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Signaling Pathways and Targeted therapy in Gastric Cancer
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Randomized phase lll trials of HER2 negative targeted therapies in
metastatic gastric cancer

Target Drug

Angiogenesis Apatinib

Bevacizumab

Ramucirumab

EGFR Cetuximab
Gefitinib

Panitumumab
MET Onartuzumab

Rilotumumab

mTOR Everolimus
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METGastric

RILOMET-1

GRANITE-1

Line of therapy Treatment groups 0S benefit Reference
Third or more Apatinib versus placebo Yes Li and colleagues

Bevacizumab versus placebo, in combination with chemotherapy (cisplatin

i 1
First and fluoropyrimidine) No Ohtsu and colleagues
First Bevauzumab Yersus placebo, in combination with chemotherapy (cisplatin No Shen eid el ERIes

and capecitabine)
Second Raml.chumab versus placebo, in combination with chemotherapy Yes Wilke and colleagues
(paclitaxel)
Second Ramucirumab versus placebo Yes Fuchs and colleagues
First Ramucirumab, in combination with cisplatin and fluropyrimidine vs. placebo No Fuchs and colleagues
First Chemotherapy (cisplatin and capecitabine) with or without cetuximab No Lordick and colleagues
Second Gefitinib versus placebo No Dutton and colleagues
First Chemotherapy (epirubicin, oxaliplatin and capecitabine) with or without No Y [F Py [
panitumumab
First Onartuzumab versus placebo, in combination with chemotherapy (FOLFOX) No Shah and colleagues
First Rilotumumab versus placebo, in combination with chemotherapy No Cunningham and
(epirubicin, cisplatin and capecitabine) colleagues
Second or .
more Everolimus versus placebo No Ohtsu and colleagues

Therap Adv Gastroenterol. 2018




(Moving) Targets in EG Cancer

Intertumour Heterogeneity Intratumour Heterogeneity  Intercellular Heterogeneity
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Intercellular genetic
and non-genetic heterogeneity

Subclone 2

Clonal heterogeneity

Gastric Cancer is NOT a monogenic single disease
Burrell et al., Nature 2013

Courtesy Sam Klempner
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VIRTUAL

» Successes and failures

* Immune checkpoint inhibitors

in GEA

ATTRACTION-2
Phase Ill RCT
3L+
Nivolumab improves OS
compared to placebo

KEYNOTE-059
Non-randomised phase Il
3L+
Pembrolizumab

KEYNOTE-061
Phase Illl RCT
2L (PD-L1+)
Pembrolizumab does not
improve OS vs paclitaxel

[ JAVELIN-300 |
Phase Illl RCT
2L
Avelumab does not
improve OS vs

KEYNOTE-062
Phase lll RCT
1L (PD-L1+)
Pembrolizumab non-inferior to
chemo (with caveats)

JAVELIN-100
Phase lll RCT
1L maintenance
Avelumab does not
improve OS vs
chemotherapy

L chemotherapy |

KEYNOTE-062
Phase lll RCT
1L (PD-L1+)
Pembrolizumab + chemo does
not improve OS vs chemo alone

KEY LEARNING

Most GEA do not benefit from anti-PD-(L)1 monotherapy
PD-L1 expression modestly sensitises (ORR 15% PD-L1 CPS = 1, 25% CPS = 10)
MSI (<5%) and high TMB (~18%) have good outcomes (ORR >50% to 30-40%)

CPS, combined proportion score; MSI, microsatellite unstable; ORR, overall response rate; OS, overall survival, PD-L1, programmed death-ligand-1; TMB, tumour mutational burden.

Discussant: E Smyth

1. Kang et, Lancet . 2017 Dec 2;390(10111):2461-2471.

2. Fuchs CS et al. JAMA Oncol. 2018;4:e180013.

3. Shitara K et al. Lancet. 2018;392:123-133.

4. Bang et al, Ann Oncol. 2018 Oct 1;29(10):2052-2060.
4.Shitara et al, .JAMA Oncol . 2020 Sep 3. Online ahead of print.
5. Moehler et al, JCO.2020.38.4_suppl.278.

6. 1. Shitara K et al. Presented at ASCO 2020; poster 4537.

2. Fuchs CS et al. Presented at ASCO 2020; poster 4512.



CheckMate 649 study design

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

Key eligibility criteria

* Previously untreated,
unresectable, advanced or
metastatic gastric/GEJ/
esophageal adenocarcinoma

* No known HER2-positive status
« ECOG PS 0-1

Stratification factors

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

* Region (Asia vs United States/Canada vs ROW)
* ECOGPS (0Ovs 1)

+ Chemo (XELOX vs FOLFOX)

n=789

NIVO1 + IPI3
Q3W x 4 then NIVO 240 mg Q2W¢

¢ CheckMate 649

n=792

NIVO 360 mg + XELOX® Q3W¢d or

NIVO 240 mg + FOLFOXf Q2Wd

XELOXe Q3wd

or FOLFOXf Q2wd

N = 1581, including 955 patients (60%) with PD-L1 CPS 2 5

« At data cutoff (May 27, 2020), the minimum follow-up was 12.1 months"

Dual primary endpoints:
+ OS and PFSe (PD-L1 CPS > 5)

Secondary endpoints:

* OS (PD-L1 CPS > 1 or all
randomized)

* OS (PD-L1 CPS = 10)

« PFSe(PD-L1 CPS > 10, 1, or
all randomized)

* ORRs

aClinicalTrials.gov number, NCT02872116; P< 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; 9Until 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); fOxaliplatin 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);

2BICR assessed; "Time from concurrent randomization of the last patient to NIVO + chemo vs chemo to data cutoff.



Ove 'd | | SU rViva | Primary endpoint (PD-L1 CPS = 5)

CheckMate 649

NIVO + chemo Chemo

100 - _
(n=473) (n=482)
13&;{20 Median 0S, mo 14.4 11.1
80 _ (95% Cl) (13.1-16.2) (10.0-12.1)
HR (98.4% Cl) 0.71 (0.59-0.86)
P value <0.0001
s 60 -
§
G 40 - i
i NIVO + chemo
20 l
i Chemo
0 | | | 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

* Supérior0S, 29% réductiontin the riskoof death, and @8.3-month improdement it mediatv OS witheNIVO + ¢hemo vérsus chémo in patients

whose tumors expressed PD-L1 CPS > 5

aMinimum follow-up 12.1 months.



