
World Journal of
Clinical Cases

ISSN 2307-8960 (online)

World J Clin Cases  2023 April 16; 11(11): 2363-2581

Published by Baishideng Publishing Group Inc



WJCC https://www.wjgnet.com I April 16, 2023 Volume 11 Issue 11

World Journal of 

Clinical CasesW J C C
Contents Thrice Monthly Volume 11 Number 11 April 16, 2023

REVIEW

Presbyphagia: Dysphagia in the elderly2363

Feng HY, Zhang PP, Wang XW

MINIREVIEWS

Narrative minireview of the spatial epidemiology of substance use disorder in the United States: Who is at 
risk and where?

2374

Cuadros DF, Branscum AJ, Moreno CM, MacKinnon NJ

Pyroptosis and its role in cancer2386

Liu SW, Song WJ, Ma GK, Wang H, Yang L

Platelet rich fibrin is not a barrier membrane! Or is it?2396

Agrawal AA

Advances in translational therapy for locally advanced gastric cancer2405

Zhao K, Na Y, Xu HM

ORIGINAL ARTICLE

Retrospective Study

Study of pathogenic genes in a pedigree with familial dilated cardiomyopathy 2412

Zhang XR, Ren H, Yao F, Liu Y, Song CL

Classification of hepatobiliary scintigraphy patterns in segmented gallbladder according to anatomical 
discordance

2423

Lee YC, Jung WS, Lee CH, Kim SH, Lee SO

Optimal laboratory testing protocol for patients with acne taking oral isotretinoin2435

Park YJ, Shin HY, Choi WK, Lee AY, Lee SH, Hong JS

Observational Study

Etiology analysis for term newborns with severe hyperbilirubinemia in eastern Guangdong of China2443

Xu JX, Lin F, Wu YH, Chen ZK, Ma YB, Yang LY

CASE REPORT

Aicardi-Goutières syndrome type 7 in a Chinese child: A case report2452

Lin SZ, Yang JJ, Xie TL, Li JY, Ma JQ, Wu S, Wang N, Wang YJ



WJCC https://www.wjgnet.com II April 16, 2023 Volume 11 Issue 11

World Journal of Clinical Cases
Contents

Thrice Monthly Volume 11 Number 11 April 16, 2023

Allergic bronchopulmonary aspergillosis with marked peripheral blood eosinophilia and pulmonary 
eosinophilia: A case report

2457

Zhang XX, Zhou R, Liu C, Yang J, Pan ZH, Wu CC, Li QY

Late presentation of dural tears: Two case reports and review of literature2464

Xu C, Dong RP, Cheng XL, Zhao JW

Difficult-to-treat rheumatoid arthritis treated with Abatacept combined with Baricitinib: A case report2474

Qi JP, Jiang H, Wu T, Zhang Y, Huang W, Li YX, Wang J, Zhang J, Ying ZH

Anesthesia management in a pediatric patient with complicatedly  difficult airway: A case report2482

Chen JX, Shi XL, Liang CS, Ma XG, Xu L

Intracranial large artery embolism due to carotid thrombosis caused by a neck massager: A case report2489

Pan J, Wang JW, Cai XF, Lu KF, Wang ZZ, Guo SY

Intraductal papillary mucinous neoplasm originating from a jejunal heterotopic pancreas: A case report2496

Huang JH, Guo W, Liu Z

Application of endoscopic retrograde cholangiopancreatography for treatment of obstructive jaundice 
after hepatoblastoma surgery: A case report

2502

Shu J, Yang H, Yang J, Bian HQ, Wang X

Total removal of a large esophageal schwannoma by submucosal tunneling endoscopic resection: A case 
report and review of literature

2510

Mu YZ, Zhang Q, Zhao J, Liu Y, Kong LW, Ding ZX

SMARCA4-deficient undifferentiated thoracic tumor: A case report2521

Kwon HJ, Jang MH

Prostate-specific antigen reduction after capecitabine plus oxaliplatin chemotherapy: A case report2528

Zou Q, Shen RL, Guo X, Tang CY

Bilateral carpal tunnel syndrome and motor dysfunction caused by gout and type 2 diabetes: A case report2535

