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Pre-operative Surgical
Resectable pe =

adenocarcinoma of
the stomach. OGJ
or lower

ECX x3 resection

within 3-6/52

Surgical
resection
within 6/52
Median OS: 24 v 20 months
5 yrOS: 36% v 23%
13% OS benefit for ECF

| HRfordeath 0.75, p=0.009 |

oesophagus n=503

Peisoperative

iy L
e Pre-op chemo well tolerated (5% did
e not complete pre-op Rx due to
s 2 se as oo toxicity)
Months No increase in post-op complications

Cunningham et al., NEJM 2006



0=
I
[lt]o
m
(@)
T
)
m
O
P
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Mg (95% CI)

£ g0 N ECF 9.9 37.7 (31.8-43.6)
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Docetaxel, oxaliplatin, and fluorouracil/leucovorin (FLOT) for
resectable esophagogastric cancer: updated results from multicenter,
randomized phase 3 FLOT4-AIO trial (German Gastric Group at AlO)

Study objective
* To provide updated efficacy and safety data from the phase 3 FLOT4-AIO study in patients with oesogastric cancer

Key patient inclusion criteria FLOT* x 4, resection, then

Gastric cancer or adenocarcinoma of FLOT* x 4
the GEJ type I-lI
Stratification

Medically and technically operable + ECOGPS (0or1vs.2)

! , * Primary location (GEJ type | vs. type II/lll vs. stomach)
cT2-4/cN-any/cMO or + Age (<60 vs. 6069 vs. 270 years)
cT-any/cN+/cMO « Nodal status (cN+ vs. cN-)

(n=716)

PRIMARY ENDPOINT SECONDARY ENDPOINTS
0S PFS, safety

*Docetaxel 50 mg/m? D1 + 5FU 2600 mg/m? D1 + leucovorin 200 mg/m2 D1 +
oxaliplatin 85 mg/m? D1 q2w; "Epirubicin 50 mg/m? D1 + cisplatin 60 mg/m? D1 + 5FU
200 mg/m? (or capecitabine 1250 mg/m? po divided into two doses D1-21) g3w



FLOT4 &= ECXOf H|Sl| MEIA M==Z= kA

1.0 ECF/ECX FLOT
i mOS, months 35 50
= (95%Cl) (27,46) (38, NE)
§ 07 HR (95%Cl) 0.77 (0.63, 0.94)
i(: 0.4— Log-rank p-value 0.012
g ECF/ECX
3 027 I s OS rate*,% ECF/ECX FLOT
0— Log rank p=0.0117 2-year 59 68
(l) 112 2'4 3I6 4I8 6l0 7|2 3-year 48 57
0S8, months
ECF/EFX 360 287 202 126 83 33 9 5-year 36 45
FLOT 356 297 231 140 87 39 5

Median follow-up for surviving patients: 43 months in both arms



Survival probability
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Product-limit survival estimates
With number of subjects at risk

ECF/ECX
FLOT
| Censored

Log-rank p=0.0733

| 1 I J |
0 12 24 36 48

OS, months

60

72

Survival probability

Product-limit survival estimates
With number of subjects at risk

1.0
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024 FLOT
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0- Log-rank p=0.0565
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Upper oesophagus —=

Mid ocesophagus s

Lower oesophagus —= B

GEJ—
:

Image Credit: Toshinori Hinoue, Ryo Sakai, Peter W. Laird
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ESCC

« CCND1 amplification

« TP63/SOX2 amplification
» KDM6A deletion

EBV

« EBV-CIMP

+ PIK3CA mutation

« PD-L1/2 overexpression

CIN

* Intestinal histology
* TP53 matation
* RTK-RAS activation

Pylorus

GS

* Diffuse histology

« COH1, RHOA mutations
« CLDN18-ARHCAP fusion
» Cell adhesion

EBV
* PIKICA mutation
* PD-L1/PD-12
overexpression
* EBV-CIMP
.| * COKN2A silencing
| * Immune cell signalling

\
\.

