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At Least 3 Distinct Diseases
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e CheckMate 577

CheckMate 577 study design

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

Key eligibility criteria

- Stage II/Ill EC/GEJC Primary endpoint:

, n =532 Nivolumab * DFSe
. Ader.iocarcmoma or squamous cell — 240 mg Q2W x 16 weeks
carcinoma N = 794 then 480 mg Q4W Secondary endpoints:
+ Neoadjuvant CRT + surgical resection . OSf
(RO,° performed within 4-16 weeks prior  OSrate at 1, 2, and
to randomization) 3 years

» Residual pathologic disease

- 2ypT1or > ypN1 Placebo Exploratory endpoints
+ ECOG PS 0-1 - QZyyiiGeeks included:
n =262 then Q4W
Stratification factors * Safety
» Histology (squamous versus adenocarcinoma) * DMFSe
+ Pathologic lymph node status (= ypN1 versus ypNO) Total treatment duration * PF52"
« Tumor-cell PD-L1 expression (> 1% versus < 1%°) of up to 1 yeard * QoL

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

aClinicalTrials.gov. NCT02743494; bPatients must have been surgically rendered free of disease with negative margins on resected specimens defined as no vital tumor present within 1 mm of the proximal, distal, or
circumferential resection margins; °< 1% includes indeterminate/nonevaluable tumor cell PD-L1 expression; Until disease recurrence, unacceptable toxicity, or withdrawal of consent; ®Assessed by investigator, the
study required at least 440 DFS events to achieve 91% power to detect an average HR of 0.72 at a 2-sided a of 0.05, accounting for a prespecified interim analysis; fThe study will continue as planned to allow for future
analysis of OS; 8DMFS is defined as the time between randomization and the first distant recurrence or death, whichever occurs first; hPFS2 is defined as the time from randomization to progression after the first
subsequent systemic therapy, initiation of second subsequent systemic therapy, or death, whichever is earlier; 'Time from randomization date to clinical data cutoff (May 12, 2020).

Kelly RJ, et al. N Engl J Med 2021;384:1191-1203.



Disease-free survival (DFS)

Nivolumab Placebo
100 (n=532) (n=262)
Median DFS, mo 22.4 11.0
30 - (95% Cl) (16.6-34.0) (8.3-14.3)
HR (96.4% Cl) 0.69 (0.56-0.86)
— P value 0.0003¢
&\"’_ 60 —
@ Nivolumab
O 40 -
20 - Placebo
0 | | | | | | | | | | | | | | |
0 3 6° 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
No. at risk
Nivolumab 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
Placebo 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

Nivolumab provided superior DFS with a 31% reduction in the risk of recurrence or death and a doubling
placebo

in median DFS versus

aper investigator assessment; P6-month DFS rates were 72% (95% Cl, 68-76) in the nivolumab arm and 63% (95% Cl, 57-69) in the placebo arm; <The boundary for statistical significance at the

prespecified interim analysis required the P value to be less than 0.036.
Kelly RJ, et al. N Engl J Med 2021;384:1191-1203.

CheckMate 577
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First-line Pembrolizumab Plus
Chemotherapy Versus Chemotherapy in
Advanced Esophageal Cancer: Longer-
term Efficacy, Safety, and Quality-of-life
Results From the Phase 3 KEYNOTE-590
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KEYNOTE-590 Study Design (NCT03189719)

Pembrolizumab 200 mg IV Q3W for <35 cycles

o+
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?
+ECOGPS Oor1 -
» Measurable disease (RECIST v1.1) Chemotherapy
' 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
« ESCC vs EAC
*ECOG PSO0vs 1

aSaline IV Q3W for =35 cycles. All treatments were continued for the specified number of cycles or until disease progression, intolerable toxicity, withdrawal of consent, or physician decision; EAC,
esophageal adenocarcinoma; GEJ, gastroesophageal junction, ESCC, esophageal squamous cell carcinoma; Data cutoff: July 9, 2021.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Survival: All Patients

No.

HR
Events (95% CI)
| Pembro + Chemo 81% 0.73
Chemo 90% (0.63-0.86)
| i 12-mo rate
i 551% :24-mo rate
' 39% 126%
: 116%
i § Median (95% Cl)
| ’ ; 12.4 mo (10.5-14.0)
: ; 9.8 mo (8.8-10.8)
L] 1 L] i 1 L 1 i L L 1 1 1 ) 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
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 O

Data cut-off: July 9, 2021.

HR
100+ Events (95% Cl)
90 - Pembro + Chemo 83% 0.64
Chemo 90% (0.55-0.75)
80 -
704 112-
5122552 giate 124-mo rate
60 - 112% 112%
! i 3%
50 ¢
; Median (95% CI)
40 4 ; 6.3 mo (6.2-7.1)
5 5.8 mo (5.0-6.0)
30 §
20 -
10+ ;
0 L) I I E I I I E I I I I : I L}
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
376 278 172 62

79 58
36 22 15

o0 89 136 24 22 14 4 8 Z 0
100 8 2 2 2 414 1 0 0

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



OS: Pre-specified Subgroups

ESCC PD-L1 CPS 210 ESCC PD-L1 CPS 210
HR HR HR
Events  (95% CI) Events (959 CI) Events (95% Cl)
100 Pembro + Chemo 78% 0.59 100 Pembro + Chemo 80% 0.73 100 Pembro + Chemo  80% 0.64
90 Chemo 90% (0.45-0.76) 90 Chemo 89%  (0.61-0.88) 90 - Chemo 90%  (0.51-0.80)
80+ 80+ 80 -
70 i 12-mo rate 701 ' 70 - 1 12-
i | 55% 2249-(!/110 rate 50 ; g%;};}no e : gt;;;no rate ;210210 vate 24-mo rate
o H 0 N [ [ E
= e 15% S j 3% 17% 2 %0 37% it
o 50 o 50 3 = o 50 - :
o Median (95% Cl) o Median (95%Cl) O 5 Median (95% Cl)
404 13.9mo (11.1-16.0) 40- 1%-%”%?) ((2306251141%) 40 | 13.6 mo (11.1-15.2)
8.8 mo (7.8-10.5 : ' it L : .0-10.
30 ( ) 304 g 30 9.4 mo (8.0-10.7)
" N\MLMNMM.N_WL 204 5 i% 20 |
g ; I
10- T 10- § ' 10
0 T T T é T T T T T T T T T 1 0 T T T 2 T T T T T T T 1 1 1 0 T T T E T T T T T 1 1 1 1 1 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 4 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at Risk Time, months No. at Risk Time, months — Time, months
143 134 11996 78 63 57 48 42 38 33 19 12 7 1 0 274 258 221 175139115 99 83 73 62 53 32 17 11 4 3 186 175 151 125 100 81 73 62 55 48 42 25 15 8 1 0
143124 99 70 48 34 25 23 21 20 17 10 7 1 0 O 274 247 203 146 103 77 63 53 45 41 35 21 15 7 2 0 197 174 142 102 73 55 44 38 31 28 23 15 8 1 0

