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CONFLITOS DE INTERESSE

Esses slides estao isentos de conflitos de
interesses e possuem finalidade
essencialmente educacional.
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1. CARCINOMA HEPATOCELULAR

- TIVANTINIB EM SEGUNDA LINHA
- REFLECT STUDY: LENVATINIB VS. SORAFENIBE
- SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE AVANCADOS

2. CANCER GASTRICO
- IMUNOTERAPIA NO CANCER GASTRICO (KEYNOTE 059 E CHECKMATE 032)

- FLOT 4

3. PANCREAS E VIAS BILIARES
- BILCAP: CAPECITABINA ADJUVANTE EM TUMORES DE VIAS BILIARES
- RTOG 0848: ERLOTINIBE + GEMCITABINA NA ADJUVANCIA DO CANCER DE

PANCREAS )
- HALO 202: PEGPH20 NO TRATAMENTO DE PRIMEIRA LINHA DO CANCER DE

PANCREAS AVANCADO
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CARCINOMA HEPATOCELULAR
TIVANTINIB EM SEGUNDA LINHA

Contexto

» Sorafenibe e regorafenibe sao agentes aprovados para o tratamento do
carcinoma hepatocelular avancado (CHC).

« MET => Proteina tirosina quinase associada ao receptor do fator de
crescimento hepatocitario (HGF).

=> Envolvido na progressao e disseminacao do hepatocarcinoma.

e Tivatinib => Inibidor oral da MET
=> Ganho de sobrevida global e sobrevida livre de progressao vs.
placebo em um estudo de fase 2 em pacientes com CHC MET-High.

Grupo = INSTITUTO
onceunicasr & TLINICAS X

(6
POS 20176

ASCO’ -




CARCINOMA HEPATOCELULAR

TIVANTINIB EM SEGUNDA LINHA

Contexto
e MET-High: Fator preditivo para atividade de Tivantinib

Background: Tumor MET as a Predictive Factor

Median OS Patients Events
— Placebo MET-Low 9.0 mos 13 9
— Placebo MET-High 3.8 mos 15 15

HR: 0.34 (95% CI: 0.13-0.86) p=0.02

Median OS Patients Events
— Placebo MET-Low 9.0 mos 13 9
= Tivantinib MET-High 7.2 mos 22 17
HR: 0.72 (95% CI: 0.30-1.70) p=0.45

Tivantinib vs placebo in 37 MET-High patients: HR: 0.43 (95% CI: 0.19-0.97), p=0.03
Tivantinib vs placebo in 40 MET-Low patients: HR: 1.33 (95% CI: 0.58-3.04), p=0.50

Significant interaction test for tivantinib and tumor MET status in terms of OS (p=0.04)
Rimassa L, Gl Cancers Symposium 2016, abstr 197
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CARCINOMA HEPATOCELULAR

TIVANTINIB EM SEGUNDA LINHA
Desenho do Estudo

METIV-HCC Study Design

Phase 3 clinical trial in the Americas, Australia, Europe, New Zealand

Adult pts with:

- MET-High, measurable HCC

- Child-Pugh A, ECOG PS 0-1,
progressed or intolerant to prior
therapy with sorafenib

Oral Tivantinib
120mg BID 226 pts

-~
S

Overall
. Survival

Oral Placebo
BID 114 pts

2:1
Randomization

Stratified by: .
: T Endpoints

- Extra-hepatic spread 1° OS**

- Vascular invasion 2° PFS, Safety

- AFP(>/s200ng/mL) 3° TTP, ORR, DCR, Type of PD, PK, Biomarkers, PRO

*includes perihepatic lymph nodes >2cm in smallest diameter
**90% power to detect OS difference with a HR 0.65 (assuming median placebo OS of 5 months)
PFS/TTP/ORR/DCR at central radiology, by RECIST 1.1, based on scans every 8 weeks

- ASCO ANNUAL MEETING ‘17 | #ASCO17 Preseriedby LorenzaRimassa, D Study Design and Conduct

Key Eligibility Criteria

+ Histologically confirmed advanced HCC, radiographic progression or intolerance to sorafenib

* MET-High (MET 22+ in 250% of tumor cells) tissue by immunohistochemistry (Ventana SP-44
antibody) at central laboratory (Labcorp)

+ ECOG PS =1, Child-Pugh A cirrhotic status; adequate bone marrow, liver, kidney functions

» Measurable disease according to RECIST 1.1; no pleural effusion or clinically evident ascites

Enrolment and dosing
+ Between Jan 2013 and Aug 2013, 43 patients were dosed at 240mg BID (new tablet formulation). Due

to drug-related G=3 neutropenia, dose was reduced to 120mg BID (ITT population), a modified dose
reduction schema was implemented, and 340 patients were dosed between Sep 2013 and Mar 2016

» Treatment continued until confirmed radiographic disease progression, intolerable AEs or death
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CARCINOMA HEPATOCELULAR

TIVANTINIB EM SEGUNDA LINHA
Resultados

Baseline Characteristics (1) Baseline Characteristics (2)

| emnevaon | peceoneiiion |
Males 199 (88.1) 107 (93.9) Prior sorafenib for <60 days 25(11.1) 11(9.6)
Caucasian 162(71.7) 86(75.4) Median time on sorafenib (months, range) 6.3(0.4-46.5) 5.8(0.7 - 65.0)
ECOGPS 0 141 (62.4) 66 (57.9) Median time from last sorafenib dose (months, range) 22(043-324) 2.2(0.46 - 43.0)
BCLCstage A/B/C 15(6.6) /27 (11.9)/ 184 (81.4) 7 (6.1)/17 (14.9)/ 90 (78.9) Reason for sorafenib discontinuation
Extrahepatic spread” 130(57.5) 67 (58.8) Intolerance 38(16.9) 24(21.1)
Vascular invasion* 79(35.0) 38(33.3) Radiographic progression 186 (82.7) 89(78.1)
Extrahepatic spread and/or vascular 160 (70.8) 81(71.1) '"078§386 size of eXi.S"'"Q lesions 148(65.8) 64 (56.1)
Invasion New intrahepatic lesions 66 (29.3) 42(36.8)
AFP>200ng/mL* 97 (42.9) 48(42.1) New distant metastasis 28(12.4) 20(17.5)
HBV+/ HCV+ 40(17.7)173(32.3) 21(18.4)/33(28.9) New vascular invasion 12(5.3) 3(26)
Child-Pugh A 215(95.1) 108 (94.7)

tification factors
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Baseline Tumor MET at Immunohistochemistry

— Subject became MET-High

Tested Tumor Samples (overall) MET-High N (%) MET-Low N (%) — Subject remained MET-
N=1125 591 (53) 534 (47) 51 out of 84 (61%) patients who were MET-Low

< before sorafenib and were re-biopsied after
Elopsied:before:sorafenioj(NS338) 197(33) 361,(65) sorafenib (before enrolment in METIV-HCC)

Biopsied after sorafenib (N=567) 394 (69) 173(31) convertedto MET-High. In these patients, the
Median H-score (range) 170(120 - 300) 90 (0 - 180) median H-score increase was 100

rrelation foun i i
MET-High Tumor Samples Biopsied Pre-sorafenib N (%) |Biopsied Post-sorafenib N (%) :ncdotr:aatzoen?\?vihosuo rgfzi‘l:TSSOHﬁl)%g:\,; SISk

N=591 197(33) 394(67) No correlation was found between MET status and
Median H-Score (range) 170 (130 - 290) 170(120 - 300) other factors related to prior therapies

Per-protocol IHC was performed by the central lab; subsequent analysis by an independent lab on a
subset of samples was not conclusive due to reader and assay differences; final results are pending

SCO A NG 17 #ASCO17 Presentedby Lore " AS ETING 17 | #ASCO17

e gy o e sutvos Fur

ANNUAL MEETING

Haking a Diffrencs I Cancr Care WITH YOU



CARCINOMA HEPATOCELULAR

TIVANTINIB EM SEGUNDA LINHA
Desfecho Primario

Primary Endpoint: Overall Survival

Median OS Patients Events
— Tivantinib 8.4 mos 226 180
— Placebo 9.1 mos 114 94
HR: 0.97 (95% CI: 0.75-1.25) p=0.81
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10 12 14 16 18 20 22 24 26 28 30 32 34 36

Number at Risk Time (months)

Tivantinib 226 209 171 137 114 98 82 65 46 42 33 23
Placebo 114 103 89 80 61 498 41 33 23 16 10 7
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CARCINOMA HEPATOCELULAR

TIVANTINIB EM SEGUNDA LINHA
Desfecho Primario

OS of Selected Subgroups (1)

Tivantinib Placebo HR (95% Cl)
Vascular Invasion* Yes (N=117) 1.19(0.79-1.79)
No (N=223) 1 0.89(0.65-1.22)
Extra-hepatic Spread* Yes (N=197) 1.09(0.78 -1.52)
No (N=143) 0.80(0.54 -1.18)
AFP Level* <200 (ng/mL) (N=194) 1.00(0.71 -1.41)
>200 (ng/mL) (N=146) —t— 0.83(0.58 -1.20)
Exposure** AUC<26000 (N=221) 0.97(0.73 -1.30)
AUC 226000<35000 (N=175) - > 0.87 (0.61-1.23)
AUC=235000 (N=151) 0.68 (0.44 - 1.05)
Neutropenia/Bradycardia Yes (N=178) 0.64 (0.45-0.92)
No (N=276) 1.11 (0.86-1.45)

*Stratification factors; **Population PK

OS of Selected Subgroups (2)

Tivantinib Placebo HR (95% CI)
Hepatitis HBV Pos (N=61) - 0.78 (0.44 -1.37)
HCV Pos (HBV Neg) (N=106) — 0.84 (0.53-1.33)
HBV and HCV Neg (N=173) - 1.08 (0.76 -1.55)
Sorafenib Discont. Reason PD (N=276) - 0.88 (0.67-1.16)
Intolerance (N=62) —44; 1.18(0.66-2.13)
CYP2C19 Inhibitor Use Yes (N=70) — J 0.51(0.29-0.89)

misomm e ASCO ANNUAL MEETING 17 #ASCO17 Presented by: Lorenza Rimassa, MD
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No (N=270) 1.07 (0.81 -1.42)
Key Enroiment Region* North America (N=49) 1.04 (0.53 -2.05)

0.95(0.72 -1.26)

.
Western Europe (N=274) - —

.
ECOG PS 0 (N=207) 0.99(0.71 -1.38)
1 (N=130) R— 0.97 (0.65-1.43)

0 0 15 20 25

*17 patients were from Latin America, Australia, New Zealand
No OS advantage for any arms by: Age, gender, ethnicity, AST, ALT, platelets, response to sorafenib
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CARCINOMA HEPATOCELULAR

TIVANTINIB EM SEGUNDA LINHA
Desfecho Secundario

Secondary Endpoint: Progression-free Survival

Median PFS Patients Events
—— Tivantinib 2.1 mos 226 206

— Placebo 2.0 mos 114 104

80 HR: 0.96 (95% CI: 0.75-1.22) p=0.72
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0 2 4 6 8 10 12 14
Number atRisk Time (months)

Tivantinib 226 108 56 28 17 9 5 4
Placebo 114 53 28 12 5 S 3 2

Median TTP: 2.4 months on tivantinib, 3.0 on placebo; HR:0.96 (95% CI: 0.74-1.25), p=0.76
DCR: 49.5% on tivantinib, 50% on placebo (no objective responses in either arm)
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CARCINOMA HEPATOCELULAR

TIVANTINIB EM SEGUNDA LINHA
Seguranca

Treatment-Emergent Adverse Events Summary

- — Placebo G5 TEAES related to the study drug:
E Grade R 5 & & ¢ i
N=225 (%) N=114 (%) » 1.3% (N=3) on tivantinib, 0 on placebo

Any Grade 214 (95.1) 108 (94.7)
23 125 (55.6) 63 (55.3)

Deaths (all causes) within 30 days from

5 43(19.1) 10(8.8) last dose:
4 16(7.1) 7(6.1) * 22.1% (N=50) on tivantinib, 15.8%

3 66 (29.3) 46 (40.4) (N=18) on placebo . .
2 74 (32.9) 33 (28.9) * Most common G5 TEAES on tivantinib:

general deterioration 3.5% (N=8),
12(105) hepatic failure 2.6% (N=6)

Treatment-Emergent Adverse Events Summary

mesonor: ASCO ANNUAL MEETING ‘17 #ASCO17  Presentedby LorenzaR | Most Common (>15%) Tivantinib Placebo
Saer are the property of the author, quired for reute TEAEs All grades Grade 23 Grade 5 All grades Grade 23 Grade 5
Abdominal Pain 69 (30.7) 9(4.0) 0(0.0) 44 (38.6) 5(4.4) 0(0.0)

1

15 (6.7)

Fatigue 58 (25.8) 3(1.3) 0(0.0) 31(27.2) 5(4.4) 0(0.0)
Asthenia 48(21.3) 7(3.1) 1(0.4) 25(21.9) 2(1.8) 0(0.0)
Ascites 46 (20.4) 16(7.1) 0(0.0) 24(21.1) 9(7.9) 1(0.9)
Decreased Appetite 36 (16.0) 2(0.9) 0(0.0) 21(184) 3(0.6) 0(0.0)
Pruritus 24(10.7) 3(1.3) 0(0.0) 21(18.4) 0(0.0) 0(0.0)
Edema peripheral 54 (24.0) 1(0.4) 0(0.0) 19(16.7) 0(0.0) 0(0.0)
Anemia 42(18.7) 11(4.9) 1(0.4) 17(14.9) 7(6.1) 0(0.0)
Diarrhea 50(22.2) 4(1.8) 0(0.0) 17 (14.9) 2(1.8) 0(0.0)
Nausea 50 (22.2) 1(0.4) 0(0.0) 13(11.4) 1(0.9) 0(0.0)
Other TEAES of relevance:

28(12.4)
31(13.8)

9 (4.0)
1(0.4)

5(4.4)
0(0.0)

1(0.9)
0(0.0)

0(0.0)
0(0.0)

Neutropenia 0(0.0)

0(0.0)
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CARCINOMA HEPATOCELULAR
TIVANTINIB EM SEGUNDA LINHA

Conclusoes

 Tivatinib na dose de 120 mg BID nao foi superior ao placebo em termos de
sobrevida global em pacientes com CHC-MET High que progrediram ou
foram intolerantes ao sorafenibe.

» A sobrevida dos pacientes com CHC-MET High foi mais longa que o
esperado (9,1 meses).

« Os efeitos adversos foram manejaveis na dose de 120 mg BID.
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CARCINOMA HEPATOCELULAR
REFLECT STUDY: LENVATINIB VS. SORAFENIBE

A Phase 3 Trial of Lenvatinib vs Sorafenib in
First-line Treatment of Patients With Unresectable
Hepatocellular Carcinoma (REFLECT Study)

Contexto

Study Rationale _

» Hepatocellular carcinoma (HCC) is the second leading cause of cancer death worldwide
and is responsible for nearly 745,000 deaths each year!

we ASCO ANNUAL MEETING 17 #ASCOI7

Sorafenib is the only systemic therapy proven to extend overall survival when used as
first-line treatment for HCC2:
— Over the past 10 years, 4 global phase 3 trials (of sunitinib, brivanib, linifanib, and
erlotinib plus sorafenib) failed to meet their primary endpoints of noninferiority or
superiority to sorafenib in overall survival (OS)3-6

Lenvatinib, an oral multikinase inhibitor targeting VEGF receptors 1, 2, and 3, FGF
receptors 1, 2, 3, and 4, PDGFRa, RET, and KIT, showed promising clinical activity in a
previous phase 2 trial in patients with advanced HCC’

FGF, fibroblast growth factor; PDFGRa, platelet-derived growth factor receptor a; VEGF, vascular endothelial growth factor.

