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Background

In DL-04, 1L T-DXd significantly improved PFS vs pembrolizumab (P) + chemotherapy (C) in pts with advanced/metastatic HER2m NSCLC.
Safety was generally consistent with the known profiles of each drug. Here, we report PROs from DL-04, focusing on pulmonary symptoms
and pt-reported tolerability while on treatment (Tx).

Methods

DL-04 (NCT05048797) is a global, open-label, phase 3 study of pts with Tx-naïve HER2m (exon 19/20) NSCLC randomized 1:1 to T-DXd 5.4
mg/kg or P 200 mg + C (cisplatin 75 mg/m2 or carboplatin AUC 5 + pemetrexed 500 mg/m2), all IV Q3W. Secondary PRO endpoints were time
to deterioration (TTD) in pulmonary symptoms while on Tx (cough, dyspnea, chest pain) via NSCLC-SAQ and pt-reported tolerability on Tx
(including physical function [PF] via EORTC QLQ-C30 PF subscale, overall side-effect bother via Patient Global Impression of Treatment
Tolerability [PGI-TT], and symptomatic AEs via EORTC and PRO-CTCAE item libraries). High side-effect bother (score of 4 or 5 via PGI-TT,
first 12 weeks only) was exploratory.

Results

As of June 9, 2026, 454 pts were randomized. Median (range) Tx duration was 12.3 (0.7–44.8) months [mo] with T-DXd vs 7.1 (0.7–49.1)
mo with P+C. T-DXd vs P+C delayed median (95% CI) TTD in cough (26.2 [17.1, NC] vs 11.0 [7.4, NC] mo; HR [95% CI] 0.66 [0.44, 0.99]),
with favorable trends in dyspnea (10.1 [6.5, NC] vs 5.1 [3.2, 11.0] mo; HR 0.77 [0.54, 1.09]) and chest pain (NC [11.5, NC] vs 14.3 [8.3, NC]
mo; HR 0.80 [0.54, 1.18]). The proportion of pts with maintained/improved PF was similar across arms until Week 18 and generally higher
with T-DXd from Week 20, including at end of Tx (EOT, 66.7% T-DXd vs 57.7% P+C). Overall side-effect bother was similar across arms for
most timepoints. The proportion of pt-weeks with high side-effect bother was 13.4% in each arm. Symptomatic AEs will be reported at the
congress.

Conclusions

TTD in pt-reported pulmonary symptoms favored T-DXd vs P+C. Tx tolerability (PF and overall/high side-effect bother) was generally
comparable between arms, with PF generally higher with T-DXd from Week 20 and at EOT. These results, alongside efficacy and safety data
from the primary analysis, support T-DXd as a new 1L Tx option for HER2m NSCLC.
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