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Table S1. CV composite outcome with and without collapsing events on the same day.

Canagliflozin Placebo (N=2199) IRR
(N=2202)
Events Events/ | Events Events/ | Rate 95% CI | p-value
(n) 1000 (n) 1000 ratio
PYs PYs
CVv
composite
outcome
Total 372 714 511 100.6 0.71 0.59,0.86 | <0.001
events
collapsed®
Total 396 77.1 539 107.3 0.72 0.59,0.87 | 0.001
events
Non-
collapsed

Total events include all first and recurrent events. Outcomes include fatal or non-fatal events. Total events
estimates are based on the negative binomial model

sEvents of CV events occurring 1 day or less apart were collapsed into a single event

PYs=patient years.




Figure S1. Number of first and recurrent cardiovascular events by individual components of the cardiovascular composite endpoint.
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Figure S2. Total (First and Subsequent) events and Time to outcomes.
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Figure S3. Sensitivity analysis of total CV composite outcomes according to different
models and first, second, and third events using WLW model, Anderson Grill model

and on-treatment analysis.

HR/IRR (95% CI) P value

CV composite outcomes i

Negative binomial = E 0.71(0.59-0.86) <0.001

Andersen-Gill model - i 0.72 (0.63-0.82) <0.001

WLW model i

First Event (n=628) Ha— E 0.74 (0.63-0.87) <0.001

Second Event (n=168) - i 0.59 (0.43-0.80)  0.001

Third Event (n=50) |—-—| 0.65(0.37-1.15)  0.141

WLW average HR (n=846) Ha E 0.70 (0.61-0.80) <0.001

On-treatment analysis i

Negative binomial —a— i 0.67 (0.48-0.94) 0.021
1'

0.1



Figure S4. Subgroup analysis by age, sex, CV history, baseline HbAlc and BMI of CV

composite events.

Haemoglobin A1c

Subgroup Canagliflozin Placebo
Events/1000 patient-year |
Overall 71.4 100.6 i
Age E
<65 58.7 84.8 —=— I
265 86.1 117.8 —s—
Sex |
Male 70.2 945 |—-—:|
Female 72.1 103.6 —=—q :
History of CV E
Yes 100.2 1306 }—-—|
No 41.9 70.1 —e—

<8% 60.9 81.6 —a—
!
28% 80.1 117.0 —a—
'
Body mass index |
'
<30 kg/m2 68.0 81.9 —a
|
230 kg/m?2 73.4 116.7 —s
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0.71 (0.59, 0.86)

0.69 (0.53, 0.91)

0.73 (0.57, 0.94)

0.74 (0.53, 1.04)
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0.77 (0.61, 0.96)
0.60 (0.43, 0.83)

0.75 (0.55, 1.01)

0.68 (0.54, 0.87)

0.83 (0.62, 1.11)

0.63 (0.49, 0.80)

Inter.
p Value

<0.001
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0.202
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Figure S5. Each outcome by baseline status.

Inter.
Subgroup Canagliflozin Placebo . IRR (95% Cl) p Value
Events/1000 patient-year :
Composite CV outcome 714 1006 = 0.71(0.59, 0.86) 0.186
No Prior event 491 771 —=— : 0.64 (0.50, 0.81)
Prior event 127.7 1552 — 0.82(0.62, 1.09)
Hospitalized heart failure 232 36.0 —a— : 0.64 (047, 0.87) 0.417
No Prior event 155 268 —a—q : 0.58 (0.41,0.82)
Prior event 69.5 90.0 ] 0.77 (043, 1.40)
Hospitalized unstable angina 2.4 42 | - I | 057 (0.28, 1.16) 0.820
No Prior event* 14 22 } - : | 0.63 (0.24, 1.63)
Prior event* 89 167 I : | 053(0.19, 1.52)
Myocardial infarction 17.0 215 I—I—H 0.79(0.57, 1.09) 0.834
No Prior event 14.4 17.7 I—I—H 0.81(0.56, 1.18)
Prior event 416 545 | | 0.76 (0.39, 1.49)
Stroke 125 154 }—.—;—| 0.81(057,1.15) 0.530
No Prior event” 93 122 |—I—H 0.76 (0.50, 1.15)
Prior event” 309 324 S ——— 0.95 (050, 1.82)
3-point MACE 473 60.7 —=—] : 0.78 (0.64, 0.95) 0.231
No Prior event 37.1 519 —— : 0.71(0.56,0.91)
Prior event 912 9.5 |—-:—| 0.94 (067, 1.34)
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*History of coronary artery disease at baseline.
# History of cerebrovascular disease at baseline.

Other prior events are the same events as the outcomes. For example, for HF outcomets are
history of HF at baseline.



