Supplemental Material

Table 1. Serum creatinine and cystatin-C based eGFR by MDRD and CKD-EPI equations at baseline.

Creatinine-based MDRD eGFR
(ml/min/1.73 m?)

MeanzSD (N)

Range (Min,Max)

Creatinine-based CKD-EPl eGFR
(ml/min/1.73 m?)

MeanxSD (N)

Range (Min,Max)

Cystatin-C-based CKD-EPI eGFR
(ml/min/1.73 m?)

MeanxSD (N)

Range (Min,Max)

58.0+23.4 (436)
(16.0,148.7)

58.5+23.1 (436)

(15.5,127.6)

60.3+24.8 (435)

(11.9,154.7)

57.4+21.7 (454) 0.6 [-2.4, 3.6]
(15.2,129.9)

5824215 (454) O3 [26,33]

(14.8,116.4)

6041241 (451) 01033341

(13.0,130.4)
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Figure 1.

CONSORT diagram for the CORAL Trial
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Figure 2. eGFR in randomized treatment groups of the CORAL trial.

a) CKD-EPI-cystatin C; b) MDRD-creatinine; c) CKD-EPI-creatinine. Time scales
correspond to schedule of eGFR assessments: Serum cystatin C - baseline, then
annually; Serum creatinine - baseline, 3 and 6 months, then annually from years 1
to 3.
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b. MDRD-creatinine eGFR (ml/min/1.73m?)
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c. CKD-EPI-creatinine eGFR (ml/min/1.73m?2)
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Figure 3. Forest plot displaying multivariate model for baseline covariates
of eGFR (CKD-EPI-creatinine-cystatin-C) by subgroups.
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Covariate Estimate (95% CI) | P-Value
Log Albumin Creatinine Ratio :
< Median :
Treatment 0.29 (-2.05,2.62) ! T ! 0.81
Age -2.30 (-3.74,-0.87) . 0.002
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HDL Cholesterol 0.63 (-0.31,1.57) '_T_'_' 0.19
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Male 250  (-0.24,5.24) H ' 0.08
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Total Cholesterol 042  (0.09,0.75) :'_'_‘ 0.02
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Covariate Estimate (95% CI) P-Value
Antihypertensive Medication
Medication Counts=0
Treatment 136 (-4.78,2.07) ST 0.44
Age 127 (327,0.72) e 0.21
Male 478  (1.19,8.36) Lo 0.01
Systolic Blood Pressure -0.10 (-0.89.0.69) '_‘I_‘ 0.80
Total Cholesterol 0.54  (0.05,1.02) f"ﬁ 0.06
HDL Cholesterol 0.82  (-0.39,2.02) F—e— 0.19
Log Albumin Creatinine Ratio -1.35 (-3.86,1.17) |—'—:‘ 0.29
Diabetes Mellitus 353 (7.79,0.73) — 0.11
Medication Counts=2 :
Treatment 206 (-1.36,5.48) P 0.24
Age 274 (-4.72,-0.77) P 0.02
Male 000 (-3.72,3.73) L 1.00
Systolic Blood Pressure -1.00 (-1.84,-0.16) |_’_|: 0.02
Total Cholesterol 026 (-0.21,0.74) ﬁ"' 0.29
HDL Cholesterol 0.15 (-1.54,1.24) l—':—| 0.83
Log Albumin Creatinine Ratio -0.93 (-2.90,1.04) %'—ﬁ 0.36
Diabetes Mellitus -3.04 (-7.28,1.20) . — 0.17
Medication Counts=3 :
Treatment 20.67 (-4.54,3.19) —— 0.74
Age -5.73 (-8.36,-3.10) e : 0.002
Male 411 (-0.17,8.38) k l 0.06
Systolic Blood Pressure -0.95 (-1.88,-0.02) '_'_! 0.05
Total Cholesterol 0.52  (0.00,1.05) !"‘1 0.05
HDL Cholesterol 1.99  (0.55,3.42) | 0.009
Log Albumin Creatinine Ratio 226 (-4.30,-0.23) —— 0.04
Diabetes Mellitus 043 (-3.55,4.42) I—IH—| 0.83
Medication Counts=6 :
Treatiment 524 (2.43,8.06) [ P 0.03
