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Oral presentation

Preliminary phase 1 results of INCB161734, a novel oral KRAS G12D inhibitor, as
monotherapy or in combination with chemotherapy for advanced/metastatic PDAC.

Rapid oral abstract presentation

-Results from the randomized phase 2 study of elraglusib plus gem/nab versus gem/nab
in previously treated mPDAC.

-Integrated penpulimab (a PD-1 inhib), anlotinib (antiangiogenic), nab and gemas 1L
regiment for mPDAC. Multi-centered, randomized controlled trial

-Phase Il study of durvalumab plus olaparib in patients with mPDAC and DNA damage
repair alterations

-ALTOPANC: Local ablative therapies in oligometastatic PDAC-A binational french-Belgian
retrospective study.
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Preliminary phase 1 results of INCB161734, a novel oral KRAS G12D inhibitor, as
monotherapy or in combination with chemotherapy for advanced/metastatic PDAC.

INCB161734-101 (NCT06179160): Study Design

.

Key Eligibility Criteria
(All Groups)

« Locally advanced or metastatic
solid tumor with KRASG!2
mutation

+ ECOGPSOor1

+ No prior treatment with a
KRASE'? selective inhibitor
Key Eligibility Criteria
(Chemotherapy Combinations
in PDAC)

« Dose escalation: <1 prior
systemic regimen in the
metastatic setting®

« Dose expansion: no prior
regimen in the metastatic
setting ™

INCB161734 Monotherapy*

Dose Expansion
600 mg/1200 mg qd

Dose Escalationt Primary Endpoint:

Safety and tolerability

PDACS
200 mg — 1600 mg qd (n=28) 600 mg qd (n=25) Secondary
1200 mg qd (n=61) Endpoints/Objectives:

Randomized Optimization

ORR, DCR, DOR, PK
of Selected RDEs

INCB161734 + SoC Chemotherapy in PDAC*

Dose Escalation Dose Expansion
INCB161734 600/1200 mg qd INCB161734 1200 mg qd
+ GEMNabP (n=17) + GEMNabP (target n~20)

Selected RDE |

+ mFOLFIRINOX (n=16) + mFOLFIRINOX (target n~20)

Chemotherapy Regimens
GEMNabP: D1, D8, D15 of 28D cycle. Gemcitabine 1000 mg/m?, nab-paclitaxel 125 mg/m?

mFOLFIRINOX: D1, D15 of 28D cycle. Oxaliplatin 85 mg/m?, leucovorin 400 mg/m2, irinotecan 150-180 mg/m?, fluorouracil 2400 mg/m?
J
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Preliminary phase 1 results of INCB161734, a novel oral KRAS G12D inhibitor, as
monotherapy or in combination with chemotherapy for advanced/metastatic PDAC.

INCB161734 Monotherapy Showed Encouraging Antitumor
Activity in Heavily Pretreated Patients With PDAC

e High ORR and DCR for patients with PDAC (mainly 3L+) who received INCB161734 1200 mg daily*

100
1200 mg daily 1200 mg daily
80 =
p (n=41)
— Ongoing

60 DCR," % (n) 78% (32)

404 ORR," % (n) 37% (15)
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Preliminary phase 1 results of INCB161734, a novel oral KRAS G12D inhibitor, as
monotherapy or in combination with chemotherapy for advanced/metastatic PDAC.

- - - - g
INCB161734 in Combination With GEMNabP Was Well
Tolerated Without Compromising Chemotherapy Dose Intensity
® 46% of patients were 2L and had received prior systemic chemotherapy
e Median RDI was 74% for both gemcitabine and nab-paclitaxel TRAEst
— Comparable to previous reports for GEMNabP regimen’ 600 mg qd 1200 mg qd
Nausea-| i -
GEMNabP Diarrhea-{: g
Neutropenia' <"l ===
600 mg qd (n=12) 1200 mg qd (n=16) Vomiting-] i
TRAE,* n (%) All Grades All Grades Thrombocytopenia®-| Il -
Anemia-{ W 48
Any TRAE 12 (100) 14 (87.5) Pyrexia-{" “Hom
TRAE leading to INCB161734 ALT increased—{""ll 1
Decreased appetite -1
Interruption 7(58.3) 7(43.8) AST increased " 4
Reduction 0(0) 1(6.3) Asthenia-|'l -
Dizziness - -
Discontinuation 0(0) 0(0) Fatigue-|' 1
: Headache—| -
TRAE leading to chemotherapy Hypotension-m i
Interruption 8 (66.7) 6 (37.5) Malaise 10
" Peripheral sensory neuropathy - -
Reduction 3(25.0) 7 (43.8) Rash maculo-papular- | i
Discontinuation L L) 0 20 40 60 80 100 0 20 40 60 80 100
911703 Incidence, % Incidence, %
Tfincluding only TRAES that occurred in 210% Hncludes neutropenia and neutrophil count
e ecreased » Grade 12 = Grade 23 Grade 1/2 = Grade 23
{8 aspartate amindransferase; GEMNabP, nab-paciitaxel + gemcitabine, qd, daily, RDI, relative dose intensity
TRAE, treatment-related adverse event
ASCO Gastrointestinal CRBRENTED BV VEbiaEi  scmcasocirvor
Cancers Symposium - Prosentaton AB:m:y:A;:mrﬁumAsco Puimlonio o o vouess sorim pacmisonsORecn o7 ﬁ§g9mouﬂsc‘mcu
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Preliminary phase 1 results of INCB161734, a novel oral KRAS G12D inhibitor, as
monotherapy or in combination with chemotherapy for advanced/metastatic PDAC.