1. Ferlay J, et al. Int J Cancer. 2015;136:E359-86; 2. Llovet JM, et al. N Engl J Med. 2008;359:378-90; 3. Cheng AL, et al. J Clin Oncol. 2013;31:4067-75; 4. Johnson PJ, et al. J Clin Oncol.
2013;31:3517-24; 5. Cainap C, et al. J Clin Oncol. 2015;33:172-9; 6. Zhu AX, et al. J Clin Oncol. 2015;33:559-66; 7. lkeda K, et al. J Gastroenterol. 2017,52:512-9.
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CARCINOMA HEPATOCELULAR
REFLECT STUDY: LENVATINIB VS. SORAFENIBE

Desenho do Estudo

Study Schema

Global, randomized, open-label, phase 3 noninferiority study

Patients with unresectable Primary endpoint:

H.cc (N = 954) Stratification Lenvatinib « 0OS

No prior systemic therapy . S (n = 478) Secondary endpoints:
Region:
for unresectable HCC (Asia-Pacific or 8 mg (BW < 60 kg) or + PFS

2 1 Measurable target 12 mg (BW = 60 k ;
lesion per mRECIST 2 MV\\llle::‘eJ/no)r EHS: gn(ce daily o s
BCLC stage Bor C s « ORR
» Quality of life

e (yes or no)
ikl ol - ECOG PS: o
s » PK lenvatinib
exposure parameters

Adequate organ function (r )
Tumor assessments

Patients with > 50% liver y Bfféc‘)”:'gg:'

occupation, clear bile duct > 60 k%) 5

invasion, or portal vein Sorafenib were performed

invasion at the main portal N (n = 476) according to

vein were excluded 400 mg twice daily mRECIST by the
investigator

Randomization 1:1

B

M BCLC, Barcelona Clinic Liver Cancer; BW; body weight; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EHS, extrahepatic spread; MVI, macroscopic portal vein invasion;

_= mRECIST, modified Response Evaluation Criteria In Solid Tumors; ORR, objective response rate; OS, overall survival; PFS, progression-free survival;, PK, pharmacokinetic; RECIST, Response
Evaluation Criteria in Solid Tumors; TTP, time to progression
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CARCINOMA HEPATOCELULAR
REFLECT STUDY: LENVATINIB VS. SORAFENIBE

Desenho do Estudo

Assessments and Statistical Analysis

The primary endpoint of OS was first tested for noninferiority then for superiority:
— The required number of events for the primary analysis was 700 deaths

The HR and its 95% CI| were estimated from a Cox proportional hazard model, with treatment group as
a factor and with the analysis stratified according to randomization factors:

— The noninferiority margin was set at 1.08 based on previous phase 3 trials of sorafenib'?2
— Noninferiority would be declared if the upper limit of the 2-sided 95% CI for HR was < 1.08
A fixed-sequence procedure was followed to control the overall type | error rate of analyses for efficacy

endpoints at a = 0.05 (2-sided)
After noninferiority was declared, secondary efficacy endpoints were tested:

— Differences in PFS and TTP were tested using a stratified log-rank test with randomization stratification
factors and the associated HR and its 95% CI| were evaluated

— Adifference in ORR was tested using the Cochran-Mantel-Haenszel chi-square test with randomization
stratification factors as strata, and the associated odds ratio and its 95% Cl were evaluated
To assess futility, 2 interim analyses were performed using Bayesian predictive probability in a
noninferiority design

Cl, confidence interval; HR, hazard ratio.
1. Llovet JM, et al. N Engl J Med. 2008;359:378-90; 2. Cheng AL, et al. Lancet Oncol. 2009;10:25-34.
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CARCINOMA HEPATOCELULAR
REFLECT STUDY: LENVATINIB VS. SORAFENIBE

Resultados Patient Characteristics

Characteristic Catego:
Mean age (years)

Lenvatinib Sorafenib

— Male 405 (85)
g Female 73(15)
Western 157 (33)
0,
) Asia-Pacifi 321(67)
Bodywelolt g, wi%] <60 153 (32) 146 (31)
YW, N1 260 325 (68) 330 (69)
0 304 (64) 301 (63)
ECOG PS, n (%
! n\o%s) 1 174 (36) 175 (37)
I 329 (69) 336 (71)
dandia 0% 149 (31) 140 (29)
475 (99) 471(99)
Child-Pugh class, n (%
ugh class, n (%) 3(1) 5(1)
B (intermediate stage) 104 (22) 92(19)

BCLC stage, n (%)

C (advanced stage
TING ‘17 | #ASCO17

374 (78 384 (81)

Patient Characteristics (continued)

Lenvatinib Sorafenib
Characteristic Catego n = 478 (n = 476
1 207 (43) 207 (44)

2 167 (35) 183 (38)

Involved disease sites per patient, n (%)

23 103 (22) 86 (18)
Hepatitis B 251 (53) 228 (48)
Hepatitis C 91(19) 126 (27)
Etiology of chronic liver disease, n (%) Alcohol 36 (8) 21(4)
Other 38 (8) 32(7)
Unknown 62 (13) 69 (15)
<200 255 (53) 286 (60)
Baseline AFP level group (ng/mL), n (%) 2200 222 (46) 187 (39)
Median baseline AFP level (ng/mL) 1331 71.2

c itant sy Py 163 (34) 149 (31)

ETING ‘17 #ASC017




CARCINOMA HEPATOCELULAR
REFLECT STUDY: LENVATINIB VS. SORAFENIBE

Resultados - Desfecho primario

Primary Endpoint: Kaplan-Meier Estimate of OS

(o 2
0.9 .t Median (month) (95% CI)

0.8 Lenvatinib: 13.6 (12.1-14.9)

0.7
0.6
05 HR (95% ClI): 0.92 (0.79-1.06)
0.4
0.3
0.2
0.1
0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

. : Time (Month)
Number of patients at risk:
Lenvatinib 478 436 374 297 253 207 178 140 102 67 40 21 8 2 O

2
S
©
2
o
—
o
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CARCINOMA HEPATOCELULAR
REFLECT STUDY: LENVATINIB VS. SORAFENIBE

Resultados - Desfecho primario

Forest Plot of OS in Subgroup Analyses

Characteristic Subgroup Events / Patients HR (95% CI) Median (months)
Lenvatinib Sorafenib Lenvatinib vs Sorafenib Lenvatinib Sorafenib

Overall 351/478 350/476 —e— 0.92 (0.79-1.06)
Age <65y 203/270 204/283 —_— 0.94 (0.77-1.15)
265y 148/208 146/193 = 0.84 (0.66-1.07) 14.6 13.4
Sex Male 293/405 293/401 —— 0.91 (0.77-1.07) 134 124
Female 58/73 57/75 —— 0.84 (0.56-1.26) 15.3 1.4
Region Asia-Pacific  243/321 248/319 — 0.86 (0.72-1.02) 135 11.0
Western 108/157 102/157 it 1.08 (0.82-1.42) 13.6 14.2
ECOG-PS PS=0 221/304 223/301 —— 0 0.88 (0.73-1.06) 14.6 12.8
PS=1 130/174 127/175 0 0.97 (0.76-1.25) 10.7 10.3
Body weight <60 kg 110/153 113/146 —— ! 0.85 (0.65-1.11) 13.4 10.3
= 60 kg 241/325 237/330 ==t 0.95 (0.79-1.14) 13.7 12.5
MVI, EHS, or both  Yes 250/329 259/336 —&—H 0.87 (0.73-1.04) 1.5 9.8
No 101/149 91/140 o 1.05 (0.79-1.40) 18.0 18.0
AFP at baseline <200 ng/mL 167/255 193/286 ——i 0.91 (0.74-1.12) 19.5 16.3
2200 ng/mL  183/222 154/187 —— 0.78 (0.63-0.98) 104 8.2
Etiology HBV 196/259 186/244 ——" 0.83 (0.68-1.02) 134 10.2
HCV 75/103 97/135 e 0.91 (0.66-1.26) 15.3 14.1
BCLC staging Stage B 71/104 65/92 —r— 0.91 (0.65-1.28) 185 17.3
Stage C 280/374 285/384 —— 0.92 (0.77-1.08) 11.8 10.3
Posttreatment Yes 143/206 175/243 ——— 0.84 (0.67-1.06)
anticancer therapy No 208/272 175/233 3 0.91 (0.74-1.11

Favors Lenvatinib p Favors Sorafenib
0.5 2
e e e e P
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CARCINOMA HEPATOCELULAR
REFLECT STUDY: LENVATINIB VS. SORAFENIBE

Resultados - Desfechos secundarios

Secondary Endpoint: Kaplan-Meier Estimate of PFS by mRECIST

Median (month) (95% CI)
Lenvatinib: 7.4 (6.9-8.8)

HR (95% Cl): 0.66 (0.57-0.77)
Log-rank Test: P-value: <0.00001

Probability

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (Month)

Number of patients at risk: n En in . K | n_M | r E |m fTTP
Lenvatinib 478 345223 172 106 69 44 28 14 9 4 2 0 O Seco dary dpo t. ap a ele St ate o
1.04
0.94
0.84
0.74
0.64
0.5/ Median (month) (95% CI)

— Lenvatinib: 8.9 (7.4-9.2)
04
0.3
0.2 HR (85% Cl): 0.63 (0.53-0.73)
0.1/ Log-rank Test: P-value: <0.00001

004
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18 21 24 27 30 33 36 39 42
Time (Month)

Number of patients at risk:

Lenvatinib 478 341 218 170 106
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CARCINOMA HEPATOCELULAR
REFLECT STUDY: LENVATINIB VS. SORAFENIBE

Resultados - Desfechos secundarios

Forest Plot of PFS in Subgroup Analyses

Characteristic Subgroup Events / Patients HR (85% Cl) Median (months)
Lenvatinib  Sorafenib Lenvatinib vs Sorafenib Lenvatinib Sorafenib

Overall 349/478  367/476 ——i 0.66 (0.57-0.77) 74 3.7
Age <65y 201/270  223/283 —_— 0.67 (0.55-0.82) 73 3.6
265y 148/208  144/193 —_— 0.61 (0.48-0.78) 7.4 5.4
Sex Male 298/405  308/401 — 0.66 (0.56-0.77) 7.4 3.7
Female 51/73 59/75  —— e— 0.75 (0.49-1.13) 7.4 4.6
Region Asia-Pacific 249/321  264/319 —— 0.61 (0.51-0.73) 7.3 36
Western 100/157  103/157 | — 0.81 (0.61-1.08) 7.4 5.5
ECOG-PS PS=0 220/304  233/301 —_— 0.63 (0.52-0.76) 7.4 3.7
PS=1 129/174  134/175 ——i 0.70 (0.55-0.90) 7.3 3.7
Body weight <60 kg 111153  121/146 ——— 0.61 (0.46-0.79) 7.4 3.6
260 kg 238/325  246/330 —— : 0.69 (0.58-0.83) 74 3.7
MVI, EHS, or both Yes 246/329  265/336 —— : 0.64 (0.54-0.77) 7E55) 3.6
No 103/149  102/140 — 0.73 (0.55-0.97) 9.2 5.6
AFP at baseline <200 ng/mL 186/255  209/286 —_— 0.68 (0.55-0.83) 9.0 54
2200 ng/mL 163/222  157/187 e} 0.59 (0.47-0.75) 55 2.4
Etiology HBV 205/259  199/244 e 0.62 (0.50-0.75) 745) 3.6
HCV 70/103 103/135 . 0.78 (0.56-1.09) 7.4 5.3
BCLC staging Stage B 72/104 66/92 —_—— 0.70 (0.50-0.99) 9.1 55
Stage C 277/374  301/384 —— 0.63 (0.53-0.75) 7.3 3.7
Posttreatment Yes 177/206  204/243 —— 0.58 (0.47-0.72) 12 36
anticancer therap No 1721272 163/233 p——i 0.70 (0.56-0.87

Favors Lenvatinib Favors Sorafenib
05 1 2

T T
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CARCINOMA HEPATOCELULAR
REFLECT STUDY: LENVATINIB VS. SORAFENIBE

Resultados - Desfechos secundarios

Maximum Change in Tumor Size by mRECIST

Lenvatinib (n =478) Sorafenib (n = 476)

02279

B6-1T8

6 (1.3)

2 (0.4)

109 (22.8)

42 (8.8)

246 (51.5)

244 (51.3)

Durable SD

167 (34.9)

139 (29.2)

PD

71(14.9)

147 (30.9)

Unknown/NE

46 (9.6)

41 (8.6)

DCR
95% CI
05 Lenvatinib (n = 433)
804
604
404
204
ol
204
40
501

801

Maximum Tumeor Shrinkage (%)

-100 4

361 (75.5)
71.7-79.4

288 (60.5)
56.1-64.9

Maximum Tumor Shrinkage (%)

Odds Ratio (95% Cl)
3.13 (2.15-4.56)
P < 0.00001

Percentage change in tumor size is truncated at 100% (rectangles). ORR is defined as CR+PR, according to mRECIST; durable SD is defined as SD lasting 2 23 weeks.
CR, complete response; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease
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CARCINOMA HEPATOCELULAR
REFLECT STUDY: LENVATINIB VS. SORAFENIBE

Conclusoes

Conclusions

« Lenvatinib has demonstrated noninferiority versus sorafenib in OS in patients with
unresectable HCC (13.6 months for lenvatinib versus 12.3 months for sorafenib)

Lenvatinib has achieved statistically significant and clinically meaningful
improvement in PFS, TTP, and ORR versus sorafenib in this population

The safety profiles of lenvatinib and sorafenib in this study appear consistent with
those previously reported in patients with HCC

Based on these results, lenvatinib may be a potential treatment option in patients
with advanced HCC
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CARCINOMA HEPATOCELULAR
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE

AVANCADOS

Contexto

Background

Reza‘ Gastroenterology 2010, 138: 52—-64. Khor et al. Hepatology International 2014; 8:395-404

Siides

ASCO’ o

The majority of patients with Hepatocellular Carcinoma (HCC)
have locally advanced disease (+/- PVT) at diagnosis.

Both SIRT and sorafenib have demonstrated efficacy in this
group of patients but have different mechanisms of actions.

A definitive RCT comparing these 2 promising therapies in
locally advanced HCC will impact on outcomes in a large
number of patients and potentially change clinical practice.

'Llovet JM et al. N Engl J Med. 2008; 359: 378-90. 2 Llovett JM et al. Lancet 2002; 359: 1734-9. * Lo CM et al. Hepatology 2002; 35: 1164-71.4 Llovett JM et
al. Hepatology 2003, 37: 429-42. % Oliveri RS et al. Cochrane Database Syst Rev 2011,(3).CD004787

PRESENTED A ASCO ANNUAL MEETING 17 | #ASCO17  presented by: Prof. Pierce K. H. Chow
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§Sangro B et al. Hepatology 2011, 54: 868-78. 7 Salem

Phase lll multi-centre open-label randomized controlled
trial of selective internal radiation therapy (SIRT) versus
sorafenib in locally advanced hepatocellular carcinoma:
The SIRveNIB study.

