SUPPLEMENTARY DATA

Supplementary Figure 1. Flowchart.
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eGFR, estimated glomerular filtration rate; ALT, alanine aminotransferase; mITT, modified intent-to-

treat; BP, blood pressure.

“Efficacy follow-up data corresponds to the observed number of patients with laboratory data at the
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(clinic or telephone) at the respective visit.
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Supplementary Figure 2. Effects of each dose of canagliflozin compared to placebo on HbA,¢ in patient subgroups at 52 weeks.
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BMI, body mass index; MET, metformin; AHA, antihyperglycemic agent; eGFR, estimated glomerular filtration rate; SBP, systolic blood
pressure; ACR, albumin/creatinine ratio.
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Supplementary Table 1. Effects of Each Dose of Canaglifloziin Compared to Placebo on Primary, Secondary, and Other Efficacy

Outcomes at 18 Weeks Regardless of the Need for Rescue Therapy

18 weeks

Difference (95% CI)
Canagliflozin 100 mg
ver sus placebo
(n = 674 vs668)

Difference (95% CI)
Canagliflozin 300 mg
ver sus placebo
(n =671 vs668)

HbA,f

% —0.61 (-0.69, —0.53) —0.72 (-0.80, —0.65)

mmol/mol —6.7 (-7.5,-5.8) =79 (-8.7,-17.1)
% change in body weight' -2.0(2.3,-1.7) -2.5(-2.8,-2.2)
FPG (mmol/L)’ ~1.2 (-1.4,-0.9)* -1.5(-1.8,-1.3)
SBP (mmHg) -2.2 (-3.6,-0.9) —4.2 (-5.6,-2.9)
DBP (mmHg) -0.9 (-1.7,-0.1) -1.7 (-2.5,-0.9)
Proportion (%) HbA . <7.0%' 11.2(7.4,15.0) 17.4 (13.4,21.4)
% change in HDL cholesterol 1.1(-0.7,2.9) 4.5(2.7,6.3)
% change in triglycerides —1.7 (-6.0, 2.6) -3.7 (-8.0,0.6)
% change in LDL cholesterol 4.6 (-1.6,10.7) 53(-0.9,11.4)
% change in total cholesterol 0.7(-1.2,2.5) 2.7 (0.9, 4.6)
% change in LDL:HDL cholesterol ratio 3.0(-3.3,9.2) 0.7 (-5.6, 6.9)
% change in non-HDL cholesterol 0.4 (-2.1,3.0) 2.1(-0.5,4.6)

CI, confidence interval; FPG, fasting plasma glucose; SBP, systolic blood pressure; DBP, diastolic blood pressure; HDL, high density

lipoprotein; LDL, low density lipoprotein.

TExact n for the primary outcome; for patients with missing data, the last observation was carried forward (LOCF).
"Indicates endpoints that were prespecified for hypothesis testing at Week 18.

*P <0.001 versus placebo for all prespecified hypotheses.
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Supplementary Table 2. Effects of Each Dose of Canaglifloziin Compared to Placebo on Primary, Secondary, and Other Efficacy
Outcomes at 18 and 52 Weeks in Patients Using Any Dose of Insulin (>0 | U/day)

18 weeks

52 weeks

Difference (95% CI)
Canagliflozin 100 mg
ver sus placebo
(n =693 vs671)

Difference (95% CI)
Canagliflozin 300 mg
ver sus placebo
(n = 688 vs671)

