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Genetic subgroups of oesophagogastric tumors
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Checkpoint-Inhibitors
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HOgner and Thuss-Patience, Pharmaceuticals 2021
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1st line l KN 590
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ESCORT 1
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Osophagus

SCC + AEG

SCC

SCC

SCC

SCC
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Pembro FP
vs FP

Nivo FP
vs FP
vs Nivo Ipi

Camre
Cis/Pacli vs
Cis/Pacli

Sinti Cis/Pacli
vs Cis/Pacli
Tori Cis/Pacli
vs Cis/Pacli
Tis Platin/FU
(Platin/Pacli)
vs Chemo

Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022;

Xu Lancet Oncol 2023:24:483-495



Osophagus — palliative 1st line

Keynote 590 n =749
: : 52% Asia
®< Pembrolizumab + Cis / FU SCC 73%. Adeno 27%
Placebo + Cis / FU PD-L1 CPS =10 = 50%

Overall Survival

SCC und Adeno CPS = 10 SCC und Adeno CPS <10
100 HR 0-62 (95% C1 0-49-0-78) 100 HR 0-86 (95% C10-68-1-10)
90 p<0-0001 00
80— 804
£ 70- £ 70+
g 60+ zugelassen £ 60
S 50- S 50-
é 40 T 401
> 30+ £ 304
S © 20- L
10- 10 |
Y T | T 1 1 T 1 1 0 ! ! ! ! ' ! ' ' ' ' ' '
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
R— Time since randomisation (months) Number at risk Time since randomisation (months)
(number censored) (number censored)
Pembrolizumabplus 186 175 151 125 100 79 66 40 23 10 4 0 O Pembrolizumabplus 175 162 135 104 81 66 4 26 12 6 3 2 0
chemotherapygroup (0) (0) (0) (0) (0) (4) (9) (28) (42) (52) (58) (58) (58) chemotherapy group  (0) (2) (2) (3) (3) (5) (7) (22) (34) (38) (40) (41) (41)
Placeboplus 197 174 142 102 73 55 42 28 13 6 1 0 O Placeboplus 172 159 127 96 72 51 38 21 14 9 3 1 0
chemotherapygroup (0) (0) (0) (0) (0) (1) (3) (11) (22) (29) (32) (32) (32) chemotherapygroup  (0) (1) (1) (2) (2) (4) (8) (17) (21) (25) (31) (32) (32)

Kato et al., ESMO 2020
Sun et al., Lancet 2021



Osophagus - palliative 1st line

Overall Survival — pre-specified subgroups

Keynote 590
ESCC
HR
Events (95% Cl)
1007 Pembro + Chemo 80% 0.73
90 Chemo 89%  (0.61-0.88)
80 -
70 -
. 24-mo rate
. 801 L 27%
s ' 17%
o 50 + :
o 5 Median (95% Cl)
40 - ! 12.6 mo (10.2-14.
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301 ;
20- s
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214 258-221 175:139115'99: 83 73 62 53 32 17 11 4

274 247 203 146 103 77 63 53

45 41 35 21 15 7 2

0OS, %

Adeno
HR
100 Events (95% CI)
90+ Pembro + Chemo 85% 0.73
80 - Chemo 93%  (0.55-0.99)
70 - i12-mo rate
1 50%
60 - | 43% /2400 tae
' E 15%
50 : : L
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40 A ; ; 11.6 mo (9.7-15.2)
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0 ] Ll 1 :l ] 1 1 i 1 1 1 ] 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at Risk Time, months
99 90 74 60 48 40 31 26 24 20 18 12 5 1 0 O
10291 71 54 44 33 27 22 15 11 8 6. 2: 0 0 0

Metges ASCO Gl Jan 2022



oesophagus — palliative 1st line

Keynote 590 :
Y Overall Survival —=Subgruppen
Events/Patients, N HR (95% CI)

Overall 644/749 HEH 0.73 (0.63-0.86)

Age, years
<65 3791427 i 0.76 (0.62-0.93)

265 265/322 . 0.72 (0.56-0.91)

Sex
Male 5431625 HEH 0.71 (0.60-0.84)

Female 101/124 —a4—  0.86 (0.58-1.27)

Disease status
Metastatic 588/683 HEH 0.72 (0.61-0.84)

ECOGPS
0 238/299 - 0.70 (0.54-0.90)

1 404/448 i 0.75 (0.62-0.92)

Geographic region
Asia 3307393 i 0.66 (0.53-0.82)

Non-Asia 314/356 i 0.83 (0.67-1.04)

Histology
Adenocarcinoma  179/201 i 0.73 (0.55-0.99)

ESCC 465/548 HiH 0.73 (0.61-0.88)

PD-L1 Status . . .
CPS210 226/383 <»—l—+ 0.64 (0.51-0.80) l> benefit primarily
CPS <10 302/347 - 0.84 (0.67-1.06 in CPS > 10

0,l1 Favors pembro 1 Favors 10
+ chemo chemo

Data cut-off: July 9, 2021. t g MetgeS ASCO GI Jan 2022



Osophagus - palliativ 1st line

Keynote 590 Response
Pembro + Chemo Chemo

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

ORR. n (%
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) 99 (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, % 20.4 6.2

Data cut-off: July 9, 2021.

Metges ASCO Gl Jan 2022



Osophagus - palliative 1st line

Keynote 590 Response

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) 99 (15.7)

Not evaluable/no assessment 36 (9.6) 33 (8.7)

Median DOR (range), mo

2 24 months response duration, %

8.3 (1.2+ to 41.7+)

Data cut-off: July 9, 2021.