- - 1
INCB161734 With SoC Chemotherapy Showed Encouraging
Antitumor Activity in Patients With 1L or 2L Metastatic PDAC
1o 600 mg qd + 1200 mg qd +
= 80 - X500 mg qd 21200 mg qd chemotherapy chemotherapy
-5 — Ongoing (n=15) (n=8)
£ 601 DCR, % (n) 87% (13) 88% (7)
ﬁ 40 ORR, % (n) 27% (4) 50% (4)
m
5
'S
L0
=]
c
]
£
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]
U
o
Prior linest i 1+0 o0 1111 01 0 01 00 o0 1 0 1 1 0 1
Chemotherapy GA GA GA GA FX GA GA GA FX FX FX GA FX GA GA GA FX FX FX GA GA GA
“Investigator- per RECIST v1.1 in patients with =1 postbaseli (n'mnupd duD 1o rlmlml progression or death. Mi |9 |r|g data: death before first scan (n=1). "In the ‘varm metastatic setting.
e, d-line; DCR, disease control rate; FX, modified racil, innot n hydrochloride, oxaliplatin, GA, nab-paclitaxel + gemcitabine; ORR, objective response rate,
tal adenocarcinoma; qd, daily, RECIST, Respon n ‘xJHL ‘Ilmm Qc:l lum ard of care,
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Discussion, Dr. Ko

Where we are going in the future with RAS inhibitors:
The sky is the limit?
2 3

Front-line
advanced/

5

Adjuvant (or ) Novel
Maintenance combinations

Chemotherapy- 3
- metastatic neoadjuvant)
iraatment (e.g. with other

setting —in v
combo with, (all disease targeted rxs
after, or in lieu settings) or 10)
of chemorx

refractory
advanced/ disease in
metastatic combination
disease with chemorx
...or as

monotherapy?

mFOLFIRINOX or GEMNabP
+INCB161734

mFOLFIRINOX or GEMNabP
+ placebo
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Results from the randomized phase 2 study of elraglusib plus gem/nab versus gem/nab
in previously treated mPDAC.

1801 Part 3B Study Design

Elraglusib (9.3 mg/kg weekly)
Gemcitabine (1000 mg/m2on days 1, 8, 15
N = 207 planned :lf ig_da)ll'tcydf )1 25 mgim?on days 1, 8, 15
= 18yrs old with metastatic ofazé?::yf 2;36() mg/m-on days 1, 8,

pancreatic adenocarcinoma Primary Endpoints:
Participants must have -1-year OS during

measurable disease as

defined by RECIST 1.1
No prior systemic therapy
for metastatic disease

No exclusion for low
albumin or high CA19-9
No minimum life
expectancy

*Study design included up to 75 patient
run-in to compare weekly versus twice
weekly elraglusib. Once weekly dosing was
determined to be equivalent to twice weekly
elraglusib and was carried forward to
completion of the study.

ASCO Gastrointestinal - eresenteosy: DI, Devalingam Mahalingam
€ancers Symposium

Presentation is property of the author and ASCO. Permission required for reuse;

cantact pesmissiona@ases org

Follow Up

run-in;
or full study

Secondary Endpoints:
ORR, DOR, PFS, TTF,
DCR

Abbreviations: DCR, disease control
rate; DOR, duration of response; ORR,
objective response rate; OS, overall
survival; PFS, progression-free
survival; TTF, time to treatment failure
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Results from the randomized phase 2 study of elraglusib plus gem/nab versus gem/nab
in previously treated mPDAC.

Met Primary Efficacy Endpoint of Improved Survival

38% reduction in risk of death in safety population/miTT

17% of patients still alive in elraglusib/GnP arm as of 22

Elraglusib/GnP November 2025 data cutoff
(N =78) 9-ING-41(1x/wk)+GnP

Primary Endpoint:
mOS

(months)[95%CH 401 [7.7,12.6]  7.2[5.7, 9.0]

HR=0.62;
log-rank p=0.02*

12-month OS (%) 44.4

Kaplan-Meier Estimate

Events (% event) 128 (82.6)

18-month OS (%) 22.9

24-month 0S (%) 12.9

*statistically significant

ASCO Gastrointestinal
Cancers Symposium
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Results from the randomized phase 2 study of elraglusib plus gem/nab versus gem/nab
in previously treated mPDAC.

