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Supplementary Table S1. Association of 12-month UMOD level with DKD progression by treatment group.

Model Treatment Hazard Ratio (95% CI)
ACEI 0.618 (0.506, 0.756)
Unadjusted
ACEI+ARB 0.863 (0.724, 1.029)
ACEI 0.604 (0.490, 0.745)
Model 1
ACEI+ARB 0.842 (0.706, 1.004)
ACEI 0.625 (0.499, 0.783)
Model 2
ACEI+ARB 0.865 (0.694, 1.078)

ACEI, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; Cl, confidence interval; DKD, diabetic kidney disease; UMOD, uromodulin. Bold signifies the 95%
Cl does not include 1.0, the null value.



Supplementary Table S2. Associations between longitudinal urine biomarker change and eGFR change over time.

Percent Change (95% CI)

Biomarker Effect
Unadjusted Model 1A Model 2B
-9.6 -9.5 -9.5
Years
EGF (-11.0, -8.1) (-11.0, -8.1) (-10.9, -8.0)
Difference 1.3 1.3 1.2
Years*EGF Difference
(-2.5,5.2) (-2.5,5.2) (-2.5,5.1)
-11.4 -11.3 -11.3
Years
(-13.9, -8.8) (-13.8, -8.8) (-13.8, -8.7)
EGF Years*EGF Difference T1 referent
Difference, 3.4 3.3 34
Years*EGF Difference T2
Tertiles (-0.7, 7.5) (-0.7,7.4) (-0.6, 7.6)
2.3 2.3 2.3
Years*EGF Difference T3
(-1.7, 6.6) (-1.7, 6.6) (-1.8, 6.6)
-9.6 -9.6 -9.6
Years
UMOD (-11.2,-8.1) (-11.1,-8.1) (-11.1, -8)
Difference 0.1 0.1 0
Years*UMOD Difference
(-1,1.2) (-1,1.2) (-1.1,1.1)
UMOD -9.9 -9.9 9.7
Years
Difference, (-12.4, -7.3) (-12.4, -7.3) (-12.2,-7.1)
Tertiles Years*UMOD Difference T1

referent




-0.1 -0.1 -04
Years*UMOD Difference T2
(-4, 4) (-4.1, 3.9) (-4.3,3.7)
0.8 0.8 0.7
Years*UMOD Difference T3
(-3.2,4.9) (-3.1,4.9) (-3.2,4.9)

EGF, epidermal growth factor; eGFR, estimated glomerular filtration rate; T, tertile; UMOD, uromodulin."Model 1: Adjusted for urine creatinine concentration, demographic variables
(age, sex, race, ethnicity) and clinical characteristics (BMI, systolic blood pressure, hemoglobin A1c). BModel 2: Model 1 + natural log-transformed UACR at baseline.

EGF and UMOD are log2-transformed and subsequently standardized. The Years effect corresponds to the percent change in eGFR per year at average values of log2 biomarker
change from baseline to 12 months, and the Years*biomarker difference effect corresponds to the yearly percent change in eGFR per one standard deviation change in longitudinal
log2 biomarker change. The Years variable is re-zeroed to 1 year after the baseline visit.



Supplementary Figure S1. Correlations between urine biomarkers, eGFR, and albuminuria at randomization.
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ACR, albumin-to-creatinine ratio; EGF, epidermal growth factor; eGFR, estimated glomerular filtration rate; UMOD, uromodulin.



Supplementary Figure S2. eGFR trajectories by baseline urine biomarker level.
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EGF, epidermal growth factor; eGFR, estimated glomerular filtration rate; UMOD, uromodulin. Spaghetti plots are color coordinated by baseline biomarker level.
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