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( Background D\ / PKMYT1 Inhibition Decreases CDK1 pT14, Disrupts the Cell Cycle, \ PKMYT1 Inhibition Selectively Kills CCNE1-Amplified Cancer Cells
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Figure 3. PKMYT1 inhibition disrupts the cell cycle and increases DNA damage and apoptosis in CCNE1 overexpressing T47D cells
A-D. PKMYT1 inhibition: (A) decreases CDK1 pT14 levels in both T47D WT and CCNE1 OE cells, (B) decreases G1/S phases and increases SubG1
(apoptotic) and G2/M phases in CCNE1 OE cells. No changes observed in WT cells, (C) increases yH2AX in CCNE1 OE cells. No changes observed
in WT cells, and (D) increases caspase3/7 activity in CCNE1 OE cells. No increases observed in WT cells.

B. Synergy observed between PKMYT1 inhibition and gemcitabine or SN38 in OVCARS3 cells. Synergy calculated using Bliss Synergy Score [7]. Black
squares denote combination that generates maximum bliss synergy score.

C. Max Bliss Synergy scores of PKMYT1 inhibition combined with gemcitabine or SN38 in CCNE1-amp cell lines. Synergy with gemcitabine (Bliss

Score >10) observed in 6/7 CCNE1-amp cell lines. Synergy with SN38 observed in 5/7 CCNE1-amp cell lines. HCC1569, the only cell line not to

exhibit synergy between PKMYT1 inhibition and gemcitabine, is highly sensitive to single agent PKMYT1 inhibition.

checkpoint and for combining PKMYT1 inhibition with standard of care chemotherapy
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