PRECISION

2021 ASCO L BR8] | S LA

ANNUAL MEETING

IDENTIFICATION AND PROGNOSTIC * - [anfean cenriamseer pocte e
IMPACT. OF PBRMT MUTATIONS, IN S o e o o e
BILIARY TRAGT CANCERS: Eoky s s Al
RESULTS OF A COMPREHENSIVE

MOLECULAR PROFILING STUDY

Comprehensive Cancer Center Innsbruck (CCCl), Innsbruck, Austria;
2Medical Oncology Unit 1, Ospedale Policlinico San Martino, Genoa, ltaly,

3Caris Life Sciences, AZ, USA;

4Department of Internal Medicine, Oncologic Day Hospital, Hospital of
. . Bressanone, Bressanone, ltaly;

Kal ZI m m e r, M D *West Virginia University Cancer Institute, Morgantown, WV, USA;
5West Cancer Center, Germantown, TN, USA;
"Department of Oncology, Karmanos Cancer Institute, WWayne State University,

Department of Hematology and Oncology Detroit, MI, USA:

8Ruesch Center for The Cure of Gastrointestinal Cancers, Lombardi

. Comprehensive Cancer Center, Georgetown University Medical Center,
Comprehensive Cancer Center Innsbruck Washington, DC, USA;
‘Department of Hematology and Oncology, Fox Chase Cancer Center, Temple
" " " " University Health System, Philadelphia, PA, USA;
M ed ICaI U n Ive rS Ity I n nS b ru Cka AUStrI a 0Djvision of Medical Oncology, Norris Comprehensive Cancer Center, Keck

School of Medicine, University of Southern California, Los Angeles, CA, USA;
""Department of Pathology and Laboratory Medicine, Cancer Center at Brown
University, Providence, Rl, USA;
12Djvision of Hematology and Oncology, Department of Internal Medicine,

AbStra Ct n u m be r 4022 University of Texas Southwestern Medical Center, Dallas, Texas.



g% PRECISION

ONCOLOGY
& NLLIANCE

Background / Aim of the project

* Novel treatment strategies are needed to improve survival for biliary tract cancers (BTC)
(1).

* Polybromo-1 (PBRM1) is a tumor suppressor gene that is involved in chromatin
remodeling (2).

* Preclinical studies suggest induction of synthetic lethality by PARP inhibitors in PBRM1-
mutated renal cell carcinoma (3).

Aim of the project:

* To describe the molecular and immunological landscape of PBRM1-mutated biliary tract
cancers.

(1) Glimelius et al, Ann Oncol 1996; (2) Fountzilas et al, JNCI 2021 (3) Chabanon et al, AACR 2020
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Patients and Methods

« 1,848 BTC samples were included in this study

« Specimens were analyzed centrally at Caris Life Sciences, Phoenix, AZ:

* whole-exome-sequencing
* whole-transcriptome sequencing
* and immunohistochemistry

« Pathway gene set enrichment analyses were done using GSEA (1)
* |Immune cell fraction was calculated using the QuantiSeq method (2)

» Survival was calculated from time of tissue collection to last contact using Kaplan-Meler
estimates

(1) Subramanian et al., Proc Natl Acad Sci U S A. 2005; (2) Finotello et al., Genome Med. 2019
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Patient characteristics Molecular Profile of PBRM1 mutated BTCs
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PBRM1 mutations are associated with a
pro-inflammatory phenotype

Analysis of the Tumor Microenvironment using QuantiSeq (1)
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(1) Finotello et al. Genome Med. 2019
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PBRM1 mutations are associated with
a favorable overall survival

Overall survival was better in PBRM1 mutated patients

All cholangio PBRM1 WT-MSS-primary : BS8 HR 1.667 (95% Cl 1.026-2.71), p = 0.037

All cholangio PBRM1 MT-MS55-primary : 60
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Conclusion

* This i1s the first study describing the genetic and
immunological landscape of PBRMi1-mutated BTCs.

e Co-mutations in chromatin-remodelling and DNA damage
repair genes might set the stage for testing of PARP
inhibitors in PBRMi1-mutated BTC.

« A distinct TME characterized by high M1 macrophages
infiltration and an enrichment of inflammatory genes
suggest a potential benefit of immunotherapy.

#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO

Presented BY:  ai Zimmer, MD
; Permission required for reuse. ANNUAL MEETING



	Identification and prognostic impact of PBRM1 mutations in biliary tract cancers: �Results of a comprehensive molecular profiling study
	Background / Aim of the project
	Patients and Methods
	PBRM1 mutations are frequent in �intrahepatic BTC
	PBRM1 mutations are associated with a �pro-inflammatory phenotype
	PBRM1 mutations are associated with �a favorable overall survival
	Conclusion