Overall survival

PD-L1 CPS > 1
NIVO + chemo Chemo
(n=641) (n=655)
Median OS, mo 14.0 11.3
12-mo (95% Cl) (12.6-15.0) (10.6-12.3)
100 e
% rate HR (99.3% CI) 0.77 (0.64-0.92)
80 - | P value 0.0001
9; 60 |
é
& 40 !
NIVO + chemo
20 H 3
0 T T T i T T T T T T T T 1
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

0S (%)

¢ CheckMate 649

All randomized

NIVO + chemo Chemo
(n=789) (n=792)
Median OS, mo 13.8 11.6
100 ~ 12-mo (95% Cl) (12.6-14.6)  (10.9-12.5)
rate HR (99.3% CI) 0.80 (0.68-0.94)
80+ Pvalue 0.0002
60+ |
40 5
i NIVO + chemo
20| :
0 T T T ; T T T T T T T T 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

* Superior OS benefit in PD-L1 CPS > 1 and all randomized patients with NIVO + chemo versus chemo

aMinimum follow-up 12.1 months.



Progression-free survival

Primary endpoint (PD-L1 CPS 2 5) PD-L1 CPS 2 1
NIVO + chemo Chemo
100 (n=473) (n=482) 100 N“:no: ;:fr ’ (ﬁiegg)
Median PFS, mo 7.7 6.0 Median PFS 75 o0
edian , Mo . .
80+ (95% CI) (7.0-9.2) (5.6-6.9) 80
(95% CI) (7.0-8.4) (6.1-7.0)
HR (98% CI) 0.68 (0.56-0.81)
a a HR (95% Cl) 0.74(0.65-0.85)
260+ Pvalue <0.0001 560 |
i o
o 404 = 40
20+ NIVO + chemo 20 NIVO + chemo
0 T T T T T T T T T T T 1 0 T T T T T T T T T T T 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
No. at risk
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 1 0
Chemo 482 325 200 109 72 41 25 18 12 7 4 0 0 655 452 291 167 29 53 31 21 13 8 4 0 0

12-mo rate: NIVO + chemo, 36%; chemo, 22%

NIVO + chemo, 34%; chemo, 22%

¢ CheckMate 649

All randomized

100 4 NIVO + chemo Chemo
(n=789) (n=792)
Median PFS, mo 7.7 6.9
80
(95% Cl) (7.1-8.5) (6.6-7.1)
a HR (95% CI) 0.77 (0.68-0.87)
5= 60
Q\O.,
i 40
b .
20
NIVO + chemo
0 T T T T T T T

T
0 3 6 9 12 15 18 21 24 27 30 33 36
Months

789 639 429 287 197 136 83 51 31 15
792 544 351 202 120 65 38 28 18 12

NIVO + chemo, 33%; chemo, 23%

» Superior PFS, 32% reduction in the risk of progression or death with NIVO + chemo versus chemo in patients whose tumors expressed

PD-L1CPS 25

* PFS benefit with NIVO + chemo versus chemo in PD-L1 CPS > 1 and all randomized patients

aper BICR assessment; PMinimum follow-up 12.1 months.



¢ CheckMate 649

Overall survival subgroup analysis

Median OS, months Unstratified HR |  ynstratified HR (95% Cl)

NIVO + chemo for death

Category (PD-L1 CPS 2 5) Subgroup

Overall (N = 955) 14.4 11.1 0.70 ——
Age, years < 65 (n =552) 14.8 11.0 0.69 ——
> 65 (n = 403) 14.3 11.2 0.72 —— |
Sex Male (n = 680) 14.4 10.8 0.67 ——
Female (n = 275) 14.4 12.1 0.78 ——+
Race Asian (n = 236) 16.1 11.5 0.63 —— !
White (n = 655) 14.0 1.1 0.71 ——
Other (n = 64) 9.8 10.6 0.93 -
Region Asia (n = 228) 15.6 11.8 0.64 ——
US/Canada (n = 137) 16.8 12.6 0.67 —_——
ROW (n = 590) 13.6 10.4 0.74 —— |
ECOG PS? 0 (n=397) 17.6 13.8 0.79 ——+
1 (n =557) 12.6 8.8 0.63 ——
Primary tumor location GC (n = 667) 15.0 10.5 0.66 —— i
GEJC (n =170) 14.2 13.1 0.84 ——
EAC (n=118) 11.2 11.3 0.78 ———
Tumor cell PD-L1P expression < 1% (n =724) 14.2 11.6 0.75 —— !
> 1% (n = 230) 16.2 8.8 0.56 ——
Liver metastases Yes (n = 408) 13.1 9.8 0.63 —— |
No (n = 518) 15.5 12.0 0.76 ——
Signet ring cell carcinoma Yes (n = 141) 12.1 9.0 0.71 ——
No (n = 814) 15.1 11.3 0.69 —— !
MSI statusc MSS (n = 846) 14.4 1.1 0.73 —— !
MSI-H (n = 34) Not reached 8.8 0.33 — '
Chemotherapy regimen FOLFOX (n = 479) 14.3 11.3 0.71 ——
XELOX (n = 454) 15.0 11.0 0.69 —— |
0.25 0.5 1 2

NIVO + chemo «—» Chemo
* OS consistently favored NIVO + chemo versus chemo across multiple pre-specified subgroups

aNot reported, n = 1; ®PUnknown, n = 1; °Not reported/invalid, n = 75. 11



*  CheckMate 649

Conclusions

* NIVO is the first PD-1-inhibitor to demonstrate superior OS and PFS in
combination with chemo versus chemo alone in previously untreated patients
with advanced GC/GEJC/EAC

— Statistically significant and clinically meaningful OS benefit in patients whose
tumors expressed PD-L1 CPS 25 and = 1 and in all randomized patients

— Survival benefit across multiple pre-specified subgroups (assessed in primary
population)

— PFS benefit in PD-L1 CPS 2> 5 (statistically significant), PD-L1 CPS > 1, and all
randomized patients

* No new safety signals were identified with NIVO + chemo

* NIVO + chemo represents a new potential standard 1L treatment for
patients with advanced GC/GEJC/EAC



