[bookmark: _Hlk78285705]Supplementary material

Bleeding events of treatment with brand vs generic rivaroxaban in elderly inpatients with atrial fibrillation
Guoquan Chen1#, Jiale Chen1#, Qiang Zhao2, Yiling He1



Contents of supplementary material
Table S1 STROBE Checklist on reporting a observational analysis	3
Table S2 balance summary after propensity score adjustment across all imputations	6
Table S3 bleeding events between brand and generic rivaroxaban of complete data analysis	8
Figure S1 the proportions of missing data in variables	9




1

[bookmark: _Toc95241844][bookmark: _Toc28320][bookmark: _Toc1577]Table S1 STROBE Checklist on reporting a observational analysis
	Section and Topic 
	Item #
	Checklist item 
	 Reported on page #

	Title and abstract
	

	Title and abstract
	1
	(a) Indicate the study’s design with a commonly used term in the title or the abstract
	1

	
	
	(b) Provide in the abstract an informative and balanced summary of what was done and what was found
	1

	INTRODUCTION
	

	Background/rationale
	2
	Explain the scientific background and rationale for the investigation being reported
	2

	Objectives
	3
	State specific objectives, including any prespecified hypotheses
	2

	METHODS
	

	Study design
	4
	Present key elements of study design early in the paper
	3

	Setting
	5
	Describe the setting, locations, and relevant dates, including periods of recruitment, exposure, follow-up, and data collection
	3

	Participants
	6
	(a) Cohort study—Give the eligibility criteria, and the sources and methods of selection of participants. Describe methods of follow-up
Case-control study—Give the eligibility criteria, and the sources and methods of case ascertainment and control selection. Give the rationale for the choice of cases and controls
Cross-sectional study—Give the eligibility criteria, and the sources and methods of selection of participants
	3

	
	
	(b) Cohort study—For matched studies, give matching criteria and number of exposed and unexposed
Case-control study—For matched studies, give matching criteria and the number of controls per case
	/

	Variables
	7
	Clearly define all outcomes, exposures, predictors, potential confounders, and effect modifiers. Give diagnostic criteria, if applicable
	3

	Data sources/ measurement
	8*
	 For each variable of interest, give sources of data and details of methods of assessment (measurement). Describe comparability of assessment methods if there is more than one group
	3

	Bias
	9
	Describe any efforts to address potential sources of bias
	3

	Study size
	10
	Explain how the study size was arrived at
	/

	Quantitative variables
	11
	Explain how quantitative variables were handled in the analyses. If applicable, describe which groupings were chosen and why
	3,4

	Statistical methods
	12
	(a) Describe all statistical methods, including those used to control for confounding
	4

	
	
	(b) Describe any methods used to examine subgroups and interactions
	4

	
	
	(c) Explain how missing data were addressed
	4

	
	
	(d) Cohort study—If applicable, explain how loss to follow-up was addressed
Case-control study—If applicable, explain how matching of cases and controls was addressed
Cross-sectional study—If applicable, describe analytical methods taking account of sampling strategy
	4

	
	
	(e) Describe any sensitivity analyses
	4

	RESULTS 
	

	Participants
	13*
	(a) Report numbers of individuals at each stage of study—eg numbers potentially eligible, examined for eligibility, confirmed eligible, included in the study, completing follow-up, and analysed
	4

	
	
	(b) Give reasons for non-participation at each stage
	4

	
	
	(c) Consider use of a flow diagram
	Figure 1

	Descriptive data
	14*
	(a) Give characteristics of study participants (eg demographic, clinical, social) and information on exposures and potential confounders
	4

	
	
	(b) Indicate number of participants with missing data for each variable of interest
	Figure S1

	
	
	(c) Cohort study—Summarise follow-up time (eg, average and total amount)
	5

	Outcome data
	15*
	Cohort study—Report numbers of outcome events or summary measures over time
	5

	
	
	Case-control study—Report numbers in each exposure category, or summary measures of exposure
	/

	
	
	Cross-sectional study—Report numbers of outcome events or summary measures
	

	Main results
	16
	(a) Give unadjusted estimates and, if applicable, confounder-adjusted estimates and their precision (eg, 95% confidence interval). Make clear which confounders were adjusted for and why they were included
	5

	
	
	(b) Report category boundaries when continuous variables were categorized
	5

	
	
	(c) If relevant, consider translating estimates of relative risk into absolute risk for a meaningful time period
	/

	Other analyses
	17
	Report other analyses done—eg analyses of subgroups and interactions, and sensitivity analyses
	5

	DISCUSSION 
	

	Key results
	18
	Summarise key results with reference to study objectives
	5,6

	Limitations
	19
	Discuss limitations of the study, taking into account sources of potential bias or imprecision. Discuss both direction and magnitude of any potential bias
	6

	Interpretation
	20
	Give a cautious overall interpretation of results considering objectives, limitations, multiplicity of analyses, results from similar studies, and other relevant evidence
	6

	Generalisability
	21
	Discuss the generalisability (external validity) of the study results
	6,7

	OTHER INFORMATION
	

	Funding
	22
	Give the source of funding and the role of the funders for the present study and, if applicable, for the original study on which the present article is based
	1


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 www.strobe-statement.org.


