Supplementary

Table S1 Search strategy

PubMed search:

("sodium-glucose transporter-2 inhibitors"[MeSH Terms] OR "sodium-glucose cotransporter-2 inhibitors"[Title/Abstract] OR "sodium-
glucose cotransporter-2 inhibitor"[Title/Abstract] OR "sodium-glucose transporter-2 inhibitors"[Title/Abstract] OR "sodium-glucose
transporter-2 inhibitor"[Title/Abstract] OR "SGLT-2 Inhibitors"[Title/Abstract] OR "SGLT2 Inhibitors"[Title/Abstract] OR "SGLT-2
Inhibitor"[Title/Abstract] OR "SGLT2 Inhibitor"[Title/Abstract] OR "SGLT2i"[Title/Abstract] OR "SGLT2is"[Title/Abstract] OR "SGLT-2i"[Title/
Abstract] OR "SGLT2-is"[Title/Abstract] OR "canagliflozin"[MeSH Terms] OR "canagliflozin"[Title/Abstract] OR "Invokana"[Title/Abstract]
OR "empagliflozin"[Supplementary Concept] OR "empagliflozin"[Title/Abstract] OR "Jardiance"[Title/Abstract] OR "2 3 4 ethoxybenzyl 4
chlorophenyl 6 hydroxymethyltetrahydro 2h pyran 3 4 5 triol"[Supplementary Concept] OR "dapagliflozin"[Title/Abstract] OR "forxiga"[Title/
Abstract] OR "ertugliflozin"[Supplementary Concept] OR "ertugliflozin"[Title/Abstract] OR "Steglatro"[Title/Abstract] OR "2s 3r 4r 5s 6r 2

4 chloro 3 4 ethoxybenzyl phenyl 6 methylthio tetrahydro 2h pyran 3 4 5 triol"[Supplementary Concept] OR "sotagliflozin"[Title/Abstract]
OR "LX4211"[Title/Abstract] OR "ipragliflozin"[Supplementary Concept] OR "ipragliflozin"[Title/Abstract] OR "Suglat"[Title/Abstract]) AND
(“cardiovascular death” [tiab] OR “CVD” [tiab] OR “heart failure hospitalization”[tiab] OR “heart failure hospitalisation”[tiab] OR “hospitalized
heart failure”[tiab] OR “HHF”[tiab] OR "death"[tiab] OR "heart failure"[tiab] OR "HF"[tiab]) AND ((randomized controlled trial [pt] OR
controlled clinical trial [pt] OR randomized [tiab] OR placebo [tiab] OR drug therapy [sh] OR randomly [tiab] OR trial [tiab] OR groups [tiab])
NOT (animals [mh] NOT humans [mh]))

Embase search:

('sodium glucose cotransporter 2 inhibitor'/exp OR 'sodium-glucose cotransporter-2 inhibitors':ab,ti OR 'sodium-glucose cotransporter-2
inhibitor':ab,ti OR 'sodium-glucose transporter-2 inhibitors':ab,ti OR 'sodium-glucose transporter-2 inhibitor':ab,ti OR 'SGLT-2
Inhibitors':ab,ti OR 'SGLT2 Inhibitors':ab,ti OR 'SGLT-2 Inhibitor':ab,ti OR 'SGLT2 Inhibitor':ab,ti OR 'SGLT2i":ab,ti OR 'SGLT2is":ab,ti

OR 'SGLT-2i":ab,ti OR 'SGLT2-is":ab,ti OR 'canagliflozin'/exp OR 'canagliflozin':ab,ti OR 'Invokana':ab,ti OR 'empagliflozin'/exp

OR 'empagliflozin':ab,ti OR 'Jardiance':ab,ti OR 'dapagliflozin'/exp OR 'dapagliflozin‘:ab,ti OR 'forxiga':ab,ti OR 'ertugliflozin'/

exp OR 'ertugliflozin':ab,ti OR 'Steglatro':ab,ti OR 'sotagliflozin'/exp OR 'sotagliflozin':ab,ti OR 'LX4211":ab,ti OR 'ipragliflozin'/exp

OR 'ipragliflozin':ab,ti OR 'Suglat':ab,ti) AND ('cardiovascular death':ab,ti OR 'CVD":ab,ti OR 'heart failure hospitalization':ab,ti OR
'hospitalization for heart failure':ab,ti OR 'heart failure hospitalisation':ab,ti OR 'hospitalisation for heart failure':ab,ti OR 'hospitalized heart
failure':ab,ti OR 'HHF':ab,ti OR 'death':ab,ti OR ‘'heart failure':ab,ti OR 'HF':ab,ti) AND ((‘randomized controlled trial’/exp OR ‘controlled
clinical study’/exp OR random$:ab,ti OR placebo:ab,ti OR ‘drug therapy’:Ink OR ((double OR single OR doubly OR singly) AND (blind

