Abstract # 1019

p300/CBP inhibitor CCS1477 targets 22Rv1 prostate tumour AR and c-Myc gene expression in vivo.
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CCS1477 treatment.

22Rv1 tumour cells were transplanted s/c and mice bearing established tumours ~150mm3 were treated with
CCS1477 p.o. once daily 20mg per kg. Treatment was terminated after 28 days and tumour growth in animals
treated with CCS1477 was monitored to day 52. Tumours were recovered from 3 animals in control or treated
groups at the times indicated (- controls, {} treated)
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c-Myc and CBP are key regulators of the circadian clock that regulates the expression of ~10% of all i

4. CSS1477 potentially disrupts circadian regulation

Inhibition of p300/CBP activity in 22Rv1 prostate tumour xenografts resulted in widespread

expressed genes. CIART, a repressor of CLOCK/BMAL1 was the most significantly downregulated gene alteration of gene expression.

at day 7. Other genes known to regulate clock oscillation were also downregulated
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