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27.3 Randomisation procedures

After all eligibility criteria have been confirmed and informed consent has been received, the
participants can be randomised into the STOP-ACEi trial. Participants will be randomised individually
into the trial in @ one-to one ratio to either continue with their ACEi and/or ARB treatment (control
arm) or to discontinue their ACEi and/or ARB treatment (experimental arm). Randomisation will be
provided by a computer generated programme at the Birmingham Clinical Trials Unit (BCTU), using a
minimisation algorithm to ensure balance between the arms with regard to important clinical

variables. The minimisation variables will be diabetes (Type 1 diabetes, Type 2 diabetes (including
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RAS Inhibitor RAS Inhibitor
Discontinuation Group Continuation Group
Characteristic N=206 N =205
( ) ( )
Demographic
f:ﬁ% Age group
<65 yr 116 (56) 110 (54)
=65 yr 90 (44) 95 (46)
TEBI | Male sex— no. %) 140 (68) 141 (69)
- Race — no. (%)
A E White 171 (83) 180 (88)
Black 16 (8) 7 (3)
Asian 14 (7) 16 (8)
Other 5 (2) 2 (1)
Medical history
ﬂ;@g}*__,j:" Smoking status — no. (%)
Never smoked 86 (42) 100 (49)
Ex-smoker 97 (47) 80 (39)
Current smoker 23 (11) 23 (11)
Missing data 0 2 (1)
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Characteristic

Diabetes — no. (%)
Yes
Type 1
Type 2
No

Source of chronic kidney disease
—no. (%)

Glomerulonephritis: primary, second-
ary, or multisystem

Tubulointerstitial disease

Hereditary including ADPKD

Renal vascular disease or hypertension
Diabetic nephropathy

Other cause

Unknown

Blood pressure — mm Hg
Median systolic (IQR)

Median diastolic (IQR)

Mean arterial pressure — mm Hg
Median (IQR) — mm Hg
Distribution — no. (%)

<100 — mm Hg
=100 — mm Hg

RAS Inhibitor
Discontinuation Group
(N=206)

9 (4)
66 (32)
131 (64)

136 (129 to 147)
77 (70 to 82)

97 (91 to 102)

132 (64)
74 (36)

RAS Inhibitor
Continuation Group
(N=205)

11 (5)
67 (33)
127 (62)

31 (15)

3 (1)
39 (19)
36 (18)
44 (21)
30 (15)
34 (17)

138 (126 to 147)
77 (70 to 82)

97 (92 to 103)

129 (63)
76 (37)
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Characteristic

Laboratory values

Median hemoglobin (IQR) — g/dI

Median serum creatinine (IQR) — mg/dl

Estimated glomerular filtration rate
Median (IQR) — ml/min/1.73 m?
Distribution — no. (%)

<15 ml/min/1.73 m?
>15 ml/min/1.73 m?

Median rate of decrease over 24 mo
(IQR) — ml/min/yr

Median potassium (IQR) — mmol/liter
Protein:creatinine ratiof
Median (IQR)
Distribution — no. of patients (%)
<885
=885

RAS Inhibitor
Discontinuation Group
(N=206)

11.6 (10.8 to 12.7)
3.4 (2.7t0 4.2)

18 (14 to 22)
58 (28)

148 (72)
4.8 (-7.6t0-3.3)

5 (4.6 to 5.4)

960 (230 to 2089)

97 (47)
109 (53)

RAS Inhibitor
Continuation Group
(N=205)

11.5 (10.7 to 12.4)
3.4 (2.7 t0 4.2)

18 (14 to 21)
60 (29)

145 (71)
~4.7 (-7.3 to -3.5)

5 (4.6 to 5.4)

1035 (265 to 2230)

98 (48)
107 (52)
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Cardiovascular events at baseline STOP Continue Total
(N=206) (N=203)* (N=409)*
Ever had a major cardiovascular event
Hospitalization for heart failure 1 (<1%) 5 (2%) 6 (1.5%)
Myocardial Infarction (ST Elevation) 11 (5%) 9 (4%) 20 (5%)
Myocardial Infarction (Non ST Elevation) 8 (4%) 8 (4%) 16 (4%)
Stroke 10 (5%) 16 (8%) 26 (6%)
Heart failure at baseline 7(3%) 8 (4%) 15 (4%)
Other cardiovascular disease or event (previous or current)
Angina 9 (4%) 17 (8%) 26 (6%)
Coronary Intervention (angioplasty) 10 (5%) 12 (6%) 22 (5%)
Coronary Intervention (Coronary artery bypass) 6 (3%) 8 (4%) 14 (3%)
Carotid intervention 2 (1%) 2 (1%) 4 (1%)
Hypertension 147 (71%) 147 (72%) 294 (72%)
Atrial fibrillation / flutter 9 (4%) 9 (4%) 18 (4%)
Venous thromboembolism 6 (3%) 1 (<1%) 7 (2%)
Peripheral vascular disease 11 (5%) 10 (5%) 21 (5%)
Other cardiovascular condition 20 (10%) 18 (9%) 38 (9%)

*Two participants dropped out from the study before completing the baseline assessment
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Analyses were based on the intention-to-treat principle and were adjusted for the

minimization variables and baseline values (where available). The intention-to-treat

population included all the patients who had undergone randomization, regardless
of what treatment (if any) they had received. All available data for patients who had
been lost to follow-up, had withdrawn from the trial, or had died before trial

completion were included in the analysis. The statistical analysis plan did not
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17,290 Patients from databases
were assessed for eligibility

