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In this issue of the Journal, Lang-Lazdunski and colleagues
analyze the outcomes of 102 consecutive patients with ma-
lignant pleural mesothelioma (MPM) treated with a multi-
modality therapy program including extended pleurectomy
and decortication, intraoperative hyperthermic povidone
iodine pleural lavage, and adjuvant chemotherapy and tar-
geted radiotherapy. They report favorable results, with
overall median and 5-year survivals of 32 months and
23.1%. Should this approach become widely accepted
treatment for patients with MPM who are candidates for
surgery?

Few cancers have engendered as much therapeutic
nihilism as MPM. Considerable progress, however, has
been made in this rare and difficult malignancy during the
past 25 years. There have been significant advances in the
methods of pathologic diagnosis and clinical staging,marked
decreases in surgical morbidity and mortality, and improve-
ments in chemotherapy and radiotherapy. Multiple clinical
trials have shown the feasibility of combined modality ther-
apy for patients who are candidates for surgical resection
either with extrapleural pneumonectomy or lung-sparing
extended pleurectomy and decortication. There is an
increasing understanding of the molecular biology of
MPM, with the result that a plethora of new ‘‘targeted thera-
pies’’ and immunotherapy drugs are currently in clinical trials
for this disease. Completely novel approaches to intrapleural
therapy, such as sustained-release delivery of cisplatin, onco-
lytic viral therapy, and cell-based immunotherapy, are also
currently in clinical trials for patients with MPM. As Lang-
Lazdunski and colleagues’ study illustrates, the oft quoted
median overall survival of 12 months no longer holds true
for many patients with MPM. In reality, this is a banner
time for laboratory and clinical studies in this disease.

The study of Lang-Lazdunski and colleagues also
illustrates ways in which we can do better in study-
ing MPM. Like many published studies, this one is
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retrospective, even though the treatment approach was
relatively uniform. Globally, there are now enough cen-
ters of excellence treating MPM that multicenter pro-
spective trials can be undertaken. Aside from several
chemotherapy trials, only a few small surgically based
multicenter trials have been completed. Additional larger
trials are needed. The study of Lang-Lazdunski and col-
leagues evaluated multiple therapies, making it hard to
determine which ones might be effective. Because almost
90% of first recurrences were in the ipsilateral pleura or
lung, it seems unlikely that the povidone iodine lavage,
though well tolerated, was particularly effective. At pre-
sent, prospective trials in this disease need to be designed
around clear, simple questions with clean end points so
that we can understand which components of multimo-
dality therapy are worth using and which should be dis-
carded. For surgically based trials, the operations
performed and the extent of resection should be clearly
defined.1 Adverse events should be uniformly recorded
according to internationally accepted definitions and
severity grading standards, such as the Common Termi-
nology Criteria for Adverse Events.2 More robust pre-
clinical and initial clinical data should be available
before incorporating a novel therapy into a multimodality
regimen. The preliminary data supporting hyperthermic
povidone iodine pleural lavage in this study, for example,
were scant. It is also important to know how many pa-
tients screened for a study prove eligible and how
many actually enroll. The denominator is rarely reported,
and it leaves us wondering how broadly applicable a mul-
timodality treatment regimen is for MPM.
The study of Lang-Lazdunski and colleagues also iden-

tifies several prognostic factors (eg, nodal status, tumor his-
tologic type, extent of resection) that have consistently been
reported as significant in other studies.3-5 Prognostic
models are now refined enough to allow better patient
selection and stratification for clinical trials. Treating all
patients with MPM in the same manner is analogous to
grouping together patients with stage Ia and those with
stage IIIa non–small cell lung cancer in a single
therapeutic study. To make progress, we need to adopt a
more refined approach to studying patients with MPM.
Lang-Lazdunski and colleagues should be congratulated

on implementing a consistent approach to the care of
selected patients with MPM and on thoughtfully analyzing
their results. Their ability to do this emphasizes the impor-
tance of patients with rare cancers like MPM being referred
to centers of excellence that have multimodality expertise
and are engaged in clinical research. Their experience is
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one of several studies that help us understand how to move
forward in treating this challenging disease.
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