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Combination of complete estrogen receptor antagonist, OP-1250, and CDK4/6 inhibitors enhances tumor
suppression and inhibition of cell cycle-related gene expression
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Background Results

OP-1250 and CDK 4/6 inhibitor combination shrinks tumors in ESR1Y>375 tumor model ST941

OP-1250is a complete estrogen receptor antagonist (CERAN) and Treatment groups: OP-1250 and CDK4/6 inhibitor combination xenograft studies OP-1250 and palbociclib combination reduces transcriptional expression of genes associated with cell
Figure 5. Change in xenograft volume over treatment duration in ESR1">37> ST941 model

selective estrogen receptor degrader (SERD) that is currently in Phase .
cycle progression

1/2 clinical trials for the treatment of estrogen receptor positive (ER+)/
human epidermal growth factor receptor 2 negative (HER2-) breast Figure 2. RNA-seq data from MCF-7 xenograft samples treated with OP-1250, palbociclib, and the combination OP-1250 and Palbociclib OP-1250 and Ribociclib
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OP-1250 has shown monotherapy efficacy against estrogen receptor 1
(ESR1) wild-type and mutant preclinical breast cancer models,!?
displayed favorable pharmacokinetic properties,? and effectively
inhibited estrogen-induced proliferative and transcriptional activity3#
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Inhibitors of cyclin-dependent kinases 4 and 6 (CDK4/6) are a standard
first-line treatment for ER+ advanced or metastatic breast cancer in
combination with endocrine therapy
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survival Figure 3. Gene expression of MCF-7 xenograft samples comparing monotherapy and OP-1250 + palbociclib combination Waterfall plots of change in tumor volume of individual animals within each group.
RNA-seq Combination treatment resulted in enhanced tumor growth inhibition or shrinkage.

— RNA was extracted from frozen tumor samples, enriched for mRNA
using Oligo d(T) beads, and prepared for sequencing following
manufacturer instructions of the lllumina NEBNext Ultra Il RNA
Library Prep Kit
Sequencing was conducted on an lllumina HiSeq instrument, with
20-30 million reads generated per sample
Gene counts and differential gene expression, carried out using CLC
Genomics Workbench, were calculated by first filtering out reads ‘
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revealed addition of OP-1250 significantly extended survival where p-values could be determined.
gene expression, while a more positive value indicates a stronger
enhancement of gene expression
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