-------

Pierce K.H. Chow = Hepatocellular Carcinoma
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DukeNUS Medical School, Singapore Notiorel Canicer
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CARCINOMA HEPATOCELULAR

SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE
AVANCADOS

Contexto
Different Therapeutic Classes
SIRT: Sorafenib:
Brachytherapy Oral molecular targeted therapy




CARCINOMA HEPATOCELULAR
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE
AVANCADOS

Desenho do Estudo
Study Design and Assessments

] An investigator-initiated open-label, phase Il
multi-center, RCT in locally advanced HCC with or

amenable to curative treatment)

[ Locally advanced HCC (not

BCHTES Coue J without portal vein thrombosis (PVT)
Saosig ) DUKEBHNUS
raNIen By Randomization ) .
:xt(n'—lrfﬁl(kta‘)l;/':»n [ 1:1 ] Asia-Pacific HCC Trials Group 2016
¥ Y RveNIB AHCC protocol 06
Assessment for T —
[ suitability for SIRT ] [ Sorstenip AOmg KL ] Ulaan Baator . "'\“:;‘I'
. 3 undang
Not SIRT with Y90 resin y Taipei
suitable microspheres Yangon 4 Hong Kong
!
L 2 fas Manila
A X Davao

Bangkok

Brunei

3 monthly follow-up until disease
progression by central CT review

I Penang
Kuala Lumpur

Kuching

[ Study conclusion ] Singapore
Jakarta Auckland
[ 3 monthly follow-up until } Bali
death urger 27 centers 11 Countries
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CARCINOMA HEPATOCELULAR

SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE AVAN(;ADOS\]'f’f\:}

Desenho do Estudo

Sample size

therapies, with respect to overall survival (OS).

Secondary objectives
To compare SIRT with sorafenib for:
— Tumour response rate (RECIST 1.1)

+ Assumptions

O b]ectlves Median OS for SIRT = 14 months [Sangro et al Hepatology. 2011:54(3):868-78)
Median OS for sorafenib = 9.35 months [Kang et al. Ann Oncol. 2008;19(Supplement 8):177)
Primary objective Hazard ratio = 0.67
To assess the efficacy of SIRT with Y90 resin microspheres compared with Type | error (two-sided) = 5%
sorafenib in patients with locally advanced liver cancer not amenable to curative Power = 90%

Built-in drop-out rate = 20%
Accrual period = 3 years
Follow-up period = 2 years

Sample size (Using the Log-rank test)
180 + 180 = 360 subjects (Final analysis at 266 deaths)

— Disease control rate

— Time to disease progression (overall and in liver)
— Progression free survival (overall and in liver)

— Toxicity and safety (CTCAE 4.02)

MEETING 17 | BASCO17  presented by Prof Pierce|

Eligibility Criteria

Unequivocal diagnosis of HCC (AASLD Ciriteria or histology) that is locally
advanced but without extra-hepatic metastases

—  With or without portal vein thrombosis

— BCLC B and BCLC C without distant metastases

At least one lesion with dimension = 10 mm

Age 18 years and above

ECOG performance status 0 — 1

Child-Pugh A-B (up to 7 points)

Adequate hematological, renal and hepatic function

Life expectancy of at least 3 months

Not having > 2 prior administrations of hepatic artery directed therapy
No prior hepatic artery directed therapy within past 4 weeks




CARCINOMA HEPATOCELULAR
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE

AVANCADOS

Resultados

CONSORT Diagram

Assessed for eligibility

(n=498)

l Ineligible (n=138, 27.7%)

Randomized

(n=360)

v

v

v

SIRT with Y90 resin microspheres (n=182)

Received intervention (n=130, 71.4%)

Did not recelve allocated intervention (n=52, 28.6%)

- Liver-to-lung shunting exceeding 20% (n=24, 13.2%)
- Unfavorable hepatic arterial anatomy (n=5, 2.7%)

- Ineligible for SIRT due to other reasons (n=8, 4.4%)
- Subject withdrew consent (n=10, 5.5%)

- Other (n=7, 3.8%)

Sorafenib (n=178)

Received intervention (n=162, 91.0%)

Did not recelve allocated Intervention (n=16, 9.0%)
- Subject withdrew consent (n=12, 6.7%)

- Other (n=4, 2.2%)

Lost to follow up (n=12)

y

- Lost to follow-up before progression (n=8)
- Lost to follow-up after progression (n=4)

Lostto follow up (n=9)
- Lost to follow-up before progression (n=8)
- Lost to follow-up after progression (n=1)

v

v

Intent-to-treat population (n=182)
Treated population (n=130)

Intent-to-treat population (n=178)
Treated population (n=162)
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11 Asia-Pacific
countries (27 sites)

Country
Singapore
Myanmar
Philippines
Mongolia
Thailand
Indonesia
Malaysia
South Korea
Taiwan
New Zealand

Brunei

04-Jun-2017

n (%)
78 (21.7)
74 ( 20.6)
57 (15.8)
39 (10.8)
32( 8.9)
22( 6.1)
19 ( 5.3)
17 ( 4.7)
13 ( 3.6)
8( 2.2)
1(0.3)




CARCINOMA HEPATOCELULAR

SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE
AVANCADOS

Resultados { N

Baseline Characteristics
Intent-to-treat population Treated population
SIRT Sorafenib SIRT Sorafenib

Characteristics (N=182) (N=178) P (N=130) (N=162) P
Age (years), Mean (SD) 59.5(12.9) 57.7(10.6) 0.154 60.9(11.5) 57.5(10.6) 0.009
Male, n (%) 147 (80.8) 151(84.8) 0331 107(823) 138(852) 0.525
Body mass index (kg/m?), Mean (SD) 23.2(42) 240(46) 0.089 23.2(4.3) 241(47) 0.089 \ \
Portal vein thrombosis, n (%) 56(30.8) 54(30.3) 1.000 30(23.1) 48(29.6) 0.232 Q 7
ECOG status, n (%) 0.265 0.559 \ / /

0 135(74.2) 141(79.2) 106 ( 81.5) 127(78.4)

1 47 (25.8) 37(20.8) 24(18.5) 35(21.6)
Child-Pugh stage, n (%) 0.613 0.455

A 163 (89.6) 156 ( 87.6) 117 ( 90.0) 142(87.7)

B 8( 99 21(11.8) 12( 9.2) 20(12.3)
BCLC stage, n (%) 0.239 0.427

A 0 1( 0.6) 0] 1( 0.6)

B 100 ( 54.9) 109 (61.2) 83(63.8) 95(58.6)

C 81(445) 68(38.2) 46 (35.4) 66(40.7)
Tumor size >50% of liver, n (%) 43(23.6) 43(242) 1.000 23(17.7) 35(21.6) 0.462
Hepatitis, n (%) 0.484 0.653

B 93(51.1) 104(58.4) 68(52.3) 94(5

C 26 (14. 9(10.7) 20(15.4) 19(11.7

BandC 4( 2.2) 5( 2.8) 3( 2.3) 2( 12
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CARCINOMA HEPATOCELULAR
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE AVAN(;ADOS

Resultados

Study Treatments Exposure SIRT Treatment Centers

Ed

* SIRT (n=130)

— Median time from randomization to
treatment: 21.0 days

-  n=52(28.6%) did not receive allocated SIRT

— All subjects received single dose

— Mean activity administered: 1.8 GBq

» Sorafenib (n = 162)

— Median time from randomization to
treatment start: 3.0 days
— n=16 (9%) did not receive allocated sorafenib BERS

% 5 ‘ <3 J .':.
— Mean daily dose per subject: 644.5 mg ¢ ~. g e
— Median treatment duration: 13.8 weeks
— Subjects with = 80% adherence to oy Sesad
planned doses: 88.9% v
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CARCINOMA HEPATOCELULAR _
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE AVANGCADOS

Resultado - Desfecho Primario

Efficacy: Overall Survival

* Intent-to-treat population « Treated population

109 g Median OS (months) Events 1.0 Median OS (months) Events
0.9+ .\ SIRT 8.84 (95% CI7.52 to 10.84) 135 09 - SIRT 11.27 (95% Cl19.17 to 13.57) 94
— + Sorafenib 10.02 (95% CI 8.57 to 13.80) _ Sorafenib 10.41 (95% CI 8.57 to 13.83)
g o \ 131 § o8 124 \
£ R £
7 074 7 074 d )
k] Hazard ratio 1.12 (95% CI0.88 to 1.42); P = 0.360 k-] |
% 0.6 §. 0.6
£ 0.5 Eo o]
T 044 T 04
B £ \
g £
F 034 Z 034
B B
g 0.2 g 02
0.1 e 0.1 L /
0.0 0.0 A\
T T T T T T T T T T T T T T \
0 6 12 18 4 30 36 0 6 12 18 24 30 36 }
Time from randomization (months) Time from randomization (months) { . /
SIRT Sorafenib SIRT Sorafenib \ /
Subjeets at risk Subjeets at risk /
SIRT 182 110 35 33 21 17 8 SIRT 130 98 53 32 21 17 8
Sorafenib 178 110 68 39 23 16 8 Sorafenib 162 103 66 37 23 16 8 \
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CARCINOMA HEPATOCELULAR (
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE AVANGADOS

Resultados - Desfechos secundarios

Efficacy: Tumor Response Rate and Disease Control Rate
Intent-to-treat population Treated population
SIRT Sorafenib SIRT Sorafenib
(N=182) (N=178) P-value (N=130) (N=162) P-value
Tumor response rate (CR + PR), n (%) 30(16.5) 3(1.7) <,001 30(23.1) 3( 1.9) <,001
Disease control rate (CR + PR + SD), n (%) 76 (41.8) 76 (42.7) 0915 76 (58.5) 76 (46.9) 0.059
CR: Complete response; PR: Partial response; SD: Stable disease
Tumor response rate Disease control rate
25% - 23.1% 70% 1
o/ 58.5%
20% 60%
7 41.8%  42.7%
15% - 40% - -8% 7%
10% - 30% 1
- 20% -
> 1.7% 1.9% 10% -
0% - 0% -
Intent-to-treat population Treated population Intent-to-treat population Treated population
ESIRT mSorafenib mSIRT mSorafenib

rresoveo s ASCO ANNUAL MEETING 17 | #ASCO17  presented by: Prof. Pierce K. H. Chow 04-Jun-2017

Slides are the property of the author. Permission required for reuse.

ASCO":

ANNUAL MEETING
Haking Wi vou



CARCINOMA HEPATOCELULAR
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE AVANCADOS

Resultados - Desfechos secundarios

Efficacy: Time to Progression

« Intent-to-treat population + Treated population
L Median TTP (months)  Events R Median TTP (months) Events
3 094 \ SIRT  6.08 (95% Cl4.17 to 6.60) 133 3 094 SIRT  6.41 (95% CI1 6.01 to 8.64) 97
-§ Sorafenib  5.36 (95% CI 4.07 to 5.65) 143 -§‘ Sorafenib  5.39 (95% Cl 4.07 to 5.72) 136
5 08+ = 084
§ 07 Hazard ratio 0.88 (95% CI0.69 to 1.11); P = 0.287 £ 07 Hazard ratio 0.73 (95% CI 0.56 to 0.95); P = 0.019
é 0.6 g 0.6 q "j}ii
= c /
2 0.5 ; 0.5
& 044 é 0.4 v .
-8 & )
2 03 2 03
5 024 . < 0.2+
3 . 3 —
G *w'_‘\-—\_‘_\_._h—‘i = 01 /
=z =z /
0.0 = ; 0.0 /
T T T T T T T T T T T T T T
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Time from randomization (months) Time from randomization (months) ' ‘
SIRT Sorafenib SIRT Soratenib Q ) —
Subjects at risk Subjects at risk \ / /
SIRT 182 73 24 12 6 4 1 SIRT 130 65 2 1 6 4 1 ("
Sorafenib 178 56 23 13 5 3 1 Sorafenib 162 54 23 13 s 3 1 /
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CARCINOMA HEPATOCELULAR N
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE AVANCADOS ~

Resultados - Desfechos secundarios

Efficacy: Secondary Outcomes

Intent-to-treat population Treated population

SIRT  Sorafenib SIRT  Sorafenib
(N=182) (N=178) P-value (N=130) (N=162) P-value

Time-to-tumor progression (months)

Median 6.08 5.36 6.41 5.39
Hazard ratio (95% confidence interval) 0.88 (0.69, 1.11) 0.287 0.73 (0.56, 0.95) 0.019

Time-to-tumor progression in liver (months) N
Median 6.11 5.39 6.77 5.45 \
Hazard ratio (95% confidence interval) 0.87 (0.68, 1.10) 0.241 0.72 (0.55, 0.93) 0.013

Progression-free survival (months)
Median 5.85 5.06 6.28 5.22
Hazard ratio (95% confidence interval) 0.89 (0.71, 1.12) 0.306 0.73 (0.56, 0.93) 0.013

Progression-free survival in liver (months)
Median 6.01 5.06 6.67 5.22
Hazard ratio (95% confidence interval) 0.88 (0.70, 1.10) 0.259 0.71 (0.55, 0.92) 0.009
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CARCINOMA HEPATOCELULAR
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE AVAN(;ADOSJV‘T}

Resultados - Seguranca

Overall Safety

) ) 1 60.0% (P <.0001)
Subjects who experienced at least one AE 84.6%
) ) 31.5% (P <.0001) / \
Subjects who experienced at least one treatment-related AE 74.7% d \

’ 27.7% (P <.0001 LW
Subjects who experienced at least one 2 3 grade AE ﬂ 50 )6%

1

o, / ' \‘\\ \
Subjects who experienced at least one treatment-related 23 grade AE 13, L/ P <'0°g17)7% )

20.8% (P = 0.0091
Subjects who experienced at least one SAE u 35.2% )

!

