SUPPLEMENTARY DATA
Supplementary Table 1 — Baseline characteristics @verall population by age groups

Characteristic

Age < 65 Age >65-<75 Age>75 P-Trend

(N = 9253) (N =6811) (N =1096)
Age, Median (IQR) 60.0 (57.0, 62.0) 68.0 (66.0070. 77.0 (75.0, 79.0)
Male Sex, N (%) 6203 (67.0) 3873 (56.9) 662 (60.4) <.0001
White, N (%) 7052 (76.2) 5639 (82.8) 962 (87.8) 000D
Black, N (%) 351 (3.8) 222 (3.3) 30 (2.7) 0.0203
Asian, N (%) 1493 (16.1) 727 (10.7) 83 (7.6) <.0001
Other Race, N (%) 357 (3.9) 223 (3.3) 21 (1.9) 0700
BMI, Median (IQR) 31.6/9249 (28.0, 35.9) 31.1/68Q7.8, 35.0) 30.2/1095 (27.4, 33.9 <.0001
Established ASCVD N (%) 3973 (42.9) 2519 (37.0) 4820) <.0001
History of HF, N (%) 886 (9.6) 682 (10.0) 156 (14.2 0.0002
eGFR, Median (IQR) 94.0/9252 (81.0, 100.0) 84.0(792.0) 75.0 (64.0, 84.0) <.0001,
eGFR <60, N (%) 403/9252 (4.4) 679 (10.0) 1837)L6. <.0001
eGFR >=60-<90, N (%) 3091/9252 (33.4) 3823 (56.1) 18 §4.6) <.0001
eGFR >=90, N (%) 5758/9252 (62.2) 2309 (33.9) 93)(8 <.0001
Duration of diabetes 10.0/9251 (5.0, 15.0) 12.0 (7.0, 18.0) 14.0 (800QR <.0001
(years), Median (IQR)
UACR <30, N (%) 6312/9097 (69.4) 4638/6675 (69.5) 94/4071 (64.8) 0.0592
UACR >=30-<=300, N (%) 2134/9097 (23.5) 1592/6623.9) 304/1071 (28.4) 0.0078
UACR >300, N (%) 651/9097 (7.2) 445/6675 (6.7) 7371 (6.8) 0.3007
HbAlc, Median (IQR) 8.2/9251 (7.5, 9.3) 7.9/680B(B.7) 7.8/1094 (7.2, 8.5) <.0001
Metformin, N (%) 7702 (83.2) 5572 (81.8) 794 (72.4) <.0001
SU, N (%) 3962 (42.8) 2882 (42.3) 478 (43.6) 0.9301
Insulin, N (%) 3779 (40.8) 2805 (41.2) 429 (39.1) .67189
DPP4i, N (%) 1527 (16.5) 1190 (17.5) 171 (15.6) 765
Statin, N (%) 6772 (73.2) 5164 (75.8) 823 (75.1) 00Q.
ACE Inhibitor/ARB, N (%) 7404 (80.0) 5629 (82.6) 'P183.7) <.0001
Any diuretics, N (%) 3453 (37.3) 3000 (44.0) 516.9) <.0001
Diuretics - loops, N (%) 832 (9.0) 791 (11.6) 188.7) <.0001
Antiplatelet Therapy, N (% 5605 (60.6) 4171 (61.2) 711 (64.9) 0.0208
Beta Blockers, N (%) 4854 (52.5) 3570 (52.4) 60B.3p 0.2689

ACE - angiotensin converting enzyme; ARB = angisterreceptor blockers; eGFR — estimated glomerular
filtration rate (calculated using the CKD-EPI forlmuDPP4i — Dipeptidyl peptidase-4 inhibitors. Meations
listed are those taken at baseline.
