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eTable 1. Diagnostic codes used for cohort definition and exclusions
	Category
	Definition
	Codes

	Peripheral artery disease / peripheral vascular disease
	PAD/PVD diagnosis
	ICD-10: I70.2, I73, I73.8, I73.9, I79.2

	Diabetes-related peripheral circulatory disease
	Supportive codes for diabetic PVD/PAD phenotype
	ICD-10: E11.51, E11.52

	Diabetes mellitus
	DM diagnosis
	ICD-10: E10, E11, E13

	
	
	

	Vasculitis exclusion
	Inflammatory/immune-mediated vascular disease
	ICD-10: I77.6, M30–M36

	Carotid artery disease
	Non-PAD vascular phenotype excluded from primary PAD/PVD cohort
	ICD-10: I70.8

	Chronic kidney disease
	CKD diagnosis
	ICD-10: N18.2, N18.3, N18.4, N18.5, N18.9, E08.22, E09.22, E10.22, E11.22, E13.22, I12.9

	Hypertension
	Hypertension diagnosis
	ICD-10: I10

	Dyslipidemia / hyperlipidemia
	Lipid disorder diagnosis
	ICD-10: E78.0, E78.49

	Atrial fibrillation
	AF diagnosis
	ICD-10: I48, I48.0–I48.4, I48.9

	Ischemic heart disease
	IHD diagnosis
	ICD-10: I21, I22, I24, I24.9, I25, I25.1, I25.2, I25.3, I25.5, I25.6, I25.7, I25.8, I25.9

	Heart failure
	Heart failure diagnosis
	ICD-10: I50, I50.1, I50.2, I50.3, I50.4, I50.8, I50.9

	Prior stroke / cerebrovascular disease
	Cerebrovascular diagnosis
	ICD-10: I63, I65, I67, Z86.73

	Obesity
	Obesity diagnosis
	ICD-10: E66, E66.9, Z68.3

	Smoking
	Smoking history
	ICD-10: F17, F17.20, F17.210, Z72.0, Z87.891

	Metabolic-associated liver disease
	MASLD/MASH-related diagnosis
	ICD-10: K75.81


Important coding note: The broad ICD-10 range I00–I99 should not be used as a heart failure definition because it captures the entire circulatory disease chapter and is not specific for heart failure.

eTable 2. Outcome definitions and codes
	Outcome
	Definition
	Codes / data source

	Major adverse limb events (MALE)
	Composite of incident lower-limb revascularization or amputation after index date
	Derived from limb revascularization and amputation fields/codes

	Limb revascularization
	Incident lower-extremity vascular intervention after index date
	Procedure codes from CHS/MDClone vascular procedure tables; final lower-limb-specific code list to be verified locally

	Major amputation
	Incident major lower-limb amputation after index date
	Procedure/diagnosis codes indicating above-ankle or major lower-extremity amputation.

	Minor amputation
	Incident minor lower-limb amputation after index date
	Procedure/diagnosis codes indicating toe/foot/minor lower-extremity amputation; final procedure-code mapping to be verified locally

	Lower-limb amputation
	Lower-limb amputation diagnosis/procedure history
	ICD-10/status codes: Z89.4, Z89.43, Z89.44, Z89.5, Z89.51, Z89.52, Z89.6, Z89.7

	All-cause mortality
	Death during follow-up
	CHS mortality records

	Censoring
	End of follow-up
	Death, end of CHS membership, end of available follow-up, or administrative censoring



eTable 3. Medication exposure and medication covariate definitions
	Medication class
	Definition
	ATC codes / examples

	GLP1 receptor agonists
	Primary exposure; ≥2 dispensations for main analysis
	A10BJ, A10BJ01, A10BJ02, A10BJ03, A10BJ04, A10BJ05, A10BJ06

	Fixed-ratio insulin/GLP1-RA combinations
	Included where applicable
	A10AE54, A10AE56

	Metformin / biguanide therapy
	Antidiabetic medication covariate
	A10BA, A10BA02

	Insulin therapy
	Antidiabetic medication covariate
	A10A and relevant insulin subclasses

