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Background

Ramucirumab (Ram) as monotherapy or plus paclitaxel is approved as 2nd-line treatment for advanced gastroesophageal adenocarcinoma
(GEA). Many patients (pts) are pretreated with a taxane in previous lines, these may benefit from a non-cross resistant chemotherapy
backbone regimen which was indicated by results from the phase II part of this trial.

Methods

This is an international, randomized, investigator initiated, phase II/III trial. Taxane-pretreated pts with GEA who have progressed after a
fluoropyrimidine/platinum-containing regimen were randomized 1:1 to either FOLFIRI plus Ram q2w (Arm A) or paclitaxel (d 1, 8, 15 q28d)
plus Ram q2w (Arm B). Co-primary endpoints were overall survival (OS) and objective overall response rate (ORR), further endpoints
included DCR, PFS, quality of life and safety. Efficacy was assessed in the intention-to-treat (ITT) population.

Results

319 pts were enrolled between 2019 and 2024 and 317 analyzed within ITT (Arm A, 158; Arm B, 159; median age 60 years, 76% male). There
was no significant difference in median OS (A, 8.7 vs. B, 7.5 mo, HR 0.95, p=.33, median FU A, 52, B, 31 mo) and ORR (A, 25.3% vs. B, 22.6%,
p=.29 ). Median PFS was longer in Arm A with 5.5 vs. B, 3.7 mo (HR 0.7, p=.003) and DCR was A, 64% and B, 61%. Combination of Ram and
FOLFIRI was not associated with more grade 3-5 adverse events in Arm A vs. B (70% vs. 68% of safety population N=304). Most common
grade 3/4 adverse events included neutropenia (A, 17%, B, 12%), hypertension (A, 10%, B, 8%), anemia (A, B, 6%), and lung infection (A,
3%, B, 6%). 47% of the pts in Arm A and 55% in Arm B had at least one serious adverse event.

Conclusions

The RAMIRIS trial demonstrated feasibility of the combination of FOLFIRI and Ram. The co-primary endpoints were not met, however, PFS
was clearly improved and trends towards a benefit of Ram/FOLFIRI regarding all other efficacy endpoints were seen. These findings support
the personalization of treatment decisions in pts with taxane-pretreated advanced GEA after failure of standard therapy. More data will be
presented at the meeting.
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