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The best in 2024 about...

* Gastroesophageal adenocarcinoma
* Biliary tract cancer

* Pancreatic adenocarcinoma

* Hepatocellular carcinoma
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The best in 2024 about...

Gastroesophageal adenocarcinoma

Curative setting:
*  ESOPEC & TOP-GEAR: No place for RT in the perioperative setting - Change on the SoC
 KEYNOTE-585: Final analyzes - NEGATIVE

* To be contextualized with MATTERHORN (awaited in 2025)

1%t line, HER2-positive population
KEYNOTE-811: Final analyzes - POSITIVE & Change on the SoC

Hoppner ASCO 2024; Hoeppner NEJM 2025

Leong ESMO 2024; Leong NEJM 2025

Shitara ESMO 2024; Shitara Lancet 2024
Lonardi/Janjigian ESMO 2024; Janjigian NEJM 2024



KEYNOTE-811

KEYNOTE-811 Study Design

Phase 3 Randomized, Placebo-Controlled Study of First-Line Pembrolizumab Plus Chemotherapy and Trastuzumab Versus Placebo
in HER2+ G/GEJ Cancer (NCT03615326)

IA1: ORR
s s Pembrolizumab 200 mg IV Q3W +
Key Eligibility Criteria s p=
Key Eligibility Criteria Trastuzumab and EP or CAPOX® *  74% vs 52%; p=0.00006
* Advanced, unresectable (Pembrolizumab Group) Treated until 1A2: mPFS

G/GEJ adenocarcinoma

unacceptable toxicity,

Eo e o *  mPFS: 10.0 vs. 8.1 mo in all patients (HR 0.72; p=0.0002)

withdrawal, or a *  mPFS: 10.8 vs. 7.2 mo in patients with PD-L1 CPS > 1
maximum of 35 cycles (HR 0.70)

* No prior systemic therapy in

advanced setting

» HER2+ by central review (IHC Placebo IV Q3W +
3+ or IHC 2+ ISH+) Trastuzumab and FP or CAPOX®

*ECOGPS0or1 (Placebo Group)

ESMO 2024: Results of the PP final analysis of OS

Stratification factors Endpoints
« Geographic region « Dual primary: OS, PFS
* PD-L1 status (CPS <1 vs CPS 21) « Key secondary: ORR, DOR, safety

+ Chemotherapy choice

Lonardi/Janjigian ESMO 2024; Janjigian NEJM 2024



KEYNOTE 811: Final analysis

Overall Survival at Final Analysis (ITT)

100 + Events, n (%) Median (95% CI), mo
a0 - Pembrolizumab group 200(17.8-22.1)
80 - Placebo group 16.8(14.9187)
70 -
. 604 : Zmorate semorate | HR0.80(95% Cl, 0.67-0.94) p=0.0040 (p-value bound 0.0201)
E’"n 1 1 [,@ 1 9a0; Met the pre-specified criteria for significance at final analysis
s 50 - . 1 36% [
o i | 3%
40 |
1
30 4 : |
1 I U
20 - : : 1
1 1 1
10 4 : l i
1 I 1
n L] L L] Il L L] L] II L] L] L] : Ll L] L] L] L] L] L L] L] 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 43 51 54 57 60 63 66
No.at Risk Months
350 an 243 182 144 116 84 62 48 32 0
348 292 220 165 1256 102 74 59 37 16 0

Lonardi/Janjigian ESMO 2024; Janjigian NEJM 2024



Janjigian KN&11 ESMO 2024

Antitumor Activity in CPS 21 Subgroup at Final Analysis

Pembrolizumab group

Placebo group

0S

Events, n (%) Median (95% CI), mo
226 (76%) 20.1(17.9-22.9)
244 (82%) 157 (13.5-18.5)

Pembrolizumab group

Placebo group

PFS

Events, n (%) Median (95% CI), mo
221 (74%) 10.9 (8.5-12.5)
226 (76%) 7.3(6.8-84)

