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Gastroesophageal cancer

RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

= Clinical practice guidelines as of early 2024

ANNALS,

ONCOLOG * Curative treatment should include surgery.
a0 ot Practice Guidtine for dingnost, * Any tumor>T1 requires systemic therapy in addition to surgery:
. 1. Perioperative CT [IA].

2. Neoadjuvant CRT [IA] - Adjuvant nivolumab in non-pCR [IA].

Obermannova R. Ann Oncol 2022; 33 (10): 992-1004.

CTNVIstaging (endosopy, EUS, MS-CT, FDG-PET]
Furcticnal it (symptorrs, comorbidiy, nuti patent preferences)

J U

Enrly dissase Locally advanced iseass
{6T1 cHD W0} (6T2-T4 or i-4 NI)

U

- Mﬁm | Ccross (2012)

Restaging Follow-up Restaging
(exciusionof A1) {every 3 morths) (exchusionof A1)

Festaging
(exclusion of Mf)

!

pretar  MAGIC (2006)
GRS FLOT4/AI0 (2017)

!

CheckMate-577

Gastric cancer: ESMO Clinical Practice Guideline for diagnosis, treatment

and follow-up

ANNALS
ONCOLOGY *

Any tumor>T1 requires systemic therapy in addition to surgery:

1. Perioperative CT [IA] {preffered
2. Adiuvant CT[IA]

5, A Vogel™ 8 €. Semah’ on bahatt

[Endoscopic (a) or
surgical resection (b) [ill, B]

Localised gastric cancer

|

Lordick F. Ann Oncol 2022; 33 (10): 1005-1020..

v

|

Stage [A T1 NO MO Stage IB-1l >T1 and/or 2N0 M0

|

Multimodality treatment

_IhH

+
Pre-operative ChT (c) [1, A]
Radical gastrectomy (d)

D2 lymphadenectomy [1, A]

Post-operative ChT (c) [I, A]

H

v

No pre-operative ChT
(staging issue or
emergency surgery) (e)

D2 lymphadenectomy [1, A]

PPost-operative ChT (f.g,h) [1, A]
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RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

= ESOPEC trial: Perioperative FLOT compared with neoadjuvant CRT improves survival among resectable

esophageal/GEJ AC patients

Baseline characteristics-ITT population

2024 ASCO
The NEW ENGLAND -
Perioperative Chemotherapy (FLOT) versus JOURNAL ofs MEDICINE floT chm:;:::;a
Neoadjuvant Chemoradiotherapy (CROSS) P SF I T Ty e —— . 2]
for Resectable Esophageal Adenocarcinoma Characteristic (N=221) [N=217)
e BCO2eie 2R e atiotherany Th Eohagest Daneee. Median age (range) —yr 63 (37-36) 63 (30-80)
e " Sex— no. (%)
Male 197 (89.1) 194 (89.4)
Female 24(109) 23 (106)
Main Eligibility Criteria c':l':;';m‘r:‘e g:::;m“ ECOG performance:status score — no. (%}
2 Sugey Py 0 162 (73.3) 156 (71.9)
Inclusion Criteria Exclusion Criteria SFU,Leucovorin, T 55U, Leucovorin, 1 54 (243) 59 (27.2)
0 HiStOlOgy: Adenocarcinoma . Squamous or other non- Oxah’platil!. Docetaxel 46 w:fh Oxaliplalin, Docetaxel 2 5(23) 2(09)
+ Esophageal cancer adenocarcinoma histology dcyclesindwecks | vecls aftr 4ycles In 8 weeks Clinical tumor stage — no. ftotal no. (%)
according UICC (TNM7)'*  « Gastric cancer 11 e L 3220 (1.4) 4216 (19)
* Clinical stage cT1N+ or¢T2. * Clinical Stage cT1cNO and Neoadjwant m /220 (182) 33/216 (15.3)
4a, cNO/+, cMD cT4b Chemoradiation @ 155/220 (70.5) 167/216 (77.3)
+ Metastatic disease i Gy | Surgery @ 19/220 (8.6) 10216 (46)
! 44
. ) N PaclitaxelCarboplatin | weeks o oy 2809
el | coc g ctse 1o
ND 902 40(13.4)
Key Trial Endpoints N+ 172 (77.8) 177 (81.6)
e ; ; Tumor location before therapy — no. ftotal no. (%)q
T Overst sunRl(09) e i Esophagus, Siewert type |, of both 98/215 (45.6) o712 (45.9)
Siewerttype I 70215 (326) 62212 (29.2)
Hoeppner J. NEJM 2025; 392 (4): 23-35. Siawerttype 55 23) 52 24)
Notclassifiable 424215 (19.5) 48212 (226)
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‘ RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Pathology results-Surgery population Progression-free survival

.| FOTGrop | CROSSGroup ]
180

Resection status
94.2%

Randomized treatment|
e £ OT
(035

Median follow-up: 55 months Events | 107

80

604 16
95% Cl

12— 22
(months)

40

' 3-year‘
PFS |51.6%
204 rate

Progression free survival (%)

1HR 066 (051-0.88) p=0.001 e —
04 rate
0 12 u 3 48 60 n 84

Months from randomization
FLOT o 135 0 % 73 i} n 0
CROSS 217 113 0 6 k] ) 9 0

|
|
|
|
|
|
|
|
|
|
|
|
|
t

per local pathology assessmen

*  pCR: 16.8% (FLOT) vs. 10.0% (CROSS) =  Clear PFS benefit in favor of perioperative CT compared
with neoadyuvant CRT

Hoeppner J. NEJM 2025; 392 (4): 23-35.
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‘ RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Overall survival Incidence of recurrence-Tumor resection population
i —
L Randomized treatment
e LT Cumulative incidence of distant recurrence Cumulative incidence of locoregional recurrence
— (R0SS [
804 - :
Median folow-up: 55 months Events %2 1o HR 0.59 (043-0.82) p=0.002 \% g HR 1.00 (0.62.61) p=0.99 \%
g : ' [ g ]
T e 39 ]
3 95% Cl | 95% Cl § H
J 38—-ne | 29-45 £ §
o (months) H g‘
T
2 i
3 0S |58.1%
rate y y T T T y ¥ y y y T T y y
20 i t 5 year - 2 3? ) 48 0 12 A 36f . 48
¥ o Months from randomization Months from randomization
HROT (053092 0112 oS | 51.8% g i aahowora a
rate
0 -

’oon oW % B @® N w FLOT | CROSS
H * 0, 0,
Months from randomization .5% | 47.2%
FLOT 21 m 2 1w C “ L 0 20.2% | 17.4% |*3year cumulative incidences
CROSS 217 146 3 2 5 32 15 0

=  Clear OS benefit in favor of perioperative CT compared ]

FLOT improves OS through a significant reduction in
with neoadyuvant CRT

distant recurrence compared to CROSS

Hoeppner J. NEJM 2025; 392 (4): 23-35.
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RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

=  MATTERHORN: DURVALUMAB with FLOT significantly improved EFS and OS vs. FLOT alone in

resectable gastric/GEJ adenocarcinoma

Baseline Characteristics

Balanced in both arms EE————
1, (n=a74)"
| ORIGINAL ARTICLE | - Age, years Median (range) 62 (26-84) 63 (28-83)
PN) BREAKING NEWS Gesar o o1 o1
. . * . Geographic region, % Non-Asia 81 81
Perioperative Durvalumab in Gastric ») graphic region, % Ao = 5
and Gastroesophageal Junction Cancer ASCO A ) o I
Y.Y. Janjigian,' 5.-E. Al-Batran,? Z.A. Wainberg,? K. Muro,* D. Molena,* 2025 Site of tumor, % Castic L o
E. Van Cutsem,® W.J. Hyung,” L. Wyrwicz,® D.-Y. Oh,® T. Omori,’* M. Moehler,’! ANNUAL MEETING = - GEJ 32 33
M. Garrido, 5.C.5. Oliveira,’ M. Liberman, V.C. Oliden,' E.C. Smyth,’ Primary tumor stage, % :“ i ?g ?;
A. Stein,”” M. Bilici,® M.L. Alvarenga,’ V. Kozlov,” F. Rivera, A. Kawazoe,? ClIniCal BB NINCAE Statits. it Ni”' o 70
Q©. Serrano,® E. Heilbron,?* A. Negro,™ J.F. Kurland,* and J. Tabernero,” P[')nlljﬂ ymph node sf us; :
for the MATTERHORN Investigators® -Calexpress lonibyATAT. % 1% 10 10
& 21% 90 90
:’:;svtsu:igﬁltzf :ssessed) b ey e 0
, %
MATTERHORNis'a global, Phase 3, randomized; double-blind, placebo-controlled study Diffuse , 27 25
; Unspecified adenocarcinoma or mixed / other 21 25
. i . 9 -hi
S Pre-operative Post-operative (1-year duration) MSIStatis;Ne Em - o o
Study population 2doses of 2 dosas of 10 doses of Not evaluable / missing 31 30
A - durvalumzb orplacebo durvalumab of placebo  durvalumab er
+ Gastic and GEJ adenocarcinoma ddoses FLOT 4doses FLOT placebo
= Stagell, llland VA
(»T2 NO-3 M0 o T0-4 N1-3 MO) -
« Noevidence of metastasis Durvalumab Durvalumabt Durvalumab Treatment Del ivery
 Nopior herapy PlusFLOT  RERUY plUsFLOT Primary objective: Similar in both arms; durvalumab did not affect FLOT administration
- ECOGPSDart . B
- Giobal enrelment from Asia, EUWDC Key SECDHd@’Y Durvalumab + FLOT (n=475)* Placebo + FLOT (n=469)*
North Ameiica, and South America objectives: Durvalumab Placebo
+ Centia review of Median number of necadjuvant cycles. 20 20 20 20
Stratificatlon factors 0 Placebot pathological compets Median number of adjuvant cyclest 12.0 2.0 12.0 2.0
+ Geographit region: ASia versis us FLOT us FLOT. Placebo fesponse by modified Number of Cycles of dur or placebo + FLOT
nonsia P P Ryan citeria (Days 1 and 15), %
+ Clinical lymph nodz status: postive - 08 al ] s b el
versus gl Dunalumab 1500 == =0 =0 L Z
mg or placebo Q4 (Day 1) plus FLOT Q2W (Days 1.and 15) -
. :;E-Pu s TAP <% versus fo & ycies 2 s of Cuvalumabor placeoo plus & sss o FLOT pra-and D et 1B D ety oo o7 plecaboz PLAT
2 posk-operative), folowed by durvalumab or placebo Q4W (Day 1) for 10 further cycles >1 76 75 74 74
>2 (2 cycles for FLOT) 73 67 72 68
23+ T2 - 71
Janjigian YY. N Engl J Med 2025; 393 (3): 217-230. 12 52 R 51
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Gastroesophageal cancer

RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Pathological response

Pathological complete

Combined complete and
near-complete pathological

response
response
AM2%
A12%
Odds ratio: 3.08 Odds atlor 219
(95%C1,2.03-467)
2 i 5 - 6L 5300
30 4
2 4 A12%
g 5
g 15 2 2/
2 2
= B =4 15 4
[ x 10
51 5
0 - 0-
Durvalumab plus FLOT Placebo plus FLOT
Durvalumab plus FLOT Placebo plus FLOT - p _P
(n=474) (n=474) (n=474) (n=474)
Control arm **Near-complete pathological response = single
Lower pCR than in pivotal studies (15% in FLOT-4) cells or rare small groups of cancer cells at the
time of resection.
Pathological complete reaponsa
Durvalumah Placetin )
pAOLN  pFOLN Odds ratio (35% C1)
P01 expression al bassline
el% i q — 083 [118511)
1% % a7 T IT[A5E1Y)
it 75 m —— 25 (1.41.45)
Eid ] 4 —+— 373 (225630

Primary endpoint: Event free survival (EFS)

A statistically significant improvement in EFS was observed with
durvalumab with FLOT vs. placebo with FLOT

0.4

Probability of EFS
o
&
I

0.3
0.2
0.1+

0.0-

Durvalumab + FLOT Placebo +FLOT

(n=474)* (n=474)*
Medan EFS (5% CI),mo  NR (40.7-NR) 32.8 (27.9-NR)
HR (35% CI) 0.71 (0.58-0.86)
18-mo EFS Stratified log-rank p-valuet <0.001
73%  24-mo EFS
e Durvalumab + FLOT

