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Figure S1: Least Squares means plot (Sensitivity analysis (CKD-EPI equation 2009))

Primary outcome - (CKD-EPI equation)
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in place of
hypothesis testing.
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Figure S2: Least Squares means plot (Sensitivity analysis (4-MDRD;g; equation))

Primary outcome - (186 x 4-MDRD equation)
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Note:

o eGFR values after commencing Kidney replacement therapy (i.e. dialysis/transplant) are not

included in the analysis.
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Figure S3: Least Squares means plot (Pattern Mixture Model (PMM) Flat value 5ml/min/1.73m?
imputation - 4-MDRD;75 equation)

PMM Flat value 5 imputation - 175 x 4-MDRD equation
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in place of

hypothesis testing.
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Figure S4: Least Squares means plot (Pattern mixture Model (PMM) Flat value 5ml/min/1.73m?
imputation — CKD-EPI equation 2009)

PMM Flat value 5 imputation — CKD-EPI equation
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in place of

hypothesis testing.
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Figure S5: Least Squares means plot (Pattern Mixture Model (PMM) Flat value 5ml/min/1.73m?
imputation — 4-MDRDgs equation)

PMM Flat value 5 imputation — 186 x 4-MDRD equation
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in place of
hypothesis testing.
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Figure S6: Least Squares means plot (Pattern Mixture Model (PMM) Flat value 7ml/min/1.73m?
imputation - 4-MDRD;5 equation)

PMM Flat value 7 imputation - 175 x 4-MDRD equation
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in
place of hypothesis testing.
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Figure S7: Least Squares means plot (Pattern Mixture Model (PMM) Flat value 7ml/min/1.73m?
imputation — CKD-EPI equation 2009)

PMM Flat value 7 imputation — CKD-EPI equation
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in

place of hypothesis testing.
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Figure S8: Least Squares means plot (Pattern Mixture Model (PMM)L Flat value
7ml/min/1.73m? imputation — 4-MDRD,g equation)

PMM Flat value 7 imputation — 186 x 4-MDRD equation
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in

place of hypothesis testing.
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Figure S9: Least Squares means plot (Pattern Mixture Model (PMM) Last Observation Carried
Forward (LOCF) imputation — 4-MDRD,s equation)

PMM LOCF imputation - 175 x 4-MDRD equation
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in

place of hypothesis testing.
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Figure S10: Least Squares means plot (Pattern mixture model of Last Observation Carried
Forward imputation — CKD-EPI equation 2009)

PMM LOCF imputation — CKD-EPI equation
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in

place of hypothesis testing.
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Figure S11: Least Squares means plot (Pattern mixture model Last Observation Carried
Forward imputation — 4-MDRD g equation)

PMM LOCF imputation — 186 x 4-MDRD equation
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in
place of hypothesis testing.
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Figure S12: Joint model plot of eGFR data (4-MDRD,5 equation)
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*Event=participants that had a Kidney replacement therapy (i.e. dialysis or transplant) or reached ESKD.
Time scale is adjusted by taking away participant’s survival time.
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Figure S13: Least Squares means plot - Joint model (4-MDRD;5 equation)

Joint model (175 x 4-MDRD equation)
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in
place of hypothesis testing.
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Figure S14: Joint model plot of eGFR data (CKD-EPI equation 2009)

Non-Events Events

60
J
60
J

40
40

eGFR
eGFR

o | o | ~
N \ N ~ - R
Sy ~ e
Ty
o
-
S
S
o T T T 1 o T T T 1
-40 -30 -20 -10 0 -40 -30 -20 -10 0
Time before censoring Time before event

*

Event=participants that had a Kidney replacement therapy (i.e. dialysis or transplant) or reached ESKD.
Time scale is adjusted by taking away participant’s survival time.
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Figure S15: Least Squares means plot - Joint model (CKD-EPI equation 2009)

Joint model (CKD-EPI equation)
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in
place of hypothesis testing.
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Figure S16: Joint model plot of eGFR data (4-MDRDg, equation)
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*Event=participants that had a Kidney replacement therapy (i.e. dialysis or transplant) or reached ESKD.
Time scale is adjusted by taking away participant’s survival time.
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Figure S17: Least Squares means plot - Joint model (4-MDRD ;g5 equation)

Joint model (186 x 4-MDRD equation)
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Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in
place of hypothesis testing.
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Table S1: Sensitivity analysis (CKD-EPI equation 2009)

