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Dapagliflozin in patients with chronic kidney disease.
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Figure S1. Study Design
(Heerspink et al. Nephrology Dialysis Transplantation 2020; 35: 274—-282)
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Result

%hu% wiﬁ'h Figure S2. Study Participant Disposition

7517 participants enrolied

3213 participants not randomized
Eligibility oriteriz not met (n=313E)
Wwithdrawa! by participant (n=72)
Adverse event (n=3)

Y
4304 participants randomized to treatment

214,304 DS S F LS 1,
21520 1 FIT Y TOU R —— ' -

h=2152 h=2152

2152 N : o hEf e ———————

3 participants did not receive study drug
I
I 300 participants discontinued study drog

LEID [T E Nk e
a (& 274 participants discontinued study drug Participant decizion [n=160)

Participant decision (n=142) Adverse event [n=123)
Adverse event (n=11E) Severs non-compliance to protocad (n=3)
Severe non-compliance to protocol (n=1) Development of specific discontinuation

Other (n=13} oriteria (n=3}
Other (=20}
10 participants discontinued study 5 participants discontinued study
— Withdrew consent n=8 » Withdrew consent n=3
Lost to follow-up n=2 Lost to follow-up n=2

¥ L
\E E[;l)]-% : 9 9 7 cy 2147 [99.5%] participants completed 2147 [99.B%| participants completed the
)| _|_ . . (o) the study oy
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Result

Baseline data
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Characteristic
Age — yr
Female sex — no. (%)
Race — no. (%)
White
Black
Asian
Other
Weight — kg
Body-mass indexz:
Current smoker — no. (%)
Blood pressure — mm Hg
Systolic

Diastolic

(N=2152)
61.8+12.1
709 (32.9)

1124 (52.2)
104 (4.8)
749 (34.3)
175 (8.1)

81.5+20.1
29.4+6.0

283 (13.2)

136.7+17.5
77.5+10.7

z= (Ffh. MRl GFRERY) RAARENBEROMTHS

Dapagliflozin

Placebo
(N=2152)

61.9+12.1
716 (33.3)

1166 (54.2)
87 (4.0)
718 (33.4)
181 (8.4)
82.0+20.9
29.6+6.3
301 (14.0)

137.4+17.3
77.5+10.3
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Result

Estimated GFR
Mean — ml/min/1.73 m?
Distribution — no. (%)
>60 ml/min/1.73 m#2
45 to <60 ml/min/1.73 m?
30 to <45 ml/min/1.73 m?
<30 ml/min/1.73 m?
Hemoglobin — g/liter
Serum potassium — mEq/liter
Urinary albumin-to-creatinine ratio
Median (interquartile range)
>1000 — no. (%)
Type 2 diabetes — no. (%)
Cardiovascular disease — no. (%)
Heart failure — no. (%)
Previous medication — no. (%)
ACE inhibitor
ARB
Diuretic

Statin

43.2+12.3

234 (10.9)
646 (30.0)
979 (45.5)
293 (13.6)
128.6+18.1
4.6+0.5

965 (472-1903)

1048 (48.7)
1455 (67.6)
813 (37.8)
235 (10.9)

673 (31.3)
1444 (67.1)
928 (43.1)
1395 (64.8)

43.0+12.4

220 (10.2)
682 (31.7)
919 (42.7)
331 (15.4)
127.9+18.0
4.6+0.6

934 (482-1868)

1031 (47.9)
1451 (67.4)
797 (37.0)
233 (10.8)

681 (31.6)
1426 (66.3)
954 (44.3)
1399 (65.0)
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Outcome

Primary outcome
Primary composite outcome
Decline in estimated GFR of =50%
End-stage kidney disease
Estimated GFR of <15 ml/min/1.73 m?
Long-term dialysisT
Kidney transplantationT
Death from renal causes

Death from cardiovascular causes

A Primary Composite Outcome

249 Hazard ratio, 0.61 (95% CI, 0.51-0.72)
100- 20- P<0.001
90 16 Placebo
X 804
12
9 70-
G 8-
T 60+ L
g ol 4 Dapagliflozin
2
= 40+ 0+ I I I I | I | |
= 300 0 4 8 12 16 20 24 28 32
10— - ——
O_ | | | | | | |
0 4 8 12 16 20 24 28 32
Months since Randomization
No. at Risk
Placebo 2152 1993 1936 1858 1791 1664 1232 774 270

