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Confirmed three-year RFS and OS of the randomized trial of adjuvant S-1 versus S-1 plus
docetaxel after curative resection of pStage III gastric cancer (JACCRO GC-07).

Kazuhiro Yoshida, Yasuhiro Kodera, Mitsugu Kochi, Takeshi Sano, Yoshihiro Kakeji, Wataru Ichikawa, Shintaro Kurahashi,
Hironori Yamaguchi, Takahiro Toyokawa, Masato Nakamura, Kazumasa Fujitani, Yoshinari Mochizuki, Mitsuhiko Ota,
Jun Hihara, Yoichi Makari, Atsushi Takeno, Masahiro Takeuchi, Masashi Fujii; Department of Surgical Oncology, Gifu
University Graduate School of Medicine, Gifu, Japan; Nagoya University Graduate School of Medicine, Gastroenterological
Surgery, Nagoya, Japan; Department of Digestive Surgery, Nihon University Itabashi Hospital, Tokyo, Japan; The Cancer
Institute Hospital of the Japanese Foundation for Cancer Research, Tokyo, Japan; Division of Gastrointestinal Surgery,
Department of Surgery, Kobe University Graduate School of Medicine, Kobe, Japan; Division of Medical Oncology, Showa
University Fujigaoka Hospital, Yokohama, Japan; Department of Gastroenterological Surgery, Aichi Medical University,
Nagakute, Japan; Jichi Medical University, Tochigi, Japan; Department of Surgical Oncology, Osaka City University Graduate
School of Medicine, Osaka, Japan; Aizawa Comprehensive Cancer Center, Aizawa Hospital, Matsumoto, Japan; Department of
Surgery, Osaka General Medical Center, Osaka, Japan; Komaki Municipal Hospital, Komaki, Japan; National Hospital
Organization Kyushu Cancer Center, Fukuoka, Japan; Department of Surgery, Hiroshima City Asa Citizens Hospital,
Hiroshima, Japan; Sakai City Medical Center, Sakai, Japan; Department of Surgery, Kansai Rosai Hospital, Amagasaki, Japan;
Department of Clinical Medicine (Biostatistics), School of Pharmacy, Kitasato University, Tokyo, Japan; Department of
Digestive Surgery, Nihon University School of Medicine, Tokyo, Japan

Background: JACCRO GC-07 is a randomized controlled trial to explore postoperative S-1/
docetaxel compared to S-1 alone after D2 gastrectomy for pStage III gastric cancer (GC) patients.
The second interim analysis demonstrated that the significant improvement of RFS was obtained
by S-1/docetaxel compared to S-1 alone. The study was terminated by the recommendation of
independent data and safety monitoring committee and the results were reported at ASCO 2018
and published in the Journal of Clinical Oncology (Yoshida K et al. 2019; 37:1296-1304). As 3 years
have passed after completion of the enrollment, preplanned analysis was performed with the
updated information of the patients.Methods: Patients with pStage III GC were randomly assigned
to receive either S-1/docetaxel (S-1 80-120mg/body on days 1-14 with a 7-day rest followed by
docetaxel 40mg/m2 on day 1 and S-1 80-120mg/body on days 1-14 every 21 days for 6 cycles
followed by S-1 80-120mg/body on days 1-28 every 42 days for 4 cycles) or S-1 (80-120mg/body on
days 1-28 every 42 days for 8 cycles) after D2 gastrectomy. Block randomization was performed
by a central interactive computerized system stratified by the stage (IIIA, IIIB, IIIC) and histological
type (differentiated or undifferentiated). The sample size of 1,100 was necessary to detect a 7%
increase in the 3-year RFS. The primary endpoint was 3y RFS and the secondary endpoints were
OS, TTF and safety. Results: In the present analysis, 400 recurrences and 324 deaths were
confirmed among 912 patients during the median follow-up period of 42.5 months (0.3-85.16). The
3y RFS of 67.7% in the S-1/docetaxel groupwas significantly superior to 57.4% in the S-1 group (HR
0.715, 95% CI: 0.587-0.871, p = 0.0008) and the 3y OS was 77.7% in the S-1/docetaxel group and
that of S-1 group was 71.2%, respectively (HR 0.742, 95%CI: 0.596-0.925, p = 0.0076), confirming
the significant improving effect on the survival of the patient. Conclusions: Adjuvant S-1 plus
docetaxel is recommended for patients with pStage III gastric cancer who underwent D2 gastrec-
tomy without neoadjuvant chemotherapy. Clinical trial information: UMIN 000010337. Research
Sponsor: Japan Clinical Cancer Research Organization.
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Randomized double-blind placebo-controlled phase 2 study of bemarituzumab combined with
modified FOLFOX6 (mFOLFOX6) in first-line (1L) treatment of advanced gastric/
gastroesophageal junction adenocarcinoma (FIGHT).

Zev A. Wainberg, Peter C. Enzinger, Yoon-Koo Kang, Kensei Yamaguchi, Shukui Qin, Keun-Wook Lee, Sang Cheul Oh, Jin Li,
Haci Mehmet Turk, Alexandra Carolina Teixeira, Giovanni Gerardo Cardellino, Raquel Guarde~no, Siddhartha Mitra,
Yingsi Yang, Helen Collins, Daniel V.T. Catenacci; UCLA Medical Center - Cancer Care - Santa Monica, Los Angeles, CA;
Dana-Farber Cancer Institute, Boston, MA; Asan Medical Center, Seoul, South Korea; The Cancer Institute Hospital of the
Japanese Foundation for Cancer Research, Tokyo, Japan; Cancer Center of Jinling Hospital, Nanjing, China; Seoul National
University Bundang Hospital, Gyeonggi-Do, Seoul, South Korea; Korea University Guro Hospital, Seoul, South Korea;
Department of Medical Oncology, Fudan University Shanghai Cancer Center; Department of Oncology, Shanghai Medical
College, Fudan University, Shanghai, China; Bezmialem Vakif University Medical Faculty, Department of Medical Oncology,
Istanbul, Turkey; Hospital Senhora Da Oliveira- HSO-EPE/R. dos Cutileiros-Creixomil, Guimaraes, Portugal; Department of
Oncology, University Hospital of Udine, Udine, Italy; Medical Oncology, Institut Catala d’Oncologia, Universitary Hospital Dr.
Josep Trueta, Girona, Spain; Five Prime Therapeutics, Inc., South San Francisco, CA; Five Prime, South San Francisco, CA; Five
Prime Therapeutics, Inc., San Francisco, CA; Gastrointestinal Oncology Program, University of Chicago Medical Center,
Chicago, IL

Background: Bemarituzumab (bema), a first-in-class humanized IgG1 monoclonal antibody, se-
lectively binds to FGFR2b, inhibits ligand binding and mediates antibody-dependent cell-mediated
cytotoxicity. A phase 1 study of bema monotherapy in solid tumors had no dose-limiting toxicities
and a confirmed objective response rate (ORR) of 18% in patients (pts) with refractory FGFR2b+
gastric cancer (GC). Methods: The FIGHT study (NCT03343301) is a global, randomized, double-
blind, placebo-controlled phase 2 trial. Pts with unresectable locally advanced or metastatic GC
that was not HER2+ were eligible if their tumor was positive for FGFR2b overexpression by
centrally performed immunohistochemistry (IHC) or for FGFR2 amplification by circulating tumor
DNA (ctDNA). Pts were treated with mFOLFOX6 and randomized 1:1 to bema 15mg/kg or placebo
(pbo) every 2 weeks with 1 additional 7.5mg/kg bema/pbo dose on day 8. Treatment was continued
until disease progression, intolerable toxicity, or death. The primary endpoint was investigator-
assessed progression-free survival (PFS) and key secondary endpoints include overall survival
(OS), overall response rate (ORR), and frequency of adverse events. Statistical significance (2-
sided a of 0.2) was tested sequentially for PFS, OS and ORR. Results: Of 910 1L GC pts whose
tumors were evaluated 275 (30%) were FGFR2b+. Of 155 pts randomized, 77 to bema+mFOLFOX6
and 78 to pbo+mFOLFOX6, 149 were FGFR2b+ by IHC and 26 by ctDNA. The primary endpoint was
met with an improvement inmedian PFS of 9.5mo (bema) vs 7.4mo (pbo) (hazard ratio [HR], 0.68;
95% confidence interval [CI], 0.44-1.04; p=0.07). The secondary endpoint of OS was met; median
not reached in the bema arm vs 12.9 mo for pbo (HR, 0.58, 95% CI, 0.35-0.95; p=0.03). Among
patients with measurable disease, ORR improved from 40% (pbo) to 53% (bema). Improved
efficacy was observed across all 3 endpoints (PFS, OS, ORR) with increasing levels of over-
expression of FGFR2b on tumor cells. Grade$3 AEs were reported in 83% of pts in the bema arm
vs 74% pts in the pbo arm with serious AEs in 32% and 36% respectively. Stomatitis was higher in
the bema arm (31.6% vs 13.0%) and corneal AEs were more common in the bema arm (67% vs
10%). There were no reported AEs of retinal detachment or hyperphosphatemia in the bema arm.
Conclusion: Approximately 30% of 1L pts with advanced GC not HER2+, were identified to be
FGFR2b+, primarily by IHC. In this randomized, placebo controlled, double-blind phase 2 study, the
addition of bema to mFOLFOX6 led to clinically meaningful and statistically significant improve-
ments in PFS, OS and ORR. An increase in corneal AEs and stomatitis was associated with bema.
These results support a prospective randomized phase 3 study in GC and the evaluation of bema in
other FGFR2b+ tumor types. Clinical trial information: NCT03694522. Research Sponsor: Five
Prime Therapeutics.
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Genomic pathway of gut microbiome to predict efficacy of nivolumab in advanced gastric
cancer: DELIVER trial (JACCRO GC-08).

Yu Sunakawa, Ryo Matoba, Eisuke Inoue, Yasuhiro Sakamoto, Ryohei Kawabata, Atsushi Ishiguro, Yusuke Akamaru,
Yosuke Kito, Masazumi Takahashi, Jin Matsuyama, Hiroshi Yabusaki, Akitaka Makiyama, Takahisa Suzuki, Masahiro Tsuda,
Hisateru Yasui, Hisato Kawakami, Kei Muro, Takako Eguchi Nakajima, Wataru Ichikawa, Masashi Fujii; Department of Clinical
Oncology, St. Marianna University School of Medicine, Kawasaki, Japan; DNA Chip Research Inc., Tokyo, Japan; Showa
University Research Administration Center, Showa University, Tokyo, Japan; Department of Medical Oncology, Osaki Citizen
Hospital, Osaki, Japan; Department of Surgery, Osaka Rosai Hospital, Sakai, Japan; Department of Medical Oncology, Teine
Keijinkai Hospital, Sapporo, Japan; Department of Gastroenterological Surgery, Ikeda City Hospital, Ikeda, Japan;
Department of Medical Oncology, Ishikawa Prefectural Central Hospital, Kanazawa, Japan; Division of Gastroenterological
Surgery, Yokohama Municipal Citizen’s Hospital, Yokohama, Japan; Department of Gastroenterological Surgery, Higa-
shiosaka City Medical Center, Higashi Osaka City, Japan; Department of Gastroenterological Surgery, Niigata Cancer Center
Hospital, Niigata, Japan; Cancer Center, Gifu University Hospital, Gifu, Japan; Department of Surgery, National Hospital
Organization Kure Medical Center and Chugoku Cancer Center, Kure, Japan; Department of Gastroenterological Oncology,
Hyogo Cancer Center, Akashi, Japan; Department of Medical Oncology, Kobe City Medical Center General Hospital, Kobe,
Japan; Department of Medical Oncology, Kindai University Faculty of Medicine, Osaka, Japan; Department of Clinical
Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; Kyoto Innovation Center for Next Generation Clinical Trials and iPS
Cell Therapy, Kyoto University Hospital, Kyoto, Japan; Division of Medical Oncology, Showa University Fujigaoka Hospital,
Yokohama, Japan; Japan Clinical Cancer Research Organization (JACCRO), Tokyo, Japan

Background: Nivolumab (Nivo) monotherapy demonstrated survival benefit in previously treated
gastric cancer (GC) patients (pts) (Kang YK, et al. Lancet 2017). About 60% of the pts did not
respond to Nivo in late-lines, and its predictive markers are needed in GC. Several studies revealed
that the efficacy of anti-PD-1-based immunotherapy was associated with composition of gut
microbiome in various types of cancers, but little is known about GC. We therefore investigated
whether genomic information in gut microbiome will serve as predictors for Nivo in advanced GC.
Methods: The observational/translational study (DELIVER trial: UMIN000030850) has enrolled
501 pts with advanced GC treated with Nivo alone from March 2018 to August 2019 to discover gut
microbiome biomarkers using fecal samples which were collected before treatment with Nivo.
Primary endpoint was the relationship between genomic pathway in gut microbiome and efficacy
of Nivo, whether progressive disease (PD) or not at the first evaluation according to RECIST
criteria. Secondary endpoints included several relationships between markers of microbiome and
clinical outcomes. Genomic data were measured by genome shotgun sequence at central lab.
Biomarkers were analyzed by Wilcoxon rank sum test in the first 200 pts (training cohort). The top
30 candidates in an ascending order of p-value were validated in the last 300 pts (validation
cohort) using Bonferroni method. Results: One hundred eighty of 200 pts and 257 of 301 pts were
available for massive metagenomic and clinical data in the training cohort and validation cohort,
respectively. The PDwas 62.2% (95%CI 54.7-69.3) in the training cohort and 53.2% (95%CI 47.0-
59.4) in the validation cohort. More diversemicrobiomewas observed in ptswith non-PD compared
to pts with PD. Although there was no statistically significant pathway to be validated for a primary
endpoint under Bonferroni method, we found that bacterial invasion of epithelial cells pathway in
the KEGG pathway was associated with clinical outcome of Nivo in both training cohort (p= 0.057)
and validation cohort (p= 0.014). Upregulation of the pathway was related to PD at the first
evaluation for Nivo treatment. An exploratory analysis of genus showed that Odoribacter and
Veillonella were associated with tumor response to Nivo in both cohorts. Conclusions: Our
translational study indicated for the first time that bacterial invasion of epithelial cells pathway
in gut microbiomemay potentially become a novel biomarker for treatment with Nivo in advanced
GC. In addition, we found gastric cancer-specific gut microbiome to predict response to immune
checkpoint inhibitors. Clinical trial information: UMIN000030850. Research Sponsor: Ono Phar-
maceutical and Bristol-Myers Squibb.
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Impact of preoperative therapy for locally advanced thoracic esophageal cancer on the risk of
perioperative complications: Results from multicenter phase III trial JCOG 1109.

Kazuo Koyanagi, Ken Kato, Yoshinori Ito, Hiroyuki Daiko, Soji Ozawa, Takashi Ogata, Hiroki Hara, Takashi Kojima, Tetsuya Abe,
Takeo Bamba, Masaya Watanabe, Hirofumi Kawakubo, Yuichi Shibuya, Yasuhiro Tsubosa, Masahiro Tsuda, Isao Nozaki,
Hideo Baba, Ryunosuke Machida, Haruhiko Fukuda, Yuko Kitagawa, The Japan Esophageal Oncology Group/Japan Clinical
Oncology Group; Department of Gastroenterological Surgery, Tokai University School of Medicine, Isehara, Japan; National
Cancer Center Hospital, Tokyo, Japan; Department of Radiation Oncology, Showa University School of Medicine, Tokyo,
Japan; Department of Esophageal Surgery, National Cancer Center Hospital, Tokyo, Japan; Department of Gastrointestinal
Surgery, Tokai University School of Medicine, Isehara, Japan; Kanagawa Cancer Center, Yokohama, Japan; Department of
Gastroenterology, Saitama Cancer Center, Saitama, Japan; National Cancer Center Hospital East, Kashiwa, Japan;
Department of Gastroenterological Surgery, Aichi Cancer Center Hospital, Nagoya, Japan; Niigata Cancer Center Hospital,
Niigata, Japan; Department of Surgery, Shizuoka General Hospital, Shizuoka, Japan; Keio University School of Medicine,
Tokyo, Japan; Department of Gastroenterological Surgery, Kochi Health Sciences Center, Kochi, Japan; Division of
Esophageal Surgery, Shizuoka Cancer Center, Shizuoka, Japan; Department of Gastroenterological Oncology, Hyogo Cancer
Center, Akashi, Japan; Department of Surgery, Shikoku Cancer Center Hospital, Matsuyama, Japan; Department of
Gastroenterological Surgery, Graduate School of Medical Sciences, Kumamoto University, Kumamoto, Japan; Japan Clinical
Oncology Group Data Center/Operations Office, National Cancer Center Hospital, Tokyo, Japan; Keio University Hospital,
Tokyo, Japan

Background:We have conducted randomized three-arm phase III trial comparing cisplatin plus 5-
FU (CF) versus docetaxel plus CF (DCF) versus radiation with CF (CF-RT) as preoperative therapy
for locally advanced esophageal cancer, which is on-follow-up for primary analysis planned in 2023
(JCOG 1109). This study aimed to evaluate the influence of preoperative therapies on perioperative
complications and risk factors for perioperative complications after three-arm preoperative
therapies. Methods: Patients with potentially resectable advanced thoracic esophageal cancer
were randomly assigned to three preoperative therapies and followed by open or thoracoscopic
esophagectomy with regional lymphadenectomy. Clinical data, surgical results, and perioperative
complications in the patients received DCF and CF-RT were compared with those in the patients
received CF. Univariate and multivariate analyses were performed to explore the risk factors of
perioperative complications. Results: Between December 2012 and July 2018, 601 patients were
randomized (CF/DCF/CF-RT; 199/202/200). Of 589 eligible patients, 546 patients underwent
surgery (185/183/178). Patients` characteristics were not different between arms. Median number
of harvested lymph node in patients received CF-RT was significantly lower than that in patients
received CF (49 vs. 58; P, 0.0001). Incidence of$Grade 2 perioperative complications in patients
received DCF was lower than that in patients received CF (44.8% vs. 56.2%; P = 0.036). Incidence
of $ Grade 2 chylothorax in patients received CF-RT was higher than that in patients received CF
(5.1% vs. 1.1%; P = 0.032). Incidence of reoperation and intra-hospital death in patients received
DCF and CF-RT did not differ from that in patients received CF. Multivariate analysis showed that
operation time ($ median) and open esophagectomy were independently associated with an
increase in $ Grade 2 perioperative complications. CF-RT was associated with an increase in
occurrence of $ Grade 2 chylothorax (Relative Risk 4.84; P = 0.043). Conclusions: Preoperative
DCF and CF-RT does not increase the risk of perioperative complications and mortality when
comparedwith standard preoperative CF therapy, but CF-RT increases the risk of chylothorax after
esophagectomy for advanced thoracic esophageal cancer. Research Sponsor: None.
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A randomized clinical trial evaluating the efficacy and safety of the addition of oral metronomic
chemotherapy after completion of standard chemoradiation versus observation in patients with
locally advanced esophageal and gastroesophageal junction squamous cell carcinoma.

Vanita Noronha, Vijay Maruti Patil, Amit Joshi, Nandini Sharrel Menon, Supriya Goud, Sucheta More, Dipti Nakti,
Akanksha Yadav, Srushti Shah, Abhishek Mahajan, Amit Janu, Rajiv Kumar, Sadhana Kannan, Jai Prakash Agarwal,
Anil Tibdewal, Naveen Mummudi, Shripad Dinanath Banavali, Kumar Prabhash; Tata Memorial Centre, Mumbai, India; Tata
Memorial Hospital, Mumbai, India; Tata Memorial Center, Mumbai, India; Department of Biostatistics,Tata Memorial Centre,
Advance Centre for Treatment, Research and Education in Cancer, Navi Mumbai, India

Background: In RTOG 85-01, patients with locally advanced esophageal and gastroesophageal
junction (GEJ) cancer treated with concurrent chemoradiotherapy (CRT) had a median overall
survival (OS) of 14months and 5-year OS of 27%. Improving outcomes in these patients is an unmet
need. We investigated the addition of oral metronomic chemotherapy (OMC) following definitive
CRT. Methods: A randomized integrated phase II/III clinical trial (CTRI/2015/09/006204) in
patients with squamous cell carcinoma of the esophagus or the GEJ who had completed definitive
radical CRT within the past 12 weeks, had an ECOG PS 0-2 and no clinical or radiologic evidence of
progressive disease. Patients were stratified based on whether or not they had received induction
chemotherapy followed by CRT, and then randomized 1:1 to receive OMC (celecoxib 200 mg twice
daily and methotrexate 15 mg/m2 weekly) for 12 months or observation. The primary efficacy
endpoint for the phase II portion was progression free survival (PFS). The secondary endpoints
were OS and toxicity. With a power of 70% and an alpha of 10%, we hypothesized a hazard ratio of
1.5, with a median follow-up of 6 months. The planned sample size for the phase II portion was 151
patients. The p-value for stopping the trial after the phase II part of the study was set at 0.2 for the
PFS. Results: Between Jan 2016 and Dec 2019, we enrolled 151 patients, 75 to the OMC arm and 76
to observation. The median age was 57 years, 59% were male. The tumor originated in the upper
thoracic esophagus in 79% patients, with median tumor length 6 cm. Induction chemotherapy was
received by 14%of the patients. Concurrent CRT consisted ofmedian 63 Gy inmedian 35 fractions;
91% patients received concurrent weekly paclitaxel and carboplatin with radiation. OMC was
started at a median of 11 weeks (IQR, 9 to 12) from the start of CRT. Grade 3 or higher toxicities
(regardless of relatedness to study intervention) were noted in 27 patients (17.9%), 18 in the OMC
arm and 9 in the observation arm; P=0.071. The median time to disease progression or death was
23months (95%CI, 7.9-38.1) in theOMCarmand not reached in the observation arm; HR, 1.33, 95%
CI, 0.83-2.14; P=0.23. The 1-year PFS was 67% in both the arms; the 2-year PFS were 48% and 61%
in the OMC and observation arms respectively. The median OS was 36 months (95% CI, 17.9-54) in
the OMC arm and not reached in the observation arm; HR, 1.75; 95% CI, 1.02-2.99; P, 0.037. The 1-
year OS was 74.7% in the OMC arm and 88% in the observation arm; the 2-year OS was 53.9% in
the OMC arm and 75% in the observation arm. Conclusion: Adjuvant oral metronomic chemo-
therapy after radical CRT does not improve outcomes in patients with locally advanced esophageal
or GEJ squamous cell carcinoma. Clinical trial information: CTRI/2015/09/006204. Research
Sponsor: Tata Memorial Center Research Administration Council.
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Zanidatamab (ZW25) in HER2-expressing gastroesophageal adenocarcinoma (GEA): Results
from a phase I study.

Funda Meric-Bernstam, Erika P. Hamilton, Muralidhar Beeram, Diana L. Hanna, Anthony B. El-Khoueiry, Yoon-Koo Kang,
Keun Wook Lee, Jeeyun Lee, Sun Young Rha, Jorge M Chaves, Do-Youn Oh, Rachel Anne Goodwin, Jaffer A. Ajani, Todd Gray,
Joseph Woolery, Elena Elimova; The University of Texas MD Anderson Cancer Center, Houston, TX; Sarah Cannon Research
Institute and Tennessee Oncology, Nashville, TN; The START Center for Cancer Care, San Antonio, TX; USC Norris
Comprehensive Cancer Center, Los Angeles, CA; Asan Medical Center, Seoul, South Korea; Seoul National University College
of Medicine, Seoul National University Bundang Hospital, Seongnam, South Korea; Samsung Medical Center, Sungkyunkwan
University School of Medicine, Seoul, South Korea; Yonsei Cancer Center, Yonsei University Health System, Seoul, South
Korea; Northwest Medical Specialties, Tacoma, WA; Seoul National University Hospital, Seoul National University College of
Medicine, Seoul, South Korea; University of Ottawa Cancer Center, Ottawa, ON, Canada; Zymeworks Inc., Vancouver, BC,
Canada; Princess Margaret Cancer Centre, Toronto, ON, Canada

Background: For patients with human epidermal growth factor receptor 2 (HER2)-overexpressing
GEA, trastuzumab in combination with chemotherapy is the only approved HER2-targeted therapy,
and they have limited treatment options after progression. Zanidatamab, a HER2-targeted
bispecific antibody, has shown durable anti-tumor activity with good tolerability in a range of
HER2-expressing cancers.Methods: In this 3-part Phase 1 study (NCT02892123), zanidatamab (10
mg/kg QW, 20 mg/kg Q2W, or 30 mg/kg Q3W) is administered as a single agent (Parts 1 & 2; QW or
Q2W) or in combination with chemotherapy (Part 3; Q2W or Q3W). Eligibility criteria includes GEA
with HER2 expression as assessed by immunohistochemistry (IHC) 3+ or IHC 2+, progression after
standard of care therapy, and measurable disease per RECIST 1.1 (Part 2 requirement only).
Results: In Parts 1 and 2, 36 GEA patients have been treated with zanidatamab (QW [n = 5]; Q2W
[n = 31]). In Part 3, 26 GEA patients have been treated (zanidatamab Q2W + (paclitaxel [n = 11] or
capecitabine [n = 6]); zanidatamab Q3W + capecitabine [n = 9]). Conclusions: Zanidatamab, both
as a single agent and in combination with chemotherapy, is well tolerated with promising and
durable anti-tumor activity in heavily pretreated GEA patients (including prior HER2-targeted
therapy). These data support further investigation of zanidatamab as a novel therapeutic for
patients with HER2-expressing GEA. Clinical trial information: NCT02892123. Research Sponsor:
Zymeworks Inc.

Zanidatamab Single-
Agent (Parts 1 & 2)

(N = 36)

Zanidatamab + Chemo
combination (Part 3)

(N = 26)

Median prior systemic therapies, n
(range)

3 (1–7)* 2 (1–7)

Patients with prior HER2 therapies, n
(%)

34 (94) 24 (92)

Patients with zanidatamab-related
adverse events (AEs) (Any), n (%)

26 (72) 21 (81)

Grade 1/2 22 (61) 17 (65)
Grade 3+** 4 (11) 4 (15)
Response evaluable, n 34 20
Objective response, n (%) 13 (38) 12# (60)
Disease control rate, n (%) 21 (62) 17 (85)
Median duration of response, months
(95% CI)‡

6.0 (1.9, 9.2) 8.9 (3.5, Not estimable)

Note: Data cutoff: Jul 28, 2020. *, 35 patients had prior systemic therapy;**, all were Grade 3 except
for one Grade 4 neutropenia event in Part 3; #, includes one patient with complete response; ‡, in
response evaluable patients who had a confirmed complete or partial response followed by $1
response assessment The most common (occurring in $ 20%) zanidatamab-related AEs were:
diarrhea (44%) and infusion-related reaction (36%) in Parts 1 & 2 (all Grade 1/2 except one Grade 3
diarrhea event); and diarrhea (58%) and fatigue (27%) in Part 3 (all Grade 1/2 except one Grade 3
fatigue event).
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Outcomes of a phase II study of intraperitoneal paclitaxel plus systemic capecitabine and
oxaliplatin (XELOX) for gastric cancer with peritoneal metastases.

Daryl Chia, Raghav Sundar, Guo Wei Kim, Jiajun Ang, Jeffrey Lum, Min En Nga, Chee Cheng Ean, Hon Lyn Tan, Jingshan Ho,
Natalie Ngoi, Matilda Lee, Vaishnavi Muthu, Gloria Chan, Angela Pang, Yvonne Ang, Joan Choo, Joline Si Jing Lim,
Asim Shabbir, Wei-Peng Yong, Jimmy Bok Yan So; Department of Surgery, University Surgical Cluster, National University
Health System, Singapore, Singapore; Department of Haematology-Oncology, National University Health System, Singapore,
Singapore; Division of General Surgery (Upper Gastrointestinal Surgery), Department of Surgery, University Surgical Cluster,
National University Health System, Singapore, Singapore; Department of Pathology, National University Hospital, National
University Health System, Singapore, Singapore

Background: The addition of intraperitoneal (IP) paclitaxel (PTX) to systemic chemotherapy
comprising taxane/fluoropyrimidine doublet has shown promising results for patients with gastric
cancer (GC) and peritoneal metastases (PM). However, this has not been studied in combination
with platinum/fluoropyrimidine doublet which is the current standard-of-care for metastatic GC.
We conducted a prospective phase 2 trial of IP PTX with capecitabine and oxaliplatin (XELOX) in
patients with GCPM. Methods: The trial enrolled 44 patients with GCPM who received treatment
comprising IP PTX (40mg/m2 on day 1,8), PO capecitabine (1000mg/m2 twice daily from day 1-14)
and IV oxaliplatin (100mg/m2 on day 1) in 21-day cycles. Patients with synchronous GCPM were
eligible for conversion surgery comprising radical gastrectomy if they had good response after
chemotherapy, negative cytology on 2 consecutive peritoneal fluid assessments, no extraper-
itoneal metastasis and no peritoneal disease during surgery. The primary endpoint was overall
survival and secondary endpoints were progression-free survival and safety. Outcomes from the
trial were also compared with a retrospective cohort of 39 patients with GCPM who received
identical systemic chemotherapy (SC) comprising platinum/fluoropyrimidine agents alone.
Results: The median OS for the IP and SC groups was 14.6 and 10.6 months (HR 0.44; 95% CI,
0.26-0.74; P=0.002). The 1-year OSwas 67.8% in the IP group and 32.3% in the SC group (Logrank
p,0.001). The median PFS for the IP and SC group was 9.5 and 4.4 months respectively (HR 0.39;
95% CI, 0.25-0.66; P,0.001). Patients in the SC group were younger (IP vs. SC, 61 vs. 56 years,
p=0.021) and had better baseline performance status (ECOG 0, IP vs. SC, 47.7% vs. 76.9%,
p=0.007) compared to the IP cohort. In the IP group, conversion surgery was performed in 36.1%
(13/36) of patients, with a median OS of 24.2 (95%CI 13.1 – 35.3) months and 1-year OS of 84.6%.
Wound-related complications requiring the port to be explanted or re-sited occurred in 9% (4/44)
of patients. Conclusions: IP PTX with XELOX is a promising treatment option for GCPM patients.
For patients with good response, conversion surgery was feasible with favourable outcomes.
Clinical trial information: NCT01739894. Research Sponsor: National Medical Research Council
Translational and Clinical Flagship Programme, Singapore (NMRC/TCR/009-NUHS/2013).

Median overall survival (OS) between groups.

Group (n)

Median OS,
months
(95% CI)

1-year
OS
(%)

HR
(95% CI) *

P-
value

IP group
(n=44)

14.6 (12.6 – 16.6) 67.8% 0.44 (0.26 –
0.74)

0.002

IP group with conversion surgery
(n=13)

24.2 (13.1 – 35.3) 84.6% 0.20 (0.08 –
0.45)

0.000

IP group without conversion surgery
(n=23)

12.5 (9.4 – 15.6) 55.7% 0.76 (0.43 –
1.33)

0.366

Systemic chemotherapy group
(n=39)

10.6 (2.4 – 18.8) 32.3% - -

* Cox proportion hazard with reference to systemic chemotherapy group.
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Esophagectomies for malignancy among general and thoracic surgeons: A propensity score-
matched NSQIP analysis stratified by surgical approach.

Shravan Leonard-Murali, Tommy Ivanics, Hassan Nasser, Amy Tang, Zane T. Hammoud; Henry Ford Hospital, Department of
Surgery, Detroit, MI; Department of Public Health Sciences, Henry Ford Health System, Detroit, MI; Henry Ford Hospital,
Department of Surgery, Division of Thoracic Surgery, Detroit, MI

Background: Training of general and thoracic surgeons continues to diverge, especially with the
increasing role for minimally invasive surgical (MIS) approaches. Previous studies of esophagec-
tomy outcomes by specialty do not adequately address malignancy or surgical approach. We
sought to evaluate perioperative outcomes of esophagectomy formalignancy stratified by surgical
specialty and approach using a national database. Methods: The National Surgical Quality Im-
provement Program (NSQIP) Targeted Esophagectomy Dataset was queried for esophagectomies
for malignancy and grouped by surgeon specialty: thoracic surgery (TS) or general surgery (GS).
Those with missing data were excluded (n = 6). To account for confounding due to specialty
selection bias, we performed propensity score matching (PSM) by age, body mass index, ethnicity,
American Society of Anesthesiologists class 3 3, and surgical approach in a 1:1 ratio. An absolute
standardized difference of#0.1 was considered an appropriate balance. The primary outcomewas
mortality and secondary outcomes were anastomotic leak, Clavien-Dindo grade $ 3 and positive
margin rate. Univariate logistic regression analysis was performed for these outcomes on the
matched cohort, with stratification by surgical approach (open vs. MIS). Results: A total of 1463
patients met inclusion criteria (512 GS, 951 TS). After PSM each group was comprised of 512
patients with similar demographics, neoadjuvant chemotherapy and radiation rates, and preop-
erative stage. The TS group consisted of 169 (33.0%) open and 343 (67.0%) MIS cases, while the
GS group consisted of 177 (34.6%) open and 335 (65.4%) MIS cases. Postoperative complications,
including surgical site infection, pneumonia, pulmonary embolism, stroke, and myocardial infarc-
tion were similar between matched groups, and remained similar when stratified by surgical
approach. Mortality rates were similar between the TS and GS groups, both overall (14 (2.7%) vs. 10
(2.0%)) and when stratified by surgical approach (MIS: 11 (3.2%) vs. 10 (3.0%), open: 3 (1.8%) vs. 0
(0%)). By univariate analysis of the matched cohort stratified by surgical approach, TS patients
had similar odds as GS patients of anastomotic leak (open: adjusted odds ratio (AOR) = 1.11, 95%
confidence interval (95%CI) = 0.58 – 2.15, p = 0.75; MIS: AOR =0.70, 95%CI = 0.47 – 1.04, p = 0.08),
Clavien-Dindo grade$ 3 (open: AOR = 1.27, 95%CI = 0.79 – 2.06, p = 0.32; MIS: AOR = 1.01, 95%CI =
0.73 – 1.39, p = 0.97), positive surgical margins (open: AOR = 0.75, 95%CI = 0.33 – 1.68, p = 0.49;
MIS: AOR = 0.62, 95%CI = 0.35 – 1.07, p = 0.09), andmortality (open: unable to be calculated due to
0 deaths in the GS group; MIS: AOR = 1.08, 95%CI = 0.45 – 2.62, p = 0.87). Conclusions:
Esophagectomy for malignancy had a similar perioperative safety profile and positive margin
rate among general and thoracic surgeons, regardless of surgical approach. Research Sponsor:
None.
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Checkmate 577:Health-related quality of life (HRQoL) in a randomized, double-blind phase III
study of nivolumab (NIVO) versus placebo (PBO) as adjuvant treatment in patients (pts) with
resected esophageal or gastroesophageal junction cancer (EC/GEJC).

Eric Van Cutsem, Prianka Singh, James M. Cleary, Ronan Joseph Kelly, Markus H. Moehler, Jaroslaw Kuzdzal,
Guillermo Mendez, Satoru Motoyama, Elena Elimova, Cecile Grootscholten, Xiaowu Sun, Fiona Taylor,
Rachael Lawrance, Brad Padilla, Alejandro Moreno-Koehler, Jenny Zhang, Steven I. Blum, Jaffer A. Ajani; University
Hospitals Gasthuisberg Leuven and KU Leuven, Leuven, Belgium; Bristol Myers Squibb, Princeton, NJ; Dana Farber Cancer
Institute, Boston, MA; The Charles A. Sammons Center at Baylor University Medical Center, Dallas, TX; Johannes Gutenberg-
University Clinic, Mainz, Germany; Jagiellonian University, John Paul II Hospital, Cracow, Poland; Fundacion Favaloro, Buenos
Aires, Argentina; Akita University Hospital, Akita, Japan; Princess Margaret Cancer Centre, Toronto, ON, Canada; Netherlands
Cancer Institute, Antoni van Leeuwenhoek Hospital, Amsterdam, Netherlands; Adelphi Values, Boston, MA; Adelphi Values,
Bollington, MA, United Kingdom; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: NIVO is the first adjuvant therapy to provide a statistically significant and clinically
meaningful improvement in disease-free survival (DFS) versus PBO in resected EC/GEJC following
neoadjuvant chemoradiotherapy as demonstrated by CheckMate 577. NIVO was well tolerated
with an acceptable safety profile. This analysis provides additional information on the exploratory
HRQoL endpoints in this clinical trial.Methods: The effect of NIVO versus PBO onHRQoL, including
general and disease-related symptoms, functioning, disease burden, and overall QoL, was assessed
using FACT-E and EQ-5D-3L patient-reported outcome (PRO) questionnaires administered at
baseline (BL), every 4 weeks during the 12-month treatment period, and at post-treatment follow-
up visits (up to 2 years after last dose). Longitudinal change from BL in PRO scores over 12 months
was assessed using descriptive statistics. Additionally, mixed model for repeated measures and
time to deterioration analyses evaluated the difference between treatment with NIVO and PBO
(data not shown). Results: 794 pts with EC/GEJC were randomized 2:1 to NIVO (n = 532) or PBO
(n = 262). PRO completion rates were $ 95% at BL and ~ 90% at 12 months on treatment. Mean
(SD) BL HRQoL scores were similar between treatment arms for the FACT-E total score (NIVO:
133.40 [20.97]; PBO: 134.03 [20.40]); esophageal cancer subscale (ECS; NIVO: 50.2 [9.3]; PBO: 50.1
[8.9]); EQ-5D Visual Analogue Scale (NIVO: 70.4 [22.3]; PBO: 69.1 [24.1]); and EQ-5D Utility Index
(NIVO: 0.820 [0.179]; PBO: 0.831 [0.163]) based on the UK value set. Descriptive analyses showed a
trend for increases from baseline at most time points through week 49 for both NIVO and PBO
treatment groups for FACT-E total score, ECS, and EQ-5D Visual Analogue Scale and Utility Index.
Conclusions: Preliminary results from CheckMate 577 demonstrated that pts on NIVO treatment
showed trends of improvement in both esophageal-specific and general HRQoL. Similar trends
were also observed in pts treated with PBO over 1 year. Pts treated with NIVO did not experience a
reduction in HRQoL, further supporting clinical data to demonstrate treatment benefit and
tolerability for adjuvant NIVO in pts with resected EC/GEJC. Clinical trial information: NCT02743494.
Research Sponsor: Bristol Myers Squibb.
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Health-related quality of life (HRQoL) of pembrolizumab plus chemotherapy versus
chemotherapy as first-line therapy in patients with advanced esophageal cancer: The phase
III KEYNOTE-590 study.

Wasat Mansoor, Amit S. Kulkarni, Ken Kato, Jong-Mu Sun, Manish A. Shah, Peter C. Enzinger, Antoine Adenis, Toshihiko Doi,
Takashi Kojima, Jean-Philippe Metges, Zhigang Li, Sung-Bae Kim, Byoung Chul Cho, Patrapim Sunpaweravong, MARIA ALSINA,
Eray Goekkurt, Shailaja Suryawanshi, Josephine Norquist, Sukrut Shah, Lin Shen; The Christie NHS Foundation Trust,
Manchester, United Kingdom; Merck & Co., Inc., Kenilworth, NJ; National Cancer Center Hospital, Tokyo, Japan; Samsung
Medical Center, Sungkyunkwan University, Seoul, South Korea; Weill Cornell Medicine, New York, NY; Center for Esophageal
and Gastric Cancer, Dana-Farber Cancer Institute, Boston, MA; IRCM, Inserm, Université Montpellier, ICM, Montpellier, France;
National Cancer Center Hospital East, Chiba, Japan; National Cancer Center Hospital East, Kashiwa, Japan; CHU Brest–Institut
de Cancerologie et d’Hematologie ARPEGO Network, Brest, France; Shanghai Chest Hospital Esophageal Disease Center,
Shanghai, China; Asan Medical Center, Seoul, South Korea; Severance Hospital, Yonsei University Health System, Seoul,
South Korea; Prince of Songkla University Hospital, Songkla, Thailand; Vall d’Hebron University Hospital and Institute of
Oncology (VCIO), Barcelona, Spain; Hematology Oncology Practice Eppendorf, and University Cancer Center Hamburg,
Hamburg, Germany; Peking University Cancer Hospital & Institute, Beijing, China

Background: In the randomized, international, double-blind, placebo-controlled KEYNOTE-590
(NCT03189719) study, pembrolizumab (pembro) + chemotherapy (chemo) provided statistically
significant and clinically meaningful improvement in OS, PFS, and ORR vs placebo + chemo as first-
line therapy for patients (pts) with locally advanced/unresectable or metastatic adenocarcinoma
or esophageal squamous cell carcinoma (ESCC) or Siewert type 1 esophagogastric junction
adenocarcinoma (EGJ). Here we report HRQoL outcomes in KEYNOTE-590. Methods: 749 pts
were randomized 1:1 to pembro 200 mg or placebo Q3W for up to 2y + chemo (cisplatin 80 mg/m2

Q3W [d1; 6 doses] + 5-FU 800 mg/m2 on d1-5 Q3W). EORTC QLQ-C30, EORTC QLQ-OES18, and EQ-
5D-5L questionnaires were administered at baseline, every 3 weeks (Q3W) up to week 24, and then
Q9W up to 1 year or end of treatment, and at the 30-d safety follow-up visit. HRQoLwas assessed in
all treated patients who completed $1 HRQoL assessment (N = 711: 356 for pembro + chemo; 355
for chemo). Change from baseline to week 18 in EORTC-QLQ-C30 global health status (GHS)/QoL
and physical functioning, and in QLQ-OES18 scores were prespecified secondary endpoints.
Change from baseline to week 18 in EQ-5D scores was an exploratory endpoint. Time to deteri-
oration (TTD) was evaluated for all endpoints. Least square mean (LSM) change from baseline
(95% CI) was compared using a constrained longitudinal data analysis model. TTD was compared
using a stratified log rank test and Cox proportional hazards model. P-values are nominal and two-
sided. Results: QLQ-C30, QLQ-OES18 and EQ-5D-5L compliance was $90% in both arms at
baseline and at week 18. There was no significant difference in least squares mean (LSM) change
from baseline to week 18 in GHS/QoL status between arms (LSM difference [95% CI] -0.10 [-3.40-
3.20]; P = 0.9530). Median TTD in GHS/QoL was similar between arms (HR, 0.86 [95% CI, 0.66-
1.13]; P = 0.2864). Outcomes were similar in ESCC PD-L1 CPS$10, ESCC, and PD-L1 CPS$10 patient
populations. LSM change from baseline to week 18 for QLQ-OES18 pain subscale was better for
pembro + chemo (-4.78) vs chemo (-1.85 ) (-2.94, -5.86 to -0.02; P = 0.0487). There was no
significant difference in LSM change from baseline to week 18 between arms for reflux (-1.19; -4.49-
2.10; P = 0.4781) or dysphagia (-2.35; -7.78-3.07; P = 0.3945). VAS LSM change from baseline to
week 18was similar between arms (1.20, -1.61-4.01; P = 0.4016).Conclusions:HRQoLwas stable and
similar over 18 weeks in the pembro + chemo and chemo arms. Together with superior OS, PFS, and
ORR and a manageable safety profile with pembro + chemo, these results support the clinically
meaningful benefit of pembro + chemo in patients with advanced esophageal cancer including EGJ
adenocarcinoma. Clinical trial information: NCT03189719. Research Sponsor: Merck Sharp &
Dohme Corp., a subsidiary of Merck & Co., Inc., Kenilworth, NJ, USA.
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Double disparities in patients with gastric cancer: Clinicopathology and survival of older adults
in a Hispanic-rich population.

Madison H. Williams, Ryan A. Williams, Brian Hernandez, Joel Michalek, Sukeshi Patel Arora; University of Texas Health San
Antonio, San Antonio, TX; Mays Cancer Center, University of Texas Health San Antonio, San Antonio, TX

Background: Gastric cancer incidence increases with advancing age with a median age at diag-
nosis of 68. However, older adults (age $65) are underrepresented in clinical trials. Additionally,
Hispanic populations have a higher incidence of gastric cancer compared with non-Hispanic
patients and there is evidence that this population has worse outcomes. Given this double disparity
in older Hispanic adults, we evaluated the differences in disease characteristics at diagnosis and
survival outcomes in older adults compared to younger adults with gastric cancer at our South
Texas cancer center serving a predominantly Hispanic population. Methods: We performed a
retrospective analysis of patients with a diagnosis of gastric cancer from 2000 – 2018, who had
follow-up at Mays Cancer Center, San Antonio, TX. Older patients were defined as $65 years and
younger patients were defined as ,65 years. Median overall survival (mOS) was estimated from
Kaplan-Meier curves and groups were compared using the log-rank test. Results: A total of 190
patients met criteria for analysis. Patients were predominantly younger (age ,65), with 128
(67.4%) young and 62 (32.6%) older. Most patients were Hispanic (66.4% of younger and 64.5%
of older) and male (51.6% of younger and 66.1% of older). The majority of patients had an ECOG
performance status of 0-2, including 61.7% and 64.5% (p = 0.55) of younger and older patients,
respectively. At baseline, there was no significant difference in location of primary tumor, grade,
stage at diagnosis, or histologic classification between younger and older patients (Table). There
was also no significant difference between the two groups in H. pylori status, location of metas-
tases, or HER2 status. Of the 109 patients with follow-up for survival, themOSwas 17months (95%
CI: 15-55) for younger patients versus 14 months (95% CI: 13-NR) for older patients (p = 0.19).
Conclusions: In this retrospective analysis of predominantly Hispanic patients with gastric cancer,
we found that there were no statistically significant differences in clinicopathologic features at
diagnosis or in survival between younger versus older adults. Our study was approximately 2/3
Hispanic, a population for which there is a paucity of data, especially in older adults. Given the
limited published research available to guide themanagement of older patients with gastric cancer,
including Hispanics, further prospective real-world studies are needed to evaluate toxicity and
quality of life in order to improve the care of older adults with gastric cancer. Research Sponsor:
None.

