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——o Apresentacao

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

Sua missao é promover o combate a doencga, 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 informag¢des 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”.

Instituto Oncoclinicas
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CONFLITOS DE INTERESSE

Esses slides estao isentos de conflitos de
Interesses e possuem finalidade
essencialmente educacional.
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ROTEIRO

1.COLABORA§Z\O IDEA
- IDEA FRANCE
- TOSCA TRIAL
- SCOT STUDY
- ANALISE COMBINADA

2. CALGB/SWOG 80405
- ANALISES TRANSLACIONAIS E CORRELATIVAS

3. NOVAS ESTRATEGIAS TERAPEUTICAS PARA A DOENCA METASTATICA

- SWOG S 1406 USO DO VEMURAFENIBE PARA MUTACAO DO BRAF
- SUNSHINE: SUPLEMENTACAO DE VITAMINA D

- FOXFIRE: RADIOTERAPIA SELETIVA INTERNA (SIRT)

- FRESCO TRIAL: SEGURANCA E EFICACIA DO FRUQUINTINIBE
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COLABORACAO IDEA

o Cancer colorretal estadio Ill

» Quimioterapia adjuvante baseada em oxaliplatina por 6 meses € o tratamento
padrao atual (FOLFOX, CAPOX).

» Oxaliplatina no tratamento adjuvante
« 1/3 do beneficio absoluto de sobrevida.
» Associada a neuropatia cumulativa dose-dependente e residual: 12,5% de
neuropatia grau 3 em 6 meses de FOLFOX

The BIG Problem: Large Proportion of Patients with
Residual Neuropathy at 4 yrs

Adjuvant Therapy for Colon Cancer Stage Il
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COLABORACAO IDEA

» Colaboracao académica internacional (12 paises) entre membros de seis estudos
clinicos randomizados.

« Objetivo: avaliar a nao inferioridade de 3 vs. 6 meses de tratamento adjuvante com
quimioterapia baseada em oxaliplatina através de uma analise combinada dos seis
ECR’s.

IDEA Trials Summary

Stage il Colon
- Cancer Patients’
|

CAPOX or FOLFOX4 | 2402 Italy

|UK, Denmark, Spaln, Australia
CAPOX or mFOLFOX6 . 3983 Sweden. Now Zealand

CAPOX or mFOLFOX6 | 2010 ‘ France
mFOLFOX6 2440 | US, Canada
CAPOX or FOLFOX4 708

CAPOX or mFOLFOXé

*Cnly stage ||| colon cances patients were included in the pocled primary analysis

Regimen(s) Enrolling Country
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COLABORACAO IDEA
IDEA FRANCE

Oxaliplatin-based chemotherapy for patients with stage NI
colon cancer: Disease Free Survival results of the three
vorsus six months adjuvant IDEA France Trial

wispme e res e Study Design (Methods)

— A.s.:r_.)_lh"ﬂ_ll.'_ V'_{:’\(. 1T gAasCon
+ Objective: DFS =Time from dace of
randomzaton (enroiment] 12 the earliest gale
lapae seconcary coloractal pamary

3 months or death due to ol causes

Stage Il mFOLFOX6 X e 2 . ’
Colon R or CAPOX Primary Analysis Population:

(investigator's choice) Medified ITT = Randomized
patients who received any dose

of treatment

Cancer

Accrual goal. 2000 patients
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COLABORACAO IDEA
IDEA FRANCE

e Resultados

Results: Overall Patient Characteristics (miTT)

N patiants 2010
Medlanage, years 64

ECOG PS 04112 TANIZENN%
NiMN2 75%425%
T1-2 12%
13 7o%
T4
T1-3, NI
T4 andior N2
mFOLFOXG/ICAPOX

62%

Viodor Solovwip 4 2 yoare

S ASCO ANNUAL NEETING 17 RASCOT rien wnnei i Results: Patient Characteristics by Arm (mITT)

im 6M
N patlemts "2 1008
Age, > 70 years 5% 5%
ECOG PS O/1i2 TAWAN TANRI24%1%
NimN2 TSW25% TERI25%
.2 1% 12%
s % 6%
T4 1% 20%
T3, Nt 63% B1%
T4orN2 3% 3%
mF OLFOXS&'CAPOX W% S1WE%
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COLABORACAO IDEA
IDEA FRANCE

e Resultados

Treatment exposure

All drugs
Mean chemotherapy duration (weeks)
Medizn chemolheiapy duration (weeks) ] 24

All drugs
Received full length chemotherapy (%) 78
All drugs/mFOLFOXG/CARPOX
Mean No. of cycles 5.9/4 10,9/7.1

mMFOLFOXG/ICAPOX
Oxaliplatin thecretical dose (mg/m?) 510/520 1020/1040
Oxaliplatin dose receved (mg/m?) 494/504 7321760
Mean No. of cycle vath oxaliplatin 57139 8 861

Median dose-intensity (%)
5-FU a7 92
Capecitabine a0 83
Oxaliplatin a7 72

mne: ASCO ANNUAL MEETING ‘17 #ASCO17
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COLABORACAO IDEA
IDEA FRANCE

e Desfecho primario

DFS for mITT (N=2010)

80

Median follow-up
4.3 years

60

4

n Events(n) Jyearsrate 95%CI
IMorhs 1002 14 12 52.70

1008 ) T -7

£
E
3
?
£
3
2
2
2

20

HR {05% Cf) 1.24 (1 05-1.45)
o Logreank p=0-011
0 1 2 3 4 5 B
N at risk Time since randomisation (years)

3 Months 1002 &89 755 591 380 195 67
6 Months 1008 911 174 611 399 214 77
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COLABORACAO IDEA
IDEA FRANCE

e Analises de subgrupo exploratérias

Forest plot - DFS for mITT (N=2010)
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COLABORACAO IDEA
IDEA FRANCE

e Analises de subgrupo exploratérias

Subgroup analysis (1): mFOLFOX6

DFS mITT, N=1809

T

N Evestsin) 3 years fate 3
INosths 205 ®0 72 €075
M o214 ¥

0.6 1.0
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0.2

HR SR CN 17107151

0.0

0 1 2 3 4
N at risk Time since mndomisation (years)
3Months 895 774 673 530 341 178
» Mont 914 529 708 559 363 199
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COLABORACAO IDEA
IDEA FRANCE

e Analises de subgrupo exploratérias

Subgroup analysis (2): mFOLFOX6 DFS mITT

T4 and/or N2 (N=702) T1-3 N1 1

100

I
80

L)

40
40

- Cventalnd  Jysars nate 95501
3 Norsts Z-J s 51 L) !\
My iry L

Disease-free survival {%)

Z
a
‘
£
5
:
a

0

RIS CH 1441 14180
HRMN SO 15 10801 4))
o-

0 1 2 3 4 5 2 3 il 5
N st risk Time since randomisation (years) N at risk Time since randomisation (years)
3 Months i35 271 219 163 108 fa 2 3 Months 5 502 453 356 232 120
6 Months B3 317 246 193 134 an & Month 55 512 460 368 229 19
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COLABORACAO IDEA
IDEA FRANCE

e Analises de subgrupo exploratérias

Subgroup analysis(3): mFOLFOX6 DFS miTT

T4

N1

N2

T13 ord N

T4 or N2

Overall pogadation 127 107-151

Favors amenthg Favors Emaonths
1]

L T i T
0.50 Lo 1.25 1.5 1.75
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COLABORACAO IDEA
IDEA FRANCE

e Seguranca

Safety(1): 3 vs 6 months

Sciected Grade 23 NCICTCAE v3.0

AN
Neutropenia

Fetcle Noutropen a

Thrombocytopenia
Crarahea

Nouesed

Vomteyy
Fatigue 25 52 0.003
Oxaliplatin allergy s eoe 22 1.7 46 <0om

Neuropathy Grade 22 NCI CTCAE v3.0

ooy e ASTO ANNUAL NEETING 1T © HASCONT

Maximal neuropathy
Curing the first seven monhs

2 23 39

34 6 20 < 0.00¢
Ontreatment and follow-up*

2 28 41

34 8 25 < 0.001%
Residual neuropathy ot last
follow-up visit

2 2 6

34

T IYISTMAMEN 10 AN TAIOWLUD
Median icllow-ue 3.0 years alter rarcor walon 1IQR 2.0-4.0
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COLABORACAO IDEA
IDEA FRANCE

e Conclusoes

e 6 meses de tratamento com quimioterapia adjuvante baseada em oxaliplatina é
superior a 3 meses em relacao a sobrevida livre de doenca (90% da populacao
tratada com FOLFOX6).

e SLD 3 vs. 6 meses: 72% vs. 76%. p=0,011
 Analises de subgrupo (pacientes tratados com FOLFOX 6).

o T1-3 N1: beneficio absoluto de 2% para 6 meses de tratamento (SLD 83% vs.

81% p=NS) deve ser balanceado contra um maior risco de neuropatia
periférica.

o T4 e/ou N2: beneficio absoluto de 8% para 6 meses de tratamento sugere
manutencao do tratamento padrao atual
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COLABORACAO IDEA
TOSCA TRIAL

FOLFOX / CAPOX in stage li-lll colon cancer:
efficacy results of the Italian Three Or Six Colon
Adjuvant trial TOSCA. Abstr. 3501

N Poila, M Scarozai N
et L Mirasas L #oca

& Maell E Hull 5 LADANS O Detdl of TOSCA Mnessostor Study Des ig n

- ASC0 ANNOAL NEETING YT BASCONY

3 months

Objective
Stage Il I Non-inferiority of 3 months
Colon R compared with 6 months of
Cancer adjuvant FOLFOX or CAPOX

(regimen as per physician's choice )
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COLABORACAO IDEA
TOSCA TRIAL

e Caracteristicas do estudo

TOSCA results

Randomized, n 3759

» Primary Endpoint: Relapse-free survival (RFS) ITT population, n 715

~ Time from date of randomization to the ecarliest date of relapse or Per protocol population, n 3614
death due to all causes Accrual started June 2007

Accrual ended march 2013
Median follow up 82 months

Statistical Design

» Primary Analysis Population: per protocol

- Randomized , no major violation of eligibility criteria and study
conduct and received at least 1 dose of the assigned treatment CAPOX /FOLFOX 34/66

* Pre-planned Subgroup Analyses:
—~ By stage
Choice of delta and non-inferiority hypothesis testing
Sy - A?CP&‘(!(UAL!!EE-I_IW'W ZASCOVY \

