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Background

There is an unmet need for effective treatments in pts with BRAF V600E mCRC progressing on targeted therapy. ECLYPse was designed to
address this issue based on two key premises: first, the hypothesis that due to intratumoral heterogeneity at progression, a disease subset
may remain sensitive to EC; and second, the evidence of a synergistic activity of targeted agents in combination with chemotherapy (Cht) in
first-line setting.

Methods

ECLYPse (NCT06640166) is a multicenter, single-arm, phase Il study evaluating EC continuation beyond progression (E 300 mg daily, C

500mg/m? i.v. every 2 weeks) in combination with FOLFIRI in pts with BRAF V600E mCRC progressing on second-line EC. The primary
endpoint was investigator-assessed 6-month PFS rate in the ITT population. The study design (single-stage, a=0.05, 80% power) required
enrolling 25 patients and observing >7 patients alive without progression at 6 months to reject the null hypothesis (HO: 6-month PFS
<10%). Secondary endpoints included OS and safety.

Results

Between June 12,2024 and April 15, 2026, 25 patients were enrolled. Main pts’ characteristics were: men 68%, median age 65 yrs (range
37-84 yrs), ECOG PS 0 68%, right-sided primary tumor 64%, synchronous metastases 72%, peritoneal metastases 64%, liver metastases
64%, pMMR tumor 92%. As of May 8, 2026, with a median follow-up of 7.6 months, 14 disease progression events were observed. The
investigator-assessed 6-month PFS rate was 69.5% (95% Cl, 51.7-93.6%), and the mPFS was 7.1 months (95% Cl, 6.2—-NE months). Median
0S was not reached; 6- and 12-month OS rates were 94.1% (95% CI, 83.6—100%) and 83.7% (95% Cl, 64.5-100%), respectively. No new
safety signal were observed, with adverse events occurring with the expected frequency and grade.

Conclusions

ECLYPse met its primary endpoint, with about two-thirds of the pts progression-free at 6 months. Continuing EC beyond progression on
second-line plus Cht appears to extend disease control in this poor-prognosis population. These findings may serve as a pathfinder to
guide future research in the post-BREAKWATER era and help identify the optimal therapeutic strategy.
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