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INTRODUCTION

Learning objectives

® To update oncologists on state of the art management of patients with gastrointestinal
cancers

® To provide expert insights on bioclogy-informed implementation of precision oncology in
gastrointestinal cancers

® To highlight ongoing clinical research in gastrointestinal cancers
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UNMET NEEDS IN GI CANCERS

Rare tumors and research in organ-preserving
modalities

Raghav Sundar, MBBS PhD
Yale School of Medicine and Yale Cancer Center
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RATIONALE FOR ORGAN PRESERVATION IN RECTAL CANCER

PATIENT PREFERENCE
Surgical Risks
TME: overall morbidity (~30-40%), mortality (2-3%), urinary and sexual dysfunction
Permanent stoma for low tumors
Frailty/Inability to undergo surgery
Ageing population and increase in early-onset CRC
Increase in response rates with better systemic therapy, TNT approach and biomarker selection (MSI-H/dMMR)
TME surgery remains a standard of care management for non-metastatic rectal cancer

Hendren SK et al. Annals of surgery2005; 242(2): 212-23
Araujo RO et al. Supportive Care in Cancer. 2022 Aug; 30(8):6557
Andres Cervantes, Mehdi Karoui, Dirk Amold and Rachel Riechelmann ESMO Webinar 2023

Christos Karapetis, ESMO Asia 2022
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ORGAN PRESERVATION IN RECTAL CANCER

Planned organ preservation Planned organ preservation

cT1-2; cT3a/b if middle
or high cNO (cN1 if high)
MREF clear; no EMVI

Very early disease
cT1,sm1 cNO

Standard of care
TEM +/- TME alone
perioperative CRT

ERREV ™
2024

Slide courtesy David Sebag-Montefiore ESMO 2024
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cT3a/b very low levators

Standard of care

cT3c/d or very low,
levators not threatened,
MREF clear. ¢T3c/d mid

clear MRF clear
cT3a/b in mid or high
rectum, cN1-2 (not
extranodal), no EMVI

rectum, cN1-N2
(extranodal), EMVI +ve

Standard of care
TME alone if high
guality or plus
SCPRT/CRT

Standard of care
SCRT or CRT
followed by TME

2 4

¢T3 with MRF involved
cT4b,
levators threatened,
lateral node +ve

Standard of care
CRT or
SCPRT + FOLFOX
followed by TME

“Opportunist ” organ preservation strategy
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Total Neoadjuvant Treatment (TNT) including Non-Operative
Management (NOM) for Proficient Mismatch Repair Locally Advanced
Rectal Cancer (DMMR LARC): First Results of NO-CUT Trial

Amatu A.", Zampino M. G.2, Bergamo F.3, Mosconi S.4, Sibio D.", Gerardi M. A.2, Prete A. A.3, Filippone F.
R.4, Ferrari G.", Borin S.2, Galuppo S.3, Mariano S.', Tosi F.1, Bonazzina E.', Patelli G.'>8, Ghezzi S.7,
Lazzari L.6, Bencardino K., Sartore-Bianchi A.1°, and Siena S.1
on behalf of the NO-CUT Trial Cooperative Group

' Grande Ospedale Metropolitano Niguarda, Milan, Italy
2 |stituto Europeo Oncologia IRCCS, Milan, Italy

3 |stituto Oncologico Veneto IRCCS, Padua, Italy.

4 ASST Papa Giovanni XXIIl, Bergamo, Italy

5 Universita degli Studi di Milano, Milan, Italy

8 [FOM ETS The AIRC Institute of Molecular Oncology
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NO-CUT TRIAL DESIGN

}&% 180 patients with mid/low cT3-4 and/or cN1-2, cMO, pMMR/MSS, rectal adenocarcinoma; ECOG PS 0-1, fit for surgery

Induction chemotherapy Long-term CT-RT

Weeks 112 1318

IIEY ¢CR > NOM ‘ e
Capecitabine Treatment-free interval e

***** CAPOXa R #1
for 4 cycles and IMRT (11-12 weeks) Standard
IR = Surgery FaNowip

Screening

Restaging:

R #1: DRE, MRI, CT

R #2: DRE, MR, CT, endo-US with tumor biopsy, and liquid biopsy;

§ in those pts who were neither cCR nor IR at R #2 - R #3 after 4 weeks with MRI

 Primary endpoint: % of patients alive and distant relapse free at 30 months (DRFS,,, H,: 75% and H,: 82%); at

eas patients were needed, with an a = 10% and B = 20% to rejec

() least 44 NOM patient ded, with 10% and B = 20% to reject H,
- Secondary endpoints: cCR rate, organ preservation rate in NOM patients

Alessio Amatu ESMO 2024
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PATIENT CHARACTERISTICS

» Between June 2018 and August 2023, 180 patients
were enrolled across 4 high-volume centers

* Median follow-up at time of analysis is 27 months
(range 3-68)

* One death due to toxicity (0.5%), 9 (5%) to tumor
progression, and 2 (1%) to other causes

Alessio Amatu ESMO 2024
ESMO WEBINAR SERIES

Number of patients

Median age (range)
Sex (%) Female
Male
ECOG PS (%) 0
1
=)
Tumor location (%) Low
Medium
Clinical T stage (%) T1
T2
T3
T4
Clinical TNM stage (%) I
Il

Median CEA, ng/mL (range)
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RESPONSE RATES

cCR (% IR (%) p-value
26% patients achieved cCR and proceeded with NOM Number of patients 46(26) 134 (74)
90% patients who had IR underwent surgery Tumor location LOW_ —_— L0 {le] 0.017
Medium 20 (19) 87 (81)
T stage was confirmed as a clinical predictor of ccR | Clinical T stage  T1 2 (100) 0(0)
T2 5 (39) 8 (61) 0.004
Tumor location (low) was associated with response T3 37 (28) % (72)
T4 2 (6) 30 (94)
Clinical TNM stage I 9 (45) 11 (59) 0.065
|| 37(23) 123(77)

Alessio Amatu ESMO 2024
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PRIMARY ENDPOINT: DISTANT RFS

All patients NOM patients
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Primary endpoint (Distant Relapse-Free Survival at 30 months, DRFS;;,) was met:
» In NOM pts (n = 46) DRFS;, 96.9% (95%CI 91.0-100.0)
» Inall pts (n = 180) DRFS;, 76.7% (95%Cl 69.8-84.2)

Alessio Amatu ESMO 2024
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ORGAN PRESERVATION RATE

50%
—~40%
>
o
= 30%
o
3
= 20%
©
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o)
— 10%+
0% + ! : : : : : :
0 10 20 30 40 50 60
Months
Alessio Amatu ESMO 2024
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Organ preservation rate was 85% (39/46)

All patients with Local Regrowth (LR) underwent
rescue surgery, 42% (3/7) sphincter sparing

All LR occurred between 4 and 18 months
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NO-CUT TRANSLATIONAL PROGRAM

Induction chemotherapy

! Intensive
CR - NOM
e ::;:: fc;:POX;' Capzcli::g.irne Trea}ne?tifree Lnt}erval R ‘ ‘
or 4 cycles an -12 weeks Standard
; ,_ | | 1]

Long-term CT-RT

Delta-Radiomics { LIQUID BIOPSY (ctDNA) ]
. y
_ ] p \ Al Guardant Reveal assay (plasma only)
—{ siopsy | : Pathomics
! \C J
r ) Abbreviations: ¢CR = clinical complete response; CT: computed
: Transcriptomics RT. shemo.radiotherapy, IMRT. intoncive moduiated raciaion therapy: IR

\ J 5 A : = 3
incomplete response; MRI: magnetic resonance imaging with contrast
r 3 medium of pelvis; NOM: non-operative management; R- restaging.
Genomics <
L% S

Alessio Amatu ESMO 2024
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AUTHOR CONCLUSIONS

In NO-CUT Trial, one out of 4 patients (26%) with locally advanced pMMR/MSS adenocarcinoma of

low-mid rectum benefited from Total Neoadjuvant Therapy (TNT)
Non-Operative Management:
» did not jeopardize Distant Relapse-Free Survival (DRFS;, 97%)

» led to organ preservation in 85% (39/46)

Alessio Amatu ESMO 2024
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PUTTING NO-CUT INTO PERSPECTIVE

cCR rates from NO-CUT are consistent with previous TNT trials (~15-50%)

TNT -> cCR -> W&W is a reasonable approach that is emerging with supportive data from observational studies,
prospective cohorts and clinical trials

However, patient counselling on surgery remaining a standard of care, need for surgery for incomplete responses
and salvage for local recurrence as well as stricter follow-up schedule for W&W must be carefully laid out

Also important to consider if we have the resources for W&W (scan, endoscopy, specialist review)

The need for TNT (especially in very early disease) and optimal TNT regimen is not addressed yet

Personalized management is key
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ANAL SQUAMOUS CELL CANCER
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HPV MODULATED TME CHANGES AND IMMUNOGENICITY

HPV
oncoproteins
E6/E7

i
—

Genomic instability Effect on the innate
Loss of TpS3 immune mechanisms Alteration of tumor
including loss of antigen microenvironment

Kox presenting cells (APCs)

Dhawan et al, Curr Oncol 2023
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Tumor

initiation J

Viral E6/E7 oncogenes cause p53 fragmentation and Rb

inactivation, with consequent cancer cell immortalization

HPV DNAis integrated into host DNA
causing immunoescape

IFN ¥ secretion leads to PD-L1 and TGF beta
upregulation

SpecificT-helper CD4 and T-cytotoxic CD8 are recruited
by E6 and E7, causing modifications of TME

Lonardi, ESMO Webinar 2023
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IMMUNE CHECKPOINT BLOCKADE IN ANAL CANCER

Second line and beyond studies

Single
Trial ICI Agent/Comb
0
NCI9673 Nivolumab Single 37 I 24% 4.1m Morris et al, Lancet Oncol 2017
KEYNOTE 028 Pembrolizumab Single 25 I 17% 3.0m Ott et al, Ann Oncol 2017
KEYNOTE 158 Pembrolizumab Single 112 I 1% 2.0m I Marabelle etal, Lancet Gas Hep 2022
Avelumab Single 30 I 10% 2.0m I
CARACAS I Lonardi et al, J Imm Can, 2021
Cetuximab 30 I 17% 3.9m
NCT03074513 Atezolizumab Bevacizumab 20 I 11% 4.1m I Morris et al, ESMO 2022
POD1UM 202 Retifanlimab Single 94 14% 2.3m ' Reo et al, ESMO Open 2022

N -
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FIRST LINE TRIALS

’__________\

l POD1UM-303/InterAACT 2

Stratification l
PD-L1 expression (<1% vs 1%) SCARCE-PRODIGE 60 Study Design
Region (AUS/EU/NA/UK vs ROW)
Extent of disease (locally recurrent vs metastatic)
PD* I —
Up to 24 weeks Up to 28 weeks Rl i koo ikt it ; P ) ook
8 cycl 7 | e etifanlima mg ey eligibility criteria rimary endpoin
I (Eieysien) {Faycien) v i day 17 Atezolizumab 800 mg / q2w / up to 1 year « 1-year PFS rate by mITT
N=~300 - *» Advanced SCCA
Group A (n=~150) " i Metastatic S i
. i i ) =8 - DCF 8 cyel econdary endpoints
Lot;all¥ :(.ec;réeAnct:or Carboplatin day 1 + Placebo Lo i Non-resectable R L oycies « Median PFS
Helagialie Paclitaxel days 1, 8, and 15 + day 1 i local recurrence  (2:4) .+ 08
+ No prior systemic therapy = Placebo day 1 , + Treatment naive * ORR
other than radiosensitizing R\ [ « Age = 18 years « Safety
chemotherapy _(\ 11 Follow-up + ECOG PS 0-1 mDCF 8 cycles « HRQoL
« If known to be HIV-positive: g Group B (n=~150) » Evaluable disease * Biomarkers
- CD4* 2200/ul Carboplatin day 1 + y Retifaniimab
— Undetectable viral load Paclitaxel days 1, 8, 15 + day 1
— ART/HAART ‘ Retifanlimab 500 mg day 1 | oetal, Front Oncol 2022 Stratification: age (<65 vs 265 years), stage (synchronous metastatic vs metachronous metastatic vs locallv advanced
unresectable disease without metastasis)

e Ty — N Primary endpoint — 1-year PFS rate

Arm A: ,

Carboplatin (AUC=5) IV on Day 1 o RS STmT e
. .

1o B2 T4135) 4432

Pacitaxel (80 mg/m¢) IV on Days 18,15
Repeat oycle every 4 waeks up to 6 cycles

Arm A Arm B

1:2

ECOG-ACRIN EA2176 -

Arm B: 1-year PFS rate: 44.2%
Carboplatin {AUC=5) IV on Day 1 (90% CI 31.7-56.0)

L
Pacltaxel (80 mg/m?) IV on Days 1,8,15
+

1-year PFS rate: 43.2%
(90% CI 25.8-59.4)

Progression free survival

Nivolumab 240mg IV q2w for the fiest cycle - . —
(Cm 1 . Days 1 ' 1 5) then ‘80 m N Q4VI - Time since rindol:nlzalkm .lmonlh'll
{Cycles 22, Day 1) for up to 2 years MuRdbcr 3w W w om s s

Z0=--“PN-S00Z>»2

Kim et al ASCO 2022
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POD1UM-303/InterAACT 2: Phase 3 Study of Retifanlimab With
Carboplatin-Paclitaxel in Patients With Inoperable Locally

Recurrent or Metastatic Squamous Cell Carcinoma of the Anal ;
Canal (SCAC) Not Previously Treated With Systemic Chemotherapy &

Sheela Rao,"* Emmanuelle Samalin-Scalzi,? Ludovic Evesque,’

Meher Ben Abdelghani,* Federica Morano,® Amitesh Roy,® Laetitia Dahan,’
Stefano Tamberi,® Amandeep (Singh) Dhadda,® Mark Saunders,°

Nathalie Casanova,!! Rosine Guimbaud,'? Astrid Lievre,'* Joan Maurel, 4

Marwan Fakih,> Peixin Zhang,'® Jill Harrison,'® Mark Jones,¢
Jean-Philippe Spano,'”f Pauline Rochefort'®1

*Corresponding author; TCo-senior authors

'Royal Marsden Hospital NHS Foundation Trust, Sutton, Surrey, UK; 2Institut Régional du Cancer de

Montpellier, 34090 Montpellier, France; 3Centre Antoine Lacassagne, 06100 Nice, France; “Centre Paul

Strauss, 67100 Strasbourg, France; *Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy;

8Flinders Medical Centre, Flinders University, Bedford Park, Adelaide, South Australia, Australia;

"Hapital de la Timone, Marseille, France; ®Presidio Ospedaliero Ravenna-Ospedale Santa Maria delle Croci,
Ravenna, ltaly; *Castle Hill Hospital, Cottingham, UK; 'The Christie Hospital, Manchester, UK;

""Leeds Cancer Centre, Leeds, UK; 2CHU de Toulouse, Toulouse, France; ®*CHU Rennes - Hopital Pontchaillou,
35000 Rennes, France; “Hospital Clinic de Barcelona, CIBEREHD, Barcelona, Spain; *City of Hope National Medical Center, Duarte, CA, USA;
'8Incyte Corporation, Wilmington, DE, USA; ""Groupe Hospitalier Pitie-Salpetriere, Paris, France; '8Centre Léon Bérard, 69008 Lyon, France
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POD1UM-303/INTERAACT 2 STUDY DESIGN

Patients with locally recurrent or metastatic SCAC Retifanlimab (iv, 500 mg gq4w)
(12 months) + standard-dose

» No prior chemotherapy except as radiosensitising
treatment or (neo) adjuvant therapy 26 months
prior to study entry

» Patients with HIV and well-controlled infection e
were eligible Stratification
J * PD-L1 expression (<1% vs 21%)

* Planned enrolment: N=300 - a Region (AU/EU/NNUK VS ROW)
» Extent of disease (locally

Study Endpoints recurrent vs metastatic)

carboplatin—paclitaxel
(6 months)

Primary PFS by BICR (HR=0.67 at >80% power,

alpha=0.025 [1-sided]) Placebo (iv, g4w) Retifanlimab
Secondary  OS (key secondary, alpha=0.025 [1-sided] if PFS |y (12months) + standard-dose Optional

is statistically significant), ORR, DOR, safety, PK carboplatin—paclitaxel crossover after

Exploratory  PFS2, PROs, HIV control, immunogenicity (6 months) BICR-verified PD

Sheela Rao ESMO 2024
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PARTICIPATING SITES