Progression-Free Survival (PFS) and ORR-mITT

Safety Population Elraglusib/| 9-ING-41(1x/wk)}+GnP
(N=155) .

mPFS (months)
HR=0.83; 5.6 5.1 = 087 \
log-rank p=NS E A
o
o 0.6 -
Events(% events) 143(92.3) 77(98.7) i—j
o
TTF (months) HR=0.78; p=NS 50 34 E 04 -| h
5 \
ORR, % 28.4 218 [ "
¥ 02 "
Bestresponse, n(%) )
0.0 i
Complete Response 1(0.6) 0 5 ; ;5 1\2 1I(5 - 24 2‘3
Partial Response 43(27.8) 17(21.8) Months
i Number of Palients at Risk
Stable Disease 51 tszg, 27[346) BJNG—“{‘|K"WI<'\‘$: 17585 :)i ;? ?92 ‘!E:! ; E 0
Progressive Disease 21(13.5) 15(19.2)
Abbreviations: GnP, gemcitabine plus nab-paclitaxel; HR, hazard
e 39(25.2) 19(24.4) ratio; mPFS, median progression-free survival; NS, not significant;
TTF, time to freatment failure
DCR® % 406 33.3
Median DOR (months)® 5.5 41

Data cutoff 22 November 2025

ASCQO Gastrointestinal
Cancers Symposium
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Integrated penpulimab (a PD-1 inhib), anlotinib (antiangiogenic), nab and
gemas 1L regiment for mPDAC. Multi-centered, randomized controlled trial

First 8 Cycles Maintenance

21 Days per Cycle 21 Days per Cycle
Evaluation every 2 Cycles Evaluation every 3 Months

PAAG Group (n=119)
Nab-Paclitaxel 125mg/m? d1,8 PAAG Group (n=119) Primary Endpoint
P 1 200mg d1 > PFS

12mg d1-14

o Seconda Endpoints
Eligible = o
Randomi

mPC Patients ognea

AG Group (n=58) >
Nab-Paclitaxel 125mg/m2 d1,8 AG Group (n=58) > Efficacy-Related
Gemmtablne 1000mg/m2 d1,8 Nab-Paclitaxel 125mg/m2 d1 Biomarkers
b 200mg d1 Gemcitabine 1000mg/m2 d1
b 12mg d1-14

Exact doses are adjustable on this basis according to individual tolerance and adverse events.

ASCO Gastrointestinal
Cancers Symposium
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Integrated penpulimab (a PD-1 inhib), anlotinib (antiangiogenic), nab and
gemas 1L regiment for mPDAC. Multi-centered, randomized controlled trial

1.00 1.00
BOR mm CR&PR [ SD mm PD
2
g 075 0.75
1 0 b % . ;z A
@ g
k3 I
'E 050 5 0e0
< =
0.8+ .
£ o2s Oozs H
g p=0.07 i |
o H
0.00 ; ; 0.00 : ;
g 0.6 25 0 3 [ 9 12 15 18 2 24 [ 3 [ 9 12 15 18 21 24
:E Time (months) Time (months)
=] (46-30%) Number at risk Number at risk
g‘ é‘ = 105 98 59 28 14 5 4 2 0 % =| 105 104 83 50 32 17 12 6 2
6—_ 0.4 & 54 33 15 8 3 3 1 0 & 54 a7 34 25 14 10 6 4 3
' 0 3 [ 9 12 15 18 2 24 0 3 [ ] 12 15 18 21 24
46 Time (months) Time (months)
o
@s1%) “Group | _mos | 95%CI | Paiue
0.2
AAG 7.8 mo 7.0~8.8 mo PAAG 13.9 mo 11.6 ~ 16.3 mo
< 0.001** 0.070
AG 4.5 mo 3.6 ~5.9 mo AG 10.5 mo 6.9 ~14.0 mo
0.0- ASCO Gastrointestinal - sesenzeose. Juan Du, MO @OVRASHE  ASCO susimn
PAAG Cancers Symposium Presentaion i propertyof e shor and ASGO, Pemision requed r reuss;conlact peissions Gasco.g. RAZTAIREAMANS  Knowieooe conaurss cancer
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Phase Il study of durvalumab plus olaparib in patients with metastatic pancreatic
cancer and DNA damage repair genes alterations

Background and study design

Metastatic pancreatic cancer (mPC) with DNA damage repair (DDR) alterations such as BRCA1, BRCA2
and PALB? is associated with sensitivity to platinum-based chemotherapy (CT) and PARP inhibition.

Evidence suggests PARP inhibition with immune checkpoint blockade may enhance antitumor activity.

This study evaluates the combination of durvalumab and olaparib in DDR-mutated mPC patients with no
progression to platinum-based CT.

- Open label 305::p|ir(i)bé|[) E_ndPOint:
- S|ng|e arm Durvglumab. = Pl”lmary. ORR
- Multicenter . - Secondary: DCR,

1500 mg IV qg4w | PFS, OS, Safety

ASCO Castrointestinal
Cancers Symposium
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Phase Il study of durvalumab plus olaparib in patients with metastatic pancreatic
cancer and DNA damage repair genes alterations