1004 1004
a0 [ HR 0.79 (95% Cl, 0.66-0.95) ] a0 [ HR 0.72 (95% ClI, 0.60-0.87) ]
12-mo rate 12-mo rate
80 189% 204 146%
161% 24.mo rate 133% 24-mo rate
70 143% 70- i 124%
1350, 36-mo rate ! 1404 36-mo rate
[ i i 1499
* i 604 : E e
= H : = i f 1%
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0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No. at Risk Months No. at Risk Months
® B W7 85 17 02 78 8 4 32 5 0 28 W0 B T3 O W B/ W19 12
26 24 180 135 14 & 6 5 W 13 3 0 W 52 T8 45 0B OB OB @ 13 6 20

Data cuioff date: 20 Mar 2024. DOR, durafion of response.

ORR, % (95% ClI)

Pembrolizumab group

Placebo group

100%

ORR and DOR

Responders, n Median DOR (range), mo
218 11.3 (1.1+ -0 60.8+)
173 9.5 (1.4+ 10 60.5+)

A14T% (1.1-222)

73.2% (67.7-78.1)

L.

17.1%

58.4% (52.6-64.1)

Pembrolizumab Group
N =298

Placebo Group
N =296

Lonardi/Janjigian ESMO 2024; Janjigian NEJM 2024



KEYNOTE 811: Final analysis
Overall Survival in Key Subgroups at Final Analysis (ITT)

Events/Patients, N HR (95% CI) Events/Patients, N HR (95% CI)
ECOG PS
Overall 555/698 H 0.80 (0.67-0.94) 0 216/292 0.81 (0.62-1.06)
Age, years 1 339/408 0.85 (0.69-1.06)
<65 318/397 HH 0.72 (0.58-0.80) Primary Tumor Location
>65 237/301 HH 0.99 (0.77-1.27) Stomach ) 369/466 HH 0.77 (0.63-0.94)
Sex Gastroesophageal junction  186/232 099 (0.74-1.32)
—a— Histological Subtypes
Fe’:‘a'e 1ooris4 053 (0‘3341.78) Diffuse 102119 —— 067 (0.45-1.00)
Male 446/564 0.92(0.77-1.11) Intestinal 296/386 i 0.87 (0.69-1.10)
R";:S 164240 1050774 43 Indeterminate 156/192 [ _ai 0.80 (0.58-1.11)
an- 05(0774.43) Tumor Size (Above median)
Non-Asian 389/456 HH 0.72 (0.59-0.87) Yes 282/341 | 0.75 (0.59-0.95)
Geographic Region No 249/328 HaH 0.89 (0.70-1.15)
Europe/North Amenca/Australia  193/224 Ha 0.79 (0.60-1.05) Number of Metastatic Sites
Asia 161/237 1.05 (0.77-1.43) <2 288/377 HH 0.81 (0.64-1.02)
Rest of Waorld 201237 HIH 0,65 (049-0.86) 23 e FEH 084(066-1.07)
Prior Gastrectomy

PD-L1 Status
CPS 21 470/504 H 0.79 (0.66-0.95) ;l’es :;g;; ' m"' %;ﬁs %3;;; 923)
CPS <1 85/104 1.10 (0 72-1 68) BR o > = 830 59}

emotherapy Regimen
MSEG CAPOX 460596 HH 0.83 (0.69-1.00)
Non-MS8I-H 522/655 0.83 (0.70-0.99) =] 951102 —m—H 0.74 (0.49-1.11)
|}_I1 Favors Pembrolizumab ; Favors Placebo 1:] 0_11 Favors Pembrolizumab 4 Favors Placebo 1I|)
Group Group Group Group

Lonardi/Janjigian ESMO 2024; Janjigian NEJM 2024



KEYNOTE 811: CONCLUSIONS

 KEYNOTE-811 met pre-specified criteria (ORR, PFS, OS)

* Pembrolizumab received the EMA approval for HER2-positive G/GE)J
adenocarcinoma with PDL1 CPS 2 1
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The best in 2024 about...