' y ‘mm 4.6% (P =0.1715)
Subjects who experienced at least one treatment-related SAE 9.3%

\‘\
|

0% 20% 40% 60% 80%

g Cj\ y
100% \ /
mSIRT (N = 130)

m Sorafenib (N = 162)

Includes adverse events (AEs) and serious adverse events (SAEs) with onset date on or after study treatment start date. Treatment-related AE or

SAE defined as those with certain, probable, possible, or missing relationship to study treatment. P values were computed for comparison between {
treatment arms using the Fisher's exact test.
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CARCINOMA HEPATOCELULAR
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE AVANGADOS

Resultados - Seguranca

Selected Adverse Events Graded with CTCAE 4.02

SIRT (N=130) Sorafenib (N =162) P

System Organ Class Grade Grade Grade Grade Grade Grade

Preferred term, Number of subjects (%) 1-2 23 1-2 23 1-2 23
Blood and lymphatic system disorders

Anaemia 4(3.1) 0 5(3.1) 4 (2.5) 1.0000 0.1315
Gastrointestinal disorders

Abdominal pain 11(8.5) 3(2.3) 9 (5.6) 2(1.2) 0.3585 0.6588

Ascites 5(38) 5(38) 14(86) 4(25 01505 05179

Constipation 0 0 9(5.6) 0 0.0051 -

Diarrhoea 2(1.5) 0 42 (25.9) 6(3.7) <0.001 0.0353

Nausea 10(7.7) 1(0.8) 10(6.2) 0 0.6466 0.4452
General disorders and administration site conditions

Fatigue 5(3.8) 0 19 (11.7) 6(3.7) 0.0175 0.0353

Oedema peripheral 10 (7.7) 0 5(3.1) 1(0.6) 0.1082 1.0000

Pyrexia 6 (4.6) 0 17 (10.5) 1(0.6) 0.0804 1.0000
Metabolism and nutrition and disorders

Decreased appetite 11 (8.5) 0 20(12.3) 1(0.6) 0.3412  1.0000

Hypoalbuminaemia 6(46) 1(0.8) 7(4.3) 1(0.6) 1.0000 1.0000
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CARCINOMA HEPATOCELULAR
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE AVANCADOS

Resultados - Seguranca

Selected Adverse Events Graded with CTCAE 4.02
SIRT (N=130) Sorafenib (N =162) P

System Organ Class Grade Grade Grade Grade Grade Grade
Preferred term, Number of subjects (%) 1-2 23 1-2 23 1-2 23

Respiratory, thoracic and mediastinal disorders
Cough 8(6.2) 0 8(4.9) 0 0.7969 -

Skin and subcutaneous tissue disorders / ]
Alopecia 0 0 16 (9.9) 0 <.0001 - "
Palmar-plantar erythrodysaesthesia syndrome 1(0.8) 0 62 (38.3) 27 (16.7) <.0001 <.0001
Rash 0 0 18 (11.1) 0 <.0001 -

Vascular disorders
Hypertension 0 0 22 (136) 2(1.2) <.0001 0.5043

AEs typically associated with SIRT
Gastric ulcer 0 1(0.8) 0 0 - 0.4452
Upper gastrointestinal haemorrhage 1(0.8) 1(0.8) 0 3(1.9) 0.4452 0.6315
Jaundice 1(0.8) 1(0.8) 1(0.6) 2(1.2) 1.0000 1.0000 / \
Hepatic cirrhosis 0 0 1(0.6) 1(0.6) 1.0000 1.0000 Q —
Portal hypertension 0 0 0 1(0.6) - 1.0000 ) d
Radiation hepatitis 0 2(1.5) 0 0 - 0.1974 \

Includes adverse events which were experienced by at least 5% of treated subjects in either arm, or known to be associated with SIRT and have

onset date on or after study treatment start date. P values were computed for comparison between treatment arms using the Fisher's exact test.
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CARCINOMA HEPATOCELULAR
SIRT VS. SORAFENIBE EM TUMORES LOCALMENTE AVAN(;ADOS

Conclusoes

Conclusions

* The primary end point of the study was not met.

— In this study SIRT was not shown to be superior to sorafenib with respect to
overall survival

— No statistically significant difference was demonstrated between SIRT and
sorafenib

« However, patients treated with SIRT have
— a significantly better tumor-response rate

— significantly fewer total number of adverse events and severe adverse
events

when compared with those treated with sorafenib.

2 ASCO ANNUAL MEETlNG 17 #ASCO17  presented by: Prof. Pierce K. H. Chow 04-Jun-2017 21

Sliges e property of the author. Permis required fo

ANNUA ET\NG




—oDESTAQUES ASCO 2017

CANCER GASTRICO

Grupo = INSTITUTO

g 4 Drvnce s Cancn Cort WM 1O



CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

KEYNOTE-059 Cohort 1: Efficacy and
Safety of Pembrolizumab Monotherapy
in Patients With Previously Treated
Advanced Gastric Cancer

Charles S. Fuchs, Toshihiko Doi,2 Raymond WJ Jang,® Kei Muro,* Taroh Satoh,® Manuela Machado,® Weijing Sun,”
Shadia |. Jalal,® Manish Shah,® Jean-Phillipe Metges,'® Marcelo Garrido," Talia Golan,'? Mario Mandala,®

Zev A. Wainberg,'* Daniel V.T. Catenacci,'® Yung-Jue Bang,'® Jared Lunceford,'” Mary Savage,'” Jiangdian Wang,'”
Minori Koshiji,'” Rita P. Dalal,'” Harry H. Yoon'®

Yale Cancer Center, New Haven, CT, USA; 2National Cancer Center East; Chiba, Kashiwa, Japan;*Princess Margaret Cancer Center, Toronto, ON,
Canada; *Aichi Cancer Center Hospital, Nagoya, Aichi, Japan; 5Graduate School of Medicine, Osaka University, Suita, Osaka, Japan; sPortuguese
Institute of Oncology, Porto, Portugal; 7University of Pittsburgh, Pittsburgh, PA, USA,; 8Indiana University School of Medicine, Indianapolis, IN, USA;
IWeill Cornell Medical College, New York Presbyterian Hospital, New York, NY, USA; 1°Centre Hospitalier Regional Universitaire (CHRU) de Brest -
Hopital Morvan, Brest, CEDEX, France; '""Pontificia Universidad Catélicade Chile, Santiago, Chile; '2Sheba Medical Center at Tel Hashomer, Ramat
Gan, Israel; 13ASST Papa Giovanni XXIII, Bergamo, Italy; "*Ronald Reagan UCLA Medical Center, Los Angeles, CA, USA; SUniversity of Chicago
Medicine, Chicago, IL, USA; 18Seoul National University Hospital, Seoul, South Korea; 17"Merck & Co., Inc., Kenilworth, NJ; *®Mayo Clinic, Rochester,
MN, USA

resoveoar: ASCO ANNUAL MEETING 17 | #ASCO17

Slides are the property of the author. Permission required for reuse.




CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Contexto

Pembrolizumab in Gastric and
Gastroesophageal (G/GEJ) Cancer

« PD-L1 and its ligands PD-L1 and PD-L2 have been
shown to be overexpressed in gastric cancers’-3

» Pembrolizumab is a selective, humanized
high-affinity immunoglobulin G4-k monoclonal
antibody that blocks the interaction between PD-1
and its ligands?

In a phase 1b trial, pembrolizumab demonstrated
promising antitumor activity in advanced G/GEJ
cancer®

: 2.Qing Y et al. Drug Des Devel Ther. 2015:9:901-509. 3. Dong M ot al. Hum Fath 2016.53:35-34.

g . Qing Y et al. Drug Des Devel Ther. :9:901-909. 3. Dong M et al. Hum Path. 153: :
pn'es:m:n A8 ASCO ANNUAL MEETING 17 #ASCO17 4.Keytruda [package insert]. Whitehouse Station, NJ, USA: Merck Sharp & Dohme Corp.; May 2017.
Slides are the property of the author. Permission required for reuse. 5. Muro K et al. Lancet Oncol. 2016;17:717-728.
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CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Contexto

KEYNOTE-059 (NCT02335411): Phase 2 Multicohort Study
of Pembrolizumab for G/GEJ Adenocarcinoma

-

Cohort 1 Patients
= 22 prior linesof —*
chemotherapy

Treat for
24 months,
or until
progression,
intolerable
toxicity, or
other reason

Follow-up for
survival by
telephone
until death,
withdrawal,

or study end

Pembrolizumab 200 mg Q3W. +
Cohort 2 Patients ____ cisplatin 80 mg/m? Q3W +
* No prior therapy 5-FU 800 mg/m? Q3W or
capecitabine 1000 mg/m? BID Q3W#

Cohort 3 Patients
* No prior therapy
* PD-L1 positive

Response assessment by RECIST v1.1: first scan at 9 weeks after cycle 1, every 6 weeks for first year,

—foncwen“bl}f“eve eks
eesovzoa. ASCO ANNUAL MEETING 117 | #ASCO17
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CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Desenho do Estudo

KEYNOTE-059 Cohort 1 Eligibility Criteria

Measurable recurrent or metastatic disease
=2 prior chemotherapy regimens

HER2/neu negative, or HER2/neu positive if previously treated with
HER2-targeted therapy

ECOG PS 0-1
No systemic steroid therapy; no prior PD-1/PD-L1 therapy
No history of autoimmune disease

No CNS metastases Objectives and Assessments for Cohort 1

No clinical ascites + Primary end points
L ... — ORR by central review per RECIST v1.1 in all patients and in
oae EETING 17  #ASCO17 patients with PD-L1-positive tumors

— Safety and tolerability of pembrolizumab
» Secondary end points
— DOR by central review
- PFS
- 0S8
» Exploratory biomarker end points
— Efficacy by microsatellite instability and gene expression profile

TING 17 | #ASCO17
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CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Desenho do Estudo

PD-L1 Expression IHC?

» PD-L1 expression is determined by combined positive score (CPS)

No. of PD-L1 staining cells (tumor cells, lymphocytes, macrophages)
P S = e x 100
Total No. of viable tumor cells

« Aspecimen is considered to have positive PD-L1 expression if CPS 21%

PD-L1 [ B
negative EeEE MR R positive

resnoar. ASCO ANNUAL MEETING 17 | #ASCO17
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CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Resultados

Baseline Demographics

Characteristic N = 259
Median age (range), years 62 (24-89)

: ’ e Male, n (%) 198 (76.4)
Baseline Disease Characteristics

Geographic region, n (%)
Characteristic, n (%) N = 259 United States 124 (47.9)
ECOG PS
0 107 (41.3)
1 151 (58.3) Rest of world 101 (39.0)
Location of primary tumor
Gastric 125 (48.3) E scame ASCO ANNUAL MEETING ‘17 | #ASCO17
GEJ 133 (51.4) —
Number of prior therapies

East Asia 34 (13.1)

o Baseline Disease Characteristics

50 (19.3 Characteristic, n (%) N = 259
Previous surgery for gastric cancer

Yes (gastrectomy, other) 66 (25.5)

No 193 (74.5)
HER2 positive 63 (24.3)
PD-L1 expression

Positive 148 (57.1)
&gative 109 (42.1)

ASCO ANNU EETING 17  #ASCO17



CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Resultados - Desfecho Primario

Maximum Percentage Change From Baseline in
Target Lesion Size?
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PRESENTED AT: ASCO ANN UA

B PD-L1 positive
B PD-L1 negative
B PD-L1 expression unknown

L MEETING 117 | #ASCO17
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Patients with reduction, %
All patients
PD-L1 positive
PD-L1 negative

“Only patients with measurable disease per RECIST v1.1 by central review at baseline
who had 21 postbaseline assessment were included (n = 223)
Data cutoff: January 16, 2017
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CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Resultados - Desfecho Primario

Treatment Exposure? and Duration of Response

30)

Median DOR (95% CI), mos
All patients 8.4 (1.6+° to 17.3+)
PD-L1 positive 16.3 (1.6+ to 17.3+)
PD-L1 negative 6.9 (2.4 to 7.0+)

A CR
PR

® Progressive disease
® Death
— Ongoing pembrolizumab treatment
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10 12 14 16 18 20 22 24
Time Since First Dose, months

Rk s eNIED AT: ASCO AN N UAL M EETI NG 17 #ASCOT? *Patients with measurable disease per RECIST v1.1 by central review at »basellne who had 21

postbaseline assessment (n = 30). Bar length indicates time to last imaging assessment.
ades arethe property of:the authdr. Rermission required for ®No proaressive disease at last disease assessment. Data cutoff: January 16. 2017.
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CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Resultados - Desfecho Primario
Longitudinal Change From Baseline in Tumor

Size?: Responders (n = 30)

= Ireatment discontinued
= Treatment ongoing
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Time Since Treatment Initiation, months
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CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Resultados - Desfechos Secundarios
PFS in All Patients

80 All patients 2.0( )
70
60
50
40
30
20
10
0

Progression-Free Survival, %

8 10 12

Time, months

Nfaa ot it OS in All Patients

259 136 51 22 17 4

Median OS 12-month
(95% Cl), mos OS rate, %

All patients 5.6 (4.3-6.9) 234

mooses ASCO ANNUAL MEETING ‘17 | #ASCO17

St are the property of the suther.

100
S0
80
70
60
50
40
30

Overall Survival, %

20
10
0

Time, months

Numbers at risk
259 199 144 112 87 51 27

sooama: ASCO ANNUAL MEETING ‘17 #ASCO17
S5des are the property of the sutte reaured o et Oata cutoft: January 18, 2017
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CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Resultados - Desfechos Secundarios

Response by MSI Status (n = 174)
4.0% of patients were MSI-High

Response? MSI-High (n =7) Non-MSiI-High (n = 167)

% 95% CI % 95% CI

57.1 18.4-90.1 : 5.1-14.4

CR 14.3 0.4-57.9 : 0.7-6.0
PR 42.9 9.9-81.6 : 3.3-11.5

DCRP 71.4 29.0-96.3 : 16.1-29.2
+ ASCO ANNUAL MEETING ‘17 | #ASCO17 e e

d for reuse. Data cutoff: January 16, 2017




CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Resultados - Desfechos Secundarios

T-cell-Inflamed GEP Score by Response (n = 144)

T-cell-inflamed GEP score
significantly associated (P = 0.014)
with improved response to
pembrolizumab
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Gene Expression Signature

+ 18 gene T-cell inflamed GEP predictive of response to pembrolizumab’-3

Nonresponder Responder — Derived by testing, validation, and refinement of immune-related gene

sets across a variety of tumor types'3
mesoams: ASCO ANNUAL MEETING 17 | #ASCO17

lides are the property of the author. Permiss:

» GEP score is a weighted sum of normalized values for the genes?