Younger Older P-value

Gastric body 33.6% 37.1% 0.29
Antrum 28.9% 21%
GEJ 17.2% 17.7%
Fundus 5.5% 3.2%
Cardia 3.9% 11.3%
Poorly differentiated 56.3% 48.4% 0.3
Stage IV 49.2% 33.9% 0.49
Diffuse-type 35.9% 22.6% 0.17
Intestinal-type 11.7% 21%
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The effect of gender on outcomes in esophageal cancer.

Jordan McDonald, Sabrina Saeed, Sarah E. Hoffe, Rutika Mehta, Jessica M. Frakes, Jacques-Pierre Fontaine, Sean P. Dineen,
Jose Mario Pimiento; USF Health Morsani College of Medicine, Tampa, FL; H. Lee Moffitt Cancer Center and Research Institute,
Tampa, FL

Background: Few epidemiological studies address differences in outcomes by gender in locore-
gional esophageal cancer (LEC) for which the current standard of care is chemoradiation followed
by surgical resection. Although male gender is associated with the majority of LEC cases, we
sought to determine if gender could impact clinical presentation as well as surgical and oncologic
outcomes in our single institution 20 year experience. Methods: A retrospective query of our
institution’s IRB-approved database of patients that had surgical therapy between 2008 and 2019
for esophageal cancer (EC) was performed. Patients were stratified by gender and analyzed based
on characteristics such as tumor histology, tumor location, clinical stage at presentation, age at
diagnosis, receipt of neoadjuvant therapy, surgical intent, surgical complications, length of post-
operative hospital stay, response to neoadjuvant therapy, final pathology, and recurrence. Chi-
square, ANOVA and Kaplan Meier survival analysis were performed on the previously defined
groups. Results: The cohort studied included 1180 patients with resection for EC. Of those, 1005
(85.2%) had adenocarcinoma, 145 (12.3%) had squamous cell cancer (SCC), 10 (0.8%) had
adenosquamous carcinoma, and 20 (1.7%) had other histological variants. There were 985
(83.5%) male patients and 195 (16.5%) female patients. SCC was more common in females
(29.2% in females vs. 8.9% in males, p = 0.000) and females tended to have tumor location in
the upper thoracic esophagus more often (4.7% in females vs. 0.9% of males, p = 0.000).
Additionally, females developed surgical complicationsmore often thanmales (72.2% vs. 64.7%, p
= 0.045). Staging at diagnosis (p = 0.508), receipt of neoadjuvant treatment (p = 0.676), and age at
diagnosis (65.3 years inmales vs. 66.3 years in females, p = 0.934) had no association with gender.
Response to neoadjuvant therapy (p = 0.157) and cancer recurrence (p = 0.434) did not have
significant associations with gender. The median overall survival was not statistically significantly
different but trended to be longer for females (73.4 months in females [95% CI: 51.5-95.4] vs.
47.0 months in males [95% CI: 39.6-54.5], p = 0.160). Conclusions: Based on our high-volume
cancer center study, female patients were more likely to have SCC, upper thoracic esophageal
lesions, and surgical complications following resection. While univariate analysis did not demon-
strate significant differences in overall survival between genders, there are plans to report
additional data after controlling for other variables. Further studies are warranted to validate
these findings, given the potential for higher prioritization of an organ preservation approach for
this patient population. Research Sponsor: None.
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Incidence of early-onset gastric and esophagus cancers has changed over time with
disproportionate impact on Black and Hispanic patients.

Nataly Valeria Torrejon, Suneel Deepak Kamath, Wei Wei, Katherine Tullio, Alok A. Khorana; Cleveland Clinic, Cleveland, OH;
Cleveland Clinic Taussig Cancer Institute, Cleveland, OH; Cleveland Clinic Foundation, Cleveland, OH; Cleveland Clinic-Taussig
Cancer Institute, Cleveland, OH

Background: The increased incidence of gastro-esophageal junction adenocarcinoma has been
well-described, but how the proportion of early versus older onset cancer has changed over time
remains incompletely understood. This study characterized the socioeconomic and pathologic
characteristics of early-onset gastro-esophageal malignancies. Methods: All patients with gastric
cancer (GC) and esophageal cancer (EC) from 2004-2015 in the National Cancer Database were
included and categorized by age under or over 60 years. Differences in demographics, disease
stage, treatment characteristics and socioeconomic factors between young and older patients
were assessed by Chi-square test. The effect of age, race, insurance status, community median
income and community educational attainment on overall survival (OS) were assessed using uni-
and multivariable Cox models with Bonferonni correction when indicated. Results: The study
population comprised 158,599 patients with GC and 139,210 patients with EC. For GC, 43,146
patients (27.2%) were under age 60. The proportion of patients diagnosed under 60 increased
over time: 26.7% in 2004-2006, 26.9% in 2007-2009, 27.6% in 2010-2012 and 27.5% in 2013-
2015. Compared to older patients, young patients were more likely to be Black (16.7% vs. 13.2%),
Asian (7.6% vs. 6.1%) or Hispanic (15.5% vs. 7.7%), diagnosed with stage 4 disease (43.5% vs.
31.3%) and to have poorly differentiated grade (61% vs. 51.7%), p value , 0.0001 for all. For EC,
38,801 patients (27.8%) were under age 60. The proportion of patients diagnosed under 60,
decreased over time: 29.6% in 2004-2006, 28.3% in 2007-2009, 27.6% in 2010-2012 and 26.2 %
in 2013-2015. Compared to older patients, young patients were more likely to be Black (12.6% vs.
8.2%) or Hispanic (4.2% vs. 3.1%), diagnosed with stage 4 disease (34.3% vs. 26.1%), p value ,
0.0001 for all. There was no difference in histologic grade between younger and older patients
(41.1% vs. 40.3%, p = 0.85). Age , 60 years was associated with improved OS in both GC and EC.
After adjusting for other demographic, socioeconomic, disease stage and treatment-related
factors, Black patients had the worst median OS compared to other races in both malignancies
as shown in the Table. Conclusions: Early-onset GC has increased over time while early-onset EC
has decreased. Patients with early-onset gastric and esophageal cancer are more likely to be Black
or Hispanic and to present with stage 4 cancer. Younger patients with GC are also more likely to
have poorly differentiated histology. Most concerning, Black patients have the worst OS compared
to other races for both GC and EC. Research Sponsor: None.

Race GC Median OS (months) EC Median OS (months)

Black 11.7 9.3
Asian 22.4 14.8
White 12.4 13.5
Hispanic 15.2 13.4
P value , 0.0001 , 0.0001
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The impact of sociodemographic characteristics on gastric cancer outcomes: A retrospective
review of a large single center study.

Dawood Findakly, Arnold Forlemu, Dimas Kosa, Surabhi Amar; Creighton University School of Medicine, Phoenix, AZ; Distric
Med Grp, Phoenix, AZ

Background: Gastric cancer (GC) remains a pervasive condition in the US with high morbidity and
mortality. Race/ethnicity, lack of insurance, and poverty may all be contributing to this burden,
especially in select populations. We evaluated the impact of these sociodemographic factors on GC
outcomes at a hospital with high immigrant-patient populations. Methods: We conducted a
retrospective study to identify patients diagnosed with GC between year 2010 and 2019. Data
obtained from our institution database regarding patients’ sociodemographic factors, including
age, gender, race/ethnicity, insurance status and type, and neighborhood socioeconomic status.
Likewise, information on tumor histology, anatomic location, and stagewere also obtained. Kaplan-
Meier analysis was used to plot survival curves and analyze the impact of insurance on survival
outcome.Results:One hundred eleven patients were analyzed in this study, with amale-to-female
ratio of 1.26:1. The median age at the time of GC diagnosis was 52.9 (range 27-87) years, with
median survival time (6SD, range) of 12.7 (617.7, 0.25-84) months. Most patients (69.4%) were
uninsured—out of which 76.7% presented with advanced-stage disease. Among those, themajority
(70.3%) were Hispanic, and 60.4%were non-U.S. citizens. The most common tumor histology was
diffuse-type adenocarcinoma in 55% of patients. Patients insured were on public coverage
(Medicaid), private insurance, and Medicare at 11.7%, 9.9%, and 9.0%, respectively. In terms of
survival, lack of insurance (p = 0.012) and Medicaid insurance (p = 0.046) were associated with the
worst survival outcomes in GC patients.Conclusions:Our study reflects the trends in GC outcomes
distinctly linked to significant sociodemographic disparities. Patients who lack insurance coverage
had the worst survival outcomes. Therefore, efforts such as increasing healthcare access for this
population-type at risk of sociodemographic incongruities may enhance outcomes and are crucial
in fighting GC. Research Sponsor: None.
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Impact of gender on treatment and survival of patients with esophageal cancer in the United
States.

Camille Baumrucker, Dido Franceschi, Alan S Livingstone, Francis Igor Macedo; Sylvester Comprehensive Cancer Center,
University of Miami School of Medicine, Miami, FL; North Florida Regional Medical Center, University of Central Florida
College of Medicine, Gainesville, FL

Background: Esophageal cancer (EC) is historically a male-predominant disease. Current available
evidence on the impact of gender on clinical presentation and survival outcomes of EC is limited by
small sample size or single institutional series. Methods: Patients with EC (stage I-III) were
identified in the National Cancer Data Base (NCDB, 2004-2016). Clinicopathologic and treatment
characteristics of male and female patients were compared using Chi-square analysis. Overall
survival (OS) was estimated using Kaplan-Meier method and Cox proportional hazards regression.
Results: Of 62,893 patients included, male gender was predominant (77.7% vs 22.3%). Adeno-
carcinoma was the most common subtype (66.7%); however, squamous cell carcinoma was more
predominant in females (57.1%vs. 26.5%, p,0.001). Females were significantly older (68.5 vs. 66.1
years; p,0.001) and more likely African American (AA) (14% vs. 8.1%; p,0.001). Females were
more likely to present with local disease (stage I, 19.6% vs. 18.2%; p,0.001), while males presented
more likely with locoregional disease (LRD, stage II/III, 80.4% vs 81.8%, p,0.001). Females had
worse OS compared to males (18.1 vs. 19.7 mo; p=0.001; cI: 23.5 vs. 31.9mo, p,0.001; cII/III: 17.2 vs
18.3mo, p=0.473). White females had worse OS than white males (18.6 vs. 20.4mo, p,0.001), while
AA females had better OS (13.5 vs. 12.6mo, p=0.001). Among patients with LRD, females less
frequently received chemotherapy (CT, 75.4% vs. 82.9%, p,0.001), radiation therapy (RT, 78.9%
vs. 82.6%, p,0.001), and esophagectomy (28% vs. 40.5%, p,0.001). Females who underwent
esophagectomy had improved OS over males (40.3 vs. 32.7mo; p,0.001). More specifically, white
females who underwent esophagectomy had improved OS over white males (47.6 vs 38mo,
p,0.001); however, AAmales and females who underwent esophagectomy had similar OS (33.8 vs
32.6mo, p=0.452). Female gender, advanced age, AA race, high comorbidity score and clinical
stage, and lack of access to CT, RT, and esophagectomy were independent predictors of mortality
(Table). Conclusions: Females with EC seem to have less access to CT, RT and esophagectomy,
which is associated with worse OS compared to males. Healthcare policies should be implemented
to increase access to standard of care treatment for female patients with EC. Research Sponsor:
None.

HR 95% CI p-value

Age 1.012 1.011-1.013 ,0.001*
Gender Male 1.126 1.099-1.154 ,0.001*
Race White (Ref)

AA 1.11 1.072-1.149 ,0.001*
Insurance Uninsured (Ref)

Private 0.727 0.686-0.77 ,0.001*
Medicaid/Medicare 0.804 0.759-0.851 ,0.001*

Other 0.719 0.658-0.785 ,0.001*
Comorbidity Score 0 (Ref)

1 1.141 1.114-1.168 ,0.001*
2 1.288 1.244-1.334 ,0.001*

Area Rural (Ref)
Metro 0.975 0.912-1.043 0.466
Urban 1.047 0.976-1.123 0.199

Clinical Stage LRD 1.678 1.63-1.727 ,0.001*
Histology SCC 1.03 1.006-1.054 0.013
RT 0.885 0.858-0.913 ,0.001*
CT 0.698 0.677-0.719 ,0.001*
Esophagectomy 0.442 0.432-0.452 ,0.001*
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Racial differences in tumor biology and treatment of gastric cancer in the United States.

Joshua Tseng, James Miller, Xiaoxi Feng, Alexandra Gangi, Jun Gong, Miguel Burch; Cedars-Sinai Medical Center, Los Angeles,
CA; City of Hope, Duarte, CA

Background: Racial disparities for gastric cancer are often identified in the literature. Although
patients in Asia consistently demonstrate a survival benefit compared to those in the West, Asian
patients in the US still retain this advantage, which suggests that tumor biology may be a major
factor. The goal of our study is to identify racial differences in patient demographics, tumor biology
and treatment for gastric cancer in the United States.Methods: TheNational Cancer Database was
queried from 2006-2016 for patients with a diagnosis of gastric adenocarcinoma. Patient demo-
graphics, tumor characteristics, and treatment patterns were compared by patient ethnicity
(White, Black, Hispanic, and Asian) with Kruskal-Wallis test and Pearson’s chi-squared test.
Kaplan-Meier survival curves used to assess overall survival, and cox regression used to identify
independent prognostic factors for survival. Results: 116,717 patients with gastric cancer identi-
fied; 78,066 were White, 17,486 were Black, 8,494 were Asian, and 12,671 were Hispanic. White
patients were most likely to be older than 70 and have proximal tumors, and least likely to have
diffuse type adenocarcinoma. Hispanic and Black patients were most likely to present with
metastases. Asian patients were most likely to receive surgery and least likely to receive che-
motherapy or radiotherapy. Stage for stage, Asians had the longest median survival, followed by
Hispanic, Black, and White patients. Prognostic factors associated with a survival benefit include
Asian ethnicity (HR 0.72, 95%CI 0.68-0.74), Hispanic ethnicity (HR 0.76, 95%CI 0.73-0.79), Black
ethnicity (HR 0.95, 95% CI 0.93-0.98), private insurance (HR 0.91, 95% CI 0.87-0.96), higher
income (HR 0.85, 95% CI 0.82-0.88), treatment at academic center (HR 0.87, 95% CI 0.83-0.91),
higher-volume centers (HR 0.90, 95% CI 0.87-0.93), receiving surgery (HR 0.42, 95% CI 0.41-
0.43), chemotherapy (HR 0.56, 95% CI 0.55-0.57), and radiation (HR 0.96, 95% CI 0.93-0.98).
Conclusions: Treatment differences between Eastern and Western countries for gastric cancer
persist between ethnic groups within the United States, with Asian patients retaining a survival
benefit. Black and Hispanic patients present with aggressive disease and unfavorable socioeco-
nomic factors that are detrimental to overall survival. Research Sponsor: None.
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Using breath analysis as a screening tool to detect gastric cancer: A systematic review.

Ghazal Haddad, Stef Schouwenburg, Ashraf Altesha, Wei Xu, Geoffrey Liu; Faculty of Medicine, University of Toronto, Toronto,
ON, Canada; Leiden University Medical Center, Leiden, Netherlands; Department of Biostatistics, Princess Margaret Cancer
Centre, Toronto, ON, Canada; Princess Margaret Cancer Centre, Toronto, ON, Canada

Background: In its early stages, gastric cancer symptoms are frequently lacking, resulting in an
often late and incurable diagnosis. A non-invasive, cheap, and reliable screeningmethod for gastric
cancer could improve outcomes and increase the number of surgically resectable gastric cancers.
Breath analysis has emerged as an experimental method of non-invasive screening of gastric
cancer and identification of individuals suitable for confirmatory, diagnostic upper gastrointestinal
endoscopy. We aimed to evaluate the accuracy and applicability of breath analysis for gastric
cancer detection in adults.Methods: This systematic review searched MEDLINE, EMBASE, BIOSIS,
CENTRAL, and Compendex until 11 July 2019 for original studies analyzing exhaled breath to detect
gastric cancer in patients. Two authors then independently screened the abstracts, titles, and full
texts. Summary sensitivity and specificity analyses were obtained using a hierarchical bivariate
method. Positive predictive value and number needed to screen (NNS) of breath analysis methods
for gastric cancer detection were calculated for each country using gastric cancer prevalence by
country obtained from the Global Cancer Observatory. Non-quantitative results were descriptively
summarized. Risk of bias was assessed using the QUADAS-2 tool. This study protocol was pre-
registered in PROSPERO (CRD42020139422). Results: Twenty studies were included. Together,
the studies included 2,976 subjects. The pooled mean age of the subjects in the gastric cancer
groups was 60.5 6 11 years while the pooled mean age for control groups was 55.4 6 12 years.
Within these twenty studies, breath analysis technologies most commonly used were mass
spectrometry (MS)-based methods; other methods included volatile organic compound sensors,
thermal desorption tubes, and silicon nanowire field effect transistors. Across all included studies,
we found and summarized the characteristics of 131 chemical compounds found in the exhaled
breath of study subjects. Eleven studies (total n = 1905) involving all technologies reported
quantitative results, with sensitivities ranging from 67-100% and specificities from 71-98%. The
summary sensitivity across six studies utilizing MS-based breath analysis methods was 85.3%
(95% CI: 82-96%); summary specificity was 81.7%. (95% CI: 78-85%). Based on the MS-based
values, we estimated that screening with MS-based breath tests could lower the NNS by more than
four-fold in the 15 countries with the highest prevalence of gastric cancer. Conclusions: Breath
analysis is a promising method for gastric cancer detection with good diagnostic performance and
potential to decrease the NNS for endoscopy-based gastric cancer detection. However, due to the
heterogeneity of breath analysis technologies, rigorous studies with standardized, reproducible
methods are needed to evaluate the clinical applicability of these technologies. Research Sponsor:
McLaughlin Scholarship at the University of Toronto.
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Localized diffuse-type gastric adenocarcinoma: Influence of baseline positron emission
tomography on survival and therapy response.

Ahmed Abdelhakeem, Xuemei Wang, Rebecca E Waters, Madhavi Patnana, Jeannelyn Estrella, Mariela A. Blum-Murphy,
Allison Trail, Yang Lu, Catherine E Devine, Naruhiko Ikoma, Brian D. Badgwell, Jane Elizabeth Rogers, Jaffer A. Ajani; The
University of Texas - MD Anderson Cancer Center, Houston, TX; The University of Texas MD Anderson Cancer Center,
Houston, TX; University of Texas MD Anderson Cancer Center, Houston, TX; The University of Texas-MD Anderson Cancer
Center, Department of Gastrointestinal Medical Oncology, Houston, TX; The University of Texas-MD Anderson Cancer Center,
Pharmacy Clinical Programs, Houston, TX

Background:Diffuse type of gastric adenocarcinoma (dGAC) confers a poor but variable prognosis
compared to intestinal type of GAC. The value of baseline uptake of FDG-PET in localized dGAC is
unclear and ~40% are not FDG-PET avid. We analyzed outcomes based on the avidity (high with
SUV. 3.5 or lowwith SUV#3.5) of the primary on baseline FDG-PET.Methods:We retrospectively
selected 111 localized dGAC caseswho had baseline FDG-PET for staging.We compared the FDG-PET
avidity with overall survival (OS) and response to preoperative therapy. Standard statistical
methods were utilized. Results: The mean age was 59.4 years and with many female patients
(47.7%). All patients had dGAC. The high-SUV group (58 [52.3%] patients) and the low-SUV group
(53 [47.7%] patients) were equally divided. While the median OS for all patients was 49.5 months
(95% CI: 38.5 – 98.8 months), it was 98.0 months for the low-SUV group and 36.0 months for the
high-SUV (p value = 0.003). While the median PFS for all patients was 38.2 months (95%CI: 27.7 –

97.6 months), it was 98.0 months for the low-SUV group was and 27.0 months for the high-SUV
group (p value = 0.005). Clinical responses before surgery were more common in the low-SUV
group but there were only 4 patients with pathologic complete response in the entire cohort.
Conclusions: Our unique data suggest that localized dGAC patients with low SUV fare better than
thosewith high SUVmeaning highlymetabolic GACs consuming glucose confer poor prognosis and
overall all dGACs seem resistant to therapy. Research Sponsor: None.
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Factors associated with treatment duration from start of second-line ramucirumab plus
paclitaxel or nab-PTX for advanced gastric cancer: real-world evidence from Japanese
Claim Database.

Shuichi Hironaka, Yoshito Komatsu, Yoshinori Tanizawa, Zhihong Cai, Yongzhe Piao, Narikazu Boku; Department of Medical
Oncology and Hematology, Oita University Faculty of Medicine, Yufu, Japan; Division of Cancer Chemotherapy, Hokkaido
University Hospital Cancer Center, Sapporo, Japan; Eli Lilly Japan, Kobe, Japan; Eli Lilly Japan K.K., Kobe, Japan; National
Cancer Center Hospital, Tokyo, Japan

Background:Recently, the value of RWE has been recognized to be important. We investigated the
first line(1L)-2L therapy(Tx) sequence for AGC and factors associated with whole treatment period
after RAM plus(+) (nab-)PTX therapy using RWE in Japan. Methods: This study used a hospital-
based claims database in Japan. Patients who were diagnosed with GC and started 1L Tx between
Jun 2015 and Jul 2019 were selected. The 1L Tx was defined as fluoropyrimidine(FP)+platinum
(with or without trastuzumab[Tmab]), and defined to be discontinued when it was suspended
for.90 days or switched to different antitumor drugs (2L Tx). In patients who started RAM+(nab-)
PTX as 2L Tx, factors associated with overall Tx duration (from start of 2L Tx to the last dose of
chemotherapy including subsequent Tx) were explored by Cox regression analysis. Results: 10581
patients (mean age 67.9 years, male 73.9%) received 1L Tx (9024 patients without Tmab and 1557
patients with Tmab). In patients who discontinued 1L Tx, the proportion of 1L-2L Tx transition was
61% (4509/7443) without Tmab and 68% (849/1245) with Tmab. Among 5358 patients who
received 2L Tx, 3650 patients (68%) received RAM+(nab-)PTX. The median overall Tx duration
was 6.7months after initiation of 2L Txwith RAM+(nab-)PTX. Factors positively associatedwith the
overall Tx duration from initiation of 2L Tx with RAM+(nab-)PTX were Tmab use before data cutoff
(Sep 2019; hazard ratio [95%CI] 0.9 [0.79-1.00]), previous oral FP (0.7 [0.54-0.89]), duration of 1L
Tx .150 days (0.8 [0.74-0.87]). Factors negatively associated were peritoneal metastasis or
ascites (1.3 [1.17-1.40]), comorbidities e.g., edema (1.3 [1.07-1.45]), renal disease (1.1 [1.01-1.30]), diabetes
(1.1 [1.01-1.22]), previous oxaliplatin (1.2 [1.09-1.30]), and rehabilitation (1.9 [1.67-2.24]) or nutritional
intervention (1.5 [1.34-1.68]) within 1month before and after starting 2LTx.Conclusions:Many of the
patients received RAM+(nab-)PTX as 2L Tx regardless of Tmab. This large-scale RWE demonstrated
that Tmab use, oral FP, and long 1L Tx duration were associated with longer treatment course from
start of 2L RAM+(nab-)PTX therapy. Research Sponsor: Eli Lilly Japan K.K.
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Real-world outcomes of esophagectomy versus chemoradiotherapy for clinical stage I
esophageal squamous cell carcinoma.

Hiroki Yukami, Kentaro Sawada, Hisashi Fujiwara, Saori Mishima, Daisuke Kotani, Tomohiro Kadota, Atsushi Inaba,
Keiichiro Nishihara, Daiki Sato, Keiichiro Nakajo, Yusuke Yoda, Masaki Nakamura, Hidehiro Hojo, Tomonori Yano,
Takeo Fujita, Takashi Kojima; National Cancer Center Hospital East, Kashiwa, Japan; Kushiro Rosai Hospital, Kushiro,
Japan; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa,
Japan; Department of Gastroenterology and Endoscopy, National Cancer Center Hospital, Tokyo, Japan; Department of
Radiation Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Division of Radiation Oncology and Particle
Therapy, National Cancer Center Hospital East, Kashiwa, Japan; Department of Gastroenterology and Endoscopy, National
Cancer Center Hospital East, Kashiwa, Japan

Background: Recently, JCOG0502 trial have shown a comparable efficacy with chemoradiother-
apy (CRT) and esophagectomy as standard treatment in patients with clinical stage (cStage) I
esophageal squamous cell carcinoma (ESCC), showing the standard treatment option of CRT.
However, there is few reports for comparison of clinical outcomes with these treatments in real-
world. The aim of this study was to clarify the real-world outcomes in cStage I ESCCwho performed
with CRT or esophagectomy. Methods: This retrospective study included patients with clinical
stage I ESCC who received thoracoscopic or open esophagectomy with three-field lymph node
dissection or CRT mainly consisted of 5-fluorouracil and platinum with concurrent radiotherapy
(50.4 Gy/28Fr or 60 Gy/30Fr) between 2009 and 2017 at National Cancer Center Hospital East.
Survival outcomes were calculated using the Kaplan-Meier method, and the differences were
evaluated using the log-rank test. Results: Among a total of 156 patients, 128 were male and
median age was 68 years old. 120 and 36 patients underwent esophagectomy and CRT, respec-
tively. ECOG performance status 0/1/2 were 138/12/6 patients. Tumor location was Ut/Mt/Lt in 16/
87/53 patients. Clinical tumor depth (MM-SM1/SM2-SM3) were 33/123 patients. Patients’ charac-
teristics were similar among treatment groups, except clinical tumor depth (SM2-3; 84.2% in
esophagectomy group vs. 61.1% in CRT group, p = 0.005). All patients underwent radical surgery in
esophagectomy group, while three patients (8.3%) in CRT group were received additional
esophagectomy or endoscopic resection due to residual disease. With a median follow-up of
72 months, 5-year overall survival (OS) and progression-free survival rate were 81.5%/77.0% in
esophagectomy group and 82.6/74.4% in CRT group (p = 0.89 and p = 0.48). In safety profile,
grade 3 or higher stenosis was observed in 21.7% of esophagectomy group. There was no
treatment-related death in both groups. In subgroup analysis for OS, elderly patients (75 years
and older) tended to have better 5-year OS rate in CRT group (76.9% in esophagectomy group vs.
81.8% in CRT group), while younger patients ( , 75 years) showed comparable 5-year OS rate in
both groups (82.4% in esophagectomy group vs. 82.9% in CRT group). Conclusions: Real-world
data reproduced the results of clinical trial, supporting CRT as one of the standard treatment
options in patients with cStage I ESCC. Research Sponsor: None.
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Retrospective study of nivolumab monotherapy for advanced esophageal squamous cell
carcinoma.

Hayato Mikuni, Shun Yamamoto, Kotoe Oshima, Hidekazu Hirano, Natsuko Okita, Hirokazu Shoji, Yoshitaka Honma,
Satoru Iwasa, Atsuo Takashima, Narikazu Boku, Ken Kato; National Cancer Center Hospital, Tokyo, Japan; Division of
Gastrointestinal Medical Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Gastrointestinal Medical
Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Gastrointestinal Oncology, National Cancer Center
Hospital, Tokyo, Japan

Background: Based on the results of the ATTRACTION-1 and ATTRACTION-3 trials, nivolumab
monotherapy has used for the treatment of metastatic or recurrence esophageal cancer patients
who were refractory or intolerant to fluoropyrimidine and platinum since February 2020 in Japan.
However, the ATTRACTION-1 trial mainly included patients who received nivolumab monotherapy
as third or later-line treatments, which was different from the ATTRACTION-3 trial which mainly
included patients as second-line treatment. Therefore, it is still unclear whether the treatment lines
affect the efficacy of nivolumab in clinical practice.Methods:Medical records were retrospectively
reviewed for patients diagnosed with metastatic or recurrence esophageal squamous cell carci-
noma (ESCC) who received nivolumab monotherapy as second- or third or later-line treatments in
our hospital. We evaluated progression-free survival (PFS), overall survival (OS), objective re-
sponse rate (ORR), disease control rate (DCR) based on the RECIST ver1.1, and the incidences of
adverse events (AEs) based on the CTCAE ver5.0. Results: Sixty-two patients were identified as
the subject of this study. Thirty patients received nivolumab as second-line treatment (48.4%) and
32 patients as third or later-line treatments (51.6%). The median age (range) were 67 (33-80)/61
(52-84), PS 0 were 40.0/21.9%, prior taxane treatment rate were 6.7/93.8%, respectively. The
ORR/DCR were 22.7/45.5% in second-line treatment, and 24.1/44.8% in third or later-line treat-
ments (p=1.00). Themedian PFS (95%CI) was 2.3 (1.4-6.2)/2.3 (1.2-3.6)months in the second-/third
or later-line treatments (HR=0.86, p=0.58). AEs of grade 3 or higher were observed in 6.7/6.3% of
the second-/third or later-line treatments. Conclusions: There was no clear difference between
second -line and third or later-line treatments in the short-term efficacy of nivolumab mono-
therapy in advanced ESCC patients. Research Sponsor: None.
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Treatment patterns, healthcare resource use, economic, and survival outcomes associated with
nonresectable advanced esophageal cancers in Taiwan.

Yiling Tsai, Chee Jen Chang, Prakash Navaratnam, Howard Steven Friedman, Hong Xiao, Joseph Gricar; Chang Gung
University, Taoyuan City, Taiwan; DataMed Solutions LLC, Hilliard, OH; DataMed Solutions LLC, New York City, NY; Bristol-
Myers Squibb Company, Lawrence Township, NJ; Bristol-Myers Squibb, Princeton, NJ

Background: In Taiwan, limited real-world data indicate that initial EC diagnosis tends to occur at
an advanced stage with limited therapeutic options and poor prognosis. Methods: This was a
retrospective ‘real world’ observational study using the Taiwan National Health Insurance Re-
search Database (NHIRD). Patients having at least one hospital record with a primary ICD-9 or ICD-
10 code of EC were selected from Jan 1st, 2013 through Dec 31st, 2018. The first date of EC diagnosis
was defined as the index date. Patients were followed for aminimum6 30 days from the index date
and were stratified by staging, clinical presentation (i.e. resectable vs. non-resectable advanced)
and tumor histotype (squamous cell carcinoma, adenocarcinoma, unknown). Key characteristics
such as demographics, clinical parameters, medication utilization, health care resource utilization,
costs incurred, and survival were tracked for the overall population, resectable and non-resectable,
advanced cohorts.Results: Patients identified with non-resectable advanced EC (N = 4,340) had a
mean (SD) age of 59.7 (12.3) years and the vast majority were male (n = 4,044, 93.2%). Approx-
imately half (50.4%) had Stage 3 disease and an additional 36.2%with stage 4, with the remainder
Stage 1, 2 or Unknown. The majority (91.8%) were diagnosed with squamous cell carcinoma. 71.3%
of patients received first line (1L) chemotherapy, most commonly with fluorouracil + cisplatin
(69.9% of 1L) or platinum monotherapy (13.8% of 1L). 36.3% of patients survived one year with
mean (SD) annualized post-index EC-related costs of New Taiwan (NT) $791,827.4 (NT$
582,663.8). Conclusions: In Taiwan, the most common 1L chemotherapeutic treatment modality
for Taiwanese patients with EC were fluorouracil + cisplatin. The EC-related costs for these
patients appear to be a substantial financial burden in Taiwan. Research Sponsor: Bristol, Myers,
Squibb Pharmaceutical Corporation.
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Update results of paclitaxel and cisplatin in combination with anlotinib as first-line regimen for
advanced esophageal squamous cell carcinoma (ESCC): A multicenter, single-arm, open-label
phase Ⅱ clinical trial.

Junsheng Wang, Suxia Luo, Ning Li, Tao Wu, Yonggui Hong, Yanzhen Guo, Yufeng Cheng, Baosheng Li, Bingxu Tan; AnYang
Tumor Hospital, Anyang, China; Department of Medical Oncology, Henan Cancer Hospital, Zhengzhou, China; The First
Affiliated Hospital of Henan University of Science and Technology, Luoyang, China; Qilu Hospital of Shandong University,
Jinan, China; Shandong Cancer Hospital, Jinan, China; Department of Radiation Oncology, Qilu Hospital of Shandong
University, Jinan, China

Background: The prognosis of pts with advanced ESCC remains dismal clinically. Paclitaxel and
cisplatin were used as the standard first-line regimen in ESCC for almost two decades. As a novel
multitarget tyrosine kinase inhibitor mainly targeting antiangiogenic single pathway, anlotinib was
demonstrated to be an effective second-linemonotherapy for pts with advanced or recurrent ESCC
in China. Consequently, the aim of this study was to investigate the efficacy and toxicity of
paclitaxel and cisplatin combined with anlotinib as first-line therapy for advanced ESCC.Methods:
Pts with previously untreated metastatic or unresectable, locally advanced ESCC, who had not
received (neo) adjuvant therapy/radical surgery within 6 months were recruited in this study.
Eligible subjects were given paclitaxel (135mg/m2, iv, q3w) and cisplatin (60~75mg/m2, iv, d1~3,
q3w) plus anlotinib (10mg, po, d1~14, q3w) for 4~6 cycles during initial therapy. For those without
progressive disease, maintenance treatment was administrated with anlotinib monotherapy
(10mg, po, d1~14, q3w) until progression or unacceptable toxicity. The tumor response was
assessed by investigator according to RECIST version 1.1 using CT scans every two cycles. And
the calculated sample size of this study was 47. The primary endpoint was PFS, secondary
endpoints were safety, objective response rate (ORR), disease control rate (DCR) and duration
of response (DOR). Results: From Oct 2019 to Aug 2020, 27 pts were available for efficacy and
safety evaluation. In best overall response assessment, there were 7.4% CR (2/27), 66.7% PR (18/
27) and 25.9% SD (7/27). ORR was 74.1% (95%CI: 53.7. ~ 88.9), and DCR was 100.0% (95%CI:
87.2~100.0). The median PFS of the 27 pts was not yet available. The safety profile indicated that
the most common drug-related adverse events were myelosuppression, gastrointestinal reaction,
fatigue, hypertension, constipation, hypokalemiaandhepatotoxicity. The commongrade3-4 treatment-
related adverse events were myelosuppression (18.5%), hypertension (7.4%). Conclusions: The
current results indicated that paclitaxel and cisplatin combined with anlotinib as first line therapy
for advanced ESCC exhibited encouraging efficacy and manageable adverse events. The conclusion
should be validated in more pts consecutively. Clinical trial information: NCT04063683. Research
Sponsor: Chia Tai Tianqing Pharmaceutical Group Co., Ltd.

Overall response Paclitaxel and cisplatin + anlotinib (n = 27)

CR 2
PR 18
SD 7
PD 0
ORR, n (%, 95%CI) 20 (74.1, 53.7 ~88.9)
DCR, n (%, 95%CI) 27 (100, 87.2~100.0)
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Efficacy and safety of apatinib in treatment of gastric cancer: A real-world study.

Yijie Ma, Hong Zong, Junsheng Wang, Yanzhen Guo, Huaimin LIU, Ning Li, Shundong Cang, Ke Shang, Xiaobing Chen, Jin Wang,
Dezhi He, Wenying Deng, Peichun Sun, Zhen Zhang, Liguo Zhang, Feng Xu, Chuntao Tian, Chaofeng Qiao, Gongbin Chen,
Suxia Luo; Department of Medical Oncology, Henan Cancer Hospital, Zhengzhou, China; The First Affiliated Hospital of
Zhengzhou University, Zhengzhou, China; Anyang Tumour Hospital, Anyang, China; The First Affiliated Hospital of Henan
University of Science and Technology, Luoyang, China; HeNan Tumor Hospital, Zhengzhou, China; Department of Medical
Oncology, Henan Cancer Hospital, The Affiliated Cancer Hospital of Zhengzhou University, Zhengzhou, China; Henan
Province People’s Hospital, Zhengzhou, China; Xinyang Central Hospital, Henan Province, China, Xinxiang, China; Department
of Gastrointestinal Medical Oncology, The Affiliated Cancer Hospital of Zhengzhou University, Henan Cancer Hospital,
Zhengzhou, China; The First Affiliated Hospital of Zhengzhou University, Henan Province, China, Zhengzhou, China; Henan
Cancer Hospital, Zhengzhou, China; People’s Hospital of Henan Province, China, Zhengzhou, China; The First People’s
Hospital of Nanyang City, Henan Province, China, Nanyang, China; Central Hospital of Xinxiang City, Henan Province,
Xinxiang, China; Sanmenxia Central Hospital, Henan Province, China, Sanmenxia, China; The Second People’s Hospital of
Jiaozuo City, Henan Province, China, Zhengzhou, China; The First People’s Hospital of Shangqiu, Henan Province, China,
Shangqiu, China

Background: Apatinib is a small molecule TKI inhibitor, which had been approved in China for
treatment of advanced gastric cancer refractory to two or more lines of prior chemotherapy. Its
efficacy and safety have been demonstrated in previous randomized controlled clinical studies.
However, the efficacy and safety of apatinib in real world is lacking. This study aimed to evaluate
the anti-tumor activity and toxicity of apatinib in real world.Methods: Patients older than 18 years
with histologically diagnosed with gastric cancer were enrolled and treated with either apatinib
alone or in combination with other drugs. The primary endpoint was progression-free survival
(PFS), and secondary endpointswere overall survival (OS), overall response rate (ORR) and disease
control rate (DCR). The adverse events were also recorded. Results: From March 2018 to March
2019, a total of 1000 patientswere enrolled. Among them, 48(0.48%), 13(0.13%), 225 (22.5%), 389
(38.9%), and 325 (32.5%) patients received apatinib as postoperative auxiliary-, neoadjuvant-,
first-, second-, and third- or higher line therapy, respectively. Efficacy evaluation was performed in
901 patients. Thirty-five patients achieved complete response (CR), 116 patients achieved partial
response (PR), 596 patients achieved stable disease (SD), and 154 patients had progressive disease
(PD), illustrating an ORR of 16.76% and a DCR of 82.91%. The mPFS was 5.32 months (95% CI,
4.93-5.75), andmOSwas 9.76months (95%CI, 8.97-10.81). In addition, themOS of apatinib in first-
line, second-line, and third-line treatments were 12.68 months, 9.49 months, and 7.62 months,
respectively. Patients received apatinib in combination with other drugs had longer survival than
apatinib alone, with mPFS 5.62 months vs 4.47 months and mOS 10.81 months vs 7.95 months.
Such phenomenon was also observed in ORR (18.21% vs 13.04%,P, 0.001) and DCR (84.88% vs
77.87%,P, 0.001). The main adverse events (AE) were anemia (67.2%), thrombocytopenia
(36.2%), leukopenia (34.5%)and anorexia (37.6%). The most common grade 3-4 adverse events
included neutropenia, anemia and thrombocytopenia. Conclusions: In the real world, apatinib
showed promising efficacy and manageable toxicities in patients with gastric cancer. Patients
benefit more when received apatinib combination therapy. Clinical trial information:
NCT03478943. Research Sponsor: Jiangsu Hengrui Pharmaceutical Co. LTD.
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Patient-reported symptom burden and functioning in patients with advanced esophageal,
gastroesophageal junction (GEJ), and gastric cancer undergoing chemotherapy.

Xin Shelley Wang, Lisa M. Hess, Fang-Yu Lin, Tsun Hsuan Chen, Elizabeth Gonzalez, Araceli Garcia-Gonzalez,
Anindya Chatterjee, Astra M. Liepa, Loretta A. Williams, Charles S. Cleeland; Department of Symptom Research, The
University of Texas MD Anderson Cancer Center, Houston, TX; Eli Lilly and Company, Indianapolis, IN; MD Anderson Cancer
Center, Houston, TX; University of Texas M. D. Anderson Cancer Center, Houston, TX; The University of Texas MD Anderson
Cancer Center, Houston, TX

Background: For advanced upper gastrointestinal (GI) cancers, patient-reported symptoms are
driven by both disease and treatment toxicities. This real-world longitudinal study was designed to
evaluate patient-reported outcomes (PROs) of symptom burden and functioning among patients
(pts) treated with anti-cancer therapy. Methods: Adult pts with advanced esophageal, gastro-
esophageal junction (GEJ), or gastric cancer were invited to participate in a prospective, longi-
tudinal study. PRO assessment included pre-treatment and weekly completion of the M.D.
Anderson Symptom Inventory GI module (MDASI-GI) as pts initiated a new line of therapy. Clinical
and disease characteristics and treatment details were obtained fromelectronic health records. Up
to 12 weeks longitudinal PRO data were analyzed using mixed-effect modeling with random
intercept. Pts were classified into high or low symptomgroups by group-based trajectorymodeling.
Time to deterioration in functioning (defined as a $2-point increase from baseline on 0-10 scale)
was examined with Kaplan-Meier method. Results: At the interim analysis, 76 pts had enrolled: 33
(43%) were chemotherapy näıve for advanced disease, 18 (24%) had received 1 line of therapy, 14
(18%) had received. 1 line of therapy, and 11 (14%) were excluded from this analysis due to study
discontinuation without follow-up assessment. Among the 65 eligible pts in this analysis, 46
(70.8%) were male, most were white (n = 56, 86.2%), and 44 (67.7%) had an ECOG performance
status score of 0-1. Pain, fatigue, disturbed sleep, lack of appetite and inability to eat were the most
common severe symptoms reported prior to and during therapy. Pts who had received one line of
therapy reported worsening symptoms of pain, fatigue, lack of appetite, difficulty swallowing, and
reduced general activity, work, and enjoyment of life over time (group and time interaction P,.05).
Pts with . 1 line of prior therapy had increased neuropathy symptoms (numbness/tingling) than
those who were treatment-näıve (P= 0.022). The median time to functioning deterioration of $2
points frombaseline on theMDASI-“General activity”was 7weeks. Up to 57%of pts were classified
into high symptom trajectory group of pain, fatigue, disturbed sleep, and drowsiness with mod-
erate to severe symptoms ($4 points out of possible 10) over time; group membership was related
to moderate to severe symptoms at baseline, after adjusting for age, sex, ECOG performance
status, cancer site and prior therapies. Conclusions: This real-world observational study suggests
that pts with advanced stage upper GI cancer undergoing standard therapy report high symptom
burden. These preliminary findings support the use of a targeted symptom monitoring using well-
defined PROs during active therapy, thereby adding the knowledge obtained fromPROs to improve
routine patient care. Research Sponsor: U.S. National Institutes of HealthEli Lilly and Company.
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A multicountry chart review of treatment patterns and outcomes for patients with resected
esophageal or gastroesophageal junction cancer.

Prianka Singh, Joseph Gricar, deMauri S Mackie, Hong Xiao, Marc DeCongelio, Dena H. Jaffe; Bristol Myers Squibb, Princeton,
NJ; Bristol-Myers Squibb, Princeton, NJ; World Trade Center, New York, NY; Bristol-Myers Squibb Company, Lawrence
Township, NJ; Kantar Health, Horsham, PA; Kantar, New York, NY

Background: Global neoadjuvant and adjuvant treatment patterns among patients with resected
Esophageal Cancer (EC) and Gastroesophageal Junction cancer (GEJC) remain unclear. This study
describes real-world treatment patterns and outcomes for patients receiving surgery for Stage II
or III EC or GEJC.Methods: Physicians in North America (US, Canada), Asia (China, Japan, Taiwan),
and Europe (UK, France, Germany, Italy, Spain) provided clinical and treatment data in this
retrospective, non-interventional chart review conducted from April-June 2020. Included patients
were adults (Japan$20 years; elsewhere,$18 years), who underwent resection of Stage II or III EC
or GEJC between October 2017 and October 2018 and were followed until death, loss to follow up,
or end of data collection.Results:Physicians (N = 609) provided data on 1693 patients ofmean age
of 62.4 years, who received surgery for Stage II or III esophageal squamous cell carcinoma (ESCC)
(33.3%), esophageal adenocarcinoma (EAC) (31.5%), or GEJC (35.2%) and were followed a mean
(median) of 17.7 (17) months (to death or end of study period). At diagnosis, 85.6% of patients had
performance status of 0/1. The majority of patients received an R0 resection (overall, 70.6%;
ESCC, 76.6%, EAC, 67.4%, GEJC, 68.0%; p, 0.05); of these, 32.0% had a complete pathological
response and 64.1% had a partial pathological response. Neoadjuvant therapy use differed among
the treatment groups (ESCC 56.5%; EAC, 65.9%; GEJC, 62.6%, p, 0.05), as did adjuvant therapy
(ESCC: 39.8%; EAC, 40.3%; GEJC, 44.5%; p = 0.023). Recurrence rate following surgery did not
differ between groups for any recurrence (overall, 21.0%; ESCC 18.5%, EAC 23.6%, GEJC 21.1%);
for local or regional recurrence (overall, 11.6%; ESCC, 10.3%; EAC, 12.7%; GEJC, 11.7%); or for
metastatic recurrence (overall, 9.5%; ESCC, 8.2%; EAC, 10.9%; GEJC, 9.4%). The median time to
local or regional recurrence (for those who progressed during the reporting period) was 8 months
from date of initial surgery (overall, 8 mo; ESCC, 8 mo; EAC, 7 mo; GEJC, 8.5 mo; p . 0.05). The
frequency of 1L systemic therapy for advanced disease at the time of survey completion was 16.1%
overall and differed among patients with ESCC (14.6%); EAC (17.8%); and GEJC (15.9%); p. 0.05.
Conclusions: This large multi-country real world data study shows that over half of all patients
received neoadjuvant therapy, and over a third received adjuvant treatment. The high unmet need
in this population is evident from the post-resection recurrence rate of 21.1% at median 8 months
and the high proportion of patients who went on to require advanced disease treatment. Research
Sponsor: Bristol Myers Squibb.
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A retrospective multicenter study: Clinicopathological factors affecting recurrence-free
survival in operable gastric cancer patients.