6.0 (1.5+ to 34.9+)

Metges ASCO Gl Jan 2022
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306
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Camrelizumb

Sintilimab

Toripalimab

Tislelizumab

oesophagus

SCC + AEG

SCC

SCC

SCC

SCC

SCC

Pembro FP
vs FP

Nivo FP
vs FP
vs Nivo Ipi

Camre
Cis/Pacli vs
Cis/Pacli

Sinti Cis/Pacli
vs Cis/Pacli
Tori Cis/Pacli
vs Cis/Pacli
Tis Platin/FU
(Platin/Pacli)
vs Chemo

Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022;

Xu Lancet Oncol 2023:24:483-495



Osophagus - palliative 1st line

Checkmate 648

| Nivolumab + Cis / FU |

n=2970
SCC 100%,

Nivo 3mg/kg + Ipi 1mg/kg

Asia/non-Asia 70/30

[ cis / FU

I TPS 21% =49%

Primary endpoint

No. at Risk

Chemotherapy

Percentage of Patients

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

100 12-Mo Median Overall
90+ _overall survival No. of Survival
80+ ! Patients  (95% Cl)
N\ -
2o Nomy Nivolumab+ Nivolumab+ 158  15.4 (11.9-19.5)
40 : "‘"’f"’*’“mﬂ,g'f;"Othe'aPy Chemotherapy
30- . e P Chemotherapy 157 9.1 (7.7-10.0)

| L
204 : ' Hazard ratio for death, 0.54
10- E o o K (99.5% Cl, 0.37-0.80)
0 T T 1 1 T 11 1 P<0.001
0 6 9 12 15 18 21 24 27 30 33 36 39
Months

Nivolumab+chemotherapy 158 143 129 105 88 70 53 36 22 16 4 2 0 O
157135105 72 52 36 21 12 8 4 2 1 1 O

Doki et al., NEJM 2022
Chau et al., ASCO 2021 LBA 4001



Osophagus - palliativ 1st line

Checkmate 648

| Nivolumab + Cis / FU |

Nivo 3mg/kg + Ipi 1mg/kg
[ cis / FU |

Median 0OS, mo

Nivolumab + Chemotherapy

Subgroup (Overall Population) Chemotherapy Unstratified Hazard Ratio for Death (95% Cl)
Overall (N = 645) 13.2 10.7 —_ 0.74 (0.61-0.89)
Age, years

< 65 (n = 333) 11.8 10.2 _— 0.80 (0.62-1.04)

265 (n =312) 15.0 11.0 _ 0.67 (0.51-0.88)
Sex

Male (n = 528) 12.5 10.0 —_— 0.70 (0.57-0.86)

Female (n = 117) 15.2 14.8 _ 1.02 (0.64-1.63)
Geographic region

Asian (n = 451) 15.5 11.9 _ 0.74 (0.59-0.94)

Non-Asian (n = 194) 10.5 8.5 —_— 0.74 (0.54-1.02)
ECOG PS*

0 (n = 300) 17.3 12.4 —— 0.71 (0.54-0.95)

1(n = 344) 10.6 9.0 —_— 0.76 (0.59-0.97)
Tumor-cell PD-L1 expressiont

> 1% (n = 314) 15.4 9.2 Co— ) 0.55 (0.42-0.72)

< 1% (n = 329) 12.0 12.2 —_— 0.98 (0.76-1.28)

> 5% (n =235) 13.7 9.5 S 0.61 (0.45-0.83)

< 5% (n = 408) 12.8 114 _— 0.82 (0.65-1.04)

> 10% (n = 199) 14.7 9.5 _—— 0.62 (0.44-0.87)

< 10% (n = 444) 12.3 10.8 _ 0.79 (0.63-0.99)
PD-L1 CPS expression$s

>1 (n=558) 13.8 9.8 —— 0.69 (0.56-0.84)

<1(n=51) 9.9 12.1 4 0.98 (0.50-1.95)

>5 (n=421) 15.2 1.1 —— 0.69 (0.55-0.87)

<5 (n=188) 12.0 9.4 —_— 0.74 (0.52-1.04)

> 10 (n = 280) 16.1 11.6 — 0.63 (0.47-0.84)

—_ 0.78 (0.60-1.01)

<10 (n = 329) 12.1 9.7

benefit primarily
in TPS 21%

Doki et al., NEJM 2022



Osophagus - palliativ 1st line

Checkmate 648
Nivolumab + Cis / FU

Primary endpoint

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

Months
No. at Risk

Nivolumab+ipilimumab 158 136 116 98 89 63 50 40 31 20 11
Chemotherapy 157 135105 72 52 36 21 12 & 4 2

100 12-Mo Median Overall
a 904 overall survival No. of Survival
g 80+ | Patients  (95% Cl)
© 70- i
o | mo
(v 60 : .
S 50 . Nivolumab + Nivolumab+ 158  13.7 (11.2-17.0)
,?!P 40- ! ipilimumab Ipilimumab
S 30+ | Chemotherapy 157 9.1 (7.7-10.0)

|
g 20 [ Hazard ratio for death, 0.64
&  10- ; e o (98.6% Cl, 0.46-0.90)
0 T T T 1 T T P=0.001