-HET—--NMW

1 59% oy
] L TR T — H
: Placebo + FLOT

Median (range) duration of follow-up’, mo
+ Dunvalumab + FLOT: 31.6(0.0-48.1)
« Placebo + FLOT: 31.4 (0.0-46.1)

T T T
0 3 6 9
No. of
participants at risk
Durvalumab + FLOT 474 436 404 381
Placebo +FLOT 474 428 382 360

12

351

T T T T T T T T T T T T
% 1® 21 # 7 W B X B a2 446 48
Time since randomization (mo)

334 30 07 68 234 87 107 & B 0 2 1

329 W2 28 w4 e 200 160 89 65 26 A 2 1

i

Total events
0 167
0 28

Durvalumab Placebo
plus FLOT plus FLOT Hazard Ratio for Event (95% CI)
with I no. of participants (%)

Subgroup
o. of
PD-L1 expression, according to TAP
21%
<1%

1507426 (35.2)
17748 (35.4)

197/427 (46.1)
21/47 (44.7)

0.70 (0.57-0387)
0.77 (0.40-1.46)

Janjigian YY. N Engl J Med 2025; 393 (3): 217-230.
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RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Final overall survival

Durvalumab # FLOT demonstrated a statistically significant and clinically meaningful improvement in OS versus
placebo + FLOT in the intention to treat population

Probability of OS.
=
L

Durvalumab+ FLOT  Placebo + FLOT

= (44
Medan OSQ%Chmo  NRIRAR)  AR(NRAR)
24-mo 03
, HR 85t C)) D78 {083-09%
AN 3mo 08 "
Tidh S8T Stnaffied logankpvale . . i
77.1%% ath KPR s sl <) 49
04

MMMW Durvalurab # FLOT
61.9% Placebo + FLOT

Megdian (range) duration of follow-up, mo
* Durvalumab + FLOT: 430 (3.4-670)
* Placebo + FLOT: 429 (0.0-56.5)

No. of

participants at risk
Durvalumab +FLOT 474
Placebo +FLOT 474

44
45

438
49

i
i

n
3%

Time since randomisation (mo)

MW oW oW B W W W MM
oW W WM oM B M om M

£ 86 8 0 ¥ T 6
Totalno.
of events
® om n B’ & 1 0 W
for % & 2B 7 0 0 1%

Janjigian YY. N Engl J Med 2025; 393 (3): 217-230. Tabernero J. ESMO 2025.

OS in key subgroups

A consistent benefit in OS was observed with durvalumab + FLOT versus placebo + FLOT in most key subgroups

OSHR

Subgroup Category N (95% CI)
All participants 948 —e— 0.78 (0.63-0.96)
Sex Male 682 —— 0.74 (0.58-0.95)

Female 266 . 091(062-1.35)
Age at randomisation <B5 years 556 e 0.78 (0.58-1.04)

265 years 392 —— 0.81(058-1.11)
Geographic region Asia 180 | S E— 074 (043-1.27)

Non-Asia 768 —— 0.80 (0.64-1.00)
PD-L1 expression status® ~ TAP 1% 853 ——i 079 (063-099)

TAP <1% % * 0.79 (0.41-1.50)
Clinical lymph node status ~ Positive 667 —e—— 073 (0.57-094)

Negative 217 e 1.01 (0.67-151)
Primary tumour location ~ Gastric 540 ——— 0.85 (0.66-1.10)

GEJ 308 —— 069 (0.47-0.99)
ECOG P8 0 703 —— 0.76 (0.59-097)

1 245 i 087 (058-1.32)
Histology type Intestinal 483 —— 076 (0.56-105)

Diffuse 249 e 0.98 (0.68-1.40)

Indeterminate 216 —— 0,61 (0.33-0.96)

T T T T
00 05 R 10 15 20
Durvalumab + FLOT better Placebo + FLOT better

OS by PD-L1 status

08 was improved with durvalumab + FLOT versus placebo + FLOT regardless of PD-L1 status

PD-L1 TAP 21%*

Durvalumab+ | Placebo + FLOT
27)

FLOT (n=426)
Median OS (85% Gl), o NR (NR-NR)
HR (35% CI)

Probability of 0.

R (NR-NR)
0.79(0.63-0.89)

Durvalumab + FLOT

Placebo + FLOT

Noof Time since randomisation (mo)

participants at risk
DUIVAIUMED + FLOT 425 41 6 353 36 353 41 92 1/ 308 301 292 286 229 165 101 68 2

Placebo+ FLOT 427 412 397 377 356 340 324 308 295 281 270 267 253 200 162 91 59 22 6

L e e s e e e e
1215 18 21 24 27 30 3B % 39 42 45 48 51 54 & 60

Probabilty of 05

PD-L1 TAP «1%*

HR (35% CI)

Durvalumab+ | Placebo + FLOT
FLOT (n=48) (n=47)

Median O3 (9% G, mo N (43.66-NR)  NK (21./2-NR)

079 (0.41-1.50)

Durvalumab + FL(

ot

Placebo + FLOT

Total no.

ofevents  participants atrisk
W DuvaumaD+HLOI 48 45 43 39
n Placebo +FLOT 47 45 42 3

3 3
7 W W

T T T T T T T T T T T T T T T T
9 1215 18 2124 27 30 3 3 9 42 45 48 51 54 & 60

Time since randomisation (mo)

»

3

1

B 3 ;
ERE]

3
23

@
%

R

%2115 8 2
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Gastroesophageal cancer

‘ RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

MATTERHORN supports global adoption of perioperative durvalumab with |
FLOT as a new standard for patients with localized gastric and
gastroesophageal adenocarcinoma

Obermannova R.
ESMO Open 2025; 10 (2): 104134

Local o bocoreglonal resectable oesophageal or DGJ cancer

CTNM stecing (encoscopy, EUS, MS-CT, FOG-PET)
Functional assessment (symptoms, comorbid ty,rutritional status, patient preferences)

1

Resection® [, A| l

Lecally advanced disease
(CT2-T4 o cN1+3 M)

Lordick F.
Ann Oncol 2022; 33(10): 1005-1020

Endoscopic (a) or
surgical resection (b) [ll, B]

m] — ANALS = m | £SO
- ONCOLOGY o OPEN 2=
. -
Localised gastric cancer
Gastrc cancer: ESMO Clinical Practice Guidelne for diagnosis, treatment ESMO Clinical Practice Guideline interim update on the treatment of locally
and follow-up advanced and ic junction inoma and
.o o, o P, Vg 4. e
e 540 R L Obermannovs’

v

Stage IA T1 NO M0

|

v

Stage IBHIl >T1 and/or 2N0 M0

}

Multimodality treatment

¢
. TR
Durvalumab+
. No pre-operative ChT
S FLOT o
I M (staging issue or
o unalumabe | =)
_______ j FLOT r l I
EMA CHMP positive
Follow-up (every 3 morths) Restaging (exclusion of M1) Restaging (exclusion of M1} opinion Radical gastrectomy (d) Radical gastrectomy (d)
Feb-2026 D2 lymphadenectomy [1, A] D2 lymphadenectomy [1, A]
N y Nov-2025 | l
Imfnai perioperative regimen recommended for approval n the Sabage rsecton - - Resection
EU by CHMP for patients with early gastric and 0 BA LA
qastroesophageal cancers D
urvalumab+ 'I E
Durvalumab+ Durvalumab
Aot dumas »| Durvalumab FLOT
i FLOT
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TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

= (Clinical practice guidelines: FIRST-LINE therapy in HER2+ disease

m = ON%EAOLE& Advanced/metastatic
— unresectable oesophageal, . . ys
oesophagogastric junction First-line for HER2-positive
Gastric cancer: ESMO Clinical Practice Guideline for diagnosis, treatment or gastric adenocarcinoma
and follow-up’ in HER2-positive (a)
i o, . s, s, A g .5, o, o e [ESCAT I-A (b)]

@=SMO Gastric Cancer Living Guideline = l

1st-line treatment

v1.4 - September 2024 @

|

Platin-fluoroprimidine

doublet ChT (c)
KEYNOTE-811 | VN |

(2022) |

-

PD-L1-positive CPS =1
[ESCAT I-A (b)]

[©)

PD-L1-negative CPS <1

KEYTRUDA, en combinacién con trastuzumab, y  Resuelto No incluida l l

quimioterapia basada en fluoropirimidina y

platino, esté indicado para el tratamiento de Addition of trastuzumab and Addition of rastuzumab

primera linea del adenocarcinoma gastrico o de = -

la union gastroesofagica HER-2 positivo PD-1ICI (d) [, A; MCBS 3] 0, A; MCBS 3]
avanzado i ° 4

len adultos cuyos tumores expresen PD-L1 con @ @

luna CPS mayor o igual a 1. I

Radical resection to be considered in
highly selected cases (e.f)

®

Lordick F. Ann Oncol 2022; 33 (10): 1005-1020.
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TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

=  HERIZON-GEA-01: FIRST-LINE ZANIDATAMAB+/- TISLELIZUMAB +CT significantly improved PFS and

OS in advanced gastric/GEJ adenocarcinoma.

Zanidatamab + chemotherapy # tislelizumab for
first-line HER2-positive locally advanced, unresectable,
or metastatic gastroesophageal adenocarcinoma:
Primary analysis from HERIZON-GEA-01

HERIZON-GEA-01 Study Design

Global phase 3 trial of zanidatamab + chemotherapy t tislelizumab vs trastuzumab + chemotherapy in previously

untreated patients with HERZ2+ mGEA

Key Eligibility Criteria

+ Age 18 years

+ Unrasectable, lecally advanced,
recurrent or metastatic GEA

+ HERZ IHC 3+ or [HC 2+15H+
per czniral testing

+ ECOGPS0art

+ Ne prier treatment for locally advanced
or metasiatic disease

+ No prier HER2-targeted agents or
immunotherapy in any setiing

Stratification Factors
+ Geographic region

+ HERZ status

+ ECOGPS

N=514

Arm A: Trastuzumab +
chemotherapy*

Arm B: Zanidatamab
1800 mg (<70 kalf2400 mg (270 kg) IV W

+ chemotherapy®

Arm C: Zanidatamab
1800 g (<70 Kg/2400 g (270 ) IV CBW.

+islelizumab® + chematherapy®

Prophykasis t pravant IR and diammea was
mandalory in e zandaamab-contaming anms

CTIMRE
QW

Dual Primary Endpoints

+ PFS (per BICR)

+ 08

Select Secondary Endpoints
+ cORR (per BICR)

+ Frequency and severity of AEs

Trealment unli disease progressian'dealh/unacceptable toxlcity
Cl by cold be inued after & eycles

-

Clinlcalrials.gav: NCTO5152147

Elimova E. J Clin Oncol 44, 2026 (suppl 2; abstr LBA285)

nenieun

Patient Disposition

A total of 914 patients were randomized, and median follow-up was >2 years

Zanidatamab + CT Trastuzumab + CT
n = 304; 300 patients treated® n = 308; 302 patients treated

Median (range) follow-up Median (range) follow-up
25.9 (7.9-45.5) months 25.8 (7.5-45.6) months

Zanidatamab + tislelizumab + CT
n = 302; 299 patients treated?

Median (range) follow-up
26.0 (7.6-46.0) months

Baseline Demographics and Disease Characteristiggm

Demographics and clinical characteristics were balanced across all 3 treatment arms

Zanidatamab + Zanidatamab +
tislelizumab + CT  Zanidatamab+CT Trasfuzumab+CT fislelizumab +CT Zanidatamab+CT ~ Trastuzumab +CT
n=302) [n=304) n=308) {n=302) {n=304) n=308)

Age, median (range),jears  630(22-81)  625(25-87)  G40(21-84)  Anatomical subtype
Male sex WY ME BT Gastic NB(809) BTN 26(734)
Geographic region GEJ 74(245) 61(20.1) 60(19.5)

Asia 169(526)  163(538)  166(336)  Esoprageal 086 9128 2(11)

EUNerth America 9315 91299) W02 HER2IHC 3+ B1(831)  I1(826)  255(828)

" ) X )
Restof the worid 48(159) 50(16.4) CUCH satis
)

EC0GES: TAP score <% 90{298) 108 (365) 9B(318)

! o) B B B7(619) 178366 188(810)

1 wogs  mogss ety A saeth ‘ : :
Disease status Chaice of chemotherapy backhone

Metastali W40 MWHE0) W1 CAPOX 304 7EE0Y BN

Unresectaie locely advanced  18(6.0) 830) 9129) FP 29(06) 28(92) 5{84)
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TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

Primary Endpoint: PFS per BICR

Statistically significant and clinically meaningful improvement in PFS with)

(>4-month prolongation in median PFS)
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Primary Endpoint: Overall survival
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TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

= DESTINY-Gastric04: TRASTUZUMAB DERUXTECAN significantly improved OS in SECOND-LINE

treatment of HER2+ advanced gastric/GEJ adenocarcinoma.

