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Anatomic & Molecular Heterogeneity

CIN
* Intestinal histology

*TP53 mutation
* RTK-RAS activation

EBV
*PIK3CA mutation
*PD-L1/2 overexprassion
« EBV-CIMP
*CDKN2A silencing
« Immune cell signalling

MSI
* Hypermutation
* Gastric-CIMP
«MLH1 silencing
* Mitotic pathways
GS
» Diffusa histology
*CDH1, RHOA mutations
+ CLDN18-ARHGAP fusion
* Cell adhesion
164 esophageal tumors, 359 gastric EBV: Epstein Barr Virus; CIN:
adenocarcinomas and 36 additional Chromosomal instability; GS:
adenocarcinomas at the GEJ Genomically stable; MSI: Microsatellite
unstable.

Nature 2017:541, 169-175; Nature 2014 Sep 11;513(7517):202-9




Biomarkers in Upper Gl Cancers

Current:

* PD-L1 expression

* Her-2 status (IHC and FISH as needed; NGS)

* Microsatellite status (PCR or IHC for MMR protein expression)
* Tumor Mutational Burden

* Next Generation Sequencing (NGS)

Under Investigation:
e Claudin 18.2, FGFR2b



PD-L1 Testing in Upper Gl Tumors

PD-L1 tumor positive score (TPS):
% of viable tumor cells with partial or complete membrane
staining in at least 100 viable tumor cells examined

PD-L1 combined positive score (CPS):
# of PD-L1-positive tumor cells, lymphocytes, and macrophages
divided by the total number of viable tumor cells multiplied by 100; at
least 100 viable tumor cells must be present.

PD-1 Antibodies:
Pembrolizumab = IHC 22C3 phamDx assay
Nivolumab - IHC 28-8 phamDx assay
Tislelizumab - IHC VENTANASP263 assay




Challenges of PD-L1 Testing and Interpretation

Different antibodies across different studies:

KEYNOTE-590 - Dako 22C3 CPS
CheckMate 648 - Dako 28-8 TPS
CheckMate 649 - Dako 28-8 CPS and TPS

Different cut-offs in different studies:
(CPS 21, 5, or 10%; TPS 21%)

Tumor Heterogeneity

PD-L1-status of paired baseline primary and metastatic site

61%, 38/62 concordance

Total

26

36

Baseline
1° PD-L1

62

— e
/ Baseline met PD-L1

/ Negative | Positive

O PDL1+ primary Negative |23 (88%)| 3 (12%)

21 > © PDL1+ met = & -

me Positive |21 (58%) | 15 (42%)

\ + |Total 44 (71%) | 18 (29%)

— p = 2.4 x104 by McNemar's test
S —

Adenocarcinomavs. Squamous

TPS 21%
Squamous 49% Checkmate 648 (N =970)
Adenocarcinoma 16% Checkmate 649 (N = 1581)

Zhou Kl et al. Clin Cancer Res. 2020;26(24):6453-6463

Learning Curve
Adoption
Interpretation of results
Tissue availability
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Current Immunotherapy Approvals for HER2 Negative
Esophagogastric Adenocarcinoma (EGA)

* Nivolumab: Locally advanced or metastatic EGA in combination with
chemotherapy in first-line setting (CheckMate 649).

* FDA: regardless of PD-L1 CPS
* NCCN: PD-L1 CPS =5

* Pembrolizumab: Locally advanced or metastatic EGA in combination with
chemotherapy in first-line setting (Keynote 590).

* FDA: regardless of PD-L1 CPS
* NCCN: PD-L1 CPS 210

* NO immunotherapy approvals past first-line.




CheckMate 649: Phase 3 Global Study of Nivolumab &
Chemo vs. Chemo in 15t Line EGA

Key eligibility criteria NIVO1 +IPI3
» Previously untreated, > Q3W X 4 then NIVO 240 m : :
unresectable, advanced or Q2wWd ? Dual primiaty {eNUpoINGs:

metastatic gastric/GEJ/ + OSand PFS8 (PD-L1 CPS 2 5)

esophageal adenocarcinoma
* No known HER2-positive status

n= 782 NIVO 360 mg + XELOX® Q3W¢ or Secondary endpoints:

NIVO 240 mg + FOLFOXf Q2W¢ « OS (PD-L1 CPS=1orall
+ ECOG PS 0-1 randomized)
_ | | - OS (PD-L1 CPS2=10)
Stratification factors n= 79% XELOX® Q3w - PFS9(PD-L1 CPS =10, 1, or
- Tumor cell PD-L1 expression (2 1% vs < 1%) or FOLFOXf Q2W¢ all randomized)
» Region (Asia vs United States/Canada vs « ORR®

ROW) N = 1581, including 955 patients (60%) with PD-L1 CPS =5
« ECOG PS (Ovs 1)

* Chemo (XELOX vs FOLFOX)

aClinicalTrials.gov number, NCT02872116; °< 1% includes indeterminate tumor cell PD-L1 expression; determined by PD-L1 IHC 28-8 pharmDx assay (Dako); cAfter NIVO + chemo
arm was added and before new patient enrollment in the NIVO1+IPI3 group was closed; ¢Until documented disease progression (unless consented to treatment beyond progression
for NIVO + chemo), discontinuation due to toxicity, withdrawal of consent, or study end. NIVO is given for a maximum of 2 years; ¢Oxaliplatin 130 mg/m? IV (day 1) and capecitabine
1000 mg/m? orally twice daily (days 1-14); Oxaliplatin 85 mg/m?, leucovorin 400 mg/m2, and FU 400 mg/m? IV (day 1) and FU 1200 mg/m? IV daily (days 1-2); 9BICR assessed;
"Time from concurrent randomization of the last patient to NIVO + chemo vs chemo to data cutoff.

* Janjigian YY et al. Lancet. 2021;398(10294):27-40; Moehler M et al. ESMO 2020. Abstract LBAG.



CheckMate 649: Statistical Considerations

NIVO + chemo » Overall a is split between the 2 primary

vs chemo: PFS 0s endpoints
Easiett POL1Sro =S - If 0S in the PD-L1 CPS = 5 population is
(a at interim: 0.016) statistically significant, OS in PD-L1 CPS = 1,
followed by OS in all randomized patients, is
l 50% tested hierarchically
» Final PFS and pre-specified interim OS5 analyses:
05 after a minimum follow-up of 12 menths
PD-L1CPS =z 1

(o at interim: 0.007)

i 100%

0s . Primary endpoint
100% i All r:and:nmlzed |:| Secondary endpoint
(o at interim: 0.007)

Fraction of o transmitted to next endpaoint

NIVO + IPI
vs chemo:

— 0s2  +—

sHierarchical testing of 05 in the PD-L1 CP5 = 5 population, followed by all randomized patients, is planned for the final analysis.

* Janjigian YY et al. Lancet. 2021;398(10294):27-40; Moehler M et al. ESMO 2020. Abstract LBAG.



