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—0 Apresentacao

A Sociedade Americana de Oncologia Clinica (ASCO) foi fundada em 1964 e, desde entdo, tornou-se a principal
organizacao voltada para profissionais que lidam diariamente com o cancer em todo o mundo.

Sua missao é promover o combate a doenca, habilitando seus membros a oferecer o que existe de melhor em termos
de tratamento para o seus pacientes. Para isso, investe macicamente em pesquisa e é reconhecida por promover
educacao continuada de alto nivel.

Todos os anos, a ASCO organiza seu Congresso, reunindo os mais renomados profissionais do mundo em todas as
areas da Oncologia. O contato direto com profissionais de destaque, o intenso compartilhamento de informacdes,
assim como a troca de experiéncias cotidianas criam um ambiente favoravel para o aprendizado.

O Grupo Oncoclinicas nao poderia deixar de estar presente nesse evento, trazendo para seus pacientes e parceiros
todas as novidades apresentadas. Em linha com nosso objetivo de nos transformar no melhor grupo de Oncologia
do pais, estivemos presentes com mais de 80 Oncologistas em Chicago, coletando os principais e mais atualizados
dados cientificos.

E por meio do Instituto Oncoclinicas conseguimos compilar as informagdes mais relevantes, transformando-as
em um slide kit didatico, versatil e inovador. E com prazer que disponibilizamos a vocés, nossos parceiros, o
“Melhor da ASCO 2017”.
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CONFLITOS DE INTERESSE

Esses slides estio isentos de conflitos de
interesses e possuem finalidade essencialmente
educacional.
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—o Roteiro

1. Tratamento Adjuvante do Melanoma: Existe um standard?
2. Estudos relevantes em adjuvancia - ASCO 2017

3. Estudos relevantes em Neoadjuvancia - ASCO 2017

4. Estudos relevantes no Melanoma Metastatico — ASCO 2017

5. Tratamento da Metastase cerebral — ASCO 2017
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Racional da Terapia Adjuvante

Tratar os pacientes que possuem maior risco de recorréncia

A (n = 1196)

B (n = 1391)

IIC (n = 1397) ——__lliC (n =720)
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Adjuvant therapy provides an opportunity to cure
melanoma
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Cenario mundial atual

Adjuvant trials
leading to regulatory approval in the U.S.

Study Stage N Regimen Median Impact on
Follow up (yr) RFS oS

HD-IFN 0.61 0.67
T N Vs. 6.9

Observation 0.72 0.82;
p=.18
HD-IFN or LD-IFN . 0.78

VS.
Observation 0.81

HD-IFN vs. : 0.67

GMK vaccine

0.75
0.82

1256 pegylated IFN
vs. Observation : 0.87

Ipilimumab
10 mg/kg : 0.76

vs. Placebo
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INFo: Discreto efeito positivo em SLR e SG

Cochrane Analysis of Adjuvant IFNa
17 Trials, 10,499 subjects

No. Studies 17 (10,345) 15 (9927)
(Subjects)

HR, 95% CI 0.83 (0.78 - 0.87) | 0.91 (0.85 - 0.97)

Absolute Risk | 6% 3%
(at 5 yrs)

No. Needed To

Treat

Presented By Ahmad Tarhini at 2017 ASCO Annual Meeting
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INF-Peguilado: Subgrupo N1, ulcerado

EORTC 18991 (Pegylated IFN ):
Stage Il N1, Ulcerated

« Subgroup analysis

Stage Ill N1,
Ulcerated Primary P Value
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Ipilimumabe: Ganhos vs Toxicidade

Patients Alive and Without Recurrence (%)

Patients Alive (%)

RFS (per IRC)

Events/patients
HR (95% CI)*
Log-rank P value*

EORTC 18071

264/1475 3231476
0.76 (0.64, 0.89)

Median RFS, months
(95% Cl)

41%

M 1309

N Safety Summary

(19.3,37.2) (13.6, 21.6)
Stratified by stage provided at ras
Cl = confidence interval

Ipilimumab
(n = 471)

Any
Grade

T

1 2 3 4
Number of patients at risk

283 217 184 161
261 199 154 133

: Any AE, % 98.7

8 Years
Treatment-related AE, % 94.1
= |pilimumab

— Placebo Treatment-related AE
leading to 48.0

Deaths/patients
HR (95.1% CI)*
Log-rank P value*

5%

discontinuation, %

162/475 214/476 Any immune-related AE, 90.4

0.72 (0.58, 0.88) 0
: %o

0.001

sStratfied by stage provided at rand

Deaths due to drug-related AEs:
o 5 patients|(1.1%)
= 3 patients with colitis (2 Gl perforations)
= 1 patient with myocarditis
= 1 had multiorgan failure / Guillain-Barré

162 475
214 476

1 2 3 4 5 6
Number of patients at risk

431 369 325 290 199 62
413 348 297 273 178 58

8 Years

w— |pilimumab
Placebo
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—0 0 que sabemos hoje?

* INF adjuvante proporciona ganho em Sobrevida Livre de Recorréncia (SLR) e em
Sobrevida Global (SG).

* O maior beneficio de PEG-INF foi observado no subgrupo N1 ulcerado (41%
reducao do risco de morte)

* Na pratica, a minoria dos pacientes tolera mais de 1 ano PEG-INF (mediana de uso
de 1,4 ano)

* Ipilimumabe 10 mg/Kg aumenta SLR e SG, porém esta associado a toxicidade
significativa.

Isso é tudo que podemos oferecer?
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Qual a melhor estratégia adjuvante:
Ipilimumabe ou HD-INF?

—0

A phase Ill randomized study of adjuvant ipilimumab (3 or 10 mg/kg) versus high-dose
interferon alfa-2b for resected high-risk melanoma (U.S. Intergroup E1609):
Preliminary safety and efficacy of the ipilimumab arms.

Apresentacao oral, abstract 9500

Presented By Ahmad Tarhini at 2017 ASCO Annual Meeting
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Racional do E1609

Avaliar reducdo de dose do Ipilimumabe (Toxicidade)
Comparar Ipilimumabe vs HD-INF (e nao vs placebo)

Status of Ipilimumab 10 mg/kg (Ipi10) & 3 mg/kg (I1pi3)

MDX1020: Regulatory approval of Ipi3 in unresectable metastatic melanoma
EORTC 18071: Regulatory approval of Ipi10 in Stage lll resected melanoma

CA184-169: Ipi10 vs. Ipi3 in unresectable metastatic melanoma

e Improvement in OS with Ipi10 vs. Ipi3 (HR 0.84, 95% CI 0.70, 0.99); p=0.04

Ipi10 Ipi3
CA184-169 - Safety n = 364 n =362

Treatment-related serious AEs, % 37 18

AEs leading to discontinuation, %

Immune-related Grade 3-4 AEs, % 14

Hodiet al. NEJM 2000; Eggermont et al. NEJM 2016; Ascierto et al. Lancet Oncology 2017
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Desenho do E1609

Intergroup E1609: Study Design and Accrual

Ipi3 INDUCTION Ipi3 MAINTENANCE
Ipilimumab 3 mg/kg —— Ipilimumab 3 mg/kg
Q 3 week x 4 Q 3 month x 4

Resected
B, IlIC
M1a, M1b

(Stratification
Factors)

HD-IFN INDUCTION HD-IFN MAINTENANCE
IFN-a2b 20 MU/m?/d |V =—————) 10 MU/m?2 SC TIW
x1 month x11 months

R
A
N
D)
©)
M
I
7
=

Ipi10 INDUCTION Ipi10 MAINTENANCE
Ipilimumab 10 mg/kg : Ipilimumab 10 mg/kg
Q 3 week x 4 Q 3 month x 4

=l Arm Activation Termination Final

lpi10 May 2011 April 2014 511
HD-IFN  May 2011 August 2014 636
Ipi3 Feb 2012 August 2014 523

Presented By Ahmad Tarhini at 2017 ASCO Annual Meeting
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Endpoints do E1609

 Co-Primary Endpoints
o Relapse Free Survival (RFS): HR = 0.75, 80% power, type | error rate=0.003

o Overall survival (OS): HR = 0.75, 80% power, type | error rate = 0.022

o Planned Two-Step Hierarchical Analysis
» First Step: Ipi3 vs. HDI (Full info: 416 survival & 655 relapse events)

» Second Step: Ipi10 vs. HDI
 Secondary Endpoints
o Quality of Life

Os dados de relevancia apresentados na ASCO
2017 foram apenas de seguranca e eficacia de
o Biomarkers Ipilimumabe nas 2 doses.

