OPTIMAL SEQUENCING OF TREATMENT FOR
ADVANCED GASTRIC AND ESOPHAGEAL CANCER

JOSEPH CHAO, MD

Associate Professor
Department of Medical Oncology & Therapeutics Research
City of Hope National Medical Center



Disclosures

= Grant/Research Support from Merck.

= Consultant for Amgen, Astellas, AstraZeneca, Bristol-Myers Squibb, Daiichi-Sankyo, Foundation Medicine,
Macrogenics, Merck, Ono Pharmaceuticals, Turning Point Therapeutics, Yiviva.

= Speakers Bureau for Merck, BMS

ji§ Cityof Hope



Changing the Paradigm for First-Line Metastatic
Gastric Cancer — Checkmate 649

Key eligibility criteria

* Previously untreated, — Q3W x 4 :IVCITIVBI;L?(,) Q2w Dual primary endpoints:
x 4 then mg :
unresectable, advanced or « 0S and PFSg (PD-L1 CPS = 5)

metastatic gastric/GEJ/
esophageal adenocarcinoma

No known HER2-positive status n=_789> NIVO 360 mg + XELOXe Q3Wd or Secondary endpoints:

NIVO 240 mg + FOLFOXf Q2Wd « OS (PD-L1 CPS > 1 or all

+ ECOG PS 0-1 randomized)
"= 792 I —— + OS (PD-L1 CPS > 10)
Stratification factors » C% . * PFSs (PD'L‘! CPS =10, 1, or
A _ i or FOLFOX' Q2W all randomized)
¢ Tumor cell PD-L1 expression (= 1% vs < 1%P) « ORR®

« Region (Asia vs United States/Canada vs ROW)
+ ECOGPS (0vs 1)
* Chemo (XELOX vs FOLFOX)

N = 1581, including 955 patients (60%) with PD-L1 CPS > 5
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Checkmate 649 — Baseline Characteristics

NIVO + chemo (n = 789) Chemo (n = 792)

Median age (range), years 62 (18-88) 61 (21-90)
Male, % 68 71
Race, %

Asian 24 24

Non-Asian 76 76
ECOGPS 1, % 59 57
Primary tumor location, %

GC 70 70

GEJC 17 16

EAC 13 14
Metastatic disease, % 96 95
Liver metastases, % 38 40
Signet ring cell carcinoma, % 18 17
MSI status,® %

MSS 88 86

MSI-H 3 3
FOLFOX/XELOX received on study,® % 54/46 53/47

aMS| status was invalid/not available for 71 patients in the NIVO + chemo arm and 89 patients in the chemo arm; PPatients who received at least 1 dose of the assigned treatment; NIVO + chemo
n = 782 and chemo n = 767.

Moehler M, et al. ASCO 2021. Abstract 4002
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Checkmate 649 — Overall Survival in PD-L1 CPS = 5 '
Population

NIVO + chemo Chemo

100 _ _
. ' (n=473)  (n=482)
rate Median OS, mo 14.4 11.1
80 _ E (95% Cl) (13.1-16.2)  (10.0-12.1)
: HR (98.4% Cl) 0.71 (0.59-0.86)
T 60 - 557% P value < 0.0001
S |
& 40 - ;
E NIVO + chemo
20 - !
E Cemo
0 T T T i I I I T T T T I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at risk
NIVO + chemo 473 438 377 313 261 198 149 96 65 33 22 9 1 0
Chemo 482 421 350 271 211 138 98 56 34 19 8 2 0 0

[ CityofH
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Checkmate 649 — Overall Survival in PD-L1 CPS 2 1

and All-Patients Population

PD-L1 CPS 2 1

NIVO +
chemo Chemo
(n=641)  (n=655)
o Median OS, mo 14.0 -3 100
100 ~ rate (95% Cl) (12.6-15.0)  (10.6-12.3)
% : HR (99.3% Cl) 0.77 (0.64-0.92) 80
5 P value 0.0001
' -
= 60 : = 9
S : =
& 40 ! o 40
: NIVO + chemo
20 - ; et 20
; Chemo 0
0 T T T t T T T T T T T T ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39
_ Months
No. at risk
NIVO + chemo 641 595 502 412 344 254 183 118 80 40 28 1 1 0
Chemo 655 575 483 383 292 194 131 77 45 25 10 3 0 0
ji Cityof Hope

All randomized

NIVO +
chemo Chemo
(n=789) (n=792)
Median OS, mo 13.8 11:6
- 12-mo
rate (95% Cl) (12.6-14.6)  (10.9-12.5)
i - HR (99.3% Cl) 0.80 (0.68-0.94)
; P value 0.0002
E NIVO + chemo
; Chemo
1 I 1 1 I I I I 1 1 I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
789 731 621 506 420 308 226 147 100 49 34 14 2 0
792 697 586 469 359 239 160 94 59 35 15 7 2 0
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Checkmate 649 — Progression-free Survival