Mixed-effects
Time o _ linear regress_ion
point Summary Statistic STOP Continue Est. Mean Diff
(95% CI)*
P-value
3 N 187 190
months Empirical Mean [SD] 16.9 [6.5] 16.9 [6] -
LS-Mean * [SE] 18.62 £ [0.26] 18.58 £ [0.29]
5 N 166 172
months Empirical Mean [SD] 16.3 [6.5] 16.6 [6.7] -
LS-Mean + [SE] 17.31 +[0.29] 18.02 + [0.33]
9 N 148 157
months Empirical Mean [SD] 16.2 [6.4] 16.7 [6.3] -
LS-Mean + [SE] 16.42 + [0.32] 17.25 + [0.31]
12 N 130 142
months Empirical Mean [SD] 16.1 [6.4] 16.4 [6.7] -
LS-Mean + [SE] 15.78 £ [0.36] 16.44 + [0.36]
15 N 117 122
months Empirical Mean [SD] 15.9 [6.4] 16 [6.3] -
LS-Mean + [SE] 14.89 + [0.37] 15.89 + [0.38]
cGE“ 18 N 100 108
@ months Empirical Mean [SD] 16.3 [6.7] 17.2 [6.2] -
x5 LS-Mean + [SE] 14.56 + [0.43] 15.69 + [0.40]
0 E 21 N 96 99
3 months Empirical Mean [SD] 16.1[6.8] 16.8 [6.3] -
E LS-Mean + [SE] 14.08 £ [0.48] 15.28 £ [0.43]
24 N N 88 95
months Empirical Mean [SD] 15.7 [7.3] 16.3 [5.5] -
LS-Mean + [SE] 13.09 + [0.54] 14.16 + [0.40]
97 B N 78 87
months Empirical Mean [SD] 15.6 [7.1] 15.5 [5.5] -
LS-Mean + [SE] 13.00 £ [0.54] 13.45 £ [0.50]
30 N N 69 80
months Empirical Mean [SD] 15.7 [7.5] 15.7 [7] -
LS-Mean + [SE] 12.36 £ [0.59] 13.42 £+ [0.63]
33 N 59 66
months Empirical Mean [SD] 15.7 [7.9] 15.9 [6.4] -
LS-Mean + [SE] 11.85 + [0.65] 13.05 + [0.55]
36 N N 56 69
months Empirical Mean [SD] 16.4 [8.2] 16.1[7.1]
LS-Mean * [SE] 12.04 + [0.69] 12.79 £ [0.61] -0.75 (-2.53, 1.02)

*Adjusted for minimisation variables (age, eGFR, proteinuria, MAP, diabetes), time-point and treatment by time

interaction. A compound symmetry covariance structure is assumed in the model and robust standard errors

used. Continue group used as reference category in the model and values >0 indicate better outcome for STOP

group. LS-Mean=Least squares mean; SE=Standard Error

Note: eGFR values after commencing Kidney replacement therapy (i.e. dialysis/transplant) are not included in

the analysis. Confidence interval widths have not been adjusted for multiplicity and may not be used in place of

hypothesis testing.
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Table S2: Sensitivity analysis (4-MDRDygs equation)

Mixed-effects linear
Time o _ regression_
point Summary Statistic STOP Continue Est. Mean Diff
(95% CI)*
P-value
3 N 187 190
months Empirical Mean [SD] 16.9 [6.5] 16.9 [6] -
LS-Mean * [SE] 20.02 £ [0.27] | 19.94 +[0.30]
5 N 166 172
months Empirical Mean [SD] 16.3 [6.5] 16.6 [6.7] -
LS-Mean + [SE] 18.68 + [0.30] | 19.38 +[0.35]
9 N 148 157
months Empirical Mean [SD] 16.2 [6.4] 16.7 [6.3] -
LS-Mean + [SE] 17.76 £ [0.33] | 18.61 £ [0.33]
12 N 130 142
months Empirical Mean [SD] 16.1 [6.4] 16.4 [6.7] -
LS-Mean + [SE] 17.13£[0.37] | 17.77 £ [0.38]
15 N 117 122
months Empirical Mean [SD] 15.9[6.4] 16 [6.3] -
LS-Mean + [SE] 16.23 +[0.39] | 17.24 +[0.40]
cGE“ 18 N 100 108
@ months Empirical Mean [SD] 16.3 [6.7] 17.2 [6.2] -
X o LS-Mean + [SE] 15.90 + [0.45] | 17.06 £ [0.42]
0 E 21 N 96 99
3 months Empirical Mean [SD] 16.1[6.8] 16.8 [6.3] -
E LS-Mean + [SE] 15.40 £ [0.50] | 16.65 £ [0.45]
24 N N 88 95
months Empirical Mean [SD] 15.7 [7.3] 16.3 [5.5] -
LS-Mean + [SE] 14.42 +[0.57] | 15.52 +[0.42]
97 B N 78 87
months Empirical Mean [SD] 15.6 [7.1] 15.5 [5.5] -
LS-Mean + [SE] 14.31 £ [0.56] | 14.79 £ [0.52]
30 N N 69 80
months Empirical Mean [SD] 15.7 [7.5] 15.7 [7] -
LS-Mean + [SE] 13.64 £ [0.62] | 14.75 £ [0.66]
33 N 59 66
months Empirical Mean [SD] 15.7 [7.9] 15.9 [6.4] -
LS-Mean + [SE] 13.14 +[0.68] | 14.41 +[0.57]
36 N N 56 69
months Empirical Mean [SD] 16.4 [8.2] 16.1[7.1]
LS-Mean * [SE] 13.35+[0.72] | 14.12 +[0.64] -0.77 (-2.63, 1.10)

