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Background

Isolated CNS relapse/progression (ICP) is a frequent occurrence in patients (pts) with HER2+ MBC. Current guidelines recommend local
therapy and continuation of same systemic regimen. The impact of adjusting the systemic regimen to include a CNS-active agent is
unknown. Tucatinib demonstrated significant intracranial activity in HER2CLIMB when delivered with capecitabine/trastuzumab. BRIDGET is
a prospective trial to add a brain-penetrant TKI post radiation to ongoing therapy in attempts to prolong intracranial disease control in pts
with stable or no extracranial disease (ECD).

Methods

Single-arm phase II trial of pts with HER2+ MBC experiencing a first or second isolated intracranial event with stable/no ECD on HP or T-DM1
within 12 wks of stereotactic radiosurgery (SRS). Key eligibility: ECOG PS 0–2; SRS to all brain lesions ≥5mm, no prior HER2/EGFR TKI.
Whole-brain radiation was exclusionary. Tucatinib 300 mg BID was added continuously to ongoing HP or T-DM1 therapy. Primary endpoint:
intracranial PFS (iPFS) per RANO-BM compared with a historical exponential control (median of 5.0 mos) using a one-sample log-rank test
(one-sided α=0.05; 90% power; N=43 evaluable).

Results

Of 48 enrolled pts, 47 were evaluable (median age 53.5 yrs; 66% ER+). Most pts (66%) had no ECD at enrollment, were treated with
backbone HP (93.6%) and enrolled after their first intracranial event (80.9%). At a median follow-up of 19.6 mos (95% CI 15.6–26.1),
intracranial progression occurred in 17 pts (36.2%); median iPFS was not reached (one-sample log-rank p<0.0001 for H0: median iPFS=5
mos). The 6-, 12-, and 18-mo iPFS rates were 91%, 64%, and 59%, respectively. Extracranial progression was rare (2 pts, 4.3%). The safety
profile was favorable: grade ≥3 adverse events occurred in 15% (7/47).

Conclusions

The addition of tucatinib to HP after radiation met the study’s primary endpoint, with more than half of patients remaining free of intracranial
progression at 18 months. These findings support the addition of early tucatinib after local therapy as a well-tolerated strategy to improve
intracranial disease control in a HER2+ isolated brain progression population.
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