STROBE Statement—Checklist of items that should be included in reports of cohort studies 

	
	Item No
	Descriptions

	 Title and abstract
	1
	(a) Retrospective analysis of PD-1 antibody combined with oxaliplatin and S-1/capecitabine as first-line treatment in elderly Chinese patients with HER2-negative advanced or recurrent gastric cancer

	
	
	(b) Background: To evaluate the safety and efficacy of PD-1 antibody (Nivolumab or Sintilimab) combined with SOX/XELOX in elderly patients with unresectable advanced or recurrent HER2-negative gastric cancer retrospectively. 

Methods: Patients at least 70 years received nivolumab or sintilimab plus SOX/XELOX. The efficacy endpoints included ORR, DCR, PFS and OS. 

Results: Between Feb, 2021 and Dec, 2022, a total of 37 patients were enrolled. Median age was 74.0 years (range, 70–86y). The ORR and DCR were 54.1% and 94.6%, respectively. As data cutoff of April 15, 2024, the median follow-up was 22.5 months. The median PFS was 12.7 months (95% CI: 10.2–14.1) and median OS was 18.3 months (95% CI 14.6 to not reached). The 12-months PFS rates was 56.8%. The 12-months and 18-months OS rates was 75.7% and 56.8%. In subgroup analysis, the median PFS was 11.9 months (95% CI 9.0–15.1) in nivolumab group (n=14) and 12.8 months (95% CI 9.4–15.0) in sintilimab group (n=23). The 12-month PFS estimate was similar (57.1% vs 56.5%). No significant difference was observed in the two group (p = 0.938). In addition, compared to nivolumab group, the ORR was higher in sintilimab group (65.2% vs 35.7%) and the DCR was a little lower (91.3% vs 100%). The most common grade 3 or higher treatment-related adverse events were decreased platelet count (13.5%) and hypokalemia (10.8%).

Conclusion: PD-1 antibody plus SOX/XELOX appears to be an effective and well-tolerated regimen for first-line treatment in elderly Chinese patients with HER2-negative advanced or recurrent gastric cancer.

	Introduction

	Background/rationale
	2
	Gastric cancer remains a common worldwide health burden. In 2020, there are 478,508 estimated new gastric cancer cases and 373,789 deaths in China, making it the fourth most common cancer and the third leading cause of cancer-related mortality (1). With the aging of the global population, the incidence of gastric cancer in elderly patients is expected to increase further. Therefore, the comprehensive management of elderly patients with gastric cancer will become a major challenge in the future.

	Objectives
	3
	There is a critical need to develop and validate the efficacy and toxicity profile of PD-1 antibody plus chemotherapy to this elderly subgroup. Addressing this gap is essential for improving the clinical treatment outcomes of elderly patients with gastric cancer. In addition, it is necessary to understand the nature, characteristics, and adverse effects for elderly gastric cancer patients undergoing this combination regimen in clinical practice.

	Methods

	Study design
	4
	Retrospectively analyzed the clinical safety and efficacy of PD-1 antibody (Nivolumab or sintilimab) combined with SOX or XELOX in elderly Chinese patients (at least 70 years) with unresectable advanced or recurrent HER2-negative gastric cancer.

	Setting
	5
	Patients at least 70 years old were eligible if they had histologically confirmed unresectable advanced or recurrent HER2-negative gastric cancer.

	Participants
	6
	(a) Inclusion criteria: initially diagnosed disease which was unresectable or metastatic disease or recurrent disease, Eastern Cooperative Oncology Group (ECOG) performance status of 0～2, at least one measurable lesion, life expectancy >3 months, and no prior chemotherapy except postoperative adjuvant therapy >6 months before enrollment. Patients were also required to have adequate organ function. Exclusion criteria: active bleeding or any history of clinically significant cardiac disease or pre-existing peripheral neuropathy or brain metastasis.

