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Background & Objectives: Cholangiocarcinoma (CCA) is an aggressive malignancy characterized by a high T e
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distinct, targetable cellular dependencies that can be systematically identified through functional screening. prog The albumin promoter, which is Argfabin St E R e « Chromatin remodeling proteins are frequently mutated

Method: To test this hypothesis, we utilized the Multifunctional Approach to Pharmacologic Screening (MAPS) | active in liver progenitor cells,

« Cholangiocarcinoma (CCA): type of liver cancer
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platform to perform comparative functional screens in murine cholangiocarcinoma cell lines derived from drives expression of Cre Aectn 2 Avaprinb 245 - Example: ARID1A; part of a large chromatin remodeling complex
genetically engineered mouse models that are Aridla-null or Aridla-wildtype. This platform enables rapid, recombinase to delete either the e v T 1 - Mutations lead to loss of ARID1A protein
high-throughput assessment of cellular responses to pharmacologic perturbations across hundreds of — indicated floxed tumor 1S.3R-RSL3 50.5 Cladribine 41.1
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Results: Screening results revealed distinct sensitivity patterns between Aridla-null and Arid1la-wildtype cells, >_ Aridla '
supporting the hypothesis that ARID1A loss alters pathway reliance in cholangiocarcinoma. Notably, Aridla-
null cells displayed enhanced sensitivity to perturbations impacting stress response pathways, including

ferroptosis. AKPA = Alb-Cre; Kras®!20; p53t: Arid1at" = Arid1a-deficient = \ explored to find new treatments /
AKP = Alb-Cre; Kras®12P; p53L/+: Aridla** = Aridla-intact 1/ 500 1000

Conclusion: This study establishes a functional screening framework to identify therapeutic targets ) | - Drug Rank . Screening platform' tested hundreds of compounds to identify specific ARID1A-
associated with ARID1A loss and provides a foundation for downstream validation and translational studies B S S S B A e~ o deficient weaknessés

aimed at improving treatment strategies for ARID1A-mutant CCA.
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* Frequently mutated genes in IHCC include TP53, SMAD4, KRAS, and ARID1A. e o the Combi Liquid Dispenser, drug MAPS platform screen.

Sudy of g CORLTE T TN (T (O T A O 0 e —— Seli_vefy negtMgin_ViaT thef chmlus A-I Ta(;Jle of tr?p hits and
P53 . arispan an IN Iranster (also relate pat ways, B.

SMADA .- "-L‘W’““"l ~> D300 Digital Dispenser available for N pmemsssmmm 00 mn e meme iy 005 o Example dose response
— ' validation studies), followed by fixing 2 e 8 & A = ¢ f curves, C. Waterfall plot of

Figure 4: Top hits from

Shift to left means Condition
#2 1S more sensitive to the
compound of interest

Relative Cell Number
SISayjuAg auund

Relative Cell Number
o
(&) ]

ARID1A

’ Imagnyg ] E 1A i Tucatinib (hemiethanolate) Midostaurin Mobocertinib
N and staining with Hoechst 72h later, _ - - all  drugs ranked by _ -
. | . %AUCDIff (the difference ! ! r Less of the compound is

in area under the curve Compound (log nM) needed for a bigger impact
(AUC)),

BAP1 | I 4 / | B =
w1 : ‘ 3 I ~and finally imaging using the CX5 High
e ’ — . \mp— - Content Imager and Orbitor RS2 Plate

PBRM1 - B LRI [r e [o|m  ifm -

Genetic Alteration ¥ Inframe Mutatico {putative driver] B Inframe Mulation (unknown significance) 8 Missense Mutation (putative driver) CBloportaI D300 Digitsl Dispenser CXS Hgh Coment imager and
Orbutor RS2 Piste Loader

Loader.

# Mizsense Mutation (unknawn sigrificance) ¥ Splice Mutation (putative driver) 8 Truncating Mutation (putative driver)

N Truncatog Mutation (urkncan significance) B Struciural Variant (putative driver) I Amplification I Daep Dedetion

Calculated %AUCDIff: the difference in area under the curve (AUC) between

Not profied

aseury| auisolA] uiejold
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