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Introduction: Nivolumab (Nivo) has a significant survival benefit in the salvage line
for advanced gastric cancer (AGC) patients (pts) (Kang YK, Lancet, 2017). Synergistic
anti-tumor effect induced by simultaneous blockade of PD-1 and taxanes, and PD-1
and VEGFR-2 has been reported. A phase I/II study was conducted to investigate the
safety and efficacy of Nivo combined with paclitaxel (PTX) plus ramucirumab (Ram),
which is the standard treatment as the 2nd line for AGC.

Methods: AGC pts with measurable lesions, ECOG PS 0-1, disease progression on
the 1st line chemotherapy with fluoropyrimidine and platinum were eligible. Pts
received Nivo (3 mg/kg on day 1 and 15) combined with PTX (80 mg/m2 on day 1, 8
and 15) and Ram (8 mg/kg on day 1 and 15) (Level 1), every 4 weeks until unaccept-
able toxicity or disease progression occurred. After feasibility was evaluated in 6
patients (phase I part), an additional 37 patients were enrolled in a phase II part with
the primary endpoint of 6-month progression-free survival (PFS) rate with the
threshold of 35%, one-sided alpha of 10% and power of 75%. Secondary
endpoints included overall response rate (ORR), disease control rate (DCR), overall
survival, and safety. PD-L1 tumor expression was assessed by immunohistochemis-
try (28-8 pharmDx assay) with a cut-off value for PD-L1 positivity set at 1% in
tumor cells.

Results: From February 2017 to July 2018, 43 AGC patients were enrolled. Patient char-
acteristics included median age 66 years, ECOG PS 1 48.8%, prior gastrectomy 25.6%,
and PD-L1 positive rate 15.4%. Dose-limiting toxicities were observed in 2 pts in the
phase I part, febrile neutropenia and neutropenia over a period of 8 days, and the rec-
ommended dose was determined as Level 1. Forty (93.0%) patients experienced grade
� 3 AEs: neutropenia (76.7%), febrile neutropenia (16.3%), anemia (14.0%), diarrhea
(7.0%), thrombocytopenia (7.0%). Fourteen (32.6%) pts experienced grade� 3
immune-related AEs. There was one treatment-related death related to thrombocyto-
penia. CR/PR/SD was obtained in 0/16/20 pts respectively with an ORR of 37.2% (95%
CI, 23.0-53.5%) and a DCR of 83.7% (95% CI, 69.3-93.2%). With a median follow-up
time of 16.8 months, 6-month PFS rate was 46.4% (80% CI, 36.4-55.8%) (P¼.067) and
median PFS was 5.1 months (95%CI, 4.5-6.5 months).

Conclusion: Nivo combined with PTX plus Ram demonstrated promising antitumor
activity as the 2nd-line treatment for AGC pts with manageable toxicities.
(UMIN000025947)
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Introduction: Previous phase Ia study results confirmed the safety of combining ramu-
cirumab (anti-VEGFR) plus pembrolizumab (anti-PD-1) in multiple tumor cohorts.
Here we present final expansion cohort results from treatment-naı̈ve patients with

locally advanced and unresectable or metastatic G/GEJ adenocarcinoma.
Clinicaltrials.gov NCT02443324.

Methods: Patients with locally advanced unresectable or metastatic G/GEJ adenocarci-
noma and ECOG PS of 0 or 1 eligible for first-line chemotherapy received ramuciru-
mab (8 mg/kg day 1 and 8) plus pembrolizumab (200 mg day 1) every 3 weeks. This
phase Ib study assessed safety according to NCI-CTCAE version 4.0, and preliminary
efficacy: objective response rate (RECIST v1.1 and immune-related RECIST), disease
control rate, duration of response, time to response, progression-free survival (PFS),
and overall survival (OS). PD-L1 status was assessed with the DAKO PD-L1 22C3 IHC
pharmDx assay using the combined positive score with�1 being positive. Association
between tumor PD-L1-expression at baseline was correlated with clinical outcomes.

Results: As of August 31, 2018, 28 treatment-naı̈ve patients with locally advanced
(n¼ 1) or metastatic (n¼ 27) G/GEJ adenocarcinoma were treated with ramucirumab
plus pembrolizumab. The median age was 63 years, 75% were male, 57% had ECOG PS
of 0, and 68% were PD-L1 positive. All grades treatment-related adverse events
(TRAEs) occurred in 27 (96%) patients; TRAEs in� 15% of patients were fatigue
(36%), hypertension (29%), headache (21%), diarrhea (18%), nausea (18%), stomati-
tis (18%), increased alanine aminotransferase (18%), increased aspartate aminotrans-
ferase (18%), proteinuria (18%), and epistaxis (18%). Eighteen (64%) patients
experienced grade 3 TRAEs, most commonly hypertension (14%), elevated alanine
(11%) or aspartate (11%) aminotransferase, diarrhea (7%), and gastrointestinal hem-
orrhage (7%). No grade 4 or 5 TRAEs occurred. Objective response rate was 25% (7/28
patients) with complete and partial responses observed in 4% (1/28) and 21% (6/28),
respectively. Of the 7 patients with an objective response, 6 were positive and 1 was neg-
ative for PD-L1. Disease control rate was 68%. Median time to response was 2.7 months
(95% CI, 1.3-2.8) and median duration of response was not reached (95% CI, 9.7, not
reached). Median PFS was 5.6 months (95% CI, 2.7-11.5). The 12-, 18-, and 24-month
PFS rates were 30%, 21%, and 21%, respectively. Median OS was 14.6 months (95% CI,
5.4, not reached). The 12-, 18-, and 24-month OS rates were 54%, 41%, and 41%,
respectively. The median OS in PD-L1 positive and negative patients were 17.3 months
and 11.3 months, respectively.

Conclusion: Final results from the cohort with G/GEJ adenocarcinoma demonstrate
that a proportion of patients treated with ramucirumab and pembrolizumab in the
first-line setting had prolonged disease control and survival, with no new safety signals
from the combination.
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Introduction: Aberrant FGFR signaling has been implicated in GI cancer carcinogene-
sis especially in biliary tract, gastro-esophageal, and colon cancers. Debio 1347 is an
orally available selective FGFR inhibitor with potent antitumor effect in preclinical
models of cancer bearing FGFR alterations. Debio 1347 showed encouraging prelimi-
nary clinical activity and manageable treatment-emergent adverse events (TEAE) in its
first-in-human (FIH) ph1 study (NCT1948297). Here we report results from the
patients with GI cancers harboring an FGFR fusion.

Methods: This FIH study enrolled patients with advanced solid malignancies harboring
activating alterations of FGFR 1, 2, or 3. A confirmatory post-hoc genetic analysis was
performed centrally for all available biopsies. Patients received Debio 1347 at doses
between 60 and 150 mg orally daily in 28-day cycles. Pharmacokinetics and pharmaco-
dynamics were serially evaluated in blood, skin and/or tumor tissue. The primary end-
points were to investigate the safety and to determine the MTD in the dose-escalation
part of the study. Objective response rate (ORR) assessed per RECIST 1.1 and safety
were the primary endpoints in the expansion part.

Results: A total of 18 patients harboring FGFR1-3 fusions were enrolled as of March 11,
2019. Among 13 patients with GI cancers, 8 had intrahepatic cholangiocarcinoma
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