Targeting Pinl in cholangiocarcinoma tumor and stromal cells

using siRINA therapeutics

Justin H. Lo,"? Thatcher R. Heumann,' Nora Francini,? Eva F. Gbur,?2 Michelle Zhou,? Shabnam Z. Eghbali,? Laura W. Goff,' and Craig L. Duvall?
'Division of Hematology/Oncology, Dept. of Medicine, Vanderbilt University Medical Center; 2Department of Biomedical Engineering, Vanderbilt University;

SDepartment of Medicine, Vanderbilt University Medical Center
Introduction

Pin1 as a therapeutic target
Pin1 (peptidyl-prolyl cis-trans isomerase NIMA-interacting 1)
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Pinl in Human CCA Tumor Microarray

Examples of Staining Patterns

Biodistribution and Safety

siRNA-L, accumulation in mouse and human tumors

RNAScope for siRNA-L, RNAScope for siRNA-L, RNAScope for siRNA-L,
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eradicable by chemoimmunotherapy?
Like pancreatic cancer, cholangiocarcinoma (CCA) carries a
poor prognosis and is characterized by desmoplastic stroma* Pin1 structure®

Safety/tolerability of PinT siRNA-L, administration in healthy mice

Hemoglobin WBC Counts
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Treatment group

A small molecule Pin1 inhibitor, sulfopin, is also available but does not
have tumor tropism/selectivity

Conclusions & Future Directions

Conclusions:
1. We have identified potent siRNA sequences for knockdown of human and murine Pin1

Pinl siRNA Screening
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