Zhang GF, Rong CM, Li W, Wei BL, Han MT, Han QL

Pregnancy complicated by juxtaglomerular cell tumor of the kidney: A case report2541

Fu X, Deng G, Wang K, Shao C, Xie LP

Successful treatment of lichen amyloidosis coexisting with atopic dermatitis by dupilumab: Four case 
reports

2549

Zhu Q, Gao BQ, Zhang JF, Shi LP, Zhang GQ

Successful treatment of breast metastasis from primary transverse colon cancer: A case report2559

Jiao X, Xing FZ, Zhai MM, Sun P



WJCC https://www.wjgnet.com III April 16, 2023 Volume 11 Issue 11

World Journal of Clinical Cases
Contents

Thrice Monthly Volume 11 Number 11 April 16, 2023

Different endodontic treatments induced root development of two nonvital immature teeth in the same 
patient: A case report

2567

Chai R, Yang X, Zhang AS

Autoimmune encephalitis after surgery for appendiceal cancer: A case report2576

Mao YH, Li L, Wen LM, Qin JM, Yang YL, Wang L, Wang FR, Zhao YZ



WJCC https://www.wjgnet.com IX April 16, 2023 Volume 11 Issue 11

World Journal of Clinical Cases
Contents

Thrice Monthly Volume 11 Number 11 April 16, 2023

ABOUT COVER

Editorial Board Member of World Journal of Clinical Cases, Farooq Shahzad, FACS, MBBS, MS, Assistant Professor, 
Plastic Surgery Service, Department of Surgery, Memorial Sloan-Kettering Cancer Center, New York, NY 10065, 
United States. fooqs@hotmail.com

AIMS AND SCOPE

The primary aim of World Journal of Clinical Cases (WJCC, World J Clin Cases) is to provide scholars and readers from 
various fields of clinical medicine with a platform to publish high-quality clinical research articles and 
communicate their research findings online.  
      WJCC mainly publishes articles reporting research results and findings obtained in the field of clinical medicine 
and covering a wide range of topics, including case control studies, retrospective cohort studies, retrospective 
studies, clinical trials studies, observational studies, prospective studies, randomized controlled trials, randomized 
clinical trials, systematic reviews, meta-analysis, and case reports.

INDEXING/ABSTRACTING

The WJCC is now abstracted and indexed in Science Citation Index Expanded (SCIE, also known as SciSearch®), 
Journal Citation Reports/Science Edition, Current Contents®/Clinical Medicine, PubMed, PubMed Central, 
Scopus, Reference Citation Analysis, China National Knowledge Infrastructure, China Science and Technology 
Journal Database, and Superstar Journals Database. The 2022 Edition of Journal Citation Reports® cites the 2021 
impact factor (IF) for WJCC as 1.534; IF without journal self cites: 1.491; 5-year IF: 1.599; Journal Citation Indicator: 
0.28; Ranking: 135 among 172 journals in medicine, general and internal; and Quartile category: Q4. The WJCC's 
CiteScore for 2021 is 1.2 and Scopus CiteScore rank 2021: General Medicine is 443/826. 

RESPONSIBLE EDITORS FOR THIS ISSUE

Production Editor: Hua-Ge Yu; Production Department Director: Xiang Li; Editorial Office Director: Jin-Lei Wang.

NAME OF JOURNAL INSTRUCTIONS TO AUTHORS

World Journal of Clinical Cases https://www.wjgnet.com/bpg/gerinfo/204

ISSN GUIDELINES FOR ETHICS DOCUMENTS

ISSN 2307-8960 (online) https://www.wjgnet.com/bpg/GerInfo/287

LAUNCH DATE GUIDELINES FOR NON-NATIVE SPEAKERS OF ENGLISH

April 16, 2013 https://www.wjgnet.com/bpg/gerinfo/240

FREQUENCY PUBLICATION ETHICS

Thrice Monthly https://www.wjgnet.com/bpg/GerInfo/288

EDITORS-IN-CHIEF PUBLICATION MISCONDUCT

Bao-Gan Peng, Jerzy Tadeusz Chudek, George Kontogeorgos, Maurizio Serati, Ja 
Hyeon Ku

https://www.wjgnet.com/bpg/gerinfo/208

EDITORIAL BOARD MEMBERS ARTICLE PROCESSING CHARGE

https://www.wjgnet.com/2307-8960/editorialboard.htm https://www.wjgnet.com/bpg/gerinfo/242

