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LBA39

Updated efficacy and safety data from IMbrave050: Phase lli
study of adjuvant atezolizumab (atezo) + bevacizumab (bev)

vs active surveillance in patients (pts) with resected or
ablated high-risk hepatocellular carcinoma (HCC)

A.Yopp', M. Kudo’, M. Chen’, A-L. Cheng®, A.O. Kaseb’, H.C. Lee®, S. Qin’, E. Cha®,

S.P. Hack’, Q. Lian”, J. Spahn’’, C. Wu'’, P. Chow"’

Background: At the pre-specified interim analysis (IA; median follow-up, 17.4 mo),
IMbrave050 met its primary endpoint of improved independent review facility (IRF)-
assessed recurrence-free survival (RFS) in pts with high-risk HCC, The RFS HR for atezo +
bev vs active survelllance was 0.72 (adjusted 95% Cl: 0.53, 0.98; P=0.012); overall
survival (0S) was immature (HR, 1.42; 95% Cl: 0.80, 2.54; Qin Lancet 2023). Here, we
report updated analyses.

Methods: IMbrave050 enrolled pts with HCC who had high recurrence risk (based
on tumour size and number, vascular invasion and tumour differentiation) following
curative-intent resection or ablation. Pts were randomised 1:1 to receive atezo
1200 mg + bev 15 mg/kg IV every 3 weeks (17 cycles) or active surveillance for 1y;
pts were eligible to crossover to atezo + bev following IRF-recurrence. Stratification
factors included geographic region and a composite factor comprising the number
of high-risk features, curative procedure and use of optional adjuvant transarterial
chemoembolisation (1 cycle) post-resection. Secondary endpoints included OS and
safety.

Results: The updated RFS HR was 0.90 (95% CI: 0.72, 1.12). At the 2" 1A, OS remained
immature (HR, 1.26; 95% Cl: 0.85, 1.87). RFS and OS results were consistent across
clinically relevant subgroups. No new safety concerns were observed.

Table: LBA39
Atezo + bev Active
(n=334) surveillance
(n=334)
RFS
Events, n (%) 162 (49) 164 (49)
RFS, median (95% Cl), mo 33.2 (24.3, NE) 36.0 (22.7, NE)
Stratified HR (95% Cl) 0,90 (0.72,1.12)
Stratified log-rank P value NA; descriptive
0s
Events, n (%) 54 (16) 46 (14)
0S, median (95% Cl), mo NE (NE) NE (NE)
Stratified HR (95% Ci) 1.26 (0.85, 1.87)
Stratified P value 0.250

Clinical cutoff: 3 May 2024. Median follow-up: 35.1 mo.
NA, not applicable; NE, not estimable.

Conclusions: In this updated analysis, initial RFS benefit with atezo + bev vs active
survelllance was not sustained. OS remained immature but showed numerical
improvement from the 1™ |A. The safety profile of atezo + bev remained manageable and
consistent with that of each agent and the underlying disease. The benefit—risk profile
does not support atezo + bev as an adjuvant therapy for all high-risk HCC. Efficacy follow-
up will continue, These results inform future approaches to improve pt outcomes,

Clinical trial identification: NCT04102098.

[epypagn

2tn peAétn IMBRAVEO50 cuykpiBnke n
XOpPrynon €mkoupLKkn ¢ Beparmeiag Atezo-
Beva évavtl tng mapakoAouBnong yua
acBeveic  TOUL urtoBARBNkav  oe
nratektopn 1 RFA kat eixav uynAo
KivOULVO UTIOTPOTIAG.

Av kal oe aAalotepn avdAucon davnke
apxtkd 0deAog we Pog TN KN epdavion

vrtotpomic (RFS) otnv opdda Ttwv
acBevwyv TOU  EAaPav  ETKOUPLKN
avocoBepareia, otnv npdodatn

avdAuon pe diapeoo follow-up 35 pnvwy,
n dtadopd avtn wg mpoc 1o RFS petalv
Twvy OUo opadwv  daivetar  OTL
e€aleidpOnke.

MdAlota, ot dU0o opdadec dev epdaviocav
OTATIOTIKA onuUavtikee Oladopeg oto
RFS akoun kat otnv avaAucn OAwv Twv
UTTOOHAd WV.

[dlaitepa evdladEpov eival To yeyovog OTl
TO apxlkod odelog oto RFS amd tnv

ETMIKOUPLIKY Bepameia  daivetal va
TIPOEKUTITE KUPIWG amo toug acBeveig
TIOU  Xelpoupynodnkav Kat  eixav
peyaAlTtepo ¢optio vOoou (eKTOC Twv
up-to-7  kpunpiwv), aMd xwplic
OTATIOTIKA ONUAVTIKN oladopd.
JUVETIWCG, Ol acBeveic pe OXETKA

TIEPLOPLOPEVN VOOO (EVIOC TwWV up-to-7
Kpltnpiwy) Tou  xelpoupynbnkav n
uttoBAnBnkav ce RFA dev epddvicav
Kapia amoAvtwe dtadopd oto RFS eite
€Aapav emkoUpLKr avooobeparmeiaq, eite
oxL.

2X0Al0

‘Onwg yivetatl avtiAnTto, xpetalovtal emi
TOU TIAPOVTIOC TIEPLOCOTEPECG HEAETEC KAl
TeploooTEPa oedopeva  yua  va
UTtop€ocoupe  va  otnpiéoupe TNV
gloaywyr Tng avoocoBeparmeiag wg
ETKOUPLKY Bepameia oe aocbeveic pe
HKK.

LBA39 Updated efficacy and safety data from IMbrave050: Phase Ill study of adjuvant atezolizumab (atezo) + bevacizumab (bev) vs
active surveillance in patients (pts) with resected or ablated high-risk hepatocellular carcinoma (HCC). Yopp, A. et al. Annals of
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Five-year overall survival (OS) and OS by tumour response
measures from the phase Ill HIMALAYA study of

tremelimumab plus durvalumab in unresectable

hepatocellular carcinoma (uHCC)

L. Rimassa’, S.L. Chan”, B. Sangro”, G. Lau®, M. Kudo®, V. Breder®, M. Varela’,
0. Crysler’, M. Bouattour’, V.T. Dao'°, A. Faccio?, J. Furuse'’, L-B. Jeng",
Y-K. Kang™®, R.K. Kelley'®, M.J. Paskow'®, M. Makowsky'’, D. Ran'®, A. Negro"’,

G.K. Abou-Alfa™®

Background: In the phase 3 HIMALAYA study (NCT03298451) in uHCC, STRIDE (Single
Tremelimumab Regular Interval Durvalumab) significantly improved OS vs sorafenib in
the primary analysis (Abou-Alfa et al. NE/IM Evid 2022) and demonstrated durable
long-term survival with a 4-year OS rate of 25.2% (Sangro et al. Ann Oncol 2024).
Here, we report the first 5-year OS analysis in uHCC and evaluate survival by multiple
tumour response measures.

