Abstract No: 7004

CT7439 an oral first-in class selective CDK12/13 Inhibitor and Cyclin K degrader:
Mechanistic profiling and combination efficacy In an ovarian cancer model
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AZD5305 viability assessment: OV-90 or MDA-436 cells were treated over 10 days with AZD5305 and viability was assessed by CellTiter-
Glo assay.

AZD5305/CT7439 colony formation assay: 750 OV-90 cells were seeded per well of a 12 well plate and cultured in the presence of
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Data shown are compiled from 3 biological Methods

Lo CT7439] (M replicates _
9ol 1M} Colony formation assays of OV-90 For CT7439 colony formation assays: 750 OV-90 cells
DNA damage repair gene and Cyclin K protein expression are reduced in CT7439 treated OV-90 cells treated with Carboplatin (A), were seeded per well of a 12 well plate and cultured in Reference

_ : _ _ _ _ the presence of Carboplatin, Niraparib or Olaparib .
cells after 4 hr, whereas expression of the CDK9 gene target, MCL1, is relatively unaffected. Niraparib (B) or Olaparib (C) and/or and/or CT7439 with media/drug replenishment every 3 Magnuson et al. iIScience 2022;25(9):105030.

Calculated IC,, values: Cyclin K: 0.42 nM, BRCA1: 1.45 nM, ERCC4 : 0.79 nM, CT7439. \(/)vreérledf?gesc.l ?npr?\r;{ﬁ:rfg:r;%]gosrt‘gi‘:]eer;c{vi(fcfgz)l’Vﬁsl"est doi: 10.1016/j.isci.2022.105030
RAD51C: 1.21 nM, POLQ: 2.46 nM and MCL1: >20 nM.
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