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optimal dose for further development in patients with mCRPC/mAPMR, including high-risk molecular features
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Background

JNJ-6143 (formerly HLD-0915) is a first-in-class, orally bioavailable, heterobifunctional small molecule RIPTAC™ (Regulated Induced
Proximity Targeting Chimera) that selectively binds AR and BRD4 in prostate cancer (PC) cells, resulting in BRD4 loss of function and cell
death. JNJ-6143 induces in vivo  tumor regression in PC models with AR and non-AR alterations.

Methods

Multicenter phase 1 dose escalation study in patients (pts) with mCRPC/mAPMR (metastatic androgen pathway modulation-resistant) PC
who progressed after ≥1 ARPI, followed by dose expansion randomizing 1:1 to 25 vs 50 mg (NCT06800313). Objectives include defining
MTD, safety, PK, antitumor activity, and optimal dose for further development.

Results

As of 18MAR2026, 52 pts received JNJ-6143 orally ranging from 12.5 to 150 mg once daily. Median prior therapies were 6 (1-11): prior
taxane (67%) and prior PSMA-RLT (44%). Median PSA was 102 ng/ml (6 to >5000). Treatment-related adverse events (TRAEs) in ≥15%
were nausea (17%) and anemia (15%). Grade ≥3 TRAEs were observed in 5 pts (10%). There was 1 pt with DLT at 100 mg and MTD was not
reached. PK exposures were comparable at doses ≥50 mg. At 50 mg (n=17), the preliminary optimal dose, TRAEs in ≥15% were all ≤ grade 2
and included nausea (4), and headache, increased cholesterol and hypertriglyceridemia (3 each); there was 1 grade ≥3 TRAE, anemia. There
were no dose reductions or discontinuations for AEs. Median duration of follow up was 7.1 months (95% CI 5.8-8.7) with 14 pts continuing
on treatment. Confirmed PSA50 and PSA90 were 71% and 41%, respectively, and 5/7 pts with measurable disease achieved PR (4
confirmed). PSA50 was observed in pts with high-risk features, including ARamp (6/7), AR LBDmut (2/3), AR-v7 (7/8), TP53mut/del (8/10),
PTENmut/del (4/5), and RB1 mut/del (3/4).

Conclusions

JNJ-6143 is highly active in heavily pre-treated mCRPC/mAPMR pts with high-risk molecular features (ARamp/LBD, AR-v7, and tumor
suppressor alterations), with an encouraging safety profile. The clinical activity, safety, and PK support 50 mg once daily as the preliminary
optimal dose for further development.
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