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This paper introduces the contents of two documents from the European author-
ity, “Points to Consider on Switching between Superiority and Non-inferiority” and
“Guideline on the Choice of the Non-inferiority Margin”. Issues relevant to possible

applications in Japanese clinical trials are also discussed.
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3. Points to Consider on Switching between Superiority and Non-inferiority
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e The trial has been properly designed and carried out in accordance with the strict require-
ments of a non-inferiority trial(]
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e Actual p-values for superiority are presented to allow independent assessment of the strength
of the evidence.
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e Analysis according to the intention-to-treat principle is given emphasis.
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e finding evidence, direct or indirect, that the control treatment is showing its usual efficacy.
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e comparing the trial with earlier trials which demonstrated the efficacy of the control agent.
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e in particular demonstrating levels of non-compliance and of loss of patients and data that
are at least comparable to those in the earlier trials.
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e showing similar results form the full analysis set and PP analysis set.
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e Analysis according to the intention-to-treat principle and PP analysis, showing confidence
intervals and p-values for the null hypothesis of inferiority, give similar findings.
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e The sensitivity of the trial is high enough to ensure that it is capable of detecting relevant
differences if they exist.
goo0odoOdbO0o0OOoOOdO0oOoO0ooOOobDO0bOOo0oO0obOoOooOOobDOobOoooOooDOooo
0O0oo0oDOoDooooooom
e There is direct or indirect evidence that the control treatment is showing its usual level of
efficacy.
0000000000 0DO0000DOO0DOO00OoOO0oDOOobOoooDOooOooooom
000000o0oDo0o0oooOoo0DoooooooooDoooo0ooDooooooogn
gooobooooboboooboooobOooUoobOoobOobOobobobobobobOooo
goo0ooobodbOoOooOobOoOooOOooOOobOo0ooOUdoDOobOoO0obOOobODOobooboUOoDOobo
000000000 o0DO00DO00oDOoO00O0o0ODO0o0OoO0oDDoDOoooOoOooOoooOon
0d0o0doooDdbOo0odoooooooooooooog
3.3 000O0O0O0O0OOODOObOOoOon
e JOIDOUODOODODODODOOfull analysis set I PP analysisset 000000000000
000000000000 0D0000 fullanalysisset 0000000000000 O0OO0O

Jpn J Biomet Vol. 27, Special Issue, 2006



S100 “Points to Consider on Switching between Superiority and Non-inferiority” 0 0 “Guide-

4.

line on the Choice of the Non-inferiority Margin” OO O OO O
ggboobooboobooboobuoobooboobooboobbooboOobLoo

00000000000 0DOCHllanalysisset 0000000000 ODODOOOOOOO
goooooooooo0oooo0o0OoooOooooo0ooooooooooooogooo
gd0ooo0o00oooooodoooo0ooooo0doooo0doooooooooooo
goooooooooboogosgoooobooooooooooooooooobobooooo
000000 full analysis set O PP analysisset 00000000 D0OOOOOOOOODO0O
go0ooooo0 200000000000 0000OO00O0DOOoO0OoOoDoOOon
000o00oo00oooo0o0oooo0oooodooooooogoooo
gooooooooooooooboooooboooooboOooOoooobboooooboooooo
o00o0oDooOo0o00oooOOoOoOo0oO0ooOOoo000oDOOoOoO0oOoooOOOoOOn ‘Pre-
Definition’'0 0 00000000 0O0OO0O0OODO0OOOOOODOODLOOOOODOOOO

goooooooobooooobooooooooooobobooooboboooobobooboooo
goooooooooooooobobooooboooobooOoooobboooooboooooo
O000000D0D0O0OCOO0O0O0D0O0O0 ‘Pre-Definition’ 000 O00O0O0O0O0ODOOOOO
gooooo00oooo0oooooo0oooodoboooOooooooooooogooon
‘Pre-Definition’ 0 0 00000

goooooooooOoOoooboooOoOooooOoooooOoOoobooOoobobooOooo
goo0o0obO0o0oo0oob0o0b0o0b0o0obbooboboOd ‘Pre-Definition’ DO O0OO0OO
g00oo0oo00ooopooooooo0oboo0obooOooooooooooooon
gooboooooooooooobooooobo0ooooooooooooooooOoooDo
goooooOooooo0ooooooOoobooOooboOooOoooobooooooDoooOooo
gooooo00oooo0ooOoooo0obooO0obooOoooobooooooooooo
oooooooooood

