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DESCRIPTION OF THE FOUR POOLED COHORTS

The single four cohort studies (Target Blood pressure LEvel in CKD, TABLE-CKD study™;
Nephrology study at Second University of Naples-NEPHRO SUN study?®; REport of COmorbidities in
non-Dialysis Renal Disease Population in Italy, RECORD-IT study®; Nephrology study at University
Federico 1I-NEPHRO-FEDERICO 11 study®) had been originally approved by Institutional Review
Boards and patients gave written consent to use their clinical data. Cohorts were originally built to
collect prospective information of patients referred to CKD clinics.

The four studies shared same procedures, endpoints (ESKD and all-cause death), as well as
inclusion (ND-CKD patients referred to nephrology clinic) and exclusion criteria (renal replacement
therapy, AKI, active malignancy, life expectancy <6 months, advanced liver or heart disease).

In the four studies, nephrologists collected medical history including CKD cause, cardiovascular
disease: stroke, coronary heart disease, heart failure, peripheral vascular disease. They also performed
physical examination, and registered laboratory results, blood pressure, therapy and events in
anonymous electronic case reports that were periodically sent to the coordinating center for quality
analysis and storage.

Laboratory protocols were standardized with in-house analyses. Proteinuria was quantified by 24h-
urine collections; collection was considered inaccurate, and repeated, if creatinine excretion was
outside the expected range®. Estimated GFR (eGFR) was calculated by the CKD-EPI equation with
serum creatinine levels reduced by 5% according to Skali et al. because creatinine was not standardized

to isotope-dilution mass spectrometry values®.
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Table S1. Basal features and outcome of patients excluded from the study due to missed visit 2

in comparison with included patients.

Excluded P
N 370 -
Age (years) 69.5+14.6 <0.001
Males (%) 56.0 0.395
BMI (kg/m?) 26.5+4.2 <0.001
Diabetes (%) 35.1 0.004
CV disease (%) 38.1 0.401
Smoking (%) 8.6 0.015
Systolic BP (mmHg) 140+18 0.277
Diastolic BP (mmHg) 81+10 0.051
Potassium (mEg/L) 4.81+0.68 4.81+0.62 0.960
Phosphate (mg/dL) 4.1+1.0 <0.001
Hemoglobin (g/dL) 12.0+1.9 <0.001
eGFR (mL/min/1.73m?) 24.3+14.3 <0.001
Proteinuria (g/24h) 0.83 [0.30-1.68] 0.40 [0.14-1.21] <0.001
RASI use 67.1 0.178
Outcome
First-year rate ESKD 26.8 (21.2-33.4) 7.5 (6.4-8.7) <0.001
First-year rate Death 14.6 (10.5- 19.6) 3.5(2.8-4.4) <0.001

BMI, body mass index; BP, blood pressure; CV, cardiovascular; eGFR, estimated glomerular filtration
rate by EPI equation; RASI, renin-angiotensin system inhibitors. Continuous variables are reported as

meanxSD or median and [IQR] according to their distribution.



Figure S1. Changes of hyperkalemia status (serum K >5.0 mEq/L) over the two study visits
with dependent categorization of the four subgroups of patient.
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Table S2. Full models on risk of ESKD and all-cause death.

Age (year)
Male gender
BMI (kg/m?)
Diabetes
CV Disease
Systolic BP (mmHg)
Hyperkalemia
Absent
Resolving
New onset
Persistent
Hemaoglobin (g/dL)
eGFR (ml/min/1.73m?)
eGFR change (mL/min)
Proteinuria (g/24h)
Use of RASI
Both visits
Only visit 2
Only visit 1

None visit

ESKD Death

sHR 95% CI P sHR 95% ClI P

0.96 0.96-0.97 <0.001 1.09 1.07-1.10 <0.001
1.61 1.32-1.96 <0.001 1.10 0.86-1.41 0.431
1.00 0.98-1.02  0.980 1.01 0.98-1.03 0.770
0.79 0.62-1.04  0.063 1.38 1.08-1.77 0.010
1.28 1.04-1.58  0.019 1.08 0.85-1.36 0.540
1.01 1.005-1.015 <0.001 0.99 0.98-1.01 0.240
Ref. - - Ref. - -

0.98 0.72-1.33  0.890 1.01 0.73-1.36 0.901
1.34 1.05-1.72  0.020 0.94 0.64-1.38 0.760
1.27 1.02-1.58  0.036 0.91 0.67-1.25 0.560
0.89 0.83-0.95 0.001 0.98 0.90-1.06 0.580
0.91 0.90-0.92 <0.001 0.99 0.98-1.01 0.784
1.01 0.99-1.02  0.550 0.99 0.98-1.01 0.323
1.19 1.09-1.29 <0.001 1.03 0.98-1.09 0.220
Ref. - - Ref. - -

1.06 0.74-1.53  0.740 1.15 0.75-1.76 0.522
1.08 0.81-1.44  0.600 2.02 1.37-2.99 <0.001
1.30 1.03-1.65  0.030 1.30 0.97-1.73 0.089

sHR, sub-hazard ratio; CI, confidence interval; BMI, body mass index; BP, blood pressure; CV,

cardiovascular; eGFR, estimated glomerular filtration rate by EPI equation; RASI, renin-angiotensin
system inhibitors. Models are stratified by cohort. Bold indicates statistical significance.



Table S3. Determinants of ESKD and all cause death over the first year of follow up in whole

original population (N=2813).

Age (years)

Male gender

BMI (kg/m?)

Diabetes

CV disease

Systolic BP (mmHg)
eGFR (mL/min/1.73m?)
Proteinuria (g/24h)
RASI use
Haemoglobin, g/dL

Potassium (mEg/L)

ESKD All-cause death
sHR (95%-Cl) sHR (95%-Cl)
0.97 0.96-0.97 1.09 1.08-1.10
1.46 1.23-1.74 1.10 0.90-1.35
0.99 0.97-1.01 0.99 0.98-1.02
0.87 0.71-1.06 1.33 1.08-1.63
1.17 0.98-1.40 1.18 0.97-1.44
1.006 1.002-1.010 1.00 0.99-1.01
0.91 0.90-0.92 1.01 0.99-1.01
1.20 1.12-1.30 1.06 1.01-1.10
0.89 0.74-1.07 0.86 0.70-1.06
0.93 0.88-0.98 0.94 0.88-1.01
0.99 0.87-1.12 0.90 0.76-1.07

The variables included in the models are from Visitl.

Models are stratified by cohort. Bold indicates statistical significance.

sHR, sub-hazard ratio; CI, confidence interval; BMI, body mass index; BP, blood pressure; CV,
cardiovascular; eGFR, estimated glomerular filtration rate by EPI equation; RASI, renin-angiotensin

system inhibitors.