T 1 T — T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39

0
0

Doki et al., NEJM 2022



Osophagus - palliativ 1st line

Checkmate 648
Nivolumab + Cis / FU

Nivo 3mg/kg + Ipi 1mg/kg

Cis/FU

Primary endpoint

A Overall Survival in Patienjs umor-Cell PD-L1 Expression of 21%
140 12-Mo Median Overall
2 § : o\erall survival No. of Survival
3 ! Patients  (95% Cl)
6..‘ : mo
Y . .
S . Nivolumab+ Nivolumab+ 158  13.7 (11.2-17.0)
,?!P 40- ! ipilimumab Ipilimumab
£ 30- | b Chemotherapy 157 9.1 (7.7-10.0)
I
5 204 : i Hazard ratio for death, 0.64
a 104 ; Chetheraby (98.6% Cl, 0.46-0.90)
0 T T 1 1T T 1T &1 1T P=0.001
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at Risk
Nivolumab+ipilimumab 158 136 116 98 89 63 50 40 31 20 11 9 4 O
Chemotherapy 157135105 72 52 36 21 12 8 4 2 1 1 O

Doki et al., NEJM 2022



Osophagus - palliativ 1st line

Checkmate 648
Nivolumab + Cis / FU

Nivo 3mg/kg + Ipi Img/k

Cis / FU
Median OS, mo
Nivolumab + Chemotherapy
Subgroup (Overall Population) Ipilimumab Unstratified Hazard Ratio for Death (95% Cl)
Overall (N = 649) 12.7 10.7 —— 0.78 (0.65-0.94)
Age, years
< 65 (n =351) 12.1 10.2 e 0.92 (0.72-1.18)
2 65 (n = 298) 16.0 11.0 — 0.63 (0.47-0.84)
Sex
Male (n = 544) 13.7 10.0 - 0.70 (0.57-0.86)
Female (n = 105) 1.7 14.8 —_ 1.36 (0.85-2.20)
Geographic region
Asian (n = 455) 13.7 11.9 —— 0.83 (0.66-1.04)
Non-Asian (n = 194) 11.4 8.5 — 0.69 (0.50-0.96)
ECOG PS*
0 (n = 300) 17.0 12.4 —— 0.73 (0.55-0.98)
1 (n = 348) 9.7 9.0 —— 0.81 (0.63-1.03) . . .
Tumor-cell PD-L1 expression** bEﬂEfIt prlmarlly
>1% (n=314) 13.7 9.2 s 0.63 (0.48-0.82) .
< 1% (n = 330) 12.0 12.2 ( R ) 0.96 (0.74-1.25) In TPS 2 1 %
> 5% (n = 235) 13.0 9.5 —— 0.66 (0.48-0.90)
< 5% (n = 409) 12.4 11.1 — 0.86 (0.68-1.09)
> 10% (n = 200) 13.0 9.5 —— 0.71 (0.51-1.00)
< 10% (n = 444) 12.5 10.8 —— 0.82 (0.65-1.02)
PD-L1 CPS expression$s
2 1 (n = 546) 12.7 9.8 —— 0.76 (0.62-0.93)
<1 (n=159) 11.5 12.1 —_—— 1.00 (0.52-1.94) :
> 5 (n = 404) 14.5 11.1 —— 0.72 (0.57-0.91) DOkI et al" NEJM 2022
<5 (n=197) 11.4 9.4 — 0.87 (0.62-1.21)
210 (n=271) 16.7 11.6 —_—— 0.64 (0.47-0.86)

<10 (n = 330) 11.2 9.7 —— 0.89 (0.69-1.14)



Osophagus - palliativ 1st line

Checkmate 648

Nivolumab + Cis / FU

Nivo 3mg/kg + Ipi Img/kg response

Cis/ FU

Table 2 Antitumor Acivity, as As sessed by Blinded Independent Central Review.™

Varia ble Patients with TumorCell PD-L1 Expression of =1%
MNwolumab plus N woluma b plus
Chemothe rapy | pili muwmal Che motherapy
(M = 158] (M= 158] (M=157)
Oibpective response rate
Ma. of patients (%5 B4(5%) 56 (35] 31 (20
95% Cl 4561 2843 1427
Best overall response — no. (35
Complete res ponge 28 (18)
Partial re sponge 28 (18]
Stable dives s 3125 a3 [27] 72 (6]
Progresiive disease 22 (14) 48 (30) 24 {15
Could not be ey aluated 12 (8] 11 (7] 30 (19)
Median time to response (range} — mot 1.5 (0.6-4.3) 15(12-8.4) 15(1.3-9.7]
Madian duration of response (95% Cl) — mot B4 6.9-12.4) 11.8 {7.1-27 4) 5.7 (44-8.7)
Patients with ongoin g respons e — no, (%)7 11 {13] 14 {25] 1(3)

Doki et al., NEJM 2022



Osophagus - palliativ 1st line

Checkmate 648

Nivolumab + Cis / FU

Nivo 3mg/kg + Ipi Img/kg response

Cis/ FU

Table 2 Antitumor Acivity, as As sessed by Blinded Independent Central Review.™

VY ariable Patients with Tumor-Cell PD-L1 Expression of =1%
Mivolumab plus M woduma b ples
Chemothe rapy | pili muwmal Che motherapy
(M =158] (M= 158) (M=157]
Oibpective response rate
Mo, of patients (% B4(5% 5 (35) 310209
95% Cl 45461 2843 14-27
Best overall response — no. (35
Complete respone 2616 28 (18) B (5)
Partial response 58 (37 28 (18) 23 [15]
Stable divesse a0 | 25] 43 (27 72 (46)
Progresiive disease 22 (14) 48 (30) 24 {15

Could not be evaluated
Median time to response (range} — mot
Median duration of response (35% Cl) —mot
Patients with ongoin g response — no, (5%6)7

1.5 (0.6-4.3] 1.5 (1.2-8.4) 1.5{13-9.7)
B4 (6.9-12.4 1.8 (7.1-27.4 5,7 (4.4-8.7)