Age 430 (-6.46,-2.15) A | 0.10
Male 428 (-2.86,11.42) I : 0.42
Systolic Blood Pressure 035 (-1.00,1.70) |—:'—| 0.67
Total Cholesterol -0.18  (-1.30,0.94) H_| 0.75
HDL Cholesterol 098  (-0.67,2.63) - 0.36
Log Albumin Creatinine Ratio 1.92  (-0.41,4.26) H_'—‘ 0.13
Diabetes Mellitus 240 (-5.27,0.47) " 0.13
|
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!
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|
|
Covariate Estimate (95% CI) : P-Value
Severity of ARAS [Core Lab] :
Severity of ARAS < 60% :
Treatment -0.95 (-5.62,3.72) T 0.70
Age -1.41 (-3.91,1.09) ' : ! 0.29
Male -0.44 (-5.32,4.43) ' : ! 0.86
Systolic Blood Pressure -0.84 (-1.66,-0.03) '—’—‘, 0.06
Total Cholesterol 0.52 (-0.09,1.13) ’JI_'_' 0.15
HDL Cholesterol 0.07 (-1.68,1.82) ’—:'—' 0.94
Log Albumin Creatinine Ratio  -3.95 (-5.73,-2.16) _ : <0.001
Diabetes Mellitus -2.33 (-6.89,2.24) : 0.32
Severity of ARAS 60%-80% |
Treatment 1.59 (-1.12,4.31) ! : ' 0.25
Age -3.89 (-5.70,-2.08)  — | <0.001
Male 4.00 (1.12,6.88) : ' 0.008
Systolic Blood Pressure -0.18 (-0.79,0.42) '—'JI_' 0.55
Total Cholesterol 0.55 (0.23,0.87) : — 0.002
HDL Cholesterol 1.21 (0.05,2.36) :’—'—‘ 0.05
Log Albumin Creatinine Ratio -1.43 (-3.22,0.37) _ 0.12
Diabetes Mellitus -1.69 (-4.67,1.29) f i f 0.27
-6.25 -5 -3.75 25 -1.25 (I) 125 25 375 5 6.25
Hazard Ratio
|
I
Covariate Estimate (95% CI) : P-Value
Prior CVD :
Without Prior CVD :
Treatment 148 (-0.86,3.82) T 0.22
Age 272 (-3.95,-1.50) — | <0.001
Male 321 (0.72,5.71) Lo .01
Systolic Blood Pressure -0.27 (-0.80,0.27) ’_':_' 0.33
Total Cholesterol 0.33  (0.03,0.64) :'_'_' 0.04
IIDL Cholesterol 048 (-0.40,1.36) e 0.29
Log Albumin Creatinine Ratio -2.43 (-3.53,-1.33) e : <0.001
Diabetes Mellitus -2.26  (-4.96,0.44) : 0.10
With Prior CVD I
Treatment 047 (-1.95,2.89) ! : ! 0.70
Age 335 (-5.17,-1.53) —_— | 0.001
Male 275 (-0.07,5.58) ¢ ' 0.06
Systolic Blood Pressure -0.90 (-1.47,-0.34) I : 0.002
Total Cholesterol 0.26 (-0.03,0.56) IH_‘ 0.08
HDL Cholesterol 1.72  (0.67,2.77) : _ 0.002
Log Albumin Creatinine Ratio -1.47 (-3.24,0.31) L 0.11
Diabetes Mellitus -1.30 (-4.20,1.60) i 0.38
-5 =375 =15 -1.25 CI) 125 25 375 5 625
Hazard Ratio

All models were treatment and visit adjusted. Age, sex, and treatment were forced into the multiple
variable model. Covariates were added to the model sequentially and kept in the model if the
significance level was p<0.1 (N=713). Age is displayed per 10 years. Systolic blood pressure (SBP) is dis
played per 10 mm Hg. Total cholesterol and HDL cholesterol are displayed per 10 mg/dL units. Log of
urine albumin-to-creatinine ratio is displayed per SD. Estimates are per mean follow-up of 1.84 years.



Figure 4. Kaplan-Meier survival plot for CKD event outcomes (ESRD, >30%

eGFR loss, and death due to kidney disease) in randomized treatment

groups of the CORAL trial.

Log rank p=0.61.
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Figure 5. Kaplan-Meier survival plot for CVD event outcomes (stroke,
myocardial infarction, hospitalization for congestive heart failure, and
death) in randomized treatment groups of the CORAL trial.

Log rank p=0.90.
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