Presented By Ahmad Tarhini at 2017 ASCO Annual Meeting
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Dados demograficos do E1609

Patient & Disease Characteristics

(Concurrently randomized patients)

Ipi3 (n = 367) Ipi10 (n = 406)

Age, yrs (median & range) 54 (19-80) 55 (19-80)
Male, % 62.7 66.8
ECOGPS 0/1, % 85.0/15.0 83.5/16.5
Stage, %
]z 52.3 52.7
nc 39.8 40.1
M1a 6.0 5.7
M1b 1.9 1S
Microscopic LN involvement, % 46.7 47.7
Unknown primary, % 14.7 11.3
Ulceration of primary, % 46.9 43.4

ECOG PS = Eastern Cooperative Oncology Group performance status; LN: Lymph Node

Presented By Ahmad Tarhini at 2017 ASCO Annual Meeting




Perfil de seguranca de Ipilimumabe

Safety Summary

(Based on all toxicity data as of 3/2/17)

1pi3 Ipi10
(n=516) (n=503)

Any Grade Grade3/4 Anygrade Grade 3/4
Any AE, % 98.4 53.3 100 65.4
Treatment-related AE, % 96.0 36.6 98.8 56.5

Treatment-related AE leading
to discontinuation, % 34.9 25.0 53.7 42.9

Any immune-related AE, % 73.6 18.8 86.9 34.0

Treatment and Discontinuation Details

(Based on cases with available data as of 3/2/17)

Ipi3 (n = 512) Ipi10 (n = 503)

Discontinuation, % 100 100
Reasons for discontinuation, %

Completed entire regimen 38.1 21.5

Melanoma relapse 22.9

AE related to study drug

Other reasons? 4 2
Median doses, per patient, n
Receiving 21 maintenance dose, %

Includes withdrawal, refusal, other

ANNUAL MEETING
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Eventos adversos selecionados

Ipi3 (n = 516) Ipi10 (n = 503) Ipi3 (n = 516)

All All All
grades Grade3  Grade4 grades Grade3 Grade4 grades

Dermatologic Hepatic

Rash 46.5 : 58.2 8.2 0.2 ALT increased 18.4 241 1.0

Gastrointestinal

Diarrhea/ Colitis ~ 50.0 11.6 0.4 55.3 5 1.4

Pancreas Peripheral motor
Lipaseincreased ~ 10.9 25 0.1 12.7 . 0.1 neur%pathy : 08

Endocrine Peripheral sensory

Hypophysitis 9.1 37 ) 16.1 ! 0.2 neuropathy
Adrenalinsuff, 97 21 145 3. T R

- Pneumonitis : 0.2
Hypothyroid 0.6 20.9 ! 0.2 Myocarditis 0
Hyperthyroid 41 0 6.4 0 Renal ; 0.6

Presented By Ahmad Tarhini at 2017 ASCO Annual Meeting
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Neurologic
Meningitis 0.4

0.8
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Ipi10 (n = 503)

All

Grade3 Grade4
grades

32.2 54 24

08
20

56
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Mortes relacionadas ao tratamento

Treatment Related Deaths

Ipi3 (2 patients/516; 0.4%) | [ Ipi10 (8 patients/503; 1.6%)

olitis / Bowel perforation

i o : e 2, . olitis / Colonic perforation
(Colitis requiring steroids & infliximab. C-diff infection.

D/C in stable condition. Withdrew consent. Death)

olitis / Ventricular tachycardia
(Gr4 Colitis, later rehab, DVT, pneumonia, VT)

olitis / Nervous system disorder
(Gl toxicity with subsequent neurologic decline; 81 y.o.)

hromboembolic event / Hypopituitarism

ardiac arrest
(Syncope, sepsis, sudden death)

Presented By Ahmad Tarhini at 2017 ASCO Annual Meeting
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RFS: Analise nao-planejada

RFS: Ipi10 vs. 1pi3

(Concurrently randomized patients)

Median follow up for patients included in this analysis: 3.1 years

HR = 1.0, 95% RFS events
Cl (0.81, 1.24) « Ipi10: 173 events / 406 patients (42.6%)
« |pi3: 156 events/ 367 patients (42.5%)
3 year RFS
* 1pi10: 0.54, 95% CI (0.49, 0.60)
* Ipi3: 0.56, 95% CI (0.50, 0.61)
Median RFS
* pi10: 3.9 years, 95% Cl (2.9, -)
* |pi3: not reached

Probability

: .
3 a
Years

Total Fallod Consored Meodian
406 173 233 3.9
A&7 156 2n

Presented By Ahmad Tarhini at 2017 ASCO Annual Meeting
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Conclusoes

Adjuvant therapy of high-risk melanoma with ipilimumab 10 mg/kg is
associated with significantly more toxicity and more treatment-related
deaths compared to ipilimumab 3 mg/kg

Unplanned exploratory analysis of concurrently randomized patients
shows no difference in RFS for ipilimumab 10 mg/kg compared to
ipilimumab 3 mg/kg at a median follow up of 3.1 years

Additional follow up is needed to inform the Ipi10 vs. Ipi3 OS
comparison

Analyses of the planned co-primary endpoints of RFS and OS for Ipi3
vs. HD-IFN await maturation of the ftrial

Presented By Ahmad Tarhini at 2017 ASCO Annual Meeting
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—0 Existe algum papel para Bevacizumabe adjuvante? .

Adjuvant bevacizumab as treatment for melanoma patients at high risk of recurrence:
Final results for the AVAST-M trial.

Apresentacao oral, abstract 9501

Presented By Philippa Corrie at 2017 ASCO Annual Meeting
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Desenho do AVAST-M

AVAST-M Trial Design oy 1]

Resected AJCC stage IIB, IIC or lll cutaneous melanoma

| |
RANDOMISATION (N=1343)

Stratified by Breslow thickness; Ulceration; N stage; Gender

| |

Bevacizumab (N=671) Observation (N=672)

7.5mg/kg IV every 3 weeks for 1 year (max. 17 infusions
over 1 year, or until disease progression)

! !

Follow—up until 10 years or death.

