
1 
 

Supplementary Material – Table of contents 

 

 Supplemental Figure 1: effect of atrasentan on the doubling of serum creatinine and kidney failure across baseline eGFR and UACR 

categories 

 Supplemental Figure 2: The effect of atrasentan on kidney endpoints across baseline eGFR and UACR categories in the atrasentan 

responder population. 

 Supplemental Figure 3: The effect of atrasentan on heart failure and cardiovascular death across baseline eGFR and UACR categories. 

 Supplemental Figure 4: The effect of atrasentan on heart failure, and heart failure and cardiovascular death, across baseline eGFR and 

UACR categories in the atrasentan responder population. 



2 
 

Supplemental Figure 1: effect of atrasentan on the doubling of serum creatinine and kidney failure across baseline eGFR and UACR 

categories. Figure shows the relative effect and absolute risk difference.  

  

n/N
Event rate 

(per 100 patient years)
HR (95% CI)

P for 

heterogeneity

Absolute risk difference

(per 1000 patients treated 2.2 years)

P for 

heterogeneity

Atrasentan Placebo Atrasentan Placebo

Doubling serum creatinine

Overall 112/1834 139/1834 3.0 3.7 0.74 (0.57-0.95) 19 (4 to 32)

eGFR <30 27/293 33/299 4.6 6.0 0.77 (0.46-1.29) 28 (6 to 45)

eGFR ≥30 to < 45 49/752 64/756 3.2 4.2 0.71 (0.49-1.05) 0.84 22 (4 to 35) 0.39

eGFR ≥ 45 36/789 42/778 2.2 2.5 0.66 (0.42-1.04) 14 (3 to 23)

UACR <1000 22/1062 30/1065 1.0 1.3 0.75 (0.43-1.29) 7 (1 to 12)

UACR ≥1000 to < 3000 60/637 69/632 4.7 5.6 0.73 (0.51-1.03) 0.95 28 (6 to 45) <0.01

UACR ≥3000 30/135 40/136 13.8 18.9 0.72 (0.44-1.18) 68 (13 to 113)

Kidney failure

Overall 126/1834 161/1834 3.3 4.3 0.70 (0.55-0.88) 26 (10 to 38)

eGFR <30 57/293 72/299 10.1 13.6 0.75 (0.52-1.06) 66 (25 to 100)

eGFR ≥30 to < 45 52/752 68/756 3.4 4.5 0.68 (0.47-0.98) 0.86 26 (10 to 39) <0.01

eGFR ≥ 45 17/789 21/778 1.0 1.2 0.57 (0.29-1.12) 8 (3 to 12)

UACR <1000 29/1062 35/1065 1.3 1.5 0.80 (0.49-1.32) 10 (4 to 15)

UACR ≥1000 to < 3000 63/637 79/632 4.9 6.4 0.64 (0.46-0.90) 0.51 36 (14 to 54) <0.01

UACR ≥3000 34/135 47/136 15.8 21.9 0.65 (0.41-1.04) 89 (33 to 137)
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Supplemental Figure 2: The effect of atrasentan on kidney endpoints across baseline eGFR and UACR categories in the atrasentan 

responder population. Figure shows the relative effect and absolute risk difference.  

  

n/N
Event rate 

(per 100 patient years)
HR (95% CI)

P for 

heterogeneity

Absolute risk difference

(per 1000 patients treated 2.2 years)

P for 

heterogeneity

Atrasentan Placebo Atrasentan Placebo

Doubling serum creatinine, kidney failure or renal death

Overall 79/1325 105/1323 2.9 3.9 0.65 (0.49-0.88) 27 (9 to 40)

eGFR <30 30/197 40/194 8.0 11.8 0.68 (0.42-1.11) 66 (23 to 100)

eGFR ≥30 to < 45 31/542 39/547 2.8 3.6 0.70 (0.43-1.13) 0.98 24 (8 to 36) 0.03

eGFR ≥ 45 18/586 26/582 1.5 2.1 0.57 (0.31-1.05) 15 (5 to 23)

UACR <1000 24/794 29/794 1.4 1.7 0.79 (0.46-1.35) 12 (4 to 19)

UACR ≥1000 to < 3000 43/451 49/447 4.9 5.7 0.79 (0.52-1.20) 0.05 36 (13 to 55) <0.01

UACR ≥3000 12/80 27/82 8.7 20.9 0.33 (0.16-0.68) 99 (33 to 152)

Doubling serum creatinine

Overall 56/1325 78/1323 2.1 2.9 0.61 (0.43-0.87) 23 (8 to 33)

eGFR <30 13/197 19/194 3.4 5.4 0.68 (0.33-1.40) 37 (13 to 54)

eGFR ≥30 to < 45 25/542 33/547 2.3 3.0 0.66 (0.39-1.11) 0.93 23 (8 to 34) 0.21

eGFR ≥ 45 18/586 26/582 1.5 2.1 0.57 (0.31-1.05) 17 (6 to 25)

UACR <1000 14/794 21/794 0.8 1.2 0.65 (0.33-1.28) 10 (4 to 15)

