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Background

Patients (pts) with active brain metastases (BMs) have usually been excluded from clinical trials. To address this gap, the Break-B5 trial was
specifically developed for pts with NSCLC and untreated BMs with an innovative regimen of nivolumab, ipilimumab and chemotherapy
combined with steroid-sparing, anti-edematous therapy using bevacizumab.

Methods

The prospective phase II, open-label, multi-center trial enrolled pts with metastatic non-squamous NSCLC and untreated BMs
(asymptomatic + symptomatic with no urgent need for local therapy). Pts had to be treatment-naïve for metastatic disease with an ECOG of
0-2. Actionable genomic alterations were excluded. Pts received nivolumab (360 mg, q3w), ipilimumab (1 mg/kg, q6w) and bevacizumab
(400 mg, q3w) concomitantly with 2 cycles of chemotherapy [carboplatin (AUC 5, q3w) plus nab-paclitaxel (100 mg/m2, q1w)].
Corticosteroids of any dose were allowed for the first six weeks. Primary endpoints were safety as well as confirmed central nervous system
clinical benefit rate (CNS-CBR; complete + partial response + stable disease ≥ 6 months) assessed by response assessment in neuro-
oncology in BM (RANO-BM) criteria.

Results

We present an interim analysis [median follow-up time 26.2 months (95% CI = 16.3, 36.1)]. 35 pts were included and treated in the trial.
Median age was 63 years (min. 44, max. 77), 54% male. Confirmed CNS-CBR was 42.9% (one-sided 95% CI = 0.286, -).
Confirmed/unconfirmed objective response rate was 54% intracranially, 43% extracranially. The median intracranial and extracranial
progression-free survival times were 6.0 months (95% CI = 4.7, 7.3) and 8.5 months (95% CI = 4.3, 12.6). Median overall survival (OS) time
was 15.6 months (95% CI = 6.3, 24.8). 2-year-OS-rate was 40.3%. Toxicity profile was manageable. Most common adverse events grade ≥ 3
were pneumonia (6 pts), neutropenia (5 pts), alanine aminotransferase increased (4 pts), acute kidney injury (3 pts), sepsis (3 pts) and
infection (3 pts).

Conclusions

The Break-B5 trial demonstrated promising intracranial activity in active (asymptomatic + symptomatic) BMs of NSCLC along with a
manageable safety profile.
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