PUBLICATION DATE STEPS FOR SUBMITTING MANUSCRIPTS

April 16, 2023 https://www.wjgnet.com/bpg/GerInfo/239

COPYRIGHT ONLINE SUBMISSION

© 2023 Baishideng Publishing Group Inc https://www.f6publishing.com

© 2023 Baishideng Publishing Group Inc. All rights reserved. 7041 Koll Center Parkway, Suite 160, Pleasanton, CA 94566, USA

E-mail: bpgoffice@wjgnet.com  https://www.wjgnet.com

https://www.wjgnet.com/bpg/gerinfo/204
https://www.wjgnet.com/bpg/GerInfo/287
https://www.wjgnet.com/bpg/gerinfo/240
https://www.wjgnet.com/bpg/GerInfo/288
https://www.wjgnet.com/bpg/gerinfo/208
https://www.wjgnet.com/2307-8960/editorialboard.htm
https://www.wjgnet.com/bpg/gerinfo/242
https://www.wjgnet.com/bpg/GerInfo/239
https://www.f6publishing.com
mailto:bpgoffice@wjgnet.com
https://www.wjgnet.com


WJCC https://www.wjgnet.com 2405 April 16, 2023 Volume 11 Issue 11

World Journal of 

Clinical CasesW J C C
Submit a Manuscript: https://www.f6publishing.com World J Clin Cases 2023 April 16; 11(11): 2405-2411

DOI: 10.12998/wjcc.v11.i11.2405 ISSN 2307-8960 (online)

MINIREVIEWS

Advances in translational therapy for locally advanced gastric 
cancer

Kai Zhao, Ying Na, Hui-Min Xu

Specialty type: Oncology

Provenance and peer review: 
Invited article; Externally peer 
reviewed.

Peer-review model: Single blind

Peer-review report’s scientific 
quality classification
Grade A (Excellent): 0 
Grade B (Very good): B, B 
Grade C (Good): C, C, C 
Grade D (Fair): 0 
Grade E (Poor): 0

P-Reviewer: Kanaoujiya R, India; 
Kinami S, Japan; Preziosi F, Italy; 
Yuan X, China

Received: January 2, 2023 
Peer-review started: January 2, 
2023 
First decision: January 20, 2023 
Revised: February 2, 2023 
Accepted: March 17, 2023 
Article in press: March 17, 2023 
Published online: April 16, 2023

Kai Zhao, Ying Na, Hui-Min Xu, Department of General Surgery, Weifang People's Hospital, 
Weifang 261041, Shandong Province, China

Corresponding author: Hui-Min Xu, MD, Chief Physician, Department of General Surgery, 
Weifang People's Hospital, No. 151 Guangwen Street, Kuiwen District, Weifang 261041, 
Shandong Province, China. xhm001@126.com

Abstract
Translational therapy refers to a combination of chemotherapy, radiotherapy, 
targeted therapy, and immunotherapy for patients with advanced gastric cancer 
who are initially unable to undergo R0 resection. This treatment can achieve 
partial or complete remission of the unresectable tumors to meet the criteria for 
R0 resection, thus enabling the patients to prolong their survival time and 
improve their quality of life. In gastric cancer, translational therapy has been tried 
and improved. At present, there are a large number of patients with locally 
advanced gastric cancer in China, and the selection of suitable patients for transla-
tional therapy to prolong objective survival and improve survival quality is one of 
the hot spots in the field of gastric cancer research.

