” (p170).

Blinding (performance
bias and detection bias) 
All outcomes

Low risk Double: all medications, quote, “as well as the placebo were dispensed in
tablets identical in appearance. Medications for each patient during the active
drug period were supplied by the pharmacy in an individual bottle with only
the patient’s name and study number appearing on the bottle label” (p170).
Strict double blind conditions adhered to until the end of study.

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk Four participants leS the study early (n = 2 from each treatment group);
clopenthixol: n = 1 discontinued after 6 weeks due to side effects (severe hand
and arm tremor), n = 1 discontinued due to worsening of psychiatric condition
after 4 weeks. Perphenazine: n = 1 lost from the study when released from hos-
pital against medical advice after first week; n = 1 discontinued due to worsen-
ing of psychiatric condition after 4 weeks.

Selective reporting (re-
porting bias)

Unclear risk No means or standard deviation reported for scale data (BPRS or PIP).

Other bias Unclear risk Funding: Supported in part by grant No. MYP-5106 from National Institute of
Mental Health, US Public Health Service. Clopenthixol supplied by Ayerst Labo-
ratories, NYC.

Raters: All outcome measures taken by study investigator or nurse. Unclear
whether they were independent of treatment.

Dehnel 1968  (Continued)

 
 

Methods Allocation: randomised.
Blindness: unclear.
Duration: 30 days.
Setting: hospital, single-centre (Germany).

Participants Diagnosis: acute paranoid-hallucinatory schizophrenia (ICD 295.3).
N = 40.
Age: 20 - 45 years, mean ˜ 34 years.
Sex: 16 F, 24 M.
History: acute, inpatient.

Included: no details.
Excluded: no details.

Consent: not stated.

Interventions 1. Perphenazine: 12 mg or 24 mg/day, n = 20.
2. Benperidol: 6 mg or 12 mg/day, (2 patients received 9mg/day from 4th-6th day and one of them also
from 19th-30th day), n = 20.

Additional medication: anticholinergics and sedating drugs (low potent neuroleptics, tranquillisers) as
needed.

Outcomes Leaving the study early.
Global state: no better or worse.

Unable to use - 
Mental state: BPRS end score (no SD), AMDP (no data).
Behaviour: NOSIE end score (no SD).

Eckmann 1984 
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Adverse events: SAS (no data).

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised - quote: "randomisiert zugeteilt" (English: randomly allocated).
No further details.

Allocation concealment
(selection bias)

Unclear risk Not described.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind: Oral liquid medication. No further details.

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk No details of people leaving early.

Selective reporting (re-
porting bias)

High risk No means or standard deviations reported in results section.

Other bias Unclear risk Funding: no details.

Raters: not stated to be independent of treatment.

Eckmann 1984  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: 3 weeks (for acute) and 12 weeks (for chronic).
Setting: multi-centre, Denmark.

Participants Diagnosis: (group I) acute schizophrenia and “psychogenic (reactive) psychosis”, n = 22; (group II)
chronic schizophrenia, n = 25.
N = 47.
Age: mean ˜ 37 years.
Sex: 15 F, 32 M.
History: acute and chronic.

Included: no details.
Excluded: known hypersensitivity to dibenzoxazepine compounds or butyrophenones, manic-depres-
sive illness, electro-convulsive therapy or insulin coma or sub-coma therapy within the preceding 8
weeks, alcoholism or drug dependence as a significant feature of clinical history, serious impairment of
renal or hepatic function, a history of increased intra-ocular pressure or history of narrow-angle glau-
coma or urinary retention, cardiovascular or metabolic disease (severe cases), pregnancy.

Consent: not stated.

Interventions 1. Perphenazine: 8 mg per capsule, initially 2 capsules daily, could be increased to a maximum of 15
capsules daily according to the therapeutic efficacy and side effects, n = 24*.
2. Loxapine: 10 mg per capsule, initially 2 capsules daily, could be increased to a maximum of 15 cap-
sules daily according to the therapeutic efficacy and side effects, n = 23**.

Fruensgaard 1978 
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Additional medication: chloralodol for severe insomnia, antiparkinsonian drugs (orphenadrine and/or
biperiden) as necessary.

Outcomes Leaving the study early.
Global state: CGI – dichotomised data, no better or deterioration.
Adverse events.

Laboratory tests (no data).

Unable to use -
Mental state: BPRS end score (no mean or SD).
Behaviour: NOSIE end score (no mean or SD).
Laboratory tests (not all data reported).

Notes *Perphenazine mean dose for participants with acute schizophrenia = 34 mg after three weeks of treat-
ment; mean dose for participants with chronic schizophrenia = 90.1 mg after two months of treatment.
**Loxapine mean dose for participants with acute schizophrenia = 54.4 mg after three weeks of treat-
ment; mean dose for participants with chronic schizophrenia = 81.1 mg after two months of treatment.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk “Randomly assigned” – no further details.

Allocation concealment
(selection bias)

Unclear risk Not stated.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind stated – no further details.

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk 21% (n = 10) dropped-out of the study and excluded from analysis – n = 5 from
perphenazine group and n = 5 for loxapine group (reasons only provided for n
= 2 ‘inadequate therapeutic response, and n = 2 aversion to continued treat-
ment). Not fully addressed (ITT used).

Selective reporting (re-
porting bias)

High risk Not all adverse event data reported; no means or SDs reported for BPRS, CGI,
NOSIE.

Other bias Unclear risk Funding: no details.

Raters: not stated to be independent of treatment.

Fruensgaard 1978  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: 12 weeks, preceded by 2 weeks wash-out.
Setting: multi-centre.

Participants Diagnosis: 115 anergic, withdrawn psychotic patients of which at least 99 with schizophrenia.
N = 115 (n = 58 relevant).
Age: range 21 to 74 years, mean 54±10.5 years.
Sex: 115 F.
History: inpatient.

Hanlon 1964 
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Included: no details.
Excluded: over 75 years of age, diagnosed with one of the chronic brain disorders, manifested compli-
cated physical condition.

Consent: not stated.

Interventions 1. Perphenazine: 4 mg three times daily for two weeks, then 8 mg three times daily for 10 weeks, N = 29.
2. Placebo: one tablet three times daily for two weeks, then two tablets three times daily for 10 weeks,
N = 29.
[3. Amitriptyline: 25 mg three times daily for two weeks, then 50 mg three times daily for 10 weeks, N =
29.] 
[4. Amitriptyline - perphenazine: 25 mg and 4 mg three times daily for two weeks, then 50 mg and 8 mg
three times daily for 10 weeks, N = 28.]

Outcomes Leaving the study early – any reason/ adverse events.
Adverse events: hypotension; dry mouth; nausea; body pains; dizziness; drowsiness; insomnia; weak-
ness; oedema; tremors; tenseness; agitation; severe regression.

Unable to use -
Mental state: IMPS, PRP (no SD/P value).
Behaviour: MACC (no SD/P value).
Laboratory tests (no data).

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised – no further details.

Allocation concealment
(selection bias)

Unclear risk Not stated. Quote: “ultimate medical responsibility for the patients remained
in the hands of the ward physicians, who were aware of the design and study-
drugs” (p53).

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Stated double blind; quote, “medication, administered in a double blind fash-
ion, was dispensed to the wards from the pharmacy in containers identified
only by the patient name and number” (p53). However, see above (allocation
concealment).

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk 11% (n = 13) dropped-out of the study. Quote, "n = 5 placebo patients were
discontinued and transferred to the infirmary for medical reasons unrelated
to treatment; the remaining three patients were described as either overac-
tive, restless or agitated. One perphenazine patient was dropped because of
hypotension and elevated temperature, and another because of nausea and
weakness" (p55). Another n = 5 participants were lost in the two other treat-
ment arms.

Selective reporting (re-
porting bias)

High risk No SD or P values reported for scale data.

Other bias High risk Funding: supported in part by Merck Sharp and Dohme Research Laboratories,
West Point, Philadelphia (US).

Raters: not independent of treatment.

Hanlon 1964  (Continued)
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Methods Allocation: randomised.
Blindness: double.
Duration: 30 days.
Setting: multi-centre, inpatient, Baltimore, Maryland (US).

Participants Diagnosis: n = 270 schizophrenia; n = 52 neurotic or manifesting personality disorders*.
N = 421 (n = 322 remained on the project for at least five days).
Age: range 18 to 60 years, mean ˜ 36 years.
Sex: 162 F, 160 M.
History: acutely disturbed, newly-admitted state psychiatric hospital inpatients.

Included: newly admitted; between 18 to 60 years of age; "considered candidates for tranquilizing drug
therapy"**.
Excluded: admission under court order; presence of a complicating physical disease or disability; alco-
holism; drug addiction; brain syndrome; senility.

Consent: not stated.

Interventions 1. Perphenazine: oral capsules of 8 mg and 16 mg, at least 24 mg/day, average dosage 38.61 mg/day, at
least 65 mg phenobarbital t.i.d. for the first 48 hours, n = 53.
2. Chlorpromazine: oral capsules of 100 mg and 200 mg, at least 300 mg/day, average dosage 395.56
mg/day, at least 65 mg phenobarbital t.i.d. for the first 48 hours, N = 52.
3. Thioridazine: oral capsules of 50 mg and 100 mg, at least 150 mg/day, average dosage 193.46 mg/
day, at least 65 mg phenobarbital t.i.d. for the first 48 hours, N = 53.
4. Triflupromazine: oral capsules of 25 mg and 50 mg, at least 75 mg/day, average dosage 95.93 mg/
day, at least 65 mg phenobarbital t.i.d. for the first 48 hours, N = 53.
5. Prochlorperazine: oral capsules of 12.5 mg and 25 mg, at least 37.5 mg/day, average dosage 51.22
mg/day, at least 65 mg phenobarbital t.i.d. for the first 48 hours, N = 52.
6.Thiopropazate: oral capsules of 5 mg and 10 mg, at least 15 mg/day, average dosage 20.83 mg/day,
at least 65 mg phenobarbital t.i.d. for the first 48 hours, N = 53.
7. Trifluoperazine: oral capsules of 2.5 mg and 5 mg, at least 7.5 mg/day, average dosage 11.49 mg/day,
at least 65 mg phenobarbital t.i.d. for the first 48 hours, N = 52.
8. Fluphenazine: oral capsules of 1.25 mg and 2.5 mg, at least 3.75 mg/day, average dosage 5.92 mg/
day, at least 65 mg phenobarbital t.i.d. for the first 48 hours, N = 53.

All above dosages depended on the clinical judgment of the treating physician.
Additional medication:
biperiden for parkinsonism, phenobarbital etc. for mild sedation.

Outcomes Leaving the study early: any reason; due to adverse events.
Adverse events: skin rash; hypotensive reaction; akathisia; dyskinesia; edema; EPS; Parkinsonism; aki-
nesia.

Unable to use -
Mental state: MSRPP (no SD), IMPS, MMPI (no data).
Behaviour: MACC, PRP (no data).

Notes *Those that were in final evaluation.

**Quote: "to insure the inclusion of the more disturbed patients, all referrals were administered a mini-
mum parenteral dosage of 65 mg phenobarbital t.i.d for the first 28 hours" (p90).

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised: no further details.

Hanlon 1965 
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Allocation concealment
(selection bias)

Unclear risk Not stated.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind: identical pink unmarked capsules.

Incomplete outcome data
(attrition bias) 
All outcomes

High risk Follow-up: 76% in first evaluation at five days; of the n = 421 randomised, n =
322 remained on the project for at least five days. The n = 99 were not included
in any of the post-treatment analyses; the majority of these participants were
considered ‘unacceptable on the basis of selection criteria’; n = 5 early side-ef-
fect cases; others refused oral medication or were dropped for administrative
treatment ‘unrelated to drug treatment’. Remaining post-treatment evalua-

tions: 68% in second evaluation at 15th day (n = 287) and 59% in third evalua-

tion at 30th day (n = 248).

Selective reporting (re-
porting bias)

Unclear risk No SD or P values reported for scale data.

Other bias Unclear risk Funding: Research Project Grant No. MY-2152 of the National Advisory Men-
tal Health Council, National Institutes of Health, US Public Health Service, ad-
ministered by Friends of Psychiatric Research, Inc., Spring Grove State Hospi-
tal, Baltimore, Maryland (US). Pharmaceutical companies provided drugs for
study (Sandoz; Schering Corp; GD Searle; Smith Kline and French Laboratories;
Squibb; Knoll).

Raters: not stated to be independent of treatment.

Hanlon 1965  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: 8 weeks, preceded by wash-out - no further details.
Setting: multi-centre.

Participants Diagnosis: chronic schizophrenia disorder with acute exacerbation (DSM-III-R).
N = 107.
Age: 20 to 67 years, mean ˜ 36 years.
Sex: 30 F, 77 M.
History: chronic; outpatient; 93% of participants were receiving drugs of diverse categories pre-wash-
out (most commonly-used drugs included phenothiazines and thioxanthenes).

Included: aged between 18 to 65; diagnosis of chronic schizophrenia with acute exacerbation (DSM-III-
R); informed consent.
Excluded: mental disorder other than chronic schizophrenic disorder; clinically significant organic dis-
orders; clinically relevant abnormalities in laboratory tests; history of alcohol or drug abuse as defined
in DSM-III-R within the 12-month period preceding the study; reception of oral neuroleptic treatment
less than 72 hours or depot neuroleptics less than 3 weeks before the start of treatment; commitment
to a mental hospital; women of reproductive age without adequate contraception; pregnant or lactat-
ing women.

Consent: informed consent required from participants or their relatives or legal guardians; study ap-
proved by relevant ethics committees in accordance with the Declaration of Helsinki II.

Interventions 1. Perphenazine: 8 mg per capsule, initially 2 capsules daily, dose could be changed during the first 4
weeks according to individual needs to a maximum of 48 mg/day, during the last 4 weeks dose was to
be kept unchanged, but could be reduced if adverse events occurred*, n = 52.

Hoyberg 1993 
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2. Risperidone: 2.5 mg per capsule, initially 2 capsules daily, dose could be changed during the first 4
weeks according to individual needs to a maximum of 15 mg/day, during the last 4 weeks dose was to
be kept unchanged, but could be reduced if adverse effects occurred*, n = 55.

Outcomes Leaving the study early: any reason; due to adverse events.
Global state: no better or worse (CGI).
Mental state: PANSS (clinical improvement, defined as 'at least 20% reduction in total PANSS score at
endpoint).
Adverse events: UKU Side Effect Rating Scale

Unable to use -
Mental state: BPRS; PANSS (no SD).

Global state: CGI (no means or SD).
Adverse events: ESRS (no SD).

Notes *During the last 4 weeks dose was to be kept unchanged, but could be reduced if adverse effects oc-
curred.

**During the treatment period, n = 42 in the Risperidone group and n = 38 in the perphenazine group re-
quired concomitant medication (including benzodiazepines and orphenadrine).

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised: no further details.

Allocation concealment
(selection bias)

Unclear risk Not stated.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind: identical tablets.

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk Seventy-eight participants (73%) completed the full 8-week trial period; n = 29
withdrew prematurely, of these n = 8 receiving risperidone and n = 6 receiving
perphenazine were withdrawn due to adverse effects; n = 2 receiving risperi-
done and n = 3 receiving perphenazine were withdrawn due to lack of thera-
peutic effect; n = 4 receiving risperidone and n = 6 receiving perphenazine were
withdrawn because they stopped attending the control visits. All participants
that had attended at least one clinical assessment were included in the ITT
analysis or endpoint analysis (N = 101; n = 50 receiving risperidone and n = 51
receiving perphenazine). All prematurely withdrawn participants were includ-
ed in side effects analysis, whereas other therapeutic measures were analysed
ITT.

Selective reporting (re-
porting bias)

High risk CGI scale reported as an outcome measure, however no data are reported.

Other bias Unclear risk Funding: not stated; two co-authors had affiliations with Janssen Pharma,
Denmark and Norway.

Raters: not stated to be independent of treatment.

Hoyberg 1993  (Continued)
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Methods Allocation: randomised.
Blindness: double.
Duration: 8 weeks, preceded by 3 to 7 days wash-out.
Setting: multi-centre, Japan.

Participants Diagnosis: schizophrenia.
N = 95.
Age: 20 to 55 years.
Sex: 19 F, 76 M.
History: inpatient.

Included: no details.
Excluded: no details.

Consent: no details.

Interventions 1. Perphenazine: initially 12 mg daily and inactive placebo, then according to the symptoms and side
effects, maximum dosage 24 mg daily, n = 49.
2. Zotepine: initially 75 mg daily and inactive placebo, then according to the symptoms and side ef-
fects, maximum dosage 150 mg daily, n = 46.

Outcomes Leaving the study early: any reason; due to relapse/ worsening.
Global state: no better or worse.
Adverse events: cardiovascular.

Unable to use:
Mental state: Keio University Psychiatric Rating Scale (unpublished scale).

Notes Additional medication: only after 4 days from the beginning of the study; antiparkinsonians, barbitu-
rates, liver protectors, vitamins, haloperidol, levomepromazine, chlorpromazine, diazepam if needed.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised: no further details.

Allocation concealment
(selection bias)

Unclear risk Not stated.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind: no further details.

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk No details.

Selective reporting (re-
porting bias)

Unclear risk No details.

Other bias Unclear risk Funding: not stated.

Raters: not stated to be independent of treatment.

Imai 1980 
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Methods Allocation: randomised.
Blindness: double.
Duration: 8 weeks, preceded by one week wash-out.
Setting: multi-centre, Japan.

Participants Diagnosis: schizophrenia.
N = 80.
Age: mean ˜ 34 years.
Sex: 18 F, 62 M.
History: inpatient; duration of illness ranged from less than 12 months (6%) to over 10 years (33%).

Included: showing one or more of the following: state of intense excitement; stuporous state; pro-
nounced hallucinations and/ or delusions; pronounced delusions; markedly devoid of spontaneity and
apathetic (fresh or subacute hebephrenia; or chronic, terminal deteriorative state); pronounced neuro-
sis-like state.
Excluded: no details.

Consent: not stated.

Interventions 1. Perphenazine: (oral, 4 mg) + lactose; initially 45 mg daily, increased to 90 mg within one week, then
individual dosage according to symptoms and adverse events, n = 40.
2. Clothiapine: (oral, 15 mg); initially 12mg daily, increased to 24 mg within one week, then individual
dosage according to symptoms and adverse events, n = 40.

Outcomes Leaving the study early.
Global state: no better or worse.
Behaviour: no better or worse.
Adverse events.

Unable to use -
Mental state: Psychiatric Rating Scale (unpublished scale).

Notes Antiparkinsonism drugs and hypnotic agents were prepared and used when deemed necessary by the
clinician.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Randomised: randomisation by numbers, quote: "patients with the same type
of disorder, clinical features and sex and with differences in ages of less than
ten years were paired among those examined by the same physicians at each
institution, and the data obtained were analysed by the sequential trial tech-
nique of Armitage upon conclusion of the study period. After the code had
been broken, the pairs were untied and the data evaluated for testing for the
therapeutic efficacy of the two drugs" (p7). Random number table used (p8).

Allocation concealment
(selection bias)

Low risk Quote, "bottles were coded so that neither the investigators nor the patients
knew whether clothiapine or placebo was being administered at any given
time, [and] every investigator was instructed to retain an allocation schedule
in a sealed envelope for each matched pair assigned to him in case of medical
emergency of a patient under study" (p8) - no such emergency happened and
all envelopes were returned unopened to the central statistical unit upon com-
pletion of the study.

Blinding (performance
bias and detection bias) 
All outcomes

Low risk Double-blind: identical shape and colour of tablets. Quote, "medication and
analysis of data obtained were performed by the controlled double-blind
method" (p8).

Itoh 1969 
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Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk No details.

Selective reporting (re-
porting bias)

Unclear risk None detected.

Other bias Unclear risk Funding: not stated.

Raters: not stated to be independent of treatment.

Itoh 1969  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: unclear.
Setting: number of participating centres unclear, Japan.

Participants Diagnosis: schizophrenia.
N = 86.
Age: unclear.
Sex: unclear.
History: no details.

Included: no details.
Excluded: no details.

Consent: no details.

Interventions 1. Perphenazine: no further details, n = 43.
2. Thiothixene: no further details, n = 43.

Outcomes Leaving the study early; any reason.
Global state: no better or worse.
Behaviour: no better or worse.
Adverse events.

Unable to use -
Mental state: Psychiatric Rating Scale (unpublished scale).

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Randomised - randomisation by numbers.

Allocation concealment
(selection bias)

Unclear risk Not clear.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind: no further details.

Itoh 1969 II 
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Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk Not clear.

Selective reporting (re-
porting bias)

Unclear risk Not clear.

Other bias Unclear risk Funding: not clear.

Raters: not stated to be independent of treatment.

Itoh 1969 II  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: 60 days, preceded by one week wash-out.
Setting: multi-centre, Japan.

Participants Diagnosis: schizophrenia.
N = 78.
Age: no details.
Sex: no details.
History: no details.

Included: no details.
Excluded: no details.

Consent: no details.

Interventions 1. Perphenazine: initially 9 mg (3 tablets) daily, increased to 18 mg within one week, then individual
dosage according to symptoms and adverse events, n = 39.
2. Methylperidol: initially 15 mg (3 tablets) daily, increased to 30 mg within one week, then individual
dosage according to symptoms and adverse events, n = 39.

Outcomes Leaving the study early.
Global state: no better or worse.
Behaviour: no better or worse.
Adverse events.

Unable to use -
Mental state: Psychiatric Rating Scale (unpublished scale).

Notes Additional medication: antiparkinson medication if needed.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Randomised: randomisation by numbers.

Allocation concealment
(selection bias)

Unclear risk Not clear.

Blinding (performance
bias and detection bias) 

Unclear risk Double-blind: identical shape and colour of tablets.

Itoh 1969 III 
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All outcomes

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk Not clear.

Selective reporting (re-
porting bias)

Unclear risk Not clear.

Other bias Unclear risk Funding: not clear.

Raters: not stated to be independent of treatment.

Itoh 1969 III  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: 12 weeks, preceded by one week wash-out.
Setting: multi-centre, Japan.

Participants Diagnosis: schizophrenia (hebephrenia (n = 74), catatonia (n = 5), paranoid (n = 18) undifferentiated (n =
8)).
N = 105.
Age: range 19 to 50.
Sex: 58 F, 47 M.
History: inpatient; duration of hospitalisation of less than one year (n = 32), one to five years (n = 29),
five years plus (n = 44); duration of illness range from less than one year to 10 years.

Included: not clear.
Excluded: somatic diseases; allergy; history of side effects of antiparkinsonians; glaucoma; prostate-
hypertrophy; children; pregnancy and older patients.

Consent: not clear.

Interventions 1. Perphenazine: one tablet (a 4 mg) three times daily for the first week, 2 tablets three times daily
in the second week, 3 tablets three times daily in the third week, then flexible dose according to the
judgement of each physician; maximum 60 mg daily, n = 51.
2. Penfluridol: 1 tablet (a 20 mg) daily for the first week, 6 tablets in the second week, 9 tablets in the
third week, then flexible dose according to the judgement of each physician; maximum 100 mg daily, n
= 54.

Outcomes Leaving the study early.
Global state: no better or worse.
Adverse events.

Unable to use - 
Mental state: BPRS (no SD), Keio University Psychiatric Rating Scale (unpublished scale).

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised: no further details.

Itoh 1976 

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

100



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Allocation concealment
(selection bias)

Unclear risk Not clear.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind: no further details.

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk Not clear.

Selective reporting (re-
porting bias)

Unclear risk Not clear.

Other bias Unclear risk Funding: not clear.

Raters: not stated to be independent of treatment.

Itoh 1976  (Continued)

 
 

Methods Allocation: randomised.

Blindness: double.

Duration: 6 weeks (preceded by 2 weeks screening period; 2 days wash-out; 4-6 weeks open-label treat-
ment [olanzapine vs risperidone] to confirm treatment-resistant; 2-10 days wash-out).

Setting: multi-centre, 59 centres in US & Canada (2000-2002).

Participants Diagnosis: schizophrenia (DSM-IV) classified as ‘treatment resistant*’ (n = 215 paranoid; n = 14 disor-
ganised; n = 71 undifferentiated).

N = 300.

Age: mean 42.1 (Perphenazine mean 41.6; aripiprazole mean 42.6).

Sex: F 92; M 208, (Perphenazine: F 52, M 94; aripiprazole: F 40, M 114).

History: mean age at time of first hospitalisation 22.8 (Perphenazine mean 22.9; aripiprazole mean
22.6).

Included: > 18 years of age; schizophrenia DSM-IV; classified as ‘treatment resistant*’; PANSS total score
≥ 75 and a score of ≥ 4 on at least 2 items of conceptual disorganization; suspiciousness, hallucinatory
behaviour, or delusions; Clinical Global Impression-Severity of Illness (CGI-S) score ≥ 4; treated as out-
patient for at least 1 continuous 3-month period during 2-years prior to study.

Excluded: DSM-IV schizoaffective disorder, residual schizophrenia, bipolar disorder, clinical presenta-
tion or history consistent with delirium, dementia, amnesic or other cognitive disorders; refractory re-
sponse to prior clozapine treatment administered at therapeutic doses for 6 weeks; previous unsatis-
factory response to perphenazine; likelihood to require prohibited concomitant therapy; history of or
current drug or alcohol abuse or dependence; history of suicide attempts/ serious suicidal thoughts;
known allergy/ hypersensitivity to study drugs; treatment with an investigational drug within 4 weeks
of wash-out phase; previous enrolment in aripiprazole study; acute or unstable medical condition;
pregnancy or lactating.

Consent: written informed consent required; institutional review board approval obtained.

Kane 2003 
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Interventions 1. Perphenazine: range 8 to 64 mg/day, mean 39.1 mg/day; started at 8 mg/day and could be increased
to 16 mg/day on day 4 if needed; max 64 mg/day, doses greater than 8 mg/day administered twice dai-
ly, n = 146.

2. Aripiprazole: 15 to 30 mg/day, mean 30 mg/day; started at 15 mg/day, dose adjustments made to
maximum 30 mg/day after week 1, n = 154.

(Dose reductions also permitted provided participants remain in permitted dose range).

Outcomes Primary outcome: PANSS change from baseline.

Secondary outcomes: CGI-I; CGI-S; BPRS; QoL using QLS (clinically important improvement defined as >
20% improvement in total score from baseline); response to treatment (> 30% decrease in PANSS total
score or CGI-I score of 1 or 2); adverse events; lab data; EPS (SAS, AIMS and BAS).

Notes *treatment resistant defined as “failure to experience satisfactory symptom relief despite at least 2 pe-
riods of treatment (lasting at least 6 weeks) with adequate doses of antipsychotic agents (one of which
had to be a typical antipsychotic) during the 2 years prior to the study. Nor should participants have ex-
perienced satisfactory symptom relief with their most recent course of antipsychotic therapy (p214).

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised – no further details; emailed authors 15/11/13.

Allocation concealment
(selection bias)

Unclear risk No details.

Blinding (performance
bias and detection bias) 
All outcomes

Low risk Double-blind treatment phase: treatment-resistant participants, as previ-
ously diagnosed, entered a 6-week, open-label treatment phase (olanzapine
vs risperidone) to confirm treatment-resistance. If completed, entered 2- to
10-day single-blind placebo wash-out phase; afterwards randomised to dou-
ble-blind treatment with perphenazine vs aripiprazole.

Incomplete outcome data
(attrition bias) 
All outcomes

Low risk N = 512 screened; n = 416 entered open-label treatment phase with olanzapine
and Risperidone to confirm treatment resistant; n = 334 completed; of these, n
= 34 discontinued due to reasons including adverse events, withdrawal of con-
sent, lost to follow-up; lack of efficacy, patient unreliability, and other causes.
N = 300 entered double-blind randomised study phase; of these, n = 225 (75%)
completed the full 6-week study (n = 110 receiving aripiprazole; n = 115 receiv-
ing perphenazine); of the n = 75 who discontinued, n = 33 was due to adverse
events; n = 18 was due to lack of efficacy; n = 11 was due to consent withdraw-
al; n = 13 unknown cause.
N = 3 participants did not receive study medication (n = 1 aripiprazole; n = 2
perphenazine). A further n = 3 (all aripiprazole) were excluded due to lacking
post-randomisation efficacy rating. QLS analysis included n = 207 participants
(n = 104 aripiprazole; n = 103 perphenazine), missing participants were exclud-
ed due to lack of baseline/ post-randomisation data. LOCF used; observed case
analyses performed to corroborate data.

Selective reporting (re-
porting bias)

Low risk None detected from cross-checking published protocol and review.

Other bias High risk Funding: supported by Bristol-Myers Squibb Co. and Otsuka Pharmaceutical
Development & Commercialization, Inc. PI is consultant to Abbott, Bristol-My-
ers Squibb, Janssen, Eli Lilly, Pfizer, Wyeth and AstraZeneca; received hono-
raria from Bristol Myers-Squibb and Janssen. All other co-authors bar-one are
either consultants, shareholders, have received grant support from or are em-

Kane 2003  (Continued)
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ployees of ACADIA, AstraZeneca, Bristol-Myers Squibb, Eli Lilly, GlaxoSmithK-
line, Janssen, Pfizer, Sanofi and Solvay, or Otsuka.

Rating scales: raters not stated to be independent of treatment.

Kane 2003  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: 8 weeks.
Setting: multi-centre, Japan.

Participants Diagnosis: schizophrenia.
N = 286.
Age: no details.
Sex: 124 F, 160 M.
History: inpatient.

Included: not clear.
Excluded: severe excitement; severe stupor; severely delusional hallucinatory; severely deteriorated;
hepatic; cardiac or haematological disturbance; pregnancy or suspected; children; elderly people.

Consent: not clear.

Interventions 1. Perphenazine: initially 9 mg (3 tablets) daily for one week, 18 mg during the second week, then indi-
vidual dosage according to symptoms and adverse events, n = 95.
2. Clocapramine: initially 75 mg (3 tablets) daily for one week, 150 mg during the second week, then in-
dividual dosage according to symptoms and adverse events, n = 97.
3. Haloperidol: initially 3 mg (3 tablets) daily for one week, 6 mg during the second week, then individ-
ual dosage according to symptoms and adverse events, n = 94.

Outcomes Leaving the study early.
Global state: no better or worse.
Adverse events.

Unable to use - 
Mental state: Psychiatric Rating Scale (unpublished scale).
Behaviour: Evaluation of Behaviour (no SD).

Notes Additional medication: sedatives such as nitrazepam, amobarbital, bromvalerylurea and antiparkinso-
nians such aspromethazine, biperiden, trihexyphenidyl were given if needed.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised: no further details.

Allocation concealment
(selection bias)

Unclear risk Not clear.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind: identical appearance of capsules.

Incomplete outcome data
(attrition bias) 

Unclear risk Not clear.

Kurihara 1983 
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All outcomes

Selective reporting (re-
porting bias)

Unclear risk Not clear.

Other bias Unclear risk Funding: not clear.

Raters: not stated to be independent of treatment.

Kurihara 1983  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: 6 weeks, preceded by 48 hours wash-out.
Setting: hospital, single-centre, Baltimore, Maryland (US).

Participants Diagnosis: "predominantly schizophrenia" - no further details.
N = 238 (n = 209 relevant)
Age: 18-61 years, mean ˜ 39 years.
Sex: ratio men to women was 1:2 - no further details.
History: inpatient, newly admitted.

Included: between 18 to 65 years old; referred on basis of target symptoms of anxiety, agitation and
restlessness.
Excluded: alcoholism, admission under court order, chronic brain syndrome, major organic diseases,
senility.

Consent: not stated.

Interventions 1. Perphenazine: initially 5 mg three times daily parenterally for 2 days, then 8 or 16 mg or a multitude
of 16 mg orally for 40 days, average 30.83 mg/day, n = 31.
2. Prochlorperazine: initially 5 mg three times daily parenterally for 2 days, then 10 or 25 mg or a multi-
tude of 25 mg orally for 40 days, average 45.38 mg/day, n = 29.
3. Triflupromazine: initially 25 mg three times daily parenterally for 2 days, then 25 or 50 mg or a multi-
tude of 50 mg orally for 40 days, average 110.46 mg/day, n = 31.
4. Mepazine: initially 25 mg three times daily parenterally for 2 days, then 25 or 50 mg or a multitude of
50 mg orally for 40 days, average 135.45 mg/day, n = 27.
5. Chlorpromazine: initially 25 mg three times daily parenterally for 2 days, then 100 or 200 mg or a
multitude of 200 mg orally for 40 days, average 401.35 mg/day, n = 32.
6. Promazine: initially 50 mg three times daily parenterally for 2 days, then 100 or 200 mg or a multi-
tude of 200 mg orally for 40 days, average 438.92 mg/day, n = 29.
7. Placebo: active (phenobarbital) and inert (saline/ lactose) initially saline three times daily parenter-
ally for 2 days, then lactose orally for 40 days, average 6 capsules/day, n = 30.

[8. Phenobarbital: initially 65 mg three times daily parenterally for 2 days, then 32.5 or 65.0 mg or a multi-
tude of 65.0 mg orally for 40 days, average 183.64 mg/day, n = 29] - not included in data and analysis (not
an antipsychotic).

Outcomes Leaving the study early: any reason; due to adverse events.

Response: no better or worse.

Unable to use -
Mental state: MSRPP (no SD), PRP (no data), Psychiatric Scale of Target Symptoms (unpublished scale).
Adverse events (no data).

Notes  

Kurland 1961 
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Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised: quote, "the choice of the particular drug to be used in any case
was based on a predetermined random selection of the compounds" (p4).

Allocation concealment
(selection bias)

Unclear risk Quote, "the physician knew a patient had six chances in eight of being given
a phenothiazine compound, but did not know which drug was being given, or
whether the patient was receiving one of the placebos" (p4).

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind: identical capsules; quote, "drugs were dispensed in standard
unmarked capsules... coloured pink to mask all identifying consistencies
and colours of the drugs" (p4). Treatment information was “secured from
the pharmacist and recorded in the patient’s chart by a member of the nurs-
ing staG” (p5). Quote, "all clinical and research personnel working with pa-
tients were bound to the double-blind stipulation imposed by the research
plan" (p6).

Incomplete outcome data
(attrition bias) 
All outcomes

High risk Quote, "those patients on whom data were incomplete, together with those
not receiving medication for at least then days, were excluded from the
study" (p6). Unclear which participants dropped-out of which treatment arm.
One publication makes reference to N = 277 included in the study and presents
data for those. Whereas the subsequently-published paper refers to N = 238 in-
cluded after screening people eligible for study. ITT used.

Selective reporting (re-
porting bias)

Unclear risk No SD or P values reported for scale data.

Other bias Unclear risk Funding: Research Grant No. MY-2152 of the National Advisory Mental Health
Council, National Institutes of Health, US Public Health Service and adminis-
tered by Friends of Psychiatric Research Inc, Spring Grove State Hospital, Bal-
timore, Maryland (US). The study involved "preliminary correspondence with
the drug companies"; further, the "ward physician could also drop a patient
from the study if her felt he should later the plan of treatment because of the
ineffectiveness of the drug" (p5).

Raters: not stated to be independent of treatment.

Kurland 1961  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: 4 months, preceded by 4 weeks wash-out.
Setting: hospital, single-centre.

Participants Diagnosis: schizophrenia (n = 17 acute; n = 30 chronic) (RDC).
N = 47.
Age: 18 to 66 years, mean ˜ 39 years.
Sex: 27 F, 20 M.
History: inpatient, Finland.

Included: not stated.
Excluded: organic cerebral disease, mental retardation apparent from school age, epilepsy, serious
physical disability, renal or hepatic insufficiency, haematological disorders, pregnancy.

Lepola 1989 
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Consent: informed consent required; trial design was accepted by the Ethic Committee of "Harjamāki
Mental Hospital".

Interventions 1. Perphenazine: 4 mg per tablet, initially 3 tablets daily, could be changed when considered necessary
according to response or side effects, maximal daily dose 40 mg, n = 24.
2. Sulpiride: 200 mg per tablet, initially 3 tablets daily, could be changed when considered necessary
according to response or side effects, maximal daily dose 2000 mg, n = 23.

Additional medication: biperiden for extrapyramidal symptoms, diazepam or nitrazepam for additional
sedation.

Outcomes Leaving the study early.
Global state: no better or worse.
Mental state: BPRS.
Adverse events.

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised: no further details.

Allocation concealment
(selection bias)

Unclear risk Not described.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind: identical tablets - no further details.

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk None detected.

Selective reporting (re-
porting bias)

Unclear risk None detected.

Other bias Unclear risk Funding: not stated.

Raters: not stated to be independent of treatment.

Lepola 1989  (Continued)

 
 

Methods Allocation: randomised.

Blindness: double.

Duration: 26 weeks + wash-out (time not stated).

Setting: multi-centre, Finland.

Participants Diagnosis: acute or chronic schizophrenia (DSM-IV) with acute symptoms (at least ‘moderately ill’ using
CGI 4).

N = 60.

Naukkarinen 2000 
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Age: range 18 to 70 years; mean (olanzapine) 37.4 (perphenazine) 37.7 years.

Sex: F 18, M 28 (olanzapine: F 10, M 13 – perphenazine: F 8, M 15).

History: not stated.

Included: acute symptoms present; 18-70 years of age.

Excluded: not described.

Consent: not described.

Interventions 1. Perphenazine: 8mg to 32 mg/day, n = 30.

2. Olanzapine: 5mg to 29 mg/day, n = 30.

Outcomes Mental state: PANSS; BPRS.

Global state: CGI; PGI.

Adverse events: UKU-ConSat; UKU side-effects scale.

Leaving study early; adverse events.

Additional medication.

Change scores in weight increase.

Unable to use -

CGI, PGI, UKU-ConSat, UKU side effects (no mean or SD - authors emailed for further information).

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Randomised: quote, “performed on the basis of clusters, or blocks, for each in-
vestigator, such that patients within a block for a given investigator were ran-
domised in a 1:1 ratio” (p7).

Allocation concealment
(selection bias)

Low risk Randomisation schedule was, quote, “generated on block size, number of
treatments, and number of investigative sites included in the study. The study
drugs were assigned to medication kits by a computer-generated random se-
quence in such a way that there was a 1:1 ratio of olanzapine to perphenazine-
treated patients” (p7). Participants were assigned on their first visit and those
who met inclusion criteria were randomly allocated to double-blind at the sec-
ond visit by assignment of a unique kit number.

Blinding (performance
bias and detection bias) 
All outcomes

Low risk Medication kit contained double-blind study medication for each participant;
blinding of study was preserved by allowing a “minimum number of Lilly per-
sonnel” to see the randomisation table and codes before completion of the
study (p7).

Incomplete outcome data
(attrition bias) 
All outcomes

High risk High attrition, with 38% completing the study. Four separate reports provide
different numbers of participants included. N = 60 originally randomised, how-
ever only n = 46 made reference to follow-up reports. Of the n = 46, only n = 23
(n = 12 in olanzapine and n = 11 in perphenazine) completed the study. N = 53
included in the safety analysis, and n = 46 included in efficacy analysis.

Naukkarinen 2000  (Continued)
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Selective reporting (re-
porting bias)

High risk Data not provided for CGI, PGI, UKU-ConSat, UKU side effects – authors con-
tact 13/11/13 for request of full-published version, no response.

Other bias High risk Funding: involvement of Eli Lilly, unclear based on provided study report to
what extent.

Rating scales: raters not stated to be independent of treatment.

Naukkarinen 2000  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: 3 to 12 weeks.
Setting: inpatient, multi-centre.

Participants Diagnosis: acute psychosis or exacerbation of a chronic psychosis.
N = 54.
Age: 20 to 60 years, mean 38 ˜ years.
Sex: 25 F, 15 M (of those having completed at least 3 weeks).
History: recent acute episode; inpatient; more than half of participants had received neuroleptic med-
ication previously, prior to admission.

Included: no details.
Excluded: suffering from a serious somatic illness (including decreased kidney and liver function); or-
ganic brain damage; pregnancy; history of abuse; previous good response to a particular neuroleptic
drug.

Consent: informed consent from participants had to be obtained.

Interventions 1. Perphenazine: initially 16 to 24 mg daily, dose could be increased 2 or 3 times a week if indicated, to-
tal average 30 mg daily + zuclopenthixol placebo, n = 27.
2. Zuclopenthixol: initially 20 to 30 mg daily, dose could be increased 2 or 3 times a week if indicated,
total average 37 mg daily + perphenazine placebo, n = 27.

Additional medication: biperiden or orphenadrine for parkinsonism, benzodiazepines,
methotrimeprazine for additional neuroleptic treatment.

Outcomes Leaving the study early.
Global state: no better or worse.
Adverse events: UKU-Scale for side effects.

Unable to use -
Mental state: CPRS (unpublished scale).

CGI score ("slightly modified" version of the scale used).

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised: no further details.

Allocation concealment
(selection bias)

Unclear risk Not described.

Remvig 1987 
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Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind: quote, "double-blind, double-dummy" (p147).

Incomplete outcome data
(attrition bias) 
All outcomes

High risk Quote, "all patients treated for 3 weeks (21 days) or more were included in
the statistical processing of data" (p148). Fourteen participants (n = 5 on zu-
clopenthixol; n = 9 on perphenazine) had not been treated for the 3-week min-
imum, and were excluded - reasons including insufficient effect, undesired ef-
fect, or discharge from hospital. Binary data analysed with 74% (ITT); continu-
ous data using CGI scale presented data for n = 25 (46%), no LOCF used.

Selective reporting (re-
porting bias)

High risk Quote: "because of the great variation in total scores among the patients, they
were stratified post hoc into two subgroups, depending on the total score at
baseline" (p149).

Other bias High risk Funding: not stated - one author was affiliated with Lundbeck (producer of zu-
clopenthixol for the study drug).

Raters: not stated to be independent of treatment.

Quote: "as there was no information available about any causal relation-
ship between symptoms and test treatment for may patients... it was as-
sumed, when the side effects were analyzed, that all side effects were drug-in-
duced" (p148).

Quote: "no additional neuroleptic treatment was allowed" (p148), however, it
is later stated that "most patients received benzodiazepines... and 12 patients
received an additional neuroleptic in the form of methotrimeprazine" (p149).

Remvig 1987  (Continued)

 
 

Methods Allocation: randomised.

Blindness: not described.

Duration: 6 weeks.

Setting:no details.

Participants Diagnosis: schizophrenia CCMD-2-R.

N = 103.

Age: mean 31 ± 9 years.

Sex: male and female,

History: length of illness not stated.

Included: not stated.

Excluded: not stated.

Consent: not stated.

Interventions 1. Perphenazine: 8-60 mg/day, n = 51.

2. Clozapine: 50-600 mg/day, n = 51.

3. Perphenazine + clozapine: 32-50 mg/day + 100-300 mg/day, n = 51.

Sun 2000 
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Outcomes Curative effect (improvement: cured = psychiatric symptoms disappeared, insight recovered, BPRS re-
duction >80%; markedly improved = majority of symptoms disappear, some insight, BPRS reduction
> 60% to 79%; improvement = some psychiatric symptoms disappeared, no insight, BPRS reduction >
30% to 59%; no effect = no change/ worse symptoms, BPRS reduction < 30%.

BPRS, TESS score, adverse events.

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised – no further details.

Allocation concealment
(selection bias)

Unclear risk No details.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk No details.

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk No details.

Selective reporting (re-
porting bias)

Unclear risk No details.

Other bias Unclear risk No details as to blinding; two raters involved in administering BPRS and TESS.

Sun 2000  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double (implied).
Duration: 12 weeks.
Setting: inpatient, multi-centre (31 psychiatric institutions), Japan.

Participants Diagnosis: schizophrenia (n = 127 hebephrenic, n = 24 catatonic, n = 38 paranoid, n = 4 hebephrenic-
catatonic, n = 2 hebephrenic-paranoid, n = 1 schizoaffective, n = 2 undifferentiated).
N = 205*.
Age: 13 - 60 years.
Sex: no details.
History: inpatient.

Included: not described.
Excluded: early stages of gestation; severe liver, kidney, cardiovascular and blood diseases; idiosyn-
crasy to psychotropic drugs; consciousness disturbances or vascular collapse or conditions under
strong effects of neuro-depressants; organic brain disorders; those patients whose conditions in the
judgement of the attending physician would make it unlikely that they could tolerate the study treat-
ment.

Consent: informed consent obtained from each participant and guardian prior to the trial.

Takahashi 1982 
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Interventions 1. Perphenazine: 4 mg per tablet + placebo tablet matching to the timiperone tablet, initially two or
three tablets daily, afterwards individualised according to symptoms and side effects, maximum daily
dose was 12 tablets, n = 99.
2. Timiperone: 1 mg per tablet + placebo tablet matching to the perphenazine tablet, initially two or
three tablets daily, afterwards individualised according to symptoms and side effects, maximum daily
dose was 12 tablets, n = 99.

Additional medication: mild hypnotics and anti-parkinsonian drugs - no further details.

Outcomes Leaving the study early.
Global state: no better or worse.
Adverse events.

Unable to use - 
Mental state: Keio University Brief Psychiatric Rating Scale (unpublished scale).

Notes *Only 198 participants were evaluated and described.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Randomised: quote, "participants were assigned randomly" (p258). 'Ran-
domised code' referred to, which was broken only at the end of treatment pe-
riod.

Allocation concealment
(selection bias)

Unclear risk No details.

Blinding (performance
bias and detection bias) 
All outcomes

Low risk Double-blind: implied - decoding of drugs at the end of week 12. Code broken
at the end of treatment period. Double-dummy design.

Incomplete outcome data
(attrition bias) 
All outcomes

High risk Of N = 205 randomised, n = 7 were excluded, either because they had been giv-
en other neuroleptics or they revealed physical disease during the trial prior to
breaking the randomisation code. A total of n = 198 were included in the analy-
sis.

Selective reporting (re-
porting bias)

Unclear risk No means, SD or P values reported for scale data.

Other bias Unclear risk Funding: not stated - study drugs were supplied by Daiichi Seiyaku Co, Ltd,
Tokyo, Japan.

Raters: not stated to be independent of treatment.

Takahashi 1982  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double (implied).
Duration: 10 days (preceded by 5 to 10 days wash-out).
Setting: inpatient, single-centre.

Participants Diagnosis: acute psychosis (n = 3 organic psychosis; n = 13 psychogenic psychosis; and n = 8 acute
schizophrenia).
N = 28*.
Age: 19 - 69 years, mean ˜ 35 years.

Van Praag 1976 
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Sex: 15 F, 9 M.
History: acute, inpatient.

Included: according to independent views of attending physician and psychiatrist/ supervisor, the par-
ticipant showed signs of delusions and/ or hallucinations (Lowe 1973).
Excluded: deep melancholia (i.e. deep endogenous depression with delusions of guilt, sin and/or
poverty).

Consent: not stated.

Interventions 1. Perphenazine: 2, 4 and 8 mg per capsule, 3 capsules daily according to constitution, range 0 to 24 mg
daily, mean 21 mg daily, n = 15.
2. Clozapine: 50, 100 and 200 mg per capsule, 3 capsules daily according to constitution, range 0 to 600
mg daily, mean 300 mg daily, n = 13.

All daily doses determined by a psychiatrist not engaged in scoring; flexible dosing scheme.

Outcomes Leaving the study early.
Adverse events.

Unable to use -
Global state: no better or worse (no data).
Mental state: BPRS (only significance tests).
Laboratory tests (no data).

Notes Only 24 participants were evaluated and described.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised: no further details.

Allocation concealment
(selection bias)

Unclear risk No details.

Blinding (performance
bias and detection bias) 
All outcomes

Low risk Double-blind: implied - identical capsules. Quote, "raters and patients were
unaware of the type of medication or its dosage; nor were they informed of the
biochemical results" (p549).

Incomplete outcome data
(attrition bias) 
All outcomes

Low risk Four participants (n = 3 receiving perphenazine; n = 1 receiving clozapine)
failed to complete the study. All cases were due to presence of severe motor
unrest, anxiety or aggression non-responsive to permitted medication. ITT
used.

Selective reporting (re-
porting bias)

Unclear risk No means or SD reported for scale data.

Other bias Unclear risk Funding: not stated.

Raters: not stated to be independent of treatment.

Van Praag 1976  (Continued)

 
 

Methods Allocation: randomised.

Blindness: no details.

Wang 2008a 
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Duration: 8 weeks.

Setting: not stated.

Participants Diagnosis: schizophrenia (CCMD-3).

N = 64.

Age: risperidone: 65±2 years; perphenazine: 64 ± 3 years.

Sex: F29, M35 (risperidone: M18, F16; perphenazine: M17, F13)

History: length of illness: risperidone: 0.9 ± 1.4; perphenazine: 1.2 ± 1.4 years.

Included: schizophrenia; age > 60; no history of taking antipsychotic drugs; PANNS > 60.

Excluded: severe physical disease; drug abuse.

Consent: not stated.

Interventions 1. Perphenazine: start dose 2-4mg/d, maximum dose 30mg/d, 23.5 ± 1.3mg/d, n = 30.

2. Risperidone: 5mg tablet, start dose 0.25-0.5mg/d, maximum dose 3.5mg/d, 2.2 ± 1.2mg/d, n = 34.

No other combinations permitted.

Outcomes PANSS (marked improvement => 60 reduction; improved => 40%; no effect =< 40%).

TESS - adverse effects.

Unable to use -

PANSS score – no means/ SD.

TESS scores – no means/ SD.

Not all adverse events reported by group.

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk ‘Randomised’ – no further details.

Allocation concealment
(selection bias)

Unclear risk No details.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk No description.

Incomplete outcome data
(attrition bias) 
All outcomes

High risk Not all outcome measures reported; adverse events not reported fully by
group.

Selective reporting (re-
porting bias)

Unclear risk As above.

Other bias Unclear risk No details of funding/ who administered rating scales.

Wang 2008a  (Continued)
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Methods Allocation: randomised.

Blindness: not reported.

Duration: 6 weeks (2007-2008).

Setting: Shandong Center for Mental Health, Jinan, China.

Participants Diagnosis: schizophrenia DSM-IV.

N = 60.

Age: Olanzapine: 33.1±7.6 years; perphenazine: 31.2±3.2 years.

Sex: F26, M34 (Olanzapine F12, M18; perphenazine F14, M16).

History: length of illness olanzapine: 78.5 ± 6.8 months; perphenazine: 79.6 ± 9.5 months.

Included: schizophrenia combined with positive symptoms; PANSS≥ 70, Positive score ≥ 25.

Exclusion: not reported.

Consent: not stated.

Interventions 1. Perphenazine: start from 8 mg/day, maximum dosage: 60 mg/day, n =30.

2. Olanzapine (Changzhou Watson Pharmacy Ltd.): start from 5 mg/day, maximum dosage: 20 mg/day,
n = 30.

Outcomes PANSS score.

TESS score.

Clinical prognosis assessment: decreased rate of PANSS score = (pre-treatment score-post-treatment
score)/pre-treatment score ≥ 75%--recovery; 50%- to -74% markedly improved; 25% to 49% improved;
< 25% no effect.

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised – no further details.

Allocation concealment
(selection bias)

Unclear risk Not stated.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Not stated.

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk No description.

Selective reporting (re-
porting bias)

Low risk None detected.

Wang 2008b 
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Other bias Unclear risk Funding: not stated.

Rating scales: raters not stated to be independent of treatment.

Wang 2008b  (Continued)

 
 

Methods Allocation: randomised.

Blindness: not stated.

Duration: 8 weeks, 2003-2007 (one-week wash-out)

Setting: Baoji rehabilitation hospital, Shanxi, China.

Participants Diagnosis: schizophrenia CCMD-3.

N = 64.

Age: Quetiapine: 66.08 ± 4.22 years; perphenazine: 65.73 ± 5.53 years.

Sex: F27, M37 (Quetiapine (n = 32): M17 F15; perphenazine (n = 32): M20 F12).

History: length of illness Quetiapine: 3.6 ± 0.5months; perphenazine: 3.4 ± 0.6months.

Included: Schizophrenia CCMD-3; age ≥ 60 years, first episode; BPRS ≥ 35.

Exclusion: drug abuse; organic dysphrenia.

Consent: not stated..

Interventions 1. Perphenazine: start from 4 mg/day to treatment dosage: 20-40 mg/day, average:24.5 ± 5.3mg/day, n
= 32.

2. Quetiapine: start from 50 mg/day to the treatment dosage: 200-400 mg/day, average dosage: 258.92
± 28.13mg/day, n = 32.

Outcomes Lab data: blood test, urine test, liver function, kidney function, ECG, blood pressure.

Adverse events.

BPRS score.

TESS score.

Clinical prognosis assessment: decreased rate of BPRS score ≥ 75%--recovery; 50% to 74% markedly
improved; 25% to 49% improved; < 25% no effect.

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised – no further details.

Allocation concealment
(selection bias)

Unclear risk Not described.

Wang 2008c 
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Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Not described.

Incomplete outcome data
(attrition bias) 
All outcomes

Unclear risk In the quetiapine group, n = 1 leS the study due to drowsiness. In the per-
phenazine group n = 3 leS due to EPS. Missing data from participants leaving
the study early were not included in analyses.

Selective reporting (re-
porting bias)

Unclear risk None detected.

Other bias Unclear risk Funding: not stated.

Rating scales: raters not stated to be independent of treatment.

Wang 2008c  (Continued)

 
 

Methods Allocation: randomised.
Blindness: double.
Duration: 30 days.
Setting: inpatient.

Participants Diagnosis: schizophrenia (n = 5 hebephrenic; n = 29 paranoid, acute schizophrenic episode; n = 2 resid-
ual; n = 2 schizo-affective psychosis; n = 1 other paranoid syndromes).
N = 40.
Age: mean ˜ 39 years.
Sex: 20F, 20M.
History: inpatient; duration of illness 8.7 ± 10.9 years (bromperidol); 10.1 ± 8.0 (perphenazine).

Included: no details.
Excluded: no details.

Consent: not stated.

Interventions 1. Perphenazine: capsules of 3 mg; mean 20 mg/day in two administrations; maximum 24 mg daily, n =
20.
2. Bromperidol: capsules of 1 mg; mean 6 mg/day in two administrations; maximum 8 mg daily, n = 20.

Additional medication: antiparkinsonian drugs; additional neuroleptics (promazine and levomepro-
mazine); hypnotics (chloralhydrate; nitrazepam; flunitrazepam).

Outcomes Leaving the study early.
Global state: no better or worse.
Adverse events.

Unable to use -
Mental state: AMP (no SD).

Lab data: not reported.

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Woggon 1978 
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Random sequence genera-
tion (selection bias)

Unclear risk Randomised: no further details.

Allocation concealment
(selection bias)

Unclear risk No details.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk Double-blind: no further details.

Incomplete outcome data
(attrition bias) 
All outcomes

Low risk None detected.

Selective reporting (re-
porting bias)

High risk No means or SDs reported for continuous outcomes and scale data.

Other bias Unclear risk Funding: no details.

Raters: not stated to be independent of treatment.

Woggon 1978  (Continued)

 
 

Methods Allocation: randomised.

Blindness: no further information.

Duration: 8 weeks.

Setting: not stated.

Participants Diagnosis: Schizophrenia CCMD-3.

N = 65 (or 66).

Age: aripiprazole 64.6 ± 1.8; perphenazine 62.5 ± 3.1 years.

Sex: F34, M32 (aripiprazole M16, F17; perphenazine M16, F17)

History: length of illness - aripiprazole 0.5 ± 1.1; perphenazine 0.8 ± 1.2 years.

Included: schizophrenia CCMD-3; age > 60, no history of taking antipsychotic drugs; BPRS > 35.

Exclusion: severe physical disease; drug abuse.

Consent: not stated.

Interventions 1. Perphenazine: start dose 2-4 mg/day, maximum dose 16 mg/day, average 11.2 ± 3.8mg/day, n = 33.
2. Aripiprazole: 5 mg tablet, start dose 5 mg/day maximum dose 30 mg/ day, average 23.5 ± 1.7mg/day,
n = 32.

Outcomes Mental state: PANSS.

Clinical effect: decreased rate of BPRS score ≥ 75%--recovery; ≥ 50% markedly improved; ≥ 25% im-
proved; < 25% no effect (measured at 1, 2 ,4 ,6, 8 weeks before and after treatment)

BPRS.

TESS (skew).

Zhang 2010 
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Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Randomised – no further details.

Allocation concealment
(selection bias)

Unclear risk No details.

Blinding (performance
bias and detection bias) 
All outcomes

Unclear risk No further details.

Incomplete outcome data
(attrition bias) 
All outcomes

High risk One participant not included in results nor accounted for.

Selective reporting (re-
porting bias)

High risk Not all adverse events reported by group – unable to include some missing
group data. No data reported using BPRS or TESS scales.

Other bias Unclear risk No details as to funding or who administered rating scales.

Zhang 2010  (Continued)

General abbreviations:
CNS – central nervous system
ECG - electrocardiogram
IQ - intelligence quotient
ITT - intention to treat
LOCF – Last Observation Carried Forward
mg - milligram
N = number of participants
SD - standard deviation
SGOT - serum glutamic oxaloacetic transaminase
SGPT - serum glutamic-pyruvic transaminase
t.i.d. - three times daily (Latin: ter in die)
Diagnostic tools:
CCMD-2-R – Chinese Classification of Mental Disorders, Second Edition, Revised
CCMD-3 – Chinese Classification of Mental Disorders, Third Edition
DSM-III-R - Diagnostic and Statistical Manual of Mental disorders, Third edition, Revised
DSM-IV – Diagnostic and Statistical Manual, Fourth Edition
ICD-9 - International Classification of Diseases, ninth revision
RDC – Research Diagnostic Criteria
Global e>ect scales:
GCJ - Global comparative judgement
CGI - Clinical Global Impression
CGI-I – Clinical Global Impression - Improvement
CGI-S –Clinical Global Impression - Severity
GIR - General Improvement Rating
PGI - Patient Global Impression
Mental state scales:
AMDP, AMP - ArbeitsgemeinschaS für Methodik und Dokumentation in der Psychiatrie
BPRS - Brief Psychiatric Rating Scale
CEPS - Clinical Estimate of Psychiatric Rating Scale
CPRS - Comprehensive Psychopathological Rating Scale
IMPS - Inpatient Multidimensional Psychiatric Scale
MMPI - Minnesota Multiphase Personality Inventory
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MSRPP - Multidimensional Scale for Rating Psychiatric Patients
PANSS - Positive and Negative Syndrome Scale for Schizophrenia
PES - Psychiatric Evaluating Scale
Behaviour scales:
MACC - Behavioural Adjustment Scale
NOSIE - Nurses Obsrevation Scale for Inpatient Evaluation
PRP - Psychotic Reaction Profile
Side e>ect scales:
AIMS - Abnormal Involuntary Movement Scale
BAS - Barnes Akathisia Scale
EPS – Extrapyramidal Symptoms
ESRS - Extrapyramidal Symptoms Rating Scale
SAS - Simpson and Angus Scale
TESS –Treatment Emergent Symptom Severity
UKU - Side EGect Rating Scale
Quality of life scales:
QoL – Quality of Life Scale
QLS - Quality of Life Scale
 

Characteristics of excluded studies [ordered by study ID]

 

Study Reason for exclusion

Affleck 1969 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. penicillamine, perphenazine and a placebo vs. penicillamine,
penicillamine vs. placebo.

Ahlfors 1980 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine enanthate vs. clopenthixol decanoate.

Akimoto 1966 Allocation: 'randomly selected'

Participants: schizophrenia

Intervention: perphenazine vs chlorpromazine vs levomepromazine vs prochlorperazine (not paral-
lel-arm study, no control group, all participants received all drugs over one year)

Angst 1975 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine enanthate vs. fluphenazine decanoate vs. flusipirilene vs. penfluridol
vs. pipothiazine palmitate.

Anonymous 1966 Allocation: not randomised.

Asada 1976 Allocation: not randomised - matched pairs.

Bakke 1973 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine enanthate vs. fluphenazine enanthate.

Bandelow 1992 Allocation: random

Participants: people with schizophrenia
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Study Reason for exclusion

Interventions: perphenazine enanthate versus perazine versus fluphenazine versus levomepro-
mazine versus thioridazine versus clozapine versus haloperidol decanoate versus fluphenazine de-
canoate versus flupenthixol decanoate versus fluspirilene

Becker 1970 Allocation: randomised.
Blindness: double.
Participants: those with chronic schizophrenia.
Interventions: perphenazine and amitriptyline vs. perphenazine and placebo.

Bjerkelund 1965 Allocation: randomised.
Blindness: double.
Participants: those with acute myocardial infarct.

Böhlau 1985 Allocation: unclear, open multi-centre study. 
Blindness: double.
Participants: those with dementia.

Cannistra 1959 Allocation: unclear, double-blind prospective study. 
Participants: obstetric patients.

Ceskova 1994 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. risperidone.
Data about separate phases not available.

Ceskova 1996 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. haloperidol.
Data about separate phases not available.

Clarke 1981 Allocation: not randomised, open clinical trial.

Cohen 1958 Allocation: not randomised, open clinical trial.

Cooper 1979 Allocation: randomised.
Blindness: unclear.
Participants: those with schizophrenia.
Interventions: perphenazine vs. amitriptyline vs. perphenazine and amitriptyline.

Den Boer 2000 Allocation: not randomised.

Dencker 1994 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine decanoate vs. haloperidol decanoate.

Eklund 1976 Allocation: not random

Erb 1982 Allocation: randomised.
Blindness: unclear.
Participants: healthy normal males.

Eufe 1979 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
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Study Reason for exclusion

Interventions: perphenazine enanthate vs. flupentixol enanthate.

Fahn 1964 Allocation: unclear, double-blind prospective study. 
Participants: those with choreic movements.

Farzin 2005 Allocation: random

Participants: schizophrenia

Interventions: perphenazine + famotidine versus perphenazine + placebo

Fitzgerald 1969 Allocation: randomised.
Blindness: double - identical ampoules.
Participants: those with acute psychiatric episodes.

Galdi 1988 Allocation: random

Participants: people with schizophrenia or depression

Intervention: perphenazine vs chlorpromazine vs fluphenazine

Outcomes: no usable data

Gerlach 1977 Allocation: not randomised.

Gerlach 1988 Allcation: randomised - cross-over design.
Blindness: double.
Participants: those with tardive dyskinesia.

Gerson 1964 Allocation: randomised.
Blindness. double.
Participants: those with schizophrenia.
Interventions: perphenazine or chlorpromazine or trifluoperazine or prochlorperazine or
methaminodiazepoxide or fluphenazine or phenelzine or imipramine tranylcypromine vs. 4-(3, 4-
dimethoxyphenetyl)-2, 6-piperazinedione and 2-methyl-3-orthotolyl-4-quinazinolone.

Gianelli 1990 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine enanthate vs. fluphenazine decanoate vs. haloperidol decanoate.

Hadlik 1970 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. thiothixem.
Data about separate phases no more available.

Hanlon 1966 Allocation: random

Participants: 'acutely disturbed psychiatric patients'

Intervention: perphenazine vs perphenazine-benztropine mesylate

Hansen 1979 Allocation: randomised.
Blindness: double.
Participants: those being on neuroleptic therapy.
Interventions: perphenazine vs. perphenazine and biperidine vs. perphenazine and orphenadrine.

Haran 1960 Allocation: not randomised.
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Study Reason for exclusion

Holden 1969 Allocation: not randomised - matched groups.

Hollister 1967 II Allocation: randomised.
Blindness: unclear.
Participants: those with depression as predominant psychiatric symptom.

Hollister 1974 Allocation: not randomised.

Huang 1964 Allocation: not randomised.

Jprn 2011 Allocation: random

Participants: schizophrenia

Intervention: algorithm-guided treatment (different antipsychotic drugs: perphenazine, aripipra-
zole, olanzapine, blonanserine, perospiron, quetiapine, risperidone, haloperidol) versus treatment
as usual

Kaim 1972 Allocation: unclear, double-blind prospective study. 
Participants: those with delirium tremens.

Kaji 1974 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine and levomepromazine vs. clocapramine and levomepromazine.

Kawakita 1965 Allocation: not randomised.

Kistrup 1991 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine decanoate vs. cis(z)-flupentixol decanoate.