Primary endpoint: Overall survival (OS)

Secondary endpoints: Disease free interval, distant metastasis-free interval

Tertiary endpoint: Biological predictive and prognostic markers for BRAF and NRAS mutations

Sample size: 1320 patients required to detect 8% differences in OS with 85% power, 5%

Presented By Philippa Corrie at 2017 ASCO Annual Meeting
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Caracteristicas de base

Bevacizumab Observation
(N=671) (N=672)

Age (years) Median (range) 56 (18-87) 55 (19-88)

Gond Male 56% 56%
ender

Female 44% 44%
ECOGPS 0 90% 88%
1 10% 12%
1B 15% 16%
. |[@} 13% 10%
e A 5% 4%
9 ne 36% 38%
1c 21% 22%
<2.0mm 30% 30%
Breslow thickness =2 = Amm 0% 0%
>4mm 33% 32%
Unknown 7% 8%
Present 39% 38%
Ulceration Absent 46% 48%
UnKnown 5% 14%
SLNB performed Yes 32% 32%
NO 28% 26%
N classification [NTaor N2a 21% 20%
Other N 51% 54%

Presented By Philippa Corrie at 2017 ASCO Annual Meeting
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Resultados do AVAST-M

SLD foi estatisticamente superior para o grupo experimental

Disease-free Interval (DFI) |Rsayeis

in high risk Melanoma
00

HR(95% Cl) = 0.85 (0.74-0.99)
P=0.04

—— Bevacizumab

Observation ObjetiVO Secunda’ riO

Bevacizumab Observation

o
&
@
w
©
o
2
°
@
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g
]
[-%

1 year DFI rate 76% 70%

5 year DFI rate 51% 45%
(]
0 1 2 3 4 5

Numbers at risk: Years from entry
Bevacizumab 671 499 391 362 328 244
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Resultados do AVAST-M { Y —
Ay
/ \ \

{

O Objetivo primario (SG) nao foi atingido, assim como DMFI. \‘*\/

Distant Metastasis-free Interval
100

HR(95% Cl) =0.91(0.77-1.07) S\. HR(95% Cl)= 0.9 (0.84-1.18)
P=0.24 ™ P=0.94

—Bevacizumab Bevadzuab
3 q —Dbevacizuma
Bevacizumab Observation

1 year DMFI rate 85% 81%
5 year DMFI rate 59% 54%

Observation - -
Observation Bevacizumab Observation

Deaths 251 254
1 year OS rate 95% 94%
5year OS rate 64% 63%

Percentage Surviving

[}
[}
&
.VI
(7]
1]
%
1]
-
[}
£
-
c
0
-
&
T
(]
o
1]
-
c
[T}
£
[}
o

0
0
Numbers at risk: Years from entry

Bevacizumah 671 398 369 335 251 Numbers at risk: Years from entry
Bevacizumab 671 626 537 an 424 315 205 114
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Analise molecular

Impact Of Genotype On Overall 4 AVAST-M

Adjuvant aVAStin Trial

S u rVivaI in high risk Melanoma

« Tumours from 682 patients were assessed for BRAF V600E
and NRAS mutations

« 303 (44%) of tumours had BRAF V600E mutation

« 379 (56%) of tumours were BRAF wildtype
— 134 (20%) tumours had NRAS mutation
— 167 (25%) tumours were NRAS wildtype
— 78 (11%) not assessed for NRAS

Presented By Philippa Corrie at 2017 ASCO Annual Meeting
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Analise exploratoria:
SG por status mutacional

No braco de observacao, a mutacao do BRAF parece ser fator de pior progndstico

OS By BRAF And NRAS Status For [G2\/81E]

Aa];vant aVAStin Trial
in high risk Melanoma

BRAF WT/NRAS WT
NRAS mutant
—BRAF mutant

~
w

RAF NRAS BRAF WT/
mutant mutant NRAS WT

Deaths 771171 25/66 57/85
5 year OS rate 55% 62% 70%

HR (95% CI) 1.60 1.24 1.00
(1.04-2.46) (0.72-2.12)

=
2
g
5
50
g
5
2
£

Years from entry

Presented By Philippa Corrie at 2017 ASCO Annual Meeting
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Analise exploratoéria:

SG por status mutacional

No subgrupo BRAFm+, Bevacizumabe “"tende”a exercer papel protetor

OS By Trial Arm By BRAF/NRAS Status

BRAF mutant melanoma

| = HR(95% Cl) =0.79 (0.55-1.13)

g
3
g
H
g
£
o

P=0.20

\\i

——Bevacizumab

b

8

~N
a

Observation

NRAS mutant E

melanoma £
HR (95% CI) = 1.32 (0.78-2.23)
P=0.29

s
Years from entry

.

™~

450

—

e,

e

NRAS WT

melanoma
* HR(95% CI) = 1.29 (0.78-2.14)

P=0.32

BRAFWT/ §
E

2 4
Years from entry




Sobrevida de acordo com ctDNA

Pacientes com mutacdes detectadas por bidpsia liquida tiveram sobrevidas inferiores

Disease-free Interval And Overall AIAVA§TTM
Survival By BRAF And NRAS ctDNA

in high risk Melanoma

Disease Free Interval Overall Survival

100

Undetectable ctDNA
- - -Detectable ctDNA

75

£

g

]
.50
i
-

[

HR (95% Cl) =3.12 (1.79-5.47)
P<0.001

&

HR (95% Cl) =2.63 (1.40-4.96)
P=0.003

Years since trial entry Yaars since trial entry
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Conclusoes

Conclusions TAAST-M

in high risk Melanoma

AVAST-M is the largest melanoma trial evaluating angiogenesis
inhibition

Adjuvant bevacizumab improves long term disease-free interval
This did not translate into a significant improvement in distant

metastasis free or overall survival

In the observation arm, BRAF and NRAS mutation status
appeared to influence overall survival

Detectable mutant BRAF and NRAS ctDNA predicted for worse
survival, suggesting ctDNA may be a useful method to stratify
patients for future adjuvant therapy trials

Presented By Philippa Corrie at 2017 ASCO Annual Meeting
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—0 Consideracoes finais sobre Adjuvancia

* INF ou Ipilimumabe 10 mg/Kg seguem como Unicas op¢des disponiveis no cenario
adjuvante

* Aguardamos resultados do E1609: Ipi (10 ou 3 mg/Kg) vs INF

 Bevacizumabe nao se mostrou capaz de aumentar sobrevida global na analise final
do AVAST-M

 Adeteccdo de driver mutations especificas por bidpsia liquida pode ser um
importante definidor de conduta

* Estudos mais robustos tornam-se justificaveis e necessarios
* Biomarcador???

 Ha uma tendéncia entre os debatedores em se direcionarem todos os pacientes
para clinical trials

« Egrande a expectativa pelos resultados de trials com anti-PD1/PD-L1 e com
inibidores de BRAF/MEK!

e Cenas dos proximos capitulos
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—0 O que esperar de terapia Neoadjuvante?

Preliminary results from the international neoadjuvant melanoma consortium (INMC).

PoOster, abstract 9581

Presented By Alexander M. Menzies at 2017 ASCO Annual Meeting
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Taxa de Resposta nos 4 estudos de NAT

Interim data from 4 ongoing trials of
immunotherapy or dabrafenib / trametinib
(Abstract 9581)

Immunotherapy Dabrafenib + Trametinib

e N=18 e N=40
o ipi/nivo x2 cycles (N = 10) o DT x2 months (N = 10)

o ipi/nivo x3 cycles (N = 4) o DT x3 months (N = 30)

o nivo x4 cycles (N = 4)

e 7 (39%) achieved pCR e 22 (55%) achieved pCR
o O relapsed o 4/22 (18%) relapsed

Estudos em andamento

OpaCIN (NKI) (MIA) Neo-Combi (MIA)
NA ChPi (MDACC) Combi-Neo (MDACC)

Presented By Alexander M. Menzies at 2017 ASCO Annual Meeting Presented By Ahmad Tarhini at 2017 ASCO Annual Meeting
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—0 Conclusoes

 Terapia alvo e Imunoterapia estao associados com altas taxas de resposta
completa em pacientes com melanoma em estagio

 Dados preliminares correlacionam pCR com melhores curvas de SLD,
especialmente nos pacientes em imunoterapia
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—0 Duplo bloqueio imunolégico no cenario Neoadjuvante

Neoadjuvant ipilimumab + nivolumab (IPI+NIVO) in palpable stage Ill melanoma:
Updated data from the OpACIN trial and first immunological analyses.