Doki et al., NEJM 2022



1st line KN 590
CM 648
- ESCORT 1
‘ ORIENT-15
RATIONALE
306

Pembro

Nivo

Camrelizumb

Sintilimab

Toripalimab

Tislelizumab

oesophagus

SCC + AEG

SCC

SCC

SCC

SCC

SCC

Pembro FP
vs FP

Nivo FP
vs FP
vs Nivo Ipi

Camre
Cis/Pacli vs
Cis/Pacli

Sinti Cis/Pacli
vs Cis/Pacli
Tori Cis/Pacli
vs Cis/Pacli
Tis Platin/FU
(Platin/Pacli)
vs Chemo

Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022;

Xu Lancet Oncol 2023:24:483-495



oesophagus — palliative 1st line

*no EMA approval

ESCORT 1

®< Camrelizumb* (PD1 AK) +Chemo
Placebo + Pacli 175 /Cis 75

n =596
100% SCC, 100% China

All pts

E Overall survival

100
Hazard ratio, 0.70 (95% Cl, 0.56-0.88)
Stratified log-rank P=.001
80
3 Camrelizumab + chemotherapy
T 60
z
3
wv
T 401
3 Placebo + chemotherapy
20
0 T T T T . . : r )
0 2 4 6 8 10 12 14 16 18
Months
No. at risk
Camrelizumab + chemotherapy
298 294 285 260 218 180 128 89 51 33
Placebo + chemotherapy
298 289 275 249 203 161 110 72 41 24

Xu et al., ASCO 2021 # 4000
Lio et al., JAMA 2021

No
Sint
Che



oesophagus — palliative 1st line

*no EMA approval

ESCORT 1

®< Camrelizumb* (PD1 AK) +Chemo
Placebo + Pacli 175 /Cis 75

n =596
100% SCC, 100% China

All pts

E Overall survival

100
Hazard ratio, 0.70 (95% Cl, 0.56-0.88)
Stratified log-rank P=.001
80
3 Camrelizumab + chemotherapy
T 60
z
3
wv
T 401
3 Placebo + chemotherapy
20
0 T T T T . . : r )
0 2 4 6 8 10 12 14 16 18
Months
No. at risk
Camrelizumab + chemotherapy
298 294 285 260 218 180 128 89 51 33
Placebo + chemotherapy
298 289 275 249 203 161 110 72 41 24

Xu et al., ASCO 2021 # 4000
Lio et al., JAMA 2021

QOverall survival (%)

ORIENT 15

G

100+

7%

50

No at risk
Sinti + Chemo 327

Sintilimab* (PD1 AK) + Chemo

Placebo + Pacli 175 /Cis 75
(oder Cis/5FU)
100% SCC, >96% China

All patients

Sinti + Chemo Chemo
(N=327) (N=332)
Median OS, mo 16.7 12.5
(95% Cl) (148.217) (11 0-14 5)
HR (95% Cl) 0.628 (0.508-0,777)
P value <0.0001

Sinti + Chemo
|

Chem

= T g [ Q T =t T

12 15 18 21 24 271 No
Time from randomization (months) ",:

161 106 52 2% " 2 0

127 38 45 17 [ 0 0

Shen et al., ESMO 2021, LBAS53
Lu et al., BMJ 2022



oesophagus — palliative 1st line

*no EMA approval

ESCORT 1

G

n =596
100% SCC, 100% China

All pts

Iz] Overall survival

Camrelizumb* (PD1 AK) +Chemo
Placebo + Pacli 175 /Cis 75

100
Hazard ratio, 0.70 (95% Cl, 0.56-0.88)
Stratified log-rank P=.001
80
3 Camrelizumab + chemotherapy
T 60
z
3
wv
T 40
3 Placebo + chemotherapy
20
0 . v : : 1 v - - .
0 2 4 6 8 10 12 14 16 18
Months
No. at risk
Camrelizumab + chemotherapy
298 294 285 260 218 180 128 89 51 33
Placebo + chemotherapy
298 289 275 249 203 161 110 72 41 24

Xu et al., ASCO 2021 # 4000
Lio et al., JAMA 2021

ORIENT 15

G

n=esg (0der Cis/SFU)
100% SCC, >96% China

All patients

Sintilimab* (PD1 AK) + Chemo
Placebo + Pacli 175 /Cis 75

Sinti + Chemo Chemo
(N=327) (N=332)
Median OS, mo 16.7 12.5
100 - (95% Cl) (148-21 7) (11 0-14 5)
HR (95% Cl) 0.628 (0.508-0.777)
P value <0.0001
F 75
F
m HbesccrenccsconasncncPihecccclilirccscnoannsnonesesewe
g '
@ 1
&} : t
' H Sin + Chemo
25 4 " '
' ]
) '
) '
1 '
' ' Chenmu
' '
) '
T 1 T T S | T T T
0 3 6 9 12 15 18 21 24 27
Time from randomization (months)
No at risk
Sinti + Chemo 327 305 283 240 161 106 52 25 " 2
Cheme m 300 258 202 127 38 45 17 6 0

Shen et al., ESMO 2021, LBAS53
Lu et al., BMJ 2022

JUPITER 06

®<Toripalimab* (PD1 AK) + Chemo
Placebo + Pacli 175 /Cis 75

n=>514

100% SCC, 100% China
All pts

e o e w S
T T T <P P P

patients)

