
Conclusions: Additional options such as EUS, 1 mm slice CT, or FA in CT may not
improve diagnostic accuracy of invasion depth in resectable advanced gastric cancer.

Legal entity responsible for the study: Japanese Clinical Oncology Group.

Funding: National Cancer Center Research and Development Fund (23-A-16, 23-A-19
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Background: Precise clinical staging by diagnostic imaging is essential for determina-
tion of initial treatment for gastric cancer. Indeed, cT3 and T4 diseases with lymph
node metastasis (T3-4/Nþ) were candidate of neoadjuvant chemotherapy (NAC) fol-
lowed by gastrectomy, defined as cStageIII in 8th edition of AJCC/UICC TNM classifi-
cation. However, pathological T3-4/Nþ diseases could contain some cases that were
underestimated as cStage I/II and excluded from target of NAC. This study aims to
examine the accuracy of preoperative diagnosis and the prognosis from each cStage in
pathological T3-4/Nþ gastric cancers.

Methods: The study analyzed gastric cancer patients who received gastrectomy and
diagnosed as pathological T3-4/Nþ deseases between Jun 2000 and Jun 2012 at
Kanagawa Cancer Center. The clinical and pathological data were analyzed retrospec-
tively. Patients who received preoperative chemotherapy were excluded. The propor-
tion of each cStage was investigated based on the 8th edition of AJCC/UICC, and 5-year
overall survival rate (5yOS) for each cStage was calculated using the Kaplan-Meier
method.

Results: In total, 337 patients were diagnosed as pathological T3-4/Nþ diseases and
included in this study. In clinical staging, 48 patients (14.2%) were diagnosed as
cStageI, 10 patients (3.0%) as cStageIIA, 109 patients (32.3%) as cStageIIB, 159 patients
(47.2%) as cStageIII, 6 patients (1.8%) as cStageIVA, and 5 patients (1.5%) as
cStageIVB. 5yOS stratified by cStage was 77.0% in cStageI, 90.0% in cStageIIA, 52.2%
in cStageIIB, 49.0% in cStageIII, and 0% in cStageIVA/IVB. Furthermore, survival
curve of cStageIIB and cStageIII were approximately overlapped.

Conclusions: Among pathological T3-4/Nþ diseases, the underestimation as cStageI
and cStageIIA was acceptable, because of relative low frequency and good prognosis
without NAC. Meanwhile, the underestimation as cStageIIB could not be ignored,
because patients diagnosed as cStageIIB occupied one third of pathological T3-4/Nþ
disease and had poor prognosis comparable to cStageIII. We need to consider underes-
timation of preoperative diagnosis, when we determine target of NAC for advanced
gastric cancer.

Legal entity responsible for the study: Kentaro Hara.
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Background: The single-arm MONO trial (NCT01197885) assessed IMAB362
(600 mg/m2) monotherapy as salvage therapy in GA/GEJA patients and showed a 30%
disease control rate. The FAST trial (NCT01630083) assessed IMAB362 (loading dose
800 mg/m2 then 600 mg/m2) combination therapy as 1st line therapy (IMAB362þEOX
followed by single agent IMAB362 maintenance until disease progression [DP]) vs
EOX alone in GA/GEJA patients. IMAB362þEOX significantly prolonged progression-
free and overall survival. We describe the MONO and FAST PRO results.

Methods: EORTC QLQ-C30 and STO22 were collected at baseline, end of IMAB362
treatment (EOT), and every 8 wks post-EOT in MONO; and at baseline, Cycle 5, EOX
EOT, and post-EOT every 12 wks until DP in FAST. Both studies used mixed model
repeated measures (MMRM) assuming missing at random to assess HRQoL changes

from baseline. The proportion of MONO patients per minimally clinically important
difference (MCID) category (deterioration, no change, improvement) was evaluated at
EOT; in FAST, time to HRQoL deterioration (TTD) based on MCID thresholds was
assessed using Kaplan-Meier estimates and Cox models.