Key Words: Translational therapy; Locally advanced; Gastric cancer; Chemotherapy; 
Radiotherapy treatment; Targeted therapy
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Core Tip: In general, for patients with locally advanced gastric cancer, translational 
therapy can achieve different levels of survival benefit. Immunohistochemistry and 
genetic testing should be performed before treatment to select a more optimal compre-
hensive treatment strategy. For patients with locally advanced gastric cancer that is 
difficult to be resected at the initial stage, translational therapy followed by surgery can 
improve the survival benefit of patients.
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INTRODUCTION
The incidence and mortality rates of gastric cancer are among the highest in China and around the 
world[1]. As early gastroenteroscopy is not performed in all medical centers, the proportion of patients 
with advanced gastric cancer is high, and locally advanced gastric cancer accounts for 10%-35%. R0 
resection cannot be performed due to severe invasion by the tumor, which cannot be separated from 
surrounding normal tissues or may be wrapped around large vessels, metastasized to regional lymph 
nodes, and fused into clusters. Yoshida et al[2] proposed that advanced gastric cancer can be divided 
into four categories: Class I, metastases are technically resectable, including single liver metastases, and 
16a2, b1 lymph node metastases; Class II, patients with resectable metastases, accompanied by multiple 
liver metastases, intrahepatic metastases larger than 5 cm, or accompanied by No. 16a1, b2, or 
mediastinal lymph node metastases; Class III is only peritoneal metastases visible to the naked eye; 
Class IV refers to the combination of other distant metastases in addition to peritoneal metastases[2]. 
Several national and international studies[3-5] have shown that D2 Lymph node dissection should be 
the first treatment option for advanced gastric cancer, and there is little difference between open surgery 
and laparoscopic surgery[6]. The treatment model has changed from a single D2 lymph node dissection 
to a multidisciplinary and comprehensive treatment based on surgery for patients with locally advanced 
cancer. The integrated treatment model can further improve the survival quality of patients compared 
to traditional radical surgery combined with postoperative chemotherapy. For patients with locally 
advanced cancer, attention is focused on the examination of comprehensive treatment options and 
reducing the proportion of perioperative recurrence and achieving partial or full remission of 
unresectable factors by translational therapy, which has become one of the hot spots of research. Based 
on existing national and international research results[7,8], the current translational therapy for locally 
advanced gastric cancer generally includes the following: postoperative adjuvant chemotherapy and 
chemoradiotherapy, targeted therapy and immunotherapy. Neoadjuvant therapy refers to the 
preoperative administration of chemotherapy or radiotherapy to lower tumor stage, increase R0 
resection rate and pathological remission, and improve patient prognosis. Neoadjuvant chemotherapy 
has potential advantages such as elimination of small metastases and reduction of postoperative 
recurrence. Preoperative tumor vessels are more abundant, and the drug can enter the tumor via blood 
vessels more easily, which increases the sensitivity of radiotherapy. A series of studies have been 
conducted on preoperative neoadjuvant chemoradiotherapy[9].

POSTOPERATIVE ADJUVANT CHEMOTHERAPY
The ACTS-GC study in Japan in 2011 included a total of 1059 patients with stage II and III gastric cancer 
after radical D2 surgery in a controlled study, with the experimental group (n = 529) given S-1 
monotherapy postoperatively and the control group (n = 530) undergoing surgery only. The results 
showed that the 5-year progression-free survival (PFS) rate of patients in the experimental group (65.4% 
vs 53.1%, HR = 0.65, 95%CI: 0.54-0.80) was significantly higher, and the analysis showed that 
postoperative S-1 monotherapy provided benefit in patients with stage II and IIIA gastric cancer, but 
did not improve the survival of patients with stage IIIB disease[10]. Due to the difference in pharma-
cokinetics between Caucasians and Xanthoderms, and the fact that D0-D1 surgery for gastric cancer was 
mostly performed in Europe and America at that time, while D2 surgery was performed in Japan, the 
ACTS-GC study was not directly extended to the postoperative adjuvant treatment of gastric cancer in 
Europe and America. Furthermore, the JACCRO GC-07 study conducted in Japan treated advanced 
gastric cancer patients with either S-1 monotherapy or S-1 combined with docetaxel chemotherapy. The 
3-year disease recurrence-free survival (RFS) rate (67.7% vs 57.4%, P = 0.0008) and 3-year overall 
survival (OS) rate (77.7% vs 71.2%, P = 0.007) were significantly improved in the combination treatment 
group[11]. In order to determine the optimal adjuvant treatment protocol for advanced gastric cancer, 
the CLASSIC study by Korean and Chinese researchers included 1035 patients with gastric cancer who 
underwent stage II-IIIb radical D2 surgery, and were randomly divided into the experimental group 
(520 cases) and the observational group (515 cases), and the experimental group was treated with the 
XELOX regimen (oxaliplatin and capecitabine) for 6 mo. The 5-year follow-up results showed that the 
XELOX regimen improved disease-free survival (DFS) (68% vs 53%, P < 0.0001) and OS (78% vs 69%, P < 
0.0015), suggesting that the XELOX regimen can be used as the standard adjuvant chemotherapy 
regimen after D2 radical surgery for stage II-IIIb gastric cancer[12,13]. Based on the ACTS-GC and 
CLASSIC studies, it was determined that postoperative adjuvant chemotherapy may be the standard 
treatment strategy after radical D2 surgery for gastric cancer.

