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The genetic melanoma landscape

Å Based on the genetic signature of melanoma 4 subgroups can be identified.

Å Additional genetic alterations are identified presumably amendable for different 

therapies

Akbaniet al. Cell, 2015



MAPKi :  A standard of care in BRAFmut melanoma
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Dabrafenib + Trametinib Combination in 

BRAF InhibitorïNaive Patients
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SD

Dabrafenib 150 mg BID/Trametinib 2 mg QD

Long G et al. ESMO 2012. Abstract  LBA27_PR.
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Dabrafenib Monotherapy
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Heidorn SJ, et al. Cell. 2010;140:209-221. Poulikakos PI, et al. Nature. 2010;464:427-430. 

Hatzivassiliou G, et al. Nature. 2010;464:431-435.

BRAF ñInhibitorsò Only Inhibit in the 

Context of BRAF Mutation



BRAF/MEKi : Clinical efficacy 

Co-BRIM-III study
Larkin et al NEJM 2015

Combi-D study
Long et al. NEJM 2014

Phase III (1:1) stage I I IC/ IV

Pat ients N =495 

Drug
Vemurafenib (960mg bid)

Combimet inib (60mg qd)

Reference 

arm
Vemurafenib

1Áend point PFS (x- over)

Phase III (1:1) stage I I IC/ IV

Pat ients N =704 

Drug
Dabrafenib (150mg bid)

Tramet inib (2mg qd)

Reference 

arm
Vemurafenib

1Áend point PFS (x- over)

Phase III (1:1) stage I I IC/ IV

Pat ients N =423

Drug
Dabrafenib (150mg bid)

Tramet inib (2mg qd)

Reference 

arm
Dabrafenib

1Áend point PFS (x- over)

Combi-V study
Robert et al. NEJM 2015

Updated median OS: 22,3 vs 17,4mo



ÅPhase 1/2: dabrafenib + trametinib1

ÅCOMBI-d: dabrafenib + trametinib vs dabrafenib2

ÅCOMBI-v: dabrafenib + trametinib vs vemurafenib3

Pooled Analysis

Overall Survival (OS)
Median (95% CI), mo

Phase 1/2 D + T 25.0 (17.5ï36.5)

COMBI-d D + T 25.1 (19.2ïNR)

COMBI-d D (+ P) 18.7 (15.2ï23.7)

COMBI-v D + T 25.6 (22.6ïNR)

COMBI-v V 18.0 (15.6ï20.7)

1. Flaherty KT, et al. ASCO. 2014;[abstract 9010]; 2. Long GV, et al. Lancet. 2015;386:444-45; 3. Robert C, et al. ECC. 2015;[abstract 3301].
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BRAF/MEKi : Overall survival



MAPKi can induce long lasting disease control

Long et al. JCO 2018



MAPKi - pushing the limits

Encorafenib and Binimetinib vs BRAFi monotherapy

Dummer et al. Lancet Oncol. 2018



MAPKi in melanoma with brain metastasis

Davies et al. Lancet Oncol. 2017



BRAF/MEKi in atypical BRAF mutations

Davies et al. Lancet Oncol. 2017

Mutation Codon Kinase activity Response

V600K 600 high

V600 V600R 600 high

V600D 600 high

Mutation Codon

Kinase 

activity Response

K601E 601 high 50%

S467L 594 ? no

Non-V600 L597Q 597 high 2/3

L597R 597 high 1/3

L597S 597 high yes

G466V 

G469R

G469E

466-

469
Low/? no



What about NRAS melanoma?

RTK



Binimetinib in NRAS melanoma

Dummeret al. Lancet Oncol. 2017


