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Abstract

BACKGROUND: Chronic infection with liver fluke Opisthorchis viverrini (Ov) in the
northeast of Thailand and its neighboring countries, has been associated with the
development of cholangiocarcinoma (CCA) — a disease with poor prognosis and limited
therapeutic options. Identification of driver genetic alterations may lead to the discovery
of more effective targeted therapies. CCA harboring FGFR2 fusions, have recently
demonstrated promising responses to FGFR inhibitors, highlighting their potential
relevance as predictive biomarkers. However, there is currently no available data on the
prevalence of FGFR alterations in Ov-associated CCA in endemic countries.
METHODS: We performed anchored multiplex PCR (AMP) target enrichment RNA-
sequencing of FGFR1-3, validated by FISH and Sanger sequencing, in 121 Ov-
associated and 95 non OV-associated CCA tumors.

RESULTS: Compared with non-fluke-associated CCA (11/95; 11.6%), FGFR2 fusions
were significantly less common in Ov-associated CCA (1/121; 0.8%, p = 0.0006). All
FGFR fusions were detected exclusively in intrahepatic CCA tumors and were mutually
exclusive with KRAS/ERBB2/BRAF/FGFR mutations, pointing to their potential roles as
cancer drivers.

CONCLUSION: FGFRZ2 fusions are rare in Ov-associated CCA from endemic Thailand,
underscoring how distinct etiologies may impact molecular landscapes in tumors and
highlighting the need to explore other actionable genomic alterations in endemic Ov-

associated CCA.
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