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Background

In advanced or metastatic HER2-positive esophagogastric adenocarcinoma (EGA), fluoropyrimidine-platinum chemotherapy with
pembrolizumab (P) and trastuzumab (T) is standard of care. Perioperatively, FLOT (5-FU, leucovorin, oxaliplatin, docetaxel) is preferred in
resectable HER2-positive disease. We evaluated adding P and T to perioperative FLOT in localized HER2-positive EGA.

Methods

PHERFLOT is an open-label, randomized, multicenter, exploratory phase II trial. Co-primary endpoints are 2-year disease-free survival rate
and pathological complete response (pCR). Secondary endpoints include safety, progression-free survival, objective response rate, and
translational biomarkers. This interim analysis reports baseline characteristics, pCR and safety as well as first translational analysis.

Results

From March 2023 – May 2024, 31 patients (pts) were enrolled; one declined surgery, and the remaining 30 underwent R0 resection. Median
age 66 years; ECOG 0/1: 64.5/35.5%; GEJ: 77.4%; signet ring cells: 12.9%; grade 1/2/3/x: 12.9/41.9/38.7/6.5%; T1/2/3/4/x:
3.2/25.8/64.5/3.2/3.2%; N0/1/x: 32.3/58.1/9.7%; HER2 IHC 2+/3+: 19.4/80.6%; PD-L1 data (n=20): CPS ≥1 in 85% (n=17), CPS ≥10 in 50%
(n=10). Of the resected pts, 70% had no postoperative complications. The pCR rate was 48.4% (n = 15/31), thereby meeting the co-primary
endpoint. Pathologic subtotal response was observed in 19.4% (n = 6/31), resulting in an overall ≥ subtotal regression rate of 67.8% (n =
21/31). All pts experienced adverse events (AEs); 48.4% had at least one grade 3 treatment-related (TR) serious AE, predominantly
chemotherapy-related; grade 4 neutropenia was the only ≥ grade 4 TRAE.Table: 2095MO

Pathological response n (%)
Missing value due to withdrawal from surgery 1 (3.2%)
Complete Response (pCR) - no tumor cells visible, but signs of regression 15 (48.4%)
Subtotal Response (pSR) - morphologically intact neoplastic cells in <10% of tumor bed 6 (19.4%)
Partial Response (pPR) - morphologically intact neoplastic cells in 10 –50% of tumor bed 3 (9.7%)
Minor Response (pMR) - morphologically intact neoplastic cells in >50% of tumor bed 6 (19.4%)

Conclusions

Perioperative FLOT plus P and T is feasible, with an expected safety profile and strong antitumor activity, suggesting superiority over
current standards.
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