@

connect

POWERED BY CORZ2ED




MEETING SUMMARY

ASCO GI, JANUARY 19-21 2017, SAN FRANCISCO, USA

DR THOMAS WINDER
MEDICAL UNIVERSITY OF ZURICH, SWITZERLAND

CANCERS OF THE UPPER GI TRACT



NIVOLUMAB (ONO-4538/BMS-956558) AS
SALVAGE TREATMENT AFTER SECOND OR LATER-
LINE CHEMOTHERAPY FOR ADVANCED GASTRIC

OR GASTRO-ESOPHAGEAL JUNCTION CANCER

(AGC): ADOUBLE-BLINDED, RANDOMIZED,

PHASE [l TRIAL

YK KANG ET AL



STUDY DESIGN AND ENDPOINTS

Key eligibility criteria:
* Age 2 20 years

* Unresectable advanced or
recurrent gastric or
gastroesophageal junction
cancer

* Histologically confirmed
adenocarcinoma

* Prior treatment with = 2
regimens and refractory
to/intolerant of standard
therapy

*ECOGPS ofDor1

Nivolumab
3 mglkg IV Q2W

Stratification based on:

« Country [Japan vs Korea vs Taiwan)

* ECOGPS(0vs 1)

« Mumber of organs with metastases (<2 vs 2 2)
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Primary endpoint:
» 03

Secondary endpoints:
« Efficacy (PFS,
BOR, ORR, TTR,
DOR, DCR)
« Safety

Exploratory endpoint:
« Biomarkers

+ Patients were permitted to continue treatment beyond inthal RECIST v1.1-defined disease progression,

as assessed by the investigator, if receiving clinical benefit and tolerating study drug
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100 + Patients, Events, Median OS 12-Month OS Rate |
;Q‘ 90 - , n n [95% CI], months [95% CI], %
‘—; 80 - Nivolumab 225 5.32[4.63-6.41] 26.6 [21.1-32.4]
% 70 Placebo 141 4.14[3.42-4.86) 10.9 [6.2-17.0]
= -
a 60
- 50 -
s} Hazard ratio, 0.63 (95% CI, 0.50-0.78)
g P < 0.0001
3 301
_§ 20 4 .,. .
a 10 1
O I ] 1 1 1 1 1 ) ) 1 1
0 2 4 6 8 10 12 14 16 18 20 22
At risk: Time (months)
Nivolumab 330 275 193 142 95 57 39 19 10 5 3 0
Placebo 163 121 82 53 32 16 10 4 3 3 1 0
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g 100 Patients, Events,  MedianPFS  12-Month PFS Rate .
-4 90 n n [95% CI], months [95% C1], %
E 80 - Nivolumab 253 1.61[1.54-2.30] 7.6 [4.2-12.2)
W _ 70- Placebo 145 1.45 [1.45-1.54) 1.5[0.3-4.8]
£ 60-
o= 50 Hazard ratio, 0.60 (95% Cl, 0.49-0.75)
h -
a2 P < 0.0001
s S 40 -
-
Q wn 30 -
§ 20
-§ 10 4
n‘ 0 1 L] L l l L I 1 1 1
0 2 4 6 8 10 12 14 16 18 20
At risk: Time (months)
Nivolumab 330 131 83 46 31 19 8 4 2 0 0
Placebo 163 41 17 9 7 4 2 2 1 1 0
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RESPONSE RATE

GI@

connect
POWERED BY COR2ED
Nivolumab 3 mg/kg Placebo
(n = 268) (n =131}
ORR, n (%) 30 (11.2) 0
[95% CI] [7.7-15.6] [0-2.8]
P value < 0.0001 —
BOR, n (%)
Complete response 0 0
Partial response 30 (11.2) 0
Stable disease 78 (28.1) 33 (25.2)
Progressive disease 124 (46.3) 79 (60.3)
DCR, n (%) 108 (40.3) 33(25.2)
[95% CI] [34.4-46.4] [18.0-33.5]
P value 0.0036 —
Median TTR (range). months 1.61 (1.4=7.0) —_
Median DOR, months .53
[95% CI] [6.14-9.82] o
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= Phase |ll study demonstrating efficacy in terms of
OS, PFS and ORR favoring Nivolumab