Data cut-off: July 9, 2021.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Survival: Adenocarcinoma

HR
B 100 S
100 Events (95% Cl)
90 1 Pembro + Chemo 85% 0.73 90 1
80 - Chemo 93%  (0.55-0.99) 30 -
70 4 i112-mo rate 70 1
: 502/0 1 24-mo rate
°\° 60 -1 i 43% i 25% °\° 60 1
- : t 15% N
v 50 : : »n 50
o : ; Median (95% Cl) L
40 ; i 11.6 mo (9.7-15.2) 0. 40 -
: E 9.9 mo (7.8-12.3)
30 - , g 30 A
20 - | 20
10 - I 10 |
0 I 1 L) ; I 1 1 i 1 I I I I L) 1 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at Risk Time, months No
99 90 74 60 48 40 31 26 24 20 18 12 5 1 0 O
102 o1 71 58 44 33 2t 22 15 11 @ 6 2 © O @

Data cut-off: July 9, 2021.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

HR
Events (95% CI)
Pembro + Chemo 83% 0.61
Chemo 89%  (0.45-0.84)
i 12-mo rate
i 27%
E12%
§ Median (95% Cl)
: 6.3 mo (6.0-8.1)
| 5.7 mo (4.1-6.2)
I I I i I I I 1 I I I I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
_ at Risk Time, months
99 78 54 25 2 15 11 § 9 5 4 2 1 0 ©
10273 45 17 10 8 4 2 1 0 © 0 O O @



Antitumor Response Summary

Pembro + Chemo Chemo

Best response, n (%) N =373 N =376

ORR, n (%) 168 (45.0) 110 (29.3)
Complete response 25 (6.7) 9(2.4)
Partial response 143 (38.3) 101 (26.9)
Stable disease 126 (33.8) 174 (46.3)
Disease control rate 294 (78.8) 284 (75.5)
Progressive disease 43 (11.5) 59 (15.7)
Not evaluable/no assessment 36 (9.6) 33 (8.7)

Median DOR (range), mo 8.3 (1.2+ to 41.7+) 6.0 (1.5+ to 34.9+)
2 24 months response duration, % 204 6.2

Data cut-off: July 9, 2021.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Nivolumab plus ipilimumab or nivolumab plus
chemotherapy versus chemotherapy as first-line treatment
for advanced esophageal squamous cell carcinoma: first
results of the CheckMate 648 study
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Abstract Number LBA4001



CheckMate 648 study design

* CheckMate 648 is a global, randomized, open-label phase 3 study?

Key eligibility criteria

* Unresectable advanced, recurrent or
metastatic ESCC

* ECOGPSO0-1

* No prior systemic treatment for
advanced disease

* Measurable disease

Stratification factors

» Tumor cell PD-L1 expression (= 1% vs < 1%)

* Region (East Asiac vs rest of Asia vs ROW)

* ECOGPS (Ovs 1)

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

@

NIVO 240 mg Q2W +

chemo (fluorouracil + cisplatin)d Q4We

NIVO 3 mg/kg Q2W +
IPI 1 mg/kg Q6W-e

Chemo (fluorouracil + cisplatin)? Q4We

N =970

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

e CheckMate 648

Primary endpoints:
* 0OS and PFSf (tumor cell PD-L1 > 1%)

Secondary endpoints:
* OS and PFSf (all randomized)

* ORRf(tumor cell PD-L1 > 1% and
all randomized)

aClinicalTrials.gov. NCT03143153; < 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;
dFluorouracil 800 mg/m2 IV daily (days 1-5) and cisplatin 80 mg/m2 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; fPer blinded independent central review (BICR); 8Time from last patient

randomized to clinical data cutoff.

15



e CheckMate 648

Overall survival: NIVO + chemo vs chemo

Primary endpoint (tumor cell PD-L1 > 1%)?

100 —ax
\-—\_‘ NIVO + chemo Chemo
90 ’\1 (n=158) (n=157)
Median OS, mo 15.4 9.1
80 12-mo (95% Cl) (11.9-19.5) (7.7-10.0)
e 70 4 rate HR (99.5% Cl) 0.54 (0.37-0.80)
E 60 58% P value < 0.0001
5 50 — )
w
o 40 -
| . ¥
() 1
2 30 - I
o 1
. NIVO + chemo
20 — 1
1
1
10 - 1
1
1
0 | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months
NIVO + chemo 158 143 129 105 88 70 53 36 22 16 4 2 0 0

100

90

80

70

60

50

40

30

20

10

All randomized?

T Q».Qk NIVO + chemo Chemo
- (n=321) (n=324)
‘%« Median OS, mo 13.2 10.7
7 (95% Cl) (11.1-15.7) (9.4-11.9)
— 12-mo HR (99.1% Cl) 0.74 (0.58-0.96)
rate
_ P value 0.0021
- 1
1
7 :
1
- 1
' NIVO + chemo
7 :
1
- 1 "
1
1
| | | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
321 293 253 203 163 133 92 60 40 26 12 4 1 1 0

e Superior OS with NIVO + chemo vs chemo in tumor cell PD-L1 > 1% and all randomized populations

— Tumor cell PD-L1 > 1%: 46% reduction in the risk of death and a 6.3-month improvement in median OS

— All randomized: 26% reduction in the risk of death and a 2.5-month improvement in median OS

aMinimum follow-up 12.9 months.
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CheckMate 648

PFS: NIVO + chemo vs chemo

Primary endpoint (tumor cell PD-L1 > 1%; per BICR)?

