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Functional analysis and therapeutic application of clusterin, a candidate gene
involved in resistance to anticancer agents in cholangiocarcinoma

Murakami, Kazunari
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Patient-derived tumor organoids have considerable potential as an in vitro
diagnostic tool for drug susceptibility testing. We investigated whether bile collected for
diagnostic purposes could be a potential source for the establishment of biliary cancer organoids.
Among 68 cases of biliary cancer, we successfully generated 60 bile-derived organoids (BDOs) from
individual patients. They also harbored mutations in KRAS and TP53 at frequencies of 15% and 55%,
respectively. To enrich the cancer organoids by removing contaminated noncancerous components of
BDOs, we attempted to verify the effectiveness of 3 different procedures, including repeat passage,
xenografting, and selection with an MDM2 inhibitor for TP53 mutation-harboring BDOs. By monitoring
the sequence and expression of mutated TP53, we found that all these procedures successfully
enriched the cancer organoids.
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