Results (ORR, DCR, DoR) “

Swimmer plot
ven o Objective response rate (ORR) and disease
control rate (DCR)

i

. Characteristic N = 40 (%)
e Median follow up months (95% CI) 15.0 (14.5, 24.9)
E el e s——— Objective response
s . — ot masines Complete Response (CR) 2 (5.0%)
e —— e Partial Response (PR) 12 (30.0%)
T3 @8 m—— ® 2 Stable Disease (SD) 17 (42.5%)
b — ECOG Progressive Disease (PD) 9 (22.5%)
e — ®1 ORR (CR +PR) 14 (35.0%)
Rt — 0 DCR (CR + PR + SD) 31 (77.5%)
o 88— R-eslz‘;"se" Event DCR 6 months 23 (57.5%)
moc o m— m FR Median DoR months (95% CI) 14.5(14.5, -)
—s o Relapsed Ongoing response 13 (32.5%)
saca1 @ — —# Ongoing
s " >
o mptiom [HEER]  reeron BT e S ASCO sz
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Phase Il study of durvalumab plus olaparib in patients with metastatic pancreatic
cancer and DNA damage repair genes alterations

PFS (all patients) OS (all patients)

Characteristic 6 months 12 months 24 months Median (95% CI) Characteristic 6 months
PFS rates (95% CI)  53% (39,70) 38% (25, 56) 23% (11, 51) 6.7m (3.7, )

12 months 24 months  Median (95% CI)
0S8 rates (95% Cl) 82% (71,95) 67% (53, 83) 45% (28,72) 222m (139, -)

1.00 1.00
0.75 075
w050 Boso
0.25 - - 025 :
H
0.00 0.00 H
0 3 8 9 12 15 18 2 B o 30 3 0 3 [ 9 12 15 18 21 24 27 30 33
Time (Months) Time (Months)
Number at risk Number at risk
wo Ay 40 30 al 16 14 7 4 3 3 3 1 1] o
o Al 40 38 32 26 22 13 9 7 5 4 2 1
0 3 [ 9 12 15 18 21 24 27 30 33
Time (Months) 0 3 6 [ 12 15 18 21 24 27 0 33
Time (Months)



: ” XX JORNADA DE ACTUALIZACION
ASCO GI 2026

Phase Il study of durvalumab plus olaparib in patients with metastatic pancreatic
cancer and DNA damage repair genes alterations

SWOG S2001
NCT04548752
gBRCA mut PDAC not

progression to platinum
based chemotherapy
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ALTOPANC: Local ablative therapies in oligometastatic PDAC-A binational french-Belgian
retrospective study.

Oligometastatic Disease (OMD) in PDAC

An emerging clinical entity

()
_%
YV

ARAAA

Leonhardt CM, et al. ESMO Open, 2023
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ALTOPANC: Local ablative therapies in oligometastatic PDAC-A binational french-Belgian
retrospective study.

T | s | e
T ey I e T wen

CA19.9 at metastati 31,5 (15-200) 64 (17-190) 33,7 (17-191) p=0.72
diagnosis( median

[

)
o | 1ra0) | 268) | 1@ | p=031 |
ot | oaEe) | 14 | 40 | |
I T N " N T

Median size (mm)
Q1-Q3

34(49) 22(44) 15(42) p=072

r
23(33) 16(32) 22(61) p=00095 |

ASCO Gastrointestinal #GI126 eresenreosy. Anthony Turpin, MD, PhD
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ALTOPANC: Local ablative therapies in oligometastatic PDAC-A binational french-Belgian
retrospective study.

Results (3) : EFS and OS in the whole cohort

EFS T os

Events/Total Median (95%Cl) 2 years EFS
1221155 0.84 (0.65-1.04) 24.7% (17.8-32.1)

Events/Total Median (35%CI) 2 years OS
B3/155 3.36 (2.74-378) T76% (69.7-837)

Overall Survival probability (%)

£
=
3
3
2
5
o
2
c
5
0
iy
E
@
2
]

0 1 2 3 0 1 2 3 4
Time since metastasis directed therapy (years) Time since oligometastatic diagnosis (years)
Number at risk (number censored) Number at risk (number censored)

Al 155 (2) 61(14) 3107 19(19) 11(22) All 155 (0) 132 (13) a7 (27) 57 (41) 34 (48) 25 (52) 16 (58)

Median follow up of 4.42 years

é?rgg S(_Bsaysrtﬁrgigsrﬁjmml #GI26 sresentep ey, Anthony Turpin, MD, PhD ASCO u
ancers

COLOGY
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ALTOPANC: Local ablative therapies in oligometastatic PDAC-A binational french-Belgian
retrospective study.

Results (4) : EFS and OS in the metachronous population

Radiofrequency Radiotherapy

Group = Surgery ~ Radiotherapy ~ Radiofrequency Group + Surgery ~ Radiotherapy ~ Radiofrequency

Events/Total Median (95%CI, HR (95%Cl)
Surgery 49/60 0.86 (0.64-1.1)  Reference
Radiotherapy 43/49 0.67 (0.44-1.16) 1.4 (0.92-2.11)

Logrank P-value= 0.016
Radiofrequency 19729 1.37(0.57-2.47) 0.65 (0.38-1.1)

3
z
3
s
&
3
2
g
s
2]
@
o
&
£
§
g
@

Overall Survival probability (%)

Events/Total Median (95%Cl) HR (95%Cl)
Logrank P-value= 0.0176 Surgery 30/60 299 (2.48-5.2) Reference