Progression-free survival (%)

No. at risk

NIVO + chemo

100 ¢

90
80
70
60 —
50
40 —
30
20
10 —

0

NIVO + chemo Chemo
(n=158) (n=157)
Median PFS, mo 6.9 4.4
(95% CI) (5.7-8.3) (2.9-5.8)
HR (98.5% Cl) 0.65 (0.46-0.92)
P value 0.0023
NIVO + chemo
Chemo

158

Months

107 75 47 29 18 10 8

I I I I
24 27 30 33 36

100
90
80
70
60
50
40
30
20
10

All randomized (per BICR)?

NIVO + chemo Chemo
(n=321) (n=324)
Median PFS, mo 5.8 5.6
(95% Cl) (5.6-7.0) (4.3-5.9)
HR (98.5% Cl) 0.81 (0.64-1.04)
P value 0.0355
NIVO + chemo
-a8D © ©
, Chemo \—o

1
}
}
i
3 6 9 12 15 18 21 24 27 30 33 36 39

Months

216 136 81 53 35 18 13 10 6 3 2 1 0

« Primary endpoint of PFS per BICR met in patients with tumor cell PD-L1 > 1%
» Prespecified significance boundary for PFS per BICR not met in all randomized patients

 Improved PFS per INVP with HR of 0.53 (95% CI, 0.41-0.69) in tumor cell PD-L1 > 1% and 0.69 (95% Cl, 0.58-0.83) in all
randomized populations

aMinimum follow-up 12.9 months; PExploratory analysis.
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Overall survival: NIVO + IPl vs chemo

CheckMate 648

Primary endpoint (tumor cell PD-L1 > 1%)? All randomized?
100 — NIVO + IPI Chemo 100 NIVO + IPI Chemo
90 4 &3 (n = 158) (n=157) 90 (n =325) (n=324)
X Median OS, mo 13.7 9.1 Median OS, mo 12.8 10.7
80 — (95% Cl) (11.2-17.0)  (7.7-10.0) 80 — (95% Cl) (11.3-155)  (9.4-11.9)
< 70 - 13:&0 HR (98.6% Cl) 0.64 (0.46-0.90) 70 — 12-mo HR (98.2% Cl) 0.78 (0.62-0.98)
—_— P value 0.0010 P value 0.0110
S 60 60 —
2
5 50 — 50 — |
[7,]
= 404 40 - |
o 1
3 30+ 30 E NIVO + IPI
20 _ 20 _ : Sive mra A mgsiive e - mya o0
1
10 10 | Chemo
1
0 I I 0 I I I f I I I I I I I I ]
0 3 6 0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months Months
NIVO + IPI 158 136 116 98 89 63 50 40 31 20 11 9 4 0 325 274 232 191 166 129 97 77 55 33 22 12 6 0

Superior OS with NIVO + IPI vs chemo in tumor cell PD-L1 > 1% and all randomized populations
— Tumor cell PD-L1 > 1%: 36% reduction in the risk of death and a 4.6-month improvement in median OS
— All randomized: 22% reduction in the risk of death and a 2.1-month improvement in median OS

aMinimum follow-up 12.9 months.
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Progression-free survival: NIVO + Pl vs chemo

Progression-free survival (%
g

No. at risk
NIVO +IPI

100 =

90 —

80 —

70 —

60 —

50 —

40 -

30

20 —

10

Primary endpoint (tumor cell PD-L1 > 1%; per BICR)?

NIVO + IPI Chemo
(n=158) (n=157)
Median PFS, mo 4.0 4.4
(95% CI) (2.4-4.9) (2.9-5.8)
HR (98.5% Cl) 1.02 (0.73-1.43)
P value 0.8958

12-mo
rate

26%

NIVO + IPI

158

3 6 9 12 15 18 21 24 27 30 33 36
Months
78 a8 38 31 18 14 13 8 7 4 2 0

All randomized (per BICR)?

CheckMate 648

100 =
NIVO + IPI Chemo
90 (n =325) (n=324)
80 Median PFS, mo 2.9 5.6
(95% CI) (2.7-4.2) (4.3-5.9)
70 HR (95% Cl) 1.26 (1.04-1.52)
60 P value Not tested
50 -
40 — 12-mo
rate
30 — 23%
—
20 — I
I NIVO + IPI
10 1 A A
1
1
0 I I I I I I I I I I I |
0 3 6 9 12 15 18 21 24 27 30 33 36
Months
325 149 86 65 52 31 22 18 13 10 5 2 0

Primary endpoint of PFS per BICR not met in patients with tumor cell PD-L1 > 1%

PFS per BICR not hierarchically tested in all randomized patients

Directionally improved PFS per INV? with HR of 0.83 (95% Cl, 0.64—1.07) in tumor cell PD-L1 > 1% and 1.01 (95% ClI,
0.85-1.21) in all randomized populations

aMinimum follow-up 12.9 months; PExploratory analysis.
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KEYNOTE-062 Study Design (ncTo2494583)

Key Eligibility Criteria
* Locally advanced,
unresectable or
metastatic gastric or
gastroesophageal
adenocarcinoma

* HER2/neu negative,
PD-L1-positive disease
(CPS 21)

*ECOGPS Oor1

Stratification Factors
* Region?®

* Locally advanced or
metastatic disease

* 5-FU or Capecitabine

Pembrolizumab 200 mg Q3W
for up to 35 cycles®

Pembrolizumab 200 mg Q3W.

(to 35 cycles)
+

Chemotherapy*

Placebo
+

Chemotherapy

Until unacceptable
toxicity, disease
progression, or
patient/physician

withdrawal decision

Primary endpoints: OS and PFS
Secondary endpoints: ORR, Safety

aEU/North America/Australia, Asia (South Korea, Hong Kong, Taiwan, Japan), Rest of World (including South America).

bAdministration of pembrolizumab monotherapy was not blinded.

