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Background

Palazestrant and capivasertib synergize to inhibit proliferation of T47D, CAMA-1, and MCF7 breast cancer cell lines

* Resistance to endocrine therapies is associated with the Figure 3: Dose-response curves (A-C) and synergy plots (D-F) for T47D (A,D), CAMA-1 (B,E) and MCF7 cells (C,F)
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Palazestrant in combination with capivasertib significantly inhibits and represses tumor growth in vivo

mTOR
Inhibitors

* As monotherapies, palazestrant was more effective than * The fulvestrant/capivasertib combination resulted in greater tumor growth
fulvestrant or capivasertib in inhibiting tumor growth (Figure 4 A,B) inhibition compared to monotherapy treatments; however, the effect was only
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tumor regression in all animals (Figure 4C)

AKT, protein kinase B; CDK4/6, cyclin-dependent kinase 4/6; CERAN, complete estrogen receptor antagonist; E, estrogen;
ER, estrogen receptor; mTOR, mechanistic target of rapamycin; mTORC1, mechanistic target of rapamycin complex 1;
P, phosphorylation; PI3K, phosphatidylinositol-3-kinase; PIP2, phosphatidylinositol 4,5-bisphosphate; PIP3,
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AF, activation factor; CERAN, complete estrogen receptor antagonist; DBD, DNA binding domain; EGFR, epidermal
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corepressor; , selective estrogen receptor modulator. ns, not Slgnlflcant, *P<0_05, **P<O_O1, . . + Caplvasert|b, 100 mg/kg + Cap|vasert|b, 100 mg/kg
Here we demonstrate the effectiveness of combining *p<0.001, ****P<0.0001 Fulvestrant, 25 mg/kg Capivasertib, 100 mg/kg

palazestrant and capivasertib in ER+ breast cancer models.

Palazestrant and capivasertib downregulate genes associated with cell cycle progression

« Sequenced RNA isolated from xenograft tumors indicated that palazestrant treatment altered gene Figure 5: PCA plot analyzing similarity between
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manufacturer’s instructions. RNA sequencing libraries were
prepared using the NEBNext Ultra Il RNA Library Prep kit and Conclusions
sequenced on an lllumina NovaSeq X as paired-end 150-nt
reads. Sequence reads were trimmed using Trimmomatic  Palazestrant and capivasertib demonstrate synergistic activity in ER+  Palazestrant demonstrates superior anti-tumor efficacy over
v.0.36 and referenced to the GRCh38 human reference genome breast cancer models, both in vitro and in vivo. fulvestrant when in combination with capivasertib.
using the STAR allgnerv2.5:2b. Differential gene expression « Combining palazestrant and capivasertib increases downregulation * These data support clinical investigation of the combination of
analysis was performed using DESeq2 v1.16.1. of genes associated with cell cycle progression. palazestrant and capivasertib.
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