UACR ≥1000 to < 3000 33/451 37/447 3.7 4.3 0.75 (0.46-1.20) 0.27 31 (11 to 46) 0.25

UACR ≥3000 9/80 20/82 6.5 15.2 0.37 (0.17-0.85) 87 (29 to 130)

Kidney failure

Overall 67/1325 81/1323 2.5 3.0 0.73 (0.53-1.01) 16 (-1 to 28)

eGFR <30 29/197 38/194 7.7 11.2 0.70 (0.42-1.15) 49 (-2 to 87)

eGFR ≥30 to < 45 28/542 35/547 2.5 3.2 0.70 (0.42-1.16) 0.39 17 (-1 to 30) 0.04

eGFR ≥ 45 10/586 8/582 0.8 0.6 1.02 (0.39-2.65) 4 (0 to 6)

UACR <1000 20/794 23/794 1.2 1.4 0.81 (0.44-1.48) 8 (0 to 14)

UACR ≥1000 to < 3000 36/451 40/447 4.1 4.6 0.85 (0.54-1.35) 0.24 23 (-1 to 41) 0.09

UACR ≥3000 11/80 18/82 7.9 13.5 0.50 (0.22-1.11) 54 (-3 to 97)
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Supplemental Figure 3: The effect of atrasentan on heart failure and cardiovascular death across baseline eGFR and UACR 

categories. Figure shows the relative effect and absolute risk difference 

 

 

n/N
Event rate 

(per 100 patient years)
HR (95% CI)

P for 

heterogeneity

Absolute risk difference

(per 1000 patients treated 2.2 years)

P for 

heterogeneity

Atrasentan Placebo Atrasentan Placebo

Heart failure and cardiovascular death

Overall 111/1834 85/1834 2.8 2.2 1.29 (0.97-1.71) -13 (-32 to 1)

eGFR <30 27/293 24/299 4.5 4.1 1.04 (0.59-1.81) -22 (-53 to 2)

eGFR ≥30 to < 45 50/752 31/756 3.1 1.9 1.61 (1.02-2.52) 0.91 -12 (-28 to 1) 0.78

eGFR ≥ 45 34/789 30/778 2.0 1.7 1.14 (0.69-1.86) -11 (-27 to 1)

UACR <1000 54/1062 34/1065 2.3 1.4 1.63 (1.06-2.51) -9 (-22 to 1)

UACR ≥1000 to < 3000 41/637 37/632 3.1 2.8 1.08 (0.69-1.69) 0.15 -16 (-40 to 2) 0.55

UACR ≥3000 16/135 14/136 6.6 5.6 1.08 (0.52-2.26) -28 (-67 to 3)
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Supplemental Figure 4: The effect of atrasentan on heart failure, and heart failure and cardiovascular death, across baseline eGFR 

and UACR categories in the atrasentan responder population. Figure shows the relative effect and absolute risk difference.  

 

n/N
Event rate 

(per 100 patient years)
HR (95% CI)

P for 

heterogeneity

Absolute risk difference

(per 1000 patients treated 2.2 years)

P for 

heterogeneity

Atrasentan Placebo Atrasentan Placebo

Heart failure

Overall 47/1325 34/1323 1.7 1.2 1.33 (0.85-2.07) -8 (-27 to 4)

eGFR <30 9/197 11/194 2.3 3.0 0.87 (0.34-2.23) -18 (-57 to 8)

eGFR ≥30 to < 45 26/542 12/547 2.3 1.0 2.05 (1.03-4.09) 0.66 -7 (-23 to 3) 0.79

eGFR ≥ 45 12/586 11/582 1.0 0.9 1.10 (0.48-2.50) -6 (-20 to 3)

UACR <1000 22/794 12/794 1.3 0.7 1.86 (0.92-3.76) -5 (-16 to 2)

UACR ≥1000 to < 3000 18/451 17/447 1.9 1.9 1.05 (0.53-2.06) 0.26 -12 (-39 to 5) 0.66

UACR ≥3000 7/80 5/82 4.8 3.4 1.28 (0.39-4.28) -19 (-61 to 9)

Heart failure and cardiovascular death

Overall 73/1325 57/1323 2.6 2.0 1.26 (0.89-1.78) -11 (-32 to 5)

eGFR <30 14/197 20/194 3.6 5.4 0.68 (0.34-1.39) -25 (-73 to 11)

eGFR ≥30 to < 45 36/542 17/547 3.1 1.5 1.99 (1.11-3.56) 0.30 -8 (-24 to 3) 0.75

eGFR ≥ 45 23/586 20/582 1.8 1.6 1.13 (0.62-2.07) -9 (-26 to 4)

UACR <1000 38/794 26/794 2.2 1.5 1.51 (0.91-2.48) -8 (-25 to 4)

UACR ≥1000 to < 3000 27/451 24/447 2.9 2.6 1.11 (0.63-1.93) 0.28 -13 (-40 to 6) 0.76

UACR ≥3000 8/80 7/82 5.5 4.7 1.02 (0.35-2.95) -21 (-62 to 9)

.25 .5 1 2 4 50 0 -50

Favors

placebo

Favors

atrasentan

Favors

placebo

Favors

atrasentan