—_— DELTA
> 5% absolute delta in 3-yr RFS  clinically meaningful
< 2% absolute delta In 3-yr RFS  clinically meaningless

We compromised on < 4 % i.e. HR 1,20 as the non inferiority margin,

HYPOTHESIS TESTING
The 3 month arm is considered non inferior if the upper margin of the 95%
Clis < 1.20. 944 events needed, to have an 80°% power to reject the null
hypothesis of inferiority.
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COLABORACAO IDEA
TOSCA TRIAL

e Resultados

Results: Patient and tumour characteristics

J Months G Months

P 2/ i ch ¢
atient f tumott charactarstics (N=1775) (N~1830)

Age, medan years
ECOG FS 0 95.2% 5%
Nalks

Stage I non T4
Stagoll T4 0.2 % 82%
Stage W low nsk , T1-3 NI A24% aA31%
Stago Il hagh risk, T4 ca fand N2

Right colon
Gl
Madian N of nodes exantined

T T Vi RESULTS: COMPLIANCE, %

e Rt

3 months 6 months

Completed

Interrupted 8 33
Contlaued beyond 3 mo 3 .
Never started 1 1
Complated FP w/o oxall 1

More than 80% of pts in the control arm completed at least 5 months

e ASCO ANNUAL N{l ING 1T | mASCONY
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COLABORACAO IDEA
TOSCA TRIAL

o Toxicidade

Results: Toxicity

Grade 1-2, % Grade 3-4,%
Adverse Events 3 months 6 months 3 months 6-months
Neurological 37.0 41.0 9.0°
Febrile neutropenia 1.7 3.5 1.4
Thrombocytopenia 33.0 47.0 16
Diarrhaea 29.0 350 51
Allergic reactions 34 6.4 0.5

'Chi-squared test for trend  ;  Total number of grade $ events: 2 (“possible”)
* Chinically relevant neurolegical toxicily (grade 2, 3 and 4 )

p-value'
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COLABORACAO IDEA
TOSCA TRIAL

o Desfecho primario

Results: RFS by arm Overall Population

0.0 \ 6 months

-
-
- .

- e

SIRAERE T e S S e e e e

N. Of events B2% of planned D
3 mo 404 (22.0%) 3 months a1.1 1.14 (0,92 -f1.32

8 mo 368 (20.0%)
6 months 83.0 Ref
3-yr RFS diff. = -1.9% (-4.8-1.0)

'f
2
&
¥
=
£

Power 72%
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COLABORACAO
TOSCA TRIAL

o Desfecho primario

Results: Forest plot

Sabgrwap ovenbhn (M%)

OYERALL TP Rate 2y 4
s
Female oh 4
Male LAV 20
Twrnows vire
Colon ax
Colon ss
Sage
IR 1258 (144)

20280 1250

HaNsT2 )
o204 (22.0)
A YN ESTEIEE

MRS

SENENME (224

SRIMiIe D

* o eon

10T Ju Nt 35)

y 1300 aT)

y 120 1) 050 46)
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HEPp2%ON LI ALt |

04 JO 9o 2] p—
TR L

2 j0wag 8
108 0501 30)

AL
141 1050 w9
107 1091-1 26]
DOAS

1 4) oo

133 j083.2.19)
11410911 43]
0 9% |0 T2 24)
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9% |1 T2 28]
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COLABORACAO IDEA
TOSCA TRIAL

o Desfecho primario

Results: RFS by stage

Interaction p-value =0.108

A 6 months B
e STAGE “ . s months STAGE “I
! 3months =~ " ""ress-ciotoodTEE e
) Imonths " TTTTTITE R SRTRe.
: .
; Duration  3-.yr RFS % HR (95% CI) ’ Duration IyrRFS % HR(95%CY)
f ¢ |
| 3 months £5.5 1.41 (1.05-1.89) ¥ 3 months 788 1.07 (0.91-1.26)
o ety | 8months 912 Ret O e satios | € months 8.7 Ref
tw 18I o 20 LA e
3-y1 RFS dill. = -5.7 % (-9.7% - -1.7%) - 391 RES dir. = 0.1 % (-3.4% - 3.6%)
e " » - “ b " PN = s LN Bl = 4 << “" "
- - Tiow b Dy e ot o Ll - Rl
& g B & & W d : " R B 2 B ¥

g ASCO ANNUAL MEETING w7 #ASCOT7 Presartod by A Sobrerc on behat of TOSCA colaboratore
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COLABORACAO IDEA
TOSCA TRIAL

o Desfecho primario: o efeito estadio dependente é confiavel?

NAO!

» Pouca plausibilidade

« Auséncia de consisténcia externa

e Poucos eventos (78 vs. 105)

 Teste de interacao por estadio nao significante

SIM!
« Dado de uma analise prospectiva pré-planejada
 Estadio Il..... Biologia diferente?
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COLABORACAO IDEA
TOSCA TRIAL

o Desfecho primario

Results: RFS by treatment

A 5
& moniths o & months CAPOX
3 monll';a: ------------------- 3 months
Duration 34rRFS%  HR(95% CI) ' B Duration 34yrRES % MR (95% Cl)
F o8 ‘! 2
k., 3 months 50 4 1.23 (1.03-1.46) .. 3months 825 0.98 (0.77-1.26)
; Dtet s | Smonths 83.3 Ret 0y iy . | 8months 825 Ref
i 31 RES diff. = 2.9% (- 62~ 04) G T 3-y7 RFS diff. = 0% (- 4.5% - 4.5%)

Interaction p-value = 0.140

mosns ASCO ANNUAL MEETING ‘17 | #ASCO17
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COLABORACAO IDEA
TOSCA TRIAL

e Conclusodes
« Nao inferioridade nao foi demonstrada HR 1.14 (0.99 - 1.32)
 Diferenca absoluta de SLD em 3 anos € muito pequena (1,9%)

 Curvas de SLD idénticas para o estadio Ill
« Diferenca observada no subgrupo do estadio II.

 Curvas de SLD idénticas para o esquema CAPOX
« Diferenca observada no subgrupo do FOLFOX.

« Toxicidade muito inferior no braco de 3 meses de tratamento.
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COLABORACAO IDEA
SCOT STUDY

Final DFS results of the SCOT study
An Inlematonal Phase |1l Randomisad (1:1) Non

are Scudder hew* Arce
LOUSe Nadwy. Charms W KON G ia Sharaoan Lssaoon
Amanteed 5 D0Boae, Mars 1aarinan, Stepnes Fal Sren i Haod. James P

ssae NGOO ANNUAL VEXTNG 17 sASCOTY

3 months duration

6 months duration

weann ASCO ANNUAL MEETING 17 | SASCO17

Lhnar e 10 e s o Pw aAR s D s b b T

g Uty

ANNUAL MEETING

Wi vou



COLABORACAO IDEA
SCOT STUDY

o Caracteristicas do estudo

Statistical design

« Non-inferiority
— Designed as a non-inferiority trial aiming to exclude a

maximum 2.5% fall in 3-year DFS on the 3 month arm
corresponding to a hazard ratio of 1.13

e P ower

- For a hazard ratio of 1.13 and 90% power alt the 2.5% 1-
sided level of statistical significance, 9500 patients and

2750 events needed
SCOT CONSORT Diagram
[ Alicaties |
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COLABORACAO IDEA
SCOT STUDY

e Resultados

Results: Patient characteristics .
Results: Treatment regimen

36.6%
&0 5%
719%
201%
Colon 81.9%
Recthum 12 1%
Madan (10 rangs) 65 (58-70)

| Regimen | 3 montk duration 6 month duration
051 (67 4%) 2055 (57 5%)

€43 132 6%) SBE (32 5%)

S ASCO ANNUAL MECTING T7  #ASCOTT

Results: Patient characteristics

N stage

LS IR PO RN
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COLABORACAO IDEA
SCOT STUDY

e Resultados

Results: Treatment compliance

Percentage of full oxaliplatin and full fluoropyrimidine dose by
randomised study arm and initial treatment choice

Fluoropyrimidine

BFoLFOX =i M FOLFOX
B cAPOX =) HCAPOX

Percentage of frull dose

o
o

®

o

Y oo

y

-~

® s

%

g -

a

T T ! |
& months megon 3 months 6 months
Randomised study arm | st Randomised study arm

.'O!Z-T\'t‘. - ASCO ANNUAL MEETlNG .17 #ASCO17 Presented by: Tim veson, MD an behalf of SCOT investigators
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COLABORACAO IDEA
SCOT STUDY

o Toxicidade

Results: - l
Grade 3/4
adverse

% Grade 3/4

events by

Duration and
Regimen

3 months 6 months
Randomised study arm

mem - ASCO ANNUAL MEETING 17 - #ASCO17 ¢ caveaby Tim ivesor

SEcuy ave 28 w3 b reaie.
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COLABORACAO IDEA
SCOT STUDY

o Toxicidade

GOG NTX4 NEUROPATHY SCORE

Results: "1 2 5monms trastne
Neuropathy e
measured by
patient
questionnaire
over time

by treatment
duration

o
2
L
=
©
€
&
$
=

" e ASCO ANNUAL MEETING 17 #ASCO17
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COLABORACAO IDEA
SCOT STUDY

o Desfecho primario

Results:
DFS
Overall
Population

g 8 3
£ 2 3

Syr DFE(55% C1) HR(95%Cl) Non-nferiorty
pvalue

T8 7% (T52%-782%) 1 005 (0 509-1.114) 0012

77 1% {(7568% .78 7%) Ref

&
g
%
%
%
k]
|
4

3yr DFSdiference = .0 4% (-2 6% t0 1.8%)

Total number of events=
1482 giving 66% power

3 4 & 1
Time fsom randces sation {years)
"

1 w3 1 3
" L He 13 n

wieme ASCO ANNUAL MEETING 17 #ASCO17
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COLABORACAO IDEA
SCOT STUDY

o Desfecho primario

Culagiy ;23 TR T batier B hatler
Poeada2aleris PosrtuPaleots

Results: Rt - =
DFS :
duration

comparison

by N- and T-

Stage

7407 025 742723030 4>

08 0F 08 05 | 11 123 1

s ASCO ANNUAL MEETING ‘17 #ASCO17
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COLABORACAO IDEA
SCOT STUDY

o Desfecho primario

Imortham  Smonth am

VAIRLS S0 s paents DFSPavets

Results:
DFS e Sokn  833/2484 62872483
duration

comparison
by adjuvant

FOLFCE 2430 0848

treatment
and site of
disease

Ot T40r 3035 7421 00

= ASCO ANNUAL MEETING T7 | #ASCOI7 0 ool 5o

Lk 0w Do ooty of T b vy
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COLABORACAO IDEA
SCOT STUDY

o Desfecho primario

Results: DFS by Regimen

mmame ASCO ANNUAL MEETING 17

Bides avw ¢ pregacty oF Iar autter,

CAPOX (n=4092)