ORIGINAL ARTICLE H H H H
“ ” s Demographics and baseline characteristics
Trastuzumab Deruxtecan or Ramucirumab ‘Q BREAKING NEWS
plus Paclitaxel in Gastric Cancer -
K. Shitara,’ E. Van Cutsem,** M. Giimiis,** S. Lonardi,® C. de la Fouchardiére,” J T-DXd RAM+PTX T-DXd RAM+ PTX
C. Coutzac,’ J. Dekervel,** D. Hochhauser,® L. Shen,**® W. Mansoor, B. Liu,"? 2025 ASCO n =246 n=248 n=246 n=248
L. Fornaro,”® M.-H. Ryu,'*** J. Lee,'® C. Faustino,'” J.-P. Metges,'* J. Tabernero,'** "
F. Framke, Y.Y. Janfigian  F. Souza L. Jukofoky® Y. 2hao, T. Kamio ANNUAL MEETING Age, median (range) years  G32(21.1841)  643(319470)  HER2status*n ()
A. Zaanan,**? and F. Pietrantonio,* for the DESTINY-Gastric04 Trial Investigators* Male, n (%) 187 (76.0) 205 (82.7) IHC 2+/ISH# 9 (159) 40(161)
- - Geography,* n (1) IHC 3+ W81 208(89)
DESTINY-Gastric04: A Global, Multicenter, Randomized, Phase 3 Trial (NCT04704934) ‘é;’;sxc'”“‘"g mairand 57(23) 60(242) Time to progression on 1L therapy,* n (%)
Patient Population Primary Endpoint Wester Europe 140(59) 139(66.0) Foneats i) - |l
T-DXd . 08 Meinland ChinalROW 49(199) 49(199) ghnonts ) | k)
¢ HER2+ (IHC 3+ or IHC 2+/ISH+)2 GC/GEJA 6.4 mglkg Q3W ) Race,n (%) Prior treatment with ICI, n (%)
¢ HER2 status confirmed locally or centrally> on a .Secspga(m\s)gdpomts White 16472) 130 (52.4) Yes 39(15.9) 38(15.3)
;:eac;:tz :ﬁgzy obtained after progression on + Confirmed ORR (INV)e BlackdAffoan American 0 208) No 207 (84.1) 210(84.7)
* DCR(INVP " Metastatic sites, n (%)
* ECOGPS0or1 RAM+ PTX¢ * DOR (INV)e Astan 101 (41.1) 97(39.1)
. <2 73(29.7 75(30.2,
* No clinically active CNS metastases® Salety Other 28(114) 19(1.7) ) e (2
5 2! 173(70.3) 173(69.8)
Stratification factors Exploratory Endpoints ECOSPS,n(kh) ¢ X
*HER2 status (IHC 3+ vs IHC 2+/ISH+) * PROs! 01 97(39.4)| 148 (60.2) 88 (35.5)| 168 (637)  Presence of liver metastases, n () 147 (59.8) 158 (63.7)
. Geogr.a;l)hyd(éﬂa [elzxcltjdifng mﬂzi)nland China] vs Western Europe 2| missing 1(04)]0 1(04)]1(04) Presence of brain metastases, n (%) 16(6.5) 18(7.3)
vs mainland Chinalrest of wo . ]
* Time to progression on 1L therapy (<6 months vs 26 months) Statistical Analysis Primary tumor location, n () 1L, frstin, ECOG P, Exten Coopae Onclgy Gouppromance it GEL, gstoesghageljncion
casie i@ ) | [t o et ks
e e B e e sy 1o A0S, Statficaon actor by interactveresponse technology. Lol o cental ER? status.
GEJ 93(37.8) 99(39.9) 0 Copyiht 2025

Shitara K, et al.
N Engl J Med 2025; 393 (4): 336-348.

events [~70%°])

Interim OS analysis (planned after enrollment completion and 237 OS
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TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

Primary endpoint: Overall Survival
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T-DXd demonstrated a statistically significant and clinically meaningful improvement in OS compared with
RAM + PTXin HER2+ GCIGEJA, showing a 30% reduction in risk of death

Shitara K, et al.

N Engl J Med 2025; 393 (4): 336-348.
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TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