Methods: Participants (pts) with uHCC were randomised to STRIDE, durvalumab
monotherapy or sorafenib. OS, 5-year OS rates, OS by disease control (DC), changes in
tumour size and depth of response (DpR; Osgood et al. J Clin Oncol 2019) and serious
adverse events (SAEs) were assessed. Extended long-term survivors were described.
Data cut-off was 1 March 2024.

Results: The OS hazard ratio (HR) for STRIDE vs sorafenib was 0.76 (95% confidence
interval [Cl], 0.65—0.89) (Table). The S-year OS rate was 19.6% with STRIDE vs 9.4%
with sorafenib (rate ratio, 2.09) and was further improved in pts who achieved DC
{(28.7% vs 12.7%,; rate ratio, 2.26). OS rates for pts who achieved >G2 (>25%) tumour
shrinkage were 58.0% (57 pts at risk) vs 36.0% (8 pts at risk) at 48 months and 50.7%
(34 pts at risk) vs 26.3% (4 pts at risk) at 60 months for STRIDE vs sorafenib,
respectively, The rate of treatment-related SAEs with STRIDE did not change from the
primary analysis.

Table: 947MO
STRIDE Durvalumab Sorafenib
(n=393) (n=389) (n=389)
Median follow-up 62.5 (59.5-64.8) 62.7 (60.8-63.8) 59.9 (58.3-61.5)
duration (95% ClI),
months

0S HR (95% CI)

OS rates (95% Cl), %
48 months

60 months

OS rates in pts with
DC (95% CI), %

0.76 (0.65—0.89) 0.85 (0.73~1.00)

25.2 (20.9—29.7)
19.6 (15.6—23.8)

19.0 (15.1—23.3)
14.4 (10.9-18.4)

15.1 {11.5-19.1)
9.4 (6.5-13.0)

48 months 36.3 (30.0-42.5) 289 (22.7-35.4) 20.2 (15.1-25.9)
60 months 28.7 (22.8—-34.9) 21.8(16.1-28.0) 12.7 (8.4-17.9)
Treatment-related 68/388 (17.5) 33/388 (8.5) 37/374 (9.9)
SAEs, n/N (%)

Conclusions: STRIDE demonstrated an unprecedented 5-year survival rate, with no
additional serious safety events in the extended follow-up. The improved OS
outcomes observed across multiple tumour response evaluations, including DC and
DpR, provide novel Insights on the clinical benefit of dual Immune checkpoint Inhi-
bition beyond conventional measures of response. These results set a new benchmark
In UHCC, with one In five pts alive with STRIDE at 5 years,

Clinical trial identification: NCT03298451,

lNeptypapn

H peAétn avtn mepiapBavel tnv availuon
Tng 5eTolg emiBiwong Twv acBevwy TG

HEAETNG HIMALAYA, otnv otoia
a&loAoynbnke n amoteAeoPATIKOTATA KAl N
acddrela TtOu ouvduacuol  STRIDE

(Tremelimumab-Durvalumab) évavtt tou
sorafenib otnv 1" ypapun Beparmeiag ya to
mpoxwpnuévo HKK.

2NUAvTIKO eVPNUA atoTeAEL OTL TtEPITIOU TO
20% Ttwv acBevwy TNg HEAETNG epdAvioe
5etA emBiwon.

To Too00TO 5eTOUC ETIPBIWONE ATAV AKOMUN
HEYOAUTEPO OUYKEKPLUEVA Vla aoBeveic
TTou epdavicav otabepn vooo (28.7%) kat
AVTIKEPEVIKN avtarnokplon (50.7%) kal
TOAU  PEYOAUTEPO OUYKPLTIKA HE TO
sorafenib.

Ol aoBeveic dev epdavioav CNUAVTIKEC
AVETUOVUUNTEC EVEPYELEC.

2X0At0

Ta amoteAéopata auvtd kablotolV TNV
X0pnynon cuvduaopévng avoooBeparmeiag
pla akpwg amoteAsopatikh Kat acdain
BepameuTIK ETAOY] OUYKPLTIKA HE TO
sorafenib, mou aufdvel onupavtika TNV
emBiwon oe acbeveic Pe TpoxwpPnUEVO
HKK, kabwc 1 otoug 5 acBeveic pe tétola
gktaon vooou duvatal TTAEoV va TIapapEveLl
dwvTtavocg PeTd amno 5 £€1n Beparneiac.

947MO Five-year overall survival (OS) and OS by tumour response measures from the phase Il HIMALAYA study of tremelimumab plus
durvalumab in unresectable hepatocellular carcinoma (UHCC). Rimassa, L. et al. Annals of Oncology, Volume 35, S65.




965MO | Nivolumab (NIVO) plus ipilimumab (IPl) vs lenvatinib (LEN)
or sorafenib (SOR) as first-line (1L) treatment for
unresectable hepatocellular carcinoma (uHCC): Expanded
analyses from CheckMate 9DW

T. Decaens’, T. Yau®, M. Kudo®, B. Sangro”, S. Qin°, L. Da Fonseca®, H. Karachiwala’,
JW. Park’, E. Gane’, M. Pinter'”, DW.M. Tai"’, A. Santoro™’, G. Pizarro”’, i
C-F. Chiu'’, M. Schenker'®, AR. He'®, Q. Wang'’, T. Ogata'®, J. Hreiki'", PR. Galle”®

Background: In the phase 3 CheckMate SDW study, 1L NIVO + IPI demonstrated
statistically significant and clinically meaningful overall survival (OS) benefit vs LEN/
SOR in patients (pts) with uHCC (NCT04039607), We present additional exploratory
analyses from this preplanned interim analysis.

Methods: Pts with previously untreated HCC not eligible for curative surgical or
locoregional therapies, Child-Pugh score 5 or 6, and ECOG performance status 0 or 1
were randomized 1:1 to receive NIVO 1 mg/kg + IPl 3 mg/kg Q3W (up to 4 cycles;
then NIVO 480 mg Q4W) or LEN 8 mg or 12 mg QD or SOR 400 mg BID until disease
progression or unacceptable toxicity, NIVO was given for a maximum of 2 years, The
primary endpoint was OS; secondary endpoints included objective response rate
(ORR) and duration of response (DOR) per blinded independent central review (BICR)
using RECIST v1.1,

Results: A total of 668 pts were randomized to NIVO + IPI (n = 335) or LEN/SOR (n =
333). At a median follow-up of 35.2 (range 26.8-48.9) months (mo), median OS was
23.7 (95% C| 18.8—29.4) mo with NIVO + IPl vs 20.6 (95% CI 17.5—22.5) mo with LEN/
SOR (HR 0.79; 95% Cl 0.65—0.96; P = 0.0180); 24-mo OS rates were 49% (95% Cl 44—
55) vs 39% (95% C| 34—45), respectively. OS benefit was generally consistent across pt
subgroups. ORR was higher with NIVO + IPI vs LEN/SOR (36% [95% Cl 31—42] vs 13%
[95% CI 10-17]; P < 0.0001), with higher complete response rates (7% vs 2%) and
durable responses (median DOR: 30.4 [95% ClI 21.2—not estimable] vs 12.9 [95% CI
10.2—31.2] mo). Any-grade treatment-related adverse events (TRAEs) were reported
in 84% of pts with NIVO + IPI vs 91% of pts with LEN/SOR; grade 3—4 TRAEs were
reported in 41% vs 42% of pts, respectively. Additional exploratory efficacy and safety
analyses will be presented.