Australia: Roberts, Roy, Stnckland
Belglum: Demols, an Fraeyenhove

Denmark: Jensen, Serup-Hansen

France: Ben Abdelghani, Borg, Capitain, Dahan, Di Fiore, Ducreux, Evesque, Guimbaud, Lievre, Rochefort, Samalin-Scalzi, Smith,
Spana, Tougeron

Germany: Amaold, Folprecht, Gonzalez-Carmaona

Italy: Berard|, Clardiello, Di Bartolomeo, Ghidini, Lonardi, Maiello, Masi, Scartozzi, Siena, Tamberi, Zampino
Japan: Baba, Hamaguchi, Kasahara, Kojima, Kude, Masuishi, Takashima

Norway: Gronlie Guren, Loes

Spain: Castilion, Feliu Batlle, Ladron, Martinez, Morales, Polo Marques, Santasusana, Suarez

Sweden: Johansson, Lagerback, Leon

UK: Casanova, Dhadda, Essapen, Gilbert, Goldstein, Jadon, Minear, Muirhead, Rao, Saunders, Williamson

IMERE T @ - =B

USA: Challagalla, Cho, Cohn, Cruz-Correa (Puerto Rico), Dar, Du, Fakih, Gaffar, Gupta, Hubbard, Kochenderfer, Lu, Paulson, Scott, Uyeki

Sheela Rao ESMO 2024
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CONSORT
Assessed for eligibility (N=376) ‘

Enrolment Screening not completed due to other reasons (n=8)

November 12, 2020 to July 3, 2023 Screen failures (n=60)

Randomised 1:1 to intervention (full analysis set) (N=308)

v

Retifanlimab + Chemotherapy (n=154 Placebo + Chemotherapy (n=154
Treated (n=154) Treated (n=152)
Completed treatment (n=44) Completed treatment (n=25)
Ongoing on treatment (n=8) Ongoing on treatment (n=8)
Discontinued (n=102) due to- Discontinued (n=121) due to:

Progression (n=70) Physician decision (n=6) *  Progression (n=101) Physician decision (n=9)
Adverse event (n=16) Withdrawal (n=4) * Adverse event (n=4) Withdrawal (n=4)

Death (n=3) Protocol deviation (n=0) *  Death (n=0) *  Protocol deviation (n=0)
Lost fo follow-up (n=2) Other (n=1) *  Lost to follow-up (n=0) *  Other (n=3)

v

Entered crossover (n=69)

Crossover

Ongoing in overall study (n=90) Ongoing in overall study (n=72)
Ealiowiip Withdrew from overall study (n=64) due to: Withdrew from study (n=82) due to:
= Death(n=52) = Withdrawal (n=6) *  Death(n=72) *  Withdrawal (n=b)
(overall * Losttofollow-up(n=4) « Other(n=1) »  Lostto follow-up (n=2) ¢ Other (n=1)

*  Physician decision (n=1) *  Physician decision (n=2)

v

Full analysis set (n=154)

Full analysis set (n=154) Safety (n=152)

Saf =154
Ay ) Crossover (n=69)

Sheela Rao ESMO 2024
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PATIENT CHARACTERISTICS

Placebo + Retifanlimab +
Carboplatin—Paclitaxel Carboplatin—Paclitaxel

Characteristic (n=154) (n=154)
Median age, years 61
Female, % 77 68
White, % 89 86
Prior RT, % 73 68
Metastatic disease, %* 83 82

Liver, % 36 36
ECOGPS 0, % o6 D3
HIV+, % 3 4
PD-L1 expression status =1, %*1 91 90

Sheela Rao ESMO 2024
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PRIMARY ENDPOINT: PFS

Placebo + Retifanlimab +
Carboplatin—Paclitaxel Carboplatin—Paclitaxel
(n=154) (n=154)
Median PFS
(95% CI), months TA(TA,17) 9.3(75,113)
HR (95% CI) 0.63 (0.47, 0.84)
w P value® 0.0006
e
u : E—
b ?::r?'a“ e e 7.1(0.0,27.4) 76(0.0,339)
> ge), months
%
w
=2
o
o ”
Treatment group E':fzk
027 === Retifaniimab i - e
- Placebo i
0.1 1 B
0.0 4 1 Censored
I I I 1 1 I I I I I I 1 1 I I I I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months
Number of patients at risk

Retfanimab 154 137 115 101 73 53 44 38 31 27 23 15 12 9 6 4 1 0

Sheela Rao ESMO 2024
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OVERALL SURVIVAL

Placebo + Retifanlimab +
Carboplatin-Paclitaxel Carboplatin—Paclitaxel
(Adjusted; n=154) (n=154)

Median OS

(95% CI), months 19.1(134,27.9) 292 (24.2 NE)
HR (95% CI) 0.63 (0.44, 0.90)
P value” 0.0055*
Median follow-up time 12.0 (0.0, 40.4) 148(06,38.3)
(range), months

Probability of 0S

Treatment group

0.2 | === Retifanlimab
Placebo
017 —— Placebo adjusted

0.0 + Censored

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Months

Number of patients at risk
Retifanlimab 154 151 145 138 130 117 9 82 70 62 5 44 34 27 19 12 8 6 4 1 0

Placebo adjusted 154 150 145 133 117 99 76 67 54 45 33 29 22 14 8 5 3 2 1 1 1 0

Sheela Rao ESMO 2024
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OBJECTIVE RESPONSE RATE

Placebo + Retifanlimab +
Carboplatin—Paclitaxel Carboplatin—Paclitaxel
(n=154) (n=154)
ORR (95% ClI), % 44 (36, 52) o6 (48, 64)
CR, % 14 22

P=0.01291

Median DOR (95% CI), months 7.2(35.6,9.3) 14.0 (8.6, 22.2)
DCR (95% Cl), % 80 (73, 86) 87 (81, 92)

Sheela Rao ESMO 2024
ESMO WEBINAR SERIES

ESMO IN FOCUS




ADVERSE EVENTS

Most Common (23%) Grade 3 or Higher TEAEs

Most Common (22%) Immune-Related TEAEs

Placebo + RGueLlITUELES Placebo + R:GUeLlTUELES
Carboplatin— BeETTE] Carboplatin— JeET T E ]
MedRA Paclitaxel Paclitaxel Total MedRA Paclitaxel Paclitaxel Total
Preferred Term (n=132) (n=154) (N=306) —— (n=152) (n=154) (N=306)
Neutropenia 45 (29.6) 54 (35.1) 99 (32.4) Peripheral sensory
: 15199 17 (11.0 32 (10.5
Anaemia 31(204) 30 (19.5) 61(19.9) nheuropathy 59 1.9 (105)
' Hypothyroidi 5(3.3 22 (14.3 27 (8.8
Neutrophil count 13 (86) 26 (16.9) 39 (12.7) Ypo yr01_ |§m (3.3) (14.3) (8.8)
decreased Hyperthyroidism 1(0.7) 13 (8.4) 14 (4.6)
White blood cell Pruritus 3(2.0) 11(7.1) 14 (4.6)
13 (8.6) 14 (9.1) 27 (8.8)
count decreased Adrenal insufficiency 0 8 (5.2) 8 (2.6)
Diarrhoea 9(29) 8 (5.2) 17 (5.6) 3
. Pash neio 3(2.0) 3(1.9) 6 (2.0)
Leukopenia 6 (3.9) 6 (3.9) 12 (3.9) papular
Asthenia 5(33) 6 (3.9) 11 (3.6)
Sepsis 6(3.9) 5/(3:2) 11 (3.6)
Pulmonary embolism 553 Sia.2) 10 (3.3)
Vomiting 6 (3.9) 4(2.6) 10 (3.3)
Sheela Rao ESMO 2024
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AUTHOR CONCLUSIONS

This first and largest known phase 3 trial of a checkpoint inhibitor in SCAC, a disease with high unmet medical need,
demonstrated benefit of addition of retifanlimab to standard of care chemotherapy

The study met its PFS primary endpoint:
» 9.3 months with retifanlimab vs 7.4 months with placebo (HR, 0.63 [95% CI, 0.47, 0.84]; P=0.0006)

Retifanlimab improved OS vs placebo by 6 months, with a strong trend towards statistical significance at data cutoff
(OS follow-up ongoing)

ORR, DOR and DCR all showed improvement with retifanlimab vs placebo

Treatment was generally well tolerated, and safety was consistent with other chemotherapy plus checkpoint inhibitor regimens
 Delivery of chemotherapy was not compromised by retifanlimab administration

Retifanlimab plus carboplatin—paclitaxel represents a potential new reference treatment and standard of care for patients with
advanced SCAC

Sheela Rao ESMO 2024
ESMO WEBINAR SERIES ESMO IN FOCUS



PUTTING POD1UM-303 INTO PERSPECTIVE

InterAAct

SCARCE C17-02
Prodige 60

POD1UM-303

Study arms

SFU/
Cisplatin

Carboplatin/
Paclitaxel

Docetaxel/Cisplatin/
5-FU

Docetaxel/Cisplatin/
9-FU/Atezolizumab

Carboplatin/
Paclitaxel

Carboplatin/Paclitaxel

/Retifanlimab

Slide courtesy Dominik Modest, ESMO 2024

ESMO WEBINAR SERIES

Patients

Kim S et al Lancet Oncol 2024, Rao S et al J Clin Oncol 2020 and Rao S et al ESMO 2024
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PUTTING POD1UM-303 INTO PERSPECTIVE p

POD1UM-303 is the first phase 3 RCT to demonstrate a survival benefit of the addition of anti-PD-1 immune
checkpoint inhibition to chemotherapy in 1%t line advanced/metastatic anal squamous cell carcinoma

Awaiting data from subgroups and biomarkers

It should be considered a new SOC

Regulatory approval and availability of retifanlimab is awaited

Unclear if other checkpoint inhibitors have similar effect
SCARCE-PRODIGE 60 negative (DCF +/- Atezolizumab)
Awaiting data from EA2176 (Carboplatin/Paclitaxel +/- Nivolumab)

Addition of immunotherapy to chemotherapy appears to be have a larger benefit as compared mono-
immunotherapy (cross-over did not affect OS much)

ESMO WEBINAR SERIES ESMO IN FOCUS



Thank you

raghav.sundar@yale.edu

y @sundar__raghav

"IM‘»\J"‘UF“‘*#I‘-“”" “’JM

The boy, the mole, the fox and the horse: Charlie Mackesy
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INTEGRATING IMMUNOTHERAPY IN THE
MANAGEMENT OF PATIENTS WITH ADVANCED

COLORECTAL CANCER

Thierry André
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Disclosures

Consulting or advisory role and/or honoraria

Abbvie, Aptitude Health, Amgen, Astra-Zeneca, Astellas, Bristol-Myers Squibb, Gritstone Oncology,
GlaxoSmithKline, Gilead, MSD Co., Inc, Nimbus, Roche/Ventana, Sanofi, Seagen, Servier, Takeda, and Pfizer.

DMC member role

Inspirna

Support for meetings

Bristol Myers Squibb , Merck & Co. Inc. and Takeda.
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5020: Pembrolizumab in combination with CAPOX and bevacizumab in PRODIGE
patients with microsatellite stable metastatic colorectal cancer and a high e —n

EN ONCOLOGIE DIGESTIVE

Immune infiltrate: Preliminary results of FFCD 1703 POCHI trial

Pembrolizumab in combination with CAPOX and bevacizumab in
patients with microsatellite stable (pPMMR/MSS) metastatic colorectal
cancer and a high immune infiltrate: a proof of concept study.

Preliminary results of FFCD 1703 POCHI trial

D. Tougeron, J.F. Emile, A. Bodere, E. Barbier, J. Bez, L M. Dourthe, H. Perrier, S Corbinais, V.
Le Brun-Ly, K. Bideau, B. Chibaudel, F. Khemissa, J. Hartwig, M Laly, A Lievre, C. Toullec, M.
Muller, P. Laurent-Puig, C. Lepage, J. Taieb.

Poitiers, Boulogne-Billancourt, Saint Malo, Dijon, Strasbourg, Marseille, Caen, Limoges, Quimper,
Levallois-Perret, Perpignan, Caluire et Cuire, La Roche-sur-Yon, Rennes, Avignon, Nancy, Pans.
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POCHI TRIAL: Immunoscore

 Immunoscore® Standardized and validated digital
pathology-based immune score, based on CD3+ and
CD8+ TIL in the center and periphery of the tumour.

 TuLlS: Automated, validated and reproducible ™
method for analysis of CD3+ TIL at invasion front.

e TuLlS is validated in PETACCS trial
* No score is validated to determine efficacy of ICI

=» Use of the 2 tests to determine patient eligibility

Tougeron D, Abstract 5020 _
Galon J et al., Science 2006;

Allard MA et al., Diagn Pathol 2012;

ESMO WEBINAR SERIES Emile JF et . Eur J Cancer 2017 ESMO IN FOCUS



» Single arm, open-label, multi-centre phase Il study.

P OC H I TR IAL - PMMR and MSS unreseotable metastatic CRC Every 3 weeks:
- available primary tumour containing tumour-

free margin ——> CAPOX (standard)
At least one positive test (immunoscore and/or + bevacizumab 7.9mg/kg
Tulls) + pembrolizumab 200 mg

No prior treatment for metastatic disease

Primary objective: Number of patients alive and without progression at 10 months based on
RECIST 1.1 criteria evaluated by the investigator (PFS at 10 months, H0:50% and H1:70%, alpha
5% and power 85%).

55 patients to be enrolled.
Between April 2021 and August 2024, 196 patients were screened in 41 active centers.

36 patients had at least one positive immune score (18%) but 30 analyzed (3 with non-inclusion criteria and 3
with no follow-up data)

28 TuLlIS positive, 8 immunoscore®positive (6 positives with both scores).

N=30 (%)

Median age 67 years
Men/Women 63%/37%
ECOGPS 0/1 87%/13%
Primary tumour site: right/left/rectum 40%/50%/10%
Metachronous/synchronous metastases 53%/47%

Tougeron D, Abstract 5020 RAS/BRAF-mutated tumor 63%/10%
Liver metastases 50%

ESMO WEBINAR SERIES Lung metastases 33% ESMO IN FOCUS




POCHI TRIAL

RESULTS 1

Median follow-up was 21 months (min 3.4 - max 33.9) (cut-off August 26, 2024).

* ORR:74%
» DCR:100%

N (%)
Complete response 5 (17%)
Partial response 17 (57%)
Stable disease 8 (27%)

+ Median DoR = 10 months

Tougeron D, Abstract 5020
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Waterfall plot of treatment response
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B Stabiliy disease

Each bar represents one pafiert inthe study.

N(%)
Patients with at least one grade 3-4
adverse event

Diarrhoea

Neutrophil count decrease
Fatigue

Adrenal Insuffiency

Hyperglycemia

Grade 3-4*

21 (70.0)
6(20.0)
3(10.0)
5(16.7)
1(33)
1(33)
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POCHI TRIAL

Progression-free survival Overall survival
100 | —+ Censor 100 -+ Censor
Result 2 = s
= 807 12 months PFS=51.5% Ao
g 18 months PFS=36.1% _m
E 601 24 months PFS=24.7% 2 &0
T 50 ‘ @ %0 12 months 08=100%
§ 10 g 40 18 months 0S=94.4%
5 o . 24 months 0S=79.7%
= 20 20
10 t 10
. 0 I3 Iﬁ Ig 1‘2 1'5 1I3 2I1 ;-;4 ﬁT :-;-ﬂ o ] 3 i 9 12 15 18 21 24 27 30
Time (Months) Time (Months)
N atrisk N at risk
30 30 24 20 1 8 7 & 3 3 2 30 30 2 23 19 18 17 15 10 5 3

All tumors were confirmed both pMMR and MSS (centralized).
No tumor has POLE mutation or high tumour mutation burden (TMB) (n=22).
No correlation was observed between TMB and response to treatment.