*Adjusted for minimisation variables (age, eGFR, proteinuria, MAP, diabetes), time-point and treatment by time

interaction. A compound symmetry covariance structure is assumed in the model and robust standard errors

used. Continue group used as reference category in the model and values >0 indicate better outcome for STOP

group. LS-Mean=Least squares mean; SE=Standard Error

Note: eGFR values after commencing Kidney replacement therapy (i.e. dialysis/transplant) are not included in

the analysis. And Confidence interval widths have not been adjusted for multiplicity and may not be used in

place of hypothesis testing.
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Table S3: Pattern Mixture Model results at 3 years’ time-point

Mixed-effects

Pattern [LEEL7
Mixture EeGF_R Imputation S“mr.”a.ry STOP Continue regression
Model quation Statistic Es_tlmated Mean
Diff (95% CI)*
At 3 years
Flat value 9.38 ¢ 991+ -0.54 (-1.72,
5ml/min [0.43] [0.42] 0.65)
Flat value 10.56 + 10.99 + -0.43 (-1.53,
MBRDwz | 2mi/min (041 | [0.38] 0.66)
12.11 £ 1252 £ -0.41 (-1.45,
LOCF [038] | [0.37] 0.63)
NE Flat value 919+ 9.63 -0.43 (-1.61,
B 5ml/min LS-Mean+ | [043] [0.41] 0.75)
oo Flat value - | 1037 10.70 £ -0.33 (-1.42,
TS CKD-EPI : [SE] at 3
0 £ 7ml/min years [0.41] [0.38] 0.76)
3 LOCE 11.77 £ 12.15+ -0.38 (-1.43,
E [0.39] [0.37] 0.68)
Flat value 9.78 £ 10.37 £ -0.59 (-1.87,
5ml/min [0.47] [0.45] 0.69)
Flat value 10.96 £ 11.44 + -0.48 (-1.67,
MDRDise 7ml/min [0.44] [0.41] 0.70)
12.84 £ 13.28 £ -0.44 (-1.54,
LOCF 041 | [0.39] 0.66)

*Adjusted for minimisation variables (age, eGFR, proteinuria, Mean Arterial Pressure, diabetes),

time-point and treatment by time interaction. A compound symmetry covariance structure is assumed

in the model and robust standard errors used. Continue group used as reference category in the model

and values >0 indicate better outcomes for STOP group.

LOCF=Last observation carried forward; LS-Mean=Least squares mean; SE=Standard Error

Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in

place of hypothesis testing.
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Table S4: Joint Model results at 3 years’ time-point

Joint model
Estimated
Joint Model eGFR Sumr_na_ry STOP | Continue Mean Diff Haza_rd
Equation Statistic Ratio
(95% CD™ | 9505 c1y®
At 3 years
1217+ | 1299+ -0.82 (-2.01, | 1.41(0.93,
MDRD
17 LS-Mean + [0.45] [0.42] 0.37) 2.12)
eGFR .. | CKD-EPI [SE] at 3 1163+ | 1249+ -0.85 (-2.07, | 1.40(0.93,
(mL/min/1.73m") oars [0.46] [0.43] 0.36) 2.10)
MDRD y 1293+ | 1380z -0.87 (-2.13, | 1.41(0.93,
186 [0.48] [0.44] 0.39) 2.12)

*Adjusted for minimisation variables (age, eGFR, proteinuria, Mean Arterial Pressure, diabetes),

time-point and treatment by time interaction. A compound symmetry covariance structure is assumed

in the model and robust standard errors used. Continue group used as reference category in the model

and values >0 indicate better outcomes for STOP group.

$-Adjusted for minimisation variables (age, eGFR, proteinuria, MAP, diabetes).

LOCF=Last observation carried forward; LS-Mean=Least squares mean; SE=Standard Error

Note:

e Confidence interval widths have not been adjusted for multiplicity and may not be used in

place of hypothesis testing.

24 |Page




