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Mesothelioma Update
Aggressive management under debate
Christopher W. Lee, MD, FRCPC

The incidence of mesothelioma in Canada has been 
steadily increasing since the 1970s. The number of 
new cases diagnosed in 2007 was 514, up from 276 
in 1992.1 From 1960 to 1968, there only 99 cases of 
mesothelioma in Canada.2

The main goal of treatment for malignant pleural 
mesothelioma (MPM) is disease control. Aggressive 
management involving radical surgery, chemo-
therapy and radiotherapy is feasible in suitable 
candidates,3 but long-term survivorship may be a 
function of patient selection.4

Aggressive Management: Role of 
Radical Surgery
The results of the Mesothelioma and Radical Surgery 
(MARS) trial have raised questions about the role of 
extrapleural pneumonectomy (EPP).5 Intended to 
address the feasibility of performing a randomized 
trial of radical surgery, a total of 50 subjects were 
assigned to either EPP or no EPP. Based on an 
intention-to-treat analysis, the no-EPP group had a 
better outcome, with a median survival of 19.5 vs 
14.4 months, a difference primarily due to periop-
erative complications, leading the MARS trialists to 
caution against EPP. Proponents of EPP have criticized 
this conclusion given the small size of the trial and 
because survival was not the primary endpoint.

The next study planned by the MARS trialists 
eschews EPP in favour of pleurectomy.6 A large 
retrospective review of surgery at major Ameri-
can centres demonstrated no major differences 
in outcomes between EPP and pleurectomy.7 
However, with the goal of surgery to achieve 
maximal cytoreduction, the latest strategy of the 
MARS trialists has also been criticized,8 and the 
definition of what qualifies as a pleurectomy for 
MPM is under debate.

The MARS trial highlights another important 
management issue. Enrollment occurred at 12 centres 
in the United Kingdom over a 3-year period. Screening 
logs were not mandatory, and only 261 patients were 
accounted for in this manner. Of all those diagnosed 
with MPM, 112 were registered for the trial, and 

over half were not randomized due to a variety of 
factors, such as disease progression and the decision 
by patients to withdraw. Regardless of the exact 
denominator, the 50 patients randomized to EPP or 
no EPP undoubtedly represent a small fraction of 
the patients diagnosed with MPM.

In Ontario, there are at least 2 major thoracic 
surgery centres that routinely perform radical surgery 
for MPM. A recent review of practice in the province 
indicates that approximately 10% of patients are 
managed aggressively9 (probably representing the 
upper limit of the MPM population in whom radical 
surgery might be performed). In many other 
communities, there is a lack of expertise and/or 
interest in performing radical surgery for MPM.

Management with Chemotherapy
Chemotherapy is associated with a modest survival 
benefit in fit patients with MPM.10 The combination 
of cisplatin + pemetrexed is standard, although 
reimbursement issues may affect access to pemetrexed. 
Retrospective reviews suggest comparable survival 
outcomes using gemcitabine or raltitrexed in 
place of pemetrexed.9,11 Similarly, carboplatin can 
substitute for cisplatin. Vinorelbine and pemetrexed 
have demonstrated activity as single agents, and 
may be alternatives for individuals with platinum 
-analog contraindications.

In individuals with a long progression-free interval, 
retreatment may be considered.12 However, there  
is little data to support second-line systemic therapy. 
A trial of single-agent pemetrexed as salvage 
therapy following a platinum-based doublet failed 
to demonstrate any benefit.13 Recently, a large 
placebo-controlled trial of the histone deacetylase 
inhibitor, vorinostat, in the second-line setting has 
also reported negative results.14

There remains hope that novel targeted agents 
will prove useful in treating MPM despite the 
finding that epidermal growth factor tyrosine 
kinase inhibitors, specifically gefitinib and erlotinib, 
and angiogenesis inhibitors, such as bevacizumab 
and sunitinib, have demonstrated little activity.10

Christopher W. Lee, 
MD FRCPC is a medical 
oncologist at the BC 
Cancer Agency – Fraser 
Valley Centre, Surrey, 
British Columbia. Email: 
Clee3@bccancer.ca

©2011 Parkhurst, publisher of Oncology Exchange. All rights reserved.



lung cancer update  part 1

	 12	 oe     VOL. 10, No. 4 (suppl.), november 2011S-

Palliative Treatment
While 10% of patients are candidates for aggressive 
management, only about 50% are suitable for 
chemotherapy. For the rest, the focus is entirely on 
palliative measures (see Figure 1). Radiotherapy is 
used primarily for control of chest pain.15

Essential elements of active symptom manage-
ment include:16 regular specialist followup; structured 
assessments for physical, psychologic and social 
issues; rapid access to other specialty services, such 
as pain management and social work; and parallel 
nursing support. With the benefit of early integration 
of palliative care into management of advanced 
non-small cell lung cancer, it is likely that there 
would be a comparable advantage in MPM.
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Figure 1. MPM, with proportion (%) of patients suitable for each treatment category
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