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Positron emission tomographic scan: mesothelioma.

Central Message

Current data increasingly support less radical

surgery in the multimodality treatment of me-

sothelioma; however, a higher level of evidence

is needed to confirm this.

See Article page 1857.
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Mesothelioma continues to be a devastating malignancy,
with poor survival rates despite treatment. Surgery rarely
achieves complete microscopic resection, and response
with other modes of therapy is poor. In an attempt to
improve survival rates, current treatment involves deliv-
ering several modalities of treatment in combination. In
the setting of multimodality treatment, the extent of surgery
has been debated, with most recent studies supporting less
radical surgery of pleurectomy decortication (PD) in prefer-
ence to extrapleural pneumonectomy (EPP). The article by
Ambrogi and colleagues1 in this issue of the Journal reports
one such study.

Ambrogi and colleagues1 present their experience of 49
patients with epithelial or biphasic mesothelioma who un-
derwent PD (sparing diaphragm and pericardium) and hy-
perthermic intrathoracic chemotherapy, followed by
adjuvant chemotherapy, at a single institution during a 10-
year period. The main objective was to assess feasibility,
finding no 90-day mortality and an overall morbidity rate
of 47%. Secondary outcome assessed was survival, with
median overall survival found to be 22 months (35 months
for stages I and II, 17 months for stages III and IV) and 5-
year overall and disease-free survivals found to be 10%
and 18.5%, respectively.

Ambrogi and colleagues1 are to be congratulated on their
good outcomes, specifically regarding the zero 90-day mor-
tality and the very respectable survival rates. Before accept-
ing this as the superior regimen for the treatment of
mesothelioma, however, a more careful examination of
the study’s weaknesses is required. First, the number of pa-
tients evaluated is small. Second, the study duration is long,
and significant advances in staging techniques and treat-
ment are sure to occur with time. Third, the study lacks
data on quality of life, which is an important aspect to
consider when comparing different treatment regimens for
aggressive malignancies. Finally, the study is retrospective
and single cohort in nature. It therefore lacks control of
important factors that can significantly affect outcomes,
such as the selection of patients, the staging techniques
used, the quality of surgery performed, and the delivery of
postoperative therapy. With these limitations, meaningful
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comparisons between this study of Ambrogi and col-
leagues1 and other published studies become difficult.
Despite these limitations, this study by Ambrogi and col-

leagues1 does have importance. Because long-term out-
comes are poor, any treatment offered to patients with
mesothelioma should, first and foremost, do no harm and
also provide a measurable benefit; the zero 90-day mortality
and the respectable survivals presented by Ambrogi and
colleagues1 clearly show their treatment regimen of PD
with intrathoracic hyperthermic chemotherapy to be in
keeping with these criteria. Recent meta-analyses by Cao
and colleagues2 and Taioli and colleagues3 found EPP to
have higher mortality and similar overall survival when
compared with PD. Because of the lack of randomized
studies examined, however, these meta-analyses suffer
from many of the limitations seen in the study by Ambrogi
and colleauges,1 as discussed previously. Even with the
publication of the only randomized trial comparing PD
with EPP, by the Mesothelioma and Radical Surgery trial
group,4 no firm conclusion regarding superiority can be
made because of the significant limitations of the study,
as pointed out by Rusch and colleagues.5

Even in the absence of a well-conducted randomized
trial, it seems clear that PD results in less morbidity and
mortality than EPP. It also seems clear that achieving com-
plete microscopic resection is very unlikely, regardless of
the surgical procedure performed, and for this reason comb-
ing surgery with other modes of therapy is essential. It
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would therefore seem reasonable that if complete macro-
scopic resection can be achieved by PD, then this less
morbid procedure should be considered first, in preference
to EPP. Until high-level data are available to indicate other-
wise, however, EPP should not be entirely abandoned. Cir-
cumstances may arise warranting its consideration, such as
a young healthy patient with extensive visceral pleural and
parenchymal disease, for which complete macroscopic
resection can only be achieved by pneumonectomy.
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