= Patient selection; Biomarker analysis eagerly
awaited

= Open question; study transferable to non-Asian
population




A RANDOMIZED, DOUBLE-BLIND, MULTICENTER
PHASE [l STUDY EVALUATING PACLITAXEL WITH
AND WITHOUT RADOOT IN PATIENTS WITH
GASTRIC CANCER WHO HAVE PROGRESSED
AFTER THERAPY WITH A
FLUOROPYRIMIDINE/PLATINUM-CONTAINING
REGIMEN (RADPAC)

SALAH-EDDIN AL-BATRAN



RADPAC STUDY DESIGN -1 @&
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Gastric cancer;
failure after
fluoropyrimidine/
platinum;
at least 1 and
maximum of 3 prior
treatment lines

\

&

Stratification:

ECOG performance status 0-1 versus 2

prior taxane use yes vs. no
No. of prior treatment lines 1. versus 2 or 3
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ol + Cenmsored
Logrank p=~0 5439
08 - Median OS
Paclitaxel/RADO01 6.12mon [4.18-6.61)
Paclitaxel/Placebo  5.03 mon [4.44 - 6.44]
06~ Hazard Ratio 0.93 (0.73-1.18]
p=0.544
04+
02+
~ ey _
00+
L) L) ) L |
0 10 20 30 40
Overall survival (months)
[ Arm Paclitaxel + Placebo —— —— Paclitaxel + RADO0O] |
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104 + Censored
Logrank p=0 2728
08~ Median PFS
Paclitaxel/RADO01  2.20mon [2.07-2.76]
Paclitaxel/Placebo 2.07 mon [1.87-2.50]
e Hazard Ratio 0.88 [0.70-1.11)
' p=0.273
04+
02+
.o T T T T T T
0 10 15 20 25
Progression-free survival (months)
|Arm ——— Paclitaxel + Placebo —— —— Paclitaxel ~ RADOOI |
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= Everolimus combined with Paclitaxel did not
Improve outcome as compared to Paclitaxel alone

= Biomarker analysis for better patient selection is
ongoing:
* molecular subtypes?
= PI3K mutations?

13



EFFICACY AND SAFETY OF RAMUCIRUMAB (RAM)
FOR METASTATIC GASTRIC OR
GASTROESOPHAGEAL JUNCTION (GEJ)
ADENOCARCINOMA ACROSS AGE SUBGROUPS IN
TWO GLOBAL PHASE 5 TRIALS

KEI MURO ET AL



STEPP ANALYSIS OF PFS AND 0S o @
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REGARD | RAINBOW
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BY AGE AND TREATMENT ARM e oz

RAINBOW

90

80

Patients with any AEs Patients with any
70 (%) AEs (%)

60
® Patients with any Patients with any

0 T
> grade 23 AEs (%) grade 23 ALs (%)

40

30 m AEsleadingto .Af leading to
treatment reatment

20 discontinuation (%) discontinuation

10 Ry :

o N . — .

RAM ML RAM FL RAM P RAM PL RAM PL RAM Pl
BSC BSC BSC BSC BRSC 8SC S PTX PTX PTX PTX “. PTX PTX

s45 yrs >45-<70 yrs 270 yrs 275 yrs s45 yrs >45-<70 yrs 270 yrs 275 yrs

Abbreviations: AEs=adverse events; BSC=best supportive care; PTX=paclitaxel; PL=placebo; RAM=ramucirumab, yrs=yeaors
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= Survival curves and STEPP analysis suggest
benefits of ramucirumab (RAM) treatment in terms
of PFS and OS amongst young and elderly
populations in REGARD and RAINBOW

= Age does not matter for RAM treatment

= Difference for toxicity such as hypertension and
neutropenia with increasing age
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