Emre Yekeduz, İzzet Dogan, Hakan Akbulut, Senem Karabulut, Gungor Utkan, Yuksel Urun; Ankara University Faculty of
Medicine, Medical Oncology Department, Ankara, Turkey; Istanbul University, Institute of Oncology, Medical Oncology,
Istanbul, Turkey; Ankara University Faculty of Medicine, Department of Medical Oncology, Ankara, Turkey; Institute of
Oncology, Istanbul University, Medical Oncology, Istanbul, Turkey

Background:Gastric cancer is one of the most common cancers in Asian countries, particularly.
However, according to the American Cancer Society, 27,600 new gastric cancer cases and 11,010
deaths due to gastric cancer will be observed in the US in 2020. The rates of 5-year overall survival
(OS) are 69.5% and 32% in the localized and regional diseases. Despite surgery and adjuvant
treatment, gastric cancer’s recurrence rate is still not reasonable. In this multicenter study, we
aimed to identify the clinicopathological factors that affect gastric cancer recurrence. Methods:
Clinical and pathological data of the patients performed surgery between the 2009-2018 in the two
university hospitals in Turkey was collected retrospectively. Recurrence-free survival (RFS) was
estimated using Kaplan-Meier and categorical variables were compared using a log-rank test. After
identifying clinicopathological factors affecting RFS, a multivariate analysis was performed using
Cox regression analysis. All statistical analyses were performed using IBM SPSS Statistics soft-
ware, version 27 (IBM Corp. Released 2020. IBM SPSS Statistics for Windows, Version 27 Armonk,
NY: IBM Corp.). Results: Three hundred fifty-four patients were included in this study. Two out of
three of all patients were male and the median age at diagnosis was 56 years old (Interquartile
Range (IQR):48-64). The median follow-up was 25 months (IQR:15-50). The median RFS was
53.2months (95%Confidence Interval (CI) could not calculated). 5-year survival ratewas 64%and
the median overall survival (OS) was 136 months (95% CI: 98-173). According to results of
multivariate analysis, there was an increased risk for recurrence in patients with preoperative
hypoalbuminemia (albumin , 3.5 gr/dl) [Hazard Ratio (HR): 5.3 (95% CI: 1.2-23.4]; p=0.005), and
performed R1 resection [HR:5.7 (95% CI:1.2-25.3), p=0.02]. Additionally, patients administered
chemoradiotherapy (CRT) had a lower risk for recurrence compared to those administered
chemotherapy (CT) alone [HR:0.15 (95%CI:0.04-0.57), p=0.005].Conclusions:Hypoalbuminemia
in the preoperative setting and R1 resection were independent factors that affected gastric cancer
recurrence. However, postoperative CRT decreased the recurrence rate of gastric cancer com-
pared to CT alone. Low albumin level is an indicator of a systemic inflammatory response and
according to previous studies, hypoalbuminemia was a poor prognostic factor in gastric cancer
patients. Although CT alone is considered efficient for patients undergone D2 lymph node
dissection, our study showed that CRT decreased the recurrence rates compared to CT alone.
This result might be related to the higher number of patients undergone D1 dissection in our study.
Research Sponsor: None.
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Treatment patterns and overall survival for recurrent esophageal or gastroesophageal
junctional cancer: A nationwide European population-based study.

Marieke Pape, Pauline A.J. Vissers, Laurens Beerepoot, Mark I. Van Berge Henegouwen, Sjoerd Lagarde, Stella Mook,
David Bertwistle, Laura McDonald, Hanneke W.M. Van Laarhoven, Rob Verhoeven; Netherlands Comprehensive Cancer
Organisation (IKNL), Utrecht, Netherlands; Elisabeth TweeSteden Hospital, Tilburg, Netherlands; Department of Surgery,
Amsterdam UMC, Amsterdam, Netherlands; EMC, Rotterdam, Netherlands; Utrecht UMC, Utrecht University, Department of
Radiotherapy, Utrecht, Netherlands; Bristol-Myers Squibb Company, Princeton, NJ; Amsterdam UMC, University of
Amsterdam, Department of Medical Oncology, Cancer Center Amsterdam, Amsterdam, Netherlands; Netherlands Compre-
hensive Cancer Organisation, Eindhoven, Netherlands

Background: Esophageal cancer has a high risk for recurrence after treatment with curative
intent. This study describes the characteristics of patients with esophageal or gastroesophageal
junctional cancer at the time of recurrence, treatment patterns and overall survival (OS) after
recurrence. Methods: Patients selected from the nationwide Netherlands cancer registry had
received a primary diagnosis of non-metastatic squamous cell carcinoma or adenocarcinoma of
esophagus or gastroesophageal junction in 2015 or 2016 and experienced recurrence after primary
treatment with curative intent. Curative intent was defined as receiving resection (with or without
[neo]adjuvant therapy) or definitive chemoradiotherapy (dCRT) without surgery. Recurrence
within or after six months was calculated from resection date or end of dCRT. OS was calculated
from recurrence and analysed using Kaplan-Meier curves with Log-Rank test. Results: We iden-
tified 856 patients who presented with disease recurrence after potentially curative treatment
with resection (75%) or dCRT (25%). At recurrence, the majority of patients were male (78%),the
median agewas 68 years and 77%of patients had adenocarcinoma. Twenty-six percent of patients
had disease recurrence within six months after curative treatment. Eighteen percent of patients
had locoregional recurrence only, 48% distant recurrence only and 33% both locoregional and
distant recurrence. Among patients with a distant recurrence, 37%hadmetastases in non-regional
lymph nodes, 31% in the liver and 30% in the lung. After disease recurrence, 29% of patients
received systemic therapy (chemo- or targeted therapy), 5% chemoradiotherapy, 1% surgery and
66% best supportive care only. The most common systemic treatment regimen was CapOx/
FOLFOX (54%) and13% of patients received a targeted agent: trastuzumab containing regimen
(n = 26) or paclitaxel and ramucirumab (n = 5). Among all patients, the median OS from date of
recurrence was 4.4 months. Patients with recurrence within six months had a poorer median
survival (2.1 months) compared to patients with recurrence after six months (5.7 months; p ,
0.001). MedianOS in patients with locoregional recurrence onlywas 7.4months, distant recurrence
only was 4.0 months, and both locoregional and distant recurrence was 3.4 months (p , 0.001).
Patients with prior primary treatment with resection had median OS of 4.2 months and patients
with prior dCRT of 5.1 months (p = 0.605). Conclusions: The majority of patients had distant
metastases at disease recurrence and a small proportion received systemic therapy after recur-
rence. Overall prognosis was poor, and survival outcomes were poorest among patients with
recurrence within six months of initial curative treatment suggesting a worse biological tumor
behaviour. Research Sponsor: Bristol Myers Squibb.
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Gastric cancer burden: Evidence from a safety-net hospital.

Arnold Forlemu, Dimas Kosa, Dawood Findakly, Surabhi Amar; Creighton University School of Medicine, Phoenix, AZ;
Creighton University School of Medicine-Phoenix, Phoenix, AZ; Distric Med Grp, Phoenix, AZ

Background: Gastric cancer is a leading cause of cancer-related deaths worldwide, with more than
eleven thousand estimated gastric cancer deaths expected to occur this 2020 in the United States
(US). Understanding the burden and trends in gastric cancer across demographics and different
locations in the US is crucial to develop effective preventive strategies. This study describes,
characterizes, and identifies high risk group gastric cancer patients, who may benefit the most
from preventive and management strategies. Methods: A retrospective study was conducted
between 2010 to 2019 at our institution to identify patients diagnosed with gastric cancer during
that period. Data on demographics, risk factors, mode of presentation, pathology, site, type, and
stage of gastric cancer were obtained. Chi-square was used to compare categorical variables.
Regression analysis was used to evaluate factors associated with late-stage disease and cancer
type. Results: A total of 111 patients were analyzed in this study. The median age of gastric cancer
patients was 52 years (range 27 to 87 years). Most of the patients were Hispanic (70.3%), non-
citizens (59.5%), were uninsured (69.4%), and 67.6% were living below the federal poverty level
(FPL). Also, 31.5% of the patients had a family history of cancer, had diffuse-type adenocarcinoma
(61%), late-stage disease (76.6%), 52.4% of the cancers were in the distal portion of the stomach.
Uninsured patients were more likely to die compared to insured patients, however, this difference
was not statistically significant (64.9% vs 47.1%, p = 0.077). Age below 40, Hispanic ethnicity,
being uninsured, and living below FPL were associated with higher rates of late-stage disease and
diffuse-type cancer (p , 0.05). Conclusions: Our data suggest a younger age at gastric cancer
diagnosis than the national average. Moreover young, and uninsured Hispanics presented with
advanced gastric cancer andmay represent a high-risk target population for preventive strategies.
Research Sponsor: None.
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Serum pepsinogen as a biomarker for gastric cancer: A nested case-control study using the
prostate, lung, colorectal, and ovarian (PLCO) cancer screening trial data.

Haejin In, Patricia Friedmann, Michael Parides, Srawani Sarkar, Philip E. Castle, Meira Epplein; Montefiore Medical Center,
Albert Einstein College of Medicine, Bronx, NY; Department of Surgery, Montefiore Medical Center, Bronx, NY; Division of
Cancer Prevention, US National Cancer Institute, Bethesda, MD; Department of Population Health Sciences, Duke University,
Durham, NC

Background:Gastric cancer (GC) lacks specific symptoms, resulting in diagnosis at later stages and
high mortality. Serum pepsinogen is a biomarker for atrophic gastritis, which is an intermittent
phase in the development of GC. A serum based biomarker that indicates increased risk of GC
would be useful for targeted prevention strategies. Methods: The Prostate, Lung, Colorectal and
Ovarian (PLCO) Cancer Screening Trial is a large randomized trial conducted over 10 centers in the
US between 1993 and 2001. Serum samples were collected at baseline and participants were
followed for development of incident GC. ELISA-based pepsinogen tests were conducted on pre-
diagnostic serum samples of patients who developed GC and age, sex, and race-matched controls.
Pepsinogen negative (PG-) and positive (PG+) status was determined using pepsinogen I (PGI) and
pepsinogen I to II ratio (PGR). Those with PGR $ 3 and PGI . 70mg/L were considered PG- while
those with lower levels on either or both were considered PG+. Cox proportional hazard models
were used to determine the hazard ratio (HR) and 95%confidence intervals (95%CI) of PG+ for GC.
To examine the association of PG with non-cardia and cardia GC separately, propensity matching
was used to create control subsetsmatched on age, sex, and race.Results:Pepsinogen test results
were available on 105 GC cases (70 non-cardia and 35 cardia) and 220 matched controls. Median
and range of time from pepsinogen measurement to incident GC diagnosis was 78.6 and 3.0-
152.2 months, respectively. GC patients were more likely to be PG+ (31.4% vs 5.5%, p, 0.001) and
current smokers (20.0% vs 7.7%, p = 0.004) at baseline than controls. Compared to PG-, PG+ were
at an increased risk of any GC (HR = 3.77; 95%CI = 2.50-5.71). After adjusting for family history of
GC, smoking, and BMI, PG+ were still at a significantly increased risk of GC compared to PG-
(adjusted HR = 4.42; 95%CI = 3.14-6.21). For 138 controls matched to 70 non-cardia cancers, PG+
were at an increased risk of non-cardia GC compared to PG- (HR = 5.65, 95%CI = 3.67-8.70;
adjusted HR = 7.26, 95%CI = 4.84-10.90). For 70 controls matched to 35 cardia cancers, PG+ were
not at greater risk of cardia GC compared to PG- (HR = 1.79, 95%CI = 0.72-4.44; adjusted HR = 1.95,
95%CI = 0.81-5.37). Conclusions: Pre-diagnostic serum pepsinogen levels from a large prospec-
tive cohort study predicted development of non-cardia GC but not cardia GC. PG could be
considered as a potential risk biomarker to identify individuals at higher risk of non-cardia GC
for targeted screening or interventions. Research Sponsor: U.S. National Institutes of Health.
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Risk factors for gastric cancers in the United States: Variation by anatomic site and race/
ethnicity.

Haejin In, Patricia Friedmann, Srawani Sarkar, Bruce Rapkin, Philip E. Castle, Meira Epplein; Montefiore Medical Center, Albert
Einstein College of Medicine, Bronx, NY; Albert Einstein College of Medicine, Bronx, NY; Division of Cancer Prevention, US
National Cancer Institute, Bethesda, MD; Department of Population Health Sciences, Duke University, Durham, NC

Background: Gastric cancer (GC) is a high mortality cancer in the US. Differences in risk factors by
anatomic location and race/ethnicity have been suggested but remain understudied in the US
population. Methods: The Multiethnic Cohort (MEC) is a prospective cohort study that collected
data on 5 racial/ethnic groups [Whites (W), Blacks (B), Latino (L), Japanese-American (JA), and
Hawaiian (HA)] from Hawaii and Los Angeles in 1993-1996. Participants completed a detailed
baseline survey and were followed for development of incident cancer. Cox regression models
were used to calculate hazard ratios (HR) and 95% confidence intervals (CI) to identify GC risk
factors by anatomic location (cardia, non-cardia) and by race/ethnicity. Results: Data from
192,626 participants was available. The cohort was 25% W, 17% B, 23% L, 28% JA, and 7%
HA. During a median follow up of 20.3 years, 1,109 non-cardia and 201 cardia incident GCs were
diagnosed. Older age (per year, non-cardia HR 1.08, 95% CI 1.07-1.92; cardia HR 1.06, 95% CI 1.05-
1.09), male sex (non-cardia HR 1.6, 95% CI 1.4-1.8; cardia HR 3.0, 95% CI 2.1-4.4), and current (non-
cardia HR 1.7, 95%CI 1.5-2.2, cardia HR 3.4, 95%CI 2.2-5.3) or former (non-cardia HR 1.3, 95%CI 1.1-
1.5; cardia HR 2.0, 95% CI 1.3-2.9) smoking were associated with both cancer types. Notably, race/
ethnicity (ref W: B HR 3.0, 95% CI 2.2-4.0; L HR 2.5, 95% CI 1.8-3.3; JA HR 3.9, 95% CI 3.0-5.1; HA
HR 3.9, 95% CI 2.8-5.5), foreign-born (ref: self & parents US born: HR 1.3 95% CI 1.1-1.7), and family
history of GC (OR 1.9, 95%CI 1.5-2.3) were associated with non-cardia GC. BMI$30 (HR 1.6, 95%CI
1.1-2.3), having $1 drink/week (HR 1.6, 95% CI 1.1-2.3), and being JA (ref W: HR 1.9, 95% CI 1.2-2.9)
were associated with cardia GC. Risk factors other than age differed by race/ethnicity for non-
cardia GC. Male sex was a risk factor for B, L and JA only. Having less than a high school education
was a risk factor for B and JA only, smoking a risk factor for L and JA only, and having diabetes a
risk factor for B only. Being in the highest sodium intake quartile was a risk factor amongW andHA.
A family history of GC was a risk factor for W, L, and JA. Having foreign-born parents was a risk
factor for W and being foreign-born was a risk factor for JA. Conclusions: GC risk factors differ
between subtypes and, for non-cardia, between race/ethnic groups. These differences provide an
insight into the etiology of GC and the disproportionate incidence rates in high-risk groups,
potentially aiding in the design of targeted intervention strategies. Research Sponsor: U.S.
National Institutes of Health.
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Is shift-work associated with increased risk of esophageal cancer for males? A meta-analysis.

Chenyu Sun, Ce Cheng; AMITA Health Saint Joseph Hospital Chicago, Chicago, IL; The University of Arizona College of
Medicine at South Campus, Tucson, AZ

Background: Globally, more than 570,000 people are diagnosed of esophageal cancer each year.
Shift-work involving circadian disruption was designated as a probable cause of cancer by The
International Agency for Research on Cancer. Previous studies investigating the relationship
between shift-work and esophageal cancer among showed controversial results. Thus, this meta-
analysis was conducted. Methods: A comprehensive literature search on PubMed was conducted
to identify all relevant studies published prior to September 2020 according to the established
inclusion criteria. The quality assessment was performed by the Newcastle-Ottawa Scale (NOS).
The pooled odds risk (OR) and 95% confidence intervals (CI) were calculated to estimate the
association between the shift-work and esophageal cancer risk. Random-effect or fixed-effect
model was used to calculate the pooled OR, based on heterogeneity significance. Subgroup
analyses were conducted based on night-shift versus rotating-shift. Sensitivity analysis and
publication bias detection were also performed. All statistical analyses were performed using
RevMan software (version 5.3; Cochrane library) and STATA 12.0 statistical software (Stata Corp.,
College Station, TX), and all P values were two-tailed, the test level was 0.05. Results: 21 articles
were obtained fromdatabase searching, and 9 articles were obtained fromother sources. 3 articles
involving 52,098 participants were included. All studies were considered moderate to high quality.
All included studies investigated only males on the association between shift-work and esophageal
cancer risk. A statistically significant association between shift-work and increased esophageal
cancer risk amongmales was found (OR 2.09, 95%CI: 1.48, 2.94, P, 0.0001, I2= 29%). In subgroup
analyses, night-shift work was associated with a non-statistically significant increased risk of
esophageal cancer (OR 1.56, 95%CI: 0.96, 2.53, P= 0.07, I2= 0%). In contrast, Rotating-shift was
associated with increased esophageal cancer risk (OR 2.80, 95%CI: 1.72, 4.57, P, 0.0001, I2= 0%).
Sensitivity analysis confirmed the stability of the result. Funnel plot, Egger’s test, and Begg’s test
found no publication bias of analysis (P = 0.572). Conclusions: The current meta-analysis dem-
onstrates that shift-work is associated with increased esophageal cancer risk for males. However,
no association between night-shift work and esophageal cancer risk was found. In contrast,
association between rotating-shift work and increased esophageal cancer risk was found. Original
studies on females regarding shift-work and esophageal cancer risk are lacking. More original
studies on this topic for both male and female are needed to further explore shift-work impacts on
esophageal cancer risk. Research Sponsor: None.
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Evaluating the clinical impact of a shortened infusion duration for ramucirumab: A population
pharmacokinetic model-based approach.

Paolo Abada, Yiu-Keung Lau, Ran Wei, Lisa O’Brien, Amanda Long, Yongzhe Piao, Ling Gao; Eli Lilly and Company,
Indianapolis, IN; Eli Lilly Japan K.K., Kobe, Japan

Background: Ramucirumab is a human recombinant immunoglobin G1 monoclonal antibody (mAb)
antagonist of vascular endothelial growth factor receptor-2. Ramucirumab dosed at 8mg/kg every
2 weeks or 10 mg/kg every 3 weeks, either as monotherapy or in combination with chemotherapy,
was initially studied with as an intravenous infusion over 60 minutes following premedication
with a histamine-1 receptor antagonist. Lengthy intravenous infusions are inconvenient for pa-
tients and increase the workloads of nursing and administrative staff. Shortening the infusion
duration of ramucirumab could therefore benefit both patients and healthcare professionals. The
current analysis determined the impact such a change could have on the pharmacokinetic (PK)
profile of ramucirumab. Additionally, the relationship between infusion rate and incidence of
immediate infusion-related reactions (IRRs; occurring on the day of administration), common
adverse events associated with mAb infusions, was assessed. Methods: A population pharmaco-
kinetic model was established using concentration–time data collected from 2522 patients who
received one of five different ramucirumab regimens involving an intravenous infusion over ~60
minutes in 17 clinical studies. The final PK model was used to simulate concentration–time profiles
and exposure parameters following ramucirumab infusion durations of 30 vs 60 min. Phase II/III
clinical study data from patients receiving ramucirumab were pooled to assess the association
between ramucirumab infusion rate and incidence of immediate IRRs using multivariate logistic
regression analysis. Results: Ramucirumab infusions of 30- and 60-min durations resulted in
equivalent concentration–time profiles and, hence, equivalent systemic exposure to ramucirumab.
Among 3216 patients receiving ramucirumab in phase II/III studies, 254 (7.9%) had at least one
immediate any-grade IRR; 17 (0.5%) experienced grade $3 immediate IRRs. The incidence of
immediate IRRs (any grade or grade $3) was similar across infusion rate quartiles. Under
multivariate logistic analysis, infusion rate was not significantly associated with an increased risk
of an immediate IRR (odds ratio per 1 mg/min increase 1.014, 95% confidence interval 0.999, 1.030;
p=0.071). Conclusions: Administering ramucirumab using different infusion durations (30 vs 60
min) did not affect ramucirumab exposure. Analysis of clinical study data showed a faster infusion
rate was not associated with an increased risk of immediate IRRs. It is considered unlikely that
shortening the infusion duration of ramucirumab will impact its clinical efficacy or overall safety
profile, and is now an option for administration in the U.S. Research Sponsor: Eli Lilly and Company.
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Lymph node mapping in gastric cancer: A pilot study in Western patients.

Akie Watanabe, Trevor D Hamilton; University of British Columbia (UBC), Vancouver, BC, Canada; BC Cancer, Vancouver, BC,
Canada

Background: Adequate surgical lymphadenectomy is integral to the staging and treatment of
gastric cancer. A number of Asian studies have explored the utility of lymph node (LN) mapping in
gastric cancer but this in not commonly performed inWestern countries.We sought to evaluate the
utility and safety of LN mapping in Western patients. Methods: We conducted a pilot study of 13
patients with histologically proven non-metastatic gastric adenocarcinoma that received endo-
scopic peri-tumoral indocyanine green fluorescence (ICG) injections immediately prior to surgical
resection to facilitate LN mapping. Illumination with ICG around the primary tumor, in lymphatic
basins, tracts, and lymph nodes were confirmed by the PINPOINT system on recorded videos.
Descriptive statistical analysis was performed. Results: Among the 13 patients enrolled, median
age was 75 years and 7 were men. On pathologic review, 15% were T1, 54%were T2, and 69% had
were node negative. Tumours were located in the proximal third in 1 patient, middle third in 2
patients and distal third in 10 patients. All patients had a laparoscopic subtotal gastrectomy and 10
patients had a D2 lymphadenectomy. 5 patients received preoperative and 7 received postoper-
ative chemotherapy. Themedian number of LNs harvestedwas 26 [IQR 24-34]. Video confirmation
of ICG mapping of the primary tumor, lymphatic basins, tracts, and LNs were obtained in all
patients. All LNs identified with ICG uptake were removed with surgical lymphadenectomy. ICG
mapped LNs fell outside the D1 distribution in 100% and outside the D1-plus distribution in 54% of
cases. ICGmapped LNswere within the D2 distribution in all cases. No ICG related allergic reactions
or procedural complications were observed. Postoperative complications included 2 grade A
pancreatic fistulas, 1 gastrointestinal bleed, and 1 NSTEMI. Peri-operative morality was zero.
Conclusions: We demonstrate ICG lymph node mapping as a safe and useful technique for
identifying regional draining lymph nodes and for primary tumor localization in Western patients.
The majority of cases found LNs draining outside the D1 and D1+ distributions, highlighting the
importance of appropriate lymphadenectomies in gastric cancer. Research Sponsor: None.
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Impact of age on outcomes and symptoms in patients with advanced gastroesophageal cancer
(GEC).

Fahad Almugbel, Laith Al-Showbaki, Husam Alqaisi, Chihiro Suzuki, Osvaldo Espin-Garcia, Marta Honório,
Raymond Woo-Jun Jang, Shabbir M.H. Alibhai, Elena Elimova; King Faisal Specialist Hospital & Research Center, Riyadh,
Saudi Arabia; Princess Margaret Cancer Care Centre, Toronto, ON, Canada; Division of Medical Oncology and Hematology,
Princess Margaret Cancer Centre, University Health Network, Toronto, ON, Canada; Princess Margaret Cancer Centre,
University Health Network, Toronto, ON, Canada; Ontario Cancer Institute, Princess Margaret Cancer Centre, Toronto, ON,
Canada; Hospital Prof. Doutor Fernando Fonseca, Amadora, Portugal; University of Texas MD Anderson Cancer Center,
Houston, TX

Background: Although age is a non-modifiable risk factor for most cancers, alone it is not very
helpful in deciding on the best treatment for patients. Insufficient data exist in the oldest old (. 75
years) compared to young-old (65-75 years) and to younger ( , 65 years) patients with de novo
metastatic GEC regarding which factors influence response and outcomes. Methods: We retro-
spectively assessed all patients with de novo metastatic GEC seen from 2006-2015 at the Princess
Margaret Cancer Center in Toronto-Ontario, Canada. We used Kaplan-Meier plots and Cox pro-
portional hazards analyses to examine factors associated with progression-free survival (PFS) and
overall survival (OS). To examine patient-reported outcomes we used the Edmonton Symptom
Assessment System (ESAS) in the first sixmonths of therapy using cross-sectional and longitudinal
analyses. Results: A total of 580 de novo metastatic GEC patients were seen between 2006 and
2015. Of these (14%) were oldest old, (31%) were young-old (age 65-75) and 54% were younger
(,65 years). Most patients (67-80%)weremale.MedianOS for the entire cohortwas 9.1mo. (95%
confidence interval (CI) 8.0 – 10.1); the shortest OS was in the oldest old group at 4.5mo. compared
to 8.7mo. in young-old and 9.8mo. in younger group, p,0.001. PFSwas also significantly different
among the age groups (4.4 mo., 6.1 mo., and 6.5 mo., respectively), p = 0.0145. In a multivariate
model predictors for OS were age (young-old group), number of metastasis, and Eastern Coop-
erative Oncology Group (ECOG) performance scale (PS). Similar predictors were found for PFS;
however, age was not a significant factor. Of the 55 patients who provided ESAS data, 58% were
, 65 and 42%were age$ 65. Themost common symptoms at presentation were fatigue, appetite,
and well-being. There were no differences by age group (all p . 0.05). Conclusions: Patients age
. 75 have poorer OS compared to younger age groups but PFS does not differ, suggesting similar
benefits with treatment in appropriately selected older adults with advanced GEC. Symptom
profiles were similar with age. Further comprehensive care is needed for older patients with
advanced GEC to improve their survival. Research Sponsor: None.
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Laparoscopic versus open esophagectomy for patients with esophageal cancer: Systematic
review and meta-analyses of randomized controlled trials.

Usama Waqar, Shaheer Ahmed, Hasan Tauqeer, Masaab Zaman Khan, Kaleem Sohail Ahmed, Waqas Nawaz,
Syed Nabeel Zafar, Adnan Abdul Jabbar; Aga Khan University, Karachi, Pakistan; Islamabad Medical and Dental College,
Islamabad, Pakistan; Ohio State University-Wexner Medical Center, Columbus, OH; University of Wisconsin, Madison, WI; The
Aga Khan University Hospital, Karachi, Pakistan

Background: There has been an increase in the use of minimally invasive approaches for complex
cancer operations. However, its benefit has not been clearly demonstrated for esophageal cancers
when compared to open procedures. The purpose of this meta-analysis was to compare operative
and postoperative outcomes for partial minimally invasive esophagectomy (MIE) versus open
esophagectomy (OE) for patients with esophageal carcinoma. Methods: We conducted a system-
atic review using CENTRAL, PubMed, Global Index Medicus, ClinicalTrials.gov, EU Clinical Trials
Register, andWHO ICTRP until August 30, 2020without restrictions on publication date, language,
or publication status. We included randomized controlled trials evaluating MIEs and partial MIEs
including laparoscopic approach with OE for esophageal cancer. All trials including any one of our
primary outcome measures -mortality and morbidity- were included. Two authors assessed trials
for inclusion. Meta-analyses were conducted for categorical outcomes when heterogeneity was
low (I2, 50%). We reported risk ratios with 95% confidence intervals and GRADE quality of
evidence based on our risk of bias assessment. Results: Of 5638 retrieved studies, 10 studies
representing 6 trials consisting of 951 patients were included. 347 underwent partial MIE, 106 total
MIE, and 498 OE. These were categorized into four cohorts:Co-A: Partial MIE versus OE (4 trials);
Co-B: Partial MIE with thoracotomy versus OE (2 trials); Co-C: Partial MIE with cervical incision
versus OE (2 trials); Co-D: Complete MIE versus OE (2 trials). Co-A revealed that partial MIE was
associated with lower risk of serious adverse events (0.54[0.36-0.83]; 3 trials; 471 participants; I2=
48%), with specifically lower rates of delayed gastric emptying (0.32[0.13-0.80]; 3 trials; 666
participants; I2= 0%), pulmonary complications (0.49[0.29-0.84]; 3 trials; 471 participants; I2=
27%), andmortality (0.67[0.54-0.83]; 4 trials; 692 participants; I2= 0%). Co-B revealed that partial
MIEwith thoracotomywas associatedwith lower risk of pulmonary complications (0.61[0.38-0.99];
2 trials; 231 participants; I2= 0%) andmortality (0.66[0.50-0.87]; 2 trials; 231 participants; I2= 0%).
Co-C revealed that partial MIE with cervical incisions were associated with lower risk of serious
adverse events (0.38[0.22-0.64]; 1 trial; 240 participants), including pulmonary complications
(0.29[0.13-0.65]); 1 trial; 240 participants) and mortality (0.68[0.50-0.94]; 2 trials; 461 partici-
pants). Co-D revealed no significant differences between MIE and OE. All significant findings
reported originated from high-quality evidence. Conclusions: When compared with completely
open esophagectomy, partial MIE is associated with lower risk of mortality and serious adverse
events, especially delayed gastric emptying and pulmonary complications. Research Sponsor:
None.

© 2021 American Society of Clinical Oncology. Visit gicasym.org and search by abstract for disclosure information.

ESOPHAGEAL AND GASTRIC CANCER

http://gicasym.org


195 Poster Session

Duloxetine (DL) in treatment of oxaliplatin-induced peripheral neuropathy (PN).

Jeffrey Chi, Fatima Fayyaz, Su Yun Chung, Jyothi Jose, Anna W. Komorowski, Maura Dillon, Patnita Shepherd,
Kenneth D. Gold, Wasif M. Saif; Northwell Health Cancer Institute, Lake Success, NY; Northwell Cancer Institute, New
Hyde Park, NY; Hem Onc of Rocklan, Sleepy Hollow, NY; Northwell Health, Lake Success, NY

Background: Oxaliplatin is commonly used to treat many GI cancers, especially colorectal (CRC),
pancreatic (PC), and gastric (GC); however, peripheral neuropathy (PN) is the dose-limiting toxicity.
Duloxetine (DL) is a second-generation selective serotonin and norepinephrine reuptake inhibitor
(SNRI) used for the treatment of depression, anxiety, PN-associated with diabetes or ongoing pain
due tomedical conditions such as fibromyalgia. In this retrospective study, we evaluated the role of
DL in reduction of oxaliplatin-induced neuropathy. Methods: Patients with GI cancers receiving
oxaliplatin-based chemotherapy regimens fromNov 2016 to Nov 2019 were included. Patients with
pre-existing PN from other etiologies such as diabetes, alcoholism, autoimmune disease, infec-
tions, hereditary, etc. were excluded. Neurological evaluations were performed serially before
initiating DL and every 4 weeks thereafter according to Common Terminology Criteria for Adverse
Events (CTCAE) v5.0. DL was given at 30mg bymouth (PO) once daily and if tolerated after 3 days,
was escalated to 60 mg once daily. Response was calculated to include number of patients with
stable PN, improved PN, or no benefit. Adverse toxicities were graded. Results: 53 patients with
median age of 53 years (range: 38 – 72) received DL for oxaliplatin-induced PN during treatment of
GI cancers (CRC: 40%, PC:30%, GC: 10%, others: 10%). Improvement in PN from higher to lower
grades was witnessed at 2 weeks in only 4 patients. At 4 week of DL, 3/53 (6%) patients improved
from G3 PN to G2, 6/53 (11%) from G3 to G1, and 28/53 (52.8%) from G2 to G1, 14/53 (26%) and 2/
53 (4%) had stable G3 and G2 PN respectively. At 8 week of DL, 10/53 (19%) of patients improved
from G3 to G2, 3/53 (6%) from G2 to G1, 23/53 (43%) from G1 to G0, while 11/53 (21%), 2/53 (4%)
and4/53 (8%) remained stable at G1, G2 andG3 respectively. Overall DL resulted in a response rate
of 89% and stable PN in 11%. 5 patients had to stop DL due to G3 drowsiness, insomnia, dry mouth
and headache. Overall, DL was well-tolerated with majority of toxicities in G1-2 grade: dizziness
(15%), drowsiness (11%), sexual side effects (11%), drymouth (11%), insomnia (8%), headache (8%).
In addition to PN, DL helped in improving depression in 50% of these patients and decreased the
pain score in an additional 23%. Conclusions:DL resulted in a clinically significant improvement in
PN-induced by oxaliplatin with manageable toxicity profile. Additionally, DL also improved de-
pression and pain score. DL may be considered as an option in ameliorating PN in these patients,
however, caution must be taken about DL and other drugs interaction. Our study warrants a
prospective randomized trial to study the effectiveness of DL in treating oxaliplatin-induced PN.
Moreover, cost effectiveness of DL in concurrently improving PN, depression and pain needs to be
studied as well. Research Sponsor: None.
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Risk factors for the continuation of S-1 adjuvant chemotherapy for gastric cancer analyzed from
the JCOG1104 phase III trial.

Takanobu Yamada, Takaki Yoshikawa, Junki Mizusawa, Hitoshi Katai, Akinori Takagane, Shinji Okano, Shin Teshima,
Hisayuki Matsushita, Masahiro Goto, Jun Hihara, Yoshiyuki Kawashima, Takeshi Omori, Hisashi Shinohara, Yasuhiro Yuasa,
Hiroshi Katayama, Haruhiko Fukuda, Narikazu Boku, Masanori Terashima, Takeshi Sano, Mitsuru Sasako; Kanagawa Cancer
Center, Yokohama, Japan; Kanagawa Cancer Center, Kanagawa, Japan; Japan Clinical Oncology Group Data Center/
Operations Office, National Cancer Center Hospital, Tokyo, Japan; National Cancer Center Hospital, Tokyo, Japan;
Department of Surgery, Hakodate Goryoukaku Hospital, Hakodate, Japan; Kyoto Second Red Cross Hospital, Kyoto, Japan;
Dept. of Surgery, NHO Sendai Medical Center, Sendai, Japan; Tochigi Cancer Center, Utsunomiya, Japan; Department of
Cancer Chemotherapy Center, Osaka Medical Collage Hospital, Osaka, Japan; Department of Surgery, Hiroshima City Asa
Citizens Hospital, Hiroshima, Japan; Saitama Cancer Center, Saitama, Japan; Osaka International Cancer Institute, Osaka,
Japan; Department of Surgery, Hyogo College of Medicine, Nishinomiya, Japan; Tokushima Red Cross Hospital, Tokushima,
Japan; Shizuoka Cancer Center, Shizuoka, Japan; The Cancer Institute Hospital of the Japanese Foundation for Cancer
Research, Tokyo, Japan; Division of Upper Gastrointestinal Surgery, Department of Surgery, Hyogo College of Medicine,
Nishinomiya, Japan

Background: The phase III trial (JCOG1104), comparing between 4- (6 months) and 8-course (1
year) of S-1 as the adjuvant chemotherapy for pathological stage II gastric cancer, registered a total
of 590 patients between Feb. 2012 and Mar. 2017 until the study was terminated due to futility at
the interim analysis (relapse-free survival at 3 years: 93.1% in the 8-course group and 89.8% in the
4-course group). Non-inferiority of the 4-course to the 8-course was not shown, highlighting a
continuation of S-1 adjuvant chemotherapy for one year. This preplanned exploratory study
investigated the risk factors for time to treatment failure (TTF). Methods: TTF was defined as
the time from randomization to the date of termination of S-1 before the planned treatment period,
relapse, or any cause of death, whichever came first, and censored on the last date of contact for a
surviving patient after completing the planned treatment or the last date of S-1 in the patients
under the protocol treatment when the trial was closed. The risk factor of TTF was analyzed by Cox
proportional hazard model using the variables of the planned treatment period, PS, age, sex, body
weight loss (percentile of the body weight loss at the registration compared with that before
surgery: BWL), albumin, lymphocyte count, creatinine clearance (Ccr), extent of gastrectomy (total
gastrectomy vs. others), surgical approach (open vs. laparoscopic approach), and blood loss during
surgery. As TTF did not reach 50%, proportion of treatment completion was compared. Results:
Among 590 registered patients, this study included 530 patients (273 in the 8-course group and
257 in the 4-course group) by excluding 24 ineligible patients, 7 patients who did not start the
protocol treatment, and 29 patients with unavailable data for variables. Proportion of treatment
completion at 6months estimated by Kaplan-Meier method were 89.2% in the 4-course group and
84.6% in the 8-course group (P=0.1204), and that at 1 year was 73.6% in the 8-course group. Risk
factors of TTF before 6M identified by multivariable analysis with stepwise selection method
including both groups, in which all patients completed treatment were censored at 6 months, were
the planned treatment period (4-courses vs. 8-course, HR 0.611, 95% Confidence interval (CI)
0.375-0.996,P=0.0482), age (continuous value, HR 1.039, 95%CI 1.004-1.074, P=0.0266), and Ccr
(,80 vs. .80 ml/min, HR 1.943, 95% CI 1.105-3.415, P=0.0211). As for the TTF in the 8-course
group, BWL (.10% vs,10%, HR 2.167, 95% CI 1.269-3.703, P=0.0046) and Ccr (,80 vs..80 ml/
min, HR 1.900, 95% CI 1.186-3.045, P=0.0076) were independent risk factors. Conclusions:
Compared to 8-course, 4-course of S-1 adjuvant chemotherapy was associated with a higher 6-
month proportion of treatment completion. When planning the adjuvant chemotherapy with S-1 for
one year, BWL (.10%) and low Ccr (,80 ml/min) were risk factors for treatment failure. Clinical
trial information: UMIN000007306. Research Sponsor: None.
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The association of renal function with safety and efficacy of cisplatin plus S-1 (CS) therapy and
docetaxel plus cisplatin plus S-1 (DCS) therapy in patients with advanced gastric cancer (AGC):
An exploratory analysis of JCOG1013.

Shuichi Hironaka, Ryo Sadachi, Tadayoshi Hashimoto, Nozomu Machida, Satoru Iwasa, Yasuhide Yamada, Mitsuru Sasako,
Narikazu Boku, Takaki Yoshikawa, Masanori Terashima; Division of Medical Oncology and Hematology, Oita University
Faculty of Medicine, Yufu, Japan; Japan Clinical Oncology Group Data Center/Operations Office, National Cancer Center
Hospital, Tokyo, Japan; Department of Gastroenterology, Kanagawa Cancer Center, Yokohama, Japan; National Cancer
Center Hospital, Tokyo, Japan; Department of Medical Oncology, Hamamatsu University/Director, Department of Oncology
National Center for Global Health and Medicine, Tokyo, Japan; Division of Upper Gastrointestinal Surgery, Department of
Surgery, Hyogo College of Medicine, Nishinomiya, Japan; Kanagawa Cancer Center, Kanagawa, Japan; Shizuoka Cancer
Center, Shizuoka, Japan

Background: JCOG1013, a phase III study comparing CS therapywith DCS therapy for AGC, failed to
demonstrate the superiority of DCS to CS in overall survival (OS) (Yamada Y, Lancet GH 2019).
Because cisplatin and gimeracil (an inhibitor of dihydropyrimidine dehydrogenase contained in S-1)
are excreted in urine, it is speculated that renal dysfunction may affect the safety and efficacy of
CS and DCS in patients (pts) with AGC. Methods: Among 741 all randomized pts, pts with serum
creatinine level , 1.2 mg/dL were included in this study. Pts were categorized by creatinine
clearance (CrCl) and treatment into A1 (CrCl$80mL/min, CS), A2 (60,CrCl,80, CS), A3 (CrCl,
60, CS), B1 (CrCl$ 80, DCS), B2 (60, CrCl, 80, DCS), and B3 (CrCl, 60, DCS). Adverse events,
OS, progression-free survival (PFS), objective response rate (ORR) were compared by CrCl in group
A (A1 vs. A2 vs. A3) and group B (B1 vs B2 vs B3), respectively, and between the treatment groups
according to CrCl (A1 vs. B1, A2 vs. B2, A3 vs. B3). Results: Of 723 pts (169/136/57 in A1/A2/A3 and
170/138/53 in B1/B2/B3), the median CrCl was 94.1/71.9/53.4 mL/min in A1/A2/A3 and 98.2/70.0/
55.6 mL/min in B1/B2/B3 group. The incidence of Grade (G) 4 hematological toxicity was 7.8/16.3/
25.9% in A1/A2/A3 (P, 0.01), and 29.1/29.3/22.0% in B1/B2/B3 (P = 0.44), and that of G3-4 non-
hematological toxicity was 46.1/64.4/64.3% in A1/A2/A3 (P , 0.01) and 54.6/64.7/74.5% in B1/
B2/B3 (P , 0.01), respectively. The median OS was 15.4/15.5/15.4 months in A1/A2/A3 (P = 0.89)
and 15.3/13.7/13.7months in B1/B2/B3 (P = 0.72). Themedian PFSwas comparable in A1/A2/A3 (7.1/
6.8/6.2 months, P = 0.88) and B1/B2/B3 groups (7.5/7.2/7.8 months, P = 0.85). ORR showed no
significant difference in A1/A2/A3 (58.9/57.8/46.9%, P = 0.31) and B1/B2/B3 groups (62.0/61.5/
51.5%, P = 0.36). Comparisons between treatment arms according to CrCl (A1 vs. B1, A2 vs. B2, A3
vs. B3) did not show any significant difference in OS (P = 0.88, 0.65, 0.83) and PFS (P = 0.91, 0.63,
0.46). Conclusions: In this exploratory analysis of JCOG1013, CrCl might be associated with safety
(G4 hematological toxicity for CS, and G3-4 non-hematological toxicity for CS and DCS), but not
with efficacy in either group. Clinical trial information: 000007652. Research Sponsor: Ministry of
Health, Labour and Welfare and Japan Agency for Medical Research and Development.
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Selecting the optimal neoadjuvant treatment approach based on the risk of an involved surgical
margin in locally advanced adenocarcinoma of the esophagus and esophagogastric junction.

Tim Spencer, Jonathan Helbrow, Eleanor Pilsworth, Stephen Falk, Helen Winter, Thomas Bird; University Hospitals Bristol and
Weston NHS Foundation Trust, Bristol, United Kingdom

Background: Optimal neoadjuvant (NA) treatment for adenocarcinoma of the esophagus and
esophagogastric junction is unknown. This study aims to evaluate an approach of offering NA
chemoradiotherapy (CRT) to T3/T4 tumours with a threatened circumferential resection margin
(CRM) on staging imaging (computerized tomography/endoscopic ultrasound/positron emission
tomography) and NA chemotherapy (CT) to T3/T4 tumours with a non-threatened CRM.Methods:
Cases with clinically staged T3/T4 tumours who underwent a radical esophagectomy at a single
tertiary referral centre between 2013 and 2019 were retrospectively reviewed. NA CRT was given
as 41.4Gqy in 23 fractions with weekly carboplatin/paclitaxel and NA CT was given as a platinum
based combination. Survival outcomes are described using the Kaplan-Meier method and calcu-
lated fromNA treatment start.Results: 81 patients were identified - 18 (22%) received CRT and 63
(78%) received CT. More cases had Stage IVA disease in the CRT group (28%vs. 8%). CT consisted
of a platinum/fluoropyrimidine doublet (43%), triplet with epirubicin (51%) or FLOT (6%). Median
follow up was 68 months. Median length of post-operative stay (11 days for both) and rate of death
within 90 days of surgery (6% vs. 3%) were similar. Rates of R0 resection (100% vs. 67%) and
tumour regression grade 1/2 (55%vs. 14%) favouredCRT. Therewasnodifference in overall survival
(HR 0.92 (95%CI: 0.45-1.87), p=0.81). Estimated 3 year relapse-free survival was 39% (95%CI: 14-
64) for CRTand45%(95%CI: 33-58) forCT. Location of first relapsewas local, distantor both in0%,
75% and 25% for CRT and 6%, 50% and 44% for CT. In the CT group, overall survival was inferior
for patients with an R1 resection (HR: 6.30 (95%CI 3–14), p,0.001). Conclusions: Neoadjuvant
chemoradiotherapy for CRM-threatened cases of locally advanced adenocarcinoma of the esoph-
agus and esophagogastric junction resulted in a very low rate of R1 resection and similar survival
outcomes to non-CRM-threatened cases treated with neoadjuvant chemotherapy. Tailoring the
neoadjuvant approach based on risk to CRM involvement appears feasible and warrants further
investigation. Research Sponsor: None.

Summary of key stage, pathology and survival data.

Neoadjuvant
Chemotherapy

Neoadjuvant
Chemoradiotherapy

N 63 (77.8%) 18 (22.2%)
Stage III / Stage IVA 58 (92%) / 5 (8%) 13 (72%) / 5 (28%)
Positive Resection Margin (R1) 21 (33%) 0 (0%)
Tumour Regression Grade 1-2 9 (14.3%) 10 (55%)
90 day post-operative Mortality 2 (3%) 1 (6%)
Median Survival (months) 34 (18.3-64.2) 34 (21.4-37.3)
Est. 3yr Overall Survival 49.6% (37.0-62.2) 45.3% (17.3-73.3)
Est. 3yr Relapse-free Survival 45.2% (32.7-57.7) 39.1% (13.6-64.6)
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RAINBOW-Asia: A randomized, multicenter, double-blind, phase III study of ramucirumab plus
paclitaxel versus placebo plus paclitaxel in the treatment of advanced gastric or
gastroesophageal junction (GEJ) adenocarcinoma following disease progression on first-line
chemotherapy with platinum and fluoropyrimidine.