ATTRACTION-4

EEEESMD™" Phase 3 part of ATTRACTION-4: Study Design

* Phase 3 part of ATTRACTION-4 is a double-blind, randomized (1:1) controlled study conducted at 130 centers in Japan,
Korea, and Taiwan from Mar 20172

4 ) 4 \
Key eligibility criteria: TN Nivolumab 360 mg IV Q3W Treatment continued until:
* Unresectable advanced or R b - . Zrogressnvi:ilsea§g per RECIST v1.1
recurrent HER2-negative G/GE) SOX® or CapeOXc therapy nacceptable toxicity
1:1 *  Withdrawal of consent
cancer
e ECOGPSofOorl || Stratification Primary endpoint:
¢ Chemo-naive factors: * PFS (central assessment by IRRC)
* Country and 0S
* Neoadjuvant or adjuvant *PS
chemotherapy allowed if . l-)‘:gr‘gsr;z'r'] PD-L1 Placebo Other key endpoints:
completed >180 days prior to . Disease status + * PFS, ORR, DOR, DCR, TTR, BOR, and
recurrence SOXP or CapeOX¢ therapy safety
\ Y, - J

* At data cutoff for interim analysis of PFS (31 Oct 2018), the median follow-up period was 11.6 months
* At data cutoff for final analysis of OS (31 Jan 2020), the median follow-up was 26.6 months
* A total of 724 patients were randomized

aClinicalTrials.gov Identifier: NCT02746796,
bSOX : S-1 (tegafur-gimeracil-oteracil potassium) 40 mg/m?2 orally twice daily (days 1-14) and Oxaliplatin 130 mg/m2 |V (day 1), q3w
cCapeOX : Capecitabine 1000 mg/m? orally twice daily (days 1-14) and Oxaliplatin 130 mg/m2 1V (day 1), q3w
13



ATTRACTION-4

EREEMD Progression-Free Survival
(Interim Analysis)

100 4
90 4 Nivolumab + Chemotherapy
—— Placebo + Chemoth
80 SRR Nivolumab + Placebo +
£ chemotherapy chemotherapy
£ N =362 N =362
:i: 80 Median PFS, 10.45 8.34
o 50 . . .
= months (8.44-14.75) (6.97-9.40)
% 40 (95% Cl)
8 30- Hazard ratio 0.68
e % | (98.51% Cl) (0.51-0.90)
10 : P value 0.0007
. 1yr PFS rate (%) 45.4 | 30.6
0 3 6 9 12 15 18
Time (months)
At Risk
Nivolumab + Chemotherapy 362 274 168 94 46 13 0
Placebo + Chemothierapy: [ 258 180 80 20 S g Cut off : 31 Oct 2018 for Interim analysis

* PFS was continuously longer in NIVO + Chemo than in Chemo at the final analysis
(NIVO+Chemo vs. Chemo: HR 0.70; mPFS 10.9 vs. 8.4 mo)

14



ATTRACTION-4

m"“"g"’ss Overall Survival
(Final Analysis)

100 -
— Nivolumab + Chemotherapy
90 1 — Placebo + Chemotherapy .
< 80 Nivolumab + Placebo +
%_; 704 chemotherapy chemotherapy
2 N =362 N =362
5 601 Median OS
,g 50 4 months ’ 17.45 17.15
> 15.67-20.83 15.18-19.65
£ 401 (95% Cl) ( b )
g 30 1 Hazard ratio 0.90
@ 20- (95% Cl) (0.75-1.08)
10 4 P value 0.257
0 L T 1 T T T T 1 T T T T 1 T
0 3 6 9 12 15 18 21 24 27 30 33 36
At Risk Time (months)
Nivolumab + Chemotherapy 362 346 318 269 232 193 169 150 102 58 23 2
Placebo + Chemotherapy 362 342 301 259 219 192 167 141 97 48 16 5 0 Cut off : 31 Jan 2020 for final analysis

15



ATTRACTION-4

VIRTUAL FONETESS -
EEERESMD Summary and Conclusion

 NIVO + Chemo demonstrated the significant improvement in PFS, but
not in OS.
- Superior response rates and longer response duration

* The pre-specified objective of Phase 3 part of ATTRACTION-4 was
achieved, showing clinical meaningful efficacy.

 NIVO + Chemo was manageable in safety.

* NIVO + Chemo could be considered as new first-line treatment option
in unresectable advanced or recurrent G/GEJ cancer.

16



FEEESMD =+ CheckMate 649 & ATTRACTION-4

 Similarities and distinctions

CheckMate 649 ATTRACTION-4
PD-L1CPS 25 Biomarker agnostic
CheckMate 649
Trial design Phase Il RCT Phase Il RCT
Open label Placebo controlled TPFS and TOS
Region Global Asia
25% Asian (Japan, Korea, Taiwan) ATTRACTION-4
Chemotherapy CAPOX (50%) CAPOX (36%) TPFS but not OS
FOLFOX (50%) Oxaliplatin - S1 (64%)
Site of disease Gastric (70%) Gastric* (89%) BOth tnals meet prlmary
GEJ/Eso (30%) GEJ* (11%) endpoints
Primary endpoint OS and PFS OS and PFS
CPS25

Discussant: E Smyth

CAPOX, capecitabine/oxalipatin; Eso, esophagus; FOLFOX, infusional 5-FU/oxaliplatin; GEJ, gastroesophageal junction; OS, overall survival; PFS, progression free survival; RCT, randomised controlled trial. *of patients with known tumour site



KEYNOTE-590 Study Design (NCT03189719)

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)

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; EGJ, esophagogastric junction, ESCC, esophageal squamous cell carcinoma.



Overall Survival

ESCC PD-L1 CPS 210

HR
Events (95% Cl) P
100 Pembro + Chemo  66% 0.57 <0.0001
90 - Chemo 85%  (0.43-0.75)
80 A
70 - ;g;/r:lo rate ;24-mo rate
60 - 34% M
X 50 - ! Median (95% Cl)
» 13.9 mo (11.1-17.7)
o 40 - 8.8 mo (7.8-10.5)
30 -
20
10 -
0 1 I 1 I I I I lI 1 I 1 1

0 3 6 9 12

No. at Risk
143 134 119 96 78 61 51 29 16 7 3 0 0
143 124 99 70 48 34 24 15 10 4 1 0 0

15 18 21 24 27
Time, months

30 33 36

Data cut-off: July 2, 2020.

