Abstract #618: Ex vivo pharmacotyping of patient-derived tumor organoids identifies personalized therapeutic
options for patients with biliary tract cancer
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Combining genomic analysis with drug testing in tumor-derived PTDOs enables direct assessment of the association between
genetic biomarkers and drug sensitivities, beneficial in guiding future treatment. Drug resistance in patients iIs functionally

recapitulated in PTDOs, providing a model to study patient specific drug resistance.
Early integration of such assays in patient management, possibly at diagnosis or first recurrence holds promise for improving outcomes in this challenging disease.

Results/Graphs/Data

Table 1. Clinical Characteristics of BTC cohort

Background

Biliary tract cancers (BTC), including cholangiocarcinomas and gallbladder adenocarcinomas, present significant
therapeutic challenges due to limited treatment options and poor prognoses. We report findings from the CLIA-certified
PARIS assay, evaluating drug sensitivities of patient-derived tumor organoids (PDTOs) to a panel of oncology drugs.

« Sample Collection: Fresh tissue samples were collected with informed patient consent in accordance with the
Declaration of Helsinki and with Institutional Review Board (IRB) approval.

« Organoid Derivation Condition : organ-based serum free culturing media, low O, incubation, ultralow attachment
plates (ULA) and Matrigel substrate depending on the tumor type.

PARIS® assay identified exceptional and patient-specific Drug sensitivities & known pathogenic alterations Clinical utility of PTDO based drug testing

sensitivities to targeted agents in 92.3% of cases
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chemotherapeutic agents and can be used by clinicians to guide treatment decisions (right). This illustration was created using
BioRender software. B) Success rates of PDTO establishment according to clinical procedure used to obtain the specimen. C) Success
rates of BTC PDTO establishment according to anatomical site of origin. D) Overall success rates of PDTO derivation and subsequent
drug screening.

current BTC cohort most prominent were FGFR alterations (15.4%) along with copy
no. alterations in CDKN2A/B (19.2%, 15.4%). Variants of unknown significance
(VUS’s) are not included.

care BTC treatments

White rectangles indicate drugs that were not tested in that screen. Asterisks next to a
patient number indicate that the drug screen failed some parameter of quality control but
was still evaluable.

Table 2: Table of drugs that show good — exceptional drug responses
in more than 25% PDTO cultures. Drugs that were tested in less than

five PDTOs were excluded. Correspondence: carla.grandori@tempus.com
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