Biliary Tract Cancer

Refractory setting
* Two studies for the HER2-positive population

 HERIZON-BTC-02: Ph2b Zanidatamab in the refractory setting (OS results)
* HERB: Ph2 Trastuzumab deruxtecan in the refractory setting (Japan)

First-line setting
- TOPAZ-1 (3y FUP): POSITIVE = Change in SoC
- KEYNOTE-966 (3y FUP): POSITIVE = Change in SoC

Shubham Pant ASCO 2024

Ohba ASCO 2022; Ohba J Clin Oncol 2024

Oh ESMO GI 2024; Oh Lancet Gastrointestinal Hepatology 2024
Finn ASCO 2024



TOPAZ-1: Update OS (3y FUP)

Durvalumab 1500 mg Durvalumab
Key eligibility criteria Q3W + GemCis

* Unresectable, locally (up to 8 cycles)
advanced, or metastatic

BTC (ICCA, eCCA, GBC)
* Previously untreated if

unresectable or

metastatic at initial

1500 mg Q4W
until PD

diagnosis
* Recurrent disease Primary endpoint
>6 months after curative = 08
surgery or completion of
adjuvant therapy

« ECOGPSOor1

Oh ESMO Gl 2024; Oh Lancet Gastrointestinal Hepatology 2024



TOPAZ-1: Update OS (3y FUP)

TOPAZ-1: 3-YEAR OS UPDATE

1004 w

80+

70+

0S rate
ratio=1.15

Probabilly of 05 (%)

20 ™= Durvalumab + GemCis
(n=341)

10 Placebo + GemCis
(n=344)

12-mo 05*:
54.3%

24-mo 08*:

2299 36-mo 05™:

14.6%

|
OS rate :
ratio=1.75 |

OS rate ratio=2.12

a0 \ Kaplan-Meier curve of OS at 3-year OS analysis

Primary analysis't 3-year OS analysist
DCO: 11 Aug 2021 DCO: 23 Oct 2023

D+GC
(n=341)

———T
03 8 8§ 12
Number of participants at risk

D+GC 341 309 268 227 184
PBO+GC 344 316 260 199 150

|
ftoT |
5 18 20 24 7 N B} ® 2
Time from randomisation (months)

140 118 92 75 67 58 50 4 3
10 82 5 & 3y 0 2% 18 "

E’gg‘i‘uag I?S 12.8 115 12.9 113
e (111-140) (101-125) (116-14.1) (101-125)
0S HRS 080 0.74

(95% CI) (0.66-0.97) (0.63-0.67)

At 36-months, the survival rate in the durvalumab + GemCis arm was

more than double the survival rate in the placebo + GemCis arm

Oh ESMO Gl 2024; Oh Lancet Gastrointestinal Hepatology 2024



TOPAZ-1: Update OS (3y FUP)

SAFETY UPDATE

* 13 participants in the durvalumab + GemCis arm and 0 in the placebo + GemCis arm remained on study

treatment at the 3-year OS analysis
» Median duration of treatment was longer in the eL TS durvalumab + GemCis subgroup than the durvalumab +

GemCis group of the FAS at the 3-year OS analysis (17.8 vs 7.3 months)

90-day safety update 3-year OS analysis el TS
(DCO: 25 Feb 2022) (DCO: 23 Oct 2023) (DCO: 23 Oct 2023)
D+GC D+GC
n=338 n=338 n=58
SAEs, n (%) 161 (47.6) 151 (44.2) 165 (48.8) 152 (44.4) 19 (32.8) 11 (36.7)
Any SAE possibly related to study treatment, n (%) 52 (154) 59 (17.3) 52 (154) 59 (17.3) 5(8.6) 3(10.0)
Discontinued D / PBO due to AE, n (%) 20(5.9) 18 (5.3) 21(6.2) 18(5.3) 3(5.2) 1(3.3)
: ! 73 58 7.3 5.8 178 105
Median (range) duration of D / PBO treatment, months (0.4-31.0) (0.2-26.6) (0.1-50.9) (0.2-28.4) (34-509) (22-284)