ESCC

HR
Events (95% Cl) P
1001 Pembro + Chemo 69% 0.72 0.0006
90 1 Chemo 81% (0.60-0.88)
80
70 1 12-mo rate
151% 1 24-mo rate
- 607 138% 129%
N ’ H17% Median (95% ClI)
(2] 50 1 12.6 mo (10.2-14.3)
© 40 - 9.8 mo (8.6-11.1)
30
20
10 | |
0 1 1 1 :I 1 1 1 i 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36

No. at Risk Time, months

274 258 221 175 139 111 89 60 27 14 6 2 0
274 247 203 146 103 75 57 34 23 13 4 1 0



Overall Survival

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 A
70 - ;i;/r:lo rate ;24-mo rate
60 - 137% M
e 50 s i Median (95% CI)
» 13.5mo (11.1-15.6)
(@) 40 - 9.4 mo (8.0-10.7)
30 -
20
10 -
0 1 I 1 II I I I lI 1 I 1 1

0 3 6 9 12 15 18 21 24 27 30 33 36

No. at Risk Time, months

186 175 151 125 100 79 66 40 23 10 4 0 0
197 174 142 102 73 55 42 28 13 6 1 0 0

Data cut-off: July 2, 2020.

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
151% 1 24-mo rate
o 607 139% 128%
N 50 i £16% Median (95% ClI)
) : 12.4 mo (10.5-14.0)
o 40 - 9.8 mo (8.8-10.8)
30 -
20 1
10 1
0 1 1 1 II 1 1 1 i 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at Risk Time, months
373 348 295 235 187 151 118 68 36 17 7 2 O
376 338 274 200 147 108 82 51 28 15 4 1 0



Summary and Conclusions

* First-line pembrolizumab plus chemotherapy vs chemotherapy plus placebo provided a
statistically significant and clinically meaningful improvement in OS, PFS, and ORR in
patients with locally advanced and metastatic esophageal cancer including EGJ
adenocarcinoma

— Superior OS: ESCC CPS 210 (HR 0.57, P<0.001), ESCC (HR 0.72, P=0.006),
CPS 210 (HR 0.62, P<0.001), all patients (HR 0.73, P<0.001)

— Superior PFS: ESCC (HR 0.65), CPS 210 (HR 0.51), all patients (HR 0.65),
all P<0.001

— Superior ORR: all patients (45.0% vs 29.3%, A15.8%, P<0.001)

« Comparable safety profile between the two treatment groups
-~ No new safety signals detected

* Pembrolizumab plus chemotherapy should be a new standard-of-care as first-line therapy in
patients with locally advanced and metastatic esophageal cancer including EGJ
adenocarcinoma



¢ CheckMate 577

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
Adenocarcinoma or squamous cell
carcinoma

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

Residual pathologic disease
- 2ypT1or 2 ypN1

ECOG PS 0-1

Stratification factors

Histology (squamous vs adenocarcinoma)

Pathologic lymph node status (> ypN1 vs ypNO)

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

N =794

n=532

n=262

* 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%)

Nivolumab

240 mg Q2W x 16 weeks Primary endpoint:
then 480 mg Q4W « DFSe

Secondary endpoints:
« OSf
* OSrateat1, 2, and3

Placebo
years

Q2W x 16 weeks
then Q4W

Total treatment duration

of up to 1 yeard

aClinicalTrials.gov number, NCT02743494; PPatients 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; dUntil disease recurrence, unacceptable toxicity, or withdrawal of consent;

eAssessed 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 pre-specified interim analysis; fThe study will
continue as planned to allow for future analysis of OS; ¢Time from randomization date to clinical data cutoff (May 12, 2020). 22



Disease-free survival

¢ CheckMate 577

100 Nivolumab Placebo
(n=532) (n =262)
Median DFS, mo 22.4 11.0
80 (95% Cl) (16.6-34.0)  (8.3-14.3)
— HR (96.4% Cl) 0.69 (0.56-0.86)
2 P value 0.0003¢
< 60 -
© @
w Nivolumab
L
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 in median DFS

versus placebo

aPer investigator assessment; "6-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 pre-specified interim analysis required the P value to be less than 0.036.

23



CheckMate 577

Disease-free survival by subgroups

Median DFS, months o pe Unstratified HR
Subsroup Sretatified iR (95% )

Overall (N = 794) 22.4 11.0 0.70 §
Age, years < 65 (n =507) 24.4 10.8 0.65 ——
=65 (n = 287) 17.0 13.9 0.80 ——
Sex Male (n = 671) 21.4 11.1 0.73 ——|
Female (n = 123) Not reached 11.0 0.59 —
Race White (n = 648) 21.3 10.9 0.71 ——
Asian (n = 117) 24.0 10.2 0.70 ——
ECOG PS 0 (n = 464) 29.4 11.1 0.73 +
1 (n=330) 17.0 10.9 0.66 ——|
Disease stage Il (n=278) 34.0 13.9 0.72 —0—'
at initial diagnosis Il (n =514) 19.4 8.5 0.68 ——
Tumor location EC (n = 462) 24.0 8.3 0.61 —
GEJC (n = 332) 22.1 20.6 0.87 ——
Histology Adenocarcinoma (n = 563) 19.4 11.1 0.75 —0—-
Squamous cell carcinoma (n = 230) 29.7 11.0 0.61 ——
Pathologic lymph ypNO (n = 336) Not reached 27.0 0.74 ——
node status > ypN1 (n = 457) 14.8 7.6 0.67 —— |
Tumor cell PD-L1 > 1% (n = 129) 19.7 14.1 0.75 ———
expression < 1% (n = 570) 21.3 11.1 0.73 ——|
Indeterminate/nonevaluable (n = 95) Not reached 9.5 0.54 ——
025 05 1 2 4

Nivolumab better «— Placebo better
» DFS favored nivolumab versus placebo across these pre-specified subgroups
24



*  CheckMate 577

Summary

* Nivolumab is the first adjuvant therapy to provide a statistically significant and clinically
meaningful improvement in DFS versus placebo in resected EC/GEJC following
neoadjuvant CRT

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

— DFS benefit across multiple pre-specified subgroups
* Nivolumab was well tolerated with an acceptable safety profile

— Incidence of serious TRAEs and TRAEs leading to discontinuation were < 9% with nivolumab
and 3% with placebo