Rui-hua Xu, Yan-Qiao Zhang, Hongming Pan, Ji Feng Feng, Tao Zhang, Tianshu Liu, Yanru Qin, Rubing Han, Wanli Zhang,
Lin Shen; Sun Yat-sen University Cancer Centre, Guangzhou, China; Harbin Medical University Cancer Hospital, Harbin, China;
Sir Run Run Shaw Hospital, Zhejiang University School of Medicine, Hangzhou, China; Jiangsu Cancer Hospital, Jiangsu,
China; Cancer Center, Union Hospital, Tongji Medical College, Huazhong Universtiy of Science and Technology, Wuhan, China;
Zhongshan Hospital, Fudan University, Shanghai, China; The First Affiliated Hospital of Zhengzhou University, Zhengzhou,
China; Eli Lilly and Company, Shanghai, China; Peking University Cancer Hospital & Institute, Beijing, China

Background: Ramucirumab (RAM), a fully human IgG1 monoclonal antibody targeting vascular
endothelial growth factor receptor 2, has been approved in combination with paclitaxel (PTX) in
patients with advanced gastric cancer in the second-line setting outside of China in around 80
countries based on the significant overall survival (OS) benefit in the global phase 3 RAINBOW
study. RAINBOW-Asia was a bridging study of RAINBOW to evaluate the efficacy and safety of RAM
in a predominantly Chinese population. Methods: Patients with advanced gastric or gastro-
esophageal junction (GEJ) adenocarcinoma who experienced disease progression on first-line
chemotherapy (platinum plus fluoropyrimidine with or without an anthracycline) were randomized
at a 2:1 ratio to receive RAM (8 mg/kg) on day 1 and 15 plus PTX (80 mg/m2) on day 1, 8, and 15 of a
28-day cycle or placebo (PL) plus PTX. Randomization was stratified by ECOG Performance Status
(0 versus 1) and peritoneal metastases (yes versus no). The co-primary endpoints were PFS andOS.
Results: From Mar 2017 to Jun 2020, 440 pts were randomized (RAM+PTX: 294; PL+PTX: 146).
Median PFSwas significantly improved with RAM+PTX compared to PL+PTX (4.14m vs. 3.15m; HR =
0.765 [95% CI: 0.613 to 0.955]; p = 0.0184). Median OS was 8.71m with RAM+PTX and 7.92m with
PL+PTX (HR = 0.963 [95%CI: 0.771 to 1.203]; p = 0.7426). Grade$ 3 treatment-emergent adverse
events (TEAEs) occurring in . 5% of patients with RAM+PTX were: neutrophil count decreased
(54.3% RAM+PTX; 38.6% PL+PTX), white blood cell count decreased (43.3% vs. 29.0%), anaemia
(15.7% vs. 16.6%), hypertension (7.2% vs.6.2%), and febrile neutropenia (6.1% vs.0.7%).Conclusions:
The combination of RAM+PTX as 2nd-line therapy demonstrated a statistically significant PFS benefit,
and OS benefit consistent with RAINBOW study in a predominantly Chinese population with advanced
gastric and GEJ cancer. The safety profile of RAM was consistent with previous studies. No new safety
signalwasobserved. Clinical trial information:NCT02898077.ResearchSponsor: Eli Lilly andCompany.
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A phase I study to evaluate the safety of multiantigen stimulated tumor specific cell therapy
(MASCT-I) in subjects with advanced gastric cancer.

Zhaode Bu, Ziyu Jia, Ke Ji, Xin Ji, Ji Zhang, Xiaojiang Wu, Yanjun Kong, Aimin Zhu, Xiaoshuang Li, Jiafu Ji; Department of
Gastrointestinal Surgery, Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education), Peking
University Cancer Hospital & Institute, Beijing, China; Peking University Cancer Hospital & Institute, Beijing, China; Hryz
Technology Company Ltd., Shenzhen, China; Yuanxing Science and Technology Building, Beijing, China; Yuanxing Science
and Technology Building, Shenzhen, China; Peking University Cancer Hospital and Institute, Beijing, China

Background: Gastric cancer was the fifth cancer world wide and the third leading cause of cancer-
related death. PD-1 antibody has been approved for treatment in gastric cancer patients with
positive expression of PD-L1 and microsatellite instability. MASCT-I (Multi-Antigen Stimulated Cell
Therapy-I Injection) is an autologous non-engineered immune cell therapy for solid tumor, it is
composed of multiple-antigen peptides(15 tumor associated antigens) loaded mature dendritic
cells (DCs) and in vitro DC stimulated and proliferated effector T cells, the combination of MASCT-I
and PD1 antibody could have a synergistic anti-tumor effect.Methods: This is a single center, phase
I trial to explore the safety and tolerance of the combination of MASCT-I and PD-1 antibody in
advanced gastric cancer (NCT03393416). 15 patients with PD-L1 expression or microsatellite
instability were enrolled between April 2018, and June 2019. Camrelizumab was administered
once every two weeks, DC and T cells were sequential administered once a month. Therapy
continued until the disease progresses. Results: Only adverse reaction below grade 2 was
observed related to MASCT-I,such as fever, fatigue etc. Abnormal liver function and reactive
capillary hyperplasia may be related to Camrelizumab. Among the 15 patients, the longest
treatment duration was 18.9 months, and the median progression-free survival (mPFS) was
3.93 months, among which, mPFS of patients with microsatellite instability is 10.23 months, mPFS
of patients expressing PD-L1 is 2.35 months, which is slightly higher than the historical data of
Camrelizumab alone in the treatment of advanced gastric cancer (8 weeks for mPFS). The patient
1002 always had high content of CD8+ cells and NK cells and the positive immune response in their
bodies, which may plays a role in killing the tumor cells. Conclusions: The combination of MASCT-I
and Camrelizumab in the treatment of advanced gastric cancer or gastroesophageal junction
cancer is a safe treatment regimen, and its efficacy deserves further study. Clinical trial infor-
mation: NCT03393416. Research Sponsor: HRYZ BIO Co., Ltd.
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Perioperative FLOT plus anti-PD-L1 avelumab (FLOT-A) in resectable oesophagogastric
adenocarcinoma (OGA): Interim safety analysis results from the ICONIC trial.

Avani Athauda, Naureen Starling, Ian Chau, David Cunningham, David J. Watkins, Sheela Rao, Eleftheria Kalaitzaki,
Elli Bourmpaki, Michael Davidson, Angela Gillbanks, Retchel Lazaro-Alcausi, Michael Moneypenny, Ruwaida Begum,
Katharina von Loga, Isma Rana, Pranav Patel, Sophie Doran, Sacheen Kumar, Asif Chaudry, Marco Gerlinger; The Royal
Marsden Hospital, Surrey, United Kingdom; Royal Marsden Hospital NHS Foundation Trust, London and Surrey, United
Kingdom; The Royal Marsden Hospital NHS Foundation Trust, London, United Kingdom; Royal Marsden Hospital, Sutton,
United Kingdom; Royal Marsden NHS Foundation Trust, London & Sutton, United Kingdom; The Royal Marsden Hospital NHS
Foundation Trust, London & Sutton, United Kingdom; The Royal Marsden NHS Foundation Trust, Sutton, United Kingdom; The
Royal Marsden NHS Foundation Trust, London and Surrey, United Kingdom; Royal Marsden NHS Foundation Trust, Sutton,
United Kingdom; The Royal Marsden NHS Foundation Trust, London, United Kingdom; The Institute of Cancer Research,
London, United Kingdom; Royal Marsden Hospital NHS Foundation Trust, London, United Kingdom; The Royal Marsden
Hospital, London, United Kingdom; Translational Oncogenomics Lab, Institute of Cancer Research, London, United Kingdom

Background: ICONIC is a single-arm phase II trial investigating the safety and efficacy of peri-
operative FLOT-A in resectable OGA. Following a 3+3 design safety run-in phase, standard dose
FLOTwith 10mg/kg IV avelumab (dose level 0) q2weekswas taken forward into themain study. The
aims of this pre-planned interim analysis were to assess perioperative safety and R0 resection
rates.Methods: The interim analysis occurred once the 15th patient treated at dose level 0 reached
30 days post-surgery.Results: At data cut-off, 15 patients had received at least one cycle of FLOT-
A and had undergone resection. The median age of patients was 63y (range: 25 – 73). 71% had an
ECOG PS of 0. 60% of tumours were staged as T3 at baseline and 40% T2; 67% were N0, 7% N1
and 27% N2. Due to 5-FU related cardiac toxicity, two patients switched to alternative chemo-
therapy without 5-FU and avelumab. 13/15 patients (87%) completed 4 cycles of pre-operative
FLOT-A; of these, five patients had avelumab omitted for one cycle for toxicity evaluation and
management. 9/15 patients (60%) experienced a G3/4 adverse event (AE). These were FLOT-A-
related in 8/15 patients (53.3%). The commonest G3/4 AEs were febrile neutropenia, neutropenia
and diarrhoea. Median time from last chemotherapy to surgery was 6.4 weeks. No delays or failure
to proceed to surgery occurred due to avelumab-related complications. 7% of patients had an
American Society of Anaesthesiologists (ASA) preoperative risk score of I, 47% a score of II and
47% a score of III. 73% of patients had operations involving a thoracic approach (10 minimally
invasive Ivor-Lewis oesophagogastrectomy with two field radical lymphadenectomy, 1 left thor-
acoabdominal oesophagogastrectomy and 4 gastrectomy with D2 lymphadenectomy). Median
time to extubationwas 6h (IQR: 4-24). Themedian Acute Physiology and Chronic Health Evaluation
(APACHE) score at day 1 post-op was 12 (IQR: 10-15) with a median of 3 days (IQR: 2-4) of CCU care.
No unexpected complications were reported intra-operatively or during post-operative recovery in
FLOT-A treated patients. 5/14 evaluable patients at data cut-off (35.7%) had Clavien-Dindo grade II
post-operative complications and 3/14 (21.4%) grade IIIa complications; of these 1 patient had an
anastomotic leak that was treated endoscopically. There were no emergency re-operations. All 15
patients achieved R0 resections and were discharged home after a median of 13d (IQR: 11-16) in
hospital. Conclusions: To date, FLOT-A has not led to unexpected or unusually severe peri-
operative complications in the context of major complex upper GI surgery for resectable OGA.
Clinical trial information: NCT03399071. Research Sponsor: Merck.

© 2021 American Society of Clinical Oncology. Visit gicasym.org and search by abstract for disclosure information.

ESOPHAGEAL AND GASTRIC CANCER

http://clinicaltrials.gov/show/NCT03399071
http://gicasym.org


202 Poster Session

FRONTiER: A feasibility trial of nivolumab with neoadjuvant CF or DCF therapy for locally
advanced esophageal carcinoma (JCOG1804E)—The short-term results of cohort A and B.

Shun Yamamoto, Ken Kato, Hiroyuki Daiko, Takashi Kojima, Hiroki Hara, Tetsuya Abe, Yasuhiro Tsubosa, Hirofumi Kawakubo,
Takeo Fujita, Takashi Fukuda, Shigenori Kadowaki, Takahiro Tsushima, Yasuo Hamamoto, Kengo Nagashima, Kazunori Aoki,
Yukihiro Mizoguchi, Shigehisa Kitano, Shinichi Yachida, Satoshi Shiba, Yuko Kitagawa; Division of Gastrointestinal Medical
Oncology, National Cancer Center Hospital, Tokyo, Japan; National Cancer Center Hospital, Tokyo, Japan; Esophageal
Surgery Division, National Cancer Center Hospital, Tokyo, Japan; Department of Gastroenterology and Gastrointestinal
Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Saitama Cancer Center, Saitama, Japan; Department of
Gastroenterological Surgery, Aichi Cancer Center Hospital, Nagoya, Japan; Division of Esophageal Surgery, Shizuoka Cancer
Center, Shizuoka, Japan; Keio University School of Medicine, Tokyo, Japan; National Cancer Center Hospital East, Kashiwa,
Japan; Department of Gastroenterological Surgery, Saitama Cancer Center, Saitama, Japan; Aichi Cancer Center Hospital,
Nagoya, Japan; Division of Gastrointestinal Oncology, Shizuoka Cancer Center, Shizuoka, Japan; Keio Cancer Center, Keio
University School of Medicine, Tokyo, Japan; Department of Global Clinical Research, Graduate School of Medicine, Chiba
University, Chiba, Japan; Division of Molecular and Cellular Medicine, National Cancer Center Research Institute, Tokyo,
Japan; Division of immune medicine, National Cancer Center Research Institute, Tokyo, Japan; Cancer Institute Hospital of
Japanese Foundation for Cancer Research, Tokyo, National Cancer Center Hospital, Tokyo, Japan; Department of Cancer
Genome Informatics, Graduate School of Medicine, Osaka University, Osaka, Japan; Department of Hepatobiliary and
Pancreatic Oncology, National Cancer Center Hospital East, Tokyo, Japan; Keio University Hospital, Tokyo, Japan

Background: The standard neoadjuvant chemotherapy (NAC) in Japan for locally advanced
esophageal squamous cell cancer (ESCC) is CDDP + 5-FU (CF). Immune checkpoint inhibitors
(ICI) such as nivolumab provide a survival benefit in ESCC, and have potential as NAC agents in
lung, skin, and breast cancers, amongst others. However, whether ICI are efficacious in combi-
nation with cytotoxic agents, and whether ICI impact the safety of subsequent surgery after they
are used as NAC for ESCC patients (pts) is currently unclear.Methods: FRONTiER is a multi-cohort
phase I study designed to evaluate the safety and efficacy of ICI combined with NAC in ESCC.
Histologically proven ESCC pts with cT1N1-3M0 or cT2-3N0-3M0 (8th-UICC TNM classification),
20–75 years old, PS# 1, no prior therapies against any cancer were eligible. The primary endpoint
was the incidence of dose-limiting toxicities (DLT) from the initial dose to the 30th postoperative
day. This study contained 4 experimental cohorts, the NAC regimen of cohort A consisted of 2
courses of CDDP at 80mg/m2, nivolumab at 360mg/body on day 1 and 5-FU at 800mg/m2 on days
1–5, q3wks. The regimen of cohort B consisted of one administration of nivolumab at 240mg/body
2weeks before chemotherapy, followed by the same treatments as cohort A.Results: Thirteen pts
were enrolled to cohort A (n = 6) and B (n = 7). Characteristics were follows; median age: 62 (range:
34–75), PS 0/1: 9/4 pts, clinical stage I/II/III: 2/1/10 pts. One pt in cohort B was excluded from safety
evaluation due to R2 resection, no DLTs were observed in 12 pts. Themost frequent adverse events
($ grade 3) were neutropenia in 6 pts during NAC, lung infection in 1, hyperglycemia in 1, pleural
effusion in 1, infection (right neck) in 1, anemia in 1, abdominal pain in 1, and anatomic leakage in 1
during the postoperative period. Within 30 days post-operation, grade 2 adrenal insufficiency was
observed in 1 pt of cohort B. No grade 4 adverse events or treatment-related deaths were seen. All
pts received two courses of NAC + nivolumab and R0 resection was achieved in 12 pts (92.3%)
without interruption of treatment. A pathological complete response was achieved in 2 pts (33.3%)
in cohort A. Conclusions: Neoadjuvant CF + nivolumab with/without prior administration of
nivolumab followed by surgery for locally advanced ESCCwaswell tolerated and showed promising
efficacy. Clinical trial information: NCT03914443. Research Sponsor: ONO Pharmaceuticals.
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A phase II study of perioperative capecitabine plus oxaliplatin for clinical SS/SE N1-3 M0 gastric
cancer (OGSG1601).

Atsushi Yasuda, Jin Matsuyama, Tetsuji Terazawa, Masahiro Goto, Ryohei Kawabata, Shunji Endo, Motohiro Imano,
Shoichiro Fujita, Yusuke Akamaru, Hirokazu Taniguchi, Mitsutoshi Tatsumi, Sang-Woong Lee, Hisato Kawakami,
Yukinori Kurokawa, Toshio Shimokawa, Daisuke Sakai, Takeshi Kato, Kazumasa Fujitani, Taroh Satoh; Surgery, Kindai
University School of Medicine, Osakasayama, Japan; Surgery, Yao Municipal Hospital, Yao, Japan; Department of Cancer
Chemotherapy Center, Osaka Medical Collage Hospital, Osaka, Japan; Department of Surgery, Osaka Prefectual General
Medical Center, Osaka, Japan; 1-3-1, Ryuge-cho, Osaka, Japan; Kindai University, Osaka, Japan; NTT West Osaka Hospital,
Osaka, Japan; Department of Surgery, Ikeda Municipal Hospital, Ikeda, Japan; Minoh City Hospital, Osaka, Japan; Hoshigaoka
Medical Center, Hirakata, Japan; Osaka Medical College, Osaka, Japan; Mayo Clinic, Rochester, MN; Department of
Gastroenterological Surgery, Osaka University, Graduate School of Medicine, Suita City, Osaka, Japan; Wakayama Medical
University, Wakayama, Japan; Frontier Science for Cancer and Chemotherapy, Osaka University Graduate School of
Medicine, Suita, Japan; Gastroenterological Surgery, Osaka National Hospital, Osaka, Japan; Department of Surgery, Osaka
General Medical Center, Osaka, Japan

Background: D2 gastrectomy followed by adjuvant S-1 is one of the standard therapy for the
patients (pts) with stage III gastric cancer (GC) in Japan; however, the outcome is not satisfactory.
We examined the efficacy of perioperative capecitabine and oxaliplatin (CapeOx) in pts with clinical
SS/SE N1-3 M0 GC.Methods: The eligibility criteria included histopathologically confirmed clinical
T3(SS)/T4a(SE) N1-3 M0 GC according to the Japanese Classification of GC (JCGC; 3rd English
Edition). Three cycles of neoadjuvant CapeOx (NAC; capecitabine, 2,000 mg/m2 for 14 days;
oxaliplatin, 130 mg/m2 on day 1, every 3 weeks) were administered, followed by five cycles of
adjuvant CapeOx after D2 gastrectomy. The primary endpoint was the pathological response rate
(pRR) according to JCGC ($Grade 1b). Results: Thirty-seven pts were enrolled from April 2016 to
May 2017, and fully evaluated for efficacy and toxicity. Thirty-three pts (89.2%) completed the
planned three cycles of NAC and underwent gastrectomy, with an R0 resection rate of 78.4% (n =
29) and a pRR of 54.1% (n = 20, p = .058; 90% confidence interval [CI], 39.4–68.2) were
demonstrated. The relative dose intensity (RDI) of capecitabine and oxaliplatin were 90.5%
and 91.9%, respectively. Among 27 pts who initiated AC, 21 (63.6%) completed the treatment,
and the RDI of capecitabine and oxaliplatin were 80.9% and 65.1%, respectively. Grade 3–4
toxicities during NAC included neutropenia (8%), thrombocytopenia (8%), and anorexia (8%) and
during AC included neutropenia (37%), diarrhea (4%), and anorexia (4%), but no treatment-
related death was reported. The overall survival (OS) rate and relapse free survival (RFS) rate at 3
years was 83.8% (95%CI, 72.7-96.5%) and 73.0% (95%CI, 60.0-88.8%), respectively. Subgroup
analyses according to residual tumor after surgery (R status) showed a 3-year OS and RFS rate of
86.2% (95% CI, 74.5-99.7%) and 75.7% (95% CI, 63.0-90.8%) for R0. Conclusions: Peri-
operative CapeOx showed good feasibility and favorable prognosis with sufficient pathological
response, although statistical significance at .058 did not reach the commonly accepted cutoff
of .05. The data obtained using this novel approach warrant further investigations. Clinical trial
information: 000021641. Research Sponsor: Yakult Honsha Co., Ltd.
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Three-year follow-up of ATTRACTION-3: A phase III study of nivolumab (Nivo) in patients with
advanced esophageal squamous cell carcinoma (ESCC) that is refractory or intolerant to
previous chemotherapy.

Keisho Chin, Ken Kato, Byoung Chul Cho, Masanobu Takahashi, Morihito Okada, Chen-Yuan Lin, Shigenori Kadowaki,
Myung-Ju Ahn, Yasuo Hamamoto, Yuichiro Doki, Chueh-Chuan Yen, Yutaro Kubota, Sung-Bae Kim, Chih-Hung Hsu,
Eva Holtved, Ioannis Xynos, Yasuhiro Matsumura, Akira Takazawa, Yuko Kitagawa; Department of Gastroenterology,
The Cancer Institute Hospital of Japanese Foundation for Cancer Research, Tokyo, Japan; National Cancer Center Hospital,
Tokyo, Japan; Severance Hospital, Yonsei University Health System, Seoul, South Korea; Tohoku University Hospital Tohoku
University, Sendai, Japan; Department of Surgical Oncology, Hiroshima University, Hiroshima, Japan; Division of Hematology
and Oncology, Department of Internal Medicine, China Medical University Hospital, Taichung, Taiwan; Aichi Cancer Center
Hospital, Nagoya, Japan; Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Keio
Cancer Center, Keio University School of Medicine, Tokyo, Japan; Department of Gastroenterological Surgery, Osaka
University, Graduate School of Medicine, Suita City, Osaka, Japan; Taipei Veterans General Hospital, Taipei, Taiwan; Showa
University Hospital, Tokyo, Japan; Asan Medical Center, Seoul, South Korea; National Taiwan University Cancer Center, Taipei
City, Taiwan; Odense University Hospital, Odense, Denmark; Bristol-Myers Squibb, Princeton, NJ; Ono Pharmaceutical co.,LTD,
Osaka, Japan; Ono Pharmaceutical Co., Ltd., Osaka, Japan; Keio University Hospital, Tokyo, Japan

Background: Previous results from the ATTRACTION-3 phase 3 trial demonstrated a significant
improvement in overall survival and a favorable safety profile compared with taxane chemother-
apy (CT) in previously-treated ESCC patients. To our knowledge, no long-term efficacy and safety
data of this immune checkpoint inhibitor has been reported in ESCC. Herein, we report the three-
year survival data of Nivo in ESCC. Methods: In ATTRACTION-3, 419 patients with unresectable
advanced or recurrent ESCC refractory or intolerant to 1 prior fluoropyrimidine/platinum-based CT
were randomized in a 1:1 ratio to receive Nivo (N = 210) or the investigator’s choice of CT (paclitaxel
or docetaxel) (N = 209) until disease progression or unacceptable toxicity. The primary endpoint
was overall survival (OS). A subgroup analysis of OS according to the best overall response (BOR)
was performed. The onset of treatment-related adverse events of special interest over time in the
Nivo arm was also evaluated. Results: As of data cut-off on 25 May 2020, 3 years after the last
patient was enrolled, the median OS (mOS) was 10.91 months with Nivo versus 8.51 months with CT
[hazard ratio (HR) 0.79; 95% confidence interval (CI) 0.64-0.97]. The OS rates of patients with
Nivo and CTwere 20.2%and 13.5%at 24months, and 15.3% and 8.7%at 36months, respectively.
In the subgroup analysis of OS by BOR, mOS in CR/PR patients were 19.91 and 15.41 months (HR
0.84, 95%CI 0.46-1.54) and that in SD patients were 17.38 and 9.36months (HR 0.45, 95%CI 0.26-
0.78) in the Nivo and CT arm, respectively. Furthermore, mOS in PD patients were 10.91 and
6.18 months (HR 0.56, 95%CI 0.33-0.95) in the Nivo and CT arm, respectively. No new safety
signals were detected during the three-year follow-up. Time to onset of the event of special interest
was within the range of events previously observed in other indications. Conclusions: At three-
year follow up, Nivo continued to show improved OS over CT in pretreated patients with advanced
ESCC patients. Nivo showed a longermOS than CT regardless of BOR. During the three-year follow-
up, no new safety signals were observed. Clinical trial information: NCT02569242. Research
Sponsor: Ono pharmaceutical company, Bristol Myers Squibb.

© 2021 American Society of Clinical Oncology. Visit gicasym.org and search by abstract for disclosure information.

ESOPHAGEAL AND GASTRIC CANCER

http://clinicaltrials.gov/show/NCT02569242
http://gicasym.org


205 Poster Session

Feasibility study of TAS-118 plus oxaliplatin as perioperative chemotherapy for patients with
locally advanced gastric cancer (APOLLO-11).

Daisuke Takahari, Manabu Ohashi, Atsuo Takashima, Takuro Mizukami, Naoki Ishizuka, Hitoshi Katai, Shinya Mikami,
Takeru Wakatsuki, Keisho Chin, Satoshi Ida, Koshi Kumagai, Souya Nunobe, Satoru Iwasa, Miki Ito, Takeyuki Wada,
Yukinori Yamagata, Takashi Ogura, Takeshi Sano, Narikazu Boku, Kensei Yamaguchi; The Cancer Institute Hospital of the
Japanese Foundation for Cancer Research, Tokyo, Japan; Department of Gastrointestinal Oncology, National Cancer Center
Hospital, Tokyo, Japan; St. Marianna University School of Medicine, Kawasaki, Japan; National Cancer Center Hospital, Tokyo,
Japan

Background:TAS-118 (S-1 and leucovorin) + oxaliplatin (L-OHP) improved overall survival (OS)
compared to S-1 + cisplatin for patients (pts) with advanced gastric cancer (GC) (Kang, Lancet
Oncol. 2020). This study investigated the feasibility of peri (pre and post)-operative (op) chemo-
therapy (chemo) with TAS-118 6 L-OHP in pts with locally advanced resectable GC. While it was
reported that pre-op TAS-118 + L-OHP followed by D2 gastrectomy was well tolerated and showed
promising efficay (Takahari, ASCO-GI. 2020), the recommended post-op chemo regimen, TAS-118
or TAS-118 + L-OHP, has yet to be determined.Methods:Eligible pts with GC of clinical T3-4N1-3M0
were enrolled. The protocol treatment consisted of pre-op chemowith 4 courses of TAS-118 (40-60
mg/body, orally, twice daily, 7 days) + L-OHP (85 mg/m2, intravenously, day 1) in a 2-week cycle,
and gastrectomy with D2 lymphadenectomy, followed by post-op chemowith 12 courses of TAS-118
(step 1) and 8 courses of TAS-118 + L-OHP (step 2). Step 2 was started if the dose-limiting toxicity
(DLT) occurred in , 6 of 10 pts in step 1. Up to 20 pts were included in the analysis of feasibility
after a recommended regimen was determined. Results:Between December 2016 and February
2019, 45 pts were enrolled. The numbers of pts with cT3/4a and cN1/2/3 were 13/32 and 25/17/3,
respectively. Excluding 14 pts (4 achieving pathological complete response, 4 not satisfying the
criteria for post-op chemo, 3 physician judgement or pt withdrawal, 2 progressive disease, 1
adverse event [AE]), 31 pts (11/20 in step 1/2) received the post-op chemo. No DLT was observed in
either step. The post-op chemo completion rate was 90.9% (95% CI, 63.6-99.5) in step 1 and
80.0% (95% CI, 59.9-92.9) in step 2. The median relative dose intensity of TAS-118 in step 1 was
83.3%, and those of TAS-118 and L-OHP in step 2 were 69.9% and 74.3%, respectively. One pt in
step 2 discontinued post-op chemo due to AE. Grade 3 3 AEs observed in$ 10% of pts were weight
loss in both step 1 and step 2 (2 in each), and hypokalemia (n = 3) and neutropenia (n = 2) in step 2. At
1-year follow-up after the last pt was enrolled, recurrence-free survival and OS rates were 91.1%
(95% CI, 78.0-96.6) and 100%, respectively at 12 months, and 69.1% (95% CI, 49.6-82.3) and
95.5% (95% CI, 71.9-99.3), respectively at 24 months. Conclusions:Taken together with the
feasibility and efficacy of pre-op chemo, peri-op chemo with TAS-118 + L-OHP with D2 gastrectomy
was well tolerated and showed promising efficacy. Clinical trial information: UMIN000024688.
Research Sponsor: Taiho and Yakult.
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Final results of a phase III trial to evaluate bursectomy for patients with subserosal/serosal
gastric cancer (JCOG1001).

Hitoshi Katai, Yuichiro Doki, Yukinori Kurokawa, Junki Mizusawa, Takaki Yoshikawa, Yutaka Kimura, Shuji Takiguchi,
Yasunori Nishida, Takeshi Sano, Kenichi Nakamura, Mitsuru Sasako, Masanori Terashima, Stomach Cancer Study Group,
Japan Clinical Oncology Group; National Cancer Center Hospital, Tokyo, Japan; Department of Gastroenterological Surgery,
Osaka University, Graduate School of Medicine, Suita City, Osaka, Japan; Japan Clinical Oncology Group Data Center/
Operations Office, National Cancer Center Hospital, Tokyo, Japan; Kanagawa Cancer Center, Kanagawa, Japan; Sakai City
Medical Center, Sakai, Japan; Osaka University Graduate School of Medicine, Osaka, Japan; Keiyukai Sapporo Hospital,
Sapporo, Japan; The Cancer Institute Hospital of the Japanese Foundation for Cancer Research, Tokyo, Japan; Division of
Upper Gastrointestinal Surgery, Department of Surgery, Hyogo College of Medicine, Nishinomiya, Japan; Shizuoka Cancer
Center, Shizuoka, Japan

Background:Wepreviously reported that the superiority of bursectomywas not demonstrated for
subserosal(SS)/serosal(SE) gastric cancer by the second interim analysis performed with 54% of
the expected events observed. We report the final 5-year follow-up data. Methods: Eligibility
criteria included histologically proven adenocarcinoma of the stomach, cT3(SS) or cT4a(SE).
Patients were intraoperatively randomized to non-bursectomy arm or bursectomy arm. Primary
endpoint was overall survival (OS), and secondary endpoint was relapse-free survival (RFS). A total
of 1,200 patients were required to detect a hazard ratio of 0.77 with a one-sided alpha of 5% and
80% power. Results: A total of 1204 eligible patients with cT3 / cT4a gastric cancer were
randomized (602 in non-bursectomy arm, 602 in bursectomy arm, respectively). Patients’ back-
ground and operative procedures were well balanced between the arms. The 5y-OS were 76.5%
(95%CI, 72.8 to 79.7) in non-bursectomy arm and 74.9% (71.2 to 78.2) in bursectomy arm. Hazard
ratio (HR) for bursectomy was 1.03 (0.83-1.27, one-sided p = 0.598). The 5y-RFS were 70.7% (66.9
to 74.2) in non-bursectomy arm and 66.8% (62.9 to 70.5) in bursectomy arm [HR: 1.131 (0.93-1.38)].
HR for death was almost similar in all sub-categories (0.73-1.29) except cN2 (13th edition of
Japanese Classification of Gastric Carcinoma); HR classified by cN was 1.06 (95% CI: 0.75-1.49) for
cN0 (n = 521), 1.25 (0.92-1.71) for cN1 (n = 525), and 0.59 (0.32-1.06) for cN2 (n = 158) (p = 0.048 for
interaction). The most frequent site of recurrence was the peritoneum [74 (12.3%) in non-
bursectomy arm, 73 (12.1%) in bursectomy arm], and bursectomy arm showed a trend of increasing
liver metastasis (n = 45, 7.5%) as compared with non-bursectomy arm (n = 33, 5.5%). Six
independent poor prognostic factors were identified by multivariable analysis for OS: age $ 66
(vs.# 65) (HR, 1.30; 95% CI, 1.04-1.62), macroscopic type 3/5 (vs. type 0/1/2) (1.43; 1.15-1.79), total
gastrectomy (vs. distal gastrectomy) (1.44; 1.03-2.02), pT3 (vs. pT1-2) (1.77; 1.17-2.676), pT4 (vs. pT1-
2) (3.00; 1.99-4.53), pN1 (vs. pN0) (2.34; 1.52-3.59), pN2-3b (vs. pN0)(4.02; 2.82-5.74) and adjuvant
chemotherapy (vs. without chemotherapy) (0.53; 0.42-0.67), but bursectomy was not significant
(1.10 0.89-1.36).Conclusions: In the final analysis as well as in the interim analysis, bursectomywas
not recommended as a standard treatment for cT3 or cT4 gastric cancer. Clinical trial information:
UMIN000003688. Research Sponsor: Japan Agency for Medical Research and Development.
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Nivolumab in advanced esophageal squamous cell carcinoma (ATTRACTION-1/ONO-4538-07):
Minimum of five-year follow-up.

Ken Kato, Yuichiro Doki, Takashi Ura, Yasuo Hamamoto, Takashi Kojima, Takahiro Tsushima, Shuichi Hironaka, Hiroki Hara,
Taroh Satoh, Satoru Iwasa, Kei Muro, Hirofumi Yasui, Keiko Minashi, Kensei Yamaguchi, Atsushi Ohtsu, Yuko Kitagawa;
National Cancer Center Hospital, Tokyo, Japan; Department of Gastroenterological Surgery, Osaka University, Graduate
School of Medicine, Suita City, Osaka, Japan; Kyoto University Hospital, Kyoto, Japan; Keio Cancer Center, Keio University
School of Medicine, Tokyo, Japan; National Cancer Center Hospital East, Kashiwa, Japan; Division of Gastrointestinal
Oncology, Shizuoka Cancer Center, Shizuoka, Japan; Clinical Trial Promotion Department, Chiba Cancer Center, Chiba, Japan;
Saitama Cancer Center, Saitama, Japan; Department of Frontier Science for Cancer and Chemotherapy, Graduate School of
Medicine, Osaka University, Osaka, Japan; Department of Clinical Oncology, Aichi Cancer Center Hospital, Nagoya, Japan;
Chiba Cancer Center, Chiba, Japan; The Cancer Institute Hospital of the Japanese Foundation for Cancer Research, Tokyo,
Japan; Keio University Hospital, Tokyo, Japan

Background:ATTRACTION-1/ONO-4538-07 (AT-1), an open-label, single-arm, multicenter phase 2
clinical trial conducted in Japan, evaluated the clinical activity and safety of nivolumab in patients
with advanced esophageal squamous cell carcinoma (ESCC) refractory/intolerant to fluoropyr-
imidine-, platinum-, and taxane-based chemotherapy. We previously reported the 2-year follow-up
findings of AT-1, in which nivolumab demonstrated antitumor activity with a manageable safety
profile for these patients. Here we report the final findings from AT-1 at a minimum follow-up of 5
years. Methods:Patients aged $20 years with an Eastern Cooperative Oncology Group Perfor-
mance Status (ECOG PS) of 0-1 received 3mg/kg nivolumab intravenously every 2 weeks in 6-week
cycles until disease progression or unacceptable toxicity. The primary endpoint was centrally-
assessed objective response rate (ORR), defined as the proportion of patients whose best overall
response was either a complete or partial response. Secondary endpoints included overall survival
(OS), investigator-assessed ORR, progression-free survival (PFS), change in tumor burden, time to
response, time to disease progression, and duration of response. Results:Between February 25
and November 14, 2014, a total of 65 patients were enrolled. Sixty-four patients were evaluated for
the efficacy, and all patients were evaluated for the safety. At the final database lock on August 6,
2020, 11 (17.2%, 95% confidence interval [CI] 9.9-28.2) of 64 patients had an objective response by
central assessment. The median OS was 10.8 months (95% CI, 7.4-13.9), and the estimated 5-year
OS rate was 6.3% (95% CI, 2.0-14.0). The median PFS was 1.5 months (95% CI, 1.4-2.8), and the
estimated 5-year PFS rate was 6.8% (95% CI, 2.2-15.1). Treatment-related adverse events that
occurred with a frequency of . 10% were diarrhea and rash. The presentation will include
characteristics of long-term survivors as well as detailed efficacy and safety data of nivolumab.
Conclusions:This final assessment represents the longest follow-up of patients with advanced
ESCC treated with nivolumab. Nivolumab demonstrated continued long-term efficacy in these
patients based on a minimum of 5-year long-term survival update of AT-1. Furthermore, no new
safety signals with nivolumab were identified during long-term follow-up. These findings are
consistent with those of nivolumab monotherapy for various types of cancer. Clinical trial infor-
mation: No.142422. Research Sponsor: Ono Pharmaceutical, Bristol-Myers Squibb.
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The impact of nutrition support in advanced gastric adenocarcinoma patients treated with
chemotherapy.

Keiji Sugiyama, Kazuhiro Shiraishi, Takuya Motohashi, Shinpei Onoda, Riko Noshibori, Mariko Sato, Masaaki Shimada,
Noboru Hirahsima, Masato Kataoka, Chiyoe Kitagawa; Department of Medical Oncology, Nagoya Medical Center, Nagoya,
Japan; Department of Nutrition Service, Nagoya Medical Center, Nagoya, Japan; Department of Gastroenterology, Nagoya
Medical Center, Nagoya, Japan; Nagoya Medical Center, Nagoya, Japan; Department of Surgery, Nagoya Medical Center,
Nagoya, Japan

Background:Numerous studies have demonstrated howmalnutrition and cachexia are associated
with poor survival in advanced gastric cancer (AGC). The impact of nutrition support involving
multidisciplinary specialists is unclear, particularly among patients with AGC being treated with
chemotherapy. This study aimed to clarify the differences in patient characteristics and survival
outcomes between patients receiving nutrition support (NS) and routine care (RC). Methods: We
retrospectively analyzed 212 consecutive patientswith AGC at a single institution between January
2015 and June 2020. Inclusion criteria were: histologically confirmed metastatic or recurrent
gastric and adenocarcinoma and gastroesophageal junction patients treated with chemotherapy,
ECOG performance status (PS) 0-2, and adequate organ function. Time to treatment failure (TTF)
in the entire cohort, patients with a positive Glasgow prognostic score (GPS) (graded as 1 and 2),
and hypoalbuminemia (cutoff was 3.5 g/dl) were evaluated. Univariate and multivariate analyses
were conducted to identify whether NS was an independent prognostic factor of time to treatment
failure (TTF). Multivariate analysis included variables with p-values #0.1 in univariate analyses.
Results: A total of 97 patients met the inclusion criteria with 67 (69%) and 30 (31%) patients
classified into the RC or NS group, respectively. The median age was 71 years (range, 26-92). The
median follow-up time was 8.4 months (range, 0.5-66). Patient characteristics revealed that NS
was offered to patients with poorer prognostic nutritional index (PNI) (cutoff was 45, p=0.02), GPS
positivity (p=0.01), and high neutrophil-lymphocyte ratio (NLR) (cutoff was 3, p=0.01). In the entire
cohort, TTF in the RC and NS groups was 4.3 and 5.3 months (p=0.15), respectively. Among the
patients with GPS positivity (graded as 1 and 2) and hypoalbuminemia, TTF in the RC and NS group
were 2.3 and 5.0months (p=0.05), and 2.3 and 5.3months (p=0.02), respectively (Table). Variables
with p-values #0.1 in univariate analyses for TTF were PS, NS, and prior gastrectomy. As per
multivariate analyses, PS andNSwere significant positive prognostic factors for TTF.Conclusions:
NS was provided to patients with unfavorable clinical features. Among the AGC patients treated
with chemotherapy, having GPS positivity or hypoalbuminemia seems to be a good indication for
NS. Research Sponsor: None.

Median time to treatment failure within the entire cohort and sub-groups of the routine
care group and the nutrition support group.

Entire cohort
(months, 95% CI)

GPS 1 and 2
(months, 95% CI)

Hypoalbuminemia
(months, 95% CI)

Routine care group 4.3 (2.6-6.0) 2.3 (1.8-3.7) 2.3 (1.8-3.9)
Nutrition support group 5.3 (3.3-6.4) 5.0 (3.2-6.4) 5.3 (3.3-6.4)
P value 0.15 0.05 0.02
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Preoperative docetaxel, cisplatin, and 5-fluorouracil for resectable esophagogastric junction
adenocarcinoma: A retrospective study.

Toshiharu Hirose, Shun Yamamoto, Kotoe Oshima, Hidekazu Hirano, Natsuko Okita Tsuda, Hirokazu Shoji, Satoru Iwasa,
Yoshitaka Honma, Atsuo Takashima, Narikazu Boku, Zyunya Oguma, Koshiro Ishiyama, Hiroyuki Daiko, Ken Kato; Division of
Gastrointestinal Medical Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Gastrointestinal Medical
Oncology, National Cancer Center Hospital, Tokyo, Japan; Gastrointestinal Medical Oncology Division, National Cancer
Center Hospital, Tokyo, Japan; National Cancer Center Hospital, Tokyo, Japan; Department of Gastrointestinal Oncology,
National Cancer Center Hospital, Tokyo, Japan; Department of Esophageal Surgery, National Cancer Center Hospital, Tokyo,
Japan

Background: In Western countries, 5-FU plus leucovorin, oxaliplatin, docetaxel (DTX) (FLOT) is the
standard perioperative treatment for resectable gastric adenocarcinoma and esophagogastric
junction adenocarcinoma (EGJ-AC). Preoperative chemotherapy with DTX plus cisplatin and 5-FU
(DCF) has been developed for esophageal squamous cell carcinoma in Japan. However, there have
been few reports on the safety and efficacy of preoperative triple therapy for resectable EGJ-AC.
Methods: The subjects of this retrospective study were patients (pts) with histologically confirmed
resectable EGJ-AC who received preoperative DCF chemotherapy (DTX 70 mg/㎡ and cisplatin
70 mg/㎡ on day 1, and continuous infusion of 5-FU 750 mg/㎡/day on days 1–5, every 3 weeks
with a maximum of three cycles) at our hospital from Jan 2015 to Apr 2020. We evaluated the
completion rate of.2 courses of DCF and R0 resection in all cases, and also examined histological
response, progression-free survival (PFS), overall survival (OS), and adverse events during pre-
operative chemotherapy. Results: Thirty-two pts were included in this study, and the median
observation period was 13.1 months (3.9–57.2). Characteristics were median age (range) 63
(42–80) years, PS 0/1 66/34%, clinical stage I/IIA/IIB/III/IVA/IVB (supraclavicular lymph node)
3/13/3/10/22/32/13%. Treatment completion rate was 84%. Histological response (grade 1a/1b/2/
3) was obtained in 18/8/4/1 (58/26/13/3%) pts. Median PFS (95%CI) was 16.8 months (15.0–18.5),
and median OS was not reached (3-year OS rate 73.8%). Grade.3 adverse events were observed
in 20(63%) pts (neutropenia in 14 [44%], febrile neutropenia in 4 [13%]). No treatment-related
deaths occurred. Conclusions: Preoperative DCF chemotherapy for resectable EGJ-AC was well
tolerated. Further investigation is required to evaluate the long-term efficacy of this treatment
strategy. Research Sponsor: None.
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A phase I/II trial of trifluridine/tipiracil in combination with irinotecan in patients with advanced
gastric cancer refractory to fluoropyrimidine, platinum, and taxane.

Hiroki Hara, Takuro Mizukami, Keiko Minashi, Tomohiro Nishina, Naoki Takahashi, Yusuke Amanuma, Akio Nakasha,
Masaki Takahashi, Takako Eguchi Nakajima; Saitama Cancer Center, Saitama, Japan; St. Marianna University School of
Medicine, Kawasaki, Japan; Chiba Cancer Center, Chiba, Japan; National Hospital Organization Shikoku Cancer Center,
Matsuyama, Japan; Kyoto University Hospital, Kyoto, Japan

Background: Trifluridine/tipiracil (FTD/TPI) or irinotecan is a treatment option in the heavily
pretreated patients with advanced gastric cancer (AGC) with the limited efficacy. Thus, we
investigated the recommended dose of trifluridine/tipiracil (FTD/TPI) and irinotecan for these
patients. Methods: Patients who refractory to fluoropyrimidine, platinum and taxane were en-
rolled into four cohorts (Level 1A/1B/2A/2B) used a escalated dose of irinotecan [100 (Level 1) or
125 mg/m2 (Level 2) on Days 1 and 15 of a 28-day schedule] with 2 dosage schedules of FTD/TPI:
35mg/m2/dose, twice daily (bid), on days 1-5 and 8-12 of a 28-day cycle (Level A) or on days 1-5 and
days 15-19 of a 28-day cycle (Level B). The primary objectives were the determination of the
maximum tolerated dose, dose-limiting toxicities (DLTs), and recommended phase II dose (RP2D)
for phase I part and the evaluation of disease control rate (DCR) targeting . 55% in all enrolled
patients for phase II part. Results: Eleven patients were enrolled from 4 institutions in Japan; 2 at
Level 1A, 3 at Level 1B and 6 at Level 2B. DLTs occurred in 2/2 patient at Level 1A (Grade 3 gum
infection and Grade 3 febrile neutropenia on Day 29, outside the 28-day DLT assessment period,
determined equivalent to DLT), and 2/6 patients at Level 2B (Grade 3 mucositis oral and Grade 3
febrile neutropenia). Grade 3 or higher treatment-related adverse events were neutropenia
(90.9%), leukopenia (54.5%), anemia (45.5%) and febrile neutropenia (18.2%). One patient at
Level 2B achieved partial response and the DCR was 72.7% (95% CI 39.0- 94.0%). The median
progression-free survival and overall survival was 3.0 months (95% CI 0.92- not reached) and
10.2months (95%CI 2.2- not reached), respectively. Conclusions: The RP2Dwas determined to be
Level 1B although further investigation to explore optimal regimen is needed. Clinical trial infor-
mation: UMIN000031346. Research Sponsor: Taiho Pharmaceutical.
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Sintilimab plus oxaliplatin/capecitabine (CapeOx) as neoadjuvant therapy in patients with
locally advanced, resectable gastric (G)/esophagogastric junction (GEJ) adenocarcinoma.