Tougeron D, Abstract 5020
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POCHI: Authors Conclusions ) 4

High efficacy in first line of pembrolizumab, combined with XELOX in pMMR mCRC with
high immune infiltrates with 17% CR and 100 DCR

Expected safety profile

Study still enrolling

The impressive response rate justify evaluation of the combination of 10 and chemotherapy
In a phase lll trial dedicated to pMMR /MSS mCRC patients with a high immune-infiltrate

Tougeron D, Abstract 5020
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POCHI Discussion ‘

Inclusion in POCHI possible only if resection of the primary because immuno-score
used need invasive margine, and thus access to the colon cancer resection
specimen

It is a phase Il with possible inclusion biais

In the future for a phase Il wich Immunoscore will you have to use
- Tulis simple academic immunoscore
- Devellopement of Immuno-score® by Veratis ?
- Immunoscore Immune Checkpoint (IC) develloped by Veratis company (on biopsy)

André T
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LBAZ24: neoadjuvant immunotherapy in locally advanced mmr-deficient
(dMMRYr) colon cancer: 3-year disease -free survival from the NICHE-2 study

Neoadjuvant immunotherapy in locally
advanced MMR-deficient colon cancer

3-year disease-free survival from NICHE-2

M. Chalabi', L. van den Dungen, Y. Verschoor, S. Balduzzi, P. de Gooyer,
N. Kok, E. Kerver, C. Grootscholten, E. Voest, J. Burger, E. Hendriks,

T. de Wijkerslooth, A. Tin, T. Aukema, S. Qosterling, A. Aalbers, J. van den
Berg, M. Van Leerdam, T. Schumacher, J. Haanen

INetherlands Cancer Institute, Amsterdam
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NICHE-2 study design

Investigator-initiated, non-randomized multicenter study

First cycle
= Second cycle

Nivolumab 3 ma'kg

Nivolumab 3 mg/kg +
ipilimumab 1 mg/kg

M Chalabi, Abstract LBA24

ESMO WEBINAR SERIES

Key eligibility criteria
* Non-metastatic dMMR colon cancer, previously
untreated
* ¢T3 andlor N+ based on radiographic staging
* No clinical or radiologic signs of obstruction or perforation

Surgery

Endpoints and statistical design

« Two primary endpoints

A 3-year DFS of 93% would be deemed successful, at a
_ _ power of 80% and a two-sided alpha of 0.025 using a one-
*  3-year disease free survival (DFS) sample log rank test assuming a historical 82% DFS'

« Secondary endpoints

* Circulating tumor DNA dynamics

'Historical 82% DFS was calculated with the assumption of 60% stage IIl and 40% stage Il tumors. The historical 3-
year DFS used for these calculations was 75% for stage |1l tumors and 90% for stage Il disease.

ESMO IN FOCUS



The NEW ENGLAND

NICHE 2 JOURNAL of MEDICINE
EATABLIXMED AN 1812 JUNED, 2024 VO MO0 NG 2L
AT Neoadjuvant Immunotherapy in Locally Advanced
Median age (range) - yr 60 (20-82) Mismatch Repair-Deficient Colon Cancer
Female sex - no. (%) 67 (58)
Tumor stage — no. (%)
cT2 17 (15)
cT3 orcT34 24 (21 . : 0 : : .
o mg}-] Pathologic response in 98% of 111 patients in efficacy analysis
st 33(29) «  Major pathologic response (£10% residual viable tumor): 95%
Nodal status — no. (%) .
oNO 38 (33) « Pathologic complete response: 68%
[N+ 77 (67) |
Lynch syndrome - no. (%) 37(33)

Lymph-Node Status: [ Negative M Positive

L Ly L L L L LTt

u_.
20-‘
-40+
: EHRNRORRRERRRRRANAR NN A REARARRARANNN A RN AR ANRRN AR AR AR ARRAARREAR RN RN Partial
response

Pathological Tumor Regression (%)
8

-80- Major )
. RN NER R TIRERRRRTTACRERRRRTIENY e oere

M Chalabi, Abstract LBA24 Patients
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NICHE 2: 3-Year DFS 100%

< - e
@
—_— L= ]
©
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o 100% 3-year DFS
—_
b =
© o
[4F]
Rz,
Q o
fon ]
L]
S 4
T | ] I I I I ]
0 12 24 36 48 60 72 84
Months since surgery Median follow-up after surgery: 36.6 months (7.8 - 83.4)
Number at risk
111 110 105 58 32 18 4

M Chalabi, Abstract LBA24
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NICHE 2: Circulating ctDNA

First cycle
Nivolumab 3 mgfkg Second cycle
+ ipilimumab 1 Nivolumab 3 ma/kg

mg/kg . .
Tissue-informed

Signatera ctDNA assay

Baseline Pre-surgery 3 weeks post-

Percentage of patients

surgery (MRD)

All patients were ctDNA negative at the

100 MRD time point (3 weeks after surgery)
80 Response group ctDNA- ctDNA+ 100
PER (n=85) 80 (82%) 518%) = {15 patients remained ctDNA positive pre—surger}r] 0
60 MPR (=27} 19 (70%) 8(30%) ) ) c 80 o
8/14 ypN+ patients L : o/
PR {n=3) 1133%) 2{67%) L © *[ﬂﬂ%
40 MR (r=1] 0 1 {100%) l ..g' 60
HL 5
Il T 40
20 :EF F“T(I-E‘I:T' CIDNA status %
g . o ©
E‘ : Nf:.-::.lluul.m- 3] 20
0 £ &
Baseline Cycle 2  Pre-surgery % 0 . i
n= 108 n=97 n=96 E | Baseline Cycle 2 Pre-surgery MRD
] S n=108 n=97 n= 96 n=94

[ Baseline ctoNA- [ ctonA+ [ ctoNa-

[ Baseline ctoNA- ] ctoNA+ [T ctDNA-

M Chalabi, Abstract LBA24
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NICHE 2: Author Conclusion

Unprecedented 3-year DFS of 100%in patients with high-risk, locally
advanced dMMR colon cancer with only two cycles of neoadjuvant
Immune Check point ihnibitors

Collaboration between regulatory authorities, pharmaceutical companies
and academic researchers is essential to bring this highly effective

treatment to patients

All patients were ctDNA negative at MRD time point, in line with 0%
recurrences

M Chalabi, Abstract LBA24

ESMO WEBINAR SERIES ESMO IN FOCUS



>

DISCUSSION )

Amazing results with the dream to avoid adjuvant chemo and this dream is reality for all patients
In this study!

Surgery alone is the standard of care for stage Il MSI/SMMR with DFS at 90% in historical studies

Not sure in NICHE it is a majority of High Risk stage 3 or High Risk stage 2

- The ability of preoperative CT scan to predict pT and pN stages is limited for localized
MSI/dMMR CC1

- Over treatement of stage Il cured by surgery

Next step is organ preservation

Can ctDNA help define in which patients organ preservation can be envisaged with the problem of
colonoscopic monitoring?

André T, Discussion 1 Duvalm et al; ESMO open 2024
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Thank you for your attention

Contacts ESMO
European Society for Medical Oncology
Via Ginevra 4, CH-6900 Lugano

T.+41(0)91 9731900
esmo@esmo.org

esmo.org
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BREAKTHROUGHS IN HCC TREATMENT

Dr Angela Lamarca MD, PhD, MSc

Department of Medical Oncology, Oncohealth Institute
Health Research Institute IS-FJD, UAM

Fundacion Jimenez Diaz University Hospital

Madrid, Spain
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LBA3: Transarterial chemoembolization (TACE) with or without lenvatinib (len) plus pembrolizumab
(pembro) for unresectable non-metastatic hepatocellular carcinoma (HCC): phase 3 LEAP-012 study

950P: EMERALD1

947MO: Five-year overall survival (OS) and OS by tumour response measures from the Phase 3
HIMALAYA study of tremelimumab plus durvalumab in unresectable hepatocellular carcinoma (uHCC)
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HCC — Early Stage IMBRAVE-050 (PR'OR DATA)

Adjuvant AtezoBev x12 months vs observation (n= 668)

ANNUAL

MEETING
2023

APRIL 14-19 * FAACR2S

AADR et Primary endpoint: IRF-assessed RFS was significantly

2023 improved with atezo + bev vs active surveillance

APRIL 419 « FAACR2S

High-risk criteria by curative treatment

m Criteria for high risk of HCC recurrence 80 i Vs &)

£
"
* <3 tumors, with largest tumor >5 cm regardiess of vascular invasion,* or § 60 55%(50,71,'
poor tumor differentiation (Grade 3 or 4) i j +—
. um.:&hmmﬁgmr:g‘rdusdmm.‘a B 12.mo IRF-RFS eventfree Median FU:
poor tumor differentiation (Grade 3 or 4) £ rale (9% CO, % ) AN Median IRF-RFS (95% CI), mo:
= <3 tumors, with largest tumor 5 cm with vascular invasion ® and/or poor ; Alezo + bev NE (22.1, NE)

tumor differentiation (Grade 3 or 4) 204 | Active survellance  NE (21.4, NE)
HR=0.72 (95% CI: 0.56, 0.93)

' Pvalue=0.012
* 1 tumor >2 cm but s5 cm ' :
Ablation® 0+ '
= Multiple tumors (<4 tumors), all €5 cm T T v T T T -y T

T T T T T
0 3 6 9 2 1§ 8 2 24 4 30 3 3%
T mons
No. at risk me | )
Alezn + bev i34 05 280 268 21 139 a7 63 7 2 9 1 NE
Allve surveilance 334 283 245 214 1 131 a3 s7 ¥ 20 & 1 NE
- M A oF minos ar portal vein nvasion of the portal vein—Yp 1/ Va2 Chow ot al Mbravedsd Cincal culoll. October 21, 2022 madian folow-up Auation 17 4 mo. Al disscsl culall, 110 of 334 phlmets (33%) 0 B atezo ¢ ey aem and 133 of 334 (40%)
© AbINSON Must tw o ¥ whilstion of ablnton hatps Mic iy 3ZPRIgM 7 in the actve survefiance arm experienced densse recurrence of desth Chow ot al IMbraved
FU, Tolow-cp, NE. not sslimsble. HR s stratifed. P vetue s # log mnk haps SOty IZPXIgM 12

OS data immature
ESMO WEBINAR SERIES Grade 5 tox: 1.8% ESMO IN FOCUS

Chow et al, AACR 2023; Qin Lancet 2023



HCC — Early Stage

IMBRAVE-050 (ESMO 2024 RESULTS UPDATED)

Early
longer follow-up

RFS benefit was not maintained with

ONA M““m

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: | pP=NA; descriptive
[ 35.1 mo
2
3 60~
3
# i
-] | |
§ 40 : :
£ ) } g
8 First IA median RFS (95% Cl), mo'2; : [ :
€ o9 | Atezo+ bev NE (22.1, NE) P
Active surveillance NE (21.4, NE) : :
HR=0.72 (95% CI: 0.56, 0.93) I I
P=0.012 : :
0+ - = | i
1 l
1 1 I 1 1 1 1 1 1 I 1 1 1 1 1 1 T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months
No. at risk
Atezo + bev 334 305 290 268 245 216 191 177 167 164 147 123 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%) m the atezo + bev arm and 164 of 334 (49%) in

the active surveillance arm experienced disease recurrence or death. HRs are stratified. P values are lo
FU, follow-up; NA, not applicable; NE, not estimable. 1. Qin et al. Lancet 2023. 2. Chow et al. AACR 20: 3 [abstract CTO003].
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Yopp et al, ESMO 2024

Yopp et al.

IMbrave050 update

https://ter.li/q4cyl1
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HCC - Early Stage IMBRAVE-050 (ESMO 2024 RESULTS UPDATED)

RFS was consistent across clinically o |20 |

relevant subgroups
Baseline risk factors No. of Unstratified HR (95% Cl) Baseline risk factors i Unstratified HR (95% CI)

patients patients 1
All patients 668 —0{- 0.91(0.73, 1.13) Hepatitis B etiology 418 — 0.96 (0.72, 1.27)
<65 years old 427 —— 0.98 (0.75, 1.28) Hepatitis C eticlogy 72 + 1.04 (0.55, 1.99)
=65 years old 241 —— 0.78 (0.54, 1.13) Non-viral etiology 86 —_—r— 0.91 (0.50, 1.64)
Male 555 —0:— 0.91(0.72, 1.15) Unknown etiology 92 —0—:- 0.64 (0.36, 1.13)
Female 113 —_—— 0.96 (0.53, 1.73) Resection 585 — 0.89 (0.71, 1.12)
Asian 545 —OJI— 0.90 (0.70, 1.15) Ablation 83 —— 1.04(0.55, 1.97)
White 78 ————— 0.79 (0.42, 1.48) In patients who underwent resection: :
Other race 45 ——— 1.32(0.61, 2.86) 1 tumour 526 - 0.91(0.71, 1.17)
ECOGPS O 527 —0—: 0.84 (0.65, 1.07) >1 tumours 59 —0—:— 0.75 (0.39, 1.45)
ECOG PS 1 141 —_—— 1.19 (0.75, 1.88) Tumour size >5 cm 327 — 0.84 (0.64, 1.12)
PD-L1 21% 294 —¢I— 0.98 (0.70, 1.37) Tumour size <5 cm 258 —_—— 1.10 (0.73, 1.65)
PD-L1<1% 269 —— 0.73(0.53,1.02) MVl present 358 —— 0.96 (0.72, 1.28)
Unknown PD-L1 105 ———— 1.39(0.78,2.49) mVlabsent 227 =T 0.78 (0.53, 1.13)
1 high-risk feature® 312 —-OJI-— 0.85 (0.60, 1.22) Poor tumour differentiation 244 ——— 0.83 (0.58, 1.17)
>1 high-risk features® 273 — 0.94 (0.69, 1.27) No poor tumour differentiation 341 + 0.94 (0.69, 1.28)
BCLC 0/A 572 —— 0.92 (0.73, 1.18) Received TACE 67 T+ 1.20(0.62, 2.31)
BCLC B 56 —0:— 0.78 (0.39, 1.56) Did not receive TACE 518 — 0.86 (0.67, 1.10)
BCLC C 40 ———  (0.99(0.47,2.11)  Within up-to-7 criteria 302 + 1.01(0.70, 1.46)
P } . Outside up-to-7 criteria 283 —r 0.84 (0.62, 1.13)
05 w—1—p 8 - ; ]
Atezo + bev better Active surveillance better 03 «—1 —» 3
Atezo + bev better  Active surveillance better
Yopp et al.
Clinical cutoff: 3 May 2024; median follow-up duration: 35.1 mo. IMbrave050 update
& Patients who underwent ablation were categorized as NA. https:/fter.liigdcyll 8
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HCC - Early Stage IMBRAVE-050 (ESMO 2024 RESULTS UPDATED)

Updated OS remained immature but showed
numerical improvement from the first I1A

Mungress

Minimum FU:
100 - 44 = ! 25D s ?;?i:-::m
80 - Z [ lI .I.m—
- | : Updated median OS (95% CI), mo:
= . : Atezo + bev NE (NE, NE)
= G0 : ' Active surveillance  NE (NE, NE)
E , HR=1.26 (95% CI: 0.85, 1.87)
= P=0.250
S 40 —
3 I : Atezo + bev SRS
First 1A median OS (95% Cl), mo1: | | (n=334) sur\f—elllance
o0 4 | Atezo + bev NE (NE, NE) ' ; n (%) RSl
Active surveillance NE (NE, NE) I ! All deaths . g 54 46
HR=1.42 (95% CI: 0.80, 2.54) ; , Progressive disease 35 (64.8) 35 (76.1)
P=0.229 . Adverse events 6(11.1) 2(4.3)
0 : | 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
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 33 327 322 319 310 301 294 286 271 266 243 206 142 101 60 34 16 3 NE
Active surveillance 334 327 323 321 320 314 304 299 293 286 266 226 157 108 71 /15 3 NE
Yopp et al.
Clinical cutoff: 3 May 2024; median follow-up duration: 35.1 mo. HRs are stratified. P values are log rank. IMbrave050 update

1. Qin et al. Lancet 2023. https:/iter.lilgdcylt 9
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HCC - Early Stage IMBRAVE-050 (ESMO 2024 RESULTS UPDATED)

Recurrence patterns

First post-baseline unequivocal recurrence Patients with intrahepatic recurrence
(regardless of extrahepatic recurrence)
g0 ey surtgliraence fRE0 ey surﬁgliraence
(n=334) =334 (n=334) =334
Patients with recurrence, n 141 160 Intrahepatic recurrence, n 106 116
Location of recurrence, n (%) Macrovascular invasion, n (%)
Intrahepatic only 103 (73.0) 109 (68.1) Yes 14 (13.2) 15 (12.9)
Extrahepatic only 35 (24.8) 44 (27.5) No 92 (86.8) 100 (86.2)
Both intra- and extrahepatic 3(2.1) 7(4.4) Not evaluable 0 1(0.9)
Outside Milan criteria, n (%) Tumour liver lobe invasion, n (%)
Yes 51 (36.2) 67 (41.9) Unilobar 99 (93.4) 110 (94.8)
No 89 (63.1) 89 (55.6) Bilobar 7 (6.6) 6(5.2)
NAza 1(0.7) 4(2.5)
Outside up-to-7 criteria, n (%)
Yes 51 (36.2) 67 (41.9)
No 89 (63.1) 89 (55.6)
NAz2 1(0.7) 4 (2.5)
Yopp et al.

