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Background Objectives Participating centres Consort diagram

The first-line standard of care (1L-SoC) for advanced biliary tract cancers (ABC), a heterogeneous Primary Objective
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In an initial screening phase, 800 patients with ABC will initiate treatment with 4 cycles of 1L-SoC.
During this time, a tumour molecular profile will be obtained for each participating patient. Genomic
profiling is offered within the National Healthcare System (France, UK) or will be performed
specifically for the trial (Belgium). A circulating tumour DNA profile will also be obtained for each

patient using the Guardant 360® CDx test. D Aged 218 years . o B
D Eastern Cooperative Oncology Group (ECOG) performance status of 0 or 1 _- m IDH1 (26)
An international molecular tumour board (MTB) will provide a treatment orientation for each D Estimated life expectancy >3 months o -
participating patient. Patients with disease control (response or stable disease) and no limiting D Candidate for 1L-SoC therapy, or has initiated first cycle of 1L-SoC therapy 200 L
toxicity, and whose tumour harbours at least one targetable molecular alteration, will be invited to B HER2 mut (4)
participate in the randomised phase of the trial in which 159 eligible patients will be randomised Randomised trial 600
(2:1) to receive either: D Molecular profile showing the tumour harbours at least one targetable molecular alteration 2% WBRAF(7)
. . . . with a MTT in the study portfolio (as determined by the trial MTB) 400 B MSI-H (4)
o Experimental arm: Maintenance therapy with a matched MTT, as determined by the MTB D Disease controlled (stable or responsive) after 4 cycles of 1L-SoC, compared to a pre-treatment 2%
D Control arm: Continuation of 1L-SoC 200

Patients will be treated until progression (RECIST v1.1). For patients in the control arm, cross-over to

D Histologically-proven intrahepatic, perihilar or distal CCA, or gallbladder carcinoma (ampullary
carcinoma excluded)

D De novo or recurrent, locally advanced (non-resectable) or metastatic disease

D Availability of a suitable archived sample of primary or metastatic tumour tissue (frozen, or
FFPE) or able to undergo a biopsy to obtain a suitable malignant tissue sample

disease evaluation, as assessed by the investigator
D ECOG performance status of 0 or 1

Recruitment began in June 2024. As of September 30, 2025, 54 centres have been activated in
France and UK, and 420 patients have been enrolled. Additional centres in France and UK and 4
centres in Belgium are to be activated by the end of 2025.
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assessed by the investigator according to RECIST v1.1, or death from any cause, whichever occurs Distribution of randomised patients (N= 42)
first. Secondary endpoints include overall survival, objective response rate, time to treatment Sex ) . )
_ failure, PFS after next line of treatment (PFS2) and duration of response. Male 120 (54%) 65 (45%) 185 (50%)
Experimental arm Control arm Female 103 (48%) 81 (55%) 184 (50%)
Maintenance MTTs Continued 1L-SoC *
In106) 53 Safety Not yet reported 27 25 52
The number and percentage of patients will be presented for each type of adverse event/adverse Age
reaction by the reported worst severity grade (NCI CTCAE v5.0) and by treatment arm. The number Mean 65.5 59 62.9
“Crossoover and percentage of patients experiencing any adverse event will also be reported by severity and by Mgdlan 68 61 64 CONTROL (14)
(n~19) treatment arm. Min - Max 19-92 24-88 19-92
Primary tumour type m MTT - Futibatinib (9)
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- Perihilar CCA 25 (13% 25 (19% 50 (15%
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Plasma samples will be collected for translational research projects at study entry (prior to P (screening) LPI LPlV  Publication Not yet reported* 51 38 89 MTT - Zanidatamab (5)
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with treatment efficacy. et Induction Regimen
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Whife pgssﬂ?le,t.a tumour tissue sample will be obtained at study entry and at disease progression SITE INITIATION CISGEM + durvalumab 202 (97%) 142 (99%) 344 (98%)
post-rahdomisation. RECRUITMENT PERIOD Not yet reported* 42 28 70
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