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SMART-C¢

MACE Composite (CV Death, MI, Stroke)

SGLT2 Placebo

inhibitor

SGLT2 Placebo

inhibitor
no. /total no. (%) no. per 1000 patient years

Diabetes at high risk for ASCVD trials

EMPA-REG OUTCOME 490/4687(10.5) 282/2333(12.1) 37.4 43.9 —a—
CANVAS Program 585/5795(10.1) 426/4347(9.8) 26.9 31.5 ——
DECLARE-TIMI 58 756/8582(8.8) 803/8578(9.4) 22.6 24.2 '—.—:-'
VERTIS-CV 735/5499 (13.4) 368/2747(13.4) 40.0 40.3 ——
Group estimate (FE; p-heterogeneity=0.32) <@
Heart failure trials |
DAPA-HF 289/2373(12.2) 332/2371(14) 84.3 98.1 — .
EMPEROR-Reduced 228/1863(12.2) 233/1867(12.5) 94.3 95.9 —
EMPEROR-Preserved 319/2997(10.6) 331/2991(11.1) 51.7 53.8 ——
DELIVER 367/3131(11.7) 390/3132(12.5) 54.2 57.7 —
Group estimate (FE; p-heterogeneity=0.68) ’Ir
Chronic kidney disease trials :
CREDENCE 217/2202(9.9) 269/2199(12.2) 38.7 48.7 ——
DAPA-CKD 132/2152(6.1) 143/2152(6.6) 28.9 31.5 :
EMPA-KIDNEY 138/3304 (4.2) 143/3305 (4.3) 21.5 22.3 :
Group estimate (FE; p-heterogeneity=0.39) ’:
Overall (FE; p-heterogeneity=0.65) <@ E
Overall (RE; p-heterogeneity=0.62, I-squared=0%) <@
pfor treatment effect < 0.0001 0.50 075 100 125 150 1752.00

Hazard Ratio (95% CI)

Favors
placebo

Favors
SGLT2 inhibitor
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Hazard Ratio
(95%Cl)

0.86(0.74-0.99)
0.86(0.75-0.97)
0.93(0.84-1.03)
0.99(0.88-1.12)
0.91(0.86-0.97)

0.86(0.73-1.01)
0.98(0.81-1.17)
0.97(0.83-1.13)
0.94(0.81-1.08)
0.94(0.86-1.01)

0.80(0.67-0.95)
0.92(0.72-1.16)
0.96(0.76-1.21)
0.87(0.77-0.98)
0.91(0.87-0.96)
0.91(0.87-0.96)




SMART-C¢

A cardiovascular death

Diabetes at high risk for ASCVD trials
EMPA-REG OUTCOME

CANVAS Program

DECLARE-TIMI 58

VERTIS-CV

Group estimate (FE; p-heterogeneity=0.01)
Heart failure trials

DAPA-HF

EMPEROR-Reduced

EMPEROR-Preserved

DELIVER

Group estimate (FE; p-heterogeneity=0.81)
Chronickidney disease trials

CREDENCE

DAPA-CKD

EMPA-KIDNEY

Group estimate (FE; p-heterogeneity=0.94)

Overall (FE; p-heterogeneity=0.25)

Cardiovascular Death

SGLT2
inhibitor

Placebo

no. / total no. (%)

172/4687(3.7)

268/5795 (4.6)
245/8582(2.9)
341/5499 (6.2)

227/2373(9.6)
187/1863(10)
219/2997(7.3)
231/3131(7.4)

110/2202(5)
65/2152(3)
59/3304(1.8)

Overall (RE; p-heterogeneity=0.66, I-squared=0%)

p for treatment effect < 0.0001

137/2333(5.9)

185/4347 (4.3)
249/8578(2.9)
184/2747(6.7)

273/2371(11.5)

202/1867(10.8)
244/2991(8.2)

261/3132(8.3)

140/2199 (6.4)
80/2152(3.7)
69/3305 (2.1)

SGLT2
inhibitor

no. per 1000 patient years

12.4
11.6
7

18.0

65.1

75.5
34.2
333

19.0
13.9
9.1

Placebo

202 ————=—1

Hazard Ratio
(95%Cl)

0.62(0.49-0.77)

12.8 —— 0.87(0.72-1.06)
7.1 —— 0.98(0.82-1.17)
19.0 — 0.92(0.77-1.11)
S 0.86 (0.78-0.95)

