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Facts on malignant pleural mesothelioma, a distinct neoplasm

q Rare cancer (2.14 / 100,000) but 

incidence is on the rise 

q Long latency from asbestos 

exposure to the onset of disease

q Tumor dominated by TSG 

inactivation (p16, NF2, BAP1) 

and low TMB

q Histology is a major prognostic 

factor, non-epithelioid are a very 

aggressive neoplasm

q Systemic therapies are the most 

effective treatment and surgery 

is very controversial

q TME is dominated by immune 

suppressive cells 

q Platinum and pemetrexed has 

been the SoC for decades

q ICI were effective and the 

most important advance  

during the last years



Treatment patterns and prognosis of pleural mesothelioma in Spain

Patients’ characteristics: 

N=560 patients

Median age 68y

62% Epithelioid meso

204 (36%) got surgery

59 (10.5%) surgery with curative intent (28 EPP)

399 (71.3%) received chemotherapy 

100 (25%) received perioperative chemo 
Remon et al. Lung cancer 2020



For patients not candidates to surgery, dual ICI improved OS compared to 
chemotherapy, particularly in non-epithelioid mesothelioma 

Zalcman et al. ESMO 2022



Distinct surgical modalities have been used in mesothelioma

Surgical resection for mesothelioma is 

always incomplete and should be considered 

palliative

Cytoreductive surgery does not clearly 

extend OS in patients with pleural 

mesothelioma

 

Janes et al. NEJM 2021



Trimodal therapy (EPP) in expert centers yielded an OS ranging 17-26 m

Weder et al. Lancet Oncol 2011



MARS trial: EPP vs no surgery

Treasure et al. Lancet 2011

Feasibility trial = 3 years to accrue 50 patients!!!

N=112 patients registered, but only 50 randomized (powered?)

EPP completed only in 16/24 (66%) assigned to this arm

Worse median OS with EPP vs no EPP (14.4 vs 19.5 months)

Adjusted HR for OS =2.75 (95% CI 1.21 – 18.9; p=0.016)

More severe toxicities in EPP vs no EPP

Induction 

Chemo 

EPP → hemithorax RT 

No EPP



MesoVATS trial: VATS-PP vs talc pleurodesis

Rintoul et al. Lancet 2014

2003-2012, n=196 patients enrolled

No survival benefit with partial pleurectomy compared with talc 

pleurodesis: 1y OS 52% vs 57% (HR= 1.04; 95% CI 0.76–1.42)

Longer median hospital stay (7 vs 3 days) with VATS-PP

Higher rate of complications with VATS-PP

Partial Pleurectomy 

(by VATs)

Talc pleurodesis



NCCN Guidelines Version 1.2023

The US perspective



Scherpereel et al. Eur Resp J 2020

The European perspective



MARS 2 trial: Which is the role of pleurectomy/decortication?

Lim et al. WCLC 2023



MARS 2 trial: Which is the role of pleurectomy/decortication?

Lim et al. WCLC 2023

Patients’ characteristics: 

Median age 69y 

87% males

14% non-epitheloid

32% cT3

21% N1; 7% N2

3% M1

81% R1 surgery

16% R2 surgery



Surgery was associated with worse OS compared with chemotherapy

MARS 2 trial: Which is the role of pleurectomy/decortication?

Lim et al. WCLC 2023



Surgery was associated with worse OS – high early mortality in resected patients

MARS 2 trial: Which is the role of pleurectomy/decortication?

Lim et al. WCLC 2023



No differences in terms of OS according to histology

MARS 2 trial: Which is the role of pleurectomy/decortication?

Lim et al. WCLC 2023



No differences in terms of PFS between surgery and no surgery

MARS 2 trial: Which is the role of pleurectomy/decortication?

Lim et al. WCLC 2023



Surgery was associated with higher rate of G3-4 toxicity and worse QoL

MARS 2 trial: Which is the role of pleurectomy/decortication?

Lim et al. WCLC 2023

31% vs 15% 



✓ Limited information on tumor staging (PET/CT, EBUS, mediastinoscopy)

✓ No clear definition of resectability in mesothelioma 

✓ Poor-risk patients (like non-epithelioid, N2 or even M1) not excluded

✓ Some imbalances between both arms (more diaphragm involvement in control arm)

✓ Many centers with low experience in mesothelioma surgery

✓ Quality of surgery = unacceptably 90-day mortality (9%)

Lack of stardardization on tumor staging, lack of clear definition of resectable disease or 

macroscopic resection, need for neoadjuvant treatment or expert centers designation

However MARS2 trial has many flaws:

Adapted from Paula Ugalde. WCLC 2023



Is surgery a good treatment for our patients with mesothelioma?



Is surgery a good treatment for our patients with mesothelioma?

PROBABLY NOT

Clinical trials Output

MARS EPP – RT seems detrimental vs no EPP

Meso-VATS No survival benefit & more complications with PP

MARS2 P/D seems detrimental vs no surgery



Why surgery underperforms in mesothelioma? 

Adapted from Gary Lee. Lancet 2014

Multifocal disease 

Clean margins realistic? Intratumor heterogeneity

Lack of actionable genes 

Surgery leads to serosal 

dissemination (peritoneum,

contralateral lung)

Limited efficacy of systemic 

treatment



We should work into a multidisciplinary approach to mesotelioma…
to move towards a more patient-centered management

Surgery should be conducted only in centers 

with significant volume and experience

Ideally in a clinical trial or academic study

(Only epithelioid and N0-1 disease)

To develop patient-focused information 

resources and improve communication 

with patients

To consider early palliative care support 

More research needed 

Promote patient access to clinical 

trials and innovative treatments

Appropriate management of pleural 

effusion (pleurodesis, catheter)

Patient access to specialist nurse
Germline testing should be considered 



Muchas 

Gracias
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