Poster, abstract 9586

Presented By Elisa A. Rozeman at 2017 ASCO Annual Meeting
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Desenho do OpaCIN trial

PBMC _
Adjuvant arm
stagelll
palpable —| surgery 4x ipi 3mg/kg + nivo 1mg/kg g3wk
melanoma I I |
Rt PBMC PBMC PBMC PBMC
metastases CT

the last 6
months ®

PBMC
PBMC | Neo-adjuvant arm
tumor
biopsy =l 2X ipi+ nivo surgery 2x ipi+ nivo  |—
HLA typing
PET/CT+CT
MRI brain PBMC PBMC PBMC PBMC
cr |
week >
-4 0 6 12 18
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Patients Alive and Without Recurrence(%)

Resultados preliminares: OpaCIN trial

Sobrevida livre de recorréncia

Andlise Molecular de potenciais Biomarcadores
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—0 Conclusoes: OpaClIN trial

* Ipi + Nivo Neoadjuvante induzem a elevados indices de resposta (80%)

e Porém as custas de toxicidade

* Apenas 2 pacientes dos 20 concluiram os 4 ciclos propostos

* Até o momento, nenhum dos respondedores progrediu, no braco da
neoadjuvancia

« PD-L1 e B2M sao possiveis biomarcadores dos pacientes que melhor respondem
ao duplo bloqueio imunolégico.

* Testes multiparamétricos podem aumentar a especificidade

Presented By Elisa A. Rozeman at 2017 ASCO Annual Meeting
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Futuro...

Ongoing Neoadjuvant Trials

« Targeted therapy
— Dabrafenib/Trametinib (x2)
— Dabrafenib/Trametinib-/+ Pembrolizumab
— Vemurafenib/Cobimetinib (x3)

* Immunotherapy
— |pilumumab/Nivelumab (x3)
— Pembrolizumab
— Talimogene LLaherparepvec
— GM-CSE
— Imiquimod







Dados de sobrevida de longo prazo com
Pembrolizumabe

Long-term outcomes in patients (pts) with ipilimumab (ipi)-naive advanced melanoma
in the phase 3 KEYNOTE-006 study who completed pembrolizumab (pembro)
treatment.

Apresentacao oral, abstract 9504
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Desenho: KEYNOTE-006

KEYNOTE-006 (NCT01866319) Study Design

Pembrolizumab
Patients 10 mg/kg intravenous Q2W

for 2 years
Unresectable, stage lll or IV melanoma

<1 previous therapy, excluding Pembrolizumab

anti-CTLA-4, PD-1, or PD-L1 agents e — 10 mg/kg intravenous Q3W

Known BRAF mutation status? for 2 years

ECOG PS 0-1

No active brain metastases Ipilimumab

No serious autoimmune disease 3 mg/kg intravenous Q3W
x 4 doses

Stratification Factors + Primary end points: PFS and OS

ECOG PS (0 vs 1) . i :
e e et Secondary end points: ORR, duration of

PD-L1 status® (positive vs negative) response, safety

Presented By Caroline Robert at 2017 ASCO Annual Meeting

A€o

ANNUAL MEETING



Caracteristicas de base: KEYNOTE-006

Os grupos estavam bem balanceados

Pembrolizumab Ipilimumab
Characteristic N =556 N =278

Age, median (range), years 62 (18-89) 62 (18-88)

Men, n (%) 335 (60) 162 (58)
ECOG PS 0, n (%) 188 (68)

Elevated LDH, n (%) 91 (33)
BRAFV800 mutant, n (%) 107 (38)
PD-L1 positive,2 n (%) 225 (81)
M1c disease, n (%) 178 (64)
1 previous therapy,® n (%) 97 (35)

Apresentacao oral, abstract 9504
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Caracteristicas de base: KEYNOTE-006

Post Study Antineoplastic Therapy

Pembrolizumab Ipilimumab
Therapy, n (%) N = 555 N = 256

Any? 247 (44) 138 (54)
Immunotherapy 172 (31) 97 (39)
Anti—-CTLA-4 137 (25) 13 (5)

Anti—PD-1 49 (9)° 86 (34)°

Anti—PD-L1 3 (<1) 2 (<1)

Anti—CLTA-4 + anti—PD-1 0 1(<1)
BRAF inhibitor + MEK inhibitor 130 (23) 81 (32)
Chemotherapy 64 (11) 32 (12)
Other therapy 11 (4) 13 (5)

e O grupo de Pembro recebeu mais anti-CTLA4
e O grupo de Ipi recebeu mais anti-PD1
e O grupo de Ipi recebeu mais terapia alvo

Presented By Caroline Robert at 2017 ASCO Annual Meeting
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Resultados de longo termo: KEYNOTE-006

Pembro comprovou superioridade frente a Ipi

Kaplan-Meier Estimates of Survival in Total Population
(Median Follow-Up, 33.9 mo)
0s

PFS per irRC by Investigator

Events, HR Median, mo Events, HR Median, mo
Arm ] (95% CI) (95% Cl) ] (95% Cl) (95% CI)

brolizumab

Overall Survival, %
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Resultados de longo termo: KEYNOTE-006

Taxas de Respostas objetivas favoreceram Pembro

Tumor Response (irRC, investigator)

Pembrolizumab Ipilimumab
N = 556 N =278

ORR, % (95% CI) 42 (38-46) 16 (12-21)
Best overall response, % (95% ClI)
CR 13 (11-16) 3 (1-6)
PR 29 (25-33) 14 (10-18)
SD 21 (18-25) 25 (20 -31)
PD 29 (26-33) 39 (33-45)
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Resultados de longo termo: KEYNOTE-006

Pembro demonstrou taxas de respostas superiores e mais duradouras

Tumor Response (irRC, investigator)

Pembrolizumab Ipilimumab
N = 556 N=278

ORR, % (95% CI) 42 (38-46) 16/(12-21)
Best overall response, % (95% Cl)

CR

PR

Response, %

Median Ongoing
Responders, (range), Response,
n months n (%)*

) ? 12 16 20 24 28 32 36
Time, months
PD -
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Toxicidade: KEYNOTE-006

Pembrolizumabe: Mais alteracOes tireoidianas
Ipilimumabe: Mais colites

Immune-Mediated AEs?

Pembrolizumab
n (%) N = 555

Any grade 144 (26)
Grade 3/4 50 (9)
Led to death 0]

Led to discontinuation 28 (5)

Immune-mediated AEs occurring in >2% patients
Hypothyroidism 60 (11)
Hyperthyroidism 29 (5)
Colitis 17 (3)
Skin disorders 1513)
Pneumonitis 13 (2)

Presented By Caroline Robert at 2017 ASCO Annual Meeting
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KEYNOTE-006

O que aconteceu com os pacientes que completaram 2 anos de tratamento?

Disposition of Patients Who Completed Protocol-Specified
Time on Pembrolizumab? (median follow-up, 9.7 mo)

556 patients received
pembrolizumab

.

104 (18%) completed pembrolizumab

—_——————————

24 (23%) CR 68 (65%) PR 12 (12%) SD

l l l

= 23 ongoing responses * 64 ongoing responses
= 1PDP = 4 PDP
= 1 received second course = 3 received second course
of pembrolizumab of pembrolizumab

= 10 ongoing SD
= 2 deathsbe

Presented By Caroline Robert at 2017 ASCO Annual Meeting




SLP apoés completar 2 anos: KEYNOTE-006

SLP na populagao geral SLP de acordo com grau de resposta

Patients who completed
protocol-specified time Estimated PFS, % Median

on pembrolizumab, n (95% Cl) PFS Best Estimated PFS, % Median

Response (95% ClI) PFS

* 102 (98%) patients were alive after a
median of 9.7 months after completing
pembrolizumab treatment

Progression-Free Survival, %
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Mesmo os pacientes que tiveram doenca estavel (SD) mantiveram-se livres de
progressao apos interrupcao de Pembro
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Respostas mantidas: KEYNOTE-006

Treatment Exposure and Response Duration in Patients Who
Completed Protocol-Specified Time on Pembrolizumab (n = 104)

—3

=1

= Tratamento interrompido
§ apo6s 2 anos

91% dos pacientes
permanecem livres de
progressao

337"
/
=1
!