Overall Survival and Progression Free Survival Results: CPS =5

Overall Survival

Progression Free Survival

100 4 ~ Nivolumab plus Chemotherapy
2 chemotherapy (n=473) alone (n=482)
804 Median, months (95%C1)  14-4 (131-16:2) 111 (100-12-1)
— J0A
£ . HR0:71 (98-4% {1 0-59-0-86); p<0-0001
R :
§ 5o
14.4vs.11.1 mo
13
.
5 30 .\'.
B . SRS WS WS -
204
104 Mivolumab plus chemt herapny o-g—am
— Chemotheragy alone
o T T T T T T T T T T T T 1
1} i ] 9 12 15 18 21 24 27 30 13 36 19
Numbser at risk
{numbser censored)
Mivolumab plus 473 438 T 313 261 198 149 96 65 33 2 9 1 0
chemotherapy  (0) (3) (9) (11) (14) (39) (55) (91) (110) (133) (142) (155) (163) (164)
Chematherapy 482 41 150 n m 138 98 56 14 1§ ] 2 V] 0
alane [0} (10} 13} 113) (21) 37 {50) 78) (93) {103) (113) (118) 11200 (120)

Nivolumab plus Chemotherapy
chemotherapy (n=473) alone (n=482)

80+

Progression- free survival (%)
w
=1
1

Median, months (85%Cl) 77 (7.0-9-2) 640 (56-69)

HR 068 (98% 01 0-56-0-81); p=0-0001

Sevay 7.7 vs. 6.0 mo
304 . s
20 " )
104 Nivolumab plus chemotherapy - "
— Chemotherapy alone
0 L T T ] T 1 T T T L L L)
0 3 6 9 jF) 15 18 n 24 7 30 33 36
Number at risk
{numbser censared)
Nivelumabplus 473 384 258 181 132 ] &0 39 23 10 8 1 ]
chemnotherapy  (0) (21) (48) (58) (70) (87 (101) (117) (128) (138) (138) (144) (145)
Chemotherapy 482 335 200 109 72 41 25 18 12 7 4 0 0
alone  (0) (51) (68) 82) (%0) (104) (114) (117) (122) (125) (128) (132) (132)

* Janjigian YY et al. Lancet. 2021;398(10294):27-40; Moehler M et al. ESMO 2020. Abstract LBAG.



Overall Survival Results: CPS 21 and All Randomized

CPS 21

All Randomized

Nivolumab plus Chemotherapy
chemotherapy (n=641) done (n=655)

Median, months (95% CI) 140 (12-6-15-0) 113 (106-12.3)

Z HR 077 (99-3% 0 0-64-092); p<0-0001
3
s
3 591 \
; 14.0vs.11.3
2 404
g \ . VS- ° mo
] ..\
204 \N D P
104 G000 E®—0
0 T T T T T T T T T T T T U
0 3 6 9 12 15 18 21 24 27 30 3 36 39
Number at risk
(number censored)
Nivolumab plus 641 595 502 412 344 254 183 118 8o 40 28 11 1 0
chemotherapy  (0) 3) (11) (13) (17} (51) (76) (118) (142) (169) (179) (196) (206) (207)
Chemotherapy 655 575 483 383 292 194 131 77 45 25 10 3 0 0
alone  (0) (14) a7 (24) 270 (54) 74) (108) (128) (141) (154) (160) (163) (163)

Nivolumab plus Chemotherapy
chemotherapy (n=789) alone (n=792)

Median, months (95%C1)  13.8(12.6-14.6) 116 (10.9-12.5)

HR 080 (99-3% C10-68-0.94); p=0-0002

13.8vs.11.6 mo

100 -
904
80+
- 7049
z
= 60+
g
a 507
g 404
S 5
204
10
0 T
0 3
Number at risk
(number censored)

Nivolumab plus 789 731
chemotherapy  (0) 4)
Chemotherapy 792 697

alone  (0) (17)

621
(13)
586
(22)

9 12 15 18 21 24 27 30 33 36 39
Time since randomisation (months)

506 420 308 226 147 100 49 34 14 2 0
(16) (20) (63) (90) (167) (167) (201) (212) (231) (243) (245)
469 359 239 160 94 59 35 15 7 2 ]
(29) (34) (68) (94) (136) (157) (172) (187) (194) (199) (201)

* Janjigian YY et al. Lancet. 2021;398(10294):27-40; Moehler M et al. ESMO 2020. Abstract LBAG.



* Checkmate 649 met both primary endpoints and ALL
formally tested secondary endpoints

*4/16/2021: FDA approved nivolumab + chemotherapy for
ALL patients with advanced esophageal, GEJ, and gastric
adenocarcinoma, regardless of PD-L1 expression




CheckMate 649: Subgroup Analyses

Median overall survival,
Population* months Unstratified hazard ratio Interaction test
Nivolumab plus | Chemotherapy for death (95% CI) p value
chemotherapy alone

Overall (N=1581) 13-8 11-6 —— E 0:79 (0-70-0-89)

PD-L1 CPS <1 (n=265 131 12-5 — 0-92 (0-70-1-23 1
— (n=269 : ( : Overall Survival

PD-L1 CPS 21 (n=1296) 14-0 13 e 076 (0-67-0-87) 02041
- IPD-L1 CPS <5 (n=6086) 124 12-3 —h— 0-94 (0-78—1-13) |

PD-L1 CPS 25 (n=955) 14-4 111 —— E 0-70 (0-60-0-81) 0-0107%

0-5 1 2 4
Nivolumab plus chemotherapy 4——» Chemotherapy alone
better better

Objective response rate, % Unweighted objective
Population}§ Nivolumab plus | Chemotherapy response rate difference,|| % (95% Cl)
chemotherapy alone

Overall (N=1211) 58 46 S 12 (6-17-5)

m— POL1 CPS < (=178 o “ A o529 OQbjective Response Rate
PD-L1 CPS 21 (n=1019) 60 46 —_— ] 13 (7-19)

mm) [PD-L1 CPS <5 (n-428) 55 46 —_— 9 (0610 18) |
PD-L1 CPS 25 (n=769) 60 45 ————— i 15 (7-5-21)

T T T
30 25 20 15 10 5 0 5 -0 -20

Nivolumab plus chematherapy 4—® Chemoaotherapy alone
better better

NCCN category 1 recommendation:
Nivolumab should be reserved for those with PD-L1 CPS = 5 tumors

Janjigian YY et al. Lancet. 2021;398(10294):27-40; Moehler M et al. ESMO 2020. Abstract LBAG.



KEYNOTE 590: Study Design (Esophageal and GEJ Study)

Pembrolizumab 200 mg IV Q3W for <35 cycles

4=

Key Eligibility Criteria Chemotherapy

* Locally advanced unresectable or 5-FU 800 mg/m? IV for days 1-5 Q3W for <35 cycles
metastatic EAC or ESCC or + Cisplatin 80 mg/m? IV Q3W for <6 cycles
advanced/metastatic GEJ Siewert
type 1 adenocarcinoma

* Treatment naive 4 Placebo?
+ECOGPS0Oor1 +

« Measurable disease (RECIST v1.1) Chemotherapy
4 5-FU 800 mg/m? IV for days 1-5 Q3W for <35 cycles
+ Cisplatin 80 mg/m? IV Q3W for <6 cycles

Stratification Factors

* Asia vs Non-Asia region

Pre-specified primary endpoints:
« ESCC vs EAC P P ¥ P

- ECOG PS 0 vs 1 — OS in all pts, patients with ESCC PD-L1 CPS >10, ESCC, and
‘ PD-L1 CPS 210 tumors
73(y ESCC — PFS (RECIST v1.1, investigator) in all patients, patients with
(0]
ESCC, and PD-L1 CPS >10 tumors