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SUPPLEMENTARY DATA
Supplementary Figure 1 — Efficacy of dapagliflozirby prespecified age categories

Dapagliflozin Placebo
NN (%) Atesper1000 L, Ratesper 1000 Hazard ratio (96% CI) p value p interaction
person- years person- years
CVD / HHF
< 65 years 189/4631 (4.1%) 10.2 21114622 (4.6%) 118 . 0.88(0.72,1.07) 0.1802 0.4971
=65 years 228/3951 (5.8%) 145 285/39566 (7.2%) 183 [ | 0.80 (0.67, 0.95) 0.0125
MACE
< 65 years 366/4631 (7.9%) 203 385/4622 (8.3%) 215 - 0.93(0.81, 1.08) 0.3478 09854
=65 years 390/3951 (9.9%) 253 418/3956 (10.6%) 274 e 0.94(0.82,1.07) 0.3464
CVD
<65 years 102/4631 (2.2%) 54 10974622 (2.4%) 5.8 —a— 0.92(0.70, 1.21) 0.5460 0.5294
> 85 years 143/3951 (3.6%) 8.9 140/3956 (3.5%) 87 = 1.03 (0.82, 1.3) 0.7909
HHF
<65 years 102/4631 (2.2%) 55 11374622 (2.4%) 6.2 i 0.88(0.68, 1.15) 0.3624 0.0768
=65 years 110/3951 (2.8%) 70 173/3956 (4.4%) 111 = 064 (0.50,0.81) 0.0002
Myocardial infarction
<65 years 199/4631 (4.3%) 1.0 22714622 (4.9%) 126 ] 0.86 (0.71, 1.04) 0.1205 0.6594
=65 years 194/3951 (4.9%) 125 214/3956 (5.4%) 138 = 091(0.75 1.11) 0.3700
Any stroke
<65 years 126/4631 (2.7%) 6.9 119/4622 (2.6%) 6.5 —— 1.04(0.81, 1.34) 0.7483 0.4099
= 65 years 129/3951 (3 3%) 82 144/3956 (3 6%) 92 = 090 (071, 1.14) 03964
Death from any cause
<65 years 212/4631 (4.6%) 113 24814622 (5.4%) 13.2 e 0.84 (0.70, 1.01) 0.0706 0.1843
= 65 years 217/3951 (8%) 19.7 322/3856 (8.1%) 200 5 2] 0.99 (0.85, 1.16) 0.9247
Cardiorenal composite outcome
<65 years 167/4631 (3.6%) 9.0 22614622 (4.9%) 12.3 = 0.72(0.59, 0.88) 0.0015 0.4534
= 65 years 203/3951 (5.1%) 12.8 254/3956 (6.4%) 162 . 0.80 (0.67, 0.96) 0.0190
Renal-specific composite outcome
<65 years 65/4631 (1.4%) 35 121/4622 (2.6%) 6.6 —a— 0.53(0.39,0.71) =.0001 0.9702
= 65 years 62/2951 (1.6%) 29 117/3956 (3%) 75 | : l—|-—|I ‘ 0.53(0.39, 0.72) =.0001
015 030 050 0.751.0 20
<-—-Dapagliflozin— —Placebo—>
Dapagliflozin Placebo
NN (%) atesper1000 .,  Ratesper1000 Hazard ratio (95% CI) p value p interaction
person- years person- years
CVD / HHF
<75 years 365/8044 (4.5%) 1.4 436/8020 (5.4%) 137 e 0.82(0.72,094) 0.0058 0.4944
275 years 52/538 (9.7%) 252 60/558 (10.8%) 282 —a— 0.94 (0.65, 1.36) 0.7330
MACE
<75 years 689/8044 (8.6%) 219 717/8020 (8.9%) 231 Ha 0.95(0.85, 1.05) 03114 0.4688
275 years 67/538 (12.5%) 332 86/558 (15.4%) 414 —— 0.84 (061, 1.15) 02722
CvVD
<75 years 217/8044 (2.7%) 6.6 220/8020 (2.7%) 67 = 0.98(0.81,1.18) 0.7968 0.7372
275 years 28/538 (5.2%) 131 20/558 (5.2%) 129 —a— 1.06 (0.63, 1.78) 08315
HHF