Conclusions: In pts with previously untreated uHCC, NIVO + IPI demonstrated sta-
tistically significant OS benefit vs LEN/SOR, with higher ORR and durable responses,
along with manageable safety. These results further support NIVO + IP| as a potential
1L treatment option for uHCC.

Clinical trial identification: NCT04039607.

lMeptypadn

e H peAétn CheckMate 9DW ntav pia peAétn ¢dong 3, otnv ormoia peAetndnke n acddAsla Kal n

amoteAeopatikotTnTa ToL cuvduacpou Nivolumab-Ipilimumab otnv 1" ypaupun Bepamneiag yia acbeveic e
tpoxwpnpévo HKK, évavti tng xopriynong sorafenib n lenvatinib.

H peAétn £€0elfe oTATIOTIKA oNUAVTIKA PeyaAUTEPN OUVOAKN emBiwon yla Toug acBeveic ou EAaBav
avoooBeparneia cuykpLTIKA e Toug acBeveig tou EAapav TKls (23.7 €vavtt 20.6 pnveg), evw €miong ot
acBeveic ou EAapav avocoBepareia epdavioav oAU cuxvOTEPA AVTIKELUEVIKH avTanokplon (36%).
MapdAAnAa, n Bepameia ATaAv OXETIKA KAAWC AVEKTH attod Toug acbeveic.

2X0Al0

Ta amoteAéopata autd duvavtal va XpnotpoTtoltnfolv yia tnv KablEPwon Tou TPIToU KATd oelpd OXNUATOC
avoocoBeparneiag otn Bepamneutikn 1" ypappng Twy acbBevwy pe ipoxwpnuevo HKK.

21a BeTKA TNCG HEAETNG ATAV OTL 0 CUYKPLON HE TIC U0 AAAEG EYKPLTIKEC MEAETEG avoooBepareiag
(IMBRAVE150, HIMALAYA), o autr tn HeAETN oL acBeveic epdavicav uPNAOTEPA TTOCOCTA AVTIKELUEVIKWYV
avtamnokpioswyv . Etiong, n ocuykplon tngavoocobeparmeiag €yve pe duo TKIs mpuwtng ypappng Kat oxt ovo
pe to sorafenib OTwg cuVERN OTIC ANEG BUO EYKPLTIKEG UEAETEG.

Ta dedopéva achdAAelag TUITPETOLY TNV a&lottoinon authg TN Beparmeiag ot BEPATIEVTIKEG ETIAOYECQ
TIPWTNC YPAMMNG yia Tov Ttpoxwpnuevo HKK.

965MO Nivolumab (NIVO) plus ipilimumab (IPI) vs lenvatinib (LEN) or sorafenib (SOR) as first-line (1L) treatment for unresectable
hepatocellular carcinoma (UHCC): Expanded analyses from CheckMate 9DW. Decaens, T. et al. Annals of Oncology, Volume 35, S657




LBA40 | Primary resuits from the phase Ill ALTN-AK105-111-02 study:
Anlotinib plus penpulimab versus sorafenib as first-line (1L)
therapy for advanced hepatocellular carcinoma (aHCC)

J. Zhou', J. Fan’, S.C. Jiao’, L. Bai’, J. Luo’, Y. Bai”, Y. Pan’, Y. Gao®, R. Shi’, W. Zhang",
J. Zheng’, X. Hua'’, X. Aibing™’, S. Hu'’, M. Da"’, R. Wang'", J. Ma™", W. Jia'",
W. Wu'’, C. Peng*”

Background: This randomized, controlled, openlabel, multicenter, phase Il study
aimed to evaluate the efficacy and safety of anlotinib (VEGFR/PDGFR/FGFR/c-kit-TKI) +
penpulimab (anti-PD-1 IgG1 monoclonal antibody) vs sorafenib as 1L therapy for
aHCC.

Methods: Eligible pts with aHCC were randomized 2:1 to anlotinib (10 mg, po, qd,
d1-14) plus penpulimab (200 mg, iv, g3w) or sorafenib (400 mg, po, bid). Pts were
stratified by macrovascular invasion and/or extrahepatic metastases, baseline
serum AFP (<400 vs >400 ng/mL), and ECOG PS (0 vs 1). The dual primary end-
points were PFS (per RECIST v1.1 by IRC) and OS; secondary endpoints included PFS,
ORR, DCR, DOR and safety. The final analysis for PFS was done after 312 PFS events
occurred and the planned interim analysis of OS was done after 332 deaths
occurred.

Results: 649 pts were randomized (anlotinib + penpulimab, 433; sorafenib, 216).
Demographic and baseline characteristics were generally balanced across arms.
Overall, 41% of pts had macrovascular invasion, and 62% had extrahepatic
metastasis. At the final analysis for PFS (data cutoff: 5 June 2023), 313 PFS events
had occurred. The median PFS was significantly improved with anlotinib + penpu-
limab vs sorafenib (6.9 mo [95% CI 5.8-8.0] vs 2.8 mo [2.7-4.1]; HR 0.53 [95% ClI
0.41-0.68]); p<0.0001). At interim analysis for OS (data cutoff: 29 January 2024),
338 OS events had occurred. The median OS was significantly prolonged with
anlotinib + penpulimab vs sorafenib (16.5 mo [95% Cl 14.7-19.7] vs 13.2 mo [95% CI
9.7-16.9]; HR 0.69 [95% ClI 0.52-0.92]; p=0.0013). Incidence rates of grade
>3 TRAEs were 48.2% in the anlotinib+penpulimab arm and 47.4% in the sorafenib
arm. AEs leading to dose modification (16.2% vs 29.9%) were lower with anlotinib +
penpulimab compared with sorafenib. The incidence of any grade immune-medi-
ated AEs was lower in anlotinib+penpulimab-treated pts: pneumonitis (2.5%), colitis
(0.9%), and hepatitis (0.5%).

Conclusions: The combination of anlotinib + penpulimab significantly prolonged PFS
and OS vs sorafenib with no new safety signals observed, and presents as a new 1L
treatment option for aHCC.

Clinical trial identification: NCT04344158.