OR blinded OR blindly):ti,ab OR ‘double blind procedure’/exp) OR trial:ab,ti OR groups:ab,ti) NOT (‘animal experiment’/exp NOT ‘human
experiment’/exp))
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Figure S1 PRISMA flow diagram of study selection.
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Subgroup SGLT2is SGLT2is  Placebo Placebo %

Study (Events) (Patients) (Events) (Patients) HR (95% Cl) Weight
Underlying disease: T2D :

EMPA—REG OUTCOME 265 4687 198 2333 —_— 0.66 (0.55,0.79) 4.31
CANVAS Program NR 5795 NR 4347 —‘l-O— 0.78(0.67,0.91) 6.02
DECLARE-TIMI 58 417 8582 496 8578 — 0.83(0.73,0.95) 8.14
CREDENCE 179 2202 253 2199 —_——— 0.69 (0.57,0.83) 4.00
VERTIS CV 444 5499 250 2747 3—4—- 0.88(0.75,1.03) 5.61
DAPA-HF 215 1075 271 1064 —_—— 0.75(0.63,0.90) 4.44
EMPEROR—-Reduced 200 927 265 929 —_—— 0.72(0.60,0.87) 4.09
SCORED 400 5292 530 5292 —_—— 0.74 (0.63,0.88) 5.05
SOLOIST-WHF 245 608 355 614 —_— 0.67 (0.52,0.85) 2.34
Subtotal (I-squared = 19.3%, p = 0.271) < 0.76 (0.72,0.80) 43.99

1
Underlying disease: CHF :
1

EMPA-REG OUTCOME 75 462 49 244 - 0.72(0.50,1.04) 1.05
CANVAS Program NR 803 NR 658 —_—— 0.61(0.46,0.80) 1.84
DECLARE-TIMI 58 142 852 172 872 —t— 0.79(0.63,0.99) 276
CREDENCE NR 329 NR 323 — 0.82(0.57,1.19) 1.04
VERTIS CV 164 1286 99 672 —_— 0.85(0.66,1.09) 2.24
DAPA-HF 386 2373 502 2371 —_— 0.74(0.65,0.85) 7.84
EMPEROR-Reduced 361 1863 462 1867 —_— 0.75(0.65,0.86) 7.20
SCORED NR 1640 NR 1643 —_—— 0.77(0.61,0.96) 2.75
SOLOIST-WHF 245 608 355 614 —_— 0.67(0.52,0.85) 2.34
Subtotal (I-squared = 0.0%, p = 0.816) <P 0.74(0.69,0.80) 29.07
1
Underlying disease: CKD 1
EMPA-REG OUTCOME 160 1498 118 752 —_— 0.67(0.52,0.85) 2.34
CANVAS Program NR 1110 NR 929 —_— 0.75(0.57,0.98) 1.92
DECLARE-TIMI 58 55 606 81 659 —0 0.78(0.55,1.09) 1.21
CREDENCE NR 1308 NR 1323 —_— 0.68(0.53,0.85) 2.53
VERTIS CV 141 1199 92 608 —_— 0.76 (0.59,1.00) 2.03
DAPA—HF 191 962 254 964 —_—— 0.72(0.59,0.86) 3.98
EMPEROR-Reduced 202 893 237 906 —_—— 0.83(0.69,1.00) 4.10
DAPA-CKD 100 2152 138 2152 —_— 0.71(0.55,0.92) 2.13
SCORED 400 5292 530 5292 —_— 0.74(0.63,0.88) 5.05
SOLOIST-WHF NR X NR 854-X —m——— 0.59(0.44,0.79) 1.65
Subtotal (I-squared = 0.0%, p = 0.830) <> 0.73(0.68,0.78) 26.94
1
Heterogeneity between groups: p = 0.673 !
Overall (I-squared = 0.0%, p = 0.823) 0 0.75(0.72,0.78) 100.00
1
1
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Figure S3 Meta-analysis of the effect of SGLT2is on heart failure composite outcome, stratified by underlying diseases.
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Subgroup SGLT2i s SGLT2i s  Placebo Placebo %
Study (Events)  (Patients) (Events) (Patients) HR (95% Cl) Weight

SGLT2i: Empagliflozin !

EMPA—REG OUTCOME 265 4687 198 2333 —_— 0.66 (0.55,0.79)  8.18
X

EMPEROR-Reduced 361 1863 462 1867 — 0.75 (0.65, 0.86) 13.68

Subtotal (I-squared = 16.6%, p = 0.274) <> 0.71(0.64,080)  21.86

1
1
SGLT2i: Canagliflozin '
CANVAS Program NR 5795 NR 4347 —_— 078(067,091)  11.44

CREDENCE 179 2202 253 2199 _O—E— 0.69 (0.57,0.83) 7.59
Subtotal (I-squared = 0.0%, p = 0.321) s 0.74(0.66,0.84)  19.03

