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[bookmark: _Hlk183026436]Supplemental Materials and Methods
The systematic review adhered to the guidelines outlined in the Preferred Reporting Items for Systematic Reviews and meta-analyses (PRISMA) statement(1) and the Meta-Analyses of Observational Studies in Epidemiology (MOOSE) statement(2). Literature screening, quality assessment, data extraction, and statistical analysis were independently conducted by 2 researchers (WL and S-XH). Any disagreements between the 2 authors were resolved through discussion. If a consensus could not be reached, a senior investigator (YH.G.) was consulted to facilitate resolution.

Inclusion Criteria
Study Type
(1) Research on identifying clinical factors associated with the NCT efficacy in LAGC, reporting the RR along with the corresponding 95% CI.
(2) Cohort studies including both prospective and retrospective ones.
Outcome
The efficacy of NCT for LAGC was assessed following the completion of treatment.
Search Strategy
Studies were identified through a comprehensive search of electronic databases, including English databases and Chinese databases. There are no restrictions regarding the language of publication. To validate potentially relevant studies, we manually reviewed the references of the retrieved articles. We obtained full text copies of potentially relevant articles and the reference lists were searched for further relevant publications.
Ethical Statement
The Medical Ethics Committees of Liaoning Cancer Hospital and the First Hospital of China Medical University waived the requirement for informed consent, as this study aims to retrospectively collect data from articles published in peer-reviewed journals.
Data Extraction and Quality Assessment
Extract the following information: details of the research design, the region and year of the research, statistical characteristics of the patient population (age and gender), total number of patients, number of patients in each group, research results, identification of risk factors, their RR Scores, and corresponding 95% CIs(3).
Publication Bias and Sensitivity analyses
For features encompassing more than 9 studies, publication bias was examined through funnel plot visualization accompanied by Egger's linear regression test. Either observed funnel plot asymmetry or an Egger's test P-value below 0.05 implied possible publication bias(4). All statistical analyses were implemented using StataSE (version 15.1). Sensitivity analyses were performed for characteristics involving 3 or more studies, while those demonstrating clinical heterogeneity were described narratively(5). 

Result
Literature Search  
Through a comprehensive literature search across 7 databases, we initially identified 2,323 articles, distributed as follows: 121 from PubMed, 216 from Embase, 41 from the Cochrane Library, 660 from Web of Science, 192 from CNKI, 33 from VIP, and 512 from Wanfang. After merging records and removing duplicates, 1,407 unique articles remained. A preliminary screening excluded 1,210 articles based on title and abstract relevance. Subsequently, 155 full-text articles underwent rigorous evaluation.
During full-text assessment, 45 articles were excluded for failing to report outcomes of interest, 9 were excluded due to unavailability of full texts, and an additional 9 were eliminated for inadequate data accessibility, publication in non-peer-reviewed/low-quality journals, or classification as graduate theses. Following these exclusions, 25 studies met the predefined eligibility criteria and were retained for final data synthesis(6-30). This systematic process ensured methodological rigor and minimized selection bias in the evidence integration phase.
The Characteristics and Quality of Incorporated Literatures  
2 prospective and 23 retrospective cohort studies were included. There were 4,014 cases of gastric cancer documented in the studies, and NCT was found to be effective in 2,190 cases, yielding a response rate of 55%. The studies originate from Europe (including Germany), Asia (including China), and the Americas (including the United States). The age of research participants ranges from 20 to 89 years. Notably, 80% of participants are from Asia, while the remaining 20% are from Europe and the Americas. According to the Newcastle-Ottawa Scale(31), the quality scores of all included studies exceeded 8 points, indicating a high quality of evidence (Table S3).
Pooled and Subgroup Analyses of Clinical Features Associated with NCT Efficacy 
First, we performed pooled analyses of the relationship between 20 clinical features and NCT efficacy (TRG and RECIST combined) without distinguishing efficacy evaluation criteria, where responsive and non-responsive populations in TRG grading and RECIST grouping were classified according to the criteria described in the "Assessment of NCT treatment response" section. When a study reported both TRG and RECIST as evaluation standards, we prioritized TRG as the outcome. Additionally, if a clinical characteristic was evaluated using either TRG or RECIST as the efficacy criterion in at least 2 studies, we conducted TRG subgroup analyses and RECIST subgroup analyses.
The analysis revealed that 11 features were not associated with NCT efficacy, while 9 out of the 20 evaluated features demonstrated significant correlations with NCT efficacy in patients with LAGC (Figures S2-S10). The pooled and subgroup analyses of these features are summarized as follows:
(1) In the pooled analysis, CEA-negative patients exhibited superior NCT efficacy compared to CEA-elevated patients (RR = 1.10, 95% CI: 1.01-1.21, P = 0.031, I² = 0%).
(2) In the pooled analysis and subgroup analysis of the relationship between tumor location and the efficacy of NCT, when the tumor was located in the upper part, no significant association with NCT efficacy was observed in either the pooled analysis or the TRG subgroup (pooled analysis: RR = 0.94, 95%CI:0.67-1.32, P = 0.717, I2 = 86.8%; TRG subgroup: RR = 0.86, 95% CI: 0.60-1.24, P = 0.418, I² = 88.3%). However, the RECIST subgroup analysis demonstrated a correlation with improved NCT efficacy (RR = 1.77, 95% CI: 1.28-2.45, P = 0.001, I² = 0%). However, when the tumor was located in the lower part, both the pooled analysis and TRG subgroup (pooled analysis: RR = 0.87, 95% CI: 0.77-0.98, P = 0.022, I² = 20.4%; TRG subgroup: RR = 0.86, 95% CI: 0.75-0.98, P = 0.024, I² = 32%) indicated inferior NCT efficacy, while no significant association was observed in the RECIST subgroup (RR = 0.91, 95% CI: 0.71-1.17, P = 0.452, I² = 0%).When the tumor is located in the middle part or involves the whole stomach, it has no relation to the efficacy of NCT.