¢Chemotherapy: Cisplatin 80 mg/m2 Q3W + 5-FU 800 mg/m2/d for 5 days Q3W or capecitabine BID d1-14 Q3W (Cisplatin may be capped at 6 cycles as per country guidelines).

Presented By Josep Tabernero at 2019 ASCO Annual Meeting



KN-62

[a] PD-L1CPS21

Overall survival, %

Jo. at risk (No. censored)

100+

801

HR, 0.91 (99.2% CI, 0.69-1.18);
noninferiority margin=1.2

Pembrolizumab

Chemotherapy

6 12 18 24 30 36 42
Time, mo

Pembrolizumab 256 (0) 162(0) 120(0) 94(0) 59(0) 23(25) 4(44) 0(55)
Chemotherapy 250(0) 192(0) 114(0) 75(0) 38(0) 15(18) 2(29) 0(32)

[c] pD-L1CPS21

Overall survival, %

Jo. at risk (No. censored)

100+
HR, 0.85 (95% Cl, 0.70-1.03);
P=.05
80+
601
40 -
Pembrolizumab and chemotherapy
20+
Chemotherapy
0 T T T T T T 1
0 6 12 18 24 30 36 42
Time, mo

Pembrolizumab 257 (0) 194(0) 136(0) 88(0) 52(0) 17(23) 5(44) 0(50)
and chemotherapy

Chemotherapy 250(0) 192(0) 114(0) 75(0) 38(0) 15(18) 2(29) 0(32)

PD-L1CPS210

100+

801

Pembrolizumab

Overall survival, %

HR, 0.69 (95% Cl, 0.49-0.97)

40.
20
Chemotherapy
0 T T T T T 1
0 6 12 18 24 30 42
Time, mo
82(0) 62(0) 52(0) 45(0) 32(0) 13(13) 0(31)
S0(0) 70(0) 42(0) 28(0) 16(0) 7 (8) 0(15)
[p] PD-L1CPS210
100+
HR, 0.85 (95%Cl, 0.62-1.17);
P=.16
80
»
§ 601
>
=
= 40 Pembrolizumab and chemotherapy
)
>
o
204
Chemotherapy
0 T T T T T 1
(1] 6 12 18 24 30 42
Time, mo
89(0) 74(0) 50(0) 35(0) 21(0) 7(16) 0(24)
S0(0) 70(0) 42(0) 28(0) 16(0) 7(8) 0(15)

Shitara et al. 2020. JAMA Onc
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CheckMate 649 Study Design

* CheckMate 649 is a randomized, open-label, phase 3 study?

Dual primary endpoints

N =789
—_— NIVO 360 mg + XELOX® Q3Wf or NIVO + chemo vs chemo

Key eligibility criteria NIVO 240 mg + FOLFOXE Q2W/ * 0Sand PFS" (PD-L1 CPS > 5)

* Previously untreated,

unresectable, advanced or Hierarchically tested secondary efficacy

metastatic gastric/GEJ/ esophageal XELOXe Q3Wf endpoints

adenocarcinoma or FOLFOXe Q2W/ NIVO + chemo vs chemo
* No known HER2-positive status N = 2031 e OS(PD-L1CPS=1,
e ECOG PS 0—1 NIVO (1mg/kg) + IPI (3mg/kg) all randomized)

Q3W x 4 then NIVO 240 mg
QW' NIVO + IPI vs chemo

Stratification factors * OS (PD-L1CPS =5,
* Tumor cell PD-L1 expression (= 1% vs < 1%P) all randomized)
* Region (Asia vs US/Canada vs ROW) PD-L1CPS 2 5:
« ECOG PS (0 vs 1) * 955/1581 (60%) patients in the NIVO + chemo vs chemo comparison
* Chemo (XELOX vs FOLFOX) * 473/813 (58%) patients in the NIVO+PI vs chemo comparison

- At data cutoff (May 27, 2021), the minimum follow-up' was 24.0 months in the NIVO + chemo arm and 35.7 months
in the NIVO + IPl arm

2ClinicalTrials.gov number, NCT02872116. < 1% includes indeterminate tumor cell PD-L1 expression; determined by PD-L1 IHC 28-8 pharmDx assay (Dako). After NIVO + chemo arm was added and before new patient enrollment in the NIVO +
IPl arm was closed. Upon DMC recommendation (31-May-2018), enrollment to the NIVO + IPl arm was stopped early due to an observed increase in rates of early death and toxicity. Patients already in the NIVO+IPl arm were allowed to remain
on study based on the DMC recommendation. %Includes patients that were concurrently randomized to receive chemo versus NIVO + IPI (October 2016—June 2018) and NIVO + chemo (June 2018-Apr 2019). ¢Oxaliplatin 130 mg/m? IV (day 1)
and capecitabine 1000 mg/m? orally twice daily (days 1-14). fUntil documented disease progression (unless consented to treatment beyond progression for NIVO + chemo or NIVO + IP1), discontinuation due to toxicity, withdrawal of consent,
or study end. NIVO is given for a maximum of 2 years.

80xaliplatin 85 mg/m?, leucovorin 400 mg/m?, and FU 400 mg/m?2 IV (day 1) and FU 1200 mg/m? IV daily (days 1-2). "BICR assessed. Time from concurrent randomization of the

last patient to data cutoff

1. Janjigian YY et al. Lancet. 2021;398:27-40. 2. Janjigian YY et al. Presented at ESMO 2021.



Overall survival and progression-free survival

CheckMate 649

All randomized patients

oS
100 100- PFES
NIVO + chemo NIVO + chemo Chemo
90- (n = 789) 90 (n = 789) (n =792)
Median 0S,* mo 13.8 11.6 Median PFS,2b mo 77 6.9
80 (95% Cl) (12.4-14.5) (10.9-12.5) & 807 (95% Cl) (7.1-8.6) (6.7-7.2)
< 70] HR (95%Cl) 0.79 (0.71-0.88) ‘g 704 HR (95%Cl) 0.79 (0.70-0.89)
g c
g 60 3 60
> \ g
5 50- | & 50
— 1 (=
e a | (=] Al
g = : 7 40 33%
8 30 ) & 30- !
30 : , = 0 .
] ! o B
20+ i . NIVO + ch . !
. . v 20 . NIVO + chemo
1 | , A i '24% v
10 E ' D-0-Q 10 ) ! 03D
| ! Chemo © ! '10%
0- ! Il O- 1 :
T T T 1 T T 1 T l T 1 I T T U 1 ] T T T T T | 1] T T | T T 1 T 1 ] 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 4
No. at risk Months s
NIVO + chemo 789 733 624 508 422 349 287 246 212 156 115 84 57 33 25 9 2 0 789 640 431 295 209 166 126 9 74 53 37 25 1 6 1 0
Chemo 792 701 591 475 364 273 215 170 144 103 72 46 28 20 12 6 0 0 792 552 359 213 135 9 75 59 40 29 18 15 10 3 1 0

