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Background

HER2CLIMB-05 demonstrated clinical benefits of tucatinib (Tuc) with trastuzumab (T) and pertuzumab (P) as 1L maintenance therapy in
patients with HER2+ mBC. We report on patient-reported outcome (PRO) results from HER2CLIMB-05.

Methods

Patients with centrally confirmed HER2+ mBC were enrolled and randomized 1:1 to Tuc (300 mg) or placebo twice daily, in combination with
T and P. PROs were completed at baseline, Day 1 of Cycles 2-4, and every 2 cycles until the first follow-up visit after end of treatment.
Analyses included EORTC-QLQ-C30 (global health status/quality of life (GHS/QoL), role function (RF), physical function (PF)) and descriptive
statistics (observed values and change from baseline). We ran analyses on time to deterioration (TTD) based on first PRO deterioration
excluding clinical progression, as well as first (TTFD) and confirmed (TTCD; >2 consecutive assessments) deterioration analyses including
clinical progression and/or death events in their definitions.

Results

Mean PRO changes from baseline showed a trend towards maintenance across treatment arms and high compliance rates throughout.
Results reported median months (m). TTD for GHS/QoL was 11.8m with Tuc vs 18.7m with placebo (HR (95% CI) = 1.29 (1.03, 1.62)). TTFD
was significantly improved with the addition of Tuc vs. placebo for PF (0.79 (0.65, 0.96); 10.6m vs 7.8m), groups were comparable for
GHS/QoL and RF (GHS/QoL: 1.00 (0.83,1.19); RF: 0.99 (0.83,1.19)). TTCD was significantly improved with the addition of Tuc vs placebo for
GHS/QoL (0.81 (0.67,0.99); 14.6m vs 10.3m) and PF (0.73 (0.59, 0.89), 17.5m vs 10.6m). For RF, TTCD trended toward improvement (0.84
(0.69,1.02); 12.4m vs 8.8m).

Conclusions

Adding Tuc to standard therapy maintained or improved patient-reported GHS/QoL, PF, and RF, with significant delays in composite
deterioration events defined by PROs, clinical progression, and death. These findings demonstrate that the clinical efficacy of Tuc is
accompanied by preservation of patient experience of health-related QoL, further supporting its use as a 1L maintenance therapy in patients
with HER2+mBC.
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