(3) In the pooled analysis of the relationship between Lauren classification and the efficacy of NCT, patients with intestinal-type LAGC had better efficacy of NCT (RR = 1.28, 95% CI: 1.12-1.46, P < 0.001, I² = 0%). Patients with diffuse-type LAGC were also associated with better efficacy of NCT (RR = 1.16, 95% CI: 1.00-1.34, P = 0.044, I² = 0%). However, there was no significant association between patients with mixed-type LAGC and the efficacy of NCT (RR = 1.16, 95% CI: 1.00-1.34, P = 0.044, I² = 0%).
(4) In the pooled and subgroup analyses of the relationship between tumor grade and the NCT, patients with well-differentiated LAGC showed an association with better NCT efficacy in the pooled analysis (RR = 1.70, 95% CI: 1.14-2.56, P = 0.01, I² = 0%). Patients with moderately-differentiated LAGC demonstrated better NCT efficacy both in the pooled analysis and the TRG subgroup analysis (pooled analysis: RR = 1.41, 95% CI: 1.13-1.77, P = 0.003, I² = 47.6%; TRG subgroup: RR = 1.64, 95% CI: 1.05-2.54, P = 0.028, I² = 55.1%). Tumors with high-to-moderate differentiation also showed better NCT efficacy in both the pooled analysis and the TRG subgroup (pooled analysis: RR = 1.63, 95% CI: 1.35-1.95, P < 0.001, I² = 54.8%; TRG subgroup: RR = 1.54, 95% CI: 1.33-1.77, P < 0.001, I² = 38.7%). For patients with poorly differentiated and undifferentiated LAGC, there was no association with the efficacy of NCT, neither in the pooled analysis nor in the subgroup analysis.
(5) In the pooled and subgroup analyses of the relationship between clinical tumor stage and the efficacy of NCT: 
T stage: both T2 and T3 LAGC were associated with better NCT efficacy (T2: RR = 1.90, 95% CI: 1.31 - 3.17, P = 0.015, I² = 0%; T3: RR = 1.52, 95% CI: 1.08 - 2.14, P = 0.016, I² = 81%). Patients with T4 stage were associated with a poorer NCT treatment response (RR = 0.78, 95% CI: 0.62 - 0.98, P = 0.035, I² = 89.3%). Further TRG subgroup analysis of T4 patients did not show a significant association with efficacy (RR = 0.82, 95% CI: 0.65 - 1.03, P = 0.094, I² = 84.1%). 
N stage: both N0 and N1 stages were associated with better NCT efficacy(N0: RR = 1.75, 95% CI: 1.06 - 2.89, P = 0.028, I² = 82.6%;N1: RR = 1.35, 95% CI: 1.28 - 1.69, P = 0.009, I² = 76.8%). However, in TRG subgroup analysis for N0 stage, there was no demonstrated correlation with the efficacy of NCT (RR = 1.40, 95% CI: 0.86 - 2.29, P = 0.181, I² = 82.6%). The N2 stage had no relation to the efficacy of NCT (RR = 0.86, 95% CI: 0.71 - 1.04, P = 0.114, I² = 0%). The N3 stage was significantly associated with poorer NCT efficacy (RR = 0.62, 95% CI: 0.49 - 0.78, P < 0.001, I² = 0%). 
Clinical stage: patients with stage I/II LAGC were associated with better NCT efficacy ( RR = 1.42, 95% CI: 1.04-1.94, P = 0.029, I² = 12.3%), and stage II was also significantly associated with a better NCT treatment response (RR = 3.27, 95% CI: 1.51-7.09, P = 0.003, I² = 0%). However, Stage III was associated with poorer NCT efficacy (RR = 0.55, 95% CI: 0.43-0.72, P < 0.001, I² = 20.8%). In the analysis of clinical stage, in order to cover all clinical stages, the pooled analysis of stage I/II was selected to be included in the model, instead of including stage II alone in the prediction model.
(6) In the pooled analysis, HER-2 3+ (IHC score) was significantly associated with better NCT efficacy (RR = 4.16, 95% CI: 1.53-11.29, P = 0.005, I² = 0%).
(7) In the pooled analysis, a Ki67 ≥10% indicated poorer efficacy of neoadjuvant chemotherapy (NCT) (relative risk [RR] = 0.79, 95% confidence interval [CI]: 0.67-0.94, P = 0.008, I² = 0.008%). 
Publication Bias and Sensitivity Analyses 
Publication bias was assessed for tumor location and tumor grade, both of which included more than 9 studies. Asymmetry was observed in the funnel plot for tumor location, and the results of Egger's test across its 4 subgroups (P = 0.394, P = 0.040, P = 0.682, and P = 0.147, respectively) suggested potential publication bias in the gastric body vs. non-gastric body subgroup. For tumor grade, minor funnel plot asymmetry was noted, but Egger's test results (P = 0.818 and P = 0.660) confirmed the absence of publication bias (Figure S11-S12). Sensitivity analyses verified the robustness of the findings, demonstrating high consistency in results across different analytical scenarios (Figure S13-17). 
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