* These results represent the first advance in years for this group of patients, potentially
establishing adjuvant nivolumab as a new standard of care

25



Anti-Her2 agents

Antibodies: Pertuzumab @
Margetuximab Antibody conjugates:
ZW25 I 0 Trastuzumab emtansine (T-DM1)
Ligand Trastuzumab i Trastuzumab deruxtece?n (DS-8201a)
o SBT6050 (TLRS agonist)

Tyrosine kinase inhibitors:
Lapatinib
Afatinib
Dacomitinib
Varlitinib
Neratinib

Cytoplasm



ToGA phase Il study

Events Medlan HR({95%Cl) pvalue

A overall
1.0 survival
{months)
094 -
" —— Trastuzumab 167 138 074(0-60-091) 00046
0-84 '\ plus chemotherapy
07 %, — Chemotherapy alone 182 111
£
= 0.6 -
=
E..u-s----------------
m
£ 04+
A
03+
024 LL'—L
01+ P
11 ; 1138
L] T T T T T T T T T T T T T T T 1
o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Mumber at risk TAPELHIGHI
Trastuzumab plus 294 277 246 209 173 147 113 90 71 56 43 30 21 13 12 6 4 1 0
chemotherapy
Chemotherapy 290 266 223 185 143 117 90 64 47 32 24 16 14 7 6 5 0 0 0
alone

B Events Median HR (95% CI) p value
1.0 progression-free
survival
0-94 {months)
0.8 . — Trastuzumab 26 67 0-71(059-0-85) 0-0002
L plus chemotherapy
2 07 U, —— Chemotherapy alone 235 55
é 064
E._ [ -
m
£ 044
=
W
034
by i
s =~
55: |67 —
o T T lI T T T T T 1 T T T 1 LJ T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 12 34
Time (months
Number at risk ¢ )
Trastvzumabplus 294 258 201 141 95 60 41 28 21 13 9 8 6 6 6 4 2 0O
chemotherapy
Chemotherapy 290 238 182 99 62 33 17 7 S5 3 3 2 2 1 1 @ @ 0
alone

Bang et al. Lancet 2010



Landmark clinical trials of HER2-positive gastric cancer

Trials

ToGA

HELOISE

TyTAN

LOGIC

JACOB

GATSBY

T-ACT

Patients

HER2-positive, locally advanced,
recurrent or metastatic gastric and
GEJ adenocarcinoma
HER2-positive metastatic gastric
cancer and GEJ cancer

HER2 FISH-positive IHC 3+
advanced gastric cancer

HER2-positive advanced or
metastatic esophageal, gastric or

GEJ adenocarcinoma

HER2-positive metastatic gastric
cancer or GEJ cancer

HER2-positive gastric cancer

HER2-positive advanced gastric or
GEJ adenocarcinoma

Line of Region Phase

therapy
1st

1st

2nd

1st

1st

2nd

2nd

Global

Global

Asia

Asia

Global

Global

Japan

3

2/3

2

Study arms

Trastuzumab plus chemotherapy
(fluorouracil or capecitabine and cisplatin)
vs chemotherapy alone

Trastuzumab (8 mg/kg loading dose,
followed by 6 mg/kg VS 10 mg/k% every

3 weeks) plus cisplatin (80 mg/m” on day 1)
and capecitabine (800 mg/m twice daily on
days 1-14)

Lapatinib plus weekly paclitaxel vs
paclitaxel alone

Lapatinib with capecitabine plus oxaliplatin
vs capecitabine plus oxaliplatin

Pertuzumab, trastuzumab, and
chemotherapy vs trastuzumab and
chemotherapy

IV TD-M1(2.4 mg/kg weekly) vs taxane
(docetaxel 75 mg/m”every 3 weeks or
paclitaxel 80 mg/m2 weekly)

Paclitaxel 80 mg/m2 ondays 1, 8, and 15
every 4 weeks vs paclitaxel plus
trastuzumab

Results

Improvement of median OS with trastuzumab
plus chemotherapy (13.8 vs

11 months, P =0.0046)

No difference in median OS 12.5 vs

10.6 months (stratified HR, 1.24; 95% Cl 0.86—
1.78; P=0.2401)

No difference in median OS (11.0 vs

8.9 months, P =0.1044) nor median PFS (5.4 vs
4.4 months)

No difference in median OS (12.2 vs

10.5 months, HR, 0.91; 95% CI 0.73—

1.12, P=0.3492) and median PFS (6.0 vs

5.4 months, P =0.0381).

No difference in median OS (17.5 vs

14.2 months, P =0.057)

No difference in median OS (7.9 vs
8.6 months, P =0.86).

No difference in median PFS (3.19 vs
3.68 months, P =0.334) and median OS (9.95
vs 10.20 months, P =0.199).

Zhao et al. Journal of Hematology & Oncology (2019) 12:50



Changes in HER2 after treatment

* Mechanism of Resistance
 HER2 negative clones

* 15-70% of patients no longer
HER? status after 1st line chemotherapy expressing or amplified

HER2-positive rates in available Before 1st line therapy |  Before T-ACT trial
paired samples (n=16)

HERZ status| IHC | FISH [HER2 status| 1HC | FISH |

k)
L
2 .
2 Fig. 3
1 § 100 — Persistent of HER2
1 i | _v. Loss of HER2
1 g
l E 80 4
31% == -
[0 | 3 I
Before 1st Before 0 = |
line therapy  T-ACT study 0 g 40 - L
See Abstract 4029 Sukawa Y et al — 7 i p=0.169
for more biomarker data Definition of HER? positive: IHC3+ or IHC2+ with FISH positive 5 }
2 0 : 1 T 1
. 08ASCO meon = : & g 12 2 36
- Months
T-ACT Second line exploratory analyses, HER2 D
positivity of tumor tissues was lost after first-line GASTHERS: 43 pts, 14 with loss of HER2
chemotherapy Treatment TDM1

Makiyama et al., ASCO 2018 Seo et al., GASTHER3 Gastric Cancer, 2019



Anti-HER2 2L Treatment in G/GE Cancers

* Initially 10-20% GC have HER2 gene amplification
* ToGA showed 26%] OS with trastuzumab (35% for IHC2+/FISH+ or IHC3+)
* 2L trials negative?*: Unselected for HER2+ prior to 2L treatment