FOLFOX (n=1973)

nASCOT? Fresemes by

Permitaion reqaked Sr roae
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COLABORACAO IDEA
SCOT STUDY

o Desfecho primario

Results: DFS by Stage Ill Risk Group

T1-3/N1 (n=2663) T4 or N2 (n=2283)

- LA T M e et
- AT iae ja asr

e
RERG
R2L
/
L
"
S8
Lt
il

& g
g 0%
%
g 0%
F =
. BN
iote! 347 DFS (955 C1) HE (95% CY) ot leveany
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§ 2%y an B5.0% (E2.5%-80 2%) Q007 (07499097, 001 ol £3 0% (30 0%-62 24} 106D (2 085123Y) 0208
0% 2%
15% om 34 0% 0087 AN Ret 15% o5 | B 4% )
g Yo : : E ] ™ 04 5% (51 4%00 4% Rt
- ;:f i DFS Stiarence = 1.3% €1.5% 10 4.2%) 5 s':: 397 OF 5 difference = =1.9% +5.9% 10 2.2%%)
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COLABORACAO IDEA
SCOT STUDY

o Desfecho primario

vt aevn 4 wardh ey

Results: Sy St S
DFS

duration

comparison e e

by

expanded
stage
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COLABORACAO IDEA
SCOT STUDY

o Desfecho primario

Results: 3-year DFS by risk
group and regimen

Risk
Group

T1-3,N1

Regimen

CAPOX (n=1774)
FOLFOX (n=889)

3-yr DFS Difference (95% Cl)
3m minus 6m

3.4% {(=0.1%, 6.9%)
-2.9% (-7.7%, 1.9%)

HR (95% CI)
3m versus 6m

(0.60 - 0.96)
(0.91-1.78)

T4 or N2

CAPOX (n=1515)

-14% (-6.4%, 3.6%)

(0.89~1.23)

FOLFOX (n=768)

-2.7%  (=9.6%, 4.1%)

(0.89 - 1.44)

A ASCO ANN.'.J.AL M..EETING 7 #ASCO17 Presented by Tim tveson, MD on behalf of SCOT investigiaicns
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COLABORACAO IDEA
SCOT STUDY

e Conclusoes

» 0O estudo atingiu seu o desfecho de nao inferioridade previamente estabelecido
na comparacao 3 vs. 6 meses de tratamento na populacao global.

« Tratamento por 3 meses € menos toxico e melhor tolerado.

e 3 meses de CAPOX foi nao inferior a 6 meses de CAPOX.
e 3 meses de FOLFOX nao foi nao inferior a 6 meses de FOLFOX.

 Estadio lll de baixo risco (T1-3 N1): 3m nao inferior a 6m.
» Estadio Ill de alto risco (T4 e/ou N2): 3m inferior a 6m.

'"Q\OQ‘Q o)
POS 2017 o Grupo = INSTITUTO
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COLABORAC}AO IDEA
ANALISE COMBINADA

3 Prospective Pooled Analysis of Six Phase |l
Trials Investigating Duration of Adjuvant

Oxaliplatin-based therapy (3 vs. 6 months) for
Patients with Stage lll Colon Cancer:

The IDEA (international Duration Evaluation of
Adjuvant Chemotherapy) Collaboration

asne NSO ANNUAL VEXTNG T sASCOT

Study Schema

Total planned accrual 2 10,500

Stage lll
Colon
Cancer
Patients

1:1

FOLFOX. SFULY + Oxaliplatin
meeme ASCO ANNUAL MEETING 17 | #ASCO17

Lo

ANNUAL MEETING
: < WITHYOU.

3 months |

Investigator s choice
FOLFOX or CAPOX

6 months |

CAPOX. Capecilabine + Oxaliplalin

RO QU B TU @Y DTt 0 LDUA DS o




COLABORA(;AO IDEA
ANALISE COMBINADA

e Caracteristicas do estudo

Study Overview

Stage 11 Colen

- Objectlve M‘M" Carces Patuaen

To evaluate the non-inferiority (Ni) of 3m compared 5 CAPOX o FOFOX 2402 wry
with 6m of adjuvant oxaliplatin-based treatment in CAPOX or mrOLFOXE " vt v Zactend |
stage |l colon cancer o

~TOLroOxe

Earelling Country

CaPOX or FOLFOXS

* Approach o e e e e
Prospectively-designed, pooled analysis of individual

patient data from six concurrently conducted phase Il|
randomized trials

SCO ANNUAL MEETING 17 BASCON yyqummuuciv donin w31 Statistical DeSign

ey -

* Primary Endpoint: Disease-free survival (DFS)
e of randomization {enrcl ment) o the earliest date of relspse,

Primary Analysis Population: Modified Intent-To-Treat
Randomazed and received any dose of treatment

- Analysis accorang 1o patents’ ong nal rancomzation ass gnment

DFS Hazard ratio (MR; 3m vs. 6m) and two-sided 5% confidence

interval (Cl) were estimated by Cox model stratified by study

Pre-planned Subgroup Analyses: By regimen and T/N stage

~~..-—_AS_CS/ &h!OJnL HFC]‘INC T NASCOT?
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COLABORA(;AO IDEA
ANALISE COMBINADA

e Caracteristicas do estudo

Rationale for Non-inferiority Margin

Historical Data from MOSAIC

S5FU/LV + Oxaliplatin vs. 5FU/LV
24% relative risk reduction

IDEA Consensus (Oncologists and Patient Advocates)

Oxaliplatin-based Treatment: 3m vs. 6m

12% relative risk increase (upper 95% ClI)
-> NI Margin: DFS HR =1.12

Andre el al. N Engl J Med 2004; Andre o al. Curr Colorectal Cancer Rep 2013
meoe ASCO ANNUAL MEETING 17 - #ASCO17 Presented by Qan Shi, PRD on behatf of IDEA cotaboraion
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COLABORA(;AO IDEA
ANALISE COMBINADA

e Caracteristicas do estudo

Non-inferiority Hypothesis Testing @

Statistical Conclusions Under Different Scenarios

3m TRT better 6m TRT better

Superiority r—— :

One-sided Type | Error Rate

|
Non-inferiority | = 0,026
| Power = 90%
Not proven Require 3390 DFS Events

Inferiority

Hazard Ratio : 1.12 <-Non-Inferiority Margin

TRT. treatment Piaggio el al. JAMA 2012,308(24).2584-2504
sicase ASCO ANNUAL MEETING ‘17 | #ASCO17  ;cantec by. xan Shi, PnD on cehall of IDEA collaboralors
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COLABORA(;AO IDEA
ANALISE COMBINADA

e Resultados

Patient Characteristics by Study

TOSCA s0Ov OFA France

Faloe MCHatacterisins

(M= 2990 2010}

cHoTaz HORG mnT

L b e

(h=28400 INSTOH)

(h=1281)
57 s

a4

%

15%

14% @ 28%

@%
LLES

MROIPS2 0 DEA France ind CRI92 el

wome ASCO AMNUAL MEETING 1T HASCOIT v cumm

48

Results: mITT Population

N paticnts
Total DFS events
ECOGPS 01
N1/N2
1.2
I
T4

12,834
3,263 (96% of planned)
TO% I 21%
T2% 1 28%
13%
86%
21%

Jada frozen on Feb 1= 2017

weame ASCO ANNUAL MEETING 17 BASCOYT
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COLABORA(;AO IDEA
ANALISE COMBINADA

e Resultados

Treatment Compliance

Treatment Compliance

FOLFOX
3mArm 6mArm

CAPOX
3mArm 6mArm

Total no. weeks received treatment
Median (Q1-Q3)

12 (12-12) 24 (20-24)

12(12-12) 24 (18-24)

Reached the planned last cycle'

90% 71%

86% 65%

% of dose actually dellvered, Mean (
5FU?
Capecitabine

Oxallplatin

Standard Deviation)

92.4(22.7) 81.6(26.6)

91.4(19.9) 72.8 (25.6)

91.2 (23.5)
89.8 (21.7)

78.0 (29.4)
69.3 (28.3)

11% of mhcn‘s us»qned to 3o treatment [ho!h FOLFOX and CAPOX) recewed >Jm 01 1n~almmt ! combining mfus.uon and bolus

« ASCO ANNUAL MEETING 17

LA I 200 MNAIT) F TN BN PRI B TR

HASCOT7

ad by Qan Shi, Fr on behall of DEA colaboralors
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COLABORA(;AO IDEA
ANALISE COMBINADA

o Toxicidade

Adverse Events
FOLFOX CAPOX

Adverse Events | 3mArm | 6mArmm @ pwvalue' | 3m Arm ’ 6m Arm p-value’
Overall |
G2 32% | 32% @ <.0001 41% | 48% | <.0001
G3-4 38% 57% 24% 37%

Neurotoxicity ,
G2 14% 32% . 12% | 36%

G3-4 L 3% 16% | 3% 9%
Diarrhea
G2 13%  <.0001 13% @ 0.0117
G3-4 7% |

‘Chirsquared test for ttend Tohl of 18 gude Sevents; Adverse :v:nts only collected on lustsﬂ patients enrolled to SCOT tral

pareae 1 ASCO ANNUAL MEETING 17  8ASCO17 o ccavedby GianShi. PRO on behalf of IDEA colaboratons
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COLABORA(;AO IDEA
ANALISE COMBINADA

o Desfecho primario

Primary DFS Analysis (mITT)

8

Duration
3 Morths
& Mcnths

5885 8 8

DFS HR =1.07
95% CI, 1.00 to 1.15

Percent Without Event

s

3.yr DFS diff. = -0.9%,
95% Cl, (-2.4 to 0.8%)

()
o

-
o

o

L e L L

Years from Randomization
N Pasenis g424 5446 4464 000 1609 826 a2
M sk

B s ASCO ANNUAL MEET'NG 17 uASC°|7 Hsaled by Cloneh Primafy DFS AnaleiS (mITT), cont.