Fundus
\

|
|
y

|
y

MSH
J * Hypermutation
* Gastric-CIMP
* MLH1 silencing
* Mitotic pathways

Nature Reviews | |



Percent of patients
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Level of alteration 0
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Janjigian Y et al. Cancer Discovery 2018 Jan;8(1):49-58
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— : . Pembrolizumab 200 mg iv q3w
Key patient inclusion criteria for up to 2 years
 Advanced or metastatic SCC (n=314)
or esophageal/GEJ

adenocarcinoma Stratification

. . Hiial | |
Progression on or after 1L : R'St? Ogi@CC ve idefnocal‘gc'”oma)
therapy egion (Asia vs. rest of world)

Chemotherapy

« ECOG PS 0-1
(n=628)
(n=314)

Investigator choice*

PRIMARY ENDPOIN-

* OSinPD-L1 CPS 210, SCC, * PFS, ORR (RECIST v1.1), safety
total population

*Paclitaxel 80—-100 mg/m? D1, 8, 15 g4w; docetaxel 75 mg/m? q3w;
or irinotecan 180 mg/m?2 gq2w

Kojima T, et al. J Clin Oncol 2019;37(Supp!):Abstr 2




2: Tl Al ot= 2| 5h o] X} f°'°EA12I*E*EEEI-’F-“£ Cl sfst
QH.3AMIILE 181 A -IAX|0I S
=9 A

A oM MEE

Median, mo HR2

Events, n (95%CI) (QWCI) p-value
Pembrolizumab 314 7.1(6.2,8.1) 0.89 (0.75, 1.05)
0.0560
100 %,
x
8o -
'1_1
= 607 \ 1 32%
%) 1
O 404 I
|
20— [
1
I —f—
0 ] ] ] ] ] ] ] ] ] ] ] ] | ] ] ] | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. Time, months
at risk
m 314 275 224 176 143 116 100 73 63 46 28 20 14 10 5 1 0 0

aBased on Cox regression model with treatment as a
covariate stratified by region and histology

PFS, %

N | — =0
MY Q7oA HE = MES
Median, mo HR
(QS%CI) (95%Cl)
Pembrolizumab 21(21,2.2) 1.11
(0.94, 1.31)
100 s,
80_ 1
60_ ]
1 12%
1
40— I
|
20 !
0 T T T T T : T T T 1 1 T T T T

12 14 16 18 20 22 24 26 28 30 32
Time, months

314209105 72 52 42 35 26 21 16 11 7 4 3 1 1 0

Kojima T, et al. J Clin Oncol 2019;37(Suppl):Abstr 2
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PD-L1 CPS 10 O| MOj M M=F

Events, n Median, mp; HRS -value
’ (95%Cl) (95%Cl) P
Pembrolizumab 107 9.3 (6.6,12.5)  0.69 (0.52, 0.93)
0.0074

100

12 14 16 18 20 22 24 26 28 30 32 34
Time, months

107100 86 68 59 49 45 33 29 23 13 9 5§ 3 1 0 0 O

|
I
i
I
1
T

No.
at risk
Pembro

aBased on Cox regression model with treatment as a
covariate stratified by region and histology

PFS, %

PD-L1 CPS 10 O| & 0f| A O| A 2 EH U= ME=E

Median, mo HR
(95%Cl) (95%Cl)
Pembrolizumab 26(21,42) 0.73
(0.54, 0.97)
100 =y
80—
60 — S i
Y 121%
1
40— i
|
1
204 ,
1
0 I | 1 | | : 1 1 | | 1 1 | 1 1 1

12 14 16 18 20 22 24 26 28 30 32
Time, months

107 82 47 35 30 24 20 16 13 9 6§ 3 1 0 0 O O

Kojima T, et al. J Clin Oncol 2019;37(Suppl):Abstr 2
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ORR, % Pembrolizumab Chemotherapy p-value
Total population 13.1 6.7 0.0037
PD-L1 CPS 210 21.5 6.1 0.0006
SCC 16.7 7.4 0.0022
TRAE, n (%) Pembrolizumab (n=314) Chemotherapy (n=296)
Treatment-related 202 (64.3) 255 (86.1)
Grade 3-5 57 (18.2) 121 (40.9)
Led to discontinuation 19 (6.1) 19 (6.4)
Led to death 51(1.5) 5(1.7)
2
X

o Nl AEZQO|1 pD-L1 CPS 71 100| QI oHHO| M @ B & Tl =l 2t X}Z0f| A
ggga I- o| §|.ol- _Q_H-I El:l' AH?:%J—_”. ORR EL':::OI
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ol
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Kojima T, et al. J Clin Oncol 2019;37(Suppl):Abstr 2
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Key patient inclusion criteria Pembrolizumab 200 mg q3w