T few  |Teamems  losmes

TyTAN 20142 HER2:CEP17 ratio > 2 2" line Paclitaxel +/- Lapatinib 11.0vs8.9 HRO0.84,p0.10
IHC 0/1+ 9.7vs 8.1 HR 1.07, p 0.80
IHC 2+ 10.2vs 10.7 HR 0.88, p 0.78

K 14.0vs7.6  HR0.59, p 0.0D>
GATSBY 20173 HER2+ IHC or FISH 2" |ine Taxane vs TDM-1 8.6vs7.9 HR 1.15, p 0.08
T-ACT 2018* HER2+ IHC or FISH 2" line Paclitaxel +/- Trastuzumab  10.2vs9.9 HR 1.23,p 0.20

IKashiwada T, et al ASCO 2018 abstr

2Satoh T, et al. J Clin Oncol 2014; 32:2039-2049
3Thuss-Patience PC, et al Lancet Oncol 2017; 18: 640-653
“Makiyama A, et al J Clin Oncol 2018; 36 suppl; abstr 4011
5Sukawa Y, et al J Clin Oncol 2018; 36 suppl abstr 4029



Trastuzumab Deruxtecan

‘.\i

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

Proprietary Drug-Linker

/

¥ Cysteine residue .
- Drug-Linker W\fu

Proprietary Payload (DXd)
DX-8951 derivative

https://www.adcreview.com/trastuzumab-deruxtecan-drug-description/

W&, DNA-Topo-1-inhibitor

Control

T-DM1, 10 mg/kg

DS-8201a, 3.0 mg/kg

Co-culture of HER2+ and
HER2- tumors in vivo

HER2+
fumors

HER2-
tumors

Activity against HER2+
tumors only

HER2-
tumors

Activity against HER2+ and
HER2- tumors

DS-8201a: Ability to kill neighboring tumor cells
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DESTINY-GastricOl1

An open-label, multicenter, randomized phase 2 study

[ ] " Primary endpoint
R Primary cohort (HER2 positive [IHC 3+ or IHC 2+/I5H+))
£ - Progressed on trastuzumab-containing regimen * ORR by ICR
* T-DXd is an antibody-drug conjugate G N O e 125;) iﬁff,',':-':::

A4 MESKR, 3-wWeek Cycle |
consisting of an anti-HER2 antibody, Patients ; Pt hoice -
cleavable tetrapeptide-based linker, and * HER2-expressing confirmed ORR,

. o L advanced gastric or GE! T safety
topoisomerase | inhibitor payload adenocarcinoma ’ R

* 2 2 Prior regimens; must A Exploratory cohorts (HER2 low)
. . et - Anti-HER2 treatment naive
* Previously, T-DXd 5.4 or 6.4 mg/kg in a phase L":;":;:::‘u"::;:‘:t'm T Cohort 1: HER2 (IHC 24/1SH-)

1 study demonstrated an ORR of 43.2% and c') T-DKd (N = 20)

: : g hort 2: HER2
median PFS of 5.6 months in 44 patients N c ﬁi::m :'::l“'
with HER2-positive gastric or GEJ cancer

*05 was a key secondary endpoint to be statistically evaluated hierarchically if the primary endpoint was statistically significant

prewously treatEd W|th trastuzumab (Familywise type | error was controlled at 0.05 for ORR and 0S)

(NCT02564900)*
* 187 patients were randomized (T-DXd, n = 125; PC, n = 62)

*  76% of patients had HER2 IHC 3+
*  The median number of prior systemic therapies was 2 (range, 2-9)
*  86% previously received taxanes, 72% ramucirumab, and 33% anti-PD1/-PD-L1

* At data cut-off (November 8, 2019), 22.4% and 4.8% of patients in the T-DXd and
PC arms remained on treatment

* We present the results for the primary
cohort of DESTINY-GastricO1 (NCT03329690)

1. Shitara K, et al. Lancet Oncol. 2018,19:1437-48.

2020 ASCQ
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DESTINY-GastricO1 Exploratory Cohorts

Primary Endpoint: ORR

Primary Cohort!

Exploratory Cohorts

T-DXd PC Overall Cohort 1 Cohort 2
(n=119) (n=56) HC 2+/ISH-(n =19) IHC 1+ (n=21)

ORR by ICR 51.3% (n =61) 14.3% (n = 8) 36.8% (n=7) 19.0% (n = 4)
(CR + PR) 95% Cl, 41.9-60.5; P < .00012 95% Cl, 6.4-26.2 95% Cl, 16.3%-61.6% 95% Cl, 5.4%-41.9%
Confirmed ORR by ICR 42.9% (n = 51) 12.5% (n=7) 26.3% (n=5) 9.5% (n=2)
(CR + PR} 95% Cl, 33.8-52.3 95% Cl, 5.2-24.1 95% Cl, 9.1%-51.2% 95% Cl, 1.2%-30.4%

CR 84% (n =10) 0 0 0

PR 345%(n=41) 125%(n =7) 26.3% (n =5) 95% (n =2)

SD 429% (n =51) 50.0% (n =28) 63.2% (n =12) 61.9% (n =13)

PD 118% (n = 14) 304% (n =17) 105% (n =2) 28.6% (n =6)

NE 25% (n =3) 71% (n=4) 0 0
Confirmed DCR 85.7% (n =102) 62.5% (n =35) 89.5% (n =17) 714% (n=15)
(CR +PR+ SD) 95% Cl, 78.1-91.5 95% Cl, 48.5-75.1 95% Cl, 66.9%-98.7% 95% Cl, 47.8%-88.7%

; . 11.3 months 3.9 months 7.6 months 12.5 months

HiECs condiaied g 95% Cl, 5.6 months-NE 95% Cl, 3.0-4.9 months 95% Cl, 4.1 months-NE 95% CI, NE-NE

Includes data for the response-evaluable set: all randomized (for primary cohort) patients who received = 1 dose of study drug and had measurable tumaors based on independent central review at baseline.
aComparison between T-DXd and PC overall using Cochran-Mantel-Haenszel test stratified by region.