Kline 1968 Allocation: not randomised.

Knudsen 1985 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine decanoate vs. perphenazine enanthate.

Knudsen 1985a Allocation: random

Participants: schizophrenia

Interventions: perphenazine decanoate vs perphenazine enanthate

Kothari 1960 Allocation: not randomised.

Lapolla 1967 Allocation: not randomised.

Levine 1997 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. chlorpromazine vs. placebo.
Contacted on March 12th: data about methods no more available.

Lindholm 1978 Allocation: randomised.
Blindness: double.
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Study Reason for exclusion

Participants: those with schizophrenia.
Interventions: perphenazine enanthate vs. perphenazine enanthate.

Linnoila1982 Allocation: unclear.
Blindness: unclear.
Participants: those with depression.

Loprete 1967 Allocation: serial placement.
Blindness: unclear.
Participants: those with schizophrenia and anxiousness and depression.
Interventions: perphenazine and amitriptyline (Etrafon) vs. perphenazine and amitriptyline (Etra-
fon forte) vs. non barbiturate hypnotic sedative (Dormison) vs. phenobarbital vs. placebo.

Mason-Browne 1957 Allocation: not randomised - matched groups.

Mazurek 2003 Allocation: random

Participants: paranoid schizophrenia (ICD-10-R)

Intervention: typical antipsychotic drugs (haloperidol, levomepromazine, perazine, perphenazine,
zuclopenthixol) versus atypical (clozapine, risperidone, olanzapine) - not separated by drug

Moore 1958 Allocation: randomised.
Blindness: double.
Participants: those with an anaesthetic for operation.

Müller 1994 Allocation: open, randomised, three-way cross-over, single-dose design.
Blindness: unclear.
Participants: healthy volunteers.

Nahunek 1967 Allocation: open cross-over design - not randomised.

Nahunek 1968 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia or endogenous depression.
Interventions: perphenazine vs. octoclothepin.

Nahunek 1969 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. triperidol.
Data about separate phases no more available.

Nahunek 1970 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. triperidol.
Data about separate phases no more available.

Nahunek 1970 II Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. flupenthixol.
Data about separate phases no more available.

Nahunek 1975 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
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Study Reason for exclusion

Interventions: perphenazine vs. clozapin.
Data about separate phases no more available.

Nahunek 1976 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. clozapin vs. levopromazin vs. thioridazin vs. chlorpromazin vs. flu-
penthixol vs. methophenazin vs. oxypertin vs. clothiapin vs. pimozid vs. methylperidol vs. triperidol
vs. oxyprothepin vs. octoclothepin vs. thiothixen.
Data about separate phases no more available.

Nahunek 1980 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. perphenazine.

Nordic DS Group 1986 Allocation: randomised.
Blindness: unclear.
Participants: those with tardive dyskinesia.

O'Reilly 1957 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia and two epileptics.
Interventions: perphenazine vs. chlorpromazine or placebo (variable).

Oltman 1966 Allocation: not randomised.

Omerov 1989 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. perphenazine.

Opjordsmoen 2000 Allocation: not random

Pfeiffer 1965 Allocation: not randomised.

Prien 1973 Allocation: not randomised.

Prusoff 1979 Allocation: randomised.
Blindness: unclear.
Participants: those with depressive schizophrenia.
Interventions: amitriptyline and perphenazine vs. placebo.

Rapp 1972 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine enanthate vs. fluphenazine decanoate.

Rapp 1986 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine enanthate vs. haloperidol decanoate.

Rappaport 1967 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. placebo.
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Study Reason for exclusion

Outcomes: intelligibility score.

Rappaport 1968 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. placebo.
Outcomes: intelligibility score.

Reznik 2000 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. perphenazine and fluvoxamine.

Rickels 1982 Allocation: randomised.
Blindness: double.
Participants: those with depression.

Ritter 1971 Allocation: randomised.
Blindness: double.
Participants: those with acute withdrawal syndrome.

Rodova 1971 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. clothiapin.
Data about separate phases no more available.

Rodova 1973 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. clozapine.
Data about separate phases no more available.

Scurr 1958 Allocation: unclear.
Blindness: unclear.
Participants: those with an operation.

Shalev 1993 contacted on March 12th: data about methods no more available.

Sharpley 1964 Allocation: not random (controlled)

Shiloh 2002 Allocation: random

Participants: treatment-resistant schizophrenia

Intervention: mianserin versus placebo (in conjunction with haloperidol or perphenazine)

Silver 2000 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: antipsychotic drug and fluvoxamine vs. antipsychotic drug and placebo.

Simopoulos 1971 Allocation: randomised.
Blindness: unclear.
Participants: those with schizophrenia.
Interventions: dilantin vs. dilantin and thorazine vs. dilantin and thioridazine vs. dilantin and per-
phenazine.
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Study Reason for exclusion

Simpson 1970 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. perphenazine-amitriptyline.

Smith 1959 Allocation: not randomised.

Spiker 1985 Allocation: randomised.
Blindness: double.
Participants: those with delusional depression.

Sun 2010 Allocation: random

Participants: schizophrenia

Intervention: venlafaxine extended release tablets + perphenazine versus perphenazine + placebo

Sun 2010b Allocation: random

Participants: schizophrenia

Intervention: aripiprazole + placebo vs aripiprazole + perphenazine

Svestka 1970 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. methylperidol.
Data about separate phases no more available.

Svestka 1972 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. pimozide.
Data about separate phases no more available.

Svestka 1973 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. oxyprothepine.
Data about separate phases no more available.

Svestka 1974 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. oxypertine.
Data about separate phases no more available.

Svestka 1975 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. trifluoperazine.
Data about separate phases no more available.

Svestka 1989 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. isofloxythepin.
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Study Reason for exclusion

Svestka 1989a Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. carbamazepine.

Svestka 1990 Allocation: randomised - cross-over design.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine vs. sulpiride.
Data about separate phases no more available.

Syvalahti 1997 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: placebo or citalopram vs. perphenazine or haloperidol or chlorpromazine.

Tegeler 1979 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: perphenazine enanthate vs. flusipirilene.

Wang 2001 Allocation: random

Participants: schizophrenia (ICD-10 and CCMD-2-R)

Intervention: perphenazine versus 1-stepholidine (traditional Chinese medicine)

Whittaker 1963 Allocation: "open cross-over" - not randomised.

Wolf 2007 Allocation: random

Participants: schizophrenia

Intervention: aripiprazole versus 'another antipsychotic' - not reported by drug-group

Yagi 1976 Allocation: randomised.
Blindness: double.
Participants: those with schizophrenia.
Interventions: carpipramine and chlorpromazine vs. perphenazine and chlorpromazine vs. place-
bo and chlorpromazine.

Zhong 2001 Allocation: random

Participants: schizophrenia (ICD-10 and CCMD-2-R)

Intervention: perphenazine versus 1-stepholidine (Chinese herbal medicine)

Zhu 2009 Allocation: random

Participants: schizophrenia

Intervention: psychological care + perphenazine versus perphenazine alone

Diagnostic tools:
CCMD-2-R – Chinese Classification of Mental Disorders, Second Edition, Revised
ICD-10-R - International Classification of Diseases, tenth revision
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Characteristics of studies awaiting assessment [ordered by study ID]

 

Methods  

Participants  

Interventions  

Outcomes  

Notes No usable data - more information required.

Casey 1960 

 
 

Methods  

Participants  

Interventions  

Outcomes  

Notes No usable data - more information required (authors contacted October 2013) but no re-
sponse.

Covell 2004 

 
 

Methods  

Participants  

Interventions  

Outcomes  

Notes No usable data - more information required (authors contacted October 2013) but no re-
sponse.

Ferziger 2010 

 
 

Methods  

Participants  

Interventions  

Outcomes  

Notes No usable data - more information required.

Freedman 1961 
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Methods  

Participants  

Interventions  

Outcomes  

Notes No usable data - more information required.

Freyhan 1959 

 
 

Methods  

Participants  

Interventions  

Outcomes  

Notes Unclear if randomised, double-blind stated - more information required.

Goldstein 1969 

 
 

Methods  

Participants  

Interventions  

Outcomes  

Notes Unclear if randomised, double-blind stated - more information required.

Hollister 1967 

 
 

Methods  

Participants  

Interventions  

Outcomes  

Notes No usable data - more information required.

Kellam 1971 
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Methods  

Participants  

Interventions  

Outcomes  

Notes No usable data - more information required, study authors contacted but no re-
sponse.

Mahmoud 2004 

 
 

Methods  

Participants  

Interventions  

Outcomes  

Notes No usable data - more information required.

NCT 2011 

 
 

Methods  

Participants  

Interventions  

Outcomes  

Notes Requires data extraction (Danish).

Povlsen 1987 

 
 

Methods  

Participants  

Interventions  

Outcomes  

Notes Requires data extraction (Danish).

Schulsinger 1958 
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Methods  

Participants  

Interventions  

Outcomes  

Notes No usable data - more information required, authors contacted but no response.

Szafranski 1999 

 
 

Methods  

Participants  

Interventions  

Outcomes  

Notes No usable data - more information required.

Vinar 1968 

 

 

D A T A   A N D   A N A L Y S E S

 

Comparison 1.   PERPHENAZINE vs PLACEBO

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

5 261 Risk Ratio (M-H, Random, 95%
CI)

0.30 [0.04, 2.33]

1.1 short term 4 203 Risk Ratio (M-H, Random, 95%
CI)

0.26 [0.01, 4.92]

1.2 medium term 1 58 Risk Ratio (M-H, Random, 95%
CI)

0.40 [0.08, 1.90]

2 Leaving the study early: 2. Due to
adverse events

2 119 Risk Ratio (M-H, Random, 95%
CI)

9.43 [1.22, 73.11]

2.1 short term 1 61 Risk Ratio (M-H, Random, 95%
CI)

16.47 [0.99,
273.29]

2.2 medium term 1 58 Risk Ratio (M-H, Random, 95%
CI)

5.0 [0.25, 99.82]

3 Leaving the study early: 3. Due to
relapse / worsening or no improve-
ment

2 84 Risk Ratio (M-H, Random, 95%
CI)

0.10 [0.03, 0.42]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

3.1 short term 2 84 Risk Ratio (M-H, Random, 95%
CI)

0.10 [0.03, 0.42]

4 Global state: 1. Change over time
- no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 short term 1 61 Risk Ratio (M-H, Random, 95%
CI)

0.32 [0.13, 0.78]

5 Mental state: 1. Relapse (clinical
diagnosis)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.14 [0.02, 1.07]

6 Behaviour: 1a. Wing-Scale B: so-
cial withdrawal - mean change
from baseline to endpoint (high =
poor)

1   Mean Difference (IV, Random,
95% CI)

Subtotals only

6.1 short term 1 58 Mean Difference (IV, Random,
95% CI)

0.76 [-0.51, 2.03]

7 Behaviour: 1b. Wing-Scale B:
socially embarrassing behaviour
- mean change from baseline to
endpoint (high = poor)

1   Mean Difference (IV, Random,
95% CI)

Subtotals only

7.1 short term 1 58 Mean Difference (IV, Random,
95% CI)

0.10 [-0.54, 0.74]

8 Adverse events: Movement disor-
ders

4   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 akathisia - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

8.2 body rocking - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.16]

8.3 dystonia - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.07, 15.08]

8.4 extrapyramidal signs - short
term

1 48 Risk Ratio (M-H, Random, 95%
CI)

1.75 [0.59, 5.21]

8.5 facial mask - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

5.0 [0.25, 98.96]

8.6 oculogyric crisis - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.16]

8.7 parkinsonism - short term 1 58 Risk Ratio (M-H, Random, 95%
CI)

7.0 [0.38, 129.74]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

8.8 posture and gait - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

5.0 [0.25, 98.96]

8.9 rigidity - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

1.33 [0.33, 5.33]

8.10 tremor - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

1.5 [0.27, 8.19]

8.11 tremor - medium term 1 58 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.15, 6.63]

8.12 use of antiparkinsonian drugs
- short term

1 36 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 69.09]

9 Other adverse events: 1. Anti-
cholinergic

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 blurred vision - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

9.2 dry mouth - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.07, 15.08]

9.3 dry mouth - medium term 1 58 Risk Ratio (M-H, Random, 95%
CI)

1.5 [0.27, 8.32]

9.4 nasal congestion - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.16]

10 Other adverse events: 2. Arousal 2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 agitation - medium term 1 58 Risk Ratio (M-H, Random, 95%
CI)

0.8 [0.24, 2.68]

10.2 drowsiness - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.17 [0.02, 1.28]

10.3 drowsiness - medium term 1 58 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.86]

10.4 excitement - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.38 [0.18, 0.79]

10.5 insomnia - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.56 [0.31, 1.01]

10.6 insomnia - medium term 1 58 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

11 Other adverse events: 3. At least
one

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

11.1 short term 2 94 Risk Ratio (M-H, Random, 95%
CI)

1.5 [0.47, 4.76]

12 Other adverse events: 4. Cardio-
vascular

3   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

12.1 ECG abnormalities - short
term

1 36 Risk Ratio (M-H, Random, 95%
CI)

2.0 [0.42, 9.58]

12.2 faintness, dizziness, weakness
- short term

1 48 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.15, 6.53]

12.3 faintness, dizziness, weakness
- medium term

1 58 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.22, 4.55]

12.4 hypotension - medium term 1 58 Risk Ratio (M-H, Random, 95%
CI)

5.0 [0.25, 99.82]

12.5 tachycardia - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.80]

13 Other adverse events: 5. Central
nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

13.1 headache - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.75 [0.19, 3.00]

14 Other adverse events: 6. En-
docrine

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

14.1 lactation - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

15 Other adverse events: 7. Gas-
trointestinal

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

15.1 constipation - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.8 [0.24, 2.62]

15.2 diarrhoea - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.80]

15.3 nausea or vomiting - short
term

1 48 Risk Ratio (M-H, Random, 95%
CI)

0.6 [0.16, 2.23]

15.4 nausea or vomiting - medium
term

1 58 Risk Ratio (M-H, Random, 95%
CI)

5.0 [0.25, 99.82]

16 Other adverse events: 8.
Haematology - abnormal laborato-
ry results

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

16.1 short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

1.5 [0.48, 4.65]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

17 Other adverse events: 9. Skin 2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

17.1 dermatitis - short term 1 48 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.80]

17.2 oedema - medium term 1 58 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.86]

18 Other adverse events: 10. Oth-
ers

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

18.1 salivation increased - short
term

1 48 Risk Ratio (M-H, Random, 95%
CI)

2.0 [0.19, 20.61]

18.2 tenseness - medium term 1 58 Risk Ratio (M-H, Random, 95%
CI)

0.5 [0.05, 5.21]

 
 

Analysis 1.1.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.1.1 short term  

Chouinard 1975 1/24 7/24 22.76% 0.14[0.02,1.07]

Chouinard 1977 1/18 13/18 23.21% 0.08[0.01,0.53]

Collins 1967 0/29 0/29   Not estimable

Kurland 1961 27/31 21/30 29.05% 1.24[0.95,1.63]

Subtotal (95% CI) 102 101 75.01% 0.26[0.01,4.92]

Total events: 29 (Perphenazine), 41 (Placebo)  

Heterogeneity: Tau2=6.1; Chi2=25.5, df=2(P<0.0001); I2=92.16%  

Test for overall effect: Z=0.9(P=0.37)  

   

1.1.2 medium term  

Hanlon 1964 2/29 5/29 24.99% 0.4[0.08,1.9]

Subtotal (95% CI) 29 29 24.99% 0.4[0.08,1.9]

Total events: 2 (Perphenazine), 5 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.15(P=0.25)  

   

Total (95% CI) 131 130 100% 0.3[0.04,2.33]

Total events: 31 (Perphenazine), 46 (Placebo)  

Heterogeneity: Tau2=3.74; Chi2=28.53, df=3(P<0.0001); I2=89.49%  

Test for overall effect: Z=1.15(P=0.25)  

Test for subgroup differences: Chi2=0.06, df=1 (P=0.8), I2=0%  

Favours perphenazine 10000.001 100.1 1 Favours placebo
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Analysis 1.2.   Comparison 1 PERPHENAZINE vs PLACEBO,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.2.1 short term  

Kurland 1961 8/31 0/30 53.18% 16.47[0.99,273.29]

Subtotal (95% CI) 31 30 53.18% 16.47[0.99,273.29]

Total events: 8 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.95(P=0.05)  

   

1.2.2 medium term  

Hanlon 1964 2/29 0/29 46.82% 5[0.25,99.82]

Subtotal (95% CI) 29 29 46.82% 5[0.25,99.82]

Total events: 2 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.29)  

   

Total (95% CI) 60 59 100% 9.43[1.22,73.11]

Total events: 10 (Perphenazine), 0 (Placebo)  

Heterogeneity: Tau2=0; Chi2=0.34, df=1(P=0.56); I2=0%  

Test for overall effect: Z=2.15(P=0.03)  

Test for subgroup differences: Chi2=0.32, df=1 (P=0.57), I2=0%  

Favours perphenazine 10000.001 100.1 1 Favours placebo

 
 

Analysis 1.3.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 3
Leaving the study early: 3. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.3.1 short term  

Chouinard 1975 1/24 7/24 47.69% 0.14[0.02,1.07]

Chouinard 1977 1/18 13/18 52.31% 0.08[0.01,0.53]

Subtotal (95% CI) 42 42 100% 0.1[0.03,0.42]

Total events: 2 (Perphenazine), 20 (Placebo)  

Heterogeneity: Tau2=0; Chi2=0.19, df=1(P=0.66); I2=0%  

Test for overall effect: Z=3.19(P=0)  

   

Total (95% CI) 42 42 100% 0.1[0.03,0.42]

Total events: 2 (Perphenazine), 20 (Placebo)  

Heterogeneity: Tau2=0; Chi2=0.19, df=1(P=0.66); I2=0%  

Test for overall effect: Z=3.19(P=0)  

Favours perphenazine 10000.001 100.1 1 Favours placebo
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Analysis 1.4.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome
4 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.4.1 short term  

Kurland 1961 5/31 15/30 100% 0.32[0.13,0.78]

Subtotal (95% CI) 31 30 100% 0.32[0.13,0.78]

Total events: 5 (Perphenazine), 15 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.52(P=0.01)  

Favours perphenazine 1000.01 100.1 1 Favours placebo

 
 

Analysis 1.5.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 5 Mental state: 1. Relapse (clinical diagnosis).

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.5.1 short term  

Chouinard 1975 1/24 7/24 100% 0.14[0.02,1.07]

Subtotal (95% CI) 24 24 100% 0.14[0.02,1.07]

Total events: 1 (Perphenazine), 7 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.89(P=0.06)  

Favours perphenazine 10000.001 100.1 1 Favours placebo

 
 

Analysis 1.6.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 6 Behaviour: 1a.
Wing-Scale B: social withdrawal - mean change from baseline to endpoint (high = poor).

Study or subgroup Perphenazine Placebo Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

1.6.1 short term  

Collins 1967 29 0.6 (2) 29 -0.1 (2.8) 100% 0.76[-0.51,2.03]

Subtotal *** 29   29   100% 0.76[-0.51,2.03]

Heterogeneity: Not applicable  

Test for overall effect: Z=1.18(P=0.24)  

Favours perphenazine 105-10 -5 0 Favours placebo

 
 

Analysis 1.7.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 7 Behaviour: 1b. Wing-
Scale B: socially embarrassing behaviour - mean change from baseline to endpoint (high = poor).

Study or subgroup Perphenazine Placebo Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

1.7.1 short term  

Collins 1967 29 -0.1 (1.1) 29 -0.2 (1.4) 100% 0.1[-0.54,0.74]

Subtotal *** 29   29   100% 0.1[-0.54,0.74]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.31(P=0.76)  

Favours perphenazine 105-10 -5 0 Favours placebo
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Analysis 1.8.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 8 Adverse events: Movement disorders.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.8.1 akathisia - short term  

Chouinard 1975 0/24 0/24   Not estimable

Subtotal (95% CI) 24 24 Not estimable

Total events: 0 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

1.8.2 body rocking - short term  

Chouinard 1975 1/24 0/24 100% 3[0.13,70.16]

Subtotal (95% CI) 24 24 100% 3[0.13,70.16]

Total events: 1 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.49)  

   

1.8.3 dystonia - short term  

Chouinard 1975 1/24 1/24 100% 1[0.07,15.08]

Subtotal (95% CI) 24 24 100% 1[0.07,15.08]

Total events: 1 (Perphenazine), 1 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

1.8.4 extrapyramidal signs - short term  

Chouinard 1975 7/24 4/24 100% 1.75[0.59,5.21]

Subtotal (95% CI) 24 24 100% 1.75[0.59,5.21]

Total events: 7 (Perphenazine), 4 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.01(P=0.31)  

   

1.8.5 facial mask - short term  

Chouinard 1975 2/24 0/24 100% 5[0.25,98.96]

Subtotal (95% CI) 24 24 100% 5[0.25,98.96]

Total events: 2 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.06(P=0.29)  

   

1.8.6 oculogyric crisis - short term  

Chouinard 1975 1/24 0/24 100% 3[0.13,70.16]

Subtotal (95% CI) 24 24 100% 3[0.13,70.16]

Total events: 1 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.49)  

   

1.8.7 parkinsonism - short term  

Collins 1967 3/29 0/29 100% 7[0.38,129.74]

Subtotal (95% CI) 29 29 100% 7[0.38,129.74]

Total events: 3 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.31(P=0.19)  

Favours perphenazine 10000.001 100.1 1 Favours placebo
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Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

   

1.8.8 posture and gait - short term  

Chouinard 1975 2/24 0/24 100% 5[0.25,98.96]

Subtotal (95% CI) 24 24 100% 5[0.25,98.96]

Total events: 2 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.06(P=0.29)  

   

1.8.9 rigidity - short term  

Chouinard 1975 4/24 3/24 100% 1.33[0.33,5.33]

Subtotal (95% CI) 24 24 100% 1.33[0.33,5.33]

Total events: 4 (Perphenazine), 3 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.41(P=0.68)  

   

1.8.10 tremor - short term  

Chouinard 1975 3/24 2/24 100% 1.5[0.27,8.19]

Subtotal (95% CI) 24 24 100% 1.5[0.27,8.19]

Total events: 3 (Perphenazine), 2 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.47(P=0.64)  

   

1.8.11 tremor - medium term  

Hanlon 1964 2/29 2/29 100% 1[0.15,6.63]

Subtotal (95% CI) 29 29 100% 1[0.15,6.63]

Total events: 2 (Perphenazine), 2 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

1.8.12 use of antiparkinsonian drugs - short term  

Chouinard 1977 1/18 0/18 100% 3[0.13,69.09]

Subtotal (95% CI) 18 18 100% 3[0.13,69.09]

Total events: 1 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.69(P=0.49)  

Favours perphenazine 10000.001 100.1 1 Favours placebo

 
 

Analysis 1.9.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 9 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.9.1 blurred vision - short term  

Chouinard 1975 0/24 0/24   Not estimable

Subtotal (95% CI) 24 24 Not estimable

Total events: 0 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

1.9.2 dry mouth - short term  

Favours perphenazine 10000.001 100.1 1 Favours placebo

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

139



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Chouinard 1975 1/24 1/24 100% 1[0.07,15.08]

Subtotal (95% CI) 24 24 100% 1[0.07,15.08]

Total events: 1 (Perphenazine), 1 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

1.9.3 dry mouth - medium term  

Hanlon 1964 3/29 2/29 100% 1.5[0.27,8.32]

Subtotal (95% CI) 29 29 100% 1.5[0.27,8.32]

Total events: 3 (Perphenazine), 2 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.46(P=0.64)  

   

1.9.4 nasal congestion - short term  

Chouinard 1975 1/24 0/24 100% 3[0.13,70.16]

Subtotal (95% CI) 24 24 100% 3[0.13,70.16]

Total events: 1 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.49)  

Favours perphenazine 10000.001 100.1 1 Favours placebo

 
 

Analysis 1.10.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 10 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.10.1 agitation - medium term  

Hanlon 1964 4/29 5/29 100% 0.8[0.24,2.68]

Subtotal (95% CI) 29 29 100% 0.8[0.24,2.68]

Total events: 4 (Perphenazine), 5 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.36(P=0.72)  

   

1.10.2 drowsiness - short term  

Chouinard 1975 1/24 6/24 100% 0.17[0.02,1.28]

Subtotal (95% CI) 24 24 100% 0.17[0.02,1.28]

Total events: 1 (Perphenazine), 6 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.72(P=0.09)  

   

1.10.3 drowsiness - medium term  

Hanlon 1964 0/29 1/29 100% 0.33[0.01,7.86]

Subtotal (95% CI) 29 29 100% 0.33[0.01,7.86]

Total events: 0 (Perphenazine), 1 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

1.10.4 excitement - short term  

Chouinard 1975 6/24 16/24 100% 0.38[0.18,0.79]

Subtotal (95% CI) 24 24 100% 0.38[0.18,0.79]

Favours perphenazine 10000.001 100.1 1 Favours placebo
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Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Total events: 6 (Perphenazine), 16 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.57(P=0.01)  

   

1.10.5 insomnia - short term  

Chouinard 1975 9/24 16/24 100% 0.56[0.31,1.01]

Subtotal (95% CI) 24 24 100% 0.56[0.31,1.01]

Total events: 9 (Perphenazine), 16 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.91(P=0.06)  

   

1.10.6 insomnia - medium term  

Hanlon 1964 0/29 0/29   Not estimable

Subtotal (95% CI) 29 29 Not estimable

Total events: 0 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours placebo

 
 

Analysis 1.11.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 11 Other adverse events: 3. At least one.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.11.1 short term  

Chouinard 1977 0/18 0/18   Not estimable

Collins 1967 6/29 4/29 100% 1.5[0.47,4.76]

Subtotal (95% CI) 47 47 100% 1.5[0.47,4.76]

Total events: 6 (Perphenazine), 4 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.69(P=0.49)  

Favours perphenazine 100.1 50.2 20.5 1 Favours placebo

 
 

Analysis 1.12.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 12 Other adverse events: 4. Cardiovascular.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.12.1 ECG abnormalities - short term  

Chouinard 1977 4/18 2/18 100% 2[0.42,9.58]

Subtotal (95% CI) 18 18 100% 2[0.42,9.58]

Total events: 4 (Perphenazine), 2 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.87(P=0.39)  

   

1.12.2 faintness, dizziness, weakness - short term  

Chouinard 1975 2/24 2/24 100% 1[0.15,6.53]

Subtotal (95% CI) 24 24 100% 1[0.15,6.53]

Total events: 2 (Perphenazine), 2 (Placebo)  

Favours perphenazine 10000.001 100.1 1 Favours placebo
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Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

1.12.3 faintness, dizziness, weakness - medium term  

Hanlon 1964 3/29 3/29 100% 1[0.22,4.55]

Subtotal (95% CI) 29 29 100% 1[0.22,4.55]

Total events: 3 (Perphenazine), 3 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

1.12.4 hypotension - medium term  

Hanlon 1964 2/29 0/29 100% 5[0.25,99.82]

Subtotal (95% CI) 29 29 100% 5[0.25,99.82]

Total events: 2 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.29)  

   

1.12.5 tachycardia - short term  

Chouinard 1975 0/24 1/24 100% 0.33[0.01,7.8]

Subtotal (95% CI) 24 24 100% 0.33[0.01,7.8]

Total events: 0 (Perphenazine), 1 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.49)  

Favours perphenazine 10000.001 100.1 1 Favours placebo

 
 

Analysis 1.13.   Comparison 1 PERPHENAZINE vs PLACEBO,
Outcome 13 Other adverse events: 5. Central nervous system.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.13.1 headache - short term  

Chouinard 1975 3/24 4/24 100% 0.75[0.19,3]

Subtotal (95% CI) 24 24 100% 0.75[0.19,3]

Total events: 3 (Perphenazine), 4 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.41(P=0.68)  

Favours perphenazine 100.1 50.2 20.5 1 Favours placebo

 
 

Analysis 1.14.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 14 Other adverse events: 6. Endocrine.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.14.1 lactation - short term  

Chouinard 1975 0/24 0/24   Not estimable

Subtotal (95% CI) 24 24 Not estimable

Total events: 0 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Favours perphenazine 100.1 50.2 20.5 1 Favours placebo
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  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Not applicable  

Favours perphenazine 100.1 50.2 20.5 1 Favours placebo

 
 

Analysis 1.15.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 15 Other adverse events: 7. Gastrointestinal.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.15.1 constipation - short term  

Chouinard 1975 4/24 5/24 100% 0.8[0.24,2.62]

Subtotal (95% CI) 24 24 100% 0.8[0.24,2.62]

Total events: 4 (Perphenazine), 5 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.37(P=0.71)  

   

1.15.2 diarrhoea - short term  

Chouinard 1975 0/24 1/24 100% 0.33[0.01,7.8]

Subtotal (95% CI) 24 24 100% 0.33[0.01,7.8]

Total events: 0 (Perphenazine), 1 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.49)  

   

1.15.3 nausea or vomiting - short term  

Chouinard 1975 3/24 5/24 100% 0.6[0.16,2.23]

Subtotal (95% CI) 24 24 100% 0.6[0.16,2.23]

Total events: 3 (Perphenazine), 5 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.76(P=0.45)  

   

1.15.4 nausea or vomiting - medium term  

Hanlon 1964 2/29 0/29 100% 5[0.25,99.82]

Subtotal (95% CI) 29 29 100% 5[0.25,99.82]

Total events: 2 (Perphenazine), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.29)  

Favours perphenazine 10000.001 100.1 1 Favours placebo

 
 

Analysis 1.16.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 16
Other adverse events: 8. Haematology - abnormal laboratory results.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.16.1 short term  

Chouinard 1975 6/24 4/24 100% 1.5[0.48,4.65]

Subtotal (95% CI) 24 24 100% 1.5[0.48,4.65]

Total events: 6 (Perphenazine), 4 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.7(P=0.48)  

Favours perphenazine 100.1 50.2 20.5 1 Favours placebo
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Analysis 1.17.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 17 Other adverse events: 9. Skin.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.17.1 dermatitis - short term  

Chouinard 1975 0/24 1/24 100% 0.33[0.01,7.8]

Subtotal (95% CI) 24 24 100% 0.33[0.01,7.8]

Total events: 0 (Perphenazine), 1 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.49)  

   

1.17.2 oedema - medium term  

Hanlon 1964 0/29 1/29 100% 0.33[0.01,7.86]

Subtotal (95% CI) 29 29 100% 0.33[0.01,7.86]

Total events: 0 (Perphenazine), 1 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours placebo

 
 

Analysis 1.18.   Comparison 1 PERPHENAZINE vs PLACEBO, Outcome 18 Other adverse events: 10. Others.

Study or subgroup Perphenazine Placebo Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.18.1 salivation increased - short term  

Chouinard 1975 2/24 1/24 100% 2[0.19,20.61]

Subtotal (95% CI) 24 24 100% 2[0.19,20.61]

Total events: 2 (Perphenazine), 1 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

   

1.18.2 tenseness - medium term  

Hanlon 1964 1/29 2/29 100% 0.5[0.05,5.21]

Subtotal (95% CI) 29 29 100% 0.5[0.05,5.21]

Total events: 1 (Perphenazine), 2 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

Favours perphenazine 10000.001 100.1 1 Favours placebo

 
 

Comparison 2.   PERPHENAZINE vs ANY ANTIPSYCHOTIC

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

24 4067 Risk Ratio (M-H, Random, 95%
CI)

1.10 [0.92, 1.31]

1.1 short term 21 2500 Risk Ratio (M-H, Random, 95%
CI)

1.09 [0.83, 1.42]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1.2 medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.92 [0.86, 4.25]

1.3 long term 2 1520 Risk Ratio (M-H, Random, 95%
CI)

1.01 [0.94, 1.09]

2 Leaving the study early: 2. Due to
adverse events

12 3214 Risk Ratio (M-H, Random, 95%
CI)

1.11 [0.82, 1.52]

2.1 short term 9 1661 Risk Ratio (M-H, Random, 95%
CI)

1.13 [0.70, 1.83]

2.2 medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

2.88 [0.12, 67.29]

2.3 long term 2 1506 Risk Ratio (M-H, Random, 95%
CI)

1.07 [0.79, 1.47]

3 Leaving the study early: 3. Due to
relapse / worsening or no improve-
ment

10 2532 Risk Ratio (M-H, Random, 95%
CI)

1.10 [0.90, 1.35]

3.1 short term 7 979 Risk Ratio (M-H, Random, 95%
CI)

1.26 [0.78, 2.03]

3.2 medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.15 [0.41, 3.25]

3.3 long term 2 1506 Risk Ratio (M-H, Random, 95%
CI)

1.07 [0.85, 1.34]

4 Global state: 1. Change over time -
no better or deterioration (ITT)

17 1850 Risk Ratio (M-H, Random, 95%
CI)

1.04 [0.92, 1.17]

4.1 short term 16 1803 Risk Ratio (M-H, Random, 95%
CI)

1.03 [0.90, 1.17]

4.2 medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.20 [0.73, 1.97]

5 Global state: 2. Average endpoint
score (CGI-S, high = poor)

1   Mean Difference (IV, Random,
95% CI)

Subtotals only

5.1 short term 1 294 Mean Difference (IV, Random,
95% CI)

-0.20 [-0.56, 0.16]

6 Mental state: 2a. State - BPRS
score reduction ('no effect')

4 383 Risk Ratio (M-H, Random, 95%
CI)

1.24 [0.61, 2.52]

6.1 less than 20% reduction - short
term

1 107 Risk Ratio (M-H, Random, 95%
CI)

0.81 [0.61, 1.08]

6.2 less than 25% reduction - short
term

2 129 Risk Ratio (M-H, Random, 95%
CI)

1.38 [0.46, 4.12]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

6.3 less than 30% reduction - short
term

1 147 Risk Ratio (M-H, Random, 95%
CI)

3.44 [0.86, 13.79]

7 Mental state: 2b. State - BPRS total
score (high = poor)

1   Mean Difference (IV, Random,
95% CI)

Subtotals only

7.1 short term 1 64 Mean Difference (IV, Random,
95% CI)

1.10 [-1.26, 3.46]

8 Mental state: 2c. State - BPRS end
score (high = poor, skewed data)

    Other data No numeric data

8.1 medium term     Other data No numeric data

9 Mental state: 2c. State - BPRS end
score (high = poor, skewed data)

    Other data No numeric data

9.1 long term     Other data No numeric data

10 Mental state: 2d. State - PANSS
score reduction ('no effect')

3 231 Risk Ratio (M-H, Random, 95%
CI)

0.90 [0.67, 1.20]

10.1 less than 20% reduction - short
term

1 107 Risk Ratio (M-H, Random, 95%
CI)

0.86 [0.64, 1.15]

10.2 less than 25% reduction - short
term

1 60 Risk Ratio (M-H, Random, 95%
CI)

2.0 [0.40, 10.11]

10.3 less than 40% reduction - short
term

1 64 Risk Ratio (M-H, Random, 95%
CI)

1.7 [0.30, 9.50]

11 Mental state: 2e. State - PANSS:
mean change/ endpoint from base-
line (high = poor)

3   Mean Difference (IV, Random,
95% CI)

Subtotals only

11.1 total - short term 3 232 Mean Difference (IV, Random,
95% CI)

3.65 [1.86, 5.43]

11.2 positive - short term 2 125 Mean Difference (IV, Random,
95% CI)

4.45 [-1.00, 11.90]

11.3 negative - short term 2 125 Mean Difference (IV, Random,
95% CI)

1.20 [0.07, 2.33]

11.4 general psychopathology -
short term

1 60 Mean Difference (IV, Random,
95% CI)

-0.39 [-0.79, 0.01]

12 Mental state: 2f. State - PANSS
total change score (high = poor,
skewed data)

    Other data No numeric data

12.1 short term     Other data No numeric data
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

13 Mental state: 2g. State - PANSS
total endpoint score (high = poor,
skewed data)

    Other data No numeric data

13.1 long term     Other data No numeric data

14 Behaviour: 1. Behaviour subscale
of the Psychiatric Rating Scale: no
better or worse

3 244 Risk Ratio (M-H, Random, 95%
CI)

1.03 [0.86, 1.23]

15 Adverse events: Extrapyramidal
and movement disorders

22   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

15.1 akathisia - short term 11 1736 Risk Ratio (M-H, Random, 95%
CI)

1.12 [0.79, 1.58]

15.2 akathisia - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

2.88 [0.64, 12.82]

15.3 akathisia - long term 2 1346 Risk Ratio (M-H, Random, 95%
CI)

1.10 [0.65, 1.85]

15.4 akinesia - short term 2 475 Risk Ratio (M-H, Random, 95%
CI)

0.44 [0.11, 1.70]

15.5 ataxia - short term 4 514 Risk Ratio (M-H, Random, 95%
CI)

0.77 [0.25, 2.41]

15.6 dyskinesia - short term 8 1282 Risk Ratio (M-H, Random, 95%
CI)

0.63 [0.39, 1.04]

15.7 dyskinesia - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.48 [0.05, 4.93]

15.8 dystonia - short term 4 416 Risk Ratio (M-H, Random, 95%
CI)

1.36 [0.23, 8.16]

15.9 extrapyramidal signs - short
term

1 47 Risk Ratio (M-H, Random, 95%
CI)

0.90 [0.62, 1.31]

15.10 EPS - short term 3 429 Risk Ratio (M-H, Random, 95%
CI)

2.23 [0.88, 5.67]

15.11 EPS - long term 1 1281 Risk Ratio (M-H, Random, 95%
CI)

1.00 [0.58, 1.73]

15.12 hyperkinesia - short term 2 135 Risk Ratio (M-H, Random, 95%
CI)

2.64 [0.88, 7.91]

15.13 myotony - short term 1 147 Risk Ratio (M-H, Random, 95%
CI)

2.06 [0.92, 4.62]

15.14 parkinsonism - short term 7 1254 Risk Ratio (M-H, Random, 95%
CI)

1.10 [0.89, 1.35]
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15.15 rigidity - short term 4 210 Risk Ratio (M-H, Random, 95%
CI)

1.81 [0.38, 8.64]

15.16 rigidity - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.64 [0.12, 3.48]

15.17 tardive dyskinesia - long term 1 1073 Risk Ratio (M-H, Random, 95%
CI)

1.23 [0.89, 1.70]

15.18 tremor - short term 4 329 Risk Ratio (M-H, Random, 95%
CI)

1.79 [0.73, 4.39]

15.19 tremor - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.34 [0.50, 3.63]

15.20 use of antiparkinsonian drugs
- short term

8 996 Risk Ratio (M-H, Random, 95%
CI)

1.04 [0.83, 1.30]

15.21 use of antiparkinsonian drugs
- medium term

1 47 Risk Ratio (M-H, Random, 95%
CI)

0.14 [0.01, 2.52]

15.22 use of antiparkinsonian drugs
- long term

1 46 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.34, 26.76]

16 Adverse events: Movement disor-
ders - TESS total score (high = poor,
skewed data)

    Other data No numeric data

16.1 short term     Other data No numeric data

17 Other adverse events: 1. Anti-
cholinergic

12   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

17.1 blurred vision - short term 8 1028 Risk Ratio (M-H, Random, 95%
CI)

0.80 [0.40, 1.61]

17.2 dry mouth - short term 9 1017 Risk Ratio (M-H, Random, 95%
CI)

1.43 [0.82, 2.47]

17.3 dry mouth - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.92 [0.19, 19.73]

17.4 increased salivation - short
term

2 211 Risk Ratio (M-H, Random, 95%
CI)

0.42 [0.00, 35.79]

17.5 increased salivation - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.87]

17.6 nasal congestion - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 71.51]

18 Other adverse events: 2. Arousal 19   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only
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18.1 agitation - short term 1 300 Risk Ratio (M-H, Random, 95%
CI)

1.05 [0.63, 1.77]

18.2 agitation - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.33, 27.23]

18.3 anxiety - short term 1 300 Risk Ratio (M-H, Random, 95%
CI)

1.19 [0.63, 2.24]

18.4 anxiety - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

1.25 [0.37, 4.21]

18.5 depression - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

1.34 [0.76, 2.35]

18.6 drowsiness - short term 5 442 Risk Ratio (M-H, Random, 95%
CI)

0.88 [0.53, 1.44]

18.7 emotional indifference - short
term

1 107 Risk Ratio (M-H, Random, 95%
CI)

1.06 [0.58, 1.94]

18.8 excitation - short term 4 463 Risk Ratio (M-H, Random, 95%
CI)

2.59 [0.57, 11.84]

18.9 excitation - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.28 [0.32, 5.10]

18.10 increased dream activity -
short term

1 107 Risk Ratio (M-H, Random, 95%
CI)

1.51 [0.62, 3.67]

18.11 insomnia - short term 11 1422 Risk Ratio (M-H, Random, 95%
CI)

1.01 [0.86, 1.18]

18.12 insomnia - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.24 [0.03, 1.99]

18.13 insomnia - long term 2 1520 Risk Ratio (M-H, Random, 95%
CI)

2.15 [0.41, 11.29]

18.14 need of additional benzodi-
azepines - short term

5 448 Risk Ratio (M-H, Random, 95%
CI)

0.93 [0.74, 1.16]

18.15 need of additional benzodi-
azepines - medium term

1 47 Risk Ratio (M-H, Random, 95%
CI)

1.60 [0.43, 5.93]

18.16 need of additional benzodi-
azepines - long term

1 46 Risk Ratio (M-H, Random, 95%
CI)

0.91 [0.76, 1.09]

18.17 restlessness - short term 1 147 Risk Ratio (M-H, Random, 95%
CI)

3.75 [1.96, 7.18]

18.18 sleepiness/sedation - short
term

7 991 Risk Ratio (M-H, Random, 95%
CI)

1.19 [0.87, 1.62]
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18.19 sleepiness/ sedation - long
term

1 1460 Risk Ratio (M-H, Random, 95%
CI)

0.98 [0.79, 1.21]

18.20 somnolence - short term 1 147 Risk Ratio (M-H, Random, 95%
CI)

0.36 [0.13, 0.98]

18.21 tension - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.97 [0.63, 1.50]

19 Other adverse events: 3. At least
one

9 974 Risk Ratio (M-H, Random, 95%
CI)

1.02 [0.95, 1.09]

19.1 short term 9 974 Risk Ratio (M-H, Random, 95%
CI)

1.02 [0.95, 1.09]

20 Other adverse events: 4. Cardio-
vascular

13   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

20.1 angina pectoris - short term 2 391 Risk Ratio (M-H, Random, 95%
CI)

0.57 [0.26, 1.26]

20.2 bradycardia - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.83]

20.3 dizziness - short term 1 147 Risk Ratio (M-H, Random, 95%
CI)

0.91 [0.59, 1.40]

20.4 faintness, dizziness, weakness -
short term

7 930 Risk Ratio (M-H, Random, 95%
CI)

1.27 [0.82, 1.96]

20.5 faintness, dizziness, weakness -
long term

1 1460 Risk Ratio (M-H, Random, 95%
CI)

1.02 [0.70, 1.50]

20.6 orthostatic hypotension - short
term

1 64 Risk Ratio (M-H, Random, 95%
CI)

0.17 [0.02, 1.31]

20.7 hypotension - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.87]

20.8 lassitude - short term 2 305 Risk Ratio (M-H, Random, 95%
CI)

1.00 [0.68, 1.45]

20.9 palpitations - short term 2 391 Risk Ratio (M-H, Random, 95%
CI)

0.22 [0.07, 0.73]

20.10 tachycardia - short term 4 413 Risk Ratio (M-H, Random, 95%
CI)

0.54 [0.21, 1.39]

21 Other adverse events: 5. Central
nervous system

11   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

21.1 confusion - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

0.67 [0.11, 3.90]
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21.2 difficulty in concentration -
short term

1 107 Risk Ratio (M-H, Random, 95%
CI)

1.06 [0.71, 1.58]

21.3 disturbance of consciousness -
short term

4 648 Risk Ratio (M-H, Random, 95%
CI)

0.84 [0.10, 6.78]

21.4 dysarticulation - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

0.83 [0.38, 1.84]

21.5 electroencephalogram (in-
crease) - short term

1 25 Risk Ratio (M-H, Random, 95%
CI)

0.57 [0.09, 3.64]

21.6 headache - short term 9 1304 Risk Ratio (M-H, Random, 95%
CI)

0.72 [0.50, 1.03]

21.7 headache - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.71 [0.25, 2.00]

21.8 hypertonia - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.83]

21.9 paraesthesia - short term 6 726 Risk Ratio (M-H, Random, 95%
CI)

1.37 [0.57, 3.26]

21.10 seizure - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

21.11 vertigo - short term 2 364 Risk Ratio (M-H, Random, 95%
CI)

0.87 [0.44, 1.74]

22 Other adverse events: 6. En-
docrine

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

22.1 amenorrhoea (women only) -
short term

1 30 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 68.26]

22.2 amenorrhoea - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.32 [0.04, 2.85]

22.3 gynaecomastia - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.15 [0.01, 2.85]

22.4 lactation - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.21 [0.01, 4.30]

22.5 lactation - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.19 [0.01, 3.80]

22.6 menorrhagia (women only) -
short term

1 30 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 68.26]

23 Other adverse events: 7. Gas-
trointestinal

13   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only
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23.1 constipation - short term 9 1017 Risk Ratio (M-H, Random, 95%
CI)

0.71 [0.40, 1.28]

23.2 diarrhoea - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.15 [0.01, 2.85]

23.3 diarrhoea - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.22, 4.56]

23.4 dyspepsia - short term 1 300 Risk Ratio (M-H, Random, 95%
CI)

0.59 [0.27, 1.30]

23.5 gastroenteritis - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.83]

23.6 icterus - short term 3 450 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.96]

23.7 loss of appetite - short term 6 699 Risk Ratio (M-H, Random, 95%
CI)

0.96 [0.69, 1.33]

23.8 nausea and vomiting - short
term

7 806 Risk Ratio (M-H, Random, 95%
CI)

1.12 [0.75, 1.67]

23.9 nausea and vomiting - medium
term

1 47 Risk Ratio (M-H, Random, 95%
CI)

0.32 [0.04, 2.85]

23.10 nausea and vomiting - long
term

1 60 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.07, 15.26]

23.11 weight loss - short term 2 171 Risk Ratio (M-H, Random, 95%
CI)

3.03 [0.75, 12.20]

23.12 weight gain - short term 3 235 Risk Ratio (M-H, Random, 95%
CI)

1.53 [0.29, 8.10]

23.13 weight gain - long term 1 1316 Risk Ratio (M-H, Random, 95%
CI)

0.66 [0.46, 0.95]

24 Other adverse events: 8. Skin 8   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

24.1 cellulitis - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.87]

24.2 eczema - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.83]

24.3 fungal dermatitis - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.87]

24.4 oedema 1 105 Risk Ratio (M-H, Random, 95%
CI)

3.17 [0.13, 76.16]
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24.5 pruritus - short term 3 498 Risk Ratio (M-H, Random, 95%
CI)

0.77 [0.31, 1.93]

24.6 rash - short term 7 806 Risk Ratio (M-H, Random, 95%
CI)

0.90 [0.37, 2.17]

24.7 rash - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.07, 15.26]

24.8 sweating - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.66 [0.23, 1.89]

25 Other adverse events: 9. Geni-
tourinary

7   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

25.1 diminished sexual desire 4 1958 Risk Ratio (M-H, Random, 95%
CI)

1.03 [0.82, 1.30]

25.2 ejaculatory dysfunction (men
only) - short term

1 77 Risk Ratio (M-H, Random, 95%
CI)

0.18 [0.02, 1.43]

25.3 erectile dysfunction (men only)
- short term

1 77 Risk Ratio (M-H, Random, 95%
CI)

0.90 [0.30, 2.70]

25.4 galactorrhoea - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.15 [0.01, 2.85]

25.5 galactorrhoea/ gynaecomastia
- long term

1 1460 Risk Ratio (M-H, Random, 95%
CI)

0.56 [0.20, 1.56]

25.6 increased sexual desire - short
term

2 212 Risk Ratio (M-H, Random, 95%
CI)

1.06 [0.22, 5.01]

25.7 micturition disturbances - short
term

5 635 Risk Ratio (M-H, Random, 95%
CI)

0.59 [0.22, 1.63]

25.8 orgastic dysfunction - short
term

1 107 Risk Ratio (M-H, Random, 95%
CI)

5.28 [0.26, 107.51]

26 Other adverse events: 10. Others 11   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

26.1 abdominal pain - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.14 [0.01, 2.52]

26.2 allergic reaction - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.87]

26.3 back pain - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.83]

26.4 cramps - short term 3 450 Risk Ratio (M-H, Random, 95%
CI)

0.47 [0.05, 4.46]
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26.5 failing memory - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

1.27 [0.60, 2.68]

26.6 muscle pain - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 71.51]

26.7 sweating - short term 6 726 Risk Ratio (M-H, Random, 95%
CI)

0.73 [0.39, 1.37]

26.8 incontinence nocturia - long
term

1 1460 Risk Ratio (M-H, Random, 95%
CI)

0.41 [0.18, 0.92]

26.9 urinary hesitancy, dry mouth,
constipation - long term

1 1460 Risk Ratio (M-H, Random, 95%
CI)

0.86 [0.67, 1.10]

26.10 suicide attempt - long term 1 1460 Risk Ratio (M-H, Random, 95%
CI)

0.77 [0.09, 6.33]

26.11 psychosis - short term 1 300 Risk Ratio (M-H, Random, 95%
CI)

0.63 [0.29, 1.40]

27 Other adverse events: 11. Lab da-
ta

7   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

27.1 abnormal EKG/ ECG - short
term

2 211 Risk Ratio (M-H, Random, 95%
CI)

2.44 [0.62, 9.59]

27.2 abnormal liver function - short
term

1 64 Risk Ratio (M-H, Random, 95%
CI)

4.0 [0.92, 17.40]

27.3 anemia - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.07, 15.26]

27.4 decrease in white blood cell
count and haemoglobin level - short
term

1 64 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.07, 15.30]

27.5 ECG – atrial extrasystole & flat-
tening of T-wave in V6 - short term

1 47 Risk Ratio (M-H, Random, 95%
CI)

6.72 [0.37, 123.33]

27.6 ECG abnormality (1st degree
atrioventricular block)

1 300 Risk Ratio (M-H, Random, 95%
CI)

15.82 [2.12,
118.27]

27.7 high white blood cell count -
short term

1 147 Risk Ratio (M-H, Random, 95%
CI)

1.03 [0.10, 11.09]

27.8 increase in white blood cell
count and haemoglobin level - short
term

1 64 Risk Ratio (M-H, Random, 95%
CI)

0.5 [0.10, 2.54]

27.9 liver function (GPT+) - short
term

1 147 Risk Ratio (M-H, Random, 95%
CI)

0.69 [0.23, 2.02]

27.10 low white blood cell count -
short term

1 147 Risk Ratio (M-H, Random, 95%
CI)

0.17 [0.02, 1.28]
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27.11 prolactin: clinically significant
high levels

1 300 Risk Ratio (M-H, Random, 95%
CI)

12.66 [6.06, 26.45]

27.12 prolonged QTc interval (≥450
msec and ≥10% increase from base-
line) - short term

1 300 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

27.13 rise in alkaline phosphate and
GOT levels - short term

1 64 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 71.00]

27.14 slight T-wave changes on EKG
- short term

1 50 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.15, 6.55]

27.15 ventricular extrasystole - short
term

1 47 Risk Ratio (M-H, Random, 95%
CI)

0.32 [0.01, 7.48]

28 Other adverse events: 11a. Lab
data (skew)

    Other data No numeric data

28.1 weight change     Other data No numeric data

29 Other adverse events: 12. Any se-
rious adverse event

2 1760 Risk Ratio (M-H, Random, 95%
CI)

0.98 [0.68, 1.41]

29.1 short term 1 300 Risk Ratio (M-H, Random, 95%
CI)

0.79 [0.49, 1.28]

29.2 long term 1 1460 Risk Ratio (M-H, Random, 95%
CI)

1.15 [0.78, 1.69]

 
 

Analysis 2.1.   Comparison 2 PERPHENAZINE vs ANY
ANTIPSYCHOTIC, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.1.1 short term  

Amakusa 1973 4/32 5/32 1.91% 0.8[0.24,2.71]

Bennett 1961 0/5 0/20   Not estimable

Dehnel 1968 2/25 2/25 0.86% 1[0.15,6.55]

Eckmann 1984 0/20 0/20   Not estimable

Fruensgaard 1978 5/24 5/23 2.29% 0.96[0.32,2.88]

Hanlon 1965 16/53 157/368 8.83% 0.71[0.46,1.08]

Hoyberg 1993 15/52 14/55 5.63% 1.13[0.61,2.11]

Imai 1980 11/49 7/46 3.48% 1.48[0.63,3.48]

Itoh 1969 3/40 3/40 1.25% 1[0.21,4.66]

Itoh 1969 II 1/43 1/43 0.41% 1[0.06,15.48]

Itoh 1969 III 6/39 6/39 2.52% 1[0.35,2.83]

Itoh 1976 6/51 13/54 3.28% 0.49[0.2,1.19]

Kane 2003 31/146 44/154 9.4% 0.74[0.5,1.11]

Favours perphenazine 200.05 50.2 1 Favours any antipsychotic drugs
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Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Kurihara 1983 11/95 21/191 4.89% 1.05[0.53,2.09]

Kurland 1961 27/31 77/148 14.42% 1.67[1.36,2.06]

Remvig 1987 9/27 5/27 2.92% 1.8[0.69,4.67]

Sun 2000 3/51 3/102 1.21% 2[0.42,9.56]

Takahashi 1982 16/99 12/99 4.81% 1.33[0.67,2.67]

Van Praag 1976 3/15 1/13 0.67% 2.6[0.31,22.05]

Wang 2008c 3/32 1/32 0.63% 3[0.33,27.33]

Woggon 1978 0/20 0/20   Not estimable

Subtotal (95% CI) 949 1551 69.4% 1.09[0.83,1.42]

Total events: 172 (Perphenazine), 377 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.12; Chi2=34.32, df=17(P=0.01); I2=50.46%  

Test for overall effect: Z=0.62(P=0.54)  

   

2.1.2 medium term  

Lepola 1989 12/24 6/23 3.92% 1.92[0.86,4.25]

Subtotal (95% CI) 24 23 3.92% 1.92[0.86,4.25]

Total events: 12 (Perphenazine), 6 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.6(P=0.11)  

   

2.1.3 long term  

CATIE 2005 196/261 893/1199 17.27% 1.01[0.93,1.09]

Naukkarinen 2000 19/30 18/30 9.41% 1.06[0.71,1.57]

Subtotal (95% CI) 291 1229 26.69% 1.01[0.94,1.09]

Total events: 215 (Perphenazine), 911 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.05, df=1(P=0.82); I2=0%  

Test for overall effect: Z=0.26(P=0.8)  

   

Total (95% CI) 1264 2803 100% 1.1[0.92,1.31]

Total events: 399 (Perphenazine), 1294 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.05; Chi2=37.39, df=20(P=0.01); I2=46.51%  

Test for overall effect: Z=1.04(P=0.3)  

Test for subgroup differences: Chi2=2.7, df=1 (P=0.26), I2=26.04%  

Favours perphenazine 200.05 50.2 1 Favours any antipsychotic drugs

 
 

Analysis 2.2.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.2.1 short term  

Amakusa 1973 1/32 0/32 0.94% 3[0.13,71]

Hanlon 1965 2/53 13/368 4.13% 1.07[0.25,4.6]

Hoyberg 1993 6/52 8/55 8.22% 0.79[0.3,2.13]

Itoh 1969 III 4/39 1/39 2% 4[0.47,34.2]

Kane 2003 11/146 22/154 14.5% 0.53[0.27,1.05]

Kurihara 1983 3/95 11/191 5.45% 0.55[0.16,1.92]

Kurland 1961 8/31 16/148 12.63% 2.39[1.12,5.08]

Favours perphenazine 10000.001 100.1 1 Favours any antipsychotic drugs
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Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Takahashi 1982 16/99 12/99 14.28% 1.33[0.67,2.67]

Van Praag 1976 3/15 1/13 2.01% 2.6[0.31,22.05]

Subtotal (95% CI) 562 1099 64.15% 1.13[0.7,1.83]

Total events: 54 (Perphenazine), 84 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.18; Chi2=12.82, df=8(P=0.12); I2=37.6%  

Test for overall effect: Z=0.52(P=0.61)  

   

2.2.2 medium term  

Lepola 1989 1/24 0/23 0.95% 2.88[0.12,67.29]

Subtotal (95% CI) 24 23 0.95% 2.88[0.12,67.29]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.66(P=0.51)  

   

2.2.3 long term  

CATIE 2005 40/261 173/1199 33.2% 1.06[0.77,1.46]

Naukkarinen 2000 2/23 1/23 1.71% 2[0.19,20.55]

Subtotal (95% CI) 284 1222 34.91% 1.07[0.79,1.47]

Total events: 42 (Perphenazine), 174 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.28, df=1(P=0.6); I2=0%  

Test for overall effect: Z=0.45(P=0.65)  

   

Total (95% CI) 870 2344 100% 1.11[0.82,1.52]

Total events: 97 (Perphenazine), 258 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.05; Chi2=13.42, df=11(P=0.27); I2=18.04%  

Test for overall effect: Z=0.69(P=0.49)  

Test for subgroup differences: Chi2=0.4, df=1 (P=0.82), I2=0%  

Favours perphenazine 10000.001 100.1 1 Favours any antipsychotic drugs

 
 

Analysis 2.3.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC, Outcome
3 Leaving the study early: 3. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.3.1 short term  

Amakusa 1973 1/32 0/32 0.42% 3[0.13,71]

Fruensgaard 1978 1/24 1/23 0.57% 0.96[0.06,14.43]

Hoyberg 1993 3/52 2/55 1.36% 1.59[0.28,9.12]

Imai 1980 10/49 7/46 5.4% 1.34[0.56,3.23]

Itoh 1969 2/40 2/40 1.14% 1[0.15,6.76]

Kane 2003 8/146 10/154 5.12% 0.84[0.34,2.08]

Kurihara 1983 7/95 8/191 4.3% 1.76[0.66,4.71]

Subtotal (95% CI) 438 541 18.29% 1.26[0.78,2.03]

Total events: 32 (Perphenazine), 30 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=1.67, df=6(P=0.95); I2=0%  

Test for overall effect: Z=0.94(P=0.35)  

   

2.3.2 medium term  
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Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Lepola 1989 6/24 5/23 3.85% 1.15[0.41,3.25]

Subtotal (95% CI) 24 23 3.85% 1.15[0.41,3.25]

Total events: 6 (Perphenazine), 5 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.26(P=0.79)  

   

2.3.3 long term  

CATIE 2005 65/261 275/1199 75.44% 1.09[0.86,1.37]

Naukkarinen 2000 3/23 5/23 2.43% 0.6[0.16,2.22]

Subtotal (95% CI) 284 1222 77.86% 1.07[0.85,1.34]

Total events: 68 (Perphenazine), 280 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.76, df=1(P=0.38); I2=0%  

Test for overall effect: Z=0.54(P=0.59)  

   

Total (95% CI) 746 1786 100% 1.1[0.9,1.35]

Total events: 106 (Perphenazine), 315 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=2.82, df=9(P=0.97); I2=0%  

Test for overall effect: Z=0.93(P=0.35)  

Test for subgroup differences: Chi2=0.38, df=1 (P=0.83), I2=0%  

Favours perphenazine 10000.001 100.1 1 Favours any antipsychotic drugs

 
 

Analysis 2.4.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 4 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.4.1 short term  

Amakusa 1973 16/32 20/32 5.98% 0.8[0.52,1.24]

Dehnel 1968 4/25 6/25 1.11% 0.67[0.21,2.08]

Eckmann 1984 2/20 16/20 0.82% 0.13[0.03,0.47]

Fruensgaard 1978 8/24 9/23 2.36% 0.85[0.4,1.82]

Hoyberg 1993 22/52 18/55 4.95% 1.29[0.79,2.12]

Imai 1980 24/49 23/46 6.69% 0.98[0.65,1.47]

Itoh 1969 21/40 16/40 5.18% 1.31[0.81,2.12]

Itoh 1969 II 30/43 23/43 8.54% 1.3[0.93,1.83]

Itoh 1969 III 20/39 19/39 5.86% 1.05[0.68,1.64]

Itoh 1976 26/51 30/54 7.96% 0.92[0.64,1.31]

Kane 2003 108/144 110/150 19.26% 1.02[0.89,1.17]

Kurihara 1983 55/95 103/191 14.13% 1.07[0.87,1.33]

Kurland 1961 5/31 46/148 1.98% 0.52[0.22,1.2]

Remvig 1987 1/27 1/27 0.2% 1[0.07,15.18]

Takahashi 1982 42/99 38/99 8.61% 1.11[0.79,1.55]

Woggon 1978 10/20 4/20 1.48% 2.5[0.94,6.66]

Subtotal (95% CI) 791 1012 95.12% 1.03[0.9,1.17]

Total events: 394 (Perphenazine), 482 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.02; Chi2=22.17, df=15(P=0.1); I2=32.34%  

Test for overall effect: Z=0.44(P=0.66)  

   

Favours perphenazine 1000.01 100.1 1 Favours any antipsychotic drugs

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

158



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.4.2 medium term  

Lepola 1989 15/24 12/23 4.88% 1.2[0.73,1.97]

Subtotal (95% CI) 24 23 4.88% 1.2[0.73,1.97]

Total events: 15 (Perphenazine), 12 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.71(P=0.48)  

   

Total (95% CI) 815 1035 100% 1.04[0.92,1.17]

Total events: 409 (Perphenazine), 494 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.02; Chi2=22.47, df=16(P=0.13); I2=28.78%  

Test for overall effect: Z=0.61(P=0.54)  

Test for subgroup differences: Chi2=0.33, df=1 (P=0.57), I2=0%  

Favours perphenazine 1000.01 100.1 1 Favours any antipsychotic drugs

 
 

Analysis 2.5.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 5 Global state: 2. Average endpoint score (CGI-S, high = poor).

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

2.5.1 short term  

Kane 2003 144 3.5 (1.2) 150 3.7 (1.9) 100% -0.2[-0.56,0.16]

Subtotal *** 144   150   100% -0.2[-0.56,0.16]

Heterogeneity: Not applicable  

Test for overall effect: Z=1.1(P=0.27)  

Favours perphenazine 21-2 -1 0 Favours any antipsychotic drugs

 
 

Analysis 2.6.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 6 Mental state: 2a. State - BPRS score reduction ('no e>ect').

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.6.1 less than 20% reduction - short term  

Hoyberg 1993 30/52 39/55 51.68% 0.81[0.61,1.08]

Subtotal (95% CI) 52 55 51.68% 0.81[0.61,1.08]

Total events: 30 (Perphenazine), 39 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.4(P=0.16)  

   

2.6.2 less than 25% reduction - short term  

Wang 2008c 4/32 3/32 17.41% 1.33[0.32,5.49]

Zhang 2010 3/33 2/32 13.06% 1.45[0.26,8.14]

Subtotal (95% CI) 65 64 30.47% 1.38[0.46,4.12]

Total events: 7 (Perphenazine), 5 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.01, df=1(P=0.94); I2=0%  

Favours perphenazine 200.05 50.2 1 Favours any antipsychotic drugs
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Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.58(P=0.56)  

   

2.6.3 less than 30% reduction - short term  

Sun 2000 5/48 3/99 17.85% 3.44[0.86,13.79]

Subtotal (95% CI) 48 99 17.85% 3.44[0.86,13.79]

Total events: 5 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.74(P=0.08)  

   

Total (95% CI) 165 218 100% 1.24[0.61,2.52]

Total events: 42 (Perphenazine), 47 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.23; Chi2=5.25, df=3(P=0.15); I2=42.89%  

Test for overall effect: Z=0.59(P=0.56)  

Test for subgroup differences: Chi2=4.63, df=1 (P=0.1), I2=56.79%  

Favours perphenazine 200.05 50.2 1 Favours any antipsychotic drugs

 
 

Analysis 2.7.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 7 Mental state: 2b. State - BPRS total score (high = poor).