POSTOPERATIVE ADJUVANT RADIOTHERAPY
As mentioned above, due to the different surgical protocols for gastric cancer used in Europe and 
America, postoperative chemotherapy is mostly combined with radiotherapy. A total of 559 patients 



Zhao K et al. Translational therapy locally advanced gastric cancer

WJCC https://www.wjgnet.com 2407 April 16, 2023 Volume 11 Issue 11

with T3-T4 stage surgically resectable gastric cancer were included in the study by Smalley et al14] in 
2012. These patients were randomly assigned to the surgery group or the surgery combined with 
postoperative radiotherapy group, and the results showed that patients in the surgery combined with 
postoperative radiotherapy group had a longer 3-year median RFS (27 mo vs 19 mo, P < 0.001) and 3-
year median OS (35 mo vs 27 mo, P = 0.0046) than those in the surgery-only group[14], which provided 
the basis for the subsequent NCCN gastric cancer guidelines. The ARTIST and ARTIST-II studies were 
conducted in Korea to determine whether the addition of radiotherapy to combination chemotherapy 
after radical surgery for D2 lymph node dissection improves patient survival[15,16]. The studies 
showed that the addition of radiotherapy to D2 Lymph node dissection plus two-drug adjuvant 
chemotherapy did not improve patient survival. According to the results of several randomized 
controlled studies in patients with locally advanced gastric cancer, combination chemotherapy after D2 
radical surgery can improve patient survival. For patients with stage III gastric cancer after D2 radical 
surgery, two-drug combination is more effective than single-drug chemotherapy and the addition of 
radiotherapy to chemotherapy can improve the survival of patients with D0 or D1 lymph node 
dissection but cannot improve the survival of patients after D2 radical surgery.

Based on the results of a number of large randomized controlled studies (Table 1), for patients with 
locally advanced gastric cancer, adjuvant chemotherapy S-1, S-1 + docetaxel, SOX and XELOX are all 
optional chemotherapy regimens after radical D2 treatment which can significantly improve survival. 
For stage III gastric cancer patients after D2 radical resection, two-drug chemotherapy is more effective 
than single-drug chemotherapy. At present, all major guidelines recommend postoperative adjuvant 
therapy for locally advanced gastric cancer. Adding radiotherapy to postoperative chemotherapy could 
improve the survival rate of patients in the D1 or D0 clearance range, but could not further improve the 
survival rate of patients after D2 radical resection.

TARGETED THERAPY
Progress is slow in targeted therapy research for gastric cancer, and overexpression of human epidermal 
growth factor receptor 2 (HER-2) may be an independent factor in the poor prognosis of gastric cancer. 
The T0GA study published in 2010 confirmed, for the first time, the effectiveness of trastuzumab in the 
treatment of advanced gastric cancer, opening the era of targeted therapy for advanced gastric cancer
[17]. Currently, there are more drugs and studies targeting HER-2, vascular endothelial growth factor 
(VEGF), epidermal growth factor receptor (EGFR)-1, the hepatocyte growth factor (HGF)/tyrosine 
protein kinase Met (c-MET) signaling pathway, immune checkpoints and other related pathways and 
targets.