[Neptypapn

e 3TNV PEAETN aUTA CUYKPIBNKE N acdAAela Kat n amoTeAeoPATIKOTNTA TOU cuvduacopoL penpulimab (anti-
PD1)/anlotinib (TKI TtoAAamtAng otoxeuong) pe to sorafenib otnv 1" ypappun cuotnuatikng Beparmeiag yua
Tov tpoxwpnpevo HKK.

o Aveupe€Bn peydro odelog emiBiwong toco yua to OS (16.5 prveg ya tov cuvduaopo evavtt 13.2 ya 1o
sorafenib), 6co kat yia 1o PFS (6.9 prjveg yia to cuvduaopo evavtt 2.8 pnvwy yia To sorafenib).

e O cuvduaopuog penpulimab/anlotinib epddvice Alyotepa TOCOOTA CORAPWYV AVETIOUUNTWY EVEPYELWV
TTou 0drynoav oe dlakortt) Beparmeiag cUyKPLTKA Pe To sorafenib.

2X0A10

e Katavoei kaveig moco ypryopa au&dvovtal TTAEOV Ol BEPATIEVTIKEC ETIAOYEG OTNV TIPWTN YPAUMN, KaBwg
autn eival n 5" katd oepd RCT ou avadelkviel 0pelog emiBiwong evog cuvduaopoU Tou TteptAapBavel
immune checkpoint inhibitor oe cUykplon pe to sorafenib otnv 1" ypaupun Beparmeiag tou TPoxwWpPnNUEVOU
HKK (Atezolizumab-Bevacizumab, Tremelimumab-Durvalumab, Nivolumab-Ipilimumab,
Camrelizumab-Rivoceranib kat twpa Penpulimab-Anlotinib).

LBA40 Primary results from the phase Il ALTN-AK105-111-02 study: Anlotinib plus penpulimab versus sorafenib as first-line (1L) therapy
for advanced hepatocellular carcinoma (aHCC). Zhou, J. et al. Annals of Oncology, Volume 35, S1231.



LBA38 | Iparomlimab and tuvonralimab (QL1706) with bevacizumab
and/or chemotherapy in first-line (1L) treatment of
advanced hepatocellular carcinoma (aHCC): A randomized,
open-label, phase I/l study (DUBHE-H-308)

S. Qin*, J. Fan’, F. Yang’, ). Zhou’, Y. Zhang®, D. Cai’, Z. Yu®, Y. Chen’, X. Shi®, D. Li",
Y. L', J. Yao'!, Y. Tan'?, D. Wu™®, X. Yang'?, M. Da"*, L. Li'®, P. Shao’’, X. Kang'®

Background: QL1706, a single bifunctional MabPair product consisting of two engi-
neered monoclonal antibodies (anti-PD-1 and anti-CTLA-4), plus bevacizumab (bev) as
1L therapy in aHCC showed promising antitumor activity and favorable safety profile
in a Phase 1b/2 study. Thus the Phase 2 part of DUBHE-H-308 study (NCT05976568)
investigating QL1706 with bev and/or chemotherapy (chemo) for 1L treatment of
aHCC was conducted and the results were reported here,

Methods: Patients (pts) were randomly assigned (1:1:1:1) to the arm 1 QL1706 (7.5
mg/kg, Q3W) + bev (15 mg/kg, Q3W)+chemo (aHCC regimen, namely oxaliplatin 85
mg/m’ plus capecitabine 1000 mg/m?, Q3W, up to 4 cycles), the arm 2 QL1706 + bev,
the arm 3 QL1706 + chemo, or the arm 4 another PD-1 antibody sintilimab (200 mg,
Q3W)+ bev. Primary endpoints for this Phase 2 study included ORR by Investigator per
RECIST v1.1, and safety.

Results: In total, 120 pts were enrolled. As of data cutoff (12 Jul 2024), median follow-
up was 6.7 months. The baseline characteristics were generally balanced across 4
arms. ORR and DCR were showed in the table, At this time progression free survival
(PFS) was not mature. The 6-month PFS rate was 78.5%, 64.3%, 53.8% and 50.3% in
the above 4 arms, respectively. Grade >3 treatment-related AEs in 4 arms occurred in
46.7%, 50.0%, 46.7% and 37.9% of pts, respectively. Only one pt died due to treat-
ment-related hepatic failure in the arm 4.

Conclusions: In the Phase 2 part of DUBHE-H-308 study, QL1706 plus bev with chemo
showed encouraging preliminary efficacy and a manageable safety profile in 1L
treatment of aHCC. QL1706 + bev + XELOX was selected as study arm by Independent
Data Monitoring Committee for future Phase 3 study.

Clinical trial identification: NCT05976568.

Table: LBA3S The efficacy of 4 arms
QL1706+bevechemo (Arm I, n=31) QL1706+bev (Arm 2, n=30) QL1706+chemo (Arm 3, n=30) Sintilimab+bev{Arm 4, n=29)

Best overall response, n (%)

CR 1{32) 0 0 0

PR 10 {32.3) 11 (36.7) 11 (36.7) 4 (13.8)

so 16 (51.6) 13 (433} 15 (50.0) 17 {58.6)

PD 2 (65) 5 {16.7) 3 (10.0) 5(17.2)

Not done 2 {6.5) 1(33) 1(33) 3(103)

ORR, % {95% Ci) 355 (19.2-54.6) 36.7 (19.9-56.1) 36.7 (19.9-56.1) 138 (3.9317)
DCR, % (95% C1) 87.1{70.2-96.4) 80.0 (61.4-92.3) 86.7 (69.3-96.2) 724 (52.8-87.3)
lMeptypadn

e 2TnVv auth tn HeAETn ddaong 2, PeAetnbnke 1o poplo QL1706 (cuvduacpog anti-PD1/anti-CTLA4) oe
ouvduaouo pe bevacizumab f/katl xnueloBeparneia pe capecitabine/oxaliplatin (XM@). Av kat ye PIKpo
follow-up (6.7 pnvec), pavnke 6tL 0 cuvduacuog QL1706+bev+XMO epdavidel LPNAA TTOCOCTA EAEYXOU
NG vooou (POAlKC T 13% Twv acBevwv epdavioe TPoOodo vOCOoU) KAl LKAVOTIOINTIKA TI0COooTd
AVTIKELUEVIKWY aviamokpioewy (wg 35.5%), pe oXeTIKA anodelktd emineda achdAAelac.

e Av kal avapévovtal emopeveC avaAloELG Kal Ta dedopéva eival OXETIKA TiPpWLUA, ol acBeveig Ttou EAapav
QL1706+bev+XMO suddvicav kaAlTtepo PFS oToug 6 PrVeEC CUYKPLTIKA PE TIG TPELG AAEC OPAdEC AcBevwyY
(BA. Ttivaka).