Sun et al, Lancet 2021 (398):759-71



KEYNOTE 590 OS and PFS: All Patients

Overall Survival

HR
100 Events (95%Cl)
90 Pembro + Chemo 81% 0.73
Chemo 90% (0.63-0.86)
80 -+
70 + ,
:12-morate " .
-mo rate
151% :
%01 -39%? 126%
X : 116%
> 50 : . .
o i : Median (95% Cl)
40 - : ; 12.4mo (10.5-14.0)
! : 9.8mo (8.8-10.8)
30 - :
20 - :
10 - i E
0 L] L] L] ll L] L] L] II L] L] L] L] L] L] L]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at Risk Time, months

373 348 295 235 187 155 130 109 97 82 71 44 22 12 4 3
376 338 274 200 147 110 90 75 60 52 43 27 17 7 2 0

PFS, %

Progression Free Survival

HR
% Cl
100 - Events (95% CI)
90 4 Pembro + Chemo 83% 0.64
Chemo 90% (0.55-0.75)
80 -+
70 1 i12-mo rate
! 250, i 24-morate
60 A 1129 +12%
{ b 3%
50 : :
' i Median (95% CI)
40 A : ; 6.3mo (6.2-7.1)
i ! 5.8mo (5.0-6.0)
30 A ; :
20 - i
10 1 ! :
0 1 1 1 Il 1 1 1 II 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at Risk Time, months

373 289 210 96 79 58 50 39 36 27 22 14 7 3 2 0
376 278 172 62 36 22 15 10 8 2 2 2 1 1 0 0

Sun et al, Lancet 2021 (398):759-71



KEYNOTE 590: OS in Pre-specified Subgroups

ESCC PD-L1 CPS 210

HR
Events (95% ClI)
100 Pembro + Chemo 78% 0.59
90 Chemo 90% (0.45-0.76)
80
70 i 12-mo rate
| 559, i 24-morate
60 i 349 i 29%
" F 349, EE
w 50 :
o i Median (95% CI)
40 {  139mo(11.1-16.0)
: 8.8 mo (7.8-10.5)
30 ; i
20 '
10 i
0 ] ] 1 i L] ] L i L] I L 1 L] I 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45
No. at Risk Time, months

143134 11996 78 63
143 124 99 70 48 34

57 48 42 38 33 19 12 7 1
25 2321 20 17 10 7T 1 0

0
0

HR
Events (95% ClI)
1004 Pembro + Chemo 80% 0.73
90 4 Chemo 89%  (0.61-0.88)
80-
70 12-morate
60 51% . 2%5;110 rate
38% 7%

Median (95% ClI)

404 12.6 mo 510.2-14.2)
h 9.8 mo (8.6-11.1)

30

20-

10-

0 1 Ll 1 : Ll 1 1 i 1 1 1 1 Ll 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

No. at Risk Time, months
274 258 221 175139115 99 83 73 62 53 32 17 11 4 3
274 247 203 146 103 77 63 53 45 41 35 21 15 7 2 0

Sun et al, Lancet 2021 (398):759-71

08, %

PD-L1 CPS 210

HR
Events [950& C|]

100 Pembro+ Chemo 80% 0.64
a0 | Chemo 90% (0.51-0.80)
80 -
™1 i 2-mo rate 24-morate
60 | P $30%
] ?/B ! 16",
50 ; —
! : Median (95% CI)
40 ‘ : 13.6 mo(11.1-15.2)
! i 94 mo(8.0-10.7
30 i ' { )
20 ; i i
10 a
0 1 ] 1 i L 1 ] i ] 1 T L 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at Risk Time, months

186 1756 151 125 100 81 73 62 55

48 42 25 15 8 1 0
197 174 142 102 73 55 44 38 31 1

28 23 15 8



5/22/2021: FDA approved pembrolizumab + chemotherapy for patients with
advanced esophageal and GEJ cancers, regardless of PD-L1 expression

BUT
It is more active against PD-L1 + Tumors




How Should We Approach Tumors with Low PD-L1 CPS?

Low Programmed Death-Ligand

1-Expressing Subgroup Outcomes of First-Line
‘Immune Checkpoint Inhibitors in Gastric or
Esophageal Adenocarcinoma

Joseph J. Zhao'; Dominic Wei Ting Yap'; Yiong Huak Chan, PhD? Benjamin Kye Jyn Tan'; Chong Boon Teo'; Nicholas L. Syn, MBBS';

R e TR e e CheckMate-649 PD-L1 CPS 1-4 KEYNOTE-062 PD-L1 CPS 1-9

A Strata B Strata

Pembrolizumab

—— Chemotherapy —— Pembrolizumab —— plus chemotherapy

=+ Chemotherapy =~ Nivolumab plus chemotherapy
Marginal HR (95% CI)

Pembrolizumab v chemotherapy:

1.027 (0.811 to 1.300), P=.827

Pembrolizumab plus chemotherapy vchemotherapy:
0.836 (0.658 to 1.061), P=.141

1.00

1.00 A

Marginal HR (95% CI) = 0.950

(0.747 to 1.209), P = 678 0.75 -

0.75 1

Survival Probability
Survival Probability

0.50 - 0.50 -
NO ACTIVITY OF
T T T T T I L T I
IO AG E NTS 0 6 12 18 24 30 0 6 12 18 24 30 36
Time (months) Time (months)
MNo. at risk: No. at risk:

Chemotherapy 173 135 a2 33 1 2 Chemotherapy 160 122 72 47 22 8 2
- Pembrolizumab 164 100 68 47 27 10 0

?r::ﬂzmt:a‘;ijs 168 126 3 3 15 6 Pembrolizumab plus
158 119 86 53 3 10 2

chemotherapy

Zhao et al, Journal of Clinical Oncology 2021(40):392-402



Single-Agent Anti-PD1/PD-L1 in EGA in Later Lines

3" Line+ oS ORR ORR in PDL1+

Benefit regardless of

- - . *
Attraction-2 Nivo vs. Placebo 5.26 vs. 4.14 mo 11.2% PD-L1 status (TPS)
15.5%
- 0,
Keynote-059 Pembro 5.6 mo 11.6% in CPS >1
: 4.3%
Javelin 300 Avelumab vs. Chemo 4.6 vs. 5.0 mo 2.2% :
in TPS 21
2" Line oS ORR ORR in PDL1+
3.3% 18%
* % Kk *k
Keynote 181 Pembro vs. chemo 6.3vs 6.9 mo in PD-L1 CPS <10 i PD-L1 CPS >10
. 16% 24%
Keynote 061 Pembro vs. paclitaxel 9.1vs. 8.3 mo In CPS >1 in PD-L1 CPS >10

* Statistically significant difference; ** Data for adenocarcinoma, PDL1 CPS =z 10; *** PDL1 CPS =z 10 tumors

Limited Activity
Higher responses in PDL1 + tumors
But results are largely irrelevant since studies enrolled 10 naive patients

Chen L-T et al. Gastric Cancer. 2020;23(3):510-519; Fuchs CS et al. JAMA Oncol. 2018;4(5):e180013; Bang Y-J et al. Ann Oncol. 2018;29(10):2052-2060; Fuchs CS et al.
ASCO 2020. Abstract 4503.