Overall
Survival (% of
s

na g
2 g

. =

Qverall Survival (Infent-To-Treat Population)
Data Cutoff Date March 22, 2021 |
¥
Tt

of
I Censored

Toripalimab # TP |
Placebo + TP

Toripalimab + TP

Placebo +TP

0
No. at Risk

Toripalimab + TP 257

Placebo + TP

306 9 2 15 8 u W o
Manths
24 M 86 52 H 18 4 0 0

X1 M %6 9 0B 18 il 3 1 0

Xu et al., ESMO 2021, 1373MO
Wang et al., Cancer Cell 2022



1st line KN 590

CM 648

ESCORT 1

ORIENT-15

JUPITER-06

RATIONALE
306

—

Pembro

Nivo

Camrelizumb

Sintilimab

Toripalimab

Tislelizumab

oesophagus

SCC + AEG

SCC

SCC

SCC

SCC

SCC

Pembro FP
vs FP

Nivo FP
vs FP
vs Nivo Ipi

Camre
Cis/Pacli vs
Cis/Pacli

Sinti Cis/Pacli
vs Cis/Pacli
Tori Cis/Pacli
vs Cis/Pacli
Tis Platin/FU
(Platin/Pacli)
vs Chemo

Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022;

Xu Lancet Oncol 2023:24:483-495



oesophagus palliative — 1st line

Tislelizumab* + Chemo (Platin/FU od. Platin Pacli)

G

Overall survival (%)

100
90
80
70
60
50
40
30
20
10

Chemo

Phase Il

N= 649

SCC, Asia 75%

TAP** 210: 37,7% (SP263)

OS in all randomized patients (primary endpoint)

s 6-month rate

S| 77 2%

12-month rate  18-month rate

165.0% 148 6%
134 504

184 3%

Placebo +

chemotherapy
(n=323)

Tislelizumab +

chemotherapy
(n=326)

Events (% of patients)

196 (60.1) 226 (70.0)

Median OS, months (95% CI)

17.2* (15.8, 20.1) 10.6 (9.3, 12.1)

Hazard ratio (95% Cl)

0.66 (0.54, 0.80)

p valuet

p < 0.0001

o Tislelizumab + chemotherapy
=—gm—= Placebo + chemotherapy

Number of patients at risk

Time

Tislelizumab + chemotherapy

Placebo + chemotherapy

0 2 4
326 3N

*TAP= total percentage of tumor area

* not approved

287 264 253 227 21
323 304 268 239 195 156 135 122

16 20
Time (months)

4] 8 10 12 14

183

16 18 20
167 136 101
M2 91 M

22
79
54

24 26
BB M
40 32

28 30
28 14
22 1

32 3 3B 3B
] 4 1 1

8 B 1 0
Yoon, et al., ESMO GI # LBA1

Xu Lancet Oncol 2023:24:483-495



oesophagus palliative — 1st line

Phase IlI

Tislelizumab* + Chemo (Platin/FU od. Platin Pacli) N= 649
®<
Chemo Asia 75%

TAP** 210: 37,7% (SP263)

OS by centrally-assessed baseline PD-L1 expression status

Patients with PD-L1 score 2 10% (secondary endpoint) Patients with PD-L1 score < 10%
100 — Tislelizumab + chemotherapy 100 —Tislelizumab + chemotherapy
90 90
£ a0 —Placebo + chemotherapy 280 - —Placebo + chemotherapy
770 T 70 -
= 60 4 R
@ 50 7 50 4
ﬁ 40 A ﬁ 40
< 30 4 L oap 4
5 20 O, e o o . 5 0 4
10 10 4
0 - T T T T T T T T T T 1 0 - T T T T T T T T T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 38 39 0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Number of patients at risk Time (months) Number of patients at risk Time (months)
Tme 0 2 4 & & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 33 Tmed 2 4 & & 10 12 14 16 1% 20 22 24 26 25 30 32 34 36 38
Tislelizumab + chemotherapy 123 119 111 104 100 90 31 74 66 51 36 28 21 15 1 6 5 3 1 1 Tislelizumab + chemotherapy165 157 146 131 125 113 96 80 82 658 53 41 28 117 13 6 2 0 0 0O
Placebo + chemotherapy 113 110 95 &5 70 55 46 42 35 33 25 17 14 12 &8 4 2 1 0 0 Placebo + chemotherapy176 168 149 134 109 &7 75 67 &1 47 3% 28 29 13 10 7 & 35 1 0
Tislelizumab + Placebo + Tislelizumab + Placebo +
chemotherapy chemotherapy chemotherapy chemotherapy
(n=123) (n=113) {n=165) {n=176)
Events (% of patients) 73 (59.3) 79 (69.9) Events (% of patients) 105 (63.6) 127 (72.2)
Median OS, months (95% CI) 16.6 (15.3, 24.4) 10.0 (8.6, 13.0) Median OS, months (95% CI) 16.7 (13.0, 20.1) 10.4 (9.1, 13.0)
Hazard ratio® (95% CI); p valuef 0.62 (0.44, 0.86); p=0.0020% Hazard ratio™ (95% CI) 0.72 (0.55, 0.94)
Yoon, et al.,, ESMO GI # LBAL
**TAP= total percentage of tumor area ' '

* not approved Xu Lancet Oncol 2023;24:483-495



Osophagus kurativ

Platt ithelkarzi
attenepitnelkarzinom Carbo/Pacli /41 Gy

v

OP

Non pCR

v

Nivolumab

1st-line

W
CPS10,TPS 1
Chemo fit / \

/ nein Remissionsdruck ja \

Chemo+ Pembro/Nivo/ FU/Platin
Camre*/Sintili*/Toripali*/Tisle*

Nivo/ Ipi

*=not approved

Thuss-Patience and Stein: Curr Oncol 2022
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Osophagus
______