1. Shitara K, et al. N EnglJ Med. 2020;382:2419-2430.

2020
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DESTINY-GastricO1
Overall and Progression-Free Survival

Overall Survival Progression-Free Survival
Events/n Median Events/n Median
— T-DXd 62/125 12.5 months — T-DXd 73/125 516 months
(95% C1, 9.6-14.3) (95% CI, 4.3-6.9)
== Physician’s 8.4 months 100 == Physician’s 3.5 months
100 choice 35/62 (95% CI, 6.9-10.7) choice IR (95% Ci, 2.0-4.3)
% HR, 0.59 (95% Cl, 0.39-0.88) » HR, 0.47 (95% Cl, 0.31-0.71)
4 P =.0097 80
(prespecified O'Brien-Fleming ® 70
70 boundary, P = .0202) 3
2 g 66.4% E 60
®
£ 5 E 50
2 5 a0
.g 40 . g
& 30 ; f 30
20 20
10 : ’ 10
0 i 0 +
0 3 6 9 12 15 18 21 24 0 15 18 21 24
No. at risk M No. at risk Months
T-Dxd 125 115 88 54 33 14 7 3 0 T-DXd 125 82 35 20 12 ] 3 1 0
PC 62 54 37 19 10 2 2 0 0 PC 82 19 5 0 0 0 0 0

e 12020ASCO
AMMNUAL MEETING
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DESTINY-GastricO1
Safety Summary

T-DXd PC
Nausea TEAES associated with: (n=125) (n=62)
el Drug discontinuation 15.2% 6.5%
Decreased appetite
2 Dose reduction 32.0% 33.9%
Anemia
Thrombocytopenia Dose interruption 62.4% 37.1%
WBC decreased
Malai 5
. a:se * There was 1 drug-related death due to pneumonia
TR with T-DXd and none with PC
Vomiting i )
ShigiRodtion . o— T-DXd PC * 12 patients (9.6%) had T-DXd-related
| radelor2 | HEN | NN ILD/pneumonitis as determined by an independent
Pyrexia Grade23 N N £ i ;
adjudication committee
Al i
opeca * Median time to first onset, 84.5 days (range, 36-638 days)
Fatigue

* Most were grade 1 or 2 (grade 1, n=3; grade 2, n=6; grade

Lymphcpenis 3, n=2; grade 4, n=1; no grade 5 events)

0 10 20 30 40 50 60 70
Patients, %

200ASCO



DESTINY-Gastric01

An open-label, multicenter, randomized, phase

Patients
2:1
* HERZ2-expressing

(centrally confirmed) I

advanced gastric or GEJ

2 study

Primary cohort (HER2 positive [IHC 3+ or IHC 2+/ISH+])
- Progressed on trastuzumab-containing regimen

T-DXd (n = 125)

R\\ 6.4 mg/kg, 3-week cycle

Physician’s choice
{irinotecan or paclitaxel) (n = 62}

adenocarcinoma

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

20— unu-—-—-0m=x

—
—

Exploratory cohorts (HER2 low)
- Anti-HER2 treatment naive

Cohort 1: HER2 (IHC 2+/ISH-)
T-DXd (n = 20)
Cohort 2: HER2 (IHC 1+)
T-DXd (n = 24)

* All patients received T-DXd 6.4 mg/kg q3w

* Patients had not previously received anti-HER2

treatment

VIRTUAL ongress
2020

Primary endpoint
* ORR by ICR

Secondary

endpoints

* OS, DOR, PFS,
safety

* Median of 2 prior lines of therapy for advanced/metastatic
— Cohort 1 HC2+/1SH- (n =20); cohort 2 IHC 1+ (n =24) disease

— 18% had irinotecan, 84% had ramucirumab, 32% had anti—-PD-1/PD-L1

* At data cutoff (8 November 2019), no patients in cohort 1
and 2 in cohort 2 (8.3%) remained on treatment



DESTINY-GastricO1 Exploratory Cohorts

Primary Endpoint: ORR

Primary Cohort!

T-DXd
(n=119)

PCOverall
(n=56)

Exploratory Cohorts

Cohort 1

HC 2+/1ISH- (n=19)

Cohort 2
IHC 1+ (n=21)

ORR by ICR 51.3% (n = 61) 14.3% (n = 8) 36.8% (n = 7) 19.0% (n=4)
(CR + PR) 95% Cl, 41.9-60.5; P < .0001= 95% Cl, 6.4-26.2 WA 95% %:41,9%
Confirmed ORR by ICR 42.9% (n =51) 12.5% (n=7) 26.3% (n=5 9.5% (n=2)
(CR +PR) 95% Cl, 33.8-52.3 95% (1, 5.2-24.1 95% C1, 9. 1%-51.2% 95% CT, 1.2%-30.4%
CR 84% (n =10) 0 0 0
PR 34.5% (n =41) 125% (n=7) 26.3% (n=5) 95%(n=2)
SD 429% (n=51) 50.0% (n =28) 63.2% (n =12) 61.9% (n=13)
PD 11.8% (n =14) 30.4% (n=17) 105% (n=2) 286% (n=6)
NE 25%(n=3) 71%(n=4) 0 0
Confirmed DCR 85.7% (n =102) 62.5% (n =35) 89.5% (n=17) 714% (n=15)
(CR + PR +5D) 95% Cl, 78.1-91.5 95% Cl, 48.5-75.1 95% Cl, 66.9%-98.7%

95% Cl, 47.8%-88.7%

Median confirmed DOR

11.3 months

95% Cl, 5.6 months-NE

3.9 months

95% Cl, 3.0-4.9 months

7.6 months

95% Cl, 4.1 months-NE

12.5 months
95% Cl, NE-NE

Includes data for the response-evaluable set: all randomized (for primary cohort) patients who received = 1 dose of study drug and had measurable tumors based on independent central review at baseline.
2Comparison between T-DXd and PC overall using Cochran-Mantel-Haenszel test stratified by region.

