TP53 WILDTYPE STATUS CAN PREDICT SENSITIVITY TO XPO1 INHIBITORS IN PATIENT-DERIVED CANCER MODELS

ABSTRACT/
POSTER

35076 M. E. Maloof!, A. A. Ellero’, P. Taverna', C.J. Walker’

'Karyopharm Therapeutics Inc., Newton, MA

RESULTS

Figure 3. Introduction of TP53 mutations conferred resistance to SEL and ELT

INTRODUCTION

Table 1. Cancer types with TP53 WT-dependent XPO1 Table 2. Cancer types with TP53 WT-independent
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TP53 WT dependent for each cancer type if the IC, for the TP53 mutant
models were 21.5-fold higher than the average |C;, for the TP53 WT models.
* ICg, of SEL and ELT at 72h was determined for TP53 WT HCT116 (colorectal)
and SNG-M (endometrial) cell lines with syngeneic TP53 mutant lines34 using
CellTiter Glo assays at 72h.
duanttate spalia proteomics was conducted in FICT116 celsusing 5obare . TP53 WT cell lines were more sensitive to SEL and ELT compared to the same lines with CRISPR engineered TP53 point mutations.
control cells, including those with TP53 WT, TP53 R17/5H and TP53 R273H. .
Cells were exposed to SEL IC;, for 6h to induce proteomic changes without
significant cell death. Protein pathway membership was assigned using
WikiPathways.
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CONCLUSIONS

« TP53 WT status can be a biomarker of sensitivity to the XPO1 inhibitors SEL and ELT in multiple cancer types tested, including endometrial (~20 fold more
sensitive), ovarian, kidney, liver, esophageal, lung, pancreatic, and bladder. TP53 WT models within these cancer types show similar sensitivity to SEL and ELT.

Spatial proteomics revealed differences in SEL-induced nuclear protein retention between TP53 mutant and WT cell lines treated with equitoxic concentrations.
In TP53 WT cells, enriched nuclear proteins were members of canonical tumor suppressor pathways including the TP53 network. In TP53 mutant lines, proteins
were members of DNA-damage, metabolic and cell cycle arrest pathways.
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