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Background

About half of patients (pts) with metastatic melanoma have BRAF V600 mutations. For these pts, the current standard of care is immune
checkpoint inhibitors (ICl; eg pembro [anti-PD-1]) or other immunotherapy combinations and often does not include BRAF/MEK inhibitors
(BRAF/MEKIi). In the safety lead-in portion of STARBOARD, the combination of enco (BRAFi), bini (MEKi), and pembro was generally tolerable
with a favorable response rate. Here, from STARBOARD phase 3, is the final analysis of ORR and PFS by blinded independent central review
(BICR), OS and safety.

Methods

Eligible pts had histologically confirmed metastatic or unresectable cutaneous melanoma with BRAF V600E/K mutation, measurable disease
(RECIST 1.1), ECOG PS 0-1, and had not received 1L systemic therapy. Pts were randomized 1:1 to receive enco, bini, and pembro (triplet) or
pbo and pembro (control) and were stratified by prior adjuvant therapy and stage of disease. The primary endpoint (EP) was ORR by BICR.
PFS by BICR was a key secondary EP; other secondary EPs included OS and safety.

Results

In 220 pts (cutoff: Jan 12, 2026), baseline characteristics were similar across arms. Both primary and key secondary EPs were met (Table);
confirmed ORR was 70.0% (triplet) vs 32.7% (control); median PFS was 33.0 vs 3.4 mo, respectively, and risk of disease progression or
death was reduced by 67% for triplet vs control. 0S was immature but showed a positive trend favoring triplet vs control. No new safety
signals and no grade 5 treatment-related TEAEs were observed. Grade 3/4 TEAEs were reported in 70% (triplet) vs 39% (control) of
pts.Table: 20710

Tripletn=110 Control n=110
Confirmed ORR? (95% Cl), % 70.0 (60.9,77.8) 32.7 (24.7,41.9)
Odds ratio (90% CI) 4.90 (2.87,8.13) P-value® <0.0001
Median PFS2 (95% Cl), mo 33.0 (20.0, NE) 3.4(2.2,83)
Hazard ratio (90% CI) 0.33 (0.24, 0.46) P-value® <0.0001

Estimated 12-mo PFS (95% ClI), % 71 (60, 79) 34 (25, 44)



Triplet n=110 Control n=110

Estimated 24-mo PFS (95% ClI), % 55 (44, 65) 26 (18, 35)
Median OS (95% CI), mo NE (NE, NE) NE (31.8, NE)
Hazard ratio (90% CI) 0.71(0.48,1.05)

Estimated 12-mo 0S (95% ClI), % 90 (82, 94) 79 (70, 86)
Estimated 24-mo 0S (95% Cl), % 77 (67, 84) 64 (54,73)
Median duration of treatment (range), wk69 (<1, 170) 30 (3, 185)

aBy BICR. POne-sided. NE, not estimable.

Conclusions

STARBOARD demonstrated meaningful, statistically significant clinical benefit with enco, bini, and pembro vs pbo + pembro; safety was
consistent with known profiles of regimen components.
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