 Clinically meaningful improvement in OS and PFS with NIVO + chemo vs chemo was maintained with longer follow-up

aMinimum follow-up, 24.0 months. bPer BICR assessment. Janjigian YY et al. Oral presentation at ESMO; September 16-21, 2021; Virtual. Abstract LBA7.
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CheckMate 649

Efficacy subgroup analysis by PD-L1 CPS

Overall survival

Median, months

a (3 2L b *L: 0,
PD-L1 CPS ‘ Number of patients T s Chemo Unstratified HR Unstratified HR (95% Cl)
Overall (N = 1581) 13.8 11.6 0.78 —
<1 265 131 12.5 0.95 =
21 1297 13.8 1.3 0.74 _ !
<95 607 12.4 12.3 0.94 ———
25 955 14.4 111 0.69 _— !
<10 795 12.4 125 0.91 —
210 767 15.0 10.9 0.66 —i—— !
0.5 1 2

Objective response rate

T U 1 1 T I 1 T T T
30 25 20 15 10 5 -5 -10 -15 -2
NIVO + chemo <*+— C(Chemo

- Objective response rate, % Unweighted ORR
. Number of patient .

PD-L1 CPsS* e s NIVO + chemo Chemo difference,? %

Overall (N = 1210) 58 46 12 ——— |

<1 179 51 41 10 = A

21 1017 59 46 13 —_— !

<5 428 55 46 9 < .

25 768 60 45 15 —_— !

<10 579 58 47 10 * |

> 10 617 59 44 15 - |
0

« OS benefit with NIVO + chemo was enriched at higher PD-L1 CPS cutoffs
* ORR was higher across all PD-L1 CPS subgroups vs chemo

aPD-L1 CPS expression indeterminate/not evaluable/not reported, n = 19; bUnstratified HR for death (OS); “Randomized patients who had target lesion measurements at baseline, per BICR. PD-L1 CPS expression
indeterminate/not evaluable/not reported, n = 14; dPercentages may not reflect an exact difference due to rounding. 9

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



CheckMate 649

Best percentage reduction in tumor burden

NIVO + chemo Chemo
100 - 100 4
3 NIVO + chemes 3
s : = Reduction from
c Reduction from PD- PD- c . PD-L1 PD-L1 All
2 754 baseline, n (%) Cp[;- il CPDS sl Lo e £ 75 1 baseline, n (%) |"gps=5 | €PS<5 | randomized
o (n=358) | (n=203) | (n=566) o (n=353) | (n=188) | (n=549)
:‘;;n 50 - > 50% 190 (53) 98 (48) 290 (51) :c;:'n 50 - > 50% 156 (44) 74 (39) 236 (43)
s > 80% 9% (27) 38 (19) 134 (24) s 64 (18) 24 (13) 91 (17)
= 5 = 5
) )
= £
[ ©
© 0- w0+
o o
E E
g -25 1 g -25
__________ ! l -TTsrT T T-ssssTmsTms I

.s i | .s 2]
0 -50- T -50
- - | g
o ©
o o
| |
2 754 8 =75
[ [
o s}

-100 - -100 4

Patients Patients

W Patients with PD-L1 CPS =2 5
Patients with PD-L1 CPS < 5

* More deep responses were observed with NIVO + chemo vs chemo regardless of PD-L1 CPS > 50r <5

2All randomized patients who had measurable disease at baseline per BICR and at least 1 on-treatment tumor assessment. Best reduction is maximum reduction in sum of diameters of target lesions. Horizontal
reference line indicates the 30% reduction consistent with a response per RECIST v1.1. Asterisk symbol represents responders. 12
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Overall survival: NIVO + IPl vs chemo

PD-L1CPS 25 All randomized
NIVO + IPI Chemo 100 NIVO + IPI Chemo
(n=234) (n =239) ] (n=409) (n = 404)
Median 0S,? mo 11.2 11.6 90 Median 0S,? mo 11.7 11.8
(95% Cl) (9.2-13.4) (10.1-12.7) 80 (95% Cl1) (9.6-13.5) (11.0-12.7)
HR (96.5% Cl) 0.89 (0.71-1.10) HR (96.5% Cl) 0.91 (0.77-1.07)
g P value 0.2302 g 70 P value Not tested
g S 60
> £ R 49%
2 a 507 N
E ; § ;
> 1 > 1
© | © 30- |
: 23%
| i 20- . |
\ , . NIVO + IPI | | NIVO + IPI
; '17% Pl 101 ! 19%
| ! Chemo | | Chemo
0-I 1 1 1 : 1 1 1 i 1 1 1 1 1 1 1 1 1 1 O-I 1 1 1 II 1 1 1 i 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months Months
No. at risk
NIVO + IPI 234 193 156 131 106 85 70 60 56 51 48 42 39 25 18 6 3 2 0 409 332 279 235 197 162 132 102 90 79 68 62 59 36 25 10 5 3 0
Chemo 239 211 176 143 110 74 56 45 39 31 27 22 19 12 7 2 1 1 0 404 359 305 255 189 134 98 84 71 56 43 36 31 23 15 9 3 2 0

* The hierarchically tested secondary endpoint of OS with NIVO + IPI vs chemo in patients with PD-L1 CPS > 5 was not met; OS in all
randomized patients was not statistically tested

aMinimum follow-up, 35.7 months.