Anti-HER-2-targeted drugs
HER-2 is a member of the epidermal growth factor family, which accelerates tumor cell growth and 
invasion by activating the RAS-RAF-MRK-MAPK pathway, PI3K-AKT and other pathways. The T0GA 
trial confirmed that trastuzumab combined with cisplatin-based chemotherapy can prolong OS in 
patients with locally advanced gastric cancer by approximately 1.2 mo[17]. The 2011 NCCN guidelines 
recommend first-line trastuzumab in combination with platinum-based chemotherapy for eligible 
patients with advanced gastric cancer, and clinical trials such as JFMC45-1102 showed that in patients 
with advanced gastric cancer who have not previously been treated with anti-HER2-directed agents, 
trastuzumab is beneficial as a second- or super-second-line agent[18]. Clinical trials such as HER-FLOT
[19] have also shown that trastuzumab plays a role in the preoperative translational therapy and 
neoadjuvant therapy of locally advanced gastric cancer.

Anti-angiogenesis-related targeted drugs
The VEGF family accelerates the formation of neovascularization in the tumor through a series of 
cellular pathways to provide sufficient blood supply and nutrition for tumor cells, and the current anti-
angiogenesis-targeted drugs for locally advanced gastric cancer include monoclonal antibodies, tyrosine 
kinase inhibitors, etc. As monoclonal antibodies have more adverse effects and unsatisfactory clinical 
trial results, most of the drugs have not entered the clinic. Tyrosine kinase inhibitors mainly inhibit 
tumor angiogenesis by binding to the VEGFR and can selectively inhibit tyrosine kinase activity to exert 
anti-tumor effects. A phase II clinical trial of apatinib in locally advanced gastric cancer patients after 
failure of second-line chemotherapy showed that a single agent could improve the survival of patients 
with locally advanced gastric cancer who had previously received ≥ 2 failed chemotherapy regimens
[20]. Currently, it is mainly used in China for third-line and above treatment of locally advanced gastric 
cancer or esophagogastric junction cancer.

Anti-EGFR targeting drugs
The overexpression of EGFR in gastric cancer can reach 50%-63%, and its expression level is positively 
correlated with tumor aggressiveness and negatively correlated with differentiation degree and survival 
time, suggesting that EFGR may be a target in gastric cancer treatment. However, the clinical trial 
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Table 1 Research on postoperative chemotherapy and radiochemotherapy for locally advanced gastric cancer

Title of 
research 
study

Year Country/district Study 
design Study assignment Surgical 

procedure
Complete 
percentage

3-yr 
progression-
free survival

Overall 
survival

ARTIST 2012 South Korea Phase 3 
randomized 
controlled 
study

Surgery + XP (228 cases); Surgery 
+ XP + radiotherapy (230 cases)

D2 82%; 75% 74.2%; 78.2% 73%; 75%

INT-0116 2012 North America Phase 3 
randomized 
controlled 
study

Surgery (277 cases); R0 + 
radiotherapy/fluorouracil (282 
cases)

D2 96%; 65% - -

CLASSIC 2014 Eastern Asia Phase 3 
randomized 
controlled 
study

Surgery (515 cases); Surgery + 
XELOX (520 cases)

D2 83%; 67% 59%; 74% 69%; 78%

RESOLVE 2021 China Phase 3 
randomized 
controlled 
study

Surgery + XELOX (364 cases); 
Surgery + SOX (364 cases); SOX + 
surgery + SOX\S-1 (365 cases)

D2 70%; 68%; 
58%

51.1%; 56.5%; 
59.4%

-

ARTIST Ⅱ 2021 South Korea Phase 3 
randomized 
controlled 
study

Surgery + S-1; Surgery + SOX 
(181 cases); Surgery + SOX + 
radiotherapy (183 cases)

D2 71%; 85%; 
83%

64.8%; 74.3%; 
72.8%

-

JACCROGC-
07

2022 Japan Phase 3 
randomized 
controlled 
study

Surgery + S-1; Surgery + S-1 + 
docetaxel (456 cases)

D2 80%; 40% 57.4%; 67.7% 71.2%; 
77.7%

results of related targeting drugs have not met the clinical application requirements.

Targeted drugs of the HGF/c-MET signaling pathway
The HGF/c-MET signaling pathway is related to tumor cell migration, invasion and intra-tumor blood 
vessel formation. Also, 10%-15% of patients with advanced gastric cancer have amplification of MET, 
the gene encoding c-MET protein, and 30% of these patients have high expression of MET, and the 
expression level is negatively correlated with patient prognosis. However, the current clinical trial 
results of drugs targeting this pathway are unsatisfactory.

