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Supplementary Table 1: Laboratory assessments

Time Dapagliflozin Zibotentan 0.25 Zibotentan 1.5
Iplacebo mg/day / mg/day /
Variable Dapagliflozin Dapagliflozin
Week 0 Mean (SD) or 0 Mean (SD) or N Mean (SD) or
median median median
Baseline | 177 577-0 91 526-7 178 566-8
3 147 461-0 84 251-9 157 2711
UACR, median, mg/g 6 149 464-5 82 325-3 148 2322
12 143 445.5 73 342-5 134 289-1
Follow-up | 142 570-6 74 506-0 134 527-9
Baseline | 177 | 137-6 (17-59) |91 | 136-5(17-76) | 179 | 136-4 (16-13)
3 168 | 133-2 (17-16) |87 | 129-2 (15-15) | 166 | 131-2 (17-13)
SBP, mmHg 6 163 | 133:0 (15-76) | 87 | 129-8 (18:60) | 158 | 129-0 (15-45)
12 150 | 133-5(14-74) | 77| 131-2 (16-51) | 139 | 128-2 (17-05)
Follow-up | 152 | 137-3 (17-48) | 74| 136-4 (18-05) | 141 | 134-6 (17-93)
Baseline | 177 | 79-9(9-78) |91 | 79-6 (10-51) | 179 78-9 (9-37)
3 168 | 77-8(9-20) |87 | 75-7(9-91) 166 | 73-8 (10-36)
DBP, mmHg 6 163 | 78-:0(9-79) |87| 75-9(10-66) | 158 | 72-6 (10-09)
12 150 | 78-:2(8:75) |77| 75-4(10-25) | 139 | 73-5(10:45)
Follow-up | 152 | 79-3(9-34) |74 | 78-9(8-96) 141 | 77-4 (10-16)
Baseline | 169 2:45(1-1) |88| 2:29(1-0) 173 2-37 (1-1)
LDL cholesterol, mmol/L 12 127 2:42 (1-1) 65 2:06 (0-9) 129 2:11 (1-0)
Follow-up | 137 2.35(019) |64| 2:10(1-0) 124 2-29 (1-0)
Baseline | 177 | 45-2(20-71) |91 | 48-4(23-49) | 179 | 47-4 (23-38)
3 165 | 43-3(20-55) |85 | 46-5(23-77) | 166 | 43-7 (22-78)
GFR, ml/min/1.73 m? 6 160 | 43-2(21-03) |84 | 45-4(22-45) | 152 | 44-0(22-34)
12 148 | 44-0(21-33) |76 | 44-7(21-32) | 138 | 44-8(22-88)
Follow-up | 149 | 45-8(21-65) |74 | 46-6 (21-99) | 137 | 46-7 (22-80)
Baseline | 177 6-9 (1-45) |9 6-8 (1-53) 179 6-8 (1-39)
HbA1C, % 12 139 6-8(1-43) |74| 6:6(1-27) 134 6-5(1-12)
Follow-up | 147 6-8 (1-46) 73| 6-7(1-33) 138 6:6 (1-27)
Baseline | 176 | 132-0 (16-69) |91 | 131-7 (16-46) | 179 | 130-3 (16-18)
3 158 | 132-6 (16-54) |82 | 127-9 (15-57) | 154 | 121-4 (16-54)
Hemoglobin, g/L 6 154 | 133-7 (17-61) {82 | 129-1 (16-08) | 133 | 122-8 (16-14)
12 140 | 134-3(18-62) | 72 | 129-9 (17-68) | 132 | 124-6 (16-56)
Follow-up | 147 | 132-6 (18-50) | 71| 131-6 (18-44) | 132 | 130-4 (17-27)
Hematocrit, ratio Baseline | 176 0-396 90 0-398 179 0-391
(0-0495) (0-0473) (0-0465)




