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The genetic melanoma landscape

A Based on the genetic signature of melanoma 4 subgroups can be identified.
A Additional genetic alterations are identified presumably amendable for different

therapies

# mutations

300 200 100 O
No. Samples

@ Complex
O INDEL

O Other SNP
o &G>T

@ CC>TT
m C>T

Akbaniet al.Cell, 2015

I
||H|||||||]||||ﬂ
(Il Ml

%

(Il |
o| [l |
%

el Il
%) |
% |

]

il

I W IIIIII|

Il

|
’II I I
|| l]l Il
[ 1]

|
L g

IllnII.IIIIIII-HII]h|II|III
LU |I ] |

i | F“mmlllllll

l |I[I[I

I 1] H

IIII|| [
T 1
i |

|
i T
AN

Il II] I

(i
(i

III I]lll||

NIIIJIIIIIIIIIIIII|

00 L Age
Subtypes

NF1
CDKN2A
[ TP53
| PPP6C
| ARID2
| PTEN
IDH1
Il MAP2K1
DDX3X
RAC1
RB1

Tissue

100%

o 15-39y
40-49y
o 50-59y
@ 60-69y
m 70-79y
m 80-90y

B BRAF hotspot
@ RAS hotspot
B NF1 mutant
O TRIPLE Wild Type

B BRAF.V600E
B BRAF.V600K
O BRAF.V600R
@ BRAFK601E

B NRAS.Q61
NRAS.G12
@ NRAS.G13

B Hotspot Mut

B COSMIC Mut
@ LOF Mut

B Non-hotspot Mut

@ Primary
B Metastatic




MAPKI : A standard of care iIn BRAF™! melanoma
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BRAF/MEK:I: Clinical efficacy

Co-BRIM-III study

Larkin et al NEJM 2015

Combi-V study

R

obert et al. NEJM 2015

Combi-D study

Long et al. NEJM 2014

Phase Il (1:1) stage I1IC/ 1V Phase Il (1:1) stage I1IC/ IV
Patients N =495 Patients N =704
Dru Vemurafenib (960mg bid) Drug Dabrafenib (150mg bid)
g Combimetinib (60mg qd) Trametinib (2mg qd)
Reference Vemurafenib Reference vemurafenib
arm arm
1Aend point PFS (x-over) 1Aend point PFS (x-over)

Phase [l (1:1) stage IlIC/ IV
Patients N=423
Dru Dabrafenib (150mg bid)
9 Trametinib (2mg qd)
RETETOEE Dabrafenib
arm
1Aend point PFS (x-over)
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BRAF/MEK:I: Overall survival

A Phase 1/2: dabrafenib + trametinib?
A COMBI-d: dabrafenib + trametinib vs dabrafenib? Pooled Analysis
A COMBI-v: dabrafenib + trametinib vs vemurafenib3

Overall Survival (OS)
Median (95% CI), mo
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MAPKI can induce long lasting disease control

PFS (Intent-to-Treat)

Treatment Median (95% Cl), mo
D+T 150/2 9.4 (8.6-16.6)

—— D+T 15011 9.2 (6.4-11.0)

— D Monotherapy 5.8(4.6-7.4)

OS (Intent-to-Treat

D+T 150/2 25.0(17.5-36.5)
—— D+T 150/1 225(14.2-42.3)
—— D Monotherapy 20.2 (14. 1)
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MAPKI - pushing the limits

Encorafenib and Binimetinib vs BRAFI monotherapy

Updated Progression-Free Survival: COMBO450 vs VEM

100

Overall Survival: COMB0O450 vs VEM
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=~ COMBO450
- VEM
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COMBO450 192 151 108

VEM 191

Dummer et al. Lance®ncol. 2018

99 55

20 24 28 32
Time (months)

63 50 45 37

22 18 16 15

Overall Survival, %

Patients at risk

60
50
40
30

COMBO450
- VEM
+ Censored patients

18 21 24 27 30 33
Time (months)

COMBO450 192 188 182 166 144 132 124 115 108 102 95 82
184 166 140 115 100 89 83 7 N 62 56
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MAPKI In melanoma with brain metastasis

— Intracranial ORR: 58%
Cohort A (n 76) Intracranial DCR: 78%
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Davies et al. Lancédncol. 2017




BRAF/MEKI in atypical BRAF mutations
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What about NRAS melanoma?
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Binimetinib I1n NRAS melanoma

Dummeret al Lancet Oncol. 2017 m