1st line KN 590 Pembro SCC + AEG Pembro FP
vs FP
CM 648 Nivo SCC Nivo FP
vs FP
vs Nivo Ipi
ESCORT 1 Camrelizumb SCC Camre
Cis/Pacli vs
Cis/Pacli
ORIENT-15 Sintilimab SCC Sinti Cis/Pacli
vs Cis/Pacli
JUPITER-06 Toripalimab SCC Tori Cis/Pacli
vs Cis/Pacli
RATIONALE Tislelizumab SCC Tis Platin/FU OS pos
306 (Platin/Pacli)

vs Chemo

KN 181 SCC + AEG Pembro vs

Pacli/Doce/Iri
Nivo vs
Doce/Pacli
Rationale 305 Tislelizumab SCC Tisle vs
Pacli/Doce/Iri

Attraction 03

SCC

Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022; Xu Lancet Oncol
2023;24:483-495; Kojima et al., J Clin Oncol 2020; Kato et al., Lancet Oncol 2019; Shen et al., J Clin Oncol 2022



Osophagus - 2nd line

Pembrolizumab* Keynote 181

Pembrolizumab

Pacli-, Docetaxel, Irinotecan

Combined Positive Score = 10

FDA approval:

No. of deaths out of

Subgroup No. of patients Hazard ratio (95% CI)
SCC CPS >10
Overall 191 of 222 —.— 0.70 (0.52 to 0.94)
Age, years
1004
< B5 103 of 115 —— 0.56 (0.38 to 0.84)
904
=65 88 of 107 —&— 0.90 (0.57 to 1.42)
. 80
SEX .é:e-
70
Male 162 of 191 —®—  0.69(0.50 to 0.96) E
Fermnale 29 of 31 —m1——0.77 (0.35to 1.68) u% 601
ECOG PS Q 507
0 68 of 81 —&—— 0.73(0.44 to 1.20) f 407
€
1 123 of 141 —— 0.74 (0.51 to 1.07) 2 3041
-]
. o
Histology 20
Squamous 140 of 167 —=—|  0.64(0.46 to 0.90) No benefit for 104 - [
|
Adenocarcinoma 51 of 55 —#—0.93 (0.52 to 1.65 Adeno o Hazard ratio for death, 0.64 (95% Cl, 0.46-0.90)
Redi 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
egion Time, months
i —.— No. at risk
Asia 93 0f 115 0-59 (0.39 to 0.90) Pembrolizumab 85 79 70 56 51 43 40 30 27 21 11 7 4 3 1 0 O
Ex-Asia g8 of 107 —— 0.83{0.55t01.25} Chemotherapy 82 74 54 42 34 23 18 14 10 8 4 4 3 2 2 1 0
T T
01 ! Jo *not EMA approved

Favors Pembro Favors Chemo Kojima et al., J Clin Oncol 2020



Osophagus

1st line KN 590 Pembro SCC + AEG Pembro FP
vs FP
CM 648 Nivo SCC Nivo FP
vs FP
vs Nivo Ipi
ESCORT 1 Camrelizumb SCC Camre
Cis/Pacli vs
Cis/Pacli
ORIENT-15 Sintilimab SCC Sinti Cis/Pacli
vs Cis/Pacli
JUPITER-06 Toripalimab SCC Tori Cis/Pacli
vs Cis/Pacli
RATIONALE Tislelizumab SCC Tis Platin/FU OS pos
306 (Platin/Pacli)

vs Chemo
SCC + AEG Pembro vs

KN 181

Pacli/Doce/Iri
Attraction 03 Nivo SCC Nivo vs

Doce/Pacli
Rationale 305 Tislelizumab SCC Tisle vs

Pacli/Doce/Iri

Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022; Xu Lancet Oncol
2023;24:483-495; Kojima et al., J Clin Oncol 2020; Kato et al., Lancet Oncol 2019; Shen et al., J Clin Oncol 2022



Osophagus - 2nd line

Nivolumab 419
Attraction 03 n=
_ 2nd line
®< Nivolumab SCC, all PDL1
Doce/ Paclitaxel 96% Asia
SCC a”e Nivolumab Chemotherapy
_ (n=210)2 (n =209)2
100 Median 0S,? mo 10.9 8.4
(95% ClI) (9.2-13.3) (7.2-9.9)
| HR (95% ClI) 0.77 (0.62—0.96)
80 P value 0.019
3 60 -
; 12-mo rate 18-mo rate
o | I
40 l !
20 - : I LI 1l INich)Ilumiab
47% 31% Chemotherapy
0 34% 21% L ]
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk Months
Nivolumab 210 182 167 147 126 11 95 82 70 60 43 25 17 13 7 4 3 0 0
Chemotherapy 209 196 169 126 105 84 68 57 49 40 27 17 12 6 2 1 1 1 0

Kato et al., Lancet Oncol 2019



Osophagus - 2nd line

Nivolumab

Attraction 03 n= 4.19
_ 2nd line
®< Nivolumab SCC, all PDL1
Doce/ Paclitaxel 96% Asia
SCC a”e Nivolumab Chemotherapy
(n=210)2 (n =209)2
1 Median 0S,? mo 10.9 8.4
(95% ClI) (9.2-13.3) (7.2-9.9)
HR (95% ClI) 0.77 (0.62—0.96)
80 P value 0.019
3 60 -
; 12-mo rate 18-mo rate
o | I
40 l !
20 - : I LI 1l INich)Ilumiab
47% 31% Chemotherapy
0 34% 21% L ]
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk Months
Nivolumab 210 182 167 147 126 11 95 82 70 60 43 25 17 13 7 4 3 0 0
Chemotherapy 209 196 169 126 105 84 68 57 49 40 27 17 12 6 2 1 1 1 0

