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FGFR2 Rearrangements and FGFR2-BICC1 Rearrangements and

Co-occurring Alterations and Response

Cholangiocarcinomas (CCA) are heterogeneous tumors classified as intrahepatic and
extrahepatic (perihilar and distal), based on biliary tract location; intrahepatic CCA
incidence is steadily increasing, as is the associated mortality rate’

Co-occurring Alterations Response to Pemigatinib

to Pemigatinib (FGFR2+) — Continued

Here we report detailed molecular analysis of patients receiving pemigatinib for
advanced CCA enrolled in the FIGHT-202 trial. All patients were analyzed using
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Kaplan-Meier plots comparing BAP1 altered versus unaltered patients for PFS (2)

(chromosome 10) to FGFR2
and OS (C)

BICC1 and non-BICC1 partners response to pemigatinib

Objectives

We investigated the relationship between these genomic features and clinical
outcomes in patients with FGFR+ CCA receiving pemigatinib in FIGHT-202

Frequency of co-alterations in FGFR2+ versus FGFR2- patients (without FGFR2

Co-occurring Alterations and Response

Kaplan-Meier plots comparing TP53 altered versus unaltered patients for PFS (D)
and OS (E)

BAP1+ had higher response rate (43.6% vs 30.9%) but shorter mPFS
and mOS (not significant)

TP53 alterations were depleted in FGFR2+ patients (7.2% FGFR2+ vs 41.9%

FGFR2-)
No responses were observed in patients with TP53 alterations (0 of 9)

fusions/rearrangements) prescreened in this study. BAP1 alterations were enriched in
FGFR2+ patients (38.7% FGFR2+ vs 8.2% FGFR2-). All other recurrent alterations
were less frequent in FGFR2+ patients, including TP53, KRAS, and ERBB2. FGFR2

to Pemigatinib (FGFR2+)

Acquired Resistance to Pemigatinib
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centrally prescreened for FIGHT-202, of whom 74 (6.1%) were FGFR2+ and 43 were
enrolled in cohort A. An additional 64 patients with FGFR2+ reports in-hand and with a
signed ICF were enrolled in cohort A. All patients in cohort A were centrally validated

(mPFS) and median OS (mOS). Reported P values are derived from the log-likelihood
ratio test. Genomic features with significantly different mPFS values are bolded. Alteration
classification as fusion or rearrangement was based on FoundationOne criteria

pemigatinib. Patients were sorted by tumor shrinkage and colored by best response
(top panel). One patient had co-occurring FGFR2 missense mutation (see acquired
resistance) due to confirmatory sample being collected at progression

hinge domain'2 with the identified resistance mutations (green ball and sticks) and
the gatekeeper residue (p.V564; cyan ball and sticks). The electrostatic binding

pocket surface shown in mesh
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