	SGLT2 inhibitors
	Antidiabetic medication covariate
	A10BK and drug-specific subcodes

	DPP4 inhibitors
	Antidiabetic medication covariate
	A10BH and drug-specific subcodes

	Statin therapy
	Lipid-lowering medication covariate
	C10AA

	Ezetimibe
	Lipid-lowering medication covariate
	C10AX09

	PCSK9 inhibitors
	Lipid-lowering medication covariate
	C10AX13, C10AX14

	ACE inhibitors
	Cardiovascular medication covariate
	C09A, C09B

	Angiotensin receptor blockers
	Cardiovascular medication covariate
	C09C, C09D

	Beta-blockers
	Cardiovascular medication covariate
	C07

	Antiplatelet therapy
	Cardiovascular medication covariate
	B01AC and relevant antiplatelet-specific codes

	Anticoagulant therapy
	Cardiovascular medication covariate
	B01AA, B01AB, B01AE, B01AF and relevant anticoagulant-specific codes



eTable 4. Baseline variable definitions

	Variable
	Definition

	Age
	Age at index date

	Sex
	Recorded biological sex in CHS records

	Socioeconomic status
	Clinic-level SES score based on Israeli Central Bureau of Statistics ranking; categorized as low 1–4, medium 5–7, high 8–10

	BMI
	[bookmark: _GoBack]Closest to index 

	Systolic blood pressure
	Closest to index 

	Diastolic blood pressure
	Closest to index 

	Smoking status
	Ever smoker if any documented smoking history; otherwise never smoker

	Laboratory variables
	Closest to index up to five years before

	Hemoglobin A1c
	Closest HbA1c to index date within preceding five years

	LDL cholesterol
	Closest LDL value to index date within preceding five years

	Total cholesterol
	Closest total cholesterol value to index date within preceding five years

	HDL cholesterol
	Closest HDL value to index date within preceding five years

	Triglycerides
	Closest triglyceride value to index date within preceding five years

	Serum creatinine
	Closest creatinine value to index date within preceding five years

	Hemoglobin
	Closest hemoglobin value to index date within preceding five years

	Platelet count
	Closest platelet count to index date within preceding five years

	White blood cell count
	Closest WBC count to index date within preceding five years

	Comorbidities
	Defined using ICD-10 diagnosis codes recorded before or at index date

	Chronic medications
	Defined using ATC medication dispensing records before or around index date















eTable 5. Sensitivity Analyses for IPTW-Weighted Clinical Outcomes
	Outcome
	Sensitivity analysis
	GLP1 alone vs no GLP1/no SGLT2
HR (95% CI); P value
	SGLT2 alone vs no GLP1/no SGLT2
HR (95% CI); P value
	GLP1 + SGLT2 vs no GLP1/no SGLT2
HR (95% CI); P value

	Major adverse limb events (MALE)
	Untruncated stabilized IPTW
	0.53 (0.24-1.13); P=.098
	0.72 (0.49-1.06); P=.099
	0.38 (0.23-0.62); P<.001

	
	Truncated IPTW at 1st-99th percentile
	0.55 (0.26-1.16); P=.116
	0.67 (0.52-0.88); P=.004
	0.50 (0.33-0.75); P<.001

	
	Truncated IPTW at 5th-95th percentile
	0.55 (0.30-1.04); P=.065
	0.73 (0.57-0.92); P=.008
	0.60 (0.41-0.88); P=.008

	
	IPTW plus covariate adjustment
	0.44 (0.21-0.92); P=.030
	0.67 (0.51-0.88); P=.004
	0.47 (0.31-0.70); P<.001

	
	Excluding events within 90 days
	0.54 (0.25-1.15); P=.110
	0.74 (0.54-1.01); P=.062
	0.50 (0.30-0.84); P=.008

	
	Follow-up truncated at 5 years
	0.50 (0.22-1.14); P=.098
	0.61 (0.46-0.80); P<.001
	0.46 (0.30-0.72); P<.001

