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Background

Previous clinical trials demonstrated that the GOLP (GEMOX in combination with Lenvatinib and anti-PD1 antibody) regimen exhibited
robust antitumor activity and manageable safety in both advanced iCCA and biliary tract cancer. These findings provide a strong rationale
for investigating this regimen as neoadjuvant therapy in resectable high-risk iCCA.

Methods

This randomized, multicenter, open-label phase II-Ill trial (ZSAB-neoGOLP) evaluated neoadjuvant GOLP regimen in patients (pts) with
resectable iCCA exhibiting high-risk features for recurrence. Eligible pts were randomly assigned 1:1 to receive GEMOX*3 cycles, Lenvatinib
8 mg for 9 weeks, and Toripalimab *3 doses followed by resection (neoadjuvant arm [neo arm]) or traditional surgical resection (control
arm [ctrl arm]). All pts received adjuvant capecitabine Q3W for 8 cycles after curative resection. The primary endpoint was event-free
survival (EFS). Secondary endpoints included OS, major pathologic response (MPR), pathological complete response (pCR), RO resection
rate, ORR according to RECIST v1.1, recurrence-free survival (RFS), and safety. An interim analysis was planned upon 70% of pre-specified
events or after surgery in the last patient.

Results

At data cutoff (April 30,2025), 178 pts underwent randomization (neo arm: n=88; ctrl arm: n=90). At the prespecified interim analysis after a
median follow-up of 16.9 months (mo), the neo arm demonstrated significantly longer median EFS than that of the ctrl arm. OS favored the
neo arm, though not meeting interim significance threshold (two-sided a=0.0019). During neoadjuvant therapy, all-grade treatment-related
adverse events (TRAEs) occurred in 92% of pts (grade >3:26.4%).Table: LBA11

Efficacy summary

Neo arm (n=88) Ctrlarm (n=90)
Median EFS, mo 18.0 8.7
HR 0.48 (95% CI 0.31-0.74; p=0.0006)
Median 0S, mo NR 314
HR 0.43 (95% CI 0.23-0.79; p=0.0050)
Median RFS, mo 154 9.7
HR 0.69 (95% Cl 0.45-1.06)
ORR, n (%) 48 (54.5) -
MPR, n (%) 17 (19.3) 0
pCR, n (%) 4 (4.5) 0

RO resection rate, n (%) 84 (95.5) 84 (93.3)




Conclusions

For resectable high-risk iCCAs, neoadjuvant GOLP regimen demonstrated statistically significant improvement in EFS compared with
traditional resection, with manageable safety.
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