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RNA Helicase DHX9 Plays an Important Role

MSI-H Tumors are Associated with dMMR; DHX9 Inhibition Selectively Increases R-loops Causing Unresolved

DHX9 Inhibitor Sensitivity is Enriched in CRC with dMMR Status Replication Stress and DNA Damage in BRCA LOF Breast Cancer

in Maintaining Genome Stability
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In addition, DHX9 can interact with key proteins in DNA ) Celige9y- D oective — E ——-— g ::I

damage repair pathways such as BRCA1, ATR, Ku86, and Ny " DNA Damage 0.1- o O

WRN. DHX9 is overexpressed in many cancer types, Ervor-prone Repair To

including colorectal cancer (CRC), breast and ovarian | 0.01 | |

cancer. DHX9 is a compelling first-in-class oncology target Imm“m AMMR OMMR

in MSI-H tumors defective in mismatch repair (dIMMR)%.
Here we show that loss-of-function alterations in BRCA1
and/or BRCAZ2 enriches for sensitivity to DHX9 inhibitor in
breast cancer models both in vitro and in vivo, expanding
the opportunity for DHX9 inhibition to provide therapeutic
benefit in solid tumors for patients beyond MSI-H CRC.

Unresolved R-loops lead to
replication fork stalling and
subsequent replication
stress and DNA damage

- Are there additional genetic changes that predict DHX9i sensitivity beyond MSI-H and dMMR?
- MSI tumors have frequent mutations in additional DNA repair pathways beyond MMR, such as

Homologous Recombination (HR) and Non-Homologous End Joining (NHEJ)
 DHX9 has been shown to interact with BRCA1 and exhibits a role in HR
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Accent Has Developed Novel First-in-Class DHX9 Inhibitors

DHX9 Inhibitor Sensitivity is Enriched in BRCA LOF Cancers
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Unresolved Replication Stress/DNA Damage Resulting in Robust
Tumor Regression in MSI-H CRC Models

* Novel DHX9 small molecule inhibitors have been previously disclosed that demonstrate efficacy
in CRC MSI-H cancer cells
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