No. at risk

Primary endpoint (PD-L1 CPS 2 5) PD-L1 CPS > 1
100~ NIVO_+ chemo Ch_emo 100+ NIVO + chemo
(n=473) (n = 482) (n=641)  (n=655)
Median PFS, mo 7.7 6.0 -
80 956 1 092 5660 80- Median PFS, mo 7.5
(5% €l (7.09.2) (5.66.9) (95% Cl) (7.0-8.4)
. HR (98% Cl) 0.68 (0.56-0.81) . HR (95% CI) 0.74 (0.65-0.85)
[ 60+ P value < 0.0001 < 60
i 40- ¥ 40
o o
20+ NIVO + chemo 201 NIVO + chemo
B Chemo =*=*Chemo
O I I I I I T I I I I I 1 0 I T T I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Months Months
NIVO + chemo 473 384 258 181 132 89 60 39 23 10 8 1 0 641 522 351 234 167 113 71 46 27 13 10 0
482 325 200 109 72 41 25 18 12 7 4 0 0 655 452 29 167 99 53 3 21 13 8 4 ]

12-mo rate:

NIVO + chemo, 36%; chemo, 22%

I Cityof Hope

NIVO + chemo, 34%; chemo, 22%

All randomized

NIVO + chemo  Chemo
(n = 789) (n=792)
Median PFS, mo 7.7 6.9
(95% Cl) (7.1-8.5) (6.6-7.1)
HR (95% CI) 0.77 (0.68-0.87)

NIVO + chemo

Chemo

789
792

T T T T T T T T T

3 6 9 12 15 18 21 24 27
Months
639 429 287 197 136 83 51 31 15

544 351 202 120 65 38 28 18 12

30 33 36

1 1 0
6 1 0

NIVO + chemo, 33%; chemo, 23%

Moehler M, et al. ESMO 2020. Abstract LBA6 !



Checkmate 649 — OS Subgroup Analyses of All
Randomized Patients

Median 0S, months P =
Subgrou 2 Unstratified HR Unstratified HR (95% CI)
Sl NIVO + chemo Chemo for death? (2%

Overall (N = 1581) 13.8 11.6 0.79 —- !
Region Asia (n = 356) 16.3 12.8 0.76 i
US (n = 263) 15:1 12.1 0.67 ——
ROW (n = 962) 12.3 10.9 0.84 —
Age, years < 65 (n =961) 13.1 11.8 0.82 —--!
> 65 (n = 620) 14.4 11.3 0.75 ——
Sex Male (n = 1100) 14.0 11.3 0.77 g b
Female (n = 481) 12.8 121 0.84 —
Raceb:c Asian (n = 375) 16.4 12:5 0.73 .
White (n = 1097) 13:1 11.2 0.79 —o=!
Primary tumor location GC (n=1110) 14.2 11.3 0.76 —

2 GEJC (n = 260) 13.1 12.6 0.90 —

EAC (n =211) 12.3 11:3 0.82 i
ECOG PSh.d 0 (n=662) 16.7 14.1 0.86 —ct
1(n=914) 11.5 9.8 0.73 -
Chemotherapy regimen FOLFOX (n = 828) 14.0 11.8 0.78 —
pyres XELOX (n = 721) 14.0 11.7 0.81 i
Tumor cell PD-L1 expression® <1% (n = 1323) 13.6 12.0 0.85 .3
P > 1% én = 253) 15.6 9.7 0.57 ——

Signet ring cell carcinoma Yes (n = 281) 11.0 11.2 0.96 =
No (n = 1300) 14 3 11.8 0.76 .4l
MSI statusf MSI-H (n = 44) Not reached 12.3 0.37 * :
MSS (n = 1377) 13.8 11.4 0.80 -,
Liver metastasess Yes (n = 615) 12.6 10.6 0.72 = =

No (n =917) 14.2 12.3 0.86 . . l "‘: :
0.1 0.25 0.5 1 2

NIVO + chemo *+—» Chemo
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Checkmate 649 — PD-L1 CPS Subgroup Analyses

Survival

PD-L1 CPS2 Number of patients, n Secen aare Unstratified HRP Unstratified HR (95% Cl)
NIVO + chemo

Overall survival

t

Overall (N = 1581) 13.8 11.6 0.79
<1 265 13.1 12.5 0.92 _
21 1296 14.0 11.3 0.76 —
<5 606 12.4 12.3 0.94 ——
28 955 14.4 114 0.70 —®
Progression-free survival :
Overall (N = 1581) 7.7 6.9 0.77 —%=
<1 265 8.7 8.1 0.93 ——
> 1296 75 6.9 0.75 —— |
<5 606 7:5 8.2 0.93 —
25 955 7.7 6.1 0.69 =
0.5 i 2 4
Objective response rate NIVQ 4 chems - > Chemo
- . : Objective response rate, % Unweighted ORR y . &a .
Overall (N = 1211) 58 46 12 —_— :
<1 178 51 41 9 * :
21 1019 60 46 13 —_————— :
<5 428 55 46 9 ¢ :
25 769 60 45 15 T T 1—10_1 T : T T T
30 25 20 15 10 5 0 -5 -10 -20

NIVO + chemo <+—» Chemo

Moehler M, et al. ASCO 2021. Abstract 4002
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Checkmate 649 — Rates of Adverse Advents

All treated?