Despite a longer duration of exposure, the eLTS SAEs were comparable between

arms and less frequent than in the FAS at the 3-year OS analysis

Oh ESMO Gl 2024; Oh Lancet Gastrointestinal Hepatology 2024



KEYNOTE-966: Update OS (3y FUP

Study Design for KEYNOTE-966 (NCT04003636)

. " Pembrolizumab 200 mg IV Q3W (maximum, 35 cycles)

Key eligibility criteria +

Histologically confirmed extrahepatic or intrahepatic Gemcitabine 1000 mg/m? IV on iays 1 and 8 Q3W (no maximum)
cholangiocarcinoma or gallbladder cancer
Unresectable locally advanced or metastatic disease
measurable per RECIST v1.1 by investigator review
No prior systemic therapy®

Known HBV and HCV status®

ECOGPSOor1 Gemcitabine 1000 mg/m? IV on days 1 and 8 Q3W (no maximum)
Life expectancy >3 months

Cisplatin 25 mg/m? IV on days 1 and 8 Q3W (maximum, 8 cycles)

Placebo IV Q3W for (maximum, 35 cycles)

+
Cisplatin 25 mg/m? IV on days 1 and 8 Q3W (maximum, 8 cycles)

Stratification factor * Primary endpoint: 0S8

+ Geographic region (Asia vs not Asia) * Secondary endpoints: PRS, ORR, and DOR assessed
+ Disease stage (locally advanced vs metastatic) per RECIST v1.1 by blinded, independent central review
« Site of origin (extrahepatic vs gallbladder vs intrahepatic) (BICR) and safety

Finn ASCO 2024



KEYNOTE-966: Update OS (3y FUP)

Overall Survival

Finn MK-3475 KN966 ASCO 2024

0S8, %
o
=
]

o

' 24-mo
| 25%
1 19%

Patients Median PFS
with event (95% Cl), mo
Pembro + Gem/Cis 86.5% 12.7 (11.5-13.6)
Placebo + Gem/Cis 88.6% 10.9 (9.9-11.6)
HR 0.86; p 0.0099
| 36-mo
| 13%

{11 T I | il
|I| e e e I\I"l+"" Llalil

No. at risk
533 496
536 483

430
394

350
313

275
236

217
195

21 24 27 30
Months

147 131 113 86
125 102 86 63

33

64
43

T T T T 1

36 39 42 45 48

39 21 15 6 0
27 20 10 4 0

Finn ASCO 2024



KEYNOTE-966: Update OS (3y FUP

Finn MK-3475 KN966 ASCO 2024

Overall Survival in Prespecified Subgroups

Patients with Event Hazard ratio (95% CI)

Overall 936/1069 —e— 0.86 (0.75-0.98)

Age 1 :
gaas years 497/567 T 0.90 (0.76-1.08)
<65 years 439/502 I—-—.—- 0.82 (0.68-0.99)

Sex : :
Female 460/517 F—e—H 0.86 (0.72-1.03)
Male 476/552 —a—H 0.87 (0.73-1.04)

Geographic region
Asia 4221486 ——— 0.90 (0.74-1.09)
Non-Asia 514/583 H—e—i 0.83 (0.70-0.98)

Site of origin : :
Extrahepatic 175/203 i 0.97 (0.72-1.31)
Gallbladder 2191233 —— 0.94 (0.72-1.23)
Intrahepatic 542/633 —— 0.81 (0.69-0.96)

Disease presentation i :
Locally advanced 1051126 ——— 0.87 (0.59-1.28)
Metastatic 831/943 —8— 0.85 (0.74-0.98)

ECOG performance status :
0 406/486 —e—— 0.92 (0.75-1.11)
1 520/582 ] 0.85 (0.71-1.00)

Biliary stent/drain 1 :
Yes 68/74 [ ‘o : | 0.79 (0.49-1.28)
Mo 868/995 —e—| 0.87 (0.76-0.99)

Smoking status

Never 92/268 b 4T ! 1.02 (0.67-1.54)
Former 33/82 —— 0.92 (0.75-1.13)
Current 33182 —e— 0.81 (0.68-0.97)