Haiping Jiang, Xiongfei Yu, Mei Kong, Zhiming Ma, Donghui Zhou, Weibing Wang, Haohao Wang, Ning Li, Haiyong Wang,
Kuifeng He, Zhongqi Li, Yiming Lu, Jing Zhang, Kui Zhao, Yafei Zhang, Nong Xu, Lisong Teng; Department of Medical
Oncology, First Affiliated Hospital, College of Medicine, Zhejiang University, Hangzhou, China; Department of Surgical
Oncology, The 1st Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; Department of Pathology, the
First Affiliated Hospital and College of Medicine, Zhejiang University, Hangzhou, China; Department of Nuclear Medicine，
PET centre, The First Affiliated Hospital, College of Medicine, Zhejiang, University, Hangzhou, China

Background: The application of anti-programmed death 1 (PD-1) antibodies in neoadjuvant setting
has not been well established. This phase 2 study (NCT04065282) was conducted to evaluate the
efficacy and safety of sintilimab plus CapeOx as neoadjuvant therapy for resectable G/GEJ
adenocarcinoma. Methods: Patients with histologically confirmed resectable G/GEJ adenocarci-
noma (stage cT3-4NxM0) were enrolled to receive neoadjuvant therapy with sintilimab (3mg/kg
for wt, 60kg, 200mg for wt$60kg, Q3W) plus CapeOx (oxaliplatin 130mg/m2 iv D1, capecitabine
1000mg/m2 bid po D1-14, Q3W) for 3 cycles. Gastrectomy was scheduled within 4 weeks after last
dose of neoadjuvant treatment. Tumor imaging evaluation was performed at baseline and within 1
week before gastrectomy. The primary endpoint was pathological complete response (pCR) per
Becker criteria. Results: As of August 4, 2020, 36 pts were enrolled. Patients who had received
gastrectomy after neoadjuvant treatment (n = 26) were included in this analysis. 25 (96.2%) pts
completed 3 cycles of neoadjuvant treatment, except one completed 2 cycles due to grade 3 AST
increased. All pts received complete resection (R0). 6 (23.1%) pts achieved pCR (TRG1a) and 14
(53.8%) pts achieved major pathologic response (MPR, TRG1a/b). 3 pts had partial response (ORR
was 3/5 among pts with target lesions) and no patients progressed per RECIST 1.1 before surgery.
Among 18 pts who received PET-CT evaluation per PERCIST, 11 (61.1%) achieved partial metabolic
response (PMR). Neoadjuvant treatment-related AEs (neoTRAEs) to any drug were reported in 25
(96.2%) pts. Mostly TRAEs were grade 1-2, and only 6 (23.1%) pts experienced grade 3 TRAEs
(Neutropenia in 4 pts, Leukopenia, Thrombocytopenia, AST increased, and GGT increased in 1 pt
each). One patient experienced grade 1 hypothyroidism which is considered to be immune-related
AE. There is no serious peri-operative complication and mortality. Conclusions: Sintilimab plus
oxaliplatin/capecitabine showed promising efficacy with high pCR andMPR rate and well-tolerated
safety profile in neoadjuvant settings. This combination regimen might present a new option for
patients with locally advanced, resectable G/GEJ adenocarcinoma. Clinical trial information:
NCT04065282. Research Sponsor: None.
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Phase I study of BI 754091 plus BI 754111 in Asian patients with gastric/gastroesophageal
junction or esophageal cancer.

Kensei Yamaguchi, Yoon-Koo Kang, Do-Youn Oh, Shunsuke Kondo, Sun Young Rha, Yasutoshi Kuboki, Manabu Morimoto,
Hiroki Hara, Chia-Chi Lin, Yoshifumi Tachibana, Jianrui Hou, Mabrouk M. Elgadi, Shigehisa Kitano; Japanese Foundation for
Cancer Research, Tokyo, Japan; Asan Medical Center, Seoul, South Korea; Seoul National University Hospital, Seoul, South
Korea; National Cancer Center Hospital, Tokyo, Japan; Yonsei Cancer Center, Yonsei University Health System, Seoul, South
Korea; National Cancer Center Hospital East, Kashiwa, Chiba, Japan; Kanagawa Cancer Center, Yokohama, Kanagawa
Prefecture, Japan; Saitama Cancer Center, Saitama, Saitama Prefecture, Japan; National Taiwan University Hospital, Taipei,
Taiwan; Nippon Boehringer Ingelheim Co., Ltd., Tokyo, Japan; Boehringer Ingelheim Pharmaceuticals, Ridgefield, CT;
Japanese Foundation for Cancer Research, Tokyo, and National Cancer Center Hospital, Tokyo, Japan

Background: Dual blockade of immune checkpoint molecules, PD-1 and LAG-3, has been proposed
to restore T-cell function and thus enhance antitumor responses. This Phase I trial evaluated BI
754091 (anti-PD-1) with BI 754111 (anti-LAG-3) antibodies in Asian pts with advanced solid tumors
(NCT03433898). Here, we present results from pts with anti-PD-(L)1 inhibitor-näıve gastric/
gastroesophageal junction or esophageal cancer (Cohorts A and B). Methods: In Parts 1 and 2
(dose escalation), the recommended dose for the combination was determined as BI 754091
240 mg + BI 754111 600 mg IV Q3W. In Part 3, the combination was assessed in expansion cohorts
including pts with gastric/gastroesophageal junction cancer (Cohort A) and esophageal cancer
(Cohort B). Eligible pts had received $1 line of prior systemic therapy but no prior anti-PD-(L)1
therapy. The primary endpoint in Part 3 was objective response (OR; confirmed complete response
or partial response [PR]) per RECIST 1.1. Results: In Cohort A/B, 36/37 pts were treated:26/31 (72/
84%) male, median age 60/63 years. Patients were enrolled in Taiwan (1/7 pts, 3/19%), Japan (12/
27 pts, 33/73%) or Korea (23/3 pts, 64/8%). The median number of regimens of prior systemic
therapy was 2/2 (Cohorts A/B, range: 16/14). All pts in Cohort B had squamous cell carcinoma. At
the time of analysis, pts in Cohort A/B had undergone amedian of 84/73 days on treatment (range:
31346/8325), from the start of treatment until the date of snapshot, death or discontinuation.
Confirmed OR (PR) was observed in 4/7 pts in Cohorts A/B; overall response rate (ORR) was 11%
and 19%. Stable disease (SD) was observed in 10/8 (28/22%) pts in Cohorts A/B and overall disease
control rate was 39/41%. In Cohorts A/B, adverse events (AEs) and treatment-related AEs were
experienced by 30/34 (83/92%) and 12/22 (33/59%) pts, respectively. The most commonly
reported AEs were pyrexia (25/19%), decreased appetite (17/19%), increased aspartate amino-
transferase (11/14%), anemia (11/11%) and nausea (6/14%). In Cohort A/B, 9/15 (25/41%) pts
experienced immune-related AEs, most commonly rash in Cohort A (4 pts; 11%) and hyperthy-
roidism in Cohort B (4 pts; 11%). In Cohorts A/B, 2/6 (6/16%) patients experienced AEs leading to
discontinuation of treatment. Conclusions: Treatment was well tolerated and preliminary anti-
tumor activity was seen. Addition of LAG3 did not improve ORR beyond that expected for an anti-
PD-1 monotherapy in gastric and esophageal cancer without patient selection. Clinical trial infor-
mation: NCT03433898. Research Sponsor: Boehringer Ingelheim.

Patients, n (%)
Cohort A
n = 36

Cohort B
n = 37

Efficacy
PR 4 (11) 7 (19)
SD 10 (28) 8 (22)
Progressive disease 17 (47) 17 (46)

Safety
AEs, worst CTCAE Grade:
£3 29 (81) 32 (86)
4 0 2 (5)*
5 1 (3) 0

*Grade 4 AEs include one patient with liver disorder (not drug-related), and one patient with
pneumonia (drug-related) and hypotension (not drug-related). Grade 5 AE was acute kidney injury
(not drug-related).
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Phase II study of systemic chemotherapy with S-1 plus oxaliplatin followed by surgery in
patients with cT3-T4a and/or node-positive advanced adenocarcinoma of the esophagogastric
junction: Primary endpoint results of the ESOX trial.

Yu Imamura, Keisho Chin, Takahiro Tsushima, Yasuhiro Tsubosa, Hiroki Hara, Takashi Fukuda, Motoo Nomura, Shigeru Tsunoda,
Takashi Ogata, Tsutomu Hayashi, Yoshihiro Nabeya, Keiko Minashi, Hidekazu Kuramochi, Mie Hamano, Ayako Doi,
Shinya Mikami, Shinji Mine, Naoki Ishizuka, Takashi Ichimura; Department of Gastroenterological Surgery, Cancer Institute
Hospital of the Japanese Foundation for Cancer Research, Koto-Ku, Tokyo, Japan; Department of Gastroenterology, The Cancer
Institute Hospital of Japanese Foundation for Cancer Research, Tokyo, Japan; Division of Gastrointestinal Oncology, Shizuoka
Cancer Center, Shizuoka, Japan; Division of Esophageal Surgery, Shizuoka Cancer Center, Shizuoka, Japan; Saitama Cancer
Center, Saitama, Japan; Department of Gastroenterological Surgery, Saitama Cancer Center, Saitama, Japan; Department of
Medical Oncology, Kyoto University Hospital, Kyoto, Japan; Department of Surgery, Kyoto University, Kyoto, Japan; Kanagawa
Cancer Center, Yokohama, Japan; Chiba Cancer Center, Chiba, Japan; Tokyo Women’s Medical University, Yachiyo Medical
Center, Yachiyoshi Chiba, Japan; Tokyo Women’s Medical University, Yachiyo Medical Center, Yachiyo, Japan; Department of
Clinical Oncology, St. Marianna University School of Medicine, Kawasaki, Japan; St. Marianna University School of Medicine,
Kawasaki, Japan; The Cancer Institute Hospital of the Japanese Foundation for Cancer Research, Tokyo, Japan; Department of
Gastroenterology, Cancer Institute Hospital, Japanese Foundation for Cancer Research, Tokyo, Japan

Background: Perioperative chemotherapy has been suggested to be beneficial in patients with
advanced gastric cancer. Based on the German FLOT-4 study, the FLOT regimen is considered as
the new standard perioperative chemotherapy regimen for resectable gastric cancer in Europe.
However, most clinical trials have included few or no cases of esophagogastric junction (EGJ)
cancer, because of the difference in surgical procedures. The benefit of neoadjuvant chemother-
apy in patients with advanced adenocarcinoma of the EGJ thus remains controversial in Japan.
Methods: We conducted a phase II study in 13 Japanese institutions. Eligible patients had histo-
pathologically confirmed adenocarcinoma of the EGJ (Siewert type I or II with invasion of the
esophagus $30 mm) with clinical T3/4a and/or node-positive on imaging findings, who required
thoracic surgery to achieve R0 resection. Patients received three cycles of S-1 (80 mg/m2) twice a
day on days 1–14 and oxaliplatin (130 mg/m2) (SOX) on day 1 of a 21-day cycle before surgery. The
primary endpoint was R0 resection rate and the secondary endpoints were overall response rate,
pathological complete response (pCR) rate, 2-year and 3-year disease-free survival, overall
survival, and toxicity. The planned sample size was 50 patients based on an expected R0 resection
rate of 85% and the threshold was 70%, with a one-sided alpha of 0.1 and power of 80%.Results:
Fifty patients were enrolled in this study between June 2016 and April 2020. Totals of 21/29 and 7/
4/22/8/8/1 had Siewert type I/II and clinical stage IIA/IIB/IIIA/IIIB/IIIC/IV disease, respectively. The
completion rates for preoperative chemotherapy and surgery were 92% and 88%, respectively.
Neoadjuvant therapy resulted in downstaging in 46% of patients (95% confidence interval (CI)
31.8%-60.7%). The pCR rate was 18% (95% CI 8.6%-31.4%) and the R0 resection rate was 82.0%
(95% CI 68.6%-91.4%, 80% CI 73.1%-88.9%). Adverse events $ grade 3 during chemotherapy
included thrombocytopenia (10%), neutropenia (8%), anemia (4%), anorexia (4%), nausea(2%),
hypocalcemia(2%), hyponatremia(2%) and diarrhea (2%). Surgical morbidity was acceptable
(Clavien-Dindo Grade IIIa surgical complications included anastomotic leakage (6.3%), pleural
effusion (4.2%), thromboembolism (2.1%), and anastomotic infection (2.1%)). Conclusions: Neo-
adjuvant SOX met the primary endpoint of R0 resection rate 82% ( . 70%), with acceptable
adverse effects and no impression on surgeries, suggesting that neoadjuvant SOX might be a new
treatment strategy for patients with EGJ adenocarcinoma in Japan. Clinical trial information:
000020815. Research Sponsor: None.
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Camrelizumab in combination with apatinib as second-line treatment for advanced esophageal
squamous cell carcinoma: A single-arm, open-label, phase II study.

Feng Wang, Junsheng Wang, Tao Wu, Yonggui Hong, Xiangrui Meng, Zhonghai Ren, Yanzhen Guo, Xiuli Yang, Pei Shi,
Jiamei Yang, Qingxia Fan; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; AnYang Tumor Hospital,
Anyang, China; Nanyang Central Hospital, Nanyang, China; The First Affiliated Hospital of Henan University of Science and
Technology, Luoyang, China; The First Affiliated Hospital of Nanyang Medical College, Nanyang, China; The Second Affiliated
Hospital of Zhengzhou University, Zhengzhou, China

Background: Esophageal squamous cell carcinoma (ESCC) is a lethal cancer with a high unmet
medical need. Camrelizumab, an anti-PD-1 monoclonal antibody, significantly improved overall
survival (OS) and objective response rate (ORR) in Chinese patients (pts) with advanced ESCC
compared with chemotherapy, with a manageable safety profile in phase III randomized trial
(ESCORT). However, the absolute long-term survival benefiting from PD-1 inhibitors is limited, and
new effective treatments are needed. Here, our study aimed to assess the efficacy and safety of
combination with camrelizumab and apatinib (VEGFR2 inhibitor) as second-line treatment for
advanced ESCC.Methods: This ongoing phase II trial (NCT03736863) in six sites in China enrolled
pts aged 18-75 with unresectable locally advanced, locally recurrent, or metastatic ESCC that
progressed orwere intolerant after first-line chemotherapy, and an ECOGperformance status of 0-
1. Pts received 200mg intravenous camrelizumab every two weeks plus 250mg oral apatinib daily
in 4-week cycles until disease progression, unacceptable adverse events (AEs) or withdrawal of
consent. The primary endpoint was investigator-assessed ORR. Secondary endpoints included
disease control rate (DCR), progression-free survival (PFS) and OS.Results:At data cutoff (Sept 11,
2020), 36 pts were enrolled, 7 females and 29 males, and 25 pts had lymph node metastases.
Twelve pts received radiotherapy and 25 underwent surgery. Twenty-five pts were included in the
efficacy analysis with median follow-up time of 5.0 months and 36 pts in the safety analysis with
median follow-up time of 4.6 months. The primary endpoint ORR without confirmation was 40 %
with complete response in two pts (8%) and partial response in eight pts (32%). Thirteen pts (52%)
had stable disease, and the DCR was 92%. The median PFS and OS were not reached. A total of
72.2%of pts hadAEs, and 30.6%of pts experienced grade 3AEs. Themost commonAEs (all grade,
grade$3) were elevated aspartate aminotransferase (30.6%, 19.4%), elevated alanine amino-
transferase (30.6%, 13.9%), hypertension (25%, 2.8%),neutrophil (25%, 5.6%), thrombocytope-
nia (25%, 0%), leukopenia (22.2%, 2.8%), anemia (11.1%, 0%), proteinuria (11.1%, 0%),
hematochezia (8.3%, 0%), reactive cutaneous capillary endothelial proliferation (5.6%, 2.8%),
pruritus (5.6%, 0%), esophageal fistula (5.6%, 0%), fatigue (2.8%, 0%) and hypothyroidism
(2.8%, 0%). Conclusions: This is the first study to explore the combination of PD-1 inhibitor and
anti-angiogenesis inhibitor as a second-line treatment for advanced ESCC. Camrelizumab plus
apatinib demonstrated encouraging clinical efficacy and acceptable safety as second-line treat-
ment, and might be a favorable option for pts with advanced ESCC. Further phase III randomized
trials are warranted. Clinical trial information: NCT03736863. Research Sponsor: Jiangsu Hengrui
Medicine Co., Ltd.
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Phase II study of sintilimab combined with FLOT regimen for neoadjuvant treatment of gastric or
gastroesophageal junction (GEJ) adenocarcinoma.

Ning Li, Zhi Li, Qiang Fu, Bin Zhang, Jian Zhang, XiangBin Wan, Chaomin Lu, Jinbang Wang, Wenying Deng, Chen Wei, Yijie Ma,
Liangyu Bie, Mengyu Wang, Suxia Luo; Department of Medical Oncology, Henan Cancer Hospital, The Affiliated Cancer
Hospital of Zhengzhou University, Zhengzhou, China; The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer
Hospital, Zhengzhou, China; Henan Cancer Hospital, Zhengzhou, China; Department of Surgical Oncology, Affiliated Cancer
Hospital of Zhengzhou University, Zhengzhou, China; Department of Medical Oncology, Henan Cancer Hospital, Zhengzhou,
China

Background: Perioperative treatments have significantly improved survival in patients with
resectable gastric cancer, increasing 5-year overall survival from 23% with surgery alone to
45% with FLOT, Although FLOT has been recognized as the first choice for neoadjuvant chemo-
therapy in gastric or GEJ adenocarcinoma, its efficacy needs to be improved. Sintilimab, a fully
human IgG4monoclonal antibody that binds to programmed cell death receptor-1 (PD-1), has shown
remarkable clinical efficacy in various cancers. We aimed to assess the activity and safety profile of
the combination of FLOT and sintilimab for neoadjuvant treatment of gastric or GEJ adenocar-
cinoma. Methods: In this ongoing, single-arm, phase II study, we recruited patients from Henan
Cancer Hospital in China with histopathologically diagnosed resectable gastric or GEJ adenocar-
cinoma who had clinical T3/N+ or higher stage. Patients were given 4 cycles of FLOT (docetaxel 50
mg/m2, oxaliplatin 80mg/m2, leucovorin 200mg/m2, fluorouracil 2600mg/m2, 24-h infusion on
day 1, q2w) in combination with 3 cycles of sintilimab (200mg, iv, d1, q3w), followed by D2 surgery
and 4 postoperative cycles of FLOT. The primary endpoint was pathological complete response
(pCR). The secondary endpoints included major pathological remission (MPR) and R0 resection
rate and adverse events .Results:A total of 20 patients were enrolled in the study between Aug 10
2019 and Sep 15 2020. One patient refused surgery, one person’s disease progressed. Two patients
have not yet completed neoadjuvant treatment . 16 pts who experienced D2 resection, 10 (62.5%)
achieved major pathologic response (MPR), including 3 (18.8%) with a pathologic complete
response (pCR) in primary tumor. The R0 resection rate was up to 93.8%, The grade 3 or 4
treatment-related adverse events (TRAE) included lymphopenia(25%), anaemia (20%),fatigue
(20%),leucopenia (15%), neutropenia (5%), diarrhea(5%), Alanine aminotransferase increa-
sed(5%),There was no surgical delays or unexpected surgical complications related to drug
toxicity. Conclusions: Neoadjuvant combination of sintilimab and FOLT is a safe and efficacious
treatment option for patients with gastric or GEJ adenocarcinoma, 18.8%pCR rate and 62.5%MPR
rate is encouraging. Our clinical study is still enrolling, and the survival effects are under follow up.
Clinical trial information: NCT04341857. Research Sponsor: None.
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Results of a phase II trial of ramucirumab plus irinotecan as second-line treatment for patients
with advanced gastric cancer (HGCSG 1603).

Yasuyuki Kawamoto, Satoshi Yuki, Kentaro Sawada, Michio Nakamura, Osamu Muto, Susumu Sogabe, Yoshiaki Shindo,
Atsushi Ishiguro, Atsushi Sato, Yasushi Tsuji, Masayoshi Dazai, Hiroyuki Okuda, Takahide Sasaki, Kazuaki Harada,
Shintaro Nakano, Hiroshi Nakatsumi, Mari Sekiguchi, Yuh Sakata, Naoya Sakamoto, Yoshito Komatsu, Hokkaido Gastro-
intestinal Cancer Study Group (HGCSG); Division of Cancer Center, Hokkaido University Hospital, Sapporo, Japan;
Department of Gastroenterology and Hepatology, Hokkaido University Hospital, Sapporo, Japan; Department of Medical
Oncology, Kushiro Rosai Hospital, Kushiro, Japan; Department of Gastroenterology, Sapporo City General Hospital, Sapporo,
Japan; Department of Medical Oncology, Japanese Red Cross Akita Hospital, Akita, Japan; Department of Medical Oncology,
KKR Sapporo Medical Center, Sapporo, Japan; Department of Gastroenterological Surgery, Nakadori General Hospital, Akita,
Japan; Department of Medical Oncology, Teine Keijinkai Hospital, Sapporo, Japan; Department of Medical Oncology, Hirosaki
University Graduate School of Medicine, Hirosaki, Japan; Department of Medical Oncology, Tonan Hospital, Sapporo, Japan;
Department of Gastroenterology, Sapporo Medical Center NTT EC, Sapporo, Japan; Department of Medical Oncology,
Keiyukai Sapporo Hospital, Sapporo, Japan; Department of Internal Medicine, Hokkaido Gastroenterology Hospital, Sapporo,
Japan; Department of Gastroenterology and Hepatology, Hokkaido University Graduate School of Medicine, Sapporo, Japan;
Data Center, Hokkaido Gastrointestinal Cancer Study Group, Sapporo, Japan; CEO, Misawa City Hospital, Misawa, Japan

Background: Ramucirumab (RAM) is a fully human IgG1 monoclonal vascular endothelial growth
factor receptor-2 (VEGFR-2) antibody. The RAINBOW trial showed RAM plus paclitaxel (PTX)
increased overall survival (OS) compared with PTX alone for advanced gastric cancer (AGC) in
second-line treatment. WJOG 4007 trial demonstrated equivalent efficacy between irinotecan
(IRI) and PTX. We conducted this trial to examine the efficacy and safety of RAM plus IRI
combination therapy in the second-line treatment for AGC.Methods: This non-randomized, single
arm, phase 2 trial was carried out at 22 institutes in Japan. AGC patients with refractory or
intolerance to primary chemotherapy were eligible. RAM 8 mg/kg and IRI 150 mg/m2 combination
therapy administered every two weeks were continued until progression or emergence of adverse
events requiring discontinuation. The primary endpoint was progression-free survival (PFS) rate at
six-month, the target was set as 16% with an expected threshold of 39%. A total of 35 cases are
planned for registration. The secondary endpoints were OS, PFS, response rate (RR) and safety.
This trial was registered with Japan Registry of Clinical Trials, number jRCTs011180029. Results:
Between Jan 2018 and Sept 2019, 35 patients were enrolled. Median age was 70 (range, 47-80);
female/male were 10/25; ECOG PS 0/1, 22/13. PFS rate at six months was 26.5% (95%C.I., 13.2-
41.8%, p = 0.1353). Median PFS and OS were 4.2 (95%C.I., 2.5-5.4 months) and 9.6 months (95%
C.I., 6.5-16.6 months), respectively. RR was 26% and disease control rate was 85%. Grade 3 or
higher adverse events that occurred in more than 5% of patients were neutropenia (51%),
leucopenia (43%), anemia (20%), anorexia (14%), febrile neutropenia (11%), diarrhea (9%),
hypertension (9%), proteinuria (9%), hypokalemia (9%), hypoalbuminemia (9%), thrombocyto-
penia (6%), and hyponatremia (6%). No death and new safety signals with a causal relation to
study treatment were observed. Conclusions: Although the primary endpoint was not achieved
statistically, the results are clinically encouraging, especially take into account that more elderly
patients enrolled in this trial. The combination of RAM plus IRI has anti-cancer activity and
manageable safety profile in second-line treatment for patients with AGC. Clinical trial information:
jRCTs011180029. Research Sponsor: Eli Lilly Japan K.K.
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Amulti-institutional phase Ib/II trial of first-line triplet regimen (Pembrolizumab, Trastuzumab,
Chemotherapy) for HER2-positive advanced gastric and gastroesophageal junction cancer
(PANTHERA Trial): Molecular profiling and clinical update.

Sun Young Rha, Choong-kun Lee, Hyo Song Kim, Beodeul Kang, Minkyu Jung, Woo Sun Kwon, Woo Kyun Bae, Dong-Hoe Koo,
Su-Jin Shin, Hei-Cheul Jeung, Dae Young Zang, Hyun Cheol Chung; Yonsei Cancer Center, Yonsei University Health System,
Seoul, South Korea; Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Yonsei University
College of Medicine, Seoul, South Korea; Division of Medical Oncology, Department of Internal Medicine, Yonsei University
College of Medicine, Seoul, South Korea; Song-Dang Institute for Cancer Research, Seoul, South Korea; Chonnam National
University Medical School, Gwangju, South Korea; Divison of Hematology and Medical Oncology, Department of Internal
Medicine, Kangbuk Samsung Hospital, Sungkyunkwan University School of Medicine, Seoul, South Korea; Department of
Pathology, Yonsei University College of Medicine, Seoul, South Korea; Yonsei University College of Medicine, Gangnam
Severance Hospital, Seoul, South Korea; Department of Internal Medicine, Hallym University Sacred Heart Hospital, Anyang-
Si, South Korea

Background: We report the updated clinical data and molecular profiling results of a multi-
institutional phase Ib/II trial of triple combination (pembrolizumab, trastuzumab, and chempo-
therapy) as first line therapy for HER2 positive advanced gastric and gastroesophageal junction
(AGC/GEJ) cancer. (PANTHERA trial; NCT02901301). Methods: Pembrolizumab 200mg IV D1,
Trastuzumab 6mg/kg (after 8mg/kg load) D1, Capecitabine 1000mg/m2 bid D1-14, and Cisplatin
80mg/m2 D1 every 3 weeks was selected as recommended phase II dose. The primary endpoint for
phase II was ORR per RECIST v1.1. Secondary endpoints included PFS, OS, DOR, safety, and
predictive biomarker analysis by targeted NGS. Results: At the time of data lock on Aug 31,
2020, total of 43 patients were treated with median follow up of 18.2 months, and 3 patients
remained on the treatment, and 6 patients finished 2-year treatment without progression. ORR
was 76.7% (CR 16.3%, PR 60.5%, conversion surgery 4.6%) with 26 pts (56.6%) showing more
than 50% of tumor burden reduction. Median PFS was 8.6 months (95% CI 7.2-16.5) and median
OS was 19.3 months (95% CI 16.5-NR). There were no MSI-H/dMMR or EBV-positive pts. No patient
discontinued pembrolizumab because of immune-related adverse events. Clinical features includ-
ing PD-L1 status (55.3% of pts $ CPS 1 and 13.2% of pts $ CPS 10 among available 38 pts),
metastatic organ or baseline tumor burden was not related to the survival. Ninety-eight tumor
tissues from 39 pts (paired tumor tissues from 22 pts) were analyzed with targeted NGS. Although
every pts were HER2 IHC-positive, baseline HER2 amplification by NGS was related to the survival
(HER2 amp (n=8) vs HER2 non-amp (n=23); mPFS, not reached vs 7.7 months, P=0.0178; mOS, not
reached vs 17.9 months, P=0.044) but no other signaling pathways predicted pts’ survival. HER2
mutations including L869R or D769H were related to the acquired resistance. High TMB showed a
tendency toward better survival (mPFS; High (n=7) vs Low (n=24) TMB, 22.0 vs 8.2, P=0.2835) due
to small number of patients. Updated immune markers and serial NGS analyses will be presented.
Conclusions: First-line triplet regimen (Pembrolizumab, Trastuzumab, and Chemotherapy)
showed promising efficacy based on HER2 amplification by NGS regardless of PD-L1 status in
AGC/GEJ cancer. Correlative biomarkers found from NGS study need to be validated through on-
going phase III Keynote-811 study. Clinical trial information: NCT02901301. Research Sponsor:
None.
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Response and Survival of PANTHERA Trial (cut-off date: Aug-31-2020).
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Palliative endoscopic spray cryotherapy to prevent worsening of dysphagia and improve quality
of life in esophageal cancer.

Swathi Eluri, Vivek Kaul, Neil R. Sharma, Stuart R. Gordon, Toufic Kachaamy, George Smallfield, Jason Samarasena, Arvind Trindade,
Field F. Willingham, Eugene Zolotarevsky, Jeremy Barber, Shivangi Kothari, Jeffrey Weber, Kenneth J. Chang, Petros Benias,
Matthew J. McKinley, Nicholas Shaheen; University of North Carolina School of Medicine, Chapel Hill, NC; University of Rochester
Medical Center, Rochester, NY; Parkview Health, Fort Wayne, IN; Dartmouth Hitchcock Medical Center, Lebanon, NH; Cancer Treatment
Centers of America, Boca Raton, FL; Virginia Commonwealth University School of Medicine, Richmond, VA; University of California
Irvine Medical Center, Orange County, CA; Zucker School of Medicine at Hofstra/Northwell, Northwell Health System, Manhasset, NY;
Emory University School of Medicine, Atlanta, GA; Spectrum Health, Grand Rapids, MI; Western Regional Medical Center, Cancer
Treatment Centers of America, Goodyear, AZ; Univ of California Irvine Medcl Ctr, Orange, CA; North Shore-LIJ Health System,
ProHEALTH Care Associates, Syosset, Lake Success, NY

Background: Patients with locally advanced esophageal cancer can have progressive dysphagia
and associated worsening quality of life (QOL). Maintenance of esophageal patency by reducing
intraluminal tumor burden can improve QOL by palliating dysphagia and delay or prevent the need
for feeding tubes and esophageal stents. We aimed to assess the effect of endoscopic palliative
cryoablation with tr�uFreeze Spray Cryotherapy (SCT) on dysphagia burden, QOL, and survival in
patients with esophageal cancer.Methods: This is a multi-center prospective study of esophageal
cancer patients at 10 sites in the United States. Subjects are 18-89 years old with luminal
esophageal cancer, non-surgical candidates, not receiving systemic therapy, without esophageal
stents, or history of prior SCT for esophageal cancer. SCT is an endoluminal ablationmodality using
non-contact medical grade liquid nitrogen (LN2) reaching a temperature of -1960 C delivered by a
catheter. SCT was performed at 6week intervals or as clinically indicated at a dose of 2x30 or 3x30
seconds per every 2-3 cm treatment site. Dysphagia and QOL were assessed with the 5-point
Dysphagia score and EORTCQLQ 30 andOES18 esophagealmodule.Results:Of 49 subjects, mean
age is 74.2 6 11.8, 88% are men, 92% have esophageal adenocarcinoma and 19% have prior
esophageal surgery or esophagectomy. 75% had a history of chemotherapy and/or radiation, and
58% (n=21) had a tumor stage .2. Subjects had a total of 258 treatment sessions over a mean
follow-up of 329.76 219.1 days, and received a median of 4 (IQR:2-7) SCT sessions with an average
dose of 90 (3x30 sec) seconds/treatment site. There were 19 procedure related adverse events
(20.4% of patients and 7.4% of procedures), all of which were mild (n=13) or moderate (n=6) in
severity. Meanbaseline dysphagia scorewas 1.760.9 and89%maintained (72%) or improved (17%)
their baseline dysphagia score after initial SCT, p,0.05, and maintained this degree of symptom
burden with ongoing SCT for a mean 239 6 198 days. 28.6% (n=14) needed an esophageal stent
after a mean 168 6 169 days and 8% (n=4) had a feeding tube placed after a mean 145 6 76 days
after initial treatment. Therewas improvement in global health status (61.9623.3 vs67.76 19.7) and
social functioning (73.9 6 24.7 vs 81.2 6 28.0) with decreased dysphagia (OES18: 21.5 vs. 16.7) and
eating problems (26.1 vs. 20.6), p,0.05 for all. During the follow-up period, 49% of this palliative
group survived and median survival was 386 days. Factors associated with survival with SCT were
earlier cancer stage (69% stage 1 or 2 were survivors vs. 20% non-survivors; p=0.03) and#25% of
luminal obstruction by tumor (62% vs. 36%; p=0.06). Conclusions: Liquid nitrogen SCT is an
effective option to curb dysphagia progression in palliation of esophageal cancer and improves
overall quality of life. Degree of luminal obstruction and tumor stage predicted survival. Clinical trial
information: NCT03243734. Research Sponsor: STERISU.S. National Institutes of Health.
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Neoadjuvant PD-1 blockade in combination with chemotherapy for patients with resectable
esophageal squamous cell carcinoma.

Chao Cheng, Weixiong Yang, Wenfang Chen, Sai-Ching Jim Yeung, Xiangbin Xing, Xiaoyan Wang, Yong Bao, Shiting Feng,
Fang Peng, Zhenguo Liu, Bo Zeng; The First Affiliated Hospital of Sun Yat-sen University, Guangzhou, China; The University of
Texas MD Anderson Cancer Center, Houston, TX

Background: Programmed death-1 (PD-1) blockade may induce tumor regression in patients with
advanced esophageal squamous cell carcinoma (ESCC), but little is known about the efficacy of PD-
1 blockade in neoadjuvant therapy of resectable ESCC. Methods: Under an approved clinical trial
protocol, a pilot study was conducted by enrolling patients with untreated, resectable (stage II or
IIIA) ESCC. After written informed consent, each patient received two 21-day cycles of neoadjuvant
treatment with camrelizumab (200mg), albumin-paclitaxel (260mg/m2) and carboplatin (area
under the curve = 5) followed by surgical resection about 6 weeks after the first dose. The primary
end points were safety and feasibility. We also reported the objective response rate (ORR), disease
control rate (DCR) and tumor pathological response.Results: Between January 19, 2020, and July
21, 2020, we assessed 35 patients for screening, of whom 20 patients were enrolled. Neoadjuvant
combination of camrelizumab, carboplatin and albumin-paclitaxel had an acceptable side-effect
profile, and was not associated with delays in surgery. The ORR was 85%, and the DCR was 100%.
Eighteen (90%) patients were taken into the surgery, and all of them successfully underwent R0
resection. Five (5/18 = 27.8%) patients had a pathological complete response (pCR), and eight
(44.4%) patients had major pathological responses (MPR).The most common treatment-related
grade 1–2 adverse events were leukopenia (12, 60%), neutropenia (11, 55%) and nausea (8, 40%).
Two (10%) patients suffered grade 3 neutropenia. There was no grade 4 adverse events and
treatment-related deaths. Conclusions: Neoadjuvant camrelizumab plus carboplatin and albumin-
paclitaxel had manageable treatment-related toxic effects, did not delay surgery. This regimen
induced pCR or MPR in 72.2% of resected tumor, demonstrating its antitumor efficacy in resect-
able ESCC. Clinical trial information: ChiCTR2000028900. Research Sponsor: None.
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Clinical implication of using up both fluoropyrimidine (FU) and paclitaxel (PTX) in patients with
severe peritoneal metastases (SPM) of gastric cancer (GC).

Hiroyuki Arai, Eisuke Inoue, Kensei Yamaguchi, Narikazu Boku, Hiroki Hara, Tomohiro Nisina, Masahiro Tsuda, Kohei Shitara,
Katsunori Shinozaki, Shinichiro Nakamura, Ichinosuke Hyodo, Kei Muro, Mitsuru Sasako, Masanori Terashima,
Takako Eguchi Nakajima; Department of Clinical Oncology, St. Marianna University School of Medicine, Kawasaki, Japan;
Showa University Research Administration Center, Showa University, Tokyo, Japan; The Cancer Institute Hospital of the
Japanese Foundation for Cancer Research, Tokyo, Japan; National Cancer Center Hospital, Tokyo, Japan; Department of
Gastroenterology, Saitama Cancer Center, Saitama, Japan; Shikoku Cancer Center, Matsuyama, Japan; Department of
Gastroenterological Oncology, Hyogo Cancer Center, Akashi, Japan; National Cancer Center Hospital East, East Kashiwa City,
Chiba, Japan; Division of Clinical Oncology, Hiroshima Prefectural Hospital, Hiroshima, Japan; Data Center Division, West
Japan Oncology Group, Osaka, Japan; Division of Gastroenterology, Faculty of Medicine, University of Tsukuba, Tsukuba,
Japan; Department of Clinical Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; Yodogawa Christian Hospital,
Higashiyodogawa-Ku, Japan; Shizuoka Cancer Center, Shizuoka, Japan; Kyoto University Hospital, Kyoto, Japan

Background: JCOG1108/WJOG7312G trial showed favorable but not significantly better outcomes
of 5-FU/l-leucovorin (l-LV) /PTX combination (FLTAX) compared to 5-FU/l-LV (FL) in untreated
patients with SPM of GC. However, a half of patients treated with FL could not sequentially use PTX
which is a key drug for peritoneal metastasis. We conducted a post hoc analysis to investigate the
clinical implication of using up both FU and PTX in either combination or sequential strategy for GC
patients with SPM. Methods: Among 101 patients enrolled in the trial (FL:N = 51; FLTAX:N = 50),
overall survival (OS) was compared between three subgroups: patients treated with FL followed by
PTX (FL/PTX:N = 25), those treatedwith FL followed by best supportive care (BSC) (FL/BSC:N = 21),
and those treated with FLTAX (per protocol population, N = 48). To identify the factors affecting
the likelihood of using sequential PTX (LUSP), we compared baseline characteristics between the
FL/PTX and FL/BSC subgroups. Each baseline covariate was tested for the impact on LUSP by
logistic regression model. The difference of treatment efficacy between FL and FLTAX was
assessed in subgroups stratified by the factors identified to affect LUSP. Results: Patients in
the FL/PTX subgroup showed significantly better OS than those in the FL/BSC subgroup (median
OS, 7.8 vs 2.0months; hazard ratio [HR] 0.24, 95%confidence interval [CI] 0.12-0.48, p,0.01) and
equivalent OS compared to those in the FLTAX subgroup (median OS, 7.8 vs 8.0 months; HR 0.83,
95% CI 0.50-1.39, p = 0.49). Compared with patients in the FL/BSC subgroup, those in the FL/PTX
subgroup had a trend for lower frequency of Glasgow prognostic score (GPS) 2 (40.0%vs 66.7%, p
= 0.17) and unresectable type (76.0% vs 95.2%, p = 0.07). GPS 2 and unresectable type were
identified as factors with aworse impact on LUSP compared to GPS0 and recurrent type, with odds
ratio (OR) of 0.29 (95% CI 0.05-1.78, p = 0.18) and that of 0.16 (95% CI 0.02-1.44, p = 0.10),
respectively. Among all patients enrolled in the trial, 43 patients had both GPS2 and unresectable
type (score 2), 45 had either (score 1), 11 had neither (score 0), and two lacked the data of GPS.
Median OS in the patients with score 2, 1, and 0 was 4.7, 7.8, and 18.8 months, respectively (score 2
vs 0, HR 4.37, 95%CI 1.84-10.42; score 1 vs 0, HR = 2.80, 95%CI 1.19-6.64). Compared to FL, FLTAX
showed better OS in patients with score 2 (HR = 0.60, 95% CI 0.32-1.13) and in those with score 1
(HR = 0.77, 95% CI 0.42-1.42), but worse OS in those with score 0 (HR = 4.74, 95% CI 0.49-45.85).
Conclusions: Combination or sequential use of active two drugs, 5-FU and PTX, might contribute
to better OS of GC patients with SPM. However, because selection of patients suitable to sequential
use is difficult, the combination strategy FLTAX is a favorable treatment option. Research Sponsor:
The study was supported in part by the National Cancer Research and Development Fund (26-A-4,
29-A-3), a Grant-in-Aid for Clinical Cancer Research (H26-144) from the Ministry of Health, Labour
and Welfare of Japan, and by the Japan Agency for Medical Rese.
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Camrelizumab in combination with preoperative chemotherapy for locally advanced esophageal
squamous cell carcinoma: A single-arm, open-label, phase II study.

Feng Wang, Yu Qi, Xiangrui Meng, Qingxia Fan; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China

Background:At present, esophageal cell carcinoma (ESCC) has a dismal prognosis with huge
unmet clinical needs. With the potential benefit of combining PD-1 inhibitor with neoadjuvant
chemotherapy (nCT), we conducted a phase II trial to assess the efficacy and safety of Camre-
lizumab (anti-PD-1 antibody) plus nCT for locally advanced ESCC. Methods:26 patients (pts) with
histologically confirmed stage Ⅱ/Ⅲ/Ⅳa (cT2-4aN0-3M0) ESCC were enrolled from February 2020
to September 2020.The study was divided into two stages, stage1: we administered 1 cycle of
Camrelizumab for induction therapy (200 mg q2 weeks); stage2: pts received 2 cycles of
Camrelizumab (200 mg every 3 weeks) plus docetaxel and nedaplatin, followed by surgery within
4~6 weeks after neoadjuvant therapy completion. Primary endpoint was major pathologic re-
sponse (MPR). Secondary endpoints included pathologic complete response (pCR), R0 resection
rate, disease-free survival (DFS) and overall survival (OS). In total 40 pts will be enrolled. Results:
At the cutoff date of Sep 22, 2020, 26 eligible pts were enrolled (65% males, median age 63),
neoadjuvant treatmentwas completed in 17 pts and is ongoing in 7 pts. Thus far 12 out of 17 pts were
resected, 5 pts are planned to undergo surgery, 1 pt had interval metastases preoperatively, 1 pt
declined surgery. All patients underwent an R0 resection. Postoperative pathology showed that T
stage decreased in 10 ptswith 83% reduction rate. 5 pts (42%) reachedmajor pathologic response,
3 pts (25%) reached pathologic complete response, the others maintained stable disease (33%).
No grade 3 immunotherapy related AEs were observed, no surgery related mortality. The most
common AEs (all grade, grade$3) were anemia (31%, 3%), leukopenia (7%, 0%), neutrophil
(3%,0%), hypoalbuminemia (21%, 0%), hematochezia (14%, 0%), fatigue (10%, 0%) and thyroid
dysfunction (24%, 0% ). Date for median PFS and OS were not matured. Conclusions:Camre-
lizumab in combination with preoperative chemotherapy followed by surgery for locally advanced
ESCC showed promising downstaging effect and MPR with good tolerance, and its efficacy and
safety could be further studied in later trials. Clinical trial information: NCT03917966. Research
Sponsor: Jiangsu HengRui Medicine Co., Ltd.
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The preliminary efficacy and safety of KN046 plus concurrent chemoradiation therapy in
recurrent and metastatic esophageal squamous cell carcinoma.

Bing Song Qin, Qi Zhao, Dong Yan Liu, Jiao Xue, Xing Jia Zhu; Department of Tumor Radiotherapy, The First Affiliated Hospital
of Soochow University, Soochow, China; The First Affiliated Hospital of Soochow University, Soochow, China

Background: Definitive or palliative chemoradiation therapy has been employed in the manage-
ment of esophageal squamous cell carcinoma (ESCC). Immune checkpoint inhibitor has improved
outcomes in metastatic stage IV pts. Here we report the addition of KN046, a PD-L1/CTLA-4
bispecific antibody, to concurrent chemoradiation (CRT) therapy to determine the safety and
efficacy of this approach (ChiCTR2000031544).Methods: Pts with recurrent or metastatic ESCC,
not been treated by CRT or other systemic treatment within 6months, were recruited and received
palliative CRT consisting of cisplatin (75 mg/m2 IV Q3W for 4~6 cycles), paclitaxel (135~175 mg/m2

IV Q3W for 4-6 cycles) and radiation (SBRT or conventional and dose are determined at the
investigator’s discretion according to institutional standard). KN046 at ascending doses of 1, 3 and
5 mg/kg Q3W was added within 7-14 days after the completion of radiation therapy (RT) and
concurrently with chemotherapy, followed by KN046 Q2W maintenance. Dose limiting toxicities
(DLTs) were assessed for the first treatment cycle of KN046. Anti-tumor activity was assessed
according to RECIST 1.1 every 6 weeks within the first year, and every 12 weeks thereafter.Results:
As of June 30, 2020, 18 subjects were enrolled and received KN046 treatment (1mg/kg, n = 3; 3mg/
kg, n = 11; 5mg/kg, n = 4). The median KN046 exposure was 11.5 weeks. No DLT was reported. 3
(16.7%) subjects experienced Grade 3, KN046 related adverse events (1 Grade 3 pneumonitis and 2
Grade 3 colitis recovered after steroid and antibiotic Tx). For 18 evaluable subjects, the disease
control rate and objective response rate were 94.4% and 44.4%, respectively. DOR and PFS were
not matured yet as of cutoff date. At 3 mg/kg, objective response was observed in 5 out of 9
subjects (55.6%) with measurable disease and disease control rate was 100%; 7/9 (77.8%)
subjects experienced further tumor reduction after initiation of KN046 treatment. It is worth
to note that, 2 subjects at 3mg/kg achieved complete response after receiving KN046 treatment.
Conclusions: The addition of KN046 to CRT was well tolerated and showed promising efficacy
signal in recurrent or metastatic ESCC. This pilot study enables further investigation of a new
treatment modality of KN046 with CRT in this detrimental disease with poor prognosis. Clinical
trial information: 2000031544. Research Sponsor: Alphamab.
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Gastric and gastroesophageal adenocarcinoma survival outcomes relative to completion of
perioperative fluorouracil, leucovorin, oxaliplatin, and docetaxel (FLOT): A single-center
retrospective analysis.