Patients, n (%) NIVO + chemo (n = 782)° Chemo (n = 767)P

Any grade Grade 3-4
Any TRAEs* 738 (94) 462 (59) 679 (89) 341 (44)
Serious TRAEs® 172 (22) 131 (17) 93 (12) 77 (10)
TRAEs leading to discontinuation® 284 (36) 132 (17) 181 (24) 67 (9)
Treatment-related deaths 124 (2) 4e (< 1)

* The most common any-grade TRAEs (> 25%) across both arms were nausea, diarrhea, and peripheral neuropathy

» The incidence of TRAEs in patients whose tumors expressed PD-L1 CPS = 5 was consistent with all treated patients across
both arms

apatients who received > 1 dose of study drug; PAssessed in all treated patients during treatment and for up to 30 days after the last dose of study treatment; <There were 4
grade 5 events in the NIVO + chemo arm, 1 case each of cerebrovascular accident, febrile neutropenia, gastrointestinal inflammation, and pneumonia. There were no grade 5
events in the chemo arm; 9One event each of febrile neutropenia, gastrointestinal bleeding, gastrointestinal toxicity, infection, interstitial lung disease, intestinal mucositis,
neutropenic fever, pneumonia, pneumonitis, pulmonitis, septic shock (capecitabine-related), and stroke. €One event each of diarrhea-associated toxicity, asthenia and severe
hiporexy, pulmonary thromboembolism, and interstitial pneumonia.

i Cityof H
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Changing the Paradigm for First-Line Metastatic
Esophageal/GEJ Cancer — KEYNOTE-590 -

Pembrolizumab 200 mg IV Q3W for <35 cycles

+
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 EGJ Siewert
type 1 adenocarcinoma

* Treatment naive Placebo?
-ECOGPSO0or1 +

» Measurable disease (RECIST v1.1) Chemotherapy
5-FU 800 mg/m? IV for days 1-5 Q3W for <35 cycles

+ Cisplatin 80 mg/m2 IV Q3W for <6 cycles

Stratification Factors

* Asia vs Non-Asia region * Dual-Primary endpoints: OS and PFS (RECIST v1.1, investigator)
- ESCC vs EAC * Secondary endpoint: ORR (RECIST v1.1, investigator)
- ECOG PS 0 vs 1 * Tumor response assessed at week 9 then Q9W (RECIST v1.1, investigator)

§i City of Hope Kato K, et al. ESMO 2020. Abstract LBA8 "



KEYNOTE-590 — Baseline Characteristics

Characteristic, n (%) Pembro + Chemo Chemo
N =373 N =376
Median age, years (range) 64.0 (28-94) 62.0 (27-89)
=65 years 172 (46) 150 (40)
Male 306 (82.0) 319 (84.8)
Asia Region 196 (52.5) 197 (52.4)
ECOG PS 1 223 (59.8) 225 (59.8)
Metastatic disease 344 (92.2) 339 (90.2)
Unresectable/locally-advanced 29 (7.8) 37 (9.8)
Squamous-cell carcinoma 274 (73.5) 274 (72.9)
Adenocarcinoma 99 (26.5) 102 (27 .1)
Esophageal 58 (15.5) 52 (13.8)
EGJ 41 (11.0) 50 (13.3)
PD-L1 CPS 2102 186 (49.9) 197 (52.4)

aPD-L1 status was not evaluable or missing in 12 patients in the pembro + chemo group and 7 patients in the chemo group.
Data cut-off: July 2, 2020.

i Cityof Hope
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KEYNOTE-590 — Overall Survival in PD-L1 CPS 210

and All Patients

PD-L1 CPS 210

HR
Events (95% Cl) P
100+ Pembro + Chemo  67% 0.62 <0.0001
90 - Chemo 84% (0.49-0.78)
80 -
70 ;i;;no rate 1 24-mo rate
] boar 131%
X 60 537/" 1 15%
TP . W e AU SN .- L J (3 (3]}
3 13.5 mo (11.1-15.6)
40 - 9.4 mo (8.0-10.7)
30 -
20 -
10 -
0 1 ) ) | 1 | II ] ] I 1

0 3 6 9 12 15 18 21

Time, months

No. at Risk
186 175 151 125 100 79 66 40 23 10 4
197 174 142 102 73 55 42 28 13 6 1

i Cityof Hope

24 27 30 33 3

0 0
0 0

All Patients

HR
Events (95% Cl) P
100+ Pembro + Chemo  70% 0.73 <0.0001
90 - Chemo 82% (0.62-0.86)
80 -
70 1 112-mo rate
1519% 1 24-mo rate
60 1 139% 28%
Y PO N i18%  Median (95% CI)
; | 12.4 mo (10.5-14.0)
40 - ; ' 9.8 mo (8.8-10.8)
30 1
20 1
10 -
0 | || || ; 1 || L ; ] ] ] 1
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at Risk Time, months
373 348 205 235 187 151 118 68 36 17 7 2 0

376 338 274 200 147 108 82 51 28 15 4 1 0

Kato K, et al. ESMO 2020. Abstract LBA8
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KEYNOTE-590 — Exploratory Subgroup Analyses by
Histology and PD-L1 Expression

i Cityof Hope

Overall Survival

Progression-free Survival

13.9 (11.1-17.7) | 8.8 (7.8-10.5)

Subgroup N, median OS* (95% CI), mo N, median PFS* (95% CI), mo
HR (95% CI)t HR (95% CI)t
P+C C P+C C
ESCC CPS =10 N =143 N =143 N =143 N =143