Pidry oe 10 pwperin ol e el Prwmais: reg red A mrase

Statistical Conclusions

B TR barter Son TRY banser

- »
OFS MR~ 1.0
Not proven ~— 2% CHL 10010 1,18
R
Farerd A - -
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COLABORA(;AO IDEA
ANALISE COMBINADA

o Desfecho primario

DFS Comparison by Stage, cont. @

Patients Patients HR Favors3m Favors 6m Interaction

JmArm 6mArm (3m/6m) X ’ P-value
N stage

N1 4883 4585 i 4 0.44
N2 1758 1769 i !

T stage
T1/T2 849 841 c*
T3 4219 4181
T4 1320 1335

Risk Group
T1-3 N1 3744 3727 1.01

T4or N2 2634 2622 1.12

1

1 112
Hazard Ratio

micai s ASCO ANNUAL MEETING ‘17 | #ASCO17  sracanteq by tian Sh, P on cehail of IDEA collasoralrs
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COLABORAQAO IDEA
ANALISE COMBINADA

o Desfecho primario

« Grande diferenca de prognostico observado entre grupos T1-3N1 vs. T4 e/ouN2:
20% 6 em SLD 3 anos.
« Analise "post ad-hoc” entre estes grupos.

« Dois regimens distintos utilizados: XELOX e FOFLOX.
 Analise "ad hoc” 3m vs. 6m por regime.
 Analise “pos hoc” entre regimes.

"'Qo SO

, SRC I __Grupo A INSTITUTO
ASCO Lt oncaLinicas (& TLNICAS
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COLABORA(;AO IDEA
ANALISE COMBINADA

o Desfecho primario

DFS Comparison by Regimen, cont. @
FOLFOX CAPOX

3m TRT better 6m TRT better 3m TRT better 6m TRT better

DFSHR =1.16 DFS HR =0.95

|
|
|
95% CI, 1.06 to | 95% CI, 0.85to0 1.06
|
|

— Non-Inferiority
|

1.0 112 1.0 1.12
t 1
NI Margin NI Margin

TRT: treatment Interaction p-value = 0.11
meogme ASCO ANNUAL MEETING ‘17 | #ASCO17  ¢rogented by: Cathy Eng, MD
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COLABORA(;AO IDEA
ANALISE COMBINADA

o Desfecho primario
DFS Comparison by Risk Groups @
(Post Ad-Hoc Analysis) :

Low Risk: T1-3 N1 (58.7%) High-Risk: T4 or N2 (41.3%)

3m TRT better 6m TRT better 3m TRT better 6m TRT better

DFS HR=1.01 DFSHR=1.12
95% CI, 0.90 to 1.12 95% CI, 1.03 to

Non-Inferiority

1:0: 112 1.0 1.12
1 '
NI Margin NI Margin

TRT: treatment Interaction p-value = 0.11

sz ASCO ANNUAL MEETING 17 #ASCO17  peeented by Cathy Eng, MD
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COLABORA(;AO IDEA
ANALISE COMBINADA

o Desfecho primario

DFS Comparison by Low Risk Group and Regimen (?

Risk Regimen 3m TRT better 6m TRT better DFSHR; 95% Cl
Group

FOLFOX Not proven
T1-3 N1
CAPOX Non-Inferior

\\N—

| 3.yrDFs
3m 81.9% T1-3, N1
| 8m | 83.5% FOLFOX

Non-Inferiority Margin

TRT: treatment

L e T ST

ASCO ANNUAL MEETING 17 #ASCO17  ¢/cooniosi by Gathy Erg, MD
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COLABORA(;AO IDEA
ANALISE COMBINADA

o Desfecho primario

DFS Comparison by Risk Group and Regimen @

Risk Regimen 3m TRT better 6m TRT better DFS HR; 85% CI
Group

FOLFOX Inferior

T4 or N2
CAPOX Not proven

1.0 1.12
T

Non-Inferiority Margin

TRT. reatment

s ASCO ANNUAL MEETING 17 #ASCO17  £qqunted by: Cathy Eng, MD
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COLABORA(;AO IDEA
ANALISE COMBINADA

o Desfecho primario

DFS Comparison by Regimen/Trial, cont.
FOLFOX CAPOX

Patients Patients HR Favors 3 sosths  Fevorné mentn Patients Patients HR Feorersdmeeths Fevees § sonths

R -
Jm e ey e . X Somam v iem)

TOSCA 770 792 I TOSCA 424 416 0.92
SCOT 662 672 SCOT 1330 1319 0.94
IDEA France 855 914 IDEA France 107 94 0.97
HORG 148 148 0.87 " T ——— HORG 208 206 112
ACHIEVE 163 159 1.08 e ] ACHIEVE 487 082

cao702 1232 1208 1.10

Overall 3870 3893 Overall 2554

1 .12
Hazard Ratlo Hazard Ratlo

s ASCO ANNUAL MEETING ‘17 | #ASCO17  pyacanted by Cathy Eng, MD
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COLABORAQAO IDEA
ANALISE COMBINADA

e Conclusodes
e 3m vs. 6m: maior conformidade no tratamento; reducao na toxicidade.

« Desfecho primario na populacao geral nao alcancado
« Analises secundarias de acordo com risco e regime de tratamento podem
estabelecer subgrupos de efetividade.

« Duracao de tratamento: balanco entre potencial perda de efetividade em SLD em
3 anos e reducao da neurotoxicidade.

o SLD em 3 anos é um desfecho substitutivo validado para sobrevida global nesta
populacao

"QOQ‘Q Q
POS 2017 o Grupo = INSTITUTO
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COLABORAQAOIDEA
ANALISE COMBINADA

e Conclusoes

IDEA Clinical Consensus: Risk-based approach to
adjuvant chemotherapy in stage lll colon cancer

Risk group Recommended duration of adjuvant therapy

3 months 6 months

T1-3 N1 &

(~60% of stage Il

T4 and/or N2

e e

Duration of therapy determined by
(Or other high-risk factors) - tolerability of therapy
- patient preference
- assessment of nek of recurrence
Regmen (CAPCX vs FOLFOX)

o ASCO ANNUAL MEETING ‘17 | #ASCO17  roqcnieaty GuanSni #1oon bent ot DEA colisorilées
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COLABORA(;AO IDEA
ANALISE COMBINADA

e Criticas ao estudo

« Analise combinada de 6 estudos independentes heterogéneos
« 3 estudos (ACHIEVE, CALGB 80702, HORG) ainda sem apresentacao de dados
finais.
 Pacientes com MSI-H nao foram excluidos.
» Resultados ainda nao publicados. SG imatura.

Plenary Discussion: Conclusions:
International Duration Evaluation « To date, based on the information provided from the IDEA pooled
of Adjuvant Chemotherapy (IDEA) analysis_3M of adjuvant oxaliplatin-based chemotherapy is not non-
A Pooled Analysis - nferior to 6M for DFS

A Change in Treatment Paradigm? ~ CAPOX Sppears non-inténior
SCOT) with Incompie

Six months of adjuvant oxaliplatin-based chemotherapy for stage Il
colon cancer remains the siandard of care

T G D) Vi1

we ASOS ANNUM NELTHS 9 sASCOTT
be 8 coentnucus matter
™ based on exising

eragy
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CALGB/SWOG 80405

« Desenho original e resultado final

CALGB/SWOG 80405: KRAS wt

Chemo + Cetuximab
0S =29.9 mos
MET / ADVANCED oF

COLORECTAL FOLFOX - NO [)“‘I[‘,RINCL

KRAS wt
Codons 12 & 13 MD choice Chemo + Bevacizumab

0S = 29.0 mos
PFS =10.8 mos

PRESSNTED AT THE 2014 ASCO ANNUAL MEE TING

ANNUAL MEETING
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CALGB/SWOG 80405

 Analises exploratodrias indicaram que a lateralidade é prognostica e preditiva.

80405: (xras wry Overall Survival by Sidedness

Mate

ASCT ANTUAL WESING 95

80405 (kras wt): Overall Survival by Sidedness and Biologic

JI6 48 GO 72 B4 96
Months From Study Entry

AS00 ANTUAL VEET MG 1
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

CALGB/SWOG 80405 (Alliance)-
Translational & Correlative studies

PRt LTSS <
Fides o (¢

Abstract 3503

Pnmary (1°) tumor location as an independent prognostic marker from molecular
features for OS in patients mCRC

Alan P. Venook, MD, FASCO, et al
Abstract 3504

Somatic DNA mutations, MSI status, mutational load: Association with OS in patients
with mCRC.

Federico Innocenti, MD, PhD, et al.

Abstract 3511 (Tuesday 9:45 AM, CSS — Making sense of Consensus Molecular
Subtypes)

Impact of Consensus Molecular Subtyping on OS and PFS in patients with mCRC.
Heinz-Josef Lenz, MD, FACP, et al.

ASCO ANNUAL MEETING 17  #ASCO17

oty oF Bar vt Permiiaion regaied
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o ABSTRACT 3503
« Lateralidade persiste prognostica mesmo quando ajustada pelas caracteristicas
avaliadas.

Factors included in multivariate analysis
. Age
Race

Gender
Synchronous v metachronous
Consensus Molecular Subtypes

MSI, BRAF, NRAS, KRAS, HRAS
Cox proportional hazard stratified. prior XRT, +/- adj chemotherapy
HR = 1.392 (1.032, 1.878), p = 0.031

P00 ASCO ANNUAL MEETING ‘7 #ASCOIT Eresented
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o ABSTRACT 3504
« Mutacao do BRAF: fortemente prognodstica mas nao é preditiva.

OS is affected by BRAF mutations
(72/504, 14%)

Nedan C8 |":_sxx' c_l!
; 3 W P -1
) "] rre ! A

Lot R
HR . 167 (95% CI 1.20-2.33) p 0.0035 Interaction of BRAF status with
Withowt sidedness: MR, 1,82 (85% Cl 1.37-2 44) p 0.0001 b . | -
mren ASCO ANNUAL MEETING ‘17 - #ASCOI7 10 Og ICS
L BRAF Vildypo BRAF Mutant

HR, 0.07 {95% C1 0.77-1.23)

rgracton p 013
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o ABSTRACT 3504
e Instabilidade de microsatélites: nao € prognostica mas pode ser preditiva.