Michael J Allen, Osvaldo Espin-Garcia, Elan David Panov, Lucy Xiaolu Ma, Chihiro Suzuki, Yvonne Bach, Gail Elizabeth Darling,
Jonathan Yeung, Sangeetha Kalimuthu, Rebecca Wong, Patrick Veit-Haibach, Raymond Woo-Jun Jang, Elena Elimova;
Princess Margaret Cancer Center, University Health Network, Toronto, ON, Canada; Princess Margaret Cancer Centre,
University Health Network, Toronto, ON, Canada; Toronto General Hospital, University Health Network, Toronto, ON, Canada;
Joint Division of Medical Imaging (JDMI), University Health Network, Toronto, ON, Canada; Princess Margaret Cancer Centre,
Toronto, ON, Canada

Background: Perioperative FLOT is standard-of-care for locally advanced resectable gastric and
gastroesophageal (GEJ) adenocarcinoma. Completion of perioperative chemotherapy (8 cycles) is
potentially jeopardised by significant toxicity and intolerance. Only 46% of patients completed all
cycles in the initial phase 2/3 trial (FLOT-AIO). We sought to determine the rate of treatment
completion in a real-world population and any subsequent impact on survival of incomplete
treatment.Methods:A retrospective analysis of gastric and GEJ adenocarcinoma patients treated
with perioperative FLOT at Princess Margaret Cancer Centre, Toronto between September 2017
and July 2020 was performed. The rate of perioperative FLOT administration, disease-free
survival (DFS) and overall survival (OS) was analysed, with outcomes compared between patients
that completed perioperative FLOT and those that didn’t. Results: 32 patients were identified as
receiving neoadjuvant FLOT. Mean age was 61.5y, 26 (81%) were male and 29 (91%) were non-
Asian. All patients were ECOG 0-1. The median number of neoadjuvant cycles was 4. 29 (91%) had
surgery (2 = disease progression; 1 = declined surgery). 10 (34%) patients hadminimal/nil response
upon resection (College of American Pathologists Tumour Regression Grading (TRG) Score 3), 5 of
whom received adjuvant FLOT whilst 5 did not (p0.28). 10 (34%) patients did not receive adjuvant
FLOT, 18 (62%) did and 1 received 8 cycles of neoadjuvant chemotherapy. Nil demographic
differences were observed between ‘yes’ and ‘no’ adjuvant FLOT groups. The reasons for not
having adjuvant chemotherapy were: metastatic disease diagnosed post-operatively (n = 2), TRG
Score 3 (n = 4), patient declined further chemotherapy (n = 1), reduced performance status and/or
toxicity (n = 2), and the patient requiring treatment for a second malignancy (n = 2). 10 (34%)
patients completed perioperative chemotherapy. Median DFS was 12.5m (95% CI 7.9-12.5) for ‘no’
FLOT’ and was not-reached for ‘yes’ FLOT (p = 0.29). 18m DFS was 50% (95% CI 27-93) v 81%
(95% CI 64-100) respectively. The median OS for ‘no’ adjuvant FLOT was 16.7m (95% CI 11.5-16.7)
with 5 deaths. Zero deaths due to malignancy had occurred at 23.3m in those who received
adjuvant FLOT (p0.00164). 1 death in the ‘yes’ group occurred due to interstitial lung disease.
Conclusions: In our small population size 34%of patients completed perioperative FLOT.Whilst nil
statistically significant difference was observed in mDFS, an improved mOS was observed in those
that received adjuvant FLOT suggesting an importance in receiving themaximumnumber of cycles
of chemotherapy. Given the challenges of administering adjuvant FLOT future trials into the
feasibility and efficacy of 8 cycles of neoadjuvant FLOT should be considered. Research Sponsor:
None.
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Durvalumab (D) and PET-directed chemoradiation (CRT) after induction FOLFOX for esophageal
adenocarcinoma.

Geoffrey Yuyat Ku, Abraham Jing-Ching Wu, Smita Sihag, Bernard J. Park, David Randolph Jones, Ping Gu, Steven Brad Maron,
Ryan Sugarman, Sree Bhavani Chalasani, Marina Shcherba, Lara Feder, Kendall Cowie, Jaclyn Norris, Valerie Johnson,
Laura H. Tang, David H. Ilson, Yelena Y. Janjigian, Daniela Molena; Memorial Sloan Kettering Cancer Center, New York, NY;
Memorial Sloan Kettering Cancer Center, Livingston, NJ

Background: Based on the positive results of the CALGB 80803 study (J Clin Oncol 2017;35:1
[abstr]), we have added D to induction FOLFOX and pre-op CRT. Methods: Patients (Pts) had
TanyN+ or T3-4NanyM0 esophageal and Siewert Type I-III GEJ adenocarcinoma staged by EUS, PET/
CT and CT. Pts receivedmFOLFOX632 prior to repeat PET/CT. PET responders (PETr) received 5-
FU or capecitabine and oxaliplatin with RT to 50.4Gy, while induction PET non-responders (PETnr)
received carboplatin/paclitaxel with RT. All Pts received D 1,500mg q4W32 starting 2 wks prior to
and during CRT. Esophagectomy was planned 6-8 weeks after CRT. Pts who had R0 resections
received adjuvant D 1,500mg q4W36. Results: 36 Pts have been enrolled: 25 GEJ, 11 esophageal;
23 N+ and 32 T3/4. 26 of 36 Pts (72%) are PETr. 2 Pts developed metastatic disease after CRT and
9 Pts remain on preop treatment. 25 Pts have had surgery (Table). Pathologic complete response
(pCR) was seen in 6 (24%); 5 Pts (20%) had ypT1N0 tumors with 99% response and 2 Pts (8%) had
ypT0N1 with 99% response. 20 Pts (80%) had .90% response. 3 Pts had MSI tumors (2 PETr; 1
pCR, 1 T1aN0 99% response, 1 ypT2N0 90% response). Notable grade (gd) 3/4 adverse events
(AEs) observedwere neutropenia in 8 Pts (22%), diarrhea and vomiting in 2 Pts each (6%). Notable
gd 1/2 AEs in$20%: anemia (31 Pts), thrombocytopenia (29 Pts), nausea (21 Pts), fatigue (25 Pts),
increased AST (20 Pts), constipation and diarrhea (9 Pts), diarrhea (8 Pts). Immune-related AEs
noted were gd 2 dermatitis (2 Pts), gd 3 hepatitis and gd 1 hypothyroidism in 1 Pt each. Median
length of post-op stay was 8 days, with 12% anastomotic complication rate, including 1 Pt who died
of hematemesis 16 days after discharge from 55-day hospitalization. Conclusions: The addition of
D to induction FOLFOX and PET-directed CRT is safe and feasible. pCR and near-pCR in 1/2 of
operated Pts is encouraging and compares favorably to the pCR rate of 31% in CALGB 80803 Pts
who received induction FOLFOX. The final pCR rate and correlatives for the fully accrued study will
be presented. Clinical trial information: NCT02962063. Research Sponsor: AstraZeneca, Other
Foundation.

Operated patients (n=25)

Pathologic response

100% 99% >90% <90%

PET responder (n=19)
MSS tumor
MSI tumor

5
1

5
1

4
-

3
-

PET non-responder (n=6)
MSS tumor
MSI tumor

-
-

2
-

1
1

2
-

TOTAL 6 (24%) 8 (32%) 6 (24%) 5 (20%)
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Phase Ib trial of varlitinib plus weekly paclitaxel in EGFR/HER2 co-expressing advanced gastric
cancer (AGC).

Yunbeom Sang, Minkyu Jung, Hyo Song Kim, Beodeul Kang, Choong-kun Lee, Hyun Cheol Chung, Sun Young Rha; Division of
Medical Oncology, Department of Internal Medicine, Yonsei University College of Medicine, Seoul, South Korea; Yonsei
Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Yonsei University College of Medicine, Seoul,
South Korea; Yonsei Cancer Center, Yonsei University Health System, Seoul, South Korea

Background: EGFR and HER2 are over-expressed in gastric cancer, and activation of EGFR
signaling in HER2-overexpressing gastric cancer can confer resistance to HER2-directed treat-
ment like trastuzumab. Varlitinib (also known as ASLAN001) is a small-molecule, adenosine
triphosphate competitive inhibitor of the tyrosine kinases - EGFR, HER2, and HER4. We present
phase 1b results of the phase1b/2 study to evaluate the safety and efficacy of varlitinib in
combination with weekly paclitaxel in EGFR/HER2 co-expressing AGC patients as a second-line
treatment. (KCT0003583). Methods: An open-label phase Ib trial was conducted using a 3+3
design. AGC patients who had failed first-line fluoropyrimidine-containing chemotherapy, with
evidence of both EGFR and HER2 overexpression by IHC ($1+), were enrolled. The primary
objective was to assess the dose limiting toxicity (DLT) and recommended phase 2 dose
(RP2D) of varlitinib [Dose 1: 300 mg BID, Dose -1: 300mg intermittent dose] and weekly paclitaxel
(80mg/m2 D1,8,15) every 4 weeks along with evaluation of anti-tumor activity.Results: From July
2019 to May 2020, 9 patients were enrolled at Dose 1 level of varlitinib 300mg bid and 6 patients
were evaluable for safety per protocol. Two patients did not finish DLT period: one patient
withdrew after 1 week and one patient received palliative surgery for panperitonitis caused by
gastric cancer metastasis. One patient had major violation in IP administration as the patient took
varlitinib intermittently. Among the 6 evaluable patients, there was 1 DLT of G4 AST/ALT elevation
and G3 hyperbilirubinemia, which resolved after 3 weeks. The most common treatment related
adverse events (TRAEs) were neutropenia (n=5), all of which were grade$ 3, but no lasting more
than 7 days. Grade 2 TRAEs included rash (n=2), mucositis (n=2) and peripheral sensory neurop-
athy (n=2). After amedian follow-up of 3.0 (range, 1.9~ 6.2)months, the best responses were stable
disease in 4 patients. Currently, 4 patients are ongoing.Conclusions: The combination of varlitinib
300mg bid and weekly paclitaxel 80mg showed manageable safety profiles and determined as
RP2D. Currently, multi-site phase 2 part is now underway. Clinical trial information: KCT0003583.
Research Sponsor: None.
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KEYlargo: A phase II study of first-line pembrolizumab (P), capecitabine (C), and oxaliplatin (O)
in HER2-negative gastroesophageal (GE) adenocarcinoma.

Hope Elizabeth Uronis, Christel Rushing, Gerard C. Blobe, Shiaowen David Hsu, Niharika B. Mettu, James Leroy Wells,
Donna Niedzwiecki, Leighanne Hartman, Ashley Moyer, Herbert I. Hurwitz, John H. Strickler; Duke University Medical Center,
Durham, NC; Duke University Medical Center, Department of Biostatistics, Durham, NC; Lexington Oncology Associates, West
Columbia, SC; Department of Biostatistics and Bioinformatics, Duke University Medical Center, Durham, NC; Duke University,
Durham, NC; Duke University School of Medicine, Durham, NC

Background: Gastric and esophageal adenocarcinomas are a leading cause of cancer death
worldwide. Many of these patients (pts) present with locally advanced unresectable or metastatic
disease and are treated with combination cytotoxic chemotherapy. Single agent P is FDA approved
for patients with recurrent locally advanced or metastatic gastric or gastroesophageal junction
adenocarcinoma (GEJ) whose tumors have a combined positive score (CPS) $ 1 after disease
progression on or after two lines of therapy including fluoropyrimidine and platinum and her2/neu-
targeted therapy (if indicated). More effective therapy is needed earlier in the disease trajectory.
We conducted a single-arm phase II trial to establish the safety and efficacy of first-line C and O + P.
Methods: Pts with previously untreated metastatic GE adenocarcinoma regardless of PDL-1 status
received intravenous (IV) P 200mg with IV O 130mg/m2 every three weeks and oral C 850mg/m2

twice daily for 14 days on/7 days off. After the 6 patient safety cohort, pts first completed a
biomarker cycle that included fresh tumor biopsy before P and one week after P before chemo-
therapy started. Archived FFPE tumor samples were also obtained from all pts with available
tissue. The primary endpoint was progression free survival (PFS); secondary endpoints included
response rate (RR) and overall survival (OS). Results: 36 pts were enrolled and 34 pts were
evaluable for efficacy (1 pt withdrew for personal reasons before end of cycle 1 and 1 pt had immune-
related toxicity during cycle 1 andwas taken off study before any efficacy assessment). 9 pts (26%)
had an esophageal primary, 18 pts (53%) had a GEJ primary and 7 pts (21%) had a gastric primary.
Median PFS was 7.6 months [95% CI: 5.8 to 12.2], RR was 72.7% [95% CI: 57% to 88%], and
median OS was 15.8 months [95% CI: 11.6 to NE]. 27 patients (81.8%) had decrease in disease
burden (ranging from -19% to -100%). After . 18 months of follow-up, 5 patients remained in
durable complete response (CR). Immune-mediated treatment related adverse events (TRAEs)
included thyroid disorders (n=5; 14%), colitis (n=4; 11%), adrenal insufficiency (n=2; 5%), and type 1
diabetes (n=1). Sixteen patients (44%) experienced grade 3 or 4 TRAEs. There were no grade 5
TRAEs. Conclusions: The combination of C and O + P had acceptable safety and significant clinical
activity. These promising results indicate that C and O + Pmerits further study as a first line option
for patients with unresectable locally advanced or metastatic GE adenocarcinoma. Updated
survival and correlative data will be presented. Clinical trial information: NCT03342937. Research
Sponsor: Merck.
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Trifluridine/tipiracil outcomes in third- or later lines versus placebo in metastatic gastric
cancer treatment: An exploratory subgroup analyses from the TAGS study.

Josep Tabernero, Kohei Shitara, Aziz Zaanan, Toshihiko Doi, Sylvie Lorenzen, Eric Van Cutsem, Lorenzo Fornaro,
Daniel V.T. Catenacci, Ronan Fougeray, Shanti Ricardo Moreno Vera, Pablo Azcue, Hendrik-Tobias Arkenau,
MARIA ALSINA, David H. Ilson; Vall d’Hebron University Hospital and Institute of Oncology (VIHO), Barcelona, Spain;
National Cancer Center Hospital East, Kashiwa, Japan; Department of Medical Oncology, Saint Antoine Hospital, UPMC
University Paris 06, Paris, France; National Cancer Center Hospital East, Chiba, Japan; Third Department of Internal Medicine
(Hematology/Medical Oncology), Klinikum Rechts der Isar, Technische Universitaet Muenchen, Muenchen, Germany;
University Hospital Gasthuisberg and University of Leuven, Leuven, Belgium; Azienda Ospedaliero-Universitaria Pisana,
Pisa, Italy; Gastrointestinal Oncology Program, University of Chicago Medical Center, Chicago, IL; Centre of EXcellence
Methodology and Valorization of Data (CentEX MVD), Institut de Recherches Internationales Servier, Suresnes, France;
Global Medical Affairs Oncology, Suresnes, France; Global Medical and Patient Affairs, Les Laboratoires Servier SAS,
Suresnes, France; Sarah Cannon Research Institute UK Limited, London, United Kingdom; Vall d’Hebron University Hospital
and Institute of Oncology (VCIO), Barcelona, Spain; Memorial Sloan Kettering Cancer Center, New York, NY

Background: Metastatic gastroesophageal cancer (GC/GEJC) is an aggressive disease with poor
prognosis and a median overall survival (mOS) of around 1 year. While new treatments have
emerged, the need for better understanding of the biology and patient profiling is essential given
the heterogeneity of the disease. Previously, the TAGS study showed an improved OS with
trifluridine/tipiracil (FTD/TPI) vs placebo in heavily pretreated metastatic GC/GEJC patients
with a 31% risk reduction in death. This exploratory subgroup analysis of TAGS aims to assess
the efficacy, safety, and quality of life (QoL) results observed in patients who received FTD/TPI or
placebo in third line (3L) and those who received FTD/TPI beyond the third line (4L+). This analysis
will help provide physicians a clearer view of what is expected in the third-line setting in terms of
outcomes and to confirm the efficacy of FTD/TPI in later lines.Methods: Patients were divided into
two groups: (i) patients who had received FTD/TPI or placebo after two lines of previous systemic
therapy (3L) (n = 126 vs 64); and (ii) patients who had received FTD/TPI or placebo (n = 211 vs 106)
after three or more lines of previous systemic therapy (4L+). Patient demographics/baseline
characteristics, efficacy (OS, progression-free survival [PFS], and time to ECOG deterioration to 2
ormore), safety, andQoLwere assessed accordingly in these two groups.Results:Patient baseline
characteristics in both groups werewell balanced between FTD/TPI and placebo. ThemOS for FTD/
TPI vs placebo in 3L was 6.8 vs 3.2 months (HR, 0.67; 95% CI, 0.47-0.97; P= 0.0318); whereas, in
4L+, it was 5.2 vs 3.7 months (HR, 0.72; 95% CI, 0.55-0.95; P= 0.0192). The mPFS for FTD/TPI vs
placebo in 3L was 3.1 vs 1.9 months (HR, 0.54; 95% CI, 0.38-0.77; P= 0.0004); whereas, in 4L+, it
was 1.9 vs 1.8months (HR, 0.57; 95%CI, 0.44-0.74; P, 0.0001). Time to deterioration of ECOG to 2
or more for FTD/TPI vs placebo in 3L was 4.8 vs 2.0 months (HR, 0.60; 95% CI, 0.42-0.86; P=
0.0049); whereas, in 4L+, it was 4.0 vs 2.5 months (HR, 0.75; 95% CI, 0.57-0.98; P= 0.0329). No
relevant clinical differences were found in the impact on QoL in the overall study population. The
safety profile of FTD/TPI remained consistent through all subgroup analyses. Conclusions: This
analysis confirms the efficacy and safety of using FTD/TPI vs placebo in GC/GEJC patients in third
and later lines with a survival benefit that seems to be slightly superior in 3L. Results of QoL in both
3L and 4L+ were consistent with previously published subgroup analyses and with the overall
TAGS study population. When FTD/TPI is taken in 3L as recommended in the international
guidelines, physicians can expect to provide their patients with a mOS of 6.8 and mPFS of
3.1 months. Clinical trial information: NCT02500043. Research Sponsor: Taiho Oncology and
Taiho Pharmaceutical.
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LEAP-005: A phase II multicohort study of lenvatinib plus pembrolizumab in patients with
previously treated selected solid tumors—Results from the gastric cancer cohort.

Hyun Cheol Chung, Zarnie Lwin, Carlos Gomez-Roca, Federico Longo, Eduardo Yanez, Eduardo Castanon Alvarez,
Donna Graham, Mark Doherty, Philippe Cassier, Juanita Suzanne Lopez, Bristi Basu, Andrew Eugene Hendifar,
Corinne Maurice-Dror, Sanjeev Singh Gill, Razi Ghori, Peter Kubiak, Fan Jin, Kevin Glen Norwood, Esma Saada-Bouzid;
Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Royal Brisbane and Women’s Hospital,
University of Queensland, Brisbane, Australia; Institut Claudius Regaud/IUCT-Oncopole, Toulouse, France; Hospital
Universitario Ramón y Cajal, IRYCIS, CIBERONC, Madrid, Spain; Oncology-Hematology Unit, Department of Internal Medicine,
School of Medicine, Universidad de la Frontera, Temuco, Chile; Cĺınica Universitaria de Navarra, Pamplona, Spain; The
Christie NHS Foundation Trust, Manchester, United Kingdom; Sunnybrook Health Sciences Center, University of Toronto,
Toronto, ON, Canada; Centre Léon Bérard, Lyon, France; The Royal Marsden Foundation Trust and the Institute of Cancer
Research, London, United Kingdom; Department of Oncology, University of Cambridge, Cambridge, United Kingdom; Samuel
Oschin Cancer Center, Cedars-Sinai Medical Center, Los Angeles, CA; The Bruce Rappaport Faculty of Medicine, Technion,
Haifa, Israel; The Alfred Hospital, Melbourne, VIC, Australia; Merck & Co., Inc., Kenilworth, NJ; Eisai Inc., Woodcliff Lake, NJ;
Centre de Lutte Contre le Cancer Antoine Lacassagne, Nice, France

Background: Lenvatinib, an anti-angiogenic multiple receptor tyrosine kinase inhibitor, in com-
bination with the anti‒PD-1 antibody pembrolizumab, has demonstrated promising antitumor
activity with manageable safety in the first- or second-line in a phase 2 trial of patients with
advanced gastric cancer. LEAP-005 (NCT03797326) is a phase 2, multicohort, nonrandomized,
open-label study evaluating efficacy and safety of lenvatinib plus pembrolizumab in patients with
previously treated advanced solid tumors; here, we present findings from the gastric cancer cohort
of LEAP-005. Methods: Eligible patients were aged $18 years with histologically or cytologically
confirmedmetastatic and/or unresectable gastric cancer, received at least 2 prior lines of therapy,
had measurable disease per RECIST v1.1, ECOG PS of 0‒1, and provided a tissue sample evaluable
for PD-L1 expression. Patients received lenvatinib 20 mg once daily plus pembrolizumab 200 mg
Q3W for up to 35 cycles of pembrolizumab (approximately 2 years) or until confirmed disease
progression, unacceptable toxicity, or withdrawal of consent. Treatment with lenvatinib could
continue beyond 2 years in patients experiencing clinical benefit. Primary endpoints were ORR (per
RECIST v1.1 by blinded independent central review) and safety. Secondary endpoints included
disease control rate (DCR; comprising CR, PR, and SD), duration of response (DOR), PFS, and OS.
Tumor imaging was performed Q9W from treatment initiation for 54 weeks, then Q12W to week
102, and Q24W thereafter. Results: 31 patients were enrolled in the gastric cancer cohort; 87%
were male, 58% were aged , 65 years, and 71% had PD-L1 combined positive score (CPS) $1.
Median time from first dose to data cutoff (April 10, 2020) was 7.0 months (range, 1.9‒11.9); 19
patients (61%) had discontinued treatment. ORR was 10% (95% CI, 2‒26); 1 patient had CR (3%),
and 2 had a PR (6%). 12 patients (39%) had SD. Median DOR was not reached (range, 2.1+ to 2.3+
months). DCRwas 48% (95%CI, 30‒67). Median PFSwas 2.5months (95%CI, 1.8‒4.2). Median OS
was 5.9 months (95% CI, 2.6‒8.7). 28 patients (90%) had treatment-related AEs, including 13
patients (42%) with grade 3‒5 AEs. 1 patient had a treatment-related AE that led to death
(hemorrhage). 8 patients (26%) had immune-mediated AEs: hypothyroidism (n = 5), hyperthy-
roidism (n = 2), and pneumonitis (n = 1). There were no infusion-related reactions. Conclusions: In
patients with advanced gastric cancer who received 2 prior lines of therapy, lenvatinib plus
pembrolizumab demonstrated promising antitumor activity and a manageable safety profile.
Based on these data, enrollment in the gastric cancer cohort has been expanded to 100 patients.
Clinical trial information: NCT03797326. Research Sponsor: Merck Sharp & Dohme Corp., a
subsidiary of Merck & Co., Inc., Kenilworth, NJ, USA.
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Association of total neoadjuvant therapy with favorable clinical outcomes in patients with
locally advanced esophageal and gastroesophageal junction adenocarcinomas (LA-GEJ CA).

Lauren Jurkowski, Aditya Varnam Shreenivas, Sakti Chakrabarti, Mandana Kamgar, James P. Thomas, Lindsay Puckett,
Monica Shukla, Elizabeth Gore, John Evans, Candice Aitken Johnstone, Mario Gasparri, Paul Linsky, David Johnstone,
Kulwinder Dua, Abdul H. Khan, Srivats Madhavan, Aniko Szabo, Ben George; Medical College of Wisconsin, Milwaukee, WI;
Mayo Clinic, Rochester, MN; Northwell Health System, Lake Success, NY; Froedtert and the Medical College of Wisconsin,
Milwaukee, WI; Froedtert & The Medical College of Wisconsin, Milwaukee, WI

Background: Both peri-operative chemotherapy and neoadjuvant chemoradiation have been
shown to improve outcomes in patients (pts) with LA-GEJ CA compared to surgery alone. Rates
of post-operative chemotherapy delivery remain suboptimal. Total neo-adjuvant therapy (TNT) in
LA-GEJ CA - induction chemotherapy (IC) followed by concurrent chemoradiation (CRT) - may
improve systematic delivery of neoadjuvant therapy and result in favorable clinical outcomes.
Methods:We retrospectively reviewedmedical records of 135 pts with LA-GEJ CA at our institution
between 2/2007 and 11/2019; pertinent clinical data were abstracted with Institutional Review
Board approval. Patients treated with IC and curative-intent CRT with$40 Gy dose of radiation for
adenocarcinoma were included in this analysis (N = 59). Doublet or triplet IC regimens utilizing 5-
Flurouracil(5-FU), Cisplatin/Oxaliplatin and Docetaxel were commonly administered while com-
binations of Carboplatin +Paclitaxel or 5-FU + Oxaliplatin were used in CRT. Clinical complete
response (CCR) was defined as metabolic imaging and endoscopic biopsies negative for residual
malignancy after completion of TNT. Patients were followed from diagnosis to recurrence and
overall survival. Survival probabilities were estimated using the Kaplan-Meier method and com-
pared between groups using a log-rank test. Results: Out of 59 evaluable pts, 69% were clinical
stage T3, 71% were node positive. 37 pts (63%) underwent surgery, R0 resection rate was 89%
(33/37), pathologic complete response (pCR) rate was 19% (7/37). Among the pts who did not
undergo surgery, 41% (9/22) opted to forego surgery since they attained a CCR. For the entire
cohort, median Disease-Free Survival (mDFS), medianOverall Survival (mOS), and 3-yr OSwere 2.4
yrs, 4.7 yrs, and 67% respectively. Pts who did not undergo surgery had amDFS, mOS, and 3-yr OS
of 1.5 yrs, 4.2 yrs, and 59% respectively. Median DFS, mOS, and 3-yr OS of patients who underwent
surgery were 3.5 yrs, 5.8 yrs and 72% respectively. Patients who achieved a CCR and opted to
forego surgery (N = 9) had a 3 -yr DFS of 42% vs 83% for pts (N = 7) who demonstrated a pCR after
curative intent tri-modality therapy. (P = 0.0099) Interestingly, the same group that achieved CCR
and opted out of surgery had 3yr OS of 89% vs 83% of those who demonstrated a pCR (p =
0.0042). Conclusions: TNT for pts with LA-GEJ CA is associated with high rates of R0 resection as
well as excellent DFS and OS compared to historical controls, warranting prospective evaluation.
The remarkable DFS and OS in patients who opted to forego surgery due to achieving CCR is
reflective of the local and systemic control rendered by this approach. Careful characterization and
close longitudinal follow-up of patients who achieve CCR may help identify a subgroup of LA-GEJ
CA pts who may benefit from surgery sparing approaches. Research Sponsor: None.
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AK104 (PD-1/CTLA-4 bispecific) combined with chemotherapy as first-line therapy for advanced
gastric (G) or gastroesophageal junction (GEJ) cancer: Updated results from a phase Ib study.

Jiafu Ji, Lin Shen, Ziyu Li, Nong Xu, Tianshu Liu, Ye Chen, Changzheng Li, Xiangyu Gao, Ke Ji, Chenyu Mao, Yan Wang,
Yuanpu Meng, Yi Mei, Xiaoping Jin, Zhongmin Maxwell Wang, Baiyong Li, Yu Xia; Peking University Cancer Hospital and
Institute, Beijing, China; Department of Gastrointestinal Oncology, Key Laboratory of Carcinogenesis and Translational
Research (Ministry of Education), Peking University Cancer Hospital & Institute, Beijing, China; Key Laboratory of
Carcinogenesis and Translational Research, Peking University Cancer Hospital & Institute, Beijing, China; Department
of Medical Oncology, the First Affiliated Hospital of Zhejiang University, Hangzhou, China; Fudan University Zhongshan
Hospital, Shanghai, China; The First Affiliated Hospital, Henan University of Science and Technology, Luoyang, China;
Shandong Cancer Hospital, Jinan, China; Peking University Cancer Hospital & Institute, Beijing, China; The First Affiliated
Hospital, Zhejiang University, Hangzhou, China; Zhongshan Hospital, Fudan University, Shanghai, China; Akeso Biopharma,
Inc., Beijing, China; Akeso Biopharma, Inc., Zhongshan, China

Background: OS and PFS benfits have been observed in combination of anti-PD-1 agent plus
chemotherapy compared to chemotherapy alone as first-line advanced G/GEJ cancer (Checkmate-
649). It uncovers the significant treatment prospects of immune checkpoint inhibitors combination
therapies. The PD-1/CTLA-4 dual blockade has consistently demonstrated higher response rate
compared to PD-1 monotherapy but higher toxicity. AK104, a PD-1/CTLA-4 bispecific antibody, is
designed as a novel tetrameric form. It could preferentially binds to tumor-infiltrating lymphocytes
(TILs) co-expressing PD-1 and CTLA-4 with higher avidity in the tumor micro-environment than
peripheral sites. Therefore, AK104 is designed to retain the efficacy benefit derived from the
combination of anti-PD-1 and anti-CTLA-4 while conferring superior safety compared to the co-
administration of these individual agents. This Phase Ib study evaluates the safety and efficacy of
AK104 and mXELOX in the first-setting of G/GEJ cancer cohorts (NCT03852251). Methods: Pts
with untreated, inoperable advanced G/GEJ adenocarcinoma regardless of PD-L1 status were
enrolled to cohorts of 3-6 pts at AK104 doses of 4, 6 and 10 mg/kg q2w + mXELOX [oxaliplatin
85mg/m2 and capecitabine 1000mg/m2] during dose escalation. Selected cohorts were expanded
up to 18 pts to further establish the recommended Phase II dose. Tumor tissue for determination of
PD-L1 status with combined positive score (CPS) must be provided from# 6 months before study
treatment. Antitumor activity was assessed by RECIST v1.1. Results: As of Sep 9, 2020, 34 pts
(73.5%male, median age 63.1 yrs [29-75], 76.5%G and 23.5%GEJ ) have received AK104 at doses
of 4mg/kg (n = 18), 6mg/kg (n = 14) and 10mg/kg (n = 2) +mXELOX. AK104-related adverse events
(TRAEs) occurred in 79.4% of pts. G3 TRAEs occurred in 29.4% (10/34) and no G4 or G5 TRAEwas
reported. Most frequent TRAEs (incidence $ 15%) were neutrophil count decreased (26.5%),
platelet count decreased (20.6%), white blood cell count decreased (17.6%), anaemia (17.6%) and
infusion related reaction(17.6%). Grade $3 TRAEs reported in $2 pts were neutrophil count
decreased (8.8%). Grade $3 immune-related AEs were reported in 8.8% of pts (hepatitis,
pneumonitis, hyponatraemia). Of 24 pts evaluable for antitumor activity, ORR was 66.7%
(95% CI 44.7, 84.4 ) including 2 CRs and 14 PRs . The disease control rate (DCR) was 95.8%
(95% CI 78.9, 99.9). Response was seen regardless of PD-L1 status. At a median follow-up of 8.6
mons for the 4mg/kg cohort, 6-mons PFS rate was 69.5% (95%CI 41.3, 86.1). Conclusions: AK104
in combination with mXELOX had a manageable safety profile and encouraging antitumor activ-
ities in pts with advanced G/GEJ adenocarcinoma regardless of PD-L1 status. Enrollment is
currently ongoing for 6 mg/kg and 10 mg/kg cohort. Clinical trial information: NCT03852251.
Research Sponsor: Akeso Pharmaceuticals, Inc.
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Genomic characterization of a comprehensive collection of esophagogastric cancer patient-
derived xenografts.

Ryan H. Moy, Marissa Mattar, Daniela Molena, Vivian E. Strong, David Randolph Jones, Daniel G. Coit, Laura Tang,
Steven Brad Maron, Jaclyn Frances Hechtman, Elisa de Stanchina, Yelena Y. Janjigian; Memorial Sloan Kettering Cancer
Center, New York, NY

Background: Large-scale sequencing has identified multiple oncogenic drivers and molecularly
defined subsets in esophagogastric cancer. However, besides therapies for HER2-positive and
microsatellite instability-high disease, few genomic biomarker-driven treatments are currently
approved. Patient-derived xenografts (PDXs) have emerged as promising preclinical models that
capture the heterogeneity and biology of human tumors. Therefore, we established a compre-
hensive collection of esophagogastric cancer PDXs and performed next-generation sequencing
(NGS) to genomically characterize these models. Methods: Starting in 2010, we developed an
ongoing program for generating esophagogastric cancer PDXs from fresh tumor specimens that
are acquired from surgical resections or biopsies and implanted into NOD scid gamma (NSG) mice
either subcutaneously into flanks or orthotopically into the gastric wall. We reviewed clinical and
pathologic characteristics of patients from whom established PDXs were derived, including stage,
histology, HER2 status and treatment history. To identify oncogenic DNA alterations, NGS was
performed on PDX material using MSK-IMPACT, a capture-based NGS platform. Results: From
April 2010 to August 2018, we implanted 270 tumor samples, of which 112 were successfully
engrafted (41.4%) including 57 gastric adenocarcinomas, 25 gastroesophageal junction adeno-
carcinomas, 23 esophageal adenocarcinomas, 4 squamous cell carcinomas and 3 small cell/high-
grade neuroendocrine tumors. PDXs were generated from both primary tumors (n = 67, 59.8%)
and metastases (n = 45, 40.2%), with many PDXs established from patients with metastatic
disease who had progressed on standard therapy (n = 50, 44.6%). In addition, a large number of
PDXs were derived from patients initially diagnosed with HER2-positive esophagogastric adeno-
carcinoma (n = 68, 60.7%). NGS of these PDXs demonstrated frequent alterations in TP53,
receptor tyrosine kinases (ERBB2, EGFR), cell-cycle mediators (CDK12, CCNE1, CCND3) and histone
methyltransferases (KMT2C, KMT2D), consistent with clinical sequencing. Conclusions: Compre-
hensive molecular profiling demonstrates that esophagogastric cancer PDXs recapitulate the
genomic heterogeneity and tumor biology of patients. This panel represents one of the largest
described collections of esophagogastric cancer PDXs and serves as a powerful platform to
investigate mechanisms driving tumor growth and metastasis, identify predictive biomarkers for
treatment responsiveness and develop novel genomically-driven therapeutic strategies. Research
Sponsor: Department of DefenseConquer Cancer Foundation of the American Society of Clinical
OncologyMSK Society.
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Angiogenesis-related factors associated with nivolumab efficacy in patients with advanced
gastric cancer after refractory or intolerant to ramucirumab-based therapy.

Yuki Matsubara, Hideaki Bando, Takatsugu Ogata, Taiko Nakazawa, Kyoko Kato, Kazuki Nozawa, Yukiya Narita,
Kazunori Honda, Toshiki Masuishi, Shigenori Kadowaki, Masashi Ando, Masahiro Tajika, Kei Muro, Hiromichi Ebi; Department
of Clinical Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; Aichi Cancer Center Hospital, Nagoya, Japan; Department
of Clinical Oncology, Aichi Cancer Center Hospital, Nagoya, Aichi, Japan; Department of Endoscopy, Aichi Cancer Center
Hospital, Nagoya, Japan; Division of Molecular Therapeutics, Aichi Cancer Center Research Institute/ Precision Medicine
Center, Aichi Cancer Center, Nagoya, Japan

Background: Nivolumab (Nivo) is a standard therapy after ramucirumab (RAM)-based second-line
chemotherapy in patients (pts) with advanced gastric cancer (AGC). However, the relationship
between angiogenesis-related factors and the efficacies of immune-checkpoint inhibitors after
anti-angiogenic chemotherapy is unclear. Methods: We retrospectively evaluated pts with AGCs
who received Nivo after RAM-based second-line chemotherapy at a single institution from Nov
2017 to Aug 2019. Clinical benefit of Nivo was defined as CR, PR, or.4 months of SD and non-CR/
non-PD. In addition, preserved serum samples at time points of pre-RAM, pre-Nivo, and post-Nivo
(within 12 weeks from the start of Nivo) were analyzed by using the designated panel, containing
vascular endothelial growth factor-A/D (VEGF-A/D), placental growth factor (PlGF), soluble vas-
cular endothelial growth factor receptor-1/2/3 (sVEGFR-1/2/3), Interleukin-6/8 (IL-6/8), soluble
intercellular adhesion molecule-1 (sICAM-1), soluble vascular cell adhesion molecule-1 (sVCAM-1),
tissue inhibitor of metalloproteinase-1 (TIMP-1), angiopoietin-2, hepatocyte growth factor (HGF),
interferon gamma (INF-g), osteopontin (OPN), soluble neuropilin-1, and thrombospondin-2 (TSP-2).
We investigated the association between angiogenesis-related factors and clinical outcomes with
Nivo. Results: We evaluated 167 samples from 58 pts, including 10 pts (17.2%) exhibiting clinical
benefit. Characteristics of pts were as follows: median age, 68;male, 74%; PS, 0/1-2, 17/83%; HER2
positive, 16%; prior gastrectomy, 40%; histology, intestinal/diffuse, 16/84%; disease status,
metastatic/recurrent, 69/31%; lung metasstasis, 14%; liver metasstasis, 26%; peritoneum metas-
tasis, 67%; lymph node metastasis, 31%. The median progression-free survival (PFS) and overall
survival (OS) of Nivo were 1.7 and 6.2 months, respectively, with a median follow-up of 5.0 months.
There were no correlations between pre-Nivo levels of angiogenesis-related factors and clinical
benefit; however, the median post-Nivo/pre-Nivo VEGF-A ratio was significantly lower in pts with
clinical benefit than in those without clinical benefit (0.44 versus 0.94, p = 0.008). By multivariate
analysis using characteristics of pts and data from pre-Nivo samples, VEGF-A above the median
level of 1400 pg/mL and sVCAM-1 below the median level of 1640000 pg/mL were independent
prognostic factors for poor PFS (hazard ratio, 1.90, p = 0.033) and OS (hazard ratio, 2.02, p =
0.037), respectively. Conclusions: Our study suggests that rapid decline of serum VEGF-A level
after Nivo and higher VEGF-A before Nivo were respectively associated with the clinical benefit of
Nivo and poor survival in pts with AGC treated with Nivo after RAM-based second-line chemo-
therapy. Research Sponsor: None.
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The immune checkpoint CD73 (NT5E) in gastric adenocarcinoma (GAC): Biological
characterization and clinical implications.

Massimiliano Salati, Andrea Spallanzani, Fabio Gelsomino, Andrea Botticelli, Bruna Cerbelli, Laura Riggi, Alessandro Bocconi,
Raffaella D’Onofrio, Stefania Benatti, Gabriele Luppi, Massimo Dominici; Division of Oncology, Department of Oncology and
Hematology, University Hospital of Modena, Modena, Italy; Department of Oncology and Hematology, University Hospital of
Modena, Modena, Italy; University Hospital of Modena, Modena, Italy; Department of Clinical and Molecular Medicine,
Sapienza University Sant’ Andrea Hospital, Rome, Italy; Department of Radiological, Oncological and Anatomo-Pathological
Science, Sapienza University of Rome, Rome, Italy; Policlinico di Modena, Modena, Italy; Department of Oncology, University
of Modena and Reggio Emilia, Modena, Italy

Background: CD73, an ecto-5’-nucleotidase (NT5E), serves as an immune checkpoint by gener-
ating adenosine, which in turn leads to immune-suppression and immune-escape. Elevated tissue
levels of CD73 have been linked to poor patient survival across several cancer types and CD73
blockade is currently being tested in clinical trials. The biological role of CD73 and its translational
relevance is largely unexplored in gastric adenocarcinoma (GAC). Methods: Data mining from
transcriptomics big data sources including GEPIA2, HPA and Coexpedia platforms was performed
to extract relevant information regarding CD73 expression profile, co-expressed network, asso-
ciation with clinico-pathologic features and survival of GAC. Difference between groups were
evaluated by Student’s t-test, while correlation analysis was performed through Pearson’s coef-
ficient. Kaplan-Meier methods was used to estimate survival and log-rank test to make comparison
between curves. Results: RNA sequencing expression data of 9,736 tumors and 8,587 normal
tissue samples from the TCGA and the GTEx projects were analyzed. CD73 mRNAwas significantly
more expressed in tumour (n = 408) compared to paired normal samples (n = 211) (16.19 vs 3.5
transcripts/million; p, 0.001) and its expression level increased with pathologic stage (from stage
I to III). CD73 gene was listed among the top-ten survival-associated genes (p = 4.74e-5) in GAC and
together with FGF1 it displayed the greatest survival contribution in this disease among clinically
validated genes. Regarding its impact on survival, GAC patients with high CD73 expression (n = 192)
experienced a poorer overall survival (OS) compared to the low CD73 group (n = 192) (HR 1.9; log-
rank p , 0.001), while regarding relapse-free survival (RFS), the unfavourable value of CD73
expression emerged after 20 months (HR 1.3; log-rank p = 0.23). The prognostic role on OS was
validated in a cohort of 354 GAC, where high CD73 expression resulted in 5-year OS of 19% vs 46%
(p = 0.00010). When inquiring for context-associated co-expression networks, Caveolin 1 (score =
10.939), FOS-like antigen 1 (score = 7.525) and plasminogen activator urokinase receptor (score =
7.422) were top-ranked co-expressed genes. Conclusions: In this hypothesis-generating analysis,
we provided insights into CD73 expression pattern, co-expression networking and prognostic
significance in GAC. Future studies in clinically annotated populations arewarranted to confirm the
value of CD73 in GAC. Research Sponsor: None.
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The incidence of Epstein-Barr Virus-associated gastric cancer in an Irish population.

Catherine Weadick, Ronan Andrew McLaughlin, Megan Ramsey, Nabila Al-Julandani, Derek Gerard Power, Michael William Bennett,
John Aird, Austin G. Duffy; Mater Misericordiae University Hospital, Dublin, Ireland; Department of Medical Oncology, Mater
Misericordiae Univeristy Hospital, Dublin, Ireland; Cork University Hospital, Dublin, Ireland; Mercy University Hospital, Cork, Ireland;
Department of Histopathology, Cork University Hospital, Cork, Ireland; Dept. Medical Oncology, Mater Misericordiae University
Hospital, Dublin, Ireland; Mater Private, St Raphael’s House, Dublin, Ireland

Background: Gastric adenocarcinoma is the fourth most frequent cancer worldwide and the
second leading cause of cancer deaths. According to The Cancer Genome Atlas (TCGA) 9% of
gastric carcinomas are associated with Epstein-Barr Virus (EBV). EBV- associated gastric carci-
noma (EBV-GC) has distinct clinicopathological features, with a marked lymphocytic infiltrate, a
generally diffuse histological type and a better prognosis. The immune cell infiltration in EBV-GC
suggests a role for immune checkpoint inhibition, which currently hasmodest activity in unselected
gastric cancer.Methods:All cases of gastric or junctional adenocarcinoma diagnosed between Jan
2019 and March 2020 in Mater Misericordiae University Hospital (MMUH) and Jan 2017 and Jan
2019 in Cork University Hospital (CUH) were identified. Electronic medical records were retro-
spectively reviewed to collect demographic and clinicopathological data such as AJCC TNM stage,
tumour subtype and grade, HER-2 status, MMR proficiency and EBV status as determined by EBV-
encoded RNA in situ hybridization. Results: N = 103 cases of gastric or junctional adenocarcinoma
were identified. 67 male, 36 female, median age 64.5 (range 34 – 95). 40/103 had undergone
surgical resection. EBER-ISH was assessed in all patients. 8 of 103 (7.8%) patients showed EBV
positivity. These cases were all male patients, median age 62 (range 51-73). The tumours were
located as follows; 2 in the cardia, 5 in the body and 1 not documented. The specimens were graded
as; 87.5% (7/8) tumours being poorly differentiated and 1/8moderate to poorly differentiated. The
tumour subtypes were specified as; 62.5% (5/8) diffuse, 12.5% (1/8) intestinal and 25% (2/8)
mixed intestinal and diffuse. 5/8 patients were locally confined and underwent resection for N0
disease. 3/8 (37.5%) patients had metastatic disease. None of the 8 EBV-GC cases were identified
as being HER-2 positive or MMR-deficient. Conclusions: EBV-GC accounted for 7.8% of all gastric
cancers in two large tertiary referral centres in Ireland. 37.5% of these patients had metastatic
disease. Given this frequency and a possible predictive role in selecting for immunotherapy we
conclude that routine assessment of EBV status is feasible in advanced gastric cancer. Research
Sponsor: None.
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Association of B cells in tumor microenvironment (TME) with clinical benefit to programmed cell
death protein-1 (PD-1) blockade therapy in esophageal squamous cell carcinoma (ESCC).

Jhe-Cyuan Guo, Chia-Lang Hsu, Yen-Lin Huang, Chia-Chi Lin, Ta-Chen Huang, Chun-Jung Chang, Hung-Yang Kuo,
Chih-Hung Hsu; National Taiwan University Cancer Center, Taipei City, Taiwan; Department of Medical Research, National
Taiwan University Hospital, Taipei City, Taiwan; National Taiwan University Hospital, Taipei, Taiwan; Department of Oncology,
National Taiwan University Hospital, Taipei, Taiwan; National Taiwan University Hospital, Taipei City, Taiwan

Background: Previous studies have indicated B cells as potential predictive markers for anti-PD-1
blockade therapy in several cancer types. The study explored whether B cells in TME and B cell
related gene signatures are associated with clinical benefit (CB) for ESCC patients receiving anti-
PD-1/PD-ligand 1 (PD-L1) therapy. Methods: Sixty-six ESCC patients treated with PD-1/PD-L1
blockade-based immunotherapy were enrolled. Tumor response was evaluated per RECIST 1.1,
and CB was defined as complete response, partial response or stable disease at least 6 months.
Transcriptome of formalin-fixed paraffin-embedded ESCC tissues were generated by NanoString
nCounter platform with Human PanCancer Immune Profiling panel (n=25), Gene Set Enrichment
Analysis (GSEA) was performed to identify the differential immune-related pathways, and CIBER-
SORT was applied to estimate the levels of infiltrating immune cells. The expression of CD20 was
evaluated by immunohistochemistry (IHC) (n=66). Results: Of 66 enrolled patients (M: F= 65: 1,
median age of 59), 44 and 22 were of recurrent and de novo metastatic ESCC. Forty and 26
received PD-1/PD-L1 blockade alone and PD-1/PD-L1-based combination immunotherapy, respec-
tively. The response rate was 17%, and the CB rate was 24%. Themedian progression-free-survival
(PFS) and overall survival are 1.8 and 5.5 months, respectively. B cell signature was significantly
increased in patients with CB (P, 0.05) and associated with longer progression-free survival and
overall survival (both P, 0.05). The genes related to B cells, B cell functions, and T cell functions
were up-regulated in patients with CB compared to that with non-CB (all P , 0.05). Näıve B cells
and plasma cells were significantly increased in patients with CB (both P , 0.05). The expression
levels of stromal CD20 by IHC trended to increase in patients with CB (P = 0.08). Conclusions:
B cells in tumor microenvironment may be associated with CB of anti-PD-1/PD-L1 therapy in
patients with ESCC. (Funded by MOST 105-2314-B-002 -186 -MY3; MOHW107-TDU-B-211-114017;
MOST 108-2314-B-002 -076 -MY3; MOST 107-2314-B-002-199 -). Research Sponsor: Ministry of
Science and Technology, Taiwan; Ministry of Health and Welfare, Taiwan.
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Comprehensive evaluation of genomic alterations in patients with gastric and gastroesophageal
adenocarcinoma stratified according to TP53 mutation status.