7.3 (6.2-8.2) 5.4 (4.2-6.0)

0.57 (0.43-0.75)

0.53 (0.40-0.69)

Adenocarcinoma CPS =210

N =43 N = 54

12.1(9.6-18.7) | 10.7 (8.2-15.3)

N = 43 N =54
8.0 (6.0-8.3) | 6.0(4.1-6.2)

0.83 (0.52-1.34)

0.49 (0.30-0.81)

ESCC CPS <10

N =121 N =126

10.5 (9.2-13.5) | 11.1 (9.1-12.4)

N = 121 N =126
6.2 (6.0-6.4) | 6.0(5.3-6.2)

0.99 (0.74-1.32)

0.83 (0.64-1.10)

Adenocarcinoma CPS <10

N =54 N =46

12.7 (8.1-16.1) | 8.4 (5.5-13.0)

N =54 N = 46
6.3(5.6-8.3) | 5.7 (3.5-6.3)

0.66 (0.42-1.04)

0.76 (0.49-1.19)

*Based on Kaplan-Meier method for censored data.
Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by
geographic region and ECOG performance status.

Abbreviations; C, Chemotherapy; P, Pembrolizumab

Sun JM, et al. Lancet 2021
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Refining 1L Therapy in HER2+ Disease — KEYNOTE 811

Patients
« Advanced G/GEJ
adenocarcinoma
* No prior therapyin
advanced setting
« HER2-positive

Stratification Factors

» Geographicregion
« PD-L1CPS
» Chemotherapy choice

ji§ Cityof Hope

Pembrolizumab 200 mg IV Q3W
+

Trastuzumab and FP or CAPOX?
for up to 35 cycles

Placebo IV Q3W

+
Trastuzumab and FP or CAPOX?2

for up to 35 cycles

ﬁual Primary End Points
« OS

Secondary End Points

\ + Safety

« PFS (RECIST v1.1 per BICR)

+ ORR (RECIST v1.1 per BICR)
+ DOR (RECIST v1.1 per BICR)

~

.

Janjigian Y, et al. ASCO 2021. Abstract 4013
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KEYNOTE 811 — Planned First Interim Analysis

(" Baseline Characteristics — Efficacy Population \
r" \
Kev Points Pembro Arm Placebo Arm
y (N=133) (N=131)
» Timing: to occur when first 260 participants enrolled had : " i
28.5 mo of follow-up Age, median (range) 62y (19-84) 61y (32-83)
o ) ) Male sex 84% 79%
* Objective: to assess whether adding pembrolizumab to trastuzumab Reqi f I t
and chemotherapy significantly improves ORR EHODIAPERIOAIES
_ _ Aus/EU/Isr/NAmM 31% 34%
« Superiority boundary: P = 0.002 (one-sided) )
_ Asia 30% 30%
« Data cutoff.df':lte. June 17,2020 ROW 39% 37%
— 434 participants enrolled
. J ECOG PS 1 51% 55%
Primary location of stomach 72% 68%
-~ : e W o . ) Histologic subtype
Efficacy Population Safety Population Diffuse 21% 50%
« First 264 participants enrolled « 433 participants who received Intestinal 61% 48%
5 O
ol et F1 ”dose Odet”th eI Indeterminate 18% 32%
* Follow-up duration? * Follow-up duration? L o o
— Median: 12.0 mo — Median: 9.9 mo POLIGRS =1 88% Both
— Range: 8.5-19.4mo — Range: 0.1-19.4mo HER? status
ifi 0, 0,
« Continuing any study treatment « Continuing any study treatment IHE 24, ISH pasilive 18t 21%
— Pembro arm: 40.6% — Pembro arm: 58.5% IHC 3+ 82% 79%
L = Placebo arm: 28.5% S - Placebo arm: 48.1% ) Choice of chemotherapy
CAPOX 86% 88%
aFollow-up d_uration was defined as the time from randomizationto the data cutoff date. FP 14% 12%
Aus, Australia; EU, Europe; Isr, Israel; NAm, North America; ROW, rest of world. k

The treatment regimen in both arms included trastuzumab and chemotherapy.

Janjigian Y, et al. ASCO 2021. Abstract 4013
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KEYNOTE 811 — Response Rates

& 100 100- ks
80 Pembro Arm N = 1242 80-_ Placebo Arm N = 1222
<3 Any decrease 97% <y 50_' Any decrease 90%
g Decrease of 280% 32% g 40 Decrease of 280% 15%
@ @ 20 s VS s
o o
£ £ 0
e o o
w - w -20-
% . %-40— ______________________________
5 S 60
-30_-
\_ -100] -100] )
4 N
Pembro Placebo Pembro Placebo Pembro Placebo
ORR and DCR, Arm Arm Best Response, Arm Arm Duration of Arm Arm
% (95% Cl) (N =133) (N=131) n (%) (N =133) (N=131) Response® (N =99) (N = 68)
ORR 74.4% 51.9% LCR 15(11%)  4(3%) J Median¢ 106mo  9.5mo
(66.2-81.6) (43.0-60.7) | [ PR 84 (63%) 64 (49%) Rangs 11+1to 1 4+ to
ORR difference® 22.7% (11.2-33.7) SD 29 (22%) 49 (37%) 16.5+ 15.4+
P =0.00006 0 0
i %) F1o%) >6-mo durationd 70.3% 61.4%
DCR 96 2% 89 3% Not evaluable 0 2 (2%)
(91.4-98.8) (82.7-94.0) Not assessed 0 5 (4%) >9-mo durationd 58.4% 51.1%
\_ J