Clinical cutoff: 3 May 2024; median follow-up duration: 35.1 mo. ® Patients were considered NA for Milan and up-to-7 criteria if they did not have exirahepatic IMbrave050 update
spread or MVI and had 21 non-measurable lesion.

https:/iter.li/gdcyl1 10
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HCC - Early Stage IMBRAVE-050 (ESMO 2024 RESULTS UPDATED)

ESMO™™

First post-recurrence treatment

Atezo + bev Active surveillance
(n=147) (n=156)
Curative intent, n (%) 49 (33.3) 59 (37.8)
Resection 28 (19.0) 28 (17.9)
Radiofrequency ablation 17 (11.6) 17 (10.9)
Microwave ablation 4(2.7) 13 (8.3)
Other 0 1(0.6)
Locoregional, n (%) 45 (30.6) 18 (11.5)
Embolisation 32 (21.8) 13 (8.3)
Radiation 13 (8.8) 5(3.2)
Systemic therapy, n (%) 33 (22.4) 72 (46.2)
Atezolizumab + bevacizumab 3(2.0) 61 (39.1)
Immunotherapy 2(1.4) 2{1.3)
Immunotherapy + TKl/immunotherapy + VEGF(R) mAb 11 (7-5) 2(1.3)
Other 4(2.7) 1(0.6)
TKI 12 (8.2) 6 (3.8)
VEGF(R) mAb 1(0.7) 0
Clinical cutoff: 3 May 2024; median follow-up duration: 35.1 mo. Recurrence was assessed by the investigator. For the active surveillance arm, Yopp et al.
resection/radiofrequency ablation/microwave ablation received at crossover screening and crossover atezo + bev treatment, whichever was the first, was IMbrave050 update
included. mAb, monoclonal antibody; TKI, tyrosine kinase inhibitor; VEGF(R), vascular endothelial growth factor (receptor). https:/iter.lilgdcyl1 11
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HCC - Early Stage IMBRAVE-050 (ESMO 2024 RESULTS UPDATED)

BARGELONA Mungress
2024

Conclusions

* IMbrave050 was the first Phase 3 study to demonstrate that an adjuvant immunotherapy-based regimen could
delay recurrence following curative intent resection or ablation at the prespecified 1A?

* In this updated analysis, initial RFS benefit with atezolizumab + bevacizumab vs active surveillance was not
sustained over time (HR, 0.90; 95% CI: 0.72, 1.12)

» Post hoc analyses showed a pronounced delaying of recurrence with atezolizumab plus bevacizumab
within the first 12 months after resection with curative intent in some patients

» OS continued to be immature at the updated |A, with >80% of patients alive in both arms after 2 years

» Updated OS HR was >1 (HR, 1.26; 95% CI: 0.85, 1.87), that showed numerical improvement with
atezolizumab + bevacizumab vs active surveillance between the first and second IA?

+ The safety profile of adjuvant atezolizumab + bevacizumab remained manageable and consistent with that of
each agent and with the underlying HCC; no new safety concerns were observed

« The benefit-risk profile based on this updated analysis does not support atezolizumab + bevacizumab as an
adjuvant therapy for all patients with high-risk HCC; efficacy follow-up for OS will continue

* These results will inform ongoing and future approaches to improve outcomes for patients with early HCC

Yopp et al.
IMbrave050 update
1. Qin et al. Lancet 2023. https:iiter.li/gdcyl1 13
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HCC — Intermediate Stage

LEAP-012

LEAP-012 Study Design (NCT04246177)

Key Eligibility Criteria Lenvatinib 12 mg (BW 260 kg) or
» Confirmed HCC not amenable to 8 mg (BW <60 kg) PO QD
curative treatment +
« 21 measurable HCC lesion per Pembrolizumab 400 mg IV Q6W

RECIST v1.1 (up to 2 years)
+

* All lesions ‘treatable with TACE in TACE®P
1 or 2 sessions

* No portal vein thrombosis or

extrahepatic disease Placebo PO QD +

Placebo IV Q6W (up to 2 years)

» Child-Pugh liver class A +
*ECOGPSof0or1 # TACE®P
Stratification Factors End Points
« Study site * Primary: PFS® and OS
* Alpha fetoprotein (<400 ng/mL vs >400 ng/mL) - :ﬂ{:, i? ‘Tﬂhﬂﬂaijua%zlgstif fff; PdF]SII ed 1o PES 5
= nitial alpna or . =s1ded) alocated 1o y passe
* ECOGPS(Ovs1) to OS if PFS is statistically significant
* ALBI grade (1 vs 2 or 3) » Secondary: ORR,%4 DOR,%9 DCR,d TTP,°4

» Tumor burden score'? (<6 vs >6 but <12 vs >12) PFS,? and safety

1. Wang Q et al. J Hepatol 2019;70:893-803.
4L argest tumor in centimeters + number of tumors. "2-4 weeks after the start of systemic therapy with a maximum of 2 treatments per tumor (4 total) and no more than 1 treatment per month.
“Per RECIST v1.1 by BICR. “Per mRECIST by BICR.

ESMO WEBINAR SERIES ESMO IN FOCUS
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HCC — Intermediate Stage

LEAP-012

Progression-Free Survival per RECIST v1.1 by BICR

100 Events, Median (95% CI),
n (%) months
907 Lenvatinib + pembrolizumab + TACE | 132 (55.7) | 14.6 (12.6-16.7)
807 62.2% Dual placebo + TACE 154 (63.4) 10.0 (8.1-12.2)
_ 43.4%
70 |
= 2 o
. \
& B | 9% HR, 0.66 (95% Cl, 0.51-0.84)
- ] P2 =0.0002
407 : :
0] | :
20 ] E E A L LL
: : e - . -
107 : :
0 T T T 'lr T : T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Months
237 207 1786 136 112 72 SEY 26 22 15 10 i 2 1 0
243 180 144 80 [ 48 37 18 12 8 3 3 1 0
30ne-sided P from re-randomization test, threshold P = 0.025. Data cutoff date for 1A1: January 30, 2024.
ESMO WEBINAR SERIES ESMO IN FOCUS
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HCC — Intermediate Stage LEAP-012

Overall Survival

89.0% Events, n (%)
100 83.1% : — =
: 74.6%  Lenvatinib + pembrolizumab + TACE 69 (29.1)
90 68.6%
. ; Dual placebo + TACE 82 (33.7)
80 ! )
e 707 5 .
5 0 i s -
O 50_ : : L1l ]
40 E :
ol | 5 HR, 0.80 (95% ClI, 0.57-1.11)
207 ; : P2 = 0.0867
107 : :
U T T T I| 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 42 45
No. at risk Months
237 234 224 214 209 180 161 124 g5 74 49 N 17 7 1 4]
243 242 233 216 202 173 145 112 BB 65 42 27 16 4 1 0

30ne-sided P from re-randomization test; threshold P = 0.025. Data cutoff date for 1A1: January 30, 2024.
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HCC — Intermediate Stage LEAP-012

Objective Response Rate per RECIST v1.1 by BICR

60 - A14.6% (95% Cl, 5.9-23.1) Lenvatinib + Dual placebo
pembrolizumab + +
TACE TACE
CRNE H i _
%01 46.8% (40.3-53.4) 5 Lint 243
Best overall response, % (95% Cl)b<
40
= 33.3% (27.4-39.6) Complete response 3.4 (1.5-6.5) 4.1(2.0-7.4)
E' 30 =i
o’ : i 29.2 (23.6-
o Partial response 43.5 (37.1-50.0) 35.4)
20 - | Stable disease 426(362492) 81017
54.6)
= 14.8 (10.6-
10 - Progressive disease 6.8 (3.9-10.7) 19.9)
Duration of response, 12.6 10.7
o 0
0 - 3.4% 4.1% median (range), months (1.3+ to 39.1+) (2.0+ to 39.5+)
Lenvatinib + Dual placebo +
Rombrolizymap:+ RS Disease control rate 89.5(848-93.1)  ° 'gsg?'“'

“Estimated from stratified analysis. "Patients with insufficient data for assessment of response: 2.1% in the lenvatinib + pembrolizumab + TACE group and 1.6% in the dual placebo + TACE group. “Patients
without postbaseline assessments: 1.7% in the lenvatinib + pembrolizumab + TACE group and 2.1% in the dual placebo + TACE group. Data cutoff date for 1A1! January 30, 2024,

ESMO WEBINAR SERIES ESMO IN FOCUS
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HCC — Intermediate Stage

LEAP-012

Most Common Treatment-Related Adverse Events? (225%)

100 Grade Lenvatinib + Dual placebo
1or2 3or4d pembrolizumab + +
90 TACE TACE
] n (%) n =237 n = 241
80 = Treatment-related AEs? 234 (98.7) 204 (84.6)
70 Grade 3 or 4 169 (71.3) 75 (31.1)
32 60 Serious AEs 79 (33.3) 30 (12.4)
@ Led to discontinuation of both
Q
2 o ks 20 (8.4) 3(1.2)
S Grade 5 4 (1.7)P 1(0.4)°
E 40

(o]
o
|

.
o
|

fll 1, lTl_lTlJTl 1Al BAR_H. 6. BR H_HEB

Hypertension Proteinuria  ALT AST Platelet Hypothyroidism Blood  Decreased PPE Diarrhea  Weight Fatigue Dysphonia Post
increased increased count bilirubin appetite decreased embolization
increased increased syndrome

3Related to pembrolizumab, lenvatinib, andior TACE. "1 patient each died from hepatic failure, gastrointestinal hemorrhage, myositis, and immune-mediated hepatitis. ©1 patient died from brain stem hemorrhage.
Data cutofl date for 1A1: January 30, 2024,
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HCC — Intermediate Stage LEAP-012

Conclusions

* The LEAP-012 study showed a clinically meaningful and statistically significant improvement in the primary
end point of PFS for patients with intermediate-stage HCC who received lenvatinib + pembrolizumab +
TACE vs dual placebo + TACE

- HR, 0.66 (95% CI, 0.51-0.84); P = 0.0002
- Early separation at the first 9-week scan was observed and continued beyond 24 months

» Although immature, a favorable OS trend was observed with lenvatinib + pembrolizumab + TACE and
OS will be tested at future analyses in accordance with the statistical analysis plan

- HR, 0.80 (95% CI, 0.57-1.11); P=0.0867

* |[n combination with TACE, the safety profile of lenvatinib + pembrolizumab was manageable and
consistent with known safety profiles of lenvatinib, pembrolizumab, and TACE

- No new safety concerns were identified

* Treatment with lenvatinib + pembrolizumab + TACE may be a new option for patients with
intermediate-stage HCC

ESMO WEBINAR SERIES ESMO IN FOCUS
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HCC — Intermediate Stage EMERALD-1

852
EMERALD-1 study design
EMERALD-1 was a global, double-blind, placebo-controlled Phase 3 study

Study population® Arm A:

+  Adults with confirmed HCC Durvalumab?® 1120 D"gg'""fh Primary endpoint:

+ Not amenable to curative therapy, e.g. (1500 mg Q4W) { for bg:g ciz::?r?ab '(Jéﬁm = PFSl for Arm Bvs Arm C
surgical resection, ablation, + TACE# using BICR per RECIST 1.1
transplantation

* No extrahepatic disease Key secondary endpoints:

: Arm B: Durvalumab

+ Child-Pugh A to B7 Buivalinast (1120 mg Q3W) + * PFS for Arm A vs Arm C

+ ECOGPS0or1 i {1500 mg Q4W) bevacizumab « 05

+ Measurable disease per mRECIST + TACES {15 mg/kg Q3W) = QoL

+ Excludes Vp3 and Vp4

* No prior systemic therapy or TACE? . Other secondary endpoints:

Pigd.:?hg-fcr Placebo for durvalumab * ORR and TTP using BICR

Stratification factors durvalumab (Q4W) (bfg-:‘:i]: ?’; ﬂ:ﬁ?’;‘; 1'frzlr per RECIST 1.1

+ TACE modality (DEB-TACE vs cTACE) + TACES - ) « Safety ‘

+ Geographical region (Japan vs Asia * PFS, ORR, and TTF using
[excluding Japan) vs other) investigator and BICR per

+ Portal vein invasion (Vp1 or Vp2+/ -Vp1 mRECIST
vs nane)

“Upper endoscopy to evaluate varices and nsk of Déseding was reguirsd within & months of randemization. TRrior use of TACE or TAE is acceptates f it was vsed as part of theragy with curaties intent, Sut not if it was used as the sois modadty i curative thermpy. f0urvalumab ¢
placobo staried 7 days afer TACE. SDEB-TACE or ¢ TACE Parlicipards will rceive up to 4 TACE procedures wihin tha 15 weeis following Day 1 of their first TACE procedure, 'Only new lesiens consisient with progression that were not eligivie for TAGE occuning prior to the
firgt on stwdy Imaging &t 12 wesks wers considersd progression events; standard mRECIST progression criena were used after the 12-week imaging.

BICR, bindad indepandent central review: cTACE. conventiona| {ransanerisl ¢hemoamboization; ECOG, Eastern Coogarative Oncalegy Groug, DEB-TACE, drug-eliting bead-transarrial cham de sar eancingme; mRECIST, modilied Response

Evaluation Criteria n Solid Tumors, ORR, objective responss rate; OF, owerall survival: FFE. progression-free survival: PS, performances status: Q3W 7 QaW. every 3/ 4 weeks: Gol. quality of lifer RECIST. Re-spmseEvmcmaﬁu in Sobd Tumors: TACE. transarterial
chamoembalzalion, TAE, ransarterial amboization; TTP, lima o progression

ASCO Gastrointestinal - oo prsstief MHEAI, MID ASCO e

A CLINICAL ORCOLOGY
Cancers Symposium

Presentabon is property of the audhor and ASCO. Permission required for neuse; coniact permissionsfiasonong EMOWLEDGE COMOQUERS CANCER
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HCC — Intermediate Stage EMERALD-1

857

PFS with D+B + TACE versus placebos + TACE: primary endpoint
Median PFS was improved by 6.8 months with D+B + TACE versus placebos + TACE

1.0 9
0.9
0.8 7
0.7
0.6
0.5 4
0.4 7
0.3 7
0.2 -
0.1 7
0.0

D+B + TACE Placebos +
12-mo PFS (n=204) TACE (n=205)

55.5%, Median PFS (95% CI), menths ~ 15.0 (11.1-18.9) 8.2 (6.9-11.1)
39.8% 18-mo PFS HR (85% CI) 0.77 (0.61-0.98)

43.1% : !
28.3% Stratified log-rank p-value 0.032

Probability of PFS

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time from randomization (months)

= D+B + TACE = Placebos + TACE
No. of participants at risk seanee Total events

D+B + TACE 204 162 134 114 94 82 64 53 43 32 23 15 6 4 2z 2 0 0 0 136
Placebos + TACE205 1598 121 81 62 51 39 35 32 24 15 10 5 2 2 4] 0 0 0 149

Median (range) duration of follow-up in censorea panicipants, 048 + TACGE 167 (0.03-47.1) morths, Flacebos + TAGE 10.3 (003—44.3) montns. Median (95% €1) duration of follow-up in all paricipans usng the reverss Kaplan-Meier method, D+8 + TACE 22 2 (16.7-27.3) momhs,
Placebos + TACE 26,3 (16.7=30.4) monins, PFS was assessed by BICR {RECIST vi.1)

*The thresnoid of significance for this analyss was 0.0425 based on the o spend at the PFS intenm anatysis (2.27%) and the actuad numser of evants at FRS final anafysss.
B, bevacizumab; BICR. binded independent central review, Cl, corfidence interval; D, durvalumad, HR. hazard ratio; me, meonths, PFS, progression-free sundval, RECIST, Response Evaluafion Criteria in Selid Tumars: TACE, fransarerial chemosmboization

ASCO Gastroint‘estinal _ wcscircosr. Ricearde Lencioni, MD ASCO zocssse
CB!’]C@TS S)"ITIPOSIUI'H Presentation is praperty of the author and ASCO. Permissian requred for reuse: contact permissionsfiasca.an ENOWLEDGE COMOUERS CANCER
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HCC - Intermediate Stage THE PFS AND TTP DISCREPANCY IN EMERALD-1

Median PFS was improved by 6.8 months with D+B + TACE versus placebos + TACE

PFS

1.0 7
0.9 D+B + TACE Placebos + TACE
-1 (n=204) (n=205) .
g o) Events: progression or death
% 0.6 39.8% :g':‘l/oPFs HR (95% CI) 0.77 (0.61-0.98)
E 05 - 28:30/‘; Stratified log-rank p-value 0.032% I h p — 136/204 — 66 6(y
£ oo : n the exp arm events 6%
S 03 — 0,
5 o | In the control arm = 149/205 events — 72.7%
0.1 1 . i
COTTTE 5 8 12 5 15 21 24 37 2 % 3 % &2 45 4 o1 %
Time from randomization (months)
No. of participants at risk T D#B+TACE = Placebos+ TACE Totalevents

