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Abstract N0.2608
Background: Gemcitabine (GEM) is considered one of the standard therapies for advanced biliary
tract cancer; however, due to still poor prognosis further improvement was needed. Vascular
Endothelial Growth Factor Receptor-2 (VEGFR-2/Flk-1/KDR) is an essential target for tumor
angiogenesis, which expression is also correlates to the progression of the biliary tract cancer.
VEGFR?2 peptide (OTS102, Elpamotide) specifically targets the cells expressing VEGFR-2/ KDR.
Based on promising Phase I trial results on solid tumors, we conducted an open-label Phase 11 study

to evaluate the efficacy and safety of the combination with OTS102 and gemcitabine.

Methods: This is a multi-center, single-arm, open-label, phase Il study with the main eligibility
criteria as unresectable and recurrent biliary tract cancer, with the status of human leukocyte antigen
A*24:02, PS: 0-1, radiotherapy or chemotherapy naive. Patients received combination
OTS102+GEM therapy by subcutaneous OTS102 injection on day,1,8,15 and 22 of each 28-day
treatment cycles and GEM at a fixed dose of 1000 mg/m? on day,1,8 and 15. Therapy was repeated
for 18 months or termination criteria had been met. The primary endpoint was overall survival.
Assuming 1-year survival as 15-30%, the increase of 1-year survival by OTS102 by 15%, one-sided
significance level of 10%, and power of 80%, the sample size necessary was estimated as 50 patients.
Kaplan-Meier method was used to draw survival curve, and 1-year survival and 95% CI of both
sides were estimated. Historical data (GEM Historical) selected for the analysis of this report was a
phase Il single-agent GEM study (Okusaka et al. Cancer Chemother Pharmacol. 2006)

Results: From July 2009 to June 2011, 55 pts were registered from 14 facilities all over the Japan,
and 54 were treated. For full analysis set of 54 pts, mean pt age was 62.9 years. Types of cancer pts
had were: extrahepatic bile duct cancer, 13 pts; intrahepatic bile duct cancer, 20 pts; gallbladder
cancer, 18 pts; and ampulla of Vater cancer, 3 pts. Median survival time was 10.05 months (95%ClI:
7.95-13.96) in OTS102+GEM group, whereas it was 7.6 months in GEM alone group (log-rank test,
p=0.043).(1-year survival rate, 44.4% vs 25.0%,respectively)

Conclusion: OTS102 added to GEM suggested to prolong OS compared to GEM alone. Further
analysis with multiple historical data with adjustment to match the study population of this trial has

been currently ongoing.
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