ji§ Cityof Hope
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KEYNOTE 811 — Adverse Events

ji§ Cityof Hope

\ 1 AST

f All-Cause AEs \
Pembro Arm Placebo Arm
(N =217) (N = 216)
Summary
Any grade 97% 98%
Grade 3-5 57% 57%
Serious 31% 38%
Led to death 3% 5%
Led to discon, any drug 24% 26%
Incidence >20% Any Gr 3-5 Any Gr 3-5
Diarrhea 53% 7% 44% 8%
Nausea 49% 5% 44% 6%
Anemia 41% 9% 44% 9%
| Appetite 31% 2% 32% 4%
Vomiting 31% 5% 27% 2%
| Platelet count 24% 8% 28% 7%
Fatigue 24% 4% 20% 3%
| Neutrophil count 24% 7% 25% %
Peripheral sensory 23% 3% 19% 1%
neuropathy
21% <1% 13%

<1% j

( Immune-Mediated AEs and Infusion Reactions? \

Pembro Arm Placebo Arm
(N =217) (N = 216)
Summary
Any grade 34% 21%
Grade 3-5 10% 3%
Serious 9% 3%
Led to death 1% <1%
Led to discon, any drug 6% 2%
Incidence 22 Participants Any Gr 3-5 Any Gr 3-5
Infusion reactions 18% 3% 13% 1%
Pneumonitis 5% 1% 1% 0
Colitis 5% 3% 2% 2%
Hypothyroidism 5% 0 3% 0
Hyperthyroidism 4% 0 3% 0
Hypophysitis 1% <1% 0 0
Hepatitis 1% 1% 1% 0
Severe skin reactions 1% 1% 0 0

J

Janjigian Y, et al. ASCO 2021. Abstract 4013
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New Approach for HER2+ Disease in Later-line
Therapy — DESTINY-GastricO1 Randomized Phase Il

Study population

— HERZ-expressing advanced
gastric or GEJ adenocarcinoma

— = 2 Prior regimens; must include
fluoropyrimidine and a platinum agent

Stratification factors (primary cohort)
— Reqgion (Japan or Karea)
—ECOGPS(Dar1)

— HER2 status (IHC 3+ or IHC 2+/ISH+)

ji§ Cityof Hope

Z0—4HrFraAH00—-—0MA

Primary cohort (HER2 positive [IHC3 + or IHC 2 +/ISH+])
- Progressed on trastuzumab-containing regimen

T-DXd (n=120)
B4 mglkg, 3-week cycle

Physician’s choice
(Irinote can or paclitaxel) (n = 60)

[ Exploratory cohorts (HERZ low)
- Anti-HER 2 treatment naive

Cohort 1: HER2 (IHC 2+ASH
T-DXd (N = 20)

Cohort 2: HERZ2 (IHC 1+)
T-DXd (N = 20)

Shitara K, et al. ASCO 2020. Abstract 4513

Primary endpoint
— ORR by ICR

Secondary endpoints
— 0S,DOR, PFS,
canfirmed ORR,

safety



DESTINY-GastricOl — Baseline Characteristics

ji§ Cityof Hope

T-DXd PC Overall

Demographic Variable (n=125) (n=62)
Age, median (range), years® 65.0 (34.0-82.0) 66.0 (28.0-82.0)
Female, % 240 242
Region, %

Japan/Korea 79.2/20.8 80.6/194
ECOG PS, %

01 49.6/50.4 48.4/51.6
Histological subtype, %

Intestinal 712 61.3

Diffuse 224 29.0

Other 6.4 9.7
HER2 expression, %"

IHC 3+/IHC 2+, ISH+ 76.8/23.2 75.8/242
Primary site, %

Gastric/GEJ 86.4/13.6 88.7/11.3
Prior systemic therapies for advanced/metastatic disease, %°

2 528 61.3

3 272 29.0

=4 200 9.7
Prior treatment, %

Containing trastuzumab 100.0 100.0

Containing ramucirumab 752 66.1

Containing taxane 84.0 88.7

Irinotecan or other topoisomerase | inhibitor 6.4 8.1

Immune checkpoint inhibitors 352 274

Shitara K, et al. ASCO 2020. Abstract 4513
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DESTINY-GastricOl — Response Rates