	
	Follow-up truncated at 10 years
	0.55 (0.26-1.16); P=.116
	0.67 (0.52-0.88); P=.004
	0.50 (0.33-0.75); P<.001

	Limb revascularization
	Untruncated stabilized IPTW
	0.75 (0.27-2.08); P=.575
	0.66 (0.44-0.99); P=.043
	0.53 (0.29-0.99); P=.047

	
	Truncated IPTW at 1st-99th percentile
	0.81 (0.30-2.22); P=.687
	0.72 (0.50-1.03); P=.070
	0.73 (0.43-1.24); P=.249

	
	Truncated IPTW at 5th-95th percentile
	0.78 (0.34-1.79); P=.560
	0.81 (0.58-1.13); P=.223
	0.91 (0.56-1.47); P=.704

	
	IPTW plus covariate adjustment
	0.69 (0.26-1.83); P=.454
	0.69 (0.48-0.99); P=.044
	0.68 (0.40-1.15); P=.147

	
	Excluding events within 90 days
	0.82 (0.27-2.52); P=.732
	1.11 (0.69-1.78); P=.667
	0.93 (0.45-1.91); P=.845

	
	Follow-up truncated at 5 years
	0.81 (0.30-2.22); P=.686
	0.67 (0.46-0.96); P=.030
	0.69 (0.40-1.20); P=.187

	
	Follow-up truncated at 10 years
	0.81 (0.30-2.22); P=.687
	0.72 (0.50-1.03); P=.070
	0.73 (0.43-1.24); P=.249

	Major amputation
	Untruncated stabilized IPTW
	0.45 (0.17-1.15); P=.095
	0.74 (0.42-1.30); P=.289
	0.23 (0.12-0.42); P<.001

	
	Truncated IPTW at 1st-99th percentile
	0.45 (0.18-1.15); P=.097
	0.61 (0.43-0.89); P=.010
	0.30 (0.17-0.53); P<.001

	
	Truncated IPTW at 5th-95th percentile
	0.48 (0.20-1.14); P=.094
	0.64 (0.46-0.88); P=.007
	0.36 (0.21-0.62); P<.001

	
	IPTW plus covariate adjustment
	0.33 (0.13-0.88); P=.026
	0.64 (0.44-0.93); P=.020
	0.28 (0.16-0.50); P<.001

	
	Excluding events within 90 days
	0.59 (0.22-1.58); P=.294
	0.57 (0.39-0.84); P=.005
	0.32 (0.17-0.59); P<.001

	
	Follow-up truncated at 5 years
	0.36 (0.11-1.16); P=.086
	0.54 (0.36-0.81); P=.003
	0.28 (0.15-0.51); P<.001

	
	Follow-up truncated at 10 years
	0.45 (0.18-1.15); P=.097
	0.61 (0.43-0.89); P=.010
	0.30 (0.17-0.53); P<.001

	Minor amputation
	Untruncated stabilized IPTW
	1.93 (0.40-9.41); P=.414
	1.48 (0.65-3.38); P=.353
	0.98 (0.49-1.99); P=.963

	
	Truncated IPTW at 1st-99th percentile
	1.38 (0.32-5.95); P=.666
	1.10 (0.62-1.97); P=.738
	1.28 (0.67-2.45); P=.450

	
	Truncated IPTW at 5th-95th percentile
	0.94 (0.27-3.30); P=.924
	1.09 (0.65-1.83); P=.740
	1.52 (0.82-2.80); P=.183

	
	IPTW plus covariate adjustment
	1.14 (0.25-5.19); P=.864
	1.15 (0.64-2.06); P=.646
	1.20 (0.62-2.32); P=.585

	
	Excluding events within 90 days
	1.26 (0.22-7.37); P=.795
	0.87 (0.42-1.79); P=.708
	1.37 (0.68-2.77); P=.382

	
	Follow-up truncated at 5 years
	1.39 (0.32-5.99); P=.660
	1.01 (0.55-1.85); P=.964
	1.09 (0.56-2.16); P=.795

