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A first-in-human study of oral IAG933 in adult patients with advanced mesothelioma and other solid tumours
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Background

Hyperactivation of the YAP/TAZ-TEAD transcriptional complex occurs in many cancers, particularly in pleural mesothelioma (PM) owing to
frequent hippo pathway alterations such as NF2 or LATS1/2 inactivating mutations. IAG933 directly disrupts the interface between YAP/TAZ
and all four TEADs leading to tumour regression in preclinical models. We report dose escalation data from the ongoing first-in-human
study of IAG933 in patients (pts) with mesothelioma, which did not require mutational testing for eligibility, and other solid tumours with
key Hippo pathway alterations, or with functional YAP-TAZ fusions (e.g. epithelioid haemangioendothelioma [EHE]).

Methods

This is a phase |, open-label, multi-centre, dose escalation and expansion study of IAG933 (NCT04857372). IAG933 is administered orally,
using an intermittent 3 days on, 4 days off (INT) or continuous (CONT) schedule. Key aims are to assess safety and tolerability,
recommended dose/schedule, and antitumor activity of IAG933.

Results

As of 14 Feb 2025, 130 pts were treated (INT [n=42], and CONT dosing [n=88]). Diagnoses included PM (n=100), peritoneal mesothelioma
(PeriM; n=10), EHE (n=9), meningioma (n=6), and other solid tumours (n=5). Median (range) age was 65.0 (21.0—84.0) years. Most
treatment-related adverse events (TRAES) were grade (G) G1/G2. TRAEs occurred in 83 pts (63.8%); 9 pts (6.9%) had >G3 TRAEs. The most
common TRAEs were fatigue (20.0%), peripheral oedema and proteinuria (10.8% each). G3 QTc prolongation was a dose-limiting toxicity in
4 pts (2 pts at 600 mg INT, 2 pts at 400 mg CONT). Five confirmed partial responses (4 PM and 1 PeriM) were observed. In the pooled
300/400 mg CONT cohorts in PM, the overall response rate was 12% (3/25), with a disease control rate of 36%. Overall, 28 pts had a
duration of treatment > 6 months, including 6 pts with > 12 months and 2 pts with >18 months.

Conclusions

[AG933 is a direct inhibitor of the YAP-TEAD protein-protein interaction. In the dose escalation phase of this trial, IAG933 was well-tolerated
and demonstrated clinical efficacy.

Clinical trial identification

NCT04857372.
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