D+B + TACE 204 162 134 114 94 82 64 53 43 32 23 15 6 4 2 2 0 0 0 136
Placebos + TACE205 159 121 81 62 51 39 35 32 24 15 10 5 2 2 0 0 0 0 149

Events: progression (excludes deaths without progression)
In the exp arm = 99/204 events — 48.5%

Riccardo Lencioni, MD

Median TTP was improved by 12 months with

10 - D?::;;:]CE Plac?::zs;s;'ACE
09 1 Median TTP 22,0 10.0 In the COﬂtFOl arm = 132/205 events — 644%
(95% Cl), months (16.6-24.9) (7.1-13.6)
g Zi HR (95% Cl) 0.63 (0.48-0.82)
% 06
g 05 omme e e Moo
£ 04 4
g 0.3 4
E 02 A
01 ] Then: Deaths without progression (difference in events):
" 0 3 6 9 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 |n the eXp arm = 37/204 events — 181%
Time from randomization (months)
4B TAGE == Placebos-+ TACE rota In the control arm = 17/205 events — 8.3%
No. of participants at risk events

m— 204162134114 94 82 64 53 43 32 2315 6 4 2 2 0 0 O 99
=== 20515912181 62 51 39 35 3224 1510 5 2 2 0 0 0 0 132

ssed by BICR (RECIST v1.1)

TIP wasasse:
ESI B, bevacizumsb; BICR, blinded independent central review; C, confidence interval; D, durvalumab; mo, months; RECIST, Responss Evaluati ESM 0 I N Fo' :us

. . Riccardo Lencioni, MD .
Lencioni et al, ASCO-GI 2024 — shown calculations by Dr Lamarca



HCC — Intermediate Stage

IS THIS BECAUSE OF TOXICITY? NO

Safety analysis by treatment periods from EMERALD-1:

a Phase 3, randomized, placebo-controlled study of

transarterial chemoembolization with durvalumab with or

without bevacizumab in participants with embolization-
ble unresectable hepatocellular carcinoma

Objective

= To amsess safely Gurig
tanzarterial chemeel

Conclusions
= Durvalumsd Lovacumat (5) + ranaansnal chamopmb s
the O-TACE ard 0-B poricds, oonsgient wi

iodds of Lhe EMERALD-1 o
ed and the curmlumab:

o v -
Gurnab iD-8) period

TAGE] had & manage s
i indivicunl agunts and

TALE paroct, suggesting that U wen wel

treatrant ams dunng the O
"3

4 AEs [BAEs) andd AFs
e clfernnces

Plain language summary
@ Why did we perform this research?

Transartanal shemosmbalizatian (TAGE) has been the stongand treatmanrt for peaple
W uncesectanle hepmoced N carcinoma (HCG edgicla for T >
TACE may prime fumors jo be susc by e ofher ypes of a
Immanatnespy, which aftacks tum the immine system, ; e
enddathatial growtn factar (VEGF) thersy, which imhiita VEGF - graten hat, when
AXErESAd in 1WMOM. can promeds BIoed New 10 1he tumee and have & moaifang efeet
on immune funotion
EMEAALD-1 assassed an immuncthanagy called durvalumsh (O and an anti-VEOF
therapy calied beveszumab (Bl in combination with TACE n pertiomanss with,
TACE-shgiio HOC

How did we perform this research?

= Propie wilh HOG wers fmated wilh sither i) 0+ B+ TAGE: bl D = TACE o
loj TACE alons
Tha EMERALT-1 giman as iwe ssaiment phases. 0 was ghen in combinaian
Wit TACE (D-TACE perioc) and in combination with 5 (D-0 perioc)
This analysia assessen cafoty during the STCY S tAd featment prazes, tho 0-TACE
peciad ard the 0.8 period

‘What were the findings of this research?

hases, aids slfcks wers rmanagashle and conaient with noss
nd the dianase

‘What are |he implications of this research?
& Traatrent with O + B + TACE couls Decome a few stancard sealment for peopls il
geciabls HOC cligitée for TACE

‘Where can | access more information?
fomation abaut the medicines. being used i ha shucy and fe peoke who codd
prticipate can be found here: il clinicallrists goutsh dyNDTOST 8857

T stk wae e by AT
Pusbes precer trd s Arerems Scaiety of Cirvo Dssota) WIGD Al Mocbind 284 by Bt L Gery

o
iy b
i B e e . D
HNarmatnd
pusber viduo

Chan et al, ASCO 2024

. i were 1:4:1 to receive D + B « TACE, D + TACE, or

Theglubal Phase 3 EMERALD-1 study
and clinically ]

m'pmamaﬂl In progression-free sundval for

D + B + TACE versus placebos + TACE In

pacabos + TACE (Figure 1)
. In the D-TACE periced, pantieipants recenved 1-4 TACE procecdures {£TACE er DEB-TACE

with emboiization-eligibls uHCC [Figure 21

The EMERALD-T regimen was administersd in i
phases [ was gluen in combination with TACE (D-TACE
perncd) and In combination with B (D-6 perod). Thesfare,
itis it ey o and { the safaty
of D when given in combination with TACE and B

* This poat hoe analysis nasessed safety in the two
ireiiviclusl treatment pennas of the EMERALD-1 study

Results and interpretati

Duration of exposure and safety summary:

* D-TACE period: DoE (0 D or placelo for D was simikar
across watment amms

* D-B period: DoE to [0 or placeba for (3, alang with Dok to
B or placebo for B, was longest in the D + B + TAGE arm
(Table 1)
In both study pericds, most AEs wers non-serious and
|low-grade across treatment amms (Table 1)
* D-B period: highar rates af SAES, maximum Grade 3-4
AES, and AEs leading to discontinuation wers ohsenved
irthe O + B « TAGE arm versus the othars arma: however
differencss in rates ans reduced when adjusting for Dok
(Tabilz 1)
D-TACE period: three fatal AE: were assessed by the
Irvestigator as possibly related to D or placebo for D,
with two events (Bver injury and multiole organ dysfunction
syndromel in the 0+ B « TACE am and ore swent
(dermatomyositis) in the placehos - TACE arm [Table 1)
* D-B period: three fatal AES were asseased by the
Irvastigator a5 possibly related to B or placebo for B,
with one event (arterial hemarrhage) in the D + TACE arm
ard two events {upper gastrointestinal hemeorhage and
wsophageal varices hemorrhagel in the placebos + TACE
arm (Table 1)

Maost common AEs:

.

.

® The mast frequent AFs overall and across treaiment
periods ars shown in Figure 3

Hemorrhagic AEs:

* D-TACE pariod: hemarhagic AEs of any grade occurmed

in two {1.0%) participants in the D + B + TACE am,

16 {B.3%) in the D + TAGE arm, and 9 (4.5%) in the

placebos + TACE arm

D-B period: 42 (21.8%), 11 (5.7%), and 20 [10.0%]

pariicipants experlenced hemomhagic AEs of any grade In

the D+ B+ TACE, D « TACE and placebos + TACE arms,

respectively. The higher frequency of hemorrhagic AEs

with D ¢ B = TACE was mostly driven by low-grade AEs

* fcross the two treatment periods, no fatal hemorhagic
events accured in participants who recesved B; fatal
hemamhagic AES nccurred In six §3.1%) and two (1.0%)
participants in tha O + TACE and placebos + TACE arma,
raspactively

Safety of concurrent TACE in the D-B period:

= Safety was well tolerated in participants who received
additional TACE procedures after initkation of combination
therapy following a progression event in the D-B period
(Table 2

[ i eheaa]) « D (1500 mg suery 4 weeks [O4W]] or placsbe for D

* Inthe O-8 perlon, pest-last TAGE, partispants received D (1120 myg avary 3 waeks [Qaw])
+ B (15 mykg QaW), D (1120 mg C3W) + placebo for B, or placebos for Dand B

* Duration of exp {DOE), AEs, ! MedDRA quary AEs, and
causally of AEs wore assessed in the D-TAGE and D-B pariods in particioants whe recaived
any study treatment in the arm to which they ware randomized. unth end of follow-up

= A separate analysis who receivad addi TACGE
following a progressicn evert i ﬂ he D-E period after inifiation of combination therapy.
Ths was performed in the safety analysis set (particpants who received = 1 dose of study
treatment. by treatment received, regardless of randomization|

Figure 2. PFS in EMERALD-1'
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Figure 3. Most common AEs overall and in the D-TACE and D-B periods
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Figure 1. EMERALD-1 study design
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Table 1. Duration of exposure and safety summary
D-TACE Poriod D-B Period Ovorall
D+B+ Placebos + D+B+ Placebos + D+B+ Placebos +
TACE °ﬁ:_"'":5 TACE TACE °.:_::gf TACE TACE "‘;_:‘:f TACE
(n=183) (n=200) {n=183} (n=200) [n=193) n=200)
Median (range) DoE to D or 28 2.8 28 10.6 60 8.3 9.3 8.5 a7
placebo for D, months (02-253)  (02-30.8) (09-26.1) (03-38.1) (0.7-455) (0.7-430) (02-406) (02-473) (0.9-455)
Median (range) DoE to B or NA NA NA 94 69 8.3 94 6.9 83
placebo for B, months 03-365) (0.7-455) (07-430) (0.3-385) (07455  (0.7-43.0)
n (%] [event rate per 100 patient-years*]
Any AE 199 (72.0) 144 (746 148740 147(782) 133(58.9) 132(660) 183946 183E4E  186(930)
[59.8] [66.3) 165.1] 3.0 ©1.3 [58.0) 78.4] [84.3) [81.8]
Pessibly rolated to study treatmant! 56(2000  50(30.6) 41208  114(59.1)  76(304)  6D(345  138(71.5) 103(534)  G0(45.0)
[24.9] 27.2) 118.0) {489 850 [80.3) 159.2) [47.4) 395
Provoked by TACE 90 (46.6) 72 (373} 85 (42.5) 18(9.9) 18(8.3) 21 (10.5) 97 (50.3) 82 (42.5) 95 (47.5)
(38.6] 133.2) B74] 7.7 [7.4] ®.2] [41.6] [37.8) 41.8
Serious AEs (Including AEs with outcome of death) 31061 36187 300150 67(347) 4112 35175  89@6.))  B9@E58) 620310
13.3] (6.5 13z 8.7 na9) 15.4] P82 B1.8} (2.9
Possibly related to study treatment! LA 421 52.5) 26(14.5) 6(31) 5(25) 33(17.1) 10(5.2) 10(5.0
2.6 [1.8] [2.2) [12.0) [2.8) [2.2] 1a.2) 4.6 [4.4)
Provoked by TACE 14(7.3 1167 16 (8.0) @) oﬂm) 42 18(9.3) 15(7.8) 190.5)
16.0f B3] (t] na 8 1.8 v [CX] (B.4)
Any AE maximum Grade 3 of 4 2901500 200150,  26(13.0) BO@311)  36(1B7  22(11.0) B0@LS)  S4@BO)  46(23.0)
[12.4] [13.9) [11.4) R5.7 (6.6 0.7] B4.3) [24.9) [20.2]
Poasibly relnted to study treatment! 6(3.1) 4(21) 4(20) 38(19.7) 1062 B(40) 43(223) 136 12(6.0
128 1.8 (1.8 163 (4.6 A-Sl ne.4) B0 531
Provoked by TACE 17 (8.8) 14(7.3) 14 (7.0) 1(05) 2(1.0) 4(2.0) 189.3) 16(8.3) 17 (18.5)
7.3 [6.5] (6.2) 0.4 (0.8} .8 7.7 7.4 [7.5)
Any AE with outcoma of death 6(3.1) 9(4.7) 5 (2.5) 16(8.3) 8@.1) 63.0) 220114  15(7.8) 169
12.6) [4.2] 22 8.9 2.8 128 0.4 16.9] [4.8)
Pessibly related to D or placebo for D 2(1.0 0 1(05) 0 0 0 2(1.0) 0 1(0:5)
10.9) NA 0.4 NA NA A 0.9) N/A [©.4]
Possibly reinted to B or placebo for B 0 0 0 0 100 21 0 1(05) 2(1.
A WA NA NA (gs? 5.911» NA 6‘.’51) (éqm
Provoked by TACE 0 0 1(05) 0 0 0 0 0 1005
NA NA (04 NIA NA NA NA NIA [0.4]
AE lpacing 1o ation of stud 734 1146, 5 4221 186, 10 Q@254 24(12. 15(7,
o ’ (e U - R (R M L
Possibly related to study treatment! 3(1.6 1 (0.5) 201.0 18(9.3) 5(2.6) 4120 21(10.9) 86.1) 8(3.0)
.3 10.5] (0.9) 77 [2:3) 1.8 [9.0] 28 (2.6
Provoked by TACE 1009 105 2010/ 0 0 0 1(05) 10.5) 2(1.0)
(04) (03] (0.9 NA WA WA 0.4 Ul 0.9
Any immune-mediated AE* 2801, 210109 10 (5.0) 37092 250130 11(65)  56(200) 45@33  20(10.0)
(9.9 9.7] [4.4) 159 s 14.8) [24.01 o7 (8.8

1 ks PArTicKhanss wiio FCe b By WHOUT Of STy esimere ) I A o Wheh hay wem |andonised
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Table 2. Safety of concurrent TACE in the D-B period*

D+B+ TACE D + TACE Placebos + TACE

n=22) =31} In=40)

Any AE, n (%) 17 [77.3) 21 g7.M nErs

Possibly related ta study treatment’ 7(31.8) 9 (29.0) 8 {20.0)

Provoked by TAGE 11 (50.0) 134419 12 30.0)

s AEs (including AEs with of death), n (%) 6 (27.3) 8 (25.8) 9(22.5
Possibly related to study treatment’ 2(0.1) 1@:2) 0

Any AE maximum Grade 3 or 4, n (%) 731.8) B(19.4) 6(15.0)
Possibly refated ta study treatment’ 3(13.6) 1082 0

Any AE with outcome of death,’ n (%) o 1] 125
Any AE leading to discontinuation of study treatment, n (%) 2(1) 132 o
Possibily related to study treatment’ 1(4.5) 1@32) 0
Provoked by TACE 0 0 0

Any immune-mediated AE, n (%) 5@ 5(16.1) 5{12.5)

Any hemarrhagic AE, n (%) 3pas) 1R2) 525
Hemarrhagic AE of Grade 3 or 4, n (%) 145 0 0

Incluces participants rom the salely anslysi st
“B i placebo for B) wias heid for af baxl 14 days bekore and after & TACE proceture. ‘Assesstd by the investigaion a8 ooasbiy related to D or B or thaif respective picebos. o AEs with the ouloomsa of doath wers poasibly rlaked 1 study Teatment
AE, achveres ewnt; B, bevncizumab, D, durvsumats, TACE, ranesresial chamonnmbok sson
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EMERALD-1 (ESMO 2024 UPDATE)

HCC — Intermediate Stage

Figure 3. PFS by baseline tumour burden

— D+B+TACE D+TACE — Placebos + TACE
Within the up-1o-T critarion Bayond the up-1o-T criterion
;J; D+B+ Placebus+ é: D+B+ Placebos + %
TACE TACE TAGE TACE Plain language summary

ne =871 =102 oL (n=106) =103}
07 Wedian DFS 19.4 111 o7 Median PFS 11 5.2 Why did we perform this research?
[iN:2 {959 CIj, months (13.9-24.9 {7.0-14.0) 0.6 (953 CI), months  (B.T-16.6) {5.2-8.5]

TR K O 0.72 011,09 bR @52 1) Fhag Ao Transarterial chemoembolisation (TACE) has been the standard treatment for people with unresectable hepatocellular

carcinoma (UHCC) &ligible for TACE for =20 years
TACE may prime tumours to be susceptible to two other types of anticancer therapy: immunotherapy, which attacks tumours