Immunotherapy for Advanced EGA

Regimen Biomarker Selection

Pembrolizumab plus chemotherapy Definitelyfor PD-L1 CPS 210
. . KEYNOTE-590
(preferably with cisplatin) for E/GEJ FDA approved for all
Definitely for PD-L1 CPS>5
Nivolumab plus chemotherapy No benefitfor PD-L1 CPS < 5 CheckMate 649
FDA approved for all

KEYNOTE-181
No approved IO agents Not applicable KEYNOTE-061
Javelin 300




Current Immunotherapy Approvals for ESCC

e Pembrolizumab:

- Locally advanced or metastatic SCC in combination with chemotherapy in
first-line setting (Keynote 590)

- Advanced ESCC with PD-L1 CPS 210 with disease progression after one or
more prior lines of systemic therapy (Keynote-181)

 Nivolumab:

- Locally advanced or metastatic SCC in combination with chemotherapy in
first-line setting (Checkmate 648)

- Advanced ESCC after prior fluoropyrimidine- and platinum-based
chemotherapy(Attraction-3)

* |pilimumab:

- Locally advanced or metastatic combination with nivolumab in first-line
setting (Checkmate 648)



Current Immunotherapy Approvals for ESCC

e Pembrolizumab:

- Locally advanced or metastatic SCC in combination with chemotherapy in
first-line setting (Keynote 590)

 Nivolumab:

- Locally advanced or metastatic SCC in combination with chemotherapy in
first-line setting (Checkmate 648)

* |pilimumab:

- Locally advanced or metastatic combination with nivolumab in first-line
setting (Checkmate 648)



CheckMate 648: Phase 3 Global Study of Nivolumab & Chemo
vs. Nivolumab & Ipilimumab vs. Chemo in 15t Line ESCC

Key eligibility criteria NIVO 240 mg Q2W +
* Unresectable advanced, chemo (fluorouracil + cisplatin)d Q4Wwe Primary endpoints:
recurrent or metastatic ESCC « 0S and PFSf (tumor cell PD-L1 > 1%)
 ECOG PS 0-1
» No prior systemic treatment for NIVO 3 mg/kg Q2W + :
advanced disease _0 IPI 1 mg/kg Q6We Secondary endpoints:

« OS and PFSf (all randomized)
+ ORRf (tumor cell PD-L1 > 1% and
Chemo (fluorouracil + cisplatin)d Q4Wwe all randomized)

* Measurable disease

Stratification factors
» Tumor cell PD-L1 expression (2 1% vs < 1%P) N =970
* Region (East Asiac vs rest of Asia vs ROW)

« ECOGPS(Ovs1)

* Number of organs with metastases (<1 vs 2 2)

« At data cutoff (January 18, 2021), the minimum follow-up was 12.9 months$

aClinicalTrials.gov. NCT03143153; P< 1% includes indeterminate tumor cell PD-L1 expression; determined by PD-L1 IHC 28-8 pharmDx assay (Dako); ‘East Asia includes patients from Japan,

Korea, and Taiwan; 9Fluorouracil 800 mg/m? IV daily (days 1-5) and cisplatin 80 mg/m? IV (day 1); eUntil documented disease progression (unless consented to treatment beyond progression for

NIVO + IPI or NIVO + chemo), discontinuation due to toxicity, withdrawal of consent, or study end. NIVO is given alone or in combination with IPI for a maximum of 2 years; ‘Per blinded

independent central review (BICR); 8Time from last patient randomized to clinical data cutoff. 3

Doki et al, N Engl J Med 2022 Vol. 386 Issue 5 Pages 449-46



CheckMate 648: Efficacy Results

Ipi + Nivo vs. Chemo

Chemo+ Nivo vs. Chemo

A Overall Survival in Patients with Tumor-Cell PD-L1 Expression of 1%

100—*-'“‘, 12-Meo Median Overall
n 90+ T overall survival No. of Survival
& 807 ; Patients  (95% Cl)
g 58 mo
4 607 i Nivolumab+ ;
8 50 | Nivolumab+ 158 15.4 (11.9-19.5)
F 404 | chemotherapy Chemotherapy
PDL1TPS 21% £ ;.| Chemothera 157 9.1(7.7-10.0
30 i Py
@ |
% 20+ ! Hazard ratio for death, 0.54
g 104 ! Chormatheraty ) (99.5% Cl, 0.37-0.80)
0 T T T f T T T T T T T T 1 P<0.001
0 3 6 9 12 15 18 21 24 27 30 33 3ok3b
Months
No. at Risk
Nivolumab+chemotherapy 158 143 129 105 88 70 53 36 22 16 4 2 0 0
Chemotherapy 157135105 72 52 36 21 12 & 4 2 1 1 0
B Overall Survival in the Overall Population
100 ¥, 12-Mo Median Overall
_12 90 %, overall furvival No. of Survival
o 80+ ! Patients (95% Cl)
© 704 I
& | mo
v 601 | 54 .
. o 504 | Nivolumab+ Nivolumab+ 321 13.2 (11.1-15.7)
ALL Patients 2 404 | chemotherapy Chemotherapy
= 304 | Chemotherapy 324 107 (9.4-11.9)
|
£ 204 ! A Hazard ratio for death, 0.74
2 10 ! Chemotherapy (99.1% Cl, 0.58—0.96)
0 L L USRS = —| P=0.002
0 3 6 9 12 15 18 21 24 27 30 33 36 39 47
Months
No. at Risk
Nivolumab+chemotherapy 321 293 253 203 163 133 92 60 40 26 12 4 1 1 0
Chemotherapy 324 281229171131 93 56 41 23 9 5 2 1 0 O

Doki et al, N Engl J Med 2022 Vol. 386 Issue 5 Pages 449-46

A Overall Survival in Patients with Tumor-Cell PD-L1 Expression of 21%

100 12-Mo Median Overall
n 90 verall survival No. of Survival
3 807 | Patients  (95% Cl)
w70 |
& 60 ' "
° 50 , Nivolumab+ Nivolumab+ 158  13.7 (11.2-17.0)
¥ 40 | ipilimumab Ipilimumab
= 157 9.1 (7.7-10.0
PDL1TPS 21% 5 30 ! _Ehemotherapy ( )
E 20 ! Hazard ratio for death, 0.64
a 104 : Chemotherapy (98.6% Cl, 0.46-0.90)
0 T T T f T T T T T T T T 1 P=0.001
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at Risk
Nivolumab+ipilimumab 158 136 116 98 39 63 50 40 31 20 11 9 4 O
Chemotherapy 157 135105 72 52 36 21 12 8 4 2 1 1 0O
B oOverall Survival in the Overall Population
100 12-Mo Median Overall
w90 verall survival No. of Survival
§ 80 : Patients  (95% Cl)
© 70+ |
£ 5 | mo
o |
. z 50 Nivolumab+ Nivolumab + 325 12.7 (11.3-15.5)
ALL Patients E" 404 b ipilimumab Ipilimumab
T 304 i Chemotherapy 324  10.7 (9.4-11.9)
I
% 20+ ! i Hazard ratio for death, 0.78
a 104 ! Chemotherapy (98.2% Cl, 0.62-0.98)
0 T Tt T T T T T T T T P=0.01
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at Risk
Nivolumab+ipilimumab 325 274 232191 166 129 97 77 55 33 22 12 & O
Chemotherapy 324 281 229171131 93 56 41 23 9 5 2 1 O