« Locally advanced, up to 35 cycles tozi[c):i/ty
unresectable or (n=256)
metastatic gastric and
GEJ adenocarcinoma Pembrolizumab 200 mg q3w
s up to 35 cycles + CT* by
HER2/neu negative, 1:1:1 P _y toxicity
PD-L1-positive disease (n=257)
E Placebo + CT* PD/
* ECOG PS 0-1 (n=250) toxicity
(n=763) Stratification

 Region; locally advanced or metastatic disease; SFU or capecitabine

* OS, PFS * ORR, safety

*Cisplatin 80 mg/m?2 q3w + 5FU 800 mg/m?/day for 5 days q3w
(cisplatin may be capped at 6 cycles per country guidelines) or
capecitabine bid D1-14 q3w Tabernero J, et al. J Clin Oncol 2019;37(suppl):abstr LBA4007
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LBA4007: XlHE Y =2 A U= 2ot 2lst 8 O] UL Q=
1 X OoF. =
HH 22|30 3M I E 062 AP -EIHYIER S
=8 41t
OS (CPS 21) for pembrolizumab vs. CT
Events, % HR (99.2%CI) NI*
100 Pembrolizumab 79 0.91
(0.69, 1.18) 1.2
_ 80 -
i + 12-month rate
£ 60 - AT ;
% . :
2 wod = — ' 24-month rate Median (95%CI)t
g : i 27% 10.6 mo (7.7, 13.8)
& ; = me.
20 - : :
—— Pembrolizumab ! :
0 - I I I i I 1 I ; I I I I I 1
] 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months
Pembrolizumab 256 201 162 139 120 107 94 83 59 38 23 12 4 0 0

*Non-inferiority margin;THR 0.91 (95%CI 0.74, 1.10)

Tabernero J, et al. J Clin Oncol 2019;37(suppl):abstr LBA4007
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TR

No.

21

100

80 -

60 -

40 -

Overall survival, %

20 -

0 -

IIE'. 02!

&2 52 HMEYS fletstet /Y 0] ALERI=E
7| E-062 T -EIHYIR S

OS (CPS 21) for pembrolizumab + CT vs. CT

Events, % HR (99.2%CI) p-value

0.85
(0.70, 1.03)

0.046

12-mo rate 24-mo rate

Median (95%Cl)

0
at risk

6 9 12 15 18 21 24 27 30 33 36 39 42
Time, months

Tabernero J, et al. J Clin Oncol 2019;37(suppl):abstr LBA4007




Outcomes

(015
Events
HR (95%Cl) vs. CT
mOS, mo (95%Cl)
PFS
Events

HR (95%Cl) vs. CT

mPFS, mo (95%Cl)

ORR, %

DoR, mo (range)

*p=0.039

79
0.91
(0.69, 1.18)
10.6
(7.7, 13.8)

88
1.66
(1.37, 2.01)
2.0
(1.5, 2.8)

14.8

13.7
(1.4+-33.6+)

80
0.85
(0.70, 1.03)
12.5
(10.8, 13.9)

83
0.84
(0.70, 1.02)*
6.9
(5.7, 7.3)

48.6

6.8
(1.4+-34.7+)

11.1
(9.2, 12.8)

89

6.4
(5.7, 7.0)

37.2
6.8

(1.4+-30.4+)

66
0.69
(0.49, 0.97)
17.4
(9.1, 23.1)

80
1.10
(0.79, 1.51)
2.9
(1.6, 5.4)

25.0
19.3

(1.4+-33.6+)

CPS 210

76
0.85
(0.62, 1.17)
12.3
(9.5, 14.8)

