Supplemental Data 
Supplemental Table 1  Overview of Canagliflozin Studies, PRO Measures, and Timing of Measures
	Concepts
	Interest
	Weight-related well-being
	General functioning and well-being, effect of disease on daily life, and satisfaction with health

	
	Interest in continuing study medication
	IWQoL-Lite
Included to explore the impact of weight change on quality of life
	SF-36
Included as a collateral measure of generic HRQoL
	CHES-Q
Included to explore health satisfaction and control for knowledge

	Study
	Length
	
	
	
	

	Study 1 [14]
Add-on to MET vs SITA and PBO 
	52 weeks (26-week core and 26-week extension)
	Week 52
	BL, Weeks 26, 52
(n = 1065)
	BL, Weeks 12, 26, 52
(n = 1066)
	BL, Weeks 26, 52
(item 1: n = 1193; PD: n = 1070; ED: n = 1070)

	Study 2 [15]
Add-on to MET + SU vs PBO 
	52 weeks (26-week core and 26-week extension)
	Week 52
	BL, Weeks 26, 52
(n = 360)
	BL, Weeks 12, 26, 52
(n = 355)
	Week –2, BL, Weeks 26, 52
(item 1: n = 432; PD: n = 361; ED: n = 361)

	Study 3 [16]
Add-on to MET + SU vs SITA
	52 weeks
	Week 52
	BL, Weeks 12, 26, 52
(n = 619)
	BL, Weeks 12, 26, 52
(n = 618)
	BL, Weeks 12, 26, 52
(item 1: n = 704; PD: n = 622; ED: n = 622)

	Study 4 [17]
Add-on to MET + SITA vs PBO
	26 weeks
	Week 26
	–
	–
	BL, Weeks 12, 26
(item 1: n = 207; PD: n = 177; ED: n = 177)


BL, baseline; CHES-Q, Current Health Satisfaction Questionnaire; ED, emotional domain; HRQoL, health-related quality of life; IWQoL-Lite, Impact of Weight on Quality of Life–Lite; MET, metformin; PBO, placebo; PD, physical domain; PRO, patient-reported outcome; SF-36, Short Form-36; SITA, sitagliptin; SU, sulfonylurea.



Supplemental Table 2  Regression and Sensitivity Analysis Results by Improvement in Scores
	
	
	Likelihood of the baseline covariate impacting the result

	
	
	Odds ratio (95% Wald confidence limits)

	PRO instrument
	Baseline covariate
	Regression analysis
	Sensitivity analysis

	Interest in continuing study treatment
	Treatment (CANA vs PBO/SITA)
	1.54 (1.19, 1.99)
	1.55 (1.20, 2.01)

	
	Baseline BMI
	–
	0.99 (0.97, 1.01)

	
	Sex (male vs female)
	0.97 (0.75, 1.25)
	0.96 (0.74, 1.24)

	
	Study 1 vs Study 2
	1.27 (0.88, 1.84)
	1.26 (0.87, 1.82)

	
	Study 3 vs Study 2
	1.46 (0.97, 2.21)
	1.45 (0.96, 2.19)

	
	Study 4 vs Study 2
	0.90 (0.56, 1.45)
	0.90 (0.56, 1.45)

	CHES-Q satisfaction with body weight (item 1)
	Treatment (CANA vs PBO/SITA)
	1.44 (1.20, 1.74)
	1.49 (1.23, 1.80)

	
	Baseline score
	1.28 (1.22, 1.34)
	1.11 (1.05, 1.17)

	
	Baseline BMI
	–
	0.92 (0.90, 0.94)

	
	Sex (male vs female)
	–
	1.03 (0.86, 1.25)

	
	Study 1 vs Study 2
	2.17 (1.69, 2.79)
	2.09 (1.61, 2.70)

	
	Study 3 vs Study 2
	1.88 (1.42, 2.48)
	1.91 (1.44, 2.53)

	
	Study 4 vs Study 2
	2.02 (1.37, 2.97)
	2.03 (1.37, 3.01)

	IWQoL-Lite
	Treatment (CANA vs PBO/SITA)
	1.26 (1.05, 1.51)
	1.29 (1.08, 1.55)

	
	Baseline score
	1.01 (1.00, 1.01)
	1.00 (0.99, 1.00)

	
	Baseline BMI
	–
	0.93 (0.92, 0.95)

	
	Sex (male vs female)
	–
	1.19 (0.99, 1.43)

	
	Study 1 vs Study 2
	0.73 (0.57, 0.93)
	0.68 (0.53, 0.87)

	
	Study 3 vs Study 2
	0.80 (0.62, 1.05)
	0.75 (0.58, 0.99)

	CHES-Q physical health
	Treatment (CANA vs PBO/SITA)
	1.23 (1.03, 1.48)
	1.25 (1.03, 1.53)

	
	Baseline score
	0.63 (0.59, 0.68)
	0.96 (0.89, 1.04)

	
	Baseline BMI
	–
	0.94 (0.93, 0.96)

	
	Sex (male vs female)
	–
	1.32 (1.08, 1.61)

	
	Study 1 vs Study 2
	1.53 (1.18, 1.98)
	1.53 (1.16, 2.02)

