A

Endothelin receptor antag: Control
_Study or Subgroup Events Tota ents
Heerspink 2019 147 1326 172
Kohan 2011 2 66 0
Mann 2010 139 933 47
Total (95% Cl) 2324
Total events 288 219

Heterogeneity: Tau? = 0.11; Chi=7.99, df = 2 (P = 0.02); I = 75%
Test for overall effect: Z = 0.43 (P = 0.67)
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Old welgn =, Ralido /9
1323 515% 0.85[0.69, 1.05]
23 25%  179[0.09,3599]
459 46.0% 1.45[1.07,1.99]
1805 100.0% 1.11 [0.68, 1.80]
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Favours [experimental] Favours [control]

Risk Ratio

_ﬁmmLﬁuthun EVQ_I]B Tota gnts lotal wvveign M-, kandom, 39 /o i-H, Random
Heerspink 2019 72 1321 51 1320 70.1% 1.41[0.99,2.00] L
Mann 2010 43 933 10 459 27.9% 212[1.07,4.17) b
Zeeuw 2014 1 161 1 50 20% 0.311(0.02, 4.88] N
Total (95% CI) 2415 1829 100.0% 153 [1.03, 2.28] . g
Total events 116 62
Heterogeneity: Tau? = 0.03; Chi* = 2.37, df = 2 (P = 0.31), I = 16% 0 iJZ 0' 1 1 1'0 50
Test for overall effect: Z = 2.11 (P = 0.03) Favours [experimental] Favours [control]
Endothelin receptor antagonist Control Risk Ratio Risk Ratio
_ Study or Subgroup Events Tota ents al Weig M-H, Random, 95% R 95%
Heerspink 2019 244 1321 136 1320 52.0% 1.79 147, 2.18] L
Mann 2010 13 933 16 459 37.1% 347(2.08,5.79) ——
Wenzel 2009 12 229 2 57 108% 1.49 [0.34, 6.49] - ]
Total (95% CI) 2483 1836 100.0% 2.25[1.31, 3.85] -
Total events 369 154 ) ) . ' . )
Heterogeneity: Tau® = 0.13; Chi* = 5.88, df = 2 (P = 0.05); = 66% J ! y : ! :
e = 01 02 05 1 e 5 10
Teet for overal effect: 2= 2.65(P = 0.003) Favours [experimental] Favours [control]
Endothelin receptor antagonist Control Risk Ratio Risk Ratio

_Study or Subgroup Events Total Events Total Weight M-H Fixed,95%Cl M-, Fixed, 95%Cl
Heerspink 2019 14 1321 8 1320 207%  1.75[0.74,4.15] e
Kohan 2011 4 66 0 23 27% 3.22(0.18,57.68)
Mann 2010 ) 933 13 459 B47%  1.63(0.88, 3.00] L
Zeeuw 2014 1 161 0 50 28% 0.94[0.04,2283
Total (95% CI) 2484 1852 100.0%  1.69[1.04, 2.74] @
Total events 62 21 ) ) . )
Heterogeneity: Chi? = 0.34, df = 3 (P = 0.95); 1 = 0% t t y y
ety u 002 04 1 10 50
Test for overall effect: 2 = 2.11 (P = 0.03) Favours [experimental] Favours [control]
Endothelin receptor antagonist  Control Risk Ratio Risk Ratio
_Study or Subgroup Events I ¥ om 95%Cl
Kahan 2011 5 66 0 23 159% 3.94[0.23, 68.62) o
Wenzel 2009 1 29 1 57 315% 274 [0.36,20.77) =
Zeeuw 2014 6 161 2 50 526% 0.93[0.19, 4.47) T
Total (95% Cl) 456 130 100.0% 1.64[0.53, 5.13]
Total events 2 3
Heterogeneity: Tau? = 0.00; Chi2 = 1,16, df = 2 (P = 0.56); I = 0% bt ol g p o

Test for overall effect: Z = 0.86 (P = 0.39)

Favours [experimental] Favours [control]