MSI status does not impact OS
(29/418, 6.9%)

Medgian O5 (90 O

VE)

- BRAF+ 52%

Interaction of MSI status with
biologics

HR,, 0.84 (85% C10.51-1.39) p 0.50 MSS MSI-H

o ASCO ANNUAL MELTING 77 BASCONT - ot ~» =t o TSR — gl

MR, 1.03 (96% CI C 82.1.30)
Intaracton p 0.0002
o ne ASCO ANNUAL MECTING 17 - mASCOTY
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o ABSTRACT 3504
« Carga mutacional

Mutational Load (ML) by MSI
status (N=319)

MSS

2 MSS excluded: high ML of 93
and 361

Median ML in MSS: 6 (range 0.5—- I l

345 95 24 3 48 10 8 % 8 A e
» Laad

Mot b -

meomm s ASCO ANNUAL MEETING ‘17 | #ASCO17 1oty
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o ABSTRACT 3504
« Carga mutacional em pacientes com fendtipo de estabilidade de microsatélites
pode ser prognostica mas nao é preditiva.

OS is affected by ML>8 in MS

WAooy Wod » CY
« 4 el B

T Interaction of ML status with
HR 4 0.67 (95% CI 0.47-0.95) p 0.02 biologics in MSS patients

o in = ASCO ANNUAL MEETING ‘7 - HASCOTT sy ot
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o ABSTRACT 3511
« Consenso de Subtipos Moleculares do Cancer de Colon (CMS)

CMS2 CMS3 CMS4
IBI immuna Canonical Metabolic Mesenchyma

14% 23%
M3, C'MP high, SNA Mixad MSI status,
hypemmutation S high SCNA low, CIMP low SCNA high
BRAF mutations KAAS mulaticns
mmune infillration WNT and Metabolic %"gg‘;’ a:'t' '::i';“'
anc activation MYC activation dsragulaticn angiogenesis
Worse survival Worse relapse-free
after relapse &nc overall survival

Figure 5 Proposed taxonomy of colorectal cancer, reflecting significant
biclogical diffarances in 1ne gena exaressian-based molecular subtypes.
CIMP, CpG island methylator ochenotype; MSI, microsatellite instability;
SCNA, somatic cogy number alterations.

"Qoa‘e Q
2017 Grupo = INSTITUTO
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ASCO"s>:° ONCQLINICAS (2 TLINICAS

ANNUAL MEETING
Maling a Diffrence I Cance Care WITH YOU




CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o ABSTRACT 3511
« Consenso de Subtipos Moleculares do Cancer de Colon (CMS)

My CMS Cheat-sheet
« CMS1: MSI/BRAF, CIMP, Immune

S2: Supposed to have 2 copies [LEBEESESESIESESIE
Copy number alterations, “canonical”, Myc/Wnt (2 genes)

CMS3: Metabolic, KRAS mut'n enriched

« CMS4: Mesenchymal, stromal, TGFf3

Remember, CMS types were developed on biology, not outcome.

AR ASCO ANNUAL MEE.”NG 17 #ASCO17 Presended by Wels Messersmdn: MD (Colorado)
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o ABSTRACT 3511
« Consenso de Subtipos Moleculares do Cancer de Colon (CMS)

CMS Distribution in 80405

18%

mCMS] ICMS2 mCMS3

s ASCO ANNUAL MEETING ‘17 - #ASCO17 gy occtanvy Horz doset Lerz
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

e ABSTRACT 3511
e CMS e lateralidade

CMS and Sidedness

Right Left

C804045: Lenz

i ASCO ANNUAL MEETING 17 | #ASCOT7 5 ecanien by el Messersmith, N
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CMS1: Immune

CMS3: Metabolic

Higher CMS1

n R-sided
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o ABSTRACT 3511
« Aclassificacao do CMS é altamente prognostica

Primary Endpoint and CMS (55825)

Overall Survival
CMS EventsiTotal Median (95% CI)
CMS1 85104 150 (11.7-22.4)
CMS2 173242 403(36.1-43.1)
—— CMS3 58088  243(16.4-200) ’ had
CMS4 127167 31 4(263.369)
Logrank P-vale: <.0001 the best

OS (40m)

.
&
|
s
H
3
3
£

\x 11‘ S - ‘_ MK
mOS= 15m . i CMS1 haa
= the worst
OS (15m)

v} | = »
Norans Fom Rendossi:san

B Asqo ANNUAL MEETING ‘7 #ASCO17 Presanted by Weals Messessmith, MD (Colorado)
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o ABSTRACT 3511
« Aclassificacao do CMS pode ser preditiva

Cetuximab vs Bevacizumab Lenz
(C80405)

: CMS1 (mostly
CMS1 R-sided) should
not get

cetuximab?
CMS3 - = : - (R-sided story
already known)

2 did not
All (CMS Population) benefit from
bevacizumab?

(needs further
study)

CMS2

CMS4

rocme ASCO ANNUAL MEETING 17 | #ASCO17

Fresemed by Wells Measersmgh, MD (Colerads)
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o CONCLUSOES

pharyngeal pouches 1-4

Rathke's
pouch

-

Lung t Right colon and left colon: different organs?

Liver

Gallbladder
Dorsal

Ventral pancraeatic

pancreatic
bua

YOIk soc
(vitalline duct)

Caecal bud -
Allantois
Cloaca

Bettington, et al,
Histopathology. 2013,

PRa TR A

el
0%
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o CONCLUSOES

CALGB/SWOG 80405 - Siggwess: Right vs Left

NO147 (3.392 patients)

o TRANSVERSE C.
- DXCLUDED FROM TH|™

X1 %) JA5S [)

» Right vs Leftis NOT a dicothC ic transition, but a continuous of changes
moving from cecum to sigmoid colon - rectum

sy ASCO ANNUAL MEETING 17  #ASCO17
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CALGB/SWOG 80405

ANALISES TRANSLACIONAIS E CORRELATIVAS

o CONCLUSOES

What’s next?

ASCO ANNUAL MEETING 17 #ASCO17
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CCR METASTATICO: NOVAS ESTRATEGIAS

Randomized trial of irinotecan and cetuximab
with or without vemurafenib in BRAF-mutant
metastatic colorectal cancer (SWOG S1406)

v s ASCO ANNUAL MEETING 'T7T  BASCOYVY

« Mutacao BRAF V600E é presente em 7% dos pacientes com CCR metastatico.
« Ativacao constitucional da via de sinalizacao MAPK-quinase.

 Associado a biologia agressiva e refratariedade aos tratamentos disponiveis.
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CCR METASTATICO: NOVAS ESTRATEGIAS
SWOG S 1406 USO DO VEMURAFENIBE PARA MUTA(;Z\O DO BRAF

o Vemurafenibe é um inibidor especifico da mutacdo do BRAF V600E
 Atividade limitada como agente isolado

« Efeito sinérgico quando associado ao anti-EGFR e irinotecano

Introduction

Synergy of EGFRI/BRAFI = el Benefit of Innotecan

w=Cortrol
=a=\emirafenid (PLX4T20)
Cotnimad :

]
£ m_"

7 9 ‘214 16 16 21 23 26 28
Cays

B woggy ot ASCO ANNUAL MEETING 17 | ##ASCO17
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CCR METASTATICO: NOVAS ESTRATEGIAS
SWOG S 1406 USO DO VEMURAFENIBE PARA MUTACZ\O DO BRAF

e Desenho do estudo

Study Design

Local BRAF
BRAF w=p VGOOE =
testing Mutation

T

No loca Central
BRAF =+ Testing
testing Perfermed

¢

Wild-type
(off study) Vemurafenib 960mg PO bid continucus
Cetwamabk 500mg/m?2 |V g2weeks
Innotecan 180ma/m2 IV g2weeks

Off Study
ARM 1: /'
Cetuximab + Sl sidvle[fe3Tely

Irinotecan STEP 3; Cross-
over to add
Vemurafenib

ARM 2
Vemurafenib +
Cetuximab +
lrinotecan

Progression == Off Study

ZOHASADPNH=ZTOQOZ>P»2

R
E
G
1
S
T
R
A
T
I
o
N

PESSINTER 47 ASCO ANNUAL MEET'NG '|7 ”ASCO‘? Presenied by, Scoll Kopetz MD, PhiD
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CCR METASTATICO: NOVAS ESTRATEGIAS
SWOG S 1406 USO DO VEMURAFENIBE PARA MUTACZ\O DO BRAF

e Desenho do estudo

Key inclusion and exclusion criteria

Inclusion Criteria
Measurable or non-measurable metasialic dissasa
BRAF VE00OE mutation and have tissue available for central BRAF VG00E
testing
Extended RAS wild type

Must have had cne or two prior regimens of systemic chemotherapy for
melastatic disease or locally advanced, unresectable disease

Performance status of O or 1
Exclusion Criteria

* Prior cetuximab or panitumumab Objectives
+ Prior BRAF or MEK inhibitor

» Chemotherapy within 14 days of registation  Primary Objective:
* Progression-free survival

Key Secondary Objectives:
Frequency and severity of treatment-related toxicity
Overall survival

Overall response rate, including confirmed and
unconfirmed, complete and partial response in the subset
of patients with measurable disease

A ASCO ANNUAL MEETING 17 | #ASCO17

e T
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CCR METASTATICO: NOVAS ESTRATEGIAS
SWOG S 1406 USO DO VEMURAFENIBE PARA MUTACZ\O DO BRAF

e Resultados

Demog raphics Cetuximab »

Irinotecan

Median age, years (range)

Famale, n (%) 37 (74%)

rRace, n (%)
White 49 (88%)
Black 0 (0%)
Asian 1(2%)
Hispanic Ethnicity, n (%) 2 (4%)
ECOG PS, n (%)
0 23 (46%)
1 27 (54%)
Prior innctecan treatment (9%6) 19 (38%)

Prior regimens: 1 pricr regimen for mCRC 26 (52%)
2 prior regimens for mCRC 17 (34%)
Faled adyuvant within 8 months 7 (14%)

2ed, 7 palernts were deemeo
¥S e 0 randemzalion (1)

Vemurafenib
+ Cetuximab + Irinolecan
(n=49)*
60 (34~-83)
21 (43%)

43 (88%)
1(2%)
4 {8%)
2 (4%)

24 (49%)
25 (51%)

27 (55%)
18 (39%)
3 (6%)

s ASCO ANNUAL MEETING 17 #ASCO17 Presented by ScottKopetz MO, FhD
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CCR METASTATICO: NOVAS ESTRATEGIAS
SWOG S 1406 USO DO VEMURAFENIBE PARA MUTACZ\O DO BRAF

o Toxicidade

Grade 3/4 Adverse Events
Cetuximab + Irinotecan (n-4‘=)'