	Variables
	7
	PFS/OS/ORR/DCR

	Data sources/ measurement
	8*
	Data from all the patients who were treated in our center between Feb 21, 2021 and Dec 10, 2022

	Bias
	9
	See the section of Limitations

	Study size
	10
	See the section of Limitations

	Quantitative variables
	11
	See the section of Limitations

	Statistical methods
	12
	Data analyses were conducted using the SPSS statistical software program (SPSS Inc., Chicago, IL, USA). Patients’ characteristics were compared using Chi-square test or two-tailed Fisher’s exact test. The PFS, OS, the PFS and OS rates at 12 months were assessed using the Kaplan Meier method. Multivariate survival analysis and calculation of hazard ratios (HR) were performed using a Cox proportional regression hazard model including all covariates that were significant on univariate analysis. Probability (p) values < 0.05 were considered to be statistically significance. The mean±standard deviation (SD) follow-up period was 24.2±5.9 months.

	Results

	Participants
	13*
	(a) see Patient Selection Flow Diagram

	
	
	(b) see Patient Selection Flow Diagram

	
	
	(c) see Patient Selection Flow Diagram 

	Descriptive data
	14*
	(a) Patient characteristics are listed in Table 1

	
	
	(b) A total of 37 patients were enrolled between Feb 21, 2021 and Dec 10, 2022.

	
	
	(c) At data cutoff on April 15, 2024, the median follow-up time was 22.5 months (range 16.4–38.3).

	Outcome data
	15*
	PFS/OS/ORR/DCR

	Main results
	16
	The median PFS was 12.7 months (95% CI 10.2–14.1) and the 12-month PFS estimate was 56.8%. The median OS was 18.3 months (95% CI 14.6 to not reached). 

	Other analyses
	17
	The median PFS was 11.9 months (95% CI 9.0–15.1) in nivolumab group and 12.8 months (95% CI 9.4–15.0) in sintilimab group. The 12-month PFS estimate was 57.1% in nivolumab group and 56.5% in sintilimab group. No significant difference was observed in nivolumab group and sintilimab group (p = 0.938). The ORR and DCR were 54.1% and 94.6%, respectively. In addition, the ORR was higher in sintilimab group (65.2%) than nivolumab group (35.7%) and the DCR was higher in nivolumab group (100%) than sintilimab group (91.3%).

	Discussion

	Key results
	18
	The median PFS was 12.7 months (95% CI 10.2–14.1) and the 12-month PFS estimate was 56.8%. The median OS was 18.3 months (95% CI 14.6 to not reached). 

	Limitations
	19
	This study also had several limitations. Firstly, it was a small sample size retrospective study and the age was at least 70 years, although most previous studies about elderly population enrolled patients older than 70 years (21, 22), patients in some studies were older than 75 years. Meanwhile, as a retrospective study, the sample size was from all the patients who were treated in our center between Feb 21, 2021 and Dec 10, 2022 and met the inclusion and exclusion criteria, without prior sample size estimation. Secondly, MSI status and the expression of PD-L1 is unknown in most patients which significantly limits the interpretability of treatment response and hinders meaningful stratification. Thirdly, not standardized unmeasured confounding factors, including variations in comorbidities, baseline disease burden, treatment tolerability, and clinical decision making regarding the choice between nivolumab and sintilimab subgroup, may influence our comparative outcomes. Furthermore, lack of formal strategy for handling missing data, which may affect the reliability of certain variables. What’s more, the lack of independent radiologic review and reliance on routine clinical imaging assessments may also introduce variability in response evaluation. Finally, as the findings reflect the experience of a single institution treating an elderly Chinese population, thus, subgroup comparisons are underpowered due to small cohort sizes.

	Interpretation
	20
	Similar to ORIENT-16 study, the ORR and DCR in our study were 54.1% and 94.6%, respectively. we found that the safety and efficacy benefits of elderly patients, regardless of PD-L1 expression and microsatellite (MSI) status, were similar to those younger patients. 

	Generalisability
	21
	PD-1 antibody plus SOX or XELOX showed clinical benefit for first-line treatment in elderly Chinese patients with HER2-negative advanced or recurrent gastric cancer.

	Other information

	Funding
	22
	BeiJing Bethune Charitable Foundation(J202301E034).


*Give information separately for exposed and unexposed groups.
Note: An Explanation and Elaboration article discusses each checklist item and gives methodological background and published examples of transparent reporting. The STROBE checklist is best used in conjunction with this article (freely available on the Web sites of PLoS Medicine at http://www.plosmedicine.org/, Annals of Internal Medicine at http://www.annals.org/, and Epidemiology at http://www.epidem.com/). Information on the STROBE Initiative is available at http://www.strobe-statement.org.
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