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§ I will discussing non-FDA approved treatment/ indications 
during my presentation today (research findings)



Presentation Title3

FDA approved 2/4/2004



Then 2004-2016…
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2016: MAPS trial
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OS benefit: 18.8 vs 16.1 mo, HR 0.77, p=0.0167 

Never FDA approved



2016-2021: Not quite a desert
§ Immunotherapy

- Salvage PD-(L)1 inhibition
§ KEYNOTE-028, pembro in PD-L1+: PR 20%
§ Nivo-Meso, nivo in PD-L1 unselected: PR 15%
§ JAVELIN meso cohort, avelumab in PD-L1 unselected: PR 9.4%

- Salvage CTLA4 inhibition
§ DETERMINE, tremelimumab (DETERMINE): RP2b study negative

- Salvage combination
§ MAPS-2, nivo+ipi: PR 24%
§ INITIATE,nivo+ipi: PR 27%
§ NIBIT-Meso, durva+treme PR 28%
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2020 WCLC in “Singapore”
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FDA approved 10/2/20



CheckMate 743: Nivolumab + ipilimumab

Bass et al. WCLC 20208



CheckMate 743: Nivolumab + ipilimumab– 3 year update

9 Peters et al. ESMO 2021



CheckMate 743: Nivolumab + ipilimumab– 3 year update
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What about 2nd and 3rd line?
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Pembrolizumab + Lenvatinib 2/3L

12 Douma et al. WCLC 2022



Pembrolizumab + Lenvatinib 2/3L
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Primary endpoint: ORR by PI
Secondary: ORR by central review, PFS, OS, tox

Plan n=38 pts
Target ORR 22à40%

Douma et al. WCLC 2022



Pembrolizumab + Lenvatinib 2/3L
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Pembrolizumab + Lenvatinib 2/3L
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Pembrolizumab + Lenvatinib 2/3L
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Pembrolizumab + Lenvatinib 2/3L: Authors conclusion

17 Douma et al. WCLC 2022



Pembrolizumab + Lenvatinib 2/3L

§ Activity with anti-angiogenesis (as with MAPS, but here with IO 
instead of chemo)
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Pembrolizumab + Lenvatinib 2/3L

§ Activity with anti-angiogenesis (as with MAPS, but here with IO 
instead of chemo)

§ What of patients previously exposed to IO?
- Consider LungMAP S1800A, pembro/ramucirumab, success with 

prior-treated
§ What of sarcomatoid? n=2 (and biphasic n=2)
§ BEAT-MESO trial accruing: cisplatin, pemetrexed, 

bevacizumab +/- atezolizumab, n=400
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Future WCLC?
§ Chemoimmunotherapy

- DREAM3R phase 3: Cis/pemetrexed +/- durva
- ETOP 13-18 BEAT Meso: Carbo/pemetrexed/bev +/- atezo
- CCTG IND227/IFCT1901: Platinum/pemetrexed +/- pembro
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Future WCLC?
§ Other immunotherapy

- Cellular therapies…
§ Intra-pleural or systemic mesothelin and FAP-directed CARs
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Future WCLC?
§ Targeted therapy
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Thymoma

§ First line CAP (thymoma) or carboplatin/paclitaxel (thymic carcinoma)
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Thymoma

§ Proto: Phase II sunitinib in B3 thymoma or thymic carcinoma 2L+
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Thymoma

§ Proto: Phase II sunitinib in B3 thymoma or thymic carcinoma 2L+

27 Proto et al. WCLC 2022



Thymoma

§ Proto: Phase II sunitinib in B3 thymoma or thymic carcinoma 2L+
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B3 thymoma
mPFS 7.7m
mOS 47.9m

Thymic ca
mPFS 8.8m
mOS 27.8m

Confirms signal for sunitinib in thymic carcinoma, less clear for B3 thymoma

Douma et al. WCLC 2022



Thymoma

§ CD47 as target?
- CD47 when expressed on tumor board sends “don’t eat me” signal to macrophages
- Anti-CD47 monoclonal abs have been successful in heme malignancies
- In a basket trial of 28 pts, best response was in a thymoma pt with high CD47 exp

§ Sun et al from Stanford:
- Thymic epithelial tissue microarray in 64 thymomas, 3 thymic carcinomas, 14 thymic 

controls
- Thymic tumors had higher CD47 expression than nl tissue by 14 fold, mean H-score 

75vs 4.6, p=0.003
- Anti-CD47 may be a promising approach

29 Sun et al. WCLC 2022



Summary for mesothelioma and thymoma
§ CheckMate 743 has established nivolumab+ipilimumab as a meso 1st line standard of care

- Clear advantage for sarcomatoid
- Likely comparable to chemo for epithelioid
- PD-L1 not an effective predictive biomarker, but inflammation score might be

§ Immunotherapy at least in 2nd line warranted
- CONFIRM phase 3 trial: Nivo > placebo 
- But I’d still try for nivolumab+ipilimumab!

§ Pembro/Lenvatinib promising in a phase 2, though in IO-inexperienced
§ Cellular therapies to come, and updates in phase 3 chemo+IO combos
§ Thymoma… alas no practice changers this year

- Sunitinib with benefit at least in thymic carcinoma 2L+
- CD47 might be a good thymoma target
- Be mindful of immunotherapy adverse in thymic carcinoma (and don’t use in thymoma off-trial)
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ENROLL IN TRIALS!
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