	
	Follow-up truncated at 10 years
	1.38 (0.32-5.95); P=.666
	1.10 (0.62-1.97); P=.738
	1.28 (0.67-2.45); P=.450

	All-cause mortality
	Untruncated stabilized IPTW
	0.53 (0.40-0.69); P<.001
	0.43 (0.38-0.49); P<.001
	0.18 (0.11-0.27); P<.001

	
	Truncated IPTW at 1st-99th percentile
	0.50 (0.39-0.63); P<.001
	0.42 (0.38-0.46); P<.001
	0.23 (0.19-0.28); P<.001

	
	Truncated IPTW at 5th-95th percentile
	0.43 (0.34-0.53); P<.001
	0.40 (0.37-0.44); P<.001
	0.22 (0.18-0.26); P<.001

	
	IPTW plus covariate adjustment
	0.41 (0.33-0.52); P<.001
	0.41 (0.37-0.46); P<.001
	0.21 (0.17-0.26); P<.001

	
	Excluding events within 90 days
	0.54 (0.42-0.68); P<.001
	0.45 (0.40-0.50); P<.001
	0.25 (0.20-0.30); P<.001

	
	Follow-up truncated at 5 years
	0.46 (0.34-0.63); P<.001
	0.37 (0.33-0.42); P<.001
	0.15 (0.11-0.20); P<.001

	
	Follow-up truncated at 10 years
	0.50 (0.40-0.64); P<.001
	0.42 (0.37-0.46); P<.001
	0.22 (0.18-0.27); P<.001


Note. Sensitivity analyses repeated the weighted Cox proportional hazards models using alternative weight specifications and analytic definitions. The primary model used stabilized IPTW truncated at the 1st and 99th percentiles. The covariate-adjusted IPTW model additionally included available baseline covariates. Early-event sensitivity analyses excluded events occurring within 90 days, and follow-up truncation analyses censored follow-up at 5 or 10 years. Abbreviations: CI, confidence interval; GLP1, glucagon-like peptide-1 receptor agonist; HR, hazard ratio; IPTW, inverse probability of treatment weighting; MALE, major adverse limb events; SGLT2, sodium-glucose cotransporter-2 inhibitor.


eTable 6. Sensitivity analysis after excluding patients with GLP1-RA or SGLT2 inhibitor use before PAD diagnosis/index date
Panel A. Exposure group distribution after exclusion
	Exposure group
	Unweighted N
	Percent
	Weighted N

	No GLP1-RA/no SGLT2i
	6,016
	53.4
	6,029.94

	GLP1-RA alone
	732
	6.5
	627.78

	SGLT2i alone
	2,720
	24.1
	2,601.02

	GLP1-RA + SGLT2i
	1,795
	15.9
	1,451.92

	Total
	11,263
	100.0
	10,710.66


Panel B. IPTW-weighted clinical outcomes after exclusion
	Outcome
	No GLP1-RA/no SGLT2i incidence rate (95% CI)
	GLP1-RA alone incidence rate (95% CI)
	SGLT2i alone incidence rate (95% CI)
	GLP1-RA + SGLT2i incidence rate (95% CI)
	GLP1-RA alone HR (95% CI); P value
	SGLT2i alone HR (95% CI); P value
	GLP1-RA + SGLT2i HR (95% CI); P value

	Major adverse limb events (MALE)
	0.6 (0.6-0.7)
	0.3 (0.1-0.5)
	0.4 (0.3-0.5)
	0.3 (0.2-0.4)
	0.51 (0.26-1.00); .052
	0.55 (0.41-0.75); <.001
	HR not visible; <.001

	Limb revascularization
	0.3 (0.3-0.4)
	0.2 (0.1-0.4)
	0.2 (0.1-0.3)
	0.2 (0.1-0.3)
	0.67 (0.27-1.66); .391
	0.56 (0.37-0.84); .006
	HR not visible; .138