1

1
79.1 — ! 0.82(0.69-0.98)
81.3 —a—— 0.92(0.75-1.12)
38.1 —— 0.91(0.76-1.09)
37.7 — 0.88(0.74-1.05)
o' 0.88(0.82-0.96)

1

I
24.4 ——] 0.78(0.61-1.00)
17.3 I 0.81(0.58-1.12)
10.6 —— 0.84(0.60-1.19)
e 0.80(0.68-0.95)

]
<* 0.86(0.81-0.92)
<@ 0.86(0.81-0.92)

I | T T 1
0.50 0.75 1.00 1.25 1.50 1.752.00

Hazard Ratio (95% Cl)

A

v

Favors Favors
SGLT2inhibitor placebo
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SMART-C¢

B Myocardial infarction

Diabetes at high risk for ASCVD trials

EMPA-REG OUTCOME

CANVAS Program

DECLARE-TIMI 58

VERTIS-CV

Group estimate (FE; p-heterogeneity=0.54)
Heart failure trials

DAPA-HF

EMPEROR-Reduced

EMPEROR-Preserved

DELIVER

Group estimate (FE; p-heterogeneity=0.86)
Chronic kidney disease trials

CREDENCE

DAPA-CKD

EMPA-KIDNEY

Group estimate (FE; p-heterogeneity=0.56)

Overall (FE; p-heterogeneity=0.81)

Myocardial Infarction

SGLT2
inhibitor

Placebo

no. / total no. (%)

223/4687 (4.8)
248/5795(4.3)
393/8582(4.6)
330/5499 (6)

46/2373(1.9)
19/1863 (1)
49/2997(1.6)
83/3131(2.7)

83/2202(3.8)
40/2152(1.9)
49/3304(1.5)

Overall (RE; p-heterogeneity=0.35; I-squared=15%)

p for treatment effect = 0.29

126/2333(5.4)
173/4347 (4)

441/8578 (5.1)
158/2747(5.8)

41/2371(1.7)
20/1867(1.1)
40/2991(1.3)
81/3132(2.6)

95/2199 (4.3)
37/2152(1.7)
44/3305(1.3)

SGLT2
inhibitor

no. per 1000 patient years

16.8
11.2
1.7
17.7

13.3
7.8
7.8
12.1

14.6
8.7
7.6

19.3
12.6
13.2
17.0

12.0
8.2
6.4
1.8

16.9
8.1
6.8

Placebo

u"’roiﬁH

0.50

0.75 1.00

1.25

1.50 1.752.00

Hazard Ratio (95% Cl)

v

F N

Favors
SGLT2 inhibitor

Favors
placebo
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Hazard Ratio
(95%Cl)

0.87(0.70-1.09)
0.89(0.73-1.09)
0.89(0.77-1.01)
1.04(0.86-1.26)
0.92(0.84-1.00)

1.11(0.73-1.69)
0.93(0.49-1.74)
1.23(0.81-1.86)
1.02(0.75-1.39)
1.08(0.88-1.32)

0.86(0.64-1.16)
1.07(0.69-1.68)
1.10(0.73-1.66)
0.97(0.78-1.19)
0.94(0.88-1.02)
0.95(0.87-1.04)




SMART-C¢

C stroke

Diabetes at high risk for ASCVD trials

EMPA-REG OUTCOME

CANVAS Program

DECLARE-TIMI 58

VERTIS-CV

Group estimate (FE; p-heterogeneity=0.37)
Heart failure trials

DAPA-HF

EMPEROR-Reduced

EMPEROR-Preserved

DELIVER

Group estimate (FE; p-heterogeneity=0.87)
Chronickidney disease trials

CREDENCE

DAPA-CKD

EMPA-KIDNEY

Group estimate (FE; p-heterogeneity=0.56)

Overall (FE; p-heterogeneity=0.77)

Stroke (any type)

SGLT2
inhibitor

Placebo

no. / total no. (%)

164/4687(3.5)
176/5795 (3)
255/8582(3)
87/5499(1.6)

42/2373(1.8)
40/1863(2.1)
92/2997(3.1)
115/3131(3.7)

62/2202(2.8)
43/2152(2)
48/3304(1.5)

Overall (RE; p-heterogeneity=0.48; I-squared=0%)

p for treatment effect = 0.77

69/2333(3)
133/4347(3.1)
263/8578(3.1)
185/2747(6.7)