79
0.73
(0.53, 1.00)
5.7
(5.5, 8.2)

52.5
8.3

(1.6+-34.7+)

10.8
(8.5, 13.8)

89

6.1
(5.3, 6.9)

37.8

37.8
(1.5+-30.4+)

Tabernero J, et al. J Clin Oncol 2019;37(suppl):abstr LBA4007
=



Pembrolizumab Pembrolizumab + CT
TRAEs (CPS 21), % (n=254) (n=250)

Grade 3—4 16 71 68
Led to discontinuation 4 27 18
Led to death 1* 21 1%

Immune-mediated events

and infusion reactions 21 24 8

o« Tl 2[FO[LE A= Q0|1 cps 7+ 10| & Q1 2HAFS Of| A, X} 2tel HE =23 OfLt
= P2 ALRHOIM M EE =2 2. cps 7t 100|421 BHAHE 0| M= 2f ot

- HEZD|FY Moot @ Z0| otH ot o F B of= A 205 H,

*Pneumonitis, malignant neoplasm progression, pericardial

effusion (n=1 each); ffebrile neutropenia, myocardial ischaemia,

colitis, sepsis, malignant progression; ¥multiple organ failure,

pneumonitis, pulmonary embolism (n=1 each) Tabernero J, et al. J Clin Oncol 2019;37(suppl):abstr LBA4007
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Key patient inclusion criteria
- Stage IV esophagogastric

adenocarcinoma Pembrolizumab Pembrolizumab 200 mg +

200 mg iv + trastuzumab 6 mg/kg + CAPOX
HER2 IHC 3+ or IHC 2+/ - 5
FISH >2.0 irrespective of trastuzumab (oxa!lplqtln 130 mg/m?2 q3w +
PDA 1 siatus 8 mg/kg capecitabine 850 mg/m2 D1-14)

* Treatment naive 1 CyCle (n=24)
(n=37)

7 EAIRDAIRNT CErOAD ADY
D) d P \

EANDPNDNPAINTS®

e 6-month PFS e OS, ORR, DCR, safety, biomarker analysis

Janiigian YY, et al. J Clin Oncol 2019;37(Suppl):Abstr 62
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I — sy =
HEZE| 3R ECtEE, 7o) 7|t S A2 SEtEl : THX| 7|t S
21
1o - PFS
' Median follow-up 6.6 months (range 0.03—23.5)
A Median PFS 11.4 months (95%CIl 6.0, 16.4)
© 0.8 — 6-month PFS rate 67%
=
o= 0.6 —
©® 5
ol
22 04~
o
S
a 0.2 —
0 4|4 ' Censored
I | | | |
0 6 12 18 24
Time, months
No. at risk 35 15 6 1 0

Janiigian YY, et al. J Clin Oncol 2019;37(Suppl):Abstr 62
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HEZo|FE, ECtEH, 7] 7| e, A2 SctEl : THX| 7| ek S

=,
=8 21t
OS
1.0 = Median follow-up 6.6 months (range 0.03—23.5)
Median OS NR (95%CIl 13.8, NR)

o 12-month OS rate 76% (95%CI 51, 89)
> ’ # et E
3 P P i 3
S 06 -
)
o
S pa—
-
>3
(7))

0.2 =

oo ' Censored
I [ I I I
0 6 12 18 24
Time, months
No. at risk 35 22 11 3 0

Janijigian YY, et al. J Clin Oncol 2019;37(Suppl):Abstr 62
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TRAESs occurring in 210%, n (%) Grade 3 Grade 4
ALT/AST increased 1(3)
Anemia 2 (6)
Diarrhea 1(3)
Dry skin/maculopapular rash 1(3)
Lymphocyte count decreased 3(9) 1(3)
Mucositis oral 1(3)
Nausea 2 (6)
Immune-related
Colitis 13) 0 (0)
Interstitial nephritis 0 (0) 2 (3)
AST/ALT elevation 4 (11) 1(3)
a2
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T8 A}
DFS OS

