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Patritumab deruxtecan (HER3-DXd) in melanoma after anti-PD-(L)1 therapy: Primary analysis from HERTHENA-
PanTumor01
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Background

High human epidermal growth factor receptor 3 (HER3) expression is associated with poor clinical outcomes across tumor types, including
melanoma. An unmet need remains in patients (pts) with melanoma whose tumors progress on anti-programmed death (ligand) 1 (PD-[L]1)
treatment (tx). HERTHENA-PanTumor01 (NCT06172478) is a global, multicohort, open-label, single-arm, phase 2 trial evaluating HER3-DXd,
a first-in-class HER3-directed antibody-drug conjugate, in previously treated pts with advanced solid tumors. Here, we present a primary
analysis of the melanoma cohort.

Methods

Pts with unresectable or metastatic melanoma (mucosal and uveal excluded) whose tumors progressed on ≥1 prior anti–PD-(L)1–based tx,
and BRAF/MEK inhibitor tx if indicated, received HER3-DXd 5.6 mg/kg IV Q3W. Primary endpoint: confirmed objective response rate (cORR)
by investigator (INV) per RECIST v1.1. Secondary endpoints: disease control rate (DCR), duration of response (DOR), PFS (all by INV), OS,
and safety. Exploratory endpoint: efficacy by blinded independent central review (BICR).

Results

As of 23 Sep 2025, 42 pts with melanoma received HER3-DXd (median age, 61 y; female, 50%; White, 67%; BRAF mutations, 36%; acral,
17%; nonacral cutaneous, 83%; median prior txs, 2.5; M0 stage, 7%). Median follow-up was 11.7 mo. cORR by INV was 21% (9 PRs; 95% CI,
10%-37%) (Table). Of 10 second-line (2L) pts, 8 had BRAF wild-type tumors (data unavailable for 2 pts). For pts on 2L HER3-DXd (n=10),
cORR was 20% (n=2/10); 3L+, 23% (7/30). Median PFS in all pts was 5.3 mo, median OS was 13.0 mo. Gastrointestinal and hematologic
toxicities were the most common adverse events (AEs). Tx-related AEs (grade ≥3, 57%) led to dose reduction, delay, and death in 26%,
19%, and 0% of pts, respectively. No adjudicated tx-related interstitial lung disease cases were seen.

Conclusions

HER3-DXd demonstrated meaningful clinical activity in pts with advanced melanoma, supporting continued studies in this population.Table:
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By INV [95%
CI]a

By BICR [95% CI]a,

b mOS, mo
cORR, n (%) DCR, n (%) mDOR, mo mPFS, mo cORR, n (%) DCR, n (%) mDOR, mo mPFS, mo

Overall
N=42c 9 (21) [10-37] 32 (76) [61-88] 8.0 [2.8-

NE] 5.3 [3.0-6.9] 9 (21) [10-
37]

29 (69) [53-
82]

NR [2.8-
NE]

5.5 [2.8-
8.3]

13.0 [9.4-
NE]



2L n=10 2 (20) [2.5-56] 7 (70) [35-93]
NR [8.0-
NE]

6.9 [1.4-
10.7]

2 (20) [2.5-
56]

6 (60) [26-88]
NR [5.7-
NE]

5.5 [1.2-
NE]

NR [3.5-NE]

3L+ n=30 7 (23) [10-42] 24 (80) [61-92]
4.2 [2.8-
NE]

4.4 [2.8-5.5]
7 (23) [10-
42]

22 (73) [54-
88]

NR [2.8-
NE]

5.5 [2.6-
9.9]

13.0 [7.7-
NE]

By INV [95%
CI]a

By BICR [95% CI]a,

b mOS, mo
cORR, n (%) DCR, n (%) mDOR, mo mPFS, mo cORR, n (%) DCR, n (%) mDOR, mo mPFS, mo

m, median; NE, not estimable; NR, not reached. a Per RECIST 1.1. b Exploratory endpoint. c 2 pts had only received prior (neo)adjuvant
therapy.

Clinical trial identification

NCT06172478.
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