Guideline on Choice of the Non-inferiority Margin

gooooobooooobooboobooobobooooboboooobobbooooboo

gbobooooboobooooboobboboooooboboboobooboboboobooobooobo
gboboooobooboooooobobooboobooboboooboobooobooobooono
gobooboooooboobD ICHEUICHEIODODODOODOODODOODODOOoOoooooooDo
gboboooooboooboobobooboobo

goooobooboooobboobooobboooooboooboboobooooboooboboooo

gbobooooobooooboobobobooooboobooooboboboboobooboboobooobo
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4.1.1 Three arm trials: test, reference and placebo
0o0dbOO0DbOO0bOO0o0Oo300oOooO0oooooobooooooooooDooooooaon
0000000000000 DO0000oooO00o0o0oOoo0oooDooDoooooDnooo
gooobooboooooboo
e JO0I0O0O0DOODOUOUODODUOULDOUDOUDUUDOODODUOLODOUODODODODOO
oooooOooooogoooo
e 10I0ID0ODODOODODOUODODODOODODOODODODOO
e JO00J00OO0DOODOOLOOUDODUOULDOUDOUDOULOOODODOLDODUODODODOOO
goo0oboobOoooOOobOobooOooDoboobogooboo
e 10D00IDDUODDODDODDODDODDOODOODODOODOOODOOODOODOOOD
00o00d0o0DoDd0oo0oooDOdDOOooo0ooooooooooDoDbOoooooooDoOooo
oooobooboooboobo
4.1.2 Two arm trials: test and reference
000000od0o0o0odoo0oooDO00oo0oOoooO 200000000000000
gooooOooboOobooooOOobOoooooDOobOoOooO0bDOoboOobOobDOoboooobDobo
gdoo0doOobOd0O0o0oO0bOoo0ooO0ooOOobOO00ooO0oDdbOo0obOOobODOobDOoooOoDOobo
0000000000000 DO0o0o0ooDooO00o0oodoOoo0DooDooDoooooDoOooo
gboooobobooboobooooboboooobooboog
jddddddoobboboooooooooooodddoooooooobooooooo
0000000 “The ‘historical’ confidence interval compares the reference product with placebo
(r minus p). The planned trial comparing the test and reference products will also produce a
confidence interval (for t minus r). If these intervals are combined, an indirect confidence interval
comparing the test product and placebo can be obtained (t minus p). Delta can be defined as the
lower bound of t minus r that ensures that the lower bound of the indirect confidence interval of
t minus p will be above zero. As the comparison is indirect it might be wise to be conservative
and select some value smaller than that suggested by this indirect calculation.” 0 00O 0O OO0
goooobooOooOoO0bOOo0bOOoooOoooor—pM@MOOODOODOODOOOt—rDODOO

Jpn J Biomet Vol. 27, Special Issue, 2006



S102 “Points to Consider on Switching between Superiority and Non-inferiority” 0 O “Guide-
line on the Choice of the Non-inferiority Margin” OO O OO O

r=p
JE— t—p

TREATMENT DIFFERENCE
|
[

o
|
[

A

Y

Historical Planned Trial Combined

02 0000000000

goooobooooboooooooboooboobooobooobooboobooboot—-pOoooOO
gobooobooboobooobooboooboooos—y0b0oobOoooobobOoobbOoOobOobobDo
oot-pOOO000DOOO0O0ODOOOODOOOODOOOODOOODOODOOOODOOOO
gbooboobooboobooboobooooooboobooooboobomooboboboooboo
gooo 20000
4.2 000O00OO0OOOOO
goboooboobooooboobooboooboooboooooooboboobobooboobooobo
goboboooooboooooboobobooobooboooobooboboboooboobooboobooDbo
gooooooogooboboooobobobooooobobooooobDobobobobDoDbo
gbobooooobooogn
gbobooboooboobobooboobooobooobooobobooboobobooboobooooboon
goboboooooobooobooboobobooobooboooobobobobooobobobooDbo
gooboooooooobogooboobobooooobooogbDobobbobDobobobooDbo
gbobooooboobooboboboooobooboooobobobobobobooobooobo
gbobooooobooboobobobooobooboooobobobobobobooboobo
goboboooooobooooobooboboooboobooooboboboboooboboobooDbo
goooooogoon
gboboobooboooboobooboooboobobooooboboooobobooboooaoboon
gboboooooobooooboooboobobooooobooobooobooobo
4.3 0OO0OOO
gboboboooboooboboboooboboobooboobooboooboboobooboboomooo
00000000000 0o00o0ooo0oos%in 15%00000000000000000
00000000000DD0OO0 false positive O false negative 0000000000 O00DOO
gboboooooboobooboboobooboboooboobobooboobOoboon