Anthony Wood, Yonghong Zhang, Qianxing Mo, Ling Cen, Jacques Fontaine, Sarah E. Hoffe, Jessica M. Frakes, Sean P. Dineen,
David T. Pointer, Jose Mario Pimiento, Rutika Mehta; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; H. Lee
Moffitt Cancer Center & Research Institute, Tampa, FL

Background: Gastric (GC) and gastroesophageal adenocarcinomas (GEA) are molecularly diverse.
Molecular biomarkers of clinical significance have been identified that impact treatment decision
making. TP53 is the most frequently altered gene with approximately 50% of patients harboring
mutations. However, TP53 mutations have not yet been confirmed as a target of therapeutic
benefit. This study aimed to identify distinct genomic alterations that are dominant in TP53
mutated (MUT) versus wild-type (WT) GC and GEA in order to elucidate alternative therapeutic
targets within these subsets. Methods: De-identified data for 3741 patients with GC and GEA was
obtained fromFoundationMedicine. The data obtainedwere age, gender, tumormutational burden
(TMB), and the distinct genomic alterations noted on DNA sequencing. The dataset was sorted by
TP53 mutation status. Differences in mutation frequency were detected using the Fisher’s exact
test of independence with a p-value of , 0.01 designated as the cutoff value for statistical
significance. Results: The dataset consisted of 2946 GCs and 795 GEAs. TP53 mutations were
present in 65.8% of specimens. 61.6% of GCs and 81.4% of GEAs were TP53 MUT positive (p
=, .001). Median TMB score and the frequency of tumors with a TMB score. 10 was similar in both
TP53 MUT and WT groups. 49 genes had statistically different mutation frequencies in TP53 MUT
vs. WT patients. Top co-occurring genetic alterations in TP53 MUT patients included amplification
and point mutations in MYC, CCNE1, MET, ERBB2, and EGFR. Amplification and point mutations in
MDM2, CDK4, ARID1A, PIK3CA, and ERBB3 were the top co-occurring genetic alterations in TP53
WT patients. Conclusions: There was a high frequency of TP53 mutations in this group of GC and
GEA patients, with a higher incidence of TP53mutations identified in GEA samples. Themutational
profiles of these tumors differed according to TP53mutation status. These differencesmay be able
to serve as the foundation for future clinical investigations. Research Sponsor: University of South
Florida Graduate Medical Education.
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HER2-overexpression/amplification and survival in patients with resectable esophageal/
gastroesophageal junction adenocarcinoma (E/GEJ-AC) treated with neoadjuvant carboplatin/
paclitaxel-based chemoradiation.

Yening Feng, Cristobal Tomas Sanhueza Condell, Christopher Leigh Hallemeier, Shanda H Blackmon, Joleen M. Hubbard,
Thorvardur Ragnar Halfdanarson, Timothy J. Hobday, Stephen D. Cassivi, Robert Shen, Michelle A. Neben-Wittich,
Francis C Nichols, Kenneth Merrell, Ellen w Blanco, Robert R. McWilliams, Steven R Alberts, Henry C. Pitot, Aminah Jatoi,
Michael G. Haddock, Dennis A. Wigle, Harry H. Yoon; Mayo Clinic Rochester, Rochester, MN; Bayer, Santiago, Chile; Department of
Radiation Oncology, Mayo Clinic, Rochester, MN; Mayo Clinic, Rochester, MN; Division of Medical Oncology, Mayo Clinic,
Rochester, MN

Background:After trastuzumab (T) approval for advanced HER2-positive E/GEJ-AC, HER2 testing
has increased in patients (pts) with resectable disease. Neoadjuvant carboplatin/paclitaxel chemo-
radiation (nCP-CRT) is a common therapy approach. We performed the largest evaluation, to our
knowledge, of the prognostic impact of HER2 in E/GEJ-AC pts treated with nCP-CRT.Methods:We
retrospectively reviewed medical records of all trimodality-eligible (T2

+ or N+) pts with E/GEJ-AC
who started nCP-CRT (usually 50.4 Gy) with planned surgery at Mayo Clinic (2014-2019). HER2 was
tested using standard criteria for HER2 positivity (ie, immunohistochemistry 3+ or amplification by
in situ hybridization). Clinicopathologic data and time to recurrence (TTR), disease free survival
(DFS), overall survival (OS), survival after recurrence (SAR), and pathologic complete response
(pCR – ie, no residual tumor in primary or nodes) were collected. KaplanMeier andmultivariate Cox
analysis were used. Results: Of 161 consecutive eligible pts, HER2 status was available in 107 pts
(HER2-positive n=26, HER2-negative n=81) of whom n=82 had surgery and n=19 had pCR. Most
tumors were clinical T3 (80%) or N+ (81%), histologic grade 3 of 3 (62%). HER2 positivity was
significantly associated with lower grade, but not with age, clinical T or N, or ECOG performance
status (PS). A similar proportion of HER2-positive (vs negative) pts had surgery. Among pts who
had surgery, pCR rates were lower in HER2-positive (vs negative) pts (11% [2/19] vs 27% [17/63]).
After a median follow up of 23 mo, DFS and TTR were significantly shorter in HER2 positive (vs
negative) pts, independent of other pretreatment covariables (Table). Yet OS was comparable.
Lung recurrence was enriched in HER2 positive (vs negative) pts. Among pts with recurrence, SAR
was longer in HER2-positive vs -negative pts. A total of 53% (10/19) of previously HER2-positive pts
received T-based therapy after recurrence, and these pts were the drivers of favorable SAR
(median 22 mo in n=10 HER2-positive pts who received T vs 11 mo in n=9 HER2-positive pts who did
not receive T vs 11 mo in n=40 HER2-negative pts; P log-rank=.01).Conclusions:HER2 positivity (vs
negativity) is independently associated with shorter TTR and DFS, but more comparable OS. The
adverse association of HER2 on tumor response and TTRmay have been largely overcome through
enhanced survival after recurrence, although OS data are maturing. These data may have
implications for the design of endpoints in future curative-intent anti-HER2 trials. Research
Sponsor: None.

HER2 positive vs negative.

No. events 2-yr event-free rate Adj HR (95% CI) Adj P

TTR 19 vs 40 19% vs 48% 1.9 (1.0, 3.6) .04
DFS 21 vs 42 19% vs 42% 2.0 (1.1, 3.7) .02
OS 9 vs 24 64% vs 67% 1.3 (.6, 2.9) .56

Adjusted for age, grade, clinical T and N stage, ECOG PS
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Impact of tumor location on effectiveness of first-line 5-FU-based palliative doublet
chemotherapy in patients with metastatic gastroesophageal cancer.

Suleyman Yasin Goksu, Rodrigo Alterio, Elizabeth McGehee, Muhammad Shaalan Beg, Syed Mohammad Ali Kazmi,
Matthew R. Porembka, Sam C. Wang, Nina Niu Sanford, David H. Wang, Aravind Sanjeevaiah; University of Texas Southwestern
Medical Center, Dallas, TX; UT Southwestern Medical Center, Dallas, TX

Background: While gastroesophageal cancers with different primary tumor locations can have
distinct molecular characteristics and clinical outcomes, the efficacy of palliative chemotherapy in
tumors with different locations is unknown. Using primary tumor location as a surrogate for
molecular subtype, we investigated the differential efficacy of first-line doublet chemotherapy in
metastatic gastroesophageal adenocarcinomas.Methods:Weperformed a retrospective review of
patients with metastatic gastroesophageal adenocarcinoma who received first-line palliative
chemotherapy at the University of Texas Southwestern Medical Center and the Dallas County
Safety Net Parkland Hospital diagnosed between 2011-2019. Cases were identified using cancer
registries. We categorized the tumor location as proximal or distal based on endoscopy and
imaging studies. Disease response was assessed on the first staging scan and classified as ‘disease
shrinkage, stability, or progression.’ Overall and progression-free survival were evaluated using
Kaplan-Meier and Cox proportional hazards methods. Results: 99 patients were identified; 58.6%
had proximal tumors. Patients with proximal tumors weremore likely to be white (38% vs. 13%, p =
0.008) and older with age $ 50 years (71% vs. 51%, p = 0.04) and less likely to have peritoneal
metastasis (48% vs. 78%, p = 0.003) than distal tumors. Patients with proximal tumors had a
higher disease shrinkage than patients with distal tumors (53% vs. 21%, p = 0.004). Patients with
proximal tumors also had better overall survival (median 12.5 vs. 8.7 months) and progression-free
survival in response to 5-FU based chemotherapy (median 5 vs. 4 months) compared to patients
with distal tumors, but this was not statistically significant. On multivariable analysis, tumor
location was not independently predictive of progression-free survival after adjusting for age,
gender, presence of signet rings, diffuse, intestinal histology, and peritoneal metastasis (HR 1.22
95% CI 0.74-2.00), but pretreatment albumin was (HR 0.63 95% CI 0.43-0.94). Conclusions:
Proximal gastroesophageal cancers have a better clinical response to first-line 5FU containing
chemotherapy than distal cancers. Currently, there is no platform to determine molecular sub-
groups that is commercially available. Until testing for this becomes available, differences in
response rates to palliative chemotherapy in gastroesophageal cancers with different anatomical
locations should be recognized and studied further. Research Sponsor: None.
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Investigating chemopotentiation by low-dose fractionated radiation therapy for disseminated
intra-abdominal gastric cancer.

France Carrier, Palak Parekh, Eduardo Solano-Gonzalez, Xinrong Ma, Kayla Tighe, Andrea Casildo, Andrew Zodda,
Christopher Johnstone, Yannick Poirier, Javed Mahmood, Kavita Bhalla, Sheri Li, Rena G. Lapidus; University of Maryland,
Baltimore, Baltimore, MD; Univ of Maryland SOM, Baltimore, MD; University of Maryland Greenebaum Comprehensive Cancer
Center, Baltimore, MD

Background: Treatment options are rather limited for gastrointestinal cancer patients whose
disease has disseminated into the intra-abdominal cavity. There is currently no modality that has
been shown to prolong survival of this patient sub-population. Here, we designed pre-clinical
studies to evaluate the potential application of chemopotentiation by Low Dose Fractionated
Radiation Therapy (LDFRT) for disseminated gastric cancer and evaluate the role of a likely
biomarker, the Dual Oxidase 2 (DUOX2) enzyme.Methods:Nudemice were injected orthotopically
with human gastric cancer cells expressing endogenous or lower levels of DUOX2 and randomly
assigned to four treatment groups: 1; vehicle alone, 2; chemotherapy consisting of a modified
regimen of docetaxel, cisplatin and 5’-fluorouracil (mDCF) for three consecutive days, 3; LowDose-
Whole Abdomen Radiation Therapy (LD-WART) (5 fractions of 15 cGy in three days), 4; mDCF and
LD-WART. Blood was harvested at day 14 and 45 and cancer progression was evaluated by
fluorescence imaging (Xenogen). Results: The combined regimen was well tolerated in all animals
and led to DUOX2 upregulation, increased serum protein oxidation and reduced cancer progres-
sion in the DUOX2 positive tumors. Tumors expressing lower DUOX2 levels were more sensitive to
chemotherapy but no additional benefit was obtained with LD-WART. The potential clinical
significance of these findings is exemplified by a tumor microarray demonstrating that only about
46% of human gastric tumors expressed DUOX2. The molecular mechanisms underlying DUOX2
effects in response to the combined regimen include NF-kB upregulation and VEGF down regu-
lation. Moreover, the combined regimen of mDCF and LDFRT was also effective on a Cancer Stem
Cell (CSC)-Like subpopulation of mouse gastric cancer cells. Conclusions: Taken together these
data suggest that DUOX2 could be used as a potential biomarker for patient stratification for
chemopotentiation by LD-WART for positive tumors while chemotherapy alone would be more
effective for DUOX2 negative tumors. The absence of added toxicity suggests that these cycles
could be repeated. Research Sponsor: VA merit award.
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Regulation of p14ARF by Siva1 in H. pylori-infected gastric epithelial cells.

Manikandan Palrasu, Elena Zaika, El-Rifai Wael, Richard Peek, Alexander Zaika; University of Miami, Miami, FL; Vanderbilt
University Medical Center, Nashville, TN

Background: Helicobacter pylori (H. pylori) is the strongest known risk factor for gastric cancer.
Bacterial degradation of tumor suppressor proteins affect the hostmicrobe’s interactions and host
cellular response, which contribute to tumorigenesis. p14ARF, a crucial tumor suppressor protein
that activates p53 protein under oncogenic stress plays a major role in oncogenic stress response
(OSR) regulation. However, little is known about the mechanism of ARF and OSR regulation in H.
pylori-infected gastric epithelial cells. Methods: The expression of p14ARF and cytotoxin-
associated gene A (CagA) were analyzed in gastric cells co-cultured with H. pylori strains isolated
from high-gastric risk and low-gastric risk areas by immunoblotting. To investigate the potential
role of CagA in regulation of p14ARF, we employed isogenic cagA2 and cagE2 H. pylorimutants in
gastric epithelial cells, and C57BL/6 mice (n = 10). We also analyzed the expression of Siva1 in
human individual infected with cagA-positive (n = 13) and cagA-negative (n = 13) bacteria as well as
uninfected human subjects (n = 6). siRNA was used to inhibit activity of Siva1 protein. Results: In
this study, H. pylori strains expressing high levels of CagA virulence factor and associated with a
higher gastric cancer risk more strongly suppress p14ARF compared with low-risk strains in vivo
and in vitro. We found that degradation of p14ARF induced by CagA is mediated by E3 ubiquitin
ligase Siva1, which works in concert with another E3 ubiquitin ligase TRIP12. Decreased expression
of Siva1 protein and consequent up-regulation of p14ARF was also found in gastric mucosa of H.
pylori-infected mice and human individuals. Tumorigenic strain 7.13 was more potent in upregu-
lation of Siva1 and downregulation of p14ARF than non-tumorigenic strain B128. Inhibition of
p14ARF protein by H. pylori causes inhibition of autophagy in infected cells. Conclusions: Our
results provide first evidence that carcinogenic H. pylori strains significantly alter the host tumor
suppressor protein p14ARF, leading to suppression of host OSR and autophagy, which may affect
host-bacteria interactions and tumorigenic alteration in the stomach. Research Sponsor: NIH.
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The interaction between microsatellite instability high (MSI-high) gastric cancer and
chemotherapy on survival.

Elvira Lise Vos, Steven Brad Maron, Robert Wallace Krell, Masaya Nakauchi, Megan Fiasconaro, Henry S. Walch,
Marinela Capanu, Geoffrey Yuyat Ku, David H. Ilson, Yelena Y. Janjigian, Chad Vanderbilt, Laura H. Tang,
Vivian E. Strong; Memorial Sloan Kettering Cancer Center, New York, NY; Brooke Army Medical Center, Houston, TX

Background: Subgroup analysis of trials data suggested a favorable prognostic role for micro-
satellite instability high (MSI-high) status in resectable gastric cancer, but a lack of survival benefit
from neoadjuvant/adjuvant chemotherapy; questioning current standard of care for MSI-high
locally advanced gastric cancer. To help guide treatment decision making, we retrospectively
studied the interaction between MSI status and chemotherapy on survival in a single institution.
Methods:All clinically advanced (tumor stage 3-4 or positive lymph nodes) gastric cancer patients
that underwent gastrectomy between 2000-2018 with MSI status available from immunohisto-
chemistry (IHC, deficientmismatch repair protein expression (dMMR) vs proficient (pMMR)) or DNA
next generation sequencing testing (NGS, MSI-high vs low/stable (MSS)) were included. Clinico-
pathological characteristics and overall survival (OS) was compared between patients with
neoadjuvant/adjuvant chemotherapy and without, stratified for MSI status, by Kaplan-Meier
and Cox regression analysis. Results: From a total of 1,844 clinically advanced patients with
resection, MSI status was available in 559 as determined by IHC in 420, NGS in 88, and both in 51
with a concordance rate of 50/51 (98%). Tumorswere dMMR/MSI-high in 84 (15%) and pMMR/MSS
in 475 (85%). Patients with dMMR/MSI-high tumors were more often older, female, and had distal
tumors with intestinal subtype. Neoadjuvant and/or adjuvant chemotherapy was administered in
53 (63%) in the dMMR/MSI-high group and 367 (77%) in the pMMR/MSS (p = 0.006). Median
(interquartile range) time of follow-up was 32 (19-57) months. In the total cohort, OS after 3 years
was 82% in the dMMR/MSI-high and 59% in pMMR/MSS (p , 0.001). In the patients with
neoadjuvant/adjuvant chemotherapy only, the dMMR/MSI-high had improved OS (3-years OS:
80% vs 60%, p = 0.001), and after adjustment for age and clinical tumor stage in multivariable
analysis, dMMR/MSI-high status was associated with improved OS (HR 0.38 95%CI 0.22-0.68). In
the dMMR/MSI-high group only, 3-year OS was 80% with chemotherapy vs 86% without (p =
0.374), and chemotherapy was not associated with a difference in OS after multivariable analysis
(HR 1.03 95%CI 0.40-2.66). In case of neoadjuvant chemotherapy, grade 1 pathological response
(.90%)was observed in 1/41 (2.4%) of the dMMR/MSI-high tumors vs 43/278 (16%) of the pMMR/
MSS tumors respectively (p = 0.026). Conclusions: The incidence of MSI-high tumors in our cohort
of clinically locally advanced, resectable, gastric cancers was 15%. Patients with MSI-high tumors
had worse pathological treatment response to neoadjuvant chemotherapy, but better OS, com-
pared to microsatellite stable tumors. However, in patients with MSI-high tumors, OS was not
altered by neoadjuvant/adjuvant chemotherapy. We recommend assessing MSI status in locally
advanced gastric cancer. Research Sponsor: None.
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Development and validation of a targeted sequencing panel for application to treatment-
refractory solid tumor.

Woo Sun Kwon, Jingmin Che, Sun Young Rha, Hyun Cheol Chung, Hyo Jun Han, Jaeyoung Kim, Erkhembayar Jadamba,
Yunbeom Lee, Ernie Kim; Yonsei University College of Medicine, Seoul, South Korea; Daewoong Pharmaceutical, Seoul, South
Korea; Yonsei Cancer Center, Yonsei University Health System, Seoul, South Korea; Yonsei Cancer Center, Yonsei University
College of Medicine, Seoul, South Korea; Celemics, Seoul, South Korea

Background: Next generation sequencing has revolutionised genomic studies of cancer, having
facilitated the development of precision oncology treatments based on a tumour’s molecular
profile. We aimed to develop a targeted sequencing panel for application to treatment-refractory
solid tumor types with particular focus on tumours of the stomach cancer, plus test for utility in
FFPE, fluid sample and cancer cell lines.Methods: “CancerMaster” is customRNAprobes for target
enrichment sequencing. It consists of all unions (7,811 regions, 2.5Mb) of reported exons of 524
tumor and immune related genes. The panel contains special RNA probes, which enables detection
of microsatellite instability, Epstein-Barr virus and Human papillomavirus. Also, the CancerMaster
panel analyzes 524 genes as well as genomic signatures including microsatellite instability (MSI),
tumor mutational burden (TMB) and HLA allele. FFPE samples and 49 gastric cancer (GC) cell lines
were collected for performance and application testing. Panel sensitivity and precision were
measured using well-characterised DNA controls (n = 117), and specificity by Sanger sequencing,
pyrosequencing, FoundationOne CDx. Results: We achieved a mean coverage of 1,032x, with
sensitivity and specificity of .99% and precision of .97%. In this study, we evaluated 26 Yonsei
Cancer Center (YCC) GC cell lines and 23 GC cell lines from other sources (ATCC, KCLB, and JCRB).
Application to 49 gastric cancers cell lines resulted in detection of copy number variant (CNV),
single number variant (SNV) and small InDel aligned towhole exome sequencing data. In addition to
previous novel EBV infected cell line (YCCEL1/YCC-10, J GenVirol. 2013), we observed amplification
and overexpression of receptor tyrosine kinase (RTK) including HER2 (YCC-19, 32, 33, 38), EGFR
(YCC-11, 21), Met (YCC-31, 34), and FGFR2 (YCC-28, 30) in YCC GC cell lines; confirming that protein
was overexpression byWestern blot or Flow cytometry in 19/49 (38.8%). Interestingly, amplification
of RTKs was detected mutually exclusive pattern with other RTK amplification. Conclusions: We
have developed and validated an analytically-validated panel for application to cancers of treatment-
refractory types. Research Sponsor: None.
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Disease-free and overall survival in nonmetastatic esophageal or gastroesophageal junctional
cancer after treatment with curative intent: A nationwide population-based study.

Marieke Pape, Pauline A.J. Vissers, Laurens Beerepoot, Mark I. Van Berge Henegouwen, Sjoerd Lagarde, Stella Mook,
David Bertwistle, Laura McDonald, Hanneke W.M. Van Laarhoven, Rob Verhoeven; Netherlands Comprehensive Cancer
Organisation (IKNL), Utrecht, Netherlands; Elisabeth TweeSteden Hospital, Tilburg, Netherlands; Department of Surgery,
Amsterdam UMC, Amsterdam, Netherlands; EMC, Rotterdam, Netherlands; Utrecht UMC, Utrecht University, Department of
Radiotherapy, Utrecht, Netherlands; Bristol-Myers Squibb Company, Princeton, NJ; Amsterdam UMC, University of
Amsterdam, Department of Medical Oncology, Cancer Center Amsterdam, Amsterdam, Netherlands; Netherlands Compre-
hensive Cancer Organisation, Eindhoven, Netherlands

Background: Among patients with potentially curable esophageal cancer (EC) or gastroesopha-
geal junctional cancer (GEJC) treatedwith curative intent, survival remains poor and around half of
these patients have disease recurrence within a few years. This study addresses the need for real-
world data on disease-free survival (DFS) and overall survival (OS) in patients with EC or GEJC who
underwent potentially curative treatment. Methods: Patients selected from the nationwide
Netherlands cancer registry (NCR) had received a primary diagnosis of non-metastatic EC or
GEJC (excluding patients with T4b tumors) in 2015 or 2016 and received treatment with curative
intent. Curative intent was defined as receiving resection (with or without [neo]adjuvant therapy)
or definitive chemoradiotherapy (dCRT) without surgery. DFS and OS were analysed using Kaplan-
Meier curves with Log-Rank test from resection date or end of dCRT. A sub-analysis was performed
for NCR patients selected to align with the population of the CheckMate-577 phase 3 study of
adjuvant nivolumab, i.e. patients with non-cervical stage II/III disease, R0 resection and residual
pathological disease after neoadjuvant CRT (nCRT) and surgery. Results: We identified 1916
patients of median age of 67 years and predominantly male (76%). The majority (79%) received
surgery and 21% of patients received dCRT. In resected patients, 83% received nCRT, 10%
neoadjuvant chemotherapy (with or without adjuvant CRT) and 7% received no (neo)adjuvant
treatment. Compared to the resected group, the population receiving dCRT had significantly fewer
males (65%vs 78%), a highermedian age (72 vs 65 years) andworse performance status. Patients
receiving dCRT significantly shorter median DFS (14.2 months) and OS (20.9 months) compared to
resected patients (DFS: 26.4months, p, 0.001; OS: 40.5months, p, 0.001). The 1- and 3-year DFS
probabilities were 68% and 44%, respectively, in resected patients, and 56% and 24%, respec-
tively, in patients receiving dCRT. In patients receiving nCRT followed by surgery, the median DFS
and OS were 25.2 and 38.0 months, respectively, and 1- and 3-year DFS probabilities were 67% and
43%, respectively. In the sub-analysis (n = 725) the median DFS and OS were 19.2 and 29.4 months,
respectively, and the 1- and 3-year DFS rates were 62% and 36%, respectively. Conclusions:
Although patients are treated with curative intent, a considerable amount of patients with non-
metastatic EC orGEJC experienced recurrencewithin two years. Resected patients had a higher DFS
and OS compared to patients receiving dCRT. Research Sponsor: Bristol Meyers Squibb.
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The impact of prior therapies on outcomes with trifluridine/tipiracil (FTD/TPI) in the phase III
TAGS trial.

Kohei Shitara, Ben George, Julien Taieb, Raghav Sundar, Marwan Fakih, Lukas Makris, Karim A. Benhadji, Michele Ghidini;
National Cancer Center Hospital East, Kashiwa, Japan; Froedtert & The Medical College of Wisconsin, Milwaukee, WI; Hôpital
Européen Georges Pompidou, Paris, France; National University Health System, Singapore, Singapore; City of Hope National
Medical Center, Duarte, CA; Stathmi, Inc., New Hope, PA; Taiho Oncology, Inc., Princeton, NJ; Azienda Ospedaliera di Cremona,
Cremona, Italy

Background: It is unclear whether prior treatment with ramucirumab (RAM) or RAM plus paclitaxel
(PAC), standard second-line treatments for metastatic gastric or gastroesophageal junction
cancer (mGC/GEJC), can influence outcomes with third-line chemotherapy in this patient (pt)
population (pop). In the phase 3 TAGS trial, FTD/TPI showed a survival benefit vs placebo (PBO) in
pts with mGC/GEJC who had received $2 prior chemotherapy regimens. Post hoc analyses were
performed to assess the impact of prior RAM, PAC or RAM+PAC treatment on the efficacy and
safety of FTD/TPI in TAGS.Methods:Pts in the TAGS trial were categorized into 5 subgroups based
on prior treatment received as follows: A) RAM (alone or combined with other agents), B) no RAM,
C) PAC (but no RAM), D) RAM+PAC (sequentially or in combination) and E) neither PAC nor RAM.
While subgroups A and B were prespecified, all other subgroups were identified post hoc. Efficacy
(overall survival [OS] and progression-free survival [PFS]) and safety were assessed in these
subgroups. Results: In the overall pop (N=507), 33% had received prior RAM (alone/combined);
30% prior RAM+PAC; 27% prior PAC but no RAM; and 40% had received neither PAC nor RAM. As
only 3%of all pts received prior RAMbut no PAC, that subgroupwas not considered in this analysis.
FTD/TPI treatment was consistently associated with benefits in OS and PFS vs placebo across all pt
subgroups (Table). Among pts randomized to FTD/TPI, OS benefit was similar between pts who
received RAM+PAC vs those who received neither (HR, 1.15; 95% CI, 0.84–1.58) and between pts
who received PAC (but no RAM) vs those who received neither (HR, 0.91; 95% CI, 0.66–1.25). The
FTD/TPI safety profile was consistent across all subgroups, with similar overall incidences of
grade $3 adverse events (AEs). Minor variations in hematologic toxicities were noted (Table).
Conclusions: In the phase 3 TAGS trial, FTD/TPI treatment in the third or later line provided
efficacy benefits vs PBO and demonstrated a consistent safety profile in pts with mGC/GEJC
regardless of prior treatments. Clinical trial information: NCT02500043. Research Sponsor: Taiho
Oncology, Inc.

All pts Prior RAM No prior RAM Prior Pac (no RAM) Prior RAM+PAC No prior RAM or PAC

FTD/ TPI PBO HR (95% CI) FTD/ TPI PBO HR (95% CI) FTD/ TPI PBO HR (95% CI) FTD/ TPI PBO HR (95% CI) FTD/ TPI PBO HR (95% CI) FTD/ TPI PBO HR (95% CI)

ITT
pop, n

337 170 114 55 223a 115 99 37 106 48 124 78

Median OS,
mo

5.7 3.6 0.69 (0.56-0.85) 5.0 3.8 0.76 (0.53–1.08) 6.0 3.3 0.66 (0.51–0.85) 5.7 3.0 0.47 (0.31–0.73) 4.6 3.6 0.73 (0.50–1.05) 6.1 3.7 0.83 (0.60–1.16)

Median PFS,
mo

2.0 1.8 0.57 (0.47-0.70) 1.9 1.7 0.54 (0.38–0.77) 2.2 1.8 0.58 (0.46–0.75) 1.9 1.8 0.57 (0.37–0.85) 1.9 1.7 0.51 (0.36–0.74) 2.3 1.8 0.62 (0.46–0.84)

Safety
pop, n

335 168 109 55 226a 113 99 36 105 48 123 77

Grade ‡3
AE, %

Any 80 58 76 56 81 58 80 61 76 60 83 56
Neutropenia 34 0 38 0 32 0 32 0 37 0 32 0
Anemia 19 8 19 11 19 6 26 8 17 10 15 5

aSlightly different source parameters accounted for minor variations in pt numbers.
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The interdisciplinary team: Education as a means to exemplify and optimize patient outcomes in
gastric/GEJ cancers through collaborative discussions.

Kinjal Parikh, Davecia Ragoonath Cameron, Pamela M. Peters; Medscape Oncology, New York, NY

Background: Care of patients with gastric/GEJ cancer involves multimodality treatment including
various systemic and supportive approaches and collaboration of interdisciplinary teammembers.
Optimizing care requires not only adherence to the latest evidence-based and guideline-driven
recommendations but also the management of underlying comorbidities or treatment-induced
conditions. This complex interplay of factors in treatment planning requires timely education for
oncologists and nurses/NPs in both clinically driven topics and interdisciplinary collaboration.
Methods: A series of 2 CME/CE-certified activities were launched to educate oncologists and
nurses/NPs on the changing paradigms in gastric cancer as well as the interdisciplinary collab-
oration needed to optimize patient eligibility for treatment. Effectiveness was analyzed using 3
multiple-choice questions measuring knowledge and competence and 1 confidence question were
presented as pre-/post- repeated pairs for each of the activities. Oncologists and nurses/NPs who
completed both the pre- and post-CME questions were included in the analysis and McNemar’s
tests were conducted to assess statistical significance of the results with p, .05 being considered
significant. The CME activities launched in 2/2020 with data collected and reported as of 9/2020.
Results: 8034 learners participated in the activities including 1163 oncologists and 3665 nurses/
NPs. Analyses from the activities found improvement in knowledge, competence, and confidence.
Data from oncologists (n = 94-302) and nurses/NPs (n = 169-510) are reported. Statistically
significant changes were seen for oncologists in: Knowledge regarding the impact of nutrition and
anemia can have on quality-of-life (QOL) and further treatments (50% pre, 72% post; p , .001);
Competence related to implementing strategies to address nutrition and anemia to improve
quality-of-life and to advance treatment (45%pre, 72%post; p, .001); Confidence regarding their
ability to work together as an integrated, interdisciplinary team to enhance quality of life and
treatment outcomes through a holistic treatment approach (68%pre, 83%post; p, .001). And for
nurses/NPs in: Knowledge regarding the impact that nutrition and anemia can have on QOL and
further treatments (34% pre, 50% post; p, .01). Conclusions: This online, interactive, expert-led,
CME/CE-certified educational activity resulted in gains in oncologist and nurse/NP knowledge,
competence, and confidence surrounding advanced gastric/GEJ cancer management and team
collaboration. As patients with gastric cancer continue to present with poor performance status
and require not only systemic interventions but also amelioration of underlying conditions,
education remains essential for optimal outcomes to members of the interdisciplinary team.
Research Sponsor: Eli Lilly.
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Prognostic impact of chemoradiation-related lymphopenia in patients with gastric and
gastroesophageal cancer.

Daniel W Kim, Grace Lee, Theodore S. Hong, Guichao Li, Eric Roeland, Florence Keane, Christine Elissa Eyler,
Lorraine C. Drapek, David P. Ryan, Jill N. Allen, David L. Berger, Aparna Raj Parikh, John Mullen, Samuel J Klempner,
Jeffrey William Clark, Jennifer Y Wo; Massachusetts General Hospital, Boston, MA; Fudan University Shanghai Cancer Center,
Shanghai, China

Background: Limited data exists on how chemoradiation (CRT)-induced lymphopenia affects
survival outcomes in patients with gastric and gastroesophageal junction (GEJ) cancer. We
evaluated the association between severe lymphopenia and its association with survival in gastric
and GEJ cancer patients treated with CRT. We hypothesized that severe lymphopenia would be a
poor prognostic factor.Methods:We performed a retrospective analysis of 154 patients with stage
1-3 gastric or GEJ cancer who underwent CRT at our institution. Patients underwent photon-based
radiation therapy (RT) with a median dose of 50.4 Gy (IQR 45.0-50.4 Gy) over 28 fractions and
concurrent chemotherapy (CTX) with carboplatin/paclitaxel, 5-fluorouracil based regimen, or
capecitabine. 49% received CTX prior to RT. 84%underwent surgical resection, 57% pre-CRT and
26% post-CRT. Absolute lymphocyte count (ALC) at baseline and at 2 months since initiating RT
were analyzed. Severe lymphopenia, defined as Grade 3 or worse lymphopenia (ALC , 0.5 k/ml),
was analyzed for any association with overall survival (OS). Results:Median time of follow up was
48 months. Median age was 65. 77% were male and 86% were Caucasian. ECOG PS was 0 or 1 in
90% and 2 in 10%. Tumor location was stomach in 38% and GEJ in 62%. Timing of CRT was
preoperative among 68% and postoperative among 32%. The median ALC at baseline for the
entire cohort was 1.6 k/ul (range 0.3-7.0 k/ul). At 2months post-CRT, 49 (32%) patients had severe
lymphopenia. Patients with severe lymphopenia post-CRT had a slightly lower baseline TLC
compared to patients without severe lymphopenia (median TLC 1.4 k/ul vs. 1.6 k/ul; p = 0.005).
There were no differences in disease and treatment characteristics between the two groups. On
the multivariable Cox model, severe lymphopenia post-CRT was significantly associated with
increased risk of death (HR = 3.99 [95%CI 1.55-10.28], p = 0.004). ECOG PS 2 (HR = 34.97 [95%CI
2.08-587.73], p = 0.014) and postoperative CRT (HR = 5.55 [95% CI 1.29-23.86], p = 0.021) also
predicted worse OS. The 4-year OS among patients with severe lymphopenia was 41% vs. 61%
among patients with vs. without severe lymphopenia (log-rank test p = 0.041).Conclusions: Severe
lymphopenia significantly correlated with poorer OS in patients with gastric or GEJ cancer treated
with CRT. CRT-induced lymphopenia may be an important prognostic factor for survival in this
patient population. Closer observation in high-risk patients and treatment modifications may be
potential approaches to mitigating CRT-induced lymphopenia. Research Sponsor: None.
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Clinical and molecular characteristics of early-onset versus average-onset esophagogastric
cancer.

Melissa Amy Lumish, Shalom Sabwa, Steven Brad Maron, Geoffrey Yuyat Ku, David H. Ilson, Elizabeth Won, Jia Li,
Smita Suhas Joshi, Ping Gu, Vivian E. Strong, Daniela Molena, David Randolph Jones, Smita Sihag, Daniel G. Coit, Sam S. Yoon,
Laura H. Tang, Jaclyn Frances Hechtman, Yelena Y. Janjigian, Andrea Cercek; Memorial Sloan Kettering Cancer Center, New
York, NY; Memor Sloan-Kettering Cancer Ctr, New York, NY

Background: While the rate of esophagogastric (EG) cancer is declining, early onset (EO) gastric
cancer prior to age 50 is rising. It is unknown whether EO-EG cancer represents a distinct entity.
This study investigates the clinical and molecular characteristics of EO compared with average
onset (AO)-EG cancers. Methods: We reviewed clinical and molecular features of gastric (G),
esophageal (E) and gastroesophageal junction (GEJ) cancer in patients treated at MSKCC between
2005 and 2018. We defined early onset as age, 49, based on the age cutoff for urgent endoscopy
referral. Clinical symptoms at diagnosis, primary tumor location, histology, HER2 and MSI status
and molecular alterations were compared using Fisher’s exact test. Benjamini-Hochberg method
was used to decrease the false discovery rate.Results:We analyzed 738 pts with EG cancer (age,
49 n=151; age .50 n=587). Race and sex were different with more Asian (19% vs. 9%), fewer
Caucasian (62% vs. 81%) (P,0.001) and more female patients (40% vs. 29%, P=0.014) in the EO
group. Time from symptom onset to diagnosis was longer in the EO group (median (IQR) 144 d (66-
276) vs. 75 d (34-136), P=0.009), though stage did not differ (P=0.49). Patients with EO-EG cancer
had less weight loss (P,0.001), but no other distinct presenting symptoms. Primary disease site
was different with more gastric in the EO group (66% vs. 55%, P=0.04). Signet-ring histology was
more common in the EO group (11% vs. 3%; P=0.0009). ERBB2 amp and MSI-H were similar, with a
trend toward more MSI-H in the AO group (ERBB2 amp P=0.88, Q=0.830; MSI-H P=0.0157,
Q=0.056). The most frequent somatic alterations were similar in EO vs. AO pts, including TP53
(68% vs. 70%, P=0.370, Q=0.825), CDH1 (15% vs. 11%, P=0.139, Q=0.825), RHOA (6% vs. 5%,
P=0.395, Q=0.825). There was a trend toward more ARID1A (19% vs. 7%, P,0.01, Q=0.250) and
FBWX7 (5% vs. 2%, P=139, Q=0.825) mutations in the AO group. Conclusions: Presenting
symptoms, stage, histology, HER2 and MSI status are similar in patients with EO vs. AO-EG cancer.
There is a trend in EO toward longer time to diagnosis, gastric primary site of disease, signet-ring
histology and fewer ARID1A and FBWX7 mutations. Expanded clinical and molecular data will be
presented. Research Sponsor: None.

Characteristics of EO- vs. AO-EG cancer.

AO-EG
N=587

EO-EG
N=151 P-value

Primary Site 0.042
Esophageal (E, GEJ) 203 (35%) 38 (25%)
Gastric (G) 244 (42%) 73 (48%)
Not specified 140 (24%) 40 (26%)
Histology 0.005
Adenocarcinoma 312 (53%) 76 (50%)
Other 34 (6%) 6 (4%)
Squamous Cell Carcinoma 11 (2%) 1 (1%)
Signet-Ring 10 (2%) 11 (7%)
Not specified 220 (37%) 56 (37%)
Race 0.0001
Caucasian 476 (81%) 97 (64%)
Asian 54 (9%) 28 (19%)
Black or African American 25 (4%) 9 (6%)
Other 13 (2%) 11 (7%)
Unknown 19 (3%) 6 (4%)
Stage 0.49
I 12 (2%) 4 (3%)
II 27 (5%) 6 (4%)
III 62 (11%) 12 (8%)
IV 215 (37%) 59 (39%)
Not specified 271 (46%) 70 (46%)
Time to diagnosis (d) 0.036
Median (IQR) 66 (32 - 123) 97 (35 - 190)
Not specified 256 (44%) 66 (44%)

© 2021 American Society of Clinical Oncology. Visit gicasym.org and search by abstract for disclosure information.

ESOPHAGEAL AND GASTRIC CANCER

http://gicasym.org


TPS251 Trials in Progress Poster Session

A phase Ib multicenter study of trifluridine/tipiracil (FTD/TPI) in combination with irinotecan
(IRI) in patients with advanced recurrent or unresectable gastric and gastroesophageal
adenocarcinoma (aGEC) after at least one line of treatment with a fluoropyrimidine and
platinum containing regimen.

Farshid Dayyani, Kit Tam, Edward Kim, Parvin Keshtmand, Samuel Ejadi, Fa Chyi Lee, May Thet Cho; University of California
Irvine, Division of Hematology/Oncology, Department of Medicine, Orange, CA; UC Davis Health System, Sacramento, CA;
Department of Medicine, Division of Hematology and Oncology, University of California at Davis, Sacramento, CA;
Department of Medicine, Division of Hematology and Oncology, University of California at Irvine, Orange, CA; University of
California Davis Comprehensive Cancer Center, Sacramento, CA

Background: In 2L+ aGEC, taxanes +/- ramucirumab or IRI are recommended treatment options.
IRI has been tested in multiple single arm and randomized trials in second line (2L)+ aGEC, with
reported objective response rates (ORR) in the 15-29% range andmedian progression-free survival
(PFS) of ,3 months (mo). Outcomes for aGEC remain poor with a median overall survival (OS) of
9.6 mo and PFS at 6 mo (PFS6) of only 36%. The TAGS trial in third line (3L)+ aGEC showed a
significant improvement in OS from 3.6 mo to 5.7 mo with FTD/TPI over placebo. A 2L treatment
with taxanes after 1L platinum containing regimens is currently associated with worsening
peripheral neuropathy, which often leads to dose reductions, treatment delays, and a reduced
quality of life for patients. The feasibility of FTD/TPI combined with IRI (+/- bevacizumab) in a
modified 14-day schedule has been published for advanced colon cancer (PMID: 31924737) with no
new safety signals while also encouraging activity in a cohort of heavily pretreated patients.
Methods:Hypothesis:The combination of FTD/TPI with IRI in 2L+ aGEC is feasible, clinically active,
and provides a treatment option which is not associated with development of peripheral neurop-
athy. Trial Design: 2-center, prospective, open label, non-randomized phase 1b trial. Eligibility:
Diagnosis of aGEC, 1+ line of treatment including a fluoropyrimidine/platinum, ECOG 0-2, adequate
organ function. Treatment:FTD/TPI 25mg/m2 on days 1-5 and IRI 180mg/m2 on day 1 every 14 days.
G-CSF in allowed as needed. Primary objective: Feasibility of the regimen and estimate of efficacy.
Primary endpoint: PFS6. Secondary objectives: OS, ORR, adverse events. Total number of pts to be
enrolled N=20. Current enrollment (September 2020) N=14. Clinical trial information:
NCT04074343. Research Sponsor: Taiho Pharmaceutical Co., Ltd.
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MOUNTAINEER-02: Phase II/III study of tucatinib, trastuzumab, ramucirumab, and paclitaxel in
previously treated HER2+ gastric or gastroesophageal junction adenocarcinoma—Trial in
Progress.

John H. Strickler, Yoshiaki Nakamura, Takayuki Yoshino, Daniel V.T. Catenacci, Yelena Y. Janjigian, Afsaneh Barzi,
Tanios S. Bekaii-Saab, Heinz-Josef Lenz, Jeeyun Lee, Eric Van Cutsem, Hyun Cheol Chung, MARIA ALSINA,
Salvatore Siena, Joal Garrido Mayor, Maria Corinna Palanca-Wessels, Wentao Feng, John Marshall; Duke University Medical
Center, Durham, NC; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East,
Kashiwa, Japan; National Cancer Center Hospital East, Kashiwa, Japan; Gastrointestinal Oncology Program, University of
Chicago Medical Center, Chicago, IL; Memorial Sloan Kettering Cancer Center, New York, NY; City of Hope Comprehensive
Cancer Center, Duarte, CA; Division of Hematology/Oncology, Mayo Clinic, Phoenix, AZ; USC Norris Comprehensive Cancer
Center, Los Angeles, CA; Division of Hematology-Oncology, Department of Medicine, Samsung Medical Center, Sungkyunk-
wan University School of Medicine, Seoul, South Korea; University Hospital Gasthuisberg and University of Leuven, Leuven,
Belgium; Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Vall d’Hebron University Hospital
and Institute of Oncology (VCIO), Barcelona, Spain; Azienda Socio Sanitaria Territoriale Niguarda, Milan, Italy; Seattle
Genetics, Bothell, WA; Seattle Genetics, Inc., Bothell, WA; Georgetown University, Washington, DC

Background: Tucatinib (TUC), a highly selective HER2-directed TKI recently approved for HER2+
metastatic breast cancer (MBC), is being developed as a novel therapy for patients (pts) with
metastatic colorectal cancer (mCRC) and other GI tumors. While trastuzumab (Tras) with che-
motherapy is standard in the 1st-line setting for metastatic HER2+ gastric or gastroesophageal
junction adenocarcinoma (GEC), no anti-HER2 therapy has demonstrated an OS benefit over
chemotherapy in 2nd-line, possibly due to loss of HER2 expression following Tras-based therapy. In
GEC xenograftmodels, dual targeting of HER2with TUC and Tras showed superior activity to either
agent alone. Interim results from the MOUNTAINEER study have shown promising activity for TUC
and Tras in HER2+mCRC. TheMOUNTAINEER-02 study is evaluating the efficacy and safety of TUC
in combination with Tras, ramucirumab (Ram), and paclitaxel (Pac) in pts with HER2+ GEC.
Methods: MOUNTAINEER-02 (NCT04499924) is a phase 2/3 study evaluating TUC and Tras with
the 2nd-line standard of care, Ram and Pac. Pts receive TUC 300 mg or placebo PO BID, Tras (6
then 4 mg/kg) or placebo (IV on Days 1 and 15 of each 28-day cycle), Pac (IV on Days 1, 8, 15), and
Ram (IV on Days 1 and 15). Eligible pts have locally-advanced unresectable or metastatic HER2+
GEC, have received a HER2-directed antibody, and 1 prior line of therapy for advanced disease. Pts
must be$18 years of age, with an ECOG#1, and have had no prior exposure to Ram, anti-HER2 or
anti-EGFR TKI, HER2-directed antibody-drug conjugates, or taxanes #12 months before enroll-
ment. Due to the potential impact of TUC on Pac metabolism, the study will include an initial Pac
dose finding stage. The open-label phase 2 part will determine the recommended dose of Pac (60 or
80mg/m2) combined with TUC, Tras, and Ram in 6-12 patients, and evaluate the safety and activity
of the regimen in Cohorts 2A and 2B (30 patients each). The randomized, double-blind, phase 3 part
will compare the efficacy and safety of TUC and Tras (Arm 3A; ~235 patients) vs. placebo (Arm 3B;
~235 patients), both in combination with Ram and Pac, and also evaluate activity of TUC with Ram
and Pac (Arm 3C; ~30 patients). The dual primary phase 3 endpoints are OS and PFS per
investigator, with confirmed ORR as a key secondary endpoint. HER2 status is determined at
baseline using a blood-based NGS assay, and IHC/ISH of fresh or archival tumor biopsies, if
available. Pts must be HER2+ by blood-based NGS in Cohort 2A and phase 3; in Cohort 2B, pts must
be HER2+ in a biopsy taken post-progression during/after 1st-line therapy, but HER2-negative by
blood-based NGS. Disease assessments per RECISTv1.1 will occur q6 weeks for 36 weeks, then
q9 weeks. The pharmacokinetics of TUC, Pac, and their metabolites will be evaluated in a subset of
pts, including a cohort with gastrectomies. Enrollment is ongoing in the U.S. Clinical trial infor-
mation: NCT04499924. Research Sponsor: Seattle Genetics, Inc.
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Phase II study of cabozantinib (cabo) combined with pembrolizumab (pembro) in metastatic or
recurrent gastric and gastroesophageal adenocarcinoma (GEC) to overcome resistance to
checkpoint inhibitors.

