


Study

CREDENCE

CANVAS-R

Overall

CANVAS

0.85 (0.69, 1.04)

0.95 (0.59, 1.53)

0.97 (0.85, 1.11)

HR (95% CI)

1.11 (0.91, 1.36)

10.5 2

0.18

P interaction

Lower risk with canagliflozin Higher risk with canagliflozin

Number of participants with event
Canagliflozin   Placebo
n/N n/N

Event rate per 1000 patient years
Canagliflozin   Placebo
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35.8 42.6
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533/7990 370/6541 24.0 23.9





Subgroup
Canagliflozin Placebo Canagliflozin Placebo Hazard ratio Interaction

n/N events/1000 person-years (95% CI) P value

All 533/7990 370/6541 24.0 23.9 0.97 [0.85-1.11]
Age 
<65 yr 346/4399 221/3519 27.4 25.6 1.05 [0.89-1.25] 0.19
≥65 yr 187/3591 149/3022 19.5 21.7 0.85 [0.69-1.06]

Sex
Male 394/5195 270/4213 27.1 27.0 0.99 [0.84-1.16] 0.70
Female 139/2795 100/2328 18.1 18.2 0.94 [0.72-1.22]

Race
White 379/5991 251/4875 22.6 21.6 0.98 [0.83-1.15] 0.97
Black or African American 17/286 14/272 27.8 28.3 0.98 [0.48-2.02]
Asian 96/1202 73/959 27.0 30.3 0.97 [0.71-1.32]
Other 41/511 32/435 32.5 33.0 1.00 [0.63-1.60]

Region
North America 181/1993 107/1613 32.3 28.9 1.10 [0.86-1.40] 0.15
Central America 50/1013 63/949 22.5 32.9 0.70 [0.49-1.02]
Europe 142/2497 86/1971 20.5 18.5 0.94 [0.72-1.24]
Rest of the world 160/2487 114/2008 21.4 21.8 1.00 [0.78-1.27]

BMI
<30 kg/m2 189/3346 137/2792 20.4 20.8 0.98 [0.79-1.23] 0.96
≥30 kg/m2 343/4630 232/3740 26.6 26.1 0.97 [0.82-1.15]

Duration of diabetes 
< 10 years 123/2345 86/1850 18.6 19.0 0.94 [0.71-1.24] 0.88
≥ 10 years 410/5640 284/4685 26.3 25.9 0.98 [0.84-1.15]

Glycated haemoglobin
<8% 216/3554 154/2906 21.3 21.7 0.96 [0.78-1.19] 0.90
≥8% 317/4435 216/3634 26.3 25.7 0.98 [0.82-1.17]

eGFR 
< 60 mL/min/1.73m2 176/2416 175/2250 31.0 36.6 0.85 [0.69-1.06] 0.06
≥60 mL/min/1.73m2 357/5572 195/4290 21.6 18.2 1.07 [0.90-1.28]

Peripheral vascular disease
Yes 149/1705 96/1450 34.8 30.6 1.11 [0.86-1.44] 0.41
No 384/6285 274/5091 21.4 22.2 0.92 [0.79-1.08]

Neuropathy
Yes 243/2862 174/2390 31.9 31.8 1.00 [0.82-1.22] 0.82
No 290/5128 196/4151 19.9 19.6 0.95 [0.79-1.14]

Heart failure
Yes 67/1130 51/981 22.4 22.1 0.97 [0.67-1.41] 0.54
No 314/4989 147/3686 20.8 15.9 1.09 [0.90-1.33]

Medication
Insulin
Yes 351/4340 251/3635 30.2 30.3 0.96  [0.82-1.14] 0.88
No 182/3650 119/2906 17.2 16.5 0.99 [0.78-1.25]

Sulphonylurea
Yes 178/3137 123/2489 18.9 19.9 0.91 [0.72-1.14] 0.44
No 355/4853 247/4052 27.7 26.5 1.01 [0.86-1.19]

Metformin
Yes 352/5718 243/4645 21.7 21.8 0.93 [0.79-1.10] 0.49
No 181/2272 127/1896 30.2 29.4 1.06 [0.84-1.34]

GLP-1 agonist
Yes 24/311 19/279 32.9 32.8 0.98 [0.53-1.80] 0.97
No 509/7679 351/6262 23.7 23.5 0.97 [0.85-1.12]

DPP-4 inhibitor
Yes 70/1075 44/937 26.7 21.7 0.92 [0.52-1.61] 0.23
No 463/6915 326/5604 23.6 24.2 0.94 [0.82-1.09]

Favours canagliflozin         Favours placebo
0.25 0.5 1 2 4



Variable HR [95% CI] p value

Age per 10 year increase 0.89 [0.79-1.00] 0.048

Female 0.60 [0.50-0.73] <0.0001

Race versus White

Black or African American 0.90 [0.49-1.65] 0.74

Asian 1.21 [0.93-1.58] 0.16

Other 1.35 [0.95-1.91] 0.09

Body Mass Index kg/m2 per 5 unit increase 1.21 [1.13-1.30] <0.0001

Glycated haemoglobin 1.11 [1.01-1.21] 0.03

eGFR ml/min/1.73m2 per 10 unit decrease 1.04 [0.99-1.09] 0.10

Peripheral vascular disease 1.46 [1.18-1.80] 0.0004

Neuropathy 1.20 [1.00-1.44] 0.05

Heart failure 0.97 [0.75-1.27] 0.84

Medications

Insulin 1.44 [1.18-1.77] 0.0004

Sulphonylurea 0.89 [0.73-1.08] 0.23

Metformin 1.05 [0.86-1.29] 0.60

GLP-1 agonist 1.32 [0.85-2.07] 0.22

DPP-4 inhibitor 1.17 [0.86-1.57] 0.31

Lower risk   Higher risk

0.25 0.5 1 2













Not to be included
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