= (Clinical practice guidelines: SECOND-LINE therapy in HER2+ disease

ONCOLOGY
~~~~~~~~~~~~~ Advancedimetastatic

unresectable oesophageal,

i oesophagogastric junction
e and gastric adenocarcinoma

%@ESMO Gastric Cancer Living Guideline = 1

v1.4 - September 2024
Second-ling treatment

®

| DESTINY-Gastric04

l l l (2(‘)25) m FPP{E’."““&?‘G AR

A MSI-H/dMMR "
No contraindications Contraindications for Contraindications for [ESCAT score: LB 4] HER2-positive (b) v v
for ChT or ChT antiangiogenic tx @ @
‘ Enhertu en monoterapia esté ndicadopara  Resueo  (*|No inc\uid)
|

antiangiogenic tx
l \ l l l e ratamientode padentes adultos con
ST 1 adenocarcinoma gastrico o dela unidn
Ramucirumab-paclitaxel Ramucirumah monotherapy Taxane or Pembrolizumab monatherapy Trastuzumab deruxtecan RO ﬁm’e?;’,gﬂg'“ HER st ezt qe
[LA; MCBS 2] [l B; MCBS 1] irinotecan [1, A] [ll;A; MCBS 2] [IlA; MCBS 4] \ t;:{;;u'n:az””a patepreiacan

Lordick F. Ann Oncol 2022; 33 (10): 1005-1020.
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RESECTABLE/BORDERLINE RESECTABLE STAGE I-lll PDAC

= PACT-21 CASSANDRA: Neoadjuvant PAXG significantly prolongs EFS compared to mFOLFIRINOX

in resectable and borderline resectable stage I-1ll PDAC.

202s ASCO

ANNUAL MEETING

Results of a randomized phase 3 trial of
pre-operative chemotherapy with

mFOLFIRINOX or PAXG regimen for
stage I-lll pancreatic ductal adenocarcinoma
CASSANDRA - PACT-21 trial

Preoperative mFOLFIRINOX versus PAXG for stage |-l
resectable and borderline resectable pancreatic ductal
adenocarcinoma (PACT-21 CASSANDRA): results of the first
randomisation analysis of a randomised, open-label,

Primary endpoint: Event-free Survival

PRIMARY ENDPOINT

EFS EVENT = RECIST 1.1 progression; recurrence; unresectability; intraop M+;

2x2 factorial phase 3 trial ! -1 P
CA19-9 failure (=2 consecutive increases 220%, separated by 24 w); death

Cisplatin -~ 3omgh V. ol 179 EVENTS PAXG mFEX

NUSORO, Nab Pl B e S . Median follow-up Median EFS @5%c)) 16.0 (12.4-19.8) 10.2 (8.7-13.0)
/ Capecitabing ;fy’f"fl"‘““ chemotherapy W b PAXG 24.5 mo 1y EFS (95%c1) 61% (56-65%)  45% (41-49%)
o Gerciabine w";,mzw AL '\ mFFEX 26.0 mo 3y EFS (95%C) 31% (25-36%)  13% (9-17%)
Pathological diagnosis of PDAC B HR (95% CI) 0.64 (0.48-0.86)
S T } p-value 0.003

T
§s .
0 =
Resectable/Borderiine Resectable” g4 TR Ef:’ 5 sl W,
Rl Every 14 days for 4 ronths g e
KPS > 60% 5: Eg gl ™ Type of event  PAXG
3 | s §
I:‘gefls-“” g8 55 . Event-free 38% 25%
o prior ireatment o Mgt 0 B e o
g PR 57 f:;::g"“ "’ i Progression 16% 20%
-
i i " Unresectable 49 29
D Leucovorin ~ 409mgini v L e T T e ssmeprassmsegen % %
llinotecan 15dmgii v Sugery eeversnseees MFOLFIRINOX Recurrence 27% 31%
v v e 11 [Mintraop M+ 3% 5%
Occiglain s5mghe I I I R T T R R R RN
N - 2 6 1 Number at ik Horihs CA19-9 9% 16%
Do e 1 ¢ 8 a6 Death 39, 20
mFOLFIRINOX 125 120 1z 95 & 63 5 4 o7 29 25 21 15 13 1 7 6 5 & 3 3 2 2 0

CT scan every 8 weeks; CAL9-9 every 4 weeks

Reni M. Lancet 2026; 406(10522): 2945-2956.
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‘ RESECTABLE/BORDERLINE RESECTABLE STAGE I-lll PDAC

Overall survival (immature data)

Median OS (95%Cl)

A1 2y 0OS 68% (63-73%)
3y OS 51% (45-57%)
T HR (95% Cl)

p-value

OverallSurvival (%)

Any therapy (%)
o Single agent

o PAXG Nab-Gem based
............. mFOLFIRINOX (na|)l|’l-FU

+ %= |Others

None

o

Numberatrisk
PAXG 132 132 132 131 130 120 106 %4 8 70 56 51 46 3B I 25 20 ® 13 7 6
MFOLFIRINOX 128 128 127 126 117

Mmoo 8 73 63 st a7 3 3 B 9 % 75 4.3 1 1 10

Subsequent therapy

37.3 (26.9-NR) 26.0 (23.6-39.4)
58% (53-63%)
40% (34-46%)
0.70 (0.47-1.04)

0.07

PAXG
71 (87)
10 (12)
32 (39)
20 (24)
9 (11)

11 (13)

79 (81)
8(8)
57 (59)
5(5)
9 (10)
18 (19)

Secondary endpoints PAXG mEFX .
H N=132 | N=128 Pl frale

RECIST best response PR/SD/PD % 46/52/2 39/52/9
Disease Control Rate (PR + SD) 98% 91% 1.08
CA19-9 response = 50% 88% 64% 1.38
Resection rate 75% 67% 1.12
Pathological Complete Response 4(3%) 0

No nodal involvement (NO) 36% 23% 1.57

RO 67 (51%)
Intra or postoperative metastases 6 (5%)

66 (52%)  1.06
15(12%)  1.07

1.02-1.14
1.15-1.65
0.96-1.30

1.06-2.33
0:83-1.35
1.01-1.14

0.01
<0.001
0.16
0.047
0.02
0.63
0.03

Selected Adverse Events (AEs)

] PAXG (N=132) mFOLFIRINOX (N= 128)

Any Grade (%)  Grade 3-4 (%) Any grade Grade 3-4
Neutropenia 93 (70) 56 (42) * 71 (56) 37 (29)
Thrombocytopenia 31(24) 1(1) 29 (23) 1(1)
Anemia 45 (34) 3(2) 30 (23) 0
Diarrhea 52 (39) 3(2) 83 (65) 7(6)
AST or ALT increased 11(8) 4(3) 31(24) 10 (8)
Infusion related reaction 8(6) 1(1) 9(7) 5(4)
Hand-Foot Syndrome 52 (36) 2(2)
Vomit 33 (25) 3(2) 43 (34) 5(4)
Fatigue 97 (73) 11(8) 91(71) 10 (8)
Nausea 82 (62) 6 (5) 98 (77) 8(6)
Peripheral neuropathy 61 (46) 7 (5) 86 (68) 4(3)
Paresthesia 33 (25) 3(2) 48(38) 1(1)
Infection + sepsis 22 (15) 9(7) 17 (13) 10 (8)°

Quality-of-life: No significant difference between
groups at baseline and month 4.

PAXG appears to be the most suitable option for neoadjuvant
treatment of patients with R and BR stage I-lll PDAC

Reni M. Lancet 2026; 406(10522): 2945-2956.
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LOCALLY ADVANCED PDAC: TUMOR TREATMENT FIELDS (TTFIELDS)

= PANOVA-3: TTFields with gemcitabine and nab-paclitaxel significantly improved OS in

locally advanced pancreatic adenocarcinoma

BTumor Treating Fields With Gemcitahine and Nab-Paclitaxel PAN O\/A'3 ( N CTO 337749]—) ma { d €S | g N

PANOVAS: Pase 3stuy of Tumor Teaing Fitts [ Iaoca!ly s\dvanced EapcrgaﬂclA(:]enocarcmoma: i
O S e pa sy MY | Randomized, Open-Label, Pvotal Phase Il PANOVA-3 Study

|0Ca"y advanced pancreatlc adenocarcinoma ( PAC) Han . Bbiker, D' Vinoent Piozz MO, ren'vasa R, Chanan,MD,PHD' Bl el MO, PAD® Anup Kas D ) inGang ',
Javier Gellgo, MO" ); Ancre Bulock MO €); Hao Chuny D' Luen Wynwie, D, HOY" (), Eia i, PHOT, csen Osipo ND*();
Chiitell de |a Fouchardiee, MD' €); Inmaculada Als, MO' Tomislav Dragoich, D, PRD' WosjinLee, D, PRD ); Kynan Feeney, ND'™
il Phili, MD, P1D" Malit Ueno,WD™ €); i Van Cutem, D, PADY €); Thamas Seufferin, MO and Teresa Macarull, D, PO ();

TTFields therapy*
Gemcitabine 1000 mg/m!
Nab-pacltaxel 125 mg/m?t

Follow-up Q4W
(CT scan Q8W)

Monthly survival

on bl of the PANOVAS Sty Ivestigators Patients with loca[ly ol
advanced pancreatic ———— ?tlox?/-upl
adenocarcinoma pio;;egs?i(a)n
' : , x Stratified by
+ TTFs e gl ey bl e a o e o sl (06t |__|cendaretongint|_ | Folow-p Ol
. L p N -nacli 2t
aemaling et s trough 4 bensduer amays ot b e, » R I (Y
Key inclusion criteria:
o ' ¢ Adults >18 years
+ The goelis et ilddelvery o 18 hoursper day wilh ey changes 25 + Preiously untete, iopsy confimed disase
e e e + Lifeexpectancy >3 months Study sites: 198 across 20 countries (North and South America, Europe, Asialt
P |< ECOIG 350'21 , Enrollment: March 2018 - March 2023
ey exclusion criteria: Data cut-off: October 16, 2024
+ Themecherns of acton o Tl ohed ihnotntel + Prior palliative treatment to the tumar el
 MECTAnISms oracton o | F16l0S appear 1o pe CIverse, wiin potenta  Implanted electioric medical devicein torso Primary Endpoint: 05
effects on cancer cel division’ DNAdamage IS, and stmulaton of * Known alegies to medical achesives, hydrogel o Secondary Endpoints: PFS, local P, ORR, 1y 05, QoL. pain-fee survival’,
chemotherapies puncture-free survival, resectahility rate, adverse events

antumorimmunly,

Babiker HM. J Clin Oncol 2025; 43 (21): 2350-2360.



VIII SIMPOSIO NACIONAL de ONCOLOGIA de PRECISION

Pancreatic cancer

LOCALLY ADVANCED PDAC: TUMOR TREATMENT FIELDS (TTFIELDS)

. . . .
Primary endpoint: Overall Survival
eforthe control)
10 Thelds+Gp 6P 10 T+ G
5 09 Events 01 n 5 09 Events 151 169
2 Medansurvvel 162 12 2 Medansurial 183 151
E 08 (50 (150,180)  (128,154) E 08 (95%0) [:61,2008) (184,170}
o 7o
T i T
T 06 TrFilds + gemitabine/ T 06 y .
g Gemcitabine/ nab-pacitarel % Gemltabine/ E&pl:zﬂ:ﬂnmbme/
« 05 nab-pacitaxel % 05 nab-paclitaxel
> 04 > 04
& &
3 031 HR=082 3 03{HR=077
2 2] (95%C1: 068, 099) 2 (24 (95%C1062,097)
[ Log rank P=0.039 . Log rank P=0.023
0.1 0.1
0 +Censored 0 +Censored
0.0 T T T T T T 0.0 T T T T T T
0 6 12 18 2430 36 0 6 12 18 U 30 36
Months Months
Number at risk Number at risk
TiHelds+Gnp 285 224 166 104 50 26 14 TlFiclds+GnP 198 189 144 95 46 5 13
Gp 286 228 164 %8 a1 16 9 Gpp 207 187 135 84 35 u 8

Overall Survival Overall Survival HR (95%C1)

= T Tl

Median, months (35%Clj  1620(1501-17.97)  14.16{12.81-1544)  0.813(0676-0.951) 0039

i | w o

12 Months 68.1(620-725) 602(542-65.7) 009
24 Months B2(3452) 219(169-273) 0035
A\

183(16.1,2004)  1508(1340-17.02)  0.73(0.623-0.972) 0.022

o | o]

752(68.5-807) 659(907200 003
343 (27.4-413) 2.8(18.8,-313) 0.024

Median, months (95% Cl)

05 Rate, % (95%C1)

05 Rate, % (95% 1)

Secondary endpoint: Progression-free survival

(At least 28 days and cycle for the treatment arm and cycle for the contral)

10 Thelds+Gp 6P 10 Thelds+Gre  Gnp
09 Events 1% 182 09 Events 13 m
ﬁ 08 Median survival 108 93 T 08 Median survival 12 07
% . @Ho) B2 051 g . EHO) (411 1L
07 07
5 w3
oa 1K
2 ! 06 TrFieIﬂsfgemcitahine/ z g 06 ‘TTFields + gemcitabine/
é E 05 nab-paclitarel ',E, E 05 nab-pacitael
ey 04 9y 04
[ T
u 037 HR=085 u 037 HR=084
5 024 (95%C:0.68,1.05) o 5024 (95%Cl:0.66,1.08) N
o1 logrankp=0.137  Gematabine/ 01| logrenkp=0.183  Gematabine/
1 + censored nab-pacitaxel " | +Censored nab-paclitaxel
00 T T T T 00 T T T T
0 6 12 18 29 0 6 12 18 y
Months Months
Number at risk Number atrisk
TlFields + GnP 285 153 Vil 30 9 TlFields +GnP 198 135 n 27 8
GnP 286 133 50 17 [ GnP 207 118 45 14 5

T e ] o T T

Median, months (95% 1)~ 1061(9.199-1219)  9.33(7589-1107)  0849(0683-1054) 0137 Median, months (5% Cl) ~ 1124(9396-1311)  1071(9133-1147) 0844 (0657-1084) 0183

T T B

12 Months 43.9(36.9-50.6) 341(27.1412) 288 0026 12 Months 485 (40.5-56.0) 387 (30.546.8) 254 0044

Babiker HM. J Clin Oncol 2025; 43 (21): 2350-2360.



O NACIONAL de ONCOLOGIA de PRECISION Pancreatic cancer %

‘ LOCALLY ADVANCED PDAC: TUMOR TREATMENT FIELDS (TTFIELDS)

Secondary endpoint: Pain-free survival Safety Summary
Pain-Free Survival ITT ] TIFields+ GnP GrP TTFields + GnP
AEs occurring in220% of (N=274) (N=273) S
rameom  om patients overall,n Allgrades Grade 23 Device-related AEs, n (%) Grade 23
