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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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Overall Survival of Advanced Melanoma Patients According to First Line Therapy
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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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Overlay of Progression-Free Survival Estimates of First-Line Treatment with 
Pembrolizumab (KeyNote-006) or Nivolumab (CeckMate-067)
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-40% first 6-mths

-15% from 6 months to 2y
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Adapted from Larkin J. et al. NEJM 2019
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Adapted from Robert et al. Lancet Oncology 2019







Investigator-Assessed Progression-Free Survival Overall Survival
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Progression-Free Survival of Advanced BRAF V600-Mutant Melanoma Patients on First Line Therapy

Nivolumab, CheckMate-067 (n, 98) 

Nivolumab plus ipilimumab, CheckMate-067 (n, 103) 

Dabrafenib/Trametinib, pooled analysis (n, 563)

Years after the start of treatment for stage IV melanoma

Adapted from A. Rogiers et al. Journal of Oncology, 2019 
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Dabrafenib/Trametinib, COMBI-i (n, 265) 

Dabrafenib/Trametinib/Spartalizumab, COMBI-I (n, 267) 



P
ro

g
re

s
s
io

n
-F

re
e

 S
u

rv
iv

a
l,
 %

100

90

80

70

60

50

40

30

20

10

0

Progression-Free Survival of Advanced BRAF V600-Mutant Melanoma Patients on First Line Therapy

Nivolumab, CheckMate-067 (n, 98) 

Nivolumab plus ipilimumab, CheckMate-067 (n, 103) 

Years after the start of treatment for stage IV melanoma

Adapted from A. Rogiers et al. Journal of Oncology, 2019 
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Dabrafenib/Trametinib/Spartalizumab, COMBI-I (n, 267) 

Hypothetical outcome of a phase III clinical trial comparing PFS of BRAF/MEKi + 
aPD-1 vs aPD-1 (+/- aCTLA-4) + placebo with PFS as primary endpoint
Planned = STARBOARD phase III (pembrolizumab +/- encorafenib/binimetinib)
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Overall Survival of Advanced BRAF V600-Mutant 
Melanoma Patients by First Line Therapy

Years after the start of treatment for stage IV melanoma

Adapted from A. Rogiers et al. Journal of Oncology, 2019 
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Nivolumab, CheckMate-067 (n, 98) 
Nivolumab plus ipilimumab, CheckMate-067 (n, 103) 

Dabrafenib/Trametinib/Spartalizumab, COMBI-I (n, 267) 

Hypothetical outcome of a phase III clinical trial comparing OS of BRAF/MEKi + aPD-1 vs 
aPD-1 (+/- aCTLA-4) + placebo with PFS as primary endpoint
Planned = STARBOARD phase III (pembrolizumab +/- encorafenib/binimetinib)



Awada G. et al. Manuscript in preparation



Prognostic Clinical Subgroups in Patients with Unresectable BRAF V600-mutant Melanoma

AJCC Stage M-stage IV-M1c IV-M1c IV-M1b/c IIIC/IV-M1a/b

Symptoms/PS Severe
PS >2

Minor to moderate
PS 0-1

None or minor
PS 0-1

None or minor
PS 0-1

Clinical progression Rapid Medium/Slow Medium/Slow Slow

Tumor burden High Medium Medium/Low Low

Brain metastases Symptomatic Asymptomatic 
or resectable

Absent Absent

CRP/LDH >10xULN/>2xULN <10xULN/<2xULN <10xULN/<2xULN Normal

Natural prognosis <6 mths 6-12 mths 12-18 mths 18-24 mths

First-line treatment BRAF/MEKi
(BRAFwt= UN)

Ipi/Nivo aPD-1 
(+/_ aCTLA-4)

aPD-1 
(+/_ aCTLA-4)

Imaging of the CNS

Whole-body imaging

No CNS metastases



Sequencing of BRAF/MEK-targeted and PD-1+/-CTLA-4 
Inhibition in BRAF V600-mutant melanoma



SECOMBIT





What’s next in metastatic melanoma

JK Schwarze SITC AM 2019



Conclusions

• In treatment naive BRAF V600-mutant patients , first-line “triplet therapy” with 
BRAF/MEK-inhibitors plus an anti-PD-1/-L1 mAb did not demonstrate a sufficiently large 
and clinical meaningful benefit when compared to BRAF/MEK-inhibitors as a 
monotherapy to be considered a new standard of care (Imspire150 and COMBI-i)
• Numerical PFS/OS (up to 2y of FU) are best results ever reported for BRAF V600mut melanoma

• BRAF/MEK-inhibitors remain a valid first-line treatment option for BRAF V600-mutant 
melanoma patients, especially in those patients with baseline clinical characteristics that 
predict a lower chance for the activity of PD-1 (+/- CTLA-4) blocking mAb

• Optimal sequencing of therapy, including an elective treatment switch prior to 
progression, remains a subject of ongoing clinical research
• Early data (SECOMBIT) and real-world data (NOBLE) suggest that for most patients either 

sequence may result in comparable outcome for most patients

• Exposure to dabrafenib/trametinib or anti-PD-1 therapy in the adjuvant setting will 
influence treatment choices in the metastatic setting