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

2.7.1 short term  

Wang 2008c 32 24.9 (5) 32 23.8 (4.6) 100% 1.1[-1.26,3.46]

Subtotal *** 32   32   100% 1.1[-1.26,3.46]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.92(P=0.36)  

Favours perphenazine 105-10 -5 0 Favours any antipsychotic drugs

 
 

Analysis 2.8.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC, Outcome
8 Mental state: 2c. State - BPRS end score (high = poor, skewed data).

Mental state: 2c. State - BPRS end score (high = poor, skewed data)

Study Intervention Subgroup Mean SD N

medium term

Lepola 1989 Perphenazine Acute schizophrenia 15.5 23.8 7

Lepola 1989 Perphenazine Chronic schizophrenia 30.5 14.4 17

Lepola 1989 Sulpiride Acute schizophrenia 4.0 6.3 10

Lepola 1989 Sulpiride Chronic schizophrenia 26.0 14.4 13

 
 

Analysis 2.9.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC, Outcome
9 Mental state: 2c. State - BPRS end score (high = poor, skewed data).

Mental state: 2c. State - BPRS end score (high = poor, skewed data)

Study Intervention: Mean SD N

long term

Naukkarinen 2000 Perphenazine 12.5 12.6 23
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Mental state: 2c. State - BPRS end score (high = poor, skewed data)

Study Intervention: Mean SD N

Naukkarinen 2000 Olanzapine 11.7 12.6 23

 
 

Analysis 2.10.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 10 Mental state: 2d. State - PANSS score reduction ('no e>ect').

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.10.1 less than 20% reduction - short term  

Hoyberg 1993 30/52 37/55 94.04% 0.86[0.64,1.15]

Subtotal (95% CI) 52 55 94.04% 0.86[0.64,1.15]

Total events: 30 (Perphenazine), 37 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.01(P=0.31)  

   

2.10.2 less than 25% reduction - short term  

Wang 2008b 4/30 2/30 3.16% 2[0.4,10.11]

Subtotal (95% CI) 30 30 3.16% 2[0.4,10.11]

Total events: 4 (Perphenazine), 2 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.84(P=0.4)  

   

2.10.3 less than 40% reduction - short term  

Wang 2008a 3/30 2/34 2.8% 1.7[0.3,9.5]

Subtotal (95% CI) 30 34 2.8% 1.7[0.3,9.5]

Total events: 3 (Perphenazine), 2 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.6(P=0.55)  

   

Total (95% CI) 112 119 100% 0.9[0.67,1.2]

Total events: 37 (Perphenazine), 41 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=1.73, df=2(P=0.42); I2=0%  

Test for overall effect: Z=0.73(P=0.46)  

Test for subgroup differences: Chi2=1.56, df=1 (P=0.46), I2=0%  

Favours perphenazine 200.05 50.2 1 Favours any antipsychotic drugs

 
 

Analysis 2.11.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC, Outcome 11
Mental state: 2e. State - PANSS: mean change/ endpoint from baseline (high = poor).

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

2.11.1 total - short term  

Hoyberg 1993 52 -20 (21.6) 55 -24 (26) 3.91% 4[-5.04,13.04]

Wang 2008b 30 27.7 (3.9) 30 23.4 (4.2) 76.57% 4.21[2.17,6.25]

Zhang 2010 33 47.3 (8.5) 32 45.9 (8.2) 19.53% 1.38[-2.66,5.42]

Subtotal *** 115   117   100% 3.65[1.86,5.43]

Heterogeneity: Tau2=0; Chi2=1.51, df=2(P=0.47); I2=0%  

Favours perphenazine 105-10 -5 0 Favours any antipsychotic drugs
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Study or subgroup Perphenazine Any antipsy-
chotic drugs

Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

Test for overall effect: Z=4.01(P<0.0001)  

   

2.11.2 positive - short term  

Wang 2008b 30 20.4 (1.6) 30 12.1 (2.2) 50.25% 8.23[7.26,9.2]

Zhang 2010 33 10.1 (3.1) 32 9.5 (2.8) 49.75% 0.63[-0.8,2.06]

Subtotal *** 63   62   100% 4.45[-3,11.9]

Heterogeneity: Tau2=28.49; Chi2=74.07, df=1(P<0.0001); I2=98.65%  

Test for overall effect: Z=1.17(P=0.24)  

   

2.11.3 negative - short term  

Wang 2008b 30 9.1 (2.2) 30 7.6 (1.5) 69.34% 1.58[0.64,2.52]

Zhang 2010 33 12 (3.6) 32 11.6 (3.8) 30.66% 0.33[-1.46,2.12]

Subtotal *** 63   62   100% 1.2[0.07,2.33]

Heterogeneity: Tau2=0.25; Chi2=1.47, df=1(P=0.22); I2=32.14%  

Test for overall effect: Z=2.08(P=0.04)  

   

2.11.4 general psychopathology - short term  

Wang 2008b 30 17 (0.3) 30 17.3 (1.1) 100% -0.39[-0.79,0.01]

Subtotal *** 30   30   100% -0.39[-0.79,0.01]

Heterogeneity: Not applicable  

Test for overall effect: Z=1.93(P=0.05)  

Test for subgroup differences: Chi2=25.4, df=1 (P<0.0001), I2=88.19%  

Favours perphenazine 105-10 -5 0 Favours any antipsychotic drugs

 
 

Analysis 2.12.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC, Outcome
12 Mental state: 2f. State - PANSS total change score (high = poor, skewed data).

Mental state: 2f. State - PANSS total change score (high = poor, skewed data)

Study Intervention Mean SD N

short term

Kane 2003 Perphenazine -10.5 21.24 144

Kane 2003 Aripiprazole -9.8 21.07 150

 
 

Analysis 2.13.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC, Outcome
13 Mental state: 2g. State - PANSS total endpoint score (high = poor, skewed data).

Mental state: 2g. State - PANSS total endpoint score (high = poor, skewed data)

Study Intervention Mean SD N

long term

Naukkarinen 2000 Perphenazine 54.5 23.9 23

Naukkarinen 2000 Olanzapine 53.7 23.9 23
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Analysis 2.14.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC, Outcome 14
Behaviour: 1. Behaviour subscale of the Psychiatric Rating Scale: no better or worse.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Itoh 1969 25/40 26/40 30.38% 0.96[0.69,1.34]

Itoh 1969 II 33/43 28/43 44.32% 1.18[0.9,1.55]

Itoh 1969 III 22/39 25/39 25.3% 0.88[0.61,1.26]

   

Total (95% CI) 122 122 100% 1.03[0.86,1.23]

Total events: 80 (Perphenazine), 79 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=1.85, df=2(P=0.4); I2=0%  

Test for overall effect: Z=0.31(P=0.76)  

Favours perphenazine 100.1 50.2 20.5 1 Favours any antipsychotic drugs

 
 

Analysis 2.15.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 15 Adverse events: Extrapyramidal and movement disorders.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.15.1 akathisia - short term  

Amakusa 1973 3/32 4/32 4.56% 0.75[0.18,3.09]

Hanlon 1965 7/53 15/368 8.91% 3.24[1.39,7.58]

Itoh 1969 13/40 8/40 9.93% 1.63[0.76,3.49]

Itoh 1969 II 7/43 12/43 9.12% 0.58[0.25,1.34]

Itoh 1969 III 5/39 4/39 5.56% 1.25[0.36,4.31]

Itoh 1976 15/51 24/54 13.43% 0.66[0.39,1.11]

Kane 2003 13/146 6/154 7.95% 2.29[0.89,5.85]

Kurihara 1983 19/95 50/191 14.25% 0.76[0.48,1.22]

Remvig 1987 8/27 7/27 8.76% 1.14[0.48,2.71]

Takahashi 1982 28/99 33/99 15.01% 0.85[0.56,1.29]

Wang 2008c 7/32 1/32 2.51% 7[0.91,53.68]

Subtotal (95% CI) 657 1079 100% 1.12[0.79,1.58]

Total events: 125 (Perphenazine), 164 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.16; Chi2=21.74, df=10(P=0.02); I2=54%  

Test for overall effect: Z=0.63(P=0.53)  

   

2.15.2 akathisia - medium term  

Lepola 1989 6/24 2/23 100% 2.88[0.64,12.82]

Subtotal (95% CI) 24 23 100% 2.88[0.64,12.82]

Total events: 6 (Perphenazine), 2 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.38(P=0.17)  

   

2.15.3 akathisia - long term  

CATIE 2005 16/241 65/1045 97.28% 1.07[0.63,1.81]

Naukkarinen 2000 1/30 0/30 2.72% 3[0.13,70.83]

Subtotal (95% CI) 271 1075 100% 1.1[0.65,1.85]

Total events: 17 (Perphenazine), 65 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.4, df=1(P=0.53); I2=0%  

Favours perphenazine 2000.005 100.1 1 Favours any antipsychotic drugs
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chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.35(P=0.73)  

   

2.15.4 akinesia - short term  

Hanlon 1965 0/53 2/368 19.94% 1.37[0.07,28.09]

Remvig 1987 2/27 6/27 80.06% 0.33[0.07,1.51]

Subtotal (95% CI) 80 395 100% 0.44[0.11,1.7]

Total events: 2 (Perphenazine), 8 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.67, df=1(P=0.41); I2=0%  

Test for overall effect: Z=1.19(P=0.24)  

   

2.15.5 ataxia - short term  

Amakusa 1973 1/32 1/32 17.36% 1[0.07,15.3]

Itoh 1969 II 3/43 3/43 54.24% 1[0.21,4.68]

Itoh 1969 III 0/39 0/39   Not estimable

Kurihara 1983 1/95 5/191 28.4% 0.4[0.05,3.39]

Subtotal (95% CI) 209 305 100% 0.77[0.25,2.41]

Total events: 5 (Perphenazine), 9 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.51, df=2(P=0.77); I2=0%  

Test for overall effect: Z=0.45(P=0.66)  

   

2.15.6 dyskinesia - short term  

Hanlon 1965 2/53 5/368 8.33% 2.78[0.55,13.96]

Itoh 1969 5/40 9/40 18.56% 0.56[0.2,1.51]

Itoh 1969 II 3/43 2/43 7.29% 1.5[0.26,8.53]

Itoh 1969 III 1/39 5/39 5.14% 0.2[0.02,1.63]

Itoh 1976 7/51 9/54 21.41% 0.82[0.33,2.05]

Kurihara 1983 5/95 20/191 20.15% 0.5[0.19,1.3]

Takahashi 1982 5/99 14/99 19.12% 0.36[0.13,0.95]

Van Praag 1976 0/15 0/13   Not estimable

Subtotal (95% CI) 435 847 100% 0.63[0.39,1.04]

Total events: 28 (Perphenazine), 64 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.08; Chi2=7.31, df=6(P=0.29); I2=17.91%  

Test for overall effect: Z=1.81(P=0.07)  

   

2.15.7 dyskinesia - medium term  

Lepola 1989 1/24 2/23 100% 0.48[0.05,4.93]

Subtotal (95% CI) 24 23 100% 0.48[0.05,4.93]

Total events: 1 (Perphenazine), 2 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.62(P=0.54)  

   

2.15.8 dystonia - short term  

Fruensgaard 1978 0/24 3/23 21.1% 0.14[0.01,2.52]

Hoyberg 1993 7/52 3/55 38.09% 2.47[0.67,9.04]

Takahashi 1982 0/99 1/99 18.98% 0.33[0.01,8.08]

Wang 2008c 7/32 0/32 21.83% 15[0.89,252.09]

Subtotal (95% CI) 207 209 100% 1.36[0.23,8.16]

Total events: 14 (Perphenazine), 7 (Any antipsychotic drugs)  

Heterogeneity: Tau2=1.75; Chi2=6.48, df=3(P=0.09); I2=53.73%  

Test for overall effect: Z=0.34(P=0.74)  
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Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.15.9 extrapyramidal signs - short term  

Fruensgaard 1978 16/24 17/23 100% 0.9[0.62,1.31]

Subtotal (95% CI) 24 23 100% 0.9[0.62,1.31]

Total events: 16 (Perphenazine), 17 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.54(P=0.59)  

   

2.15.10 EPS - short term  

Kane 2003 9/146 5/154 48.71% 1.9[0.65,5.53]

Wang 2008a 8/30 1/34 18.42% 9.07[1.2,68.35]

Zhang 2010 4/33 3/32 32.87% 1.29[0.31,5.33]

Subtotal (95% CI) 209 220 100% 2.23[0.88,5.67]

Total events: 21 (Perphenazine), 9 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.17; Chi2=2.61, df=2(P=0.27); I2=23.45%  

Test for overall effect: Z=1.69(P=0.09)  

   

2.15.11 EPS - long term  

CATIE 2005 15/243 64/1038 100% 1[0.58,1.73]

Subtotal (95% CI) 243 1038 100% 1[0.58,1.73]

Total events: 15 (Perphenazine), 64 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0(P=1)  

   

2.15.12 hyperkinesia - short term  

Hoyberg 1993 10/52 4/55 100% 2.64[0.88,7.91]

Van Praag 1976 0/15 0/13   Not estimable

Subtotal (95% CI) 67 68 100% 2.64[0.88,7.91]

Total events: 10 (Perphenazine), 4 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.74(P=0.08)  

   

2.15.13 myotony - short term  

Sun 2000 10/48 10/99 100% 2.06[0.92,4.62]

Subtotal (95% CI) 48 99 100% 2.06[0.92,4.62]

Total events: 10 (Perphenazine), 10 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.76(P=0.08)  

   

2.15.14 parkinsonism - short term  

Hanlon 1965 8/53 24/368 6.78% 2.31[1.1,4.88]

Itoh 1969 21/40 16/40 13.98% 1.31[0.81,2.12]

Itoh 1969 II 16/43 20/43 13.02% 0.8[0.48,1.32]

Itoh 1969 III 8/39 10/39 5.78% 0.8[0.35,1.81]

Itoh 1976 30/51 28/54 21.99% 1.13[0.8,1.6]

Kurihara 1983 24/95 56/191 17.56% 0.86[0.57,1.3]

Takahashi 1982 41/99 34/99 20.89% 1.21[0.84,1.73]

Subtotal (95% CI) 420 834 100% 1.1[0.89,1.35]

Total events: 148 (Perphenazine), 188 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.02; Chi2=8.12, df=6(P=0.23); I2=26.08%  

Test for overall effect: Z=0.89(P=0.38)  
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  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.15.15 rigidity - short term  

Amakusa 1973 2/32 8/32 29.9% 0.25[0.06,1.09]

Remvig 1987 11/27 5/27 35.69% 2.2[0.88,5.48]

Van Praag 1976 3/15 0/13 17.13% 6.13[0.35,108.58]

Wang 2008c 5/32 0/32 17.28% 11[0.63,191.04]

Subtotal (95% CI) 106 104 100% 1.81[0.38,8.64]

Total events: 21 (Perphenazine), 13 (Any antipsychotic drugs)  

Heterogeneity: Tau2=1.57; Chi2=9.17, df=3(P=0.03); I2=67.29%  

Test for overall effect: Z=0.74(P=0.46)  

   

2.15.16 rigidity - medium term  

Lepola 1989 2/24 3/23 100% 0.64[0.12,3.48]

Subtotal (95% CI) 24 23 100% 0.64[0.12,3.48]

Total events: 2 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.52(P=0.6)  

   

2.15.17 tardive dyskinesia - long term  

CATIE 2005 41/237 118/836 100% 1.23[0.89,1.7]

Subtotal (95% CI) 237 836 100% 1.23[0.89,1.7]

Total events: 41 (Perphenazine), 118 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.23(P=0.22)  

   

2.15.18 tremor - short term  

Amakusa 1973 7/32 11/32 29.19% 0.64[0.28,1.43]

Remvig 1987 11/27 5/27 27.45% 2.2[0.88,5.48]

Sun 2000 10/48 12/99 29.97% 1.72[0.8,3.69]

Wang 2008c 12/32 1/32 13.4% 12[1.66,86.94]

Subtotal (95% CI) 139 190 100% 1.79[0.73,4.39]

Total events: 40 (Perphenazine), 29 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.55; Chi2=9.85, df=3(P=0.02); I2=69.54%  

Test for overall effect: Z=1.26(P=0.21)  

   

2.15.19 tremor - medium term  

Lepola 1989 7/24 5/23 100% 1.34[0.5,3.63]

Subtotal (95% CI) 24 23 100% 1.34[0.5,3.63]

Total events: 7 (Perphenazine), 5 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

   

2.15.20 use of antiparkinsonian drugs - short term  

Dehnel 1968 10/25 19/25 10.54% 0.53[0.31,0.89]

Fruensgaard 1978 16/24 13/23 12.39% 1.18[0.75,1.86]

Hoyberg 1993 17/52 15/55 9.36% 1.2[0.67,2.14]

Itoh 1969 21/40 16/40 11.73% 1.31[0.81,2.12]

Itoh 1969 II 26/43 22/43 14.79% 1.18[0.81,1.73]

Kane 2003 40/146 27/154 13.09% 1.56[1.01,2.41]

Kurihara 1983 51/95 117/191 20.72% 0.88[0.7,1.09]

Woggon 1978 8/20 10/20 7.38% 0.8[0.4,1.6]

Subtotal (95% CI) 445 551 100% 1.04[0.83,1.3]
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Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Total events: 189 (Perphenazine), 239 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.05; Chi2=14.59, df=7(P=0.04); I2=52.03%  

Test for overall effect: Z=0.36(P=0.72)  

   

2.15.21 use of antiparkinsonian drugs - medium term  

Lepola 1989 0/24 3/23 100% 0.14[0.01,2.52]

Subtotal (95% CI) 24 23 100% 0.14[0.01,2.52]

Total events: 0 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.34(P=0.18)  

   

2.15.22 use of antiparkinsonian drugs - long term  

Naukkarinen 2000 3/23 1/23 100% 3[0.34,26.76]

Subtotal (95% CI) 23 23 100% 3[0.34,26.76]

Total events: 3 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.98(P=0.33)  

Favours perphenazine 2000.005 100.1 1 Favours any antipsychotic drugs

 
 

Analysis 2.16.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC, Outcome 16
Adverse events: Movement disorders - TESS total score (high = poor, skewed data).

Adverse events: Movement disorders - TESS total score (high = poor, skewed data)

Study Intervention Mean SD N

short term

Zhang 2010 Perphenazine 5.13 4.21 33

Zhang 2010 Aripiprazole 4.26 3.75 32

 
 

Analysis 2.17.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 17 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.17.1 blurred vision - short term  

Amakusa 1973 0/32 1/32 4.37% 0.33[0.01,7.89]

Itoh 1969 II 2/43 7/43 13.97% 0.29[0.06,1.3]

Itoh 1969 III 0/39 2/39 4.79% 0.2[0.01,4.04]

Itoh 1976 2/51 2/54 9.98% 1.06[0.15,7.24]

Kurihara 1983 2/95 13/191 14.53% 0.31[0.07,1.34]

Sun 2000 15/48 34/99 33.31% 0.91[0.55,1.5]

Takahashi 1982 1/99 0/99 4.31% 3[0.12,72.76]

Wang 2008c 9/32 2/32 14.74% 4.5[1.05,19.22]

Subtotal (95% CI) 439 589 100% 0.8[0.4,1.61]

Total events: 31 (Perphenazine), 61 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.32; Chi2=10.85, df=7(P=0.15); I2=35.47%  

Test for overall effect: Z=0.64(P=0.52)  
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Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

   

2.17.2 dry mouth - short term  

Amakusa 1973 2/32 0/32 3.04% 5[0.25,100.2]

Hoyberg 1993 3/52 0/55 3.15% 7.4[0.39,139.81]

Itoh 1969 1/40 4/40 5.43% 0.25[0.03,2.14]

Itoh 1969 II 7/43 7/43 16.13% 1[0.38,2.61]

Itoh 1969 III 2/39 1/39 4.64% 2[0.19,21.16]

Itoh 1976 10/51 8/54 18.06% 1.32[0.57,3.09]

Kurihara 1983 6/95 20/191 17.5% 0.6[0.25,1.45]

Sun 2000 18/48 14/99 22.82% 2.65[1.44,4.87]

Wang 2008c 6/32 2/32 9.23% 3[0.65,13.76]

Subtotal (95% CI) 432 585 100% 1.43[0.82,2.47]

Total events: 55 (Perphenazine), 56 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.25; Chi2=13.64, df=8(P=0.09); I2=41.34%  

Test for overall effect: Z=1.26(P=0.21)  

   

2.17.3 dry mouth - medium term  

Lepola 1989 2/24 1/23 100% 1.92[0.19,19.73]

Subtotal (95% CI) 24 23 100% 1.92[0.19,19.73]

Total events: 2 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.55(P=0.58)  

   

2.17.4 increased salivation - short term  

Amakusa 1973 2/32 0/32 45.51% 5[0.25,100.2]

Sun 2000 2/48 77/99 54.49% 0.05[0.01,0.21]

Subtotal (95% CI) 80 131 100% 0.42[0,35.79]

Total events: 4 (Perphenazine), 77 (Any antipsychotic drugs)  

Heterogeneity: Tau2=8.94; Chi2=7.33, df=1(P=0.01); I2=86.37%  

Test for overall effect: Z=0.38(P=0.7)  

   

2.17.5 increased salivation - long term  

Naukkarinen 2000 0/30 1/30 100% 0.33[0.01,7.87]

Subtotal (95% CI) 30 30 100% 0.33[0.01,7.87]

Total events: 0 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.17.6 nasal congestion - short term  

Itoh 1969 1/40 0/40 100% 3[0.13,71.51]

Subtotal (95% CI) 40 40 100% 3[0.13,71.51]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  
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Analysis 2.18.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC, Outcome 18 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.18.1 agitation - short term  

Kane 2003 24/146 24/154 100% 1.05[0.63,1.77]

Subtotal (95% CI) 146 154 100% 1.05[0.63,1.77]

Total events: 24 (Perphenazine), 24 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.2(P=0.84)  

   

2.18.2 agitation - long term  

Naukkarinen 2000 3/30 1/30 100% 3[0.33,27.23]

Subtotal (95% CI) 30 30 100% 3[0.33,27.23]

Total events: 3 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.98(P=0.33)  

   

2.18.3 anxiety - short term  

Kane 2003 18/146 16/154 100% 1.19[0.63,2.24]

Subtotal (95% CI) 146 154 100% 1.19[0.63,2.24]

Total events: 18 (Perphenazine), 16 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.53(P=0.6)  

   

2.18.4 anxiety - long term  

Naukkarinen 2000 5/30 4/30 100% 1.25[0.37,4.21]

Subtotal (95% CI) 30 30 100% 1.25[0.37,4.21]

Total events: 5 (Perphenazine), 4 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.36(P=0.72)  

   

2.18.5 depression - short term  

Hoyberg 1993 19/52 15/55 100% 1.34[0.76,2.35]

Subtotal (95% CI) 52 55 100% 1.34[0.76,2.35]

Total events: 19 (Perphenazine), 15 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.02(P=0.31)  

   

2.18.6 drowsiness - short term  

Fruensgaard 1978 5/24 3/23 12.23% 1.6[0.43,5.93]

Itoh 1976 12/51 13/54 31.72% 0.98[0.49,1.94]

Takahashi 1982 10/99 7/99 21.27% 1.43[0.57,3.6]

Van Praag 1976 5/15 10/13 27.17% 0.43[0.2,0.94]

Wang 2008c 2/32 3/32 7.61% 0.67[0.12,3.73]

Subtotal (95% CI) 221 221 100% 0.88[0.53,1.44]

Total events: 34 (Perphenazine), 36 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.08; Chi2=5.38, df=4(P=0.25); I2=25.58%  

Test for overall effect: Z=0.52(P=0.6)  

   

2.18.7 emotional indifference - short term  

Hoyberg 1993 15/52 15/55 100% 1.06[0.58,1.94]

Subtotal (95% CI) 52 55 100% 1.06[0.58,1.94]
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  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Total events: 15 (Perphenazine), 15 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.18(P=0.86)  

   

2.18.8 excitation - short term  

Amakusa 1973 2/32 6/32 22.9% 0.33[0.07,1.53]

Remvig 1987 9/27 7/27 27.32% 1.29[0.56,2.95]

Sun 2000 21/48 2/99 23.69% 21.66[5.29,88.6]

Takahashi 1982 19/99 4/99 26.1% 4.75[1.68,13.46]

Subtotal (95% CI) 206 257 100% 2.59[0.57,11.84]

Total events: 51 (Perphenazine), 19 (Any antipsychotic drugs)  

Heterogeneity: Tau2=2.02; Chi2=20.68, df=3(P=0); I2=85.49%  

Test for overall effect: Z=1.23(P=0.22)  

   

2.18.9 excitation - medium term  

Lepola 1989 4/24 3/23 100% 1.28[0.32,5.1]

Subtotal (95% CI) 24 23 100% 1.28[0.32,5.1]

Total events: 4 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.35(P=0.73)  

   

2.18.10 increased dream activity - short term  

Hoyberg 1993 10/52 7/55 100% 1.51[0.62,3.67]

Subtotal (95% CI) 52 55 100% 1.51[0.62,3.67]

Total events: 10 (Perphenazine), 7 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.91(P=0.36)  

   

2.18.11 insomnia - short term  

Amakusa 1973 9/32 7/32 3.3% 1.29[0.55,3.03]

Hoyberg 1993 7/52 4/55 1.78% 1.85[0.58,5.95]

Itoh 1969 10/40 11/40 4.48% 0.91[0.44,1.9]

Itoh 1969 II 12/43 17/43 6.6% 0.71[0.39,1.29]

Itoh 1969 III 7/39 11/39 3.46% 0.64[0.28,1.47]

Itoh 1976 21/51 23/54 11.92% 0.97[0.62,1.52]

Kane 2003 30/146 37/154 13.43% 0.86[0.56,1.31]

Kurihara 1983 42/95 80/191 30.73% 1.06[0.8,1.4]

Remvig 1987 2/27 6/27 1.07% 0.33[0.07,1.51]

Takahashi 1982 47/99 36/99 21.89% 1.31[0.94,1.82]

Wang 2008c 3/32 5/32 1.34% 0.6[0.16,2.3]

Subtotal (95% CI) 656 766 100% 1.01[0.86,1.18]

Total events: 190 (Perphenazine), 237 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=9.65, df=10(P=0.47); I2=0%  

Test for overall effect: Z=0.1(P=0.92)  

   

2.18.12 insomnia - medium term  

Lepola 1989 1/24 4/23 100% 0.24[0.03,1.99]

Subtotal (95% CI) 24 23 100% 0.24[0.03,1.99]

Total events: 1 (Perphenazine), 4 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.32(P=0.19)  
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Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

   

2.18.13 insomnia - long term  

CATIE 2005 66/261 256/1199 66.5% 1.18[0.94,1.5]

Naukkarinen 2000 7/30 1/30 33.5% 7[0.92,53.47]

Subtotal (95% CI) 291 1229 100% 2.15[0.41,11.29]

Total events: 73 (Perphenazine), 257 (Any antipsychotic drugs)  

Heterogeneity: Tau2=1.06; Chi2=2.95, df=1(P=0.09); I2=66.11%  

Test for overall effect: Z=0.9(P=0.37)  

   

2.18.14 need of additional benzodiazepines - short term  

Dehnel 1968 7/25 14/25 9.57% 0.5[0.24,1.03]

Itoh 1969 10/40 8/40 7.35% 1.25[0.55,2.84]

Itoh 1969 II 3/43 3/43 2.07% 1[0.21,4.68]

Kurihara 1983 48/95 52/97 66.86% 0.94[0.72,1.24]

Woggon 1978 11/20 10/20 14.14% 1.1[0.61,1.99]

Subtotal (95% CI) 223 225 100% 0.93[0.74,1.16]

Total events: 79 (Perphenazine), 87 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=3.7, df=4(P=0.45); I2=0%  

Test for overall effect: Z=0.67(P=0.5)  

   

2.18.15 need of additional benzodiazepines - medium term  

Lepola 1989 5/24 3/23 100% 1.6[0.43,5.93]

Subtotal (95% CI) 24 23 100% 1.6[0.43,5.93]

Total events: 5 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.7(P=0.48)  

   

2.18.16 need of additional benzodiazepines - long term  

Naukkarinen 2000 20/23 22/23 100% 0.91[0.76,1.09]

Subtotal (95% CI) 23 23 100% 0.91[0.76,1.09]

Total events: 20 (Perphenazine), 22 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.03(P=0.3)  

   

2.18.17 restlessness - short term  

Sun 2000 20/48 11/99 100% 3.75[1.96,7.18]

Subtotal (95% CI) 48 99 100% 3.75[1.96,7.18]

Total events: 20 (Perphenazine), 11 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=3.99(P<0.0001)  

   

2.18.18 sleepiness/sedation - short term  

Hoyberg 1993 15/52 14/55 24.85% 1.13[0.61,2.11]

Itoh 1969 8/40 8/40 12.51% 1[0.42,2.4]

Itoh 1969 II 9/43 10/43 15.2% 0.9[0.41,1.99]

Itoh 1969 III 2/39 4/39 3.58% 0.5[0.1,2.57]

Kane 2003 10/146 4/154 7.43% 2.64[0.85,8.22]

Kurihara 1983 11/95 20/191 19.99% 1.11[0.55,2.21]

Remvig 1987 12/27 7/27 16.45% 1.71[0.8,3.68]

Subtotal (95% CI) 442 549 100% 1.19[0.87,1.62]

Total events: 67 (Perphenazine), 67 (Any antipsychotic drugs)  
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Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Heterogeneity: Tau2=0; Chi2=4.53, df=6(P=0.61); I2=0%  

Test for overall effect: Z=1.08(P=0.28)  

   

2.18.19 sleepiness/ sedation - long term  

CATIE 2005 74/261 348/1199 100% 0.98[0.79,1.21]

Subtotal (95% CI) 261 1199 100% 0.98[0.79,1.21]

Total events: 74 (Perphenazine), 348 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.22(P=0.83)  

   

2.18.20 somnolence - short term  

Sun 2000 4/48 23/99 100% 0.36[0.13,0.98]

Subtotal (95% CI) 48 99 100% 0.36[0.13,0.98]

Total events: 4 (Perphenazine), 23 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2(P=0.05)  

   

2.18.21 tension - short term  

Hoyberg 1993 22/52 24/55 100% 0.97[0.63,1.5]

Subtotal (95% CI) 52 55 100% 0.97[0.63,1.5]

Total events: 22 (Perphenazine), 24 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.14(P=0.89)  

Favours perphenazine 10000.001 100.1 1 Favours any antipsychotic drugs

 
 

Analysis 2.19.   Comparison 2 PERPHENAZINE vs ANY
ANTIPSYCHOTIC, Outcome 19 Other adverse events: 3. At least one.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.19.1 short term  

Amakusa 1973 16/32 21/32 2.59% 0.76[0.5,1.17]

Fruensgaard 1978 23/24 17/23 7.2% 1.3[1,1.68]

Hoyberg 1993 43/52 45/55 15.32% 1.01[0.85,1.21]

Itoh 1969 36/40 33/40 15.29% 1.09[0.91,1.3]

Itoh 1969 II 28/43 31/43 5.76% 0.9[0.68,1.2]

Itoh 1969 III 25/39 26/39 4.55% 0.96[0.7,1.33]

Kurihara 1983 70/95 144/191 22.59% 0.98[0.85,1.13]

Takahashi 1982 81/99 80/99 26.6% 1.01[0.89,1.16]

Van Praag 1976 3/15 1/13 0.1% 2.6[0.31,22.05]

Subtotal (95% CI) 439 535 100% 1.02[0.95,1.09]

Total events: 325 (Perphenazine), 398 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=7.86, df=8(P=0.45); I2=0%  

Test for overall effect: Z=0.51(P=0.61)  

   

Total (95% CI) 439 535 100% 1.02[0.95,1.09]

Total events: 325 (Perphenazine), 398 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=7.86, df=8(P=0.45); I2=0%  
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Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.51(P=0.61)  

Favours perphenazine 200.05 50.2 1 Favours any antipsychotic drugs

 
 

Analysis 2.20.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 20 Other adverse events: 4. Cardiovascular.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.20.1 angina pectoris - short term  

Itoh 1976 4/51 8/54 48.02% 0.53[0.17,1.65]

Kurihara 1983 4/95 13/191 51.98% 0.62[0.21,1.85]

Subtotal (95% CI) 146 245 100% 0.57[0.26,1.26]

Total events: 8 (Perphenazine), 21 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.04, df=1(P=0.85); I2=0%  

Test for overall effect: Z=1.38(P=0.17)  

   

2.20.2 bradycardia - long term  

Naukkarinen 2000 1/30 0/30 100% 3[0.13,70.83]

Subtotal (95% CI) 30 30 100% 3[0.13,70.83]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.20.3 dizziness - short term  

Sun 2000 18/48 41/99 100% 0.91[0.59,1.4]

Subtotal (95% CI) 48 99 100% 0.91[0.59,1.4]

Total events: 18 (Perphenazine), 41 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.45(P=0.65)  

   

2.20.4 faintness, dizziness, weakness - short term  

Hoyberg 1993 7/52 8/55 16.15% 0.93[0.36,2.37]

Itoh 1969 5/40 3/40 8.79% 1.67[0.43,6.51]

Itoh 1969 II 0/43 0/43   Not estimable

Itoh 1976 16/51 20/54 33.49% 0.85[0.5,1.45]

Kane 2003 10/146 2/154 7.41% 5.27[1.18,23.66]

Remvig 1987 6/27 4/27 11.78% 1.5[0.48,4.72]

Takahashi 1982 15/99 10/99 22.39% 1.5[0.71,3.18]

Subtotal (95% CI) 458 472 100% 1.27[0.82,1.96]

Total events: 59 (Perphenazine), 47 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.07; Chi2=6.63, df=5(P=0.25); I2=24.6%  

Test for overall effect: Z=1.08(P=0.28)  

   

2.20.5 faintness, dizziness, weakness - long term  

CATIE 2005 29/261 130/1199 100% 1.02[0.7,1.5]

Subtotal (95% CI) 261 1199 100% 1.02[0.7,1.5]

Total events: 29 (Perphenazine), 130 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  
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Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.13(P=0.9)  

   

2.20.6 orthostatic hypotension - short term  

Wang 2008c 1/32 6/32 100% 0.17[0.02,1.31]

Subtotal (95% CI) 32 32 100% 0.17[0.02,1.31]

Total events: 1 (Perphenazine), 6 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.71(P=0.09)  

   

2.20.7 hypotension - long term  

Naukkarinen 2000 0/30 1/30 100% 0.33[0.01,7.87]

Subtotal (95% CI) 30 30 100% 0.33[0.01,7.87]

Total events: 0 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.20.8 lassitude - short term  

Hoyberg 1993 21/52 23/55 68.71% 0.97[0.61,1.52]

Takahashi 1982 15/99 14/99 31.29% 1.07[0.55,2.1]

Subtotal (95% CI) 151 154 100% 1[0.68,1.45]

Total events: 36 (Perphenazine), 37 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.06, df=1(P=0.8); I2=0%  

Test for overall effect: Z=0.01(P=0.99)  

   

2.20.9 palpitations - short term  

Itoh 1976 1/51 9/54 34.34% 0.12[0.02,0.9]

Kurihara 1983 2/95 13/191 65.66% 0.31[0.07,1.34]

Subtotal (95% CI) 146 245 100% 0.22[0.07,0.73]

Total events: 3 (Perphenazine), 22 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.58, df=1(P=0.45); I2=0%  

Test for overall effect: Z=2.48(P=0.01)  

   

2.20.10 tachycardia - short term  

Hoyberg 1993 7/52 13/55 33.69% 0.57[0.25,1.32]

Imai 1980 0/49 1/46 7.39% 0.31[0.01,7.5]

Sun 2000 9/48 72/99 38.67% 0.26[0.14,0.47]

Wang 2008c 5/32 2/32 20.25% 2.5[0.52,11.96]

Subtotal (95% CI) 181 232 100% 0.54[0.21,1.39]

Total events: 21 (Perphenazine), 88 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.5; Chi2=8.03, df=3(P=0.05); I2=62.66%  

Test for overall effect: Z=1.28(P=0.2)  
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Analysis 2.21.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 21 Other adverse events: 5. Central nervous system.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.21.1 confusion - short term  

Takahashi 1982 2/99 3/99 100% 0.67[0.11,3.9]

Subtotal (95% CI) 99 99 100% 0.67[0.11,3.9]

Total events: 2 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.45(P=0.65)  

   

2.21.2 difficulty in concentration - short term  

Hoyberg 1993 25/52 25/55 100% 1.06[0.71,1.58]

Subtotal (95% CI) 52 55 100% 1.06[0.71,1.58]

Total events: 25 (Perphenazine), 25 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.27(P=0.79)  

   

2.21.3 disturbance of consciousness - short term  

Itoh 1969 II 0/43 0/43   Not estimable

Itoh 1969 III 0/39 0/39   Not estimable

Kurihara 1983 0/95 1/191 42.75% 0.67[0.03,16.21]

Takahashi 1982 1/99 1/99 57.25% 1[0.06,15.76]

Subtotal (95% CI) 276 372 100% 0.84[0.1,6.78]

Total events: 1 (Perphenazine), 2 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.04, df=1(P=0.85); I2=0%  

Test for overall effect: Z=0.16(P=0.87)  

   

2.21.4 dysarticulation - short term  

Takahashi 1982 10/99 12/99 100% 0.83[0.38,1.84]

Subtotal (95% CI) 99 99 100% 0.83[0.38,1.84]

Total events: 10 (Perphenazine), 12 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.45(P=0.65)  

   

2.21.5 electroencephalogram (increase) - short term  

Bennett 1961 1/5 7/20 100% 0.57[0.09,3.64]

Subtotal (95% CI) 5 20 100% 0.57[0.09,3.64]

Total events: 1 (Perphenazine), 7 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.59(P=0.55)  

   

2.21.6 headache - short term  

Amakusa 1973 1/32 2/32 2.36% 0.5[0.05,5.24]

Hoyberg 1993 3/52 6/55 7.33% 0.53[0.14,2.01]

Itoh 1969 0/40 1/40 1.3% 0.33[0.01,7.95]

Itoh 1969 II 2/43 1/43 2.33% 2[0.19,21.24]

Itoh 1969 III 1/39 1/39 1.74% 1[0.06,15.43]

Itoh 1976 9/51 12/54 21.7% 0.79[0.37,1.72]

Kane 2003 13/146 25/154 32.75% 0.55[0.29,1.03]

Kurihara 1983 10/95 15/191 22.48% 1.34[0.63,2.87]

Takahashi 1982 3/99 9/99 8% 0.33[0.09,1.19]
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chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 597 707 100% 0.72[0.5,1.03]

Total events: 42 (Perphenazine), 72 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=6.05, df=8(P=0.64); I2=0%  

Test for overall effect: Z=1.79(P=0.07)  

   

2.21.7 headache - long term  

Naukkarinen 2000 5/30 7/30 100% 0.71[0.25,2]

Subtotal (95% CI) 30 30 100% 0.71[0.25,2]

Total events: 5 (Perphenazine), 7 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.64(P=0.52)  

   

2.21.8 hypertonia - long term  

Naukkarinen 2000 1/30 0/30 100% 3[0.13,70.83]

Subtotal (95% CI) 30 30 100% 3[0.13,70.83]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.21.9 paraesthesia - short term  

Amakusa 1973 2/32 0/32 8.39% 5[0.25,100.2]

Hoyberg 1993 2/52 3/55 24.66% 0.71[0.12,4.05]

Itoh 1969 II 2/43 0/43 8.33% 5[0.25,101.18]

Itoh 1969 III 0/39 0/39   Not estimable

Itoh 1976 1/51 2/54 13.42% 0.53[0.05,5.66]

Kurihara 1983 4/95 5/191 45.19% 1.61[0.44,5.85]

Subtotal (95% CI) 312 414 100% 1.37[0.57,3.26]

Total events: 11 (Perphenazine), 10 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=2.68, df=4(P=0.61); I2=0%  

Test for overall effect: Z=0.71(P=0.48)  

   

2.21.10 seizure - short term  

Takahashi 1982 0/99 0/99   Not estimable

Subtotal (95% CI) 99 99 Not estimable

Total events: 0 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

2.21.11 vertigo - short term  

Itoh 1969 III 0/39 1/39 4.72% 0.33[0.01,7.94]

Kurihara 1983 10/95 22/191 95.28% 0.91[0.45,1.85]

Subtotal (95% CI) 134 230 100% 0.87[0.44,1.74]

Total events: 10 (Perphenazine), 23 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.37, df=1(P=0.54); I2=0%  

Test for overall effect: Z=0.39(P=0.7)  
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Analysis 2.22.   Comparison 2 PERPHENAZINE vs ANY
ANTIPSYCHOTIC, Outcome 22 Other adverse events: 6. Endocrine.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.22.1 amenorrhoea (women only) - short term  

Hoyberg 1993 1/15 0/15 100% 3[0.13,68.26]

Subtotal (95% CI) 15 15 100% 3[0.13,68.26]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.69(P=0.49)  

   

2.22.2 amenorrhoea - medium term  

Lepola 1989 1/24 3/23 100% 0.32[0.04,2.85]

Subtotal (95% CI) 24 23 100% 0.32[0.04,2.85]

Total events: 1 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.02(P=0.31)  

   

2.22.3 gynaecomastia - short term  

Hoyberg 1993 0/52 3/55 100% 0.15[0.01,2.85]

Subtotal (95% CI) 52 55 100% 0.15[0.01,2.85]

Total events: 0 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.26(P=0.21)  

   

2.22.4 lactation - short term  

Hoyberg 1993 0/52 2/55 100% 0.21[0.01,4.3]

Subtotal (95% CI) 52 55 100% 0.21[0.01,4.3]

Total events: 0 (Perphenazine), 2 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=1.01(P=0.31)  

   

2.22.5 lactation - medium term  

Lepola 1989 0/24 2/23 100% 0.19[0.01,3.8]

Subtotal (95% CI) 24 23 100% 0.19[0.01,3.8]

Total events: 0 (Perphenazine), 2 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.08(P=0.28)  

   

2.22.6 menorrhagia (women only) - short term  

Hoyberg 1993 1/15 0/15 100% 3[0.13,68.26]

Subtotal (95% CI) 15 15 100% 3[0.13,68.26]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.69(P=0.49)  
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Analysis 2.23.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 23 Other adverse events: 7. Gastrointestinal.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.23.1 constipation - short term  

Amakusa 1973 1/32 2/32 4.94% 0.5[0.05,5.24]

Hoyberg 1993 0/52 7/55 3.61% 0.07[0,1.2]

Itoh 1969 2/40 8/40 9.48% 0.25[0.06,1.11]

Itoh 1969 II 6/43 5/43 13.01% 1.2[0.4,3.64]

Itoh 1969 III 0/39 1/39 2.98% 0.33[0.01,7.94]

Itoh 1976 13/51 10/54 17.71% 1.38[0.66,2.86]

Kurihara 1983 11/95 22/191 18.38% 1.01[0.51,1.99]

Sun 2000 13/48 71/99 21% 0.38[0.23,0.61]

Wang 2008c 5/32 2/32 8.88% 2.5[0.52,11.96]

Subtotal (95% CI) 432 585 100% 0.71[0.4,1.28]

Total events: 51 (Perphenazine), 128 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.36; Chi2=18.83, df=8(P=0.02); I2=57.51%  

Test for overall effect: Z=1.13(P=0.26)  

   

2.23.2 diarrhoea - short term  

Hoyberg 1993 0/52 3/55 100% 0.15[0.01,2.85]

Subtotal (95% CI) 52 55 100% 0.15[0.01,2.85]

Total events: 0 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.26(P=0.21)  

   

2.23.3 diarrhoea - long term  

Naukkarinen 2000 3/30 3/30 100% 1[0.22,4.56]

Subtotal (95% CI) 30 30 100% 1[0.22,4.56]

Total events: 3 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

2.23.4 dyspepsia - short term  

Kane 2003 9/146 16/154 100% 0.59[0.27,1.3]

Subtotal (95% CI) 146 154 100% 0.59[0.27,1.3]

Total events: 9 (Perphenazine), 16 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.3(P=0.19)  

   

2.23.5 gastroenteritis - long term  

Naukkarinen 2000 1/30 0/30 100% 3[0.13,70.83]

Subtotal (95% CI) 30 30 100% 3[0.13,70.83]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.23.6 icterus - short term  

Itoh 1969 II 0/43 1/43 100% 0.33[0.01,7.96]

Itoh 1969 III 0/39 0/39   Not estimable

Kurihara 1983 0/95 0/191   Not estimable

Subtotal (95% CI) 177 273 100% 0.33[0.01,7.96]
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Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Total events: 0 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.23.7 loss of appetite - short term  

Amakusa 1973 4/32 5/32 7.35% 0.8[0.24,2.71]

Itoh 1969 4/40 3/40 5.34% 1.33[0.32,5.58]

Itoh 1969 II 7/43 8/43 12.87% 0.88[0.35,2.2]

Itoh 1969 III 3/39 5/39 5.91% 0.6[0.15,2.34]

Itoh 1976 12/51 14/54 24.43% 0.91[0.46,1.77]

Kurihara 1983 19/95 36/191 44.08% 1.06[0.64,1.75]

Subtotal (95% CI) 300 399 100% 0.96[0.69,1.33]

Total events: 49 (Perphenazine), 71 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.97, df=5(P=0.97); I2=0%  

Test for overall effect: Z=0.27(P=0.79)  

   

2.23.8 nausea and vomiting - short term  

Amakusa 1973 2/32 5/32 6.5% 0.4[0.08,1.91]

Hoyberg 1993 5/52 7/55 13.57% 0.76[0.26,2.23]

Itoh 1969 1/40 0/40 1.58% 3[0.13,71.51]

Itoh 1969 II 0/43 0/43   Not estimable

Itoh 1969 III 3/39 2/39 5.3% 1.5[0.27,8.49]

Itoh 1976 8/51 10/54 22.18% 0.85[0.36,1.98]

Kurihara 1983 18/95 24/191 50.87% 1.51[0.86,2.64]

Subtotal (95% CI) 352 454 100% 1.12[0.75,1.67]

Total events: 37 (Perphenazine), 48 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=4.16, df=5(P=0.53); I2=0%  

Test for overall effect: Z=0.56(P=0.58)  

   

2.23.9 nausea and vomiting - medium term  

Lepola 1989 1/24 3/23 100% 0.32[0.04,2.85]

Subtotal (95% CI) 24 23 100% 0.32[0.04,2.85]

Total events: 1 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.02(P=0.31)  

   

2.23.10 nausea and vomiting - long term  

Naukkarinen 2000 1/30 1/30 100% 1[0.07,15.26]

Subtotal (95% CI) 30 30 100% 1[0.07,15.26]

Total events: 1 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

2.23.11 weight loss - short term  

Amakusa 1973 5/32 0/32 21.87% 11[0.63,191.04]

Hoyberg 1993 6/52 3/55 78.13% 2.12[0.56,8.02]

Subtotal (95% CI) 84 87 100% 3.03[0.75,12.2]

Total events: 11 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.18; Chi2=1.14, df=1(P=0.29); I2=12.37%  

Test for overall effect: Z=1.56(P=0.12)  
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Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.23.12 weight gain - short term  

Amakusa 1973 5/32 1/32 27.77% 5[0.62,40.44]

Hoyberg 1993 10/52 21/55 45.8% 0.5[0.26,0.97]

Wang 2008c 3/32 1/32 26.42% 3[0.33,27.33]

Subtotal (95% CI) 116 119 100% 1.53[0.29,8.1]

Total events: 18 (Perphenazine), 23 (Any antipsychotic drugs)  

Heterogeneity: Tau2=1.47; Chi2=6.33, df=2(P=0.04); I2=68.42%  

Test for overall effect: Z=0.5(P=0.62)  

   

2.23.13 weight gain - long term  

CATIE 2005 29/243 195/1073 100% 0.66[0.46,0.95]

Subtotal (95% CI) 243 1073 100% 0.66[0.46,0.95]

Total events: 29 (Perphenazine), 195 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.26(P=0.02)  

Favours perphenazine 10000.001 100.1 1 Favours any antipsychotic drugs

 
 

Analysis 2.24.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC, Outcome 24 Other adverse events: 8. Skin.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.24.1 cellulitis - long term  

Naukkarinen 2000 0/30 1/30 100% 0.33[0.01,7.87]

Subtotal (95% CI) 30 30 100% 0.33[0.01,7.87]

Total events: 0 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.24.2 eczema - long term  

Naukkarinen 2000 1/30 0/30 100% 3[0.13,70.83]

Subtotal (95% CI) 30 30 100% 3[0.13,70.83]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.24.3 fungal dermatitis - long term  

Naukkarinen 2000 0/30 1/30 100% 0.33[0.01,7.87]

Subtotal (95% CI) 30 30 100% 0.33[0.01,7.87]

Total events: 0 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.24.4 oedema  

Itoh 1976 1/51 0/54 100% 3.17[0.13,76.16]

Subtotal (95% CI) 51 54 100% 3.17[0.13,76.16]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.71(P=0.48)  

Favours perphenazine 10000.001 100.1 1 Favours any antipsychotic drugs

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

180



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews
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Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

   

2.24.5 pruritus - short term  

Hoyberg 1993 3/52 4/55 40.25% 0.79[0.19,3.38]

Itoh 1976 2/51 3/54 27.63% 0.71[0.12,4.05]

Kurihara 1983 2/95 5/191 32.11% 0.8[0.16,4.07]

Subtotal (95% CI) 198 300 100% 0.77[0.31,1.93]

Total events: 7 (Perphenazine), 12 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.01, df=2(P=0.99); I2=0%  

Test for overall effect: Z=0.55(P=0.58)  

   

2.24.6 rash - short term  

Amakusa 1973 0/32 1/32 7.74% 0.33[0.01,7.89]

Hoyberg 1993 2/52 3/55 25.34% 0.71[0.12,4.05]

Itoh 1969 1/40 2/40 13.91% 0.5[0.05,5.3]

Itoh 1969 II 1/43 0/43 7.7% 3[0.13,71.65]

Itoh 1969 III 1/39 1/39 10.35% 1[0.06,15.43]

Itoh 1976 1/51 1/54 10.28% 1.06[0.07,16.48]

Kurihara 1983 2/95 3/191 24.67% 1.34[0.23,7.89]

Subtotal (95% CI) 352 454 100% 0.9[0.37,2.17]

Total events: 8 (Perphenazine), 11 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=1.46, df=6(P=0.96); I2=0%  

Test for overall effect: Z=0.24(P=0.81)  

   

2.24.7 rash - long term  

Naukkarinen 2000 1/30 1/30 100% 1[0.07,15.26]

Subtotal (95% CI) 30 30 100% 1[0.07,15.26]

Total events: 1 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

2.24.8 sweating - short term  

Hoyberg 1993 5/52 8/55 100% 0.66[0.23,1.89]

Subtotal (95% CI) 52 55 100% 0.66[0.23,1.89]

Total events: 5 (Perphenazine), 8 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.77(P=0.44)  

Favours perphenazine 10000.001 100.1 1 Favours any antipsychotic drugs

 
 

Analysis 2.25.   Comparison 2 PERPHENAZINE vs ANY
ANTIPSYCHOTIC, Outcome 25 Other adverse events: 9. Genitourinary.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.25.1 diminished sexual desire  

CATIE 2005 64/261 286/1199 96.83% 1.03[0.81,1.3]

Hoyberg 1993 3/52 3/55 2.22% 1.06[0.22,5.01]

Itoh 1976 0/51 0/54   Not estimable

Kurihara 1983 1/95 2/191 0.94% 1.01[0.09,10.95]
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Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 459 1499 100% 1.03[0.82,1.3]

Total events: 68 (Perphenazine), 291 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0, df=2(P=1); I2=0%  

Test for overall effect: Z=0.24(P=0.81)  

   

2.25.2 ejaculatory dysfunction (men only) - short term  

Hoyberg 1993 1/37 6/40 100% 0.18[0.02,1.43]

Subtotal (95% CI) 37 40 100% 0.18[0.02,1.43]

Total events: 1 (Perphenazine), 6 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.62(P=0.1)  

   

2.25.3 erectile dysfunction (men only) - short term  

Hoyberg 1993 5/37 6/40 100% 0.9[0.3,2.7]

Subtotal (95% CI) 37 40 100% 0.9[0.3,2.7]

Total events: 5 (Perphenazine), 6 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.19(P=0.85)  

   

2.25.4 galactorrhoea - short term  

Hoyberg 1993 0/52 3/55 100% 0.15[0.01,2.85]

Subtotal (95% CI) 52 55 100% 0.15[0.01,2.85]

Total events: 0 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.26(P=0.21)  

   

2.25.5 galactorrhoea/ gynaecomastia - long term  

CATIE 2005 4/261 33/1199 100% 0.56[0.2,1.56]

Subtotal (95% CI) 261 1199 100% 0.56[0.2,1.56]

Total events: 4 (Perphenazine), 33 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.12(P=0.26)  

   

2.25.6 increased sexual desire - short term  

Hoyberg 1993 3/52 3/55 100% 1.06[0.22,5.01]

Itoh 1976 0/51 0/54   Not estimable

Subtotal (95% CI) 103 109 100% 1.06[0.22,5.01]

Total events: 3 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.07(P=0.94)  

   

2.25.7 micturition disturbances - short term  

Itoh 1969 1/40 2/40 18.38% 0.5[0.05,5.3]

Itoh 1969 II 0/43 0/43   Not estimable

Itoh 1969 III 0/39 1/39 10.18% 0.33[0.01,7.94]

Itoh 1976 2/51 2/54 27.7% 1.06[0.15,7.24]

Kurihara 1983 2/95 8/191 43.74% 0.5[0.11,2.32]

Subtotal (95% CI) 268 367 100% 0.59[0.22,1.63]

Total events: 5 (Perphenazine), 13 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.54, df=3(P=0.91); I2=0%  

Test for overall effect: Z=1.02(P=0.31)  
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Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

   

2.25.8 orgastic dysfunction - short term  

Hoyberg 1993 2/52 0/55 100% 5.28[0.26,107.51]

Subtotal (95% CI) 52 55 100% 5.28[0.26,107.51]

Total events: 2 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.08(P=0.28)  

Favours perphenazine 10000.001 100.1 1 Favours any antipsychotic drugs

 
 

Analysis 2.26.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC, Outcome 26 Other adverse events: 10. Others.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.26.1 abdominal pain - medium term  

Lepola 1989 0/24 3/23 100% 0.14[0.01,2.52]

Subtotal (95% CI) 24 23 100% 0.14[0.01,2.52]

Total events: 0 (Perphenazine), 3 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.34(P=0.18)  

   

2.26.2 allergic reaction - long term  

Naukkarinen 2000 0/30 1/30 100% 0.33[0.01,7.87]

Subtotal (95% CI) 30 30 100% 0.33[0.01,7.87]

Total events: 0 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.26.3 back pain - long term  

Naukkarinen 2000 1/30 0/30 100% 3[0.13,70.83]

Subtotal (95% CI) 30 30 100% 3[0.13,70.83]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.26.4 cramps - short term  

Itoh 1969 II 0/43 1/43 50.28% 0.33[0.01,7.96]

Itoh 1969 III 0/39 0/39   Not estimable

Kurihara 1983 0/95 1/191 49.72% 0.67[0.03,16.21]

Subtotal (95% CI) 177 273 100% 0.47[0.05,4.46]

Total events: 0 (Perphenazine), 2 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.09, df=1(P=0.76); I2=0%  

Test for overall effect: Z=0.66(P=0.51)  

   

2.26.5 failing memory - short term  

Hoyberg 1993 12/52 10/55 100% 1.27[0.6,2.68]

Subtotal (95% CI) 52 55 100% 1.27[0.6,2.68]

Total events: 12 (Perphenazine), 10 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  
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Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.62(P=0.53)  

   

2.26.6 muscle pain - short term  

Itoh 1969 1/40 0/40 100% 3[0.13,71.51]

Subtotal (95% CI) 40 40 100% 3[0.13,71.51]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.26.7 sweating - short term  

Amakusa 1973 0/32 2/32 4.43% 0.2[0.01,4.01]

Hoyberg 1993 10/52 11/55 67.52% 0.96[0.45,2.07]

Itoh 1969 II 1/43 1/43 5.31% 1[0.06,15.48]

Itoh 1969 III 0/39 0/39   Not estimable

Itoh 1976 2/51 3/54 13.03% 0.71[0.12,4.05]

Kurihara 1983 1/95 12/191 9.71% 0.17[0.02,1.27]

Subtotal (95% CI) 312 414 100% 0.73[0.39,1.37]

Total events: 14 (Perphenazine), 29 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=3.63, df=4(P=0.46); I2=0%  

Test for overall effect: Z=0.98(P=0.33)  

   

2.26.8 incontinence nocturia - long term  

CATIE 2005 6/261 68/1199 100% 0.41[0.18,0.92]

Subtotal (95% CI) 261 1199 100% 0.41[0.18,0.92]

Total events: 6 (Perphenazine), 68 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.15(P=0.03)  

   

2.26.9 urinary hesitancy, dry mouth, constipation - long term  

CATIE 2005 57/261 305/1199 100% 0.86[0.67,1.1]

Subtotal (95% CI) 261 1199 100% 0.86[0.67,1.1]

Total events: 57 (Perphenazine), 305 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.2(P=0.23)  

   

2.26.10 suicide attempt - long term  

CATIE 2005 1/261 6/1199 100% 0.77[0.09,6.33]

Subtotal (95% CI) 261 1199 100% 0.77[0.09,6.33]

Total events: 1 (Perphenazine), 6 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.25(P=0.8)  

   

2.26.11 psychosis - short term  

Kane 2003 9/146 15/154 100% 0.63[0.29,1.4]

Subtotal (95% CI) 146 154 100% 0.63[0.29,1.4]

Total events: 9 (Perphenazine), 15 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.13(P=0.26)  
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Analysis 2.27.   Comparison 2 PERPHENAZINE vs ANY
ANTIPSYCHOTIC, Outcome 27 Other adverse events: 11. Lab data.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.27.1 abnormal EKG/ ECG - short term  

Sun 2000 17/48 22/99 71.19% 1.59[0.94,2.71]

Wang 2008c 7/32 1/32 28.81% 7[0.91,53.68]

Subtotal (95% CI) 80 131 100% 2.44[0.62,9.59]

Total events: 24 (Perphenazine), 23 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.61; Chi2=2.06, df=1(P=0.15); I2=51.45%  

Test for overall effect: Z=1.28(P=0.2)  

   

2.27.2 abnormal liver function - short term  

Wang 2008c 8/32 2/32 100% 4[0.92,17.4]

Subtotal (95% CI) 32 32 100% 4[0.92,17.4]

Total events: 8 (Perphenazine), 2 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.85(P=0.06)  

   

2.27.3 anemia - long term  

Naukkarinen 2000 1/30 1/30 100% 1[0.07,15.26]

Subtotal (95% CI) 30 30 100% 1[0.07,15.26]

Total events: 1 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

2.27.4 decrease in white blood cell count and haemoglobin level -
short term

 

Amakusa 1973 1/32 1/32 100% 1[0.07,15.3]

Subtotal (95% CI) 32 32 100% 1[0.07,15.3]

Total events: 1 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

2.27.5 ECG – atrial extrasystole & flattening of T-wave in V6 - short
term

 

Fruensgaard 1978 3/24 0/23 100% 6.72[0.37,123.33]

Subtotal (95% CI) 24 23 100% 6.72[0.37,123.33]

Total events: 3 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.28(P=0.2)  

   

2.27.6 ECG abnormality (1st degree atrioventricular block)  

Kane 2003 15/146 1/154 100% 15.82[2.12,118.27]

Subtotal (95% CI) 146 154 100% 15.82[2.12,118.27]

Total events: 15 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.69(P=0.01)  

   

2.27.7 high white blood cell count - short term  

Sun 2000 1/48 2/99 100% 1.03[0.1,11.09]

Subtotal (95% CI) 48 99 100% 1.03[0.1,11.09]

Total events: 1 (Perphenazine), 2 (Any antipsychotic drugs)  
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chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Heterogeneity: Not applicable  

Test for overall effect: Z=0.03(P=0.98)  

   

2.27.8 increase in white blood cell count and haemoglobin level - short
term

 

Amakusa 1973 2/32 4/32 100% 0.5[0.1,2.54]

Subtotal (95% CI) 32 32 100% 0.5[0.1,2.54]

Total events: 2 (Perphenazine), 4 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.84(P=0.4)  

   

2.27.9 liver function (GPT+) - short term  

Sun 2000 4/48 12/99 100% 0.69[0.23,2.02]

Subtotal (95% CI) 48 99 100% 0.69[0.23,2.02]

Total events: 4 (Perphenazine), 12 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.27.10 low white blood cell count - short term  

Sun 2000 1/48 12/99 100% 0.17[0.02,1.28]

Subtotal (95% CI) 48 99 100% 0.17[0.02,1.28]

Total events: 1 (Perphenazine), 12 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.72(P=0.09)  

   

2.27.11 prolactin: clinically significant high levels  

Kane 2003 84/146 7/154 100% 12.66[6.06,26.45]

Subtotal (95% CI) 146 154 100% 12.66[6.06,26.45]

Total events: 84 (Perphenazine), 7 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=6.75(P<0.0001)  

   

2.27.12 prolonged QTc interval (≥450 msec and ≥10% increase from
baseline) - short term

 

Kane 2003 0/146 0/154   Not estimable

Subtotal (95% CI) 146 154 Not estimable

Total events: 0 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

2.27.13 rise in alkaline phosphate and GOT levels - short term  

Amakusa 1973 1/32 0/32 100% 3[0.13,71]

Subtotal (95% CI) 32 32 100% 3[0.13,71]

Total events: 1 (Perphenazine), 0 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

2.27.14 slight T-wave changes on EKG - short term  

Dehnel 1968 2/25 2/25 100% 1[0.15,6.55]

Subtotal (95% CI) 25 25 100% 1[0.15,6.55]

Total events: 2 (Perphenazine), 2 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  
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Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Not applicable  

   

2.27.15 ventricular extrasystole - short term  

Fruensgaard 1978 0/24 1/23 100% 0.32[0.01,7.48]

Subtotal (95% CI) 24 23 100% 0.32[0.01,7.48]

Total events: 0 (Perphenazine), 1 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.71(P=0.48)  

Test for subgroup differences: Chi2=42.53, df=1 (P<0.0001), I2=69.44%  

Favours perphenazine 2000.005 100.1 1 Favours any antipsychotic drugs

 
 

Analysis 2.28.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 28 Other adverse events: 11a. Lab data (skew).

Other adverse events: 11a. Lab data (skew)

Study Intervention Mean SD N

weight change

Naukkarinen 2000 Perphenazine 0.37 3.19 23

Naukkarinen 2000 Olanzapine 2.63 4.97 23

 
 

Analysis 2.29.   Comparison 2 PERPHENAZINE vs ANY ANTIPSYCHOTIC,
Outcome 29 Other adverse events: 12. Any serious adverse event.