Metastatic Gastric/ GEJ
Cancer MSI-H



MSI high

Patients, No. (%)
KEYNOTE-0592

KEYNOTE-061P KEYNOTE-062°¢

Pembrolizumab plus

Duration of response,

median (range), mo

Survival, median (95% Cl),

NR (20.0%-26.8%)

NR (5.5-26.0%)

NR (2.29-12.29)

21.2(1.4%-33.69

NR (1.69-34.5%

Characteristic Pembrolizumab Pembrolizumab Chemotherapy Pembrolizumab chemotherapy Chemotherapy
Total patients, No. 7 15 12 14 17 19
PD-L1 CPS

21 5(71.4) 13 (86.7) 11(91.7) 14 (100) 17 (100) 19 (100)

210 2 (28.6) 8(53.3) 5(41.7) 11(78.6) 11 (64.7) 10 (52.6)
Objective response rate, 57.1(18.4-90.1) 46.7 (21.3-73.4) 16.7 (2.1-48.4) | 57.1(28.9-82.3) 64.7 (38.3-85.8) 36.8 (16.3-61.6)
% (95% ClI)

Best overall response rate, %

Complete 28.6 6.7 8.3 7.1 35.3 10.5

Partial 28.6 40.0 8.3 50.0 204 26.3

Stable disease 14.3 40.0 58.3 214 17.6 42.1

Progressive disease 0 6.7 0 14.3 0 10.5

7.0 (2.0-30.4%)

mo
Progression-free NR (1.1-NR) 17.8 (2.7-NR) 3.5(2.0-9.8) 11.2 (1.5-NR) NR (3.6-NR) 6.6 (4.4-8.3)
Overall NR (1.1-NR) NR (5.6-NR) 8.1(2.0-16.7) NR (10.7-NR) NR (3.6-NR) 8.5(5.2-20.8)
Estimated overall survival
rate, % (95% Cl)
12 mo 71 (NA) 73 (44-89) 25 (6-50) 79 (47-92) 71(43-87) 47 (24-67)
24 mo 57 (NA) 59 (31-79) NA 71(41-88) 65 (38-82) 26 (10-57)

Chao et al. JAMA Onc. April 2021



Efficacy by MSI status: NIVO + chemo vs chemo

MSI-H MSS
NIVO + chemo Chemo NIVO + chemo Chemo
(n=23) (n=21) (n = 696) (n = 682)
1007 Median 0S, mo 38.7 12.3 100 Median 0S, mo 13.8 115
90 (95% Cl) (8.4-44.8) (4.1-16.5) 90 (95% Cl) (12.4-14.5) (10.8-12.5)
Unstratified HR (95% Cl) 0.38 (0.17-0.84) Unstratified HR (95% Cl) 0.78 (0.70-0.88)
80 ORR,” % 55 39 807 ORR,* % 59 46
& 70 (95% Cl) (32-77) (17-64) e 70- (95% Cl) (55-63) (42-51)
. S (o-
E 60 NIVO + chemo E
a 507 2 507
© ©
5 407 i 5 407
> >
O 301 O 30-
20 - - 20 - NIVO + chemo
101 10- oo
0- Chemo 0- Chemo
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at risk Months Months
NIVO + chemo23 21 16 15 15 15 13 13 12 11 9 7 6 3 2 0 696 646 554 452 375 308 251 214 184 137 103 75 50 29 22 9 2 O
Chemo 21 19 14 12 11 7 6 6 5 3 3 0 0 0 0 0 682 601 506 405 312 235 188 146 126 94 67 44 28 20 12 6 0 O

* Longer median OS and higher ORR were observed in all randomized patients with MSI-H and MSS tumors with
NIVO + chemo vs chemo

— The magnitude of benefit was greater in patients with MSI-H tumors, and patients with MSS tumors had results similar to the
all randomized population

*  2Randomized patients who had target lesion measurements at baseline per BICR assessment. MSI-H: NIVO + chemo, n = 20; chemo, n = 18, patients with MSS: NIVO + chemo, n = 535; chemo, n = 533.



Efficacy by MSI status: NIVO + IPI vs chemo

MSI-H
NIVO + IPI Chemo
(n=11) (n=10)
Median OS, mo NR 10.0
(95% Cl) (2.7-NR) (2.0-28.2)
100 7 Unstratified HR (95% CI) 0.28 (0.08-0.92)
90 - ORR,* % 70 57
(95% Cl) (35-93) (18-90)
80
& 707 NIVO + IPI
E 60 o S
12
5 50-
T 404
()
>
O 30T
20
Chemo
10 ©
0- 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Months
NVO+IPL 11 9 9 9 9 9 9 7 7 7 7 7 7 4 3 1 0 0
Chemo 10 9 7 6 4 4 4 4 3 3 2 1 1 1 1 1 1 1 0

Overall survival (%)

MSS
NIVO + IPI Chemo
(n =355) (n =344)
Median OS, mo 11.6 12.0
(95% CI) (9.4-13.5) (11.0-12.9)
100 7%, Unstratified HR (95% CI) 0.96 (0.82-1.12)
90 - ORR,” % 20 48
(95% CI) (16-25) (42-54)
80
70
60
50
40
30
20
NIVO + IPI
10 ot )
O-I 1 1 1 1 1 1 1 1 1 1 1 1 1 1 (l:herrl]0 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
355 286 240 202 170 137 110 83 72 63 54 48 45 25 18 5 3 2 0

344 303 257 216 162 116 85 72 61 49 39 34 30 22 14 8 2 1 0

* Longer median OS and higher ORR observed in all randomized patients with MSI-H tumors with NIVO + IPI vs chemo, although sample size was

small

*  2Randomized patients who had target lesion measurements at baseline per BICR assessment. Patients with MSI-H: NIVO + IPI, n = 10; chemo, n = 7, patients with MSS: NIVO + IPI, n = 292; chemo, n = 257.