[bookmark: _Toc95241846][bookmark: _Toc22331][bookmark: _Toc13027]Table S2 balance summary after propensity score adjustment across all imputations
	Variables
	PSM
	IPTW

	
	Type
	Max.Diff.Adj
	Max.KS.Adj
	Max.Diff.Adj
	Max.KS.Adj

	prop.score
	Distance
	0.0269
	0.0463
	0.0615
	0.0774

	sex_male
	Binary
	0.0446
	0.0446
	0.031
	0.031

	age
	Contin.
	0.0801
	0.0673
	0.0619
	0.0428

	systolic_pressure
	Contin.
	0.0859
	0.0859
	0.059
	0.0751

	educational_levela_low
	Binary
	0.0268
	0.0268
	0.0108
	0.0108

	current_tobacco_use_yes
	Binary
	0.0192
	0.0192
	0.0199
	0.0199

	current_alcohol_use_yes
	Binary
	0.0294
	0.0294
	0.0071
	0.0071

	history_of_digestive_diseases_yes
	Binary
	0.0344
	0.0344
	0.0182
	0.0182

	bleeding_history_yes
	Binary
	0.0192
	0.0192
	0.0041
	0.0041

	thrombotic_history_yes
	Binary
	0.027
	0.027
	0.0448
	0.0448

	CHA2DS2VASc
	Contin.
	0.082
	0.0651
	0.0757
	0.0503

	HAS_BLED
	Contin.
	0.0826
	0.0538
	0.102
	0.0861

	hypertension_yes
	Binary
	0.0249
	0.0249
	0.0084
	0.0084

	diabetes_yes
	Binary
	0.0308
	0.0308
	0.0161
	0.0161

	cancer_yes
	Binary
	0.021
	0.021
	0.0162
	0.0162

	heart_failure_yes
	Binary
	0.0442
	0.0442
	0.0435
	0.0435

	coronary_heart_disease_yes
	Binary
	0.0333
	0.0333
	0.0262
	0.0262

	hyperthyroidism_yes
	Binary
	0.0077
	0.0077
	0.0078
	0.0078

	hypothyroidism_yes
	Binary
	0.0137
	0.0137
	0.0278
	0.0278

	vascular_disease_yes
	Binary
	0.0382
	0.0382
	0.0115
	0.0115

	dosing_regimen_10mg bid
	Binary
	0.0038
	0.0038
	0.0029
	0.0029

	dosing_regimen_10mg qd
	Binary
	0.0357
	0.0357
	0.0096
	0.0096

	dosing_regimen_15mg bid
	Binary
	0.0057
	0.0057
	0.0015
	0.0015

	dosing_regimen_15mg qd
	Binary
	0.0367
	0.0367
	0.0124
	0.0124

	dosing_regimen_2.5mg bid
	Binary
	0.0115
	0.0115
	0.0046
	0.0046

	dosing_regimen_20mg qd
	Binary
	0.0174
	0.0174
	0.0049
	0.0049

	dosing_regimen_2mg qd
	Binary
	0
	0
	0.001
	0.001

	dosing_regimen_5mg qd
	Binary
	0.0098
	0.0098
	0.0056
	0.0056

	dosing_regimen_7.5mg qd
	Binary
	0
	0
	0.002
	0.002

	total_bilirubin
	Contin.
	0.1266
	0.1406
	0.0603
	0.1232

	albumin
	Contin.
	0.0735
	0.0927
	0.0413
	0.0928

	creatinine
	Contin.
	0.0691
	0.0686
	0.1044
	0.0895

	platelet
	Contin.
	0.1032
	0.0863
	0.02
	0.0872

	hemoglobin
	Contin.
	0.0792
	0.0769
	0.1028
	0.0958

	CTP
	Contin.
	0.0573
	0.056
	0.1539
	0.0965

	CrCl
	Contin.
	0.0941
	0.0681
	0.0912
	0.0911

	APTT
	Contin.
	0.0658
	0.1053
	0.0746
	0.0739

	FIB
	Contin.
	0.077
	0.0865
	0.0507
	0.0821

	TT
	Contin.
	0.1333
	0.0863
	0.0647
	0.0796

	DD
	Contin.
	0.0898
	0.1221
	0.013
	0.0877

	PPIs_yes
	Binary
	0.0352
	0.0352
	0.0509
	0.0509

	amiodarone_yes
	Binary
	0.0345
	0.0345
	0.0189
	0.0189

	Azole_antifungal_drugs_yes
	Binary
	0.0059
	0.0059
	0.0078
	0.0078

	antiplatelet_drugs_yes
	Binary
	0.0307
	0.0307
	0.0648
	0.0648

	NSAIDs_yes
	Binary
	0.0192
	0.0192
	0.0053
	0.0053


[bookmark: _GoBack]PSM, propensity-score matching; IPTW, inverse probability of treatment weighting; Max.Diff.Adj, maximum difference adjustment;Max.KS.Adj, maximum Kolmogorov-Smirnov adjustment; INR, international normalized ratio; CTP, child-turcotte-pugh; CrCl, creatinine clearance; APTT, activated partial thromboplastin time;TT, thrombin time; FIB, fibrinogen; DD, D-dimer; qd, once daily; bid, twice daily; PPIs, proton pump inhibitors; NSAIDs, non-steroidal anti-inflammatory drugs
a high school and above is defined as high level of educational attainment
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	Analysis
	Bleeding events

	No. of events/ no. of patients (%)
	

	Brand rivaroxaban
	49/376(13.03)

	Generic rivaroxaban
	37/269(13.75)

	Crude analysis-odds ratio(95% CI)
	1.06(0.67-1.68)

	Propensity-score analyses-odds ratio(95% CI)
	

	With inverse probability weighting
	0.71(0.41-1.25)

	With matching
	0.84(0.48-1.49)

	Adjusted for propensity score
	0.71(0.41-1.25)
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[bookmark: _Toc7679]Figure S1 the proportions of missing data in variables
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