2X0Al0

e H peAétn Ba mpoxwpnoel otn ¢dacn 3 pe to cuvduacpuod QL1706+bev+XMO kat avapévovtal ta
aroteAéopata. Eival n mpwtn HEAETN TTOU XpnolPoTolel cuvduaopévn xnUeloBepamneia-avocobeparneia
pe uTtooxopeva antoteAéoparta otnv 1" ypappun Ogparneiag tov HKK.

LBA38 Iparomlimab and tuvonralimab (QL1706) with bevacizumab and/or chemotherapy in first-line (1L) treatment of advanced
hepatocellular carcinoma (aHCC): A randomized, open-label, phase II/lll study (DUBHE-H-308). Qin, S. et al. Annals of Oncology,
Volume 35, S1229 - S1230



Outcomes by baseline tumour burden in EMERALD-1: A
phase Ill, randomised, placebo (PBO)-controlled study of
durvalumab (D) + bevacizumab (B) with transarterial
chemoembolisation (TACE) in participants (pts) with
embolisation-eligible unresectable hepatocellular carcinoma
(uHCC)

M. Kudo’, R. Lencioni’, J.P. Erinjeri’, S.L. Chan”, S. Qin”, Z. Ren®, Y. Arai’, J. Heo®,
V. Breder’, M. Bouattour'”, F. Dayyani'’, J-H. Yoon'’, C-F. Chiu"’,

T. Suttichaimongkol'”, T. Decaens'”, R. Griffin'®, C. Morgan’’, S.K. Ali*?, K. Balaji'”’,
B. Sangro™’

Background: In EMERALD-1 (NCT03778957), D + B + TACE significantly improved
progression-free survival (PFS) vs TACE in pts with embolisation-eligible uHCC. The up-
to-7 criterion measures tumour burden based on tumour number and diameter,
which are prognostic for HCC. Here, outcomes were assessed by baseline tumour
burden based on the up-to-7 criterion.

Methods: Pts were randomised 1:1:1 to D + B + TACE, D + TACE or TACE arms. Pts
received D (1500 mg) + TACE or PBO for D (Q4W) + TACE. After completing last TACE,
pts received D (1120 mg) + B (15 mg/kg), D (1120 mg) + PBO for B or PBOs for D and 8
(Q3W). PFS and time to progression (TTP) (BICR RECIST 1.1) in the intent-to-treat (ITT)
population and safety in the safety analysis set (SAS; pts received >1 dose of study
treatment [tx], regardless of randomisation) are reported by baseline tumour burden
(within [<7] or beyond up-to-7 criterion [>7]).

Results: At screening, the >7 group included more pts with ECOG PS1, BCLC Stage C,
HAP C or D scores or PVl vs the <7 group. Disease characteristics were generally
consistent across arms in the <7 and >7 groups. PFS improved with D + B + TACE vs
TACE in the <7 and >7 groups, while PFS improved with D + TACE in the <7 group
only, Trends were similar for TTP with marked improvement with D + B + TACE vs
TACE in the <7 and >7 groups, and TTP improvement with D + TACE vs TACE, which
was greater in the <7 group. Max Grade 3—4 tx-related adverse event (TRAE) fre-
quencies were numerically higher with D + B + TACE vs TACE in the <7 and >7
groups; differences were reduced when adjusted for exposure. No tx-related deaths
with D + B + TACE were observed.

Conclusions: In a broad population, PFS and TTP benefits were observed with D + B +
TACE vs TACE with manageable safety, regardless of tumour burden. Data further
support a favourable risk-benefit profile with D + B + TACE in embolisation-eligible uHCC.

Clinical trial identification: NCT03778957.

950P Outcomes by baseline tumour burden in EMERALD-1: A phase lll,
randomised, placebo (PBO)-controlled study of durvalumab (D) +
bevacizumab (B) with transarterial chemoembolisation (TACE) in

lNeptypapn

H peAétn EMERALD-1 Atav pia peAétn n
omoia mpoocdata peAétnoe acbeveic pe
evoldpeoou otadiou HKK ot omoiot
gkavav TACE Kal durvalumab
TapaMnAa pe T ouvedpieg TACE kal
ouvduacopo durvalumab-bevacizumab

ETMKOUPKA  PeETA TNV  TEAeuTaia
ouvedpia TACE. Ot aoBeveic autol
ddavnke OTL elxav TOAU KaAUtepn

emBiwon xwpic vmotpomn IN¢g vooou
OUYKPLTIKA pe aocBeveig mou €Aapav
povo TACE, pe OXeTKA ATOdEKTN
acdarela.

2& auTtAv TNV avaAuon ta anoteAéopata
Tapouaotdotnkay pe Bdon TNV apxikn
£€Ktaon tng vOoou XPNoLUoTIolWVTaAC T
KpLThpLlo up-to-7 kat pavnke OtL N xpron
TNg eTUMPOoBeTng avooobeparneiag kat
AVTLAYYELOYEVETIKNAG Bepareiag
avedelée 0delog oto PFS aveaptitwg
av ol acBeveic epddvidav HIKPO N
peydAo poptio vooou.

2X0Al0

H peAétn autn ntav n mpwtn RCT
HEYAANG KAlpakag Tou €d0elée Odelog
oto PFS ywa aocbeveic mou €AaBav
avoooBeparneia, AVTIAYYELIOYEVETIKN
Bepamneia kat TACE, oUYKpPLTIKA pE TN
povoBepareia TACE.

‘Omnwg yivetal avtiAnmto, n JEAETN auth
pTtopel va amoteAécel T BAon ya thv
evidence-based xopnynon ™neg
avocoBepamneiag oe acBeveic pe TO
TPWIKA O0TAdLa TNE VOOOU, AKOUN KAl o€
acBeveic mou epdavidouy Pikpn €ktaon
NG vOoou evdonmatikd (T.X. TPWILUO
BCLC-B otdadio).

Table: 950P
T Within up-to-7 Beyond up-to-7
D+ B+ TACE D+ TACE TACE D+ 8B+ TACE D + TACE TACE
n=97 n=%7 n=102 n=106 n=110 n=103
mPFS, mo (95% CI) 19.4 (13.9-249) 13.6 (10.0-16.5) 11.1 (7.0—-14.0) 111 (6.7-16.6) 6.8 (48-9.7) 69 (5.2-8.5)
PFS HR vs TACE (95% C1) 0.72 (0.51-1.03) 0.83 {0.58-1.17) 0.79 {0.57~1.09) 1.01 (0.74-1.39)
mTTP, mo (95% CI) 249 (19.4-30.2) 13.6 (11.0-15.2) 11.1 (7,1—-16.6) 16,7 (12.5—-22.3) 9.2 (67-13.7) 8.2 (6.9-14.1)
TTP HR vs TACE (95% CI) 0.59 {0.40—0.87) 0.80 {0.55—1.15) 0.64 (0.44—0,93) 0.95 (0.67—1.35)
SAS nw 82 n= 106 n=99 n=72 n=126 n=101
n (%)
Event rate per 100 pt-year
Max Grade 3—4 TRAE 20 (24.4) 41(3.8) 9(9.1) 21 (29.2) 11 (8.7) 3(3.0)
15.9 3.1 6.5 216 115 34