	Major amputation
	0.4 (0.3-0.4)
	0.1 (0.0-0.3)
	0.2 (0.1-0.3)
	0.1 (0.0-0.2)
	0.39 (0.17-0.91); .030
	0.52 (0.35-0.78); .002
	HR not visible; <.001

	Minor amputation
	0.1 (0.1-0.2)
	0.2 (0.0-0.3)
	0.1 (0.0-0.2)
	0.2 (0.1-0.2)
	1.31 (0.31-5.60); .713
	0.68 (0.36-1.25); .215
	HR not visible; .754

	All-cause mortality
	8.5 (8.1-8.8)
	4.0 (3.4-4.7)
	3.6 (3.3-3.9)
	1.9 (1.6-2.2)
	0.47 (0.37-0.60); <.001
	0.42 (0.38-0.48); <.001
	HR not visible; <.001


Note. Incidence rates are IPTW-weighted events per 100 person-years with 95% confidence intervals. Hazard ratios were estimated using IPTW-weighted Cox proportional hazards models with robust standard errors. The no GLP1-RA/no SGLT2i group served as the reference category. The sensitivity cohort excluded patients with evidence of GLP1-RA or SGLT2i use before the PAD diagnosis/index date. GLP1-RA indicates glucagon-like peptide-1 receptor agonist; SGLT2i, sodium-glucose cotransporter-2 inhibitor; IPTW, inverse probability of treatment weighting; HR, hazard ratio; CI, confidence interval; MALE, major adverse limb events; PAD, peripheral artery disease.
Data source note. Values were transcribed from the screenshots provided by the user. The GLP1-RA + SGLT2i HR (95% CI) column was not visible in the screenshot and should be inserted from the original unhidden Excel output before journal submission.
eTable 7. Time-Varying Cox Proportional Hazards Analysis According to GLP1-RA/SGLT2i Exposure Group
Hazard ratios were estimated using time-varying exposure definitions based on first GLP1-RA and first SGLT2i dispensing dates.
	Outcome
	Exposure group
	HR (95% CI)
	P value

	MALE
	No GLP1-RA and no SGLT2i
	Reference
	

	
	GLP1-RA alone
	0.86 (0.61-1.22)
	.408

	
	SGLT2i alone
	1.38 (1.04-1.84)
	.026

	
	GLP1-RA + SGLT2i
	1.26 (0.93-1.71)
	.129

	Limb revascularization
	No GLP1-RA and no SGLT2i
	Reference
	

	
	GLP1-RA alone
	0.67 (0.40-1.14)
	.143

	
	SGLT2i alone
	1.64 (1.12-2.41)
	.012

	
	GLP1-RA + SGLT2i
	1.33 (0.86-2.05)
	.202

	Major amputation
	No GLP1-RA and no SGLT2i
	Reference
	

	
	GLP1-RA alone
	1.03 (0.66-1.60)
	.909

	
	SGLT2i alone
	1.26 (0.87-1.83)
	.216

	
	GLP1-RA + SGLT2i
	1.24 (0.85-1.82)
	.259

	All-cause mortality
	No GLP1-RA and no SGLT2i
	Reference
	

	
	GLP1-RA alone
	0.63 (0.55-0.72)
	<.001

	
	SGLT2i alone
	0.82 (0.75-0.91)
	<.001

	
	GLP1-RA + SGLT2i
	0.63 (0.57-0.70)
	<.001


Abbreviations: CI, confidence interval; GLP1-RA, glucagon-like peptide-1 receptor agonist; HR, hazard ratio; MALE, major adverse limb events; SGLT2i, sodium-glucose cotransporter-2 inhibitor.
Note: In the time-varying analysis, patients contributed person-time to the no-treatment group until initiation of either therapy, to the corresponding monotherapy group after initiation of one drug class, and to the combined therapy group only after both GLP1-RA and SGLT2i had been initiated. The no GLP1-RA and no SGLT2i group served as the reference category.








eFigure1. Covariate Balance Before and After Inverse Probability of Treatment Weighting
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