Supplement
Supplemental Methods
Propensity score and establishment of matched cohorts
Propensity score matched (PSM) cohorts were developed to account for possible confounding variables that might be imbalanced across treatment groups and impact the outcomes of interest. As subgroups of a randomized trial, there was no reason to suspect a systematic difference in the characteristics of subjects with chronic kidney disease (CKD) alone or CKD with peripheral arterial disease (PAD), but the incidence of these comorbidities differed across the 3 pooled trials and the randomization to canagliflozin, or placebo was 2:1 in the CANVAS trial. Furthermore, randomization was not stratified by CKD or PAD history. Taken together, these factors could cause baseline imbalances across treatment groups within the cohorts of interest.
Selection of covariates
Separate propensity score models were used for the CKD alone and CKD with PAD cohorts. The propensity score model included baseline demographic characteristics (age, sex, race, BMI, and smoking), baseline disease characteristics (systolic blood pressure, diastolic blood pressure, HbA1c, and diabetes duration), comorbidities (history of hypertension, amputation, prior hospitalization for heart failure, and symptomatic cardiovascular disease), and measures of renal function (estimated glomerular filtration rate and urine albumin-creatinine ratio. 
Model building
Within each cohort, the propensity score (probability of receiving canagliflozin) was calculated for each subject using a generalized linear mixed model. A greedy matching algorithm (GMATCH)1 was used to construct the cohorts based on a caliper width of 0.01.2 The resulting cohorts were compared using standardized mean differences.3 

Table S1. Proportion of Participants With Atraumatic Lower Limb Amputation, SAEs, or Kidney-related SAEs in the Full Cohort 
	
	CKD (no PAD)
	CKD with PAD
	Interaction
P value

	
	Canagliflozin
	Placebo
	HR
	P value
	Canagliflozin
	Placebo
	 HR
	P value
	

	
	(n=1791)
	(n=1721)
	(95% CI)
	
	(n=625)
	(n=529)
	(95% CI)
	
	

	First SAE, n (%)*
	627 (35.0)
	634 (36.8)
	0.90 (0.81, 1.01)
	0.078
	274 (43.8)
	253 (47.8)
	0.83 (0.70, 0.99)
	0.036
	0.481

	First kidney-related SAE,† n(%)*
	51 (2.8)
	62 (3.6)
	0.76 (0.52, 1.10)
	0.151
	20 (3.2)
	21 (4.0)
	0.80 (0.43, 1.48)
	0.47
	0.951

	Atraumatic lower limb amputation, n (%)‡
	23 (1.3)
	12 (0.7)
	1.67 (0.83, 3.38)
	0.152
	54 (8.6)
	36 (6.8)
	1.24 (0.81, 1.90)
	0.323
	0.331




CI, confidence interval; CKD, chronic kidney disease; HR, hazard ratio; PAD, peripheral arterial disease; SAEs, serious adverse event.
*Based on the safety population (all patients who received the study drug).
†Kidney-related SAEs according to the Medical Dictionary for Regulatory Activities (MedDRA) terminology, included kidney events (acute kidney injury, blood creatinine increase, blood urea increase, estimated glomerular filtration rate decrease, dialysis, renal impairment) and were defined as life-threatening or led to unplanned hospitalization, prolonged hospitalization, or death.4
‡In the CKD (no PAD) group: canagliflozin, n=1792 and placebo, n=1722. In the CKD with PAD group: canagliflozin, n=626 and placebo, n=530.
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