<75 years 183/8044 (2.3%) 57 246/8020 (3.1%) 78 = 0.73 (0.60, 0.88) 0.0013 0.7263
275 years 20/538 (5.4%) 141 40/558 (7.2%) 18.8 —— 0.81 (050, 1.30) 0.3768
Myocardial infarction
<75 years 361/8044 (4.5%) 114 400/8020 (5%) 127 (. a 0.89(0.77, 1.03) 0.1095 09048
275 years 32/538 (5.9%) 157 41/558 (7.3%) 19.3 —— 0.85 (0.54, 1.36) 05020
Any stroke
< 75 years 232/8044 (2.9%) 72 232/8020 (2.9%) 73 [ ] 0.99(0.82,1.18) 0.8801 0.4605
275 years 23/538 (4.3%) 112 31/558 (5.6%) 146 —— 0.81(0.47, 1.39) 0.4475
Death from any cause
= 75 years 458/8044 (5.7%) 14.0 496/8020 (6.2%) 1652 H 0.91(0.81,1.04) 0.1680 0.4251
275 years 71/538 (13.2%) 333 74/558 (13.3%) 2330 —e— 1.05(0.76, 1.46) 07483
Cardiorenal composite outcome
= 75 years 336/8044 (4.2%) 10.4 436/8020 (5.4%) 137 [ a] 0.76 (0.66, 0.87) 0.0001 06779
275 years 34/538 (6.3%) 16.2 44/558 (7.9%) 203 —— 0.82 (0,52, 1.29) 03928
Renal-specific composite outcome
= 75 years 121/8044 (1.5%) 38 222/8020 (2.8%) 70 = 0.54(0.43, 067) =.0001 0.5605
275 years 6/538 (1.1%) 29 16/558 (2.9%) 74 I‘—Ilfi ‘ 0.38 (0.15,0.98) 00452
015 030 050 07510 20
<—Dapaglifiozin— —Placebo—>
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SUPPLEMENTARY DATA
Supplementary Figure 2 — Safety of dapagliflozin byrespecified age categories

Dapagliflozin Placebo
NN (%) ates per 1000 NN (%) ates per 1000 Hazard ratio (95% CI) p value p interaction
person- years person- years
Serious adverse event
< 65 years 1450/4626 (31.3% ) 103.4 1503/4619 (32.5% ) 113 L} 0.93 (0.86, 1.00) 0.0395 05593
=65 years 1475/3948 (37.4% ) 1303 1597/3850 (40.4% ) 1473 Hl 0.90 (0.84, 0.97) 0.0032
Major hypoglycemic event
< 65 years 28/4626 (0.6%) 17 28/4619 (0.6%) 17 e 0.97 (0.58, 1.64) 0.9149 0.0896
2 65 years 30/3948 (0.8%) 22 55/3950 (1.4%) 4.1 —— 053 (0.34, 0.83) 00056
Fracture
< 65 years 205/4626 (4.4% ) 113 200/4619 (4.3% ) 111 L 1.02(0.84, 1.24) 0.8642 07717
= 65 years 252/3948 (6.4% ) 16.4 240/3950 (6.1% ) 156 5 2] 1.06 (0.89, 1.26) 05370
Y of volume ion
< 65 years 96/4626 (2.1% ) 58 86/4619 (1.9% ) 54 e 1.07 (0.80, 1.44) 06316 05914
= 65 years 117/3948 (3% ) 85 121/3950 (3.1% ) 9.0 . 0.96 (0.75, 1.24) 0.7827
Acute kidney injury
<65 years 58/4626 (1.3%) 35 80/4619 (1.7%) 5.0 —a— 0.69(0.49, 0.97) 0.0319 0.9552
= 65 years 67/3948 (1.7%) 43 95/3950 (2.4%) 7.0 —— 0.70 (0.51, 0.96) 0.0270
Amputation
<65 years 75/4626 (1.6% ) 4.1 62/4619 (1.3% ) 34 = 1.19(0.85, 1.67) 0.3002 0.3895
= 65 years 4813948 (1.2% ) 30 51/3950 (1.3% ) 32 —— 0.95 (0.64, 1.41) 0.7893
DKA
<65 years 1614626 (0.3% ) 09 714619 (0.2% ) 04 — 2.05 (084, 503) 01165 0.8538
= 65 years 12/3948 (0.3% ) 09 5/3950 (0.1% ) 0.4 | 2.34(0.82, 6.64) 0.1105
