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Enucleation prevention and vision preservation in primary uveal melanoma (UM): Preliminary results from a phase II study
of neoadjuvant darovasertib
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Background

Primary UM treatment (Rx) requires vision-compromising enucleation or plaque brachytherapy (PB). Approximately 95% of UMs harbor
GNAQ/GNA11 mutations with activated oncogenic PKC signaling. Darovasertib (D), a selective PKC inhibitor that inhibits growth of UM
tumors in vivo, could alter the treatment paradigm for primary UM.

Methods

IDE196-009 is a phase 2 study (NCT05907954) testing the safety & efficacy of D as neoadjuvant Rx in primary UM requiring enucleation
(Cohort 1: Co1) or PB (Cohort 2: Co2). Primary endpoints: Enucleation Prevention (EP) for Co1 & radiation Dose Reduction (DR) for Co2.
Tumor shrinkage by Product of Diameters (PoD: height (ht) * longest basal diameter {lbd}) (Co1 & 2) & best corrected visual acuity (BCVA)
loss of ≥ 15 letters post PB (Co2) are secondary endpoints, while risk of 20/200 vision assessed by a prognostic tool is exploratory (Co2).

Results

Safety population: 90 patients {pts} (n=51 Co1, n=39 Co2) received D at 300 mg BID in 28-day cycles. Median age: 58 yrs (23-85); median
tumor ht: Co1: 11mm (2-15), Co2: 7mm (3-14); lbd: Co1: 17 mm (10-22); Co2: 14 mm (7-21). All grade treatment related adverse events
(TRAEs) in ≥20%; diarrhea (48%), nausea (43%) & fatigue (30%). The only Grade ≥3 TRAE in ≥ 5% pts was hypotension (6.7%). Drug
interruption, modification, or discontinuation due to TRAEs was seen in 16 (18%), 7 (8%) & 4 (4%) pts, resp. Efficacy population: N= 62 (n=
32 Co1, n = 30 Co2) defined as pts with tumor assessment after ≥ 3 cycles of D (or progression/AE requiring early discontinuation). In this
efficacy population, 59% (19/32) of pts in Co1 became eligible for EP; in Co2 for pts with available paired simulations, DR was seen in 14/17
(82%) pts with 59% (10/17) showing both ≥ 20% DR and a lower 3-year predicted risk of 20/200 vision. Tumor shrinkage ≥ � 20% in the
PoD was noted in 62% (Co1) & 63% (Co2) of pts. Among pts who had EP or DR, the majority had this magnitude of tumor shrinkage.

Conclusions

Darovasertib is well-tolerated & is the first Rx to show tumor shrinkage in primary UM resulting in EP, radiation dose reduction & potential
for vision preservation. Based on these promising results, a registrational study is planned.
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