SGLT2i: Dapagliflozin

DECLARE-TIMI 58 417 8582 496 8578 —_— 0.83(0.73,0.95) 1545
DAPA-HF 386 2373 502 2371 —_— 0.74(0.65,0.85)  14.90
DAPA-CKD 100 2152 138 2152 -~ 0.71(0.55,0.92)  4.05
Subtotal (I-squared =0.0%, p =0.379) 0 0.78 (0.71,0.85) 34.41
1
1
SGLT2i: Ertuglifiozin '
VERTIS CV 444 5499 250 2747 e 0.88(0.75,1.03)  10.66
Subtotal (I-squared =.%, p=.) <>> 0.88(0.75,1.03)  10.66
|
SGLT2i: Sotagliflozin :
SCORED 400 5292 530 5202 B Sa— 0.74(0.63,0.88)  9.60
SOLOIST-WHF 245 608 355 614 -+ : 0.67 (0.52,0.85)  4.44
Subtotal (I-squared = 0.0%, p = 0.512) <:‘.> 072(0.62,082)  14.04
|
Heterogeneity between groups: p = 0.244 :
Overall (I-squared = 10.1%, p = 0.350) <> 076 (0.72,0.80)  100.00
1
1
1
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Figure S4 Meta-analysis of the effect of SGL'T 2is on heart failure composite outcome, stratified by different SGLT 2is.
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Subgroup SGLT2is  SGLT2is Placebo Placebo %

Study (Events)  (Patients) (Events) (Patients) HR (95% ClI) Weight
Region: North America !
CANVAS Program NR NR NR NR —_——r 0.87(0.63,1.20) 3.05
DECLARE-TIMI 58 138 2737 185 2731 —_—— 0.76 (0.62,0.94) 7.32
VERTIS CV 118 1208 71 605 —_—— 0.82(0.61,1.10) 3.65
DAPA-HF 54 335 73 342 —— 0.73(0.51,1.03) 257
EMPEROR—Reduced 48 212 64 213 —_— 0.69(0.48,1.01) 229
SCORED NR 746 NR 747 —_—— 0.92(0.60,1.40) 1.77
SOLOIST-WHF NR 39 NR 41 —_— 0.64 (0.43,0.95) 2.02
Subtotal (I-squared =0.0%, p = 0.848) <> 0.77 (0.69,0.87) 22.67
1
Region: Latin America !
CANVAS Program NR NR NR NR —_—— 0.84(0.50,1.43) 1.15
DECLARE-TIMI 58 32 946 37 931 — 0.86 (0.53,1.41) 1.32
VERTIS CV 39 484 24 239 —_—— 0.80(0.48,1.32) 1.24
DAPA-HF 62 401 97 416 —_— 0.64 (0.47,0.88) 3.22
EMPEROR—-Reduced 115 641 151 645 —_—— 0.73(0.58,0.94) 5.44
SCORED NR 1586 NR 1586 —_—— 0.77 (0.54,1.10)  2.51
SOLOIST-WHF NR 132 NR 134 —— 0.64 (0.43,0.95) 2.02
Subtotal (I-squared =0.0%, p =0.918) <} 0.73(0.63,0.83) 16.90
1
Region: Europe !
CANVAS Program NR NR NR NR —_—— 0.74(0.57,0.95) 4.86
DECLARE-TIMI 58 211 3806 237 3823 —_— 0.90(0.76,1.07) 10.84
VERTIS CV 224 3091 123 1546 —_—— 0.91(0.73,1.13) 6.64
DAPA-HF 193 1094 218 1060 — 0.84(0.69,1.01) 874
EMPEROR—Reduced 140 676 149 677 —_—— 0.94(0.74,1.18) 5.83
SCORED NR 2324 NR 2322 —_—— 0.72(0.58,0.91) 6.25
SOLOIST-WHF NR 399 NR 401 —OI— 0.69 (0.50,0.95) 3.08
Subtotal (I-squared =3.3%, p = 0.401) < 0.84(0.77,0.91) 46.24
1
Region: Asia !
CANVAS Program NR NR NR NR —_—— 0.75(0.56,1.01) 3.65
DECLARE-TIMI 58 36 1093 37 1093 —_—— 0.97(0.61,1.53) 1.50
VERTIS CV 26 350 13 173 —e- 0.96 (0.50,1.88) 0.72
DAPA-HF 77 543 114 553 —— 065 (0.49,0.87) 3.85
EMPEROR—Reduced 49 248 80 245 —— 0.55(0.38,0.78) 2.45
SCORED NR 636 NR 637 ——t—t= 0.68 (0.44,1.05) 1.68
SOLOIST-WHF NR 38 NR 38 * : 0.60 (0.23,1.58) 0.34
Subtotal (I-squared =0.0%, p = 0.529) 0.70(0.60,0.81) 14.19
1
Heterogeneity between groups: p = 0.127 !
Overall (I-squared =0.0%, p =0.751) ¢ 0.78 (0.74,0.83)  100.00
:
| |

0.22 1 1.89

Favours SGLT2is Favours placebo

Figure S5 Meta-analysis of the effect of SGLT2is on heart failure composite outcome, stratified by geographic region.
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