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» Malignant mesothelioma is an aggressive tumor originating
in the serosal membranes > More than 90% of reported
mesothelioma cases occur in the pleura

pleural

» The current epidemic of malignant mesothelioma is closely
associated with past occupational exposure to asbesto

» Malignant pleural mesothelioma (MPM) > median survival
of 9 months after diagnosis

* MPM presents unique challenges with regard to diagnosis

and treatment
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CT-guided core biopsy or VAI-guided plaural biops;

5 s recommended—depending on the clinical @
obtain adequate tissue for histological analysis including

¥, and has

high sensitivity and specificity for the diagnosis of MPM.

Cyrological recognition of an atypical mesothelial proliferation in pleural effusion fluid from patients may be
sufficient for diagnosis in some patients when correlated with the clinical background and imaging studies, and

when biopsy is considered inadvisable or unnecessary.
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MULTIDISCIPLINARY TEAM

Anti-cancer Rx curative
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palliative

it is virtually impossible to resect the pleura with an adequate margin. Treatment

strategies have therefore been developed to consolidate local control from surgery with
radiotherapy and chemotherapy - trimodality treatment

Prospective multicenter phase Il trials of radical
trimodality treatment in MPM
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Survival for patients managed with curative-intent
surgery only versus multimodality therapy

Median
Deaths/N in Months
Surgery + Other Treatment  903/1162 20 (19, 21)
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PROGNOSTIC FACTORS

TABLE 3. Cox Regression Model of Survival, Including Best
Stage, Histology, Sex, and Age (n = 2107)

Variable Hazard Ratio »
s 1 116 0.1153
s 1 1.47 0001
s 1l 127 0.0002
Wws 1 1.86 0001
Vs Il 126 0.0008
Other histology vs. epithelial 1.70 0001
Male vs. female 128 0.0002
Age, yrs

50-45 vs. <50 1.23 0.0058

65+ vs. <50 1.31 0.0006

65+ vs. 50-64 1.07 0.2500
Palliative vs. curative surgery 171 0001

Rusch, J Thorac Oncol 2012

Overall tumor stage (p < 0.0001), tumor histology (p < 0.0001), patient sex (p = 0.0002)
and age (p = 0.0025), and type of operation (curative versus palliative, p < 0.0001) had a
statistically significant impact on survival.

SAKK trial > Weder W, Ann Oncol 2007
USA phase |l trial >Krug LM, J Clin Oncol 2009
EORTC 08031 - Van Schil P, Eur Resp J 2010
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SURGERY

» VATS + pleurodesis/pleurectomy - palliative

> Pleurectomy/decortication - debulking/radical

9AleINnd

» Extrapleural pneumonectomy -> radical
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Extrapleural pneumonectomy versus pleurectomy/
decortication in the surgical management of malignant
pleural mesothelioma: Results in 663 patients

Rsin 0.* Marvey 1. Pass. MD.* Venkatraman E. Seshan. PhD Joseph Dycoca, BA
e 5, MD.- Michets Carbone, M- MATVLS. D, MD. 500 Vel W, RSECh, MO
J Thor Cardiovasc Surg 2008
. . TABLE 2 SHe of it rocomonce oo exvopeurl
From 1990 to 2006, onsecutlve patients puetmonectomy wrsus rica

underwent resection

The operative mortality > 7% for EPP (27/385)
4% for P/D (13/278)
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Initial Analysis of the International Association For the Study
of Lung Cancer Mesothelioma Database

J Thorac Oncol 2012

Data included 3101 patients (15 centers, 4 continents)

TABLE 2
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This is the largest international database examining outcomes in surgically
managed MPM patients.

P/D y EPP

* Adequate cytoreduction,
especially for patients with earlier
stage tumors

« Associated with a lower morbidity
and mortality than EPP

« Part of a multimodality treatment
program in conjunction  with
therapies such as intrapleural or
systemic  chemotherapy, and
intensity-modulated radiation
therapy
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It was designed as a pilot feasibility trial

Bias
EPP-associated morbidity (11/16; 69%) and
mortality (3/16; 19%) were much higher than
reported in the literature
Quality control of the surgery in the MARS
trial was not reported
Neither final histologic type nor disease stage
was reported for the patients who underwent
surgery
The chemotherapy regimens applied were
uncontrolled

to examine the potential benefits of

EPP compared with chemotherapy alone > 55,4% did not proceed to random

Median OS 18 months
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Nine Italian referral centers Extrapleural Pneumonectomy for Malignant

2000 and 2010 Mesothelioma: An Italian Multicenter
l Retrospective Study
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» All patients with the diagnosis of MPM should be initially evaluated in a
multidisciplinary setting, including medical oncology, radiation oncology,
and surgery.

+ Clinical staging (lymph node sampling, positron emission tomography,
magnetic resonance imaging) should be performed before therapy.

+ The histologic subtype should be identified by tissue biopsy before
initiation of therapy.

» Surgical macroscopic complete resection and control of micrometastatic
disease play a vital role in the multimodality therapy of MPM-> trimodality
treatment

+ The type of surgery (EPP or P/D) depends on clinical factors and on
individual surgical judgment and expertise lemum
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