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Preclinical characterization of FHT-171, a first-in-class de
targeting CREB-binding protein (CBP) in CBP-dependent so
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The paralog lysine acetyltransferases CREB-binding protein (CBP) and E1A-
binding protein P300 (EP300) function as transcriptional coactivators that regulate
diverse cellular programs. Functional screens have revealed a bidirectional
synthetic relationship between these two paralogs in tumor cell biology. This
synthetic lethal relationship offers a therapeutic opportunity in selectively targeting
CBP in EP300-mutant as well as other CBP-dependent cancers. Herein, we
present a comprehensive preclinical evaluation for a first-in-class, selective
CREBBP (CBP) degrader, FHT-171, designed to target transcriptional coactivator
dependencies in solid tumors. Through a series of in vitro and in vivo studies, we
characterize the compound’s biochemical selectivity, cellular degradation kinetics,
transcriptional impacts, antitumor efficacy and tolerability across multiple solid
tumor models. These findings provide mechanistic and non-clinical translational
insight into the therapeutic potential of CBP degradation and support further
development of this novel modality for the treatment of CBP-dependent
malignancies.

Biochemical and cellular characterization of FHT-171

David Mayhew, Karolina Mizeracka, Paige Monsen, Solymar Negretti, John Pulice, Abira Ramakrishnan, Shawn Schiller, Sama
omek Smolen, Nihan Ucisik, Jessica Wan, Grace Werosta, Molly Wilson, Elizabeth Wittenborn, Xiaohuan Wu, Qianhe Zhou, Mar|

ABSTRAC

FHT-171 demonstrates activity in ER+ breast cancer
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Figure 1. A) Biochemical and cellular characterization of FHT-171 B) Dose-response kinetic profiling of CBP
degrader FHT-171 confirms potency and selectivity of CBP degradation over EP300. C) Proteomics
demonstrates selectivity of FHT-171 for CBP over other proteins, including those containing bromodomains.

DepMap suggest indications for CBP degraders beyond
EP300-mutant cancers
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CCREBBP Dependency vs ESR1 Expression
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Figure 3. A) Single agent antiproliferative activity observed in ER+ cancer cell lines treated in a long- ® Untreated control
term assay with FHT-171 B) Crystal violet staining of MCF7 cell line colonies after 14 days of & R g 00 s
treatment with FHT-171 C) MCF7 cell line colonies after 14 days of treatment with abemaciclib, Fi . ity i : "
P N X A gure 5. A) FHT-171 shows single agent activity in multiple CDK4/6i
fulvestrant, and DMSO or 1 nM FHT-171 indicates combinatorial benefit of triplet therapy. resistant CDX/PDX models B) IHC analysis indicates selective targeting of
CBP over EP300 and modulation of ER levels.
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FHT-171 demonstrates efficacy in ER+ PDX models

Fulvestrant in ER+ breast cancer cell lines.

» FHT-171 treatment downregulates ER protein levels and ER
target gene expression across multiple ER+ breast cancer
cell lines.
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Figure 2. A) CBP dependency identified by DepMap CRISPR screening extends beyond EP300-mutant cell
lines B) ER+ breast cancer cell lines demonstrate sensitivity to CBP loss.
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Figure 4. A) Long-term treatment with FHT-171 affects ER protein levels B) FHT-171 treatment

causes downregulation of ER target genes.

~ FHT-171 retains selectivity for CBP and delivers single agent
efficacy across CDK4/6i and endocrine therapy resistant CDX
and PDX models.




