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Background

CDK4/6i + endocrine therapy (ET) is the standard-of-care 1L treatment of HR+/HER2− mBC for nearly a decade, yet durable disease control
remains elusive. ATI (PF-07220060) is a next-generation cell cycle inhibitor that is highly selective for CDK4. In a phase 1/2a study, ATI + ET
(letrozole [LET] or FUL) was well tolerated and showed encouraging antitumor activity in pts with HR+/HER2− mBC. We present results from
the first randomized study of ATI + FUL vs investigator’s choice of standard therapy (ICT) in pts with HR+/HER2− mBC who progressed on
prior adjuvant or 1L CDK4/6i.

Methods

FOURLIGHT-1 (NCT06105632) is an open-label, multicenter phase 2 study; pts were randomized 1:1 to ATI (300 mg PO BID) + FUL or ICT
(FUL alone or everolimus [EVE] + exemestane [EXE]). Pts were stratified by disease site (visceral vs nonvisceral) and prior CDK4/6i duration
(<12 vs ≥12 mos). Primary endpoint was investigator-assessed PFS. Secondary endpoints included OS, ORR, DOR, CBR, and safety.

Results

At data cutoff (12 January 2026), 263 pts were enrolled (ATI, n=126; ICT, n=137). Median age was 57 y; as the immediate prior therapy,
94.3% of pts received 1L CDK4/6i and 3.8% received adjuvant CDK4/6i. PFS was significantly improved with ATI vs ICT (Table). A consistent
PFS benefit was observed across most prespecified subgroups. OS is not yet mature; Table shows ORR, DOR, and CBR. The most common
TRAEs in the ATI arm were neutropenia (46.4%) and leukopenia (32.8%); 4.0% of pts discontinued ATI due to TRAEs.

Conclusions

ATI (+ FUL) is the first next-generation CDKi to show significant and clinically meaningful PFS improvement in pts who progressed on prior
CDK4/6i, while maintaining a manageable safety profile. These data support continued development in earlier lines, including an ongoing
phase 3 study of ATI vs CDK4/6i (+ LET) in 1L HR+/HER2− mBC.Table: 1842O

ATI + FUL (n=126) ICT (n=137 [FUL alone, n=79; EVE + EXE, n=58])
Median follow-up duration (95% CI), mos 13.7 (11.6–13.8) 13.6 (11.1–14.0)
PFS
Median (95% CI), mos 9.4 (7.3–13.6) 6.6 (3.8–7.8)
HR (95% CI) 0.60 (0.440−0.825)
1-sided P value 0.0007



ORR
Measurable disease, n 109 115
ORRa, % (95% CI) 19.3 (13.0–27.7) 11.3 (6.7–18.4)
Odds ratio (95% CI) 1.914 (0.849−4.366)
1-sided P value 0.0451
DOR
Confirmed CR or PR, n 21 13
Median (95% CI), mos 14.8 (7.4–NE) 9.3 (5.5–NE)
CBR
CBRb, % (95% CI) 61.9 (53.2–69.9) 46.0 (37.9–54.3)
Odds ratio (95% CI) 1.972 (1.154−3.382)
1-sided P value 0.0041

ATI + FUL (n=126) ICT (n=137 [FUL alone, n=79; EVE + EXE, n=58])

aConfirmed CR or PR. bConfirmed CR, PR, or SD/non-CR/non-PD (for pt/s with nonmeasurable disease) ≥24 wks.

Clinical trial identification

NCT06105632.
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