Dchydmlzon 3 (7%) 5(11%)
Diarrhea 6(13», 11 (24%)

Fcbnb Houtropcma 5 (11%)

Fatigue 7 (15%)

Neutropenia

Hypomagnesewa

Nausea

I T —
Discontinued due to AE 3/50 (6%) B/49 (16%)

*Saven pabonts dd not starl Scalrsert, primas )c: o oa fore reatment nitaled. and are ncl inchkadod n $he safoly o
Medan duraton of teainend is 47 days end 33 days

meomnan ASCO ANNUAL MEETING 17 #ASCO17 Presented by Scott Kopetz, MD, PhD
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CCR METASTATICO: NOVAS ESTRATEGIAS
SWOG S 1406 USO DO VEMURAFENIBE PARA MUTA(;Z\O DO BRAF

e Desfecho Primario

Primary Endpoint: Progression-free survival

100%=r N cvents  Nedian 85% Conf Int
{ tecar 50 48 20 (18-21)
etuximab 49 40 43 (36-5.7)

HR=048 (95% Cl0.31 —0.75)
P = 0.001

s s ASCO ANNUAL MEETING ‘17 | #ASCO17
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CCR METASTATICO: NOVAS ESTRATEGIAS
SWOG S 1406 USO DO VEMURAFENIBE PARA MUTACZ\O DO BRAF

e Desfecho Primario

Subgroup Analyses

Overall N«9Y HR =« 0.48 95% Ci:0.31-0.75
Prior Irinotecan
Yes N=39 HR =04 95% Cli03-1.1
No N=60 HR =0.6 95% Cr02-0.7
Tumor Location
Right N=65 HR =0.% 95% C1:03-09
Left/Rectum N=34 HR=0.3 95% C1:0.2-0.8
Microsatellite Status
MSS 5¢ HR=0.5 95%C1:0.3-0.9
MSEH 13 HR=0.5 95% C1:0.1-1.6
Missing y HR =04 95% C1: 0.1 -0.9
PIK3CA Mutation
Wild-type HR = 0.6 95% Cl:0.3-1.1
Mutated* HR =0.2 95% Cl:0.1-0.8
Missing HR =04 95% C1: 0.2 -0.8

|

|

Ful gane sequencing

Hazard Ratio (PFS)

PSR A ASCO ANNUAL MEET'NG '17 “ASCO‘? Presented by, ScottKopelz MD,. PhD
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CCR METASTATICO: NOVAS ESTRATEGIAS
SWOG S 1406 USO DO VEMURAFENIBE PARA MUTACZ\O DO BRAF

e Desfecho Secundario

Response Rate  cotuxma s notecan

Cetuximab | Vemurafenib | P-value*®
+ + Cetuximab
Irinctecan + Irinotecan
(n=47)" (n=44)"

Pamial respcnse®

Slable disease ; .
Vemurafenib + Cetuximab + Irinotecan

Progression®

Disease
Control 2% 7%
Rate w | I"lll -
! ""'-u|l||“
03 patends had measutable daonse Confemed and uncerfumed, PR for pabenks " i - = - - — .

proviously treated with otecan was 0% and 18%, respeciivoly. ‘Including
SYMEROMME Caterceaton © Cr-aquared

e ASCO ANNUAL MEETING 17 #ASCO17 Prasentedtyy’ Scolt Kopalz, MD. FhD Art 18 2017 cata cutoft

2dcd 30 the proparty 3f the SutAor Mermilinion ACQuIred Nor movar.
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CCR METASTATICO: NOVAS ESTRATEGIAS
SWOG S 1406 USO DO VEMURAFENIBE PARA MUTACZ\O DO BRAF

e Desfecho Secundario

Crossover to VIC after progression

Patients wath radiographically documented
progression on IC crossed over to recewve VIC

48% of patients treated on IC arm crossed over

. | .
100%™ by s Ao T - R B B
Median PFS: 5.8 monthe i ll'
\ 05% Cl: 2.8-6.1 mos S e o o et III : II
80%

Median OS 12 1 months

95% Cl: 45125 mos

=
=
>
=
£
J
-
-

Stable disease
RDiseasecontrol rate

2 paiSants o ¢ o‘poq—n SOSe IS crosasval 1(. net have
measurable disease; thoso paterts are d from response (i

Progression

Months aiter randomization

mrsan s ASCO ANNUAL MEETING "17 | #ASCO17 Presaniedby Scoft Kopetz, MO, PhD
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CCR METASTATICO: NOVAS ESTRATEGIAS
SWOG S 1406 USO DO VEMURAFENIBE PARA MUTA(;Z\O DO BRAF

e Desfecho Secundario

Secondary Endpoint: Overall Survival

Events Median 95% Conf Int
;ximab + Irinctecal 38 58 (3.0-99)
32 96 (7.5 -13.1)

HR=0.73 (95% CI1 0.45-1.17)
P=0.19

Mcnths after randomization

mimano ASCO ANNUAL MEETING ‘17 | #ASCOT7  prasentedty ScottKopetz, MO
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CCR METASTATICO: NOVAS ESTRATEGIAS
SWOG S 1406 USO DO VEMURAFENIBE PARA MUTACZ\O DO BRAF

e Conclusoes

Conclusions

« The combination of vemurafenib, cetuximab, and irinotecan (VIC) met its
primary endpoint demonstrating improved progression-free survival in
patients with BRAFVE®= CRC

Activity of VIC combination did not differ by prior irinotecan, MSI status,
PIK3CA mutations, or sidedness.

Addition of Vemurafenib to IC showed activity even after progression on IC.

Overall survival showed a trend that VIC decreased risk of death compared
to IC. This analysis is limited by a high rate of crossover to VIC after
progression on IC.

VIC represents a new treatment for metastatic BRAFVYSCE colorectal cancer.

« ASCO ANNUAL MEETING 17 $#ASCO17 Presentedby SeottKoperz MD, PRD
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CCR METASTATICO: NOVAS ESTRATEGIAS
SUNSHINE: SUPLEMENTA(;/'SO DE VITAMINA D

SUNSHINE: Randomized Double-Blind
Phase Il Trial of Vitamin D Supplementation in
Patients with Previously Untreated
Metastatic Colorectal Cancer

Kimmie Ng°, Halla S. Nimei#ri©, Nadine J. McCleary!, Thomas A. Abrams’, Matthaw

B Yurgelun®, James M. Cleary” Dougas A. Rubinson', Dabarah Sch aq
Aar?, Dan Zuckarman® Rabacca Mksad® Emiy Chan® ) me; C:f |
Douglas J. Weckstein®, Mer A Faggen® 5

', Chastlopher Macaniosh

‘:nxw«nms. 0 ARVARL

Vitamina D tem propriedades anti-neoplasicas.

As células de CCR expressam o receptor de vitamina D.

Modelos pré-clinicos evidenciam atividade anti-proliferativa.

Altos niveis plasmaticos de vitamina D sao associados a aumento de sobrevida no
CCR.
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CCR METASTATICO: NOVAS ESTRATEGIAS
SUNSHINE: SUPLEMENTA(;Z\O DE VITAMINA D

e Desenho do estudo

SUNSHINE: Study Design

FOLFOX-bevacizumab +

Previously Progression

Untreated
Metastatic
CRC

Vitamin D3 8,000 IU/day
x 2 weeks (loading dose), X
followed by Unacceptable

Vitamin D3 4,000 |U/day iy
(maintenance dose) or

. Withdrawal of
FOLFOX-bevacizumab + consent

Vitamin D3 400 |U/day

n=139

April 201 2=-November 2016

R
~
N
D
0
M
|
Z
A
T
|
0
N

Cala lock April 25, 2017
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CCR METASTATICO: NOVAS ESTRATEGIAS
SUNSHINE: SUPLEMENTA(;/XO DE VITAMINA D

e Desenho do estudo

Study Objectives Statistical Methods

* Prospective, randomized, dsuble-binded, phase |l
» Primary objective clirscal tnial
- Progression-free survival (PFS) by intent-lo-treal analysis o

« Secondary objectives
- Objective response rale
Overall survival (OS)
« ToxiCRy
-~ Incdence of vilamin D deficiency oy ASLO ANMUAL VELTIVG 1T RASCOTT
- Assocation between plasma 25(0OH)D levels and PFS and OS E—
Time course of change in piasma 250H)D levels

S vy ASCO ANNUAL MECTING 7 | BASEOTT v, 1 : Key Ellgibl'lty Criteria

Histologically confirmed, metastatic colorectal
adenocarcinoma

No prior systemic treaiment for metastalic disease
Measurable disease per RECIST v1.1

ECOG performance status 0-1

No regular use of vitamin D supplements = 2,000 IU/day in
past year

No pre-existing hypercalcema or predisposing conditions

mamm ASO0 ANNUAL MEETING “I7 HASCOIT o i e, b

-
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CCR METASTATICO: NOVAS ESTRATEGIAS
SUNSHINE: SUPLEMENTA(;AO DE VITAMINA D

¢ Resultados
Baseline Characteristics

CONTROK ‘ MIGH.DOSS
(r=70) (n=69)

Nodan age, yoas (rangs “© (288 MdRrem 072
Gender No. (%) 054

‘ CHARACTENISTIC

Mol M (24) 41(5%)
Female 2 (45)

Race. No. (%
Vhes S09) S2(7S)
Back 0(8) 440/
Cther TR bs

ECOG peromance status, MO, (W)

o 40(tT) 264
1 3 (&) 1
Received pocr aduaant therapy. No. (%) 5 e 073

2014)

Nedan no metastaic stes (range

« ASCO ANNUAL MEETING 17 #ASCOY7

Patient Disposition

REASON OFF TREATMENTY CONTROL HIGH-DOSE
e s ]

Civense progres oy

Loy 1" 1 100
Cuwive wien migey [0 ey 1 oo
Towxty o oesbor ped bew v ol Sowy em “m oS
slerured heas 1 7] 2 100
POV ICMMAN e ) I (L
Y e Y cow se b b I A ) ", (]
By i e o 2" in 100
VIRMCMTIVERTHT A M AL

Transverse colon

Left colon
(SpENIC Meaure, CASCANING 20N 43 (61)
MO (OCIOSIPNON, f6CtIN)