Study or subgroup Perphenazine Any antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.29.1 short term  

Kane 2003 24/146 32/154 42.4% 0.79[0.49,1.28]

Subtotal (95% CI) 146 154 42.4% 0.79[0.49,1.28]

Total events: 24 (Perphenazine), 32 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.96(P=0.34)  

   

2.29.2 long term  

CATIE 2005 29/261 116/1199 57.6% 1.15[0.78,1.69]

Subtotal (95% CI) 261 1199 57.6% 1.15[0.78,1.69]

Total events: 29 (Perphenazine), 116 (Any antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.71(P=0.48)  

   

Total (95% CI) 407 1353 100% 0.98[0.68,1.41]

Total events: 53 (Perphenazine), 148 (Any antipsychotic drugs)  

Heterogeneity: Tau2=0.02; Chi2=1.42, df=1(P=0.23); I2=29.48%  

Test for overall effect: Z=0.11(P=0.92)  

Test for subgroup differences: Chi2=1.42, df=1 (P=0.23), I2=29.46%  
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Comparison 3.   PERPHENAZINE vs ANY ANTIPSYCHOTIC (ACUTE)

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Dichotomous outcomes for acute partici-
pants

7   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

1.1 Leaving the study early: 1. Any reason 7 447 Risk Ratio (M-H, Random,
95% CI)

1.25 [1.06, 1.47]

1.2 Leaving the study early: 2. Due to ad-
verse events

3 314 Risk Ratio (M-H, Random,
95% CI)

1.55 [0.72, 3.34]

1.3 Leaving the study early: 3. Due to re-
lapse/ worsening or no improvement

2 129 Risk Ratio (M-H, Random,
95% CI)

1.46 [0.34, 6.26]

1.4 Global state: 1. Change over time - no
better or deterioration

5 240 Risk Ratio (M-H, Random,
95% CI)

0.87 [0.27, 2.82]

1.5 Mental state: 1. State - less than 20%
BPRS reduction ('no effect')

1 107 Risk Ratio (M-H, Random,
95% CI)

0.81 [0.61, 1.08]

1.6 Mental state: 2. State - less than 20%
PANSS reduction ('no effect')

1 107 Risk Ratio (M-H, Random,
95% CI)

0.86 [0.64, 1.15]

1.7 Adverse events: 1. Movement disorders
- dystonia

2 129 Risk Ratio (M-H, Random,
95% CI)

1.11 [0.12, 10.02]

1.8 Adverse events: 2. Movement disorders
- extrapyramidal signs

1 22 Risk Ratio (M-H, Random,
95% CI)

0.86 [0.39, 1.88]

1.9 Adverse events: 3. Movement disorders
- use of antiparkinson drugs

2 129 Risk Ratio (M-H, Random,
95% CI)

1.07 [0.65, 1.76]

1.10 Adverse events: 4. Movement disor-
ders - hyperkinesia

2 135 Risk Ratio (M-H, Random,
95% CI)

2.64 [0.88, 7.91]

1.11 Other adverse events: 5. Anticholiner-
gic - dry mouth

1 107 Risk Ratio (M-H, Random,
95% CI)

7.40 [0.39,
139.81]

1.12 Other adverse events: 6. Arousal -
drowsiness

2 50 Risk Ratio (M-H, Random,
95% CI)

1.01 [0.12, 8.33]

1.13 Other adverse events: 7. Arousal - in-
somnia

2 161 Risk Ratio (M-H, Random,
95% CI)

0.84 [0.16, 4.50]

1.14 Other adverse events: 8. Arousal -
need of additional benzodiazepines

1 17 Risk Ratio (M-H, Random,
95% CI)

0.71 [0.35, 1.46]

1.15 Other adverse events: 9. Arousal -
sleepiness/sedation

2 161 Risk Ratio (M-H, Random,
95% CI)

1.19 [0.71, 2.00]

1.16 Other adverse events: 10. Arousal -
tension

1 107 Risk Ratio (M-H, Random,
95% CI)

0.97 [0.63, 1.50]

1.17 Other adverse events: 11. At least one 3 157 Risk Ratio (M-H, Random,
95% CI)

1.04 [0.88, 1.23]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1.18 Other adverse events: 12. Cardiovas-
cular - faintness, dizziness, weakness

2 161 Risk Ratio (M-H, Random,
95% CI)

1.12 [0.54, 2.33]

1.19 Other adverse events: 13. Cardiovas-
cular - lassitude

1 107 Risk Ratio (M-H, Random,
95% CI)

0.97 [0.61, 1.52]

1.20 Other adverse events: 14. Cardiovas-
cular - tachycardia

1 107 Risk Ratio (M-H, Random,
95% CI)

0.57 [0.25, 1.32]

1.21 Other adverse events: 15. Central ner-
vous system - difficulty in concentration

1 107 Risk Ratio (M-H, Random,
95% CI)

1.06 [0.71, 1.58]

1.22 Other adverse events: 16. Central ner-
vous system - headache

1 107 Risk Ratio (M-H, Random,
95% CI)

0.53 [0.14, 2.01]

1.23 Other adverse events: 17. Central ner-
vous system - paraesthesia

1 107 Risk Ratio (M-H, Random,
95% CI)

0.71 [0.12, 4.05]

1.24 Other adverse events: 18. Gastroin-
testinal - constipation

1 107 Risk Ratio (M-H, Random,
95% CI)

0.07 [0.00, 1.20]

1.25 Other adverse events: 19. Gastroin-
testinal - diarrhoea

1 107 Risk Ratio (M-H, Random,
95% CI)

0.15 [0.01, 2.85]

1.26 Other adverse events: 20. Gastroin-
testinal - nausea and vomiting

2 154 Risk Ratio (M-H, Random,
95% CI)

0.64 [0.24, 1.68]

1.27 Other adverse events: 21. Gastroin-
testinal - weight loss

1 107 Risk Ratio (M-H, Random,
95% CI)

2.12 [0.56, 8.02]

1.28 Other adverse events: 22. Gastroin-
testinal - weight gain

1 107 Risk Ratio (M-H, Random,
95% CI)

0.50 [0.26, 0.97]

1.29 Other adverse events: 23. Skin - pruri-
tus

1 107 Risk Ratio (M-H, Random,
95% CI)

0.79 [0.19, 3.38]

1.30 Other adverse events: 24. Skin - rash 1 107 Risk Ratio (M-H, Random,
95% CI)

0.71 [0.12, 4.05]

1.31 Other adverse events: 25. Skin - sweat-
ing

1 107 Risk Ratio (M-H, Random,
95% CI)

0.66 [0.23, 1.89]

1.32 Other adverse events: 26. Genitouri-
nary - diminished sexual desire

1 107 Risk Ratio (M-H, Random,
95% CI)

1.06 [0.22, 5.01]

1.33 Other adverse events: 27. Genitouri-
nary - ejaculatory dysfunction (men only)

1 77 Risk Ratio (M-H, Random,
95% CI)

0.18 [0.02, 1.43]

1.34 Other adverse events: 28. Genitouri-
nary - erectile dysfunction (men only)

1 77 Risk Ratio (M-H, Random,
95% CI)

0.90 [0.30, 2.70]

1.35 Other adverse events: 29. Genitouri-
nary - galactorrhoea

1 107 Risk Ratio (M-H, Random,
95% CI)

0.15 [0.01, 2.85]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1.36 Other adverse events: 30. Genitouri-
nary - increased sexual desire

1 107 Risk Ratio (M-H, Random,
95% CI)

1.06 [0.22, 5.01]

1.37 Other adverse events: 31. Genitouri-
nary - orgastic dysfunction

1 107 Risk Ratio (M-H, Random,
95% CI)

5.28 [0.26,
107.51]

1.38 Other adverse events: 32. Others - ab-
dominal pain

1 47 Risk Ratio (M-H, Random,
95% CI)

0.14 [0.01, 2.52]

1.39 Other adverse events: 33. Others - fail-
ing memory

1 107 Risk Ratio (M-H, Random,
95% CI)

1.27 [0.60, 2.68]

1.40 Other adverse events: 34. Others -
sweating

1 107 Risk Ratio (M-H, Random,
95% CI)

0.96 [0.45, 2.07]

2 Continuous outcomes for acute partici-
pants

1   Mean Difference (IV, Ran-
dom, 95% CI)

Subtotals only

2.1 Mental state: 1. State - PANSS: mean
change from baseline to endpoint

1 107 Mean Difference (IV, Ran-
dom, 95% CI)

4.0 [-5.04, 13.04]

 
 

Analysis 3.1.   Comparison 3 PERPHENAZINE vs ANY ANTIPSYCHOTIC
(ACUTE), Outcome 1 Dichotomous outcomes for acute participants.

Study or subgroup Perphenazine Other antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

3.1.1 Leaving the study early: 1. Any reason  

Eckmann 1984 0/20 0/20   Not estimable

Fruensgaard 1978 2/10 3/12 1.04% 0.8[0.16,3.88]

Hoyberg 1993 15/52 14/55 6.7% 1.13[0.61,2.11]

Kurland 1961 27/31 104/148 88.31% 1.24[1.04,1.47]

Lepola 1989 2/7 1/10 0.54% 2.86[0.32,25.72]

Remvig 1987 9/27 5/27 2.85% 1.8[0.69,4.67]

Van Praag 1976 3/15 1/13 0.57% 2.6[0.31,22.05]

Subtotal (95% CI) 162 285 100% 1.25[1.06,1.47]

Total events: 58 (Perphenazine), 128 (Other antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=2.11, df=5(P=0.83); I2=0%  

Test for overall effect: Z=2.72(P=0.01)  

   

3.1.2 Leaving the study early: 2. Due to adverse events  

Hoyberg 1993 6/52 8/55 37.48% 0.79[0.3,2.13]

Kurland 1961 8/31 17/148 51.09% 2.25[1.07,4.74]

Van Praag 1976 3/15 1/13 11.44% 2.6[0.31,22.05]

Subtotal (95% CI) 98 216 100% 1.55[0.72,3.34]

Total events: 17 (Perphenazine), 26 (Other antipsychotic drugs)  

Heterogeneity: Tau2=0.16; Chi2=2.97, df=2(P=0.23); I2=32.71%  

Test for overall effect: Z=1.11(P=0.27)  

   

Favours perphenazine 10000.001 100.1 1 Favours other antipsychotic drugs

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

190



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Study or subgroup Perphenazine Other antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

3.1.3 Leaving the study early: 3. Due to relapse/ worsening or no im-
provement

 

Fruensgaard 1978 1/10 1/12 30.46% 1.2[0.09,16.84]

Hoyberg 1993 3/52 2/55 69.54% 1.59[0.28,9.12]

Subtotal (95% CI) 62 67 100% 1.46[0.34,6.26]

Total events: 4 (Perphenazine), 3 (Other antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.03, df=1(P=0.86); I2=0%  

Test for overall effect: Z=0.51(P=0.61)  

   

3.1.4 Global state: 1. Change over time - no better or deterioration  

Eckmann 1984 2/20 16/20 22.89% 0.13[0.03,0.47]

Fruensgaard 1978 1/10 1/12 12.33% 1.2[0.09,16.84]

Hoyberg 1993 22/52 18/55 30.61% 1.29[0.79,2.12]

Lepola 1989 4/7 2/10 22.27% 2.86[0.71,11.54]

Remvig 1987 1/27 1/27 11.89% 1[0.07,15.18]

Subtotal (95% CI) 116 124 100% 0.87[0.27,2.82]

Total events: 30 (Perphenazine), 38 (Other antipsychotic drugs)  

Heterogeneity: Tau2=1.12; Chi2=13.71, df=4(P=0.01); I2=70.83%  

Test for overall effect: Z=0.23(P=0.81)  

   

3.1.5 Mental state: 1. State - less than 20% BPRS reduction ('no effect')  

Hoyberg 1993 30/52 39/55 100% 0.81[0.61,1.08]

Subtotal (95% CI) 52 55 100% 0.81[0.61,1.08]

Total events: 30 (Perphenazine), 39 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.4(P=0.16)  

   

3.1.6 Mental state: 2. State - less than 20% PANSS reduction ('no ef-
fect')

 

Hoyberg 1993 30/52 37/55 100% 0.86[0.64,1.15]

Subtotal (95% CI) 52 55 100% 0.86[0.64,1.15]

Total events: 30 (Perphenazine), 37 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.01(P=0.31)  

   

3.1.7 Adverse events: 1. Movement disorders - dystonia  

Fruensgaard 1978 0/10 2/12 34.02% 0.24[0.01,4.42]

Hoyberg 1993 7/52 3/55 65.98% 2.47[0.67,9.04]

Subtotal (95% CI) 62 67 100% 1.11[0.12,10.02]

Total events: 7 (Perphenazine), 5 (Other antipsychotic drugs)  

Heterogeneity: Tau2=1.47; Chi2=2.1, df=1(P=0.15); I2=52.4%  

Test for overall effect: Z=0.09(P=0.93)  

   

3.1.8 Adverse events: 2. Movement disorders - extrapyramidal signs  

Fruensgaard 1978 5/10 7/12 100% 0.86[0.39,1.88]

Subtotal (95% CI) 10 12 100% 0.86[0.39,1.88]

Total events: 5 (Perphenazine), 7 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.39(P=0.7)  

   

3.1.9 Adverse events: 3. Movement disorders - use of antiparkinson
drugs
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Study or subgroup Perphenazine Other antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Fruensgaard 1978 4/10 6/12 27.4% 0.8[0.31,2.06]

Hoyberg 1993 17/52 15/55 72.6% 1.2[0.67,2.14]

Subtotal (95% CI) 62 67 100% 1.07[0.65,1.76]

Total events: 21 (Perphenazine), 21 (Other antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.51, df=1(P=0.47); I2=0%  

Test for overall effect: Z=0.28(P=0.78)  

   

3.1.10 Adverse events: 4. Movement disorders - hyperkinesia  

Hoyberg 1993 10/52 4/55 100% 2.64[0.88,7.91]

Van Praag 1976 0/15 0/13   Not estimable

Subtotal (95% CI) 67 68 100% 2.64[0.88,7.91]

Total events: 10 (Perphenazine), 4 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.74(P=0.08)  

   

3.1.11 Other adverse events: 5. Anticholinergic - dry mouth  

Hoyberg 1993 3/52 0/55 100% 7.4[0.39,139.81]

Subtotal (95% CI) 52 55 100% 7.4[0.39,139.81]

Total events: 3 (Perphenazine), 0 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.33(P=0.18)  

   

3.1.12 Other adverse events: 6. Arousal - drowsiness  

Fruensgaard 1978 3/10 1/12 39.77% 3.6[0.44,29.45]

Van Praag 1976 5/15 10/13 60.23% 0.43[0.2,0.94]

Subtotal (95% CI) 25 25 100% 1.01[0.12,8.33]

Total events: 8 (Perphenazine), 11 (Other antipsychotic drugs)  

Heterogeneity: Tau2=1.78; Chi2=3.72, df=1(P=0.05); I2=73.1%  

Test for overall effect: Z=0.01(P=1)  

   

3.1.13 Other adverse events: 7. Arousal - insomnia  

Hoyberg 1993 7/52 4/55 54.02% 1.85[0.58,5.95]

Remvig 1987 2/27 6/27 45.98% 0.33[0.07,1.51]

Subtotal (95% CI) 79 82 100% 0.84[0.16,4.5]

Total events: 9 (Perphenazine), 10 (Other antipsychotic drugs)  

Heterogeneity: Tau2=1; Chi2=3.11, df=1(P=0.08); I2=67.84%  

Test for overall effect: Z=0.2(P=0.84)  

   

3.1.14 Other adverse events: 8. Arousal - need of additional benzodi-
azepines

 

Lepola 1989 4/7 8/10 100% 0.71[0.35,1.46]

Subtotal (95% CI) 7 10 100% 0.71[0.35,1.46]

Total events: 4 (Perphenazine), 8 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.93(P=0.35)  

   

3.1.15 Other adverse events: 9. Arousal - sleepiness/sedation  

Hoyberg 1993 15/52 14/55 68.37% 1.13[0.61,2.11]

Remvig 1987 8/27 6/27 31.63% 1.33[0.53,3.33]

Subtotal (95% CI) 79 82 100% 1.19[0.71,2]

Total events: 23 (Perphenazine), 20 (Other antipsychotic drugs)  
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Study or subgroup Perphenazine Other antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Heterogeneity: Tau2=0; Chi2=0.08, df=1(P=0.77); I2=0%  

Test for overall effect: Z=0.67(P=0.5)  

   

3.1.16 Other adverse events: 10. Arousal - tension  

Hoyberg 1993 22/52 24/55 100% 0.97[0.63,1.5]

Subtotal (95% CI) 52 55 100% 0.97[0.63,1.5]

Total events: 22 (Perphenazine), 24 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.14(P=0.89)  

   

3.1.17 Other adverse events: 11. At least one  

Fruensgaard 1978 8/10 7/12 8.66% 1.37[0.78,2.42]

Hoyberg 1993 43/52 45/55 90.73% 1.01[0.85,1.21]

Van Praag 1976 3/15 1/13 0.62% 2.6[0.31,22.05]

Subtotal (95% CI) 77 80 100% 1.04[0.88,1.23]

Total events: 54 (Perphenazine), 53 (Other antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=1.95, df=2(P=0.38); I2=0%  

Test for overall effect: Z=0.5(P=0.62)  

   

3.1.18 Other adverse events: 12. Cardiovascular - faintness, dizziness,
weakness

 

Hoyberg 1993 7/52 8/55 59.79% 0.93[0.36,2.37]

Remvig 1987 6/27 4/27 40.21% 1.5[0.48,4.72]

Subtotal (95% CI) 79 82 100% 1.12[0.54,2.33]

Total events: 13 (Perphenazine), 12 (Other antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.41, df=1(P=0.52); I2=0%  

Test for overall effect: Z=0.31(P=0.75)  

   

3.1.19 Other adverse events: 13. Cardiovascular - lassitude  

Hoyberg 1993 21/52 23/55 100% 0.97[0.61,1.52]

Subtotal (95% CI) 52 55 100% 0.97[0.61,1.52]

Total events: 21 (Perphenazine), 23 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.15(P=0.88)  

   

3.1.20 Other adverse events: 14. Cardiovascular - tachycardia  

Hoyberg 1993 7/52 13/55 100% 0.57[0.25,1.32]

Subtotal (95% CI) 52 55 100% 0.57[0.25,1.32]

Total events: 7 (Perphenazine), 13 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.32(P=0.19)  

   

3.1.21 Other adverse events: 15. Central nervous system - difficulty in
concentration

 

Hoyberg 1993 25/52 25/55 100% 1.06[0.71,1.58]

Subtotal (95% CI) 52 55 100% 1.06[0.71,1.58]

Total events: 25 (Perphenazine), 25 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.27(P=0.79)  

   

3.1.22 Other adverse events: 16. Central nervous system - headache  

Hoyberg 1993 3/52 6/55 100% 0.53[0.14,2.01]
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Study or subgroup Perphenazine Other antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 52 55 100% 0.53[0.14,2.01]

Total events: 3 (Perphenazine), 6 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.94(P=0.35)  

   

3.1.23 Other adverse events: 17. Central nervous system - paraesthe-
sia

 

Hoyberg 1993 2/52 3/55 100% 0.71[0.12,4.05]

Subtotal (95% CI) 52 55 100% 0.71[0.12,4.05]

Total events: 2 (Perphenazine), 3 (Other antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.39(P=0.7)  

   

3.1.24 Other adverse events: 18. Gastrointestinal - constipation  

Hoyberg 1993 0/52 7/55 100% 0.07[0,1.2]

Subtotal (95% CI) 52 55 100% 0.07[0,1.2]

Total events: 0 (Perphenazine), 7 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.83(P=0.07)  

   

3.1.25 Other adverse events: 19. Gastrointestinal - diarrhoea  

Hoyberg 1993 0/52 3/55 100% 0.15[0.01,2.85]

Subtotal (95% CI) 52 55 100% 0.15[0.01,2.85]

Total events: 0 (Perphenazine), 3 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.26(P=0.21)  

   

3.1.26 Other adverse events: 20. Gastrointestinal - nausea and vomit-
ing

 

Hoyberg 1993 5/52 7/55 80.34% 0.76[0.26,2.23]

Lepola 1989 1/24 3/23 19.66% 0.32[0.04,2.85]

Subtotal (95% CI) 76 78 100% 0.64[0.24,1.68]

Total events: 6 (Perphenazine), 10 (Other antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0.48, df=1(P=0.49); I2=0%  

Test for overall effect: Z=0.91(P=0.36)  

   

3.1.27 Other adverse events: 21. Gastrointestinal - weight loss  

Hoyberg 1993 6/52 3/55 100% 2.12[0.56,8.02]

Subtotal (95% CI) 52 55 100% 2.12[0.56,8.02]

Total events: 6 (Perphenazine), 3 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.1(P=0.27)  

   

3.1.28 Other adverse events: 22. Gastrointestinal - weight gain  

Hoyberg 1993 10/52 21/55 100% 0.5[0.26,0.97]

Subtotal (95% CI) 52 55 100% 0.5[0.26,0.97]

Total events: 10 (Perphenazine), 21 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.07(P=0.04)  

   

3.1.29 Other adverse events: 23. Skin - pruritus  

Hoyberg 1993 3/52 4/55 100% 0.79[0.19,3.38]
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Study or subgroup Perphenazine Other antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 52 55 100% 0.79[0.19,3.38]

Total events: 3 (Perphenazine), 4 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.31(P=0.75)  

   

3.1.30 Other adverse events: 24. Skin - rash  

Hoyberg 1993 2/52 3/55 100% 0.71[0.12,4.05]

Subtotal (95% CI) 52 55 100% 0.71[0.12,4.05]

Total events: 2 (Perphenazine), 3 (Other antipsychotic drugs)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.39(P=0.7)  

   

3.1.31 Other adverse events: 25. Skin - sweating  

Hoyberg 1993 5/52 8/55 100% 0.66[0.23,1.89]

Subtotal (95% CI) 52 55 100% 0.66[0.23,1.89]

Total events: 5 (Perphenazine), 8 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.77(P=0.44)  

   

3.1.32 Other adverse events: 26. Genitourinary - diminished sexual de-
sire

 

Hoyberg 1993 3/52 3/55 100% 1.06[0.22,5.01]

Subtotal (95% CI) 52 55 100% 1.06[0.22,5.01]

Total events: 3 (Perphenazine), 3 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.07(P=0.94)  

   

3.1.33 Other adverse events: 27. Genitourinary - ejaculatory dysfunc-
tion (men only)

 

Hoyberg 1993 1/37 6/40 100% 0.18[0.02,1.43]

Subtotal (95% CI) 37 40 100% 0.18[0.02,1.43]

Total events: 1 (Perphenazine), 6 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.62(P=0.1)  

   

3.1.34 Other adverse events: 28. Genitourinary - erectile dysfunction
(men only)

 

Hoyberg 1993 5/37 6/40 100% 0.9[0.3,2.7]

Subtotal (95% CI) 37 40 100% 0.9[0.3,2.7]

Total events: 5 (Perphenazine), 6 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.19(P=0.85)  

   

3.1.35 Other adverse events: 29. Genitourinary - galactorrhoea  

Hoyberg 1993 0/52 3/55 100% 0.15[0.01,2.85]

Subtotal (95% CI) 52 55 100% 0.15[0.01,2.85]

Total events: 0 (Perphenazine), 3 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.26(P=0.21)  

   

3.1.36 Other adverse events: 30. Genitourinary - increased sexual de-
sire
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Study or subgroup Perphenazine Other antipsy-
chotic drugs

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Hoyberg 1993 3/52 3/55 100% 1.06[0.22,5.01]

Subtotal (95% CI) 52 55 100% 1.06[0.22,5.01]

Total events: 3 (Perphenazine), 3 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.07(P=0.94)  

   

3.1.37 Other adverse events: 31. Genitourinary - orgastic dysfunction  

Hoyberg 1993 2/52 0/55 100% 5.28[0.26,107.51]

Subtotal (95% CI) 52 55 100% 5.28[0.26,107.51]

Total events: 2 (Perphenazine), 0 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.08(P=0.28)  

   

3.1.38 Other adverse events: 32. Others - abdominal pain  

Lepola 1989 0/24 3/23 100% 0.14[0.01,2.52]

Subtotal (95% CI) 24 23 100% 0.14[0.01,2.52]

Total events: 0 (Perphenazine), 3 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.34(P=0.18)  

   

3.1.39 Other adverse events: 33. Others - failing memory  

Hoyberg 1993 12/52 10/55 100% 1.27[0.6,2.68]

Subtotal (95% CI) 52 55 100% 1.27[0.6,2.68]

Total events: 12 (Perphenazine), 10 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.62(P=0.53)  

   

3.1.40 Other adverse events: 34. Others - sweating  

Hoyberg 1993 10/52 11/55 100% 0.96[0.45,2.07]

Subtotal (95% CI) 52 55 100% 0.96[0.45,2.07]

Total events: 10 (Perphenazine), 11 (Other antipsychotic drugs)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.1(P=0.92)  

Test for subgroup differences: Chi2=40.97, df=1 (P=0.38), I2=4.81%  

Favours perphenazine 10000.001 100.1 1 Favours other antipsychotic drugs

 
 

Analysis 3.2.   Comparison 3 PERPHENAZINE vs ANY ANTIPSYCHOTIC
(ACUTE), Outcome 2 Continuous outcomes for acute participants.

Study or subgroup Perphenazine Other antipsy-
chotic drugs

Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

3.2.1 Mental state: 1. State - PANSS: mean change from baseline to endpoint  

Hoyberg 1993 52 -20 (21.6) 55 -24 (26) 100% 4[-5.04,13.04]

Subtotal *** 52   55   100% 4[-5.04,13.04]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.87(P=0.39)  

Favours perphenazine 5025-50 -25 0 Favours other antipsychotic drugs
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Comparison 4.   PERPHENAZINE vs ARIPIPRAZOLE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any reason 1   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

1.1 short term 1 300 Risk Ratio (M-H, Random,
95% CI)

0.74 [0.50, 1.11]

2 Leaving the study early: 2. Due to ad-
verse events

1   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

2.1 short term 1 300 Risk Ratio (M-H, Random,
95% CI)

0.53 [0.27, 1.05]

3 Leaving the study early: 3. Due to re-
lapse / worsening or no improvement

1   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

3.1 short term 1 300 Risk Ratio (M-H, Random,
95% CI)

0.84 [0.34, 2.08]

4 Global state: 1. Change over time - no
better or deterioration (ITT)

1   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

4.1 short term 1 294 Risk Ratio (M-H, Random,
95% CI)

1.02 [0.89, 1.17]

5 Global state: 2. Average endpoint
score (CGI-S)

1   Mean Difference (IV, Ran-
dom, 95% CI)

Subtotals only

5.1 short term 1 294 Mean Difference (IV, Ran-
dom, 95% CI)

-0.20 [-0.56, 0.16]

6 Mental state: 2a. State - BPRS score
reduction ('no effect')

1   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

6.1 less than 25% reduction - short
term

1 65 Risk Ratio (M-H, Random,
95% CI)

1.45 [0.26, 8.14]

7 Mental state: 2b. State - PANSS: mean
endpoint from baseline (high = poor)

1   Mean Difference (IV, Ran-
dom, 95% CI)

Subtotals only

7.1 total - short term 1 65 Mean Difference (IV, Ran-
dom, 95% CI)

1.38 [-2.66, 5.42]

7.2 positive - short term 1 65 Mean Difference (IV, Ran-
dom, 95% CI)

0.63 [-0.80, 2.06]

7.3 negative - short term 1 65 Mean Difference (IV, Ran-
dom, 95% CI)

0.33 [-1.46, 2.12]

8 Mental state: 2c. State - PANSS total
change score (high = poor, skewed da-
ta)

    Other data No numeric data

8.1 short term     Other data No numeric data
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

9 Adverse events: Movement disorders 2   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

9.1 akathisia - short term 1 300 Risk Ratio (M-H, Random,
95% CI)

2.29 [0.89, 5.85]

9.2 EPS - short term 2 365 Risk Ratio (M-H, Random,
95% CI)

1.65 [0.70, 3.88]

9.3 use of antiparkinsonian drugs -
short term

1 300 Risk Ratio (M-H, Random,
95% CI)

1.56 [1.01, 2.41]

10 Adverse events: Movement disor-
ders - TESS total score (high = poor,
skewed data)

    Other data No numeric data

10.1 short term     Other data No numeric data

11 Other adverse events: 1. Arousal 1   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

11.1 agitation - short term 1 300 Risk Ratio (M-H, Random,
95% CI)

1.05 [0.63, 1.77]

11.2 anxiety - short term 1 300 Risk Ratio (M-H, Random,
95% CI)

1.19 [0.63, 2.24]

11.3 insomnia - short term 1 300 Risk Ratio (M-H, Random,
95% CI)

0.86 [0.56, 1.31]

11.4 sleepiness/sedation - short term 1 300 Risk Ratio (M-H, Random,
95% CI)

2.64 [0.85, 8.22]

12 Other adverse events: 2. Cardiovas-
cular

1   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

12.1 faintness, dizziness, weakness -
short term

1 300 Risk Ratio (M-H, Random,
95% CI)

5.27 [1.18, 23.66]

13 Other adverse events: 3. Central
nervous system

1   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

13.1 headache - short term 1 300 Risk Ratio (M-H, Random,
95% CI)

0.55 [0.29, 1.03]

14 Other adverse events: 4. Gastroin-
testinal

1   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

14.1 dyspepsia - short term 1 300 Risk Ratio (M-H, Random,
95% CI)

0.59 [0.27, 1.30]

15 Other adverse events: 5. lab data 1   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

198



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

15.1 ECG abnormality (1st degree atri-
oventricular block)

1 300 Risk Ratio (M-H, Random,
95% CI)

15.82 [2.12,
118.27]

15.2 prolactin: clinically significant
high levels

1 300 Risk Ratio (M-H, Random,
95% CI)

12.66 [6.06, 26.45]

15.3 prolonged QTc interval (≥450
msec and ≥10% increase from base-
line) - short term

1 300 Risk Ratio (M-H, Random,
95% CI)

0.0 [0.0, 0.0]

16 Other adverse events: 6. any serious
adverse event

1   Risk Ratio (M-H, Random,
95% CI)

Subtotals only

16.1 short term 1 300 Risk Ratio (M-H, Random,
95% CI)

0.79 [0.49, 1.28]

16.2 psychosis - short term 1 300 Risk Ratio (M-H, Random,
95% CI)

0.63 [0.29, 1.40]

 
 

Analysis 4.1.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.1.1 short term  

Kane 2003 31/146 44/154 100% 0.74[0.5,1.11]

Subtotal (95% CI) 146 154 100% 0.74[0.5,1.11]

Total events: 31 (Perphenazine), 44 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.45(P=0.15)  

Favours perphenazine 200.05 50.2 1 Favours aripiprazole

 
 

Analysis 4.2.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.2.1 short term  

Kane 2003 11/146 22/154 100% 0.53[0.27,1.05]

Subtotal (95% CI) 146 154 100% 0.53[0.27,1.05]

Total events: 11 (Perphenazine), 22 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.82(P=0.07)  

Favours perphenazine 10000.001 100.1 1 Favours aripiprazole
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Analysis 4.3.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE, Outcome 3
Leaving the study early: 3. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.3.1 short term  

Kane 2003 8/146 10/154 100% 0.84[0.34,2.08]

Subtotal (95% CI) 146 154 100% 0.84[0.34,2.08]

Total events: 8 (Perphenazine), 10 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.37(P=0.71)  

Favours perphenazine 10000.001 100.1 1 Favours aripiprazole

 
 

Analysis 4.4.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE, Outcome
4 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.4.1 short term  

Kane 2003 108/144 110/150 100% 1.02[0.89,1.17]

Subtotal (95% CI) 144 150 100% 1.02[0.89,1.17]

Total events: 108 (Perphenazine), 110 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.33(P=0.74)  

Favours perphenazine 20.5 1.50.7 1 Favours aripiprazole

 
 

Analysis 4.5.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE,
Outcome 5 Global state: 2. Average endpoint score (CGI-S).

Study or subgroup Perphenazine Aripiprazole Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

4.5.1 short term  

Kane 2003 144 3.5 (1.2) 150 3.7 (1.9) 100% -0.2[-0.56,0.16]

Subtotal *** 144   150   100% -0.2[-0.56,0.16]

Heterogeneity: Not applicable  

Test for overall effect: Z=1.1(P=0.27)  

Favours perphenazine 21-2 -1 0 Favours aripiprazole

 
 

Analysis 4.6.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE,
Outcome 6 Mental state: 2a. State - BPRS score reduction ('no e>ect').

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.6.1 less than 25% reduction - short term  

Zhang 2010 3/33 2/32 100% 1.45[0.26,8.14]

Subtotal (95% CI) 33 32 100% 1.45[0.26,8.14]

Total events: 3 (Perphenazine), 2 (Aripiprazole)  

Favours perphenazine 200.05 50.2 1 Favours aripiprazole

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

200



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Heterogeneity: Not applicable  

Test for overall effect: Z=0.43(P=0.67)  

Favours perphenazine 200.05 50.2 1 Favours aripiprazole

 
 

Analysis 4.7.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE, Outcome 7
Mental state: 2b. State - PANSS: mean endpoint from baseline (high = poor).

Study or subgroup Perphenazine Aripiprazole Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

4.7.1 total - short term  

Zhang 2010 33 47.3 (8.5) 32 45.9 (8.2) 100% 1.38[-2.66,5.42]

Subtotal *** 33   32   100% 1.38[-2.66,5.42]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.67(P=0.5)  

   

4.7.2 positive - short term  

Zhang 2010 33 10.1 (3.1) 32 9.5 (2.8) 100% 0.63[-0.8,2.06]

Subtotal *** 33   32   100% 0.63[-0.8,2.06]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.86(P=0.39)  

   

4.7.3 negative - short term  

Zhang 2010 33 12 (3.6) 32 11.6 (3.8) 100% 0.33[-1.46,2.12]

Subtotal *** 33   32   100% 0.33[-1.46,2.12]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.36(P=0.72)  

Test for subgroup differences: Chi2=0.23, df=1 (P=0.89), I2=0%  

Favours perphenazine 105-10 -5 0 Favours aripiprazole

 
 

Analysis 4.8.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE, Outcome 8
Mental state: 2c. State - PANSS total change score (high = poor, skewed data).

Mental state: 2c. State - PANSS total change score (high = poor, skewed data)

Study Intervention Mean SD N

short term

Kane 2003 Perphenazine -10.5 21.24 144

Kane 2003 Aripiprazole -9.8 21.07 150

 
 

Analysis 4.9.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE, Outcome 9 Adverse events: Movement disorders.

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.9.1 akathisia - short term  

Kane 2003 13/146 6/154 100% 2.29[0.89,5.85]

Subtotal (95% CI) 146 154 100% 2.29[0.89,5.85]

Favours perphenazine 100.1 50.2 20.5 1 Favours aripiprazole
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Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Total events: 13 (Perphenazine), 6 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.72(P=0.08)  

   

4.9.2 EPS - short term  

Kane 2003 9/146 5/154 63.67% 1.9[0.65,5.53]

Zhang 2010 4/33 3/32 36.33% 1.29[0.31,5.33]

Subtotal (95% CI) 179 186 100% 1.65[0.7,3.88]

Total events: 13 (Perphenazine), 8 (Aripiprazole)  

Heterogeneity: Tau2=0; Chi2=0.18, df=1(P=0.67); I2=0%  

Test for overall effect: Z=1.15(P=0.25)  

   

4.9.3 use of antiparkinsonian drugs - short term  

Kane 2003 40/146 27/154 100% 1.56[1.01,2.41]

Subtotal (95% CI) 146 154 100% 1.56[1.01,2.41]

Total events: 40 (Perphenazine), 27 (Aripiprazole)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=2.02(P=0.04)  

Favours perphenazine 100.1 50.2 20.5 1 Favours aripiprazole

 
 

Analysis 4.10.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE, Outcome 10
Adverse events: Movement disorders - TESS total score (high = poor, skewed data).

Adverse events: Movement disorders - TESS total score (high = poor, skewed data)

Study Intervention Mean SD N

short term

Zhang 2010 Perphenazine 5.13 4.21 33

Zhang 2010 Aripiprazole 4.26 3.75 32

 
 

Analysis 4.11.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE, Outcome 11 Other adverse events: 1. Arousal.

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.11.1 agitation - short term  

Kane 2003 24/146 24/154 100% 1.05[0.63,1.77]

Subtotal (95% CI) 146 154 100% 1.05[0.63,1.77]

Total events: 24 (Perphenazine), 24 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.2(P=0.84)  

   

4.11.2 anxiety - short term  

Kane 2003 18/146 16/154 100% 1.19[0.63,2.24]

Subtotal (95% CI) 146 154 100% 1.19[0.63,2.24]

Total events: 18 (Perphenazine), 16 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.53(P=0.6)  

   

4.11.3 insomnia - short term  

Favours perphenazine 10000.001 100.1 1 Favours aripiprazole
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Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Kane 2003 30/146 37/154 100% 0.86[0.56,1.31]

Subtotal (95% CI) 146 154 100% 0.86[0.56,1.31]

Total events: 30 (Perphenazine), 37 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.72(P=0.47)  

   

4.11.4 sleepiness/sedation - short term  

Kane 2003 10/146 4/154 100% 2.64[0.85,8.22]

Subtotal (95% CI) 146 154 100% 2.64[0.85,8.22]

Total events: 10 (Perphenazine), 4 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.67(P=0.09)  

Favours perphenazine 10000.001 100.1 1 Favours aripiprazole

 
 

Analysis 4.12.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE,
Outcome 12 Other adverse events: 2. Cardiovascular.

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.12.1 faintness, dizziness, weakness - short term  

Kane 2003 10/146 2/154 100% 5.27[1.18,23.66]

Subtotal (95% CI) 146 154 100% 5.27[1.18,23.66]

Total events: 10 (Perphenazine), 2 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.17(P=0.03)  

Favours perphenazine 10000.001 100.1 1 Favours aripiprazole

 
 

Analysis 4.13.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE,
Outcome 13 Other adverse events: 3. Central nervous system.

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.13.1 headache - short term  

Kane 2003 13/146 25/154 100% 0.55[0.29,1.03]

Subtotal (95% CI) 146 154 100% 0.55[0.29,1.03]

Total events: 13 (Perphenazine), 25 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.87(P=0.06)  

Favours perphenazine 10000.001 100.1 1 Favours aripiprazole
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Analysis 4.14.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE,
Outcome 14 Other adverse events: 4. Gastrointestinal.

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.14.1 dyspepsia - short term  

Kane 2003 9/146 16/154 100% 0.59[0.27,1.3]

Subtotal (95% CI) 146 154 100% 0.59[0.27,1.3]

Total events: 9 (Perphenazine), 16 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.3(P=0.19)  

Favours perphenazine 10000.001 100.1 1 Favours aripiprazole

 
 

Analysis 4.15.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE, Outcome 15 Other adverse events: 5. lab data.

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.15.1 ECG abnormality (1st degree atrioventricular block)  

Kane 2003 15/146 1/154 100% 15.82[2.12,118.27]

Subtotal (95% CI) 146 154 100% 15.82[2.12,118.27]

Total events: 15 (Perphenazine), 1 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.69(P=0.01)  

   

4.15.2 prolactin: clinically significant high levels  

Kane 2003 84/146 7/154 100% 12.66[6.06,26.45]

Subtotal (95% CI) 146 154 100% 12.66[6.06,26.45]

Total events: 84 (Perphenazine), 7 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=6.75(P<0.0001)  

   

4.15.3 prolonged QTc interval (≥450 msec and ≥10% increase from
baseline) - short term

 

Kane 2003 0/146 0/154   Not estimable

Subtotal (95% CI) 146 154 Not estimable

Total events: 0 (Perphenazine), 0 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Test for subgroup differences: Chi2=0.04, df=1 (P=0.84), I2=0%  

Favours perphenazine 2000.005 100.1 1 Favours aripiprazole

 
 

Analysis 4.16.   Comparison 4 PERPHENAZINE vs ARIPIPRAZOLE,
Outcome 16 Other adverse events: 6. any serious adverse event.

Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

4.16.1 short term  

Kane 2003 24/146 32/154 100% 0.79[0.49,1.28]

Subtotal (95% CI) 146 154 100% 0.79[0.49,1.28]

Favours perphenazine 2000.005 100.1 1 Favours aripiprazole
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Study or subgroup Perphenazine Aripiprazole Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Total events: 24 (Perphenazine), 32 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.96(P=0.34)  

   

4.16.2 psychosis - short term  

Kane 2003 9/146 15/154 100% 0.63[0.29,1.4]

Subtotal (95% CI) 146 154 100% 0.63[0.29,1.4]

Total events: 9 (Perphenazine), 15 (Aripiprazole)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.13(P=0.26)  

Test for subgroup differences: Chi2=0.22, df=1 (P=0.64), I2=0%  

Favours perphenazine 2000.005 100.1 1 Favours aripiprazole

 
 

Comparison 5.   PERPHENAZINE vs BENPERIDOL

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1 40 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

1.1 short term 1 40 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

2 Global state: 1. Change over time
- no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 40 Risk Ratio (M-H, Random, 95%
CI)

0.13 [0.03, 0.47]

 
 

Analysis 5.1.   Comparison 5 PERPHENAZINE vs BENPERIDOL, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Benperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

5.1.1 short term  

Eckmann 1984 0/20 0/20   Not estimable

Subtotal (95% CI) 20 20 Not estimable

Total events: 0 (Perphenazine), 0 (Benperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

Total (95% CI) 20 20 Not estimable

Total events: 0 (Perphenazine), 0 (Benperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 5000.002 100.1 1 Favours benperidol
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Analysis 5.2.   Comparison 5 PERPHENAZINE vs BENPERIDOL, Outcome
2 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Benperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

5.2.1 short term  

Eckmann 1984 2/20 16/20 100% 0.13[0.03,0.47]

Subtotal (95% CI) 20 20 100% 0.13[0.03,0.47]

Total events: 2 (Perphenazine), 16 (Benperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=3.06(P=0)  

Favours perphenazine 1000.01 100.1 1 Favours benperidol

 
 

Comparison 6.   PERPHENAZINE vs BROMPERIDOL

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

1 40 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

1.1 short term 1 40 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

2 Global state: 1. Change over time -
no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 40 Risk Ratio (M-H, Random, 95%
CI)

2.5 [0.94, 6.66]

3 Adverse events: Movement disor-
ders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 use of antiparkinsonian drugs -
short term

1 40 Risk Ratio (M-H, Random, 95%
CI)

0.8 [0.40, 1.60]

4 Other adverse events: 1. Arousal 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 need of additional benzodi-
azepines - short term

1 40 Risk Ratio (M-H, Random, 95%
CI)

1.1 [0.61, 1.99]

 
 

Analysis 6.1.   Comparison 6 PERPHENAZINE vs BROMPERIDOL, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Bromperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

6.1.1 short term  

Woggon 1978 0/20 0/20   Not estimable

Subtotal (95% CI) 20 20 Not estimable

Total events: 0 (Perphenazine), 0 (Bromperidol)  

Favours perphenazine 5000.002 100.1 1 Favours bromperidol
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Study or subgroup Perphenazine Bromperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

Total (95% CI) 20 20 Not estimable

Total events: 0 (Perphenazine), 0 (Bromperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 5000.002 100.1 1 Favours bromperidol

 
 

Analysis 6.2.   Comparison 6 PERPHENAZINE vs BROMPERIDOL, Outcome
2 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Bromperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

6.2.1 short term  

Woggon 1978 10/20 4/20 100% 2.5[0.94,6.66]

Subtotal (95% CI) 20 20 100% 2.5[0.94,6.66]

Total events: 10 (Perphenazine), 4 (Bromperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.83(P=0.07)  

Favours perphenazine 1000.01 100.1 1 Favours bromperidol

 
 

Analysis 6.3.   Comparison 6 PERPHENAZINE vs BROMPERIDOL, Outcome 3 Adverse events: Movement disorders.

Study or subgroup Perphenazine Bromperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

6.3.1 use of antiparkinsonian drugs - short term  

Woggon 1978 8/20 10/20 100% 0.8[0.4,1.6]

Subtotal (95% CI) 20 20 100% 0.8[0.4,1.6]

Total events: 8 (Perphenazine), 10 (Bromperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.63(P=0.53)  

Favours perphenazine 1000.01 100.1 1 Favours bromperidol

 
 

Analysis 6.4.   Comparison 6 PERPHENAZINE vs BROMPERIDOL, Outcome 4 Other adverse events: 1. Arousal.

Study or subgroup Perphenazine Bromperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

6.4.1 need of additional benzodiazepines - short term  

Woggon 1978 11/20 10/20 100% 1.1[0.61,1.99]

Subtotal (95% CI) 20 20 100% 1.1[0.61,1.99]

Total events: 11 (Perphenazine), 10 (Bromperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.32(P=0.75)  

Favours perphenazine 10000.001 100.1 1 Favours bromperidol
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Comparison 7.   PERPHENAZINE vs CHLORPROMAZINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

3 178 Risk Ratio (M-H, Random, 95%
CI)

1.10 [0.89, 1.35]

1.1 short term 3 178 Risk Ratio (M-H, Random, 95%
CI)

1.10 [0.89, 1.35]

2 Leaving the study early: 2. Due to
adverse events

2 168 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.18, 0.59]

2.1 short term 2 168 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.18, 0.59]

3 Global state: 1. Change over time
- no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 63 Risk Ratio (M-H, Random, 95%
CI)

0.57 [0.22, 1.52]

4 Adverse events: Movement disor-
ders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 akathisia - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

6.87 [0.88, 53.89]

4.2 akinesia - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

4.3 dyskinesia - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

1.96 [0.18, 20.99]

4.4 parkinsonism - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

1.96 [0.63, 6.12]

5 Other adverse events: 1. Central
nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 electroencephalogram (in-
crease) - short term

1 10 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.05, 2.21]

 
 

Analysis 7.1.   Comparison 7 PERPHENAZINE vs CHLORPROMAZINE,
Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Chlorpro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

7.1.1 short term  

Bennett 1961 0/5 0/5   Not estimable

Hanlon 1965 16/53 16/52 13.47% 0.98[0.55,1.75]

Favours perphenazine 20.5 1.50.7 1 Favours chlorpromazine
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Study or subgroup Perphenazine Chlorpro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Kurland 1961 27/31 25/32 86.53% 1.11[0.89,1.4]

Subtotal (95% CI) 89 89 100% 1.1[0.89,1.35]

Total events: 43 (Perphenazine), 41 (Chlorpromazine)  

Heterogeneity: Tau2=0; Chi2=0.25, df=1(P=0.62); I2=0%  

Test for overall effect: Z=0.85(P=0.4)  

   

Total (95% CI) 89 89 100% 1.1[0.89,1.35]

Total events: 43 (Perphenazine), 41 (Chlorpromazine)  

Heterogeneity: Tau2=0; Chi2=0.25, df=1(P=0.62); I2=0%  

Test for overall effect: Z=0.85(P=0.4)  

Favours perphenazine 20.5 1.50.7 1 Favours chlorpromazine

 
 

Analysis 7.2.   Comparison 7 PERPHENAZINE vs CHLORPROMAZINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Chlorpro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

7.2.1 short term  

Hanlon 1965 2/53 6/52 13.9% 0.33[0.07,1.55]

Kurland 1961 8/31 25/32 86.1% 0.33[0.18,0.62]

Subtotal (95% CI) 84 84 100% 0.33[0.18,0.59]

Total events: 10 (Perphenazine), 31 (Chlorpromazine)  

Heterogeneity: Tau2=0; Chi2=0, df=1(P=0.99); I2=0%  

Test for overall effect: Z=3.75(P=0)  

   

Total (95% CI) 84 84 100% 0.33[0.18,0.59]

Total events: 10 (Perphenazine), 31 (Chlorpromazine)  

Heterogeneity: Tau2=0; Chi2=0, df=1(P=0.99); I2=0%  

Test for overall effect: Z=3.75(P=0)  

Favours perphenazine 10000.001 100.1 1 Favours chlorpromazine

 
 

Analysis 7.3.   Comparison 7 PERPHENAZINE vs CHLORPROMAZINE, Outcome
3 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Chlorpro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

7.3.1 short term  

Kurland 1961 5/31 9/32 100% 0.57[0.22,1.52]

Subtotal (95% CI) 31 32 100% 0.57[0.22,1.52]

Total events: 5 (Perphenazine), 9 (Chlorpromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.12(P=0.26)  

Favours perphenazine 1000.01 100.1 1 Favours chlorpromazine
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Analysis 7.4.   Comparison 7 PERPHENAZINE vs CHLORPROMAZINE, Outcome 4 Adverse events: Movement disorders.

Study or subgroup Perphenazine Chlorpro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

7.4.1 akathisia - short term  

Hanlon 1965 7/53 1/52 100% 6.87[0.88,53.89]

Subtotal (95% CI) 53 52 100% 6.87[0.88,53.89]

Total events: 7 (Perphenazine), 1 (Chlorpromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.83(P=0.07)  

   

7.4.2 akinesia - short term  

Hanlon 1965 0/53 0/52   Not estimable

Subtotal (95% CI) 53 52 Not estimable

Total events: 0 (Perphenazine), 0 (Chlorpromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

7.4.3 dyskinesia - short term  

Hanlon 1965 2/53 1/52 100% 1.96[0.18,20.99]

Subtotal (95% CI) 53 52 100% 1.96[0.18,20.99]

Total events: 2 (Perphenazine), 1 (Chlorpromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.56(P=0.58)  

   

7.4.4 parkinsonism - short term  

Hanlon 1965 8/53 4/52 100% 1.96[0.63,6.12]

Subtotal (95% CI) 53 52 100% 1.96[0.63,6.12]

Total events: 8 (Perphenazine), 4 (Chlorpromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.16(P=0.25)  

Favours perphenazine 1000.01 100.1 1 Favours chlorpromazine

 
 

Analysis 7.5.   Comparison 7 PERPHENAZINE vs CHLORPROMAZINE,
Outcome 5 Other adverse events: 1. Central nervous system.

Study or subgroup Perphenazine Chlorpro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

7.5.1 electroencephalogram (increase) - short term  

Bennett 1961 1/5 3/5 100% 0.33[0.05,2.21]

Subtotal (95% CI) 5 5 100% 0.33[0.05,2.21]

Total events: 1 (Perphenazine), 3 (Chlorpromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.14(P=0.26)  

Favours perphenazine 10000.001 100.1 1 Favours chlorpromazine
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Comparison 8.   PERPHENAZINE vs CLOCAPRAMINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

1.40 [0.59, 3.34]

2 Leaving the study early: 2. Due
to adverse events

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.61 [0.15, 2.49]

3 Leaving the study early: 3. Due
to relapse / worsening or no im-
provement

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

2.38 [0.63, 8.94]

4 Global state: 1. Change over
time - no better or deterioration
(ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

1.15 [0.88, 1.49]

5 Adverse events: Movement dis-
orders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 akathisia - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.84 [0.49, 1.44]

5.2 ataxia - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.34 [0.04, 3.21]

5.3 dyskinesia - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.57 [0.20, 1.63]

5.4 parkinsonism - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.98 [0.60, 1.59]

5.5 use of antiparkinsonian drugs
- short term

1 192 Risk Ratio (M-H, Random, 95%
CI)

0.88 [0.69, 1.13]

6 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 blurred vision - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.41 [0.08, 2.05]

6.2 dry mouth - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.68 [0.25, 1.84]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

7 Other adverse events: 2.
Arousal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 insomnia - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

1.16 [0.83, 1.63]

7.2 need of additional benzodi-
azepines - short term

1 192 Risk Ratio (M-H, Random, 95%
CI)

1.09 [0.81, 1.46]

7.3 sleepiness/sedation - short
term

1 192 Risk Ratio (M-H, Random, 95%
CI)

1.02 [0.47, 2.24]

8 Other adverse events: 3. At least
one

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.92 [0.78, 1.07]

9 Other adverse events: 4. Cardio-
vascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 angina pectoris - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.68 [0.20, 2.34]

9.2 palpitations - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.34 [0.07, 1.64]

10 Other adverse events: 5. Cen-
tral nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 disturbance of conscious-
ness - short term

1 192 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

10.2 headache - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

2.55 [0.83, 7.86]

10.3 paraesthesia - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

4.08 [0.46, 35.88]

10.4 vertigo - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

1.02 [0.45, 2.34]

11 Other adverse events: 6. Gas-
trointestinal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

11.1 constipation - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

1.25 [0.54, 2.87]

11.2 icterus - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

11.3 loss of appetite - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

1.76 [0.89, 3.50]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

11.4 nausea and vomiting - short
term

1 192 Risk Ratio (M-H, Random, 95%
CI)

2.30 [1.05, 5.03]

12 Other adverse events: 7. Skin 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

12.1 pruritus - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

1.02 [0.15, 7.10]

12.2 rash - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

1.02 [0.15, 7.10]

13 Other adverse events: 8. Geni-
tourinary

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

13.1 diminished sexual desire 1 192 Risk Ratio (M-H, Random, 95%
CI)

1.02 [0.06, 16.09]

13.2 micturition disturbances -
short term

1 192 Risk Ratio (M-H, Random, 95%
CI)

0.51 [0.10, 2.72]

14 Other adverse events: 9. Oth-
ers

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

14.1 cramps - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

14.2 sweating - short term 1 192 Risk Ratio (M-H, Random, 95%
CI)

0.17 [0.02, 1.39]

 
 

Analysis 8.1.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.1.1 short term  

Kurihara 1983 11/95 8/97 100% 1.4[0.59,3.34]

Subtotal (95% CI) 95 97 100% 1.4[0.59,3.34]

Total events: 11 (Perphenazine), 8 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.77(P=0.44)  

Favours perphenazine 5000.002 100.1 1 Favours clocaprimine

 
 

Analysis 8.2.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.2.1 short term  

Favours perphenazine 10000.001 100.1 1 Favours clocaprimine
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Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Kurihara 1983 3/95 5/97 100% 0.61[0.15,2.49]

Subtotal (95% CI) 95 97 100% 0.61[0.15,2.49]

Total events: 3 (Perphenazine), 5 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.49)  

Favours perphenazine 10000.001 100.1 1 Favours clocaprimine

 
 

Analysis 8.3.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE, Outcome 3
Leaving the study early: 3. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.3.1 short term  

Kurihara 1983 7/95 3/97 100% 2.38[0.63,8.94]

Subtotal (95% CI) 95 97 100% 2.38[0.63,8.94]

Total events: 7 (Perphenazine), 3 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.29(P=0.2)  

Favours perphenazine 10000.001 100.1 1 Favours clocaprimine

 
 

Analysis 8.4.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE, Outcome
4 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.4.1 short term  

Kurihara 1983 55/95 49/97 100% 1.15[0.88,1.49]

Subtotal (95% CI) 95 97 100% 1.15[0.88,1.49]

Total events: 55 (Perphenazine), 49 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.02(P=0.31)  

Favours perphenazine 1000.01 100.1 1 Favours clocaprimine

 
 

Analysis 8.5.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE, Outcome 5 Adverse events: Movement disorders.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.5.1 akathisia - short term  

Kurihara 1983 19/95 23/97 100% 0.84[0.49,1.44]

Subtotal (95% CI) 95 97 100% 0.84[0.49,1.44]

Total events: 19 (Perphenazine), 23 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.62(P=0.53)  

   

Favours perphenazine 1000.01 100.1 1 Favours clocaprimine
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Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.5.2 ataxia - short term  

Kurihara 1983 1/95 3/97 100% 0.34[0.04,3.21]

Subtotal (95% CI) 95 97 100% 0.34[0.04,3.21]

Total events: 1 (Perphenazine), 3 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.94(P=0.35)  

   

8.5.3 dyskinesia - short term  

Kurihara 1983 5/95 9/97 100% 0.57[0.2,1.63]

Subtotal (95% CI) 95 97 100% 0.57[0.2,1.63]

Total events: 5 (Perphenazine), 9 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.29)  

   

8.5.4 parkinsonism - short term  

Kurihara 1983 24/95 25/97 100% 0.98[0.6,1.59]

Subtotal (95% CI) 95 97 100% 0.98[0.6,1.59]

Total events: 24 (Perphenazine), 25 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.08(P=0.94)  

   

8.5.5 use of antiparkinsonian drugs - short term  

Kurihara 1983 51/95 59/97 100% 0.88[0.69,1.13]

Subtotal (95% CI) 95 97 100% 0.88[0.69,1.13]

Total events: 51 (Perphenazine), 59 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1(P=0.32)  

Favours perphenazine 1000.01 100.1 1 Favours clocaprimine

 
 

Analysis 8.6.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE, Outcome 6 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.6.1 blurred vision - short term  

Kurihara 1983 2/95 5/97 100% 0.41[0.08,2.05]

Subtotal (95% CI) 95 97 100% 0.41[0.08,2.05]

Total events: 2 (Perphenazine), 5 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.09(P=0.28)  

   

8.6.2 dry mouth - short term  

Kurihara 1983 6/95 9/97 100% 0.68[0.25,1.84]

Subtotal (95% CI) 95 97 100% 0.68[0.25,1.84]

Total events: 6 (Perphenazine), 9 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.76(P=0.45)  

Favours perphenazine 10000.001 100.1 1 Favours clocaprimine
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Analysis 8.7.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE, Outcome 7 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.7.1 insomnia - short term  

Kurihara 1983 42/95 37/97 100% 1.16[0.83,1.63]

Subtotal (95% CI) 95 97 100% 1.16[0.83,1.63]

Total events: 42 (Perphenazine), 37 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.85(P=0.39)  

   

8.7.2 need of additional benzodiazepines - short term  

Kurihara 1983 48/95 45/97 100% 1.09[0.81,1.46]

Subtotal (95% CI) 95 97 100% 1.09[0.81,1.46]

Total events: 48 (Perphenazine), 45 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.57(P=0.57)  

   

8.7.3 sleepiness/sedation - short term  

Kurihara 1983 11/95 11/97 100% 1.02[0.47,2.24]

Subtotal (95% CI) 95 97 100% 1.02[0.47,2.24]

Total events: 11 (Perphenazine), 11 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.05(P=0.96)  

Favours perphenazine 50.2 20.5 1 Favours clocaprimine

 
 

Analysis 8.8.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE, Outcome 8 Other adverse events: 3. At least one.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.8.1 short term  

Kurihara 1983 70/95 78/97 100% 0.92[0.78,1.07]

Subtotal (95% CI) 95 97 100% 0.92[0.78,1.07]

Total events: 70 (Perphenazine), 78 (Clocaprimine)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=1.1(P=0.27)  

Favours perphenazine 20.5 1.50.7 1 Favours clocaprimine

 
 

Analysis 8.9.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE, Outcome 9 Other adverse events: 4. Cardiovascular.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.9.1 angina pectoris - short term  

Kurihara 1983 4/95 6/97 100% 0.68[0.2,2.34]

Subtotal (95% CI) 95 97 100% 0.68[0.2,2.34]

Total events: 4 (Perphenazine), 6 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.61(P=0.54)  

   

Favours perphenazine 10000.001 100.1 1 Favours clocaprimine
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Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.9.2 palpitations - short term  

Kurihara 1983 2/95 6/97 100% 0.34[0.07,1.64]

Subtotal (95% CI) 95 97 100% 0.34[0.07,1.64]

Total events: 2 (Perphenazine), 6 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.34(P=0.18)  

Favours perphenazine 10000.001 100.1 1 Favours clocaprimine

 
 

Analysis 8.10.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE,
Outcome 10 Other adverse events: 5. Central nervous system.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.10.1 disturbance of consciousness - short term  

Kurihara 1983 0/95 0/97   Not estimable

Subtotal (95% CI) 95 97 Not estimable

Total events: 0 (Perphenazine), 0 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

8.10.2 headache - short term  

Kurihara 1983 10/95 4/97 100% 2.55[0.83,7.86]

Subtotal (95% CI) 95 97 100% 2.55[0.83,7.86]

Total events: 10 (Perphenazine), 4 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.63(P=0.1)  

   

8.10.3 paraesthesia - short term  

Kurihara 1983 4/95 1/97 100% 4.08[0.46,35.88]

Subtotal (95% CI) 95 97 100% 4.08[0.46,35.88]

Total events: 4 (Perphenazine), 1 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.27(P=0.2)  

   

8.10.4 vertigo - short term  

Kurihara 1983 10/95 10/97 100% 1.02[0.45,2.34]

Subtotal (95% CI) 95 97 100% 1.02[0.45,2.34]

Total events: 10 (Perphenazine), 10 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.05(P=0.96)  

Favours perphenazine 10000.001 100.1 1 Favours clocaprimine
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Analysis 8.11.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE,
Outcome 11 Other adverse events: 6. Gastrointestinal.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.11.1 constipation - short term  

Kurihara 1983 11/95 9/97 100% 1.25[0.54,2.87]

Subtotal (95% CI) 95 97 100% 1.25[0.54,2.87]

Total events: 11 (Perphenazine), 9 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.52(P=0.6)  

   

8.11.2 icterus - short term  

Kurihara 1983 0/95 0/97   Not estimable

Subtotal (95% CI) 95 97 Not estimable

Total events: 0 (Perphenazine), 0 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

8.11.3 loss of appetite - short term  

Kurihara 1983 19/95 11/97 100% 1.76[0.89,3.5]

Subtotal (95% CI) 95 97 100% 1.76[0.89,3.5]

Total events: 19 (Perphenazine), 11 (Clocaprimine)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=1.62(P=0.11)  

   

8.11.4 nausea and vomiting - short term  

Kurihara 1983 18/95 8/97 100% 2.3[1.05,5.03]

Subtotal (95% CI) 95 97 100% 2.3[1.05,5.03]

Total events: 18 (Perphenazine), 8 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.08(P=0.04)  

Favours perphenazine 10000.001 100.1 1 Favours clocaprimine

 
 

Analysis 8.12.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE, Outcome 12 Other adverse events: 7. Skin.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.12.1 pruritus - short term  

Kurihara 1983 2/95 2/97 100% 1.02[0.15,7.1]

Subtotal (95% CI) 95 97 100% 1.02[0.15,7.1]

Total events: 2 (Perphenazine), 2 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.02(P=0.98)  

   

8.12.2 rash - short term  

Kurihara 1983 2/95 2/97 100% 1.02[0.15,7.1]

Subtotal (95% CI) 95 97 100% 1.02[0.15,7.1]

Total events: 2 (Perphenazine), 2 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.02(P=0.98)  

Favours perphenazine 10000.001 100.1 1 Favours clocaprimine
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Analysis 8.13.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE,
Outcome 13 Other adverse events: 8. Genitourinary.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.13.1 diminished sexual desire  

Kurihara 1983 1/95 1/97 100% 1.02[0.06,16.09]

Subtotal (95% CI) 95 97 100% 1.02[0.06,16.09]

Total events: 1 (Perphenazine), 1 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.01(P=0.99)  

   

8.13.2 micturition disturbances - short term  

Kurihara 1983 2/95 4/97 100% 0.51[0.1,2.72]

Subtotal (95% CI) 95 97 100% 0.51[0.1,2.72]

Total events: 2 (Perphenazine), 4 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.79(P=0.43)  

Favours perphenazine 10000.001 100.1 1 Favours clocaprimine

 
 

Analysis 8.14.   Comparison 8 PERPHENAZINE vs CLOCAPRAMINE, Outcome 14 Other adverse events: 9. Others.

Study or subgroup Perphenazine Clocaprimine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

8.14.1 cramps - short term  

Kurihara 1983 0/95 0/97   Not estimable

Subtotal (95% CI) 95 97 Not estimable

Total events: 0 (Perphenazine), 0 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

8.14.2 sweating - short term  

Kurihara 1983 1/95 6/97 100% 0.17[0.02,1.39]

Subtotal (95% CI) 95 97 100% 0.17[0.02,1.39]

Total events: 1 (Perphenazine), 6 (Clocaprimine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.65(P=0.1)  

Favours perphenazine 10000.001 100.1 1 Favours clocaprimine

 
 

Comparison 9.   PERPHENAZINE vs CLOPENTHIXOL

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 50 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.15, 6.55]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

2 Global state: 1. Change over time -
no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 50 Risk Ratio (M-H, Random, 95%
CI)

0.67 [0.21, 2.08]

3 Adverse events: Movement disor-
ders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 use of antiparkinsonian drugs -
short term

1 50 Risk Ratio (M-H, Random, 95%
CI)

0.53 [0.31, 0.89]

4 Other adverse events: 1. Arousal 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 need of additional benzodi-
azepines - short term

1 50 Risk Ratio (M-H, Random, 95%
CI)

0.5 [0.24, 1.03]

5 Other adverse events: 2. lab data 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 slight T-wave changes on EKG -
short term

1 50 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.15, 6.55]

 
 

Analysis 9.1.   Comparison 9 PERPHENAZINE vs CLOPENTHIXOL, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Clopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

9.1.1 short term  

Dehnel 1968 2/25 2/25 100% 1[0.15,6.55]

Subtotal (95% CI) 25 25 100% 1[0.15,6.55]

Total events: 2 (Perphenazine), 2 (Clopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 200.05 50.2 1 Favours clopenthixol

 
 

Analysis 9.2.   Comparison 9 PERPHENAZINE vs CLOPENTHIXOL, Outcome
2 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Clopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

9.2.1 short term  

Dehnel 1968 4/25 6/25 100% 0.67[0.21,2.08]

Subtotal (95% CI) 25 25 100% 0.67[0.21,2.08]

Total events: 4 (Perphenazine), 6 (Clopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.7(P=0.48)  

Favours perphenazine 1000.01 100.1 1 Favours clopenthixol

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

220



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

 
 

Analysis 9.3.   Comparison 9 PERPHENAZINE vs CLOPENTHIXOL, Outcome 3 Adverse events: Movement disorders.