KEYNOTE 181: Pembro improves OS vs.
chemoin ESCC with PD-L1 210 and trend

Select Phase 3 Studies with 10 Agents in Later Lines in
Advanced ESCC

toward better OSin all ESCC

RATIONALE 302: Tislelizumab
improves OS vs chemo

ATTRACTION 3: Nivolumab improves
OS compared to chemo in ESCC

ESCORT-1: Camrelizumab improves
OS compared to chemo in ESCC

100 LOCRTRS E":;::m 12-month rate
90 100 — Nivolumab  Chemotherapy

=y 90 | = Pembrolizumab - Y 2 N=20)
= —— Chemotherapy O 623 % Median OS, months (95% CI) | 109(9.2,133) | 85(7.3,9.9)
Tz 80 ag O N 51.8 g 8o Lt L LAl ) 135(d53%) 174 (58.4%)

2% W2 < p-value pei
= 70 es o : 374 2 ™4 12.0 (11.0-13.3)
2 2% 50 ’ 7 60
S 604 35 23.7 . £ 0.0.70 (95% CI, 0.56-0.88)
) g 40 L ?, 50 [ g-rank P = 0.001

a3 L 3
o 50 30 5 40 2
= 20 i, Tislelizumab T @
; 40 + o __ Chemotherapy g bt g
2 3] e g n- &
5 0 T 1 T T 10 2
S 204 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
© _ , : :
o 104 Time (months) 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54

Hazard ratio for death, 0.78 (95% Cl, 0.63 to 0.96) ks Ansiyls Set: ITT Time (months)
T T T T 1 T T T T T T T T T T 1 Sy N 48 a3 . Months
0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34 Chemotherapy

brapy 208 294 285 260

218 180 128 89
249 203 161 110 72

. 298 289 275
Time (months)

However, patients were immunotherapy naive in these studies.
As such, these results are largely irrelevant when 10 agents are used in 1%t line setting.

Kato K et al. Lancet Oncol. 2019;20(11):1506-1517; Shen Let al. ASCO 2021. Abstract4012; Chin K et al. ASCO Gl 2021. Abstract 204.



Approach to Advanced ESCC

Biomarker Selection

Pembrolizumab plus chemotherapy

Definitely for PD-L1 CPS 210

KEYNOTE-590

2" |ine+
Pembrolizumab

PD-L1 CPS 210
(No prior IO therapy)

FDA approved for all
1% line Nivolumab plus chemotherapy Higher activitly\:(i):le;DL 1 TPS >1% CheckMate 648
(if n'\:)i’:l :I:PZ:OOTI'\L';::;:; ::::i‘ia:igte) Higher activitI\\:(i)r:1 (Ie?DLl TPS >1% CheckMate 648
Nivolumab None ATTRACTION-3

(No prior IO therapy)

KEYNOTE-181
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Adjuvant Nivolumab Tackles Systemic Recurrences

CheckMate 577: Study Design

* CheckMate 577 is a global, phase 3, randomized, double-blind, placebo-controlled trial?

Key eligibility criteria
« Stage II/11l EC/GEJC n =532 Nivolumab

. Ader?ocarcinoma or squamous cell 240 mg Q2W x 16 weeks Primary endpoint:
carcinoma N =794 then 480 mg Q4W . DFS®

« Neoadjuvant CRT + surgical resection
(RO,® performed within 4-16 weeks
prior to randomization)

Secondary endpoints:
« OSf
« OSrateat 1, 2, and

« Residual pathologic disease

- 2ypT1 or > ypN1 sz\fbfzt:vieks 3 years
« ECOG PS 0-1 n =262 then Q4W

Stratification factors

* Histology (squamous vs adenocarcinoma) o
Pathologic lymph node status (= ypN1 vs ypNO) 29% SCC Total treatment duration
Tumor cell PD-L1 expression (= 1% vs < 1%c) 72% PDL1 TPS <1% of up to 1 yeard

» Median follow-up was 24.4 months (range, 6.2-44.9)¢
» Geographical regions: Europe (38%), US and Canada (32%), Asia (13%), rest of the world (16%)

Kelly et al, NEJM 2021 (384): 1191-203




Adjuvant Nivolumab Prolongs Disease Free Survival

Disease Free Survival by Histology Treatment Related Adverse Events
100+

90+

80+

T o AEs Leading to treatment discontinuation 9% 3%
'Té 60 Serious adverse events 8% 3%
% zz: Any grade >3 TRAE 13% 6%
% 304 Grade >3 fatigue 1% <1%

20 Placebo SCC

10+

0 T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Months

TS | 5/20/2021: FDA approves 1 year of adjuvant

Median DFS 22.4mo 11.0mo nivolumab for patients with residual disease at

Median DFS SCC 29.7mo 11.1mo resection pOSt ChemORT.
HR 0.61 (95% Cl, 0.42-0.88)

Kelly et al, NEJM 2021 (384): 1191-203



Ongoing Select 10 Trials for Early-Stage Upper Gl Cancers

Study Name and/or . Planned #

KEYNOTE 585 Double-blind study of perioperative pembrolizumab vs. placebo plus

NCT03221426 chemotherapy in resectable gastric and GEJ adenocarcinoma 1007 Global

Double-blind, placebo-controlled study of perioperative FLOT

MATTERHORN ! _ _
chemotherapy with durvalumab vs. placebo in resectable gastric or 900 Global
NCT04592913 GEJ adenocarcinoma
KEYNOTE-975 Double-blind, placebo-controlled study of pembrolizumab vs. placebo 600 Global
NCT04210115 in esophageal carcinoma treated with definitive chemoradiation
EA2174 Peri-operative Nivolumab and Ipilimumab in patients with locoregional
NCT03604991 esophageal and gastroesophageal junction adenocarcinoma treated 278 USA

with neoadjuvant chemoradiation

Double-blind, placebo-controlled study of atezolizumab with or
without tiragolumab (anti-TIGIT antibody) vs. placebo in unresectable 750 GLobal
ESCC after definitive chemoradiation

SKYSCRAPER-07
NCT04543617
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JAMA Oncology | Brief Report

Assessment of Pembrolizumab Therapy for the Treatment

of Microsatellite Instability-High Gastric or Gastroesophageal
Junction Cancer Among Patients in the KEYNOTE-059,
KEYNOTE-061, and KEYNOTE-062 Clinical Trials

[A] Al patients in KEYNOTE-061 Patients with MSI-H tumors in KEYNOTE-061

1007

100
80 20
® =2
= = Pembrolizumab
= 604 = 604
2 z
ES o
F 404 = 40
:
3 Pembrolizumab &
201 20
Chemotherapy Chemotherapy
0 T T T T T | 1] T T T T T
1] 6 12 18 24 30 36 1] 6 12 18 24 30 36
Time, mo Time, mo
No. at risk No. at risk
Pembrolizumab 296 155 101 53 16 i} ] Pembrolizumab 15 12 11 3 3 0 0
Chemotherapy 296 181 23 36 12 i} 0 Chemotherapy 12 8 3 1 0 0 0

[ €] Al patients in KEYNOTE-062 [D] Patients with MSI-H tumors in KEYNOTE-062

100 100
B0 204
= =
ERIE £ &0
£ & Pembrolizumab
= 3
a @
ZF 404 = 404
= Pembrolizumab T
=> =
=] <]
201 204
Chemaotherapy Chemotherapy
0 T T T T T T 1 [u] T T T T T 1
1] [ 12 18 24 30 36 42 i} 6 12 18 24 30 36 43
Time, mo Time, mo
No. at risk No. at risk
Pembrolizumab 256 162 120 94 59 23 4 0 Pembrolizumab 14 13 11 10 9 4 2 ]
Combination 257 194 136 88 52 17 5 1] Combination 17 12 12 12 9 4 1 ]
Chemotherapy 250 192 114 75 38 15 2 0 Chemotherapy 19 13 9 7 4 3 0 0

