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LA BASE DE ESTE TRATAMIEN-BRINO

Cobimetinib
60 mg QD x 21 days
(Days 1-21) +

Vemurafenib
960 mg BID x 28 days
- Melanoma, unresectable (Days 1-28)
locally advanced or
UEESELE (U =22a) Stratification:
- BRAFY™ mutation i - Geographic region -
(cobas® 4800) - Extent of disease (M1c vs other) or withdrawal of consent
- No prior systemic therapy
for advanced disease
-ECOG PS 0/1

Disease progression,
unacceptable toxicity,

Placebo +
Vemurafenib

960 mg BID x 28 days
(Days 1-28)

McArthur, ASCO 2016




Progression-free survival (%)

PFS EN POBLACION GENERA

A Placeboand Cobimetinib and
100 - vemurafenib vemurafenib
(n=248) (n=247)
Events, n (%) 180 (72-6%) 143 (57-9%)
80 Median progression-free 7-2(5-6-7-5) 12-32(9-5-13-4)
survival, months (95% Cl)
Hazard ratio (95% Cl) 0-58 (0-46-0-72); p<0-0001
60
40
20 — Cobimetinib and vemurafenib group
—— Placebo and vemurafenib group
++ Censored patients
0 | I I I | | I |
0 3 6 9 12 15 18 21 24

12,3 MESES DE MEDIANA

50% DE PACIENTES SIN PROGRESION A LOS 12 MESE] _
Ascierto2016 Lancet

Larkin 2015 NEJM

CON INMUNO (BRAF+): NIVO 5,6 MESES; PEMBRO ¢,?;
IPI+NIVO: 11,7



Overall survival (%)

SG EN POBLACION GENERAI

A
100 —— Cobimetinib and vemurafenib group
—— Placebo and vemurafenib group
++ Censored patients
80—
60—
Placebo and Cobimetinib
40— vemurafenib and vemurafenib
(n=248) (n=247)
Events, n (%) 141 (56-9%) 114 (46-2%) W
201 Median overall survival, 17-4 223
months (95% Cl) (15.0-19-8)  (20-3-NE)
0 Hazard ratio (95% Cl)  0-70 (0-55-0-90); p=0-005
| | | | | | | | T |
0 3 6 9 12 15 18 21 24 27 30

22,3 MESES DE MEDIANA
>75% DE PACIENTES VIVOS A LOS 12 MESES

CON INMUNO (BRAF+): NIVO NO ALCANZAEMARG Ascierto2016 Lancet
PEMBRO ¢ 7?; IPI+NIVO: NO ALCANZADAIANA Larkin AACR 2017




TASA DE RESPUESTAS (%)

- VEMU+COB| NIVO IPI+NIVO

GLOBAL

COMPLETA 16 15 17

Ascierto2016 Lancet
Larkin AACR 2017



SUBGRUPOS PRONOSTICOS

AM1A>M1B>M1C
A LDHbaja>LDHalta



DABRAFENIB + TRAMETINIB

Four Baseline Factors Influenced PFS2

N =617

LDH Normal

LDH O ULN

N =398 N =219
1Y = 61% 1Y =24%
2Y = 40% 2Y =13%

3Y =33% 3Y =13%

Disease Sites < 3

Di sease Si ltDesl-)XA HEN

N = 237 N =161 N =149

1Y = 68%
2Y = 46%

1Y =50% 1Y =32%
2Y =29% 2Y = 18%
3Y =17% 3Y =18%

@ Regression tree analysis.

PRESENTED BY GV LONG AT SMR 20!

8



DABRAFENIB + TRAMETINIB

Five Baseline Factors Influenced OS2

N=617 )
LDH Normal | LDH O ULN
N = 398 N =219
1Y = 85% 1Y = 54%
2Y =67% 2Y = 25%
3Y =57% Y =7%
Disease Sites < 3 Di sease SilDHsIX HAN LDH DULN

N =237
1Y = 90%
2Y = 75%

N =161 N =149 N =70
1Y =76% 1Y = 60% 1Y = 40%
2Y =55% 2Y =33% 2Y = 7%
3Y =38% 3Y = 9%

N =93 N =56
1Y =71% 1Y =42%
2Y = 43% 2Y = 19%
2 Regression tree analysis. 3Y =NE 3Y =16%

NE, not estimable. PRESENTED BY GV LONG AT SMR 201!