Study or subgroup Perphenazine Clopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

9.3.1 use of antiparkinsonian drugs - short term  

Dehnel 1968 10/25 19/25 100% 0.53[0.31,0.89]

Subtotal (95% CI) 25 25 100% 0.53[0.31,0.89]

Total events: 10 (Perphenazine), 19 (Clopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.38(P=0.02)  

Favours perphenazine 1000.01 100.1 1 Favours clopenthixol

 
 

Analysis 9.4.   Comparison 9 PERPHENAZINE vs CLOPENTHIXOL, Outcome 4 Other adverse events: 1. Arousal.

Study or subgroup Perphenazine Clopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

9.4.1 need of additional benzodiazepines - short term  

Dehnel 1968 7/25 14/25 100% 0.5[0.24,1.03]

Subtotal (95% CI) 25 25 100% 0.5[0.24,1.03]

Total events: 7 (Perphenazine), 14 (Clopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.89(P=0.06)  

Favours perphenazine 10000.001 100.1 1 Favours clopenthixol

 
 

Analysis 9.5.   Comparison 9 PERPHENAZINE vs CLOPENTHIXOL, Outcome 5 Other adverse events: 2. lab data.

Study or subgroup Perphenazine Clopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

9.5.1 slight T-wave changes on EKG - short term  

Dehnel 1968 2/25 2/25 100% 1[0.15,6.55]

Subtotal (95% CI) 25 25 100% 1[0.15,6.55]

Total events: 2 (Perphenazine), 2 (Clopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 2000.005 100.1 1 Favours clopenthixol

 
 

Comparison 10.   PERPHENAZINE vs CLOTHIAPINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.21, 4.66]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

2 Leaving the study early: 2. Due to
relapse / worsening or no improve-
ment

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.15, 6.76]

3 Global state: 1. Change over time
- no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

1.31 [0.81, 2.12]

4 Behaviour: 1. Behaviour subscale
of the Psychiatric Rating Scale: no
better or worse

1 80 Risk Ratio (M-H, Random, 95%
CI)

0.96 [0.69, 1.34]

5 Adverse events: Movement disor-
ders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 akathisia - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

1.63 [0.76, 3.49]

5.2 dyskinesia - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

0.56 [0.20, 1.51]

5.3 parkinsonism - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

1.31 [0.81, 2.12]

5.4 use of antiparkinsonian drugs -
short term

1 80 Risk Ratio (M-H, Random, 95%
CI)

1.31 [0.81, 2.12]

6 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 dry mouth - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

0.25 [0.03, 2.14]

6.2 nasal congestion - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 71.51]

7 Other adverse events: 2. Arousal 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 insomnia - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

0.91 [0.44, 1.90]

7.2 need of additional benzodi-
azepines - short term

1 80 Risk Ratio (M-H, Random, 95%
CI)

1.25 [0.55, 2.84]

7.3 sleepiness/sedation - short
term

1 80 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.42, 2.40]

8 Other adverse events: 3. At least
one

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

8.1 short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

1.09 [0.91, 1.30]

9 Other adverse events: 4. Cardio-
vascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 faintness, dizziness, weakness
- short term

1 80 Risk Ratio (M-H, Random, 95%
CI)

1.67 [0.43, 6.51]

10 Other adverse events: 5. Central
nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 headache - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.95]

11 Other adverse events: 6. Gas-
trointestinal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

11.1 constipation - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

0.25 [0.06, 1.11]

11.2 loss of appetite - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

1.33 [0.32, 5.58]

11.3 nausea and vomiting - short
term

1 80 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 71.51]

12 Other adverse events: 7. Skin 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

12.1 rash - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

0.5 [0.05, 5.30]

13 Other adverse events: 8. Geni-
tourinary

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

13.1 micturition disturbances -
short term

1 80 Risk Ratio (M-H, Random, 95%
CI)

0.5 [0.05, 5.30]

14 Other adverse events: 9. Others 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

14.1 muscle pain - short term 1 80 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 71.51]

 
 

Analysis 10.1.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.1.1 short term  

Itoh 1969 3/40 3/40 100% 1[0.21,4.66]

Favours perphenazine 5000.002 100.1 1 Favours clothiapine
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Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 40 40 100% 1[0.21,4.66]

Total events: 3 (Perphenazine), 3 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 5000.002 100.1 1 Favours clothiapine

 
 

Analysis 10.2.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE, Outcome 2
Leaving the study early: 2. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.2.1 short term  

Itoh 1969 2/40 2/40 100% 1[0.15,6.76]

Subtotal (95% CI) 40 40 100% 1[0.15,6.76]

Total events: 2 (Perphenazine), 2 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours clothiapine

 
 

Analysis 10.3.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE, Outcome
3 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.3.1 short term  

Itoh 1969 21/40 16/40 100% 1.31[0.81,2.12]

Subtotal (95% CI) 40 40 100% 1.31[0.81,2.12]

Total events: 21 (Perphenazine), 16 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.11(P=0.27)  

Favours perphenazine 1000.01 100.1 1 Favours clothiapine

 
 

Analysis 10.4.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE, Outcome 4
Behaviour: 1. Behaviour subscale of the Psychiatric Rating Scale: no better or worse.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Itoh 1969 25/40 26/40 100% 0.96[0.69,1.34]

   

Total (95% CI) 40 40 100% 0.96[0.69,1.34]

Total events: 25 (Perphenazine), 26 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.23(P=0.82)  

Favours perphenazine 100.1 50.2 20.5 1 Favours clothiapine
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Analysis 10.5.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE, Outcome 5 Adverse events: Movement disorders.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.5.1 akathisia - short term  

Itoh 1969 13/40 8/40 100% 1.63[0.76,3.49]

Subtotal (95% CI) 40 40 100% 1.63[0.76,3.49]

Total events: 13 (Perphenazine), 8 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.25(P=0.21)  

   

10.5.2 dyskinesia - short term  

Itoh 1969 5/40 9/40 100% 0.56[0.2,1.51]

Subtotal (95% CI) 40 40 100% 0.56[0.2,1.51]

Total events: 5 (Perphenazine), 9 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.15(P=0.25)  

   

10.5.3 parkinsonism - short term  

Itoh 1969 21/40 16/40 100% 1.31[0.81,2.12]

Subtotal (95% CI) 40 40 100% 1.31[0.81,2.12]

Total events: 21 (Perphenazine), 16 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.11(P=0.27)  

   

10.5.4 use of antiparkinsonian drugs - short term  

Itoh 1969 21/40 16/40 100% 1.31[0.81,2.12]

Subtotal (95% CI) 40 40 100% 1.31[0.81,2.12]

Total events: 21 (Perphenazine), 16 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.11(P=0.27)  

Favours perphenazine 1000.01 100.1 1 Favours clothiapine

 
 

Analysis 10.6.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE, Outcome 6 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.6.1 dry mouth - short term  

Itoh 1969 1/40 4/40 100% 0.25[0.03,2.14]

Subtotal (95% CI) 40 40 100% 0.25[0.03,2.14]

Total events: 1 (Perphenazine), 4 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.27(P=0.21)  

   

10.6.2 nasal congestion - short term  

Itoh 1969 1/40 0/40 100% 3[0.13,71.51]

Subtotal (95% CI) 40 40 100% 3[0.13,71.51]

Total events: 1 (Perphenazine), 0 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours clothiapine
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Analysis 10.7.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE, Outcome 7 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.7.1 insomnia - short term  

Itoh 1969 10/40 11/40 100% 0.91[0.44,1.9]

Subtotal (95% CI) 40 40 100% 0.91[0.44,1.9]

Total events: 10 (Perphenazine), 11 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.25(P=0.8)  

   

10.7.2 need of additional benzodiazepines - short term  

Itoh 1969 10/40 8/40 100% 1.25[0.55,2.84]

Subtotal (95% CI) 40 40 100% 1.25[0.55,2.84]

Total events: 10 (Perphenazine), 8 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.53(P=0.59)  

   

10.7.3 sleepiness/sedation - short term  

Itoh 1969 8/40 8/40 100% 1[0.42,2.4]

Subtotal (95% CI) 40 40 100% 1[0.42,2.4]

Total events: 8 (Perphenazine), 8 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours clothiapine

 
 

Analysis 10.8.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE, Outcome 8 Other adverse events: 3. At least one.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.8.1 short term  

Itoh 1969 36/40 33/40 100% 1.09[0.91,1.3]

Subtotal (95% CI) 40 40 100% 1.09[0.91,1.3]

Total events: 36 (Perphenazine), 33 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.97(P=0.33)  

Favours perphenazine 20.5 1.50.7 1 Favours clothiapine

 
 

Analysis 10.9.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE, Outcome 9 Other adverse events: 4. Cardiovascular.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.9.1 faintness, dizziness, weakness - short term  

Itoh 1969 5/40 3/40 100% 1.67[0.43,6.51]

Subtotal (95% CI) 40 40 100% 1.67[0.43,6.51]

Total events: 5 (Perphenazine), 3 (Clothiapine)  

Heterogeneity: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours clothiapine
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Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.73(P=0.46)  

Favours perphenazine 10000.001 100.1 1 Favours clothiapine

 
 

Analysis 10.10.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE,
Outcome 10 Other adverse events: 5. Central nervous system.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.10.1 headache - short term  

Itoh 1969 0/40 1/40 100% 0.33[0.01,7.95]

Subtotal (95% CI) 40 40 100% 0.33[0.01,7.95]

Total events: 0 (Perphenazine), 1 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours clothiapine

 
 

Analysis 10.11.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE,
Outcome 11 Other adverse events: 6. Gastrointestinal.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.11.1 constipation - short term  

Itoh 1969 2/40 8/40 100% 0.25[0.06,1.11]

Subtotal (95% CI) 40 40 100% 0.25[0.06,1.11]

Total events: 2 (Perphenazine), 8 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.83(P=0.07)  

   

10.11.2 loss of appetite - short term  

Itoh 1969 4/40 3/40 100% 1.33[0.32,5.58]

Subtotal (95% CI) 40 40 100% 1.33[0.32,5.58]

Total events: 4 (Perphenazine), 3 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.39(P=0.69)  

   

10.11.3 nausea and vomiting - short term  

Itoh 1969 1/40 0/40 100% 3[0.13,71.51]

Subtotal (95% CI) 40 40 100% 3[0.13,71.51]

Total events: 1 (Perphenazine), 0 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours clothiapine
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Analysis 10.12.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE, Outcome 12 Other adverse events: 7. Skin.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.12.1 rash - short term  

Itoh 1969 1/40 2/40 100% 0.5[0.05,5.3]

Subtotal (95% CI) 40 40 100% 0.5[0.05,5.3]

Total events: 1 (Perphenazine), 2 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

Favours perphenazine 10000.001 100.1 1 Favours clothiapine

 
 

Analysis 10.13.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE,
Outcome 13 Other adverse events: 8. Genitourinary.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.13.1 micturition disturbances - short term  

Itoh 1969 1/40 2/40 100% 0.5[0.05,5.3]

Subtotal (95% CI) 40 40 100% 0.5[0.05,5.3]

Total events: 1 (Perphenazine), 2 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

Favours perphenazine 10000.001 100.1 1 Favours clothiapine

 
 

Analysis 10.14.   Comparison 10 PERPHENAZINE vs CLOTHIAPINE, Outcome 14 Other adverse events: 9. Others.

Study or subgroup Perphenazine Clothiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

10.14.1 muscle pain - short term  

Itoh 1969 1/40 0/40 100% 3[0.13,71.51]

Subtotal (95% CI) 40 40 100% 3[0.13,71.51]

Total events: 1 (Perphenazine), 0 (Clothiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours clothiapine

 
 

Comparison 11.   PERPHENAZINE vs CLOZAPINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

2 130 Risk Ratio (M-H, Random, 95%
CI)

1.87 [0.48, 7.23]

1.1 short term 2 130 Risk Ratio (M-H, Random, 95%
CI)

1.87 [0.48, 7.23]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

2 Leaving the study early: 2. Due to
adverse events

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 28 Risk Ratio (M-H, Random, 95%
CI)

2.6 [0.31, 22.05]

3 Mental state: 1. State - less than
30% BPRS reduction ('no effect')

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

2.55 [0.52, 12.52]

4 Mental state: 2. State - BPRS end
score (high = poor)

1   Mean Difference (IV, Random,
95% CI)

Subtotals only

4.1 total score - short term 1 102 Mean Difference (IV, Random,
95% CI)

0.94 [-1.49, 3.37]

4.2 anxiety-depression score - short
term

1 102 Mean Difference (IV, Random,
95% CI)

0.92 [0.34, 1.50]

5 Adverse events: Movement disor-
ders

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 dyskinesia - short term 1 28 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

5.2 hyperkinesia - short term 1 28 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

5.3 myotony - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

21.43 [1.29,
355.77]

5.4 rigidity - short term 1 28 Risk Ratio (M-H, Random, 95%
CI)

6.13 [0.35, 108.58]

5.5 tremor - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

5.10 [1.18, 22.09]

6 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 blurred vision - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

0.85 [0.49, 1.49]

6.2 dry mouth - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

4.59 [1.68, 12.58]

6.3 increased salivation - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

0.05 [0.01, 0.20]

7 Other adverse events: 2. Arousal 2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

7.1 drowsiness - short term 1 28 Risk Ratio (M-H, Random, 95%
CI)

0.43 [0.20, 0.94]

7.2 excitement - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

21.44 [3.00,
153.14]

7.3 somnolence - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

0.19 [0.07, 0.52]

7.4 restlessness - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

5.10 [1.88, 13.83]

8 Other adverse events: 3. At least
one

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 short term 1 28 Risk Ratio (M-H, Random, 95%
CI)

2.6 [0.31, 22.05]

9 Other adverse events: 4. Cardio-
vascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 dizziness - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

0.92 [0.56, 1.51]

9.2 tachycardia - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

0.23 [0.13, 0.42]

10 Other adverse events: 5. Gas-
trointestinal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 constipation - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.20, 0.54]

11 Other adverse events: 6. Lab data 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

11.1 abnormal EKG - short term 1 97 Risk Ratio (M-H, Random, 95%
CI)

1.33 [0.73, 2.44]

11.2 high white blood cell count -
short term

1 97 Risk Ratio (M-H, Random, 95%
CI)

1.02 [0.07, 15.86]

11.3 low white blood cell count -
short term

1 97 Risk Ratio (M-H, Random, 95%
CI)

0.17 [0.02, 1.36]

11.4 liver function (GPT+) - short
term

1 97 Risk Ratio (M-H, Random, 95%
CI)

0.58 [0.18, 1.86]

12 Other adverse events: 7. Average
endpoint score (TESS, skew)

    Other data No numeric data

12.1 short term     Other data No numeric data
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Analysis 11.1.   Comparison 11 PERPHENAZINE vs CLOZAPINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

11.1.1 short term  

Sun 2000 3/51 2/51 59.97% 1.5[0.26,8.6]

Van Praag 1976 3/15 1/13 40.03% 2.6[0.31,22.05]

Subtotal (95% CI) 66 64 100% 1.87[0.48,7.23]

Total events: 6 (Perphenazine), 3 (Clozapine)  

Heterogeneity: Tau2=0; Chi2=0.15, df=1(P=0.7); I2=0%  

Test for overall effect: Z=0.91(P=0.36)  

   

Total (95% CI) 66 64 100% 1.87[0.48,7.23]

Total events: 6 (Perphenazine), 3 (Clozapine)  

Heterogeneity: Tau2=0; Chi2=0.15, df=1(P=0.7); I2=0%  

Test for overall effect: Z=0.91(P=0.36)  

Favours perphenazine 5000.002 100.1 1 Favours clozapine

 
 

Analysis 11.2.   Comparison 11 PERPHENAZINE vs CLOZAPINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

11.2.1 short term  

Van Praag 1976 3/15 1/13 100% 2.6[0.31,22.05]

Subtotal (95% CI) 15 13 100% 2.6[0.31,22.05]

Total events: 3 (Perphenazine), 1 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.88(P=0.38)  

Favours perphenazine 10000.001 100.1 1 Favours clozapine

 
 

Analysis 11.3.   Comparison 11 PERPHENAZINE vs CLOZAPINE, Outcome
3 Mental state: 1. State - less than 30% BPRS reduction ('no e>ect').

Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

11.3.1 short term  

Sun 2000 5/48 2/49 100% 2.55[0.52,12.52]

Subtotal (95% CI) 48 49 100% 2.55[0.52,12.52]

Total events: 5 (Perphenazine), 2 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.15(P=0.25)  

Favours perphenazine 1000.01 100.1 1 Favours clozapine
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Analysis 11.4.   Comparison 11 PERPHENAZINE vs CLOZAPINE,
Outcome 4 Mental state: 2. State - BPRS end score (high = poor).

Study or subgroup Perphenazine Clozapine Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

11.4.1 total score - short term  

Sun 2000 51 26.7 (6.5) 51 25.8 (6) 100% 0.94[-1.49,3.37]

Subtotal *** 51   51   100% 0.94[-1.49,3.37]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.76(P=0.45)  

   

11.4.2 anxiety-depression score - short term  

Sun 2000 51 6 (1.7) 51 5.1 (1.2) 100% 0.92[0.34,1.5]

Subtotal *** 51   51   100% 0.92[0.34,1.5]

Heterogeneity: Not applicable  

Test for overall effect: Z=3.13(P=0)  

Test for subgroup differences: Chi2=0, df=1 (P=0.99), I2=0%  

Favours perphenazine 52.5-5 -2.5 0 Favours clozapine

 
 

Analysis 11.5.   Comparison 11 PERPHENAZINE vs CLOZAPINE, Outcome 5 Adverse events: Movement disorders.

Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

11.5.1 dyskinesia - short term  

Van Praag 1976 0/15 0/13   Not estimable

Subtotal (95% CI) 15 13 Not estimable

Total events: 0 (Perphenazine), 0 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

11.5.2 hyperkinesia - short term  

Van Praag 1976 0/15 0/13   Not estimable

Subtotal (95% CI) 15 13 Not estimable

Total events: 0 (Perphenazine), 0 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

11.5.3 myotony - short term  

Sun 2000 10/48 0/49 100% 21.43[1.29,355.77]

Subtotal (95% CI) 48 49 100% 21.43[1.29,355.77]

Total events: 10 (Perphenazine), 0 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.14(P=0.03)  

   

11.5.4 rigidity - short term  

Van Praag 1976 3/15 0/13 100% 6.13[0.35,108.58]

Subtotal (95% CI) 15 13 100% 6.13[0.35,108.58]

Total events: 3 (Perphenazine), 0 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.24(P=0.22)  

   

11.5.5 tremor - short term  

Favours perphenazine 5000.002 100.1 1 Favours clozapine
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Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Sun 2000 10/48 2/49 100% 5.1[1.18,22.09]

Subtotal (95% CI) 48 49 100% 5.1[1.18,22.09]

Total events: 10 (Perphenazine), 2 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.18(P=0.03)  

Favours perphenazine 5000.002 100.1 1 Favours clozapine

 
 

Analysis 11.6.   Comparison 11 PERPHENAZINE vs CLOZAPINE, Outcome 6 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

11.6.1 blurred vision - short term  

Sun 2000 15/48 18/49 100% 0.85[0.49,1.49]

Subtotal (95% CI) 48 49 100% 0.85[0.49,1.49]

Total events: 15 (Perphenazine), 18 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.57(P=0.57)  

   

11.6.2 dry mouth - short term  

Sun 2000 18/48 4/49 100% 4.59[1.68,12.58]

Subtotal (95% CI) 48 49 100% 4.59[1.68,12.58]

Total events: 18 (Perphenazine), 4 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.97(P=0)  

   

11.6.3 increased salivation - short term  

Sun 2000 2/48 40/49 100% 0.05[0.01,0.2]

Subtotal (95% CI) 48 49 100% 0.05[0.01,0.2]

Total events: 2 (Perphenazine), 40 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=4.28(P<0.0001)  

Test for subgroup differences: Chi2=27.1, df=1 (P<0.0001), I2=92.62%  

Favours perphenazine 1000.01 100.1 1 Favours clozapine

 
 

Analysis 11.7.   Comparison 11 PERPHENAZINE vs CLOZAPINE, Outcome 7 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

11.7.1 drowsiness - short term  

Van Praag 1976 5/15 10/13 100% 0.43[0.2,0.94]

Subtotal (95% CI) 15 13 100% 0.43[0.2,0.94]

Total events: 5 (Perphenazine), 10 (Clozapine)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=2.11(P=0.03)  

   

11.7.2 excitement - short term  

Sun 2000 21/48 1/49 100% 21.44[3,153.14]

Favours perphenazine 10000.001 100.1 1 Favours clozapine
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Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 48 49 100% 21.44[3,153.14]

Total events: 21 (Perphenazine), 1 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=3.06(P=0)  

   

11.7.3 somnolence - short term  

Sun 2000 4/48 21/49 100% 0.19[0.07,0.52]

Subtotal (95% CI) 48 49 100% 0.19[0.07,0.52]

Total events: 4 (Perphenazine), 21 (Clozapine)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=3.23(P=0)  

   

11.7.4 restlessness - short term  

Sun 2000 20/48 4/49 100% 5.1[1.88,13.83]

Subtotal (95% CI) 48 49 100% 5.1[1.88,13.83]

Total events: 20 (Perphenazine), 4 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=3.2(P=0)  

Favours perphenazine 10000.001 100.1 1 Favours clozapine

 
 

Analysis 11.8.   Comparison 11 PERPHENAZINE vs CLOZAPINE, Outcome 8 Other adverse events: 3. At least one.

Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

11.8.1 short term  

Van Praag 1976 3/15 1/13 100% 2.6[0.31,22.05]

Subtotal (95% CI) 15 13 100% 2.6[0.31,22.05]

Total events: 3 (Perphenazine), 1 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.88(P=0.38)  

Favours perphenazine 1000.01 100.1 1 Favours clozapine

 
 

Analysis 11.9.   Comparison 11 PERPHENAZINE vs CLOZAPINE, Outcome 9 Other adverse events: 4. Cardiovascular.

Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

11.9.1 dizziness - short term  

Sun 2000 18/48 20/49 100% 0.92[0.56,1.51]

Subtotal (95% CI) 48 49 100% 0.92[0.56,1.51]

Total events: 18 (Perphenazine), 20 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.33(P=0.74)  

   

11.9.2 tachycardia - short term  

Sun 2000 9/48 40/49 100% 0.23[0.13,0.42]

Subtotal (95% CI) 48 49 100% 0.23[0.13,0.42]

Total events: 9 (Perphenazine), 40 (Clozapine)  

Favours perphenazine 200.05 50.2 1 Favours clozapine
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Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Heterogeneity: Not applicable  

Test for overall effect: Z=4.78(P<0.0001)  

Test for subgroup differences: Chi2=12.07, df=1 (P=0), I2=91.72%  

Favours perphenazine 200.05 50.2 1 Favours clozapine

 
 

Analysis 11.10.   Comparison 11 PERPHENAZINE vs CLOZAPINE,
Outcome 10 Other adverse events: 5. Gastrointestinal.

Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

11.10.1 constipation - short term  

Sun 2000 13/48 40/49 100% 0.33[0.2,0.54]

Subtotal (95% CI) 48 49 100% 0.33[0.2,0.54]

Total events: 13 (Perphenazine), 40 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=4.48(P<0.0001)  

Favours perphenazine 1000.01 100.1 1 Favours clozapine

 
 

Analysis 11.11.   Comparison 11 PERPHENAZINE vs CLOZAPINE, Outcome 11 Other adverse events: 6. Lab data.

Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

11.11.1 abnormal EKG - short term  

Sun 2000 17/48 13/49 100% 1.33[0.73,2.44]

Subtotal (95% CI) 48 49 100% 1.33[0.73,2.44]

Total events: 17 (Perphenazine), 13 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.94(P=0.35)  

   

11.11.2 high white blood cell count - short term  

Sun 2000 1/48 1/49 100% 1.02[0.07,15.86]

Subtotal (95% CI) 48 49 100% 1.02[0.07,15.86]

Total events: 1 (Perphenazine), 1 (Clozapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.01(P=0.99)  

   

11.11.3 low white blood cell count - short term  

Sun 2000 1/48 6/49 100% 0.17[0.02,1.36]

Subtotal (95% CI) 48 49 100% 0.17[0.02,1.36]

Total events: 1 (Perphenazine), 6 (Clozapine)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=1.67(P=0.1)  

   

11.11.4 liver function (GPT+) - short term  

Sun 2000 4/48 7/49 100% 0.58[0.18,1.86]

Subtotal (95% CI) 48 49 100% 0.58[0.18,1.86]

Total events: 4 (Perphenazine), 7 (Clozapine)  

Favours perphenazine 1000.01 100.1 1 Favours clozapine
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Study or subgroup Perphenazine Clozapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Heterogeneity: Not applicable  

Test for overall effect: Z=0.91(P=0.36)  

Test for subgroup differences: Chi2=4.5, df=1 (P=0.21), I2=33.29%  

Favours perphenazine 1000.01 100.1 1 Favours clozapine

 
 

Analysis 11.12.   Comparison 11 PERPHENAZINE vs CLOZAPINE, Outcome
12 Other adverse events: 7. Average endpoint score (TESS, skew).

Other adverse events: 7. Average endpoint score (TESS, skew)

Study Intervention Mean SD N

short term

Sun 2000 Perphenazine 3.38 2.19 51

Sun 2000 Clozapine 5.37 2.67 51

 
 

Comparison 12.   PERPHENAZINE vs CLOZAPINE + PERPHENAZINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 102 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.32, 27.89]

2 Mental state: 1. State - less than
30% BPRS reduction ('no effect')

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 147 Risk Ratio (M-H, Random, 95%
CI)

3.44 [0.86, 13.79]

3 Mental state: 1a. State - BPRS end
score (high = poor)

1   Mean Difference (IV, Random,
95% CI)

Subtotals only

3.1 total score - short term 1 102 Mean Difference (IV, Random,
95% CI)

0.74 [-1.72, 3.20]

3.2 anxiety-depression score - short
term

1 102 Mean Difference (IV, Random,
95% CI)

0.51 [-0.10, 1.12]

4 Adverse events: Movement disor-
ders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 myotony - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

1.04 [0.48, 2.28]

4.2 tremor - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

1.04 [0.48, 2.28]

5 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

5.1 blurred vision - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

0.98 [0.55, 1.75]

5.2 dry mouth - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

1.88 [0.97, 3.64]

5.3 increased salivation - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

0.06 [0.01, 0.22]

6 Other adverse events: 2. Arousal 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 excitement - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

21.88 [3.06,
156.33]

6.2 restlessness - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

2.98 [1.39, 6.39]

6.3 somnolence - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

2.08 [0.40, 10.85]

7 Other adverse events: 3. Cardio-
vascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 dizziness - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

0.89 [0.55, 1.46]

7.2 tachycardia - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

0.29 [0.16, 0.55]

8 Other adverse events: 4. Gastroin-
testinal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 constipation - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

0.44 [0.26, 0.73]

9 Other adverse events: 5. Lab data 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 abnormal EKG - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

1.97 [0.97, 3.98]

9.2 high white blood cell count -
short term

1 98 Risk Ratio (M-H, Random, 95%
CI)

1.04 [0.07, 16.19]

9.3 low white blood cell count -
short term

1 98 Risk Ratio (M-H, Random, 95%
CI)

0.17 [0.02, 1.39]

9.4 liver function (GPT+) - short term 1 98 Risk Ratio (M-H, Random, 95%
CI)

0.83 [0.24, 2.92]

10 Other adverse events: 6. Average
endpoint score (TESS, skewed)

    Other data No numeric data

10.1 short term     Other data No numeric data
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Analysis 12.1.   Comparison 12 PERPHENAZINE vs CLOZAPINE +
PERPHENAZINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Clozapine+per-
phenazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

12.1.1 short term  

Sun 2000 3/51 1/51 100% 3[0.32,27.89]

Subtotal (95% CI) 51 51 100% 3[0.32,27.89]

Total events: 3 (Perphenazine), 1 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.97(P=0.33)  

Favours perphenazine 5000.002 100.1 1 Favours clozapine+perphenazine

 
 

Analysis 12.2.   Comparison 12 PERPHENAZINE vs CLOZAPINE + PERPHENAZINE,
Outcome 2 Mental state: 1. State - less than 30% BPRS reduction ('no e>ect').

Study or subgroup Perphenazine Clozapine+per-
phenazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

12.2.1 short term  

Sun 2000 5/48 3/99 100% 3.44[0.86,13.79]

Subtotal (95% CI) 48 99 100% 3.44[0.86,13.79]

Total events: 5 (Perphenazine), 3 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.74(P=0.08)  

Favours perphenazine 1000.01 100.1 1 Favours clozapine+perphenazine

 
 

Analysis 12.3.   Comparison 12 PERPHENAZINE vs CLOZAPINE + PERPHENAZINE,
Outcome 3 Mental state: 1a. State - BPRS end score (high = poor).

Study or subgroup Perphenazine Clozapine+per-
phenazine

Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

12.3.1 total score - short term  

Sun 2000 51 26.7 (6.5) 51 26 (6.1) 100% 0.74[-1.72,3.2]

Subtotal *** 51   51   100% 0.74[-1.72,3.2]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.59(P=0.56)  

   

12.3.2 anxiety-depression score - short term  

Sun 2000 51 6 (1.7) 51 5.5 (1.4) 100% 0.51[-0.1,1.12]

Subtotal *** 51   51   100% 0.51[-0.1,1.12]

Heterogeneity: Not applicable  

Test for overall effect: Z=1.65(P=0.1)  

Test for subgroup differences: Chi2=0.03, df=1 (P=0.86), I2=0%  

Favours perphenazine 52.5-5 -2.5 0 Favours clozapine+perphenazine
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Analysis 12.4.   Comparison 12 PERPHENAZINE vs CLOZAPINE +
PERPHENAZINE, Outcome 4 Adverse events: Movement disorders.

Study or subgroup Perphenazine Clozapine+per-
phenazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

12.4.1 myotony - short term  

Sun 2000 10/48 10/50 100% 1.04[0.48,2.28]

Subtotal (95% CI) 48 50 100% 1.04[0.48,2.28]

Total events: 10 (Perphenazine), 10 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.1(P=0.92)  

   

12.4.2 tremor - short term  

Sun 2000 10/48 10/50 100% 1.04[0.48,2.28]

Subtotal (95% CI) 48 50 100% 1.04[0.48,2.28]

Total events: 10 (Perphenazine), 10 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.1(P=0.92)  

Favours perphenazine 5000.002 100.1 1 Favours clozapine+perphenazine

 
 

Analysis 12.5.   Comparison 12 PERPHENAZINE vs CLOZAPINE +
PERPHENAZINE, Outcome 5 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Clozapine+per-
phenazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

12.5.1 blurred vision - short term  

Sun 2000 15/48 16/50 100% 0.98[0.55,1.75]

Subtotal (95% CI) 48 50 100% 0.98[0.55,1.75]

Total events: 15 (Perphenazine), 16 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.08(P=0.94)  

   

12.5.2 dry mouth - short term  

Sun 2000 18/48 10/50 100% 1.88[0.97,3.64]

Subtotal (95% CI) 48 50 100% 1.88[0.97,3.64]

Total events: 18 (Perphenazine), 10 (Clozapine+perphenazine)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=1.86(P=0.06)  

   

12.5.3 increased salivation - short term  

Sun 2000 2/48 37/50 100% 0.06[0.01,0.22]

Subtotal (95% CI) 48 50 100% 0.06[0.01,0.22]

Total events: 2 (Perphenazine), 37 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=4.13(P<0.0001)  

Test for subgroup differences: Chi2=20.45, df=1 (P<0.0001), I2=90.22%  

Favours perphenazine 1000.01 100.1 1 Favours clozapine+perphenazine
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Analysis 12.6.   Comparison 12 PERPHENAZINE vs CLOZAPINE +
PERPHENAZINE, Outcome 6 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Clozapine+per-
phenazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

12.6.1 excitement - short term  

Sun 2000 21/48 1/50 100% 21.88[3.06,156.33]

Subtotal (95% CI) 48 50 100% 21.88[3.06,156.33]

Total events: 21 (Perphenazine), 1 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=3.07(P=0)  

   

12.6.2 restlessness - short term  

Sun 2000 20/48 7/50 100% 2.98[1.39,6.39]

Subtotal (95% CI) 48 50 100% 2.98[1.39,6.39]

Total events: 20 (Perphenazine), 7 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.8(P=0.01)  

   

12.6.3 somnolence - short term  

Sun 2000 4/48 2/50 100% 2.08[0.4,10.85]

Subtotal (95% CI) 48 50 100% 2.08[0.4,10.85]

Total events: 4 (Perphenazine), 2 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.87(P=0.38)  

Favours perphenazine 10000.001 100.1 1 Favours clozapine+perphenazine

 
 

Analysis 12.7.   Comparison 12 PERPHENAZINE vs CLOZAPINE +
PERPHENAZINE, Outcome 7 Other adverse events: 3. Cardiovascular.

Study or subgroup Perphenazine Clozapine+per-
phenazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

12.7.1 dizziness - short term  

Sun 2000 18/48 21/50 100% 0.89[0.55,1.46]

Subtotal (95% CI) 48 50 100% 0.89[0.55,1.46]

Total events: 18 (Perphenazine), 21 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.45(P=0.65)  

   

12.7.2 tachycardia - short term  

Sun 2000 9/48 32/50 100% 0.29[0.16,0.55]

Subtotal (95% CI) 48 50 100% 0.29[0.16,0.55]

Total events: 9 (Perphenazine), 32 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=3.85(P=0)  

Test for subgroup differences: Chi2=7.58, df=1 (P=0.01), I2=86.8%  

Favours perphenazine 200.05 50.2 1 Favours clozapine+perphenazine
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Analysis 12.8.   Comparison 12 PERPHENAZINE vs CLOZAPINE +
PERPHENAZINE, Outcome 8 Other adverse events: 4. Gastrointestinal.

Study or subgroup Perphenazine Clozapine+per-
phenazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

12.8.1 constipation - short term  

Sun 2000 13/48 31/50 100% 0.44[0.26,0.73]

Subtotal (95% CI) 48 50 100% 0.44[0.26,0.73]

Total events: 13 (Perphenazine), 31 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=3.17(P=0)  

Favours perphenazine 1000.01 100.1 1 Favours clozapine+perphenazine

 
 

Analysis 12.9.   Comparison 12 PERPHENAZINE vs CLOZAPINE +
PERPHENAZINE, Outcome 9 Other adverse events: 5. Lab data.

Study or subgroup Perphenazine Clozapine+per-
phenazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

12.9.1 abnormal EKG - short term  

Sun 2000 17/48 9/50 100% 1.97[0.97,3.98]

Subtotal (95% CI) 48 50 100% 1.97[0.97,3.98]

Total events: 17 (Perphenazine), 9 (Clozapine+perphenazine)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=1.88(P=0.06)  

   

12.9.2 high white blood cell count - short term  

Sun 2000 1/48 1/50 100% 1.04[0.07,16.19]

Subtotal (95% CI) 48 50 100% 1.04[0.07,16.19]

Total events: 1 (Perphenazine), 1 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.03(P=0.98)  

   

12.9.3 low white blood cell count - short term  

Sun 2000 1/48 6/50 100% 0.17[0.02,1.39]

Subtotal (95% CI) 48 50 100% 0.17[0.02,1.39]

Total events: 1 (Perphenazine), 6 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.65(P=0.1)  

   

12.9.4 liver function (GPT+) - short term  

Sun 2000 4/48 5/50 100% 0.83[0.24,2.92]

Subtotal (95% CI) 48 50 100% 0.83[0.24,2.92]

Total events: 4 (Perphenazine), 5 (Clozapine+perphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.29(P=0.78)  

Test for subgroup differences: Chi2=5.43, df=1 (P=0.14), I2=44.8%  

Favours perphenazine 1000.01 100.1 1 Favours clozapine+perphenazine

 
 

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

241



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Analysis 12.10.   Comparison 12 PERPHENAZINE vs CLOZAPINE + PERPHENAZINE,
Outcome 10 Other adverse events: 6. Average endpoint score (TESS, skewed).

Other adverse events: 6. Average endpoint score (TESS, skewed)

Study Intervention Mean SD N

short term

Sun 2000 Perphenazine 3.38 2.19 51

Sun 2000 Clozapine + perphenazine 5.65 3.53 51

 
 

Comparison 13.   PERPHENAZINE vs FLUPHENAZINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

1.1 short term 1 106 Risk Ratio (M-H, Random, 95% CI) 0.62 [0.38, 1.01]

2 Leaving the study early: 2. Due
to adverse events

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

2.1 short term 1 106 Risk Ratio (M-H, Random, 95% CI) 1.0 [0.15, 6.84]

3 Adverse events: Movement
disorders

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

3.1 akathisia - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 1.17 [0.42, 3.24]

3.2 akinesia - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 0.0 [0.0, 0.0]

3.3 dyskinesia - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 2.0 [0.19, 21.40]

3.4 parkinsonism - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 1.14 [0.45, 2.93]

 
 

Analysis 13.1.   Comparison 13 PERPHENAZINE vs FLUPHENAZINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Fluphenazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

13.1.1 short term  

Hanlon 1965 16/53 26/53 100% 0.62[0.38,1.01]

Subtotal (95% CI) 53 53 100% 0.62[0.38,1.01]

Total events: 16 (Perphenazine), 26 (Fluphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.93(P=0.05)  

Favours perphenazine 20.5 1.50.7 1 Favours fluphenazine
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Analysis 13.2.   Comparison 13 PERPHENAZINE vs FLUPHENAZINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Fluphenazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

13.2.1 short term  

Hanlon 1965 2/53 2/53 100% 1[0.15,6.84]

Subtotal (95% CI) 53 53 100% 1[0.15,6.84]

Total events: 2 (Perphenazine), 2 (Fluphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours fluphenazine

 
 

Analysis 13.3.   Comparison 13 PERPHENAZINE vs FLUPHENAZINE, Outcome 3 Adverse events: Movement disorders.

Study or subgroup Perphenazine Fluphenazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

13.3.1 akathisia - short term  

Hanlon 1965 7/53 6/53 100% 1.17[0.42,3.24]

Subtotal (95% CI) 53 53 100% 1.17[0.42,3.24]

Total events: 7 (Perphenazine), 6 (Fluphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.3(P=0.77)  

   

13.3.2 akinesia - short term  

Hanlon 1965 0/53 0/53   Not estimable

Subtotal (95% CI) 53 53 Not estimable

Total events: 0 (Perphenazine), 0 (Fluphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

13.3.3 dyskinesia - short term  

Hanlon 1965 2/53 1/53 100% 2[0.19,21.4]

Subtotal (95% CI) 53 53 100% 2[0.19,21.4]

Total events: 2 (Perphenazine), 1 (Fluphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.57(P=0.57)  

   

13.3.4 parkinsonism - short term  

Hanlon 1965 8/53 7/53 100% 1.14[0.45,2.93]

Subtotal (95% CI) 53 53 100% 1.14[0.45,2.93]

Total events: 8 (Perphenazine), 7 (Fluphenazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.28(P=0.78)  

Favours perphenazine 1000.01 100.1 1 Favours fluphenazine
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Comparison 14.   PERPHENAZINE vs HALOPERIDOL

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.84 [0.40, 1.77]

2 Leaving the study early: 2. Due
to adverse events

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.49 [0.13, 1.92]

3 Leaving the study early: 3. Due
to relapse / worsening or no im-
provement

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

1.39 [0.46, 4.21]

4 Global state: 1. Change over
time - no better or deterioration
(ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

1.01 [0.79, 1.29]

5 Adverse events: Movement dis-
orders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 akathisia - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.70 [0.42, 1.16]

5.2 ataxia - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.49 [0.05, 5.36]

5.3 dyskinesia - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.45 [0.16, 1.24]

5.4 parkinsonism - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.77 [0.49, 1.20]

5.5 use of antiparkinsonian drugs
- short term

1 189 Risk Ratio (M-H, Random, 95%
CI)

0.87 [0.68, 1.11]

6 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 blurred vision - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.25 [0.05, 1.13]

6.2 dry mouth - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.54 [0.21, 1.40]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

7 Other adverse events: 2.
Arousal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 insomnia - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.97 [0.71, 1.32]

7.2 need of additional benzodi-
azepines - short term

1 189 Risk Ratio (M-H, Random, 95%
CI)

1.01 [0.76, 1.34]

7.3 sleepiness/sedation - short
term

1 189 Risk Ratio (M-H, Random, 95%
CI)

1.21 [0.53, 2.78]

8 Other adverse events: 3. At least
one

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

1.05 [0.88, 1.25]

9 Other adverse events: 4. Cardio-
vascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 angina pectoris - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.57 [0.17, 1.87]

9.2 palpitations - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.28 [0.06, 1.33]

10 Other adverse events: 5. Cen-
tral nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 disturbance of conscious-
ness - short term

1 189 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 8.00]

10.2 headache - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.90 [0.40, 2.02]

10.3 paraesthesia - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.99 [0.25, 3.84]

10.4 vertigo - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.82 [0.37, 1.82]

11 Other adverse events: 6. Gas-
trointestinal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

11.1 constipation - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.84 [0.40, 1.77]

11.2 icterus - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

11.3 loss of appetite - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.75 [0.45, 1.27]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

11.4 nausea and vomiting - short
term

1 189 Risk Ratio (M-H, Random, 95%
CI)

1.62 [0.81, 3.24]

12 Other adverse events: 7. Skin 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

12.1 pruritus - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.66 [0.11, 3.86]

12.2 rash - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

1.98 [0.18, 21.46]

13 Other adverse events: 8. Geni-
tourinary

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

13.1 diminished sexual desire 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.99 [0.06, 15.59]

13.2 micturition disturbances -
short term

1 189 Risk Ratio (M-H, Random, 95%
CI)

0.49 [0.09, 2.64]

14 Other adverse events: 9. Oth-
ers

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

14.1 cramps - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 8.00]

14.2 sweating - short term 1 189 Risk Ratio (M-H, Random, 95%
CI)

0.16 [0.02, 1.34]

 
 

Analysis 14.1.   Comparison 14 PERPHENAZINE vs HALOPERIDOL, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.1.1 short term  

Kurihara 1983 11/95 13/94 100% 0.84[0.4,1.77]

Subtotal (95% CI) 95 94 100% 0.84[0.4,1.77]

Total events: 11 (Perphenazine), 13 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.46(P=0.64)  

Favours perphenazine 5000.002 100.1 1 Favours haloperidol

 
 

Analysis 14.2.   Comparison 14 PERPHENAZINE vs HALOPERIDOL,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.2.1 short term  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol
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Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Kurihara 1983 3/95 6/94 100% 0.49[0.13,1.92]

Subtotal (95% CI) 95 94 100% 0.49[0.13,1.92]

Total events: 3 (Perphenazine), 6 (Haloperidol)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=1.02(P=0.31)  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol

 
 

Analysis 14.3.   Comparison 14 PERPHENAZINE vs HALOPERIDOL, Outcome
3 Leaving the study early: 3. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.3.1 short term  

Kurihara 1983 7/95 5/94 100% 1.39[0.46,4.21]

Subtotal (95% CI) 95 94 100% 1.39[0.46,4.21]

Total events: 7 (Perphenazine), 5 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.57(P=0.57)  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol

 
 

Analysis 14.4.   Comparison 14 PERPHENAZINE vs HALOPERIDOL, Outcome
4 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.4.1 short term  

Kurihara 1983 55/95 54/94 100% 1.01[0.79,1.29]

Subtotal (95% CI) 95 94 100% 1.01[0.79,1.29]

Total events: 55 (Perphenazine), 54 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.06(P=0.95)  

Favours perphenazine 500.02 100.1 1 Favours haloperidol

 
 

Analysis 14.5.   Comparison 14 PERPHENAZINE vs HALOPERIDOL, Outcome 5 Adverse events: Movement disorders.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.5.1 akathisia - short term  

Kurihara 1983 19/95 27/94 100% 0.7[0.42,1.16]

Subtotal (95% CI) 95 94 100% 0.7[0.42,1.16]

Total events: 19 (Perphenazine), 27 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.38(P=0.17)  

   

Favours perphenazine 1000.01 100.1 1 Favours haloperidol
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Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.5.2 ataxia - short term  

Kurihara 1983 1/95 2/94 100% 0.49[0.05,5.36]

Subtotal (95% CI) 95 94 100% 0.49[0.05,5.36]

Total events: 1 (Perphenazine), 2 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

   

14.5.3 dyskinesia - short term  

Kurihara 1983 5/95 11/94 100% 0.45[0.16,1.24]

Subtotal (95% CI) 95 94 100% 0.45[0.16,1.24]

Total events: 5 (Perphenazine), 11 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.54(P=0.12)  

   

14.5.4 parkinsonism - short term  

Kurihara 1983 24/95 31/94 100% 0.77[0.49,1.2]

Subtotal (95% CI) 95 94 100% 0.77[0.49,1.2]

Total events: 24 (Perphenazine), 31 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.16(P=0.25)  

   

14.5.5 use of antiparkinsonian drugs - short term  

Kurihara 1983 51/95 58/94 100% 0.87[0.68,1.11]

Subtotal (95% CI) 95 94 100% 0.87[0.68,1.11]

Total events: 51 (Perphenazine), 58 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.11(P=0.27)  

Favours perphenazine 1000.01 100.1 1 Favours haloperidol

 
 

Analysis 14.6.   Comparison 14 PERPHENAZINE vs HALOPERIDOL,
Outcome 6 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.6.1 blurred vision - short term  

Kurihara 1983 2/95 8/94 100% 0.25[0.05,1.13]

Subtotal (95% CI) 95 94 100% 0.25[0.05,1.13]

Total events: 2 (Perphenazine), 8 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.8(P=0.07)  

   

14.6.2 dry mouth - short term  

Kurihara 1983 6/95 11/94 100% 0.54[0.21,1.4]

Subtotal (95% CI) 95 94 100% 0.54[0.21,1.4]

Total events: 6 (Perphenazine), 11 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.27(P=0.2)  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol
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Analysis 14.7.   Comparison 14 PERPHENAZINE vs HALOPERIDOL, Outcome 7 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.7.1 insomnia - short term  

Kurihara 1983 42/95 43/94 100% 0.97[0.71,1.32]

Subtotal (95% CI) 95 94 100% 0.97[0.71,1.32]

Total events: 42 (Perphenazine), 43 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.21(P=0.83)  

   

14.7.2 need of additional benzodiazepines - short term  

Kurihara 1983 48/95 47/94 100% 1.01[0.76,1.34]

Subtotal (95% CI) 95 94 100% 1.01[0.76,1.34]

Total events: 48 (Perphenazine), 47 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.07(P=0.94)  

   

14.7.3 sleepiness/sedation - short term  

Kurihara 1983 11/95 9/94 100% 1.21[0.53,2.78]

Subtotal (95% CI) 95 94 100% 1.21[0.53,2.78]

Total events: 11 (Perphenazine), 9 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.45(P=0.65)  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol

 
 

Analysis 14.8.   Comparison 14 PERPHENAZINE vs HALOPERIDOL, Outcome 8 Other adverse events: 3. At least one.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.8.1 short term  

Kurihara 1983 70/95 66/94 100% 1.05[0.88,1.25]

Subtotal (95% CI) 95 94 100% 1.05[0.88,1.25]

Total events: 70 (Perphenazine), 66 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.53(P=0.6)  

Favours perphenazine 1000.01 100.1 1 Favours haloperidol

 
 

Analysis 14.9.   Comparison 14 PERPHENAZINE vs HALOPERIDOL,
Outcome 9 Other adverse events: 4. Cardiovascular.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.9.1 angina pectoris - short term  

Kurihara 1983 4/95 7/94 100% 0.57[0.17,1.87]

Subtotal (95% CI) 95 94 100% 0.57[0.17,1.87]

Total events: 4 (Perphenazine), 7 (Haloperidol)  

Heterogeneity: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol
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Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.94(P=0.35)  

   

14.9.2 palpitations - short term  

Kurihara 1983 2/95 7/94 100% 0.28[0.06,1.33]

Subtotal (95% CI) 95 94 100% 0.28[0.06,1.33]

Total events: 2 (Perphenazine), 7 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.6(P=0.11)  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol

 
 

Analysis 14.10.   Comparison 14 PERPHENAZINE vs HALOPERIDOL,
Outcome 10 Other adverse events: 5. Central nervous system.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.10.1 disturbance of consciousness - short term  

Kurihara 1983 0/95 1/94 100% 0.33[0.01,8]

Subtotal (95% CI) 95 94 100% 0.33[0.01,8]

Total events: 0 (Perphenazine), 1 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

14.10.2 headache - short term  

Kurihara 1983 10/95 11/94 100% 0.9[0.4,2.02]

Subtotal (95% CI) 95 94 100% 0.9[0.4,2.02]

Total events: 10 (Perphenazine), 11 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.26(P=0.8)  

   

14.10.3 paraesthesia - short term  

Kurihara 1983 4/95 4/94 100% 0.99[0.25,3.84]

Subtotal (95% CI) 95 94 100% 0.99[0.25,3.84]

Total events: 4 (Perphenazine), 4 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.02(P=0.99)  

   

14.10.4 vertigo - short term  

Kurihara 1983 10/95 12/94 100% 0.82[0.37,1.82]

Subtotal (95% CI) 95 94 100% 0.82[0.37,1.82]

Total events: 10 (Perphenazine), 12 (Haloperidol)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.48(P=0.63)  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol
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Analysis 14.11.   Comparison 14 PERPHENAZINE vs HALOPERIDOL,
Outcome 11 Other adverse events: 6. Gastrointestinal.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.11.1 constipation - short term  

Kurihara 1983 11/95 13/94 100% 0.84[0.4,1.77]

Subtotal (95% CI) 95 94 100% 0.84[0.4,1.77]

Total events: 11 (Perphenazine), 13 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.46(P=0.64)  

   

14.11.2 icterus - short term  

Kurihara 1983 0/95 0/94   Not estimable

Subtotal (95% CI) 95 94 Not estimable

Total events: 0 (Perphenazine), 0 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

14.11.3 loss of appetite - short term  

Kurihara 1983 19/95 25/94 100% 0.75[0.45,1.27]

Subtotal (95% CI) 95 94 100% 0.75[0.45,1.27]

Total events: 19 (Perphenazine), 25 (Haloperidol)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=1.07(P=0.29)  

   

14.11.4 nausea and vomiting - short term  

Kurihara 1983 18/95 11/94 100% 1.62[0.81,3.24]

Subtotal (95% CI) 95 94 100% 1.62[0.81,3.24]

Total events: 18 (Perphenazine), 11 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.36(P=0.17)  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol

 
 

Analysis 14.12.   Comparison 14 PERPHENAZINE vs HALOPERIDOL, Outcome 12 Other adverse events: 7. Skin.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.12.1 pruritus - short term  

Kurihara 1983 2/95 3/94 100% 0.66[0.11,3.86]

Subtotal (95% CI) 95 94 100% 0.66[0.11,3.86]

Total events: 2 (Perphenazine), 3 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.46(P=0.64)  

   

14.12.2 rash - short term  

Kurihara 1983 2/95 1/94 100% 1.98[0.18,21.46]

Subtotal (95% CI) 95 94 100% 1.98[0.18,21.46]

Total events: 2 (Perphenazine), 1 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.56(P=0.57)  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol
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Analysis 14.13.   Comparison 14 PERPHENAZINE vs HALOPERIDOL,
Outcome 13 Other adverse events: 8. Genitourinary.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.13.1 diminished sexual desire  

Kurihara 1983 1/95 1/94 100% 0.99[0.06,15.59]

Subtotal (95% CI) 95 94 100% 0.99[0.06,15.59]

Total events: 1 (Perphenazine), 1 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.01(P=0.99)  

   

14.13.2 micturition disturbances - short term  

Kurihara 1983 2/95 4/94 100% 0.49[0.09,2.64]

Subtotal (95% CI) 95 94 100% 0.49[0.09,2.64]

Total events: 2 (Perphenazine), 4 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.82(P=0.41)  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol

 
 

Analysis 14.14.   Comparison 14 PERPHENAZINE vs HALOPERIDOL, Outcome 14 Other adverse events: 9. Others.

Study or subgroup Perphenazine Haloperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

14.14.1 cramps - short term  

Kurihara 1983 0/95 1/94 100% 0.33[0.01,8]

Subtotal (95% CI) 95 94 100% 0.33[0.01,8]

Total events: 0 (Perphenazine), 1 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

14.14.2 sweating - short term  

Kurihara 1983 1/95 6/94 100% 0.16[0.02,1.34]

Subtotal (95% CI) 95 94 100% 0.16[0.02,1.34]

Total events: 1 (Perphenazine), 6 (Haloperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.68(P=0.09)  

Favours perphenazine 10000.001 100.1 1 Favours haloperidol

 
 

Comparison 15.   PERPHENAZINE vs LOXAPINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.96 [0.32, 2.88]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

2 Leaving the study early: 2. Due to
relapse / worsening or no improve-
ment

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.96 [0.06, 14.43]

3 Global state: 1. Change over time -
no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.85 [0.40, 1.82]

4 Adverse events: Movement disor-
ders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 dystonia - short term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.14 [0.01, 2.52]

4.2 extrapyramidal signs - short
term

1 47 Risk Ratio (M-H, Random, 95%
CI)

0.90 [0.62, 1.31]

4.3 use of antiparkinsonian drugs -
short term

1 47 Risk Ratio (M-H, Random, 95%
CI)

1.18 [0.75, 1.86]

5 Other adverse events: 1. Arousal 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 drowsiness - short term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.60 [0.43, 5.93]

6 Other adverse events: 2. At least
one

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 short term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.30 [1.00, 1.68]

7 Other adverse events: 3. lab data 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 ECG – atrial extrasystole & flat-
tening of T-wave in V6 - short term

1 47 Risk Ratio (M-H, Random, 95%
CI)

6.72 [0.37, 123.33]

7.2 ventricular extrasystole - short
term

1 47 Risk Ratio (M-H, Random, 95%
CI)

0.32 [0.01, 7.48]

 
 

Analysis 15.1.   Comparison 15 PERPHENAZINE vs LOXAPINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Loxapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

15.1.1 short term  

Favours perphenazine 5000.002 100.1 1 Favours loxapine
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Study or subgroup Perphenazine Loxapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Fruensgaard 1978 5/24 5/23 100% 0.96[0.32,2.88]

Subtotal (95% CI) 24 23 100% 0.96[0.32,2.88]

Total events: 5 (Perphenazine), 5 (Loxapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.08(P=0.94)  

Favours perphenazine 5000.002 100.1 1 Favours loxapine

 
 

Analysis 15.2.   Comparison 15 PERPHENAZINE vs LOXAPINE, Outcome 2
Leaving the study early: 2. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Loxapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

15.2.1 short term  

Fruensgaard 1978 1/24 1/23 100% 0.96[0.06,14.43]

Subtotal (95% CI) 24 23 100% 0.96[0.06,14.43]

Total events: 1 (Perphenazine), 1 (Loxapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.03(P=0.98)  

Favours perphenazine 10000.001 100.1 1 Favours loxapine

 
 

Analysis 15.3.   Comparison 15 PERPHENAZINE vs LOXAPINE, Outcome
3 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Loxapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

15.3.1 short term  

Fruensgaard 1978 8/24 9/23 100% 0.85[0.4,1.82]

Subtotal (95% CI) 24 23 100% 0.85[0.4,1.82]

Total events: 8 (Perphenazine), 9 (Loxapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.41(P=0.68)  

Favours perphenazine 1000.01 100.1 1 Favours loxapine

 
 

Analysis 15.4.   Comparison 15 PERPHENAZINE vs LOXAPINE, Outcome 4 Adverse events: Movement disorders.

Study or subgroup Perphenazine Loxapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

15.4.1 dystonia - short term  

Fruensgaard 1978 0/24 3/23 100% 0.14[0.01,2.52]

Subtotal (95% CI) 24 23 100% 0.14[0.01,2.52]

Total events: 0 (Perphenazine), 3 (Loxapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.34(P=0.18)  
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Study or subgroup Perphenazine Loxapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

15.4.2 extrapyramidal signs - short term  

Fruensgaard 1978 16/24 17/23 100% 0.9[0.62,1.31]

Subtotal (95% CI) 24 23 100% 0.9[0.62,1.31]

Total events: 16 (Perphenazine), 17 (Loxapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.54(P=0.59)  

   

15.4.3 use of antiparkinsonian drugs - short term  

Fruensgaard 1978 16/24 13/23 100% 1.18[0.75,1.86]

Subtotal (95% CI) 24 23 100% 1.18[0.75,1.86]

Total events: 16 (Perphenazine), 13 (Loxapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.71(P=0.48)  

Favours perphenazine 1000.01 100.1 1 Favours loxapine

 
 

Analysis 15.5.   Comparison 15 PERPHENAZINE vs LOXAPINE, Outcome 5 Other adverse events: 1. Arousal.

Study or subgroup Perphenazine Loxapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

15.5.1 drowsiness - short term  

Fruensgaard 1978 5/24 3/23 100% 1.6[0.43,5.93]

Subtotal (95% CI) 24 23 100% 1.6[0.43,5.93]

Total events: 5 (Perphenazine), 3 (Loxapine)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.7(P=0.48)  

Favours perphenazine 10000.001 100.1 1 Favours loxapine

 
 

Analysis 15.6.   Comparison 15 PERPHENAZINE vs LOXAPINE, Outcome 6 Other adverse events: 2. At least one.

Study or subgroup Perphenazine Loxapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

15.6.1 short term  

Fruensgaard 1978 23/24 17/23 100% 1.3[1,1.68]

Subtotal (95% CI) 24 23 100% 1.3[1,1.68]

Total events: 23 (Perphenazine), 17 (Loxapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.98(P=0.05)  

Favours perphenazine 20.5 1.50.7 1 Favours loxapine

 
 

Analysis 15.7.   Comparison 15 PERPHENAZINE vs LOXAPINE, Outcome 7 Other adverse events: 3. lab data.

Study or subgroup Perphenazine Loxapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

15.7.1 ECG – atrial extrasystole & flattening of T-wave in V6 - short
term
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Study or subgroup Perphenazine Loxapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Fruensgaard 1978 3/24 0/23 100% 6.72[0.37,123.33]

Subtotal (95% CI) 24 23 100% 6.72[0.37,123.33]

Total events: 3 (Perphenazine), 0 (Loxapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.28(P=0.2)  

   

15.7.2 ventricular extrasystole - short term  

Fruensgaard 1978 0/24 1/23 100% 0.32[0.01,7.48]

Subtotal (95% CI) 24 23 100% 0.32[0.01,7.48]

Total events: 0 (Perphenazine), 1 (Loxapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.71(P=0.48)  

Test for subgroup differences: Chi2=1.94, df=1 (P=0.16), I2=48.33%  

Favours perphenazine 2000.005 100.1 1 Favours loxapine

 
 

Comparison 16.   PERPHENAZINE vs MEPAZINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 2 68 Risk Ratio (M-H, Random, 95%
CI)

1.18 [0.91, 1.53]

2 Leaving the study early: 2. Due to
adverse events

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 58 Risk Ratio (M-H, Random, 95%
CI)

6.97 [0.93, 52.20]

3 Global state: 1. Change over time -
no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 58 Risk Ratio (M-H, Random, 95%
CI)

0.40 [0.16, 1.00]

4 Other adverse events: 1. Central
nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 electroencephalogram (in-
crease) - short term

1 10 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.08, 11.93]
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Analysis 16.1.   Comparison 16 PERPHENAZINE vs MEPAZINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Mepazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

16.1.1 short term  

Bennett 1961 0/5 0/5   Not estimable

Kurland 1961 27/31 20/27 100% 1.18[0.91,1.53]

Subtotal (95% CI) 36 32 100% 1.18[0.91,1.53]

Total events: 27 (Perphenazine), 20 (Mepazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.22(P=0.22)  

Favours perphenazine 20.5 1.50.7 1 Favours mepazine

 
 

Analysis 16.2.   Comparison 16 PERPHENAZINE vs MEPAZINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Mepazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

16.2.1 short term  

Kurland 1961 8/31 1/27 100% 6.97[0.93,52.2]

Subtotal (95% CI) 31 27 100% 6.97[0.93,52.2]

Total events: 8 (Perphenazine), 1 (Mepazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.89(P=0.06)  

Favours perphenazine 10000.001 100.1 1 Favours mepazine

 
 

Analysis 16.3.   Comparison 16 PERPHENAZINE vs MEPAZINE, Outcome
3 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Mepazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

16.3.1 short term  

Kurland 1961 5/31 11/27 100% 0.4[0.16,1]

Subtotal (95% CI) 31 27 100% 0.4[0.16,1]

Total events: 5 (Perphenazine), 11 (Mepazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.97(P=0.05)  

Favours perphenazine 1000.01 100.1 1 Favours mepazine

 
 

Analysis 16.4.   Comparison 16 PERPHENAZINE vs MEPAZINE,
Outcome 4 Other adverse events: 1. Central nervous system.