18 genes
CCL5, CD27, CD274 (PD-L1), CD276 (B7-H3), CD8A, CMKLR1, CXCL9, CXCR6,
HLA-DQA1, HLA-DRB1, HLA-E, IDO1, LAG3, NKG7, PDCD1LG2 (PD-L2),
PSMB10, STAT1, TIGIT

2 - fou rafin- A analyzed on NanoStrng »Cour thorm
SCO ANNUAL MEETING 17 ' #ASCO17 1 Arersotal J Gl tvest 3017, penss Jieaman Tor Cancer 2018 4GS P71
Ity of the author. Permission required hr reuse. et al JCin Oncol 201634 {Sucol 1) 1636
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CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Resultados - Seguranca

Treatment-Related Adverse Events

Event All Patients (N = 259)
All Grades (in >5%), % Grades 3/4, %

Fatigue 18.9 23
Pruritus 8.9 0
Rash 8.5 0.8
Hypothyroidism 7.7 04
Decreased appetite T3 0
Anemia 6.9 27
NEEEE] 6.9 0.8
Diarrhea 6.6 12
Arthralgia 58 0.4

2 patie
Grade S ti

Immune-Mediated Adverse Events = ASCO ANNUAL MEETING ‘17 | #ASCO17

Sces are e peoparty of e suthe Data cutoft. January 16, 2017

Event All Patients (N = 259)

All Grades (in >1), % Grades 3/4, %
Any 17.8 46
Hypothyroidism 8.9 0.4
Hyperthyroidism 3.5 0
Colitis 23 1.2
Pneumonitis 1.9 0.8
Thyroiditis 1.5 0.4
Infusion reaction 1.5
Severe skin reactions?® 1.5

13 (28.3%) patients received systemic corticosteroids for immune-mediated AEs
* 10(3.8%) patients experienced treatment interruption because of immune-mediated AEs

NG ‘17 | #ASCO17 Inchudes erythema musdorme, mundice. rash, macuopapular rash

aia culoff: Januaty 16, 2017
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CANCER GASTRICO
IMUNOTERAPIA - KEYNOTE 059

Conclusoes

Conclusions

* Pembrolizumab demonstrated promising antitumor activity
and durable responses in patients with advanced G/GEJ
cancer progressing after 22 prior lines of therapy

* ORR was higher in patients with PD-L1—positive tumors, but
responses were also observed in patients with PD-L1-
negative tumors

» Treatment was well tolerated Conclusions

* Pembrolizumab represents a potential treatment option for
patients with G/GEJ cancer who have progressed after 22

mesoneos: ASCO ANNUAL MEETING ‘17 #ASCO17 . .
2ty prior lines of therapy

Siides are the property of the author. Permission res

» Ongoing randomized clinical trials are now assessing
pembrolizumab in earlier lines of therapy and in combination
with chemotherapy regimens for patients with advanced
G/GEJ cancer
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CANCER GASTRICO
IMUNOTERAPIA - CHECKMATE 032

Nivolumab * Ipilimumab in Patients With
Advanced/Metastatic Chemotherapy-Refractory
Gastric, Esophageal, or Gastroesophageal
Junction Cancer: CheckMate 032 Study

Yelena Y. Janjigian, Patrick A. Ott,2 Emiliano Calvo,® Joseph W. Kim 4 Paolo A. Ascierto,®
Padmanee Sharma,® Katriina Peltola,” Dirk Jaeger,® Jeffrey Evans,® Filippo de Braud,'® lan Chau,!
Marina Tschaika,? Christopher T. Harbison,'? Weiguo Cai,'? Johanna Bendell,’> Dung T. Le™4

'Gastrointestinal Oncology Service, Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY: “Dana-Farber Cancer Institute, Boston, MA: *START Madrid,
Centro Integral Oncologico Clara Campal, Madrid, Spain: “Yale Cancer Center, New Haven, CT; “Istituto Nazionale Tumori IRCCS, Naples, Italy; The University of Texas MD
Anderson Cancer Center, Houston. TX; “Comprehensive Cancer Center, Helsinki University Hospital. Helsinki, Finland; ®National Center for Tumor Diseases, University Hospitals
Heidelberg, Heidelberg, Germany: *Beatson West of Scotland Cancer Centre, University of Glasgow. Glasgow. UK: '“Fondazione IRCCS Istituto Tumori Milano, University of Milan,
Milan, Italy; '"Royal Marsden Hospital, London and Surrey, UK; '?Bristol-Myers Squibb, Princeton, NJ; '*Sarah Cannon Research Institute/Tennessee Oncology. Nashville, TN;
“Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, MD

resovteos:. ASCO ANNUAL MEETING 17 #ASCO17

Slides are the property of the author. Permission required for reuse.




CANCER GASTRICO
IMUNOTERAPIA - CHECKMATE 032

Contexto

Background

+ Nivolumab improved OS vs placebo in Asian patients with gastric/GEJ
cancer with = 2 prior treatments (ATTRACTION-2 phase 3 study)’

27% vs 11% of patients alive at 1 year (HR, 0.63; P < 0.0001)

* Nivolumab alone or in combination with ipilimumab led to encouraging
results in a similar population of Western patients (CheckMate 032
phase 1/2 study)23

* Here we present longer-term updated survival, efficacy, and safety
data from CheckMate 032

GEJ, gastroesophageal junction.
1. Kang YK, et al. ASCO-GI 2017 [abstract 2]: 2. Janjigian YY. et al. ASCO 2016 [abstract 4010]: 3. it inicaltr q t t NCTO!1 i (Accessed April 21, 2017).
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CANCER GASTRICO
IMUNOTERAPIA - CHECKMATE 032

Desenho do Estudo

Checkmate 032 EG Cohort

Western patients with advanced/metastatic EG cancer
with progression on 21 prior chemotherapy
N =160

Nivolumab 3 mg/kg IV Q2W Nivolumab 3 mg/kg +

Ipilimumab 1 mg/kg IV Q3W*

(NIVO 3) (NIVO 3 + IPI 1)

Median (range)

follow-up, mot: 28 (17 to 35) 24 (21 to 33) 22 (19 to 25)
Primary endpoint: Secondary endpoints: Exploratory endpoint:
* ORR per RECIST v1.1 « OS, PFS, TTR, DOR «  PD-L1 tumor expression (Dako
«  Safety 28-8 pharmDx assay)
DOR. duration of response: EG. esophagogastric (including gastric/esophageallgy yesophageal junction cancer): TTR. time to response.
* Nivol b + ipilim b administered for 4 cycles followed by nivolumab 3 mg/kg IV Q2W.

TTime from first dose to data cut-off; follow-up was shorter for patients who died prior to data cut-off,

oncclnicasr W
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CANCER GASTRICO
IMUNOTERAPIA - CHECKMATE 032

Patient Disposition

Resultados

NIVO 3 +IPI1
Patients, n (%) | = 4¢
Continuing on study treatment 2(3) 6(12) 3(6)
Not continuing on study treatment 57 (97) 43 (88) 49 (94)
Disease progression 50 (85) 25(51) 38(73)
AE related to study drug 2(3) 9(18)t 7(13)%
AE unrelated to study drug 3(5) 5(10) 1(2)
Patient withdrawal/noncompliance 2(3) 4(8) 3(6)
increased ALTIAST (me3: oot fae2y artho (182} coli,cyst, n PR -

#Acute renal failure, autoimmune hepatitis, diarhea, enteritis. increased Al.ms? lymphocytic myocarditis, and pneumonitis (n=1 each)

Baseline Characterlstlcs

1PI 3 NIVO 3 +IPI 1
Patients, n (%) : n=52

Age, median (range), years 60 (290 80) 53(27t077) 58(19t0 81)

265 years 17 (29) 10(20) 17 (33)
Male 45 (76) 34 (69) 45 (87)
Race

White 56 (95) 46 (94) 50 (96)

Black 3(5) 12) 1(2)

Asian/other 0 2(4) 1(2)
Primary site

Gastric 19(32) 22 (45) 18(35)

GEJ/esophageal 40 (68) 27 (55) 34 (65)
Number of prior regimens

0 0 1(2) 0

1 10(17) 6(12) 16 (31)

2 20 (34) 19(39) 16 (31)

3 19(32) 11(22) 13(25)

>3 10 (17) 12(24) 7(13)
"PD-L1 tumor expression, n/N (%)

z1% 16/42 (38) 10/42(24) 13/43(30)

<1% 26/42(62) 32/42(76) 30/43(70)

* PD-L1 tumor expression rates reported according to the number of patients with quantifiable samples. PD-L1 was quantifiable in 71%, 86%, and 83% of patients in
the NIVO 3, NIVO 1 + IP1 3, and NIVO 3 + IP1 1 treatment groups, respectively
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CANCER GASTRICO /
IMUNOTERAPIA - CHECKMATE 032

Resultados - Desfecho Primario

|
Objective Response ,\
NIVO 3 NIV F5 NIVO3+IPIT {
n=59 n=52

ORR, n (%)* 7(12) 12 (24) 4 (8)
[95% CI] [5, 23] [13, 39] [2,19] /
BOR, n (%)* Q\
Complete response 1(2) 1(2) 0
Partial response 6 (10) 11 (22) 4 (8)
Stable disease 12 (20) 8 (16) 15 (29)
Progressive disease 34 (58) 23 (47) 24 (46)
Not evaluable 6(10) 6(12) 9(17)
DCR, n (%)t 19 (32) 20 (41) 19 (37)
Median TTR (range), months 1.6(1.2t04.0) 2.7 (1.210 14.5) 2.6 (1.3102.8) ]
Median DOR (95% CI), months 7.1(3.0,13.2) 7.9(2.8, NE) NR (2.5, NE)

BOR, best objective response; DCR, disease control rate; NR, not reached, NE, not estimable.
* Investigator review,
T Patients with a BOR of complete response, partial response, or stable disease.
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CANCER GASTRICO

IMUNOTERAPIA - CHECKMATE 032

Resultados - Desfecho Primario

Best Reduction in Target Lesions

NIVO 3

g™ ORR by PD-L1: S ORR by PD-L1:

2 754 PD-L121%, 19% 2 754 PD-L12 1%, 40%
2 PD-L1< 1%, 12% 3 PD-L1 < 1%, 22%
3 50+ 2 50 4

s g

L o

E 25 < E 25 o

i 2 :
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Best Reduction from Baseline in Target Lesions” (%)

=3
S

75

50 <

25 4

0

25 4

50 o

275 o

100

PD-L1<1% M PD-L121% [l PD-L1 not evaluable/missing

+ Responses were observed regardless of PD-L1 expression

“ Investigator review.
# Patients with confirmed response (complete or partial response).

t Patients with 0% best reduction in target lesion, including 3 patients with PD-L1 21% (NIVO 3, n=2: NIVO 3 + IPI 1, n=1) and 1 patient with PD-L1 <1% (NIVO 1 + IPI 3).

O change truncated to 100%

1§° ORR by PD-L1:

NIVO3 + IPI1

PD-L121%, 23%
PD-L1<1%, 0%
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CANCER GASTRICO
IMUNOTERAPIA - CHECKMATE 032

Resultados - Desfechos Secundarios

Overall Survival by PD-L1 Status

Progression-Free Survival

1.0
< mPFS(95%Cl),  6-month  12-month 9 9 NIVO1+IPI3
g 09 months PFSrate,% PFSrate,% OS rate (95% Cl), % NIVO1+1PI3 (R B
§ 08 NIVO3 —e— 14(1.2,1.5) 7 a Patients with PD-L121% n=16 n=10 n=13
! 07 NIVO1+1IPI3 - 14(1.2,3.8) 24 17
-§ ’ NIVO3+IPI1 —A— 1.6(14,2.6) 12 10 12 months 34(12,57) 50 (18, 75) 23 (6, 47)
06 -
% 0.5 - Patients with PD-L1 <1% n=26 n=32 n=30
g 04 12 months 45 (25, 6) 32 (16, 48) 25(11, 42)
; 0.3
Z 02
2 01
& 0.0 -
o 3 6 9 12 15 18 21 24 22 0 Overall Survival
Time (Months)
Mo, at Risk: 10 4
"w‘liw.o‘; :: l: |: : 5 : ; ‘I : ; : mOS (95% Cl),  12-month 18-month
NIVO3+®I1 52 b b 4 : 3 2 2 o 0 0 09 months OSrate,% OSrate, %
PFS, median PFS 08 NIVO3 —e—— 6.2(34,124) 39 25
s eies 3 07 4 NIVO14IPI3 —O— 6.9(3.7,11.5) 35 28
gos NIVO3+IPI1 —A—  4.8(3.0,8.4) 24 13
Z 06
S 05 -
2
3 04 -
3
° 03 -
o
0.2 0
01 o
o'o T 1 T 1 L] \J U 1 U U 1
0 3 6 9 12 15 18 21 24 27 30 33
Time (Months)
No. at Risk:
NIVO3 5% 40 26 n 20 15 " s 5 4 1
NIVO1+IPI3 49 35 24 19 “" “ " 8 3 o L] L]
NIVO3+IPI1 52 3 20 18 n 1] 4 3 L] o o

mOS, median OS.
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CANCER GASTRICO
IMUNOTERAPIA - CHECKMATE 032

Resultados - Seguranca

Treatment-Related Adverse Events

NIVO 3
n=59

NIVO 3+ IPI 1
n=52

Patients, n (%) Any grade Grade 3/4 | ' Any grade Grade 3/4

Any TRAE 41 (69) 10 (17) 41 (84) 23 (47) 39 (75) 14 (27)

Serious TRAEs 6 (10) 3 (5) 21 (43) 17 (35) 13 (25) 9 (17)

TRAESs leading to

treatment discontinuation 2(3) 2() 10429) 18.20) 715 5(19)

TRAESs in 215% of patients

in any treatment arm
ALT increased 5(8) 2(3) 8 (16) 7(14) 5(10) 2(4)
AST increased 7(12) 3(5) 8 (16) 5(10) 2(4) 1(2)
Decreased appetite 9(15) 0 5(10) 0 3(6) 0
Diarrhea 9 (15) 1(2) 15 (31) 7 (14) 5(10) 1(2)
Fatigue 20 (34) 1(2) 14 (29) 3(6) 10 (19) 0
Pruritus 10(17) 0 9(18) 1(2) 12 (23) 0
Rash 5 (8) 0 10 (20) 0 8 (15) 0

» One grade 5 TRAE was reported (tumor lysis syndrome in a patient treated with NIVO 3 + IPI 1)

TRAE, treatment-related adverse event.
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CANCER GASTRICO
IMUNOTERAPIA - CHECKMATE 032

Conclusoes

Conclusions

« Nivolumab alone or in combination with ipilimumab demonstrates
clinical activity in patients with chemotherapy-refractory EG cancer
irrespective of PD-L1 status

- Safety profile is consistent with prior reports’-

« Nivolumab alone and in combination with ipilimumab are being
investigated in phase 3 studies in patients with advanced EG cancer

1. Janjigian YY, et al. ASCO 2016 [abstract 4010]; 2. Larkin J, et al. N Engl J Med. 2015:373:23-34; 3. Wolchok JD, et al. N Engl J Med. 2013:369:122-133: 4. Antonia SJ, et al. Lancet
Oncol. 2016;17:883-895.
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CANCER GASTRICO
FLOT 4

Perioperative chemotherapy with docetaxel, oxaliplatin, and
fluorouracil/leucovorin (FLOT) versus epirubicin, cisplatin,
and fluorouracil or capecitabine (ECF/ECX) for resectable
gastric or gastroesophageal junction (GEJ) adenocarcinoma
(FLOT4): A multicenter, randomized phase 3 trial

Al-Batran SE, Homann N, Schmalenberg H, Kopp HG, Haag GM, Luley KB, Schmiegel WH,
Folprecht G, Probst S, Prasnikar N, Thuss-Patience P, Fischbach W, Trojan J, Koenigsmann M,
Pauligk C, Goetze TO, Jaeger E, Lindig U, Kasper S, Hozaeel W, Meiler J, Schuler MH, Hofheinz

RD for the German Gastric Study Group at AlO

Salah-Eddin Al-Batran, MD

Institute of Clinical Cancer Research (IKF)
Krankenhaus Nordwest

University Cancer Center Frankfurt
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oCANCER GASTRICO
FLOT 4

Contexto

« ECF: esquema quimioterapico padrao no tratamento perioperatorio do
cancer gastrico desde a publicacao do MAGIC TRIAL.

 Resultado permanece insatisfatorio: sobrevida em 5 anos de 36%.

 Estudo de fase 2 com esquema FLOT demonstrou previamente resultados
promissores.

INSTITUTO

C TUNICAS X




CANCER GASTRICO
FLOT 4

Contexto

FLOT Regimen

T docetaxel d150 mg/m?iv inf.
* O oxaliplatin d1 85 mg/m?iv inf.
* L leucovorin d1 200 mg/m?iv inf.