Metastatic Gastric/ GEJ
Cancer Her2 Positive



Incidence of HER2 Expression by IHC or FISH!®

HER2 expression

* EBV-CIMP
* CDKN2A Silencing
* Immune Cell Signaling

25-34%
HER2 expression N
EBV
* PIK3CA Mutation
| * PD-L1/2 Overexpression

MSI

* Hypermutation

* Gastric-CIMP

* MLH1 Silencing
* Mitotic Pathways

All GC tumours:

HER2 expression
17.9%

HER2 expression

6-7%

1. Bang et al. Lancet 2010; 2. Gravalos et al. Ann Oncol 2008; 3. Yano et al. ASCO 2004; 4. Gravolos et al. ASCO Gl 2007; 5. Lordick et al. ECCO zoogige/bmggem Maﬁ\sw&rgfl\éh MD
Gastroenterol 2016. ' '



ToGA Overall Survival: 1st-Line Gastric Cancer

Primary analysis population HER2 IHC 2+/FISH+ or IHC 3+ population
1.0 1.0
0.9 — vellels 0.9 - 0 alone
0.8 — Events, n 167 182 0.8 - Events, n 120 136
é‘ 0.7 - Median OS, mo 13.8 11.1 ,.? 0.7 — Median OS, mo 16.0 11.8
o) HR (95% CI) 0.74 (0.60-0.91) el HR (95% CI) 0.65 (0.51-0.83)
_g 0.6 — g 0.6 —
2 P value 0.0046 E
8 05-—f-------------- . 8 054----————--—-——---- it :
.g 0.4 - : .g 0.4 — : :
E 1 1 E 1 1
= 0.3 — ! ! > 0.3 — ! !
(V) 1 1 v 1 1
0.2 — S 0.2 — : |
1 1 1 1
0 1 | 1 1 0 1 _ 1 1
: 11.1 | 138 : 11.8 | | 16.0
1 1 1 1
0 [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ | 0 [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ |
0 2 4 6 6 10 12 14 16 18 20 22 24 26 28 30 32 34 36 0 2 4 6 6 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk Time (months) Time (months)
Chemo alone 290 266 223 185 143 117 90 64 47 32 24 16 14 7 6 5 0 0 O 218 198 170 141 112 9% 75 53 39 28 20 13 11 4 3 3 0 O0 O

*  Grade 3-4 AE rates did not differ between treatment arms (68%)
*  Treatment-related deaths occurred in 3% (10) of patients in the trastuzumab + chemo arm vs 1% (3) of patients in the chemo alone arm

Bang Y et al. Lancet. 2010;376:687-697. Adapted from Bang 2010.



KEYNOTE-811: Study Design
HERZ2 Positive Gastric Cancer

Key eligibility criteria
* Unresectable or metastatic PEMBFEI_O 200 mg IV Q3W
gastric or GEJ adenocarcinoma + Trastuzumab Dual ori dpoints:
* No prior systemic therapy in + FP or CAPOX® x <35 ual primary endpoints:
advanced setting S any P

 HER2-positive tumor by central .
review (IHC 3+ or IHC 2+ in endpoints: c
combination with ISH+ (or - ORR and DOR

« ECOG PS 0-1

A 4

Key secondary

v

Stratification factors

» Geographic region
(Australia/Europe/Israel/North
America vs Asia vs ROW)

* PD-L1 CPS (21 vs <1)

« Chemotherapy choice (FP vs
CAPOX)

aClinicalTrials.gov number, NCT03615326. "Trastuzumab: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP: 5-fluorouracil 800 mg/m? IV on D1-5 Q3W + cisplatin 80 mg/m?2 IV Q3W. CAPOX: capecitabine
1000 mg/m?2 BID on D1-14 Q3W + oxaliplatin 130 mg/m?2 IV Q3W. Per RECIST v1.1 by BICR.

1. ClinicalTrials.gov. NCT03615326. Accessed July 2021. 2. Janjigian YY et al. J Clin Oncol. 2021;39(15_suppl):4013. Presented at ASCO 2021. 3. Chung HC et al. Future Oncol.
2021;17(5):491-501.



Pembrolizumab/Trastuzumab/Chemotherapy
FDA approved May 2021

1007 PEMBRO 1007
- + -
n=124¢
80 trastuzumab 80
g 60-] Any decrease 97% g 60— Any decrease 90%
@ 40- e 40
£ ] Decrease of 2 80% 32% £ i Decrease of 2 80% 15%
e e R e e L P e LR B 20F---mmmmmmmmmm e mmmmmm e mmmmmmmm— oo
© . © .
e} 0
€ 0 £ 0
o T 3 _
& -20 & -20
o e o e et
& _a0- e -40—]
2 ] o 4
O -60— O -60
-80 -80
_100_' Adapted from Janjigian 2021. _100_' Adapted from Janjigian 2021.
ORR and DCR PEMBRO Best Response PEMBRO + . PEMBRO +
o, laco trastuzumab . trastuzumab v . once trastuzumab
O (n=133) ; (n=133) (n=133)
ORR 74.4% 51.9% CR 15 (11%) 4 (3%) Medianc 10.6 mo 9.5 mo
(66.2-81.6) (43.0-60.7) PR 84 (63%) 64 (49%)
ORR Difference® 22.7% (11.2-33.7) SD 29 (22%) 49 (37%) Range Littolbsr | lartolsa+
P = 0.00006 PD 5 (4%) 7 (5%) > 6-mo duration¢ 70.3% 61.4%
[0)
DCR 96.2% 89.3% Not evaluable 0 2 (2%) > 9-mo duration 58 4% 51.1%
(91.4-98.8) (82.7-94.0) Not assessed 0 5 (4%)

e Grade 3-5 AE rates did not differ between treatment arms (57%)

aparticipants with RECIST-measurable disease at baseline and >1 evaluable post-baseline measurement. bCalculated using the Miettinen and Nurminen method stratified by the randomization stratification
factors. ¢Kaplan-Meier estimation. The treatment regimen in both arms included trastuzumab and chemotherapy. Data cutoff date: June 17, 2020.

Janjigian YY et al. J Clin Oncol. 2021;39(15_suppl):4013. Presented at ASCO 2021.