_ M . 268(078) 243(887) 270(89.9) 230(842) | llAny AE
ERRS Medmsorivl 152 ot 172(628) 131(478) 180(659)  130(47.6) | | Any serious AE
5 0.8 1 (ss%ch) (103,228 17.4,127) i 165 (60.2) 29(106)  148(54.2) 21(7.7) Any AE leading to TTFields discontinuation
-z-g’ EZ TTFields + gemcitabine/ 161(588)  60(219) 158(579)  61(223) | [Any AE leading to death
% 0'5 | nab-paclitaxel Thrombocylopenia 122 (44.5) 39(142) 133 (487) AEs occurring in 22% of patients
% ol Diarrhea . 119 (434) 11(4.0) 125 (45.8) Dermatitis 76 (27.7)
EXO Neuropathy peripheral 112(408)  20(73)  81(297) Rash 48 (175)
2 o 5% 0056, 097) Nausea 107 (39.1) 11(40)  121(443) Pruritus 41(150)
E 0.1 logrank P=0.027 Gemcwral_aine/ Edema pgripheral 107 (39.1) 5(1.8) 99 (36.3) Rash maculo-papular 33 (12.0)
g Lt Censored nab-paclitaxel Leukope_n_m 85(31.0)  47(172)  98(359) Enythema 2 (106)
: j T T i T § Dermatitis 82(29.9) 8(29) 8(29) AT
0 6 12 18 24 30 36 Vomiting 82(29.9) 7(26) 79(289) Skin irritation 25(9.1)
Months Hepatic enzyme increased ~ 75(27.4)  35(128)  72(264) Skin reaction
Number at risk Pyrexia T4Q70) 6(22)  64(234) Skin ulcer
TTFields + GnP 285 122 58 25 7 2 1 i i 73(266) 11 (4.0) 83(30.4) Blister
GoP 286 98 30 12 4 1 0 71(259) 23 (84) Eatmt
‘ .7’:) ggg; ; gg 8;3; Abdominal pain
E-:.m:s:l-;-. Survival TTFields +GnP. GNP, HR (95% Cl} P-Value ] 65(237) ! 57(209) Diarrhea
Median, months (95% Cl)  15.18 (10.28-22.77)  9.133(7.425-12.68)  0.735 (0.559-0.967) 0.027 - 63(23.0) ’ 70(2556) Skin injury
61(22.3) 23 (8.4) Thermal burn
i‘a‘ﬂTmﬂ-.". Survival Rate, % {05% CI) TThelds + GoP. GOP. P-Value ]
12 Months 54.1(46.2-61.3) 45.1(36.8-53.0} 0.056

PANOVA-3 establishes TTFields with GnP as a potential
Babiker HM. J Clin Oncol 2025; 43 (21): 2350-2360. new standard paradigm for unresectable LA-PAC
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KRAS INHIBITORS IN KRAS MUTANT ADVANCED PDAC

55'2‘5“'“ mcongress
Efficacy and Safety of GFH375 Monotherapy in l
Previously Treated Advanced KRAS G172D Mutant
Pancreatic Ductal Adenocarcinoma (PDAC)

|

Aiping Zhou!, Zhihua LP, Yuping Sun?, Zuoxing Niu®, Heshul Wu%, Lingjun Zhu$, Hong Zong?,
Ying Yuan®, Zhengbo Song®, Ziming Li®®, Lin Wu™, Xiujuan Qu'2, Jingdong Zhang™, Yu Wang™, |
Halge Shen™, Huaglang Zhu™, Sharley Zheng™, Shuang Wang*, Zhao-Gulit A

KRAS-G12D mutation:

Pancreas

» The KRAS-G12D mutetion is present in nearly half patents with PDAC2 [
+ KRAS-G12D inhibitors, by blocking MEK/ERK phosphorylafion, may further imprave - \ \ o
GAs efficacy in KRAS-G12D mutant PDAC. KRAS

3

Phase I/ll Study of GFH375 Monotherapyncrossooezs)

* GFH3751s an oral, potent, highly selective inhibitar of KRAS G12Din both GDP-hound (off) and GTP-bound (on) status.

/Phass I: Dose escalation and sxpansioh /Phase II: Indication expansion \\

Cohort 1: NSCLC
750mg QD

: N =)

{ Escalalo with acoslerated ivation | || Gohort 4 Other sold fumours
\ 00mg QD zﬂdED\Ndes\gnlhﬂrxﬁ\lmg/ \\ /

Key eligblty crteria:

- Pathologically confirmed,
advanced KRAS G12D
mutant solid fumors 2
Previously treated with
standard therapies
ECOG PS 0~1

N=66

or other reasons to withdrawal

reatment until progressive disease, intolerable toxicity

=

[
. Invesngamrrassesséd ORR, DoR, DCR and PFS per RECIST 1.1
P — ;
S T o + Safety and tolerabilty
e e T S S + Exploratory biomarkers

Endpoints

oS Tavr 1D ek 5.

Best Overall Response

+ ORR was 40.7% (24/59), 90%Cl was [30%, 52%] in the 59 evaluated patients
+ DCR was 96.7% (57/39), 90%CI was [90%, 99%); Majority {91.5%) had reduction in target lesions

Progression-Free Survival

* Median PFS was 5.52 months (90%Cl: 4.27, 7.20), with a median follow-up time 5.65 months (90%Cl: 4.96, 6.08).
+ 4-month PFS rate was 78.2% (90%CI: 69.8%, 87.5%).

10 No.ofevers (600
Progressie diease )
L3 Death 6(1%)
S A4emonth PFS rate: 782% | "7”""”"”""W""fﬂﬁ@""
3 eden oo, 565 et
FLE R AR S
2
&
o
& 05

0 30 60 W 120 150 180 200 20 20 30 30 3B 90
Dags

ey

Common Adverse Events o

+ The sy poeof GFHATS in KRAS 6120 mutnt PDAC gl s conssentwih preius reprt .
= Common TRAZs were stolestnel gicel AES; mostweregrade for 2 and manegeatle vith supporive teatnent

Ay

an

()

Zhou A. ESMO 2025. LBA-84

Pancreatic cancer

I Partal response
Stablo disease
B Progressive disease

Best 5 changes fom basein in‘age sbs
P

)
24(407)
‘Stable disease 33 (55.9)
Progroseive discase 234
DCR (80%C1) 96.7% [90%, 99%]

Overall Survival

* Median OS was not reached with a median follow-up time 5.65 months (80%Cl: 5.22, 6.14).
« 4-month OS rate was 92.2% (90%CI: 86.8%, 97.9%).

Data egion s
ot

08 probabilty

100
075
4-month OS rate: 92.2%
050
T
025 No. of events (deaths) 7(106%)
No. of patients censored 59 (89.4%)
0

0 30 60 % 120 150 180 20 240 20 300 30 30 390

Noatisk 6 64 62 6 s 3% 2% 5 6 2 2 1 1 0

Most common AEs [220%)

e

et
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KRAS INHIBITORS IN KRAS MUTANT ADVANCED PDAC

EEESMD "
2025
HRS-4642 Combined with Gemcitabine and Nab-paclitaxel in

KRAS-G12D Mutant Advanced Pancreatic Cancer: A Phase
1b/2 Study

Tumor response in previously untreated patients

Pancreatic cancer

PFS in previously untreated patients

Prof. Liwei Wang

Dopartmont of Oncology.
Univorsity School of Mod

P

F

HRS-4642:

« A high-affinity, selective, long-acting, and non-covalent KRAS G12D inhibitor;

= Demonstrated anti-tumor effects for patients with KRAS-G12D mutant cancers * 5

Study design

HRS4642 +GA g w0
2 10
Previously untreated pafients § ‘—\—1—1_,1‘_‘_—1
(n=30) PR T | 5
ORR", % (%% Cl) 63.3(43.4,80.1) E -0
DCR, % (95% CI) BI7S,92 5 o 5
2 p®
| 2 ]
BCR, n (%) 3 _.III v
PR* 19(63.3) 8 4 Events, n (%) £(133)
£ % —
) 9300) fw ki FSmREE oy
3 monts, % (36% CI)
FD 1(33) £ w0
No post-tassline 1(33) 2 - T T T T T
e § 0 01 2 & 4 5 & 7 & 8 oM
“Confirmed § 40 ok Time (months)
2 e W o® BB A B ® H B 8§ 2 1 0
H

- Aphase 1b/2 study to assess HRS-4642 combined with GA in patients with KRAS-G12D mutant advanced PDAC (NCT05533463).

Key eligibility criteria

+ Histologically confirmed
advanced PDAC

+ KRAS-G12D mutation’

per RECISTv1.1
+ ECOGPS of 0 or 1

“KRAS-G120 mutation was centraly assessed.

=Y
« <1 line of prior standard therapy
+ Atleast one measurable lesion 50 mgon df

SMC Decision

600 mg on d1
and 1200 mg on d8

1000 mg/m?ond1 & d8
N, Q3W

Ry

S,

Nab-paclitaxel
125 mg/mZon d1 & d8
and 1200 mg on d8 IV, Q3w
HRS4642, IV, Q3W

DPrimary endpoints: Safety, DLT

DSecondary endpoints: ORR, DCR, DoR, PFS, 08.

Phase 1b: Dose Escalation Phase 2: Efficacy Expansion

i7DBN  KRAS-G12D mutant
advanced PDAC

DPrimary endpoint: ORR.
DSecondary endpoints: DCR, DoR, PFS, 08

Data cutoff: Jul 8, 2026

« 4 patients enrolled during dose escalation (HRS-4642 500 mg on d1 and 1200 mg on d8, IV, Q3W).

« No DLTs occurred.

+ The median follow-up duration was 7.5 manths (IQR: 7.2, 8.2)

Pro Livei Wong

ECOG,

N=31

RECIST, in Solid Tumors; BOIN, Bayesian

optml inenval, SNC, Safey Monioring commite; RP2D, fecommended prse 2 dose; DLT, doceiitng toxcty;
‘ORR, ojecive resporse rae; DCR, disese control ae; DoR, duraon fresponse; PFS, progression-ee suvival

05, oveal el

Safety

BOR mWPR mSD WPD

Safety profile was manageable:

+ Most grade = 3 TRAEs were hematologic toxicities;

* No TRAE:s led to dose discontinuation or death.

Any AE, n (%)
Grade = 3

Any TRAE, n (%)
Grade = 3
Leading to dose reduction
Leading to treatment interruption
Leading to treatment discontinuation
Leading to death

Serious

31 (100)
27 (87.1)
31 (100)
27 (87.1)
15 (48.4)
19 (61.3)

4

0
5(16.1)

TRAESs occurring in = 15% of patients

WBC count decreased
Neutrophil count decreased
Anaemia

Platelet count

— 903

ALT increased
Hypoalbuminaemia

AST increased

Lymphocyte count decreased
Y-GGT increased

ALP increased

Hyponatraemia |
Hypoaesthesia |

Hyperglycemia

Diarrhea |

Hypoproteinaemia |

LDL increased
Hypocalcaemia

Proteinuria §
Nausea |

vomiting
Weight decreased

Constipation §

Pyrexia

Grade 23
mGrade 1.2

J— e
% £ & E) 0

AE. adverse event. TRAE. treatment related adverse event; WEC. whits blood cell; AST.

aspartate

ALT, alanine.

G, transforase.

ALP. Alkaline phosphatase

Wang L. ESMO 2025. Abst 22150.
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PANCREATIC CANCER CLINICAL PRACTICE GUIDELINES

; e ANNALS o wo0n science ESMO
“ | . Besr rrace ONCOLO ;\ ' o e O PEN s zogoemn
i e n ooty
[Seecia anmce
Pancreatic cancer: ESIMIO Clinical Practice Guideline for diagnosis, treatment - - - -
and follow-up ™ & ESMO Clinical Practice Guideline Express Update on the management of
metastatic pancreatic cancer
T. Conroy' %, P, Peiffer’, V. Vilgrain®®, A. Lamarca®, T. Seufferlein”, E. M. O’Keilly", T. Hackert®, T. Golan', G. Prager'’,
K. Haustermans®, A. Vogel®> & M. Ducreux™”, on behalf of the ESMO Guidelines Committee” T. Conroy'? & M. Ducreux’-*, on behalf of the ESMO Guidelines Committee”

! :
Borderline resectable Locall l l l l
ally advanced Vg Vg V5 N

ECOGPSO-1, ECOG PS 2 with KPS 270 ECOG PS 2 with KPS <70
biliubin <1.5 ULN and bilrubin <15¢ ULN andlor bilrutin >1,5 ULN
Are clinical trial inclusion
criteria met?

3

Resectable

ECOG PS 0-1 Age >75 years, ECOG PS 2,
frail patients or contraindication
to mFOLFIRINGX §
Preop PAXG?

Adjuvant ChT I, Al wi PACT' 2 1 e patient medically

gemcitabine—capecital fit, non-PD, with
or uem‘n[lla'l:ilrgaglﬁl; 5FHY no contraindications to
1, B for fril patients surgery?

ECOG P$ 3-4

and no major comorbidities

GN GN
[, B; MCBS 3J* [l A; MCBS 3

Symptom-directed

FOLFIRINOX
[l A; MCBS 5]
X

care (M A]

NALIRIFO)
GN+TTFields E—

PANOVA-3

Adjuvant Ch [, A]
with mFOLFIRINOX
1, A MCBS A"

KRAS
inhibitors?

ECOG PS 0-2 and
afavourable comorbidity
profile

Continuation of medical

treatment as for locally

advanced disease on a
case-by-case basis

Waiting for the first results of

- nm;’?mg;ﬁwﬂ KRAS inhibitors from
| i N s
mn'g;Mcgsalu randomized phase lll clinical
Alternatives: trials
mFOLFOXS, OFF [1, C}*

If FOLFIRINOX In first line:

I Downstaging
GP [1, B]

Resectable Unresectable
L l Discuss surgery at

GN° I, €]
Gemeitabine [IIl, €]

Discuss continuation
of ChT [1, B,

MDTB [V, BJ¢

Continuation of medical treatment
as for locally advanced disease on a
case-by-case basis