Difference (95% CI)
Canagliflozin 100 mg
ver sus placebo
(n =710 vs 706)°

Difference (95% CI)
Canagliflozin 300 mg
ver sus placebo
(n = 702 vs 706)°

HbA,.'
% —0.62 (—0.70, —0.54) —0.73 (-0.81, —0.65) —0.59 (—0.68, —0.49) —0.74 (—0.84, —0.65)
mmol/mol ' —6.8 (-7.7,-5.9) —8.0 (-8.9,-7.1) —6.4(-74,-54) —8.1(-9.2,-7.1)
% change in body weight' -1.9(=2.2,-1.6) —2.4(=2.7,2.1) —2.7(=3.2,-2.3) -3.5(-4.0,-3.1)
FPG (mmol/L)" —1.19 (-1.44, -0.93) —1.60 (—1.86, —1.35) —1.15 (-1.41, —0.888) —1.49 (-1.76, -1.23)
SBP (mmHg) —2.54 (-3.86, —1.22) —4.28 (-5.61, —2.95) —3.28 (—4.66, —1.90) —6.38 (=7.77,4.99)
DBP (mmHg) -1.1(-1.9,-0.3) -1.8 (=2.6,-1.0) -1.2(-2.0,—0.3) -2.5(=3.3,-1.6)
Proportion (%) HbA,, <7.0%' 11.6 (7.9, 15.3) 17.4 (13.4,21.4) 12.6 (8.7, 16.6) 18.0 (13.9, 22.1)
% change in HDL cholesterol 1.1 (-0.8,2.9) 4.7 (2.8, 6.5) 2.3(0.5,4.0) 5.0(3.3,6.7
% change in triglycerides -1.7 (=6.0,2.7) -29(=73,14) -1.5(=6.3,3.3) —5.6 (-10.4, —0.8)
% change in LDL cholesterol* 4.8(-1.4,10.9) 5.0(-1.2,11.2) 2.8 (2.5, 8.0) 6.6 (1.3,11.9)
% change in total cholesterol 0.7 (-1.2,2.5) 2.9(1.1,4.8) 1.3(=0.7,3.4) 3.1(1.1,5.2)
% change in LDL:HDL cholesterol 3.3(-2.9,9.5) 0.5 (5.7, 6.6) 0.6 (4.9, 6.0) 0.7 (4.8, 6.2)
ratio*
% change in non-HDL cholesterol 0.5 (-2.1,3.0) 2.2(—0.3,4.8) 1.3(-1.7,4.3) 2.6 (—0.4,5.6)

CI, confidence interval, FPG, fasting plasma glucose; SBP, systolic blood pressure; DBP, diastolic blood pressure; HDL, high density
lipoprotein; LDL, low density lipoprotein.

"Exact n for the primary outcome; for patients with missing data, the last observation was carried forward (LOCF).

ilndicates endpoints that were prespecified for hypothesis testing at Week 18.
*Outlying data from 2 subjects were excluded at Week 52; differences (95% CI) versus placebo for canagliflozin 100 and 300 mg with
outliers included: LDL-C, 15.1% (-0.5, 30.7) and 7.4% (8.7, 22.7), respectively; and LDL-C/HDL-C, 10.1% (—2.7, 22.9) and 0.8% (—12.1,

13.7), respectively.
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Supplementary Table 3. Criteria for the institution of glycemic rescue therapy during initial 18-week
period

During the first 18-weeks of follow-up glycemic rescue criteria were applied. After Week 18,
investigators are free to determine participants’ glycemic goals and the need for adjustments in the
glucose lowering drug regimen. From Day 1 to Week 18, the criteria for starting glycemic rescue
therapy were based on an FPG value exceeding the glucose cut-points shown in the table below.
Subjects were counselled to contact the site if their self-monitored blood glucose levels consistently
exceeded these values. A fasting plasma glucose measurement (i.e. venous blood collection) was then
done to determine eligibility for initiation of glycemic rescue therapy.

Rescue Criteria Through Week 18

Time point Glucose

After Day 1 through Week 6 >270 mg/dL (15 mmol/L)
After Week 6 through Week 12 >240 mg/dL (13.3 mmol/L)
After Week 12 through Week 18 >200 mg/dL (11.1 mmol/L)

Glycemic rescue therapy was determined by the investigator: either up-titration of current medications
or the stepwise addition of non-insulin antihyperglycemic agent(s) and then insulin therapies. After
initiation of rescue therapy, the glycemic goals were based upon standard diabetes guidance,
individualized for the subject, as considered appropriate by the investigator.
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