Results: Patients in MONO (n¼ 40) had stable scores in all STO22 domains but deter-
iorated in C30 functional (role, cognitive and physical) and symptom scales (fatigue,
insomnia, pain, nausea/vomiting and appetite loss). MONO treatment responders
(n¼ 9) showed less deterioration in C30 scales. Most patients stayed stable or had clini-
cally meaningful improvement in HRQoL. In FAST (EOX n¼ 74, IMAB362þEOX
n¼ 68), a significant difference in change from baseline was only seen for the nausea/
vomiting symptom scale (P¼.01) favoring EOX. IMAB362þEOX delayed TTD for
global health status, trouble belching, eating restrictions, feeling tense, pain interfer-
ence, acid indigestion/burning, shortness of breath and HRQoL vs EOX (all P<.05).
Patients remaining on IMAB362 alone post EOX EOT generally showed better HRQoL
and physical functioning than EOX alone.

Conclusions: For patients with advanced CLDN18.2 expressing GA/GEJA, IMAB362
maintained HRQoL and delayed TTD in both monotherapy and combination chemo-
therapy settings.

Clinical trial identification: NCT01197885 and NCT01630083.
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Funding: Astellas Pharma, Inc.
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analysis by Astellas. €O. Türeci: Stock option owner, ex-shareholder, co-founder, CEO:
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Background: Avelumab, a human anti–PD-L1 IgG1 monoclonal antibody that can
induce innate effector function against tumor cells in preclinical models, is an approved
treatment for metastatic Merkel cell carcinoma in various countries and platinum-
treated advanced urothelial carcinoma in the US and Canada. We report updated
results from the dose-expansion part of a phase 1b trial of avelumab in Japanese
patients (pts) with advanced GC/GEJC (NCT01943461).

Methods: Pts had stage IV GC/GEJC adenocarcinoma and progression after 1 or 2 prior
lines of chemotherapy including a platinum and fluoropyrimidine agent (initially
enrolled pts) or progression after platinum/fluoropyrimidine followed by a taxane or
irinotecan (later pts). Pts received avelumab 10 mg/kg Q2W by IV infusion until con-
firmed progression, unacceptable toxicity or withdrawal. PD-L1 expression was
assessed using the Dako PD-L1 IHC 73-10 assay (�1% tumor cell cutoff).

Results: At data cutoff on Aug 10, 2016, 40 pts had received avelumab (median treat-
ment duration 2.7 mo; range 0.5–21.4). 21 pts (52.5%) had received�3 prior lines of
therapy for advanced disease. The objective response rate (ORR) was 10.0% (95% CI
2.8–23.7), including complete response in 1 pt and partial response in 3 pts. 17 pts had
stable disease as best response and the disease control rate was 52.5%. Median progres-
sion-free survival was 2.5 mo (95% CI 1.4–2.8). Median overall survival (OS) was
9.1 mo (95% CI 7.2–11.2) and the 12-mo OS rate was 31.0% (95% CI 15.6–47.8). In
evaluable pts with PD-L1þ (n¼ 11) or PD-L1� (n¼ 27) tumors, ORR was 27.3% and
3.7%, respectively. Treatment-related adverse events (TRAEs) of any grade occurred in
32 pts (80.0%), including infusion-related reaction (27.5%; all grade 1/2), pruritus
(15.0%), pyrexia (12.5%) and rash (10.0%) in� 10% of pts. Grade 3 TRAEs occurred
in 3 pts (7.5%; ALT increase, anemia and hyponatremia); no pt had a grade�4 TRAE.
5 pts had an immune-related AE (all grade 1/2); the most common were pruritus
(n¼ 3) and maculopapular rash (n¼ 2).

Conclusions: Avelumab showed acceptable safety and clinical activity in Japanese pts
with advanced GC/GEJC progressed after chemotherapy.

Clinical trial identification: EMR 100070-002 (NCT01943461).
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Background: Dickkopf-1 (DKK1) is a modulator of the Wnt and PI3K/AKT signaling
pathways and contributes to an immunosuppressive tumor microenvironment by acti-
vating MDSCs and Tregs. DKN-01 (D), an mAb against DKK1, acts on innate immune
cells, and in preclinical studies demonstrates upregulation of both PD-L1 and IFNc-
related chemokines, suggesting a role for immune checkpoint combination. Anti-PD-1
plus DKN-01 shows additive antitumor effects in the B16 syngeneic mouse model; clin-
ical studies are underway. GE cancers commonly overexpress DKK1 and harbor Wnt
pathway alterations.