Dapagliflozin 2152 2001 1955 1898 1841 1701 1288 831 309

Dapagliflozin Placebo Hazard Ratio (95% ClI) P Value
events/100 events/100
no. /total no. (%) patient-yr no. /total no. (%) patient-yr
197/2152 (9.2) 4.6 312/2152 (14.5) 7.5 0.61 (0.51-0.72) <0.001
112/2152 (5.2) 2.6 201/2152 (9.3) 4.8 0.53 (0.42-0.67) NA
109/2152 (5.1) 2.5 161/2152 (7.5) 3.8 0.64 (0.50-0.82) NA
84/2152 (3.9) 1.9 120/2152 (5.6) 2.8 0.67 (0.51-0.88) NA
68/2152 (3.2) 1.5 99/2152 (4.6) 2.2 0.66 (0.48-0.90) NA
3/2152 (0.1) 0.1 8/2152 (0.4) 0.2 — NA
2/2152 (<0.1) 0.0 6/2152 (0.3) 0.1 - NA
65/2152 (3.0) 1.4 80/2152 (3.7) 1.7 0.81 (0.58-1.12) NA
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MAFFDFREE 197/2152 = 9.2%
o BB (D F A K 312/2152 = 14.5%
Ext) X7 RR = EER/CER = 9.2/14.5 = 0.63
MY 227 7 RRR = 1-RR = 1-0.63 = 0.37 = 37%
gt ) 2 27 A ARR = CER-EER = 14.5%-9.2% = 5.3%
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Subgroup

Dapagliflozin

Placebo

no. of participants/total no.

Hazard Ratio (95% Cl)

All participants 197/2152 312/2152 . 0.61 (0.51-0.72)
Age :

<65 yr 122/1247 191/1239 —.— 0.64 (0.51-0.80)

>65 yr 75/905 121/913 —— 0.58 (0.43-0.77)
Sex E

Male 126/1443 209/1436 —— 0.57 (0.46-0.72)

Female 71/709 103/716 —— 0.65 (0.48-0.88)
Race :

White 110/1124 174/1166 —— 0.62 (0.49—0.79)

Black 7/104 14/87 v 0.33 (0.13-0.81)

Asian 53/749 77718 —— 0.66 (0.46-0.93)

Other 27/175 47/181 - : 0.54 (0.33—0.86)
Geographic region E

Asia 50/692 69/654 —e—] 0.70 (0.48-1.00)

Europe 57/610 89/623 = 0.60 (0.43-0.85)

North America 35/401 69/412 = 0.51 (0.34-0.76)

Latin America 55/449 85/463 = 0.61 (0.43-0.86)
Type 2 diabetes :

Yes 152/1455 229/1451 —— 0.64 (0.52-0.79)

No 45/697 83/701 — 0.50 (0.35-0.72)
Estimated GFR E

<45 ml/min/1.73 m2 152/1272 217/1250 — 0.63 (0.51-0.78)

>45 ml/min/1.73 m2 45/880 95/902 — 0.49 (0.34-0.69)
Urinary albumin-to-creatinine ratio :

<1000 44/1104 84/1121 — 0.54 (0.37-0.77)

>1000 153/1048 228/1031 —e— 0.62 (0.50-0.76)
Systolic blood pressure E

<130 mm Hg 46/793 96/749 e : 0.44 (0.31-0.63)

>130 mm Hg 151/1359 216/1403 —.— 0.68 (0.56-0.84)

0.1 05 10 20
-

Dapagliflozin Better

Placebo Better
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Outcome

Secondary outcomes

Composite of decline in estimated GFR of =50%, end-stage kidney
disease, or death from renal causes

Composite of death from cardiovascular causes or hospitalization
for heart failure

Death from any cause

Dapagliflozin
events/100
no. /total no. (%) patient-yr
142/2152 (6.6) 3.3
100/2152 (4.6) 2.2
101/2152 (4.7) 2.2

REA/INTY) 709 VEETEL

Placebo

events/100
no. /total no. (%) patient-yr

243/2152 (11.3) 5.8
138/2152 (6.4) 3.0
146/2152 (6.8) 3.1

Hazard Ratio (95% ClI)

P Value

0.56 (0.45-0.68)
0.71 (0.55-0.92)

0.69 (0.53-0.88)

<0.001

0.009

0.004
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Placebo

Dapagliflozin

Least-Squares Mean Change in
Estimated GFR (ml/min/1.73m?)

-15 | | | | | | | | | |
0 2 4 3 12 16 20 24 23 32 36

Months since Randomization

No. of Participants

Placebo 2152 2029 1981 1866 1795 1753 1672 1443 935 447 157
Dapagliflozin 2152 2031 2001 1896 1832 1785 1705 1432 978 496 157
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Outcome Dapagliflozin Placebo Hazard Ratio (95% ClI) P Value
events/100 events/100
no. /total no. (%) patient-yr no. /total no. (%) patient-yr
Safety outcomesz:
Discontinuation of regimen due to adverse event 118/2149 (5.5) — 123/2149 (5.7) — — 0.79
Any serious adverse event 633/2149 (29.5) — 729/2149 (33.9) — — 0.002
Adverse events of interest
Amputation 35/2149 (1.6) - 39/2149 (1.8) — — 0.73
Any definite or probable diabetic ketoacidosis 0/2149 — 2/2149 (<0.1) e _ 0.50
Fractureq] 85/2149 (4.0) — 69/2149 (3.2) — — 0.22
Renal-related adverse event| 155/2149 (7.2) — 188/2149 (8.7) — — 0.07
Major hypoglycemial| 14/2149 (0.7) — 28/2149 (1.3) — — 0.04
Volume depletion| 127/2149 (5.9) — 90/2149 (4.2) o — 0.01
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Key results
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