. Radiotherapy 35/49 3.14 (2.08-3.72) | 1.48 (0.9-2.43)
* L. Radiofreauency. 12129 4,1(2,68:NA) . 0.59 (0.3-1.15)

3 0 1

2 3 4
Time since oligometastatic diagnosis (years)
Number at risk (number censored)

Time since metastasis directed therapy (years)
Number at risk (number censored)
ugery 60 (0) 17 (19) 10 (22)
0y 49

é;i?r SGSaysrrT;ggstle:rgna\ [#sm ‘ eresenteosy. Anthony Turpin, MD, PhD ASCO sz
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ALTOPANC: Local ablative therapies in oligometastatic PDAC-A binational french-Belgian
retrospective stud

Results (5) : Progn

Group = 0 = 1+ 2 3
Events/Total Median (95%Cl) HR (95%CI)

» Prognostic score for EFS using b Sre o7el0erii) 16800027

. . . . s ; 35/40 0.59(0.38-0.9) 2.63(1.534.5)

prognostic factors identified in the W 00208 THE 105
multivariate analysis and literature

* 1 point attributed for each variable:

Event Free Survival probability (%)

* CA 19.9 serum level > 90 U/mL,
= >1 metastases,

. Logrank P-value<0.0001

0 1 3

2
. Time since metastasis directed therapy (years)
| | non_p u | mo n a ry Sl‘te MNumber at risk (number censored)
i
0(0)

é?ig?s?;gggﬁf% nal #G126 eresenrepsy. Anthony Turpin, MD, PhD ASCO sy
ancers
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Eficacia and safety of lirafugratinib in FGFRi-naive CCA harboring FGFR2
fusions/rearrangements
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Eficacia and safety of lirafugratinib in FGFRi-naive CCA harboring

FGFR2 fusions/rearrangements

ReFocus: A Phase 1/2 Open Label Study (NCT04526106)

Part 1 Part 2
Dose Escalation (Completed): Dose Expansion (Completed): Cholangiocarcinoma (CCA)

- _

Group 2A (QDC): FGFR2-fir + CCA with
r chemotherapy with no prior FGFRI (N=26)

Non-CCA

Key Eligibility Criteria:

« 18 years or older
Histologically or cytologically confirmed diagnosis
of unresectable or metastatic CCA or other solid
tumors per RECIST v1.1 that were refractory to or
inadequately responded to standard therapy, or for
which no standard therapy exists or was declined
ECOG PS of 0-1
Documented FGFR2 genomic alteration (fusion,
mutation, or amplification) per local assessment of
blood and/or tumor tissue

Part 3
Extension(s) (Completed)

Group 2A Extension (QDC): FGFR2-fir
+ CCA with prior chemotherapy
with no prior FGFRi (N=86)

Pivotal Cohort (N=116)¢
Part 1 Cohort2 +
Part 2 Group 2A + Part 3
Group 2A Extension

Primary Endpoint:
+ Confirmed ORR per RECIST v1.1 by IRC

Key Secondary Endpoints:

* Duration of response + Overall survival

+ Disease control rate « Safety

» Progression-free survival + Quality of life per
EORTC QLC-C30

BID, twice da cholangiocarcinoma; ECOG astern Cooperative Oncology Group performance status; FGFR2, fibroblast growth factor receptor 2. FGFRI, fibroblast growth factor receptor inhibitor; t/r, fusion/rearangement; mRNA. messenger RNA; QDC, once daily on a

9 (t QDon quent slides); QDD, of
*Inciuding FGFR2 genomic alteration (fusion, ampilfication, or mutation) or other potentially oncogenic FGFR2 alterations (eg. FGFR2 protein or mRNA overexpression) and other tumor types.
who received prior FGFRI were enralled in Groups 3 (n=10), 4 (n=3), 5 (n=8), and 7 (n=6). These patients were not included in the efficacy analyses but included in the s

on a discontinuous do: chedule; RECIST v1.1, Response Evaluation C in Solid Tumors version 1.1, RP2D, recommended Phase 2 dose.

ty
the primary efficacy analysis of IRC-assessed data (n=114) and the secondary analysss of investigator-assessed data (n=116) set was done. The primary efficacy analysis excluded 2 patients as not available
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Waterfall Plot for BOR From Baseline by IRC
(Primary Efficacy Analysis Set)

CCA fIr FN CP (Pivotal Cohort; N=114)

40 1
304
20 11
10

-50
-60
-70 4
-80
-90

1001 Confirmed BOR, n (%)

Complete response

BOR, best overall response; CCA, cholangiocarcinoma; CP, chemotherapy pretreated; CR, complete response; FN, fibroblast growth factor receptor inhibto.  Partial response
evaluable; PD, progressive disease; PR, partial response; SD, stable disease. B
Stable disease
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ORRP, n (%) [95% CI]
DCRS, n (%) [95% CI]
Median DOR, months [95% CI]
Median PFS, months [95% Cl]

Median OQSd _maonth

CCAfi/r FN CP
(Pivotal Cohort; N=114)

3(2.6)

50 (43.9)

57 (50.0)
3(2.6)
1(0.9)

53 (46.5) [37.1, 56.1]
110 (96.5) [91.3, 99.0]
11.8[7.5, 13.0]
11.3[9.2, 14.8]
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Summary of On-Target TEAEs (Safety Analysis Set)

