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Background

Current therapies for BRAFV600E-mutant mCRC after progression (PD) to EC are modestly effective. Resistance is largely driven by genomic
alterations that can potentially decay after EC withdrawal, providing a rationale for ctDNA-guided EC re-tx.

Methods

BRICKET (NCT06578559) is a proof-of-concept single arm phase II trial where BRAFV600E  mut mCRC pts who achieved disease control for
≥ 6 months (mos) with previous EC and then experienced PD underwent centralized ctDNA analysis (GUARDANT360 CDx, Guardant Health)
after failure of one intervening EC-free line of therapy. Only pts with BRAFV600E  mutation (mut), and no KRAS, NRAS, MAP2K1  mut and MET
amplification (ampl) in their ctDNA were eligible. The primary endpoint was objective response rate (ORR). With an ORR of 0.05 for p0 (null
hypothesis) and 0.25 for p1 (alternative hypothesis), and 2-sided-α  and β  errors of 0.05 and 0.20, 16 pts were required and p0 could be
rejected if ≥ 3 had an objective response.

Results

Between August 2024 and December 2025, 30 pts underwent molecular screening and ctDNA was successfully detected in 29 cases
(96.7%). One or more resistance alterations were found in 11 (37.9%) of them, being KRAS mut (N=17), NRAS mut (N=3) and MET  ampl
(N=2) the most frequent. In other 2 pts (6.9%), BRAFV600E  mut was not detectable. 14 (87.5%) out of 16 enrolled pts had received previous
EC without concomitant chemotherapy and 13 (81.3%) were re-treated after the 3rd line. No objective responses were reported. 6 pts
(37.5%) had disease stabilization, lasting a median of 2.9 mos (95% CI: 1.0 – not assessable). All pts experienced PD and 11 (68.8%) died,
resulting in median PFS and OS of 2.9 (95% CI: 2.0 – 3.4) and 9.1 mos (95% CI: 4.0 – 13.0), respectively. No new safety signals were
observed.

Conclusions

EC re-tx did not show signals of activity in BRAFV600E-mutant mCRC pts without common genomic drivers of resistance to EC in their
ctDNA. Whether pts treated upfront with chemotherapy plus EC as per current guidelines, potentially less likely to develop genomic
resistance, may benefit from ctDNA-guided EC re-tx, could be object of future studies.
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