Chao et al, JAMA Oncol. 2021,7(6):895-902



NEONIPIGA: Study Design

NEO-ADJUVANT treatment
6 cycles = 12 wks

ADJUVANT

treatment
9 cycles = 9 mo

Patients with resectable
MSI-H/dMMR EGA
cT2-T4, Nx, Mo

FOLLOW-UP

NIVOLUMAB

240 mg q2w (30 min IV)
B

IPILIMUMAB
1 mg/kg qéw (30 min IV)

NIVOLUMAB

480 mg q4w (30 min IV)

C1 Cc2 C3 C4 €5 C6
Nivolumab | Nivolumab | Nivolumab | Nivolumab | Nivolumab | Nivolumab
+ +
Ipilimumab Ipilimumab

q2mo for 2 years
then

qémo until 5 years
from inclusion

Primary endpoint: path CR Rate

Presented by Thierry Andre et al, GI ASCO 2022




Pathological Outcomes

m] - Treatment
E e - * - - Neoadjuvant
) ] * - Adjuvant
Patients (n = 29), = A
Characteristic No. (%) TS . * -
e e———— -
O @ e— “ Surgery
TRG Becker = R P o TRG 1a
|l —2 “ + TRG 1b
H . = —
TRG 1la: complete tumor regression without 17 (59) SN B ——4 " J:g;
. © — -
residual tumor aly ——— * :
] — L 2 -«
. *
TRG 1b: < 10% residual tumor per tumor 4 (14) o . - E“E‘)"“:h"ea‘me“
eal
bEd - —— hd « Treatment of the study received entirely
. - : 4 Adverse event
TGR 2: 10% J[O 50% I'ESIdua| tumOr 2 [:7) * CPS < Investigator's decision
g I ’ W-<5 Still on treatment
TRG 3: = 50% residual tumor cells 6 (21) o =5 " Second tumer discovered
EJ WID 2‘0

Time Since Neoadjuvant Treatment (months)

Stage Nonmetastatic patient Metastatic patient

Andreet al, JCO 2022; https://doi.org/10.1200/JC0.22.00686



Remaining Questions about MSI-H/dMMR Tumors

* Can we move |O into first line and omit chemotherapy in the treatment
of advanced disease?

* Can we omit chemotherapy, radiation and/or surgery in the treatment of
early stage disease?
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HER2+ Upper Gl Adenocarcinomas

15-20% of gastroesophageal adenocarcinomas (GEA) are HER2+.

HER2 testing is indicated for locally advanced and inoperable,
recurrent, or metastatic tumors.

* No data to support targeting Her2 in early stage disease.
* In advanced disease, HER2 expression can change over time.

* Concurrent alterations in other signaling cascades and changes in
HER2 expression changes can affect therapeutic options.



TOGA Trial: Trastuzumab in 1st LINE

f TOGA Trial Design \ ﬂ-lERz IHC 3+ or IHC 2+/FISH-|\

Events Median HR (95%Cl)
overall

Patients with T riae
Advanced HER2+ 02_ L"—‘. \ —— Trastuzumab 120 160 065 (0-51-0.83)
1 0-84 v N lus chemothera
GaStrlc cancer i I"..l = —Ehemother;pyal?ne 136 118
2 .
E 0-6 \ﬁ —
- N
R
R i Wi
02 '
_ _ 5FU/Cisplatin 0 anl e T
oFU/Cisplatin + R e  E EE R EEEEE.
(N=182) Trastuzumab R Time (months)

(N:167) Trastuzumabplus 228 218 196 170 142 122 100 84 65 51 39 28 20 12 11 5 4 1 0O

chemotherapy
Chemotherapy 218 198 170 141 112 96 75 53 39 28 20 13 11 4 3 3 0 O O
alone

Bang YJ, et al. Lancet. 2010;376:687-697




Other Attempts to Target Her2 in GEA

5FU/Gis 11.1 HR 0.74
1
(e 5FU/cis + Trastuzumab 13.8 b < 0.001
| XELOX 10.5 HR = 0.91
1St L 2
“ 945 YELOX + Lapatinib 12.2 0 = 0.34
5FU/cis + trastuzumab 14.2 HR = 0.84
3
i1 780 BEU/cis + trastuzumab + pertuzumab ~ 17.5 0 = 0.0565
] Paclitaxel 8.9 HR = 0.54
4
U7 261 poclitaxel + lapatinib 11.0 0 =021
T-DMA 7.9 HR = 1.14
nd | inQes 5
2nd Line GATSBY 415 Taxane 8.6 0 =0.31
T-ACTS o1 Paclitaxel 9.95 HR = 1.23
| (Phase 2) Paclitaxel + Trastuzumab 10.20 p=0.199

Bang Y], et al. Lancet. 2010;376:687-697, Hecht et al, J Clin Oncol 2016 Feb 10;34(5):443-51; 3Tabernero et al, Lancet Oncol. 2018 Oct;19(10):1372-1384; *Satoh et al,
J Clin Oncol 2014 Jul 1;32(19):2039-49; °Thuss-Patience et al, Lancet Oncol. 2017 May;18(5):640-653; ®Makiyama et a, J Clin Oncol. 2020 10;38(17):1919-1927



Tumor Heterogeneity And Evolution:
A Challenge for Precision Oncology

Concurrent Genomic Alterations
Influence Anti-HER2 Efficacy

B ERBB2" Top quartile of expression (n = 13)
B ERBB2* / Unaltered RTK/RAS/PI3K (n = 24)
W ERBB2* / Altered RTK/RAS/PI3K (n = 9)
W ERBB2 (n=4)

100
P =5.84e-9

80 -

60 -

40 -

20 -

Progression-free survival (%)

0 5 10 15 20 25 30 35
Months on trastuzumab

HR (Cl) Longer PFS Shorter PFS P

13.7 (3.1-60.1) } 5 { <0.001
2.23 (1.1-4.6) —f— 0.029
0.42 (0.2-0.9) 0.022

02 05 1 2 5 10 20 50

Changes in Her2 Expression Over Time

on Anti-Her2 Therapy

14/43 patients with loss of Her2
expression after trastuzumab

—h Persistent of HER2

=k. Loss of HER2

Progression free survival (%)

o
]
w
&

Months

Fig.3 Impact of HER2 status changes on progression-free survival in
patients treated with second-line T-DM1 therapy

HER2-positive rates in available
paired samples (n=16)

31%

Before 1st Before
line therapy  T-ACT study

Level in Her2 Expression Over Time on

Anti-Her2 Therapy

=
S 14 —— High HER2 cell staining
-8 Low HER2 cell staining
=1
© HR, 0.46; 95% Cl, 0.29 to 0.73
= 054 P= 001022
<
=
W
=
E T T T T T T T
S 0 12 24 36 48 60 72 84
Time (months)
, No. at risk
| High 46 a3 13 7 6 4 3 0

i Low 79 32 12 3 0 ] 0 o
i

=
=
g 1 —— High HER2/CEFP17 amplification ratio
g Low HERZ/CEP17 amplification ratio
o HR, 0.36; 85% Cl, 0.21 to 0.59
'S 05 P-59:-05

E]
w
©

e

g T T T T T T T
o 0 12 24 36 48 60 72 84

Time (months)