Treatment Exposure

VARIAEBLE
MOTuan range.
17%
(0 3= 45 9)
15
0= 52)
1
0 40
Y
(0= 2%

9%
U=1y)

Folow up time_ montrs

No. cremothe aoy Cpches’
O Cyties with Devacizumad
No cycies wilh 2aabp M0

Cowvgd svwin wilth v laen N N

LOCATION CONTROL
No. %) {704

Right colon
{COCUM, BECANTANG COMN, NEPaC 13(27)
thaxurg)

s e ASOO0 ANNUAL MELTING T7 - BASCOTT -5, crront
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"W (23) 0.53

48 (71) 023

w9
O =-47%
e
0 =53
n
10 40
n
0 =35

%
W= 1)

Primary Tumor Location

HIGH-DOSE |
{n=6%)
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CCR METASTATICO: NOVAS ESTRATEGIAS
SUNSHINE: SUPLEMENTA(;AO DE VITAMINA D

e Seguranca

Common Grade 3/4 Adverse Events

B o e
No. (%) (n=67) !MBU)

Neutropenia 25 (37) 30 (44)

Hypertension 13{19) 13{19) 097
Peripheral neuropathy 5(7) 5(7) 0.98
Fatigue 5(7) 4 (8) 0.74
Thrombeembolhc event 4(8) 5(7) 1.00
Oiarrhea 8(12) 1{1) 0.02
Vemiting G (9) 2(3) 0.16
Anemia 5(7) 2{3) 0.27
Hyperglycemia 3{5) 5(7) 0.72
Hypokalemia 3(5) 4(8) 1.00
Hyperphosphatemia® 0 1(1) 100
K»chey stone* 1{1) 0{0) 0.50

Ly o./.v .,.r.\C"'

- ASCO ANNUAL MEETING ‘17 | #ASCOT7  tumcnonty inming Mo, e
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CCR METASTATICO: NOVAS ESTRATEGIAS
SUNSHINE: SUPLEMENTA(;AO DE VITAMINA D

o Desfecho primario

High-Dose Vitamin D Resulted in Improved PFS

4
Median PFS

Arm (months)

2§5%C1

——High Dose 131 10.1-147  Unadjusted HR 0.69
{95% CI, 0.48-1.02)
e G ONRTO| 1.2 9.5-14.2

Log rank P= 0.04

Data lock April 25, 2017

"'“‘T"’" ASCO ANNUAL\ MEET'NG 17 #ASCO“’ Presented by: Kimmia Ng. MD, MFH
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CCR METASTATICO: NOVAS ESTRATEGIAS
SUNSHINE: SUPLEMENTA(;AO DE VITAMINA D

o Desfecho primario

Multivariate Analysis of PFS

VARIABLE | HR 95% Cl

High-dose vitamin D3 0.45-0.99
Age (years) 0.99 -1.03
Female (vs. male) 0.70 - 1.56

White (vs. non-white) 0.69-1.79
ECOG PS 1 (vs. 0) 0.87 —1.88
No. metastatic sites 0.76 —1.18

* One-sided F-value

NNNNNNNNNNNNN
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CCR METASTATICO: NOVAS ESTRATEGIAS
SUNSHINE: SUPLEMENTA(;Z\O DE VITAMINA D

e Desfecho secundario

Objective Response Rate
VARIABLE CONTROL HIGH DOSE
Complete response (CR) 1.00
Partial response (PR) 39 (55) 38 (55)

Stable disease (SD) 20 (29) 28 (41)
Progressive disease 3(4) 0

Inevaluable for response 8(11) 3(4)

Disease control rate
96% 0.05
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CCR METASTATICO: NOVAS ESTRATEGIAS
SUNSHINE: SUPLEMENTA(;Z\O DE VITAMINA D

e Conclusoes

Conclusions

« First completed, randomized, double-blinded, controlled clinical
trial of vitamin D supplementation in colorectal cancer patients

In combination with first-line chemotherapy, high-dose vitamin D3
supplementation significantly improved PFS in metastatic
colorectal cancer patients

High-dose vitamin D3 did not lead to any added toxicity, and
resulted in significantly less grade 3/4 diarrhea

« A larger confirmatory phase Il trial is warranted

mame: ASCO ANNUAL MEETING ‘17 #ASCOT7 o1ty K g MD Mp¥
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CCR METASTATICO: NOVAS ESTRATEGIAS.
FOXFIRE: RADIOTERAPIA SELETIVA INTERNA (SIRT)

Overall susvival gnalgsis cf the FOXFIRE
prospective randomized studdies of firstdine
selectivo intornal radiotharapy (SIRT) in patients
with liver metastases from colorectal cancor

Profeasce Rcky Shamra

T oF Snapton Lacomgy Lrvready Colagw Candon. umied 1o

@) Denalt of thy FUXSIRE. S3RFLOC and FOKE IREGiobad nvvistgaions

» SIRT inveolves injection of millions of yttrium-90
labelled resin microspheres directly in to the blood

supply of pnmary or secondary liver tumors l w‘ \
r S

Selective Internal Radiation Therapy (SIRT)

- A single large radiation dese
- FDA approved in 2002 for unresectable liver tumors

A M
-~ Supportec by NCCN Guxdelines (Category 24) and ‘ o
=SMO Guidelines (/1,8) 0l o g
¢ 'R
- Commissioned in several countries for mCRC A2
patients refractory 1o chemotherapy
Hondisz Al o J O Crved 26, 3687-3294 20°C, NCCN Guceines. Colon Carncee v1.2017
NCON Guizeineés: Rectal Canoat v 2017 Van Cutsem E &t & Ann OnedV 27 T 3851422 2018
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CCR METASTATICO: NOVAS ESTRATEGIAS |,
FOXFIRE: RADIOTERAPIA SELETIVA INTERNA (SIRT) X—

e Desenho do estudo

Three prospective randomized studies planned for Study flow chart 4 . .
combined analysis of overall survival et 10485 . -

Goographic Recrultment | Patients

Study name

region completed | recrulted \
ANZ ENE ),
FOXFIRE LK 20 a4 4
ANZ. A=,
e e TR
Total Q
recruitment TGS y
Veces PO e, MO Feg Pronoex 200 et 2017
Key eligbility criteria /7 \
/ :
«  Adenocarsnoma of the colon of reciem
«  Liver metastases not surgically resaciable or ablatable
« Eligitte tor systemic chemotherapy as first-ine treatment for p
motactatic CRC / )
»  WHO Performance Status 0 - 1 f )
= Limited a:tra-hepatic metaslases A
«  Permilted o have primary lumor in situ VAR
+  No eviderce of ascites, cinhosis, portal hypetensivn q >
\ /
\ /
e ASOO ANNUAL REETING 1T | BASCOTT = e ):
\
,Qo 00 la) w, /) \-
P /
2017 8.7 \ /
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CCR METASTATICO: NOVAS ESTRATEGIAS |,
FOXFIRE: RADIOTERAPIA SELETIVA INTERNA (SIRT)

e Desenho do estudo

Treatment schedule

\
FOLFSX Al 3 ¢ exwi |FOUFD | o o (POLFOX oo ) o / \
Dy Niw D X rors e on' Q / >
b \ /
e brvacpr-ab. Let cvsi e /

ANNUAL MECTING TT - BASCOT

Study endpoints / '\ |

= Overall survwval (ime from randerizanon (o ali-cause death)
« PFS at any site (independent cant'al imaging review)
* Liver-speciic PFS (Independent cantral imaging review)

« Objective tumor respanse rate at iny site {(RECIST v1.0) /
« Hopatic resection rate X {
« Toxicity & safety (NCI CTCAE v3.0) / \
« Health-related quality of life q
ASCO ANNUAL MEETING 17 BASCOI7 N
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CCR METASTATICO: NOVAS ESTRATEGIAS.
FOXFIRE: RADIOTERAPIA SELETIVA INTERNA (SIRT)

e Resultados

Patient characteristics

PAedum we 1 ywan e RD-WN AR I
Mae Lo 3 oL 6%
VO paroerancos xahs o 85.3% L3

1 b LY TS
Etrmdead © s amas MM EN ALOM
>&N e reivenert na 2N
Ireert 40 Sodt milh Selignahs AN 434w
Sormr e oo s prmeduion oAl hoet Teee A 0, &N
Frerary tencon et SUs W2n
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Treatment characteristics
Chareciemie c o Chomor BIRT
i "= 554
D8 pot recen e SIRT: Totad . e
Fomancon 1 FOXFRRE
* LAnced Osens o 3 3%:

= Abariwrl v arxcmgtayg

thrtng - (::::
= WEes conmnt 0 581 . it
Cyshes o O piadny wcened ¥ NI M1% £33%
pretacad oote
M@ DOR) Wmeer of Cyies o 120000 2798
FOFOX chamureapy
Paberis rece amg bovaas.mab LU ITEN
Paleis cole g Colunmad 1.9 D%
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CCR METASTATICO: NOVAS ESTRATEGIAS |,
FOXFIRE: RADIOTERAPIA SELETIVA INTERNA (SIRT)

e Desfecho Primario

Overall survival (n=1103)
1.00- n Events Median
Chemo 549 411
Chemo+SIRT 23.3 months
0.75 {
2 1,04 (959% Glo .19 YARNEA
£ 030 - \ / '
025 N
0.00 Overall sunival by study
c 12 24 38 48 g0 | R 39% - /7
Time from Randornisation (montns) - T i
ph. 9' msk PLAS PO L Ly CE———— ﬂ\éltl 1 P Ao y%«
Chemo 549 419 242 886 33 12 |oww <> 104080 19 2w e
Chemo+SIRT 554 a7 247 91 35 17 . S
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CCR METASTATICO: NOVAS ESTRATEGIAS |,
FOXFIRE: RADIOTERAPIA SELETIVA INTERNA (SIRT)

e Desfecho Secundario

Progression-free survival

100

n Events Median

o— Chemo 54¢ 467
@ Chemo+SIRT 10.3 months ‘
< 554 474 1
§ 050 HR: 0.90 (95% FoMie—1.02) Vo,
5 p=0.108 y
3 —
o

025 s
Progressiondies survval by study
000
' ] [ ' ] ] ) (SN e 1% ] PUOME WeFT Y / \ \
O 1 2 24 38 48 60 flais —— L RD e a0 '~:"/ o
Time from Randomisation (months) bto w . - A “u ‘ / /
No. ! Ris T i i VAR
Chemo 548 209 78 37 14 6 . - .
Chemo+SIRT 554 229 104 37 15 7 i

s ASCO ANNUAL MEETING ‘17 - #ASCO17

NNNNNNNNNNNNN
‘‘‘‘‘‘‘‘‘‘‘‘‘‘



\

CCR METASTATICO: NOVAS ESTRATEGIAS /
FOXFIRE: RADIOTERAPIA SELETIVA INTERNA (SIRT)