HR, hazard ratie; m, median




953P | Vessels that encapsulate tumor clusters (VETC): A promising
prognostic predictor for patients with hepatocellular
carcinoma treated with tyrosine kinase inhibitor and
immunotherapy combinations

Y. Yin', W. Zhang’, Z. Wei’, X. Che’, X. Bi’

Background: Vascular encapsulated tumor clusters (VETC) represent a distinctive
manifestation of hepatocellular carcinoma (HCC). VETC-positive cases exhibit a char-
acteristic pattern wherein neoplastic cells are surrounded by a contiguous layer of
endothelial cells, promoting vascular dissemination and metastasis. Treatment stra-
tegies for advanced HCC predominantly involve tyrosine kinase inhibitors (TKI) and
immune checkpoint inhibitors (ICl). The resurgence of interest in HCC morphology,
prompted by the increasing utilization of HCC biopsy in clinical studies, underscores
the potential utility of morphological features as prognostic or predictive biomarkers.

Methods: The investigated cohort comprised 125 patients, each possessing obtain-
able tumor biopsy specimens and comprehensive clinical records, inclusive of longi-
tudinal follow-up data. For each case, five consecutive tissue sections were subjected
to staining with H/E, CD34, GS, CD3, and CD79. CD34 immunostaining was employed
to discern the presence of VETC, utilizing a defined threshold of 5% positivity to
delineate VETC-positive cases. Additionally, GS, CD3, and CD79 served as surrogate
markers for the immune classification of HCC.

Results: Among clinical features, BCLC stage and alpha-fetoprotein (AFP) showed a
significant impact on OS in multivariable analysis. Among morphological features,
namely HCC histotype and grade, VETC+, high number of CD3/CD79 and diffuse and
strong GS staining, were not correlated with prognosis. In particular, VETC+ cases had
a median OS of 12 months as compared to 11 months for VETC- cases [P=0.91]. By
contrast, VETC showed an important correlation with treatment’s benefit. Indeed,
VETC+ patients had a significantly longer OS when treated with TKI and ICl combi-
nations as compared to those treated with ICl or TKI alone [P=0.001]. This difference
was not observed in the subgroup of patients with VETC- phenotype [P=0.51].

Conclusions: In advanced HCC, VETC+ cases have a significantly better response to
tyrosine kinase inhibitor and immunotherapy combinations. This result candidates
VETC+ as a powerful predictive biomarker in HCC.

[eptypagpn

H peAétn autn e€€tace tny emidpacn otnv emBlwon KAl 0TNV AvTATtOKPLon, TNC LOTOAOYIKN G katnyopiag VETC oe
aoBeveic pe HKK tou éAapBav immune-checkpoint inhibitors (ICls) ) TKls.

ATIO TN peAétn auth dpavnke otL n utapén VETC dev emnpeade aveEApTnTa TNV CUVOALKH eTIBiWoN TWY aoBevwy
OTNV TIOAUTIAPAYOVTIKA avdAucn. QoTtoco, T0 CNUAVTIKO eUpnUa autAg TNG MEAETNG NTav OTL ol acBeveig pe
VETC(+) Ttou éAafav cuotnuatikn Bepareia pe cuvduacpo ICIs+TKIs epdavicav oTATIOTIKA CNPAVTIKA KAAUTEPN
OULVOAIKN eTtIBiwon cuykpLTikd pe touc VETC(+) tou éAaBav povoBepareia (ICIs i TKIs).

H dladopd autn dev tapatnprndnke otoug VETC(-) acBeveic.

2X0Alo0

Mapd tnv supeia mAéov Xprion tng avoooBeparmeiag otov mpoxwpnuévo HKK, umdpxel peydin €AAewbn
TIPOYVWOTIKWY JELKTWYV AVIATIOKPLONGE Kal CUVOAIKNC eBiwong o€ acBbeveic uTtd avocobepareia.

H onpaocia authg tng HEAETNG EYKELTAL OTNV XPON TWV LOTOAOYIKWY XAPAKTNPLOTIKWY TOU OYKOU WC TIPOYVWOTIKO
Ttapayovta emniBiwong oe acbeveic mou AapBdavouv cuotnuatikn Beparmeia pe avocobepaneia kat TKIs.

Eival peyaAng onpaciag n aveVpean LOTOAOYIKWY TIPOYVWOTIKWY Ttapayoviwy (omwe n uttapén VETC mpotuTou),
ol ottoiol oxetidovtal pe 0peAOC O CUYKEKPLUEVN Bepameia EvavTl KAmolag AANG, KaBOTL autr UTtopel aTo HEAAOV
va odnynoel otnv €EATOUIKEUPEVN XOPNYyNon CUOTNUATIKAG Beparmeiag Kal otnv avelPeon EKEVWV TwV
uttortAnbucpwy Ttou epdavidouy 0deAoC eTBIWONC PUE TN XOPyNon CUCTNUATIKAC Bepareiac.

953P Vessels that encapsulate tumor clusters (VETC): A promising prognostic predictor for patients with hepatocellular carcinoma
treated with tyrosine kinase inhibitor and immunotherapy combinations. Yin, Y. et al. Annals of Oncology, Volume 35, S660




967P | Lenvatinib (L) versus sorafenib (S) second-line therapy in
hepatocellular carcinoma (HCC) patients (P) progressed to
atezolizumab plus bevacizumab (AB)

M. Persano’, M. Rimini’, T. Tada’, G. Suda”, S. Shimose®, M. Kudo®, C. Yoo’,
). Cheong,'F. Finkelmeier’, H.Y. Lim'’, J. Presa’’, F. Rossari’, E. Amadeo’, F. Vitiello®,
S. Camera’, S. Foti’, L. Mascia'’, M. Scartozzi', S. Cascinu’, A. Casadei Gardini'®

Background: This retrospective multicenter real-world study aims to compare out-
comes reached by L and S second-line therapy in HCC P treated with first-line AB.

Methods: The overall cohort included 891 HCC P from 5 countries (Italy, Germany,
Portugal, Japan, and the Republic of Korea) treated with AB in first-line setting. 53.0%
of P had progressive disease after first-line therapy, of which 51.5% received a sec-
ond-line treatment. Data from 137 P were available: 37.2% received S and 62.8% L.

