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Capivasertib and fulvestrant (F) for patients (pts) with
aromatase inhibitor (AI)-resistant HR+/HER2- advanced
breast cancer (ABC): Second progression-free survival (PFS2)
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Background: In the phase III CAPItello-291 trial, the addition of capivasertib (a potent,
selective pan-AKT inhibitor) to F in pts with AI-resistant, HR+/HER2e ABC, signifi-
cantly improved PFS compared with placebo + F (hazard ratio [HR] 0.60; 95% confi-
dence interval [CI] 0.51e0.71; p<0.001), including in patients with PIK3CA/AKT1/
PTEN-altered tumours (HR 0.50; 95% CI 0.38e0.65; p<0.001). We report outcomes
after study therapy (data cut-off 15 Aug 2022).

Methods: Details of subsequent anti-cancer treatments were recorded after the
progression of disease on study therapy (PFS). PFS2 was a secondary endpoint,
defined as the time from randomisation to second progression (i.e. the earliest of
either death or a progression event following treatment start after first progression).
Time from randomisation to the start of subsequent chemotherapy (TFSC; defined as
the first of death or chemotherapy treatment start) was an exploratory endpoint.

Results: 708 pts were randomised to capivasertib + F (n¼355) or placebo + F
(n¼353): 289 pts (40.8%) had PIK3CA/AKT1/PTEN-altered tumours (289/602, 48.0% of
pts with known tumour sequencing results). At the time of this analysis, 238 (67.0%)
pts in the capivasertib + F arm and 264 (74.8%) pts in the placebo + F arm had
received subsequent anti-cancer therapy; most commonly cytotoxic chemotherapy
(56.1% vs 61.2%), hormonal therapy (27.6% vs 30.3%) and targeted therapy (18.9% vs
25.8%). PFS2 and TFSC favoured capivasertib + F over placebo + F in the overall and
PIK3CA/AKT1/PTEN-altered populations (Table).

Conclusions: Subsequent treatments were similar between arms, and the benefit of
capivasertib + F was retained through PFS2. In addition, capivasertib + F also resulted
in a clinically meaningful delay in the initiation of chemotherapy compared to F alone.

Clinical trial identification: NCT04305496.
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First-in-human phase I/IIa study of the first-in-class,
next-generation CDK4-selective inhibitor PF-07220060 in
combination with endocrine therapy (ET) in patients (pts)
with HR+/HER2L metastatic breast cancer (mBC) who
progressed on prior CDK4/6 inhibitors (CDK4/6i): Safety and
efficacy update
T.A. Yap1, M.R. Sharma2, E.P. Hamilton3, P. Lorusso4, C. Basu5, M. Delioukina5,
F. Liu6, H. Neumann7, J. Park8, A. Giordano9
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Background: PF-07220060 is a novel potent oral CDK4i with significant sparing of
CDK6. Preliminary safety and dose escalation data from this phI/IIastudy were pre-
viously presented. Here we report updated safety and efficacy data in pts with HR+/
HER2� mBC, who progressed on prior CDK4/6i and ET, treated with PF-07220060 +
ET.

Methods: This study in pts with advanced solid tumors was enriched for pts with
HR+/HER2� mBC who received �2 lines of treatment including ET and CDK4/6i. Prior
fulvestrant and chemotherapy were allowed. Study objectives were to assess safety,
tolerability, and antitumor activity of PF-07220060 alone and in combination with ET.

Results: At data cutoff (Nov 1, 2023), 33 pts received PF-07220060 (300mg/400mg
BID) in combination with letrozole or fulvestrant (Parts 1B + 1C). Median age was
62.0y (range 41e82); ECOG PS was 0 (36.4%) or 1. Median prior lines of systemic
therapy (advanced setting) was 4.0 (range 1e11). All pts had prior CDK4/6i treatment,
24 (72.7%) had prior fulvestrant, and 22 (66.7%) had prior chemotherapy in the
advanced/metastatic setting. Most frequent treatment-emergent adverse events
(TEAEs) were neutropenia (54.5%; 18.2% Grade 3 [G3]), diarrhea (42.4%; 0% G3), and
nausea (42.4%; 3.0% G3), with no >G3 TEAEs. Dose modifications due to TEAEs
included: 1 (3.0%) pt discontinued PF-07220060, 5 (15.2%) pts had dose reduction,
and 10 (30.3%) pts had dose interruptions. In 25 pts with measurable disease who
progressed on prior CDK4/6i + ET, 8 (32.0%) had confirmed RECIST v1.1 objective
responses (1 CR, 7 PR). Clinical benefit response (CR, PR, or �24 wks stable disease)
was seen in 20/33 (60.6%) pts. Median progression-free survival was 8.1 months (95%
CI: 5.3, 10.9). Confirmed objective responses (PRs) were observed irrespective of ESR1
or PI3K pathway mutations.

Conclusions: PF-07220060 + ET showed a favorable safety profile with few hemato-
logic adverse events and infrequent dose modifications, and promising efficacy
despite prior CDK4/6i treatment, irrespective of key mutations.

Clinical trial identification: NCT04557449.
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 Safety, tolerability, and antitumor activity of trastuzumab
deruxtecan (T-DXd) in patients (pts) with HER2+ metastatic
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Background: DEBBRAH, ROSET-BM, TUXEDO-1, and a pooled DB-01, -02, -03 analysis
indicate robust efficacy of T-DXd in pts with stable/active BM; however, efficacy in pts
with BM is not yet fully established. DB-07 is a phase Ib/II, multicenter, open-label
study exploring the safety, tolerability, and antitumor activity of T-DXd alone or in
combination with other anticancer agents (NCT04538742). Results are from an
interim analysis of the dose-expansion phase of T-DXd monotherapy in pts with active
BM.

Methods: Pts had locally assessed HER2+ mBC with measurable disease. No or one
prior line of therapy for mBC was allowed; a disease-free interval of �12 months from
(neo)adjuvant HER2-directed therapy or chemotherapy was required. Pts had un-
treated BM not requiring local therapy or progressing BM after treatment with local
therapy. Ongoing use of systemic corticosteroids (>2 mg dexamethasone daily or
equivalent) for control of BM symptoms was exclusionary. Pts received T-DXd 5.4 mg/
kg intravenously every 3 weeks. Primary endpoints were safety and tolerability;
secondary endpoints included objective response rate (ORR) and progression-free
survival (PFS) per RECIST 1.1 and Response Assessment in Neuro-Oncology (RANO)-
BM.

Results: Thirty-five pts with active BM were treated (median age 49 years); median
follow up was 11.5 months (range 5.3e24.6). As of August 1, 2023, the most common
any-grade adverse events (AEs) were nausea (74.3%; Grade 3, 5.7%) and vomiting
(45.7%; Grade 3, 2.9%); no Grade �4 nausea or vomiting was reported. By RANO-BM,
confirmed ORR was 57.1% and PFS rate at 12 months was 74.6% (Table).

Conclusions: The safety profile is consistent with the known profile for T-DXd and data
confirm promising efficacy in pts with active BM; a median PFS has not been reached
after 11.5 months. Ongoing analyses will provide more mature data.

Clinical trial identification: NCT04538742.
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