Kato et al., Lancet Oncol 2019



Osophagus - 2nd line

Nivolumab ®< Nivolumab
Attraction 03 Doce/Paclitaxel

Nivolumab Chemotherapy
No. of deaths/no. of patients Hazard ratio for death (95% Cl)
Overall 160/2102 173/2092 -~ 0.77 (0.62-0.95)
Age
g < B5 years 86/112 73/85 -~ 0.65(0.47-0.89)
= 65 years 74/98 100/124 — 0.86 (0.63-1.16)
Sex
Male 139/179 156/185 -~ 0.79(0.63-0.99
Female 21/31 17124 —— 0.72(0.38-1.36
Race
Asian 153/201 165/200 - 0.78 50.62—0.9??
White 719 8/9 —— 0.53(0.17-1.65
ECOG performance status
0 73/101 81/107 —— 0.90 (0.66-1.24
1 87/109 92/102 -+ 0.61(0.45-0.82
Previous surgery
No 72/99 96/115 - 0.74 (0.55-1.01
Yes 88/111 77194 - 0.81(0.58-1.10
Previous radiotherapy
No 40/57 52/67 - 0.68 (0.45-1.03
Yes 120/153 121/142 - 0.80(0.62-1.04
Tumor PD-L1 expression 1
<1% 83/109 84/107 s 0.84 (0.62—1.14) PD-L
= 1% 771101 89/102 —+— 0.69 (0.51-0.94) abhéngig
History of smoking
Never 20/30 23/32 —— 0.64(0.35-1.18
Former 125/159 122/147 - 0.87 (0.68-1.12
Current 15/21 28/30 —— 0.52(0.27-0.97

0 2
e E—

Nivolumab better Chemotherapy better

=

Kato et al., Lancet Oncol 2019



Osophagus - 2nd line

Nivolumab Nivolumab
Attraction 03 Doce/Paclitaxel

overall survival relative to PD-L1 TPS

B PD-L1 21% APD-L1<1%
100~ Nivolumab median 10-9 months (95% CI 8.0-142) 100 Nivolumab median 1049 months 5% C18.4-139)
90- Chematherapy median 8:1 months (85% C16:0-99) a0 Chemotfierapy madian 93 months (95% CI 7-2-12.0)
o Hazard ratio for death 06 (95% CI 0-51-004) 7 Hazard ratio for death 0-84 (95% C1062-1-14)
. 80 -
g 704 g 70+
'JE! 60 3 60
3 50 § -
g 404 T 40
30+ & -
20 204 !
10 Nivolumab  47% (37-57)  32% (23-41) 10 — Nolumab  47% (37-56)  30% (21-38)
8 Chemotherapy 30% (21-3%)  16% (10-24) i w— Chemotherapy 39% (30-49)  26% (18-35)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 3 3%
Time gince randomisation (months)
Number at risk (number censored) Number at risk (number censored)
Nivolumab 101 88 & 70 58 54 46 40 33 31 21 10 7 5 4 2 1 o 0 Nivolumab 109 ©4 8 77 68 57 49 42 37 29 2 15 10 & 3 2 2 0 0
| 2 @ & 6 & & B8 & & B 05 (18 @0 (20 (22) @23 24 @24
m———" '(gaz ?ms ?1') ?8 ?1') ?3 (38 ﬁ? (119) 13 (‘41) (% [gs <131) 0211 2 (1'21 1'21 uom Cheecieey 1'3]7 '1‘2’]‘ g 2 g g g g g ‘3 ‘:‘? "95) “sn “38) t203? (204’ %‘] (2061 (20‘3
{ (12) (
m G & O 6O & & &» & 9 uanmm»aaammmmas}]

Kato et al., Lancet Oncol 2019



oesophagus

1st line KN 590 Pembro SCC + AEG Pembro FP
vs FP
CM 648 Nivo SCC Nivo FP
vs FP
vs Nivo Ipi
ESCORT 1 Camrelizumb SCC Camre
Cis/Pacli vs
Cis/Pacli
ORIENT-15 Sintilimab SCC Sinti Cis/Pacli
vs Cis/Pacli
JUPITER-06 Toripalimab SCC Tori Cis/Pacli
vs Cis/Pacli
RATIONALE Tislelizumab SCC Tis Platin/FU OS pos
306 (Platin/Pacli)

vs Chemo

SCC + AEG Pembro vs
Pacli/Doce/Iri

Attraction 03 Nivo SCC Nivo vs

Doce/Pacli

Rationale 305 Tislelizumab SCC Tisle vs

Pacli/Doce/Iri

KN 181

Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022; Xu Lancet Oncol
2023;24:483-495; Kojima et al., J Clin Oncol 2020; Kato et al., Lancet Oncol 2019; Shen et al., J Clin Oncol 2022



Osophagus — palliative 2nd line

RATIONALE 302

®<

n=>512
Tislelizumab* SCC 100%

Pacli/ Doce/ Irino

Asia 80%, non Asia 20%

ca 30% of pts TAP (vCPS) = 10

Overall Survival

104 A
m -
Tiglakrwnahb Chesrepithes ey
=21 In = 5G| i = 266
- & Ewnres % of patkeniz 187 (T7.00 13 @Az
E B Beleadd i OM5 (BET: O, BG 6o WD) 6.2 16310 1.0
2 g monehe
E MR B 2} 070 ET 1o & B
- 5 S " g
= I
= 404 !
i
& 30- :
20 - i .
e T g it L s I
-“] o : (] ll—l—'—|
= Chamallerigy | H .
! p
T T 1 L Li T L T T T T T T T
0 z 4 E = jL] 12 14 1B 1= 20 232 I 25 a8 20 32
Time {months)
Mg, Bk risk;