Methods: Phase 1b study to evaluate dose, safety and efficacy of D (150 mg or 300 mg
on Days 1 & 15) plus P (200 mg on Day 1) of each 21-day cycle in pts with advanced GE
cancer. Safety, efficacy, and correlative analyses (cytokines, PBMC immunophenotyp-
ing, tumor genomics and intra-tumoral DKK1/PD-L1) are ongoing.

Results: Pts enrolled in 2 cohorts: D (150 mg [n¼ 2] or 300 mg [n¼ 11])þ P. All 13
pts had adenocarcinomas (4 pts: EC, 6 pts: GEJ, 3 pts: GC). Three pts (23%) were
refractory to prior checkpoint inhibitor, and only 1 pt was known to be PD-L1þ at
study entry. No DLTs or treatment related SAEs were observed. Most TEAE were Grade
1/2 and commonly gastrointestinal disorders.�Grade 3 TEAE included hyponatremia
& anorexia (each 2 pts), lymphopenia, transfusion reaction, GI bleed, abdominal pain,
dehydration, weight loss, thrombotic event & weakness (each 1 pt); only lymphopenia
felt related to D. Among 9 evaluable patients there was one confirmed PR, SD in 5 pts
(including one IO-refractory pt with minor response) and PD in 3 pts. The 6-week dis-
ease control rate was 75%; 6 pts remain on therapy. Most PR/SD pts have had down-
ward trend of peripheral MDSC; more evident in pt with PR. Complete cohort details
and correlative work will be presented.

Conclusions: Preliminary results demonstrate that Dþ P is well tolerated with no new
safety signals and shows encouraging early efficacy signals in advanced GE cancer. A
subset of pts with features typically associated with lower response to single agent anti-
PD-1 therapy (KRAS amp, PD-L1 neg, and MSS) exhibited prolonged clinical benefit
and warrant further study. Expansion to confirm efficacy is ongoing.

Clinical trial identification: NCT02013154.
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Background: Objective response rates (ORRs) in patients (pts) with gastric cancer
(GC) treated with anti–PD-(L)1 antibodies range from 11.2% (PD-L1 unselected) to
15.5% (PD-L1þ) for second line therapy. Inhibiting the transforming growth factor b
(TGF-b) pathway, which plays a key role in tumor immunosuppression, may enhance
the response to anti–PD-L1 treatment. We report results for M7824, an innovative
first-in-class bifunctional fusion protein composed of a monoclonal antibody against
PD-L1 fused with the extracellular domain of TGF-b receptor II (a TGF-b “trap”) in
pts with GC.

Methods: Pts in Asia with recurrent GC or gastroesophageal junction adenocarcinoma
for whom standard therapy does not exist or has failed were enrolled in this expansion
cohort of the ongoing, phase 1, open-label trial NCT02699515 and received M7824
1200 mg q2w until disease progression, unacceptable toxicity, or trial withdrawal. The
primary objective is to assess safety/tolerability; secondary objectives include assess-
ment of best overall response (BOR) per RECIST v1.1.

Results: As of February 15, 2018, 31 heavily pretreated pts with advanced GC (74.2%
received�3 prior therapies) received M7824 for a median duration of 10.1 (range, 2-
52) wks; 4 pts remained on treatment. 6 pts (19.4%) had grade 3 treatment-related
adverse events (TRAEs): anemia (2), diarrhea (1), abnormal hepatic function (1) and
rash (2). No grade 4 TRAEs occurred. 1 Grade 5 AE of death occurred after 5 doses with
suspected rupture of pre-existing thoracic aortic aneurysm as per investigator’s assess-
ment. 7 pts had a confirmed objective response based on investigator-assessed BOR
(ORR, 22.6%; DCR, 38.7%). There were 5 partial responses (2.4, 3.6þ, 4.1þ, 8.3þ, and
9.7þmo) and 2 complete responses (0.3þ and 9.0 mo). The initial assessment of PD-
L1 tumor expression (22C3 assay) does not hint towards predictivity for ORR.

Conclusions: M7824 monotherapy had a manageable safety profile in heavily pre-
treated Asian pts (74%�3 prior therapies) with GC. Early signs of clinical efficacy, with
an ORR of 22.6% and long lasting responses, are encouraging. Updated data will be
presented.

Clinical trial identification: NCT02699515.
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