All Solid Tumors CCAfIrFN CP
(70 mg QD Safety Population; N=385) (Pivotal Safety Population; N=116)

Any Grade Grade 23 Any Grade Grade 23
Stomatitis?, n (%) 263 (68.3) 47 (12.2) 91 (78.4) 14 (12.1)

Palmar-plantar

erythrodysesthesia 255 (66.2) 77 (20.0) 95 (81.9) 38 (32.8)
syndrome, n (%)

Nail toxicities®, n (%) 282 (73.2) 31(8.1) 102 (87.9) 14 (12.1)

Retinal pigment epithelial

detachmente, n (%) i) 7(1.8) 43 (37.1) 2(1.7)
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Multicenter real-world study: a comprehensive characterization of biliary tract cancer
epidemiology in Spain

O Biomarker information: Frequent ESCAT-I alterations
A

m 1756 patients ﬁ 40 hDSpitE'S ESCAT-I Biomarker determination (N) Alteration [N (%]]

IDH1 mutation 4477 75 (16.8%)

Variable N = 1,756' FGFR2 fusion 4071 32 (8.0%)

Age at primary tumor 686 (612, 74.9) MSI 491 30 (6.1%)
diagnosis [median (Q1, Q3)] HER2 ampl./overexpression 449 25 (5.7%)
Sex (female) 978 (55.7%)
e © GEEETTITTT T
Intrahepatic 931 (53.0%)
Gallbladder carcinoma 272 (155%) Age: — <50 years — =50 years Sex: —Female Male
Extrahepatic distal 253 (14.4%) T
Extrahepatic hiliar 226 (12.9%) . \
Ampulla of vater 47 (2.7%) ! § g
Other 27 (1.5%) E i N
Chemotherapy 1586 (90.3%) e
Immunotherapy 188 (10.7%) N - T
Targeted therapy 11 (6.3%) i o o e
Clinical trial 136 (7.7%) . L e e e e e I I A T I e e e e

T

WL @ W
Tima (Mora)

Ampl., amplfication; ESCAT, ESMO Scale for Clinical Actionabilityy of Melecular Targets: MSI, microsatelite instabiiity; RETUD, Registro Esparicl de Tumores Cigssfivos

1. Macarullg et al.. J Clin Oncel. 2024; 44(2_suppl): DOI: 10.1200/JCO.2026.44.2 suppl.503
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Tumores HCC
Oral presentation

-Adjuvant pembrolizumab for patients with HCC and complete radiological response after
surgical resection or local ablation. Phase 3 Keynote 937 study

-INKF/ABC-HCC: A pase lllb, randomized, multicenter, open-label trial of atezolizumab
plus bevacizumab versus TACE in intermediate-stage HCC

Rapid oral abstract presentation

Nivolumab plus ipilimumab vs lenvatinib or sorafenib as a first line treatment for
unresectable HCC: 4 years follow-up of CheckMate 9DW.
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Adjuvant pembrolizumab for patients with HCC and complete radiological response after
surgical resection or local ablation. Phase 3 Keynote 937 study

Phase 3 KEYNOTE-937 Study Design

ADJUVANT THERAPY

crp Ll e Pembrolizumab 200 mg IV Q3W
- Age 218 years of age
] X 1 year
= Confirmed HCGC Treated until
- Complete radiological

disease recurrence,

response after surgical
resection or local ¢ .ur.';:aCF:etptable ¢
ablation of HCC oxicity, intercurren

ECOG PS 0 -1 P""'CEb:’ I ey illness, or withdrawal
Child-Pugh liver class A X 1year

Stratification factors

+ Region (Asia [not including Japan] vs non-Asia)

+ Prior local therapy (resection vs ablation)

+ Risk of recurrence (intermediate vs high vs very high risk)

» AFP at initial diagnosis before resection or ablation (<200 ng/mL
vs 2200 ng/mL)

Endpoints
- Primary: RFS by BICR or pathology; OS
- Key secondary: DMFS by BICR or pathology, safety

Chan et al.
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Adjuvant pembrolizumab for patients with HCC and complete radiological response after
surgical resection or local ablation. Phase 3 Keynote 937 study

Recurrence-Free Survival

Events, Median RFS HR (95% CI)
100 n (%) (95% CI), mo P-value
Pembrolizumab 239 (50) 46.7(356-53.3)  1.06 (0.88-126)
90 ~ Placebo 237 (49) 455 (35 6-58.0) P=0719
80
70
= 60 - 0
- ]
o 50 - H
@ ]
40 - :
]
30 H
'
20 :
[
10 - H
]
0 T T T ! T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at Risk Time, months
476 391 343 311 290 263 221 181 135 50 2 1
483 400 346 305 278 264 218 162 116 49 3 0 0

Chan et al.
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Adjuvant pembrolizumab for patients with HCC an

d complete radiological response after

surgical resection or local ablation. Phase 3 Keynote 937 study

Overall Survival

100
90 A

80 A 24-mo rate

90%

70 7 94%

60 -
50 A

0s,

40 |
30 -
20 A
10

Median OS
{95% ClI), mo

Events,
n (%)