Tislalzumas 356 345 FIE 214 191 1FI ST 144 134 E 110 98 S8 BV TY A% 50 52 44 3 30 25 0 @ 13 11 B H B F ¥ 1 00
Chamotharagy 358 335 219 190 960 143128 105 &3 A 77 S50 59 £2 35 34 20 28 30 19 12 W1 ? & & 4 & 2 2 1 1 0 @

* EMA approval, for
platinum pretreated ESCC

Shen et al., ASCO 2021 # 4012
Shen et al., J Clin Oncol 2022



Osophagus — palliativ 2nd line

RATIONALE 302

Tislelizumab

Pacli/ Doce/ Irino

TAP >=10

Overall Survival

n=512

SCC 100%

Asia 80%, non Asia 20%

ca 30% of pts TAP (vCPS) =210

TAP<10

-~
100 A 100 4
- Tialamaly  Exanofiumy 00+
P r—
=89 = 68| Py
80 67.4 o A » i 80 - (n=116) (n = 140)
= 50.8 :nve:.ts (:/;: ; 9‘:;'::'5) . 36; (568'5:6 W 852 (185'38) o — Events (% of patients) 97 (83.6) 121 (86.4)
2 704 i (95% Cil, 3{8:51016.1) 6.8'%:1105:3) £ 701 I, Median OS (95% Cl), 69(531087)  58(49t069)
m ! ) s months
P | I = - ?
S 60 ! HR (95% CI) 0.54 (0.36 t0 0.79) S 60 s A
S ' .0006 2 5
o 50- : S ;
! o
R 40 - ! = i
1%) 1 | w Il !
o 304 - ! o 30 E
20 - i : + + + 20 - : ;
- = 1 1 — ! i
—— Tislelizumab f | 10 ——— : : t
10 { —— Chemotherapy | : & —— Chemotherapy ' : ll
o 2 4 6 8 10 12 14 16 18 2 2 2 2 28 30 32 o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time (months) Time (months)
p— No. at risk:
i Tislelizumab 116 11 78 7 50 44 43 38 31 27 24 17 16 15 15 10 8 7 4 & a8 913
Tislelizumab 89 85 82 79 71 63 60 59 55 52 43 37 36 35 34 32 30 256 19 17 14 11 8 6 2 1 1 1 1 1 1 0 0 C'se'z“;"a 46 0% 89 78170 62 5 . Big9 9 16745 10 6} 16 © b 0
RGN (5585 160 BT A B S S s AR Y B8 5 2 T Y Y d ¥ v A U0 W e hemotherapy 140 131118103 95 77 65 56 49 47 43 32 27 23 20 18 17 17 13 1110 7 3 3 2 1 1 0 0 0 0 0 0

Shen et al., ASCO 2021 # 4012
Shen et al., J Clin Oncol 2022



Osophagus — palliativ 2nd line

RATIONALE 302 n=>512

Tislelizumab SCC 100%
Asia 80%, non Asia 20%
ca 30% of ptsTAP =10

Pacli/ Doce/ Irino

Tislelizumab, Chemotherapy,
Subgroup Event/Total Event/Total HR for Death (95% CI) HR (95% CI)
Overall 197/256 213/256 —— 0.69 (0.57 to 0.84)
Age, years
Age < 65 128/157 133/161 —a— 0.73 (0.57 to 0.93)
Age 265 69/99 80/95 —a— 0.64 (0.47 to 0.89)
Sex
Male 171/217 178/215 —a— 0.74 (0.60 to 0.92)
Female 26/39 35/41 —— 0.47 (0.27 to 0.80)
Smoking status
Former/current smoker 139/188 161/192 —_ 0.67 (0.54 to 0.84)
Nonsmoker 58/68 52/63 —a— 0.75 (0.51 to 1.10)
Chemotherapy options
Paclitaxel 197/256 68/85 —a— 0.76 (0.58 to 1.01)
Docetaxel 197/256 44/53 _ 0.77 (0.56 to 1.07)
Irinotecan 197/256 101/118 —— 0.61 (0.48 to 0.78)
ECOG PS
0 45/64 45/63 — 0.73 (0.48 to 1.11)
1 152/192 168/193 —— 0.69 (0.55 to 0.86)
Region
Asia 162/201 171/203 _— 0.73 (0.59 to 0.90)
Europe/North America 35/55 42/53 — 0.55 (0.35 to 0.87)
Race Ventana PD-L1 SP263
Asian and other 164/203 179/212 —— 0.72 (0.59 to 0.90)
White 33/53 34/44 —— 0.53 (0.32 to0 0.87)
Baseline PD-L1 status
TAP 2 10% 61/89 58/68 —— 0.53 (0.37 t0 0.77) PD-L1
TAP < 10% 97/116 121140 —a—— 0.85 (0.65 to 1.11)
Unknown 39/51 34/48 — 0.69 (0.43 to 1.10) de pen dent
Tislelizumab Better 1 Chemotherapy Better
Shen et al., ASCO 2021 # 4012

Shen et al., J Clin Oncol 2022



Osophagus
Plattenepithelkarzinom

Carbo/Pacli /41 Gy

kurativ

v

OP

Non pCR

Chemo fit

—

/ nein Remissionsdruck ja \

Nivo/ Ipi

Chemo+ Pembro/Nivo/

v

Nivolumab

1st-line

{

CPS10,TPS 1

Camre*/Sintili*/Toripali*/Tisle*

no

—

Nivo

Pembro*, Tislelizumab

2nd-line

need for remission

yes

\

Paclitaxel,
Irinotecan

FU/Platin

* no EMA approval

adapted from
Thuss-Patience and Stein,
Curr Oncol 2022
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