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ABBREVIATIONS AND ACRONYMS FOR SUPPLEMENTAL TABLES

A Change KDOQI Kidney Disease Outcomes Quality Initiative
l Decrease kg Kilogram

1 Increase L Liter

ACEI Angiotensin-converting enzyme inhibitors LOCF Last observation carried forward
ACR Albumin-creatinine ratio LV Left ventricular

ARB Angiotensin receptor blockers u Micro-

B Beta MAP Mean arterial pressure

BMI Body mass index mg Milligram

BP Blood pressure MI Myocardial infarction

CAD Coronary artery disease min Minute

CCB Calcium channel blockers mL Milliliter

CHD Coronary heart disease mmHg Millimeters of Mercury

CHF Chronic heart failure mmol Millimole

Cl Confidence interval mo Month

CKD Chronic kidney disease mol Mole

CrCl Creatinine clearance nd Not documented

Ccv Cardiovascular NS Not significant

CVA Cerebrovascular accident NNT Number needed to treat

d day OR Odds ratio

DBP Diastolic blood pressure PCR Protein-creatinine ratio

dL Deciliter PKD Polycystic kidney disease

DM Diabetes mellitus pts Patients

DRI Direct rennin inhibitor RCT Randomized controlled trial
eCrCl Estimated creatinine clearance RR Relative risk

eGFR Estimated glomerular filtration rate RRT Renal replacement therapy
ERT Evidence review team SBP Systolic blood pressure

ESRD End stage renal disease Scr Serum creatinine

ESRF End stage renal failure SD Standard deviation

EU European union UACR Urinary albumin-creatinine ratio
g Gram UAE Urinary albumin excretion
GFR Glomerular filtration rate UAER Urinary albumin excretion rate
h Hour UK United Kingdom

HDL High-density lipoprotein UPCR Urinary protein-creatinine ratio
HR Hazards ratio UPE Urinary protein excretion

HTN Hypertension us United States

IQR Interquartile range y year




Supplemental Table 1. General population RCTs comparing BP targets in CKD subgroups

Description No analyzed / Enrolled Blood pressure Results
Study Duration . . Baseli Achieved
Baseline Baseline aseline chieve Events (% P
Outcome CZ:;]{ (T?z::;r::t) Intervention  Control Intervention  Control ~ GFRorSc  Proteinuria ~ SBP/DBP SBP/DBP Intervenﬁi;)n RR/?RIHR value
Ty Intervention  Intervention [Control] (95% ClI)
(Control) (Control)
Mortality
Active
treatment
Allcause Pahor 1998 5y [BP target: F[’Eg%b;’ 216 177 Scé 11;%4 Ny 172077 14070 T(1T%)  HR1AE o
mortality us[72] (5y) SBP<160 or (216) (177 ' (172/77) (154/75) [26 (15%)]  (0.72; 1.95)
target] pmol/L
<20 mm Hg
reduction]
CV Events
36 (17%) HR 0.59
Any CV event W7 (7% (038,001 ™
"""""""""""""""""""""""""""""""""""""" Active
treatment
Stoke Pahor 1998 5y [BP target: Tﬁg%b; 216 177 30511;%4' y 172177 14070 M%) HROSI
us[72] (5y) SBP<160 or (216) (177) : (172/77) (154/75) [22 (12%)]  (0.26; 1.00)
target] umol/L
<20 mm Hg
__________________________________________________________________ reduction]
Any coronary 16 (7%) HR 0.62 NS
event [21 (12%)] (0.32;1.19)

' Primary outcome



Supplemental Table 2. Evidence profile of RCTs examining the effect of blood pressure target in patients with CKD without DM

Directness of the

Summary of findings

# of studies Methodological Consi . 0
Outcome and Total N quality of studies onsistency evidence Other Quality of evidence for  Qualitative and quantitative description of  Importance
. (Treatment) across studies  generalizability/  considerations Yy q P P
study design per outcome . outcome effect of outcome
applicability
Composite 2RCTs I No important .
kidney [17in 1 RCT] (19973243 No I|n(1(|)t)a fions inconsistencies? Dl(roe)ct N(c:)r;e High No difference? Critical
outcomes (High) (0)
N No important . -
. 3RCTs 1929 Some limitations . . . Direct Imprecision - . "
Mortalit ) inconsistencies Low Insufficient evidence Critical
y (High) (980) (-1) 0) 0 (-1)
- No important . -
. 2RCTs 1429 No limitations . . . Direct Imprecision - . ”
CV mortalit ) inconsistencies Moderate Insufficient evidence Critical
d (High) (708) ) 0 ) 1)
1RCT 1094 No limitations Direct Sparse - . -
CV events . NA Moderate Insufficient evidence Critical
(High) (540) ) () (-1)
N No important .
2RCTs 1927 Some limitations* . . Direct None . ) ”
ESRD ) inconsistencies® Moderate Possible benefit for lower target Critical
(High) (980) ) 0 ) ) ?
Kidney
function O0RCT - - - - - High
(categorical)
AKidney 3RCTs A No important Uncertainty about
function [1°in 1 RCT] (18637; No I|r(rg;at|on inconsistencies directness N(%r;e Moderate No difference® Moderate
(continuous) (High) (0) (1)
Proteinuria .
(categorical) ORCT ) - - ) - High
A s Uncertainty about
Proteinuria 1RCT 754 No limitations . Sparse ,
(continuous) (High) (380) (0) NA d|re(c-:t1n)ess (1) Low Benefit for low target Moderate
1094 Hyperkalemia: 0% for low BP target and 1%
Adverse events 1RCT (540) for usual BP target (from 1 RCT) Moderate
Total 3RCTs (ﬁig)