98 (21)
98 (20)

HR (95% CI)

Pembrolizumab NR (NRtoNR)  1.08 (0.81-1.43)

Placebo NR (NR to NR)

1 48-mo rate

9%
81%

36 42
Time, months

409 369
438 380

6 12 18 24 30 48

No. at Risk
476
483

471
450

456
475

436
466

422
450

305
303

232
223

54 60 66 72

138 62

Chan et al.
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INKF/ABC-HCC: A pase lllb, randomized, multicenter, open-label trial of atezolizumab plus
bevacizumab versus TACE in intermediate-stage HCC

an international, randomized, multicenter, open-label, investigator-initiated phase 3b trial

Treatment phase (either systemic drug treatment

OR locoregional therapy)* memssmsoncotedeseNsecesessesssasacacedi FONOW-UpD

Screening ---> Stratification ---> Randomization --->

Stratification criteria:

FU assessments:

4 Atezolizumab 1.200mgiv. 31y >

* Region (Western Bevacizumab 15mg/kg i.v.
countries incl. Japan

vs. Asian countries 32 cycles / 24 months max.

w excl. Japan) . * QoL
Screening :
* AFP < 200ng/mLvs. + subsequent therapy lines

2 200ng/mL » + Disease status (if PD not
n =320 pts * ALBI(1vs.2) yet occurred at EOT)

* survival status

randomized * Vascular invasion
(yesvs. no) P
as long as TACEable n =254 events

S Patients will be treated until loss of clinical benefit, development of unacceptable toxicity,
participant request, or wi of (wh: first).

* Both conventional TACE (cTACE) and drug eluhng beads (DEB-TACE) approaches are
accepted. However, each study site is required to in the TACE procedure
and the use of doxorubicin or epirubicin as a chemoembolization agent throughout the study
duration.

ASCO Gastrointestinal
Cancers Symposium
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INKF/ABC-HCC: A pase lllb, randomized, multicenter, open-label trial of atezolizumab plus
bevacizumab versus TACE in intermediate-stage HCC

Primary endpoint

allowing a fair comparison between two modalities (systemic Tx vs. locoregional Tx)

Arm B (TACE)

R radiologic progression
1st condition or stable disease

2nd condition —_

- the loss of clinical benefit OR

Progression at critical anatomical sites

Development of symptoms and signs (including laboratory values) unequivocal progression of disease
Decline in ECOG performance status attributed to disease progression
No evidence of clinical benefit as assessed by the investigator

unacceptable toxicity OR
liver function deterioration OR

therapy not further applicable for other reasons

ASCO Gastrointestinal

presenteoey. PTOF. Dr. Peter R. Galle
Cancers Symposium | #Gl26 ‘

Presentation is property of the author and ASCO. Permission e ASCO :‘
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INKF/ABC-HCC: A pase lllb, randomized, multicenter, open-label trial of atezolizumab plus
bevacizumab versus TACE in intermediate-stage HCC

AmA Am B

atezo/bev TACE
(N=87) (N=81)

Events; n (%) 44 (50.8) 56 (69.1)

Median time 14.59 9.46

until event,
month (95%Cl)  (11.07-17.97)  (6.97-11.27)

Cumulative probability of treatment strategy failure

HR (95% Cl) 0.545 (0.359-0826); p=0.0043

+ Censored

5 10 15 20 25 30
Time (months)

‘Treatment arm Atezolizumab plus Bevacizumab (Arm A) TACE (Arm B)

ASCO Gastrointestinal #Gm §  cresenreosy. PO Dr. Peter R. Galle
Cancers Symposium | it | Presentation is property of the author and ASCO, Permission required
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Nivolumab plus ipilimumab vs lenvatinib or sorafenib as a first line treatment for
unresectable HCC: 4 years follow-up of CheckMate 9DW.

CheckMate 9DW

CheckMate 9DW study design

= CheckMate 9DW is a global, phase 3, randomized, open-label trial of NIVO in combination with IPI compared with LEN or
SOR as 1L treatment in patients with unresectable HCC?2

Key eligibility criteria:
. n =335 NIVO 1 mg/kg IV + IPI 3 mg/kg IV Q3W 3 .

Unresectable HCCE N-668 — (Up to 4 cycles) Primary endpoint:
= At least 1 measurable then NIVO 480 mg Q4Wd + 05

lesion (RECIST v1.1) Secondary endpoints:
= Systemic therapy naive = ORR and DOR by BICR per RECIST v1.1
= Child-Pugh score 5 or 6 * Time to symptom deterioration2

: . .

- ECOGPSO0or1 Investigator’s choice of Key exploratory endpoints:
= No main portal vein n =333 or SOR 400 mg PO BID = Safety

invasion (Vp4)

Stratification factors: Among 325 patients treated with LEN/SOR,
. Etiology (HBV ve HCV vs uninfected)ﬂ 275 (85%) received LEN, and 50 (15%) received SOR
= MVI/EHS (present vs absent) Treatment until disease progression,

unacceptable toxicity, withdrawal of consent
= AFP (< 400 vs 2 400 ng/ml—) (both arms), or a maximum treatment duration

of 2 years (NIVO + IPl arm only)

+ At data cutoff (July 9, 2025), median (range) follow-up" was 52.5 (44.0-66.1) months
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Nivolumab plus ipilimumab vs lenvatinib or sorafenib as a first line treatment for
unresectable HCC: 4 years follow-up of CheckMate 9DW.