Jpn J Biomet Vol. 27, Special Issue, 2006



00 4: Points to Consider on Switching between Superiority and Non-inferiority; Guide- S 103
line on the Choice of Non-inferiority Margin

44 0O0O0O0OO0OODOOOOO
e JOOOOODO30OOOODODOODODOOOODODLODODODODLDOOOODOODOO
goooboboooboobobooooobooogo
e JOIU00OUODOODOUOLOUDUDUOLOUDUDLOULODODOUODUOLODUDODODLOO
goboobooboooobooooon
e 20060 90 2100200000000000000000O00O0DOOOOOODOOODOO
00000 AJ000ODOCOOO00000ODODOOCOOOO0OO0OoOoDODOCODOOOOoO
goooboboboboobooboooooboobooobo
gobooooobooboboooobbooobooobooboooboobooooooboboooobooon
gboboobooobobobobobobOobOobOobOobOobOobOobOobOobDOoDo
goooboobobooooboobooooobobooooboboboobDoboboooDbOobo
gooood
ooooooooOooO0ooooooOo0ooooOooOoooOooOoooooooosooDboOono
go-oboboboooboobobooboooboboooobobooobobooboboobooboooobooDo
goooboboooobobooooobooogbD —AUDbObODODODbOOOO
gbobooooboboobooooboooooooboboooboobooboooon
O00o0ooooooooooooooboooo é8H00DOO0OO0OO0DODOOOOOOOOOn
gboooboooboboooogobobooooooboboooobobobooooboOobo
ooooo HEYM:§<-A00000000000000 —AOOOOOOOO0D000OO0
O00oo00oO0o0ooooo0ooo 10000 25% 00000000000000000
Oo00oooooooOooo0ooooooooooooo0oOoooooooD ADOoOoooo
gooooooo

5. 0D0O0O0O0

ICHEO OO OOOoOOoooooooooooooooooboobooboooboooboo
gooooobodobooooboboooooboboooooboboboobDobobobooDbOobo
gooooboobdboooboobooooboobooooobooboboooboboooboobobo
00000000 ‘Switching 0000000000000 0O0ODOO0O0OO0O0O0O0O0O00ODODO
gbooooobooboooooboboooobooboooooboobobobooboboooboobobo
gooooobooboobobooogg

O g

gobobooooboobooooboboooobobooooboboobooboboboooDooo
gooon

Jpn J Biomet Vol. 27, Special Issue, 2006



S104 “Points to Consider on Switching between Superiority and Non-inferiority” 0 O “Guide-
line on the Choice of the Non-inferiority Margin” OO O OO O

ooonon

European Medicines Agency, Committee for Medicinal Products for Human Use (CHMP). Guide-
line on the Choice of the non-inferiority Margin. EMEA: London 2005,
http://www.emea.eu.int /htms/human/ewp/ewpfin.htm.

European Agency for the Evaluation of Medicinal Products, Committee for Proprietary Medicinal
Products (CPMP). Points to Consider on Switching between Superiority and Non-inferiority.
EMEA: London 2000,
http://www.emea.eu.int /htms/human/ewp/ewpptc.htm.

Koyama, T., Sampson, AR. and Gleser LJ. (2005). A framework for two-stage adaptive pro-
cedures to simultaneously test non-inferiority and superiority. Statistics in Medicine 24,
2439-2456.

Morikawa, T. and Yoshida, M. (1995). A useful testing strategy in phase III trials: Combined
test of superiority and test of equivalence. J. Biopharmaceutical Statistics 5, 297-306.

Oooo0ooDoooO (1999). 00000000 oooooodg

00000000 (2001). 000000000 DOOO0OOOOOOOOOOOOOOO

Jpn J Biomet Vol. 27, Special Issue, 2006





