Preclinical Study of Enitociclib, a Selective CDK?9 Inhibitor, in Combination with Bortezomib,
Lenalidomide, Pomalidomide, or Venetoclax in the Treatment of Multiple Myeloma
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INTRODUCTION RESULTS Enitociclib synergizes with several anti-MM agents at Enitociclib induces significant regression of MM xenograft
pharmacologically relevant concentrations tumors in vivo, downregulates MYC and induces apoptosis
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malignancy affecting plasma cells. Despite major advances in screening and delivers cytotoxic activity in vitro against a combination with bortezomib, lenalidomide, pomalldom.lde aanI transcription of MYC and MCL1T and promotes apoptosis by induction
treatment, MM remains incurable, and a Signiﬂcant proportion Of I f MM II I' . venetoclax (Synel’gy scores >1 O) at the tested concentrations (F|g. 3) Of pro—caspase—3 and PARP Cleavage with the onset Of drug'induced
patients experience disease progression or relapse. panel o cell lines * First, the small-molecule e e L PPsmewyscoe effects seen as early as 1 h after enitociclib treatment (Fig. 5).
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Figure 1. Dose-response curves of MM cell lines treated with increasing concentrations (25-200 nM) of g ® |n enitociclib-treated mice, tumor volumes were reduced to 1-4% that

enitociclib for 96 h. Cell viability was measured by Alamar Blue assay. Percent cell viability was normalized to
corresponding treatment with DMSO (vehicle control). Mean percentages of cell viability were calculated from
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® The small-molecule inhibitor enitociclib (VIP152/formerly of control mice on day 20 after the start of treatment (Fig. 6A), and

- ' three technical replicates and standard deviati hown. : . L. : . .
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molecular targetability and tolerability in preclinical and early phase Cell Line c-MYC Status MCL1 Status Enitociclib ICsp (M) observed (Fig. 6B)
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®* Target modulation by enitociclib as a single-agent or in combination
was determined for RNAPII, MYC, MCL1, PCNA, cleaved/pro-
caspase-3 and PARP by western blotting after continuous exposure of
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clinical application and early phase clinical studies to improve
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