Study or subgroup Perphenazine Mepazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

16.4.1 electroencephalogram (increase) - short term  

Bennett 1961 1/5 1/5 100% 1[0.08,11.93]

Subtotal (95% CI) 5 5 100% 1[0.08,11.93]

Favours perphenazine 10000.001 100.1 1 Favours mepazine
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Study or subgroup Perphenazine Mepazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Total events: 1 (Perphenazine), 1 (Mepazine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours mepazine

 
 

Comparison 17.   PERPHENAZINE vs METHYPERIDOL

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.35, 2.83]

2 Leaving the study early: 2. Due to
adverse events

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

4.0 [0.47, 34.20]

3 Global state: 1. Change over time
- no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

1.05 [0.68, 1.64]

4 Behaviour: 1. Behaviour subscale
of the Psychiatric Rating Scale: no
better or worse

1 78 Risk Ratio (M-H, Random, 95%
CI)

0.88 [0.61, 1.26]

5 Adverse events: Movement disor-
ders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 akathisia - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

1.25 [0.36, 4.31]

5.2 ataxia - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

5.3 dyskinesia - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.2 [0.02, 1.63]

5.4 parkinsonism - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.8 [0.35, 1.81]

6 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 blurred vision - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.2 [0.01, 4.04]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

6.2 dry mouth - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

2.0 [0.19, 21.16]

7 Other adverse events: 2. Arousal 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 insomnia - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.64 [0.28, 1.47]

7.2 sleepiness/sedation - short
term

1 78 Risk Ratio (M-H, Random, 95%
CI)

0.5 [0.10, 2.57]

8 Other adverse events: 3. At least
one

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.96 [0.70, 1.33]

9 Other adverse events: 4. Central
nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 disturbance of consciousness -
short term

1 78 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

9.2 headache - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.06, 15.43]

9.3 paraesthesia - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

9.4 vertigo - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.94]

10 Other adverse events: 5. Gas-
trointestinal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 constipation - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.94]

10.2 icterus - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

10.3 loss of appetite - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.6 [0.15, 2.34]

10.4 nausea and vomiting - short
term

1 78 Risk Ratio (M-H, Random, 95%
CI)

1.5 [0.27, 8.49]

11 Other adverse events: 6. Skin 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

11.1 rash - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.06, 15.43]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

12 Other adverse events: 7. Geni-
tourinary

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

12.1 micturition disturbances -
short term

1 78 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.94]

13 Other adverse events: 8. Others 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

13.1 cramps - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

13.2 sweating - short term 1 78 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

 
 

Analysis 17.1.   Comparison 17 PERPHENAZINE vs METHYPERIDOL, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.1.1 short term  

Itoh 1969 III 6/39 6/39 100% 1[0.35,2.83]

Subtotal (95% CI) 39 39 100% 1[0.35,2.83]

Total events: 6 (Perphenazine), 6 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 5000.002 100.1 1 Favours methyperidol

 
 

Analysis 17.2.   Comparison 17 PERPHENAZINE vs METHYPERIDOL,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.2.1 short term  

Itoh 1969 III 4/39 1/39 100% 4[0.47,34.2]

Subtotal (95% CI) 39 39 100% 4[0.47,34.2]

Total events: 4 (Perphenazine), 1 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.27(P=0.21)  

Favours perphenazine 10000.001 100.1 1 Favours methyperidol
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Analysis 17.3.   Comparison 17 PERPHENAZINE vs METHYPERIDOL, Outcome
3 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.3.1 short term  

Itoh 1969 III 20/39 19/39 100% 1.05[0.68,1.64]

Subtotal (95% CI) 39 39 100% 1.05[0.68,1.64]

Total events: 20 (Perphenazine), 19 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.23(P=0.82)  

Favours perphenazine 1000.01 100.1 1 Favours methyperidol

 
 

Analysis 17.4.   Comparison 17 PERPHENAZINE vs METHYPERIDOL, Outcome 4
Behaviour: 1. Behaviour subscale of the Psychiatric Rating Scale: no better or worse.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Itoh 1969 III 22/39 25/39 100% 0.88[0.61,1.26]

   

Total (95% CI) 39 39 100% 0.88[0.61,1.26]

Total events: 22 (Perphenazine), 25 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.69(P=0.49)  

Favours perphenazine 100.1 50.2 20.5 1 Favours methyperidol

 
 

Analysis 17.5.   Comparison 17 PERPHENAZINE vs METHYPERIDOL, Outcome 5 Adverse events: Movement disorders.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.5.1 akathisia - short term  

Itoh 1969 III 5/39 4/39 100% 1.25[0.36,4.31]

Subtotal (95% CI) 39 39 100% 1.25[0.36,4.31]

Total events: 5 (Perphenazine), 4 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.35(P=0.72)  

   

17.5.2 ataxia - short term  

Itoh 1969 III 0/39 0/39   Not estimable

Subtotal (95% CI) 39 39 Not estimable

Total events: 0 (Perphenazine), 0 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

17.5.3 dyskinesia - short term  

Itoh 1969 III 1/39 5/39 100% 0.2[0.02,1.63]

Subtotal (95% CI) 39 39 100% 0.2[0.02,1.63]

Total events: 1 (Perphenazine), 5 (Methyperidol)  

Heterogeneity: Not applicable  

Favours perphenazine 1000.01 100.1 1 Favours methyperidol
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Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=1.5(P=0.13)  

   

17.5.4 parkinsonism - short term  

Itoh 1969 III 8/39 10/39 100% 0.8[0.35,1.81]

Subtotal (95% CI) 39 39 100% 0.8[0.35,1.81]

Total events: 8 (Perphenazine), 10 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.54(P=0.59)  

Favours perphenazine 1000.01 100.1 1 Favours methyperidol

 
 

Analysis 17.6.   Comparison 17 PERPHENAZINE vs METHYPERIDOL,
Outcome 6 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.6.1 blurred vision - short term  

Itoh 1969 III 0/39 2/39 100% 0.2[0.01,4.04]

Subtotal (95% CI) 39 39 100% 0.2[0.01,4.04]

Total events: 0 (Perphenazine), 2 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.29)  

   

17.6.2 dry mouth - short term  

Itoh 1969 III 2/39 1/39 100% 2[0.19,21.16]

Subtotal (95% CI) 39 39 100% 2[0.19,21.16]

Total events: 2 (Perphenazine), 1 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

Favours perphenazine 10000.001 100.1 1 Favours methyperidol

 
 

Analysis 17.7.   Comparison 17 PERPHENAZINE vs METHYPERIDOL, Outcome 7 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.7.1 insomnia - short term  

Itoh 1969 III 7/39 11/39 100% 0.64[0.28,1.47]

Subtotal (95% CI) 39 39 100% 0.64[0.28,1.47]

Total events: 7 (Perphenazine), 11 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.06(P=0.29)  

   

17.7.2 sleepiness/sedation - short term  

Itoh 1969 III 2/39 4/39 100% 0.5[0.1,2.57]

Subtotal (95% CI) 39 39 100% 0.5[0.1,2.57]

Total events: 2 (Perphenazine), 4 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.83(P=0.41)  

Favours perphenazine 10000.001 100.1 1 Favours methyperidol
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Analysis 17.8.   Comparison 17 PERPHENAZINE vs METHYPERIDOL, Outcome 8 Other adverse events: 3. At least one.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.8.1 short term  

Itoh 1969 III 25/39 26/39 100% 0.96[0.7,1.33]

Subtotal (95% CI) 39 39 100% 0.96[0.7,1.33]

Total events: 25 (Perphenazine), 26 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.24(P=0.81)  

Favours perphenazine 1000.01 100.1 1 Favours methyperidol

 
 

Analysis 17.9.   Comparison 17 PERPHENAZINE vs METHYPERIDOL,
Outcome 9 Other adverse events: 4. Central nervous system.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.9.1 disturbance of consciousness - short term  

Itoh 1969 III 0/39 0/39   Not estimable

Subtotal (95% CI) 39 39 Not estimable

Total events: 0 (Perphenazine), 0 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

17.9.2 headache - short term  

Itoh 1969 III 1/39 1/39 100% 1[0.06,15.43]

Subtotal (95% CI) 39 39 100% 1[0.06,15.43]

Total events: 1 (Perphenazine), 1 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

17.9.3 paraesthesia - short term  

Itoh 1969 III 0/39 0/39   Not estimable

Subtotal (95% CI) 39 39 Not estimable

Total events: 0 (Perphenazine), 0 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

17.9.4 vertigo - short term  

Itoh 1969 III 0/39 1/39 100% 0.33[0.01,7.94]

Subtotal (95% CI) 39 39 100% 0.33[0.01,7.94]

Total events: 0 (Perphenazine), 1 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours methyperidol
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Analysis 17.10.   Comparison 17 PERPHENAZINE vs METHYPERIDOL,
Outcome 10 Other adverse events: 5. Gastrointestinal.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.10.1 constipation - short term  

Itoh 1969 III 0/39 1/39 100% 0.33[0.01,7.94]

Subtotal (95% CI) 39 39 100% 0.33[0.01,7.94]

Total events: 0 (Perphenazine), 1 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

17.10.2 icterus - short term  

Itoh 1969 III 0/39 0/39   Not estimable

Subtotal (95% CI) 39 39 Not estimable

Total events: 0 (Perphenazine), 0 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

17.10.3 loss of appetite - short term  

Itoh 1969 III 3/39 5/39 100% 0.6[0.15,2.34]

Subtotal (95% CI) 39 39 100% 0.6[0.15,2.34]

Total events: 3 (Perphenazine), 5 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.74(P=0.46)  

   

17.10.4 nausea and vomiting - short term  

Itoh 1969 III 3/39 2/39 100% 1.5[0.27,8.49]

Subtotal (95% CI) 39 39 100% 1.5[0.27,8.49]

Total events: 3 (Perphenazine), 2 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.46(P=0.65)  

Favours perphenazine 10000.001 100.1 1 Favours methyperidol

 
 

Analysis 17.11.   Comparison 17 PERPHENAZINE vs METHYPERIDOL, Outcome 11 Other adverse events: 6. Skin.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.11.1 rash - short term  

Itoh 1969 III 1/39 1/39 100% 1[0.06,15.43]

Subtotal (95% CI) 39 39 100% 1[0.06,15.43]

Total events: 1 (Perphenazine), 1 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours methyperidol
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Analysis 17.12.   Comparison 17 PERPHENAZINE vs METHYPERIDOL,
Outcome 12 Other adverse events: 7. Genitourinary.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.12.1 micturition disturbances - short term  

Itoh 1969 III 0/39 1/39 100% 0.33[0.01,7.94]

Subtotal (95% CI) 39 39 100% 0.33[0.01,7.94]

Total events: 0 (Perphenazine), 1 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours methyperidol

 
 

Analysis 17.13.   Comparison 17 PERPHENAZINE vs METHYPERIDOL, Outcome 13 Other adverse events: 8. Others.

Study or subgroup Perphenazine Methyperidol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

17.13.1 cramps - short term  

Itoh 1969 III 0/39 0/39   Not estimable

Subtotal (95% CI) 39 39 Not estimable

Total events: 0 (Perphenazine), 0 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

17.13.2 sweating - short term  

Itoh 1969 III 0/39 0/39   Not estimable

Subtotal (95% CI) 39 39 Not estimable

Total events: 0 (Perphenazine), 0 (Methyperidol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours methyperidol

 
 

Comparison 18.   PERPHENAZINE vs OLANZAPINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 long term 2 657 Risk Ratio (M-H, Random, 95%
CI)

1.16 [1.05, 1.29]

2 Leaving the study early: 2. Due to
adverse events

2 643 Risk Ratio (M-H, Random, 95%
CI)

0.85 [0.59, 1.21]

2.1 long term 2 643 Risk Ratio (M-H, Random, 95%
CI)

0.85 [0.59, 1.21]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

3 Leaving the study early: 3. Due to
relapse / worsening or no improve-
ment

2 643 Risk Ratio (M-H, Random, 95%
CI)

1.24 [0.47, 3.29]

3.1 long term 2 643 Risk Ratio (M-H, Random, 95%
CI)

1.24 [0.47, 3.29]

4 Mental state: 1a. State - BPRS end
score (high = poor, skewed data)

    Other data No numeric data

4.1 long term     Other data No numeric data

5 Mental state: 1b. State - PANSS
total endpoint score (high = poor,
skewed data)

    Other data No numeric data

5.1 long term     Other data No numeric data

6 Mental state: 1c. State - PANSS:
mean endpoint score from baseline
(high = poor)

1   Mean Difference (IV, Random,
95% CI)

Subtotals only

6.1 total - short term 1 60 Mean Difference (IV, Random,
95% CI)

4.21 [2.17, 6.25]

6.2 positive - short term 1 60 Mean Difference (IV, Random,
95% CI)

8.23 [7.26, 9.20]

6.3 negative - short term 1 60 Mean Difference (IV, Random,
95% CI)

1.58 [0.64, 2.52]

6.4 general psychopathology - short
term

1 60 Mean Difference (IV, Random,
95% CI)

-0.39 [-0.79, 0.01]

7 Mental state: 1d. State - less than
25% PANSS reduction ('no effect')

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 short term 1 60 Risk Ratio (M-H, Random, 95%
CI)

2.0 [0.40, 10.11]

8 Adverse events: Movement disor-
ders

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 akathisia - long term 2 591 Risk Ratio (M-H, Random, 95%
CI)

1.33 [0.68, 2.60]

8.2 EPS - long term 1 539 Risk Ratio (M-H, Random, 95%
CI)

0.79 [0.42, 1.49]

8.3 tardive dyskinesia - long term 1 473 Risk Ratio (M-H, Random, 95%
CI)

1.28 [0.83, 1.95]

8.4 use of antiparkinsonian drugs -
long term

1 46 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.34, 26.76]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

9 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 increased salivation - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.87]

10 Other adverse events: 2. Arousal 2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 agitation - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.33, 27.23]

10.2 anxiety - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

1.25 [0.37, 4.21]

10.3 insomnia - long term 2 657 Risk Ratio (M-H, Random, 95%
CI)

2.34 [0.62, 8.89]

10.4 sleepiness/ sedation - long
term

1 597 Risk Ratio (M-H, Random, 95%
CI)

0.92 [0.71, 1.18]

11 Other adverse events: 3. Cardio-
vascular

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

11.1 bradycardia - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.83]

11.2 faintness, dizziness, weakness -
long term

1 597 Risk Ratio (M-H, Random, 95%
CI)

1.20 [0.75, 1.95]

11.3 hypotension - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.87]

12 Other adverse events: 4. Central
nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

12.1 headache - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.71 [0.25, 2.00]

12.2 hypertonia - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.83]

13 Other adverse events: 5. Gas-
trointestinal

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

13.1 gastroenteritis - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.83]

13.2 weight gain - long term 1 550 Risk Ratio (M-H, Random, 95%
CI)

0.40 [0.27, 0.58]

14 Other adverse events: 6. Skin 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

14.1 cellulitis - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.87]

14.2 eczema - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.83]

14.3 fungal dermatitis - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.87]

14.4 rash - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.07, 15.26]

15 Other adverse events: 7. Geni-
tourinary

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

15.1 diminished sexual desire - long
term

1 597 Risk Ratio (M-H, Random, 95%
CI)

0.91 [0.69, 1.19]

15.2 galactorrhea/ gynaecomastia -
long term

1 597 Risk Ratio (M-H, Random, 95%
CI)

0.74 [0.22, 2.49]

16 Other adverse events: 8. Others 2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

16.1 allergic reaction - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.87]

16.2 back pain - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 70.83]

16.3 incontinence nocturia - long
term

1 597 Risk Ratio (M-H, Random, 95%
CI)

0.43 [0.17, 1.07]

16.4 suicide attempt - long term 1 597 Risk Ratio (M-H, Random, 95%
CI)

0.64 [0.06, 7.06]

16.5 urinary hesitancy, dry mouth,
constipation - long term

1 597 Risk Ratio (M-H, Random, 95%
CI)

0.93 [0.69, 1.25]

17 Other adverse events: 9. any seri-
ous adverse event

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

17.1 long term 1 597 Risk Ratio (M-H, Random, 95%
CI)

1.17 [0.72, 1.88]

18 Other adverse events: 10. lab da-
ta

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

18.1 anemia - long term 1 60 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.07, 15.26]

19 Other adverse events: 11a. lab
data

1   Mean Difference (IV, Random,
95% CI)

Subtotals only
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

19.1 mean weight change (lb) - long
term

1 597 Mean Difference (IV, Random,
95% CI)

-11.4 [-14.19,
-8.61]

19.2 change in blood glucose - long
term

1 597 Mean Difference (IV, Random,
95% CI)

-9.8 [-16.54, -3.06]

19.3 change in glycosylated haemo-
globin - long term

1 597 Mean Difference (IV, Random,
95% CI)

-0.31 [-0.52, -0.10]

19.4 change in cholesterol - long
term

1 597 Mean Difference (IV, Random,
95% CI)

-9.2 [-15.30, -3.10]

19.5 change in triglycerides - long
term

1 597 Mean Difference (IV, Random,
95% CI)

-34.60 [-62.51,
-6.69]

19.6 change in prolactin - long term 1 597 Mean Difference (IV, Random,
95% CI)

6.5 [2.42, 10.58]

20 Other adverse events: 11b. lab
data (skewed)

    Other data No numeric data

20.1 weight change     Other data No numeric data

 
 

Analysis 18.1.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.1.1 long term  

CATIE 2005 196/261 216/336 93.42% 1.17[1.05,1.3]

Naukkarinen 2000 19/30 18/30 6.58% 1.06[0.71,1.57]

Subtotal (95% CI) 291 366 100% 1.16[1.05,1.29]

Total events: 215 (Perphenazine), 234 (Olanzapine)  

Heterogeneity: Tau2=0; Chi2=0.23, df=1(P=0.63); I2=0%  

Test for overall effect: Z=2.85(P=0)  

Favours perphenazine 20.5 1.50.7 1 Favours olanzapine

 
 

Analysis 18.2.   Comparison 18 PERPHENAZINE vs OLANZAPINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.2.1 long term  

CATIE 2005 40/261 62/336 97.63% 0.83[0.58,1.19]

Naukkarinen 2000 2/23 1/23 2.37% 2[0.19,20.55]

Subtotal (95% CI) 284 359 100% 0.85[0.59,1.21]

Total events: 42 (Perphenazine), 63 (Olanzapine)  

Heterogeneity: Tau2=0; Chi2=0.53, df=1(P=0.46); I2=0%  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine
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Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.9(P=0.37)  

   

Total (95% CI) 284 359 100% 0.85[0.59,1.21]

Total events: 42 (Perphenazine), 63 (Olanzapine)  

Heterogeneity: Tau2=0; Chi2=0.53, df=1(P=0.46); I2=0%  

Test for overall effect: Z=0.9(P=0.37)  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine

 
 

Analysis 18.3.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome 3
Leaving the study early: 3. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.3.1 long term  

CATIE 2005 65/261 48/336 68.31% 1.74[1.25,2.44]

Naukkarinen 2000 3/23 5/23 31.69% 0.6[0.16,2.22]

Subtotal (95% CI) 284 359 100% 1.24[0.47,3.29]

Total events: 68 (Perphenazine), 53 (Olanzapine)  

Heterogeneity: Tau2=0.33; Chi2=2.39, df=1(P=0.12); I2=58.2%  

Test for overall effect: Z=0.44(P=0.66)  

   

Total (95% CI) 284 359 100% 1.24[0.47,3.29]

Total events: 68 (Perphenazine), 53 (Olanzapine)  

Heterogeneity: Tau2=0.33; Chi2=2.39, df=1(P=0.12); I2=58.2%  

Test for overall effect: Z=0.44(P=0.66)  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine

 
 

Analysis 18.4.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome
4 Mental state: 1a. State - BPRS end score (high = poor, skewed data).

Mental state: 1a. State - BPRS end score (high = poor, skewed data)

Study Intervention: Mean SD N

long term

Naukkarinen 2000 Perphenazine 12.5 12.6 23

Naukkarinen 2000 Olanzapine 11.7 12.6 23

 
 

Analysis 18.5.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome 5
Mental state: 1b. State - PANSS total endpoint score (high = poor, skewed data).

Mental state: 1b. State - PANSS total endpoint score (high = poor, skewed data)

Study Intervention Mean SD N

long term

Naukkarinen 2000 Perphenazine 54.5 23.9 23

Naukkarinen 2000 Olanzapine 53.7 23.9 23
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Analysis 18.6.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome 6
Mental state: 1c. State - PANSS: mean endpoint score from baseline (high = poor).

Study or subgroup Perphenazine Olanzapine Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

18.6.1 total - short term  

Wang 2008b 30 27.7 (3.9) 30 23.4 (4.2) 100% 4.21[2.17,6.25]

Subtotal *** 30   30   100% 4.21[2.17,6.25]

Heterogeneity: Not applicable  

Test for overall effect: Z=4.04(P<0.0001)  

   

18.6.2 positive - short term  

Wang 2008b 30 20.4 (1.6) 30 12.1 (2.2) 100% 8.23[7.26,9.2]

Subtotal *** 30   30   100% 8.23[7.26,9.2]

Heterogeneity: Not applicable  

Test for overall effect: Z=16.62(P<0.0001)  

   

18.6.3 negative - short term  

Wang 2008b 30 9.1 (2.2) 30 7.6 (1.5) 100% 1.58[0.64,2.52]

Subtotal *** 30   30   100% 1.58[0.64,2.52]

Heterogeneity: Not applicable  

Test for overall effect: Z=3.31(P=0)  

   

18.6.4 general psychopathology - short term  

Wang 2008b 30 17 (0.3) 30 17.3 (1.1) 100% -0.39[-0.79,0.01]

Subtotal *** 30   30   100% -0.39[-0.79,0.01]

Heterogeneity: Not applicable  

Test for overall effect: Z=1.93(P=0.05)  

Test for subgroup differences: Chi2=271.55, df=1 (P<0.0001), I2=98.9%  

Favours perphenazine 105-10 -5 0 Favours olanzapine

 
 

Analysis 18.7.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome
7 Mental state: 1d. State - less than 25% PANSS reduction ('no e>ect').

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.7.1 short term  

Wang 2008b 4/30 2/30 100% 2[0.4,10.11]

Subtotal (95% CI) 30 30 100% 2[0.4,10.11]

Total events: 4 (Perphenazine), 2 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.84(P=0.4)  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine

 
 

Analysis 18.8.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome 8 Adverse events: Movement disorders.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.8.1 akathisia - long term  

Favours perphenazine 1000.01 100.1 1 Favours olanzapine
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Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

CATIE 2005 16/241 15/290 95.54% 1.28[0.65,2.54]

Naukkarinen 2000 1/30 0/30 4.46% 3[0.13,70.83]

Subtotal (95% CI) 271 320 100% 1.33[0.68,2.6]

Total events: 17 (Perphenazine), 15 (Olanzapine)  

Heterogeneity: Tau2=0; Chi2=0.27, df=1(P=0.61); I2=0%  

Test for overall effect: Z=0.84(P=0.4)  

   

18.8.2 EPS - long term  

CATIE 2005 15/243 23/296 100% 0.79[0.42,1.49]

Subtotal (95% CI) 243 296 100% 0.79[0.42,1.49]

Total events: 15 (Perphenazine), 23 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.72(P=0.47)  

   

18.8.3 tardive dyskinesia - long term  

CATIE 2005 41/237 32/236 100% 1.28[0.83,1.95]

Subtotal (95% CI) 237 236 100% 1.28[0.83,1.95]

Total events: 41 (Perphenazine), 32 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.12(P=0.26)  

   

18.8.4 use of antiparkinsonian drugs - long term  

Naukkarinen 2000 3/23 1/23 100% 3[0.34,26.76]

Subtotal (95% CI) 23 23 100% 3[0.34,26.76]

Total events: 3 (Perphenazine), 1 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.98(P=0.33)  

Favours perphenazine 1000.01 100.1 1 Favours olanzapine

 
 

Analysis 18.9.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome 9 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.9.1 increased salivation - long term  

Naukkarinen 2000 0/30 1/30 100% 0.33[0.01,7.87]

Subtotal (95% CI) 30 30 100% 0.33[0.01,7.87]

Total events: 0 (Perphenazine), 1 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine

 
 

Analysis 18.10.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome 10 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.10.1 agitation - long term  

Naukkarinen 2000 3/30 1/30 100% 3[0.33,27.23]

Favours perphenazine 10000.001 100.1 1 Favours olanzapine
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Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 30 30 100% 3[0.33,27.23]

Total events: 3 (Perphenazine), 1 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.98(P=0.33)  

   

18.10.2 anxiety - long term  

Naukkarinen 2000 5/30 4/30 100% 1.25[0.37,4.21]

Subtotal (95% CI) 30 30 100% 1.25[0.37,4.21]

Total events: 5 (Perphenazine), 4 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.36(P=0.72)  

   

18.10.3 insomnia - long term  

CATIE 2005 66/261 55/336 72.53% 1.54[1.12,2.13]

Naukkarinen 2000 7/30 1/30 27.47% 7[0.92,53.47]

Subtotal (95% CI) 291 366 100% 2.34[0.62,8.89]

Total events: 73 (Perphenazine), 56 (Olanzapine)  

Heterogeneity: Tau2=0.61; Chi2=2.11, df=1(P=0.15); I2=52.67%  

Test for overall effect: Z=1.25(P=0.21)  

   

18.10.4 sleepiness/ sedation - long term  

CATIE 2005 74/261 104/336 100% 0.92[0.71,1.18]

Subtotal (95% CI) 261 336 100% 0.92[0.71,1.18]

Total events: 74 (Perphenazine), 104 (Olanzapine)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.69(P=0.49)  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine

 
 

Analysis 18.11.   Comparison 18 PERPHENAZINE vs OLANZAPINE,
Outcome 11 Other adverse events: 3. Cardiovascular.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.11.1 bradycardia - long term  

Naukkarinen 2000 1/30 0/30 100% 3[0.13,70.83]

Subtotal (95% CI) 30 30 100% 3[0.13,70.83]

Total events: 1 (Perphenazine), 0 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

18.11.2 faintness, dizziness, weakness - long term  

CATIE 2005 29/261 31/336 100% 1.2[0.75,1.95]

Subtotal (95% CI) 261 336 100% 1.2[0.75,1.95]

Total events: 29 (Perphenazine), 31 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.76(P=0.45)  

   

18.11.3 hypotension - long term  

Naukkarinen 2000 0/30 1/30 100% 0.33[0.01,7.87]

Favours perphenazine 10000.001 100.1 1 Favours olanzapine
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Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 30 30 100% 0.33[0.01,7.87]

Total events: 0 (Perphenazine), 1 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine

 
 

Analysis 18.12.   Comparison 18 PERPHENAZINE vs OLANZAPINE,
Outcome 12 Other adverse events: 4. Central nervous system.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.12.1 headache - long term  

Naukkarinen 2000 5/30 7/30 100% 0.71[0.25,2]

Subtotal (95% CI) 30 30 100% 0.71[0.25,2]

Total events: 5 (Perphenazine), 7 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.64(P=0.52)  

   

18.12.2 hypertonia - long term  

Naukkarinen 2000 1/30 0/30 100% 3[0.13,70.83]

Subtotal (95% CI) 30 30 100% 3[0.13,70.83]

Total events: 1 (Perphenazine), 0 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine

 
 

Analysis 18.13.   Comparison 18 PERPHENAZINE vs OLANZAPINE,
Outcome 13 Other adverse events: 5. Gastrointestinal.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.13.1 gastroenteritis - long term  

Naukkarinen 2000 1/30 0/30 100% 3[0.13,70.83]

Subtotal (95% CI) 30 30 100% 3[0.13,70.83]

Total events: 1 (Perphenazine), 0 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

18.13.2 weight gain - long term  

CATIE 2005 29/243 92/307 100% 0.4[0.27,0.58]

Subtotal (95% CI) 243 307 100% 0.4[0.27,0.58]

Total events: 29 (Perphenazine), 92 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=4.72(P<0.0001)  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine

 
 

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

274



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Analysis 18.14.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome 14 Other adverse events: 6. Skin.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.14.1 cellulitis - long term  

Naukkarinen 2000 0/30 1/30 100% 0.33[0.01,7.87]

Subtotal (95% CI) 30 30 100% 0.33[0.01,7.87]

Total events: 0 (Perphenazine), 1 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

18.14.2 eczema - long term  

Naukkarinen 2000 1/30 0/30 100% 3[0.13,70.83]

Subtotal (95% CI) 30 30 100% 3[0.13,70.83]

Total events: 1 (Perphenazine), 0 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

18.14.3 fungal dermatitis - long term  

Naukkarinen 2000 0/30 1/30 100% 0.33[0.01,7.87]

Subtotal (95% CI) 30 30 100% 0.33[0.01,7.87]

Total events: 0 (Perphenazine), 1 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

18.14.4 rash - long term  

Naukkarinen 2000 1/30 1/30 100% 1[0.07,15.26]

Subtotal (95% CI) 30 30 100% 1[0.07,15.26]

Total events: 1 (Perphenazine), 1 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine

 
 

Analysis 18.15.   Comparison 18 PERPHENAZINE vs OLANZAPINE,
Outcome 15 Other adverse events: 7. Genitourinary.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.15.1 diminished sexual desire - long term  

CATIE 2005 64/261 91/336 100% 0.91[0.69,1.19]

Subtotal (95% CI) 261 336 100% 0.91[0.69,1.19]

Total events: 64 (Perphenazine), 91 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.71(P=0.48)  

   

18.15.2 galactorrhea/ gynaecomastia - long term  

CATIE 2005 4/261 7/336 100% 0.74[0.22,2.49]

Subtotal (95% CI) 261 336 100% 0.74[0.22,2.49]

Total events: 4 (Perphenazine), 7 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.49(P=0.62)  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine
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Analysis 18.16.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome 16 Other adverse events: 8. Others.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.16.1 allergic reaction - long term  

Naukkarinen 2000 0/30 1/30 100% 0.33[0.01,7.87]

Subtotal (95% CI) 30 30 100% 0.33[0.01,7.87]

Total events: 0 (Perphenazine), 1 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

18.16.2 back pain - long term  

Naukkarinen 2000 1/30 0/30 100% 3[0.13,70.83]

Subtotal (95% CI) 30 30 100% 3[0.13,70.83]

Total events: 1 (Perphenazine), 0 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

18.16.3 incontinence nocturia - long term  

CATIE 2005 6/261 18/336 100% 0.43[0.17,1.07]

Subtotal (95% CI) 261 336 100% 0.43[0.17,1.07]

Total events: 6 (Perphenazine), 18 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.82(P=0.07)  

   

18.16.4 suicide attempt - long term  

CATIE 2005 1/261 2/336 100% 0.64[0.06,7.06]

Subtotal (95% CI) 261 336 100% 0.64[0.06,7.06]

Total events: 1 (Perphenazine), 2 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.36(P=0.72)  

   

18.16.5 urinary hesitancy, dry mouth, constipation - long term  

CATIE 2005 57/261 79/336 100% 0.93[0.69,1.25]

Subtotal (95% CI) 261 336 100% 0.93[0.69,1.25]

Total events: 57 (Perphenazine), 79 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.48(P=0.63)  

Favours perphenazine 10000.001 100.1 1 Favours olanzapine

 
 

Analysis 18.17.   Comparison 18 PERPHENAZINE vs OLANZAPINE,
Outcome 17 Other adverse events: 9. any serious adverse event.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.17.1 long term  

CATIE 2005 29/261 32/336 100% 1.17[0.72,1.88]

Subtotal (95% CI) 261 336 100% 1.17[0.72,1.88]

Total events: 29 (Perphenazine), 32 (Olanzapine)  

Heterogeneity: Not applicable  
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Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.64(P=0.53)  

Favours perphenazine 2000.005 100.1 1 Favours olanzapine

 
 

Analysis 18.18.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome 18 Other adverse events: 10. lab data.

Study or subgroup Perphenazine Olanzapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

18.18.1 anemia - long term  

Naukkarinen 2000 1/30 1/30 100% 1[0.07,15.26]

Subtotal (95% CI) 30 30 100% 1[0.07,15.26]

Total events: 1 (Perphenazine), 1 (Olanzapine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 2000.005 100.1 1 Favours olanzapine

 
 

Analysis 18.19.   Comparison 18 PERPHENAZINE vs OLANZAPINE, Outcome 19 Other adverse events: 11a. lab data.

Study or subgroup Perphenazine Olanzapine Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

18.19.1 mean weight change (lb) - long term  

CATIE 2005 261 -2 (17.8) 336 9.4 (16.5) 100% -11.4[-14.19,-8.61]

Subtotal *** 261   336   100% -11.4[-14.19,-8.61]

Heterogeneity: Not applicable  

Test for overall effect: Z=8.02(P<0.0001)  

   

18.19.2 change in blood glucose - long term  

CATIE 2005 261 5.2 (32.3) 336 15 (51.3) 100% -9.8[-16.54,-3.06]

Subtotal *** 261   336   100% -9.8[-16.54,-3.06]

Heterogeneity: Not applicable  

Test for overall effect: Z=2.85(P=0)  

   

18.19.3 change in glycosylated haemoglobin - long term  

CATIE 2005 261 0.1 (1) 336 0.4 (1.6) 100% -0.31[-0.52,-0.1]

Subtotal *** 261   336   100% -0.31[-0.52,-0.1]

Heterogeneity: Not applicable  

Test for overall effect: Z=2.89(P=0)  

   

18.19.4 change in cholesterol - long term  

CATIE 2005 261 0.5 (37.2) 336 9.7 (38.5) 100% -9.2[-15.3,-3.1]

Subtotal *** 261   336   100% -9.2[-15.3,-3.1]

Heterogeneity: Not applicable  

Test for overall effect: Z=2.95(P=0)  

   

18.19.5 change in triglycerides - long term  

CATIE 2005 261 8.3 (185.8) 336 42.9 (154) 100% -34.6[-62.51,-6.69]

Subtotal *** 261   336   100% -34.6[-62.51,-6.69]

Heterogeneity: Not applicable  
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Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

277



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Study or subgroup Perphenazine Olanzapine Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

Test for overall effect: Z=2.43(P=0.02)  

   

18.19.6 change in prolactin - long term  

CATIE 2005 261 0.4 (27.5) 336 -6.1 (22) 100% 6.5[2.42,10.58]

Subtotal *** 261   336   100% 6.5[2.42,10.58]

Heterogeneity: Not applicable  

Test for overall effect: Z=3.12(P=0)  

Test for subgroup differences: Chi2=92.8, df=1 (P<0.0001), I2=94.61%  

Favours perphenazine 5025-50 -25 0 Favours olanzapine

 
 

Analysis 18.20.   Comparison 18 PERPHENAZINE vs OLANZAPINE,
Outcome 20 Other adverse events: 11b. lab data (skewed).

Other adverse events: 11b. lab data (skewed)

Study Intervention Mean SD N

weight change

Naukkarinen 2000 Perphenazine 0.37 3.19 23

Naukkarinen 2000 Olanzapine 2.63 4.97 23

 
 

Comparison 19.   PERPHENAZINE vs PENFLURIDOL

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.49 [0.20, 1.19]

2 Global state: 1. Change over
time - no better or deterioration
(ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.92 [0.64, 1.31]

3 Adverse events: Movement dis-
orders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 akathisia - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.66 [0.39, 1.11]

3.2 dyskinesia - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.82 [0.33, 2.05]

3.3 parkinsonism - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

1.13 [0.80, 1.60]

4 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

278



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

4.1 blurred vision - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

1.06 [0.15, 7.24]

4.2 dry mouth - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

1.32 [0.57, 3.09]

5 Other adverse events: 2.
Arousal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 drowsiness - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.98 [0.49, 1.94]

5.2 insomnia - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.97 [0.62, 1.52]

6 Other adverse events: 3. Cardio-
vascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 angina pectoris - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.53 [0.17, 1.65]

6.2 faintness, dizziness, weakness
- short term

1 105 Risk Ratio (M-H, Random, 95%
CI)

0.85 [0.50, 1.45]

6.3 palpitations - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.12 [0.02, 0.90]

7 Other adverse events: 4. Central
nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 headache - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.79 [0.37, 1.72]

7.2 paraesthesia - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.53 [0.05, 5.66]

8 Other adverse events: 5. Gas-
trointestinal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 constipation - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

1.38 [0.66, 2.86]

8.2 loss of appetite - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.91 [0.46, 1.77]

8.3 nausea and vomiting - short
term

1 105 Risk Ratio (M-H, Random, 95%
CI)

0.85 [0.36, 1.98]

9 Other adverse events: 6. Skin 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 oedema 1 105 Risk Ratio (M-H, Random, 95%
CI)

3.17 [0.13, 76.16]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

9.2 pruritus - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.71 [0.12, 4.05]

9.3 rash - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

1.06 [0.07, 16.48]

10 Other adverse events: 7. Geni-
tourinary

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 diminished sexual desire 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

10.2 increased sexual desire -
short term

1 105 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

10.3 micturition disturbances -
short term

1 105 Risk Ratio (M-H, Random, 95%
CI)

1.06 [0.15, 7.24]

11 Other adverse events: 8. Oth-
ers

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

11.1 sweating - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.71 [0.12, 4.05]

 
 

Analysis 19.1.   Comparison 19 PERPHENAZINE vs PENFLURIDOL, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Penfluridol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

19.1.1 short term  

Itoh 1976 6/51 13/54 100% 0.49[0.2,1.19]

Subtotal (95% CI) 51 54 100% 0.49[0.2,1.19]

Total events: 6 (Perphenazine), 13 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.58(P=0.11)  

Favours perphenazine 5000.002 100.1 1 Favours penfluridol

 
 

Analysis 19.2.   Comparison 19 PERPHENAZINE vs PENFLURIDOL, Outcome
2 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Penfluridol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

19.2.1 short term  

Itoh 1976 26/51 30/54 100% 0.92[0.64,1.31]

Subtotal (95% CI) 51 54 100% 0.92[0.64,1.31]

Total events: 26 (Perphenazine), 30 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.47(P=0.64)  

Favours perphenazine 1000.01 100.1 1 Favours penfluridol
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Analysis 19.3.   Comparison 19 PERPHENAZINE vs PENFLURIDOL, Outcome 3 Adverse events: Movement disorders.

Study or subgroup Perphenazine Penfluridol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

19.3.1 akathisia - short term  

Itoh 1976 15/51 24/54 100% 0.66[0.39,1.11]

Subtotal (95% CI) 51 54 100% 0.66[0.39,1.11]

Total events: 15 (Perphenazine), 24 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.56(P=0.12)  

   

19.3.2 dyskinesia - short term  

Itoh 1976 7/51 9/54 100% 0.82[0.33,2.05]

Subtotal (95% CI) 51 54 100% 0.82[0.33,2.05]

Total events: 7 (Perphenazine), 9 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.42(P=0.68)  

   

19.3.3 parkinsonism - short term  

Itoh 1976 30/51 28/54 100% 1.13[0.8,1.6]

Subtotal (95% CI) 51 54 100% 1.13[0.8,1.6]

Total events: 30 (Perphenazine), 28 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.72(P=0.47)  

Favours perphenazine 1000.01 100.1 1 Favours penfluridol

 
 

Analysis 19.4.   Comparison 19 PERPHENAZINE vs PENFLURIDOL,
Outcome 4 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Penfluridol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

19.4.1 blurred vision - short term  

Itoh 1976 2/51 2/54 100% 1.06[0.15,7.24]

Subtotal (95% CI) 51 54 100% 1.06[0.15,7.24]

Total events: 2 (Perphenazine), 2 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.06(P=0.95)  

   

19.4.2 dry mouth - short term  

Itoh 1976 10/51 8/54 100% 1.32[0.57,3.09]

Subtotal (95% CI) 51 54 100% 1.32[0.57,3.09]

Total events: 10 (Perphenazine), 8 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.65(P=0.52)  

Favours perphenazine 10000.001 100.1 1 Favours penfluridol
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Analysis 19.5.   Comparison 19 PERPHENAZINE vs PENFLURIDOL, Outcome 5 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Penfluridol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

19.5.1 drowsiness - short term  

Itoh 1976 12/51 13/54 100% 0.98[0.49,1.94]

Subtotal (95% CI) 51 54 100% 0.98[0.49,1.94]

Total events: 12 (Perphenazine), 13 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.07(P=0.95)  

   

19.5.2 insomnia - short term  

Itoh 1976 21/51 23/54 100% 0.97[0.62,1.52]

Subtotal (95% CI) 51 54 100% 0.97[0.62,1.52]

Total events: 21 (Perphenazine), 23 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.15(P=0.88)  

Favours perphenazine 10000.001 100.1 1 Favours penfluridol

 
 

Analysis 19.6.   Comparison 19 PERPHENAZINE vs PENFLURIDOL, Outcome 6 Other adverse events: 3. Cardiovascular.

Study or subgroup Perphenazine Penfluridol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

19.6.1 angina pectoris - short term  

Itoh 1976 4/51 8/54 100% 0.53[0.17,1.65]

Subtotal (95% CI) 51 54 100% 0.53[0.17,1.65]

Total events: 4 (Perphenazine), 8 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.1(P=0.27)  

   

19.6.2 faintness, dizziness, weakness - short term  

Itoh 1976 16/51 20/54 100% 0.85[0.5,1.45]

Subtotal (95% CI) 51 54 100% 0.85[0.5,1.45]

Total events: 16 (Perphenazine), 20 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.61(P=0.54)  

   

19.6.3 palpitations - short term  

Itoh 1976 1/51 9/54 100% 0.12[0.02,0.9]

Subtotal (95% CI) 51 54 100% 0.12[0.02,0.9]

Total events: 1 (Perphenazine), 9 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.07(P=0.04)  

Favours perphenazine 10000.001 100.1 1 Favours penfluridol
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Analysis 19.7.   Comparison 19 PERPHENAZINE vs PENFLURIDOL,
Outcome 7 Other adverse events: 4. Central nervous system.

Study or subgroup Perphenazine Penfluridol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

19.7.1 headache - short term  

Itoh 1976 9/51 12/54 100% 0.79[0.37,1.72]

Subtotal (95% CI) 51 54 100% 0.79[0.37,1.72]

Total events: 9 (Perphenazine), 12 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

   

19.7.2 paraesthesia - short term  

Itoh 1976 1/51 2/54 100% 0.53[0.05,5.66]

Subtotal (95% CI) 51 54 100% 0.53[0.05,5.66]

Total events: 1 (Perphenazine), 2 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.53(P=0.6)  

Favours perphenazine 10000.001 100.1 1 Favours penfluridol

 
 

Analysis 19.8.   Comparison 19 PERPHENAZINE vs PENFLURIDOL,
Outcome 8 Other adverse events: 5. Gastrointestinal.

Study or subgroup Perphenazine Penfluridol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

19.8.1 constipation - short term  

Itoh 1976 13/51 10/54 100% 1.38[0.66,2.86]

Subtotal (95% CI) 51 54 100% 1.38[0.66,2.86]

Total events: 13 (Perphenazine), 10 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.86(P=0.39)  

   

19.8.2 loss of appetite - short term  

Itoh 1976 12/51 14/54 100% 0.91[0.46,1.77]

Subtotal (95% CI) 51 54 100% 0.91[0.46,1.77]

Total events: 12 (Perphenazine), 14 (Penfluridol)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.28(P=0.78)  

   

19.8.3 nausea and vomiting - short term  

Itoh 1976 8/51 10/54 100% 0.85[0.36,1.98]

Subtotal (95% CI) 51 54 100% 0.85[0.36,1.98]

Total events: 8 (Perphenazine), 10 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.38(P=0.7)  

Favours perphenazine 10000.001 100.1 1 Favours penfluridol
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Analysis 19.9.   Comparison 19 PERPHENAZINE vs PENFLURIDOL, Outcome 9 Other adverse events: 6. Skin.

Study or subgroup Perphenazine Penfluridol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

19.9.1 oedema  

Itoh 1976 1/51 0/54 100% 3.17[0.13,76.16]

Subtotal (95% CI) 51 54 100% 3.17[0.13,76.16]

Total events: 1 (Perphenazine), 0 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.71(P=0.48)  

   

19.9.2 pruritus - short term  

Itoh 1976 2/51 3/54 100% 0.71[0.12,4.05]

Subtotal (95% CI) 51 54 100% 0.71[0.12,4.05]

Total events: 2 (Perphenazine), 3 (Penfluridol)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.39(P=0.7)  

   

19.9.3 rash - short term  

Itoh 1976 1/51 1/54 100% 1.06[0.07,16.48]

Subtotal (95% CI) 51 54 100% 1.06[0.07,16.48]

Total events: 1 (Perphenazine), 1 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.04(P=0.97)  

Favours perphenazine 10000.001 100.1 1 Favours penfluridol

 
 

Analysis 19.10.   Comparison 19 PERPHENAZINE vs PENFLURIDOL,
Outcome 10 Other adverse events: 7. Genitourinary.

Study or subgroup Perphenazine Penfluridol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

19.10.1 diminished sexual desire  

Itoh 1976 0/51 0/54   Not estimable

Subtotal (95% CI) 51 54 Not estimable

Total events: 0 (Perphenazine), 0 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

19.10.2 increased sexual desire - short term  

Itoh 1976 0/51 0/54   Not estimable

Subtotal (95% CI) 51 54 Not estimable

Total events: 0 (Perphenazine), 0 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

19.10.3 micturition disturbances - short term  

Itoh 1976 2/51 2/54 100% 1.06[0.15,7.24]

Subtotal (95% CI) 51 54 100% 1.06[0.15,7.24]

Total events: 2 (Perphenazine), 2 (Penfluridol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.06(P=0.95)  

Favours perphenazine 10000.001 100.1 1 Favours penfluridol

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

284



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

 
 

Analysis 19.11.   Comparison 19 PERPHENAZINE vs PENFLURIDOL, Outcome 11 Other adverse events: 8. Others.

Study or subgroup Perphenazine Penfluridol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

19.11.1 sweating - short term  

Itoh 1976 2/51 3/54 100% 0.71[0.12,4.05]

Subtotal (95% CI) 51 54 100% 0.71[0.12,4.05]

Total events: 2 (Perphenazine), 3 (Penfluridol)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.39(P=0.7)  

Favours perphenazine 10000.001 100.1 1 Favours penfluridol

 
 

Comparison 20.   PERPHENAZINE vs PROCHLORPERAZINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

3 175 Risk Ratio (M-H, Random, 95%
CI)

0.90 [0.37, 2.19]

1.1 short term 3 175 Risk Ratio (M-H, Random, 95%
CI)

0.90 [0.37, 2.19]

2 Leaving the study early: 2. Due to
adverse events

2 165 Risk Ratio (M-H, Random, 95%
CI)

2.37 [0.80, 7.05]

2.1 short term 2 165 Risk Ratio (M-H, Random, 95%
CI)

2.37 [0.80, 7.05]

3 Global state: 1. Change over time
- no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.67 [0.24, 1.87]

4 Adverse events: Movement disor-
ders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 akathisia - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

2.29 [0.63, 8.38]

4.2 akinesia - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.85]

4.3 dyskinesia - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

1.96 [0.18, 20.99]

4.4 parkinsonism - short term 1 105 Risk Ratio (M-H, Random, 95%
CI)

1.96 [0.63, 6.12]

5 Other adverse events: 1. Central
nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

5.1 electroencephalogram (in-
crease) - short term

1 10 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.05, 2.21]

 
 

Analysis 20.1.   Comparison 20 PERPHENAZINE vs PROCHLORPERAZINE,
Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Prochlor-
perazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

20.1.1 short term  

Bennett 1961 0/5 0/5   Not estimable

Hanlon 1965 16/53 27/52 47.69% 0.58[0.36,0.95]

Kurland 1961 27/31 19/29 52.31% 1.33[0.99,1.79]

Subtotal (95% CI) 89 86 100% 0.9[0.37,2.19]

Total events: 43 (Perphenazine), 46 (Prochlorperazine)  

Heterogeneity: Tau2=0.37; Chi2=9.87, df=1(P=0); I2=89.86%  

Test for overall effect: Z=0.24(P=0.81)  

   

Total (95% CI) 89 86 100% 0.9[0.37,2.19]

Total events: 43 (Perphenazine), 46 (Prochlorperazine)  

Heterogeneity: Tau2=0.37; Chi2=9.87, df=1(P=0); I2=89.86%  

Test for overall effect: Z=0.24(P=0.81)  

Favours perphenazine 20.5 1.50.7 1 Favours prochlorperazine

 
 

Analysis 20.2.   Comparison 20 PERPHENAZINE vs PROCHLORPERAZINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Prochlor-
perazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

20.2.1 short term  

Hanlon 1965 2/53 1/52 21.13% 1.96[0.18,20.99]

Kurland 1961 8/31 3/29 78.87% 2.49[0.73,8.5]

Subtotal (95% CI) 84 81 100% 2.37[0.8,7.05]

Total events: 10 (Perphenazine), 4 (Prochlorperazine)  

Heterogeneity: Tau2=0; Chi2=0.03, df=1(P=0.86); I2=0%  

Test for overall effect: Z=1.55(P=0.12)  

   

Total (95% CI) 84 81 100% 2.37[0.8,7.05]

Total events: 10 (Perphenazine), 4 (Prochlorperazine)  

Heterogeneity: Tau2=0; Chi2=0.03, df=1(P=0.86); I2=0%  

Test for overall effect: Z=1.55(P=0.12)  

Favours perphenazine 10000.001 100.1 1 Favours prochlorperazine
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Analysis 20.3.   Comparison 20 PERPHENAZINE vs PROCHLORPERAZINE,
Outcome 3 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Prochlor-
perazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

20.3.1 short term  

Kurland 1961 5/31 7/29 100% 0.67[0.24,1.87]

Subtotal (95% CI) 31 29 100% 0.67[0.24,1.87]

Total events: 5 (Perphenazine), 7 (Prochlorperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.77(P=0.44)  

Favours perphenazine 1000.01 100.1 1 Favours prochlorperazine

 
 

Analysis 20.4.   Comparison 20 PERPHENAZINE vs
PROCHLORPERAZINE, Outcome 4 Adverse events: Movement disorders.

Study or subgroup Perphenazine Prochlor-
perazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

20.4.1 akathisia - short term  

Hanlon 1965 7/53 3/52 100% 2.29[0.63,8.38]

Subtotal (95% CI) 53 52 100% 2.29[0.63,8.38]

Total events: 7 (Perphenazine), 3 (Prochlorperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.25(P=0.21)  

   

20.4.2 akinesia - short term  

Hanlon 1965 0/53 1/52 100% 0.33[0.01,7.85]

Subtotal (95% CI) 53 52 100% 0.33[0.01,7.85]

Total events: 0 (Perphenazine), 1 (Prochlorperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.69(P=0.49)  

   

20.4.3 dyskinesia - short term  

Hanlon 1965 2/53 1/52 100% 1.96[0.18,20.99]

Subtotal (95% CI) 53 52 100% 1.96[0.18,20.99]

Total events: 2 (Perphenazine), 1 (Prochlorperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.56(P=0.58)  

   

20.4.4 parkinsonism - short term  

Hanlon 1965 8/53 4/52 100% 1.96[0.63,6.12]

Subtotal (95% CI) 53 52 100% 1.96[0.63,6.12]

Total events: 8 (Perphenazine), 4 (Prochlorperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.16(P=0.25)  

Favours perphenazine 1000.01 100.1 1 Favours prochlorperazine
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Analysis 20.5.   Comparison 20 PERPHENAZINE vs PROCHLORPERAZINE,
Outcome 5 Other adverse events: 1. Central nervous system.

Study or subgroup Perphenazine Prochlor-
perazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

20.5.1 electroencephalogram (increase) - short term  

Bennett 1961 1/5 3/5 100% 0.33[0.05,2.21]

Subtotal (95% CI) 5 5 100% 0.33[0.05,2.21]

Total events: 1 (Perphenazine), 3 (Prochlorperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.14(P=0.26)  

Favours perphenazine 10000.001 100.1 1 Favours prochlorperazine

 
 

Comparison 21.   PERPHENAZINE vs QUETIAPINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

2 662 Risk Ratio (M-H, Random, 95%
CI)

0.98 [0.55, 1.75]

1.1 short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.33, 27.33]

1.2 long term 1 598 Risk Ratio (M-H, Random, 95%
CI)

0.91 [0.84, 1.00]

2 Leaving the study early: 2. Due to
adverse events

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 long term 1 598 Risk Ratio (M-H, Random, 95%
CI)

1.05 [0.72, 1.55]

3 Leaving the study early: 3. Due to
relapse / worsening or no improve-
ment

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 long term 1 598 Risk Ratio (M-H, Random, 95%
CI)

0.91 [0.69, 1.20]

4 Mental state: 2a. State - BPRS
score reduction ('no effect')

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 less than 25% reduction - short
term

1 64 Risk Ratio (M-H, Random, 95%
CI)

1.33 [0.32, 5.49]

5 Mental state: 2b. State - BPRS total
score (high = worse)

1   Mean Difference (IV, Random,
95% CI)

Subtotals only

5.1 short term 1 64 Mean Difference (IV, Random,
95% CI)

1.10 [-1.26, 3.46]

6 Adverse events: Movement disor-
ders

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

6.1 akathisia - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

7.0 [0.91, 53.68]

6.2 akathisia - long term 1 546 Risk Ratio (M-H, Random, 95%
CI)

1.27 [0.65, 2.48]

6.3 EPS - long term 1 541 Risk Ratio (M-H, Random, 95%
CI)

1.53 [0.73, 3.21]

6.4 rigidity - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

11.00 [0.63,
191.04]

6.5 tardive dyskinesia - long term 1 473 Risk Ratio (M-H, Random, 95%
CI)

1.36 [0.88, 2.10]

6.6 torsion dystonia - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

15.0 [0.89, 252.09]

6.7 tremor - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

12.0 [1.66, 86.94]

7 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 blurred vision - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

4.5 [1.05, 19.22]

7.2 dry mouth - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.65, 13.76]

8 Other adverse events: 2. Arousal 2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 drowsiness - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.67 [0.12, 3.73]

8.2 insomnia - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.6 [0.16, 2.30]

8.3 insomnia - long term 1 598 Risk Ratio (M-H, Random, 95%
CI)

1.37 [1.01, 1.87]

8.4 sleepiness/ sedation - long term 1 598 Risk Ratio (M-H, Random, 95%
CI)

0.93 [0.72, 1.19]

9 Other adverse events: 3. Cardio-
vascular

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 faintness, dizziness, weakness -
long term

1 598 Risk Ratio (M-H, Random, 95%
CI)

0.99 [0.62, 1.55]

9.2 orthostatic hypotension - short
term

1 64 Risk Ratio (M-H, Random, 95%
CI)

0.17 [0.02, 1.31]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

9.3 tachycardia - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

2.5 [0.52, 11.96]

10 Other adverse events: 4. Gas-
trointestinal

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 constipation - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

2.5 [0.52, 11.96]

10.2 weight gain - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.33, 27.33]

10.3 weight gain - long term 1 548 Risk Ratio (M-H, Random, 95%
CI)

0.74 [0.48, 1.14]

11 Other adverse events: 5. Geni-
tourinary

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

11.1 diminished sexual desire - long
term

1 598 Risk Ratio (M-H, Random, 95%
CI)

1.20 [0.89, 1.62]

11.2 galactorrhoea/ gynaecomastia
- long term

1 598 Risk Ratio (M-H, Random, 95%
CI)

0.86 [0.25, 3.02]

12 Other adverse events: 6. Others 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

12.1 urinary hesitancy, dry mouth,
constipation - long term

1 598 Risk Ratio (M-H, Random, 95%
CI)

0.70 [0.53, 0.93]

12.2 suicide attempt - long term 1 598 Risk Ratio (M-H, Random, 95%
CI)

1.29 [0.08, 20.55]

12.3 incontinence nocturia - long
term

1 598 Risk Ratio (M-H, Random, 95%
CI)

0.52 [0.20, 1.31]

13 Other adverse events: 7. any seri-
ous adverse event

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

13.1 long term 1 598 Risk Ratio (M-H, Random, 95%
CI)

1.17 [0.73, 1.88]

14 Other adverse events: 8a. lab da-
ta

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

14.1 abnormal ECG - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

7.0 [0.91, 53.68]

14.2 abnormal liver function - short
term

1 64 Risk Ratio (M-H, Random, 95%
CI)

4.0 [0.92, 17.40]

15 Other adverse events: 8b. lab da-
ta

1   Mean Difference (IV, Random,
95% CI)

Subtotals only
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

15.1 mean weight change (lb) - long
term

1 598 Mean Difference (IV, Random,
95% CI)

-3.1 [-5.89, -0.31]

15.2 change in blood glucose - long
term

1 598 Mean Difference (IV, Random,
95% CI)

-1.60 [-7.50, 4.30]

15.3 change in glycosylated haemo-
globin - long term

1 598 Mean Difference (IV, Random,
95% CI)

0.05 [-0.10, 0.20]

15.4 change in cholesterol - long
term

1 598 Mean Difference (IV, Random,
95% CI)

-4.8 [-10.90, 1.30]

15.5 change in triglycerides - long
term

1 598 Mean Difference (IV, Random,
95% CI)

-10.90 [-41.55,
19.75]

15.6 change in prolactin - long term 1 598 Mean Difference (IV, Random,
95% CI)

9.70 [5.38, 14.02]

 
 

Analysis 21.1.   Comparison 21 PERPHENAZINE vs QUETIAPINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.1.1 short term  

Wang 2008c 3/32 1/32 6.3% 3[0.33,27.33]

Subtotal (95% CI) 32 32 6.3% 3[0.33,27.33]

Total events: 3 (Perphenazine), 1 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.97(P=0.33)  

   

21.1.2 long term  

CATIE 2005 196/261 277/337 93.7% 0.91[0.84,1]

Subtotal (95% CI) 261 337 93.7% 0.91[0.84,1]

Total events: 196 (Perphenazine), 277 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.07(P=0.04)  

   

Total (95% CI) 293 369 100% 0.98[0.55,1.75]

Total events: 199 (Perphenazine), 278 (Quetiapine)  

Heterogeneity: Tau2=0.09; Chi2=1.14, df=1(P=0.29); I2=12.33%  

Test for overall effect: Z=0.05(P=0.96)  

Test for subgroup differences: Chi2=1.11, df=1 (P=0.29), I2=9.96%  

Favours perphenazine 200.05 50.2 1 Favours quetiapine
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Analysis 21.2.   Comparison 21 PERPHENAZINE vs QUETIAPINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.2.1 long term  

CATIE 2005 40/261 49/337 100% 1.05[0.72,1.55]

Subtotal (95% CI) 261 337 100% 1.05[0.72,1.55]

Total events: 40 (Perphenazine), 49 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.27(P=0.79)  

Favours perphenazine 20.5 1.50.7 1 Favours quetiapine

 
 

Analysis 21.3.   Comparison 21 PERPHENAZINE vs QUETIAPINE, Outcome 3
Leaving the study early: 3. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.3.1 long term  

CATIE 2005 65/261 92/337 100% 0.91[0.69,1.2]

Subtotal (95% CI) 261 337 100% 0.91[0.69,1.2]

Total events: 65 (Perphenazine), 92 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.66(P=0.51)  

Favours perphenazine 20.5 1.50.7 1 Favours quetiapine

 
 

Analysis 21.4.   Comparison 21 PERPHENAZINE vs QUETIAPINE,
Outcome 4 Mental state: 2a. State - BPRS score reduction ('no e>ect').

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.4.1 less than 25% reduction - short term  

Wang 2008c 4/32 3/32 100% 1.33[0.32,5.49]

Subtotal (95% CI) 32 32 100% 1.33[0.32,5.49]

Total events: 4 (Perphenazine), 3 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.4(P=0.69)  

Favours perphenazine 200.05 50.2 1 Favours quetiapine

 
 

Analysis 21.5.   Comparison 21 PERPHENAZINE vs QUETIAPINE,
Outcome 5 Mental state: 2b. State - BPRS total score (high = worse).

Study or subgroup Perphenazine Quetiapine Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

21.5.1 short term  

Wang 2008c 32 24.9 (5) 32 23.8 (4.6) 100% 1.1[-1.26,3.46]

Subtotal *** 32   32   100% 1.1[-1.26,3.46]

Favours perphenazine 105-10 -5 0 Favours quetiapine
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Study or subgroup Perphenazine Quetiapine Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

Heterogeneity: Not applicable  

Test for overall effect: Z=0.92(P=0.36)  

Favours perphenazine 105-10 -5 0 Favours quetiapine

 
 

Analysis 21.6.   Comparison 21 PERPHENAZINE vs QUETIAPINE, Outcome 6 Adverse events: Movement disorders.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.6.1 akathisia - short term  

Wang 2008c 7/32 1/32 100% 7[0.91,53.68]

Subtotal (95% CI) 32 32 100% 7[0.91,53.68]

Total events: 7 (Perphenazine), 1 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.87(P=0.06)  

   

21.6.2 akathisia - long term  

CATIE 2005 16/241 16/305 100% 1.27[0.65,2.48]

Subtotal (95% CI) 241 305 100% 1.27[0.65,2.48]

Total events: 16 (Perphenazine), 16 (Quetiapine)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.69(P=0.49)  

   

21.6.3 EPS - long term  

CATIE 2005 15/243 12/298 100% 1.53[0.73,3.21]

Subtotal (95% CI) 243 298 100% 1.53[0.73,3.21]

Total events: 15 (Perphenazine), 12 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.13(P=0.26)  

   

21.6.4 rigidity - short term  

Wang 2008c 5/32 0/32 100% 11[0.63,191.04]

Subtotal (95% CI) 32 32 100% 11[0.63,191.04]

Total events: 5 (Perphenazine), 0 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.65(P=0.1)  

   

21.6.5 tardive dyskinesia - long term  

CATIE 2005 41/237 30/236 100% 1.36[0.88,2.1]

Subtotal (95% CI) 237 236 100% 1.36[0.88,2.1]

Total events: 41 (Perphenazine), 30 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.39(P=0.17)  

   

21.6.6 torsion dystonia - short term  

Wang 2008c 7/32 0/32 100% 15[0.89,252.09]

Subtotal (95% CI) 32 32 100% 15[0.89,252.09]

Total events: 7 (Perphenazine), 0 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.88(P=0.06)  
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Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

   

21.6.7 tremor - short term  

Wang 2008c 12/32 1/32 100% 12[1.66,86.94]

Subtotal (95% CI) 32 32 100% 12[1.66,86.94]

Total events: 12 (Perphenazine), 1 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.46(P=0.01)  

Favours perphenazine 10000.001 100.1 1 Favours quetiapine

 
 

Analysis 21.7.   Comparison 21 PERPHENAZINE vs QUETIAPINE, Outcome 7 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.7.1 blurred vision - short term  

Wang 2008c 9/32 2/32 100% 4.5[1.05,19.22]

Subtotal (95% CI) 32 32 100% 4.5[1.05,19.22]

Total events: 9 (Perphenazine), 2 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.03(P=0.04)  

   

21.7.2 dry mouth - short term  

Wang 2008c 6/32 2/32 100% 3[0.65,13.76]

Subtotal (95% CI) 32 32 100% 3[0.65,13.76]

Total events: 6 (Perphenazine), 2 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.41(P=0.16)  

Favours perphenazine 10000.001 100.1 1 Favours quetiapine

 
 

Analysis 21.8.   Comparison 21 PERPHENAZINE vs QUETIAPINE, Outcome 8 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.8.1 drowsiness - short term  

Wang 2008c 2/32 3/32 100% 0.67[0.12,3.73]

Subtotal (95% CI) 32 32 100% 0.67[0.12,3.73]

Total events: 2 (Perphenazine), 3 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.46(P=0.64)  

   

21.8.2 insomnia - short term  

Wang 2008c 3/32 5/32 100% 0.6[0.16,2.3]

Subtotal (95% CI) 32 32 100% 0.6[0.16,2.3]

Total events: 3 (Perphenazine), 5 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.74(P=0.46)  

   

21.8.3 insomnia - long term  
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  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

CATIE 2005 66/261 62/337 100% 1.37[1.01,1.87]

Subtotal (95% CI) 261 337 100% 1.37[1.01,1.87]

Total events: 66 (Perphenazine), 62 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.03(P=0.04)  

   

21.8.4 sleepiness/ sedation - long term  

CATIE 2005 74/261 103/337 100% 0.93[0.72,1.19]

Subtotal (95% CI) 261 337 100% 0.93[0.72,1.19]

Total events: 74 (Perphenazine), 103 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.59(P=0.56)  

Favours perphenazine 10000.001 100.1 1 Favours quetiapine

 
 

Analysis 21.9.   Comparison 21 PERPHENAZINE vs QUETIAPINE, Outcome 9 Other adverse events: 3. Cardiovascular.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.9.1 faintness, dizziness, weakness - long term  

CATIE 2005 29/261 38/337 100% 0.99[0.62,1.55]

Subtotal (95% CI) 261 337 100% 0.99[0.62,1.55]

Total events: 29 (Perphenazine), 38 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.06(P=0.95)  

   

21.9.2 orthostatic hypotension - short term  

Wang 2008c 1/32 6/32 100% 0.17[0.02,1.31]

Subtotal (95% CI) 32 32 100% 0.17[0.02,1.31]

Total events: 1 (Perphenazine), 6 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.71(P=0.09)  

   

21.9.3 tachycardia - short term  

Wang 2008c 5/32 2/32 100% 2.5[0.52,11.96]

Subtotal (95% CI) 32 32 100% 2.5[0.52,11.96]

Total events: 5 (Perphenazine), 2 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.15(P=0.25)  

Favours perphenazine 10000.001 100.1 1 Favours quetiapine

 
 

Analysis 21.10.   Comparison 21 PERPHENAZINE vs QUETIAPINE,
Outcome 10 Other adverse events: 4. Gastrointestinal.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.10.1 constipation - short term  

Wang 2008c 5/32 2/32 100% 2.5[0.52,11.96]
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  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 32 32 100% 2.5[0.52,11.96]

Total events: 5 (Perphenazine), 2 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.15(P=0.25)  

   

21.10.2 weight gain - short term  

Wang 2008c 3/32 1/32 100% 3[0.33,27.33]

Subtotal (95% CI) 32 32 100% 3[0.33,27.33]

Total events: 3 (Perphenazine), 1 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.97(P=0.33)  

   

21.10.3 weight gain - long term  

CATIE 2005 29/243 49/305 100% 0.74[0.48,1.14]

Subtotal (95% CI) 243 305 100% 0.74[0.48,1.14]

Total events: 29 (Perphenazine), 49 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.36(P=0.17)  

Favours perphenazine 10000.001 100.1 1 Favours quetiapine

 
 

Analysis 21.11.   Comparison 21 PERPHENAZINE vs QUETIAPINE, Outcome 11 Other adverse events: 5. Genitourinary.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.11.1 diminished sexual desire - long term  

CATIE 2005 64/261 69/337 100% 1.2[0.89,1.62]

Subtotal (95% CI) 261 337 100% 1.2[0.89,1.62]

Total events: 64 (Perphenazine), 69 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.18(P=0.24)  

   

21.11.2 galactorrhoea/ gynaecomastia - long term  

CATIE 2005 4/261 6/337 100% 0.86[0.25,3.02]

Subtotal (95% CI) 261 337 100% 0.86[0.25,3.02]

Total events: 4 (Perphenazine), 6 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.23(P=0.81)  

Favours perphenazine 10000.001 100.1 1 Favours quetiapine

 
 

Analysis 21.12.   Comparison 21 PERPHENAZINE vs QUETIAPINE, Outcome 12 Other adverse events: 6. Others.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.12.1 urinary hesitancy, dry mouth, constipation - long term  

CATIE 2005 57/261 105/337 100% 0.7[0.53,0.93]

Subtotal (95% CI) 261 337 100% 0.7[0.53,0.93]

Total events: 57 (Perphenazine), 105 (Quetiapine)  

Favours perphenazine 200.05 50.2 1 Favours quetiapine
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Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=2.5(P=0.01)  

   

21.12.2 suicide attempt - long term  

CATIE 2005 1/261 1/337 100% 1.29[0.08,20.55]

Subtotal (95% CI) 261 337 100% 1.29[0.08,20.55]

Total events: 1 (Perphenazine), 1 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.18(P=0.86)  

   

21.12.3 incontinence nocturia - long term  

CATIE 2005 6/261 15/337 100% 0.52[0.2,1.31]

Subtotal (95% CI) 261 337 100% 0.52[0.2,1.31]

Total events: 6 (Perphenazine), 15 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.39(P=0.17)  

Favours perphenazine 200.05 50.2 1 Favours quetiapine

 
 

Analysis 21.13.   Comparison 21 PERPHENAZINE vs QUETIAPINE,
Outcome 13 Other adverse events: 7. any serious adverse event.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.13.1 long term  

CATIE 2005 29/261 32/337 100% 1.17[0.73,1.88]

Subtotal (95% CI) 261 337 100% 1.17[0.73,1.88]

Total events: 29 (Perphenazine), 32 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.65(P=0.52)  

Favours perphenazine 2000.005 100.1 1 Favours quetiapine

 
 

Analysis 21.14.   Comparison 21 PERPHENAZINE vs QUETIAPINE, Outcome 14 Other adverse events: 8a. lab data.

Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

21.14.1 abnormal ECG - short term  

Wang 2008c 7/32 1/32 100% 7[0.91,53.68]

Subtotal (95% CI) 32 32 100% 7[0.91,53.68]

Total events: 7 (Perphenazine), 1 (Quetiapine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.87(P=0.06)  

   

21.14.2 abnormal liver function - short term  

Wang 2008c 8/32 2/32 100% 4[0.92,17.4]

Subtotal (95% CI) 32 32 100% 4[0.92,17.4]

Total events: 8 (Perphenazine), 2 (Quetiapine)  

Heterogeneity: Not applicable  
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Study or subgroup Perphenazine Quetiapine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=1.85(P=0.06)  

Favours perphenazine 10000.001 100.1 1 Favours quetiapine

 
 

Analysis 21.15.   Comparison 21 PERPHENAZINE vs QUETIAPINE, Outcome 15 Other adverse events: 8b. lab data.

Study or subgroup Perphenazine Quetiapine Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

21.15.1 mean weight change (lb) - long term  

CATIE 2005 261 -2 (17.8) 337 1.1 (16.5) 100% -3.1[-5.89,-0.31]

Subtotal *** 261   337   100% -3.1[-5.89,-0.31]

Heterogeneity: Not applicable  

Test for overall effect: Z=2.18(P=0.03)  

   

21.15.2 change in blood glucose - long term  

CATIE 2005 261 5.2 (32.3) 337 6.8 (41.3) 100% -1.6[-7.5,4.3]

Subtotal *** 261   337   100% -1.6[-7.5,4.3]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.53(P=0.6)  

   

21.15.3 change in glycosylated haemoglobin - long term  

CATIE 2005 261 0.1 (1) 337 0.1 (0.9) 100% 0.05[-0.1,0.2]

Subtotal *** 261   337   100% 0.05[-0.1,0.2]

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.65(P=0.52)  

   

21.15.4 change in cholesterol - long term  

CATIE 2005 261 0.5 (37.2) 337 5.3 (38.6) 100% -4.8[-10.9,1.3]

Subtotal *** 261   337   100% -4.8[-10.9,1.3]

Heterogeneity: Not applicable  

Test for overall effect: Z=1.54(P=0.12)  

   

21.15.5 change in triglycerides - long term  

CATIE 2005 261 8.3 (185.8) 337 19.2 (194.6) 100% -10.9[-41.55,19.75]

Subtotal *** 261   337   100% -10.9[-41.55,19.75]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.7(P=0.49)  

   

21.15.6 change in prolactin - long term  

CATIE 2005 261 0.4 (27.5) 337 -9.3 (25.7) 100% 9.7[5.38,14.02]

Subtotal *** 261   337   100% 9.7[5.38,14.02]

Heterogeneity: Not applicable  

Test for overall effect: Z=4.4(P<0.0001)  

Test for subgroup differences: Chi2=27.33, df=1 (P<0.0001), I2=81.71%  

Favours perphenazine 5025-50 -25 0 Favours quetiapine
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Comparison 22.   PERPHENAZINE vs PROMAZINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 60 Risk Ratio (M-H, Random, 95%
CI)

1.20 [0.93, 1.56]

2 Leaving the study early: 2. Due to
adverse events

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 60 Risk Ratio (M-H, Random, 95%
CI)

2.49 [0.73, 8.50]

3 Global state: 1. Change over time -
no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 60 Risk Ratio (M-H, Random, 95%
CI)

0.39 [0.16, 0.97]

 
 

Analysis 22.1.   Comparison 22 PERPHENAZINE vs PROMAZINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Promazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

22.1.1 short term  

Kurland 1961 27/31 21/29 100% 1.2[0.93,1.56]

Subtotal (95% CI) 31 29 100% 1.2[0.93,1.56]

Total events: 27 (Perphenazine), 21 (Promazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.38(P=0.17)  

Favours perphenazine 20.5 1.50.7 1 Favours promazine

 
 

Analysis 22.2.   Comparison 22 PERPHENAZINE vs PROMAZINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Promazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

22.2.1 short term  

Kurland 1961 8/31 3/29 100% 2.49[0.73,8.5]

Subtotal (95% CI) 31 29 100% 2.49[0.73,8.5]

Total events: 8 (Perphenazine), 3 (Promazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.46(P=0.14)  

Favours perphenazine 10000.001 100.1 1 Favours promazine
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Analysis 22.3.   Comparison 22 PERPHENAZINE vs PROMAZINE, Outcome
3 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Promazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

22.3.1 short term  

Kurland 1961 5/31 12/29 100% 0.39[0.16,0.97]

Subtotal (95% CI) 31 29 100% 0.39[0.16,0.97]

Total events: 5 (Perphenazine), 12 (Promazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.02(P=0.04)  

Favours perphenazine 1000.01 100.1 1 Favours promazine

 
 

Comparison 23.   PERPHENAZINE vs RISPERIDONE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

2 709 Risk Ratio (M-H, Random, 95%
CI)

1.01 [0.92, 1.11]

1.1 short term 2 709 Risk Ratio (M-H, Random, 95%
CI)

1.01 [0.92, 1.11]

2 Leaving the study early: 2. Due
to adverse events

2 709 Risk Ratio (M-H, Random, 95%
CI)

1.29 [0.73, 2.29]

2.1 short term 2 709 Risk Ratio (M-H, Random, 95%
CI)

1.29 [0.73, 2.29]

3 Leaving the study early: 3. Due
to relapse / worsening or no im-
provement

2 709 Risk Ratio (M-H, Random, 95%
CI)

0.95 [0.72, 1.24]

3.1 short term 2 709 Risk Ratio (M-H, Random, 95%
CI)

0.95 [0.72, 1.24]

4 Global state: 1. Change over
time - no better or deterioration
(ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

1.29 [0.79, 2.12]

5 Mental state: 1a. State - less
than 20% BPRS reduction ('no ef-
fect')

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.81 [0.61, 1.08]

6 Mental state: 1b. State - PANSS
reduction ('no effect')

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

6.1 less than 20% reduction -
short term

1 107 Risk Ratio (M-H, Random, 95%
CI)

0.86 [0.64, 1.15]

6.2 less than 40% reduction -
short term

1 64 Risk Ratio (M-H, Random, 95%
CI)

1.7 [0.30, 9.50]

7 Mental state: 1c. State - PANSS:
mean change from baseline to
endpoint

1   Mean Difference (IV, Random,
95% CI)

Subtotals only

7.1 short term 1 107 Mean Difference (IV, Random,
95% CI)

4.0 [-5.04, 13.04]

8 Adverse events: Movement dis-
orders

3   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 akathisia - long term 1 399 Risk Ratio (M-H, Random, 95%
CI)

0.75 [0.38, 1.49]

8.2 dystonia - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

2.47 [0.67, 9.04]

8.3 EPS - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

9.07 [1.20, 68.35]

8.4 EPS - long term 1 446 Risk Ratio (M-H, Random, 95%
CI)

2.23 [0.97, 5.11]

8.5 hyperkinesia - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

2.64 [0.88, 7.91]

8.6 tardive dyskinesia - long term 1 363 Risk Ratio (M-H, Random, 95%
CI)

1.21 [0.73, 2.02]

8.7 use of antiparkinsonian drugs
- short term

1 107 Risk Ratio (M-H, Random, 95%
CI)

1.20 [0.67, 2.14]

9 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 dry mouth - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

7.40 [0.39, 139.81]

10 Other adverse events: 2.
Arousal

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 depression - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

1.34 [0.76, 2.35]

10.2 emotional indifference -
short term

1 107 Risk Ratio (M-H, Random, 95%
CI)

1.06 [0.58, 1.94]

10.3 increased dream activity -
short term

1 107 Risk Ratio (M-H, Random, 95%
CI)

1.51 [0.62, 3.67]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

10.4 insomnia - short term 2 553 Risk Ratio (M-H, Random, 95%
CI)

1.01 [0.52, 1.97]

10.5 sleepiness/sedation - short
term

2 553 Risk Ratio (M-H, Random, 95%
CI)

1.16 [0.87, 1.54]

10.6 tension - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.97 [0.63, 1.50]

11 Other adverse events: 3. At
least one

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

11.1 short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

1.01 [0.85, 1.21]

12 Other adverse events: 4. Car-
diovascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

12.1 faintness, dizziness, weak-
ness - short term

1 107 Risk Ratio (M-H, Random, 95%
CI)

0.93 [0.36, 2.37]

12.2 lassitude - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.97 [0.61, 1.52]

12.3 tachycardia - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.57 [0.25, 1.32]

13 Other adverse events: 5. Cen-
tral nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

13.1 difficulty in concentration -
short term

1 107 Risk Ratio (M-H, Random, 95%
CI)

1.06 [0.71, 1.58]

13.2 headache - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.53 [0.14, 2.01]

13.3 paraesthesia - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.71 [0.12, 4.05]

14 Other adverse events: 6. En-
docrine

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

14.1 amenorrhoea (women only)
- short term

1 30 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 68.26]

14.2 gynaecomastia - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.15 [0.01, 2.85]

14.3 lactation - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.21 [0.01, 4.30]

14.4 menorrhagia (women only) -
short term

1 30 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 68.26]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

15 Other adverse events: 7. Gas-
trointestinal

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

15.1 constipation - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.07 [0.00, 1.20]

15.2 diarrhoea - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.15 [0.01, 2.85]

15.3 faintness, dizziness, weak-
ness - long term

1 446 Risk Ratio (M-H, Random, 95%
CI)

0.86 [0.52, 1.42]

15.4 nausea and vomiting - short
term

1 107 Risk Ratio (M-H, Random, 95%
CI)

0.76 [0.26, 2.23]

15.5 weight loss - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

2.12 [0.56, 8.02]

15.6 weight gain - short term 2 511 Risk Ratio (M-H, Random, 95%
CI)

0.90 [0.29, 2.81]

16 Other adverse events: 8. Skin 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

16.1 pruritus - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.79 [0.19, 3.38]

16.2 rash - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.71 [0.12, 4.05]

16.3 sweating - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.66 [0.23, 1.89]

17 Other adverse events: 9. Geni-
tourinary

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

17.1 diminished sexual desire 1 107 Risk Ratio (M-H, Random, 95%
CI)

1.06 [0.22, 5.01]

17.2 ejaculatory dysfunction
(men only) - short term

1 77 Risk Ratio (M-H, Random, 95%
CI)

0.18 [0.02, 1.43]

17.3 erectile dysfunction (men
only) - short term

1 77 Risk Ratio (M-H, Random, 95%
CI)

0.90 [0.30, 2.70]

17.4 galactorrhoea - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.15 [0.01, 2.85]

17.5 galactorrhoea/ gynaecomas-
tia - long term

1 446 Risk Ratio (M-H, Random, 95%
CI)

0.47 [0.14, 1.65]

17.6 increased sexual desire -
short term

1 107 Risk Ratio (M-H, Random, 95%
CI)

1.06 [0.22, 5.01]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

17.7 orgastic dysfunction - short
term

1 107 Risk Ratio (M-H, Random, 95%
CI)

5.28 [0.26, 107.51]

18 Other adverse events: 10. Oth-
ers

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

18.1 failing memory - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

1.27 [0.60, 2.68]

18.2 incontinence nocturia - long
term

1 446 Risk Ratio (M-H, Random, 95%
CI)

0.43 [0.16, 1.15]

18.3 suicide attempt - long term 1 446 Risk Ratio (M-H, Random, 95%
CI)

0.71 [0.04, 11.26]

18.4 sweating - short term 1 107 Risk Ratio (M-H, Random, 95%
CI)

0.96 [0.45, 2.07]

18.5 urinary hesitancy, dry
mouth, constipation - long term

1 446 Risk Ratio (M-H, Random, 95%
CI)

1.09 [0.76, 1.58]

19 Other adverse events: 11. any
serious adverse event

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

19.1 long term 1 446 Risk Ratio (M-H, Random, 95%
CI)

1.08 [0.63, 1.87]

20 Other adverse events: 12. lab
data

1   Mean Difference (IV, Random,
95% CI)

Subtotals only

20.1 mean weight change (lb) -
long term

1 602 Mean Difference (IV, Random,
95% CI)

-2.8 [-5.58, -0.02]

20.2 change in blood glucose -
long term

1 602 Mean Difference (IV, Random,
95% CI)

-1.5 [-7.04, 4.04]

20.3 change in glycosylated
haemoglobin - long term

1 602 Mean Difference (IV, Random,
95% CI)

0.02 [-0.12, 0.16]

20.4 change in cholesterol - long
term

1 602 Mean Difference (IV, Random,
95% CI)

2.6 [-3.25, 8.45]

20.5 change in triglycerides - long
term

1 602 Mean Difference (IV, Random,
95% CI)

10.9 [-14.80, 36.60]

20.6 change in prolactin - long
term

1 602 Mean Difference (IV, Random,
95% CI)

-15.0 [-19.44,
-10.56]
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Analysis 23.1.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.1.1 short term  

CATIE 2005 196/261 253/341 97.78% 1.01[0.92,1.11]

Hoyberg 1993 15/52 14/55 2.22% 1.13[0.61,2.11]

Subtotal (95% CI) 313 396 100% 1.01[0.92,1.11]

Total events: 211 (Perphenazine), 267 (Risperidone)  

Heterogeneity: Tau2=0; Chi2=0.13, df=1(P=0.72); I2=0%  

Test for overall effect: Z=0.31(P=0.76)  

   

Total (95% CI) 313 396 100% 1.01[0.92,1.11]

Total events: 211 (Perphenazine), 267 (Risperidone)  

Heterogeneity: Tau2=0; Chi2=0.13, df=1(P=0.72); I2=0%  

Test for overall effect: Z=0.31(P=0.76)  

Favours perphenazine 20.5 1.50.7 1 Favours risperidone

 
 

Analysis 23.2.   Comparison 23 PERPHENAZINE vs RISPERIDONE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.2.1 short term  

CATIE 2005 40/261 34/341 73.61% 1.54[1,2.36]

Hoyberg 1993 6/52 8/55 26.39% 0.79[0.3,2.13]

Subtotal (95% CI) 313 396 100% 1.29[0.73,2.29]

Total events: 46 (Perphenazine), 42 (Risperidone)  

Heterogeneity: Tau2=0.07; Chi2=1.45, df=1(P=0.23); I2=31.01%  

Test for overall effect: Z=0.88(P=0.38)  

   

Total (95% CI) 313 396 100% 1.29[0.73,2.29]

Total events: 46 (Perphenazine), 42 (Risperidone)  

Heterogeneity: Tau2=0.07; Chi2=1.45, df=1(P=0.23); I2=31.01%  

Test for overall effect: Z=0.88(P=0.38)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone

 
 

Analysis 23.3.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome 3
Leaving the study early: 3. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.3.1 short term  

CATIE 2005 65/261 91/341 97.6% 0.93[0.71,1.23]

Hoyberg 1993 3/52 2/55 2.4% 1.59[0.28,9.12]

Subtotal (95% CI) 313 396 100% 0.95[0.72,1.24]

Total events: 68 (Perphenazine), 93 (Risperidone)  

Heterogeneity: Tau2=0; Chi2=0.35, df=1(P=0.56); I2=0%  

Test for overall effect: Z=0.41(P=0.68)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone
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Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

   

Total (95% CI) 313 396 100% 0.95[0.72,1.24]

Total events: 68 (Perphenazine), 93 (Risperidone)  

Heterogeneity: Tau2=0; Chi2=0.35, df=1(P=0.56); I2=0%  

Test for overall effect: Z=0.41(P=0.68)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone

 
 

Analysis 23.4.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome
4 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.4.1 short term  

Hoyberg 1993 22/52 18/55 100% 1.29[0.79,2.12]

Subtotal (95% CI) 52 55 100% 1.29[0.79,2.12]

Total events: 22 (Perphenazine), 18 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.02(P=0.31)  

Favours perphenazine 1000.01 100.1 1 Favours risperidone

 
 

Analysis 23.5.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome
5 Mental state: 1a. State - less than 20% BPRS reduction ('no e>ect').

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.5.1 short term  

Hoyberg 1993 30/52 39/55 100% 0.81[0.61,1.08]

Subtotal (95% CI) 52 55 100% 0.81[0.61,1.08]

Total events: 30 (Perphenazine), 39 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.4(P=0.16)  

Favours perphenazine 100.1 50.2 20.5 1 Favours risperidone

 
 

Analysis 23.6.   Comparison 23 PERPHENAZINE vs RISPERIDONE,
Outcome 6 Mental state: 1b. State - PANSS reduction ('no e>ect').

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.6.1 less than 20% reduction - short term  

Hoyberg 1993 30/52 37/55 100% 0.86[0.64,1.15]

Subtotal (95% CI) 52 55 100% 0.86[0.64,1.15]

Total events: 30 (Perphenazine), 37 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.01(P=0.31)  

Favours perphenazine 500.02 100.1 1 Favours risperidone
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Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

   

23.6.2 less than 40% reduction - short term  

Wang 2008a 3/30 2/34 100% 1.7[0.3,9.5]

Subtotal (95% CI) 30 34 100% 1.7[0.3,9.5]

Total events: 3 (Perphenazine), 2 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.6(P=0.55)  

Test for subgroup differences: Chi2=0.59, df=1 (P=0.44), I2=0%  

Favours perphenazine 500.02 100.1 1 Favours risperidone

 
 

Analysis 23.7.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome
7 Mental state: 1c. State - PANSS: mean change from baseline to endpoint.

Study or subgroup Perphenazine Risperidone Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

23.7.1 short term  

Hoyberg 1993 52 -20 (21.6) 55 -24 (26) 100% 4[-5.04,13.04]

Subtotal *** 52   55   100% 4[-5.04,13.04]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.87(P=0.39)  

Favours perphenazine 5025-50 -25 0 Favours risperidone

 
 

Analysis 23.8.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome 8 Adverse events: Movement disorders.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.8.1 akathisia - long term  

CATIE 2005 16/241 14/158 100% 0.75[0.38,1.49]

Subtotal (95% CI) 241 158 100% 0.75[0.38,1.49]

Total events: 16 (Perphenazine), 14 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.82(P=0.41)  

   

23.8.2 dystonia - short term  

Hoyberg 1993 7/52 3/55 100% 2.47[0.67,9.04]

Subtotal (95% CI) 52 55 100% 2.47[0.67,9.04]

Total events: 7 (Perphenazine), 3 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.36(P=0.17)  

   

23.8.3 EPS - short term  

Wang 2008a 8/30 1/34 100% 9.07[1.2,68.35]

Subtotal (95% CI) 30 34 100% 9.07[1.2,68.35]

Total events: 8 (Perphenazine), 1 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.14(P=0.03)  
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Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.8.4 EPS - long term  

CATIE 2005 22/261 7/185 100% 2.23[0.97,5.11]

Subtotal (95% CI) 261 185 100% 2.23[0.97,5.11]

Total events: 22 (Perphenazine), 7 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.89(P=0.06)  

   

23.8.5 hyperkinesia - short term  

Hoyberg 1993 10/52 4/55 100% 2.64[0.88,7.91]

Subtotal (95% CI) 52 55 100% 2.64[0.88,7.91]

Total events: 10 (Perphenazine), 4 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.74(P=0.08)  

   

23.8.6 tardive dyskinesia - long term  

CATIE 2005 41/237 18/126 100% 1.21[0.73,2.02]

Subtotal (95% CI) 237 126 100% 1.21[0.73,2.02]

Total events: 41 (Perphenazine), 18 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.74(P=0.46)  

   

23.8.7 use of antiparkinsonian drugs - short term  

Hoyberg 1993 17/52 15/55 100% 1.2[0.67,2.14]

Subtotal (95% CI) 52 55 100% 1.2[0.67,2.14]

Total events: 17 (Perphenazine), 15 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.61(P=0.54)  

Favours perphenazine 1000.01 100.1 1 Favours risperidone

 
 

Analysis 23.9.   Comparison 23 PERPHENAZINE vs RISPERIDONE,
Outcome 9 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.9.1 dry mouth - short term  

Hoyberg 1993 3/52 0/55 100% 7.4[0.39,139.81]

Subtotal (95% CI) 52 55 100% 7.4[0.39,139.81]

Total events: 3 (Perphenazine), 0 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.33(P=0.18)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone

 
 

Analysis 23.10.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome 10 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.10.1 depression - short term  

Favours perphenazine 10000.001 100.1 1 Favours risperidone
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Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Hoyberg 1993 19/52 15/55 100% 1.34[0.76,2.35]

Subtotal (95% CI) 52 55 100% 1.34[0.76,2.35]

Total events: 19 (Perphenazine), 15 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.02(P=0.31)  

   

23.10.2 emotional indifference - short term  

Hoyberg 1993 15/52 15/55 100% 1.06[0.58,1.94]

Subtotal (95% CI) 52 55 100% 1.06[0.58,1.94]

Total events: 15 (Perphenazine), 15 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.18(P=0.86)  

   

23.10.3 increased dream activity - short term  

Hoyberg 1993 10/52 7/55 100% 1.51[0.62,3.67]

Subtotal (95% CI) 52 55 100% 1.51[0.62,3.67]

Total events: 10 (Perphenazine), 7 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.91(P=0.36)  

   

23.10.4 insomnia - short term  

CATIE 2005 66/261 56/185 76.02% 0.84[0.62,1.13]

Hoyberg 1993 7/52 4/55 23.98% 1.85[0.58,5.95]

Subtotal (95% CI) 313 240 100% 1.01[0.52,1.97]

Total events: 73 (Perphenazine), 60 (Risperidone)  

Heterogeneity: Tau2=0.13; Chi2=1.68, df=1(P=0.19); I2=40.49%  

Test for overall effect: Z=0.03(P=0.97)  

   

23.10.5 sleepiness/sedation - short term  

CATIE 2005 74/261 45/185 79.16% 1.17[0.85,1.6]

Hoyberg 1993 15/52 14/55 20.84% 1.13[0.61,2.11]

Subtotal (95% CI) 313 240 100% 1.16[0.87,1.54]

Total events: 89 (Perphenazine), 59 (Risperidone)  

Heterogeneity: Tau2=0; Chi2=0.01, df=1(P=0.94); I2=0%  

Test for overall effect: Z=1.02(P=0.31)  

   

23.10.6 tension - short term  

Hoyberg 1993 22/52 24/55 100% 0.97[0.63,1.5]

Subtotal (95% CI) 52 55 100% 0.97[0.63,1.5]

Total events: 22 (Perphenazine), 24 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.14(P=0.89)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone

 
 

Analysis 23.11.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome 11 Other adverse events: 3. At least one.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.11.1 short term  

Favours perphenazine 20.5 1.50.7 1 Favours risperidone
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Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Hoyberg 1993 43/52 45/55 100% 1.01[0.85,1.21]

Subtotal (95% CI) 52 55 100% 1.01[0.85,1.21]

Total events: 43 (Perphenazine), 45 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.12(P=0.91)  

Favours perphenazine 20.5 1.50.7 1 Favours risperidone

 
 

Analysis 23.12.   Comparison 23 PERPHENAZINE vs RISPERIDONE,
Outcome 12 Other adverse events: 4. Cardiovascular.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.12.1 faintness, dizziness, weakness - short term  

Hoyberg 1993 7/52 8/55 100% 0.93[0.36,2.37]

Subtotal (95% CI) 52 55 100% 0.93[0.36,2.37]

Total events: 7 (Perphenazine), 8 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.16(P=0.87)  

   

23.12.2 lassitude - short term  

Hoyberg 1993 21/52 23/55 100% 0.97[0.61,1.52]

Subtotal (95% CI) 52 55 100% 0.97[0.61,1.52]

Total events: 21 (Perphenazine), 23 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.15(P=0.88)  

   

23.12.3 tachycardia - short term  

Hoyberg 1993 7/52 13/55 100% 0.57[0.25,1.32]

Subtotal (95% CI) 52 55 100% 0.57[0.25,1.32]

Total events: 7 (Perphenazine), 13 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.32(P=0.19)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone

 
 

Analysis 23.13.   Comparison 23 PERPHENAZINE vs RISPERIDONE,
Outcome 13 Other adverse events: 5. Central nervous system.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.13.1 difficulty in concentration - short term  

Hoyberg 1993 25/52 25/55 100% 1.06[0.71,1.58]

Subtotal (95% CI) 52 55 100% 1.06[0.71,1.58]

Total events: 25 (Perphenazine), 25 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.27(P=0.79)  

   

23.13.2 headache - short term  
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Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Hoyberg 1993 3/52 6/55 100% 0.53[0.14,2.01]

Subtotal (95% CI) 52 55 100% 0.53[0.14,2.01]

Total events: 3 (Perphenazine), 6 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.94(P=0.35)  

   

23.13.3 paraesthesia - short term  

Hoyberg 1993 2/52 3/55 100% 0.71[0.12,4.05]

Subtotal (95% CI) 52 55 100% 0.71[0.12,4.05]

Total events: 2 (Perphenazine), 3 (Risperidone)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.39(P=0.7)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone

 
 

Analysis 23.14.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome 14 Other adverse events: 6. Endocrine.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.14.1 amenorrhoea (women only) - short term  

Hoyberg 1993 1/15 0/15 100% 3[0.13,68.26]

Subtotal (95% CI) 15 15 100% 3[0.13,68.26]

Total events: 1 (Perphenazine), 0 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.69(P=0.49)  

   

23.14.2 gynaecomastia - short term  

Hoyberg 1993 0/52 3/55 100% 0.15[0.01,2.85]

Subtotal (95% CI) 52 55 100% 0.15[0.01,2.85]

Total events: 0 (Perphenazine), 3 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.26(P=0.21)  

   

23.14.3 lactation - short term  

Hoyberg 1993 0/52 2/55 100% 0.21[0.01,4.3]

Subtotal (95% CI) 52 55 100% 0.21[0.01,4.3]

Total events: 0 (Perphenazine), 2 (Risperidone)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=1.01(P=0.31)  

   

23.14.4 menorrhagia (women only) - short term  

Hoyberg 1993 1/15 0/15 100% 3[0.13,68.26]

Subtotal (95% CI) 15 15 100% 3[0.13,68.26]

Total events: 1 (Perphenazine), 0 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.69(P=0.49)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone
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Analysis 23.15.   Comparison 23 PERPHENAZINE vs RISPERIDONE,
Outcome 15 Other adverse events: 7. Gastrointestinal.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.15.1 constipation - short term  

Hoyberg 1993 0/52 7/55 100% 0.07[0,1.2]

Subtotal (95% CI) 52 55 100% 0.07[0,1.2]

Total events: 0 (Perphenazine), 7 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.83(P=0.07)  

   

23.15.2 diarrhoea - short term  

Hoyberg 1993 0/52 3/55 100% 0.15[0.01,2.85]

Subtotal (95% CI) 52 55 100% 0.15[0.01,2.85]

Total events: 0 (Perphenazine), 3 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.26(P=0.21)  

   

23.15.3 faintness, dizziness, weakness - long term  

CATIE 2005 29/261 24/185 100% 0.86[0.52,1.42]

Subtotal (95% CI) 261 185 100% 0.86[0.52,1.42]

Total events: 29 (Perphenazine), 24 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.6(P=0.55)  

   

23.15.4 nausea and vomiting - short term  

Hoyberg 1993 5/52 7/55 100% 0.76[0.26,2.23]

Subtotal (95% CI) 52 55 100% 0.76[0.26,2.23]

Total events: 5 (Perphenazine), 7 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.51(P=0.61)  

   

23.15.5 weight loss - short term  

Hoyberg 1993 6/52 3/55 100% 2.12[0.56,8.02]

Subtotal (95% CI) 52 55 100% 2.12[0.56,8.02]

Total events: 6 (Perphenazine), 3 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.1(P=0.27)  

   

23.15.6 weight gain - short term  

CATIE 2005 29/243 12/161 50.1% 1.6[0.84,3.04]

Hoyberg 1993 10/52 21/55 49.9% 0.5[0.26,0.97]

Subtotal (95% CI) 295 216 100% 0.9[0.29,2.81]

Total events: 39 (Perphenazine), 33 (Risperidone)  

Heterogeneity: Tau2=0.57; Chi2=6.21, df=1(P=0.01); I2=83.89%  

Test for overall effect: Z=0.18(P=0.85)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone
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Analysis 23.16.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome 16 Other adverse events: 8. Skin.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.16.1 pruritus - short term  

Hoyberg 1993 3/52 4/55 100% 0.79[0.19,3.38]

Subtotal (95% CI) 52 55 100% 0.79[0.19,3.38]

Total events: 3 (Perphenazine), 4 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.31(P=0.75)  

   

23.16.2 rash - short term  

Hoyberg 1993 2/52 3/55 100% 0.71[0.12,4.05]

Subtotal (95% CI) 52 55 100% 0.71[0.12,4.05]

Total events: 2 (Perphenazine), 3 (Risperidone)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.39(P=0.7)  

   

23.16.3 sweating - short term  

Hoyberg 1993 5/52 8/55 100% 0.66[0.23,1.89]

Subtotal (95% CI) 52 55 100% 0.66[0.23,1.89]

Total events: 5 (Perphenazine), 8 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.77(P=0.44)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone

 
 

Analysis 23.17.   Comparison 23 PERPHENAZINE vs RISPERIDONE,
Outcome 17 Other adverse events: 9. Genitourinary.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.17.1 diminished sexual desire  

Hoyberg 1993 3/52 3/55 100% 1.06[0.22,5.01]

Subtotal (95% CI) 52 55 100% 1.06[0.22,5.01]

Total events: 3 (Perphenazine), 3 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.07(P=0.94)  

   

23.17.2 ejaculatory dysfunction (men only) - short term  

Hoyberg 1993 1/37 6/40 100% 0.18[0.02,1.43]

Subtotal (95% CI) 37 40 100% 0.18[0.02,1.43]

Total events: 1 (Perphenazine), 6 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.62(P=0.1)  

   

23.17.3 erectile dysfunction (men only) - short term  

Hoyberg 1993 5/37 6/40 100% 0.9[0.3,2.7]

Subtotal (95% CI) 37 40 100% 0.9[0.3,2.7]

Total events: 5 (Perphenazine), 6 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.19(P=0.85)  
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Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.17.4 galactorrhoea - short term  

Hoyberg 1993 0/52 3/55 100% 0.15[0.01,2.85]

Subtotal (95% CI) 52 55 100% 0.15[0.01,2.85]

Total events: 0 (Perphenazine), 3 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.26(P=0.21)  

   

23.17.5 galactorrhoea/ gynaecomastia - long term  

CATIE 2005 4/261 6/185 100% 0.47[0.14,1.65]

Subtotal (95% CI) 261 185 100% 0.47[0.14,1.65]

Total events: 4 (Perphenazine), 6 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.17(P=0.24)  

   

23.17.6 increased sexual desire - short term  

Hoyberg 1993 3/52 3/55 100% 1.06[0.22,5.01]

Subtotal (95% CI) 52 55 100% 1.06[0.22,5.01]

Total events: 3 (Perphenazine), 3 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.07(P=0.94)  

   

23.17.7 orgastic dysfunction - short term  

Hoyberg 1993 2/52 0/55 100% 5.28[0.26,107.51]

Subtotal (95% CI) 52 55 100% 5.28[0.26,107.51]

Total events: 2 (Perphenazine), 0 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.08(P=0.28)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone

 
 

Analysis 23.18.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome 18 Other adverse events: 10. Others.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.18.1 failing memory - short term  

Hoyberg 1993 12/52 10/55 100% 1.27[0.6,2.68]

Subtotal (95% CI) 52 55 100% 1.27[0.6,2.68]

Total events: 12 (Perphenazine), 10 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.62(P=0.53)  

   

23.18.2 incontinence nocturia - long term  

CATIE 2005 6/261 10/185 100% 0.43[0.16,1.15]

Subtotal (95% CI) 261 185 100% 0.43[0.16,1.15]

Total events: 6 (Perphenazine), 10 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.69(P=0.09)  

   

23.18.3 suicide attempt - long term  

CATIE 2005 1/261 1/185 100% 0.71[0.04,11.26]
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Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 261 185 100% 0.71[0.04,11.26]

Total events: 1 (Perphenazine), 1 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.24(P=0.81)  

   

23.18.4 sweating - short term  

Hoyberg 1993 10/52 11/55 100% 0.96[0.45,2.07]

Subtotal (95% CI) 52 55 100% 0.96[0.45,2.07]

Total events: 10 (Perphenazine), 11 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.1(P=0.92)  

   

23.18.5 urinary hesitancy, dry mouth, constipation - long term  

CATIE 2005 57/261 37/185 100% 1.09[0.76,1.58]

Subtotal (95% CI) 261 185 100% 1.09[0.76,1.58]

Total events: 57 (Perphenazine), 37 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.47(P=0.64)  

Favours perphenazine 10000.001 100.1 1 Favours risperidone

 
 

Analysis 23.19.   Comparison 23 PERPHENAZINE vs RISPERIDONE,
Outcome 19 Other adverse events: 11. any serious adverse event.

Study or subgroup Perphenazine Risperidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

23.19.1 long term  

CATIE 2005 29/261 19/185 100% 1.08[0.63,1.87]

Subtotal (95% CI) 261 185 100% 1.08[0.63,1.87]

Total events: 29 (Perphenazine), 19 (Risperidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.28(P=0.78)  

Favours perphenazine 2000.005 100.1 1 Favours risperidone

 
 

Analysis 23.20.   Comparison 23 PERPHENAZINE vs RISPERIDONE, Outcome 20 Other adverse events: 12. lab data.

Study or subgroup Perphenazine Risperidone Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

23.20.1 mean weight change (lb) - long term  

CATIE 2005 261 -2 (17.8) 341 0.8 (16.6) 100% -2.8[-5.58,-0.02]

Subtotal *** 261   341   100% -2.8[-5.58,-0.02]

Heterogeneity: Not applicable  

Test for overall effect: Z=1.97(P=0.05)  

   

23.20.2 change in blood glucose - long term  

CATIE 2005 261 5.2 (32.3) 341 6.7 (36.9) 100% -1.5[-7.04,4.04]

Subtotal *** 261   341   100% -1.5[-7.04,4.04]

Heterogeneity: Not applicable  
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Study or subgroup Perphenazine Risperidone Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

Test for overall effect: Z=0.53(P=0.6)  

   

23.20.3 change in glycosylated haemoglobin - long term  

CATIE 2005 261 0.1 (1) 341 0.1 (0.7) 100% 0.02[-0.12,0.16]

Subtotal *** 261   341   100% 0.02[-0.12,0.16]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.28(P=0.78)  

   

23.20.4 change in cholesterol - long term  

CATIE 2005 261 0.5 (37.2) 341 -2.1 (35.1) 100% 2.6[-3.25,8.45]

Subtotal *** 261   341   100% 2.6[-3.25,8.45]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.87(P=0.38)  

   

23.20.5 change in triglycerides - long term  

CATIE 2005 261 8.3 (185.8) 341 -2.6 (116.3) 100% 10.9[-14.8,36.6]

Subtotal *** 261   341   100% 10.9[-14.8,36.6]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.83(P=0.41)  

   

23.20.6 change in prolactin - long term  

CATIE 2005 261 0.4 (27.5) 341 15.4 (27.7) 100% -15[-19.44,-10.56]

Subtotal *** 261   341   100% -15[-19.44,-10.56]

Heterogeneity: Not applicable  

Test for overall effect: Z=6.62(P<0.0001)  

Test for subgroup differences: Chi2=49.49, df=1 (P<0.0001), I2=89.9%  

Favours perphenazine 2010-20 -10 0 Favours risperidone

 
 

Comparison 24.   PERPHENAZINE vs SULPIRIDE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

2 111 Risk Ratio (M-H, Random, 95%
CI)

1.40 [0.62, 3.20]

1.1 short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.8 [0.24, 2.71]

1.2 medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.92 [0.86, 4.25]

2 Leaving the study early: 2. Due to
adverse events

2 111 Risk Ratio (M-H, Random, 95%
CI)

2.94 [0.32, 27.41]

2.1 short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 71.00]

2.2 medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

2.88 [0.12, 67.29]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

3 Leaving the study early: 3. Due to
relapse / worsening or no improve-
ment

2 111 Risk Ratio (M-H, Random, 95%
CI)

1.26 [0.47, 3.39]

3.1 short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 71.00]

3.2 medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.15 [0.41, 3.25]

4 Global state: 1. Change over time
- no better or deterioration (ITT)

2 111 Risk Ratio (M-H, Random, 95%
CI)

0.96 [0.65, 1.43]

4.1 short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.8 [0.52, 1.24]

4.2 medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.20 [0.73, 1.97]

5 Mental state: 1. State - BPRS end
score (high = poor, skewed data)

    Other data No numeric data

5.1 medium term     Other data No numeric data

6 Adverse events: Movement disor-
ders

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 akathisia - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.75 [0.18, 3.09]

6.2 akathisia - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

2.88 [0.64, 12.82]

6.3 ataxia - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.07, 15.30]

6.4 dyskinesia - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.48 [0.05, 4.93]

6.5 rigidity - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.25 [0.06, 1.09]

6.6 rigidity - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.64 [0.12, 3.48]

6.7 tremor - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.64 [0.28, 1.43]

6.8 tremor - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.34 [0.50, 3.63]

6.9 use of antiparkinsonian drugs -
medium term

1 47 Risk Ratio (M-H, Random, 95%
CI)

0.14 [0.01, 2.52]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

7 Other adverse events: 1. Anti-
cholinergic

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 blurred vision - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.89]

7.2 dry mouth - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

5.0 [0.25, 100.20]

7.3 dry mouth - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.92 [0.19, 19.73]

7.4 increased salivation - short
term

1 64 Risk Ratio (M-H, Random, 95%
CI)

5.0 [0.25, 100.20]

8 Other adverse events: 2. Arousal 2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 excitation - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.07, 1.53]

8.2 excitation - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

1.28 [0.32, 5.10]

8.3 insomnia - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

1.29 [0.55, 3.03]

8.4 insomnia - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.24 [0.03, 1.99]

8.5 need of additional benzodi-
azepines - medium term

1 47 Risk Ratio (M-H, Random, 95%
CI)

1.60 [0.43, 5.93]

9 Other adverse events: 3. At least
one

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.76 [0.50, 1.17]

10 Other adverse events: 4. Central
nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 headache - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.5 [0.05, 5.24]

10.2 paraesthesia - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

5.0 [0.25, 100.20]

11 Other adverse events: 5. En-
docrine

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

11.1 amenorrhoea - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.32 [0.04, 2.85]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

11.2 lactation - medium term 1 47 Risk Ratio (M-H, Random, 95%
CI)

0.19 [0.01, 3.80]

12 Other adverse events: 6. Gas-
trointestinal

2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

12.1 constipation - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.5 [0.05, 5.24]

12.2 loss of appetite - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.8 [0.24, 2.71]

12.3 nausea and vomiting - short
term

1 64 Risk Ratio (M-H, Random, 95%
CI)

0.4 [0.08, 1.91]

12.4 nausea and vomiting - medi-
um term

1 47 Risk Ratio (M-H, Random, 95%
CI)

0.32 [0.04, 2.85]

12.5 weight loss - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

11.00 [0.63, 191.04]

12.6 weight gain - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

5.00 [0.62, 40.44]

13 Other adverse events: 7. Skin 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

13.1 rash - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.89]

14 Other adverse events: 8. Others 2   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

14.1 abdominal pain - medium
term

1 47 Risk Ratio (M-H, Random, 95%
CI)

0.14 [0.01, 2.52]

14.2 sweating - short term 1 64 Risk Ratio (M-H, Random, 95%
CI)

0.2 [0.01, 4.01]

15 Other adverse events: 9. lab da-
ta

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

15.1 decrease in white blood cell
count and haemoglobin level -
short term

1 64 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.07, 15.30]

15.2 increase in white blood cell
count and haemoglobin level -
short term

1 64 Risk Ratio (M-H, Random, 95%
CI)

0.5 [0.10, 2.54]

15.3 rise in alkaline phosphate and
GOT levels - short term

1 64 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 71.00]
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Analysis 24.1.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.1.1 short term  

Amakusa 1973 4/32 5/32 35.58% 0.8[0.24,2.71]

Subtotal (95% CI) 32 32 35.58% 0.8[0.24,2.71]

Total events: 4 (Perphenazine), 5 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.36(P=0.72)  

   

24.1.2 medium term  

Lepola 1989 12/24 6/23 64.42% 1.92[0.86,4.25]

Subtotal (95% CI) 24 23 64.42% 1.92[0.86,4.25]

Total events: 12 (Perphenazine), 6 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.6(P=0.11)  

   

Total (95% CI) 56 55 100% 1.4[0.62,3.2]

Total events: 16 (Perphenazine), 11 (Sulpiride)  

Heterogeneity: Tau2=0.11; Chi2=1.4, df=1(P=0.24); I2=28.46%  

Test for overall effect: Z=0.81(P=0.42)  

Test for subgroup differences: Chi2=1.38, df=1 (P=0.24), I2=27.65%  

Favours perphenazine 5000.002 100.1 1 Favours sulpiride

 
 

Analysis 24.2.   Comparison 24 PERPHENAZINE vs SULPIRIDE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.2.1 short term  

Amakusa 1973 1/32 0/32 49.8% 3[0.13,71]

Subtotal (95% CI) 32 32 49.8% 3[0.13,71]

Total events: 1 (Perphenazine), 0 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

24.2.2 medium term  

Lepola 1989 1/24 0/23 50.2% 2.88[0.12,67.29]

Subtotal (95% CI) 24 23 50.2% 2.88[0.12,67.29]

Total events: 1 (Perphenazine), 0 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.66(P=0.51)  

   

Total (95% CI) 56 55 100% 2.94[0.32,27.41]

Total events: 2 (Perphenazine), 0 (Sulpiride)  

Heterogeneity: Tau2=0; Chi2=0, df=1(P=0.99); I2=0%  

Test for overall effect: Z=0.95(P=0.34)  

Test for subgroup differences: Chi2=0, df=1 (P=0.99), I2=0%  

Favours perphenazine 10000.001 100.1 1 Favours sulpiride
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Analysis 24.3.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome 3
Leaving the study early: 3. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.3.1 short term  

Amakusa 1973 1/32 0/32 9.75% 3[0.13,71]

Subtotal (95% CI) 32 32 9.75% 3[0.13,71]

Total events: 1 (Perphenazine), 0 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

24.3.2 medium term  

Lepola 1989 6/24 5/23 90.25% 1.15[0.41,3.25]

Subtotal (95% CI) 24 23 90.25% 1.15[0.41,3.25]

Total events: 6 (Perphenazine), 5 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.26(P=0.79)  

   

Total (95% CI) 56 55 100% 1.26[0.47,3.39]

Total events: 7 (Perphenazine), 5 (Sulpiride)  

Heterogeneity: Tau2=0; Chi2=0.32, df=1(P=0.57); I2=0%  

Test for overall effect: Z=0.46(P=0.64)  

Test for subgroup differences: Chi2=0.32, df=1 (P=0.57), I2=0%  

Favours perphenazine 10000.001 100.1 1 Favours sulpiride

 
 

Analysis 24.4.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome
4 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.4.1 short term  

Amakusa 1973 16/32 20/32 54.56% 0.8[0.52,1.24]

Subtotal (95% CI) 32 32 54.56% 0.8[0.52,1.24]

Total events: 16 (Perphenazine), 20 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1(P=0.32)  

   

24.4.2 medium term  

Lepola 1989 15/24 12/23 45.44% 1.2[0.73,1.97]

Subtotal (95% CI) 24 23 45.44% 1.2[0.73,1.97]

Total events: 15 (Perphenazine), 12 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.71(P=0.48)  

   

Total (95% CI) 56 55 100% 0.96[0.65,1.43]

Total events: 31 (Perphenazine), 32 (Sulpiride)  

Heterogeneity: Tau2=0.02; Chi2=1.42, df=1(P=0.23); I2=29.55%  

Test for overall effect: Z=0.2(P=0.84)  

Test for subgroup differences: Chi2=1.42, df=1 (P=0.23), I2=29.53%  

Favours perphenazine 1000.01 100.1 1 Favours sulpiride
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Analysis 24.5.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome
5 Mental state: 1. State - BPRS end score (high = poor, skewed data).

Mental state: 1. State - BPRS end score (high = poor, skewed data)

Study Intervention Subgroup Mean SD N

medium term

Lepola 1989 Perphenazine Acute schizophrenia 15.5 23.8 7

Lepola 1989 Perphenazine Chronic schizophrenia 30.5 14.4 17

Lepola 1989 Sulpiride Acute schizophrenia 4.0 6.3 10

Lepola 1989 Sulpiride Chronic schizophrenia 26.0 14.4 13

 
 

Analysis 24.6.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome 6 Adverse events: Movement disorders.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.6.1 akathisia - short term  

Amakusa 1973 3/32 4/32 100% 0.75[0.18,3.09]

Subtotal (95% CI) 32 32 100% 0.75[0.18,3.09]

Total events: 3 (Perphenazine), 4 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.4(P=0.69)  

   

24.6.2 akathisia - medium term  

Lepola 1989 6/24 2/23 100% 2.88[0.64,12.82]

Subtotal (95% CI) 24 23 100% 2.88[0.64,12.82]

Total events: 6 (Perphenazine), 2 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.38(P=0.17)  

   

24.6.3 ataxia - short term  

Amakusa 1973 1/32 1/32 100% 1[0.07,15.3]

Subtotal (95% CI) 32 32 100% 1[0.07,15.3]

Total events: 1 (Perphenazine), 1 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

24.6.4 dyskinesia - medium term  

Lepola 1989 1/24 2/23 100% 0.48[0.05,4.93]

Subtotal (95% CI) 24 23 100% 0.48[0.05,4.93]

Total events: 1 (Perphenazine), 2 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.62(P=0.54)  

   

24.6.5 rigidity - short term  

Amakusa 1973 2/32 8/32 100% 0.25[0.06,1.09]

Subtotal (95% CI) 32 32 100% 0.25[0.06,1.09]

Total events: 2 (Perphenazine), 8 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.85(P=0.06)  

   

24.6.6 rigidity - medium term  
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Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Lepola 1989 2/24 3/23 100% 0.64[0.12,3.48]

Subtotal (95% CI) 24 23 100% 0.64[0.12,3.48]

Total events: 2 (Perphenazine), 3 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.52(P=0.6)  

   

24.6.7 tremor - short term  

Amakusa 1973 7/32 11/32 100% 0.64[0.28,1.43]

Subtotal (95% CI) 32 32 100% 0.64[0.28,1.43]

Total events: 7 (Perphenazine), 11 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.09(P=0.27)  

   

24.6.8 tremor - medium term  

Lepola 1989 7/24 5/23 100% 1.34[0.5,3.63]

Subtotal (95% CI) 24 23 100% 1.34[0.5,3.63]

Total events: 7 (Perphenazine), 5 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

   

24.6.9 use of antiparkinsonian drugs - medium term  

Lepola 1989 0/24 3/23 100% 0.14[0.01,2.52]

Subtotal (95% CI) 24 23 100% 0.14[0.01,2.52]

Total events: 0 (Perphenazine), 3 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.34(P=0.18)  

Favours perphenazine 1000.01 100.1 1 Favours sulpiride

 
 

Analysis 24.7.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome 7 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.7.1 blurred vision - short term  

Amakusa 1973 0/32 1/32 100% 0.33[0.01,7.89]

Subtotal (95% CI) 32 32 100% 0.33[0.01,7.89]

Total events: 0 (Perphenazine), 1 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

24.7.2 dry mouth - short term  

Amakusa 1973 2/32 0/32 100% 5[0.25,100.2]

Subtotal (95% CI) 32 32 100% 5[0.25,100.2]

Total events: 2 (Perphenazine), 0 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.29)  

   

24.7.3 dry mouth - medium term  

Lepola 1989 2/24 1/23 100% 1.92[0.19,19.73]

Subtotal (95% CI) 24 23 100% 1.92[0.19,19.73]
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Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Total events: 2 (Perphenazine), 1 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.55(P=0.58)  

   

24.7.4 increased salivation - short term  

Amakusa 1973 2/32 0/32 100% 5[0.25,100.2]

Subtotal (95% CI) 32 32 100% 5[0.25,100.2]

Total events: 2 (Perphenazine), 0 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.29)  

Favours perphenazine 10000.001 100.1 1 Favours sulpiride

 
 

Analysis 24.8.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome 8 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.8.1 excitation - short term  

Amakusa 1973 2/32 6/32 100% 0.33[0.07,1.53]

Subtotal (95% CI) 32 32 100% 0.33[0.07,1.53]

Total events: 2 (Perphenazine), 6 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.41(P=0.16)  

   

24.8.2 excitation - medium term  

Lepola 1989 4/24 3/23 100% 1.28[0.32,5.1]

Subtotal (95% CI) 24 23 100% 1.28[0.32,5.1]

Total events: 4 (Perphenazine), 3 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.35(P=0.73)  

   

24.8.3 insomnia - short term  

Amakusa 1973 9/32 7/32 100% 1.29[0.55,3.03]

Subtotal (95% CI) 32 32 100% 1.29[0.55,3.03]

Total events: 9 (Perphenazine), 7 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.57(P=0.57)  

   

24.8.4 insomnia - medium term  

Lepola 1989 1/24 4/23 100% 0.24[0.03,1.99]

Subtotal (95% CI) 24 23 100% 0.24[0.03,1.99]

Total events: 1 (Perphenazine), 4 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.32(P=0.19)  

   

24.8.5 need of additional benzodiazepines - medium term  

Lepola 1989 5/24 3/23 100% 1.6[0.43,5.93]

Subtotal (95% CI) 24 23 100% 1.6[0.43,5.93]

Total events: 5 (Perphenazine), 3 (Sulpiride)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  
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Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.7(P=0.48)  

Favours perphenazine 10000.001 100.1 1 Favours sulpiride

 
 

Analysis 24.9.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome 9 Other adverse events: 3. At least one.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.9.1 short term  

Amakusa 1973 16/32 21/32 100% 0.76[0.5,1.17]

Subtotal (95% CI) 32 32 100% 0.76[0.5,1.17]

Total events: 16 (Perphenazine), 21 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.25(P=0.21)  

Favours perphenazine 1000.01 100.1 1 Favours sulpiride

 
 

Analysis 24.10.   Comparison 24 PERPHENAZINE vs SULPIRIDE,
Outcome 10 Other adverse events: 4. Central nervous system.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.10.1 headache - short term  

Amakusa 1973 1/32 2/32 100% 0.5[0.05,5.24]

Subtotal (95% CI) 32 32 100% 0.5[0.05,5.24]

Total events: 1 (Perphenazine), 2 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

   

24.10.2 paraesthesia - short term  

Amakusa 1973 2/32 0/32 100% 5[0.25,100.2]

Subtotal (95% CI) 32 32 100% 5[0.25,100.2]

Total events: 2 (Perphenazine), 0 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.29)  

Favours perphenazine 10000.001 100.1 1 Favours sulpiride

 
 

Analysis 24.11.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome 11 Other adverse events: 5. Endocrine.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.11.1 amenorrhoea - medium term  

Lepola 1989 1/24 3/23 100% 0.32[0.04,2.85]

Subtotal (95% CI) 24 23 100% 0.32[0.04,2.85]

Total events: 1 (Perphenazine), 3 (Sulpiride)  

Heterogeneity: Not applicable  
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Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=1.02(P=0.31)  

   

24.11.2 lactation - medium term  

Lepola 1989 0/24 2/23 100% 0.19[0.01,3.8]

Subtotal (95% CI) 24 23 100% 0.19[0.01,3.8]

Total events: 0 (Perphenazine), 2 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.08(P=0.28)  

Favours perphenazine 10000.001 100.1 1 Favours sulpiride

 
 

Analysis 24.12.   Comparison 24 PERPHENAZINE vs SULPIRIDE,
Outcome 12 Other adverse events: 6. Gastrointestinal.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.12.1 constipation - short term  

Amakusa 1973 1/32 2/32 100% 0.5[0.05,5.24]

Subtotal (95% CI) 32 32 100% 0.5[0.05,5.24]

Total events: 1 (Perphenazine), 2 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

   

24.12.2 loss of appetite - short term  

Amakusa 1973 4/32 5/32 100% 0.8[0.24,2.71]

Subtotal (95% CI) 32 32 100% 0.8[0.24,2.71]

Total events: 4 (Perphenazine), 5 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.36(P=0.72)  

   

24.12.3 nausea and vomiting - short term  

Amakusa 1973 2/32 5/32 100% 0.4[0.08,1.91]

Subtotal (95% CI) 32 32 100% 0.4[0.08,1.91]

Total events: 2 (Perphenazine), 5 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.15(P=0.25)  

   

24.12.4 nausea and vomiting - medium term  

Lepola 1989 1/24 3/23 100% 0.32[0.04,2.85]

Subtotal (95% CI) 24 23 100% 0.32[0.04,2.85]

Total events: 1 (Perphenazine), 3 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.02(P=0.31)  

   

24.12.5 weight loss - short term  

Amakusa 1973 5/32 0/32 100% 11[0.63,191.04]

Subtotal (95% CI) 32 32 100% 11[0.63,191.04]

Total events: 5 (Perphenazine), 0 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.65(P=0.1)  
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Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

   

24.12.6 weight gain - short term  

Amakusa 1973 5/32 1/32 100% 5[0.62,40.44]

Subtotal (95% CI) 32 32 100% 5[0.62,40.44]

Total events: 5 (Perphenazine), 1 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.51(P=0.13)  

Favours perphenazine 10000.001 100.1 1 Favours sulpiride

 
 

Analysis 24.13.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome 13 Other adverse events: 7. Skin.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.13.1 rash - short term  

Amakusa 1973 0/32 1/32 100% 0.33[0.01,7.89]

Subtotal (95% CI) 32 32 100% 0.33[0.01,7.89]

Total events: 0 (Perphenazine), 1 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours sulpiride

 
 

Analysis 24.14.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome 14 Other adverse events: 8. Others.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.14.1 abdominal pain - medium term  

Lepola 1989 0/24 3/23 100% 0.14[0.01,2.52]

Subtotal (95% CI) 24 23 100% 0.14[0.01,2.52]

Total events: 0 (Perphenazine), 3 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.34(P=0.18)  

   

24.14.2 sweating - short term  

Amakusa 1973 0/32 2/32 100% 0.2[0.01,4.01]

Subtotal (95% CI) 32 32 100% 0.2[0.01,4.01]

Total events: 0 (Perphenazine), 2 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.29)  

Favours perphenazine 10000.001 100.1 1 Favours sulpiride
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Analysis 24.15.   Comparison 24 PERPHENAZINE vs SULPIRIDE, Outcome 15 Other adverse events: 9. lab data.

Study or subgroup Perphenazine Sulpiride Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

24.15.1 decrease in white blood cell count and haemoglobin level -
short term

 

Amakusa 1973 1/32 1/32 100% 1[0.07,15.3]

Subtotal (95% CI) 32 32 100% 1[0.07,15.3]

Total events: 1 (Perphenazine), 1 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

24.15.2 increase in white blood cell count and haemoglobin level -
short term

 

Amakusa 1973 2/32 4/32 100% 0.5[0.1,2.54]

Subtotal (95% CI) 32 32 100% 0.5[0.1,2.54]

Total events: 2 (Perphenazine), 4 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.84(P=0.4)  

   

24.15.3 rise in alkaline phosphate and GOT levels - short term  

Amakusa 1973 1/32 0/32 100% 3[0.13,71]

Subtotal (95% CI) 32 32 100% 3[0.13,71]

Total events: 1 (Perphenazine), 0 (Sulpiride)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Test for subgroup differences: Chi2=1.02, df=1 (P=0.6), I2=0%  

Favours perphenazine 2000.005 100.1 1 Favours sulpiride

 
 

Comparison 25.   PERPHENAZINE vs THIOPROPRAZATE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

1.1 short term 1 106 Risk Ratio (M-H, Random, 95% CI) 0.73 [0.43, 1.22]

2 Leaving the study early: 2. Due
to adverse events

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

2.1 short term 1 106 Risk Ratio (M-H, Random, 95% CI) 2.0 [0.19, 21.40]

3 Adverse events: Movement
disorders

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

3.1 akathisia - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 7.0 [0.89, 54.94]

3.2 akinesia - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 0.0 [0.0, 0.0]

3.3 dyskinesia - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 5.0 [0.25, 101.73]

3.4 parkinsonism - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 2.67 [0.75, 9.51]
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Analysis 25.1.   Comparison 25 PERPHENAZINE vs THIOPROPRAZATE,
Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Thioproprazate Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

25.1.1 short term  

Hanlon 1965 16/53 22/53 100% 0.73[0.43,1.22]

Subtotal (95% CI) 53 53 100% 0.73[0.43,1.22]

Total events: 16 (Perphenazine), 22 (Thioproprazate)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.2(P=0.23)  

Favours perphenazine 20.5 1.50.7 1 Favours thioproprazate

 
 

Analysis 25.2.   Comparison 25 PERPHENAZINE vs THIOPROPRAZATE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Thioproprazate Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

25.2.1 short term  

Hanlon 1965 2/53 1/53 100% 2[0.19,21.4]

Subtotal (95% CI) 53 53 100% 2[0.19,21.4]

Total events: 2 (Perphenazine), 1 (Thioproprazate)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.57(P=0.57)  

Favours perphenazine 10000.001 100.1 1 Favours thioproprazate

 
 

Analysis 25.3.   Comparison 25 PERPHENAZINE vs
THIOPROPRAZATE, Outcome 3 Adverse events: Movement disorders.

Study or subgroup Perphenazine Thioproprazate Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

25.3.1 akathisia - short term  

Hanlon 1965 7/53 1/53 100% 7[0.89,54.94]

Subtotal (95% CI) 53 53 100% 7[0.89,54.94]

Total events: 7 (Perphenazine), 1 (Thioproprazate)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.85(P=0.06)  

   

25.3.2 akinesia - short term  

Hanlon 1965 0/53 0/53   Not estimable

Subtotal (95% CI) 53 53 Not estimable

Total events: 0 (Perphenazine), 0 (Thioproprazate)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

25.3.3 dyskinesia - short term  

Hanlon 1965 2/53 0/53 100% 5[0.25,101.73]

Favours perphenazine 1000.01 100.1 1 Favours thioproprazate
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Study or subgroup Perphenazine Thioproprazate Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 53 53 100% 5[0.25,101.73]

Total events: 2 (Perphenazine), 0 (Thioproprazate)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.3)  

   

25.3.4 parkinsonism - short term  

Hanlon 1965 8/53 3/53 100% 2.67[0.75,9.51]

Subtotal (95% CI) 53 53 100% 2.67[0.75,9.51]

Total events: 8 (Perphenazine), 3 (Thioproprazate)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.51(P=0.13)  

Favours perphenazine 1000.01 100.1 1 Favours thioproprazate

 
 

Comparison 26.   PERPHENAZINE vs THIORIDAZINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

1.1 short term 1 106 Risk Ratio (M-H, Random, 95% CI) 0.73 [0.43, 1.22]

2 Leaving the study early: 2. Due
to adverse events

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

2.1 short term 1 106 Risk Ratio (M-H, Random, 95% CI) 2.0 [0.19, 21.40]

3 Adverse events: Movement
disorders

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

3.1 akathisia - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 15.0 [0.88, 256.16]

3.2 akinesia - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 0.0 [0.0, 0.0]

3.3 dyskinesia - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 5.0 [0.25, 101.73]

3.4 parkinsonism - short term 1 106 Risk Ratio (M-H, Random, 95% CI) 2.67 [0.75, 9.51]

 
 

Analysis 26.1.   Comparison 26 PERPHENAZINE vs THIORIDAZINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Thioridazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

26.1.1 short term  

Hanlon 1965 16/53 22/53 100% 0.73[0.43,1.22]

Subtotal (95% CI) 53 53 100% 0.73[0.43,1.22]

Total events: 16 (Perphenazine), 22 (Thioridazine)  

Heterogeneity: Not applicable  

Favours perphenazine 20.5 1.50.7 1 Favours thioridazine
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Study or subgroup Perphenazine Thioridazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=1.2(P=0.23)  

Favours perphenazine 20.5 1.50.7 1 Favours thioridazine

 
 

Analysis 26.2.   Comparison 26 PERPHENAZINE vs THIORIDAZINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Thioridazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

26.2.1 short term  

Hanlon 1965 2/53 1/53 100% 2[0.19,21.4]

Subtotal (95% CI) 53 53 100% 2[0.19,21.4]

Total events: 2 (Perphenazine), 1 (Thioridazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.57(P=0.57)  

Favours perphenazine 10000.001 100.1 1 Favours thioridazine

 
 

Analysis 26.3.   Comparison 26 PERPHENAZINE vs THIORIDAZINE, Outcome 3 Adverse events: Movement disorders.

