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Background:

In the Phase 3 randomized, double-blind CAPItello-291 trial, the addition of capivasertib (a potent,
selective pan-AKT inhibitor) to fulvestrant in patients with aromatase inhibitor-resistant, hormone
receptor (HR)-positive/human epidermal growth factor receptor 2 (HER2)-negative (HER2- defined
as immunohistochemistry [IHC] O, or 1-positive or IHC2-positive/in situ hybridization-negative)
advanced breast cancer (ABC) significantly improved progression-free survival (PFS) versus placebo
+ fulvestrant (hazard ratio [HR] 0.60, 95% confidence interval [Cl] 0.51-0.71; p< 0.001). PFS benefit
was observed in patients with detectable AKT pathway alterations (HR 0.50, 95% CI1 0.38-0.65; p<
0.001) and without (0.70; 95% CI; 0.56—0.88). Here, we report PFS by gene within the AKT pathway-
altered population.

Methods:

Patients were randomized 1:1 to receive fulvestrant (500 mg intramuscularly on days 1 and 15 of
cycle 1, and day 1 of each subsequent 28-day cycle) with either placebo or capivasertib (400 mg
twice daily; 4 days on, 3 days off). AKT pathway-alteration status (at least one qualifying alteration in
the genes PIK3CA, AKT1, or PTEN) was determined post-randomization, using next-generation
sequencing in tumor tissue. HRs were calculated using Cox proportional hazards models. Data cut-
off Aug 15, 2022.

Results:

Of the 708 patients randomized to treatment, 289 (41%) had AKT pathway-altered tumors
(capivasertib-fulvestrant n=155; placebo-fulvestrant n=134). In the AKT pathway-altered population,
43% had liver metastases and 40% primary endocrine therapy resistance. Prior therapy for advanced
disease included: 89% of patients with 21 line of prior treatment, 71% with a prior cyclin-dependent
kinase 4 and 6 inhibitor, and 18% with prior chemotherapy. Baseline characteristics were broadly
balanced between treatment groups.

Most patients with an AKT pathway-altered tumor had only one detectable alteration (272/289, 94%).
Thirteen patients (capivasertib-fulvestrant n=4; placebo-fulvestrant n=9) had co-occurring PIK3CA
and PTEN alterations, and four patients (capivasertib-fulvestrant n=2; placebo-fulvestrant n=2) had
co-occurring PIK3CA and AKT1 alterations.

Consistent PFS benefit of capivasertib-fulvestrant over placebo-fulvestrant was observed across all
alterations (Table).

The safety profile of capivasertib-fulvestrant in the AKT pathway-altered population was consistent
with the overall population.

Conclusions:

Compared with fulvestrant alone, the addition of capivasertib to fulvestrant provided a consistent PFS
benefit across alterations in all three key genes within the AKT pathway in patients with HR-
positive/HER2-negative ABC.
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Objective
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Results
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 In patients with PIK3CA/AKT1/PTEN-altered tumors, the addition of capivasertib to fulvestrant provided
a clinically meaningful PFS benefit compared to fulvestrant alone, with consistent benefit regardless of
gene alteration detected, including:
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The listed events were reported in at least 10% of the patients for any grade in the capivasertib plus fulvestrant arm. AEs are reported regardless of the
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+ Indicates a censored observation.

The hazard ratio was estimated using the Cox proportional hazard model stratified by the presence of liver metastases (yes vs no) and prior use of CDK4/6 1. Millis SZ, et al. JAMA Oncol 2016;2:1565-73; 2. Toss A, et al. Oncotarget. 2018;9:31606-19; 3. Davies BR, et al. Mol Cancer Ther 2012;11:873-87; 4. Turner NC, et al.
inhibitors (yes vs no). N Engl J Med 2023;388:2058-70; 5. Hu X. et al. ESMO Asia 2023: LBAS5.

_ _ _ and rash pruritic. Adverse events were graded using CTCAE version 5.0.
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