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Topics

• State of the art
• Results of phase III trials in 2021
• Sequecing of available treatment options
• Emerging new treatment treatment options

3

Years after the start of treatment for stage IV melanoma
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Dacarbazine, CA184-024 (n, 252)

Ipilimumab pooled analysis (n, 4846)

Pembrolizumab KeyNote-006 (n, 368)

Nivolumab CheckMate-067 (n,314)

Adapted from A. Rogiers et al. Journal of Oncology, 2019

Dabrafenib/Trametinib pooled analysis (n, 563 BRAF V600mut)

Nivolumab plus ipilimumab CheckMate-067 (n, 316) 
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Progression-Free Survival of Advanced Melanoma Patients on First Line Therapy

Dacarbazine CheckMate-066 (n, 210 BRAFwt)
Ipilimumab CheckMate-067 (n, 316)
Ipilimumab KeyNote-006 (n, 368)
Nivolumab CheckMate-067 (n,314)
Pembrolizumab KeyNote-006 (n, 368)
Nivolumab plus ipilimumab CheckMate-067 (n, 316) 

Dabrafenib/Trametinib pooled analysis (n, 563 BRAF V600mut)

Years after the start of treatment for stage IV melanoma

Adapted from A. Rogiers et al. Journal of Oncology, 2019 
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Tawbi H. et al. N Engl J Med 2022;386:24-34
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Tawbi H. et al. N Engl J Med 2022;386:24-34
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New approaches to targeting  LAG-3 (: Lymphocyte-activation gene 3 encoded co-inhibitory T-cell receptor)
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Concerning ipilimumab-dose in combination with nivolumab: less-seems-more (: safety)
Also in patients with brain metastases?
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The question may become: aPD-1/aCTLA-4 or aPD-1/aLAG-3 ?

Outstanding Questions
- Upfront combination or “add-on” strategy (29% 5y PFS on nivo monotherapy) ?

- Optimal sequencing of available ICI? Now also including adjuvant setting.
- Better predictive (or surrogate) biomarkers ? aLAG-3 vs aCTLA-4? (HLA class I & II ?)
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Overall Survival
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Sequencing of available treatment options in 
BRAF V600-mutant melanoma
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Emerging new treatment options
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Cellular Immunotherapies in advanced melanoma

Lifileucel plus 
Pembrolizumab
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62y M, stage IV-M1d NRAS Q61R, progressive following: nivolumab, ipilimumab, 
temozolomide, trametinib/low-dose dabrafenib (TRAMEL-WT study) 

9 OKT 2020 17 MAY 202121 JAN 2021 26 AUG 2021

Regorafenib 40 mg QD
Trametinb 0,5-1 mg QD

New brain
metastases 
treated by
SRT

No new brain
metastases, 
PR of SRT 
treated lesions

pCR

24 JAN 2022
Ongoing PR
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52y F, stage IV-M1d BRAF V600E, progressive brain and leptomeningeal metastases 
following: nivolumab+ipilimumab,  trametinib/dabrafenib and binimetinib/encorafenib

Regorafenib 80 mg QD
Binimetinib 15 mg BID

Encorafenib 300 mg QD

Phase II (Simon 2-stage design) 
investigating regorafenib
in pretreated melanoma 
(RegoMel)
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Press releases of neg Phase III trials:
ILLUMINATE-301 (Ipilimumab +/-tilsotolimod)

MASTERKEY-265/KEYNOTE-034 
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