Trastuzumab Deruxtecan Structure
and Mechanism of Action

%3 6/ Proprietary drug linker e Payload with a different MOA
1 45 ‘d\/\/\in/\r“\i\g%y%«rn« High potency of payload
2 (o] ] ;g/ 0
Payload with short systemic half-life
oo
B oysteine residue ‘

Drug linker

Bystander effect

Conjugation chemistry
The linker is connected to cysteine
residue of the antibody

Stable linker-payload

~v Tumor-selective cleavable linker

OH O

Payload (DXd ) ) .
EX;%an c(ieriva'Zive High drug-to-antibody ratio

« Trastuzumab deruxtecan (DS-8201a)designedwith goal of improving critical attributes of an ADC

1. wataHetal. JClinOncol.2018;36(15 suppl):2501-2501.



DESTINY-Gastric01: Phase 2 Trial of Trastuzumab
Deruxtecan in Advanced HER2+ Gastric Cancer’

(Patients must have \ Experimental: Trastuzumab deruxtecan
«Pathologically documented locally (IMinfUsloN'everyiSweeks)
advanced or metastatic gastric or GEJ Active comparator: Physician’s choice of irinotecan
cancer 150 mg/m? biweekly or paclitaxel 80 mg/m?weekly
*Progressionon and after =2 prior
regimens Exploratory: Trastuzumab deruxtecan
«Adequate tumor sample (IV infusion every 3 weeks) in max 20 pts with naive HER2
-Measurable disease based on IHC 2+/ISH- disease
RECIST1.1

Exploratory: Trastuzumab deruxtecan

\ N =~220 / (IV infusion every 3 weeks) in max 20 pts with naive HER2
IHC 1+ disease

Outcomes

Primary: % of participants in the experimental and active comparator groups with objective response
Secondary: % of participants in the experimental and active comparator groups with PFS, OS, DOR, DCR,
TTF,ORR, Cmax, AUClast, and AUC0-21



DESTINY Gastric01

A overall survival
100
A Trastuzumab Deruxtecan oo
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B Physician's Choice of Chemctherapy Months
N=52 No. at Risk
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T-DXd after Trastuzumab Progression: Adverse Events

DESTINY-Gastric02 — 2" |line in West DESTINY-Gastric01 >3 line in East
Patients Table 3. Adverse Events Occurring in at Least 20% of the Patients Treated with Trastuzumab Deruxtecan.*
(N = 79) Preferred Term Trastuzumab Deruxtecan (N =125) Physician’s Choice of Chemotherapy (N =62)
n (%) Any Grade Grade 23 Any Grade Grade 3 Grade 4 Any Grade Grade 3 Grade 4
Patients with 21 TRAEs 74 (93.7) 21 (26.6) number of patients (percent)
TRAEs with 215% incidence in all patients Nausea 79 (63) 6 (5) 0 29 (47) 12 0
Nausea 46 (58.2) 3 (38) Neutrophil count decreased 79 (63) 48 (38) 16 (13) 22 (35) 10 (16) 5(8)

- Decreased appetite 75 (60) 21 (17) 0 28 (45) 8 (13) 0
Fatigue 29 (36.7) 3(3.8) Anemiag 72 (58) 47 (38) 0 19 (31) 13 (21) 1(2)
Vomiting 26 (32.9) 1(1.3) Platelet count decreased§ 49 (39) 12 (10) 2(2) 4 (6) 1(2) 1Q2)
Diarrhea 22 (278) 1 (1 3) White-cell count decreased| 47 (38) 26 (21) 0 22 (35) 5 (8) 2(3)

- Malaise 43 (34) 1(1) 0 10 (16) 0 0

Decreased appetite 18 (22.8) 1(1.3) Diarrhea 40 (32) 3(2) 0 20 (32) 1(2) 0
Alopec|a 17 (215) 0 Vomiting 33 (26) 0 0 5 (8) 0 0
A : Constipation 30 (24) 0 0 14 (23) 0 0
hemia 15(19.0) 6(7.6) Pyrexia 30 (24) 0 0 10 (16) 0 0
Decreased platelet count 13 (16.5) 1(1.3) Alopecia 28 (22) 0 0 9 (15) 0 0
Decreased neutrophil count 12 (15.2) 6 (7.6) Fatigue 27(22) 20) 0 1> (24) 20) 0

Lymphocyte count decreased| 27 (22) 8 (6) 6 (5) 2(3) 0 1(2)

Shitara K et al. NEJM, 2020
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Summary - Resectable

* Adjuvant nivolumab demonstrated clinically meaningful efficacy in patients with resected EC/GEJC
following neoadjuvant CRT compared to placebo

— 31% reduction in the risk of recurrence or death and a doubling in median DFS
— DFS benefit across multiple subgroups

— Less frequent distant and locoregional recurrences

— Improvement in DMFS and PFS2

* These results provide further support for adjuvant nivolumab as a new standard of care for patients with
resected EC/GEJC who received neoadjuvant CRT with residual pathologic disease

e Gastric cancer options include perioperative therapy (FLOT) or adjuvant chemoradiotherapy



Summary — Advanced Stage

Her2 , MSI and CPS (PDL1) need to be checked at a minimum

Trastuzumab adds value in first line Her 2 amplified GC.

» Trastuzumab Pembrolizumab Chemo is now standard in 1 L

* Trastuzumab Deruxtecan is now standard post-Trastuzumab (watch for ILD)
Patients with MSS Her2 negative 1L advanced gastroesophageal or gastric cancer should be
treated with oxaliplatin + fluoropyrimidine and Nivolumab (if CPS = 5) or Pembrolizumab (if CPS
= 10)

 If CPS<5 options include doublet chemotherapy +/- Nivolumab

« Subsequent lines therapy include ramucirumab/ paclitaxel and trifluridine/ tipiracil

Patients with MSI H in 1-L advanced gastroesophageal or gastric cancer can be treated with
pembrolizumab +/- chemo, nivolumab + chemo or NIVO + IPI

NIVO + chemo and NIVO + IPl each represent a new potential 1L standard of care for patients
with advanced ESCC

Pembrolizumab + chemo represents a new potential 1L standard of care for patients with
advanced esophageal cancer