T-DXd PC Overall
(n=119) (n = 56)
51.3% (n = 61) 14.3% (n = 8)
ORR (CR + PR) by ICR, n (% 95% Cl. 41.9-60.5: P< 0001 95% C. 6.4-26.2
42.9% (n = 51 12.5% (n =
Confirmed ORR (CR + PR) by ICR, n (%)* 95% Cl :gs.a-se].a 95% Cl é.2-2?1
CR 8.4% (n = 10) 0
PR 34.5% (0= 41) 12.5% (0 =7)
SD 42.9% (n = 51) 50.0% (n = 28)
PD 11.8% (n=14) 304% (n=17)
Not evaluable 2.5%(n=23) 7.1% (n=4)
, 85.7% (n = 102) 62.5% (n = 35)
Confirmed DCR (CR + PR + SD), n (%) 95% Cl. 78.1-91.5 95% Cl. 48.5-75.1
Confirmed DOR, medi th 1.9 o
rm  TOdIiaN, Monms 95% Cl. 5.6-NE 95% Cl. 3.0-4.9
15 16
IF fMSRaN; monts 95% C1,1.4-17 95% CI, 1.3-1.7

ji§ Cityof Hope
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DESTINY-GastricOl — Progression-Free and Overall
Survival

ji§ Cityof Hope

No. at risk
T-DXd

ProgressionFree Survival, %

10

Physician’s choice

No. at risk
T-DXd

100

90 -

80

60
50

Overall Survival, %

10

0

Physician’s choice

70 -

40
30 -
20 4

Mo. of Bvents/ Median Duration
Mo. of Patients | (95% CI), months
T-Didck 7125 5.6 (4.3-6.9)
Fhysician's
choices® 3662 35 (2.0-4.3
HRE (95% Cl)e 0.47 (0.31-0.71)
| — T-DXd : i
| — Physician's choice i i
0 3 6 9 12 15 18 21 2
Months
125 82 35 20 12 5 3 1 0
62 19 5 0 0 0 0 0 0
i H Ho. of D eathsl | Median D uration
! i No. of Patients | (95% Cl), months
1803 !
| . ' T-Dxd® B2M25 125(86-14.3)
: : Physician's
- : ; choicet 39/62 84 (E910.7)
' 152 1
1 : . HRE (85% C1)® 0.59 (0380 .88)
P= 00970
— T-DXd '
- = Physician's choice E E L
0 3 6 9 12 15 18 21 2%
Months
125 115 88 5 33 14 7 3 0
62 54 37 19 10 2 2 0 0
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DESTINY-GastricOl1l — Toxicities

T-DXd PC Overall
(n=125) (n=62)
Grade Grade
Preferred Term, % Any 3 4 Any 3 4
Any 100.0 60.8 8.4 98.4 419 1.3
Nausea 63.2 48 0 46.8 1.6 0

Neutrophil count decreased®

Decreased appetite 60.0 16.8 0 452 129 0
Anemia" 576 376 0 306 21.0 1.6
Platelet count decreased" 39.2 9.6 1.6 6.5 1.6 1.6
White blood cell count decreased® 376 20.8 0 355 8.1 3.2
Malaise 344 0.8 0 16.1 0 0
Diarrhea 320 24 0 323 1.6 0
Vomiting 264 0 0 8.1 0 0
Constipation 24.0 0 0 226 0 0
Pyrexia 240 0 0 16.1 0 0
Alopecia 224 0 0 145 0 0
Fatigue 21.6 7.2 0 242 3.2 0
Lymphocyte count decreased® 216 6.4 4.8 3.2 0 1.6
ji§ Cityof Hope

9.6% (12 pts) had T-DXd-related
interstitial lung disease
(ILD)/pneumonitis

Median onset 84.5 days (36-638
days)

3 Grade 1, 6 Grade 2, 2 Grade 3,
1 Grade 4, 0 Grade 5

8 of 12 cases had resolved/were
resolving (median time to
resolution 57 days) at data
analysis cut-off

Shitara K, et al. ASCO 2020. Abstract 4513
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Testing Trastuzumab Beyond Progression in Gastric
Cancer — Japanese Second-Line T-ACT Trial

T-ACT study: Trial to Assess the Concept of TBP

. PTX
HER2-positive advanced l_’ PTX 80 mg/m’, on day 1, 8, 15, every 4

G/GEJ adenocarcinoma o WESKS
== R JE!

refractory to first-line chemotherapy with

fluoropyrimidine, platinum, and Tmab (>3 ‘ PTX + Tmab

doses and last dose within 6 wks of

Tmab 8 mg/kg loading dose and 6 mg/kg
enrollment)

thereafter, on day 1, every 3 weeks
PTX 80 mg/m’, on day 1, 8, 15, every 4

Stratification factor: Institution, weeks

ECOG PS 0-1/2, IHC3+ /IHC2+ & FISH+,
Target lesion +/-

ki Cityof Hope Makiyama A, et al. ASCO 2018



T-ACT — Progression-Free and Overall Survival

Progression-free Survival Overall Survival

PTX PTX + Tmab ; PTX PTX + Tmab
— PTX (n=45) (n=44) o —PIX (n=45) (n=44)
— PTX+Tmab Median, months 3.19 3.68 5 — PTX+Tmab Median, months 9.95 10.20
(95% Cl) (2.86-3.48)  (2.76-4.53) h (95% Cl) (7.56-13.08)  (7.85-12.75)
Stratified HR (95% Cl) 0.906 (0.674-1.219) Stratified HR (95% Cl) 1.230 (0.759-1.991)

P-value 0.334 P-value 0.199
(stratified log-rank test) (stratified log-rank test)

w
o

)
>
<
>
=
a
]
a
=]
ju.
o

Probability (%)

0 I L it it |

0 2 10 12 20 22 51 54

No. of patients at risk Time (months) No. of patients at risk Time (months)
45 36 2 1 1 45 41 35 25 19 1 0
44 33 0 0 4 4 37 24 17 0 o0