pause or GRT

If NALIRIFOX In first ine:
Gemcltabine-based regimen [V, C]

Conroy T. Ann Oncol 2023; 34 (11): 987-1002. Conroy T. ESMO Open 2025; 10 (4): 104528.
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LOCAL AND LOCOREGIONAL DISEASE

= NEOADJUVANT/PERIOPERATIVE CT has showed signals of improved survival compared to pure

adjuvant approach in patients with LA resectable BTC.

ESMD == OFEN e IKF $662 GAIN trial Overall Survival (ITT)

ESMO Clinical Practice Guideline interim update on the management of
biliary tract cancer

et 0 ety e o i o com Study Flow Chart — GAIN- trial fm

Cisplatin/ Gemeitabine

Primary Endpoint: Overall survival
(since randomization)

Arm A Arm B
(N=32) (N= 30)

Time until event,
months [952% CI]
25% Quantile 12.06 [ 4.24, 21.42] 3.42[0.92, 10.51]
27.79 [13.40, - ] 14.62 [4.04, -]
-[28.78, -] 25.99 [14.62, -]

3cycles

Stratification

Radical Surgery (in GBC/BTC)
or

IRR (in IGBC)

¥

[
ceceTc) S

Localization of
B Resectable GBC, the primary
GBC,BTCH grc coce)

z
(e}
:
¢ ¢ Glinical tumor @ C\splaﬁg/Gdetabine 0.964), p = 0.0395
stage g Jces
Eally stage Locally advanced o Arm B 104
Unt o surgery, endimited iCOk: (in GBC /BTC)
REA (<3 cm) I, B] IRR alou:r(ln 1GBC) 08
SBAT (Il €] jone or
D 4 ln::w’g:i'{myiadjuvnl E 06|
[ =i .
N ey (O e citbine-durvalmat [, A RS T
2 I o ebine-pembralzumat Stratification criteria: £ 04
é = ‘ phﬂem: == M » Clinical tumor stage: T1 and T2 vs. T3 and T4 5 |
L8 ’ » ECOG:0/1vs.2 02+ —
%E Adjuvart capesitabine »> Localization of primary: ICC vs. ECC vs. (I)GBC
5% A oo, . T T T "
a 12 - 35 48 60
? - Vogel A . Based on the limited patient court due to Tims Overal survival(month)
© Surveillance i H H [random 1: A (Experimental intervention) ~ 2 B (Swndard intervention) |
L ESMO Open 2025; 10 (1): 104003 premature closure of trial, data are only signal S E— e - - >
generating and must be interpreted with 2o o ! °

caution. Gotze TO. ASCO 2025.
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—

LOCAL AND LOCOREGIONAL DISEASE

= NEOADJUVANT/PERIOPERATIVE CT has showed signals of improved survival compared to pure
adjuvant approach in patients with LA resectable BTC.

Primary Endpoint: EFS

« Interim analysis, data cutoff on Apr 30, 2025

+ With a median follow-up of 16.9 months, EFS was signif i with ji therapy
congress ZSAB-neoGOLP study
90\, No.of Events Median Event.free
) . ) L. ) 80 \ : o 7 No.of Patients (%) _ Survival (35% Cil. mo.
#5317—Neoadjuvant Toripalimab Plus Lenvatinib and GEMOX in 70 M ‘“\:” T cswn  womeas
Resectable, High-Risk Intrahepatic Cholangiocarcinoma: f;g o SN0 Atianl_
Randomized, Multicenter, Open-Label Phase IlI-lll Clinical Trial x50 L WS
. iz 40| 88 L
Guoming Shi.' Jis Fan.? Jisn Zhou.! Xisoyong Husng.' Fei Liang.? Xiso Liang.* Rul Dong.’ Qinghal Ye.' “ 30 Y ;_“.;‘
Qiang G#o.' Zhenping Yu.* Wentong Zhal.” Jiacheng Lu.' Yuan Ji,* Xiaowu LL* Fubao Liu.* Kul Wang, " 20 27
Wei Yang.'? Jialin Zhang." Shuangjian Qiu,* Jianjun Zou™ 4 | 10
Y . | 7

o 6 12 18 24 30 36 42 48
* The ZSAB-neaGOLP study (NCTO4669496) was an investigator-initated, multicenter, open-label, seamless phase 23 | pestoadi- SR FR
controlled trial across 11 hospitals in China.

Pl: Prof. Jia Fan

- ~ Summary of Pathological Responses *
Key eligibility criteria: N=178
« Aged 18.70 years - Neoadjuvant group Control group
* Pathologealy confrmed resectatie ICCA wih Surgical resection Variable
mghmlmmlumur:mo,mnqn (N=88) (N=90)
least one of the folowng: tumor diameter
greater than 5 cm, radiographic evidence of ORR, n (%) 48(544) /

vascular nvasion, multiple intrahepatic

95%CI| 447665 !
W&ngz‘:’m node metasiass, Capecitabine adjuvant therapy
. :;G o Surgical resection hpoclabine 200002 pir dax po. b dhided Surgery rate, n (%) 85 (96.6) 89 (98.9)
+ ChidPugh class A doses on days 114 of & Jweek cycle, for 8 cycles) RO Resection rate, n m’ umlsi 84 (‘13:
+ Noprevious resection of systemc therapies MPR, n (%) 17(19.3) 0(0)
\ - B Primary endpoint: investigator-assessed EFS
« Secondary endpoints: ORR (RECIST vi.1); MPR(viable tumor cells <10%) rate; pCR rate; RO 95%ClI 1".7-291 0040
resection rate; RFS; OS and safety. pCR 4(4.5) 0(0)
“Oxskplatn st BS my'm inravencusly on day 1, and gomacisbine af 1 gm’ travencusly on days 1 and 8 of cach 3weck cycks fr theoe cydes 95%CI 13112 0040
CCA ntrabopatc cholangocarcnoma, EFS: event-froe sunvval ORR otyoctve response rate. RECIST v1 1 Responso Evaluanon Criora In Sokd

Prosented by Prof. Or. Guoming Shi

Tumers, version 11, MPR. magor pafhciopeal rosponse, CR. pahologcal compkete respanse, RFS. reaamence e sunwal, 05 oversll surval

Shi G. ESMO 2025.
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‘ ADVANCED DISEASE: FIRST LINE TREATMENT

= TOURMALINE STUDY: Activity and safety profile of durvalumab+investigator’s choice of gemcitabine-

based CT is comparable to that of the durvalumab+CisGem arm in the TOPAZ-1 study.

ESMD == i - Early safety and efficacy from the Phase 3b
TOURMALINE study of durvalumab in combination

with gemcitabine-based chemotherapy in advanced
biliary tract cancer

ESMO Clinical Practice Guideline interim update on the management of

biliary tract cancer Do Youn Db Masafumi bada,” Taress Macanl, Ajwu Fluth Ha,* Joon O Park* Musasyu Kitana.*

Angals Lasreros” Dervid Tai," Fanshid Dyyoni” Tigens Prossioni™ Grahom Wetheril" Alossia Stell™

Pang Sun™ Boris Bar™ Amdt Vogel*

A. Vogel"*? & M. Ducreux*, on behalf of the ESMO Guidelines Committee*

Vogel A. ESMO Open 2025; 10 (1): 104003

“ Durvalumab + investigator’s choice
of stabine-k 1ch -
! ¢ ! I
. . Durvalumab 1500 mg Q3W + gemcitabine-based
prtcomeninin ; AR SR
* =18 years 2
\ = Histologically confirmed locally advanced =
o " or metastatic BTG including L
LT S i iCCA, CCA, GBC and AoV g
= ECOG PS 02 =
Res N # Prior curative treatment permitted, with £
3 G Cisplativ-gemctabine-durahumaby [, ] Ciplatin-gemetating-durvalumaty LA no minimum time to recurrence, including 2
g Coptat-gunctatine-pentvoanat [, A Cinlatin-oanciabive-penbrallzumet [, A participants with residual disease ‘E
’ ‘ TOPAZ-1 Durvalumab 1500 O:M(mt 4 cycles)
o +
KEYNOTE-966 gum':gqﬂm +S-1 Q2W

Oh DY. ESMO Gl 2025.
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ADVANCED DISEASE: FIRST LINE TREATMENT

Figure 2. Overall participant demographics and clinical characteristics (N=121)

Billiary tract cancer v

Safety and ORR for the D + Gem + Cis subgroup
(ECOG PS 2) in the_ global 'TT population

D + Gem + Cia (n=18)

Median age (Q1-Q3): Female sex: Region: ECOGPS: Primary tumour location:
Roalsisr  107%83% %%
[ ] . 0 W nchepat \
-— W 2%.6% .‘ 165% br:\adszld ‘
66.0 :'3 '0%, lmmd . Distal common
(60.0-75.0) v 2 bile duet
years Perihilar bile duct
W Ampulla of Vater
Figure 3. Objective response rate in the safety analysis set
N ORR I Stable ciseasy
1004
E 8]
g "
B
§ 4
N
g nw | 7o msw | MI% ma% | B st T30 25k | w1
Piatinum double Filatinum tripie Fiatinum totel Non-platinum Total
N ] K] ] 1 12
ORR," % [85% CI) 3 (181-427) 0.5 B.3-36.5) 5.8 (17.4-357) 4201211 N5 (14518)
Complete, 0 [%) 117 0 1110) 0 1108
Parti, n (%) 18 (27) B 25 2 p4) 143 2 (207)
Stanle disease, n (%) 2[37.3) 25 [B4.1) 47485 11258 58 478)
Not evalusble, n (%) 11 [1.0) 4fi0g 15 (155 B[33.3) 2 f1ag)

Any Grade 314 PRAE within 6 months. of treatment initiation, n (%) 9(50.0)
Any AE, n (%) 17(944)
Any AE possibly related to study treatment’ 15(88.9)
Any Grade 3/ 4 AE 13(722)
Any AE with an outeome of death 1(58)
Any AE leading to discontinuation of any treatment 2(1.1)
Any SAE, n (%) 6(33.3)
Any SAE possibly related to any study treatment’ o
Any Grade 3/4 SAE 3(167)
SAE leading to discontinuation of any treatment 2(11.9)
Any immune-mediated AET, n (%) 4(22)
Any infusion related AE, n (%) 1(56)
Hypersensitivity [ anaphylactie reaetions AE, n (%) 0
D +Gem + Cis (n=13)
ORRY, % (5% CI)® 44.4(2153,60.24)
Complete response 0
Partial response 8(444)
Stable disease 81444)
Table 2. Adverse events in the safety analysis set
double inum triple inum total N i Total
N 58 et} a7 24 1
Any Grade fl’;;]p"“ within § montfis of traatment 20 (500} 16 (4.0 45 [46.4) 10017 55 (45.5)
Any AE, n (%) 52 (89.7) 38 (97.4 00 [92.8) 2.0 112 (82.6)
Any PRAE" A7 (310 38(97.4) 23 (87.6) 21 (87.5) 106 {87 6}
Any AE leading to di of any study B12. aS(12g 13(13.4) 2083 15(12.4)
Any AE |eading to discontinuation of durvalumab 4(6.0) 1(28) 5(B2) 1043 B(5.0)
Any AE with an outcome of deathi 352 0 kTN 0 328
Any SAE, n (%) 18(H.0) 12(30.8) 30 (30.9) 10{4.7) 40 (33.4)
Any PRIAE 460 IFT 772 3208 1288
Any infusion-related AE," n (%) 2034 5(128) 172 0 7(5.8
Any infusion-related AE possibly rlated to durvalumab 1.7 4(10.3) 552 i} 5(4.1)
Any immune-mediated AEs,1 n (%) THZ1) 4(10.3) 11(11.3) 20683 13(10.7)
Requiring systemic corticostercids B(10.3) 23 2@z 2083 1083
Requiring z=40 mg pradni steroids 2(3.4) 0 221 2083 4033

Oh DY. ESMO Gl 2025.
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ADVANCED DISEASE: SECOND- AND LATER-LINE TREATMENT

= ProviDHe STUDY corroborates the efficacy of IVOSIDENIB observed in the ClarIDHy trial in patients

with mIDH1 CCA in a real-world setting. ProvIDHe study design

An Open-Label Early Access Phase 3b Study of lvosidenib in Patients With a Pretreated Locally
— ESMO Advanced or Metastatic Cholangiocarcinoma
= OPEN sz P N .
[ESCAT FA] Primary objective Secondary objectives

e e =® 4
= &

" Colloct data on cfficacy PROs; QoL data Colloct data
ESMO Clinical Practice Guideline interim update on the management of Collct additionl safety data in clinical practice " on medical resource utiization

biliary tract cancer

Key eligibility criteria

5 N - T * Adult patients with locally advanced or metastatic « 500 mg of ivosidenib orally once dail 15
A. Vogel>* & M. Ducreux**, on behalf of the ESMO Guidelines Committee’ o g y ly
ClarlDHy Z}’Emgn%ﬁ ‘V:Qgtr’:f::‘reoelved atleast one prior line | | , 28-day treatment cydle @IS

Study treatment

.+ FCOG PS seore of O or 1 + As long as dlinical benefitis observed, until
AR S i unaceeplable xicily, or unlil ivosidenib is
Vogel A. ESMO open 2025; 10 (1): 104003 « Adequate bone marrow, hepatic and renal function acc,essl%le via med|():’a1 prescription 2_85
- QToF interval < 450 msec Patients

7 b g s