Farshid Dayyani, Chloe Thomas, Gwendolyn Ung, Thomas H Taylor; University of California Irvine, Division of Hematology/
Oncology, Department of Medicine, Orange, CA; University of California Irvine, Orange, CA; University of California Irvine,
Irvine, CA

Background: GEC is the third leading cause of cancer mortality and the fifth most common
malignancy worldwide. Fluoropyrimidine and platinum-based combinations are the most com-
monly used 1L treatment regimens. There are few standard treatment options after 1st line
regimens. In the 3L+ GEC Keynote-059 trial, objective response rate (ORR) with Pembro was
15.5% in PD-L1(+) vs. 6.4% in PD-L1(-) tumors. While the responses were durable, the 6-months PFS
(6-PFS) was only 14.1% and the median PFS was 2.0 mo. This highlights the remaining unmet need
for the majority of patients who either are refractory or develop disease progression following
treatmentwith PD-1 inhibitors in GEC. Cabo plus checkpoint inhibitors have shown clinical benefit in
various cancers including hepatocellular, renal cell (RCC), urothelial and castration-resistant
prostate cancers. In the CheckMate-9ER trial, Cabo+Nivolumab improved both OS and PFS vs
sunitinib in 1L RCC. In patients with RCC who had progression on anti-PD1 inhibitor treatment, Cabo
showed promising activity with an ORR of 33% and DCR of 79% (ESMO 2018, abstract 3793).
Hypothesis: Based on preclinical and clinical observations, Cabo might contribute to overcoming
primary or secondary resistance to PD-1 blockade in GEC. Methods: Prospective, open label, non-
randomized phase 2 trial. Eligibility: Diagnosis of GEC, 2+ line of treatment including previous
fluoropyrimidine/platinum, ECOG0-2, adequate organ function, prior checkpoint inhibitor if tumor
PD-L1 CPS$10%. Treatment: Cabozantinib 40mg PO daily, Pembrolizumab 200 mg IV on day 1 of
21d cycle. Primary objective: Feasibility of the combination and estimate of efficacy. Primary
endpoint:PFS-6. Secondary objectives: OS, ORR, adverse events. Total number of patients to be
enrolled N = 27. Current enrollment (Sep 2020) N = 10. Statistics: If the PFS-6 is. 25%, the study
would be regarded as positive, in which case it is planned to expand patient enrollment into a larger
single arm phase 2 trial with additional sites to establish the efficacy of the regimen. Clinical trial
information: NCT04164979. Research Sponsor: Exelixis.
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Randomized controlled phase III trial to investigate superiority of robot-assisted gastrectomy
over laparoscopic gastrectomy for clinical stage T1-2N0-2 gastric cancer patients: Japan
Clinical Oncology Group study JCOG1907 (MONA LISA study).

Rie Makuuchi, Mitsumi Terada, Junki Mizusawa, Masanori Tokunaga, Kei Hosoda, Toshiyasu Ojima, Takeshi Omori,
Kazuhisa Ehara, Masaya Watanabe, Akinori Takagane, Yasunori Nishida, Yoshitomo Yanagimoto, Narikazu Boku,
Takaki Yoshikawa, Masanori Terashima; Gastric Surgery Department, Cancer Institute Hospital of JFCR, Tokyo, Japan;
National Cancer Center Hospital, Chuo-ku, Japan; Japan Clinical Oncology Group Data Center/Operations Office, National
Cancer Center Hospital, Tokyo, Japan; National Cancer Center Hospital East, Kashiwa, Japan; Department of Upper
Gastrointestinal Surgery, Kitasato University School of Medicine, Sagamihara, Japan; Second Department of Surgery,
Wakayama Medical University, School of Medicine, Wakayama, Japan; Osaka International Cancer Institute, Osaka, Japan;
Saitama Cancer Center, Saitama, Japan; Department of Surgery, Shizuoka General Hospital, Shizuoka, Japan; Department of
Surgery, Hakodate Goryoukaku Hospital, Hakodate, Japan; Keiyukai Sapporo Hospital, Sapporo, Japan; Toyonaka Municipal
Hospital, Osaka, Japan; National Cancer Center Hospital, Tokyo, Japan; Kanagawa Cancer Center, Kanagawa, Japan; Shizuoka
Cancer Center, Shizuoka, Japan

Background: Postoperative complications reportedly affect oncological outcomes in various
cancers according to the timing of adjuvant chemotherapy and by influencing the immune
function. Particularly, postoperative intra-abdominal infectious complications, including intra-
abdominal abscess, pancreatic fistula, and anastomotic leakage, have been identified as prognostic
factors for gastric cancer. Given the negative impact of such complications on patient survival,
considering the short- and long-term outcomes, it is important to develop surgical procedures with
fewer complications. In Japan, laparoscopic gastrectomy is a standard treatment modality for
early gastric cancer. Randomized controlled trials have shown that laparoscopic gastrectomy is
relatively less invasive and has similar postoperative complications and non-inferior patient
survival rates when compared with open gastrectomy. However, several challenges associated
with the procedure need to be overcome, such as the limited movement of the forceps. Robot-
assisted gastrectomy allows surgeons to perform more meticulous surgical interventions with
articulated devices; therefore, reducing the possibility of postoperative complications, as dem-
onstrated by a few prospective studies performed in Japan. However, a non-randomized controlled
trial conducted in Korea reported that there were no benefits of robot-assisted gastrectomy in
terms of postoperative complications. Furthermore, no randomized controlled trials have directly
compared robot-assisted and laparoscopic gastrectomy to provide solid evidence regarding the
merits of the former. Methods: To confirm the superiority of robot-assisted gastrectomy over
laparoscopic gastrectomy for patients with cT1-2N0-2M0 gastric cancer, we designed JCOG1907
(UMIN000039825) as a multicenter randomized phase III trial. In the standard arm, we performed
laparoscopic gastrectomy with lymphadenectomy, while in the experimental arm, we performed
robot-assisted gastrectomy with lymphadenectomy. The primary endpoint is the incidence of
postoperative intra-abdominal infectious complications of Clavien–Dindo classification grade $II.
Major secondary endpoints are relapse-free survival, overall survival, overall postoperative
complications, and short-term clinical outcomes after gastrectomy. The planned sample size is
1040 participants, with a one-sided alpha of 5% and a power of 70%, with an expected 3%
decrease in postoperative intra-abdominal infectious complications (6% vs. 3%). Over the period
of 5 years, patients will be enrolled from 35 Japanese institutions. Enrollment has started in March
2020, and as of August 2020, 30 patients have already been enrolled. Clinical trial information:
UMIN000039825. Research Sponsor: None.
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CS1001-304: A phase III study of fluorouracil and cisplatin (FP) with CS1001, an anti-PD-L1
antibody, or placebo in unresectable locally advanced, recurrent or metastatic esophageal
squamous cell carcinoma (ESCC).

Jin Li, Yuxian Bai, Qingshan Li, YouEn Lin, Hao Jiang, Zhendong Chen, Rong Huang, Na Li, Yanxia JI, Shujun Yang,
Wensheng Qiu, Bo Liu, Jufeng Wang, Kangsheng Gu, Jie Fu, Bo Wang, Jin Hu, Yan Xu, Qingmei Shi, Jianxin Yang; East Hospital
Affiliated to Tongji University, Shanghai, China; Harbin Medical University Cancer Hospital, Harbin, China; Affiliated Hospital
of Chengde Medical College, Chengde, China; Jieyang People’s Hospital, Jieyang, China; Affiliated Hospital of Bengbu Medical
College, Bengbu, China; The Second Hospital of Anhui Medical University, Hefei, China; Foshan First People’s Hospital,
Foshan, China; Suining Central Hospital, Suining, China; Handan Center Hospital, Handan, China; Henan Cancer Hospital,
Zhengzhou, China; The Affiliated Hospital of Qingdao, Qingdao, China; Shandong Tumor Hospital, Jinan, China; First Affiliated
Hospital of Anhui Medical University, Hefei, China; CStone Pharmaceuticals (Suzhou) Co., Ltd., Suzhou, China

Background: ESCC is the predominant histological subtype of esophageal cancer, particularly in
Asian countries. Platinum-based chemotherapy is the first-line standard therapy for patients with
unresectable, locally advanced, recurrent or metastatic ESCC. The FP regimen is recommended as
the preferred treatment by guidelines. However, the survival benefit conferred by this therapy
leaves considerable space for improvement, with median OS being less than 1 year. Blockade of the
immune checkpoint receptors has shown clinical benefits in multiple tumor types. Recent studies
combining standard treatments with checkpoint inhibitors have shown encouraging efficacy and
favorable safety profile in patients with unresectable, locally advanced, recurrent or metastatic
ESCC. CS1001 (sugemalimab) is the first full-length, fully human immunoglobin G4 (IgG4, s228p)
anti-programmed death-ligand 1 (PD-L1) monoclonal antibody developed by the OMT transgenic rat
platform. In an ongoing Phase Ib trial, CS1001 in combination with FP regimen demonstrated an
ORR of 67.6% (25/37) and an mPFS of 9.0 months with a manageable safety profile in
unresectable, locally advanced or distantly metastatic ESCC (19 Feb 2020 data cutoff; Shen, L.,
et al, ESMO 2020).Methods: CS1001-304 is a randomized, double-blind Phase III study to compare
the efficacy and safety of FP regimen with CS1001 or placebo as first-line treatment in ESCC. The
study enrolls patients with histologically or cytologically confirmed unresectable locally advanced,
recurrent or metastatic ESCC who have ECOG PS of 0-1, patients are not eligible for curative
therapy (curative surgery or definitive chemoradiotherapy), and have not received any prior
systemic anti-tumor therapy for locally advanced or metastatic disease. Approximately 540
patients will be randomized at 2:1 into CS1001 + FP and placebo + FP arms respectively, stratified
by PD-L1 expression status (PD-L1 expression, 1% vs$ 1% and, 10% vs$10%), ECOG PS (0 vs 1)
and distant metastasis (no vs yes). Patients randomized to either arm will receive FP regimen
(fluorouracil: 800 mg/m2/day, continuous intravenous infusion [IV], D1-4 of each cycle; cisplatin:
80 mg/m2, IV, D1 of each cycle), Q3W for up to 6 cycles in combination with CS1001 1200 mg or
placebo (IV, D1 of each cycle), Q3W for up to 24months. AEswill bemonitored throughout the study
and graded per NCI CTCAE v5.0. Tumor response will be assessed by RECIST v1.1 every 6 weeks in
the first 12 months, and every 12 weeks thereafter. The primary endpoints are blinded independent
central review (BICR)-assessed PFS and OS. Secondary endpoints include investigator-assessed
PFS, BICR and investigator-assessed ORR and DoR, safety, PK profile, and immunogenicity. The
study is actively enrolling patients in over 60 sites in China. Clinical trial information:
NCT04187352. Research Sponsor: CStone Pharmaceuticals.

© 2021 American Society of Clinical Oncology. Visit gicasym.org and search by abstract for disclosure information.

ESOPHAGEAL AND GASTRIC CANCER

http://clinicaltrials.gov/show/NCT04187352
http://clinicaltrials.gov/show/NCT04187352
http://gicasym.org


TPS256 Trials in Progress Poster Session

Open-label, phase II study of ladiratuzumab vedotin (LV) for advanced gastric and
gastroesophageal junction adenocarcinoma (SGNLVA-005, Trial-in-Progress).

Amna Falak Sher, Justine Yang Bruce, Sung Yong Oh, Ian Churchill Anderson, Do-Youn Oh, Louise M. Nott, Jong-Seok Lee,
Chia-Chi Lin, Ranee Mehra, Byoung Yong Shim, Wu-Chou Su, Troy H. Guthrie, Nashat Y. Gabrail, Rachel E. Sanborn,
Arielle Shebay Lee, Diego Luigi Cortinovis, Paul Swiecicki, Yinghui Wang, Zejing Wang, Jae Yong Cho; Stony Brook University
Hospital, Stony Brook, NY; Carbone Cancer Center, University of Wisconsin, Madison, WI; Dong-A University Hospital, Busan,
South Korea; St. Joseph Heritage Healthcare, Santa Rosa, CA; Seoul National University Hospital, Seoul, South Korea; Royal
Hobart Hospital, Hobart, Australia; Seoul National University Bundang Hospital, Seongnam-Si, South Korea; National Taiwan
University Hospital, Taipei, Taiwan; University of Maryland, Baltimore, MD; St. Vincent’s Hospital, The Catholic University of
Korea, Suwon, South Korea; National Cheng Kung University Hospital, Tainan, Taiwan; 21st Century Oncology, Jacksonville,
FL; Gabrail Cancer Center Research LLC, Canton, OH; Earle A. Chiles Research Institute, Providence Cancer Institute, Portland,
OR; UT Health HOPE Cancer Center of East Texas, Tyler, TX; Azienda Socio Sanitaria Territoriale Monza-Ospedale San Gerardo,
Monza, Italy; University of Michigan Medical School, Department of Internal Medicine, Division of Hematology/Oncology, Ann
Arbor, MI; Seattle Genetics, Inc., Bothell, WA; Gangnam Severance Hospital, Yonsei University, Seoul, South Korea

Background: LIV-1 is a transmembrane protein expressed in a variety of cancer types. SGN-LIV1A,
or ladiratuzumab vedotin (LV), is a novel investigational humanized IgG1 antibody-drug conjugate
(ADC) directed against LIV-1. LV mediates delivery of monomethyl auristatin E (MMAE), which
drives antitumor activity through cytotoxic cell killing and induces immunogenic cell death. In a
phase 1 study, LV was tolerable and active in heavily pretreated patients with metastatic breast
cancer at a recommended dose of 2.5 mg/kg every 21 days (Modi 2017). More frequent, fraction-
ated dosing has improved the activity and/or safety of other ADCs. Thus, this study is currently
evaluating the safety and efficacy of weekly LV dosing (Days 1, 8, and 15 of every 3-week cycle) in
different advanced solid tumors with various LIV-1 expression, including advanced gastric and
gastroesophageal junction (GEJ) adenocarcinoma, esophageal squamous cell carcinoma, small cell
lung cancer (SCLC), non-small cell lung cancer (squamous and nonsquamous), head and neck
squamous cell carcinoma, castration resistant prostate cancer, andmelanoma.Methods:SGNLVA-
005 (NCT04032704) is an open-label, phase 2 study evaluating LVmonotherapy in patients with 8
different advanced solid tumors in two parts (administered as a 30 minute intravenous infusion
[IV]: Part A LV 2.5 mg/kg IV every 3 weeks [up to n = 72 total]; Part B LV 1.0 or 1.25 mg/kg every
1 week [up to n = 252 total]). The study is enrolling previously treated patients with unresectable
locally advanced or metastatic disease. Patients must have measurable disease per RECIST v1.1, an
Eastern Cooperative Oncology Group (ECOG) score of 0 or 1, and adequate organ function. Cohort
specific inclusion criteria require that patients in the gastric and GEJ adenocarcinoma and
esophageal squamous cell carcinoma cohorts must have received and progressed during or after
nomore than 1 prior line of platinum based cytotoxic chemotherapy. Patients in the gastric and GEJ
adenocarcinoma cohort may have received prior anti-programmed cell death (ligand) 1 (anti-PD[L]
1) therapy (unless contraindicated), and patients with known human epidermal growth factor
receptor 2 (HER2) overexpression must have received prior HER2-targeted therapy. Patients are
not preselected based on tumor LIV-1 expression. Tumor samples will be analyzed for correlation
between LIV-1 expression and tumor response. Safety and efficacy will be monitored throughout
the study. Study objectives include objective response rate (primary); safety and tolerability,
disease control rate, duration of response, progression-free and overall survival, and pharmaco-
kinetics and immunogenicity (all secondary); and pharmacodynamics. Study accrual is ongoing in
the USA, Italy, South Korea, Taiwan, Australia, and the UK. Clinical trial information:
NCT04032704. Research Sponsor: Seattle Genetics, Inc.
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A randomized controlled phase III trial of comparing local field with additional prophylactic
irradiation in chemoradiotherapy for clinical-T1bN0M0 esophageal cancer:JCOG1904/
ARMADILLO study.

Motoo Nomura, Katsuyuki Sakanaka, Ken Kato, Tomohiro Kadota, Yoshinori Ito, Ryunosuke Machida, Keita Sasaki,
Tomoko Kataoka, Yasumasa Nishimura, Yuko Kitagawa; Department of Medical Oncology, Kyoto University Hospital, Kyoto,
Japan; Department of Radiation Oncology and Image-Applied Therapy, Graduate School of Medicine, Kyoto University, Kyoto,
Japan; National Cancer Center Hospital, Tokyo, Japan; Department of Gastroenterology and Endoscopy, National Cancer
Center Hospital East, Kashiwa, Japan; Department of Radiation Oncology, Showa University School of Medicine, Tokyo,
Japan; Japan Clinical Oncology Group Data Center/Operations Office, National Cancer Center Hospital, Tokyo, Japan; Japan
Clinical Oncology Group (JCOG) Data Center/Operations Office, National Cancer Center Hospital, Tokyo, Japan; Department
of Radiation Oncology, Kindai University Hospital, Osaka, Japan; Department of Surgery, Keio University School of Medicine,
Tokyo, Japan

Background:Parallel-group controlled trial of esophagectomy versus chemoradiotherapy
(JCOG0502) showed chemoradiotherapy (CRT) is considered as a standard treatment option
for clinical-T1bN0M0 esophageal squamous cell carcinoma (ESCC) with organ preservation.
However, locoregional recurrence after CRT occurs in 20% of patients and requires salvage
treatment including salvage surgery, chemo(radio)therapy, and endoscopic resection. Salvage
treatments can cause complications and treatment-related death. CRT with elective nodal irra-
diation (ENI) have been reported to reduce the locoregional recurrence of esophageal cancer. We
conduct the clinical trial to evaluate the efficacy of modified CRT with ENI compared with CRT
without ENI for the patients with cTbN0M0 ESCC. The primary purpose of this study is to
investigate whether modified CRT with ENI reduces the locoregional recurrence that cannot be
completely resected by salvage endoscopic resection and preserve esophagus without compro-
mising overall survival. Methods:Eligibility criteria include the followings; thoracic ESCC, adenos-
quamous, or basaloid cell carcinoma with clinical-T1bN0M0, age 20 or older, performance status 0
or 1, adequate organ function, and patient who do not have a preference to receive a surgical
resection as an initial therapy. Patients are randomly assigned to following two arms using the
minimization method with a random component to balance institution, tumor length (#4cm
versus . 4cm), and age (#65 years old versus . 65 years old). Patients in arm A receive CRT
consisted of CDDP (70 mg/m2/day, days 1 and 29) and 5-FU (700 mg/m2/day, days 1-4 and 29-32,
civ) with concurrent radiotherapy (60 Gy/30 fr without ENI). Patients in arm B receive CRT
consisted of CDDP (75 mg/m2/day, days 1 and 29) and 5-FU (1000 mg/m2/day, days 1-4 and 29-32,
civ) with concurrent radiotherapy (50.4 Gy/ 28 fr with ENI of 41.4 Gy/23 fr). Primary endpoint is
major progression-free survival (MPFS), defined as the time from randomization to the date of
death or disease progression except achieving curative resection by salvage endoscopic resection.
We assumed 5-year MPFS with arm A to be 70% and expected a 10% improvement for arm B. The
planned sample size was calculated as a total of 280 patients (140 patients per arm) with a one-
sided alpha of 5%, power of 70%, an accrual period of 4 years, and a follow-up period of 5 years.
This trial was activated in July 2020. The study was also registered at the Japan Registry of Clinical
Trials (jRCT) as study number jRCTs031200067. Clinical trial information: jRCTs031200067.
Research Sponsor: National Cancer Center Research and Development Fund (29-A-3) of Japan.
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A phase I open-label study to investigate safety and tolerability, efficacy, pharmacokinetics,
pharmacodynamics, and immunogenicity of MT-5111 in patients with HER2-positive tumors.

Zev A. Wainberg, Monica M. Mita, Minal A. Barve, Erika P. Hamilton, Andrew J. Brenner, Frances Valdes, Daniel H. Ahn,
Joleen M. Hubbard, Jason S. Starr, Christine Burnett, Joshua Pelham, Thomas Strack, Andres Machado, Brian A. Van Tine;
UCLA Medical Center - Cancer Care - Santa Monica, Los Angeles, CA; Cedars-Sinai Medical Center, Los Angeles, CA; Mary
Crowley Cancer Research, Dallas, TX; Sarah Cannon Research Institute and Tennessee Oncology, PLLC, Nashville, TN;
University of Texas Health San Antonio Cancer Center, San Antonio, TX; University of Miami, Miami, FL; Mayo Clinic, Phoenix,
AZ; Mayo Clinic, Rochester, MN; Mayo Clinic, Jacksonville, FL; Molecular Templates, Inc., Jersey City, NJ; Translational
Research in Oncology, Montevideo, Uruguay; Division of Medical Oncology, Washington University School of Medicine, Saint
Louis, MO

Background: Engineered toxin bodies (ETBs) are comprised of a proprietarily engineered form of
Shiga-like Toxin A subunit genetically fused to antibody-like binding domains. ETBs work through
novel mechanisms of action & are capable of forcing internalization, self-routing through intra-
cellular compartments to the cytosol & inducing potent cell-kill via the enzymatic & permanent
inactivation of ribosomes. MT-5111 is a de-immunized ETB targeting HER2+ solid tumors. Its novel
mechanism of action, via enzymatic ribosome inactivation, may not be subject to resistance
mechanisms that exist for tyrosine kinase inhibitors, antibody-drug conjugates, or antibody
modalities. MT-5111 binds an epitope on HER2, distinct from trastuzumab or pertuzumab, that
may provide for combination potential with other HER2-targeting agents. MT-5111 is a 55 kilodalton
protein & may have improved tumor penetration capability. The objective of this trial will be to
determine the safety, tolerability, &maximum tolerated dose (MTD) of MT-5111 in patients (pts) with
advanced HER2+ solid tumors.Methods: This Phase 1, first-in-human, open-label, dose escalation &
expansion study will evaluate MT-5111 monotherapy in pts with HER2-positive solid tumors. The
primary objective is to determine the MTD; secondary objectives include pharmacokinetics, tumor
response & immunogenicity. Part 1 consists of MT-5111 dose escalation (0.5, 1.0, 2.0, 3.0, 4.5, 6.75,
10mg/kg/dose) based on a modified 3+3 design (n#42 pts); Part 2 (dose expansion) will evaluate
MT-5111 at the MTD in #98 pts. All pts will be administered MT-5111 over 30 min via IV infusion on
Days 1, 8, & 15 of each 21-day cycle until disease progression, unacceptable toxicity, death,
withdrawal of consent, or another reason for withdrawal. Part 1 will include pts with any
HER2+ solid cancers. Part 2 will enroll 3 expansion cohorts: HER2+ breast (BC), HER2+ gastric
or gastroesophageal junction adenocarcinomas (collectively referred as gastroesophageal ade-
nocarcinomas [GEA]) & other HER2+ solid cancers. Immunohistochemistry (IHC) status must be 2+
or 3+, regardless of in situ hybridization (ISH) results; if no IHC is available for pts with BC or GEA,
ISH criteria per the American Society of Clinical Oncology College of American Pathologists
guidelines will be used. In metastatic cases, HER2 positivity must be demonstrated on metastatic
lesions. Pts with HER2+ BC should have had $2 lines of HER2-directed therapy; pts with HER2+
GEA should have received or been intolerant to trastuzumab. Pts with evaluable disease may be
included in Part 1; in Part 2, all ptsmust have$1 measurable lesion per Response Evaluation Criteria
in Solid Tumors v1.1. Further details can be found on clinicaltrials.gov (NCT04029922). Enrollment,
which began in September 2019, is ongoing. Clinical trial information: NCT04029922. Research
Sponsor: Molecular Templates.
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Phase II study of pembrolizumab after chemoradiotherapy (CRT) as adjuvant therapy for locally
advanced esophageal squamous cell carcinoma (LA-ESCC) patients at high risk of recurrence
following preoperative CRT plus surgery.

Chih-Hung Hsu, Jhe-Cyuan Guo, Ta-Chen Huang, Hung-Yang Kuo, Chia-Chi Lin, Feng-Ming Hsu, Jason C. Cheng,
Pei-Ming Huang, Jang-Ming Lee; National Taiwan University Cancer Center, Taipei City, Taiwan; National Taiwan University
Hospital, Taipei, Taiwan; National Taiwan University Hospital, Taipei City, Taiwan

Background: LA-ESCC is a potentially curable disease, for which preoperative CRT followed by
esophagectomy is a standard-of-care. Previous studies have identified that close/involved margin
and lymph node metastasis with extranodal invasion (ENI) in post-CRT surgical specimens are
associated with increased risk of recurrence. In CheckMate-577 trial, adjuvant nivolumab signif-
icantly improved disease-free survival (DFS) in patients with esophageal cancer treated with
preoperative CRT and surgery; in another trial (the “PACIFIC” trial), adjuvant durvalumab has
significantly improved overall survival (OS) in stage III non-small cell lung cancer treated with
definitive CRT. We hypothesize that adding pembrolizumab to CRT as an adjuvant therapy would
improve the outcomes of LA-ESCC patients who are treated with preoperative CRT plus esoph-
agectomy and with high-risk of recurrence. Methods: This single institution single-arm phase II
study include patients with histologically confirmed LA-ESCC (AJCC 7th staging system:cT3-
4aN0M0 or T1-4aN1-3M0) harboring at least one risk factor (closed/involved margin, ENI, or ypN2-
3) in post-CRT surgical specimens. Patients with adenocarcinoma of esophagus or gastroesoph-
ageal junction or synchronously diagnosed with a squamous cell carcinoma of aero-digestive way
other than ESCC are excluded. Patients enrolled will receive adjuvant weekly cisplatin–CRT
(cisplatin, 30mg/m2 for 2 cycles every week; radiotherapy, 180-200 cGy/fraction for 10-13 times)
followed by pembrolizumab (200 mg, every 3 weeks, for 18 cycles). The primary endpoint of this
study is 1-year relapse-free survival (RFS) rate; and the key secondary endpoints include RFS, 3-
year RFS rate, OS, 3-yr OS rate, toxicity and safety. The study, registered with clinical trial ID of
NCT03322267, started patient enrollment in Aug 2018. As of Aug of 2020, 11 of 46 planned patients
have been enrolled. Clinical trial information: NCT03322267. Research Sponsor: Merck Sharp and
Dohme.
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Phase II study of zolbetuximab plus pembrolizumab in claudin 18.2: Positive locally advanced or
metastatic gastric or gastroesophageal junction adenocarcinoma (G/GEJ)—ILUSTRO Cohort 3.

Samuel J Klempner, Jaffer A. Ajani, Salah-Eddin Al-Batran, Yung-Jue Bang, Daniel V.T. Catenacci, Peter C. Enzinger,
David H. Ilson, Sunnie Kim, Florian Lordick, Manish A. Shah, Kohei Shitara, Ahsan Arozullah, Jung Wook Park, Jeffrey J. Raizer,
Eric Van Cutsem, Rui-hua Xu; Massachusetts General Hospital, Boston, MA; The University of Texas MD Anderson Cancer
Center, Houston, TX; Institut für Klinisch-Onkologische Forschung, Frankfurt, Germany; Seoul National University College of
Medicine, Seoul, South Korea; Gastrointestinal Oncology Program, University of Chicago Medical Center, Chicago, IL; Center
for Esophageal and Gastric Cancer, Dana-Farber Cancer Institute, Boston, MA; Memorial Sloan Kettering Cancer Center, New
York, NY; University of Colorado Comprehensive Cancer Center, Aurora, CO; University Cancer Center Leipzig, Leipzig,
Germany; Weill Cornell Medicine, New York, NY; National Cancer Center Hospital East, East Kashiwa City, Chiba, Japan;
Astellas Pharma Global Development, Inc., Northbrook, IL; Astellas Pharma, Inc., Northbrook, IL; Astellas Pharma Global
Development, Inc, Northbrook, IL; University Hospital Gasthuisberg and University of Leuven, Leuven, Belgium; Sun Yat-sen
University Cancer Centre, Guangzhou, China

Background: Five-year survival with advanced G/GEJ is poor, and limited biomarkers exist to inform
optimal treatment selection. Pembrolizumab, an anti–programmed death-1 receptor (PD-1) antibody,
is approved for advanced/metastatic PD-ligand 1–positive (PD-L1+) G/GEJ that progressed after$2
lines of therapy. The transmembrane tight junction protein claudin 18.2 (CLDN18.2) is normally
confined to gastric mucosa but is often overexpressed in G/GEJ with roughly one-third of patients
(pts) having high expression ($75%). Zolbetuximab, a chimeric IgG1 monoclonal antibody, binds to
CLDN18.2 and mediates cancer cell death through antibody-dependent cellular cytotoxicity (ADCC)
and complement-dependent cytotoxicity. Phase 2 (NCT01630083) results showed prolonged sur-
vival with zolbetuximab + epirubicin, oxaliplatin, and capecitabine (EOX) vs EOX alone in G/
GEJ. Results of nonclinical studies showed enhanced antitumor activity with zolbetuximab +
anti-murine PD-1 antibody, and it was hypothesized that a combination with pembrolizumab (new
Cohort 3) might augment ADCC and antitumor immune response in CLDN18.2 overexpressing G/
GEJ.Methods: This phase 2 open-label study (NCT03505320) will enroll ~112 adult pts from 22 sites
in 5 countries into 3 cohorts; this abstract describes Cohort 3 (~62 pts). Key eligibility criteria are
advanced/metastatic G/GEJ, measurable disease (RECIST v1.1), adequate organ function and per-
formance status, and high/intermediate (Cohort 3A) or high (Cohort 3B) expression of CLDN18.2.
Central testing of tumor tissue will determine CLDN18.2 expression; pts are considered CLDN18.2
positive (CLDN18.2+) if$75% (high) or$50% to, 75% (intermediate) of tumor cells demonstrate
moderate-to-strong membranous IHC staining. Patients in Cohort 3B are required to be PD-L1+,
defined as a combined positive score$1 (IHC staining per the Dako 22C3 PD-L1 assay). Patients will
receive zolbetuximab+ pembrolizumab in the third/later line inCohort 3Aand third line inCohort 3B.
InCohort 3A (safety cohort), zolbetuximabwill be administered at a loading dose of800mg/m2 IVon
Day 1 Cycle 1 followed by 600mg/m2 IV every 3weeks; a reduction from600mg/m2 every 3 weeks is
permitted. Pembrolizumab 200 mg IV will be administered on Day 1 of each 21-day cycle. Cohort 3B
(expansion cohort) zolbetuximab dose is determined from results of Cohort 3A. Imaging will occur
every 6 weeks for 24 weeks and every 12 weeks thereafter. The primary endpoint is objective
response rate; additional endpoints include duration of response, disease control rate, and
progression-free survival by independent review committee and investigator assessment. Pharma-
cokinetics, safety/tolerability, quality of life, and immunogenicity will be assessed. The study is
currently recruiting pts. Clinical trial information: NCT03505320. Research Sponsor: Astellas
Pharma, inc.
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A phase Ib/II, multicenter, open-label, dose-escalation, and dose-expansion study evaluating
trastuzumab deruxtecan (T-DXd, DS-8201) monotherapy and combinations in patients with
HER2-overexpressing gastric cancer (DESTINY-Gastric03).

Yelena Y. Janjigian, Natasha Viglianti, Feng Liu, Ariadna Mendoza-Naranjo, Liz Croydon; Memorial Sloan Kettering Cancer
Center, New York, NY; AstraZeneca Pharmaceuticals LP, Cambridge, United Kingdom; AstraZeneca Pharmaceuticals LP,
Gaithersburg, MD

Background: For patients (pts) with HER2-overexpressing metastatic gastric cancer, trastuzumab
+ chemotherapy is a standard first-line option but provides only a modest overall survival (OS)
benefit vs chemotherapy. T-DXd is an antibody-drug conjugate consisting of an anti-HER2 anti-
body, cleavable tetrapeptide-based linker, and a membrane-permeable topoisomerase I inhibitor
payload. Results from a phase 1 trial showed promising antitumor activity (confirmed objective
response rate [ORR], 43.2%) in pts with heavily pretreated HER2+ metastatic gastric cancer who
received T-DXd (5.4 or 6.4 mg/kg; Shitara K, et al. Lancet Oncol. 2019;20:827-836). Here we
describe the phase 1b/2 DESTINY-Gastric03 trial (NCT04379596) evaluating T-DXd monotherapy
and combinations in pts with HER2-overexpressing gastric cancer.Methods: This is an open-label,
multicenter, 2-part, phase 1b/2 study in pts with HER2-overexpressing (immunohistochemistry
[IHC] 3+ or IHC 2+/in situ hybridization positive) locally advanced, unresectable or metastatic
gastric or gastroesophageal junction cancer. In part 1 (dose escalation), pts who had received prior
trastuzumab-containing therapywill be assigned to 1 of 5 arms: (1) T-DXd +5-fluorouracil (5-FU); (2)
T-DXd + capecitabine (C); (3) T-DXd + durvalumab; (4) T-DXd + 5-FU or C + oxaliplatin (Ox); or (5) T-
DXd + 5-FU or C + durvalumab. In part 2 (dose expansion), pts with no prior treatment for
metastatic disease will be randomized across 4 arms: (1) T-DXd; (2) trastuzumab + 5-FU or C +Ox or
cisplatin; (3) T-DXd + 5-FU or C 6 Ox; or (4) T-DXd + 5-FU or C + durvalumab. In part 2, pts will be
stratified by HER2 status. Primary endpoints are safety, determination of recommended phase 2
doses (part 1), and investigator-assessed confirmed ORR per RECIST v1.1 (part 2). Secondary
endpoints include confirmed ORR (part 1), disease control rate, duration of response, progression-
free survival (all per investigator), OS, safety (part 2), pharmacokinetics, and immunogenicity.
Clinical trial information: NCT04379596. Research Sponsor: AstraZeneca.
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NRG Oncology NRG-GI007 trial-in-progress: Phase I study of OBP-301 (Telomelysin) and
definitive chemoradiation (CRT) for patients with locally advanced esophageal and
gastroesophageal adenocarcinoma who are not candidates for surgery.

Geoffrey Yuyat Ku, Kathryn A. Winter, Terence Marques Williams, Prasad S. Adusumilli, Makoto Nishimura, Adam Yock,
David H. Ilson, Theodore S. Hong; Memorial Sloan Kettering Cancer Center, New York, NY; Statistical Center, Radiation
Therapy Oncology Group, Philadelphia, PA; Ohio State University Arthur G. James Cancer Hospital and Richard J. Solove
Research Institute, Columbus, OH; Vanderbilt University Medical Center, Nashville, TN; Massachusetts General Hospital,
Boston, MA

Background: Definitive CRT is a standard-of-care for patients with medically inoperable esoph-
ageal cancer (EC, NEJM 326:1593). The NRG/RTOG 0436 study of cisplatin/paclitaxel and RT (+/-
cetuximab) as definitive therapy showed that about 1/2 of patients have locally persistent disease
(JAMA Oncol 3:1520). OBP-301 is a conditionally-restricted, replication-competent adenovirus
derived from human adenovirus type 5 (Ad-5) that adds a human Telomerase Reverse Transcrip-
tase (hTERT) gene promoter; it replicates only in tumor cells to cause lysis. It may enhance RT and
may cause immunogenic cell death. A phase I study with RT in Japanese patients with inoperable
EC showed tolerability and activity. Methods: In NRG-GI007, OBP-301 is added to weekly
carboplatin/paclitaxel and RT to 50.4 Gy (1.8 Gy/fx328 fx) for patients with medically inoperable
esophageal or gastroesophageal junction (GEJ) adenocarcinoma. Patients receive intratumoral
OBP-301 131012 virus particles (vp)/ml via endoscopy (EGD) 3 days prior to CRT, then at days 12 and
26 of CRT, for a total of 3 doses. Restaging with PET and EGD occur 6-8 weeks later. Blood and
tumor tissue are collected for immune- and viral-based correlative assays. Patients must be
assessed to be medically inoperable and have ECOG performance status,1. The primary endpoint
is safety, and clinical complete response (cCR) rate is a secondary endpoint. Initially, 6 patients are
enrolled. If protocol-defined dose-limiting toxicity (DLT) occurs in,1 of 6 patients, the dose will be
deemed to be safe and 9 more will be enrolled to further assess safety and obtain a preliminary
assessment of cCR rate. If.2 of 6 patients have DLT, the dose of OBP-301 is reduced to 131011 vp/ml
and another 6 patientswill be treated. If,1 of 6 patients has aDLT at the lower dose, that dosewill be
deemed to be safe and 9 more will be enrolled. If.2 of 6 patients have DLT, then neither dose level
will havemet the safety rule and the trial will be ended. This trial opened to accrual on June 29, 2020.
Clinicaltrials.gov NCT04391049. Funding: This project was supported by grants U10CA180868 (NRG
Oncology Operations), U10CA180822 (NRG Oncology SDMC), U24CA180803 (IROC), from the
National Cancer Institute (NCI) and Oncolys BioPharma. Clinical trial information: NCT04391049.
Research Sponsor: U.S. National Institutes of HealthPharmaceutical/Biotech Company.

© 2021 American Society of Clinical Oncology. Visit gicasym.org and search by abstract for disclosure information.

ESOPHAGEAL AND GASTRIC CANCER

http://clinicaltrials.gov/show/NCT04391049
http://gicasym.org


TPS263 Trials in Progress Poster Session

Pembrolizumab plus chemotherapy for previously untreated, HER2-negative unresectable or
metastatic advanced gastric or gastroesophageal junction (G/GEJ) adenocarcinoma: KEYNOTE-
859.

Josep Tabernero, Yung-Jue Bang, Eric Van Cutsem, Charles S. Fuchs, Yelena Y. Janjigian, Pooja Bhagia, Kan Li,
David E. Adelberg, Shu Kui Qin; Vall d’Hebron University Hospital and Institute of Oncology (VIHO), Barcelona, Spain;
Seoul National University College of Medicine, Seoul, South Korea; Leuven Cancer Institute, Leuven, Belgium; Yale Cancer
Center and Smilow Cancer Hospital, New Haven, CT; Memorial Sloan Kettering Cancer Center, New York, NY; Merck & Co., Inc.,
Kenilworth, NJ; PLA Cancer Centre of Nanjing Bayi Hospital, Nanjing, China

Background: For patients with unresectable, locally advanced recurrent or metastatic G/GEJ
cancer, the standard of care includes a fluoropyrimidine plus a platinum-based agent as first-line
therapy. The PD-1 inhibitor pembrolizumab has demonstrated durable antitumor activity in this
patient population across lines of therapy. Herein, we describe the randomized, double-blind, phase
3 KEYNOTE-859 trial (NCT03675737) of first-line pembrolizumab plus chemotherapy in patients
with advanced G/GEJ adenocarcinoma. Methods: Patients with histologically or cytologically
confirmed, locally advanced unresectable or metastatic G/GEJ adenocarcinoma with known PD-L1
expression status, HER2-negative disease, measurable disease per RECIST v1.1, and ECOG perfor-
mance status of 0 or 1 will be randomly assigned 1:1 to receive pembrolizumab plus chemotherapy
or placebo plus chemotherapy. Randomization will be stratified by geographic region (Europe/
Israel/North America/Australia vs Asia vs rest of world), PD-L1 tumor expression status (combined
positive score , 1 vs $1), and combination chemotherapy (FP vs CAPOX). Pembrolizumab or
placebo will be administered at 200mg IV every 3 weeks (Q3W). The chemotherapy regimenwill be
investigator’s choice of FP (continuous infusion of 5-fluorouracil [800 mg/m2/day on days 1-5 of
each cycle] plus IV cisplatin [80 mg/m2] Q3W) or CAPOX (oral capecitabine [1000 mg/m2 twice
daily on days 1-14 of each cycle] plus IV oxaliplatin [130 mg/m2 on day 1 of each cycle] Q3W).
Duration of cisplatin or oxaliplatin may be capped at 6 cycles per local country guidelines;
treatment with 5-fluorouracil or capecitabine may continue per protocol. Treatment with pem-
brolizumab or placebo will continue for #35 administrations (~2 years) or until disease progres-
sion, unacceptable toxicity, intercurrent illness that prevents further administration of treatment,
investigator decision, or noncompliance. Imaging will be performed at screening and subsequently
every 6 weeks until disease progression, start of new anticancer treatment, withdrawal of consent,
or death. Adverse events will bemonitored throughout the study from the time of randomization to
30 days after the last dose of study treatment (90 days for serious adverse events). The dual
primary end points are OS and PFS per RECIST v1.1 as assessed by blinded independent central
review (BICR). Secondary end points include ORR and DOR per RECIST v1.1 as assessed by BICR,
safety, and tolerability. Enrollment is ongoing. Clinical trial information: NCT03675737. Research
Sponsor: Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Kenilworth, NJ, USA.
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Margetuximab (M) combined with anti-PD-1 (retifanlimab) or anti-PD-1/LAG-3 (tebotelimab) +/-
chemotherapy (CTX) in first-line therapy of advanced/metastatic HER2+ gastroesophageal
junction (GEJ) or gastric cancer (GC).

Daniel V.T. Catenacci, Minori Koshiji Rosales, Hyun Cheol Chung, Harry H. Yoon, Lin Shen, Markus H. Moehler, Yoon-Koo Kang;
Gastrointestinal Oncology Program, University of Chicago Medical Center, Chicago, IL; MacroGenics Inc, Rockville, MD; Yonsei
Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Mayo Clinic, Rochester, MN; Department of
Gastrointestinal Oncology, Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education), Peking
University Cancer Hospital & Institute, Beijing, China; Johannes Gutenberg-University Clinic, Mainz, Germany; Asan Medical
Center, Seoul, South Korea

Background: Trastuzumab (T), a monoclonal antibody (mAb) targeting HER2, is standard of care
1st-line therapy for advanced HER2+ GEJ/GC patients. M, an investigational Fc-engineered anti-
HER2mAb, targets the sameHER2 epitope but with higher affinity for both 158V (high binding) and
158F (low binding) alleles of activating Fc receptor CD16A. Data suggest margetuximab coordi-
nately enhances both innate and adaptive immunity, including antigen-specific T-cell responses to
HER2. PD-1 and LAG-3 are T-cell checkpoint molecules that suppress T-cell function. Retifanlimab
(also known as MGA012 or INCMGA00012) is a humanized, hinge-stabilized, IgG4 K anti-PD-1 mAb
blocking binding of PD-L1 or PD-L2 to PD-1. Tebotelimab (also known as MGD013) is a humanized Fc-
bearing bispecific tetravalent DART® protein that binds to both PD-1 and LAG-3, inhibiting their
respective ligand binding. We previously reported that a CTX-free regimen of M+PD-1 blockade was
well tolerated in GEJ/GC patients, and induced a 44% objective response rate (ORR) in a double-
positive biomarker population. This was 2- to 3-fold greater than in historical controls with check-
point inhibitors alone. This registration-directed trial assesses efficacy, safety, and tolerability of
M+checkpoint inhibition 6 CTX in metastatic/locally advanced, treatment-näıve, HER2+ GEJ/GC
patients.Methods:This is a 2-cohort, adaptive open-label phase 2/3 study (NCT04082364). The first
single arm, CTX-free cohort A, evaluates M+retifanlimab in HER2+ (immunohistochemistry [IHC] 3+)
and PD-L1+ (excluding microsatellite instability high) patients. After 40 patients are evaluated for
response/safety, additional patients will be enrolled if the threshold for continuation is met. In
randomized cohort B, HER2+ (IHC 3+ or 2+/fluorescent in situ hybridization+) patients are enrolled
irrespective of PD-L1 status. Part 1 of cohort B randomizes patients to 1 of 4 arms (50 patients each):
control arm (T+CTX) or 1 of 3 experimental arms (M+CTX; M+CTX+retifanlimab; M+CTX+teboteli-
mab). CTX is investigator’s choice XELOX or mFOLFOX-6. Part 2 of cohort B consists of control
(T+CTX) vs 1 experimental arm (M+CTX) + either retifanlimab or tebotelimab, depending on results
from part 1; with 250 patients each. The primary efficacy endpoint for cohort A (both parts) is ORR
per RECIST 1.1; for cohort B part 2 it is overall survival. Clinical trial information: NCT04082364.
Research Sponsor: MacroGenics, Inc.
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