46/2371(1.9)
35/1867(1.9)
84/2991(2.8)
109/3132(3.5)

80/2199 (3.6)
43/2152(2)
49/3305(1.5)

SGLT2
inhibitor

Placebo

Hazard Ratio
(95%Cl)

no. per 1000 patient years

12.3
7.9
7.5
9.3

12.2
16.5
14.8
16.8

10.9
9.3
7.4

10.5
9.6
7.8
9.8

13.5
14.3
13.5
16.0

14.2
9.4
7.6

L i 1.18 (0.89-1.56)
0.87(0.69-1.09)
0.96(0.81-1.14)

= { 1.06(0.82-1.37)

0.99 (0.88-1.10)

0.90(0.59-1.37)
1.13(0.72-1.78)
= : 1.10 (0.82-1.47)
- 1.05 (0.81-1.37)
1.05(0.89-1.24)

0.77(0.55-1.08)
0.99(0.65-1.51)
0.98(0.66-1.46)
0.89(0.71-1.10)
0.99(0.91-1.07)
0.99(0.91-1.07)

[ I | [ 1
0.50 0.75 1.00 1.25 150 1.752.00

Hazard Ratio (95% Cl)

A
v

Favors Favors
SGLT2inhibitor placebo
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SMART-C®”

Distribution of Cardiovascular Death Subtypes Across Trial Populations

Diabetes at High Risk for ASCVD Trials Heart Failure Trials Chronic Kidney Disease Trials
(Placebo only) (Placebo only) (Placebo only)
3%

A

A\
A

I Other CV Death " Fatal MI

>

I Sudden Cardiac Death " | Heart Failure Death I Fatal Stroke
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Death Subtypes .

Placebo
inhibitor

no. / total no. (%)
Heart Failure Death

Hazard Ratio
(95% ClI)

1
1
Diabetes at high risk for ASCVD trials 89/24563(0.4) 84/18005(0.5) = ] 0.70(0.52-0.95)
Heart failure trials 240/10364 (2.3) 266/10361(2.6) ——— 0.90(0.75-1.07)
Chronickidney disease trials 18/7658(0.2) 46/7656(0.6) 1 : 0.41(0.23-0.72)
RE Estimate for Overall (p-heterogeneity=0.02; I-squared=79%) —.:- 0.68(0.46-1.02)
Sudden Cardiac Death |
Diabetes at high risk for ASCVD trials 432/24563(1.8) 336/18005(1.9) '—.—: 0.87(0.75-1.00)
Heart failure trials 371/10364 (3.6) 434/10361(4.2) '_._'E 0.85(0.74-0.98)
Chronickidney disease trials 80/7658 (1) 92/7656(1.2) = ; 0.86(0.64-1.16)
RE Estimate for Overall (p-heterogeneity=0.98; I-squared=0%) > : 0.86(0.78-0.95)
Other Cardiovascular Death !
Diabetes at high risk for ASCVD trials 145/24563(0.6) 100/18005 (0.6) | — 0.83(0.65-1.08)
Heart failure trials 158/10364 (1.5) 178/10361(1.7) |—I—:—| 0.89(0.72-1.11)
Chronickidney disease trials 22/7658(0.3) 23/7656(0.3) - 0.99(0.53-1.82)
RE Estimate for Overall (p-heterogeneity=0.86; I-squared=0%) - 0.88(0.75-1.03)
Fatal Myocardial Infarction !
Diabetes at high risk for ASCVD trials 97/24563 (0.4) 68/18005(0.4) b = 0.96(0.70-1.32)
Heart failure trials 64/10364(0.6) 69/10361(0.7) - 0.93(0.66-1.30)
Chronic kidney disease trials 24/7658(0.3) 25/7656(0.3) - 0.95(0.54-1.68)
RE Estimate for Overall (p-heterogeneity=0.99; I-squared=0%) —_ 0.95(0.76-1.17)
Fatal Stroke |
Diabetes at high risk for ASCVD trials 108/24563 (0.4) 74/18005(0.4) C = 0.98(0.72-1.33)
Heart failure trials 31/10364(0.3) 33/10361(0.3) -l 0.94(0.57-1.54)
Chronickidney disease trials 32/7658(0.4) 30/7656(0.4) e 1.06(0.64-1.74)
RE Estimate for Overall (p-heterogeneity=0.94; I-squared=0%) ———— 0.99(0.78-1.24)
0.I50 0.I75 l.(I)O 1.I25 1.%0 1.|75 2.!)0
Hazard Ratio (95% Cl)