« F 5-FU d1 2.600 mg/m?iv 24h inf.
— repeated every 2 weeks

i - ASCO ANNUAL MEETING ‘17 | #ASCO17 Presented by: Salah-Eddin Al-Batran
Slides are the property of the author. Permission required for reuse, :
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CANCER GASTRICO
FLOT 4

Desenho do Estudo

FLOT4 Study Design Frmmem

Randomized, multicenter, investigator-initiated, phase II/lll study

« Gastric cancer or
adenocarcinoma of
the gastro-esophageal
junction type |-l

Medically and
technically operable

cT2-4/cN-any/cMO or
cT-any/cN+/cMO

FLOT: docetaxel 50mg/m2, d1; 5-FU 2600 mg/m?, d1;
leucovorin 200 mg/m?, d1; oxaliplatin 85 mg/m?, d1, every
two weeks

ECF/ECX x3 - RESECTION - ECF/ECX x3

Z0—4d>»0—T—4>»x04H®

N i ; ECF/ECX: Epirubicin 50 mg/m2, d1; cisplatin 60 mg/m?,
Stratification: ECOG (0 or 1 vs. 2), location of primary (GEJ type | d1; 5-FU 200 mg/m? (or capecitabine 1250 mg/m? p.o

vs. type II/lll vs. stomach), age (< 60 vs. 60-69 vs. 270 years) and divided into two doses d1-d21), every three weeks
nodal status (cN+ vs. cN-). :

pressvios: ASCO ANNUAL MEETING 17 | #ASCO17  precented by: Salah-Eddin Al-Batran

Slides are the property of the author. Permission required for reuse,

ASCO": "

ANNUAL MEETING
o oo o




CANCER GASTRICO
FLOT 4

Desenho do Estudo

Study Schema

Tumor assessment: Central review

CT/MRI thorax/abdomen, endo- » Histology/surgery reports
ultrasound (evt. diagnostic » Perioperative SAE
laparoscopy / bone scan) “

Tumor assessment:

- CT/MRI thorax/abdomen every
3 months until PD or death

« OS every 3 months

Baseline Chemo Operation Chemo follow-up

(2-field or D2)

//

-

Pre-therapeutic \ R
- Biopsy specimen Blood for circulating Post-therapeutic
+« EDTA-blood tumor cells resection specimen - central revew path response

eacsoeo: ASCO ANNUAL MEETING 17 | #ASCO17
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CANCER GASTRICO
FLOT 4

Desenho do Estudo

Endpoints and Populations

* Primary endpoint
— overall survival (intention to treat)

» Secondary endpoints
progression-free survival (intention to treat)
complete resection rate (intention to treat)
surgical morbidity and mortality (surgery population)
Chemotherapy related toxicity (safety population) and others

Intention to Treat (ITT): all patients randomized, analyzed as allocated
Surgery Population: patients of ITT, who proceeded to operation, whether they had resection or not
Safety Population: all patients who received at least one cycles of chemotherapy, analyzed as treated

mescqs ASCO ANNUAL MEETING 17 | #ASCO17 o resenteqnby: salan-Eddin Al-Batran Statistics

» The study (phase Ill part) had 80% power to show
superiority for FLOT with a HR of 0.76 using Kaplan-
Meier method and 2-sided log-rank test at 5% type |
error, assuming 25 months median OS for ECF/ECX,
4 years enrollment, and 6 years total follow-up time

» A co-primary endpoint was non-inferiority, tested
according to Freidlin et al 2007 if superiority was not
established

» ASCO ANNUAL MEETING 17  #ASCO17 5 pried vy Saiah Edain Al Batran
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CANCER GASTRICO
FLOT 4

Resultados
Baseline 1 Baseline 2

cN-stage
N-
N+
Barrett's Carcinoma®
yes
no
Location unclear or unknown
GEJ Siewert type 1 missing
GEJ Siewerttype 20r 3

MEETING ‘17 #ASCO17 . co MEETING * HASCO17  ppeer

Baseline 3

Lauren's Type*
diffuse
intestinal/mixed
not evaluable according to Lauren
missing
Signet cells*
yes
no
missing
Grading according to WHO
G1

G2

G2-3

G3

missing

*Baseline data were supplemented by data form surgical specimen

soeqms ASCO ANNUAL MEETING ‘17 | #ASCO17 ¢ oennioqny
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CANCER GASTRICO

FLOT 4

Resultados

Enrolled

Proceeded to surgery

Rate of resectional tumor surgery (ITT)
Rate of margin-free (R0)-resection (ITT)

Type of surgery
transthoracic esophagectomy
gastrectomy with or without transhiatal esophagectomy
multivisceral resection
other resectional tumor surgery
palliative (non-curative) resection
non-resectional surgery
no surgery

ASCO ANNUAL MEETING ‘17 | #ASCO17

360 (100%)
340 (94%)
313 (87%)
276 (77%)

98 (27%)
199 (55%)
10 (3%)

6 (2%)

6 (2%)

22 (6%)
19 (5%)

356 (100%)

345 (97%)

336 (94%) 0.001
300 (84%) 0.011

109 (31%)
208 (58%)
15 (4%)
4(1%)
0(0%)
9 (3%)
11 (3%)

Chemotherapy

#LN removed (25%;75% Quantile)*

Lymphadenectomy
2-Field
D2
3-Field
D3
D1
missing
not applicable/D0

25.0(19;33)

106 (29%)
192 (53%)
2 (1%)

5 (1%)

7 (2%)

7 (2%)

41 (11%)

"numbers related to patients with resectional surgery only

MEETING 17 | #ASCO17

Started allocated pre-op chemo
Completed allocated pre-op chemo
Started allocated post-op chemo
Completed allocated post-op chemo

Completed post-chemo any$
*69% of patients in the ECF/ECX arm received ECX

354 (98%)S
327 (91%)
187 (52%)
133 (37%)
157 (44%)

352 (99%)S
320 (90%)
213 (60%)
162 (46%)
182 (51%)

SNumbers also exclude 2 patients in each arm who crossed over to the other arm by mistake. These patients were analyzed
as allocated in the ITT population and as actually treated in the safety and per protocol populations

“Chi-Square Test

§ include patients who had major modifications in postoperatively

e ASC

ANNUAL MEETING

Haking a Diffrencs I Cancr Care WITH YOU

24.0 (18;32)

113 (32%)
204 ( 57%)
1(<1%)
10 (3%)

5 (1%)

3 (1%)

20 (6%)

ted by. Salah-Eddin Al-Batran




CANCER GASTRICO
FLOT 4

Resultados

Histopathology (ypTN)

53 (15%) 88 (25%) 0.001 146 (41%) 174 (49%) 0.029
44 (12%) 44 (12%) 44 (12%) 55 (16%)
175 (49%) 165 (46%) 54 (15%) 47 (13%)
47 (13%) 37 (10%) 73 (20%) 57 (16%)
41 (11%) 22 (6.2%) 43 (12%) 23 (7%)
*NA, not applicable and include patients who could not be staged due to no operation, non-

resectional surgery, or tumor regression
§Chi-Square Test

sesorsorn. ASCO ANNUAL MEETING 17 | #ASCO17 o ecenteq by: Salah-Eddin Al-Batran
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CANCER GASTRICO
FLOT 4

Resultados - Seguranca

Chemo Related Toxicity 1 Chemo Related Toxicity 2

Diarrhea 13 (4%) 34 (10%) 0.002

L
Vomiting 27 (8%) 7 (2%) <0.001 SAE any 220 (62%) 215 (61%)
Nausea 55 (16%) 26 (7%) 0.001 SAE w relation to treatment 137 (34%) 139 (35%)
Fatigue 38 (11%) 25 (7%) toxic death 2 (<1%) 2 (<1%)

Infections 30 (9%) 63 (18%) <0,001

Leukopenia 75 (21%) 94 (27%) SAE, serious adverse events
Neutropenia 139 (39%) 181(51%) 0.002

Sensory 7(2%) 24(7%) 0.002

Thromboembolic 22 (6%) 9 (3%) 0.03

Anemia 20 (6%) 9(3%) 0.04

s ASCO ANNUAL MEETING 17 - #ASCO17 o, - : ETING'T7. | #ASCO17.  praeraedby: Saiah EoanAlBaan

Operative Morbidity/Mortality

complication any 188 (55%) 188 (55%)
surgical w/o medical 66 (19%) 53 (20%)

medical 104 (31%) 105 (30%)
Re-operations 37 (11%) 34 (10%)
death in hospital 15 (4%) 8 (2%)
death 30-days 10 (3%) 6 (2%)
death 90-days 26 (8%) 16 (5%)

hospitalization days [median (25%:75%Q)] 16 (13;23) 15 (12:21)

ETING 17 #ASCO17  preseneqby saish Edona

Al-8atran




CANCER GASTRICO
FLOT 4

Resultados - Seguranca

Reasons for not completing chemotherapy

disease progression or death 74 (21%) 46 (13%)
patient’s request 62 (17%) 59 (17%)
toxicity 47 (13%) 35 (10%)
early OP; continued therapy postop 0 4 (1%)
M1 discovered after randomization 0 2 (1%)
unknown 1 (<1%) 5 (1%)
others$ 37 (10%) 43 (2%)

*6 and 4 patients did not start allocated treatment in the ECF/ECX and FLOT arms, respectively.
§include mainly patients with surgical complications, unsatisfactory response to pre-op chemo, incomplete resection, discovery
of M1 disease during operation, and others

presnreos: ASCO ANNUAL MEETING ‘17 | #ASCO17  presented by: Salah-Eddin Al-Batran
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CANCER GASTRICO
FLOT 4

Resultados

FLOT4: Progression-Free Survival

+ Censored

Logrank p=0.0036 ECF/ECX FLOT

mPFS 18 months 30
months
[15-22]  [21-41]

0.75 [0.62-0.91]
p=0.004 (log rank)

-y
=
&
e
-9
=
2
[
3
7

PFS rate* ECF/ECX FLOT

2y 43%
T T T 53%
24 36 48 3y 370/0

Progression-free survival (months) 46%

[Arm (as randomized) ECF/ECX — — FLOT Hyojected PFS rates 31%
41%

ECF/ECX
FLOT
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CANCER GASTRICO
FLOT 4

Resultado - Desfecho Primario

FLOTA4: OISurvivaI

+ Censored

Logrank p=0.0117 ECF/ECX FLOT

mOS 35 months 50
months

—(27-26] [381a]

HR 0.77 [0.63 - 0.94]
p=0.012 (log rank)

Z
o
o
g
&
E
=
c
3
)

OSrate* ECF/ECX FLOT

2y 59%
T T 68%

0 G 3y 48%

Overall survival (months) 57%

[Arm (as randomized) ECF/ECX — — FLOT | Bijected OS rates 36%
ECF/ECX 360 287 202 126 83 13 9 45%

FLOT
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CANCER GASTRICO
FLOT 4

Resultado - Desfecho Primario

Subgroup Analysis

Overall survival Progression-free survival

716 (100%) Overal 716 (100%)

33 ( 74%) 7 533 ( 74%)

183 ( 26%) 183 ( 26%)
0.9874

315 ( 34%) 315 ( 44%) s

229 (32%) 7 0-64 229(32%)

172 (24%) 0 172 ( 24%)

500 ( 70%) 2 500 ( 70%)
216 ( 30%) ECOG 172 216 30%)
Locaizaticn of tumor
G| 165 ( 23%) £G 1 165 23%)
ALG IUAEG Il 0 (W) T [ AEG IVAEG 1l 233 (3I%)
Stomac 8 (d4%) Stomach 318 ( 44%)
Histological type Hstelogieal type
missiog misseg 61
dftuse 3 dohse 191 ( 29%)
non-ditfuse non-aifuse 264(71%)
Lymeh node inotvement Lymen nsde Frohemant
N T o~
cNr M
cT-stage <T-stage
missing masng 22
T2 169 T2 130 16%)
T34 T34 581 ( 24%)
Barett Bavet
missing mrssag "
b \ Py 508 ( 85%)
yes 107 ( 15%)
Signet ring cels
masing *%
™ 479 ( 70%)
yes 201 ( 30%)

yes
Signet ring cels
masrg
" 279 ( 70%)
yes 201 ( 30%)

078

FLOT batter —
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CANCER GASTRICO
FLOT 4

Conclusoes

« FLOT aumentou as taxas de cirurgia curativa, sobrevida livre de
progressao e sobrevida global quando comparado com ECF/ECX.

o Efeito relativo o FLOT foi consistente em todos os subgrupos e analises
de sensibilidade.

« Nao houve aumento de morbidade cirurgica, mortalidade, necessidade de
novas intervencoes e tempo de hospitalizacao.

e FLOT é o nhovo esquema padrao para o tratamento quimioterapico
perioperatério do cancer gastrico!
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Adjuvant capecitabine for biliary tract cancer: the
BILCAP randomized study

Primrose JN, Fox RP, Palmer D, Prasad R, Mirza D, Anthony A, Corrie P, Falk S,
Wasan H, Ross P, Wall L, Wadsley J, Evans J, Stocken D, Praseedom R,
Cunningham D, Garden OJ, Stubbs C, Valle JW and Bridgewater J on behalf of the
BILCAP investigators
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Contexto
B ANCE BILCAP

* Biliary tract cancers are uncommon; 1600 cholangiocarcinoma?! & 875 gallbladder cancer
cases? per year in England & Wales

* Outcomes are poor; 22% one-year & 9% five-year survival rates?

* Only 15-20% of cases are suitable for surgical resection =2 15% five-year survival rate?

The BILCAP study

* Do patients benefit from adjuvant oral capecitabine chemotherapy following potentially
curative surgery?

1Khan J Hepatol 2012, ? www.ons.gov.uk (accessed May 2017), * Cancer Survival Trends in England & Wales 1971-1995
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Desenho do Estudo

43558 CANCER . Sl
gy [ Study overview i

* Two arm, open label, randomized,

controlled clinical trial )
Resection

Interventions

* Observation .

» Capecitabine (1250mg/m?) twice a day 21 -1 randomization
on day 1 to 14 of a 3 weekly cycle for

24 weeks (8 cycles) Observation Capecitabine
8 cycles
Outcome measures

* Primary; overall survival (OS)

* Secondary; Primary analysis after a minimum 2 year follow-up
- Relapse free survival (RFS)
- Toxicity
- Quality of life*

— Health economics *EORTCQLQ-C30 & LMC-21 (latter for patients with colorectal liver metastasis)
YMinimized on surgical centre, tumour site, type of resection (RO/RI) & performance status (ECOG PS 0-2)
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Desenho do Estudo
%% CANCER . BILCAP
kB Power calculation n

# of # of

Version Effect !
patients events

Increase in 2 year OS from

*
20% = 32%, HR 0.71 360 270

Original

Observed 2 year OS of (
~60% in control grou

: s2eR .. Increase in 2 year OS from
Revision 1

" ~60% = 70%, HR 0.71
Observed ongoing
deficit of trial events

Increase in 2 year OS from

Revision 2 ~60 > 71%, HR 0.69

*2-sided significance level of 5% with 80% power
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Desenho do Estudo
458 CANCER B 2 BILCAP
e EARH Patient selection i

Main inclusion criteria Main exclusion criteria

Histologically confirmed; Pancreatic or ampullary cancer
Intrahepatic cholangiocarcinoma (CC) Mucosal (T1a) gallbladder cancer
Hilar CC Incomplete recovery from previous surgery

- Muscle invasive gallbladder cancer Previous chemotherapy or radiotherapy for

Lower common bile duct CC biliary tract cancer

Radical & macroscopically complete surgery
ECOG performance status < 2

Adequate renal, haematological & liver
function
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Resultados
CANCER BILCAP

Fof s CONSORT diagram

n=753 patients assessed for
eligibility

n=447 patients randomized

&

n=1 patient was bo' thineligi’bleandhadOcydesofcapecitabine

ASCO ANNUAL MEETING 17 | #ASCO17 Presented by Professor John Primrose
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Resultados
-37%% CANCER s e BILCAP
gy A Baseline characteristics ‘

Observation arm (n=224) | Capecitabine arm (n=223)

Gender Male 113 (50%) 111 (50%)
Age Median years (inter-quartile range) 64 (55-69) 62 (55-68)
Intrahepatic CC 41 (18%) 43 (19%)
Hilar CC 63 (28%) 65 (29%)
Muscle invasive gall bladder carcinoma 40 (18%) 39 (17%)
Lower common bile duct CC 80 (36%) 76 (34%)
RO 140 (63%) 139 (62%)
R1 84 (38%) 84 (38%)
ECOG (0] 101 (45%) 100 (45%)
performance 1 116 (52%) 116 (52%)
status p 7 (3%) 7 (3%)
Tumour size Median mm (inter-quartile range) 25 (20-44) 25 (19-45)
NO 108 (48%) 100 (45%)
N1 102 (46%) 108 (48%)
NX 14 (6%) 15 (7%)
Valuesshown are n (%) for categorical data, and median (IQR) for continuous measures
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Resultados

CANCER : BILCAP
e T Treatment compliance i

* Median capecitabine dose was 1250mg/kg twice daily (IQR 1061 - 1250mg/kg)

«—— 122 (55%) patients in the capecitabine
m

10 (<5 %) patients

ASCO ANNUAL MEETING 17 | H#ASCO17 Presented by ProfessorJohn Primrose

Number of cycles of capecitabine

100

Number of patients

0. 3}
96.2

2017 5 0« P

ASCO’:.




CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Resultados - Desfecho Primario
A e ] ] BILCAP
gy [N OS in the ITT population

Treatment Median OS (95% Cl) HR (95% Cl)

Capecitabine 51.1 months (34.6-59.1) 0.81

(0.63-1.04)
Observation 36.4 months (29.7-44.5) p=0.097
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@
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o
X

Sensitivity analyses

0, i -
>80% patients followed-up for 36 months Adjls=Hine for hirthien

prognostic factors

(nodal status, disease grade,
12 24 36 48 60 gender)

Number at risk Time since randomization (months)

observation 224 193 137 95 67 46
capecitabine 223 195 155 105 83 56

HR 0.70 (95% Cl 0.55-0.91)
p=0.007
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CANCER DE PANCREAS E VIAS BILIARES

BILCAP

Resultados - Desfecho Primario

RS CANCER

Dy 0 OS in the PP population

Treatment Median OS (95% Cl)

Capecitabine 52.7 months (40.3-NR)

Observation 36.1 months (29.6-44.2)

(]
2
©

(%]
)

c

(]
=

1]

Q
G

o
X

12 24 36 48 60

Number st rick Time since randomization (months)

observation 220 190 134 92 64 44
capecitabine 210 190 152 105 83 56
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(0.58-0.97)
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Resultados - Desfecho Primario

RS BILCAP
ﬁ: RESEH Sub-group analyses; OS n

HR with 95% CI Heterogeneity test

>60 0.87(0.63-1.19, p=0.375)

<60 0.71(0 $13)

Female
Male

Unknown 0.65 (0.24-1.74, p-
Positive 0.74(0.54-1.03, p%878)
Negative 0.81(0,53-1.26, p=0.355)

Not known 0.62{0.21-1.84, p=0.38
Poorly differentiated 0.60(0.39-0.93, p'
Moderately differentiated 0.90(0. BILCAP

Well differentiated 0.93(0.43: SU b-gl’OUp analyseS' OS
0.81(0.63-1.04, p=0. , ‘
5 05 115 HR with 95% CI Heterogeneity test
Favors capecitabine € ->Favors observation

- ASCO ANNUAL MEETING ‘17 | #ASCO17 * or John Primrose

S5tes e e peoserty of e utror P

0.71(0.16-3.20, p=0.661)
0.70
64-1.24, p=0.492)

0.71(0.48-1.06, p=0.

R1
RO

Intrahepatic cholangiocarcinoma (CC)
Hilar CC

Muscle invasive gall bladder carcinoma
Lower common bile duct CC

0.90(0.63-1.29, p=0.567)

042
0.73(0.51-1.04, p=0.081)

0.65(0.35-1.18, p=0.15

0.4
(0.68-1.71, p=0.

115
Favors capecitabine € ->Favors observation
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Resultados - Desfechos Secundarios

- ; BILCAP
L s he ITT population

Treatment Median RFS (95% Cl) HR (95% Cl)

0.76

(0.58-0.99)
Observation 17.6 months (12.8-27.6) p=0.039

Al BILCAP
o he PP population

Treatment Median RFS (95% Cl) HR (95% Cl)

% of patients recurrence free

[
(=]
(=]

12 24 36
Time since randomization (months)

0.71

(0.54-0.92)

Number at risk Observation 17.6 months (12.0-23.8) p=0.011

observation 224 126 92 67
capecitabine 223 148 108 78

~
v

moqes: ASCO ANNUAL MEETING 17 | #ASCO17  Presented by Professor John Pr
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% of patients recurrence free
wv
(=]

24

Number at risk Time since randomization (months)

observation 220 123 89 65 50 35
capecitabine 210 145 107 78 62 43
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Resultados - Desfechos Secundarios
ResERRc RFS in the ITT populati

Median RFS (95% Cl) HR (95% Cl)

0.76

(0.58-0.99)
Observation 17.6 hs (12.8-27.6) p=0.039

: BILCAP
RESEiRCH he PP population

Treatment Median RFS (95% Cl) HR (95% Cl)

% of patients recurrence free

0.71

(0.54-0.92)
Observation 17.6 months (12.0-23.8) p=0.011

12 24 36 48 60
Number at risk Time since randomization (months)
observation 224 126 92 67 52 37

capecitabine 223 148 108 78 62 43

TING 17 | #ASCO17 Presented by Professor John Pr

% of patients recurrence free

24

Numberat risk Time since randomization (months)

observation 220 123 89 65 50 35
capecitabine 210 145 107 78 62 43
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Resultados - Seguranca

4% CANCER P g
Ty A Toxicity i

Grades ades
182 » Safety population* n=213 patients

Toxicity type n % n %

Fatigue 82 159 75

Plantar palmar erythema 82 130 61 93 SAEs reported
Diarrhoea 64 121 57
Nausea 51 106 50
Mucositis/stomatitis 96 45 94 44
Vomiting 50 24 49 23
Neutropenia 49 23 45 21
Bilirubin 45 21 42 20

Thrombocytopenia 26 12 25 12
Alopecia 20 9 20 9 * Capecitabine arm; 33 in 30 patients

All grades

Serious adverse events

>1 SAE in 69 (32%) of all patients
Capecitabine arm; 64 in 47 patients

Observation arm; 29 in 22 patients (of
which 3 resulted in death)

Serious adverse reactions

*conditional on receiving capecitabine
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Resultados - Qualidade de Vida

35%% CANC : : BILCAP
EOf Quality of life i

80

(€][e]F]
quality of life
score 40 - Capecitabinearm

60

= (Observationarm
20

3 12 18
Time since randomization (months)
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CANCER DE PANCREAS E VIAS BILIARES
BILCAP

Resultados - Conclusoes
:{"b CANCER

BILCAP

g HEoORRCH Conclusions i

» Capecitabine as adjuvant improves OS in patients with resected biliary tract
cancer from 36 to 51 months and should become standard of care in this setting

* Capecitabine toxicity was modest
* QoL was not reduced

* Capecitabine should be the control arm in future adjuvant trials in patients with
biliary tract cancer
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CANCER DE PANCREAS E VIAS BILIARES
RTOG 0848

@0 G

ONCOLOGY

Advancing Research. Improving Lives.

Results of the randomized phase Il portion of
NRG Oncology/RTOG 0848 evaluating the
addition of erlotinib to adjuvant gemcitabine for
patients with resected pancreatic head

adenocarcinoma.

Howard Safran’, Kathryn A Winter2, Ross A Abrams?, William F Regine4, Karyn A Goodman?,
Adam C Berger®, Michael T Gillin’, Philip A Philip®, Andrew M Lowy®, Abraham Wu'®,
Thomas A DiPetrillo’ , Benjamin W Corn'' , Samantha A Seaward™ , Michael G Haddock™ ,
Suisui Song™, Yixing Jiang?, Barbara J Fisher' , Alan W Katz'® , Sharmila Mehta'’,
Christopher H Crane'®

" Rhode Island Hospital, 2 NRG Oncology Statistics and Data Management Center-ACR, * Rush University Medical Center,
4 University of Maryland/Greenebaum Cancer Center, * University of Colorado Cancer Center, ® Thomas Jefferson University
Hospital, 7 MD Anderson Cancer Center, 2 Wayne State University/Karmanos Cancer Institute, ¢ UC San Diego Moores
Cancer Center, ' Memorial Sloan Kettering Cancer, "' Tel Aviv Sourasky Medical Center, ' Kaiser Permanente Northern
California, '* Mayo Clinic, '* USC/Norris Comprehensive Cancer Center, '*> London Regional Cancer Program, ¢ University
of Rochester, 7 Spartanburg Medical Center Accruals-Southeast Clinical Oncology Research (SCOR)
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CANCER DE PANCREAS E VIAS BILIARES
RTOG 0848

Contexto

Background: Adjuvant trials at time of
RTOG 0848 conception (2008)

» GITSG: Adjuvant RT + 5-FU helpful. (1985)
« ESPAC 1: Adjuvant RT + 5-FU not helpful. (2001, 2004)

« CONKO-001: Adjuvant gemcitabine improved median OS
vs. observation: 22.8 vs. 20.2 months, (p=0.005). (2007)

* NCIC: Erlotinib + gemcitabine improves median survival
(6.4 vs. 5.9 months) and 1-year survival (17% vs. 24%)
and compared to gemcitabine alone. (2007)

NRG

ONCOLOGY™

ANNUAL MEETING
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CANCER DE PANCREAS E VIAS BILIARES .
RTOG 0848

Desenho do Estudo

RTOG 0848: Original Schema (2008)

FIRST RANDOMIZATION

Gemcitabine + Erlotinib x 5

Surgical margins: cycles
1. positive (R1)
2. negative (R0) J&—?

l Evaluate to Confirm No Progression |

s Nodal Status: R (
T 1. involved A Arm1:
R 2. uninvolved g /’ Gemcitabine X 5 cycles
A
T CA19-9 result: o
| 1. 290 M
F 2. >90-180 IR
v Z
E

If no progression, then:

s First Randomization Tr Arm: SECOND RANDOMIZATON
T 1. Arm 1 gemcitabine vs. For Non-Progressing Patients
R 2. Arm 2 gemcitabine + erlotinib
A Arm 3:
1cycle of chemotherapy
T
1 /
£ Arm 4:
Y

1 cycle of chemotherapy
followed by XRT with either
capecitabine or 5-FU

MmMN—-Z00Z>»2

NRG :

ONCOLOGY™

ASCO -
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CANCER DE PANCREAS E VIAS BILIARES
RTOG 0848

Desenho do Estudo

RTOG 0848: Key Eligibility

- Pancreatic head adenocarcinoma managed with a
potentially curative resection (removal of all gross
tumor), microscopic margin positivity allowed.

- Stage T1-3, NO-1, M-0
- CA19-9 =180 units/mL

- ANC 2 1,500 cells/mm?, platelets = 100,000 cells/mm?3,
serum total bilirubin < 2x ULN, creatinine < 2x ULN,
SGOT £2.5 ULN

- CT of abdomen and chest CT/x-ray

NRG

ONCOLOGY™




CANCER DE PANCREAS E VIAS BILIARES .
RTOG 0848

Desenho dO EStUdO RTOG 0848: Original Statistical Assumptions

Overall Sample Size (n=950)

- Based on 640 pts needed for RT question primary endpoint
- 25% progress prior to RT randomization

- Still accruing to RT question Q

Erlotinib Question — Primary Endpoint:

. . - 856 eligible pts (up to 10% of 950 ineligible) /
RTOG 0848: Statistical Revision After LAPO7 | _ proyide 90% power to detect increase MST from 22 to 28 Q\
LAPO7 Trial months (HR=0.79), with 1-sided o = 0.05.

- Evaluated induction single agent gemcitabine (gem) vs gem
+ erlotinib in /ocally advanced pancreatic cancer
- 08S: 16.5 mths for gem and15.3 mths for gem + erlotinib
2014 RTOG 0848 Design Revision RG -
- Stopped erlotinib randomization oo™
- Changed erlotinib question to a phase IIR study for analysis _
- 1-sided alpha of 0.15, with analysis at 200 events (deaths)

- 80% power to detect a signal for an increase in MST from 22
to 28.8 months (HRs = 0.76) q

- 90% power to detect a signal for an increase in MST from 22
to 30.6 months (HRs = 0.72)

This analysis reports results of the Ph-IIR erlotinib
question.

NRG \

INCOLOGY ™

Grupo S INSTITUTO

onceunicasr W CLNICAS

Sua vida. Nossa vida
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CANCER DE PANCREAS E VIAS BILIARES /)
RTOG 0848

Desenho do Estudo \}7*’7‘

RTOG 0848: Study Objectives

Phase lIR: Erlotinib Question — To determine
whether the addition of erlotinib to gemcitabine adjuvant
chemotherapy shows a signal for improved survival as
compared to gemcitabine alone following RO or R1 Vo

resection of head of pancreas adenocarcinoma VAR—
Phase Ill: Radiation Question (still accruing) — To determine
whether the use of concurrent fluoropyrimidine and radiotherapy following
adjuvant gemcitabine based chemotherapy or non-gemcitabine based
chemotherapy such as modified FOLFIRINOX further enhances survival /—
for such patients who are without evidence of progressive disease after 5
months of adjuvant chemotherapy. \
(ID}ICOLOGY ™ ,4‘"'/ '




CANCER DE PANCREAS E VIAS BILIARES

RTOG 0848

Desenho do Estudo

Note: Up to 3 months of
chemotherapy may be
initiated prior to registration

If no progression, then:

Nodal Status:

1. involved

2. Uninvolved
CA19-9 Result:

1. =90

2. >90-180
Surgical Margins:

1. positive (R1)

2. negative (RO)
Adjuvant Systemic Treatment:
1. Gemcitabine alone

<M==>0-0

3. Non-oxaliplatin gemcitabine
combinations

NRG

ONCOLOGY™

—

RTOG 0848: Current Sche

FIRST STEP:
ADJUVANT SYSTEMIC TREATMENT

m>

am

Arm 1: Gemcitabine alone or
combination chemotherapy x 5
months

Arm 2:
Gemgitabine + Erlotinib x 5 cycles

(Arm 2 closed to accrua
effective 2/28/14)

Evaluate To Confirm No Progression

SECOND STEP:
RT RANDOMIZATION
For Non-Progressing Patients

2. FOLFIRINOX or mFOLFIRINOX

MN-=Z00Z>»2X2

Arm 3:

1 month of gemcitabine or combination
/ chemotherapy

Arm 4:

\ 1 month of gemcitabine or combination

chemotherapy followed by XRT with
either capecitabine or 5-FU

RTOG 0848: Accrual Summary

Activated: November 7, 2009
Phase lIR Closed: February 28, 2014

Gemcitabine

Gemcitabine | +Erlotinib ‘Total

Randomized 169 167 336
Ineligible 6 8 14
Eligible 163 159 322




CANCER DE PANCREAS E VIAS BILIARES

RTOG 0848
Resultados
RTOG 0848: Patient and Tumor Characteristics
Gemcitabine+
Gemcitabine | Erlotinib Total
n=163 n=159 n=322
n | % [ n ]| %