0

0 3 6 9

B8 Cityof Hope Makiyama A, et al. ASCO 2018 25



HER2 Loss in T-ACT Trial i

HER2-positive rates in available Before 1st line therapy | Before T-ACT trial
. HER2 status] IHC | FISH |HER2status| IHC | FISH
paired samples (n=16) —— : P —

100

UPDATE: Phase 2 DESTINY-Gastric02 Trial — Single Arm T-DXd
in Second-Line Therapy (N = 79)
Results: ORR 38%, Median PFS 5.5 months

Key Eligibility: Central Lab confirmation HER2+ on fresh biopsy p
- |
y - |

Betore 1st Before
line therapy  T-ACT study

See Abstract 4029 Sukawa Y et al
for more biomarker data Definition of HER2 positive: IHC3+ or IHC2+ with FISH positive

i Cityof Hope Shitara K, et al. ASCO 2020. Abstract 4513 26



The Reference Standard Second-Line Therapy
Paclitaxel + Ramucirumab — RAINBOW Trial

HRes%ct = 0.807 b.678,0.96) Res ponse Rates HR (95% c1) = 0.635 (0.536, 0.752)

W Suaiiliedlogranicp=vaiue =i0.0168 Stratified log rank p-value < 0.0001

0.9 - RAM +PTX PBO +PTX 104

: RAM + PTX PBO +PTX
Patients / Event 330/ 256 335/ 260
08 il G Patients / Events 3307279 335/ 296

H 0,
Median(mos) (95% Cl) | 9.63 (8.48, 10.81) |7.36 (6.31, 8.38) Median(mos) (95% Cl) | 4.40 (4.24, 5.32) |2.86(2.79, 3.02)

12-month OS 40% 30% 0.7 - 9-Month PFS 22% 10%

0.6 -

06 - Response Rate 28% 16%
p=0.0001
0.5 1 Disease Control Rate 80% 64%
04 | p < 0.0001

05
04 A mOS = 2.3 months

0.3
0.3 -

=
=
©
o
o
o
©
2
2
=3
2
©
[
>
O

0.2 1 __ram+pTX
0.1 | —PBO+PTX 027 —rameprx
| | Censored 0.1 4 —PBO*PTX
0.0 | | Censored
. T T T T

0 2 4 10 12 14 16 18 20 22 0.0 . . :
4 10 12

i 2R Months No. at risk Months

RAM +PTX 330 308 148 118 78 60 41 RAM+ PTX 330 43 28
PBO+PTX 335 294 143 109 81 B4 47 30 PBO+ PTX 335 21 12

Progression-Free Survival Probability

Wilke H, et al. GI ASCO 2014




Retrospective Analyses of Paclitaxel + Ramucirumab

Activity After Anti-PD-1 Exposure

Proportion alive

HRUV 0.53 (95% CI 0.28 - 1.02)
HRMV 0.33 (95% Cl 0.15 - 0.72)

RAM + TAX with preceding ICI (n = 19)
median: 14.8 mo (95% CI: 6.6 - not reached)

RAM + TAX without preceding ICI (n = 68)
median: 7.4 mo (95% CI: 6.1 - 10.1)

Patients-at-risk

ICI-RAMTAX 19
RAMTAX 68

ji§ Cityof Hope

4

18
55
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14
41
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10 12 14 16 18 20 22 24

Time (months)

13
27
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23

9
20

14

12

11

5

Progression free survival rate (%)

100

80

60

40

20

B Anti-PD-1 naive group
Median (95% CI)

3.4 mo (2.9-3.9 mo)

HR = 0.56 (95% CI, 0.37-0.84)
P-value = 0.004

J.S 10.0 125
onths

Fonkoua LAK, et al. 1JC 2021
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Trial In Progress — DESTINY-Gastric04

Primary Endpoint: OS (N = 490)
Enrollment:

- Metastatic gastric or GEJ
adenocarcinoma

- Progressed on or after 18t-line
trastuzumab-containing regimen

- Central lab confirmation HER2+
on fresh biopsy

ji§ Cityof Hope

Trastuzumab deruxtecan

Paclitaxel + Ramucirumab

ClinicalTrials.gov NCT04704934
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Trial iIn Progress — MOUNTAINEER-02

PHASE 2
Cohort 2A
(N=24-30)
HER2+ by
ith TUC + Tras +

Ram + Pac

Paclitaxel Dose

Optimization
HER2+ by (N=6-12)
CtDNA or
tissue biopsy Pac 60 or 80 mg/m?2
+ TUC + Tras +
Ram
Cohort 2B
HER2+ by (Exploratory)
tissue biopsy (N=24_30)
I HER2- by
Sl TUC + Tras +
Ram + Pac
I Cityof Hope

Cohort 3A**
TUC + Tras + Ram + Pac
(N=235)

Cohort 3B (Control)**

Go/No Go Ram + Pac

Cohort 3C
TUC + Ram + Pac
(N=30)

*Double blind, Placebo-controlled
**Formal statistical comparisons to be
made between Cohorts 3A and 3B

ClinicalTrials.gov NCT04499924
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Practical Application of Sequencing Therapies -
Pathways

Esophageal, GE
Junction, and Gastric,
Adenocarcinoma,
Distant Metastases
(cM1/pM1) /Locally
Recurrent Disease

‘% HER2 Positive ’-)

Cityof Hope

(1) GEOS39: Pembrolizumab 200 mg g21 Days + Trastuzumab 6/4 mg/kg + mFOLFOX6 g14 Days Until
Progression, Unacceptable Toxicity, or up to 24 Months
May consider stopping oxaliplatin after 9-12 doses (18-24 weeks), as per planned platinum therapy
durationsin KEYNOTE-811.