1.0 = 1.0m

0.8 = 0.8
©
2> g -
c ]
3 0.6 S 0.6
® ?
% I
% 0.4 — g 0.4
L
[

0.2 — —+— MSI-high 0.2 —+— MSI-high

0 T T T T T T T T 0 T T T T T T T T

0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84
Time, months Time, months
No. at risk No. at risk
121 (0) 102 (2) 93(3) 89(6) 67 (25) 44 (47) 21 (68) 6 (87) 121 (0) 107 (3) 101 (4) 93(8) 72(27) 47(51) 24 (72) 8(93)

Pietrantonio F, et al. J Clin Oncol 2019;37(Suppl):Abstr 66
|



66: MSI-GC-01: 471 2| £ £ A M Al | A msI 2F 2 Fe] 7] ¢l
2tX} G|O|El HlEf &AM - &

<
mO
_rlgo
.|'|'|
o
oln

gE

. M7 7Hs 19 SOl Z2, Msi 7t S YE QI 02 070 1, LS| A 22 242
125 ofof gic
. MSI7F B2 QI SRS 0| N, R ko] /Eof et Bsra E glo] da| 1/ e BY N3

Z2E AXH| of Ciol o 5= A7t 22

Pietrantonio F, et al. J Clin Oncol 2019;37(Suppl):Abstr 66







LBA25: TAGS: 34F 2 XHQ| TAs-102 CH §|2F H|m 0|= E2iQleE AP,
ML= Mol 2|2 - oL S

A 2

- O|D0] B0 X| =25t | A =@ 2FAHO| A TrD/TPI 2| QHE -F1F 21t €7

—

[OF

(

TFD/TPI (TAS-102) + BSC
35 mg/m2 bid orally on D1-5 and 8-12

of each 28-day cycle
(n=337)

Key patient inclusion criteria
Metastatic gastric/GEJ cancer
22 prior regimens

Stratification
« ECOGPS (0vs.1)

j\ageai;s years (220 years in R » Region (Japan vs. rest of world)
P * Prior ramucirumab (yes vs. no)

ECOG PS 0/1

- Placebo + BSC
(n=507) bid orally on D1-5 and 8—12

of each 28-day cycle
(n=170)
 OS * PFS, ORR, DCR, QolL, time to ECOG PS =2,
safety

Arkenau H, et al. Ann Oncol 2018;29(suppl 5):abstr LBA25




HE (o] ko) O =
X 2 JFJOI F .:.* I7HLES S
F8 725
o TFD/TPI
100 (n=337)2
Events, n (%) 244 (72) 140 (82)
80 - mOS, months 5.7 3.6
HR (95%CI) 0.69 (0.56, 0.85)
= 601 One-sided p-valueb. 0.0003
] Two-sided p-valueb. 0.0006
©  40- —
_12-month OS: 21%
20 :
I
0 1 1 1 1 1 1 1 1 1 1 1 ; 1 1 1 1 1 1 1 1 1 1 1 1 1
0O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Time, months
No. at risk

TFD/TPI 337 328 282 240 201 161 124 102 80 66 51
170 158 131 101 71 60 47 40 34 29 17

a|TT population; bstratified log-rank test

40 31 22 16 1 9 7 7 7 4 4 4 3 1 O
2 10 9 v 6 2 2 0 0 O O O O O O

Arkenau H, et al. Ann Oncol 2018;29(suppl 5):abstr LBA25
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=8 At
PFS TFD/TPI
100 e (n=337)2
Events, n (%) 287 (85) 156 (92)
80 -+ mPFS, months 2.0 1.8
HR (95%Cl) 0.57 (0.47, 0.70)
=R 60 Two-sided p-value®. <0.0001
e
o 40 -~
20 6-month PFS: 15%
6-month PFS: 6% : e
0 1 1 1 1 1 1 1 1 1 1 1 1 7I-. 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Time, months

No. at risk

TFD/TPI 337 314 154 122 72 60 37 32 20 18 12 9 4 2 0

170 145 41 21 12 11 8 5 2 2 1 1 1 1 0

aJTT population; bstratified log-rank test

Arkenau H, et al. Ann Oncol 2018;29(suppl 5):abstr LBA25
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