Prior chemotherapy 3 :
Yes 77/98 —.—— 0.72 (0.46-1.13)
No B859/971 ——— 4 0.88 (0.77-1.01)

PD-L1 status E :
CPS 21 B48/728 —e— 0.88 (0.75-1.02)
‘ CPS <1 191/223 ———— 0.88 (0.66-1.17)
Indeterminate 99/118 — 0.77 (0.52-1.14)

T T
0.5 1.0 1.5
Favors pembro Favors placebo
+ gemicis + gemicis

Finn ASCO 2024



KEYNOTE-966: Update OS (3y FUP)

Adverse Event Summary

Finn MK-3475 KN966 ASCO 2024

Any
Treatment-related

Grade 3-4 as maximum grade
Treatment-related

Led to death
Treatment-related

Led to discontinuation of 21 study medication
Treatment-related

Led to discontinuation of all study medication

Treatment-related

Pembro + Gem/Cis

(n = 529)
524 (99.1%)
493 (93.2%)
420 (79.4%)
370 (69.9%)
31 (5.9%)
8 (1.5%)2
140 (26.5%)
103 (19.5%)
35 (6.6%)
18 (3.4%)

Placebo + Gem/Cis
(n = 534)

532 (99.6%)
500 (93.6%)
399 (74.7%)
367 (68.7%)
50 (9.4%)
3 (0.6%)
124 (23.2%)
82 (15.4%)
39 (7.3%)
14 (2.6%)

SAdverse events leading to death (n =1 each): abdominal abscess. cholangitis, lower respiratory tract infection, malignant neaplasm progression, myocardial infarction, pneumonitis, septic shock, and viral

pneumonia.

“Adverse events leading to death (n = 1 each): hepatorenal syndrome, sepsis, and upper gastrointestinal hemorrhage.

Finn ASCO 2024
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The best in 2024 about...

Pancreatic adenocarcinoma

First-line setting
* OPTIMIZE-1: Phase 1b/2 mFOLFIRINOX + mitazalimab (CD40 agonist): Primary analyses

Refractory setting
*  RMC-6236: Phase 1 - first pan-RASi that shows efficacy in PDAC

Van Laethem ASCO 2024; Van Laethem Lancet Oncol 2024

Garrido-Laguna ASCO GI 2025
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The best in 2024 about...

Hepatocarcinoma

Unresectable — first line

*  Ph3 HIMALAYA (5y FUP): Treme-durva better than sorafenib, consequent with prior data
¢ Checkmate 9DW (first interim analysis; OS): ipi-nivo better than lenva or sora

Unresectable — intermediate stage: 2 phase 3 trials demonstrating the value of TACE + 10
* Ph3 LEAP-012: TACE/lenva/pembro vs. TACE/pbo/pbo

* TACE/lenva/prembro improved mPFS over TACE/pbo/pbo (14.6 vs 10mo (HR 0.66; p 0.0002))
e Ph3 EMERALD 1: TACE/durva/beva vs. TACE/durva vs. TACE

e TACE/durva/beva improved mPFS over TACE (mPFS 15.0 vs 8.2mo (HR 0.77; p 0.032))

High-risk after resection/ablation: 1 phase 3 trial, first to discharge adjuvant IO . FSMIO 2024
IMbrave050 (updated with RFS and OS): Adjuvant atezo/beva - NEGATIVE Galle ASCO 2024

Llovet ESMO 2024
Lencioni ASCO Gl 2024
Yopp ESMO 2024; Qin Lancet 2023



IMbrave050: Updated analysis with mature OS

IMbrave050 study design

/Patlent population \ <«—— 12 months or 17 cycles —
+ Confirmed first diagnosis of Atezolizumab 1200 mg g3w + (
HCC.and — gndergone bevacizumab 15 mg/kg g3w 2>
curative resection or (n=334) 5 5] =
ablation 5 é
+ Disease free 4-12 weeks % o =
+ Child-Pugh class A o § > 2
« High risk of recurrence? 1 cycle of s8 [
+ No extrahepatic disease or L’Zﬁgiég c§ § :El
macrovascular invasion Active surveillance g ]
(except Vp1/Vp2) (n=334)
*« ECOGPSO0or1 /
Crossover
Stratification ) Primary endpoint permitted