!

Death
Patient with CR or PR
Patient with SD
=) Patient with ongoing CR or PR

3 pacientes atingiram CR
mesmo apds interromper
Pembro!
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Conclusoes: KEYNOTE-006

Summary and Conclusions

» After a median follow-up of nearly 3 years, superiority of pembrolizumab over
ipilimumab was confirmed

— Median OS: 32.3 vs 15.9 months
— Median PFS: 8.3 vs 3.3 months

— Favorable safety profile

* 91% of patients who completed 2 years of pembrolizumab treatment are
progression free after a median follow-up of 9.7 months

» Data further support use of pembrolizumab as standard of care for patients with
advanced melanoma

Presented By Caroline Robert at 2017 ASCO Annual Meeting
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Dados de sobrevida de longo prazo com duplo bloqueio /
BRAF/MEK no melanoma metastatico BRAF mutado '

Five-year overall survival (OS) update from a phase Il, open-label trial of dabrafenib (D)
and trametinib (T) in patients (pts) with BRAF V600—-mutant unresectable or metastatic
melanoma (MM).

Apresentacao oral, abstract 9505
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Desenho do Estudo

Part C: Study Design (phase 2)

Key eligibility criteria

+ 218 years of age . .
J Prlmary endpomts are

ORR, DOR, PFS, and safety

T « Secondary endpoints are
Dabrafenib 150 mg BID ]
+ trametinib 1 mg @D pharmacokinetics and OS

n =54 Follow-up mediano de 66 meses

Dabrafenib 150 mg BID?

n=54 Crossover
allowed upon
progression

Unresectable stage IlIC
or IV BRAF V600E/K—-
mutant melanoma

ECOGPS Oor1

No prior treatment with
BRAF or MEK inhibitor

< 1 previous line of
chemotherapy

R
A
N
D
o
M
|
Zz
A
T
|
o
N

Brain metastases allowed
if treated and stable for
2 3 months

2 Study treatment continued until disease progression, unacceptable toxicity, or withdrawn consent. BID, twice daily; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group;
ORR, overall response rate; PFS, progression-free survival; PS, performance status; QD, once daily
1. Flaherty KT, et al. N Engl J Med. 2012;367:1694-1703; 2. Long GV, et al. J Clin Oncol. 2016;34:871-878.

Demonstrar dados de longo prazo (5 anos) com uso de iBRAF + iMEK
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Caracteristicas de base

| D+T150/2 | D+T 150/ D Monotherapy |
Characteristic n=54 n =54 n =54

Median age (range), years 58 (27-79) 49 (23-85) 50 (18-82)
Male sex, n (%) 34 (63) 30 (56) 29 (54)
ECOG PS 1, n (%) 19 (35) 16 (30) 20 (37)
Stage, n (%)

[11C/MO 0 1(2) 1(2)

M1a 6 (11) 9(17) 11 (20)

M1b 10 (19) 11 (20) 5(9)

M1c 38 (70) 33 (61) 37 (69)
Treatment naive, n (%) 41 (76) 38 (70) 42 (78)
History of brain metastases, n (%) 2 (4) 7 (13) 4 (7)
BRAF mutation, n (%)

VV600E 47 (87) 45 (83) 45 (83)

V600K 7 (13) 9 (17) 9 (17)
LDH level > ULN, n (%) 22 (41) 25 (46) 27 (50)
2 3 Organ sites with
metastasis, n (%) 28 (52) 27 (50) 34 (63)
Previous chemotherapy, n (%) 7 (13) 15 (28) 12 (22)
Previous immunotherapy, n (%) 13 (24) 16 (30) 8 (15)
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Resultados

Os grupos foram bem balanceados

Confirmed Response Rates and Duration

D+T 150/2 D+T 150/1 D Monotherapy
I S - =
Best response, n (%)
Complete response 9 (17) 2 (
Partial response 32 (59) 27 (
Stable disease 13 (24) 22 (
Progressive disease 0 3(6
Not evaluable 0 0
Response rate (CR+PR), n (%) 41 (76) 29 (54)
[95% CI] [62-87] [40-67]
Duration of response n =41 n=29
Progressed or died, n (%) 33 (80) 21 (78) 27 (93)
Median (95% Cl), months 10.5 (7.4-19.2) 11.1(7.6-13.2) 56 (4.1-7.4)

4)

50)

41
)

CR, complete response; PR, partial response.
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Resultados

E possivel que nem todos os pacientes desenvolvam resisténcia adquirida

PFS (Intent-to-Treat)

Treatment Median (95% CIl), mo

D+T 150/2 9.4 (8.6-16.6)
—— D+T 150/1 9.2 (6.4-11.0)
—— D Monotherapy 58(4.6-7.4
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Resultados

Ha uma significativa proporcao de pacientes vivos em 4 e 5 anos.
O plateau das curvas de sobrevida lembra o da imunoterapia

OS (Intent-to-Treat)

Treatment Median (95% CIl), mo

D+T 150/2 25.0 (17.5-36.5)
—— D+T 150/ 22.5(14.2-42.3)

—— D Monotherapy 20.2 (14.5-27.1)
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Sobrevida de acordo com LDH

Paciente que tinham LDH normal tiveram maior beneficio

by Baseline LDH Level (ITT)

PFS by Baseline LDH Lev{e‘lv (ITT){OS

0

.............................

Time From Randomization, months

Patients at risk (LDH < ULN),n

Patients at risk (LDH S ULN), n

Patients at risk (LDH> ULN),n Patients at risk (LDH > ULN),n
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Sobrevida de acordo com LDH e Volume

51% dos pacientes com LDH normal e baixo volume de metastases estavam vivos em 5 anos

LDH < ULN and < 3 Metastatic Sites (ITT)

Progression-Free Survival g ull Overall Survival

Overall Survival, %
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Toxicidade

D+T 150/2 (n = 55) D+T 150/1 (n = 54) D Monotherapy (n = 53)2

e e - S Uc dlc UC dllc

Pyrexia 38 (69) 4(7 39 (72) 6 (11) 14 (26)

0
Diarrhea 27 (49) 1) 18 (33) 2 (4) 15 (28) 0
Nausea 26 (47) 2 (4) 30 (56) 4(7) 11 (21) 0
Vomiting 26 (47) 1) 24 (44) 4(7) 8 (15) 0
Arthralgia 19 (35) 0 28 (52) 0 18 (34) 0
Rash 18 (33) 0 13 (24) 0 e 0
Hyperkeratosis 9 (16) 0 4(7) 0 15 (28) 0
Squamous cell carcinoma of the skin® 4 (7) 3 (5) 1(2) 1(2) 7 (13) 6 (11)
Ejection fraction decrease 8 (15) 2(4) 4(7) 1(2) 0 0
Alopecia 3(5) 0 8 (15) 0 19 (36) 0
Photosensitivity 2 (4) 0 3 (6) 0 3 (6) 0
Chorioretinopathy 1) 0 0 0 0 0
Retinal vein occlusion 0 0 0 0 0 0
D
D+T 150/2 D+T 150/1 Monotherapy
n =255 n=>54

Treatment-related AEs, n (%) 55 (100) 52 (96) 51 (96)
Grade 3/4 treatment-related AE 23 (42) 23 (43) 13 (25)
Discontinuations due to AEs, n (%) > 9 (16) 4 (7) 1(2)
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Conclusoes

Conclusions

This is the longest follow-up for any randomized trial evaluating a BRAF
inhibitor combined with a MEK inhibitor

Long-term survival is achievable with D+T in patients with BRAF V600—
mutant metastatic melanoma, particularly those with favorable baseline

factors:
— 5-year OS with D+T 150/2: 28% (95% CI, 17%-41%)

— 5-year OS (normal baseline LDH and < 3 organ sites with metastasis) with
D+T 150/2: 51% (95% ClI, 27%-71%)

No new safety signals identified with long-term D+T treatment

These data support the use of D+T as a treatment option that can
achieve long-term survival in BRAF V600E/K—mutated melanoma
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pacientes com metastases
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E seguro usar Nivolumabe + Ipilimumabe em pacientes /
com metastases cerebrais? '

—0

Efficacy and safety of nivolumab (NIVO) plus ipilimumab (IPl) in patients with
melanoma (MEL) metastatic to the brain: Results of the phase Il study CheckMate 204.

