Genomic and Immune Landscape of Biliary Tract Cancers with ARID1A, PBRM1 and BAP1 Alterations
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Background

e Alterations in ARID1A, PBRM1 and BAP1 subunits of the SWI/SNF
complex are common in biliary tract cancers (BTCs) and have been
implicated in tumor microenvironment (TME) immunomodulation.
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« 696 BTC patients, ARID1A n=350, PBRM1 and/or BAP1 n=346
« Majority of patients with advanced disease (76% stage V)
» 85% with sample collection for NGS within 3 months of diagnosis
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Overall, ARID1A, and/or BAP1, p-
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sender . Overall,  ARID1A, PBRM1and/or  p- 10 663 (05%)  330(04%)  333.(96%) genomic and immune landscape of BTC with ARID1A,

Female 410 (59%) 218 (62%) 192 (55%) Immune Cell Proportions N =696 N =3507 BAP1, N =3467 value? .

10 33 @T%)  20(6.7%) 13 (3.6%) PBRM1 and BAP1 alterations.

Male 286 (41%) 132 (38%) 154 (45%) B cells (%) 6.9(1.9,16.0) 9.4 (3.2, 19.5) 5.6 (0.9, 11.7) <0.001
Race 0.4 Macrophages (%) 46.4 (34.7,57.9) 43.5(33.0,56.7)  49.4(37.6,59.6)  <0.001 PBL 08 « Macrophages were the dominant immune cell TME

White 310 (80%) 147 (77%) 163 (83%) NK cells (%) 12.3(8.0,17.5) 12.2 (7.4, 17.3) 12.6 (8.4, 18.0) 0.12 Negative 233 (94%) 109 (35%) 124 (94%) and may be a target of interest. Co-alteration profile

Black or African American 34 (8.8%) 19 (9.9%) 15 (7.7%) CDS T cells (%) 4.7 (0.0, 9.8) 5.2 (0.0, 9.8) 4.0 (0.0, 9.8) 0.2 Positive 14 (5.7%) 6 (5.2%) 8 (6.1%) IS CIISIZII’ICIZ between ARI DlA- VS PBRM 1- and/or

Other 30(7.7%) 18 (9.4%) 12(6.1%) CD4 T cells (%) 23.0 (14.7,32.1) 23.6(152,312)  22.4 (14.3, 32.5) 0.4 Unknown 449 235 214 BAP1-altered BTC.
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Stage 2 36 (9.2%) 19 (9.2%) 17 (9.1%) TMB, PD-L1 in ARID1A vs PBRM1 and/or BAP1 BTC IHC

Stage 3 35 B9%)  21(10%) 14 (7.5%) . No significant difference in putative immune biomarkers Not Deficient 287 (96%) 146 (95%) 141 (97%) F)lsclosure: Dr. King, as presenter, .has no significant conflicts of

Stage 1 23 (5.9%) 8 (3.9%) 15 (8.0%) between groups Deficient 12 (4.0%) 8 (5.2%) 4 (2.8%) 'gtereSt to (CiIeCIaregoréh'stpreé.entat'o'l ;

Unknown 03 144 159 . Low prevalence of MSI-H, dMMR, TMB-High, PD-L1-positive Unknown 397 196 201 orrespondence: Dr. Gentry King: gentry@uw.edu
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2 Wilcoxon rank sum test; Pearson’s Chi-squared test

molecular profiles in the entire cohort and within each group.
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