Results: L second-line subgroup achieved a median overall survival (mOS) of 18.9
months (mo), significative longer (p = 0.01; HR: 2.24) compared to S subgroup that
reached a mOS of 14.3 mo. After adjusting for positive clinical covariates at univariate
analysis, multivariate analysis highlighted ALBI 1 grade [p < 0.01; hazard ratio (HR):
5.23] and L second-line therapy (p = 0.01; HR: 2.18) as positive prognostic factor for
0S. Forest plot highlighted a positive trend in terms of OS in favor of P treated with L
second-line regardless of baseline characteristics before first-line therapy. In partic-
ular, L second-line subgroup had a better OS compared to S second-line subgroup in
male P, aged < 70 years, with viral etiology, BCLC C stage, ufetoprotein < 400 ng/mL,
Child-Pugh A, NLR < 3, ALBI 1 grade, performance status < 1, presence of portal vein
thrombosis. Regarding first-line outcomes, L second-line subgroup achieved a median
progression-free survival (mPFS) of 3.5 mo, while S second-line subgroup reached a
mPFS of 4.3 mo without any significative difference (p 0.42; HR: 1.15). There was no
difference in overall response rate (L 26.1% vs. S 19.8%; p = 0.29) and disease control
rate (L 76.8% vs. S 66.4%; p = 0.71) between the two subgroups. Among the group of
P reaching a first-line PFS inferior to 6.0 mo, P treated with L second-line achieved a
mOS of 17.0 mo significative longer (p = 0.02; HR: 2.24) compared to those treated
with S second-line (9.2 mo). Within the group of P reaching a first-line PFS superior to
6.0 mo, there was no difference in mOS between the two subgroups (S 15.7 mo vs. L
not reached; p = 0.12; HR: 2.41).

Conclusions: L second-line therapy is superior to S in HCC P progressed to first-line
AB.

lMeptypadn

2TNV avadpopLkh autr HEAETN, EAEYXONKE N ATIOTEAECHATIKOTNTA TNE 2" ypauung Bepameiag pe lenvatinib i
sorafenib petd amd amotuxia (AOyw Ttpoodou vooou) Tng Bepamneiag 1" ypapung pe Atezolizumab-Bevacizumab.
H Beparmeia pe lenvatinib kat to ALBI-I Atav mpoyvwoTtikoi tapdyovteg kaAutepng emiBiwong. Ot acBbeveic ou
eAaBav 2" ypapunc lenvatinib eixav 18.9 priveg GUVOAIKAG eTIR{WONC CUYKPLTIKA PE Toug aoBeveig tou EAapav 2™
ypappng sorafenib (14.3 prjveg, p=0.01), evw deV UTIAPXE OTATIOTIKA onpavtikn dladopd téco yia to PFS 6co kat
yla Thv avtamnokplon otn Beparneia HeTagL Twv 6U0 OPADWV.

Mo cuykekpluéva, pAvnKe OTL To OPEAOC CUVOALKNG eTIRIWONC TwV acBevwy tou EAaBav 2™ ypaupunc lenvatinib
OUYKPLTIKA Pe Toug acBeveig tou EAapav 2™ ypappunc sorafenib, adopoloe kKupiwg toug acBeveic mou epdavicav
ypnyopn Tpoodo VOoou (evtog 6 pnvwy) he tn Beparmeia 1™ ypaupng (Atezo-Beva), evw n diadopd auth petadv
Twv opadwy lenvatinib kat sorafenib e€aAeidpOnke yla toug acBeveic tou epdAvicav UTIOTPOTIH PETA ATIO 6 PHAVEG
Beparmeiag pe Atezo-Beva.

2X0Al0

Emti tou mapovrog, eivat ev toAoig ayvwoTo, Ttola eivat n wavikr Beparmeia 2" ypappnig HETA amo amotuxia tng 1
ypaupng Bepameiag pe Atezolizumab-Bevacizumab, kaBott dev umdpyxouv akopn RCTs pe onpavtikd
amoteAeéopata.

H peA€tn autn, av kat avadpopikr, NTav onUAvTiKh ylati oe evav 0xL Kal T0o0 TIEPLOPLOHEVO aplBuo acbevwy 2"
VYPAPHNG, KATEDELEE TNV UTtEPOXN TNC Bepameiag pe lenvatinib €vavtt Tou sorafenib petd amod amotuxia tng 1"
ypappng Beparneiag pe Atezo-Beva.

Xpeladovtal, wotooo, poottikeg RCTs yia tnv emBefaiwon Twy wg Avw ATtoTEAECHATWY KAl TV ePpappoyr Toug
OTNV KAWVIKN TIPAKTIKNA.

184P Lenvatinib (L) versus sorafenib (S) second-line therapy in hepatocellular carcinoma (HCC) patients (P) progressed to atezolizumab
plus bevacizumab (AB). Persano, M. et al. Annals of Oncology, Volume 35, S83




960P | Development and validation of a novel digital PCR assay
targeting circulating tumor DNA methylation biomarkers for
hepatocellular carcinoma screening

H-J. Wang’, J. Han®, YY. Lee’, J. An’, Y. Moon®

"pepartment of Surgery, Inje University Haeundae Paik Hospital, Busan, Republic of
Korea; “R&D Center, Gencurix Inc., Seoul, Republic of Korea

Background: Hepatocellular carcinoma (HCC) is the most common type of liver cancer
and the third leading cause of cancer-related deaths worldwide in 2020. However,
current HCC screening tests, including serum alpha-fetoprotein (AFP) and ultrasound,
are still limited by low accuracy. This study aims to discover and validate new HCC-
specific biomarkers in blood samples.

Methods: To select HCC-specific biomarkers, DNA methylation profiles of >10,000
tissue samples from HCC, normal, and other cancers were analyzed using a high-
throughput public database. A multi-step biomarker selection process using digital
PCR identified the 3 HCC-associated CpG sites and validated these biomarkers in
cancer cell lines, tissues, and plasma samples.

Results: Initially, three CpG sites were validated in several cancer cell lines derived
from liver, lung, prostate, stomach, breast and pancreatic cancer. Remarkably, all
three biomarkers showed hypermethylation in liver cancer cell lines, indicating their
high specificity for HCC. These biomarkers were then tested in tissue samples
including 50 liver cancer samples, 4 colorectal cancer samples, 3 lung cancer samples
and 3 gastric cancer samples. As a result, two biomarkers were significantly hyper-
methylated in HCC, and the third showed liver tissue-specific methylation patterns. In
addition, a novel digital PCR-based detection system using three biomarkers, termed
the HEPA eDX, was optimized and subsequently validated in plasma samples (n=80)
including healthy individuals, patients with liver diseases, and HCC patients. This
validation achieved a sensitivity of 80% (95% Cl, 50.9-91.3) and a specificity of 96.7%
(95% ClI, 88.5-99.6), and the HEPA eDX showed superior performance for HCC
detection compared to AFP.

Conclusions: The HEPA eDX test has demonstrated outstanding sensitivity and
specificity, establishing its potential as a superior alternative to current HCC screening
methods such as AFP.

lMeptypadn

2N MEAETN autnh, emAEXBnKkav 3 dladopetikol Blodeikteg ou oxetidovtal pe peBuAiwon ctDNA og KAPKIVIKER
KUTTAPLKEG oelpec Tou oxetidovral pe HKK. AkoAoUBwg, avamtuxdnke €va povtélo Tou Xpnotpotolei PCR, 1o
omoio epAdpBave avtoug toug 3 Blodeikteg Kat eAgyxBnke oe 80 aoBeveig (uyleig, HE Xxpovia NTIATIKO voonua
pe HKK).