Apresentacdo oral, abstract 9507
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Desenho: CheckMate 204

Trial Design

Key eligibilities
/. o Induction Maintenance
«2 1 measurable, ( B
unirradiated MBM . il
(0.5-3.0 cm) reat unti
progression or
*Prior SRT in £3 MBM unacc?p.table
togumty
*Previous treatment (Madmum 2f
with BRAFi/MEKi 24 months)
@ J

permitted
- 4

 Exclusion criteria included neurological symptoms; steroids > 10 days; WBRT,; prior treatment with
checkpoint inhibitors; leptomeningeal disease

« Original planned enrollment of 110 asymptomatic patients

Q2W = every 2 weeks; Q3W = every 3 weeks
3Patients with grade 3-4 adverse events (AEs) during NIVO+IPI induction could resume NIVO when toxicity resolved: all patients who discontinued proceeded to follow-up

Presented By Hussein Tawbi at 2017 ASCO Annual Meeting

Grupo < INSTITUTO

ONCELNICAS =x CLINICAS

Sua vi da. Nossa vi

-

ANNUAL MEETING
Haking a Diffrence Canc )




Caracteristicas de base: CheckMate 204

All patients (N = 75)

Male, n (%) 53 (71)
Median age, years (range) 59 (22-79)
BRAF mutation, n (%) 41 (55)
NRAS mutation, n (%) 5(7)
LDH > ULN, n (%) 31 (41)
LDH > 2x ULN, n (%) 11 (15)
Prior systemic cancer therapy, n (%) 12 (16)
Dabrafenib/Trametinib 6 (8)
Vemurafenib 2(3)
Prior SRT, n (%) 7(9)
Median of median target lesion diameters, mm (IQR) 9.0 (6.5-14.0)
Target lesions, n (%)
1-2 lesions 59 (79)
>3 lesions 16 (21)

IQR = interquartile range
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Resultados: CheckMate 204

Response to Treatment — All Patients (N = 75)

| Global | Intracranial | Extracranial *—
Best overall response, n (%)
Complete response 4 (5) (16 (21) 1 5 (7)
Partial response 36(48) [ 25(33) 32 (43) g
Stable disease 4 (5) 4 (5) 2 (3)
Progressive disease® 18 (24) 18 (24) 16 (21) \i
Not evaluable® 13(17) 12 (16) 20 (27) VAN
Objective response rate, % (95% Cl) | 53 (41-65) | 55(43-66) | 49 (38-61)
Clinical benefit rate®, % (95% ClI) 59 (47-70) | 60 (48-71) ) 52(40-64)
Presented By Hussein Tawbi at 2017 ASCO Annual Meeting \




Resultados: CheckMate 204

Swimmer Plot: Time to and Duration of Intracranial Response

Patients

—— Ontreatment

—— Off treatment

O First response (CR/PR)

P Ongoingresponse
Progression

16 24 32 40 48
Time (Weeks)

o
o]

First tumor assessment was at 6 weeks (+/- 2 weeks)

56 64 72

80

Time to response,®
median (range), months

2.8
(1.0-11.0)

Duration of response,?
median (95% CI), months

NR
(NR-NR)

Ongoing response
among responders?

38/41
(93%)

Minimum follow-up of 8 months from date of first
dose; 1 patient undergoing further evaluation and not

Baseline

1 year
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—0 Resultados: CheckMate 204

PFS

Events/patients Median (95% Cl)

100 Intracranlal 24175 NR (7.5-NR)
90 Extracranial 15/75 NR (NR-NR)
80 o 9 i O s o i Global 25/75 NR (6.5-NR)
70 N gy
£, 67%
o 50
TN
0 40
30
20 —&— Intracranial
¢y~ Extracranial
107 -A- Global :
0 T T T T T T 1
0 3 6 9 12 15 18 21
Months
Number of patients at risk
Intracranial 75 50 30 14 10 5 1 0
Extracranial 75 52 31 14 10 5 1 0
Global 75 49 29 14 10 5 1 0
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Toxicidade sistémica: CheckMate 204

Treatment-related AEs

All patients (N = 75)

Events reported in at least 5% of patients, n (%)? Any grade Grade 3-4
Patients with an event 72 (96) 39 (52)
Skin 57 (76) 6 (8)
General disorders 45 (60) 5(7)
Gastrointestinal 44 (59) 10 (13)
Endocrine 29 (39) 8 (11)
Nervous system 28 (37) 6 (8)
Musculoskeletal 25 (33) 1(1)
Metabolism 18 (24) 4 (5)
Respiratory 13 (17) 2 (3)
Eye 11 (15) 1(1)

Blood 6 (8) 0

Hepatobiliary 4 (5) 2 (3)

Psychiatric 4 (5) 0
Patients who discontinued due to an AE 23 (31) 19 (25)

20ne death reported: treatment-related grade 5 myocarditis
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Toxicidade no SNC: CheckMate 204

Treatment-related Nervous System AEs

All treated patients (N = 75)

Any grade Grade 3-4

Patients with an event 28(37) 6(8)
Headache 19 (25) 3(4)
Paresthesia 3(4) 0
Aphasia 2(3) 0
Dysgeusia 2(3) 0
Peripheral sensory neuropathy 2(3) 0
Seizure 2(3) 0
Brainedema 1(1) 1(1)
Carpaltunnel syndrome 1(1) 0
Dizziness 1(1) 0
Intracranial hemorrhage 1(1) 1(1)
Peripheral motor neuropathy 1(1) 1(1)
Polyneuropathy 1(1) 0
Syncope 1(1) 1(1)
Tremor 1(1) 0
Visualfield defect 1(1) 0

* Median time to onset of grade 3—4 nervous system AEs was 33 days (n=6)
* Median time to resolution of grade 3-4 nervous system AEs was 4 days (3/3)
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Conclusoes: CheckMate 204

* In patients with advanced MEL and untreated brain metastases, NIVO+IPI
demonstrates clinically meaningful efficacy, and can become a new treatment option

+ With over 9 months of follow-up, NIVO+IPI resulted in an intracranial ORR of 55%,
with 21% of patients achieving a complete response
—Median PFS is not reached:; 6-month PFS rate > 60%

* The safety profile was consistent with earlier experience in patients without MBM'-2

* Further investigations of systemic therapy should consider

— Patients who are symptomatic/requiring steroids: cohort of 20 is actively enrolling

— Approaches to incorporate and sequence radiation therapy

— Earlier inclusion of this MBM population into randomized studies of novel combinations
to accelerate drug development for MBM

1. Larkin J et al. N Engl J Med. 2015;373:23-34. 2. Hodi FS et al. Lancet Oncol. 2016;17:1558-1568. 14
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Estudos com imunoterapia no paciente com metastase /
cerebral — ABC trial '

—o0

A randomized phase Il study of nivolumab or nivolumab combined with ipilimumab in
patients (pts) with melanoma brain metastases (mets): The Anti-PD1 Brain
Collaboration (ABC).

