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Background

Dysregulated Hippo pathway, leading to YAP activation, is prevalent in mesothelioma. VT3989, a potent oral inhibitor of TEAD palmitoylation
that disrupts YAP function, was assessed in a Phase I/II trial.

Methods

Dose escalation evaluated continuous (25-200 mg) and intermittent (50-200mg) dosing, with urine albumin creatinine ratio (UACR) guiding
dose adjustments in advanced cancer pts. Expansion cohorts in refractory mesothelioma pts compared intermittent schedules and UACR
thresholds to optimize safety, pharmacokinetics and efficacy.

Results

As of March 2025, 172 pts were enrolled: 135 mesothelioma, 9 epithelioid hemangioendothelioma (EHE), 9 meningioma and 19 other solid
tumors. VT3989 was safe and well tolerated with mostly low grade (≤ grade(G) 2) toxicities, including treatment related increased UACR (all
grade 31%; G3-G4 1.4%), proteinuria (28%; 0%), peripheral edema (23%; 0%) and fatigue (20%; 0.6%). Proteinuria was reversible upon
dose reduction and not associated with decrease in renal function, hypoalbuminemia or nephrotic syndrome. As VT3989 has long half-life
(9 days), intermittent scheduling limits long-term drug accumulation while maintaining therapeutic levels during off periods. Doses of 50 or
100 mg on a 2-weeks-on/2-weeks-off (2W/2W) schedule were clinically active, with 100 mg selected as the recommended dose for
expansion. Anti-tumor activity with durable RECIST/mRECIST PRs was observed across different doses in mesothelioma, EHE and
NF2-mutant spindle cell sarcoma. 22 pts with mesothelioma were treated at 50 or 100mg 2W/2W and optimal UACR thresholds for dose
modification. All mesothelioma pts had received prior immunotherapy and 82% had previously received platinum-based chemotherapy. 7 of
22 mesothelioma pts achieved RECIST PRs (ORR 32%), 12 pts had SD (including 5 pts with >10% tumor regression), with DCR of 86%.
Median PFS was 40 weeks [95% CI: 23-NE]. Responses were seen in pts with NF2  mutant tumors, as well as those without identified NF2
mutations.

Conclusions

VT3989 is well tolerated with promising antitumor activity in pts with refractory mesothelioma. Based on these data, a randomized phase 3
study is planned for further evaluation of VT3989 in mesothelioma.
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