3 157 0399  [81] 0-386 150 0-367
(0-0501) (0-0438) (0-0489)
6 151 | 0405 [81| 0393 131 0.374
(0-0520) (0-0485) (0-0493)
0-408 0-396 0-378
12 1 72 131
39 (0.0576) (0-0532) 3 (0-0495)
0-402 0-400 0-394
Follow-up | 146 70 130
oflow-up (0-0540) (0-0506) (0-0502)
Baseline | 177 | 59.0 (72-44) | 91| 63.5(7556) | 177 | 59.5 (75.53)
3 161 | 55.1(70.05) |84 | 56.5(59-11) | 164 | 58-8 (60-71)
BNP, pg/mL 6 161 | 51.7 (57-13) |84 | 55.0 (67-42) | 146 | 605 (66.57)
12 146 | 58.5(83.34) |76 | 57.2(65.02) | 135 | 55-1 (53.45)
Follow-up | 147 | 642 (62-47) |73 | 69.3(93.21) | 137 | 54-8 (56.06)
85.51 83-80 85-88
Baseline | 177 91 179
aseline (18-197) (16-476) (16-904)
83-96 83.02 86-45
3 168 86 166
(17-360) (15-340) (17-201)
84.20 83.09 85-65
Weight, k 1 1
elght, kg 6 | azern %] (16.056) %8 | (17.413)
8429 83.29 85.54
12 150 77 139
(17-713) (16-784) (16-908)
152 8418 | 74| 8373 85.72
Follow- 14
ofow-up (17-899) (16-801) O ae777)
. | 177 | 40308 |91| 41050 39221
Uric acid, umol/L Baseline (103-739) (105.536) 179 (98-455)
P 14s | 98175 |76 a7L76 | | 37094
(96-142) (101-004) (94-492)
lowun | 150 | 38777 |74| 38889 | | 37422
P (100-277) (92-582) (87-838)

BNP, B-type natriuretic peptide; DBP, diastolic blood pressure; GFR, glomerular

filtration rate; HbA1C, haemoglobin A1C; LDL, low-density lipoprotein; SBP, systolic
blood pressure; SD, standard deviation; UACR, urinary albumin-to-creatinine ratio




Supplementary figure 1: Forest plot showing adjusted percentage mean change from
baseline (90%Cl) overall, by type 2 diabetes status and by baseline eGFR for

Zibotentan 0.25 mg/dapagliflozin 10 mg and Zibotentan 1-5 mg/dapagliflozin 10 mg

Favours Favours Comparison p-value Favours Favours Comparison p-value
Zibotentan/Dapagliflozin Dapagliflozin between groups for Zibotentan/Dapagliflozin Dapagliflozin between groups for
Subgroup 0.25/10mg 10mg/PBO (90% CI) interaction 1.5/10mg 10mg/PBO (90% CI) interaction
Overall -— -27.0 (-38.4, -13.6) -33.7 (-42.5, -23.5)
DKD status 0.660 0.673
DKD — -24.1(-38.7, -6.1) -31.5(-42.8,-17.9)
Non-DM CKD = ! -30.9 (-47.6, -8.8) -36.5 (-49.7, -19.7)
Baseline eGFR 0.810 0.242
<45 mL/min/1.73m? = -25.5 (-40.4, -7.0) -39.6 (-50.2, -26.7)
>45 mL/min/1.73m? - -29.1 (-45.3, -8.1) -25.9 (-40.1, -8.4)
Baseline systolic blood pressure 0.238 0.297
<140 — -20.1 (-35.5, -1.1) -28.5 (-40.5, -14.0)
>140 —a— -37.8 (-52.8, -18.0) -40.5 (-52.5, -25.5)
[ I T I T 1 [ T T T T 1
-75.0 -500 -250 00 250 50.0 750 -750 -50.0 -25.0 00 250 500 750

Adjusted per mean from baseline (%) Adj per mean from baseline (%)




Supplementary figure 2 Kaplan Meier curve of fluid related events by treatment group in part A of the study. Changes from
baseline in mean body weight and median BNP are presented by treatment group below the Kaplan Meier curve.
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Supplementary figure 3: Scatterplot showing log of the ratio to baseline in UACR and
change from baseline in systolic blood pressure at week 12, by treatment group. There
was no correlation between changes from week 12 in UACR and SBP during the wash-
out period at week 14. There was also no correlation between changes from baseline in

diastolic blood pressure and UACR at week 12.
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