Apresentacdo oral, abstract 9508
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Desenho: ABC trial

* Melanoma Brain Metastases

25mm & <40mm
* No previous

Anti-CTLA-4 B

Anti-PD-1 or -PD-L1 agents , : .
« Previous BRAFi+MEKi allowed No prior local brain Rx & asymptomatic
+ ECOG PS 0-2 S
« No serious autoimmune disease Nivolumab 3mg/kg Q2W

* No corticosteroids C
(Cohort C < 10mg prednisone allowed)

Previously treated or symptomatic or

Primary Endpoint: Intracranial Response Rate 2 week {@ntomeninaeal. with MRI proaression
Secondary Endpoints: Extracranial Response Rate P geal, n=15 prog

Overall Response

Rate Nivolumab 3mg/kg Q2W
PFS (Intracranial,
= Range of follow-up = 5 - 34 months
e Intracranial disease assessment
— Gadolinium MRI assessment
— Modified RECIST 1.1
— Brain lesion size criteria = 5mm but < 40mm
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Age, median (range)
Sex, male n (%)
ECOG performance status, n (%)
1
2
LDH > ULN, n (%)
V600 BRAF mutation-positive, n (%)
Target brain metastases, n (%)
1
24
>4
Extracranial metastases, n(%)
Prior BRAFi+MEKi

Caracteristicas de base: ABC trial

61 (29-76)
22 (85%)

6 (23%)
1(4%)
11 (42%)
12 (46%)

5 (19%)

9 (35%)

12 (46%)

21 (81%)

6 (23%)
0

B: Nivo
N=25
62 (31-86)
19 (76%)

9 (36%)
0

14 (58%)

14 (56%)

5 (20%)

15 (60%)

5 (20%)

20 (80%)

6 (24%)
0

C: Nivof
N=16
54 (28-73)
11 (69%)

7 (44%)
1(6%)

6 (38%)

13 (81%)

1(6%)
7 (44%)
8 (50%)
12 (75%)
12 (75%)

16 (100%)

Prior local brain therapy
' previous local treatment or symptoms
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Resultados: ABC trial

Intracranial Response

All Patients

)
X
N’
0]
=
0
(7]
1]
m
£
(o]
—
y—
(0]
(o))
C
©
A=
O

Drug
Treatment
NENE

200
150

100

50
]

-50

Cohort A: Nivo+lpi Cohort B: Nivo alone

ICRR = 42% CR: ICRR=20% CR:12%
PR: PR: 8%
SD: SD: 4%
PD: PD: 72%

IC RR = 50% IC RR=21%

* Deceased prior to week 12 assessment
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Resultados: ABC trial

Pacientes previamente tratados com terapia alvo tiveram respostas inferiores aos
virgens de tratamento

Intracranial Response

: BRAFi+MEKi
All Patients

Pretreated

Cohort A: IC RR = 42% - Cohort A: RR = 16%
Cohort B: IC RR =20% Cohort B: RR = 16%

Cohort A: Nivo+Ipi
Cohort B: Nivo alone

*Deceased prior to week 12 assessment
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Resultados: ABC trial

Intracranial Progression Free Survival

C: Nivo!

N=26
Total N° Events, n (%) 14 (53%) 18 (72%) 14 (88%)
Med. PFS, mo (95% CI) 48(26,NR) 27(22,NR) 25(1.4,NR)
6-mo PFS rate, % (95% CI) 46% (30-70%) 28% (16-54%)  13% (3-46%)

60%

50%-

40%-1

20%

Progression-free survival (intracranial)

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
Follow-up time (months)
Numbers at risk

Cohort B
Cohort C

25 22 17 7 7 7 B 3 3 3 3 3 3 3 3 3 3 2 2
16 14 10 4 - 2 2 2 2 2 2 ) ] 2 2 * 2 2 2

A SLP intracraniana foi melhor para a combinagao
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Resultados: ABC trial

A combinacao também proporcionou melhor controle da doencga extracraniana

Extracranial Progression Free Survival

100%1 3| B:Nivo C: Nivo'

= i : N=21 | N=20 N=12
s
B ok Total N° Events, n (%) 11 (52%) 11 (55%) 9 (75%)
- o
é Med. PFS, mo (95% Cl) 5.3(2.9,NR) 27(21,NR) 2.7 (2.5 NR)
2 6-mo PFS rate, % (95% Cl) 47% (30-75%) 40% (23-68%) 10% (2-67 %)
s 60%-
3
F 0%~ === ===
]
= 40%1 +
c
S |
[ .
o
& 20%
o

0% : : - : . : : : : : . - - - - : : :

0 g 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18

Follow-up time (months)
Numbers at risk

Cohort B{20 17 13 8 8 8 7 7 7 6 6 5 3 3 2 2 2 1 1
Cohort C{12 11 8 4 4 3 1 1 1 1 1 1 1 1 1 1 1 1 1
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Resultados: ABC trial

Pacientes que obtiveram CR e PR foram os maiores beneficiados

Intracranial Progression-Free Survival:

Intracranial Best Response All Patients (cohorts A+B+C)

Complete Response
[ Partial Response

100%

80%-

60%-

50%

Stable Disease

40%

20%-

Progression-free survival (intracranial)

Progressive Disease

0% T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16

Follow-up time (months)
Numbers at risk

PR{10 10 10 10 10 9 6 5 S 4 4 4 4 4 4 B 4
sSD

PD1{41 35 22 1 0o o 0 0 0 0 0 o 0 o 0 ] 0
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Toxicidade: ABC trial

Treatment-Related Adverse Events

Treatment-related AEs, n (%) | 25 (96%) 17 (68%)
Grade 3/4 treatment-related AEs, n (%) 46%) 6 (24%)

12 (
Treatment-related SAE, n (%) 12 (46%) 3 (12%)
Discontinuation due to AE* 7 (27%) 1 (4%) 1 (6%)
Death due to treatment-related AE 0 0 0

* No new or unexpected AEs
+ 4/67 (6%) pts had neurological AE: 1 radionecrosis, 1 seizure, 2 headache

SAE; Serious Adverse Event
*Pts with grade3/4 treatment related AE in Cohort A were allowed to continue nivolumab monotherapy if recovered and deemed due to ipilimumab

No grupo da combinagao: 27% de descontinuagao
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Conclusoes: ABC ftrial

* Nivolumab combined with ipilimumab or nivolumab alone have
activity in active, asymptomatic melanoma brain metastases,
without prior local therapy

— Nivo+Ipi Intracranial: Response Rate = 42%; 6-month PFS 46%

— Nivo alone Intracranial: Response Rate = 20%; 6-month PFS 29%
« Activity is high when nivo+ipi given upfront

— Nivo+lpi: Intracranial Response Rate = 50%
* Intracranial and extracranial responses were mostly concordant
« Activity is low following BRAFi+MEKIi

— Nivo+lpi: Intracranial Response Rate = 16%

— Nivo alone: Intracranial Response Rate = 16%

« Activity of nivo monotherapy is low after multiple modality
therapy or in leptomeningeal melanoma
— Nivo alone: Intracranial Response Rate = 6%

« There were no unexpected toxicities
Presented By Georgina Long at 2017 ASCO Annual Meeting
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Duplo bloqueio BRAF/MEK no tratamento de
metastases cerebrais do melanoma

COMBI-MB: A phase Il study of combination dabrafenib (D) and trametinib (T) in
patients (pts) with BRAF V600—-mutant (mut) melanoma brain metastases (MBM).