To poviédo autd aveédelée 80% suvaloBnoia kat 96.7% edkotnTa yla tnv dtayvwon tou HKK kat kaAutepn
amoédoon cuyKpLTkA pe tnv aFP yia tn dtayvwon tou HKK. Ot epeuvntég cupmepaivouv 0Tt Ba pmtopovice Auto To
test va xpnotwuomolnBei yia to screening acBevwy yia HKK, dedopévng tng KaALTEPNG anddoonG CUYKPLTIKA HE
tnv aFP.

2X0Al0

MANv tng aFP, dev utdpxouv AAAOL onpavtikoi BlodeikTeg TTOL va PTtopoUlV va Xpnotluorotnfouv oTo screening yla
TNV mpwiun dtdyvwon tou HKK.

H eloaywyn tnguypng Bodiag (ctDNA) exelTtpoodEPEL Jia TIPOOTITIKI T(POG AUTH TNV KATteLBUVoN, JE TNV TTPOWEN
dlayvwon kapkwvikou DNA otov opo acBevwyv Tplv akopn epdaviotel amelkovioln vooog, va prmopesl va
TIPpoBAEYEL PE PeydAAn dlayvwoTikn akpifela tnv epdavion HKK.

Qotoo0, n eykabidpuon mpoypdppatog screening, TTPoUTOBETEL Ol BlodeikTeg EKTOC A0 UPNAR SLAYVWOTIKNA
akpiBela, va £xouv amodeKTO KOCTOC ATIO TA CUCTAKATA LYEiag Kal va eivatl eVPEWC TTPOCGRACLUOL.

2UVETIWG, AV KAl BPLOKOACTE TIPOC TNV CWOTA KAteLBLVON yla TNV avAarttuén vewy Blodelktwy screening yia HKK,
amattouvTal akOpn HeyaAlTepPEeC HEAETEC yia va amodelxBel n dlayvwoTikn Toug agia kat va eAeyxbei n oxeon
KOoTOoUG-0hEAOUC.

960P Development and validation of a novel digital PCR assay targeting circulating tumor DNA methylation biomarkers for
hepatocellular carcinoma screening. Wang, H-J. et al. Annals of Oncology, Volume 35, S662




First-in-human dose escalation trial of fourth generation
chimeric antigen receptor (CAR) T cell therapy (EU307) in
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Background: EU307 is an innovative anti-GPC3 CAR-T cell therapy developed spe-
cifically for treating GPC3-positive advanced hepatocellular carcinoma. GPC3, which is
prominently expressed in HCC, represents 3 promising target for CAR-T cell therapy.
However, the efficacy of CAR-T cell therapy in solid tumors like HCC is hindered by
challenges such as identifying targetable antigens and overcoming the
Immunosuppressive tumor microenvironment, To address these challenges, EU307, as
a fourth-generation CAR-T therapy, Incorporates genetic engineering to secrete
Interleukin-18 (IL-18), thereby enhancing CAR-T cell persistence and function within
the solld tumor environment while specifically targeting the HCC-specific tumor an-
tigen GPC3. This dual action stimulates autocrine co-stimulation of CAR-T cells and
leads to the reprogramming of the tumor microenvironment into an environment
conducive to tumor eradication,

Trial design: This is the first-in-human, open-label, multicenter Phase 1 dose-escala-
tion trial to evaluate the safety, tolerability, pharmacokinetics (PK), pharmacody-
namics (PD), and anti-tumor activity of EU307, Eligibility criteria include patients with
GPC3-positive advanced hepatocellular carcinoma who have falled standard therapy.
Patients undergo lymphodepletion with cyclophosphamide and fludarabine before
recelving EU307 CAR-T cell Infusion. The starting dose of 1.0 x 10-8 cells was deter-
mined based on the minimally anticipated blological effect level and pharmacologi-
cally active dose evaluation in non-clinical conditions. The primary objective is to
assess safety through the evaluation of dose-limiting toxicities (DLT) and adverse
events, and to determine the maximum tolerated dose (MTD) and recommended
Phase 2 dose (RP2D). Secondary objectives include evaluating preliminary efficacy
using mRECIST criterla, and exploring the pharmacokinetic properties of EU307 and
changes in Immune cells, The study Is currently underway at four institutions in South
Korea, with enrollment of the first participant in September 2023 and recruitment
expected to be completed by 2024,

Clinical trial identification: NCT05783570,

lMeptypapn

H peAétn auth eival pia peAétn ¢dong 1 mou Ppiloketal oe €8EAEN KAl peAeTd TNV acddAsld Kal tnv
aroteAeopatikotntatng CAR-T kuTtaplkng Beparmeiag évavti tng yAutiikavng-3 o€ acBeveic pe mpoxwpnuévo HKK
TTou ekppAalouv yAuTtlkavn-3.

2X0Al0

H xprion tng CAR-T kuttaplkng Beparmeiag amoteAel €va amod ta teAeutaia peydAd emITEVYUATA OTOV TOPEA TNG
Avocoloyiag, tng OykoAoyiag kat tng Algatoloyiag. Baoidetal otov in vitro emavampoypappatiopyd twv T-
KUTTAPWYV TOoU acBevoug, £TOL WOTE AuTd va GEPOUV TIAEOV OTNV ETILPAVELA TOUC avTiowpa eEEBIKEVHPEVO Yid Eva
OUYKEKPLPEVO avTlyovo Tou ekdpdletal amo Ta KapKvika kuttapa. Exel dn ebappootel ye peydAn emtuxia os
APKETEC ALUATOAOYIKEC KaKONBELEC.

H peyaAltepn mpokAnon otnv ebappoyn tng Bepameiag autrng oToug CUMTIAYEIC OyKoug, £ival N duoKoAia
avixveuong evog OTOoXeUOIHOU  KAPKWIKOU  avilyovou, kabweg kat n  Umapén avoooKATACTAATIKOU
MLIKPOTIEPLBAAOVTOC OTOV OYKO, TIOU OEV ETUTPETEL TNV ATIPOCKOTITN dpAch TwV T KUTTAPWV.

H mtapovoa peAetn eival dlaitepa onpavtikn yati arnoteAsl tnv mpwtn aykoopiwg peAetn CAR-T Beparmeiag oe
acBeveic pe HKK. Ta dedopéva aoddAelag KAl AmOTEAECHATIKOTNTAG TTou Ba TtpokUouy amod auth tn ¢dong 1
HMEAETN evdEXETAL OTO HEAOV va eTIIDEPOUY PEYAAN eTtavactacn otn Beparmeutikr) tou HKK.
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