Y

16,080 Were not eligible

1210 (7%) Were potentially eligible
and were approached

Y

799 Were excluded
121 (10%) Were not interested in
research or did not want to
stop ACE inhibitor
133 (11%) Did not give reason
545 (45%) Had other reason

411 (349%) Underwent randomization

I
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411 (34%) Underwent randomization

|

206 ADRASFRE 205 AHRASEEE

\

206 Were assigned to discontinue
RAS inhibitors

Y

ik (CE DA

2 Discontinued trial
R 1 Was lost to follow-up
1 Was withdrawn

205 Were assigned to continue
RAS inhibitors

P F(CEI DT

Y |

206 Underwent eGFR evaluation
at baseline

203 Underwent eGFR evaluation
at baseline

41 Discontinued trial 38 Discontinued trial
17 Died 22 Died
4 Were lost to follow-up 6 Were lost to follow-up
20 Were withdrawn 10 Were withdrawn

1) L |

155 ADF7—5H

=Tonic

165 Were expected to undergo eGFR
evaluation at 36 mo
161 (98%) Completed 36-mo
follow-up, with eGFR data
included for 155 (94%)

165 Were expected to undergo eGFR
evaluation at 36 mo
164 (99%) Completed 36-mo
follow-up, with eGFR data
included for 163 (99%)

163 ADFT—FH
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A Primary Outcome

[17.9

HEEEY 13.3+0.6m1/53/1.73m?2
NFEF 12.6+£0.7ml/5/1.73m?2

GFR (ml/minf1.73 m?)
N

Least-Squares Mean Estimated

Baseline empirical mean value

I | I | I | I I | I | I
0 3 6 9 12 15 18 21 24 27 30 33 36
Months

=>8BR=EL (95%CI -2.5~1.0, P=0.42)
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eGFR

B Subgroup Analysis of the Primary Outcome at Yr 3

Discontinuation  Continuation
Subgroup Group Group
no. of patients

Diabetes

Type 1 9 11

Type 2 66 67

None 131 127
Mean arterial pressure

<100 mm Hg 132 129

=100 mm Hg 74 76
Age

<65 yr 116 110

=65 yr 90 95
Protein:creatinine ratio

<885 97 98

=885 109 107
Estimated GFR

<15 ml/min/1.73 m? 58 60

=15 ml/min/1.73 m? 148 145

Mean Difference in Estimated GFR at 3 Yr

(95% Cl)

——

———

0.0

_—

-

-

Continuation Better

-

2.89 (-1.22 to 6.99)
~0.24 (-3.33 to 2.84)
~1.36 (-3.57 to 0.84)

-0.61 (-2.65 to 1.43)
-0.82 (-4.30 to 2.65)

-0.32 (-2.92 to 2.28)
-0.32 (-2.72 to 2.09)

~1.12 (-3.41 to 1.16)
0.14 (-2.37 to 2.65)

-0.51 (-3.92 to 2.91)
-0.62 (-2.52 to 1.27)

Discontinuation Better

=>HI0)— T (CKDERDODES

73 L
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Outcomes

Primary outcome
Estimated glomerular filtration rate at 3 yr — ml/min/1.732:
Sensitivity analyses at 3 yr
According to equation used
CKD-EPI creatinine
MDRD186

According to pattern-mixture models with use of MDRD175
equation¥

Flat value 5 imputation for MNAR
Flat value 7 imputation for MNAR
LOCF imputation for MNAR
According to joint model with use of MDRD175

=GR CERFE

Discontinuation

Group

12.6+0.7

12.0+0.7
13.4+0.7

9.4+0.4
10.6+0.4
12.1+0.4
12.2+0.4

UTSRIEELASN TDeGFREHR

Continuation

X
Il_J\

Group

13.3+0.6

12.8+0.6
14.1+0.6

9.9+0.4
11.0+0.4
12.5+0.4
13.0+0.4

=(FIr U

Treatment Effect
(95% CI)

0.7 (-2.5 to 1.0)

0.8 (-2.5 to 1.0)
0.8 (-2.6 to 1.1)

0.5 (-1.7t0 0.7)
0.4 (1.5 t0 0.7)
0.4 (-1.5 to 0.6)
~0.8 (-2.0 to 0.4)
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Outcomes

Secondary clinical outcomes

ESKD or renal-replacement therapy — no./total no. (%)

— no./total no. (%)
Death — no./total no. (%)

Patients — no./total no. (%)

Blood pressure at 3 yr — mm Hg

Distance on 6-minute walk test at 3 yr — m

M EFfE Cal R HmIE

ESKD or
BSNRNEEE
PR
— Hospitalization
AbBx
No. of events
mH=E
Systolic
Diastolic
6 I EIE T
@r

([CH LT

Renal-replacement therapy (including patients with ESKD) or >50%
decrease in estimated glomerular filtration rate

5

Discontinuation

Xz
[—|

J

(A3

\

Group

128/206 (62)
140/206 (68)

20/206 (10)

135/206 (66)
414

140+2

76+1
394+19

=& U

Continuation
Group

115/205 (56)
127/202 (63)

22/205 (11)

147/205 (72)
413

140+2
76+l
41249

Treatment Effect
(95% CI)f

1.28 (0.99 to 1.65)|
1.07 (0.94 to 1.22)%*

0.85 (0.46 to 1.57)|

0 (-4 to 5)
0 (-2 to 3)
~18 (57 to 22)
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Discontinuation Continuation Treatment Effect
Outcomes Group Group (95% CI)y
Adverse events
%—'—:E_Eg‘:( Serious adverse events
Patients — no./total no. (%) 107/206 (52) 101/205 (49) =
No. of events 237 253 —
’l’/\\/ I\ No. of cardiovascular events 108 88 —
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