Favors Favors
SGLT2 inhibitor placebo

Patel SM et al. Circulation 2024; doi: 10.1161/CIRCULATIONAHA.124.069568



SMART-C¢

MACE by Subgroups

SGLT2 Placebo Hazard Ratio Interaction
A MACE Composite inhibitor (95% C1) P-value
no. / total no. (%)
Overall @ 0.91(0.87-0.96)
Established ASCVD ; 0.60
Yes 3325/26443(12.6) 2750/20530(13.4) vl-': 0.92(0.88-0.97)
No 931/16142(5.8) 970/15492(6.3) '—l—': 0.90(0.82-0.99)
Prior Myocardial Infarction , 0.35
Yes 2529/30039 (8.4) 2236/26154(8.5) i - 0.90(0.84-0.96)
No 1727/12546 (13.8) 1484/9868(15) '-I-': 0.93(0.88-0.98)
Diabetes : 0.40
Yes 3624/34614(10.5) 3055/28040(10.9) - 0.91(0.86-0.95)
No 632/7971(7.9) 665/7982(8.3) —a 0.95(0.85-1.06)
Prior Heart Failure : 0.20
Yes 1871/14655(12.8) 1798/13697(13.1) - 0.94(0.88-1.00)
No 2385/27929(8.5) 1922/22324(8.6) i 0.90(0.84-0.95)
Chronic Kidney Disease : 0.76
Yes (eGFR <60 mL/min/1.73m2) 2587/27305(9.5) 2133/21996(9.7) —— 0.91(0.85-0.98)
No 1669/15272(10.9) 1585/14021(11.3) & 2 0.92(0.87-0.98)
Presence of Albuminuria - 0.31
Yes (UACR 230 mg/g) 1916/17394(11) 1680/14935(11.2) '-I-': 0.90(0.84-0.96)
No 1642/19236(8.5) 1284/15249 (8.4) — 0.94(0.87-1.02)
O.ISO 0.175 I.LO I.]25 l.‘l50 1;52.1)0

Hazard Ratio (95%Cl)

A
v

Favors Favors
SGLT2inhibitor placebo
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SMART-CG
Cardiovascular Death by Subgroups

SGLT2 Placebo Hazard Ratio Interaction
B cardiovascularDeath inhibitor (95% C1) P-value
no./total no. (%)
Overall > 0.86 (0.81-0.92)
Established ASCVD ) 0.94
Yes 1621/26443(6.1) 1470/20530(7.2) —i : 0.86(0.80-0.93)
No 503/16142(3.1) 554/15492 (3.6) '—I—li 0.86(0.76-0.97)
Prior Myocardial Infarction i 0.59
Yes 1254/30039 (4.2) 1209/26154 (4.6) —— : 0.85(0.76-0.94)
No 870/12546(6.9) 815/9868(8.3) —— : 0.88(0.81-0.95)
Diabetes ! 0.62
Yes 1689/34614(4.9) 1531/28040 (5.5) i E 0.86(0.80-0.92)
No 435/7971(5.5) 493/7982(6.2) '—I—i 0.88(0.77-1.00)
Prior Heart Failure : 0.32
Yes 1234/14655 (8.4) 1282/13697(9.4) — 0.88(0.81-0.95)
No 890/27929 (3.2) 742/22324(3.3) —— : 0.83(0.74-0.93)
Chronic Kidney Disease - 0.96
Yes (eGFR <60 mL/min/1.73m2) 1148/27045(4.2) 1027/21745 (4.7) —— : 0.87(0.79-0.95)
No 974/15272(6.4) 995/14021(7.1) —— 0.86(0.79-0.94)
Presence of Albuminuria : 0.02
Yes (UACR 230 mg/g) 945/17394 (5.4) 938/14935 (6.3) —— 0.80(0.72-0.88)
No 711/19236 (3.7) 537/15249 (3.5) '—*—' 0.99(0.89-1.11)
0.50 0.I75 I.(I)O 1.]25 1.;0 I.;S 2.!)0

Hazard Ratio (95% Cl)

A
v

Favors Favors
SGLT2inhibitor placebo
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