John Bridgewater, D, PhD.

Best Overall Response per Investigator
Efficacy results

PR par RECIST in the Full Analysis Set (N = 262)

(Docrease fom 1075 T4 miem, €T 3cam sfowed s camplate diaapprarancy of the » e e
Best Overall Response, n (%)1] ! s e n..twm . eegpe— ————— st Adoen o Onerat S
Complete Respanse (CR) a . "
Median PFS, mo (95% CI) = 4.7 (3.5, 5.7) Median OS, mo (95% Cl) = 15.5 (12.7, NE)
Partial Response [PA) 15(57) -
Stabie D 5
lisease (S0) 120 (458) Pr— ’ ; N
Progressie Disease (PD) &2 (23.7) I i
Objective Response Rate (CR or PR), n (%) 15(5.1N
5% €I of Respanse Rate [2] 22,93 °
Duration of Response {months) [3] N=15 T p— = - =
Median {35% Clj 101 (3.0, NE) =7 I : i : : 3z 5 = i <= =
Disease Control Rate (CR*PR+SD}, n (%}
Progreesion-Fres Survhval (mcems) (1]
135 (51.5) Mk (9% C 21 1assn Modban (86% G 2] 155127 HE)
s cuctuctsd e llas! Svoral Fassonss. surney ¥ o Py m anuary 3034 "-:::"’"“"“‘Wi T Kaptan Waiar Survival Rate (%) [1]
=~ Imorms =3
Smcutn =1 ot 03
12monms. %2 12 moners o
Prrcet e bt o W Prremgen e T
ok Sricgwaatar, ML, PO b + 14304375 U] vl s (55 = (Dwa - Favolionrd Dok 1) 1304375
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ADVANCED DISEASE: SECOND- AND LATER-LINE TREATMENT

= ReFocus STUDY: LIRAFUGRATINIB demonstrated clinically meaningful antitumor activity in patients

with previously treated, advanced CCA harboring FGFR2-f/r.

In contrast to pan-FGFRI, lirafugratinib is a
potent and selective FGFR2 inhibi

ESMO ASCO Gasfrointestinal
OPEN gz Cancers Symposium
e FGFR2 fusion or
rearrangement
[ESCAT I-B]

Efficacy and safety of lirafugratinib in patients with

jractice Guideline interim update on the management of er—T FGFRi-na‘l‘\(e cholangiocarcinoma harboring
W, Az MCBS 3" FGFR2 fusions/rearrangements Liratugratinib | FOFR2
Pel Iniby

cer

seloctve

[, A; MCBS 2]" Antoine Hollebecque', Mitesh Borad?, Peter Lu®, Xianzhang Meng?, Infigratinib e

ittee*
Kristin Ryan?, Laura Alexander?, Jia Liu?, Do-Youn Oh?, and Richard Kim®

=, on behalf of the ESMO Guidelines

Roversible
Pemigatinib  Beversible

Irreversible

Futibatinits e

A. ESMO Open 2025; 10 (1): 104003

ien Label Study (NCT04526106)

Part2 Part3
mpleted): Cholangiocarcinoma (CCA) Extension(s) (Completed)

Summary of Efficacy by IRC (Primary Efficacy Analysis [l Waterfall Plot for BOR From Baseline by IRC

(Primary Efficacy Analysis Set)

CCAfir FN CP (Pivotal Cohort; N=114)

Set)

CCAfirFN CP
Group 2A Extension (QDC): FGFR2-fir (Pivotal Cohort; N=114)
+CCA with prior chemotherapy

EC 5 & Confirmed BOR, n (%)
with no prior EGER] (N=86)

Complete response
Partial response
Stable disease
Progressive disease
Nat evaluable?

ORR, n (%) [¢5% CI] 53(46.5)[37.1, 56.1]

Pivotal Cohort (N=116)°
) it i Part 1 Cohort 2 +
Lt Pari 2 Group 2A +Part 3
Group 2A Extension

Key Eligibi
+ 18 years of oher

DCRY, n (%) [95% CI] 110(96.5)[91.3,99.0]

c
S
[
B
8
4
8
£
o
£
3
H
g
o
E
2
L
s
&
H
§
2
o

( Primary Endpoint:
+ Confimied ORR per RECISTv11 by IRC

Median DOR, months [95% CI] 1.8[7.5,130]
Key Secondary Endpoi Wedian PFS, fiontns [95% C1] 392 T48]

+ Duraion ofresponse

Median OS¢, months [95% CI] 28[181,272)

blood andfor fumr fissue
EORTC QLG

Hollebecque A. ASCO Gl 2026.



NACIONAL de ONCOLOGIA de PRECISION

’ AGENDAE

v

v

"s\ﬂﬂ"\

ellular Carcinoma



SIO NACIONAL de ONCOLOGIA de PRECISION

Hepatocellular carcinoma )‘

SYSTEMIC THERAPIES FOR ADVANCED DISEASE: FIRST LINE TREATMENT

I G000
ESMO

Hepatocellular carcinoma: ESMO Clinical Practice Guideline for diagnosis,
treatment and follow-up™

A. Vogel??, S. L. Chan’, L. A. Dawson®*, R. K. Kelley’, J. M. Llovet®>°, T. Meyer* J. Ricke'’, L. Rimassa'*%,
G. sap , V. Vilg . i 2 M. , on behalf of the ESMO Guidelines Committee

Systemic treatment
for advanced HCC (a)
BCLC B (b) BCLCD
Suitable for ICI therapy [ Not suitable for ICI therapy ] BSC (including SB?[;':\;FM"

Lenvatinib [, A] (1)
Sorafenib [l A; MCBS 3]

PD, following first-line lenvatinib PD, following first-line sorafenib

iib (g) IV, A] Sorafenib IV, A]
nib (h) IV, Al Regorafenib (h) [IV, A]

Regorafenib [I, A; MCBS 3]
(Cabozantinib [I, A; MCBS 3]
Ramucirumab (AFP 2400 ng/ml)
"Ramucirumab (AFP 2400 ng/ml) (h) [1, B; MCBS 1]

(UA:)|

inib () IV, A] Cabozantinib (h) IV, A]

aarchib [IV, B]
Ramucirumab (AFP 2400 ng/mi) (h) [IV,
Bl

Vogel A. Ann Oncol 2025; 36 (5): 491-506

ADVANCED HCC: FIRST-LINE TREATMENT OPTIONS

Anti PD-1/PD-L1+Antiangiogenic therapy Anti PD-1/PD-L1+Anti CTLA4
Study N | Controlarm | Experimentalarm |  Study N Controlarm | Experimental arm
IMBrave 150 | 501 | Sorafenib Atezolizumab+ | HIMALAYA | 1200 | Sorafenib Durvalumab or
Bevacizumab Durvalumabs+
Tremelimumahb
ORIENT-32 571 | Sorefenib Sintilimab+
Bevacizumab
SHR 1210 510 | Sorafenib Camrelizumab+
Avatinb | cuEckmATE | 1084 | Sorafenibor |  Nivolumabs
COSMIC-312 | 640 | Sorafenib Atezolizumab+ bW Lenvatinib Ipilimumab
Cabozantinib
LEAP-002 750 | Lenvatinib Pembrolizumab+
Lenvatinib
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Hepatocellular carcinoma

SYSTEMIC THERAPIES FOR ADVANCED DISEASE: FIRST-LINE TREATMENT

Nivolumab plus ipilimumab versus lenvatinib or sorafenibas @' @
first-line treatment for unresectable hepatocellular
carcinoma (CheckMate 9DW): an open-label, randomised,

phase 3 trial

Thomas Vou", Peter & Galle", Thmas Decaens, BrunoSangro, ShukuiQin, l @
Joong-Won Park, Edward Gone, Mait hias Piner, David Ta

Chang fongChs, Michat chokes A He Hongo hon faneaWojk Tomeceus, G Vs, o Cordy Sk

Jdya ey Prrka S Marinfes 4 i

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

Nivolumab plus ipilimumab vs lenvatinib or sorafenib as
first-line treatment for unresectable hepatocellular
carcinoma: 4-year follow-up of CheckMate 9DW

Peter R. Galle," Bruno Sangro,2 Thomas Decaens,? Masatoshi Kudo,* Shukui Qin,? Leonardo Da Fonseca,®
Hatim Karachiwala,” Joong-Won Park,? Edward Gane,® Matthias Pinter,® David Tai,'" Armando Santoro,'?
Gonzalo Pizarro, '3 Michael Schenker,'* Qi Wang,'5 Maria Jesus Jimenez Exposito,’® Thomas Yau'é

" Primary endpoint
Keye"g“’“"sl"'“er:a BEEECIN NIV0 1 mefke Iv-+ P13 mrke v 03w RSN
D tmere 250 [ RS

then NIVO 480 mg Q4 I

lesion (RECIST v1.1)
Systemic therapy naive
Child-Pugh score 5 or 6
ECOGPSQor 1

No main portal vein
invasion (Vp4)

+ ORR and DOR by BICR per RECIST v1.1

Key exploratory endpoints

Investigator’s choice of
I LEN 8 mgg. or 12mg! PO QD. o PFS by investigator per RECIST v1.1
n=33 or SOR 400 mg PO BID » PFS2 by investigator

« Safety

Treatment until disease progression,
unacceptable toxicity, withdrawal of consent
(all arms), or a maximum treatment duration

of 2years (NIVO + [P arm only)

Stratification factors

» Etiology (HBV vs HCV vs uninfected)c
+ MVI/EHS (present vs absent)

0 pANBeII) Among 325 patientstreated with LENISOR:
275 (85%) received LEN and 50 (15%) received SOR

«  Atdata cutoff (January 31, 2024), the median follow-up# was 35.2 months (range, 26.8-48.9)

“Minimum

*Clincallrials.gov: ICTH4039607. *Disease not eigbl fo, o progressve disease afte, curative surgicaland/r locoregfonal therapls, Based |
of 1 dose of VO + IP i requied before proceeing to V0 monatherapy. 1 body welght < 60 g, fbocy welght 2 6 kg, STime between randomization dae and cutoff date.

You T. Lancet Oncol 2025; 405 (10492): 1851-1864.
Galle PR. ASCO Gl 2026.

Checkiate 9DW
. .
Overall survival, response, and duration of response
100 m Response®
Events m 255 -
% ORR: 36%

Median 05, mo 57 206 “ (95% CI, 31-42) [ | [
€ 80 95% CI 18.8-29.4 17.7-12.5 g » PR
> = CR: 8%

270 HR (95% CI)* 0.78 (0.65-0.93) ¢ 3
- '
_§ © 24-month rate (95% CI) s
5 50% (44-55 5
R 55 3 month rate (95% €I) 2
2 | y 48-month rate (95% Cl) ¢ . ORR: 13%
T 40 \ IKET44) ) v 15 ERZEX (95% CI, 10-17)
3 : | 31% (26:36) v + pi 2 T
=z 30 ' i g 10
4 h ‘ H oy
g 20 ! ! . S 5 PR: 1%
1 i 1
10 H i ! 0
i ! 1 NIVO + IPI° LEN/SOR
O =TT T T T T T T T T T (n =335 (n=333)
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
Median TTR (range),Cme 2.2 (1.1-41.7) 3.7 (0.6:8.0)

No. at risk.
NV« 1Pl 335 300 264 240 220 207 130 163

Months

151 139 132 124 115

04 99 8 6

“4 % 16 7 5

Median DOR (95% CI),° mo,

Patients with DOR
248mo,2% (95% CI)

34.3 (22.647.7)

37 (24-50)

+ Sustained OS benefit with NIVO + IPI vs LEN/SOR with longer follow-up, and higher 48-month OS rates
+ Continued ORR benefit with NIVO + IPI vs LEN/SQR, with a higher CR rate and durable responses

12.9 (10.2-33.9)

12 (1-38)

Median (range) follow-up, 52.5 (44.0-66.1) months. 2HR and 95% CI from stratified Cox proportional hazard model. Symbols represent censored odservations. bAssessed by BICR based on RECIST V1.1
<Percentage with BOR of SD (includes non-CR/non-PD, which refers to patients with persistence of 1 or more non-targe: lesion[s]): NIVO + IPI, 32%; LEN/SOR, 62%. Percentage with BOR of PD: NIVC +
IPI, 20%; LEN/SOR, 14%. 4in con‘irmed responders (NIVO + IPI: n = 122; LEN/SOR: n = 44).
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SYSTEMIC THERAPIES FOR ADVANCED DISEASE: FIRST LINE TREATMENT

The ADDITION OF A THIRD AGENT to atezolizumab+bevacizumab do not show an added benefit in

patients with untreated advanced HCC.

IMbrave152/SKYSCRAPER-14: a phase 3, double-blind,
placebo-controlled, randomised, global study

-+ 669 patients randomised to treatment between 14 September 2023 and 23 September 2024

K:y et:isibility criteria Tira 600 mg + atezo 1200 mg + bev 15 mg/kg, IV Q3W
\ge ears n=331

- Unresectable locally advanced or metastatic HCC

- ECOG PS 0 or 1

- Child-Pugh A

- No prior systemic therapy for advanced disease

- Systemic adjuvant treatment permitted
(recurrence =6 months from treatment
completion”

Imaging every 6 + 1 weeks?

Pbo + atezo 1200 mg + bev 15 mg/kg, IV Q3W permitted

Other key secondary endpoints

Primary endpoints
- INV-PFS per RECIST v1.1 - ORR
. os

5 graphic region (Asia and Alrica, excluding
Japan, vs rest of world, including Japan)

- MVl andlor EHS (presence vs absence)

- Baseline AFP (<400 vs 2400 ng/mL) Safet;

5 aetiology (viral vs non-viral : 4
HCC aetiology (viral ) | PRo2

- PFS/OS rate at selected time points

Treat until loss
of clinical
nefit or

unacceptable

No crossover

BERIN congress
2025

Adding Ipilimumab to Atezolizumab plus Bevacizumab in