Probabiity of PFS
o
i
Prababiity of PFS
=]
n

0.3 0.4
0z 0z using the immune system, and anti-vascular endothelial growth factor (VEGF) therapy, which inhibits VEGF — a protein that,
04 01 when expressed in tumours, can promote blood flow to the tumour and have a modifying effect on immune function
oo og Recent findings from the EMERALD-1 study showed that participants with uHCC eligible for TACE who were treated with TACE
B3 e 15T ‘3‘_';“ r_z“ ?me' = mi*ﬁ #9.:42 45, .51 54 B3 e mE s ';B 21 E‘:‘m?" 3“":\3 R T in combination with durvalumab (an immunotherapy) and bevaczumah (an anti-VEGF therapy) had =significantly recluced risk of
Fo. of partisipants at rizk i ton romicy L] No. of participants at sk T i oSt o S disease progressicn (cancer spreading, growing or getting worse) or death compared with participants treated with TACE alone
MR Do AT R BU S E 2 b oA S R A E MB R LS £ L8 8 Tumour burden (the size and number of tumours that @ person has) can impact how well treatment might work for a person
with HCC, and the up-to-7 criterion measures tumour burden based on tumour number and diametar
We performed this research to ses how well durvalumab plus bevacizumab plus TACE, durvalumab plus TACE, and TACE alone
worked, and assessed the safety of each freatment based on participants’ tumour burden at the star of the EMERALD-1 study
How did we perform this research?
* Participants were split into two groups depending on their tumour burden at the start of the study
*  We sxamined how long participants with uHCC lived without their cancer growing, spreading or getting worse after being
= 3 treated with durvalumab plus bevacizumab plus TAGE or TACE alone. The safety of treatment was also assessed
Figure 4. TTP by baseline tumour burden What were the findings of this research?
. . * Participants with uHCC who were treated with durvalumab plus bevacizumab plus TACE were more likely to live longer
o R i e o without their cancer growing, spreading or gstting worse than those treated with TACE alone, regardless of their
Within the up-to-7 criterion Eeyond the up-to-T criterion tumour burden at the start of the study
10 Placebos 10 ; y . ’
s DT;‘:B; TACE & 00 D,.;g; Pﬁ;’ - * Side effects were manageable and consistent with those expected for the treatments and the disease
u T el o — — ﬁﬁ What are the implications of this research?
08 (35% Cl, months  12.4-302)  [7.1-168 a6 (85% Ch, months  (12.5-22.3)  (6.3-14.1) * Treatment with durvalumab plus bevacizumab plus TACE could become a new standard treatment for people with uUHCC
HR (35% G 0.53 (0.40-0.57) HR 195% G 064 10.44-0.33) eligible for TACE, regardless of tumour burden

Probability progressian-free
=)
i

Probability progression-fres
=]
i

i i Where can | access more information?
02 02 * [nformation about the medicines being used in this study and the people who could participate can be found hers:
01 a1 _\_"_I_|___‘ https://clinicaltrials gov/study/NCTO37TR357
" 0 3 E D 12 15 18 01 24 97 30 33 56 50 42 45 48 &1 64 " 0 3 B O 12 15 18 21 D4 97 90 33 %6 W0 43 45 48 it stiily was niad by AstePenoey
a 7 2 5 - 7 2 N
. . Time from rancomisation {manths) Tot: Time from randomisation (months) Total Poster presented ot ESMO Congress 2024 by Masatoshi Hudo
No. of participants a1 risk L Mo, of participants at risk ewarts
Pasisitee e R BB RABRANRYE LI FEN R R A Aot BB B RBRLBR T8 BE
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HCC — Intermediate Stage

LEAP-012

LEAP-012 vs EMERALD-1

Observations with CURRENT data

*BASELINE CHARACTERISTICS: more VHB, BCLC-A, ALBI1 in

LEAP-012

Age, median (range), yrs
Age, 265 yrs
Sex, male

Geographic region,
Asia (without Japan)

ECOGPS 0

HBV status - positive®
HCV status — positive®
Viral etiology®

Alcohol etiology

AFP 2400 ng/mL

mmgrﬂﬁ
ESMO WEBINAR SERIES

Lenvatinib+
pembrolizumab
+ TACE
n=237
65.0 (31-87) Child-Pugh score AS
128 (54.0) BCLC stage®
192 (81.0) A
135 (57.0) B
216 (91.1) £
153 (64.6) “'—E' grade 1°
42(17.7) Tumor burden score'f
179 (75.5) =6
107 (45.1) . =6 and =12
200 (84.4) >12

Invited Discussant LEA3

Lamarca, LBA3 invited discussant, personal opinion

Lenvatinib +
pembrolizumab +

TACE
n=237

204 (86.1)

80 (33.8)
135 (57.0)
21(8.9)
171(72.2)

112 (47.3)
120 (50.6)
5(2.1)

Dr Angela Lamarca (@DrAngelaLamarca)

-
0
4=
=
o

D+B + TACE (n=204)"

_Age (years) Median 54.5
Sex, n (%) Male 162 (79.4)
Geographical region, n (%) Japan 15(7.4)

Asia (non-Japan) 107 (52.4)
Oithers 82 (40.1)
TACE modality, n (%) DEB-TACE B4 (41.2)
cTACE 119 (58.3)
Etiology of liver disease, n (%) HBY 75 (36.8) h
HCV 42 (20.8)
Maon-viral BG (42 2)
BCLC stage, n (%) A 51 (25.0)
B 117 (57.4)
C 35(17.2)
Portal vein invasion, n (%) Mo 188 (82.2)
Yes 16 (7.8)
Sereening ECOG PS, n (%) 0 167 (81.9)
1 37 (18.1)
Baseline PD-L11, n (%) High (21%) 61 (29.9)
Low (<1%) 93 (45.6)
LUnknown 50 (24.5)
Child-Pugh score, n (%) A 200 (98.0)
B 4(2.0)
“ALET at baseline, n (%) Grade 1 117 (574} _
Grade 22 87 (42.6)
Tumor burden at baseline, n (%) ::T::th;z;? L a7 (47 5) ._
Beyond up-to-7
criteria (>7) 106 (52.0)
HAP score, n (%) A 66 (32 4)
B 74 (36.3)
c 41 (20.1)
D 20 (9.8)
Missing 3(1.5)

Lenvioni et al ASCO GI 2024, Llovet et al ESMO 2024

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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HCC — Intermediate Stage

LEAP-012

Progression-Free Survival per RECIST v1.1 by BICR

PFS, %

GL2% Dusd paceto + TAGE

Events, Median (35% CI),
n (%) months
132(56.7) 14.6412:6-16.7)
154 [63.4) 100 {8.1-12.2)

Lensalingh » pembroicumat « TACE

33.1%
2% HR, 0.86 {95% CI, 0.51-0,84)
: P = 00002

Observations with CURRENT data
*Both have PFS benefit =]

* A Median PFS (months): 4.6 (LEAP-012) vs 6.8 K-
(EMERALD-1)

* HR0.66 (LEAP-012) vs 0.77 (EMERALD-1) el
*Curves separate earlier in LEAP-012
*ORR benefit in LEAP-012 and EMERALD-1

12 15 1w @ 24 2 A M A 39 42
Months

“Oime-pdud 7 by s bl Fr vt 1= DOTE Dle o ey o 1) Jerminp 0, 505,

PFS with D+B + TACE versus placebos + TACE: primary endpoint

Median PFS was improved by 6.8 months with D+B + TACE versus placebos + TACE

LEAP-012 vs EMERALD-1 o
*EMERALD-1 showed discrepancies between PFS and TTP (no TTP

data in LEAP-012) ;
*Toxicity does not seem to be an issue - higher rate of discontinuation
due to AEs (both 8.4% (LEAP-012) vs any/both 24.7% (EMERALD-1)) ;

*Impact on OS?
* Promising (LEAP-012) vs Not available yet (EMERALD-1)

ESMO WEBINAR SERIES

Lamarca, LBA3 invited discussant, personal opinion

Dr Angela Lamarca (@DrAngelalLamarca)
Invited Discussant LBA3

i F 8 42 65 8 @1 2 2F W B W % 4 45 48 05 0

Time from mandomsigetion (mestis)
— Dl TACE — Picatan « TACH

TTTTT L]

na B oM m oo ¥ no1w s 4 ¢ 2 o o 0 ma
a2 5 = @

1S Bk TN I3 e b 3 S ey B e Pt e, 4

B @ M W it 5 - 2 (] o 4] o 148

Micda Lancos, B

Lenvioni et al ASCO Gl 2024, Llovet et al ESMO 2024

Content of this presentation is copyright and respensibility of the author. Permission is required for re-use.
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HCC — Intermediate Stage LEAP-012

TAKE HOME MESSAGES

| agree “Treatment with lenvatinib + pembrolizumab + TACE may be a new option for patients with

10DAx intermediate-stage HCC” - significant improvement in PFS (early separation of curves), promising OS,
manageable toxicity
i Second positive study in the field — confirms hypothesis

context  Other options could include durvalumab and bevacizumab (EMERALD-1), even though data shown
up to today may seem to be “more robust” for LEAP-012 (lenvatinib and pembrolizumab)

Other ongoing clinical trials are exploring other combinations — will have to wait other studies = We
feel very close to systemic therapies moving earlier into patients pathway

FUTURE
Doors open to new problem: what to do at progression?
CHALLENGES e are still missing biomarkers!!!
Surrogate end-points for OS (PFS robust enough?)

BARGELONA mmm Dr Angela Lamarca (@DrAngelaLamarca)
e Invited Discussant LBA3

ESMO WEBINAR SERIES ESMO IN FOCUS

Lamarca, LBA3 invited discussant, personal opinion

Content of this presentation is copyright and respensibility of the author. Permission is required for re-use.



HCC — Advanced Stage

HIMALAYA 2024 ESMO UPDATE (5-YEAR 0S)

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

== Sorafenib (N=389) (N=393) (N=389)
0S events, n (%) 309 (78.6) 332 (85.3)
087 Median O3 16.43 1377
(95% Cl), months (14.16-19 58) (12.25-16.13)
HR (95% CI) 0.76 (0.65-0.89)
8 06+ 18:manth 08: pvalue (2-sided) 0.0008
'g ﬁ;; 24-month OS: Median follow-up duraion 62.49 59.86
= i 40.5%
5 i 36-month OS: (95% Cl), months (59.47-64.79) (58.32-61.54)
2 = q,
2 04+ 08 rate '\\“ 30.7% 48-month 0S:
0,
ratio: 1.17 19.9% 25.2% 80-month OS:
08 rate MJ % 19.6%
ratio: 1.24 e 9.4%
02+ ey
08 data maturity C:S el i e
actoss the STRIDE and L R 08 rate
sorafenib arms: 82 0% ratio: 2.09
00 T T ] T T 1 I
0 il 12 18 24 30 36 42 48 54 60 66 72
No. of participants at risk Time from randomisation (months)
STRIDE: 393 308 235 190 158 131 104 89 83 72 46 20 2
Sorafenib: 389 283 21 155 121 84 66 51 45 37 18 6 0

BARCELOMNA
2024

2N |

ESMO WEBINAR SERIES

Rimassa et al, ESMO 2024
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HCC — Advanced Stage HIMALAYA 2024 ESMO UPDATE (5-YEAR 0S)

Five-year OS by disease control for STRIDE versus sorafenib

OS benefit with STRIDE was enhanced in participants experiencing disease control per RECIST v1.1, with OS rates of 28.7%
for STRIDE and 12.7% for sorafenib at 5-years and the OS rate ratios for STRIDE versus sorafenib increasing over time

Best objective response (RECIST v1.1) 0S by disease control*
. = STRIDE: DG, yes (n-236)
Full analysis set’ eLTST (=48 months) STRIDE: DC, no (n=157)
il == Sorafenib: DC. yes (n=236)
STRIDE Sorafenib STRIDE Sorafenib 08 — Sorafenit: OC, na (n=153)
(n=393) (n=389) (n=83) (n=45)
BOR, n {%} 8 054 36-month 0S:
s ;‘;-gz“ 48-month 0S:
G 12(31) 0 10(120) 0 = = 3%3%  gO.month OS:
k.- wu.zﬂf "
PR 67(170)  2061)  41(494)  7(156) B 0 rite ...,__7._ —
SD 157(39.9)  216(555 aiza: 1.5 0S rate
(399) (655)  23(77)  30(667) o s | -
PD 141(35.9) 118(30.3) 8(96) 6(13.3) : ratio: 2.26
NE 16(4.1) 35(9.0) 1(12 2(44)
; 0.0
Median TTR (IOR), 217 378 210 549 0 H 2 18 2 30 36 £ 18 5 60 o 7
months (1.84-3.98) (189-844) (1.84-3.94) (1.64-11.01) No_ of participants at risk Time from randomisation (months)
Median DoR (IGR), 2234 18.43 NR NR STRIDE:DC,yes 236 222 11 150 130 116 93 80 74 64 43 19 2
months (854NR)  (651-2599) (050-NR) (BII-NR) STRIDE:DC,no 167 86 5 40 8 15 N ¢ 9 8 3 1 0
Sorafenib: DC.yes 236 209 167 125 102 73 57 4 a7 ] 17 5 0

DCR*, n (%) 236(60.1)  236(60.7) 74(832) 37(822) Sorgferib: DC.no 153 74 M % 9 1 g g 8 7 1 | 0

eLTS included participants regardless of response

BARCELONA mﬂngress
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HCC — Advanced Stage HIMALAYA 2024 ESMO UPDATE (5-YEAR 0S)

Conclusions

» This 5-year updated analysis of the HIMALAYA study presents the longest follow-up to date in Phase 3
studies in uHCC

» STRIDE sustained an OS benefit versus sorafenib and demonstrated unprecedented long-term survival
benefit at 5-years, with a S-year survival rate of 19.6% with STRIDE versus 9.4% with sorafenib

* OS benefit with STRIDE was improved in participants with disease control

* Any degree of tumour shrinkage was associated with long-term survival, with participants
experiencing deep responses benefitting most

» These findings indicate that conventional response measures may not fully capture the benefits of STRIDE

* The STRIDE regimen maintained a tolerable and differentiated safety profile from other current uHCC
therapies'*

These findings demonstrate that STRIDE continues to set new benchmarks in uHCC,

with 1 in § patients alive at five years

EA‘ECELUNA 0§, overall sunvival, STRIDE, Single Tremefimumab Regular interval Durvalumab; uHCC, unresectable hepatocsliular carcinoma.
2024 1. Abou-Alia GK, etal. NEJWM Ewid 2022;1(B):-EVIDoa2100070. 2. Llovet JM, et al. N Engl J Med 2008,35%:378-330. 3. Finn RS, etal. N Engl J Med 2020;382-1884-1305 4. Yau T, et al. JAMA Oncol 2022,6:2204564

Rimassa et al, ESMO 2024



HCC — Advanced Stage

CHECKMATE

9DW 2024 ESMO UPDATE

Overall survival

CheckMate 90W

NIVO + IPI
o (n=335 |
Events 194 228
90 B Median 0S, mo 23.7 20.6
80 95% Cl 18.8-29.4 17.5-22.5
gé‘ HR (95% Cl) 0.79 (0.65-0.96)
% 70 ~ P value? 0.018
E 60 4 24-month rate
- R— 49% 36-month rate
Vi ————
T_'u 40 ' e NIVO + IPI
9 — S
S 2 139% %%% {
@) H w:gyﬂh
20 - 1 1 R
: 1 24% L os
I 1
10 - ! ! LEN/SOR
1 I
0 I I 1 I I | I I I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
No. at risk
NIVO + IPI 335 300 164 739 220 206 179 162 150 137 104 Fa| 47 24 1 8 0 0
LEN/SOR 333 310 180 745 21 194 16 144 11¢ 10¢ r 4 21 4 1 [

» Statistically significant and clinically meaningful OS benefit with NIVO + IPI vs LEN/SOR

— Longer median OS and long-term survival benefit with higher OS rates at 24 and 36 months

Median OS is estimated using Kaplan-Meler methodology. HR and 95% Cl from stratified Cox proportional hazard model. HR is NIVO + IP1 over LEN/SOR. Symbols represent censored observations. Two-sided P value from

stratified log-rank test. Boundary for statistical significance: P value < 0.0257.
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HCC — Advanced Stage CHECKMATE 9DW 2024 ESMO UPDATE

CheckMats 9DW

Objective response

[ P < 0.0001" | € 1(|u-w0 + 1Pl Best r;du?:ion ?NQ?EEI ¢ 1 285)'
N ORR: 36% o from baseline n= e = 285) |
40 (95% CI, 31-42) -- CR g 35' Rl | Median (IQR), % -27.6 {-65.3 t0 0.0) -12.2 (-25.8 to 0.0)
35 7 M e 25 5 Reduction, n (%) 210 (74) 207 (73)
30 | CR: 7% T o : > 50% 103 (37) 27 (8)
SE, =7 | — 50 (18)
& 25 A E 5 o+ -
& 20~ ORR: 13% Sp 5
S 15 - PR: 29% (95% Cl, 10-17) gg 50
10 B & -1
$5 4o0d
5 1 = LEN/SOR
0 T E 100 =m
NIVO + IPI LEN/SOR 38 754
(n=335) (n=333) £1
g ‘.—2 507 ::'.
Best overall response,* % T |
2 154
5D 32 62 'E an
PD 20 14 25 ’
S 257
Not evaluable 12 11 £2
o ]
Median TTR (range),>¢ mo 2.2 (1.1-11.6) 3.7 (0.6-11.2) T; E 1 musy
Median DOR (95% Cl),>¢ mo 30.4 (21.2-NE) 12.9 (10.2-31.2) go 751 EHV
R B Uninfocted
= 100 Patients

« Statistically significant and clinically meaningful improvement in ORR with NIVO + IPl vs LEN/SOR, with a higher complete response rate (7% vs 2%, respectively)
and durable responses

¢ Responses with NIVO + IPl were observed regardless of etiology

3)ssessed by BICR based on RECIST v1.1. ®Two-sided P value from stratified Cochran-Mantel-Haenszel test. Boundary for statistical significance: P value < 0.025. “Includes non-CR/non-PD: HIVO + IPl, n = 6 (2%); LEN/SOR,
n =7 (2%). Mon-CR/non-PD refers to patients with persistence of 1 or more non-target lesion(s). “In confirmed responders (MIVO + IPl: n = 121; LEN/SOR: n = 44). *Response evaluable patients defined as those with a best
overall response of CR, PR, SD, non-CR/non-PD, or PD; target lesion(s) assessed at baseline; and > 1 on-study assessment of all baseline target lesion(s). Horizontal reference line indicates the 30% reduction consistent
with a response per RECIST vi. 1. Asterisk symbol, responders; square symbol, percent change truncated to 100%. Ten patients with HBY-HCV coinfections were categorized to HCV.

