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A. DHX9 inhibition with ATX968 reduces viability in both MSI and HRD cells, whereas WRN inhibition with RO759 targets cells only with high MSI i { G1 and G2/M phases. B. '”_'—5411'\' cells, ATX_968 increa.ses G2/M and decrea'ses both » DHX9 inhibition is synergistic with SN38 and PARP1 inhibition
scores and does not impact HRD cells. Similar results were observed with Ex-509 (DHX9i) and HRO761 (WRNi) (data not shown). All inhibitors the S-phase and G1 populations. Sub-G1 cells increase with ATX968 concentration

spare non-tumorigenic and MSS/HRP cells. Cell viability was measured using AlamarBlue after 7 days of treatment. B. Prolonged DHX9 inhibition
(14 days) results in complete cell death of HRD and MSI cells in colony-forming assays. C. Knockdown of DHX9 induces accumulation of yH2AX
and cleaved caspase-3 (CC3) specifically in HRD/MSI cells, with no impact on HRP and non tumorigenic cells. DHX9, yH2AX and CC3 protein
levels were assessed by Western blot following DHX9 knockdown.

dependently. C. [lllustration of PIP-FUCCI reporter system®. D. PIP-FUCCI expressing cells demonstrate time-dependent shifts in cell-cycle
distribution following DHX9 inhibition in HCC1806 cells E. Similar data is observed with LS411N cells. F. ATX968 induces cell death in a <
concentration- and time-dependent manner in HCC1806 and G. LS411N cells. Percent cell death was calculated by normalizing CellTox-positive

cells to confluency.
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