No. at risk

High 46 33 13 8 ] 4 3 o

Low 69 29 1 2 o 0 V] o

Janjigian et al, Cancer Discovery 2018 (8): 49-58

Sukawa et al, Abstr 4029, 2018 ASCO Meeting
Seo et al, Gastric Cancer 2019(22):527-535

Haffner et al, JCO 2021(39): 1468-1478




Trastuzumab Deruxtecan: Mechanism of Action

Proprietary Drug-Linker

N\ /7 :
s ,

0 ey
l I "{ [ ; b

¥ Cysteine residue

Drug-Linker -

F
Conjugation chemistry N 1

The linker is connected to cysleine residue Proprietary Payload (DXd)
~ o1 the snody | DX-8951 derivative




DESTINY Gastric-01: Study Design

\

Experimental: trastuzumab deruxtecan
(IV infusion every 3 weeks)

R
2:1
Locally advanced or metastatic Active comparator: physician’s choice of irinotecan 150
gastric cancer mg/m? biweekly or paclitaxel 80 mg/m?weekly
Progression on 2 2 lines of therapy /
Measurable disease per RECIST Exploratory: trastuzumab deruxtecan
N =220 (IV infusion every 3 weeks) in = 20 patients with naive
i i HER2 IHC 2+/ISH- disease
100% in Asia
Endpoints: Exploratory: trastuzumab deruxtecan

Primary: ORR by central review (IV infusion every 3 weeks) in = 20 patients with naive
_ _ _ HERZ2 IHC 1+ disease

Secondary: percentage of subjects in experimental and

active comparator groups with PFS, OS, DCR, TTFm

Cmax: AUCIast. AUCD-21

Stratification: country, ECOG PS, HERZ2 status

Shitaraet al, N EnglJ Med 2020;382:2419-30



DESTINY-Gastric-01: Efficacy Results

Diameters From Baseline

Best Percentage Change in Sum of BestPercentage Change in Sum of
Diameters From Baseline

Best Percentage Change from Baseline in Tumor Size for Individual Patients
100 - T-DXd

80 . Kaplan-Meier Analysis of OS
60 | ORR 51.3%
40 4
20
0 -
20
40 4
50 4
B0 4
-100 - Patients (n = 117)

100 _ Number of Deaths/ Median Duration

Number of Patients (95% CI), months
T-DXd? 84/125 12.5(10.3-15.2)
PChbe 49/62 8.9(6.4-10.4)
HR (95% Cly* 0.60 (0.42-0.86)

80 _

1

100 - PC 7 | — T-DXd

60 _

40

OS (%)

80 —PC

60 - ORR 14.3% 0ol . . . . . . . . . .
40 | 0 3 6 9 12 15 18 21 24 27 30
20 - Subjects Time, Months

0 J atrisk, n
-20 4 T-DXd 125 115 100 7 62 36 19 1 5 2 0
40

PC 82 54 39 30 17 8 6 1 1 0 0
B0 -

80 | As in the primary analysis (101 OS events; 54.0% maturity), in this updated analysis (133 OS events; 71.1% maturity),
100 Patients (n = 52) T-DXd showed superior antitumor activity compared to PC

Shitara et al, NEJM 2020 (382):2419-2430



DESTINY-GastricOl: Safety Results

» Grade 23 AEs occurred in 85.6% of T-DXd patients
versus 56.5% with PC
— The most common were decreased neutrophil count

(51.2% vs 24.2%), anemia (38.4% vs 22.6%), and
decreased white blood cell count (20.8% vs 11.3%)

» 16 patients (12.8%) had T-DXd-related
ILD/pneumonitis, as determined by an independent
adjudication committee

— There were 13 grade 1 or 2, 2 grade 3, 1 grade 4, and no
grade 5 events

— There were 4 |LD/pneumonitis events since the primary
analysis; 1 grade 1 and 3 grade 2

— Among the 16 total ILD/pneumonitis events, the median
time to first onset wa(range, 36-638)
— There were no ILD/pneumonitis events in the PC arm

* There was 1 T-DXd-related death from pneumonia (non-
ILD), as reported in the primary analysis

* There were no AE-related deaths in the PC arm

T-DXd PC Overall

n=125 n =62

Grade Grade
Preferred Term, % Any 3 4 Any 3 4
Neutrophil count
decreased” 64.8 38.4 12.8 355  16.1 8.1
Nausea 63.2 5.6 0 46.8 1.6 0
Decreased appetite 60.8 16.8 0 45.2 12.9 0
Anemia‘ 57.6 38.4 0 30.6 21.0 1.6
Platelet count
decreased? 40.0 9.6 1.6 6.5 1.6 1.6
White blood cell count
decreased® 38.4 20.8 0 35.5 8.1 3.2
Malaise 34.4 0.8 0 16.1 0 0
Diarrhea 32.8 2.4 0 32.3 1.6 0
Vomiting 26.4 0 0 8.1 0 0
Pyrexia 24 8 0 0 16.1 0 0
Constipation 24.8 0 0 24.2 0 0
Lymphocyte count
decreased' 23.2 7.2 4.8 3.2 1.6
Alopeca 22.4 0 0 145 0 0
Fatigue 216 7.2 0 24.2 3.2 0

AE, adverse event; ILD, interstitial lung disease; PC, physician's choice; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent AE
No additional TEAEs were observed in 220% of patients receiving PC. *There were no grade 5 events. ®includes preferred terms “neutrophil count decreased” and “neutropenia.” dncludes preferred terms "hemoglobin decreased,” “red blood cell count decreased,” “anemia,”
and “hematocrit decreased.” “includes preferred terms “platelet count decreased” and “thrombocytopenia.” ¢includes preferred terms “leukopenia” and “white blood cell count decreased.” Includes preferred terms “lymphocyte count decreased” and “lymphopenia.”

Shitara K et al. J Clin Oncol. 2020:38:4513

Presented at ASCO GI 2022 by Kensei Yamaguchi, MD



FDA Approval

1/15/2021: FDA approved fam-trastuzumab deruxtecan-nxki (Enhertu,
Daiichi Sankyo) for adult patients with locally advanced or metastatic
HER2-positive gastric or gastroesophageal (GEJ) adenocarcinoma who
nave received a prior trastuzumab-based regimen.

Patient Selection for Locally Advanced or Metastatic Gastric Cancer Select patients with
locally advanced or metastatic gastric cancer based on HER2 protein overexpression or
HER2 gene amplification. Reassess HER2 status if it is feasible to obtain a new tumor
specimen after prior trastuzumab-based therapy and before treatment with ENHERTU.