6
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HCC — Advanced Stage

CHECKMATE 9DW 2024 ESMO UPDATE

PFS and PFS2 per investigator

CheckMate SDW

Progression-free survival

NIYO + IPI

Progression-free survival on next-line therapy (PFS52)

NIVO + IPI
(n=335) {n = 335)
Events 242 281 Events 206 57
Median PFS,> mo 7.5 7.5 Median PFSZ,%< mo 19.3 15.4
£ 100 95% Cl 6.3-9.2 7.2-9.2 100 T 95% CI 16.2-24.5 13.8-17.0
= 90 HR (95% Cl) 0.72 (0.60-0.86) § _ 907 HR (95% ClI) 0.70 (0.58-0.84)
5 80- s2a0
g 70 = i:h 70 1 18-month rate
2 60 2 E- &0 539 24-month rate
& 5o 18-month rate 25 5. . s
= »  24-month rat s 5 ! :
5 40 33% optrare gfé 40 1 . i NIVO +1PI
& 30+ | w = 30 1 e :
4] By | F T 1 ”
& 20 L e NIVO + IPI 2 20 | 1 LEN/SOR
£ 1o ‘IH“TT—- 7% 225 - I o
- [ ! : LEN/SOR & ! !
L T T T T ! L ! T T T ! T T 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 M 24 27 30 33 36 39 42 45 48 0 3 & 9 12 15 18 21 24 27 30 33 3 39 41 45 48 51
Months Months
No. at risk No. at risk
NIVO +IP1 335 236 173 143 114 101 8 78 69 53 35 23 9 3 1 1 O MNVO+IPI 335 298 256 228 205 189 163 148 136 120 9 61 33 18 6 6 0 0
LEN/SOR 333 243 170 140 88 62 34 28 18 11 8 2 ) O LEN/SOR 333 310 259 229 190 162 124 101 8 76 30 32 23 3 3 3 1 {
e Numerically higher PFSP rates with NIVO + IPI vs LEN/SOR at 18 and 24 months
» PFS2¢ favored NIVO + IPl over LEN/SOR with a 30% reduction in the risk of death or disease progression on subsequent systemic therapy
* Subsequent systemic anticancer therapies were received by 38% vs 52% of patients in the NIVO + IP| vs LEN/SOR arm; subsequent
immunotherapies were received by 13% vs 35% of patients, respectively
aAssessed by investigator based on RECIST vi.1. tTime from randomization to first documented radiological progression or death. <Time from randomization to documented progression (radiological or clinical) after
next-line of therapy (i.e. subsequent systemic anticancer therapy) or death or to the start of second next-line systemic therapy. 7
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HCC — Advanced Stage CHECKMATE 9DW 2024 ESMO UPDATE

CheckMate 9DW

Conclusions

« NIVO + IPl demonstrated a statistically significant and clinically meaningful OS benefit vs LEN/SOR in patients with
unresectable HCC naive to systemic therapy
— Longer median OS and long-term survival benefit with higher 24- and 36-month OS rates

» NIVO + IPl demonstrated a statistically significant and clinically meaningful ORR benefit vs LEN/SOR with higher CR rate
and durable responses
— Responses with NIVO + IP| were observed regardless of etiology

» Efficacy of NIVO + IPI vs LEN/SOR was also supported by numerically higher PFS rates at 18 and 24 months
« Numerically longer median PFS2 was observed with NIVO + IPI vs LEN/SOR, supporting long-term benefit of NIVO + IPI

» The safety profile of NIVO + [Pl was manageable and consistent with the established safety profile of the regimen

— Most treatment-related hepatic events were grade 1/2 laboratory abnormalities, which generally resolved using established
management algorithms

— The majority of IMAEs were grade 1/2, were manageable, and did not result in treatment discontinuation

» These results further support NIVO + IPI as a potential new 1L standard-of-care treatment for patients with
unresectable HCC

10
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TAKE HOME MESSAGES

Early Stage
NO ROLE of adjuvant Atezolizumab-Bevacizumab after ablation or curative resection (IMBRAVE-050)
Other trials awaited

Intermediate Stage

TACE can be improved:
Pembrolizumab-Lenvatinib + TACE improves outcomes (LEAP-012)
Another option on top of Durvalumaba-Bevacizumab + TACE (EMERALD-1)

Advanced Stage

Role of CTLA-4 consolidated:
HIMALAYA (5-year OS data)
CHECKMATE-9DW (deep responses)
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EMERGING DATA ON OPTIMISATION OF
COMBINATION REGIMENS FOR PATIENTS
WITH ADVANCED HER2+ GASTRIC CANCER

Analyzing the Path Forward

Izuma Nakayama
Dept. of Gastrointestinal Oncology

National Cancer Center Hospital East
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BACKGROUND : T-DXD FOR HER2 (+) GC/GEJC
DESTINY-Gastric 01 (Open label, randomized Ph ll)  rremsomm

v Met primary endpoint I ———

-604

(unconfirmed ORR : T-DXd 51% vs. 14%, P <0.001) .

B Physician's Choice of Chemotherapy

80+ N=52
603
40

E 20_ = "- ---------------------------------------------------------

g 904

< i e e s s o e it s T e B W e B

v Significantly improved OS
(median : T-DXd 12.5 ms vs. 8.4 ms, O

100~

0 —_ - 90
HR 0.59 95% CI 0.39 - 0.88, P =0.03) "
9 80 Overall
& 704 No. of Deaths/ Survival
5 60 No. of Patients (95:‘;)0)
. 92 50 Trastuzumal b 62/125 12.5 (9.6-14.3)
= Standard of care for HER2(+) mGC/GEJC in 23L W““m
— g Physician’s Choice 39/62 8.4 (6.9-10.7)
g 30 of Chemotherapy
. 20+ Hazard ratio for death, 0.59
I n a pa n Ou Ore a S {95% Cl, 0.39-0.88)
P=0.01
c T i T T T 1 T 1
0 3 6 9 12 15 18 21 24
Months
No. at Risk
Trastuzuma b deruxtecan 125 115 88 54 33 14 7 3 0
Physician's choice 62 54 37 19 10 2 2 0 0
of chemotherapy

Shitara K, etal. NEJM 2020
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BACKGROUND : T-DXD FOR HER2 (+) GC/GEJC
DESTINY-Gastric 02 (Single-arm, Ph ll)

A

v'  Met primary endpoint M

v’ Showed promising efficacy
median PFS : 5.6 months
median OS : 12.1 months

-
N = o
o o o

|

Overall survival (%)
E
o

= Standard care as 2L in EU and USA
for confirmed HER2 (+) on a post-progression biopsy * * * * * * * 7 " = = L r ey m e s e

Numberatrisk 79 78 74 73 66 62 59 53 S0 47 41 37 26 19 14 13 11 10 9 7 5 3 1 0
(numbercensored) (0) (0) (2) (20 (3) B B @ (6) (6) (7) (9 A7 (21) (25 (26) (26) (27) (28) (29) (30) (30) (32) (33)

DESTINY-Gastric 04 : A randomized phase Il of T-DXD vs. RAM and PTX is ongoing

Van Cutsem E, et al. Lancet Oncol 2023
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BACKGROUND : 1L TREATMENT FOR HER2 (+) GC/GEJC

Final analysis of KEYNOTE-811 (Randomized Phase Ill)

Key Eligibility Criteria
* Advanced, unresectable GIGEJ Pembrolizumab 200 mg IV Q3W +

adenocarcinoma Trastuzumab and FP or CAPOX?

* No prior systemic therapy in for up to 35 cycles
advanced setting

*HER2+ by central review (IHC 3+

or IHC 2+ ISH+) Placebo IV Q3W +
«ECOGPSO0or1 Trastuzumab and FP or CAPOX?

for up to 35 cycles
Stratification Factors
+ Geographic region
+PD-L1 CPS <1vs CPS 21
* Chemotherapy choice

Endpoints
«Dual primary: OS, PFS
«Secondary: ORR, DOR | safety

v' Met primary endpoint
OS HR0.80 (0.67 - 0.94) [ITT]
HR 0.79 (0.66 — 0.95) [CPS 1]
PFS HR0.72 (0.60 - 0.87) [ITT]
HR 0.70 (0.58 — 0.85) [CPS 1]

Janjigian YY, et al. NEJM 2024

Percentage of Participants

A All Participants

100+
804 \
B0+
70
60
504
40
304

104

7 Mw

Median
Overall
Survival
No. of Events (%) (95%¢ CI)
mo
Pembrolizumab 267 (76) 20.0 (17.8-22.1)
Placebo

288 (23) 16.8 (149-18.7)

Hazard ratio for death, 0.80
[95% CI, 0.67-0.94)
P=0.004

brelizumab 350 311 241 192 144 16 24 Ly
348 292 W 163 125 gz 74

). T T T T T T
4] [ 12 18 24 30 36 4
Months

1
66

Percentage of Participants

B Participants with PD-L1 Combined Positive Score of 21

100
90
80

60
50
40
304
20
104

a

Median

Overall
Survival
No. of Events (%) (953 CI)
ma
Pembrolizumab 226 (76) 20.1 (17.9-22.9)
Placebo 244 (82) 15.7 (13.5-18.5)

Hazard ratio for death, 0,79
(95% CI, 0.66-0.95)

Pembrolizumab 298 265 207 186 127 102 78
29 244 1B0 135 104 5 63

T T T T T
0 L 12 18 24 30 36
Months

Pembro+Tmab+CTx is novel standard for HER2 (+)/PD-L1 CPS 21 mGC/GEJC

ESMO WEBINAR SERIES
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DESTINY-GASTRIC 03 Janjigian YY, et al. ASCO 2022, ASCO Gl 2024 TPS

14010: Trastuzumab deruxtecan (T-DXd) monotherapy and combinations in patients (pts) with advanced/metastatic
HER2-positive (HER2+) esophageal, gastric or gastroesophageal junction adenocarcinoma (GEJA)

( Part 1 ENROLLMENT COMPLETE ) | /" Parts 2A-2E Dose expanswn \| ( Part 3 RECRUITING k
(1A and 1B published)? ENROLLMENT COMPLETE Volrustomig safety cohort
Dose escalation (3 + 3)* N~40 Pafﬂc'PantS per army N=6 per dose¥
2F RECRUI’ : N=30 participantst?

1A: T-DXd IV g3w + 5-FU IV on Days 1-5, g3w

T-DXd IV g3w + fluoropyrimidine +

2A: Trastuzumab + fluoropyrimidine volrustomig IV g3w**

1D(a): T-DXd IV q3w + + platinum-based chemotherapy
5-FU IV on Days 1-5 q3w

+ oxaliplatin [V g3w

g T v R S 2B: T-DXd monotherapy IV g3w
1B: T-DXd IV g3w + cap (oral) BID on Days 114 B
1D(b): T-DXd IV q3w + 2C:5  T-DXd IV g3w + fluoropyrimidine Part 3 RECRUITING
cap (oral) BID on Days 1-14 T oxaliplatin IV 3w Volrustomig main cohort
+ oxaliplatin IV g3w = TEE— : N=18-30t
4C T-DXd IV a3w + 5-FU IV on Davs 15 ¢ ; -DXd IV g3w + fluoropyrimidine
(ACTDEHY N SRRV o6 Doy i Aaw + pembrolizumab IV q3w 3A: HER2+
A T-DXd IV g3w + fluoropyrimidine +
tEL3): DRIV G+ volrustomig IV g3w**$
5-FU IV on Days 1-5 2e:! T-DXd IV g3w +
+ durvalumab IV g3w pembralizumab IV g3w
3B: HER2-low
1E(b): T-DXd IV g3w + 2 b T-DXd IV & et T-DXd IV g3w + fluocropyrimidine +
i (%ral) B;D 02?3%%1_14 4 pembr b IV a3w volrustomig IV q3w**s$
+ durvaluma W | § kil S .
A 1\ il "

Part 1 showed the safety and preliminary efficacy of T-DXd + 5FU/Cape (ORR : 50%/43%) in 22L
ESMO WEBINAR SERIES ESMO IN FOCUS



DESTINY-GASTRIC 03 PART 2 Janjigian YY, et al. ESMO 2024 ) 4

a Phase 1b/2 trial (NCT04379596), with non-contemporaneous and non-randomized arms A

Jul Jan Patient population
T-DXd 6.4 mg/k
MIKI | s 2020 2022 - Adults 218 years
7] * Unresectable, locally advanced or metastatic
T-DXd 6.4 mg/kg + Sep __4 Jan esophageal adenocarcinoma/GC/GEJA
5-FUlcape* | _,, 2021 2022
T + HER2+ (IHC 3+ or IHC 2+/ISH+ per local
assessment)
T-DXd 6.4 mg/kg + Dec Jul } o
5-FU/cape* + pembro | _,. 2021 — 2022 + Treatment naive for metastatic disease
- + ECOG PS of 0 or 1
T-DXd 6.4 mg/kg + Jan Aug
pembro | . 2022 1 2022 Part 2 endpoints
7] Primary Secondary Exploratory
T-DXd 5.4 mg/kg + Sep ; Jan i i
5-FU/capet + pembro 2023 ' 2024 Confirmed * ORR, DOR, and Antitumor
] n=32 ORR by PFS by investigator  activity by
SOC - trastuzumab + Jul Jul investigator assessment, and OS PD-L1 status
o-FU/cape + Y " assessment .
cisplatin/oxaliplatin |,-2g 2020 2021 i)éli:?:i)l;iélii?d
| | | | 1 y
2020 2021 2022 2023 2024 DCO

Enrollment period

T-DXd (6.4 or 5.4 mg/kg) = 5-FU/Cape & Pembrolizumab evaluated in multi-cohorts in 1L
ESMO WEBINAR SERIES ESMO IN FOCUS



DESTINY-GASTRIC 03 PART 2

Baseline demographics and clinical characteristics by treatment arms

T-DXd 6.4 mg/kg

Janjigian YY, et al. ESMO 2024

T-DXd 6.4 mg/kg T-DXd 6.4 mg/kg + T-DXd 6.4 mg/kg + T-DXd 5.4 mg/kg +

Overall N=229 5-FU/cape 1000 mg/m? 5-FUIc3[;tZI‘:10b0r%mglm2 + pembro 5-FU!iaI;p:n:g{:g19;'m2
n=43 n=41 n=43 n=41 n=32

Median age, years (range) 61(41-85) 60 (27-82) 65 (41-80) 66 (33-81) 61(20-78) 64 (31-83)
Female, n (%) 13 (30) 10 (24) 10 (23) 8 (20) 3(9) 10 (34)
Race, Asian, n (%) 12(28) 14 (34) 19 (44) 16 (39) 15 (47) 14 (48)
Geographicregion, n (%)

Asia 12(28) 13(32) 19 (44) 16 (39) 15 (47) 14 (48)

Rest of the world 31(72) 28 (68) 24 (56) 25 (61) 17 (53) 15(52)
ECOGPS, n (%)

0 21 (49) 19 (46) 23 (53) 23 (56) 17 (53) 13 (45)

