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Editorial

Management of malignant pleural effusions

Pleural effusions are a common development in patients
with cancer, often posing a considerable management
problem. From 289, to 619, of effusions seen in a general
hospital are malignant,' and up to half of patients with
breast cancer will develop an effusion during the course of
their illness.>* Other cancers in which pleural effusions
occur frequently include lung cancer, ovarian cancer, and
the lymphomas.?®

The prognosis of patients with malignant effusions is
generally poor, with a reported 30 day mortality of 29—
50%,.°" Many patients, however, particularly those with
breast cancer, have prolonged survival* and control of the
effusion and the related symptoms is an important issue in
management.

Several methods have been used to control malignant
pleural effusions. They have included repeated needle
thoracentesis, external radiotherapy, systemic chemo-
therapy, tube thoracostomy with or without instillation of
cytotoxic drugs or sclerosant agents, and pleurectomy. The
great variety of techniques used highlights the fact that no
single approach is distinctly superior. Furthermore, pub-
lished reports deal predominantly with retrospective
series, with a large variation in the evaluation criteria used
by different authors. This makes comparison of different
techniques difficult and underscores the need for ran-
domised studies comparing treatment approaches.

The World Health Organisation has published criteria
for assessing tumour response at sites of non-measurable
disease.® These criteria define complete response as the
“complete disappearance of all known disease for at least
four weeks’’ and partial response as an “‘estimated decrease
in tumour size of 509, or more for at least four weeks.”
Although these definitions may be applicable at other sites
of non-measurable disease, they are difficult to apply to
pleural effusions, particularly in the context of ‘“partial
responses.” In this setting criteria incorporating the
frequency of pleural aspiration may be more meaningful.

The approach to management of malignant effusions
varies with the type of cancer and the extent of extra-
thoracic disease. If systemic treatment has a reasonable
probability of producing tumour response in the particular
cancer and other symptoms warrant its use, pleural
effusions are usually also controlled.® When this is not the
case local measures may achieve control of pleural effusions
that is occasionally longlasting.

The definitive surgical method of eliminating the pleural
space for management of malignant pleural effusion is
pleurectomy. Unilateral obliteration of the pleural space
does not appear to have any long term consequences—and,
interestingly, the lungs of the elephant, lacking a pleural
space, do not seem to operate at a disadvantage. Martini et
al performed pleurectomies in a group of 106 patients with

cancer, 909/, of whom had recurrent effusions after other
methods of treatment.'® None had a recurrence of the
effusion after pleurectomy and median survival was 16
months. Morbidity (23%,) and mortality (10%,) were
substantial, however, and this approach cannot be recom-
mended as initial treatment for most patients.

By contrast, the least invasive method of management is
thoracentesis. Unfortunately, the benefit of this procedure
is usually short lived, with most effusions accumulating
again within one month." This limits its usefulness for the
acute relief of symptoms or as a component of instillational
sclerotherapy.

Between these two extremes are several methods that
have been advocated to control malignant pleural effusions.
Older methods, such as external radiotherapy and instilla-
tion of radiocolloids or of non-sclerosant cytotoxic agents,
have been largely abandoned, because of either lack of
efficacy or excessive toxicity,” although mediastinal
radiotherapy may be effective in the treatment of effusions
in lymphoma patients.'!

The most commonly used means of treating malignant
pleural effusions is drainage followed by instillation of a
“sclerosant’ agent. The aim of this procedure is to induce a
chemical pleuritis, which as it resolves forms a symphysis
between the two pleural surfaces, obliterating the pleural
space and preventing reaccumulation of the effusion. The
method of drainage used varies, some investigators favour-
ing needle thoracentesis and others using tube drainage.’ In
two (non-randomised) studies*'' the use of tube drainage
resulted in results superior to those of needle aspiration,
though similar results have been reported with this latter
method. " Irrespective of the method chosen for drainage,
it is probably important to drain the pleural space to
dryness before instillation of the sclerosing agent, to
minimise dilution of the instilled agent and aid in the
apposition of the pleural surfaces.'?

A wide range of “sclerosants” have been used after
drainage, including tetracycline, bleomycin, quinacrine,
nitrogen mustard, adriamycin, and talc. Recently, mitox-
antrone has been reported as being useful in this setting.'*
There have been few randomised trials comparing any of
these agents. Bayly et al reported that tetracycline was as
effective as quinacrine and had fewer side effects.> In
another randomised study,” comparing adriamycin,
tetracycline, and nitrogen mustard, little difference was
found between adriamycin and tetracycline for control of
pleural effusions, though both were more effective than
nitrogen mustard. Tetracycline, however, had the lowest
incidence of side effects. Hausheer and Yarbro® imposed
response criteria retrospectively on several trials of instilla-
tion treatment. They concluded that talc was probably the
most effective sclerosant but that this was offset by greater
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morbidity than with other agents, making it unsuitable as
first line treatment. Tetracycline (15 mg/kg or 1 g) and
bleomycin (1-25 mg/kg, not to exceed 40 mg in the elderly)
were recommended, control of effusions being expected in
70°, and 859, of cases for one month. Quinacrine, though
possibly more effective than these agents, has the major
drawbacks of increased toxicity and the necessity of
multiple administrations.

Treatment using biological agents has also been repor-
ted.'*"® Corynebacterium parvum has been reported to be
more effective than nitrogen mustard in a randomised
trial,'® in which it was successful in all treated patients.
More recently, B interferon has been proposed as a
potentially useful agent in the management of malignant
effusions.'® The initial results, however, are disappointing,
with an overall response rate of only 389,, and with two
thirds of the patients requiring three treatments.'®

In the absence of data from randomised trials comparing
the available methods, the treatment of malignant pleural
effusions should be guided by the experience of the
clinicians concerned. Some broad guidelines, however, are
useful. Firstly, the treatment goal in patients with malig-
nant effusions is palliative in most cases, and the mere
presence of fluid in the pleural cavity is not itself an
indication for intervention. The severity of symptoms and
the rate of fluid reaccumulation are important factors in
determining the appropriate management. Secondly, if
systemic treatment is not justifiable initial management
ought to comprise drainage to dryness, by either tube or
repeated aspiration, perhaps followed by sclerotherapy
with either bleomycin or tetracycline. The use of narcotic
premedication or the addition of lignocaine to the
sclerosant solution may reduce local pain for the patient.
Finally, where reaccumulation occurs after attempted
sclerosis, and provided that the patient has a life expectancy
of some weeks or months, talc pleurodesis or pleurectomy
may be attempted.

Future investigation requires the adoption of a standard
set of response criteria, such as those used by Hausheer and
Yarbro,’ so that some comparison may be made between
series. In addition, measures of quality of life should be
included in the assessment of treatment outcome, as thisisa
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palliative procedure. There is an urgent need for prospec-
tive, randomised studies comparing different forms of
treatment on the basis of relevant end points, rather than
further large reviews of individual clinicians’ experience.
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