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Introduction BWC5077 is a selective and potent CDK7 inhibitor
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BWC5077 inhibits CDK7 substrate phosphorylation and c-Myc driven cell proliferation leading to G2/M arrest and tumour cell apoptosis
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A. CDKY7 substrate (RNAP II) phosphorylation in HCT116 cells treated with DMSO (control) or indicated compounds measured by immunoblot. B. Expression of oncogene c-MYC and DNA
double strand break marker yH2AX in treated HCT 116 cells by immunoblot. C. Cell proliferation (C - BrdU assay) and D, apoptosis analysis (Annexin V/7AAD staining) in treated HCT 116 cells.
E. Expression of apoptotic makers (cleaved caspase 3 and cleaved PARP1) in MDA-MB-231 (TNBC) cells treated with DMSO (control) or indicated compounds measured by immunoblot.

BWC5077 pharmacokinetics

In a CRC xenograft model, BWC5077 alone or combined with Olaparib significantly reduced tumour growth
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The dose to be used for the CRC HCT 116 (5X10°) cells were inoculated subcutaneously into female athymic nude mice. When tumour volume reached = 100 mm?,
xenograft model was determined to mice (N= 8 /group) were randomised and treated (as indicated in the legend) for 28 days. Values represent Mean £ SEM of 8 animals in each group.
be 15mpk Two-way ANOVA followed by Bonferroni test. Average tumour volume (A) /weight (B) with SEM (****p < 0.0001). TGI - Tumour growth inhibition.
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A. Representative histological sections of colorectal cancer stained with H&E (Inset Digital Al mark-up, red -~ ® Patient-specific responses to synergistic therapy was identified
tumour, pink - stroma). B. Representative histological slices from (A), stained for apoptosis marker cleaved using ex vivo organotypic cultures

caspase 3, C. Expression levels of cleaved caspase 3 measured in tissue treated with BWC5077 in ditferent
cancer types, Scale bar 500 um and 100 um. Data represents SEM (****p < 0.0001, t-test) L All the authors are employees of Bugworks Research India Pvt. Ltd.
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