1 22 (51) 22 (54) 20 (47) 18 (44) 15 (47) 16 (55)
Primary tumor site,* n (%)

Esophageal 0 0 8(19) 10 (24) 4(13) 0

Gastric 29 (67) 22 (54) 27 (63) 25 (61) 20 (63) 22 (76)

GEJ 14 (33) 19 (46) 8(19) 6 (15) 7 (22) 6(21)
Local HER2 status,’n (%)

IHC 3+ / IHC 2+/ISH+ 37(86)/5 (12) 36(88)/5 (12) 35(81)/7 (16) 32(78)/9 (22) 26 (81)/6 (19) 26 (90) /3 (10)
Central HER2 status, n (%)

IHC 3+ / IHC 2+/ISH+ 30(70)/0 31(76)/1(2) 30(70)/4 (9) 24 (59) /2 (5) 16 (50) /3 (9) 18(82)/1 (3)

Missing/Pending 5(12) 3(7) 4(9) 2(5) 6(19) 5(17)
Central PD-L1 status, n (%)

CPS21%/CPS <1% 21(49)/ 15 (35) 22 (54)/ 15 (37) 20 (47)/ 13 (30) 18 (44) / 16 (39) 13(41)/11(34) 20 (69)/7 (24)

Missing/Pending 7 (16) 4(10) 10 (23) 7(17) 8 (25) 2(7)

ESMO WEBINAR SERIES
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DESTINY-GASTRIC 03 PART 2 Janjigian YY, et al. ESMO 2024

ORR and best percentage change from baseline in target lesion size

T-DXd 6.4 mg/kg
n=43
mFollow up, months 17 5 18

mDOR, months (95% Cl) 18 (8, 30) 20 (12, 28) 17 (8, NE) 18 (5, 21) NE (2, NE) 14 (5, 20)

T-DXd 6.4 mg/kg + T-DXd 6.4 mg/kg + T-DXd 6.4 mg/kg
5-FU/cape 1000 mg/m? 5-FU/cape 1000 mg/m?2 + pembro

T-DXd 5.4 mg/kg +
5-FU/cape 750 mg/m?
+pembro + pembro

n=41 n=43 n=41
21 17 15

Confirmed ORR, % (95% CI) 49 (33, 65) 78 (62, 90) 58 (42, 73) 63 (46, 78) 59 (40, 77) 76 (56, 90)
CPS21% 57 77 70 78 62 85
CPS<1% 53 73 39 44 48 71

| M CPS 21% M CPS21% B CPS 21% CPS 21% B CPS21% CPS 21%
#CPS<1% ; B CPS<1% # CPS<1% CPS<1% # CPS<1% CPS<1%
CPS missing 2 :

CPS missing CPS missing CPS missing CPS missing CPS missing

£3 A e § i
3 7 Mo . ol
il § il

_ . § .

o § .
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DESTINY-GASTRIC 03 PART 2 Janjigian YY, etal. ESMO 2024

Confirmed ORR

All

T-DXd 5FU/Cape  Pembrolizumab  confirmed ORR
DG-01 43%
DG-02 429%
all 49%
CPS =1 57%
all 78%
CPS >1 77%
56.03 all 63%
CPS =1 78%
all 58%
CPS =1 70%
all 5.4mg/kg 59%
750mg/m2
CPS =1 5.4mg/kg 85% .
*according to independent review committee (%) < ! t > (%)
50% 50%

Similar ORRs of T-DXd monotherapy (40 — 50%) were seen irrelevant to treatment line
Addition of 5FU/cape and/or pembro to T-DXd showed 10 — 25% increase in ORR
ESMO WEBINAR SERIES ESMO IN FOCUS



DESTINY-GASTRIC 03 PART 2 Janjigian YY, et al. ESMO 2024

Progression-free survival in all patients and by PD-L1 status

T-DXd 6.4 mg/kg + 5-FU/cape 1000 mg/

n=41

1 0 mPFS, months (95% CI) 1.0 mPFS, months (95% CI)
’ —— All patients: 9 (5, 17) B i - — All patients: 20 (10, 28)
8 0a- --= CPS =1%: 10 (5, 21) i 0.8 --= CPS =1%: 14 (7, 29)
= CPS <1%: 8 (4, 21) o R CPS <1%: 26 (8, NE) Data for arm T-DXd 5.4 mg/kg +
: 0.6+ - : 061 T L . 5-FU/cape 750 mg/m?2 +
= ._.:' E :“ .
3 0.4 | 040 el pembro are immature
o o
o 0.2 0 0.21
o o
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Number of Time from first dose (months) Number of Time from first dose (months)
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CPS21% 21 18 12 9 5 5 5 3 1 1 1 1 0 0 CPS21% 22 1 16 12 9 8 7 7 6 6 2 0 0 0
CPS<1% 15 12 9% 6 5 5 4 3 3 2 A1 0 0 0 CPS<1% 15 13 13 11 10 8 8 7 6 5 2 0 0 0

T-DXd 6.4 mg/kg + pembro

n=41
1.01 mPFS, months (95% CI) 1.04 mPFS, months (95% CI) 1.0-~-.5 L mPFS, months (95% CI)
. — Al patients: 8 (5, 20) . - — All patients: 10 (5, 18) i ot —— All patients: 12 (5, 20)
w 0.87 _ --- CPS 21%: 8 (4, NE) w 0.8 --- CPS 21%: 14 (5, 20) & 084 - CPS 21%: 10 (4, 20)
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co24 Ll 0 024 e, 2 02
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a i a il 1
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Number of Time from first dose (months) Number of Time from first dose (months) Number of Time from first dose (months)
patients at risk patients at risk patients at risk
Allpatients 41 33 24 16 15 15 14 7 1 0 0 0 0 0 Allpatients 43 36 27 22 17 14 11 2 0 0 0 0 0 0 Allpatients 29 26 19 16 14 11 8 & & 5 3 1 0 0
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Overall survival in all patients and by PD-L1 status

T-DXd 6.4 mg/kg

T-DXd 6.4 mg/kg + 5-FU/cape 1000 mg/m?

n=41

ap— : mOS§, months (95% Cl) P mOS§, months (95% Cl)
. Tl — All patients: 18 (10, 26) ) — All patients: 23 (16, NE)
0.8 --- CPS 21%: 19 (10, NE) 0.8 T . === CPS 21%: 20 (11, NE)

------ CPS <1%: 24 (7, NE) - CPS <1%: 21 (7, NE) Data for arm T-DXd 5.4 mg/kg +

5-FU/cape 750 mg/m?2 +
______ pembro are immature
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CPS=z1% 22 20 19 17 13 13 12 10 8 & 1 o0 0 0 0
CPS=<1% 15 1% 14 12 12 12 W0 &8 6 6 2 0 0 0 0 0

ocoo

T-DXd 6.4 mg/kg + 5-FU/cape 1000 mg/m2 + pembro

n=43
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Adverse events summary

T-DXd 6.4 mg/kg +
5-FU/cape 1000 mg/m?

+ pembro
n=43
Median follow up, months 17 5
All-causality AEs, n (%) 43 (100) 27 (84)
Grade 23 AEs 39 (91) 11 (34)
Mostcommoan all-causality Grade 23 AEs (210%
Anemia 11 (26) 2 (8)
Diarrhea 7 (186) 0
Fatigue® 1(2) 0
Febrile neutropenia 5(12) 0
Hypokalemia 8 (19) 0
Leukopeniaf 5(12) 0
Lipase increased 2 (5) 0
Nausea 8 (19) 1(3)
Neutropenia'f* 11(26) 5(16)
Thrombocytopenia® 5(12) 1(3)

Janjigian YY, et al. ESMO 2024

DCO: October 27, 2022

T-DXd 6.4 mg/kg +
5-FU/cape 1000 mg/m? + pembro

DCO: May 6, 2024

n=43
Median duration of follow up, months 41 46
Median T-DXd treatment duration, months 3.5 48
Median T-DXd treatment cycles, n 5.0 7.0
Median 5-FU / cape treatment cycles, n 5/4 8/6
Median pembro treatment cycles, n 5 7
All-causality AEs, n (%) 42 (98) 27 (84)
Grade 23 AEs 31(72) 11 (34)
Treatment-related SAEs, n (%) 19 (44) 1(3)
Any treatment-related AE leading to discontinuation, n (%) 10 (23) 5(16)
Any AE leading to discontinuation of T-DXd 5 (12) 1(3)
Any AE leading to discontinuation of 5-FU/cape 1(2)/8(19) 1(3)/3(9)
Any AE leading to discontinuation of pembro 5 (12) 1(3)
Any treatment-related AE with outcome death, n (%) 2(5) 0

T-DXd 6.4mg/kg in combination with full dose 5FU/cape and pembro not feasible
T-DXd 5.4mg/kg in combination with reduced dose 5FU/cape and pembro manageable

ESMO WEBINAR SERIES
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Authors’ conclusions

« T-DXd 6.4 mg/kg demonstrated antitumor activity as a first-line treatment for HER2+ GC/GEJA, with a confirmed ORR
of 49%, a median PFS of 9 months, and a median OS of 18 months

« Combining T-DXd 6.4 mg/kg with fluoropyrimidine showed a confirmed ORR of 78%, a median PFS of 20 months, and
a median OS of 23 months, with a manageable safety profile in HER2+ GC/GEJA, irrespective of PD-L1 status

« T-DXd 6.4 mg/kg with full-dose fluoropyrimidine and pembrolizumab demonstrated antitumor activity in HER2+
GC/GEJA, specifically in tumors with a PD-L1 CPS 21%; however, it was associated with a high level of toxicities,
including ILD, leading to treatment discontinuations

« T-DXd 5.4 mg/kg and reduced-dose fluoropyrimidine with pembrolizumab has a manageable safety profile, with
promising early antitumor activity in HER2+ GC/GEJA

+ Studies evaluating the combination of T-DXd with fluoropyrimidine and immunotherapy are planned for patients with
HER2+ CPS 21% GC/GEJA

A randomized phase lll trial will start

ESMO WEBINAR SERIES ESMO IN FOCUS
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DISCUSSION POINTS FOR FUTURE DEVELOPMENT

= Is combination with T-DXd, 5FU/cape and aPD-1 enough?
Is addition of anti-CTLA-4 to triplet regimen required? Feasible?

= Is it possible for ADC to extend the boundary of anti-HER2 agent beyond conventional
HER2-positive (IHC 3+ or 2+/FISH-positive)?
Is HER2-low new horizon?

= Is T-DXd optimal ADC?

ESMO WEBINAR SERIES ESMO IN FOCUS
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ADDING ANTI-CTLA-4 L AR p
= AlO INTEGA (rPll) : Tras + Nivo + Ipi (3mg/kg) vs. Tras + Nivo + mFOLFOX6 for HER2 (+) b

= (S at 12ms (Primary) : 57% in ipi-arm vs. 70% in FOLFOX-arm
inferior median OS (16.4 vs. 21.8 ms) and PFS (3.2 vs. 10.7 ms) in ipi-arm

= Replacement of chemo-backbone by ipilimumab was negative
Adding aCTLA-4 still unknown

= COMPASSION15 (rPIll) : CAPOX with or without Cadonilimab (aPD-1/CTLA-4) for HER2 (-)

ITT Population PD-L1 CPS25 PD-L1 CPS<5
Cadonilimab+XELOX Placebo+XELOX ' Cadonilir:ah+XELDK Placeb:+xsl.ox' CCCCC iIir: aaaaaaaaaaaa 0+XELOX H 'f‘ t ff'
Anti-PD-1 esar “:1:;;:3 oy T T e e S'Q”' ICant € ICaCy over
3,19.3) (9.8,12.0) (95%::0 (11.4, NE*) (8.6.12.6) {95% CI) {11.6, 18.6) (101, 13.0)
% f antizﬁgcn 0.62 ‘{g:ggio.ra} E:J,:Ecn 0.56 ‘{g:gz}u.su: HR p(i:?fecu 0.70 (0%5111-0_95) ch em o al On e
Fcregion ™ -t i :
J A Attractive for CPS low
. s 60 525'5%
Ant-CTLA-4 g, |
. Further study needed!
Cadonilimab (aPD-1/CTLA-4) . I N ) o
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24

Months Months

 T-DXd + FP + volrustomig (bis Ab for PD1/CTLA-4) being under investigation in Part 3
ESMO WEBINAR SERIES ESMO IN FOCUS




HER2 negative HER2-low HER2 positive
HE
(*20)
BEYOND THE BOUNDARY OF HER2-POSITIVE _
(<20) g ;
0 Trastuzumab Deruxtecan in Anti-Human - ~N HOO Wt g e sk poene) MO
- Epidermal Growth Factor Receptor 2 Treatment— [ part 3 RECRUITING < NOC rmensacam o
= Naive Patients With Human Epidermal Growth Volrustomig safety cohort =—:C
2 Factor Receptor 2-Low Gastric or N=6 per dose* EPOC 2203 e T
- Gastroesophageal Junction _Adenocarcinom_a: T-DXd IV g3w + fiuoropyrimidine +
Exploratory Cohort Results in a Phase Il Trial volrustomig IV q3w*™ Phase Ib part (N=3-6)
ST R T e e T-DXd (5.4mgkg)+CAPOX+NivD . _
T S ) ) 7 T o ) in<1 patient
Yamaguchi K and Shitara K et al. JCO 2022 Fse sl s R == Phase Il part
Oxaliplatin: 70 mg/m? day1 =
A +FISHnegative  ° Part 3 RECRUITING NGBt 50D gy, (N=23)
:: T e :: Volrustomig main cohort l If DLT in 22 patients If DLT
N=1 8—30f in < 1 patient

Percent
=
Percent
=]

2

T-DXd (4.4 mg/kg)+CAPOX+Nivo
HER2+ Primary endpoint

T-DXd IV q3w + fluoropyrimidine + l If DLT in 22 patients -Phase Ib DLT

volrustomig IV g3w**s§ Phase Il ORR (local assessment)

PFS, OS, DOR, DCR, AEs

Cohort 1 Patients Cohort 2 Patients

3B: HER2-low Phase Ib part employs conventional 3+3 design

Antltu mor Slg n al Of T- DXd T'DXd ]V Q3W + ﬂUOfODYnmldme + Abbreviations: CAPOX, capecitabine and oxaliplatin; Nivo, nivolumab; DLT, dose limiting toxicity; ORR, objective response rate;

. Volmstofnlg IV q3w‘ *5§ PFS, progression-free survival; OS, overall survival; DOR, duration of response; DCR, disease control rate; AEs, adverse events
demonstrated in HER2-low AGC Aoki Y, Nakayama | and Shitara K, et al. ESMO GI 2024

= Expansion of treatment target from HER2-positive to HER2-expressing AGC being investigated

ESMO WEBINAR SERIES ESMO IN FOCUS
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Objective response rates

DISTAMAB VEDOTIN (RC48) : ADC FOR HER2 WITH MMAE .

Single arm phase Il RCTS ftrial for HER2 IHC 3+/2+  Sorgt efal ASOC 2624 35 BERE B2
b - 3 S
« 4 00 U . RC48(25mglg) + Tislelzumab + ST (40 - 60mo) s
\ A, WA, |J‘\/ o . A . gso—
SC( N \'/TA'-V!\T,\‘)'\QAQ -Remarkable response with 94.3% &
| Dt 4 _ ~Attractive for CPS <1 and HER2-low (2+/FISH -)
N PR i ., ~Manageable AE with starting full dose of S-1
Antl-HERgantlmw CleavaIIe linker Cytotoxic Drug 0 ‘ 1 : o el
: L P O T e
= A randomized phase lll RCTS-2 being initiated SE ST TGS
Randomized phase Il/lll trial for HER2 expressing AGC (IHC 1+ /2+/3+)
Patient population (n=130) (n=90)
‘No dose reduction . oV Toolmab T
reviously untreated, locally, R
RS I -— R e
Cape 1,000mg/m? darrony
’ : i : = Phase lli
expression (
OX 130mg/m2 Egzive:p IHlC3.+c:I|jIERz
IHC2+/FISH+; HER2-low: HER2- low -
IHC2+/FISH-or IHC1+) ; (n=40)
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MY TAKE-AWAY >

* Adding I-O to trastuzumab with chemo is new standard for HER2-positive AGC in 1L
= Combination therapy with T-DXd is a promising targeted therapy

*Dose optimization is required in combination with T-DXd plus chemo to manage tox
Treatment target of anti-HER2 will be expand to HER2-expressing AGC

= Combination with newer ADC and full dose of chemo is feasible with promising efficacy

ESMO WEBINAR SERIES ESMO IN FOCUS
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