Median Age (Years) (Min-Max) 63 (39-86) 63 (39-85) 63 (39-86)
Gender
Male 88 54 96 60 184 57
Female 75 46 63 40 138 43
Pathologic T-Stage
T1/T2 37 23 33 21 70 22
s 126 77 126 79 252 78
Pathologic N-Stage
NO 52 32 45 28 197 [ 30
N1 111 68 114 72 122570
CA19-9 Results
<90 152 || 93 148 93 300 93
>90-180 1 7 1 7 22 U
Surgical Margins
Positive (R1) 28 17 27 171055 | 17

NRLG Negative (RO) 135 83 132 83 267 83

ANNUAL MEETING
s coommivos




CANCER DE PANCREAS E VIAS BILIARES
RTOG 0848

Resultados

RTOG 0848: Adverse Events*

n=161 Erlotinib (n=157
n and (%) of Patients | n and (%) of Patients
by Grade by Grade
32 2 23 3

Overall Highest Grade 21 99 101 27
(13) (62) (200 (1) (15 (©64) (17) (2

Blood and lymphatic system disorders 56 30 1 0 48 32 2 0
@5 (19 (1) © @1 20 () (O

Gastrointestinal disorders 62 35 0 0 54 42 2 0
B9 (220 (O (O (34 @7) (1) (0
Diarrhea 26 3 0 0 29 16 0 0
(16) (2) (0) (0) (19 (100 (0) (0)
Hepatobiliary disorders 1 3 1 0 0 1 0 1
Mm @9 1 © © @ © @
Infections and infestations 24 10 9 0 21 24 6 1
(15 ® ®& (© @13 (15 @ (@)
Metabolism and nutrition disorders 43 39 3 0 39 42 4 0
@7 (220 (2 © (25 @7 @) (O
NRG
ONCOLOGY™

*Adverse events without regard to attribution
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CANCER DE PANCREAS E VIAS BILIARES
RTOG 0848

Resultados
RTOG 0848: Overall Survival by Treatment Arm

100

- 83% (78%, 89%)
= M83% (77%, 89%)

~N
9]

55% (47%, 63%)
o> 55% (47%, 63%)

Log-rank p-value = 0.62

Overall Survival (%)
w
o

39% (31%, 47%)
38%(30%, 45%)

25
Failed Total
--- Gem . 103 163
ol ——Gem+Erlotinb 100 159 HR=1.04 (0.79,1.38)
0 6 12 18 24 30 36

Months from Randomization

Patients at Risk
Gem 163 154 129 102 82 69 48
Gem-+Erlotinib 159 147 124 95 79 61 45

ONCOLOGY™

HR = Hazard Ratio [Gemcitabine+Erlotinib/Gemcitabine]
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CANCER DE PANCREAS E VIAS BILIARES
RTOG 0848

Conclusoes

RTOG 0848: Conclusions

- The addition of erlotinib to gemcitabine did not
provide a signal for increased overall survival
compared to gemcitabine alone.

- Minimally higher grade 3 Gl toxicity, mainly diarrhea,
with the addition of erlotinib.

- Fewer patients on erlotinib received at least 85% of
the planned gemcitabine dose.

- Accrual is continuing to answer the phase lli
radiation question.

NRG

ONCOLOGY™




CANCER DE PANCREAS E VIAS BILIARES
HALO 202

Randomized Phase 2 Study of
PEGPH20 Plus nab-Paclitaxel / Gemcitabine
(PAG) vs nab-Paclitaxel / Gemcitabine (AG) in
Patients with Untreated, Metastatic
Pancreatic Ductal Adenocarcinoma

Sunil R. Hingorani!, Andrea J. Bullock?, Tara E. Seery?, Lei Zheng?, Darren S. Sigal®, Paul S. Ritch®,
Fadi Braiteh?, Mark M. Zalupski®, Nathan Bahary?, William P. Harris'?, Jie Pu'!, Carrie Aldrich'?,
Sihem Khelifal, Wilson Wu?2, Dimitrios Chondros*?, Ping Jiang!?, Andrew Hendifar®?

Ifred Hutchinson Cancer Research Center, Seattle, WA, USA; ?Beth Israel Deaconess Medical Center, Boston, MA, USA; *University of California = Irvine, Irvine, CA, USA; *The Johns
Hopkins University Hospital, Baltimore, MD, USA; 5Scripps Cancer Center, La Jolla, CA, USA; “Froedtert Hospital and Medical College of Wisconsin, Milwaukee, WI, USA;
"Comprehensive Cancer Centers of Nevada, Las Vegas, NV, USA; ®University of Michigan, Ann Arbor, MI, USA; *University of Pittsburgh Medical Center Cancer Pavilion, Pittsburgh,
PA, USA; “University of Washington, School of Medicine, Seattle, WA, USA; "'Wentana Medical Systems, Inc., Tucson, AZ, USA; ?Halozyme Therapeutics, San Diego, CA, USA;
B3Samuel Oschin Cancer Center, Cedars-Sinai Medical Center, Los Angeles, CA, USA
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CANCER DE PANCREAS E VIAS BILIARES
HALO 202

Contexto

PEGPH20 Degrades Hyaluronan in the Tumor Microenvironment

Baseline PEGPH20 Gem+PEGPH20

Hyaluronan (HA)
* Naturally occurring, linear, megadalton l l l l l l

polysaccharide and major component _

of the tumor stroma'

HA accumulation increases tumor T T T T T T

interstitial gel-fluid pressure, which in P, > P, and diffusion and P,< P, and diffusion and P, < P, and permanent remodeling
turn compresses blood vessels and convection limited convection favorable of the tumor microenvironment
compromises blood flow?:3

HA accumulation is associated with
accelerated tumor growth and is an
independent negative predictor of
survival in PDA4

P EG P Hzo (pegvorhya I uron i dase a Ifa) Reprinted from Provenzano et al. Carcer Cell. 2012;21:418-429.

* A PEGylated form of recombinant human hyaluronidase PH20, which degrades HA and remodels the tumor stroma

1. Minchinton Al, et al. Nat Rev Cancer. 2006;6:582-592; 2. Thompson CB, et al. Mol Cancer Ther. 2010;9:3052-3064; 3. Provenzano PP, etal. Cancer Cell. 2012;21:418-429; 4. Whatcott CJ, et al. Clin Cancer Res. 2015;21:151.
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CANCER DE PANCREAS E VIAS BILIARES
HALO 202

Desenho do Estudo

HALO-202: Phase 2 Randomized Multicenter Study

Stage IV PAG PEGPI:I20.+ nab-Paclitaxel +
PDA , ' Gemcitabine

KPS: 70-100

nab-Paclitaxel + Gemcitabine

Primary Endpoints: Secondary Endpoints: Exploratory Endpoints:

* PFS * PFS by HA Level * OS by HA Level
* Thromboembolic Event Rate * ORR * DoR
* 0OS * DCR (CR+PR+SD)

Primary & Secondary PFS Endpoints: 80% power at 2-sided alpha level of 0.1
sesenizos:. ASCO ANNUAL MEETING 17 | #ASCO17 Presented by: Sunil R. Hingorani, MD, PhD
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CANCER DE PANCREAS E VIAS BILIARES
HALO 202

Desenho do Estudo

HALO-202: Study Timeline

STAGE 1 STAGE 2

* Randomized 1:1 to PAG:AG * Randomized 2:1 to PAG:AG
* PEGPH20 discontinued at clinical hold (38% of - Validation Set to prospectively evaluate

HA-High patients)
» Training Set for HA diagnostic assay scoring
algorithm and threshold!

scoring algorithm and threshold (extracellular
matrix HA staining 250% of the entire tumor
surface at any intensity)

Presented at ASCO 20162

MAR ENROLLMENT apr

2013 . . 2014
n=146

CLINICAL HOLD

Increased thromboembolic
events observed in PAG

ENROLLMENT FEB
n=133 -

FOLLOW-UP

HOLD LIFTED DATA CUT

Protocol amended to include TE December 16, 2016

screening and
thromboprophylaxis with

1. (Ventana HA RxDx) Co-developed by Halozyme Therapeutics, Inc. and Ventana Medical Systems. 2. Bullock AJ, et al. J Clin Oncol 34, 2016 (suppl; abstr 4104).
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HALO 202

Resultados

HALO-202: Analysis Populations (Combined Stages 1 & 2)

Population Stage 2 Combined

Intent-To-Treat

(Baseline, Efficacy)

Treated

(Safety)
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CANCER DE PANCREAS E VIAS BILIARES
HALO 202

Resultados

HALO-202: Baseline Characteristics (Combined Stages 1 & 2)

All Patients (n = 279) HA-High (n = 84)

PAG PAG
Patients | | n=166 | n=113 | n=49 | n=35

64 £ 10 677
Age, years

sesn0) | Gy | ey | BE) | 2
Gendegn(9 | Male | tonen | ss@) | 15 (83
P 70w | sea | 4100

72(64) | 33(67) | 22(63) |
: . Head 71 (43) D) 12 (25) 20 (57)
:rumiw Pang/reatlc Tumor 58 (51) 23 (47) 10 (29)

peation, %) 32 (19) a(11)

) e Liver 153 (92) 97 (86) 44 (90) 26 (74)
Site of Metastasis, n (ﬁ) 16 (33)
Serum CA 19-9° 17(15) | 10(20) | 4(11) |
[U/mL], n (%) 140 (84) 93 (82) 39 (80) 30 (86)

“In the HA-High group, Serum CA19-9 values are measured for 49 patients in the PAG arm and 34 in the AG arm.
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CANCER DE PANCREAS E VIAS BILIARES
HALO 202

Resultados

HALO-202: Treatment Exposure (Combined Stages 1 & 2)*

Treated Population (n = 260) 160 100

Duration of treatment, months 3.3(0.1-18.2) 3.3(0.1-12.9)
Median (range)

Treated patients (HA-High) n=48 n=32

Duration of treatment, months 3.3(0.1-18.2) 3.2(0.03 -12.9)
Median (range)

*Exposure defined as first to last dose of any study medication.
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CANCER DE PANCREAS E VIAS BILIARES
HALO 202

Resultados - Desfecho Primario

Primary Efficacy Endpoint: PFS (Combined Stages 1 & 2)

Events 102 67
Median PFS, mo 6.0 5.3
HR (95% ClI) 0.73 (0.53-0.99)
Pvalue 0.045

X
©
53
o3
m(h
Q
Eo
b
w &
S5
¥ 2
@
i
+7]
(o]
S
o

6 8 10
AtRisk, n Study Duration (months)

PAG 166 101 79 55 36 22
AG 113 62 42 26 9 4
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HALO 202

Resultados - Desfecho Secundario

Secondary Endpoint: Progression-Free Survival HA-High
(Combined Stages 1 & 2)

100 —ey
90 4 S, Events 24 19
Median PFS, mo 9.2 5.2
HR (95% ClI) 0.51 (0.26-1.00)
Pvalue 0.048

D N @
c © ©

Y
o
@
]
©
=

=
v

w
s
4

Progression-Free Survival (%)
w
o

6 8 10
AtRisk, n Study Duration (months)
PAG 49 31 24 18 15 9
AG 35 20 11 7 2 1




CANCER DE PANCREAS E VIAS BILIARES
HALO 202

Resultados - Seguranca

Primary Safety Endpoint: TE Rate (Stages 1 and 2)

TE Rate, %
Enoxaparin

Prophylaxis Dose PAG

40 mg/day 28% (5/18) 29% (2/7)
Stage 2*
1 mg/kg/day 10% (7/68) 6% (2/32)

*TE rates for all stage 2 patients are 14% (12/86) in PAG arm and 10% (4/39) in AG arm

* No difference in TE event rate observed by tumor HA level

* No difference in bleeding events by treatment arm
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CANCER DE PANCREAS E VIAS BILIARES
HALO 202

Resultados - Seguranca

Treatment-Related Adverse Events in 225% of Patients

‘ P;.’;‘ S=mV) N AN _(Q’
n (%) Any Grade Grade 23 Any Grade Grade 23

Fatigue 66 (66) 16 (16)
Peripheral edema 101(63) | 8(5) | 26(26) 4(4)
_ 89(56) | 20(13) 3(3)
_Nausea

Diarrhea

38 (36)
106) 39 (39

7 25 (25)
47 (29)

15(19)
Neuropathy peripheral 31(31) 8(8)

Vomiting 5(3) 27 (27) 2(2)
elgs | wmee | se | 10
1717 9(9)
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Resultados - Desfecho secundario

Secondary Endpoint: Overall Response Rate
(Combmed Stages 1 & 2)

HA-High patients with a post-baseline CT scan (n = 61)

D - A High (n =58

n (%) PAG (n = 166) PAG (n = 49)
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Resultados - Desfecho secundario

Exploratory Endpoint: Overall Survival in HA-High
(Combined Stages 1 & 2)

100

o S ) Events 36 28

80 { 3——% Median 0S, mo 11.5 8.5

HR (95% CI) 0.96 (0.57-1.61)
Pvalue NS
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Overall Survival (%)

e
2]
@
42
©
=

-
)
w
2
x

15 18 21 24 30
AtRisk, n Study Duration (months)

PAG 49 38 30 23 18 12 9 4 2 1 0
AG 35 25 21 15 12 9 6 5 3 3 3
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Resultados - Desfecho secundario

Secondary (PFS) and Exploratory (OS) Endpoints in
HA-High (Stage 2)

PFS

Events 13 5 Events 16 9
Median PFS, mo 8.6 45 o Median 0S, mo 11.7 78
HR (95% CI) 0.63 (0.21-1.93) 4 HR (95% ClI) 0.52 (0.22-1.23)
Pvalue NS ! 3 Pvalue NS

ES
=
55
95
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Q
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s
c
29
x 2
Q
o
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o
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6 8 10 12 14 16 18 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

D i ) 2
AtRISk, 0 Study Duration (months) AeRiin Study Duration (months)

PAG 25 17 14 11 9 6 3 3 1 0 PAG 25 20 17 13 10 6 4 2 2 1 0 0 0 0 O
A6 12 6 3 1 1 1 1 0 0 O AG 12 8 6 3 3 1 0 0 0 0 0 O 0 O O
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Resultados - Desfecho secundario

HALO-301: Ongoing Phase 3 Global Multicenter Study

Randomized 2:1 : PEGPH20 + nab-Paclitaxel +
DE/PE | Gemcitabine

Stage IV
PDA
HA-High

Placebo + nab-Paclitaxel +
Gemcitabine

Primary Endpoints: Secondary Endpoints:

* PFS * ORR
+ OS * DoR
« Safety
EEEEEEEEEEE - ASCO ANNUAL MEETING 17 | #ASCO17 Presented by: Sunil R. Hingorani, MD, PhD

Slides are the property of the author. Permission required for reuse.




CANCER DE PANCREAS E VIAS BILIARES
HALO 202

Conclusoes

HALO-202: Conclusions

1. Key study objectives were met:
— Primary Endpoint: improved PFS (combined Stages 1+2)
— Secondary Endpoint: improved PFS in HA-High (combined Stages 1+2)
. Primary safety endpoint met in Stage 2:
— Decreased TE events with protocol modifications & LMWH prophylaxis

. Notable efficacy trends in PFS and OS observed in Stage 2 HA-High
patients

. These data support ongoing biomarker-driven Phase 3 HALO-301 trial in
HA-High patients only
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