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@TLCconference     #TexasLung23Speaker:

Malignant Pleural Mesothelioma (MPM)

Sam Janes, Doraid Alrifai, Dean Fennel. NEJM, 2021; https://www.cntraveler.com/stories/2011-11-11/country-music-travel-destinations

How do we use 
histologic 
subtype to guide 
treatment?

Melina Marmarelis, MD, University of Pennsylvania                        @MMarmarelis



@TLCconference     #TexasLung23Speaker:

Checkmate 743: 4-year update

Solange Peters, ESMO 2021+2022

Approved dosing:
Nivo 360mg q 3W
Ipi 1mg/kg q 6W

Melina Marmarelis, MD, University of Pennsylvania                        @MMarmarelis

‘Long Live the walls we crashed through.’
-Taylor Swift, Long Live



@TLCconference     #TexasLung23Speaker:

Non-epithelioid benefits most from Ipi/Nivo

Solange Peters, ESMO 2022

Solange Peters, ESMO 2021

Melina Marmarelis, MD, University of Pennsylvania                        @MMarmarelis

‘With you I’d dance in a storm. 
In my best dress. 
Fearless.’
-Taylor Swift, End Game



@TLCconference     #TexasLung23Speaker:

Does PD-L1 level predict response to Ipi/Nivo?

Baas, WCLC, 2020

Melina Marmarelis, MD, University of Pennsylvania                        @MMarmarelis

‘I wanna be your endgame. I wanna be your first string.
I wanna be your A-Team…Big reputation.’
-Taylor Swift, End Game



@TLCconference     #TexasLung23Speaker:

Malignant Pleural Mesothelioma (MPM)

Sam Janes, Doraid Alrifai, Dean Fennel. NEJM, 2021

Melina Marmarelis, MD, University of Pennsylvania                        @MMarmarelis



@TLCconference     #TexasLung23Speaker:

Bevacizumab in Pleural Mesothelioma: Where We Started

Ø 448 patients randomized
Ø Cisplatin, Pemetrexed +/- Bevacizumab
Ø OS longer with bevacizumab
Ø mOS 18.8 mo vs 16.1 mo

Zalcman, The Lancet, 2016

Melina Marmarelis, MD, University of Pennsylvania                        @MMarmarelis

‘I bet you think about me’
-Taylor Swift, I bet you think about me



@TLCconference     #TexasLung23Speaker:

RAMES Study: Gemcitabine +/- Ramucirumab

Pinto, The Lancet, 2021

Melina Marmarelis, MD, University of Pennsylvania                        @MMarmarelis

‣ Malignant pleural mesothelioma
‣ Disease progression after 1L pemetrexed + platinum
‣ Randomized, double-blind, placebo controlled trial 
‣ 26 centers in Italy 

‣ 161 patients treated
‣ Improved overall survival in group with Ramucirumab

• 13.8 mo vs 7.5 mo (HR 0.71, p= 0.028)

‘But if I showed up at your party
Would you have me?
Would you want me?’
-Taylor Swift, Betty



@TLCconference     #TexasLung23Speaker:

Immunotherapy and anti-VEGF

Douma, JTO, WCLC 22 abstract 

‣ PEMMELA Study (WCLC 2022)
• Pembrolizumab + lenvatinib (20mg 

daily) in 2L
• Single-arm, phase 2
• 38 patients
• 15/38 had confirmed PR (ORR 39.5%)
• 26/38 patients with grade 3-4 AEs 

(hypertension and anorexia most 
common)

– 76% of patients requires dose reduction or 
stopping lenvatinib due to toxicity 

Melina Marmarelis, MD, University of Pennsylvania                        @MMarmarelis

‣ BEAT-meso (ongoing)
• Chemotherapy + Bevacizumab 
• Chemotherapy + Bevacizumab + 

Atezolizumab

Chemotherapy + Immunotherapy + anti-
VEGF in 1L

‘Can I go where you go? Can we always be this close forever and ever?’
-Taylor Swift, Lover 

What is next?

All together?

‣ DREAM Trial
‣ Cisplatin, pemetrexed and durvalumab
‣ mPFS 6.9 mo, ORR 48% 
‣ mOS 18.4 months
‣ Phase III DREAM3R study ongoing

Chemotherapy + Immunotherapy in 1L



@TLCconference     #TexasLung23Speaker:

Malignant Pleural Mesothelioma (MPM)

Sam Janes, Doraid Alrifai, Dean Fennel. NEJM, 2021

Melina Marmarelis, MD, University of Pennsylvania                        @MMarmarelis



@TLCconference     #TexasLung23Speaker:Melina Marmarelis @MMarmarelis |   University of Pennsylvania, USA 

• Unresectable MPM
• Treatment naïve
• Sarcomatoid/Biphasic 

histology

ADI-PEG 20
Cisplatin

Pemetrexed

Placebo
Cisplatin

Pemetrexed

mOS 9.3 mo (95% CI 7.85-11.79)
HR 0.71 (95% CI 0.55-0.93)

mPFS 6.11 mo (95% CI 5.75-7.43)
HR 0.65 (95% CI 0.47-0.9)

mOS 7.66 mo (95% CI 6.14-9.53)

mPFS 5.59 mo (95% CI 4.14-5.85)

ATOMIC-Meso shows OS and PFS benefit for ADI-PEG 20 

ADI-PEG 20
• ASS-1 deficiency present in ~60% of MPM
• ASS-1 deficient MPM is sensitive to arginine 

deprivation therapy
• ADI-PEG 20 depletes arginine

https://polarispharma.com/2022/09/21/20220921001/?lang=en; MARF press release Oct 2022; Szlosarek, Clin Cancer Res, 2006

R

https://polarispharma.com/2022/09/21/20220921001/?lang=en


@TLCconference     #TexasLung23Speaker:

Malignant Pleural Mesothelioma (MPM)

Sam Janes, Doraid Alrifai, Dean Fennel. NEJM, 2021

Melina Marmarelis, MD, University of Pennsylvania                        @MMarmarelis

‘I could build a castle
Out of all the bricks they threw at me and every day is like a battle’
-Taylor Swift, New Romantics



@TLCconference     #TexasLung23Speaker:

Emerging therapies in Malignant Pleural Mesothelioma

Castelletti, Biomarker Research, 2021; https://www.curemeso.org/2022/10/04/news-positive-results-reported-from-mesothelioma-phase-2-3-trial-for-sarcomatoid-biphasic-patients/

‣ Mesothelin targeted therapies
• CART-meso with or without immunotherapy
• HPN536 (mesothelin + CD3), NCT03872206

‣ TEAD inhibitors
• Targets Hippo pathway in NF2 deficient mesothelioma, NCT05228015
• Also targets YAP1 or TAZ fusions

‣ PRMT5 inhibition
• Targets CDKN2A or MTAP loss, NCT05245500, NCT05275478, NCT04794699

‘Thank you for everything. I wouldn’t be here without you. Thank you’
-Taylor Swift, Thank you

Melina Marmarelis, MD, University of Pennsylvania                        @MMarmarelis


