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/ Patient Population \ <+—— 12 months or 17 cycles —»
« Confirmed first diagnosis of Atezolizumab 1200 mg q3w +

HCC and had undergone bevacizumab 15 mg/kg q3w
curative resection or (n=334)

ablation

Disease free 4-12 weeks
Child-Pugh class A
High risk of recurrence? 1 cycle of

No extrahepatic disease or TACE, if

macrovascular invasion indicated Active surveillance

(except Vp1/Vp2) (n=334)
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Survival follow-up

Recurrence® or
unacceptable toxicity

Stratification [ Crossover permitted ]
* Region (APAC excluding Japan vs rest of world)
* High-risk features and procedures: |
Ablation Primary endpoint
Resection' 1 risk feature’ adjuvant TACE (yes VS no) * Recurrence-free survival assessed by the independent
Resection, 22 risk features, adjuvant TACE (yes vs no)  review facility®
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Early RFS benefit was not maintained with EESMD
longer follow-up

Updated median RFS (95% CI), mo:
Atezo + bev 33.2 (24.3, NE)
Active surveillance 36.0 (22.7, NE)
HR=0.90 (95% CI: 0.72, 1.12)

Median FU: | P=NA; descriptive
35.1 mo

First IA median RFS (95% CI), mo'2:
Atezo + bev NE (22.1, NE)
Active surveillance NE (21.4, NE)
HR=0.72 (95% CI: 0.56, 0.93)

P=0.012
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12 15 18 21 24 27 30 33 36 39 42 45 48
Months

No. at risk
Atezo + bev 334 305 290 268 245 216 191 177 167 164 147 123 62 45 18 18 NE
Active surveillance 334 285 247 221 207 197 185 175 170 164 145 124 63 42 16 14 NE

Clinical cutoff: 3 May 2024, median follow-up duration: 35.1 mo. At clinical cutoff, 162 of 334 patients (49%) in the atezo + bev arm and 164 of 334 (49%) in Yopp et al.
the active surveillance arm experienced disease recurrence or death. HRs are stratified. P values are log rank. IMbrave050 update
FU, follow-up; NA, not applicable; NE, not estimable. 1. Qin et al. Lancet 2023. 2. Chow et al. AACR 2023 [abstract CT003]. https://ter.liigdcylt 6

Ce bénéfice en SSP démontré a court terme n'est malheureusement pas
maintenu sur le plus long terme apres 35.1 mois de suivi médian
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Progression-Free Survival per RECIST v1.1 by BICR

Events, Median (95% CI),

100 n (%) months

. . e
Lenvalunb + Dembroizuman M 32 (OD 18 .0 1 £.0 16.7)

80 62.2% Dual placebo + TACE 154 (63.4) 10.0 (8.1-12.2)
70
60 39.1%

%0 a79% HR, 0.66 (95% CI, 0.51-0.84)

43.4%

P =0.0002
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Cette premiere analyse intermédiaire a 2 ans de la randomisation met en évidence un avantage clair en
terme de SSP dans le bras experimental (Lenv+Pembro+TACE) par rapport au bras standard avec une
SSP médiane de 14,6 mois contre 10,0 mois.

Pour la SG, les données sont encore immatures bien qu’une tendance soit observee pour le bras
expeérimental
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D+B + TACE Placebos + TACE
(n=204) (n=205)

Modian PFS (55% Cl), months 150(11.1-189) 82(69-11.1)
MR (85% Cl) 0.77 (0.61-0.98)
SUafod log-rank pvalue 0.032*°

"
B
[
>
3
o

24 27 30 33 3%
Time from randomization (months)
D+B « TACE ~— Placobos » TACE
No. of participants at risk

D+B « TACE 4 162 14 14 W 82 o4 S 43 xR 23 15 6
Placebos + TACE 205 159 127 @& €2 5 39 35 32 24 15 10 5

Cette association montre une améelioration significative de la survie sans progression avec la triple ass
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Five-year updated OS for STRIDE versus sorafenib

STRIDE demonstrated a sustained OS benefit versus sorafenib, with OS rates of 19.6% versus 9.4% at 5 years and
the OS rate ratios for STRIDE versus sorafenib increasing over time

1.0 — STRIDE (N=393)

= Sorafenib (N=389)
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OS rate
ratio: 1.17

OS data maturity
across the STRIDE and
sorafenib arms: 82.0%

18-month OS:

48.7%  24-month Os:
40.5%

41.5%

OS rate
ratio: 1.24

2.6%

36-month OS:
30.7%
19.9%

48-month OS:
25.2%
15.1%

|

STRIDE
(N=393)

309 (78.6)

Sorafenib
(N=389)

332 (85.3)
16.43 13.77
(14.16-19.58) (12.25-16.13)

0.76 (0.65-0.89)
0.0008

OS events, n (%)
Median OS

(95% CI), months
HR (95% CI)
p-value (2-sided)

62.49
(59.47-64.79)

5986
(58.32-61.54)

Median follow-up duration
(95% Cl), months

60-month OS:
19.6%

OS rate

ratio: 1.54
ratio: 1.67

9.4%
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of participants at rnisk

STRIDE: 393 308
Sorafenib: 389 283
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Données 5 ans:

- Taux de survie groupe DURVA-TREME: 19,6%
- Taux de survie groupe SORAFENIB: 9,4%

Fin de I'acces precose _
Extension indication Durva-Treme, a tous les CHC metastatique, non

resecable, premiere ligne
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Median OS (95% Cl), months

HR (95% CI)*

Pi ice HR I 12-month OS (95% ClI)
OEWES ' 54.3% (48.8-59.4)

(95% CI) |
before 6 months® '

0.91(0.66-1.25) ' 18-month OS (95% Cl)
; 34.8% (29.6-40.0)

. Piecewise HR

' (95% Cl)

- after 6 months®
| 0.71 (0.58-0.88)

24-month OS (95% Cl)
23.6% (18.7-28.9)
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Il N’y a plus d’acces precose

12.9 113
(11.6-14.1) (10.1-12.5)

0.76
(0.64-0.91)

s Durvalumab + GemCis (n=341)
Placebo + GemCis (n=344)




KEYNOTE 966

KEYNOTE-966 Study Design
Randomized, Double-Blind, Phase 3 Trial

Key Eligibility Criteria

* Histologically confirmed extrahepatic or intrahepatic
cholangiocarcinoma or gallbladder cancer

* Unresectable locally advanced or metastatic disease
measurable per RECIST v1.1 by investigator review

* No prior systemic therapy®
«ECOGPSOort
« Life expectancy >3 months

Stratification Factors
» Geographic region (Asia vs not Asia)
* Disease stage (locally advanced vs metastatic)
« Site of origin (extrahepatic vs gallbladder vs intrahepatic)

Pembrolizumab 200 mg IV Q3W (maximum, 35 cycles)
+

Gemcitabine 1000 mg/m? IV on days 1 and 8 Q3W (no maximum)
+

Cisplatin 256 mg/m? IV on days 1 and 8 Q3W (maximum, 8 cycles)

Placebo IV Q3W for (maximum, 35 cycles)
+

Gemcitabine 1000 mg/m? IV on days 1 and 8 Q3W (no maximum)
+

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

* Primary End Point: OS

» Secondary End Points: PFS, ORR, and DOR assessed per
RECIST v1.1 by blinded, independent central review and safety




—— Pembrolizumab plus gemcitabine and cisplati
—— Placebo plus gemcitabine and cisplatin

HR 0-86 (95% Cl 0-75-1-00)
p=0-023

Time since randomisation (months)

Remboursement en premiere ligne du cholangiocarcinome non résécable metastatique