Apresentacdo oral, abstract 9506
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Desenho: COMBI-MB

A coorte A é a de maior interesse pela maior amostragem

COMBI-MB: Study Design (phase 2)

Cohort A (n = 76) Cohort A: analysis

_ Interim analysis (planned)
* Asymptomatic for futility after

Key eligibility criteria

+ Cutaneous melanoma = Without prior local therapy 22 patients had
metastatic to the brain + ECOGPS0-1 22 assessments

BRAF V600D/E/K/R

mutation positive Dabrafenib

150 mg BID
-+

Trametinib
BRAF - . _
treatments VG0OD/KR B hout prior local therapy 2mg QD
No prior BRAFi or MEKi 0-1 ' ;

Corticosteroids permitted; Cohort D (n = 17)

. « Symptomatic
stable or decreasing dose « With or without prior local therapy

only for cohorts A-C « ECOGPS 0-2

< 2 prior metastatic
melanoma systemic

OZ—Z2mm3iOv

* Primary endpoint: intracranial response (IR) rate in cohort A2
« Secondary endpoints: IR rate in cohorts B, C, and D; extracranial response (ER) and overall response (OR) rates;
intracranial, extracranial, and overall DCRs; duration of IR, ER, and OR; PFS; OS; and safety

BID, twice daily; ECOG PS, Eastern Cooperative Oncology Group performance status; PFS, progression-free survival; QD, once daily
* Null hypothesis: IR rate of < 35% in cohort A (based on activity of dabrafenib monotherapy in the BREAK-MB trial; Long GV, et al. Lancet Oncol. 2012;13:1087-1095)
Investigator-assessed efficacy was confirmed by a blinded independent review committee (BIRC). Data cutoff date: November 28, 2016.
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Caracteristicas de base: COMBI-MB

| cohortA(n=76) | CohortB (n=16) | CohortC (n=16) | CohortD (n=17)

Median age (range), y 52.0 (23-84) 54.5 (36-74) 63.0 (44-84) 46.0 (23-68)
Male, n (%) 40 (53) 10 (63) 11 (69) 11 (65)
ECOG PS 0, n (%) 50 (66) 11 (69) 12 (75)
BRAF genotype, n (%)

V600E 16 (100) 0

V600K/D/R 16 (100)

Target brain metastases, n (%)
1 4 7 (44)

2 ) 6(38) 7 (41)
23 ) 3(19) 3(18)
raecian &.D:0f talgetanciiontarget 195 (6-117) 14.0 (5-40) 20,0 (5-61) 33.0 (10-84)

intracranial lesions (range), mm

Extracranial metastases present, n (%) 68 (89) 12 (75) 16 (100) 12 (71)
Elevated LDH level (> ULN), n (%) 28 (37) 3(19) 6 (38) 5 (29)
Steroid use at baseline, n (%) 13 (17) 3 (19) 4 (25) 11 (65)
Previously treated with systemic

anticancer treatment, n (%) 1422) 5(31) 3(19) 7(41)

LDH, lactate dehydrogenase; SLD, sum of lesion diameters; ULN, upper limit of normal.

Presented By Michael Davies at 2017 ASCO Annual Meeting

ANNUAL MEETING



Resultados: COMBI-MB

Intracranial Response

100

Cohort A (n = 76) Intracranial ORR: 58%

= Intracranial ORR: 56%
Intracranial DCR: 78% Cohort B (n = 16)

Intracranial DCR: 88%

Max Reduction From BL, %
&

B
-
m
£
o
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w
c
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o
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14
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Cohort C (n = 16) Intracranial ORR: 44%

= Intracranial ORR: 59%
Intracranial DCR: 75% COhOft D (n 17)

Intracranial DCR: 82%

Max Reduction From BL, %
Max Reduction From BL, %

-100

CR, complete response; SD, stable disease.

a Patient had a CR in the target lesion, but best confirmed response was determined to be PD due Best Confirmed IR¢: CR B PR
to development of an unequivocal new lesion;  Patient had an unconfirmed CR, but best confirmed

response was SD; © Investigator assessed; these results were supported by independent review.
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Resultados: COMBI-MB

Progression-Free Survival Progression-Free Survival

| [Events,nIN(%)] Median PFS (35% CI), mo
I
T2

W

Events, niN (%) | Median PFS (35% CI), mo

o
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No. at Risk

6
CohortB 16 No. at Risk

Cohort C

Proportion Remaining Progression Free
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Resultados: COMBI-MB

Preliminary Overall Survival

| |Events, nIN (%) | Median OS (95% Cl), mo
CohortA |  44/76 (58) 10.8 (8.7-19.6)

o
2
<
c
e
£
0
o
(o)
—
o

No. at Risk
76 76 il
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Toxicidade: COMBI-MB

Cohort A CohortA(n 76)
Category,n () =75 QA= 0P

74 (97) 34 (45)

74 (97)
PyreX|a 44 (58) 23
Related to study treatment 62 (82) e 27 (36) 0
Leading to discontinuation 6(8) Headache 27 (36) 1(1)
Leading to dose reduction 17 (22) Nausea 23 (30) 0
Leading to dose interruption 35 (46) Diarrhea 22128) 2
Vomiti 22 (29 1(1
Serious AEs (SAES) 26 (34) s 85" i
Chills 16 (21) 0
Related to study treatment 11 (14) Arthralgia 15 (20) 0
Fatal SAEs (e Myalgia 13 (17) 0
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Conclusoes: COMBI-MB

First report of a phase 2 trial evaluating BRAFi + MEKI in patients with
melanoma brain metastases

Clinical benefit and tolerability were achievable with dabrafenib + trametinib in
some patients with BRAF V600—-mutant melanoma metastasized to the brain

— IR rate of 38% (95% Cl, 46%-69%) in cohort A patients; primary endpoint was met
— Median duration of OR (eg, 6.5 months in cohort A) was generally shorter than that

observed in patients without melanoma brain metastases (12-14 months)?-3

— No unexpected safety issues were observed with the combination

» These results support:
— Use of dabrafenib + trametinib as a treatment option for patients with brain metastases
— Need for continued research to improve outcomes in this advanced melanoma population

1. Long GV, et al. Lancet. 2015;386:444-451; 2. Long GV, et al. Ann Oncol. 2017 May 5. [Epub ahead of print]; 3. Robert C, et al. Ann Oncol. 2016;27(suppl 6) [abstract LBA40].
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Studies report fantastic results....

50%

ABC

60%

795%

CheckMate| COMBI
204 ik
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Studies report fantastic results....

ENno/ | AEO/ | Enos
\ ¥

But still most patients progress.
- 25%-50% of patients enrolled on
the studies have died.
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Clinical implications

Question YES  NO

Are these data sufficient to warrant up
front systemic therapy for CNS mets?

Are the results practice changing?

Do we know which treatment to give
first?

Do we know the best sequence of
therapy?

Do we know how to best combine
systemic and local therapy?
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What is the right sequence?

rj Wl & Ipi/Nivo ™ Dab/Tram
£ TN |

: | ® Dab/Tram = IpVNivo
| Nivo

BRAF mutant Nivo ™ Dab/Tram
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What is the right sequence?

|
ﬁ‘ Ipi/Nivo I» Dab/Tram
| L) 8
- \ 7 Ipi/Nivo

\., Nivo

ABC
| 16% RR
Nivo ™ Dab/Tram

BRAF mutant

;

Numbers small. Longer follow up and ongoing studies to address
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Many Variables in the Selection of RX

 BRAF mutation
* Prior Therapy

 Performance
Status
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Comments

1.

Studies well done, asked critically important
qguestions, in clinically relevant patient population
(though most patients asymptomatic).

Sample sizes modest, very small in some of the
cohorts.

No unexpected toxicities.

Safe to give Ipi/Nivo in patients with brain
metastases.

In general, concordant responses- brain and
extra- CNS disease. f

Early results. Short follow up.
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