Genital infection
<65 years 37/4626 (0.8% ) 22 6/4619 (0.1% ) 04 — 6.07 (2.56, 14.38) <.0001 03116
2 65 years 39/3048 (1% ) 28 /3950 (0.1% ) 02 —>  1286(398 4162) <0001
Urinary tract infection
<65 years 4814626 (1% ) 29 55/4619 (1.2% ) 3.4 = 0.84 (057, 1.24) 03856 05155
2 65 years 7913948 (2% ) 57 78/3950 (2% ) 57 —.— 1.00(0.73,1.36) 09795
Cancer
< 65 years 166/4626 (3.6% ) 91 175/4619 (3.8% ) 96 = 0.94(0.76, 1.16) 0.5770 05705
=65 years 315/3948 (8% ) 206 311/3850 (7.9% ) 203 [l 1.02(0.87,1.19) 0.8440
S B E——
025 050 10 30 60
——Dapaglifiozin— —Placebo—>
Dapagliflozin Placebo
niN (%) Teates per 1000 NN (%) s per 1000 Hazard ratio (96% CI) p value p interaction
person- years person- years
Serious adverse event
<75 years 2665/8037 (33.2% ) 111 2836/8014 (35.4% ) 1235 L] 0.90 (0.86, 0.95) 0.0002 01914
=75 years 260/537 (48.4% ) 1917 2641555 (47.6% ) 190.5 HH 1.02(0.85,1.21) 0.8648
Major hypoglycemic event
<75 years 49/8037 (0.6%) 17 69/3014 (0.9%) 25 —a— 0.69 (0.48, 0.99) 00455 09426
275 years 9/537 (1.7%) 52 14/555 (2.5%) 7.9 —— 0.68 (0.29, 1.57) 0.2611
Fracture
<75 years 417/8037 (5.2% ) 132 408/8014 (5.1% ) 13.0 HH 1.02 (089, 1.16) 0.8289 0257
> 75 years 40/537 (7.4% ) 19.9 22/555 (5.8% ) 151 —a— 1.36 (0.85, 2.17) 01994
ymg of volume depletion
<75 years 192/8037 (2.4% ) 67 176/8014 (2.2% ) 63 e 1.06 (0.86, 1.30) 05996 0182
> 75 years 21/537 (3.9% ) 121 21/555 (5.6% ) 176 —— 0.70 (0.40, 1.23) 02169
Acute kidney injury
<75 years 114/8037 (1.4%) 40 153/8014 (1.9%) 55 = 0.72 (0.56, 0.91) 0.0073 0.4358
> 75 years 11/637 (2%) 63 22/555 (4%) 12.3 — 0.52 (0.25, 1.08) 0.0778
Amputation
<75 years 116/8037 (1.4% ) 36 105/8014 (1.3% ) 33 = 1.10(0.84, 1.43) 0.5002 0.806
> 75 years 71537 (1.3% ) 34 8/555 (1.4% ) a7 —. 0.93 (0.34, 2.59) 0.8948
DKA
<75 years 2418037 (0.3% ) 08 10/8014 (0.1% ) 04 e 2.31(1.11,484) 0.0258 06843
> 75 years 31537 (0.6% ) 17 2/555 (0. 4% ) 11 — 1.63(0.27, 9.81) 05924
Genital infection
<75 years 72/8037 (0.9% ) 25 7/8014 (0.1% ) 02 =4 10.16 (4.68, 22.07) <.0001 0.0937
275 years 41537 (0.7% ) 23 2/555 (0.4% ) 11 —_—— 1.99 (0.36, 10.87) 04279
Urinary tract infection
<75 years 111/8037 (1.4% ) 38 123/8014 (1.5% ) 44 - 0.87 (067, 1.13) 0.2972 01288
275 years 16/537 (3% ) 9.1 10/555 (1.8% ) 56 —_— 160 (073, 3.54) 02430
Cancer
<75 years 427/8037 (5.3% ) 135 426/8014 (5.3% ) 13.6 HH 1.00(0.87, 1.14) 0.9482 0.7693
275 years 54/537 (10.1% ) 272 60/555 (10.8% ) 291 —e— 0.95 (0.66, 1.38) 07918
S B ——
025 050 10 30 60
<—Dapaglifiozin— —Placebo—>
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