¢ PARA QUE NOS SIRVE ESTC

A Vaaserdificilque, enbase aactoresprondsticos sedeje
de tratar con lacombinacionde IBRAF+IMEK

I No haycomparacioneslirectasen gruposde malprondstico
A Puedeservirpara,enlospacientesde buen prondéstico
elegirla estrategia(inmunovsterapiadirigida) mas
adecuadaa comodidaddel pacienteo efectosadversos
esperados
I Porej, pacientesconenfermedadautoimmune:terapiadirigida

I Pacientesonenfermedadcardiacao retinopatia
iInmunoterapia

A Enelfuturo, paraensayo<linicosespecificon estos
subgruposde malpronadstico



FACTORES ELEGIDOS VEMURAFE
COBIMETINIB

ECOG PSS, n (%
COBRIM (PFS y OS) Lk

0
ITT population 1
Baseline LDH level 2
<0.8x ULN
LDH, n (%
9w ULN . (%) BRIM2
Stage M1c + LDH 22x ULN Normal BRIM3
+ ECOG PS =1 Elevated
Stage M1c + LDH Di o BRIM7
Mic+ LDH <ULN Isease stage, n (% COBRIM
M1c + LDH =ULN Unresectable (solo PFS)
Liver metastasis liC, M1a, or M1b
Yes LM, n (%)
Basellnfa SLD Yes
=Median
=Median No
Number of involved organs Median SLD of
<3 target lesions, McArthur ASCO 2016

=9 mm (range) Larkin ASCO 2016



EL COMBO ES MEJOR QUE LA MONOTERAF
CUALQUIER CIRCUNSTANCIA (COBRIM)

ITT population
Baseline LDH level
<0.8x ULN
=2x ULN
Stage Mic + LDH 22x ULN
+ECOG PS 21
Stage M1c + LDH
M1c + LDH <ULN
M1c + LDH >ULN
Liver metastasis
No
Yes
Baseline SLD
<Median
>Median
Number of involved organs
<3
23

Cobimetinib +
vemurafenib

247

76
31

1

58
86

164
83

121
125

165
82

Placebo +
vemurafenib

38
14

68
82

170
78

127
119

157
91

Median PFS, months (95% CI)

Cobimetinib +
vemurafenib

Placebo +
vemurafenib

Median OS, months (95% CIj®

Cobimetinib +
vemurafenib

Placebo +
vemurafenib

12.3 (9.5-13.4) 7.2 (5.6-75) 223(203-NE) | 17.4(150-19.8)
|_165 (12 6-NF) 11.0 (7.8-16.4) NE (NE-NE) 250 (22 7-NE) |
67(3.877) 3.7 (3.345) 92 (6.0-12.8) 6.3(54-8.1)
6.6 (3.8-10.0) 3.5(2.855) 10.0 (5.2-13.3) 46(3.0-68) I
12.9 (9.2-16.5) 6.5 (5.5-7.5) NE (21.9-NE) 18.0 (15.4-23.0)
7.8 (6.7-10.6) 41 (37-5.7) 145 (10.2-18.1) 8.3 (6.8-14.8)
12.7 (9.5-14.9) 7.8(7.3-10.5) NE (21.9-NE) 19.8 (17.4-24.9)
10.6 (7.4-14.8) 43 (3.7-5.6) 185(128238) | 127(6.8-16.4)
14.8 (12.0-18.4) 93(75-13.0) NE (22.0-NE) 24.9 (20 5-NE)
9.2 (76-12.4) 5.6 (4.3-6.0) 186 (14.8223) | 135(11.2-16.4)
14.9 (11 1-19 8) 77(7395) NE (24 1-NE) 196 (16.7-NE)
93 (74-12.3) 55(3.96.0) 16.3(12.7-189) | 15.0(11.1-17.1)

McArthur ASCO 2016




LDH + M1C COMO PRINCHALTOR
DIFERENCIADOR

— Cobi + Vem, <0.8x ULN 1m-
wnm= Plagebo + Vem, <0.8% ULN B
— Cobi + Vem, >2x ULN
«== Placebo + Vam, >2x ULN

+ Censonad

— Cobi + Vem, SLD = madian
=== Placebo + Vem, SLD = median
—— Cobi + Viam, SLD > madian
""" Placebo + Vam, SLD > madian
+ Censored
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® I L e i
o T T T T T * T T T T T
Q & 1z 18 24 = o 8 1z 1= 4 m
Time, menths Time, months
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McArthur ASCO 2016



CON MAS PACIENTES (SOLO ANALISIS

100 = — LDH normal and LM absent
—— LDH normal and LM present
LDH elevated and ECOG PS 0
80 — ——- LDH elevated and ECOG PS >0
R 60 e —
L g
o ey
40— -
20 —
0 | | | |
0 5 10 15 20
Time, Months
Median PFS, months
Prognostic subgroup n Events (95% CI)
LDH normal and LM absent 124 33 14.92 (11.04-NE)
LDH normal and LM present 38 12 16.56 (9.76-NE)
LDH elevated and ECOG PS 0 98 44 9.69 (7.59-13.8)
LDH elevated and ECOG PS >0 41 22 7.79 (5.39-NE)

Larkin ASCO 2016



Genetic Alterations Distinguish Patients with Complete
Response and Those with Progressive Disease
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+  Genetic alterations in MITF were more common in patients with PD
+  Genetic alterations in NF1 were more common in patients with CR

Congress

CDKN2A, cyclin-dependent kinase inhibitor 2A; CR, complete response; MITF, microphthalmia-associated franscription factor;
NF1, neurofibromin 1; PD, rapid disease progression.

Yan ESMO 2016



Yan ESMO 2016