IMMUNOTHERAPY
Immune checkpoint inhibitors are used to inhibit tumor growth and invasion by restoring the immune 
killing effect of host T cells on tumor cells and weakening the immune escape of tumor cells. KEYNOTE-
059 is a global phase II clinical trial of programmed cell death protein (PD)-1 inhibitors for gastric cancer 
or esophagogastric junction cancer, which has shown that immunosuppressants are effective and safe in 
the treatment of advanced gastric cancer or esophagogastric junction cancer[21]. The CHECKMATE-649 
study showed that chemotherapy combined with nivolumab significantly improved OS in patients with 
a PD-ligand 1 (PD-L1) combined positive score (CPS) ≥ 5 compared to chemotherapy alone, and that 
combination therapy resulted in a statistically significant benefit in PFS in patients with CPS ≥1 and in 
all randomized patients with CPS ≥ 5[22]. Data analysis in the KEYNOTE-811 study of HER-2 positive 
patients showed that the experimental group (chemotherapy + trastuzumab + pembrolizumab) had a 
significantly improved objective remission rate (74.4% vs 51.9% P = 0.00006)[23]. The results of the 
ongoing ATTRACTION-05 study in Japan which is evaluating the efficacy and safety of adjuvant 
nivolumab in combination with SOX or XELOX regimens for stage III gastric or esophagogastric 
junction cancer after D2 radical surgery have not yet been published. The preliminary data of multiple 
phase II clinical trials of preoperative immunosuppressive agents combined with chemotherapy in the 
treatment of locally advanced gastric cancer presented at the 2021 ASCO Congress showed that the 
pathological complete response rate was 10%-30%[23-25]. At present, a number of multicenter, phase II, 
randomized controlled clinical trials of preoperative immunotherapy combined with neoadjuvant 
chemotherapy for the treatment of advanced gastric cancer (NICE study) are being conducted in China, 
and the results are expected to be announced.
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CONCLUSION
In translational therapy of locally advanced gastric cancer, D2 lymph node dissection is the first 
standard surgical procedure, and D2 radical surgery + a postoperative adjuvant chemotherapy regimen 
has long been used as the main treatment regimen. When there is a bottleneck in the therapeutic effect, 
the emergence of neoadjuvant chemotherapy has improved the survival quality of patients, thus 
establishing the use of neoadjuvant chemotherapy. D1 radical surgery + postoperative radiotherapy in 
Europe and America showed improved survival, but the later regimen of D2 radical surgery + 
postoperative adjuvant chemotherapy + radiotherapy has not further improved survival, and the 
therapeutic effect of neoadjuvant radiotherapy is still being verified. In recent years, microsatellite 
instability and high-frequency tumor mutation antigens in Epstein-Barr virus-positive gastric cancer are 
expected to be potential targets for gastric cancer immunotherapy, and there are several phase III 
clinical trials underway. We look forward to the announcement of the results. Targeted therapies for 
gastric cancer are progressing slowly, and the currently available drugs for different targets are not 
effective in the treatment of locally advanced gastric cancer, but the combination of immunotherapy 
with targeted therapies is also in progress[26]. Nivolumab in combination with ipilimumab and 
pembrolizumab plus trastuzumab[27] can improve the survival of patients to some extent, but the 
combination of drugs leads to an increase in adverse effects, and further comprehensive assessment of 
the benefit is thus needed.

Challenges and opportunities
At present, with the continuous development of clinical research on translational therapy, its status in 
the treatment of locally advanced gastric cancer may be further improved, and immune and targeted 
therapies are also likely to make breakthroughs. Further refinement of treatment plans and models, 
identification of the best combination and treatment opportunities, and even the treatment sequence of 
immunotherapy and chemoradiotherapy are all future research directions. The heterogeneity of gastric 
cancer is strong, and the molecular characteristics of tumors are also important factors affecting 
treatment efficacy and prognosis of locally advanced gastric cancer. Future studies also need to be 
designed to stratify tumors more accurately. The author believes that with the rapid development of 
drug research and extensive clinical trials, the survival of patients with locally advanced gastric cancer 
is expected to be further improved.
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