Study or subgroup Perphenazine Thioridazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

26.3.1 akathisia - short term  

Hanlon 1965 7/53 0/53 100% 15[0.88,256.16]

Subtotal (95% CI) 53 53 100% 15[0.88,256.16]

Total events: 7 (Perphenazine), 0 (Thioridazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.87(P=0.06)  

   

26.3.2 akinesia - short term  

Hanlon 1965 0/53 0/53   Not estimable

Subtotal (95% CI) 53 53 Not estimable

Total events: 0 (Perphenazine), 0 (Thioridazine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

26.3.3 dyskinesia - short term  

Hanlon 1965 2/53 0/53 100% 5[0.25,101.73]

Subtotal (95% CI) 53 53 100% 5[0.25,101.73]

Total events: 2 (Perphenazine), 0 (Thioridazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.3)  

   

26.3.4 parkinsonism - short term  

Hanlon 1965 8/53 3/53 100% 2.67[0.75,9.51]

Subtotal (95% CI) 53 53 100% 2.67[0.75,9.51]

Total events: 8 (Perphenazine), 3 (Thioridazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.51(P=0.13)  

Favours perphenazine 5000.002 100.1 1 Favours thioridazine
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Comparison 27.   PERPHENAZINE vs THIOTHIXENE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.06, 15.48]

2 Global state: 1. Change over time -
no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

1.30 [0.93, 1.83]

3 Behaviour: 1. Behaviour subscale
of the Psychiatric Rating Scale: no
better or worse

1 86 Risk Ratio (M-H, Random, 95%
CI)

1.18 [0.90, 1.55]

4 Adverse events: Movement disor-
ders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 akathisia - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

0.58 [0.25, 1.34]

4.2 ataxia - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.21, 4.68]

4.3 dyskinesia - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

1.5 [0.26, 8.53]

4.4 parkinsonism - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

0.8 [0.48, 1.32]

4.5 use of antiparkinsonian drugs -
short term

1 86 Risk Ratio (M-H, Random, 95%
CI)

1.18 [0.81, 1.73]

5 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 blurred vision - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

0.29 [0.06, 1.30]

5.2 dry mouth - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.38, 2.61]

6 Other adverse events: 2. Arousal 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 insomnia - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

0.71 [0.39, 1.29]

6.2 need of additional benzodi-
azepines - short term

1 86 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.21, 4.68]

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

332



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

6.3 sleepiness/sedation - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

0.9 [0.41, 1.99]

7 Other adverse events: 3. At least
one

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

0.90 [0.68, 1.20]

8 Other adverse events: 4. Cardio-
vascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 faintness, dizziness, weakness -
short term

1 86 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

9 Other adverse events: 5. Central
nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 disturbance of consciousness -
short term

1 86 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

9.2 headache - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

2.0 [0.19, 21.24]

9.3 paraesthesia - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

5.0 [0.25, 101.18]

10 Other adverse events: 6. Gas-
trointestinal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 constipation - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

1.2 [0.40, 3.64]

10.2 icterus - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.96]

10.3 loss of appetite - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

0.88 [0.35, 2.20]

10.4 nausea and vomiting - short
term

1 86 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

11 Other adverse events: 7. Skin 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

11.1 rash - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.13, 71.65]

12 Other adverse events: 8. Geni-
tourinary

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

12.1 micturition disturbances - short
term

1 86 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

13 Other adverse events: 9. Others 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

13.1 cramps - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.96]

13.2 sweating - short term 1 86 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.06, 15.48]

 
 

Analysis 27.1.   Comparison 27 PERPHENAZINE vs THIOTHIXENE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.1.1 short term  

Itoh 1969 II 1/43 1/43 100% 1[0.06,15.48]

Subtotal (95% CI) 43 43 100% 1[0.06,15.48]

Total events: 1 (Perphenazine), 1 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 5000.002 100.1 1 Favours thiothixene

 
 

Analysis 27.2.   Comparison 27 PERPHENAZINE vs THIOTHIXENE, Outcome
2 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.2.1 short term  

Itoh 1969 II 30/43 23/43 100% 1.3[0.93,1.83]

Subtotal (95% CI) 43 43 100% 1.3[0.93,1.83]

Total events: 30 (Perphenazine), 23 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.53(P=0.13)  

Favours perphenazine 100.1 50.2 20.5 1 Favours thiothixene

 
 

Analysis 27.3.   Comparison 27 PERPHENAZINE vs THIOTHIXENE, Outcome 3
Behaviour: 1. Behaviour subscale of the Psychiatric Rating Scale: no better or worse.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Itoh 1969 II 33/43 28/43 100% 1.18[0.9,1.55]

   

Total (95% CI) 43 43 100% 1.18[0.9,1.55]

Total events: 33 (Perphenazine), 28 (Thiothixene)  

Heterogeneity: Not applicable  

Favours perphenazine 100.1 50.2 20.5 1 Favours thiothixene
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Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=1.18(P=0.24)  

Favours perphenazine 100.1 50.2 20.5 1 Favours thiothixene

 
 

Analysis 27.4.   Comparison 27 PERPHENAZINE vs THIOTHIXENE, Outcome 4 Adverse events: Movement disorders.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.4.1 akathisia - short term  

Itoh 1969 II 7/43 12/43 100% 0.58[0.25,1.34]

Subtotal (95% CI) 43 43 100% 0.58[0.25,1.34]

Total events: 7 (Perphenazine), 12 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.27(P=0.2)  

   

27.4.2 ataxia - short term  

Itoh 1969 II 3/43 3/43 100% 1[0.21,4.68]

Subtotal (95% CI) 43 43 100% 1[0.21,4.68]

Total events: 3 (Perphenazine), 3 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

27.4.3 dyskinesia - short term  

Itoh 1969 II 3/43 2/43 100% 1.5[0.26,8.53]

Subtotal (95% CI) 43 43 100% 1.5[0.26,8.53]

Total events: 3 (Perphenazine), 2 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.46(P=0.65)  

   

27.4.4 parkinsonism - short term  

Itoh 1969 II 16/43 20/43 100% 0.8[0.48,1.32]

Subtotal (95% CI) 43 43 100% 0.8[0.48,1.32]

Total events: 16 (Perphenazine), 20 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.87(P=0.39)  

   

27.4.5 use of antiparkinsonian drugs - short term  

Itoh 1969 II 26/43 22/43 100% 1.18[0.81,1.73]

Subtotal (95% CI) 43 43 100% 1.18[0.81,1.73]

Total events: 26 (Perphenazine), 22 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.86(P=0.39)  

Favours perphenazine 1000.01 100.1 1 Favours thiothixene
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Analysis 27.5.   Comparison 27 PERPHENAZINE vs THIOTHIXENE, Outcome 5 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.5.1 blurred vision - short term  

Itoh 1969 II 2/43 7/43 100% 0.29[0.06,1.3]

Subtotal (95% CI) 43 43 100% 0.29[0.06,1.3]

Total events: 2 (Perphenazine), 7 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.62(P=0.1)  

   

27.5.2 dry mouth - short term  

Itoh 1969 II 7/43 7/43 100% 1[0.38,2.61]

Subtotal (95% CI) 43 43 100% 1[0.38,2.61]

Total events: 7 (Perphenazine), 7 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours thiothixene

 
 

Analysis 27.6.   Comparison 27 PERPHENAZINE vs THIOTHIXENE, Outcome 6 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.6.1 insomnia - short term  

Itoh 1969 II 12/43 17/43 100% 0.71[0.39,1.29]

Subtotal (95% CI) 43 43 100% 0.71[0.39,1.29]

Total events: 12 (Perphenazine), 17 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.13(P=0.26)  

   

27.6.2 need of additional benzodiazepines - short term  

Itoh 1969 II 3/43 3/43 100% 1[0.21,4.68]

Subtotal (95% CI) 43 43 100% 1[0.21,4.68]

Total events: 3 (Perphenazine), 3 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

27.6.3 sleepiness/sedation - short term  

Itoh 1969 II 9/43 10/43 100% 0.9[0.41,1.99]

Subtotal (95% CI) 43 43 100% 0.9[0.41,1.99]

Total events: 9 (Perphenazine), 10 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.26(P=0.8)  

Favours perphenazine 10000.001 100.1 1 Favours thiothixene

 
 

Perphenazine for schizophrenia (Review)

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

336



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Analysis 27.7.   Comparison 27 PERPHENAZINE vs THIOTHIXENE, Outcome 7 Other adverse events: 3. At least one.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.7.1 short term  

Itoh 1969 II 28/43 31/43 100% 0.9[0.68,1.2]

Subtotal (95% CI) 43 43 100% 0.9[0.68,1.2]

Total events: 28 (Perphenazine), 31 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.69(P=0.49)  

Favours perphenazine 1000.01 100.1 1 Favours thiothixene

 
 

Analysis 27.8.   Comparison 27 PERPHENAZINE vs THIOTHIXENE, Outcome 8 Other adverse events: 4. Cardiovascular.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.8.1 faintness, dizziness, weakness - short term  

Itoh 1969 II 0/43 0/43   Not estimable

Subtotal (95% CI) 43 43 Not estimable

Total events: 0 (Perphenazine), 0 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours thiothixene

 
 

Analysis 27.9.   Comparison 27 PERPHENAZINE vs THIOTHIXENE,
Outcome 9 Other adverse events: 5. Central nervous system.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.9.1 disturbance of consciousness - short term  

Itoh 1969 II 0/43 0/43   Not estimable

Subtotal (95% CI) 43 43 Not estimable

Total events: 0 (Perphenazine), 0 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

27.9.2 headache - short term  

Itoh 1969 II 2/43 1/43 100% 2[0.19,21.24]

Subtotal (95% CI) 43 43 100% 2[0.19,21.24]

Total events: 2 (Perphenazine), 1 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.57(P=0.57)  

   

27.9.3 paraesthesia - short term  

Itoh 1969 II 2/43 0/43 100% 5[0.25,101.18]

Subtotal (95% CI) 43 43 100% 5[0.25,101.18]

Total events: 2 (Perphenazine), 0 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.29)  

Favours perphenazine 10000.001 100.1 1 Favours thiothixene
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Analysis 27.10.   Comparison 27 PERPHENAZINE vs THIOTHIXENE,
Outcome 10 Other adverse events: 6. Gastrointestinal.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.10.1 constipation - short term  

Itoh 1969 II 6/43 5/43 100% 1.2[0.4,3.64]

Subtotal (95% CI) 43 43 100% 1.2[0.4,3.64]

Total events: 6 (Perphenazine), 5 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.32(P=0.75)  

   

27.10.2 icterus - short term  

Itoh 1969 II 0/43 1/43 100% 0.33[0.01,7.96]

Subtotal (95% CI) 43 43 100% 0.33[0.01,7.96]

Total events: 0 (Perphenazine), 1 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

27.10.3 loss of appetite - short term  

Itoh 1969 II 7/43 8/43 100% 0.88[0.35,2.2]

Subtotal (95% CI) 43 43 100% 0.88[0.35,2.2]

Total events: 7 (Perphenazine), 8 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.28(P=0.78)  

   

27.10.4 nausea and vomiting - short term  

Itoh 1969 II 0/43 0/43   Not estimable

Subtotal (95% CI) 43 43 Not estimable

Total events: 0 (Perphenazine), 0 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours thiothixene

 
 

Analysis 27.11.   Comparison 27 PERPHENAZINE vs THIOTHIXENE, Outcome 11 Other adverse events: 7. Skin.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.11.1 rash - short term  

Itoh 1969 II 1/43 0/43 100% 3[0.13,71.65]

Subtotal (95% CI) 43 43 100% 3[0.13,71.65]

Total events: 1 (Perphenazine), 0 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours thiothixene
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Analysis 27.12.   Comparison 27 PERPHENAZINE vs THIOTHIXENE,
Outcome 12 Other adverse events: 8. Genitourinary.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.12.1 micturition disturbances - short term  

Itoh 1969 II 0/43 0/43   Not estimable

Subtotal (95% CI) 43 43 Not estimable

Total events: 0 (Perphenazine), 0 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours thiothixene

 
 

Analysis 27.13.   Comparison 27 PERPHENAZINE vs THIOTHIXENE, Outcome 13 Other adverse events: 9. Others.

Study or subgroup Perphenazine Thiothixene Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

27.13.1 cramps - short term  

Itoh 1969 II 0/43 1/43 100% 0.33[0.01,7.96]

Subtotal (95% CI) 43 43 100% 0.33[0.01,7.96]

Total events: 0 (Perphenazine), 1 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

27.13.2 sweating - short term  

Itoh 1969 II 1/43 1/43 100% 1[0.06,15.48]

Subtotal (95% CI) 43 43 100% 1[0.06,15.48]

Total events: 1 (Perphenazine), 1 (Thiothixene)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours thiothixene

 
 

Comparison 28.   PERPHENAZINE vs TIMIPERONE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

1.33 [0.67, 2.67]

2 Leaving the study early: 2. Due
to adverse events

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

1.33 [0.67, 2.67]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

3 Global state: 1. Change over
time - no better or deterioration
(ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

1.11 [0.79, 1.55]

4 Adverse events: Movement dis-
orders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 akathisia - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

0.85 [0.56, 1.29]

4.2 dyskinesia - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

0.36 [0.13, 0.95]

4.3 dystonia - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 8.08]

4.4 parkinsonism - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

1.21 [0.84, 1.73]

5 Other adverse events: 1. Anti-
cholinergic

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 blurred vision - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

3.0 [0.12, 72.76]

6 Other adverse events: 2.
Arousal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 drowsiness - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

1.43 [0.57, 3.60]

6.2 excitation - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

4.75 [1.68, 13.46]

6.3 insomnia - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

1.31 [0.94, 1.82]

7 Other adverse events: 3. At
least one

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

1.01 [0.89, 1.16]

8 Other adverse events: 4. Car-
diovascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

8.1 faintness, dizziness, weak-
ness - short term

1 198 Risk Ratio (M-H, Random, 95%
CI)

1.5 [0.71, 3.18]

8.2 lassitude - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

1.07 [0.55, 2.10]
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

9 Other adverse events: 5. Cen-
tral nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 confusion - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

0.67 [0.11, 3.90]

9.2 disturbance of consciousness
- short term

1 198 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.06, 15.76]

9.3 dysarticulation - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

0.83 [0.38, 1.84]

9.4 headache - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.09, 1.19]

9.5 seizure - short term 1 198 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

 
 

Analysis 28.1.   Comparison 28 PERPHENAZINE vs TIMIPERONE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Timiperone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

28.1.1 short term  

Takahashi 1982 16/99 12/99 100% 1.33[0.67,2.67]

Subtotal (95% CI) 99 99 100% 1.33[0.67,2.67]

Total events: 16 (Perphenazine), 12 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.81(P=0.42)  

Favours perphenazine 5000.002 100.1 1 Favours timiperone

 
 

Analysis 28.2.   Comparison 28 PERPHENAZINE vs TIMIPERONE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Timiperone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

28.2.1 short term  

Takahashi 1982 16/99 12/99 100% 1.33[0.67,2.67]

Subtotal (95% CI) 99 99 100% 1.33[0.67,2.67]

Total events: 16 (Perphenazine), 12 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.81(P=0.42)  

Favours perphenazine 10000.001 100.1 1 Favours timiperone
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Analysis 28.3.   Comparison 28 PERPHENAZINE vs TIMIPERONE, Outcome
3 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Timiperone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

28.3.1 short term  

Takahashi 1982 42/99 38/99 100% 1.11[0.79,1.55]

Subtotal (95% CI) 99 99 100% 1.11[0.79,1.55]

Total events: 42 (Perphenazine), 38 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

Favours perphenazine 1000.01 100.1 1 Favours timiperone

 
 

Analysis 28.4.   Comparison 28 PERPHENAZINE vs TIMIPERONE, Outcome 4 Adverse events: Movement disorders.

Study or subgroup Perphenazine Timiperone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

28.4.1 akathisia - short term  

Takahashi 1982 28/99 33/99 100% 0.85[0.56,1.29]

Subtotal (95% CI) 99 99 100% 0.85[0.56,1.29]

Total events: 28 (Perphenazine), 33 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.77(P=0.44)  

   

28.4.2 dyskinesia - short term  

Takahashi 1982 5/99 14/99 100% 0.36[0.13,0.95]

Subtotal (95% CI) 99 99 100% 0.36[0.13,0.95]

Total events: 5 (Perphenazine), 14 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.05(P=0.04)  

   

28.4.3 dystonia - short term  

Takahashi 1982 0/99 1/99 100% 0.33[0.01,8.08]

Subtotal (95% CI) 99 99 100% 0.33[0.01,8.08]

Total events: 0 (Perphenazine), 1 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

28.4.4 parkinsonism - short term  

Takahashi 1982 41/99 34/99 100% 1.21[0.84,1.73]

Subtotal (95% CI) 99 99 100% 1.21[0.84,1.73]

Total events: 41 (Perphenazine), 34 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.02(P=0.31)  

Favours perphenazine 1000.01 100.1 1 Favours timiperone
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Analysis 28.5.   Comparison 28 PERPHENAZINE vs TIMIPERONE, Outcome 5 Other adverse events: 1. Anticholinergic.

Study or subgroup Perphenazine Timiperone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

28.5.1 blurred vision - short term  

Takahashi 1982 1/99 0/99 100% 3[0.12,72.76]

Subtotal (95% CI) 99 99 100% 3[0.12,72.76]

Total events: 1 (Perphenazine), 0 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

Favours perphenazine 10000.001 100.1 1 Favours timiperone

 
 

Analysis 28.6.   Comparison 28 PERPHENAZINE vs TIMIPERONE, Outcome 6 Other adverse events: 2. Arousal.

Study or subgroup Perphenazine Timiperone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

28.6.1 drowsiness - short term  

Takahashi 1982 10/99 7/99 100% 1.43[0.57,3.6]

Subtotal (95% CI) 99 99 100% 1.43[0.57,3.6]

Total events: 10 (Perphenazine), 7 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.76(P=0.45)  

   

28.6.2 excitation - short term  

Takahashi 1982 19/99 4/99 100% 4.75[1.68,13.46]

Subtotal (95% CI) 99 99 100% 4.75[1.68,13.46]

Total events: 19 (Perphenazine), 4 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.93(P=0)  

   

28.6.3 insomnia - short term  

Takahashi 1982 47/99 36/99 100% 1.31[0.94,1.82]

Subtotal (95% CI) 99 99 100% 1.31[0.94,1.82]

Total events: 47 (Perphenazine), 36 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.57(P=0.12)  

Favours perphenazine 10000.001 100.1 1 Favours timiperone

 
 

Analysis 28.7.   Comparison 28 PERPHENAZINE vs TIMIPERONE, Outcome 7 Other adverse events: 3. At least one.

Study or subgroup Perphenazine Timiperone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

28.7.1 short term  

Takahashi 1982 81/99 80/99 100% 1.01[0.89,1.16]

Subtotal (95% CI) 99 99 100% 1.01[0.89,1.16]

Total events: 81 (Perphenazine), 80 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.18(P=0.86)  

Favours perphenazine 20.5 1.50.7 1 Favours timiperone
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Analysis 28.8.   Comparison 28 PERPHENAZINE vs TIMIPERONE, Outcome 8 Other adverse events: 4. Cardiovascular.

Study or subgroup Perphenazine Timiperone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

28.8.1 faintness, dizziness, weakness - short term  

Takahashi 1982 15/99 10/99 100% 1.5[0.71,3.18]

Subtotal (95% CI) 99 99 100% 1.5[0.71,3.18]

Total events: 15 (Perphenazine), 10 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.06(P=0.29)  

   

28.8.2 lassitude - short term  

Takahashi 1982 15/99 14/99 100% 1.07[0.55,2.1]

Subtotal (95% CI) 99 99 100% 1.07[0.55,2.1]

Total events: 15 (Perphenazine), 14 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.2(P=0.84)  

Favours perphenazine 10000.001 100.1 1 Favours timiperone

 
 

Analysis 28.9.   Comparison 28 PERPHENAZINE vs TIMIPERONE,
Outcome 9 Other adverse events: 5. Central nervous system.

Study or subgroup Perphenazine Timiperone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

28.9.1 confusion - short term  

Takahashi 1982 2/99 3/99 100% 0.67[0.11,3.9]

Subtotal (95% CI) 99 99 100% 0.67[0.11,3.9]

Total events: 2 (Perphenazine), 3 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.45(P=0.65)  

   

28.9.2 disturbance of consciousness - short term  

Takahashi 1982 1/99 1/99 100% 1[0.06,15.76]

Subtotal (95% CI) 99 99 100% 1[0.06,15.76]

Total events: 1 (Perphenazine), 1 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

28.9.3 dysarticulation - short term  

Takahashi 1982 10/99 12/99 100% 0.83[0.38,1.84]

Subtotal (95% CI) 99 99 100% 0.83[0.38,1.84]

Total events: 10 (Perphenazine), 12 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.45(P=0.65)  

   

28.9.4 headache - short term  

Takahashi 1982 3/99 9/99 100% 0.33[0.09,1.19]

Subtotal (95% CI) 99 99 100% 0.33[0.09,1.19]

Total events: 3 (Perphenazine), 9 (Timiperone)  

Heterogeneity: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours timiperone
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Study or subgroup Perphenazine Timiperone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=1.69(P=0.09)  

   

28.9.5 seizure - short term  

Takahashi 1982 0/99 0/99   Not estimable

Subtotal (95% CI) 99 99 Not estimable

Total events: 0 (Perphenazine), 0 (Timiperone)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours timiperone

 
 

Comparison 29.   PERPHENAZINE vs TRIFLUOPERAZINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

1.1 short term 1 105 Risk Ratio (M-H, Random, 95% CI) 0.63 [0.38, 1.03]

2 Leaving the study early: 2. Due
to adverse events

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

2.1 short term 1 105 Risk Ratio (M-H, Random, 95% CI) 0.65 [0.11, 3.76]

3 Adverse events: Movement
disorders

1   Risk Ratio (M-H, Random, 95% CI) Subtotals only

3.1 akathisia - short term 1 105 Risk Ratio (M-H, Random, 95% CI) 2.29 [0.63, 8.38]

3.2 akinesia - short term 1 105 Risk Ratio (M-H, Random, 95% CI) 0.33 [0.01, 7.85]

3.3 dyskinesia - short term 1 105 Risk Ratio (M-H, Random, 95% CI) 0.98 [0.14, 6.71]

3.4 parkinsonism - short term 1 105 Risk Ratio (M-H, Random, 95% CI) 2.62 [0.73, 9.32]

 
 

Analysis 29.1.   Comparison 29 PERPHENAZINE vs TRIFLUOPERAZINE,
Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Trifluoperazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

29.1.1 short term  

Hanlon 1965 16/53 25/52 100% 0.63[0.38,1.03]

Subtotal (95% CI) 53 52 100% 0.63[0.38,1.03]

Total events: 16 (Perphenazine), 25 (Trifluoperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.83(P=0.07)  

Favours perphenazine 20.5 1.50.7 1 Favours trifluoperazine
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Analysis 29.2.   Comparison 29 PERPHENAZINE vs TRIFLUOPERAZINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Trifluoperazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

29.2.1 short term  

Hanlon 1965 2/53 3/52 100% 0.65[0.11,3.76]

Subtotal (95% CI) 53 52 100% 0.65[0.11,3.76]

Total events: 2 (Perphenazine), 3 (Trifluoperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.48(P=0.63)  

Favours perphenazine 10000.001 100.1 1 Favours trifluoperazine

 
 

Analysis 29.3.   Comparison 29 PERPHENAZINE vs
TRIFLUOPERAZINE, Outcome 3 Adverse events: Movement disorders.

Study or subgroup Perphenazine Trifluoperazine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

29.3.1 akathisia - short term  

Hanlon 1965 7/53 3/52 100% 2.29[0.63,8.38]

Subtotal (95% CI) 53 52 100% 2.29[0.63,8.38]

Total events: 7 (Perphenazine), 3 (Trifluoperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.25(P=0.21)  

   

29.3.2 akinesia - short term  

Hanlon 1965 0/53 1/52 100% 0.33[0.01,7.85]

Subtotal (95% CI) 53 52 100% 0.33[0.01,7.85]

Total events: 0 (Perphenazine), 1 (Trifluoperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.69(P=0.49)  

   

29.3.3 dyskinesia - short term  

Hanlon 1965 2/53 2/52 100% 0.98[0.14,6.71]

Subtotal (95% CI) 53 52 100% 0.98[0.14,6.71]

Total events: 2 (Perphenazine), 2 (Trifluoperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.02(P=0.98)  

   

29.3.4 parkinsonism - short term  

Hanlon 1965 8/53 3/52 100% 2.62[0.73,9.32]

Subtotal (95% CI) 53 52 100% 2.62[0.73,9.32]

Total events: 8 (Perphenazine), 3 (Trifluoperazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.48(P=0.14)  

Favours perphenazine 1000.01 100.1 1 Favours trifluoperazine
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Comparison 30.   PERPHENAZINE vs TRIFLUOPROMAZINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

3 178 Risk Ratio (M-H, Random, 95%
CI)

1.14 [0.66, 1.98]

1.1 short term 3 178 Risk Ratio (M-H, Random, 95%
CI)

1.14 [0.66, 1.98]

2 Leaving the study early: 2. Due to
adverse events

2 168 Risk Ratio (M-H, Random, 95%
CI)

2.00 [0.74, 5.39]

2.1 short term 2 168 Risk Ratio (M-H, Random, 95%
CI)

2.00 [0.74, 5.39]

3 Global state: 1. Change over time
- no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 62 Risk Ratio (M-H, Random, 95%
CI)

0.71 [0.25, 2.01]

4 Adverse events: Movement disor-
ders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 akathisia - short term 1 106 Risk Ratio (M-H, Random, 95%
CI)

7.0 [0.89, 54.94]

4.2 akinesia - short term 1 106 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

4.3 dyskinesia - short term 1 106 Risk Ratio (M-H, Random, 95%
CI)

5.0 [0.25, 101.73]

4.4 parkinsonism - short term 1 106 Risk Ratio (M-H, Random, 95%
CI)

17.0 [1.01, 287.24]

5 Other adverse events: 1. Central
nervous system

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 electroencephalogram (in-
crease) - short term

1 10 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.08, 11.93]

 
 

Analysis 30.1.   Comparison 30 PERPHENAZINE vs TRIFLUOPROMAZINE,
Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Trifluopro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

30.1.1 short term  

Bennett 1961 0/5 0/5   Not estimable

Hanlon 1965 16/53 19/53 42.02% 0.84[0.49,1.45]

Kurland 1961 27/31 19/31 57.98% 1.42[1.04,1.94]

Favours perphenazine 20.5 1.50.7 1 Favours trifluopromazine
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Study or subgroup Perphenazine Trifluopro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 89 89 100% 1.14[0.66,1.98]

Total events: 43 (Perphenazine), 38 (Trifluopromazine)  

Heterogeneity: Tau2=0.11; Chi2=3.19, df=1(P=0.07); I2=68.66%  

Test for overall effect: Z=0.47(P=0.64)  

   

Total (95% CI) 89 89 100% 1.14[0.66,1.98]

Total events: 43 (Perphenazine), 38 (Trifluopromazine)  

Heterogeneity: Tau2=0.11; Chi2=3.19, df=1(P=0.07); I2=68.66%  

Test for overall effect: Z=0.47(P=0.64)  

Favours perphenazine 20.5 1.50.7 1 Favours trifluopromazine

 
 

Analysis 30.2.   Comparison 30 PERPHENAZINE vs TRIFLUOPROMAZINE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Trifluopro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

30.2.1 short term  

Hanlon 1965 2/53 1/53 17.51% 2[0.19,21.4]

Kurland 1961 8/31 4/31 82.49% 2[0.67,5.96]

Subtotal (95% CI) 84 84 100% 2[0.74,5.39]

Total events: 10 (Perphenazine), 5 (Trifluopromazine)  

Heterogeneity: Tau2=0; Chi2=0, df=1(P=1); I2=0%  

Test for overall effect: Z=1.37(P=0.17)  

   

Total (95% CI) 84 84 100% 2[0.74,5.39]

Total events: 10 (Perphenazine), 5 (Trifluopromazine)  

Heterogeneity: Tau2=0; Chi2=0, df=1(P=1); I2=0%  

Test for overall effect: Z=1.37(P=0.17)  

Favours perphenazine 10000.001 100.1 1 Favours trifluopromazine

 
 

Analysis 30.3.   Comparison 30 PERPHENAZINE vs TRIFLUOPROMAZINE,
Outcome 3 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Trifluopro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

30.3.1 short term  

Kurland 1961 5/31 7/31 100% 0.71[0.25,2.01]

Subtotal (95% CI) 31 31 100% 0.71[0.25,2.01]

Total events: 5 (Perphenazine), 7 (Trifluopromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.64(P=0.52)  

Favours perphenazine 1000.01 100.1 1 Favours trifluopromazine
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Analysis 30.4.   Comparison 30 PERPHENAZINE vs
TRIFLUOPROMAZINE, Outcome 4 Adverse events: Movement disorders.

Study or subgroup Perphenazine Trifluopro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

30.4.1 akathisia - short term  

Hanlon 1965 7/53 1/53 100% 7[0.89,54.94]

Subtotal (95% CI) 53 53 100% 7[0.89,54.94]

Total events: 7 (Perphenazine), 1 (Trifluopromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.85(P=0.06)  

   

30.4.2 akinesia - short term  

Hanlon 1965 0/53 0/53   Not estimable

Subtotal (95% CI) 53 53 Not estimable

Total events: 0 (Perphenazine), 0 (Trifluopromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

30.4.3 dyskinesia - short term  

Hanlon 1965 2/53 0/53 100% 5[0.25,101.73]

Subtotal (95% CI) 53 53 100% 5[0.25,101.73]

Total events: 2 (Perphenazine), 0 (Trifluopromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.05(P=0.3)  

   

30.4.4 parkinsonism - short term  

Hanlon 1965 8/53 0/53 100% 17[1.01,287.24]

Subtotal (95% CI) 53 53 100% 17[1.01,287.24]

Total events: 8 (Perphenazine), 0 (Trifluopromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.96(P=0.05)  

Favours perphenazine 10000.001 100.1 1 Favours trifluopromazine

 
 

Analysis 30.5.   Comparison 30 PERPHENAZINE vs TRIFLUOPROMAZINE,
Outcome 5 Other adverse events: 1. Central nervous system.

Study or subgroup Perphenazine Trifluopro-
mazine

Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

30.5.1 electroencephalogram (increase) - short term  

Bennett 1961 1/5 1/5 100% 1[0.08,11.93]

Subtotal (95% CI) 5 5 100% 1[0.08,11.93]

Total events: 1 (Perphenazine), 1 (Trifluopromazine)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours trifluopromazine
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Comparison 31.   PERPHENAZINE vs ZIPRASIDONE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 long term 1 446 Risk Ratio (M-H, Random, 95%
CI)

0.95 [0.85, 1.05]

2 Leaving the study early: 2. Due to
adverse events

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 long term 1 446 Risk Ratio (M-H, Random, 95%
CI)

1.01 [0.65, 1.58]

3 Leaving the study early: 3. Due to
relapse / worsening or no improve-
ment

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 long term 1 446 Risk Ratio (M-H, Random, 95%
CI)

1.05 [0.75, 1.46]

4 Adverse events: Movement disor-
ders (completer-only data)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 akathisia - long term 1 399 Risk Ratio (M-H, Random, 95%
CI)

0.75 [0.38, 1.49]

4.2 EPS - long term 1 395 Risk Ratio (M-H, Random, 95%
CI)

1.56 [0.62, 3.94]

4.3 tardive dyskinesia - long term 1 363 Risk Ratio (M-H, Random, 95%
CI)

1.21 [0.73, 2.02]

5 Other adverse events: 1. Arousal 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 insomnia - long term 1 446 Risk Ratio (M-H, Random, 95%
CI)

0.84 [0.62, 1.13]

5.2 sleepiness/ sedation - long term 1 446 Risk Ratio (M-H, Random, 95%
CI)

1.17 [0.85, 1.60]

6 Other adverse events: 2. Cardio-
vascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

6.1 faintness, dizziness, weakness -
long term

1 446 Risk Ratio (M-H, Random, 95%
CI)

0.86 [0.52, 1.42]

7 Other adverse events: 3. Gastroin-
testinal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

7.1 weight gain - long term 1 404 Risk Ratio (M-H, Random, 95%
CI)

1.60 [0.84, 3.04]

8 Other adverse events: 4. Genitouri-
nary

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only
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Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

8.1 diminished sexual desire - long
term

1 446 Risk Ratio (M-H, Random, 95%
CI)

1.30 [0.90, 1.87]

8.2 galactorrhea/ gynaecomastia -
long term

1 446 Risk Ratio (M-H, Random, 95%
CI)

0.47 [0.14, 1.65]

9 Other adverse events: 5. Others 1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

9.1 urinary hesitancy, dry mouth,
constipation - long term

1 446 Risk Ratio (M-H, Random, 95%
CI)

1.09 [0.76, 1.58]

9.2 suicide attempt - long term 1 446 Risk Ratio (M-H, Random, 95%
CI)

0.71 [0.04, 11.26]

9.3 incontinence nocturia - long
term

1 446 Risk Ratio (M-H, Random, 95%
CI)

0.43 [0.16, 1.15]

10 Other adverse events: 6. any seri-
ous adverse event

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

10.1 long term 1 446 Risk Ratio (M-H, Random, 95%
CI)

1.08 [0.63, 1.87]

11 Other adverse events: 7. lab data 1   Mean Difference (IV, Random,
95% CI)

Subtotals only

11.1 mean weight change (lb) - long
term

1 446 Mean Difference (IV, Random,
95% CI)

-0.40 [-3.45, 2.65]

11.2 change in blood glucose - long
term

1 446 Mean Difference (IV, Random,
95% CI)

2.90 [-5.69, 11.49]

11.3 change in glycosylated haemo-
globin - long term

1 446 Mean Difference (IV, Random,
95% CI)

0.20 [-0.10, 0.50]

11.4 change in cholesterol - long
term

1 446 Mean Difference (IV, Random,
95% CI)

9.7 [-1.44, 20.84]

11.5 change in triglycerides - long
term

1 446 Mean Difference (IV, Random,
95% CI)

26.40 [-2.71, 55.51]

11.6 change in prolactin - long term 1 446 Mean Difference (IV, Random,
95% CI)

4.9 [0.33, 9.47]

 
 

Analysis 31.1.   Comparison 31 PERPHENAZINE vs ZIPRASIDONE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

31.1.1 long term  

CATIE 2005 196/261 147/185 100% 0.95[0.85,1.05]

Favours perphenazine 20.5 1.50.7 1 Favours ziprasidone
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Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 261 185 100% 0.95[0.85,1.05]

Total events: 196 (Perphenazine), 147 (Ziprasidone)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=1.09(P=0.27)  

Favours perphenazine 20.5 1.50.7 1 Favours ziprasidone

 
 

Analysis 31.2.   Comparison 31 PERPHENAZINE vs ZIPRASIDONE,
Outcome 2 Leaving the study early: 2. Due to adverse events.

Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

31.2.1 long term  

CATIE 2005 40/261 28/185 100% 1.01[0.65,1.58]

Subtotal (95% CI) 261 185 100% 1.01[0.65,1.58]

Total events: 40 (Perphenazine), 28 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.06(P=0.96)  

Favours perphenazine 10000.001 100.1 1 Favours ziprasidone

 
 

Analysis 31.3.   Comparison 31 PERPHENAZINE vs ZIPRASIDONE, Outcome 3
Leaving the study early: 3. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

31.3.1 long term  

CATIE 2005 65/261 44/185 100% 1.05[0.75,1.46]

Subtotal (95% CI) 261 185 100% 1.05[0.75,1.46]

Total events: 65 (Perphenazine), 44 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.27(P=0.79)  

Favours perphenazine 20.5 1.50.7 1 Favours ziprasidone

 
 

Analysis 31.4.   Comparison 31 PERPHENAZINE vs ZIPRASIDONE,
Outcome 4 Adverse events: Movement disorders (completer-only data).

Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

31.4.1 akathisia - long term  

CATIE 2005 16/241 14/158 100% 0.75[0.38,1.49]

Subtotal (95% CI) 241 158 100% 0.75[0.38,1.49]

Total events: 16 (Perphenazine), 14 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.82(P=0.41)  

   

Favours perphenazine 1000.01 100.1 1 Favours ziprasidone
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Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

31.4.2 EPS - long term  

CATIE 2005 15/243 6/152 100% 1.56[0.62,3.94]

Subtotal (95% CI) 243 152 100% 1.56[0.62,3.94]

Total events: 15 (Perphenazine), 6 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.95(P=0.34)  

   

31.4.3 tardive dyskinesia - long term  

CATIE 2005 41/237 18/126 100% 1.21[0.73,2.02]

Subtotal (95% CI) 237 126 100% 1.21[0.73,2.02]

Total events: 41 (Perphenazine), 18 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.74(P=0.46)  

Favours perphenazine 1000.01 100.1 1 Favours ziprasidone

 
 

Analysis 31.5.   Comparison 31 PERPHENAZINE vs ZIPRASIDONE, Outcome 5 Other adverse events: 1. Arousal.

Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

31.5.1 insomnia - long term  

CATIE 2005 66/261 56/185 100% 0.84[0.62,1.13]

Subtotal (95% CI) 261 185 100% 0.84[0.62,1.13]

Total events: 66 (Perphenazine), 56 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.17(P=0.24)  

   

31.5.2 sleepiness/ sedation - long term  

CATIE 2005 74/261 45/185 100% 1.17[0.85,1.6]

Subtotal (95% CI) 261 185 100% 1.17[0.85,1.6]

Total events: 74 (Perphenazine), 45 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.94(P=0.35)  

Favours perphenazine 20.5 1.50.7 1 Favours ziprasidone

 
 

Analysis 31.6.   Comparison 31 PERPHENAZINE vs ZIPRASIDONE, Outcome 6 Other adverse events: 2. Cardiovascular.

Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

31.6.1 faintness, dizziness, weakness - long term  

CATIE 2005 29/261 24/185 100% 0.86[0.52,1.42]

Subtotal (95% CI) 261 185 100% 0.86[0.52,1.42]

Total events: 29 (Perphenazine), 24 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.6(P=0.55)  

Favours perphenazine 10000.001 100.1 1 Favours ziprasidone
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Analysis 31.7.   Comparison 31 PERPHENAZINE vs ZIPRASIDONE,
Outcome 7 Other adverse events: 3. Gastrointestinal.

Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

31.7.1 weight gain - long term  

CATIE 2005 29/243 12/161 100% 1.6[0.84,3.04]

Subtotal (95% CI) 243 161 100% 1.6[0.84,3.04]

Total events: 29 (Perphenazine), 12 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.44(P=0.15)  

Favours perphenazine 10000.001 100.1 1 Favours ziprasidone

 
 

Analysis 31.8.   Comparison 31 PERPHENAZINE vs ZIPRASIDONE, Outcome 8 Other adverse events: 4. Genitourinary.

Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

31.8.1 diminished sexual desire - long term  

CATIE 2005 64/261 35/185 100% 1.3[0.9,1.87]

Subtotal (95% CI) 261 185 100% 1.3[0.9,1.87]

Total events: 64 (Perphenazine), 35 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.39(P=0.17)  

   

31.8.2 galactorrhea/ gynaecomastia - long term  

CATIE 2005 4/261 6/185 100% 0.47[0.14,1.65]

Subtotal (95% CI) 261 185 100% 0.47[0.14,1.65]

Total events: 4 (Perphenazine), 6 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.17(P=0.24)  

Favours perphenazine 10000.001 100.1 1 Favours ziprasidone

 
 

Analysis 31.9.   Comparison 31 PERPHENAZINE vs ZIPRASIDONE, Outcome 9 Other adverse events: 5. Others.

Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

31.9.1 urinary hesitancy, dry mouth, constipation - long term  

CATIE 2005 57/261 37/185 100% 1.09[0.76,1.58]

Subtotal (95% CI) 261 185 100% 1.09[0.76,1.58]

Total events: 57 (Perphenazine), 37 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.47(P=0.64)  

   

31.9.2 suicide attempt - long term  

CATIE 2005 1/261 1/185 100% 0.71[0.04,11.26]

Subtotal (95% CI) 261 185 100% 0.71[0.04,11.26]

Total events: 1 (Perphenazine), 1 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.24(P=0.81)  

Favours perphenazine 10000.001 100.1 1 Favours ziprasidone
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Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

   

31.9.3 incontinence nocturia - long term  

CATIE 2005 6/261 10/185 100% 0.43[0.16,1.15]

Subtotal (95% CI) 261 185 100% 0.43[0.16,1.15]

Total events: 6 (Perphenazine), 10 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.69(P=0.09)  

Favours perphenazine 10000.001 100.1 1 Favours ziprasidone

 
 

Analysis 31.10.   Comparison 31 PERPHENAZINE vs ZIPRASIDONE,
Outcome 10 Other adverse events: 6. any serious adverse event.

Study or subgroup Perphenazine Ziprasidone Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

31.10.1 long term  

CATIE 2005 29/261 19/185 100% 1.08[0.63,1.87]

Subtotal (95% CI) 261 185 100% 1.08[0.63,1.87]

Total events: 29 (Perphenazine), 19 (Ziprasidone)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.28(P=0.78)  

Favours perphenazine 2000.005 100.1 1 Favours ziprasidone

 
 

Analysis 31.11.   Comparison 31 PERPHENAZINE vs ZIPRASIDONE, Outcome 11 Other adverse events: 7. lab data.

Study or subgroup Perphenazine Ziprasidone Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

31.11.1 mean weight change (lb) - long term  

CATIE 2005 261 -2 (17.8) 185 -1.6 (15) 100% -0.4[-3.45,2.65]

Subtotal *** 261   185   100% -0.4[-3.45,2.65]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.26(P=0.8)  

   

31.11.2 change in blood glucose - long term  

CATIE 2005 261 5.2 (32.3) 185 2.3 (53) 100% 2.9[-5.69,11.49]

Subtotal *** 261   185   100% 2.9[-5.69,11.49]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.66(P=0.51)  

   

31.11.3 change in glycosylated haemoglobin - long term  

CATIE 2005 261 0.1 (1) 185 -0.1 (1.9) 100% 0.2[-0.1,0.5]

Subtotal *** 261   185   100% 0.2[-0.1,0.5]

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=1.32(P=0.19)  

   

31.11.4 change in cholesterol - long term  

CATIE 2005 261 0.5 (37.2) 185 -9.2 (70.7) 100% 9.7[-1.44,20.84]

Subtotal *** 261   185   100% 9.7[-1.44,20.84]

Favours perphenazine 5025-50 -25 0 Favours ziprasidone
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Study or subgroup Perphenazine Ziprasidone Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

Heterogeneity: Not applicable  

Test for overall effect: Z=1.71(P=0.09)  

   

31.11.5 change in triglycerides - long term  

CATIE 2005 261 8.3 (185.8) 185 -18.1
(127.9)

100% 26.4[-2.71,55.51]

Subtotal *** 261   185   100% 26.4[-2.71,55.51]

Heterogeneity: Not applicable  

Test for overall effect: Z=1.78(P=0.08)  

   

31.11.6 change in prolactin - long term  

CATIE 2005 261 0.4 (27.5) 185 -4.5 (21.8) 100% 4.9[0.33,9.47]

Subtotal *** 261   185   100% 4.9[0.33,9.47]

Heterogeneity: Not applicable  

Test for overall effect: Z=2.1(P=0.04)  

Test for subgroup differences: Chi2=10.46, df=1 (P=0.06), I2=52.18%  

Favours perphenazine 5025-50 -25 0 Favours ziprasidone

 
 

Comparison 32.   PERPHENAZINE vs ZOTEPINE

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any rea-
son

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 95 Risk Ratio (M-H, Random, 95%
CI)

1.48 [0.63, 3.48]

2 Leaving the study early: 2. Due to
relapse / worsening or no improve-
ment

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 95 Risk Ratio (M-H, Random, 95%
CI)

1.34 [0.56, 3.23]

3 Global state: 1. Change over time -
no better or deterioration (ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 short term 1 95 Risk Ratio (M-H, Random, 95%
CI)

0.98 [0.65, 1.47]

4 Other adverse events: 1. Cardio-
vascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 tachycardia - short term 1 95 Risk Ratio (M-H, Random, 95%
CI)

0.31 [0.01, 7.50]
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Analysis 32.1.   Comparison 32 PERPHENAZINE vs ZOTEPINE, Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Zotepine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

32.1.1 short term  

Imai 1980 11/49 7/46 100% 1.48[0.63,3.48]

Subtotal (95% CI) 49 46 100% 1.48[0.63,3.48]

Total events: 11 (Perphenazine), 7 (Zotepine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.89(P=0.37)  

Favours perphenazine 5000.002 100.1 1 Favours zotepine

 
 

Analysis 32.2.   Comparison 32 PERPHENAZINE vs ZOTEPINE, Outcome 2
Leaving the study early: 2. Due to relapse / worsening or no improvement.

Study or subgroup Perphenazine Zotepine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

32.2.1 short term  

Imai 1980 10/49 7/46 100% 1.34[0.56,3.23]

Subtotal (95% CI) 49 46 100% 1.34[0.56,3.23]

Total events: 10 (Perphenazine), 7 (Zotepine)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.66(P=0.51)  

Favours perphenazine 10000.001 100.1 1 Favours zotepine

 
 

Analysis 32.3.   Comparison 32 PERPHENAZINE vs ZOTEPINE, Outcome
3 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Zotepine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

32.3.1 short term  

Imai 1980 24/49 23/46 100% 0.98[0.65,1.47]

Subtotal (95% CI) 49 46 100% 0.98[0.65,1.47]

Total events: 24 (Perphenazine), 23 (Zotepine)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.1(P=0.92)  

Favours perphenazine 1000.01 100.1 1 Favours zotepine

 
 

Analysis 32.4.   Comparison 32 PERPHENAZINE vs ZOTEPINE, Outcome 4 Other adverse events: 1. Cardiovascular.

Study or subgroup Perphenazine Zotepine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

32.4.1 tachycardia - short term  

Imai 1980 0/49 1/46 100% 0.31[0.01,7.5]

Subtotal (95% CI) 49 46 100% 0.31[0.01,7.5]

Total events: 0 (Perphenazine), 1 (Zotepine)  

Heterogeneity: Not applicable  

Favours perphenazine 10000.001 100.1 1 Favours zotepine
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Study or subgroup Perphenazine Zotepine Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.72(P=0.47)  

Favours perphenazine 10000.001 100.1 1 Favours zotepine

 
 

Comparison 33.   PERPHENAZINE vs ZUCLOPENTHIXOL

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method Effect size

1 Leaving the study early: 1. Any
reason

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

1.1 short term 1 54 Risk Ratio (M-H, Random, 95%
CI)

1.8 [0.69, 4.67]

2 Global state: 1. Change over
time - no better or deterioration
(ITT)

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

2.1 short term 1 54 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.07, 15.18]

3 Adverse events: Movement dis-
orders

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

3.1 akathisia - short term 1 54 Risk Ratio (M-H, Random, 95%
CI)

1.14 [0.48, 2.71]

3.2 akinesia - short term 1 54 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.07, 1.51]

3.3 rigidity - short term 1 54 Risk Ratio (M-H, Random, 95%
CI)

2.2 [0.88, 5.48]

3.4 tremor - short term 1 54 Risk Ratio (M-H, Random, 95%
CI)

2.2 [0.88, 5.48]

4 Other adverse events: 1.
Arousal

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

4.1 excitation - short term 1 54 Risk Ratio (M-H, Random, 95%
CI)

1.29 [0.56, 2.95]

4.2 insomnia - short term 1 54 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.07, 1.51]

4.3 sleepiness/sedation - short
term

1 54 Risk Ratio (M-H, Random, 95%
CI)

1.71 [0.80, 3.68]

5 Other adverse events: 2. Cardio-
vascular

1   Risk Ratio (M-H, Random, 95%
CI)

Subtotals only

5.1 faintness, dizziness, weakness
- short term

1 54 Risk Ratio (M-H, Random, 95%
CI)

1.5 [0.48, 4.72]
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Analysis 33.1.   Comparison 33 PERPHENAZINE vs ZUCLOPENTHIXOL,
Outcome 1 Leaving the study early: 1. Any reason.

Study or subgroup Perphenazine Zuclopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

33.1.1 short term  

Remvig 1987 9/27 5/27 100% 1.8[0.69,4.67]

Subtotal (95% CI) 27 27 100% 1.8[0.69,4.67]

Total events: 9 (Perphenazine), 5 (Zuclopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.21(P=0.23)  

Favours perphenazine 5000.002 100.1 1 Favours zuclopenthixol

 
 

Analysis 33.2.   Comparison 33 PERPHENAZINE vs ZUCLOPENTHIXOL,
Outcome 2 Global state: 1. Change over time - no better or deterioration (ITT).

Study or subgroup Perphenazine Zuclopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

33.2.1 short term  

Remvig 1987 1/27 1/27 100% 1[0.07,15.18]

Subtotal (95% CI) 27 27 100% 1[0.07,15.18]

Total events: 1 (Perphenazine), 1 (Zuclopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

Favours perphenazine 1000.01 100.1 1 Favours zuclopenthixol

 
 

Analysis 33.3.   Comparison 33 PERPHENAZINE vs
ZUCLOPENTHIXOL, Outcome 3 Adverse events: Movement disorders.

Study or subgroup Perphenazine Zuclopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

33.3.1 akathisia - short term  

Remvig 1987 8/27 7/27 100% 1.14[0.48,2.71]

Subtotal (95% CI) 27 27 100% 1.14[0.48,2.71]

Total events: 8 (Perphenazine), 7 (Zuclopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.3(P=0.76)  

   

33.3.2 akinesia - short term  

Remvig 1987 2/27 6/27 100% 0.33[0.07,1.51]

Subtotal (95% CI) 27 27 100% 0.33[0.07,1.51]

Total events: 2 (Perphenazine), 6 (Zuclopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.43(P=0.15)  

   

33.3.3 rigidity - short term  

Remvig 1987 11/27 5/27 100% 2.2[0.88,5.48]

Favours perphenazine 1000.01 100.1 1 Favours zuclopenthixol
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Study or subgroup Perphenazine Zuclopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 27 27 100% 2.2[0.88,5.48]

Total events: 11 (Perphenazine), 5 (Zuclopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.69(P=0.09)  

   

33.3.4 tremor - short term  

Remvig 1987 11/27 5/27 100% 2.2[0.88,5.48]

Subtotal (95% CI) 27 27 100% 2.2[0.88,5.48]

Total events: 11 (Perphenazine), 5 (Zuclopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.69(P=0.09)  

Favours perphenazine 1000.01 100.1 1 Favours zuclopenthixol

 
 

Analysis 33.4.   Comparison 33 PERPHENAZINE vs ZUCLOPENTHIXOL, Outcome 4 Other adverse events: 1. Arousal.

Study or subgroup Perphenazine Zuclopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

33.4.1 excitation - short term  

Remvig 1987 9/27 7/27 100% 1.29[0.56,2.95]

Subtotal (95% CI) 27 27 100% 1.29[0.56,2.95]

Total events: 9 (Perphenazine), 7 (Zuclopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.59(P=0.55)  

   

33.4.2 insomnia - short term  

Remvig 1987 2/27 6/27 100% 0.33[0.07,1.51]

Subtotal (95% CI) 27 27 100% 0.33[0.07,1.51]

Total events: 2 (Perphenazine), 6 (Zuclopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.43(P=0.15)  

   

33.4.3 sleepiness/sedation - short term  

Remvig 1987 12/27 7/27 100% 1.71[0.8,3.68]

Subtotal (95% CI) 27 27 100% 1.71[0.8,3.68]

Total events: 12 (Perphenazine), 7 (Zuclopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.38(P=0.17)  

Favours perphenazine 10000.001 100.1 1 Favours zuclopenthixol

 
 

Analysis 33.5.   Comparison 33 PERPHENAZINE vs ZUCLOPENTHIXOL,
Outcome 5 Other adverse events: 2. Cardiovascular.

Study or subgroup Perphenazine Zuclopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

33.5.1 faintness, dizziness, weakness - short term  

Remvig 1987 6/27 4/27 100% 1.5[0.48,4.72]

Subtotal (95% CI) 27 27 100% 1.5[0.48,4.72]

Favours perphenazine 10000.001 100.1 1 Favours zuclopenthixol
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Study or subgroup Perphenazine Zuclopenthixol Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Total events: 6 (Perphenazine), 4 (Zuclopenthixol)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.69(P=0.49)  

Favours perphenazine 10000.001 100.1 1 Favours zuclopenthixol

 

 

A P P E N D I C E S

Appendix 1. Previous searches

1. Electronic searching
We searched Cochrane Schizophrenia Group's Register (June 2001) with the phrase:

[aethaperazin or apo-perphenazine or decentan or fentazin or f-mon or peratsin or perfenazine or perfenazin leciva or pms-perphenazine
or trilafon or trilifan or trilafon prolongatum or trilafon repetabs or 10-{3-[4-(2-hydroxyethyl)-1-piperazinyl]-propyl}-2-chlor-phenothiazin]

2. Reference searching
We inspected references of all identified studies for more studies.

3. Personal contact
We contacted the first author of each included study for more information regarding unpublished trials.

4. Drug company
We contacted the German manufacturers of perphenazine (Merck, Germany) for additional data.

Appendix 2. Previous data collection and analyses

1. Selection of trials
We (Benno Hartung BH, Stefan Leucht SL) independently inspected all citations of studies identified by the search. Where disagreement
occurred we resolved this by discussion, or, when there was still doubt, we acquired the full article for further inspection. Once we had
obtained the full articles BH decided whether they met review criteria and this was checked by SL. Once again, we resolved disagreement
by discussion, but if doubt remained, we put the study on the list of those awaiting assessment, pending acquisition of more information.
These rules could not be respected for the Japanese studies. They were analysed by Makoto Wada (MW)who had to explain his analysis
to one of the other reviewers.

2. Quality assessment
We used criteria in the Cochrane Collaboration Handbook (Clarke 2000) to assess trial quality. This simple set of criteria is based on
evidence of strong association between overestimation of eGect and poor concealment of allocation, and is defined as follows:

A. Low risk of bias (adequate allocation concealment)
B. Moderate risk of bias (some doubt about the results)
C. High risk of bias (inadequate allocation concealment)

The Jadad scale (Jadad 1996) measures a wider range of factors that impact on the quality of a trial. The scale includes three items:

1. Was the study described as randomised?
2. Was the study described as double blind?
3. Was there a description of withdrawals and dropouts?

Each item scores one point if the answer is positive and an additional point for the first two items if the means of randomisation/blinding
is described. In addition, a point can be deducted if either the randomisation or the blinding/masking described were inadequate.

For the purpose of analysis of this review, we included studies if they met criteria A and B of the Handbook. We gave studies not described
as randomised by the authors a 'C' rating and excluded them from analyses. We did not use the Jadad scale to exclude studies, but for a
further description of the quality of included trials.

3. Data extraction
3.1 Reliable extraction
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BH extracted data from selected trials and SL checked all data extraction. When disputes arose we attempted resolution by discussion.
If doubt remained and further information was necessary to resolve the dilemma, we did not enter data but contacted the authors of the
studies for further information. This rule could not be respected for the Japanese studies. These were analysed by MW who had to explain
his analysis to the reviewers.

3.2 Multiple doses
If several doses of perphenazine were compared with one dose of the control drug, we pooled diGerent dose groups of perphenazine. For
example, for dichotomous data we considered all patients treated with perphenazine as a single group. For continuous data we used the
mean of all patients on perphenazine in the comparisons.

4. Data synthesis
4.1 Data types
Outcomes are assessed using continuous (for example, average changes on a behaviour scale), categorical (for example, one of three
categories on a behaviour scale, such as 'little change', 'moderate change' or 'much change') or dichotomous measures (for example, either
'no important changes' or 'important changes' in a person's behaviour). Currently the RevMan soSware does not support categorical data,
so we presented them only in the text of the review.

4.2 Incomplete data
With the exception of the outcome of leaving the study early, we included trial outcomes of studies with a remark 'prone to bias' if more
than 50% of people in short and medium-term studies or 60% of people in long-term studies were not reported in the final analysis. We felt
that with such a great degree of attrition, great assumptions would have to be made. We checked whether the exclusion of these results
made a substantial diGerence in a sensitivity analysis.

4.3 Dichotomous/binary data
4.3.1 Defining cut oGs: we recorded in RevMan where the original authors of the studies gave outcomes such as 'clinically improved' or
'not clinically improved', based on their clinical judgement, predetermined criteria, or any scale. We only included data from a rater not
clearly stated to be independent if they did not change the results.Otherwise we presented such data separately with a label 'prone to
bias'. We made eGorts to convert relevant categorical or continuous outcome measures to dichotomous data by identifying cut oG points
on rating scales and dividing people accordingly into groups. For example, for end of study data, we used the cut oG points 'moderate or
severe impairment' and 'no better or worse' for change data. For another example, the Brief Psychiatric Rating Scale (BPRS - Overall 1962)
is frequently used as a measure of change of symptoms in studies. We defined a 50% change on this particular scale as clinically important,
although it was recognised that for many people, especially those with chronic or severe illnesses, a less rigorous definition of important
improvement would be equally valid. If individual patient data had been available, the 50% cut oG would also have been used in the case
of non-chronically ill people and 20% for those with chronic illness.

4.3.2 Intention-to-treat analysis: the review presents an intention to treat analysis. As long as more than 50% of people in short and medium
term studies and 40% in long term studies completed the trial, we counted everyone allocated to the intervention whether or not they
completed follow up. It was assumed that those who leS the study early had no change in their outcome.

4.3.3 Summary statistic: we used relative risk (RR) and 95% confidence interval (CI) based on the random eGects model. This method
takes into account diGerences between studies, even if heterogeneity is not statistically significant. It has also been shown that RR is more
intuitive and that odds ratios tend to be interpreted as RR by clinicians (Deeks 2000). This misinterpretation then leads to an overestimate
of the impression of the eGect. Where possible, reviewers estimated the number needed to treat (NNT) using an on-line calculator (http://
www.nntonline.net/).

4.4 Continuous data
4.4.1 Intention-to-treat versus completer analyses: in the case of continuous data we supposed that in many cases an intention-to-treat
analysis would not be available, so presented a completer analysis.

4.4.2 Rating scales: a wide range of instruments is available to measure mental health outcomes. These instruments vary in quality and
many are not valid, or even ad hoc. For outcome instruments some minimum standards have to be set. We included continuous data
from rating scales only if the measuring instrument had been described in a peer-reviewed journal (Marshall 2000), the instrument was
either a self report or completed by an independent rater or relative (not the therapist), and the instrument could be considered a global
assessment of an area of functioning. However, as it was expected that therapists would frequently also be the rater, such data were
commented on with 'prone to bias'.

4.4.3 Normal distribution of data: mental health continuous data are oSen not normally distributed. Most statistics assume a normal
distribution. To avoid including non-normally distributed data in the statistical analysis, the following criteria are applied to all data before
inclusion:
a. Standard deviations and means were reported or derivable from data in the paper, or were obtainable from the authors.
b. When a scale starts from zero, the standard deviation, when multiplied by two, is less than the mean (as otherwise the mean is unlikely
to be an appropriate measure of the centre of the distribution - Altman 1996). Endpoint scores on scales oSen have a finite start and end
point and this rule can be applied.
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c. When continuous data are presented on a scale which includes a possibility of negative values (such as change on a scale) it is impossible
to tell whether data are non-normally distributed (skewed) or not. It is thus preferable to use scale end point data, which typically cannot
have negative values. If end point data were not available, reviewers chose to use change data, because the statistics used in Metaview
are rather robust towards skew.
d. If a scale starts from a positive value (such as PANSS, which can have values from 30-210) the calculation described above in (b) should
be modified to take the scale starting point into account. In these cases skewness is present if 2SD>(S-Smin), where S is the mean score
and Smin is the minimum score.

4.4.4 Endpoint versus change data: endpoint scale-derived data are finite, ranging from one score to another. Change data are more
problematic and for them the rule described above does not hold. Although most change scores are likely to be skewed, this cannot be
proven so we presented them in MetaView. Where both endpoint and change were available for the same outcome, we presented only
the former.

4.4.5 Summary statistic: for continuous outcomes, a weighted mean diGerence (WMD) between groups was estimated. Again, a random
eGects model was used.

4.5 Cluster trials
Studies increasingly employ 'cluster randomisation' (such as randomisation by clinician or practice) but analysis and pooling of clustered
data poses problems. Firstly, authors oSen fail to account for intra class correlation in clustered studies, leading to a 'unit of analysis' error
(Divine 1992) whereby p values are spuriously low, confidence intervals unduly narrow and statistical significance overestimated. This
causes type I errors (Bland 1997, Gulliford 1999).

Where clustering was not accounted for in primary studies, we presented the data in a table, with a (*) symbol to indicate the presence
of a probable unit of analysis error. In subsequent versions of this review we will seek to contact first authors of studies to obtain intra
class correlation co-eGicients of their clustered data and to adjust for this by using accepted methods (Gulliford 1999). Where clustering
has been incorporated into the analysis of primary studies, we will also present these data as if from a non-cluster randomised study, but
adjusted for the clustering eGect.

We have sought statistical advice and have been advised that the binary data as presented in a report should be divided by a 'design
eGect'. This is calculated using the mean number of participants per cluster (m) and the intra-class correlation co-eGicient (ICC) Design
eGect=1+(m-1)*ICC (Donner 2002). If the ICC was not reported it was assumed to be 0.1 (Ukoumunne 1999).

If cluster studies had been appropriately analysed taking into account intra-class correlation co-eGicients and relevant data documented
in the report, synthesis with other studies would have been possible using the generic inverse variance technique.

4.6 Sensitivity analyses
For binary data, we compared results for intention-to-treat analysis with those using completer only data. If analyses using completer data
did result in a substantive change in the estimate of eGect, we discussed this in the section Discussion.

5. Heterogeneity
Firstly, we considered all the included studies within any comparison to judge clinical heterogeneity. Then we visually inspected graphs to
investigate the possibility of statistical heterogeneity. This was supplemented, primarily, by employing the I-squared statistic. This provides
an estimate of the percentage of inconsistency thought to be due to chance. Where the I-squared estimate was greater than or equal to
75%, this was interpreted as evidence of high levels of heterogeneity (Higgins 2003). If inconsistency was high, we did not summate the
data, but presented them separately and investigated reasons for heterogeneity.

6. Addressing publication bias
We entered data from all identified and selected trials into a funnel graph (trial eGect versus trial size) in an attempt to investigate overt
publication bias (Egger 1997).

7. Tables and figures
Where possible, we entered data into RevMan so the area to the leS of the line of no eGect indicated a favourable outcome for perphenazine.

Appendix 3. Previous results of search

Results of the search

The original searches yielded 133 electronic records and we inspected the abstract of each identified reference. We then ordered and
inspected 90 possibly relevant reports. During this inspection process, we examined the papers' reference lists and identified a further
six references as being relevant. Personal mail contact with the first authors of each included trial revealed no additional reports. One
unpublished manuscript was provided by the manufacturers (Eckmann 1984). All these papers were considered to match the review's
inclusion criteria closely enough to be mentioned in either the 'Included studies' (25 references) or 'Excluded studies' (88 references)
section. Fourteen remaining reports are still 'awaiting assessment' for the reasons mentioned above.
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W H A T ' S   N E W

 

Date Event Description

2 December 2014 New citation required but conclusions
have not changed

Six new trials added after 2013 update search, results from these
trials did not change overall conclusions of the review.

4 September 2013 New search has been performed Update search run in September 2013

 

H I S T O R Y

Protocol first published: Issue 1, 2002
Review first published: Issue 1, 2005

 

Date Event Description

22 October 2004 New citation required and conclusions
have changed

Substantive amendment
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Minor changes:

1. Additions made to outcomes of interest; economic and patient-important outcomes added, including:

6. Economic

6.1 Average change in total cost of medical and mental health care
6.2 Total indirect and direct costs
6.3 Direct resource use:
6.3.1 Outpatients - number of contacts (GP consultation, psychiatrist, psychologists, psychiatric nurse, counsellor, social worker)
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6.3.2 Hospitalisation (taking battery of tests, patients’ physical, psychiatric and psychological profile and psychological assessment, number
of days, relapse)
6.3.3 Medication (di,erent types of antipsychotic drugs to include dose and frequency, treatment of side e,ects)
6.3.4 Psychological therapies (di,erent types of psychological therapies to include session numbers and frequency)
6.3.5 Other resources (day centres, night shelter) and transportation for medical care visits
6.4 Indirect resource use:
6.4.1 Family, relative and friends resources
6.4.2 Police, criminal justice system
6.4.3 Benefits paid, social security payments
6.4.4 Employment agency workers, absence from work, loss of productivity
6.5 Cost-eGectiveness ratios represented by ICER (incremental cost-eGectiveness ratio)
6.6 Cost-utilities represented by incremental costs per QALY (quality-adjusted life year) or DALYs (disability-adjusted life year)
6.7 Cost benefit represented by net Benefit Ratio, others.

7. Service use and hospitalisation

7.1 Hospital admission
7.2 Medication use
7.3 Engagement with health services

8. Satisfaction

8.1 Satisfaction with treatment
8.2 Satisfaction with care
8.3 Quality of life outcomes
8.4 Employment status"

I N D E X   T E R M S

Medical Subject Headings (MeSH)

Antipsychotic Agents  [adverse eGects]  [*therapeutic use];  Mental Disorders  [drug therapy];  Perphenazine  [adverse eGects]
 [*therapeutic use];  Randomized Controlled Trials as Topic;  Schizophrenia  [*drug therapy]

MeSH check words

Humans
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