* Region (APAC excluding Japan vs rest of world)

+ High-risk features and procedures:
= Ablation

+ IRF-assessed RFSP
(descriptive for this analy sis)
Secondary endpoints

= Resection, 1 risk feature, adjuvant TACE (yes vs no) .
= Resection, 22 risk features, adjuvant TACE (yes vs no J . Safety

aHigh-risk features include: tumour>5 cm, >3 tumours, microvascular invasion, minor

macrovascular invasion Vp1/Vp2, or Grade 3/4 pathology. Yopp ESMO 2024



IMbrave050: Updated analysis with mature OS

Early RFS benefit was not maintained with

100 - Updated median RFS (95% Cl), mo:
Atezo + bev 33.2 (24.3, NE)
Active surveillance 36.0 (22.7, NE)
< 80 ) HR=0.90 (95% CI: 0.72, 1.12)
= Median FU: | P=NA: descriptive
g 351 mo
£ :
5 60 |
© 1
2
3 [
S 40 Lol
E I [
5 I (|
g First IA median RFS (95% Cl), mo*2: : 1 :
& 59 | Atezo+bev NE (22.1, NE) Cop
Active surveillance NE (21.4, NE) : 1 :
HR=0.72 (95% CI: 0.56, 0.93) Lo
P=0012 Lo
0 [
1 1l
T T T T T T T T T T T T I T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months
No. at risk
Atezo + bev 334 305 200 268 245 216 191 177 167 164 147 123 62 45 18 18  NE

Active surveillance 334 285 247 221 207 197 185 175 170 164 145 124 63 42 16 14 NE

Yopp ESMO 2024



IMbrave050: Updated analysis with mature OS

Updated OS remained immature but showed $2E0% | )
numerical improvement from the first 1A

Minimum FU: .
100 Median FU:
29.2 mo 35.1 mo
§0 1 H :
1
o : | Updated median OS (95% CI), mo:
= i : Atezo + bev NE (NE, NE)
2 60 | ! Active surveillance  NE (NE, NE)
< : i HR=1.26 (95% CI: 0.85, 1.87)
2 ! | P=0.250
£ 404 ] | -
1
5 | : el el surﬁgzlll‘fnce
First IA median OS (95% CI), mo*: l ! o (n=334) =334
204 | Atezo + bev NE (NE, NE) : ! n (%) n=
Active surveillance NE (NE, NE) H 1 All deaths 54 46
HR=1.42 (95% CI: 0.80, 2.54) I | Progressive disease 35 (64.8)  35(76.1)
pP=0.229 : | Adverse events 6(11.1) 2(4.3)
0 ! i Other 13 (24.1) 9(19.6)
T T T T T T T 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 42 45 48 51 54
Months
No. at risk
Atezo + bev 334 327 322 319 310 301 294 286 271 266 243 206 142 101 B0 34 16 3 NE

Active surveillance 334 327 323 321 320 314 304 299 203 286 266 226 157 108 71 38 15 3 NE

Yopp ESMO 2024
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Conclusions: Practice changing studies

* Gastroesophageal adenocarcinoma
* FLOT is the preferred perioperative option (ESOPEC & TOPGEAR)
* Pembro + trastu + chemo in 1%t line of HER2-positive PDL1 CPS-positive

e Biliary tract cancer
* 1%ine with Cis/Gem + durva (TOPAZ-1) or pembro (KN-966)
e Zanidatamab and T-Dxd potential new options for HER2-positive

* Pancreatic adenocarcinoma
* RAS™ PDAC will be probably targetable in the future

* Hepatocellular carcinoma
* Adjuvant IO don’t work
* TACE +/- 10/beva as new potential options for the intermediate stage

* 1%tline approaches with durva-treme (HIMALAYA) and nivo-ipi (CM9WD), as the “old” atezo/beva
(IMbrave150)
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