1f g6 Week Schedule Preferred (Pembrolizumab):
(2) GEOS40: Pembrolizumab 400 mg q42 Days + Trastuzumab 6/4 mg/kg + mFOLFOX6 q14 Days Until

Progression, Unacceptable Toxicity, or up to 24 Months
May consider stopping oxaliplatin after 9-12 doses (18-24 weeks), as per planned platinum therapy
durationsin KEYNOTE-811.

If FOLFOX Contraindicated:

(3) GEOS41: Pembrolizumab 200 mg D1 + Trastuzumab 8/6 mg/kg D1 + Cisplatin 80 mg/n? D1 (up to 6
doses) + Fluorouracil 800 mg/m?/day CIV D1-5 q21 Days Until Progression, Unacceptable Toxicity, or up
to 24 Months

(4) GEOS42: Pembrolizumab 400 mg q42 Days + Trastuzumab 8/6 mg/kg D1 + Cisplatin 80 mg/n? D1 (up to
6 doses) + Fluorouracil 800 mg/m?/day CIV D1-5 q21 Days Until Progression, Unacceptable Toxicity, or
up to 24 Months

1fOral Therapy Desired:
(5) GEOS43: Pembrolizumab 200 mg D1 + Trastuzumab 8/6 mg/kg D1 + Capecitabine 1,000 mg/m?®BID D1-

14 + Oxaliplatin 130 mg_.’m2 D1 (up to 6-8 doses) g21 Days Until Progression, Unacceptable Toxicity, or
up to 24 Months

(6) GEOS44: Pembrolizumab 400 mg q42 Days + Trastuzumab 8/6 mg/kg D1 + Capecitabine 1,000 mg,"m2 }
BID D1-14 + Oxaliplatin 130 rng,:’m2 D1 (up to 6-8 doses) g21 Days Until Progression, Unacceptable ?
Toxicity, or up to 24 Months 1
(1) GEOS36: Nivolumab 240 mg + mFOLFOX6 q14 Days Until Progression,
— Unacceptable Toxicity, or up to 24 Months
PD-L1 Expression Ly

Positive CPS 252 1f 28 Day Schedule Preferred (Nivolumab). 3
HER2 Negative/ (2) GEOS37: h!lvolumab 480 mg q28\|:!avs + mFOLFOX6 ql14 Days Until 3
e Progression, Unacceptable Toxicity, or up to 24 Months i
PD-L1 Expression 8
CPS < 5/Negative/ = |(1) GEOS3: mFOLFOX6 g14 Days Until Progression or Unacceptable Toxicity i
Unknown 2 7

Esophageal, GE
Junction, and Gastric,
Adenocarcinoma,
Distant Metastases
(cM1/pM1) /Locally
Recurrent Disease

MSS/pMMR or
MSI Unknown

(1) GEOS14: Ramucirumab 8 mg/kg Days 1, 15 + Paclitaxel 80 mg,’mz Days 1, 8, 15 q28 Days Until
Progression or Unacce ptable Toxicity

If Not a Candidate for Paclitaxel or Borderline Performance Status:

(2) GEOS13: Ramucirumab 8 mg/kg q2 Weeks Until Progression or Unacceptable Toxicity

-b{ Second Line
MSI-H/dMMR * '—»

(1) GEOS22: Pembrolizumab 200 mg 21 Days Until Progression, Unacceptable Texicity, or Up to 24
Months

(2) GEOS24: Pembrolizumab 400 mg q42 Days Until Progression, Unacceptable Toxicity, or up to 24
Months

HER2 Positive '—5

(1) GEOS38: Fam-trastuzumab Deruxtecan 6.4 mg/kg g21 Days Until Progression or Unacceptable
Toxicity

e

Third Line and Beyond

HER2 Negative/
Unknown and MSS/
PMMR or MSI Unknown
2

Unknown or Prior PD-1/

(1) GEOS22: Pembrolizumab 200 mg g21 Days Until Progression,
Unacceptable Toxicity, or up to 24 Months

PD-L1 Expression

Positive CPS = 1

(2) GEOS24: Pembrolizumab 400 mg q42 Days Until Progression,
Unacceptable Toxicity, or up to 24 Months

Bwmm

(1) GEOS23: Trifluridine/Tipiracil 35 mg/m? BID on D1-5, 8-12 q28 Days
Until Progression er Unacceptable Toxicity

1f Not a Candidate for Oral Therapy:
(2) GEOS19: Irinotecan 180 mg/m’ q14 Days Until Progression or
Unacceptable Toxicity

PD-L1 Expression
CPS < 1/Negative/

PD-L1 Inhibitor

fa Candidate for Phase | Trial:
(3) Phasel: Referral to Phase | Trial

‘[AJ Esoph145: End of Life Care/Hospice Care
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