LHELRIVELE FUYY

Overall survival, response, and duration of response

NIVO + IPI LEN/S0R

b
1004 (n = 335) (n = 333) Responseb
904 Events 221 235 40 - ORR: 36%

Median 0S, mo 23.7 20.6 (95% Cl, 31-42) N cr
£ 804 95% CI 18.8-29.4 17.7-22.5 < 35 W er
Z 70l HR (95% CI)° 0.78 (0.65-0.93) % 30 B
£ o i
B [

E ol 24-month rate (95% CI) E 25 |

o

5 50% (44-55 5

L: 504 { ) 36-month rate (95% CI) & 20 -

- v H

E 0] W"*i_ 39% (33-44) 48-month rate (95% Cl) ; 15 | PR: 28% (”(;R(F:!I 113;’;617)

] P 31% (26-36)  NvO + IPI Z :

?5 1 :399f (34 ;‘E]’“'—E | E‘ 0

5 139% - — i o

= 20 ' H - | o 5 -

o | : 25% [21%. LEN/SOR

! | | S+ 0
104 ! 1 1 18% (14-23) R T -
! ! | NIVO + IPI LEN/SOR
0 T T T T T T T T T T T T T T T i T T T T T 1 (l'l = 335) (I'l = 333)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
Months Median TTR (range),® mo 2.2 (1.1-41.7) 3.7 (0.6-8.0)

No. at risk Median DOR (95% CI),* mo  34.3 (22.6-47.7) 12.9 (10.2-33.9)
HIVO + IPI 335 300 264 240 220 207 180 163 151 139 132 124 115 104 99 83 62 44 26 16 7 5 0 . 5
LEN/SOR 333 310 280 245 217 194 164 144 116 107 92 77 71 64 60 47 33 25 18 9 3 1 0 Patients with DOR

x 48 mo,2 % (95% Cl) 37 (24-50) 12 (1-38)

- Sustained OS benefit with NIVO + IPI vs LEN/SOR with longer follow-up, and higher 48-month OS rates
» Continued ORR benefit with NIVO + IPl vs LEN/SOR, with a higher CR rate and durable responses
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Nivolumab plus ipilimumab vs lenvatinib or sorafenib as a first line treatment for
unresectable HCC: 4 years follow-up of CheckMate 9DW.

Safety summary

TRAEs occurring in 2 10% of patients
NIVO + IPl (n = 332) LEMN/SOR (n = 325)

All treated patients, n (%)

NIVO + IPI
(n=332)

LEN/SOR
(n = 325)

Hypertension 2 42
Median (range) duration of 47 (<0.1t024.4) | 6.9 (< 0.1 to 50.6) Diarrhea 1 1
treatment, mo PPE syndrome 7
Pruritus 28 2

NIVO + IPI
(n = 332)

LEN/SOR
{n = 325)

Hypothyroidism

Decreased appetite 7 <
All treated patients, n (%) Proteinuria
TRAEs: Rash 20 P
AST increased 19 6 -
Any TRAEs 277 (83) | 136 (41) | 297 (91) | 138 (42) ALT increased 1 5 -
Serious TRAEs 94 (28) 83(25) | 47 (14) | 42 (13) Asthenia 10 - Grade 3/4
TRAEs leading to discontinuation| 59 (18) | 44 (13) | 34 (10) 21 (8) Fatigue 8
Treatment-related deaths? 12 (4)c 3 (< 1) Dysphonia
l—— @ =1 Weight decreased

« Safety was consistent with previous follow-up,’ with no new safety signals

Lipase increased

Nausea 6
Hyperthyroidism 10
! T T i T T |
60 40 20 0 20 40 60

Incidence, %
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Nivolumab plus ipilimumab vs lenvatinib or sorafenib as a first line treatment for
unresectable HCC: 4 years follow-up of CheckMate 9DW.

Immune-mediated hepatitis with NIVO + IPI

NIVO + IPI . .
(n _ 332) High-dose sr;‘e:u;fls
Received =
All NIVO + IPI treated Grade | high-dose | Leading
patients, n (%) steroids® | to D/C .
Hepatitis IMAEs® 63 (19) | 51 (15) | 56 (17) 19 (6) . .
&S .’
E W
+ Median time to onset of any-grade immune-mediated
hepatitis was 6.0 (range, 0.9-88.9) weeks; these events
resolved in 47 of 63 (75%) patients with a median time ;g“ trtea;”mg ot ‘Sjtfftf_zat;“ft"; .
s nset o atitis ‘eroid stal ate
to resolution of 10.3 (range, 0.9-129.3+) weeks e P @ First respanse per BICR
L. . . = Progressive disease ® Death
+ Hepatitis IMAEs continued to be manageable using
established algorithms and most did not result in
treatment discontinuation . Tow-dose or
-8 T — - « * steroid-free

I EEE EEEEEEEE R

Survival from treatment initiation (menths)
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