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Patient accrual: AVAGAST trial

No. of patients

200 — Asia

Europe
Pan-America
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Ohtsu A et al. WCGIC, 2010

2Allocated to Europe for analysis




EECOFEBRIETZERDTENALT—

> BKRKYSIVEEEE
> FTPARGEAERLZED ARBBEIFCKEIYLBRIT
> ERINZHOEBAE/RE

> SHIEBRARED ZHMAARBRE - BEICBLEE (LD Sproof of
concept studyH {TLMOF L)




EDY <) —HIESRHAA

R EISERZFEER
BNATIEIEFRORFEBBROPILEGTYDDHS

RKEBHNATEEBEZBATERAIZHDA IN—

BHRFE AR TIIBNEDRENGILGYDDOHS
(ZLDEENMBENAEHCCORAFEMNMFRELT
RT7 OT7HHAFNTND)

first-in-human studyHE#RERLDDOH D




HNUHONHEFRERIGERADSMZEEHYLI=2 DD S5

mEBRTA SE:NOEFI

Jdb =
B &=

XELOX +/- Lapatinib
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PTX +/- ramucirumab S m(Pp)
=y

ramucirumab vs placebo
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Which should be the starter: doublet or triplet in mGC?
(= simultaneous or sequential combination?)

Western practice

FUs

= d irinotecan

Japan/Korea medical practice

F_ 80% 50%
irinotecan
— [y — ST

13-17 M




Control arm and primary endpoint in international nGC RCTs

Line Study

Control arm

Agent tested

Primary
endpoint

Japan
participate

First ToGA
LOGIC
AVAGAST
EXPAND

REAL-3
Second TyTAN

RAINBOW

Second GRANITE1
[third

cape(FU)/cis
cape/oxa
cape(FU)/cis
capel/cis

epiru/cape/oxa
paclitaxel
paclitaxel
placebo

placebo

trastuzumab
lapatinib
bevacizumab
cetuximab

panitumumab
lapatinib

ramucirumab
ramucirumab

everolimus

oS
OS
OS

O
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XP + Placebo XP + Bev Delta, Hazard
Region Median, mo Median, mo mo Ratio 95% CI

Asia 12.1 13.9 1.8 0.97 0.75-1.25

Europe 8.6 111 25 0.85 0.63-1.14
America 6.8 11.5 4.7 0.63 0.43-0.94
Asia 5.6 6.7 1.1 0.92 0.74-1.14
Europe 4.4 6.9 2.5 0.71 0.54-0.93
America 4.4 5.9 1.5 0.65 0.46-0.93
Asia 1.10 0.69-1.77
Europe 1.79 1.02-3.15
America 1.75 0.83-3.69

Ohtsu A, et al. WCGIC, 2010




P EE FRIEBR O EF AR (SPP)D g fE 2=

Region mPFS MST % second-
M) (m)  line

Japan
S-1 JCOG9912 Japan ] 74%

Iri+cisplatin JCOG9912 Japan : 78%

S-1+cisplatin SPIRITS Japan : 73%
Cape + cisplatin AVAGAST Japan : - (66%<)
Ex-Japan

S-1 + cisplatin FLAGS Non-Asia : : 31%
Cape + cisplatin ML17032 Asia . =

Cape + cisplatin AVAGAST  Non-Asia : 21-31%

SPP=survival post-progression



Dilemma in conducting GC multi-regional clinical trials

> Regional (ethnic) differences?

Asia vs non-Asia (or Japan vs others?)

> Differences in medical practice / insurance system?

Developed vs. Developing countries

» Primary endpoint
OS vs. PFS

Ohtsu A, et al. ESMO, 2010
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NCCHEIZ#175% I 185£5%(2010): /@5t & DB HELLER

On going phasel trial in NCCE (except PhaselB-2A)
Status of trial phase in US/EU at 1°* pt in JPN

Agent Phase 1 Phase I Phase Il

TASHRH [ TASRHH PRECLINICAL STAGE

EMD525797

TAK285

E7050

MK1426

MK2451

AUY922

BKM120

NK105

GC33

MK1775

MK2206

HSPSS0

AMGE55

AMG386

AMG479 = 1% trial in JAPAN

BAY73-4506

IMC-3G3

BAY86-9766

MLNB8237

LY2584702

MK-0646

IMC-A12

Abiraterone

A
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= everolimus %7 01—/\JLRCT: GRANITE-1

] Placebo + BSC
: Everolimus + BSC
Primary endpoint; OS

Required sample size = 633 (2:1 randomization)
Participants: Asia, EU, US

Second or third

line metastatic
GC

aziwopuey
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TAS102KfZHVA : H A TO randomized phase 11

Placebo + BSC

Metastatic CRC
refractory to FU,
oxa, and Iri

dZIWopuey

B TAS102 +BSC

Required sample size = 162 (2:1 randomization) = 645 A T&EIFL T

Primary endpoint; OS
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[ 1% 588(20-30%) ][ F EERREFZE(70-80%) ]

Investigational New Drug;IND(<pre-IND)

/ Clinical Trial Application;CTA ESSSRINTS
commercial IND Non-commercial IND (Research IND) | (ALKAAIA

Company sponsored [research grants(PUBLIC) ]

[Non-public research funding/donation ]
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NR—XITEBERAHARENFERLI-H

HER2 Trastuzumab

C-KIT (GIST) Imatinib
PARP PARP inhibitor

ALK ALK inhibitor
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TRAEFIERENITONI=DIEESH?
Agent FERDTE

ARFEib 3%

Trastuzumab Genentech
Bevacizumab Genentech

Cetuximab Imclone

Panitumumab Amgen
Sunitinib Sugen
Sorafenib Onyx

Roche
Roche

Merck Serono,
BMS

Amgen
Pfizer

Bayer
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The 9th Annual Meeting of Japanese Society of Medical Oncology
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