	
	Study 3 vs Study 2
	1.14 (0.87, 1.51)
	1.11 (0.82, 1.49)

	
	Study 4 vs Study 2
	1.21 (0.82, 1.77)
	1.20 (0.80, 1.81)

	SF-36 PCS
	Treatment (CANA vs PBO/SITA)
	1.07 (0.89, 1.30)
	1.09 (0.90, 1.31)

	
	Baseline score
	0.92 (0.91, 0.93)
	0.91 (0.90, 0.92)

	
	Baseline BMI
	–
	0.97 (0.96, 0.99)

	
	Sex (male vs female)
	–
	1.23 (1.02, 1.48)

	
	Study 1 vs Study 2
	0.97 (0.75, 1.25)
	0.93 (0.72, 1.21)

	
	Study 3 vs Study 2
	0.82 (0.62, 1.08)
	0.77 (0.58, 1.02)

	CHES-Q emotional health
	Treatment (CANA vs PBO/SITA)
	1.27 (1.02, 1.57)
	1.27 (1.02, 1.58)

	
	Baseline score
	1.27 (1.17, 1.37)
	1.21 (1.11, 1.31)

	
	Baseline BMI
	–
	0.96 (0.94, 0.97)

	
	Sex (male vs female)
	–
	1.25 (1.00, 1.55)

	
	Study 1 vs Study 2
	1.09 (0.81, 1.47)
	1.03 (0.76, 1.40)

	
	Study 3 vs Study 2
	1.20 (0.86, 1.67)
	1.14 (0.81, 1.59)

	
	Study 4 vs Study 2
	1.57 (0.97, 2.56)
	1.48 (0.91, 2.42)

	SF-36 MCS
	Treatment (CANA vs PBO/SITA)
	1.04 (0.86, 1.26)
	1.04 (0.86, 1.26)

	
	Baseline score
	0.92 (0.91, 0.93)
	0.92 (0.91, 0.93)

	
	Baseline BMI
	–
	1.00 (0.99, 1.02)

	
	Sex (male vs female)
	–
	1.09 (0.90, 1.31)

	
	Study 1 vs Study 2
	0.90 (0.69, 1.16)
	0.91 (0.70, 1.18)

	
	Study 3 vs Study 2
	1.10 (0.83, 1.47)
	1.11 (0.84, 1.47)


CANA, canagliflozin; CHES-Q, Current Health Satisfaction Questionnaire; IWQoL-Lite, Impact of Weight on Quality of Life–Lite; MCS, mental component score; PBO, placebo; PCS, physical component score; SF-36, Short Form-36; SITA, sitagliptin.


Supplemental Table 3  Regression and Sensitivity Analysis Results by Differences in Scores: Treatment Effect
	
	Likelihood of the baseline covariate impacting the result

	
	LSM for treatment effect (95% confidence limits)

	PRO instrument
	Regression analysis
	Sensitivity analysis

	IWQoL-Lite
	1.37 (0.37, 2.37)
	1.47 (0.49, 2.46)

	CHES-Q physical health
	0.18 (0.10, 0.26)
	0.19 (0.10, 0.27)

	SF-36 PCS
	0.69 (0.17, 1.21)
	0.73 (0.22, 1.25)

	CHES-Q emotional health
	0.15 (0.06, 0.23)
	0.15 (0.06, 0.24)

	SF-36 MCS
	0.09 (–0.59, 0.77)
	0.11 (–0.57, 0.79)


CHES-Q, Current Health Satisfaction Questionnaire; IWQoL-Lite, Impact of Weight on Quality of Life–Lite; LSM, least squares mean; MCS, mental component score; PCS, physical component score; SF-36, Short Form-36.


[bookmark: _GoBack]Supplemental Table 4  Sensitivity Analysis Results: PRO Outcomes for Studies 1-3 at Week 52
	
	Likelihood of favorable outcome with CANA vs PBO/SITA
	LS mean changes from baseline with CANA vs PBO/SITA

	PRO instrument
	OR (95% CI)
	P value
	Difference (95% CI)
	P value

	Interest in continuing study treatment
	1.43 (1.09, 1.89)
	0.011
	–
	–

	CHES-Q satisfaction with body weight (item 1)
	1.25 (1.00, 1.56)
	0.052
	–
	–

	IWQoL-Lite
	1.04 (0.82, 1.30)
	0.766
	0.25 (–0.99, 1.49)
	0.693

	CHES-Q physical health
	1.44 (1.13, 1.83)
	0.003
	0.18 (0.07, 0.29)
	0.001

	SF-36 PCS
	1.06 (0.86, 1.30)
	0.588
	0.53 (–0.08, 1.15)
	0.089

	CHES-Q emotional health
	1.18 (0.90, 1.54)
	0.238
	0.07 (–0.04, 0.18)
	0.204

	SF-36 MCS
	1.07 (0.87, 1.32)
	0.498
	0.05 (–0.74, 0.85)
	0.899


CANA, canagliflozin; CHES-Q, Current Health Satisfaction Questionnaire; CI, confidence interval; IWQoL-Lite, Impact of Weight on Quality of Life–Lite; LS, least squares; MCS, mental component summary score; OR, odds ratio; PBO, placebo; PCS, physical component summary score; PRO, patient-reported outcome; SITA, sitagliptin.