. \
e Desfecho Secundario
Li ific P ion-Free Survival R
iver-specitic Frogression-rree surviva
8 - 1 - - .
First radiological progression within FASl proges s sxiraliefitic.or e {
the liver without radiological progression having
] been documented
g=  HRO0.51(95% CI 0.43-0.82) 8" HR 1.76 (95% CI 1.47-2.11) /
$ | e & p<0.001 )
- \
1= -8
2’ e” /
£ g /
: : \
o% at-&
Chemo Chemo y
s Chemo+SIRT] gL . |=== Chemo+SIRT \
E Time ftom Random sabon (months) Time from Randomusabon (menths)
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CCR METASTATICO: NOVAS ESTRATEGIAS
FOXFIRE: RADIOTERAPIA SELETIVA INTERNA (SIRT)

e Seguranca

Selected all-cause adverse events (safety population)

Adverse events ' Chemo+SIRT
(n = 507)

All patients any grade 99 8% 99.8%
All patients grade 23 66.5% 74.0%
All patients grade 5 1.9% 2.0%
Hematological (grade 23)
Neutropenia 24.2% 36.7%
Febrile neutropenia 2.8% 6.5%
Thrombocytopenia 1.2% 7.7%
Leukopenia 2.3% 5.9%
Non-hematological (grade 23)
Fatigue 4.9% 8.5%
Abdominal pain 2.3% 6.1%
Diarrhea 6.5% 6.7%
Peripheral neuropathy 5.8% 3.6%
Radiation hepatitis - 0.8%
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CCR METASTATICO: NOVAS ESTRATEGIAS |,
FOXFIRE: RADIOTERAPIA SELETIVA INTERNA (SIRT)

e Conclusoes

Conclusions

« Addition of SIRT to FOLFOX first-line chemotherapy in patients with liver-
only or liver-dominant mCRC did not improve OS or PFS

« Significant benefit in liver-specific PFS and radiological response rate was
achieved by the addition of SIRT L )

« Toxicity was higher in FOLFOX+SIRT group, particularly hematological —

« FOLFOX+SIRT patients were less likely to receive bevacizumab and to
receive subsequent post-protocol systemic therapy N/ /

« Liver metastases from right-sided primary merit evaluation in other datasets
as a subgroup who may derive additional clinical benefit from SIRT

o ASCO ANNUAL MEETING 7 #ASCOT7
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CCR METASTATICO: NOVAS ESTRATEGIAS
FRESCO TRIAL: SEGURANCA E EFICACIA DO FRUQUINTINIBE

FRESCO: A Phase |ll trial evaluating
Fruquintinib efficacy and safety in
3+ line colorectal cancer patients

JnLL Shak ol QN Rel-Hus XU, Jian-Misg XU, Lin SHEN, Yeaian DAL Yanheng
DENG, Let YANG. ZrenDong CHEN, Haljm ZHONG, Hongmin PAN, Tegan OUO,
Yongghan SHU, Ying YUAN, Jeafosg ZHOU, Nong XU, Thaashu LIV, Deag MA
Changping WU, Yiag CHENG, Dosgbed Q@N, Wei L1, Sanyuas SUN, Zhuang YU
Pogue CAD, Maihst CHEN, Aejua WANG, Shubin WANG, Hongbin WANG,
Songhea FAN, Ye HUA, Weiguo SA)

memuamermiscoivenues  FFUQUINTINID: an oral, potent and highly selective
S AKOANVMLMECTHO D | BASCOT? VEGFR inhibitor
I Fruquintinib kinase profile Potent ant-VEGFR-1. 2 and 3
g I eieeum | * Highly selective against cther kinases
j + Highdrug exposures at recommended

clinical dose resulling in expecled full and
susiainedtarget coverage
Clean CYP profile suitable for combinations

Full & suszaineo sargel

Lo inhilsbicn abxowe 4 my dose
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CCR METASTATICO: NOVAS ESTRATEGIAS
FRESCO TRIAL: SEGURANCA E EFICACIA DO FRUQUINTINIBE

e Desenho do estudo

FRESCO Study (NCT02314819)

R AR Fruguintinib + BSC
mCRC progressed after | 5mg qd :
2 or more lines of 3 weeks on / 1 week off Continuous
chemotherapy (4-week cycle) treatment until
N=278 PD, intolerable

Patients screened: 519 4 19x|city. or
Randomized N=416 | Placebo + BSC witiirawal
N=138

Tumor response assessment every 8 weeks

* Multicenter, randomized, double-blind, placebo-controlied, phase Il
— Stratification facter. prior anti-VEGF therapy, K-Ras gene status

» Recruitment: Dec 2014 to May 2016

» Data cut-off: 17" Jan 2017
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CCR METASTATICO: NOVAS ESTRATEGIAS
FRESCO TRIAL: SEGURANCA E EFICACIA DO FRUQUINTINIBE

e Desenho do estudo

FRESCO Endpoints

* Pnmary endpoint: overall survival (OS)
807% power to getect a hazenc rano o0 omresgonding 1o a median OS
improvement from 6.3 months %0 9 menths), 2-sided overal ¢=0.05
Flannec Sample siza: 400

« Key secondary endpoints; Patient Eligibility: key inclusion criteria
Progression-free survival (PFS)
—Overall response rate (ORR)
- Disaasa conlrol rate (DCR) » Histologically andior cylologicaly diagnosed with metastate CRC (Stage IV)
= Had faded 2 prior yeatments with fiuceepyrimiding, oxaiatn, and innotecan
* Price ani-VEGF or anti-EGFR targelad Inerapy allowed bul nol manc
cocqgy Group par
peclancy =3 monlths
» Measurable ciseaso according to Response Evaluation Criteria in Solld Tumors
(RECST)viA
« Adequate bone marrow (iver and renal function

« Signed inform consan!
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CCR METASTATICO: NOVAS ESTRATEGIAS
FRESCO TRIAL: SEGURANCA E EFICACIA DO FRUQUINTINIBE

e Resultados

Demographic and Other Baseline Characteristics

R Fruguistinib (N278)  Placebo (N+138)

n (%)
<85 Years (820
265 Years

Aale

Fermale

Aga

Sex
Man
Not Han

0
1

Ethmnicity

ECOG

B i i 1 e e ) Baseline Disease Characteristics
RV NN T S S S e Sy Fraphindh NI
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CCR METASTATICO: NOVAS ESTRATEGIAS
FRESCO TRIAL: SEGURANCA E EFICACIA DO FRUQUINTINIBE

o Desfecho primario

Overall Survival (Primary Endpoint)
FRESCO clearly succeeded in meeting the primary efficacy endpoint of OS

Fruquintinib + BSC  Placebo ¢+ BSC
(N=278) (N=138)

Median (months) 9.30 8.57
8.18 - 10.45 588 - 8.1
Stratified HR (85% CI) 0.65(0.97 -083)

werall survival

pvalve <0001

L=
-
=
=
-~
o
-
k=

e Frpquuntunb + BSC
Placchbo = BSC

Months
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CCR METASTATICO: NOVAS ESTRATEGIAS
FRESCO TRIAL: SEGURANCA E EFICACIA DO FRUQUINTINIBE

e Desfecho secundario

Progression-free Survival
Fruquintinib significantly improves PFS compared to placebo

Fruquintinib + BSC  Placebo + BSC
(N=278) (N=138)

al

Median (months) 3.7 1.84

95% Cl J65-4863

Stratified HR (85% CI) 0.26 (021 -0 34)
p-vaiue <0.001

sion free surviv

Frugumtimb + BSC
Placebo + BSC

W
&
-
oh
[=]
[
[=9

e
)
[
&

sl
5
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&

=

y 10 11 12 13 15 16 17 18 19 2

Months
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CCR METASTATICO: NOVAS ESTRATEGIAS
FRESCO TRIAL: SEGURANCA E EFICACIA DO FRUQUINTINIBE

e Desfecho secundario

Tumor Response

Fruquintinib (N=278) Placebo (N=138)
n (%) n (%)
Complete Response (CR) 1( 0.4) 0
Partial Response (PR) 12( 4.3) 0
Stable Diceace (SD) 160 (57.6) 17 ( 12.3)
Progressive Disease (PD) 87 (31.3) 98 (71.0)
Not done / not evaluated 18( 6.4) 23 (16.7)
13( 4.7)
173 (62.2) 17 ( 12.3)

Best response

) ¥ s confirmed); p=0.012
ICR=CR + FF - (=8 weeks after randomization): p<0.00
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CCR METASTATICO: NOVAS ESTRATEGIAS
FRESCO TRIAL: SEGURANCA E EFICACIA DO FRUQUINTINIBE
e Seguranca

Treatment-emergent Adverse Events Overview
(safuty population)
Froguisan® (N=278)  Phcobs (N"13T]
ni%)

Leadngio
Sose Inerruptior
Sase reducticn
SO0 Intarrupdon or redection
Deane ool e Connuation

ANIETING YT mASCON

Drug-related Treatment-emergent Adverse Events
(SAf0tly pOpUISION: Ocoumng In >152% patients)
Freguiraing (%-214) Axco (N30
Proterred Teem a ' af

Mypenes o
PPE par WFOR
Pretenre
Oys phmda

O creasm
AST Poreasw
Vg decrsancd
BTl nooeale
Clirrhas
ALT | roreorod
e
O e arewd apgeive
Myymr R roabey
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CCR METASTATICO: NOVAS ESTRATEGIAS
FRESCO TRIAL: SEGURANCA E EFICACIA DO FRUQUINTINIBE

e Conclusoes

Conclusions

* Fruquintinib significantly extended survival time in mCRC patients who
have had failed at least 2 lines of systemic therapy

+ Clinically meaningful and statistically significant benefits are also shown in
PFS, ORR, DCR

» Fruquintinib is well tolerated in mCRC patients with a good safety profile
that is consistent to other fruquintinib trials

» Fruquintinib demonstrated favorable risk-to-benefit balance in patients
with mCRC

P ASCO ANNUAL MEETING ‘7 3ASC017 Presented by JinLi, MD PAD
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