patients with unresectable hepatocellular carcinoma in
first-line systemic therapy

PRODIGE 81/FFCD 2101 - TRIPLET HCC

MERLE PhilippP, BLANC Jean-Frédéric, EDELINE Juli k-4 il mERON Jean-Marie, | \ Z
BOURGEOIS Vincent, BOUATTOUR Mochamed, TOWC] Yai , VI & Carole, KHEMISSA AKOUZ

Faiza, HEURGUE . GIROT Paul, T 5 KHAC BRONOWICKI Jeagi-Pierre,
VIAUD Juliette, BEN ABDELGHANI Mel LT

100 Tira + atezo + bev Pbo + atezo + bev
(n=331) (n=338)
Patients with event, n (%) 215 (65.0) 224 (66.3)
s Median INV-PFS, months (95% CI) 8.3 (7.1-9.8) 8.2(7.0-9.7)
Stratified HR* (95% Cl) 0.97 (0.8-1.2)
= p-value (stratified log-rank) 0.74641
£
I e e i
z H
25 13
o
o 1 2 3 4 5 6 7 8 9 10 m 12 13 14 15 16 17 18 19
Time (months)
Patients at risk:
Tira + atezo + bev 331 321 276 250 239 213 192 175 159 142 122 110 85 42 38 18 17 3 3 o
Pbo + atezo + bev 338 326 279 254 246 227 205 174 162 136 12 98 87 54 51 26 22 1 1 0

Finn RS. ESMO Gl 2025.

Recist 1.1

Arm-A TRIPLET n=113 34 (30.1%) 84 (74.3%) 12 (10.6%) 17 (15.0%)
Arm-B DOUBLET n=113 31(27.4%) 96 (85.0%) 11(9.7%) 6 (5.3%)
RESULTS (2) - secondary endpoints of efficacy
median (95% CI) follow-up of 12.0 mo (10.6-13.1) for arm-A vs 12.5 (11.2-13.4) for arm-B
TRIPLET DOUBLET TRIPLET DOUBLET
Amd  Am® ma Amep
10 Median months 80 a6 100 Median, monthe 225 NE
(95% C1) (58107) (76102 @ (95% C1) (132NE)  (147.ME)
o
— m
E3 £
i @ 0 [
o o o
n L
=
®
S S A e R R R
Mo at Risk Months No at Risk. Morhs.
mn3 e B1 70 5% W 2% 12 5 3 1 1 0 M3 112 14 @7 B8 B 40 25 14 8 3 2 0
No. Cumulative Censors No. Cumidative
S0 0 b 4 AFERNERESD LT T T SN D - S

Philippe M. ESMO Gl 2025.
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NEW QUESTIONS IN THE MANAGEMENT OF INTERMEDIATE-STAGE HCC

yyyyyyyyyyyyyy
sty ittty

SPECIAL ARTICLE

Hepatocellular carcinoma: ESMO Clinical Practice Guideline for diagnosis,
treatment and follow-up™

A.Vogel"?3, S. L. Chan?, L. A. Dawson®*, R. K. Kelley’, J. M. Liovet®*°, T. Meyer'!:%2, J. Ricke®, L. Rimassa'®**,
G. sapl , V. Vilgrs L1 10 & M. , on behalf of the ESMO Guidelines Committee”

Lt salised approaches for
early-| r intermediate-stage HCC*

Selection of patients for salvage therapies
(importance of RO)

Combination of TACE+systemic therapies
(When? How?)

Can TACE be omitted?
(In which patients?)

Vogel A. Ann Oncol 2025; 36 (5): 491-506
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Hepatocellular carcinoma )‘

INTERMEDIATE-STAGE HCC: COMBINATION OF TACE+SYSTEMIC THERAPIES

Phase-3 studies evaluating the combination of TACE with
immunotherapy in HCC:

Phase

Patient

enrolment, N

Primary endpoint(s)

Outcomes
(primary endpoint)

EMERALD-1'
NCT03778957

o EMERALD-3?
NCT05301842

LEAP-0123
NCT04246177

9 TACE-34
NCT04268888

TALENTACESS
NCT04712643

CARES-0057
NCT04559607

3

2/3

Investigational arm(s)
Arm A: TACE + durvalumab

Arm B: TACE + durvalumab

+ bevacizumab

Arm A: TACE + STRIDE +
lenvatinib

Arm B: TACE + STRIDE

TACE + pembrolizumab +
lenvatinib

TACE !/ TAE + nivolumab

TACE + atezolizumab +
bevacizumab

TACE + camrelizumab +
apatinib

724 (actual)

725
(estimated)

450
(estimated)

522
(estimated)

342 (actual)

188 (actual)

PFS (Arm B vs Arm C; BICR)

PFS (Arm A vs Arm C;
RECIST 1.1 by BICR)

PFS
(RECIST 1.1 by BICR)

0s
0s

TACE PFS (investigator-
assessed)

os

PFS (investigator-assessed)

Showed a statistically
significant improvement in
PFS

Results not yet reported

Showed a stafistically
significant improvement in
PFS

Results not yet reported

Showed a statislically
significant improvement in
TACE-PFS

Showed a statistically
significant improvement in
PFS
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INTERMEDIATE-STAGE HCC: COMBINATION OF TACE+SYSTEMIC THERAPIES

= Combination immunotherapy improves PFS in embolization eligible HCC...

[——
1.0 4 . ) - - o wow 3 z 4 v vou v £40 13U 144 03 3 ac  or 10 1 o
09 Events, n (%) 136 149 100 . = Mscizumas  Placobos
9 - vants, n
%0 12-month Evants, n (%) 100 - -
08 - 12-month Modian PES 150 82 o 65 20 MedianPFS 1o 100 H*\‘\\ Atezolizumab + bevacizumab ) [
© 0y 55.5% (95% CI), manths (11189 @811 054%  rpmonn S Cmonts 026167 @1-122) ™ W)y +Tace f— " X
£ o6 39.8%  18-month  HR(95%Ci) 077(061-0.08) 70 3;“;’:: HR (95% 1) 0.66(0.51-084) & A -
2 1 43.1% valus - . o A \\ MedianPFS 1,
Zos 22.9% s o092 A :: 27.9% pvatue 00002 £ 60 Y d8.46% 17080 (95%Cl), months 7Sy (8384
£ 3% p " ‘
g 04— . | LE w Ny b ° HR (95% C1) 071(05-092)
g oa Durvalumab + bevacizumab + TACE - L\_.\_I[\“ Lenvatinib + pembrotizumab + TACE 2 VR, &E‘We e [ 0008
= = / e
0.2 - ! Y I - 0 3260% 5g gaop iy =
Z; B | Placebos + TACE 1: ! Placebos + TAGE 0 Placebos +TACE
0 — — —T—— ——t— —T T
6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 o 3 & 9 12 15 18 2 24 27 30 33 36 39 4z ! ! v ! y i ! !
. _— 0 6 12 18 4 30 36 41 48
Time from randomisation, months Months
No. at risk ! No. atrisk Time (Months)
204 162 134 114 94 2 64 53 43 32 22 15 6 4 2 2 0 0 0 287 207 176 1% M2 72 57 2% 2 1\ w0 7 2 1 @ o, ofPatients at Ritk
” 1 i 5 % un 7 1 0
205 158 121 81 62 51 98 35 3 24 15 W0 5 2 2 0 o 0 © 243 190 144 89 72 48 37 18 12 8 5 3 3 1 0 - 5 h s I ' .
'
b ith id f benefi
... but without evidence for OS benefit.
80.0% | Events.n e | o
83% J 100 " 87.95% —— TACE + Atezo + Bev (N=171)
100 T4S%  Lenvaiib + pembrolizumab +TACE | 69(20.1) Lian S S 78.13% —— TACE (N=171)
0 B85 placebo + TACE 82(337) 80 ]
80 “'-“«M 54300
210 s 60 73.92% " "
g g
© 5 S w0
40
2 20
HR, 0.80 (95% CI,0.57-1.11)
20 Pi=0.0867 0
10 T T T T T T T
o5 5 8 12 5o ENEAE I ° s 2 o 3 # ®

Sangro B. Lancet 2025; 405:216-232.
v . . Kudo M. Lancet 2025; 405: 203-2015

“osmowowwowow o« X ¢+ | largely immature dataset | T
: Dong J. ESMO Gl 2025, LBA 2.

139
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INTERMEDIATE-STAGE HCC: SYSTEMIC THERAPY COMPARED WITH TACE

= ABC-HCC trial: Atezolizumab/bevacizumab seems to be superior compare to TACE in regard to

TTFS in intermediate-stage HCC.

Main Inclusion Criteria Primary endpoint

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

Intermediate stage HCC - not amenable to curative an international, randomized, multicenter, open-label, investigator-initiated phase 3b trial
surgery, liver transplantation or curative ablation BUT
disease amenable to TACE (minimal vascular invasion

Treatment phase (either systemic drug treatment
OR locoregional therapy)*

Screening > Stratification > Randomization > > Follow-Up

Vp1/Vp2 allowed) Failure of strategy = Arm A (Atezo/Bev) Arm B (TACE)
» No massive multinodular pattern preventing adequate P e i = FET o . —_— i . radiologic progression
TACE *+ Reglon (Wester 1 Bevacizumab 15me/kg Lv. \ s 1%t condition E— radiologic progession or stable disease
o i v s 32 cycles / 24 months max sl stos b
» No extrahepatic disease ) 5'22:.}""’ ot . Zm",m P " o AND any of the following:
» Child-Pugh-Score A or B7 N e 2fcondtion  ——s

= theloss of clinical benefit OR
Progression af el anslomical s

» Performance Status ECOG 0-1

n=254 events
Decine n ECOG perormence stats atirbuted o dsease progresion
Noevidence of cinical b asassessed by the investgator

Y

No presence of untreated or incompletely treated

varices with bleeding or high-risk for bleeding e = unacceptable toxicity OR
> Absence of other severe comorbidities R st o reqiredto maimain cmsw;zn:y HEe e = liverfunction deterioration OR
duration. y = therapy not further applicable for other reasons

Interim Analyses

Interim Analysis: at two timepoints for efficacy/futiity of TTFS

> 1stIAat 33% of information time (n=85 events) 2
*  Reached ]
= Data cut-off: 13-Jun-2025 (100 events considered) z
H
g Tace
% 2nd IA at 66% of information time (planned at n=169 events) 5 (enl)
= Expected Q32026 £ Bensin)  ME08)  ssEen)
s Median time 1459 9.46
o 2 i svent,
Disclaimer: 5 montn (B5%0) | (107797)  GS7-1120)
Data at interim analyses is still premature and based on site specific reporting H
3 HR (95%C)) 0545 (0.356-0826); p=0.0043

Data cleaning is stil in progress. Slight changes at final analysis are possible!

Current recruitment:  231/320 patients (Dec-2025) e T = s Galle PR. ASCO Gl 2026.
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‘ CONCLUSIONS &2
p

GASTROESOPHAGEAL ADENOCARCINOMA

=  Durvalumab+FLOT is the new SOC for locally advanced gastric/GEJ adenocarcinoma, showing an impact on EFS and OS.

=  HERIZON-GEA-01 supports zanidatamab as new SOC, potentially replacing trastuzumab, as well as the use of tislelizumab
in 1L HER2+ advanced GEA.

=  Trastuzumab deruxtecan is recommended for HER2+ advanced GEA previously treated with a trastuzumab-based

regimen.

PANCREATIC CANCER

= Neoadjuvant PAXG significantly prolongs EFS compared to mFOLFIRINOX in resectable/borderline resectable PDAC. More

follow us is needed, but it could potentially change the SOC.
=  GnP+TTFields could be considered as a new SOC in locally advanced PDAC.

=  Promising early results of KRAS inhibitors. Waiting for results from randomized phase Ill clinical trials.
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CONCLUSIONS @%]

BILLIARY TRACT CARCINOMA

=  Perioperative CT seems to improve survival compared to adjuvant CT in LA resectable BTC, but it’s not considered an SOC yet.

=  Two phase llIB clinical trials corroborate the efficacy of first-line durvalumab+gemcitabine-based regimens and ivosidenib in mIDH1

CCA in a real-world setting.
] Lirafrugatinib is a highly selective FGFR2 inhibitor with clinically meaningful antitumor activity in previously treated advanced CCA
harboring FGFR2-f/r.

HEPATOCELLULAR CARCINOMA

] Systemic therapy with anti—-PD-1/PD-L1 plus an antiangiogenic agent or dual immunotherapy with anti—-PD-1/anti—-CTLA-4 is the

treatment of choice in patients with advanced HCC, patients with diffuse-pattern stage B disease, and after failure of local therapy.
] Dual immune checkpoint blockade combined with an antiangiogenic agent has not demonstrated improved outcomes.

] In patients with stage B HCC who are candidates for TACE, the combination of immunotherapy * antiangiogenic agents increases PFS

but without impact in OS.

. Preliminary results from a phase Ill study open the possibility of upfront systemic therapy without TACE in stage B disease.