1. ShitaraK, et al. N Engl ] Med. 2020;382:2419-2430.

2020

DESTINY-GastricO1 Exploratory Cohorts

Overall and Progression-Free Survival

Overall Survival
Events/n
e Cohort1
IHC2+1SH- 12/20

Median
7.8 months

100 (95% C1, 4.7 mo-NE)
1 —  Cohort2 17/228 8.5 months
2 %0 IHC 1+ (95% €1, 4.3-10.9 mo)
=
=
2 60
3
LA, ST
T 40
@
>
o
20
04 T T T
0 3 [3 9 12 15 18 21 24
Months
No. at risk
IHC 24/ISH- 20 20 13 9 5 F] 1 0 0
IHC1+ 22 20 14 9 4 o 0 (4] 0

= Two patients were excluded from analysis due to a missing HER2 status by central laboratory.

e
2020

100

20

60

40

20

Progression-Free Survival, %

No. at risk
IHC 2+/iISH-
IHC 1+

Progression-Free Survival

Events/n Median
Cohort 1
i 4.4 months
HC 2134 14/20 (95% €1, 2.7-7.1 mo)
s Cohort2 2.8 months
IHC 1+ i (95%C1, 1.5-4.3 mo)
L
|
{
T T T T
0 3 6 9 12 15 18 21 24
Months
20 12 s 3 o 0 0 [} [
22 6 2 2 1 o 0 0 0



Summary - Trastuzumab-Deruxtecan

* There was a higher RR (51.3% vs. 14.3%) and longer OS (12.5 vs 8.4 mos) for patients
receiving T-DXd

» Adverse events — Gl, hematologic toxicities, ILD*

* Exploratory Data - Activity in HER2 IHC 2+/ISH-, IHC 1+
e [HC2+/ISH- RR 26.3%, OS 7.8 mos, PFS 4.4 mos
* |[HC1+ RR 9.5%, OS 8.5 mos, PFS 2.4 mos

* Effective treatment option for patients after disease progression with Trastuzumab,
including those with HER2 low tumors

* Data have been submitted to FDA as breakthrough therapy and orphan drug
designation
* DESTINY-Gastric02 study of 2nd-line DS8201a in US and Western Europe
* DESTINY-Gastric03 study of novel combinations with DS8201a (chemo, ICl)
e DESTINY-GastricO4 phase lll study of 2nd-line DS8201a pending opening.



First-line pembrolizumab and trastuzumab in HER2-positive

oesophageal, gastric, or gastro-oesophageal junction cancer: an open-
label, single-arm, phase 2 trial

A

A
100+ th progression-free survival*: Smimn nmnnnmnu mwn ANIRIBIRIRINIRIRININE
?ﬁ:;?;s';apcfga—sn . : H“

. E ol il |

* 37 patients i Ee o LOHEEHE L
A g
e HER2 + advanced/met £ s 51 UL
esophagogastric cancer n 7 o i ’

* Trastuxzumab + Pembro + B

]

0 6 12 18 2 0 6
FOLFOX
Mumber atrisk 37 (0} 27 (1)

13(8) 3(13) 1(14) (15} 0(15

. . number censored) B
* Primary endpoint 6 mo PFS 60- g hasramres
B —e- Partial response
100+ 12-month overall survival: 40 | —a- Stable disease
80% (95% C1 68-95) | + Progression
Median overall survival: 20 [+ + Escape lesion (off-target progression)
754 27-3 months (95% €1 18-8-not reached) F \ ® Offtreatment
z o
g i
E - H
= £
25+ =
. . 0 T T v T T s
PY P m I t | d t 0 12 1 24 30 3
ro I S I n g re S u S e a O Time since start of treatment (months) -120

T T T T T T T T T T T T 1
Mumberatrisk 37 {0} 34(1) 20(10) 12 (16) 8(19) 2(23) 0(25] 4 ? 1 & 3 45 54 63 = Bl 24 2 195 et
Key N Ot e 8 1 1 number censored) Time since start of treatment (weeks)

RR 83%

Jangigian et al,.Volume 21, Issue 6, June 2020, Pages 821-831




HER2 Antibodies

Z\W25: Bispecific HER2-Targeted Antibody

A
o N i

Q{(’@"‘ L e .
k> ‘? Y

%

Designed using the Azxymetric™ bispecific platform
Biparatopic - simultanecusly binds two HERZ epitopes
= ECD4 {trastuzumab binding domainh

3 + ECDZ {pertuzumab binding domain)

i: *  Unigue hinding configuration results in multiple mechanisms of action
B

I35

*  Improved binding, clustering, and receptor internalization and downregulation
*  |nhibition of ligand-dependent and independent proliferation
*  Potent activation of antibody -dependent cellular oytotosicity

ECDmgiracalhd ar domain

ZW25: Unigue Binding Configuration Drives Novel Mechanisms of Action

Enhanced tumor cell binding and internalization relative to trastuzumab

Increased Tummor Celf Binding Enhanced Internalization

HERZ Receptor (lustering

000
——— | . ows
= "’ Il Trastrumah
il om
= sl |
=l i
e | | —
|
ey -+ IWIS i
=i~ Trastuzumah
L]
] m o " ]
MCR 11 v L]
Contantration | Single ZW25 HERZ IHC [0/i4) (24} 2f34] 13+
JIMT-1 [HER2 2+) Antibody IW25-HERZ Cluster Internalization 37°C, 24h

hhouwr; IHC=immunchistochamising: MFl=mean fluomescencs intansity; n=ranokiolar

Margetuximab Is a Novel, Inmune-Optimized Anti-HER2 mAb Engineered to

Enhance Immune System Engagement*?

Fab portion
+ Binds HER2 with high specificity

+ Disrupts signaling that
leads to cell proliferation
and survival

Fc portion engages immune system

+ Binds and activates immune cells

s >

Margetuximab

Fab portion maintains trastuzumab antigen
binding properties, gjnds HER2 with high specificity
+ Disrupts signaling that

leads to cell proliferation
and survival

Fc portion engineered to enhance
immune system engagement

+ Binds and activates immune cells
« Optimized in margetuximab

- Increases ADCC activation via
CD16A

- Decreases immune inhibition
via CD32B Y,

ADCC, antibody-mediated cellular dependent CD, cluster of ; Fab, antigen-binding frag
L. Nordstrom JL, et al. Breast Cancer Res. 2011;13(6):R123. 2. Stavenhagen JB, et al. Cancer Res. 2007,67(18):8882-8890.

agment; F, fragment crystallzable; HER2, human epidermal growth factor receptor 2; mAb, manoclonal antibody.

Meric-Bernstam et al., ASCO 2018



Conclusions

* Change in First line standard
* Incorporation of nivolumab/pembrolizumab to chemotherapy

* Change in Adjuvant therapy
* Nivolumab

* HER2 positive disease
* Trastuzumab Deruxtecan-third line

* Multiple non-immunotx targets
e Claudin, DKK, VEGF

 Hitting the target, tumor heterogeneity
* Serial biopsies, liquid biopsies, ctDNA, etc.