DESTINY-Gastric 02: Study Design

Key eligibility criteria Primary endpoint
_ « Confirmed ORR by
- Pathologically documented, ICR
unresectable or metastatic
gastric or GEJ cancer

Secondary endpoints®

- Centrally confirmed HERZ2 ey 6.4 mg/kg Q3W « PFSbyICR
positive disease (defined as IHC - OS
3+ or IHC 2+/ISH+) on biopsy « DOR by ICR

after progression on first-line « Safety and tolerability

trastuzumab-containing regimen
- ECOGPS0Oor1

« DESTINY-Gastric02 is the first study focused only on second-line T-DXd monotherapy in Western patients with HER2+
gastric/GEJ cancer who have progressed on a trastuzumab-containing regimen
« ltis the follow-on study to DESTINY-GastricO1, which evaluated T-DXd third-line or later in Asian patients’
Patients were enrolled in Europe (Belgium, Great Britain, Italy, Spain) and the United States (data cutoff: April 9, 2021)

2" line study; Western patients
Her2 status confirmation after progression

Presented by Eric Van Cutsem, MD at ESMO 2021



DESTINY-Gastric 02: Efficacy and Safety Results

Best % Change in Sum of Diameters

from Baseline

-1007

T-DXd 6.4 mg/kg

7 (N =79)2

407

20 -~

-207

n (%
40 (%)

-60

-80

2(2.5)

Drug-Related ILD/Pneumonitis

3(3.8)

1(1.3) 6 (7.6)

Median time to onset of adjudicated drug- related ILD.’pneumonltls was 80.5 days
(range, 53-85 days), with a median duration of 38.0 days (range, 15-142 days)

83% of adjudicated drug-related ILD/pneumonitis cases were low grade (Grade 1-2)

Confirmed ORR: 38% (95% CI, 27.3-49.6)

Subjects

ORR 38%; DOR 8.1 months; DCR 81%; PFS 5.5 months

Presented by Eric Van Cutsem, MD at ESMO 2021




Ongoing Studies with T-DXd

* DESTINY-Gastric-04 (NCT04704934):

Phase 3 Study of Trastuzumab Deruxtecan vs. Ramucirumab &
Paclitaxel in patients With HER2+ Advanced G/GEJ adenocarcinoma
that has progressed on 1 line of therapy.

* DESTINY-Gastric-03 (NCT04379596):

Phase 1/2 study of Trastuzumab Deruxtecan monotherapy and
combinations (chemo, 10) in advanced HER2+ gastric cancer.



Immunotherapy for Her2+ GEA: Keynote 811

Patients

« Advanced G/GEJ Pembrolizumab 200 mg IV Q3W
adenocarcinoma + Gual Primary End Points \
* No priortherapy in Trastuzumab and FP or CAPOX? + OS
advanced setting T i BF eles + PFS (RECIST v1.1 per BICR)
* HER2-positive Secondary End Points
*+ ORR (RECIST v1.1 per BICR)
Stratification Factors Placebo IV Q3W « DOR (RECIST v1.1 per BICR)
+ Geographic region +  Safety
+ PD-L1CPS Trastuzumab and FP or CAPOX? \ /

+ Chemotherapy choice

for up to 35 cycles

aTrastuzumab dose: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP dose: 5-fluorouracil 800 mg/m? 1V on D1-5 Q3W + cisplatin 80 mg/m? IV Q3W. CAPOX dose: capecitabine 1000 mg/m? BID on D1-14 Q3W +

oxaliplatin 130 mg/m2 IV Q3W.
BICR, blinded independent central review; CPS, combined positive score (number of PD-L1-staining cells [tumor cells, lymphocytes, macrophages] divided by the total number of viable tumor cells, multiplied by 100).

Protocol-Specified First Interim Analysis:
Timing: when the first 260 participantsreach >8.5 months of follow-up

Objective: Evaluate overall response rate (ORR)
Superiority boundary: p=0.002 (one sided)
Data cut off 6/17/2020 (434 participants enrolled)

Presented by Janjigian et al, ASCO 2021



KEYNOTE 811: Interim Analysis Results

Change from basaine (%)

Change from baselne (%)

ORR 74.4% Pembro Placebo
(N=133) (N=131)
0
ORR 4.4% p=b.60005
CR 11 % 4%
DCR 96.2% 89.3%
DOR 10.6 mo 9.5mo

ORR: objective response rate; CR: complete response; DCR: disease control rate; DOR:
duration of response

5/5/2021: pembrolizumab received accelerated
ORR 51.9% FDA approval in this setting

» Final analysis pending.
» Does PD-L1 expression matter?
» Benefit from |0 beyond 1% line in Her2+ tumors?

Janjigian et al, Nature. 2021 Dec;600(7890):727-730
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Claudin 18.2

Clliated cell Four types of TJ proteins
A, Mucous layu » occludin 4span
| Nonclliated cetl » tricellulin 4span
s e » claudins (-1 to -24) 4span
= EXY ohist oo Paracellular » JAM ('A to ‘c) 15pan

FAST: Arandomised phase Il study of zolbetuximab (IMAB362)

plus EOX vs EOX alone for first-line treatment of advanced
CLDN18.2 positive gastric and gastro-oesophageal adenocarcinoma

pathway

Capillaries

Uipid bilayer

 Member of claudin family of proteins

 Component of tight junctions

* Expressionin many cancers

* Not expression in healthy tissues, except
for stomach mucosa
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Sahin et al, Ann Oncol. 2021 May;32(5):609-619




FGFR2: Overexpression or Amplification

Key Eligibility Criteria

No prior therapy for unresectable, locally
advanced or metastatic gastric/GEJ
adenocarcinoma N

RECIST v1.1 evaluable disease

FGFR2b overexpression and/or
FGFR2 gene amplification

Not HER2-positive

Stratification Factors

\/
+ Geographic region

« Single dose of FOLFOX while screening
Prior perioperative chemotherapy

Randomization

Bemarituzumab*
+ mFOLFOX6
(n=77)

Primary endpoint
PFS

Secondary endpoints
Placebo + - OS
mFOLFOX6 Response rate

(n=78)

Statistical Plan

Trial initially designed as registrational Phase 3 (n=548) with 2-sided a 0.05
Amended after enrolling n = 155 to a proof-of-concept Phase 2 with pre-specified
statistical assumptions of:

+ Hierarchical sequential testing: PFS, then OS/ORR
+ 284 events to demonstrate benefit at a HR<0.76 for PFS at 2-sided a of 0.2

Addition

ITT* (N =155

1.00
0.75

0.50

0<25<

Probability of Survival

of Bemarituzumab Showed a +5.7 Month Improvement in Median OS

OS Median (95% CI
Bema: 19.2 (13.6-NR)
Pbo: 13.5 (9.3-15.9)

HR: 0.6 (0.38-0.94)
o.oo~\

IHC 2+/3+ >5% (N = 118)

IHC 2+/3+ >10% (N = 96)

OS Median (95% Cl)
Bema: NR (13.8-NR)
Pbo: 12.5 (8.8-15.0)

HR: 0.52 (0.30-0.91)

OS Median (95% Cl
Bema: 25.4 (13.8-NR)
Pbo: 11.1 (8.4-13.8)
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0 3 6

Number at risk

Bema 77 68 63
Placebo 78 68 58

9

51
L

12 15 18 21 24 27 0 3 6

Months

Number at risk
45 39 28 14 4 0 58 51 47
3 25 13 5 2 0 60 51 44

40
33

12 15 18 21 24 27
Months

Number at risk

3% 32 23 12 4 0 44 40 36 31 27 24 19 10 3 0
25 17 10 5 2 0 52 43 37 26 19 12 7 4 2 0

*ITT = includes 149 patients with IHC 2+/3+ and 6 with IHC <2+ or not available who were enrolled based on ctDNA alone.

NR, not reached.

Median Follow-up 12.5 months

Presented by Catennacci et al, ASCO 2021

*Based on February, 28" 2021 data cut



Summary and Future Directions

e PD-L1 CPS, MSI/dMMR, Her2 are established biomarkers in upper Gl cancers.
* Treatment selection utilizing these biomarkers results in better efficacy.

* There are a number novel agents and biomarkers in development.

* Further validation is needed.

e Potential for biomarker overlap in the same tumor.

* We will need to learn how to prioritize, combine and sequence treatments based
on efficacy and toxicity profiles.
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