F

Endothelin recep gonist Control Risk Ratio
_ Study or Subgroup Events ents Total We -H, Random, 95%
Kohan 2011 19 66 2 2B 74% 3.31[0.83,13.13]
Mann 2010 255 933 102 459 48.3% 1.23[1.01, 1.50
Rafnsson 2011 33 229 2 57 12% 4.11[1.02, 16.61)
Zeeuw 2014 65 161 21 50 371% 0.96 [0.66, 1.40]
Total (95% Cl) 1389 589 100.0% 1.32[0.88, 1.97]
Total events 372 127
Heterogeneity: Tau? = 0.08; Chi* = 6.76, df = 3 (P = 0.08); I’ = 56%
Test for overall effect: Z = 1.34 (P = 0.18)
G Endothelin receptor antagonist Control Risk Ratio
_Study or Subgroup Events T
Heerspink 2019 13 1321 13 1320 40.9% 1.00 [0.46, 2.15]
Mann 2010 35 933 14 459 59.1% 1.23[0.67, 2.26)
Total (95% CI) 2254 1779 100.0% 1.14[0.71, 1.83]
Total events 48 27
Heterogeneity: Chiz =017, df =1 (P = 0.68); = 0%
Test for overall effect: Z = 0.52 (P = 0.60)
Endothelin receptor antagonist  Control Risk Ratio

_Study or Subgroup Events
Kohan 2011 3 66 1 23 217%  1.05[0.11,9.56)
Mann 2010 20 933 4 450 783%  246(0.85,7.15)
Total (95% Cl) 999 482 100.0%  2.15[0.83,5.59]
Total events 23 5
Heterogeneity: Chi* = 0.47, df =1 (P = 0.49); P = 0%
Test for overall effect: Z = 1.58 (P = 0.12)

Endothelin receptor antagonist Risk Ratio

Control

_Study or Subgroup Events
Heerspink 2019 483 1321 426 1320 524% 1.13[1.02, 1.26)
Mann 2010 423 933 141 459 47.6% 1.48[1.26,1.72)
Total (95% CI) 2254 1779 100.0% 1.29[0.99,1.67)
Total events 906 567

Heterogeneity: Tau* =0.03; Chi* = 7.69, df = 1 (P = 0.006); I = 87%

Test for overall effect: Z = 1.90 (P = 0.06)
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Supplementary Figure 1 Forest plot of comparisons between experimental

and control groups in terms of the common adverse events. A:

Cardiovascular outcome; B: Cardiac failure; C: Anemia; D: Hypoglycemia; E:

Headache; F: Edema; G: Hyperkalemia; H: Hypotension; I: Fluid retention.



ER atagonists Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 35% Cl IV, Random, 95% Cl

1.2.1 Low dose

Mann 2010 -3.35 618 455 -25 687 459 237%  -0.85[-1.70,-0.00) |

Wenzel 2009 0 1931320792 55 -1 1907 &7 29% 1.00[-6.11,8.11] }
Subtotal (95% CI) 510 516 266% -0.82[-1.67,0.02) "

Heterogenelty: Tau® = 0.00; Chi?= 0.26, df =1 (P = 0.61); P=0%
Test for overall effect: Z = 1.92 (P = 0.05)

1.2.2 Miiddle dose

Heerspink 2019 24 056 1325 -31 056 1323 26.3% 0.70[0.66, 0.74] .
Zeauw 2014 -4 985 78 -1 859 50 99%  000[3.23 323 =
Subtotal (85% C1) 1403 1373 36.2%  0.70[0.66,0.74]

Heterogeneity: Tau? = 0.00; Chi*= 0,18, df =1 (P = 0.67); F= 0%
Test for overall effect: Z = 32.16 (P < 0.00001)

123 High dose

Mann 2010 408 604 478 25 687 459 234%  -158]-246,-0.70) —
Wenzel 2008 4 1616 5 11907 57 33% -300-959,359 ¢

Zeauw 2014 3 922 83 -1 859 50 104%  -200[5.10,1.0] — T
Subtotal (85% CI) 614 566 37.2%  -1.63[-248, 0.79] <P

Heterogenelty: Tau® = 0.00; Chi=0.23, df =2 (P = 0.89); = 0%
Test for overall effect: Z = 3.80 (P = 0.0001)

Total (95% CI) 2527 2455 1000% .67 [1.95,062] 'q'

4 2 0 2 4
Favours [Control] Favours [ER antagonists]

Heterogeneity; Tau® = 1.64; Chi? = 4250, df = 6 (P < 0.00001); 2= 86%
Test for overall effect: 2 = 1.01 (P = 0.31)
Test for subaroun differences: Chi? = 41.83. df = 2 (P < 0.00001). I = 95.2%

Supplementary Figure 2 Subgroup analysis of estimated glomerular
filtration rate reduction comparison between educational technology
research antagonists and control. ER: Endothelin receptor; SD: Standard

deviation.