Balance of potential benefits and harms
Possible benefit from lower target for kidney outcomes
Possibly greater benefit from lower target for kidney outcomes in higher proteinuria subgroups

Insufficient evidence for CV outcomes

Quality of overall evidence
Moderate for kidney outcomes
Moderate for CV outcomes

2 Trial period results were not significant. Follow up of AASK was not significant. Follow-up of MDRD showed benefit of lower target.
3 Possible benefit for individuals with proteinuria (UPCR >0.22g/g) in AASK Follow up
4 MDRD follow-up study was considered to be “fair” quality
5 Trial period results were not significant. Long-term follow-up of MDRD showed benefit of lower target.
6 Benefit for proteinuria subgroups in MDRD Study 1 and 2.



Supplemental Table 3. RCTs examining the effect of blood pressure targets in patients with CKD without DM [categorical outcomes]’

Description No analyzed / Enrolled Blood pressure Results
Study Duration ™ Baseline ; Baseline Ach|eved """" Events T
Outcome Year Outcome GFR or Baseline 0 Quality
Intervention Control Intervention  Control Proteinuria ~SBP/DBP SBP/DBP No (%) RRIORHR  value
Country (Treatment) Ser Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
Composite kidney outcomes
1GFR 50%
or25 .
. Risk
mL/min/ )
173 m2, nd PUet NS Good
ESRD or (22 ) "
death during '
the trial
LGFR 50%
or25 380 374 Risk
mL/min/ (540) (554) reduction
1.73 m2or Mean nd 29 NS Good
ESRD AASK 2002 )
duringthe 2006 20108 4y oL L L GFR40 Male 152/96 128178 (-31; 20)°
tial US[11:70:99 (4y) [Target MAP  [Target MAP mL/min/1. 0.61g/24h (149/95) (141/85)
] e 92] 102-107] 73 m? Female Risk
ESRD or 0.36 g/24h reduction
death during nd 12% NS Good
the trial (-13: 32)"
First CV
hospitalizati
onand
death during 540 554 71 (13%) HR 0.842 NS Fair'3
the trial (540) (554) [78 (14%))] (0.61; 1.16)
[from post-
trial follow
up]

7 Shaded studies were included in previous KDOQI guideline
8 Study only included African American patients

9 Adjusted

10 Adjusted

" Adjusted

12 Adjusted

18 From post-trial follow-up data



Outcome

Study
Year
Country

Duration
Outcome
(Treatment)

First CV

hospitalizati
on or ESRD
during the
trial [from
post-trial
follow up
Doubling of
Scr, ESRD,
or death
both phases
[from post-
trial follow
_uwp]
Doubling of
Scror ESRD
during both
phases
[from post-
trial follow
up
ESRD or
death during
both phases
[from post-
trial follow
up
Doubling of
Scr, ESRD,
or death in
UPCR =0.22
[from post-
trial follow

up]

Description

Intervention

Control

No analyzed / Enrolled

Intervention

Control

Range
8.8-12.2y

Low BP
Targetin
trial, then BP
<130/80

Usual BP

Targetin

trial, then
BP<130/80

Baseline
GFR or
SCr

Baseline
Proteinuria

Blood pressure

Baseline
SBP/DBP
Intervention
(Control)

Achieved
SBP/DBP
Intervention
(Control)

Events
No (%)
Intervention
[Control]

RRIOR/HR
(95% Cl)

value

Quality

eGFR 48

mL/min/1.

73m2

Median
UPCR 0.08

357
(540)

376
(554)

eGFR 52

mL/min/1.

73 m?

Median
UPCR 0.04

143 (26%)
[159 (29%)]

282 (52%)
[285 (51%)]

HR 0.911%
(0.72; 1.15)

NS

HR 0.91
(0.77; 1.08)

NS

131/78

213 (39%)
[209 (38%)]

HR 0.95
(0.78; 1.15)

NS

(134/78)

238 (44%)
[256 (46%)]

HR 0.85
(0.71; 1.02)

NS
(0.08)

145 (41%)
[135 (36%)]

HR 1.18
(0.93; 1.50)

NS

Fair'5

Fair16

Fair?

Fair'8

Fair'd

14 Adjusted

15 From post-trial follow up data
16 From post-trial follow up data
7 From post-trial follow up data
'8 From post-trial follow up data
'8 From post-trial follow up data



Study Duration
Outcome Year Outcome
Country (Treatment)

Doubling of
Scror ESRD
in UPCR
<0.22 [from
post-trial
follow up
ESRD or
death in
UPCR <0.22
[from post-
trial follow
up

Doubling of
Scr, ESRD,
or death in
UPCR >0.22
[from post-
trial follow
up

Doubling of
Scror ESRD
in UPCR
>0.22 [from
post-trial
follow up
ESRD, or
deathin
UPCR >0.22
[from post-
trial follow

up]

Description No analyzed / Enrolled Blood pressure Results
'''''''''''''''''''''''''''''''''''''' Baseline .
Baseline Events P )
GFRor - 0 Quality
; ; Proteinuria No (%) RRIORHR  valye
Intervention Control Intervention  Control Scr Intervention (95% CI)
[Control]
98(27%)  HR1.39 -
B3(22%) (104 187) 093 Far
119(33%)  HR1.12 »
[112(30%)]  (087:145) o Far
136(75%)  HRO.73 .
(149 (85%)  (0.58;093 001 fFar
eGFR 41 .
181 176 . Median
mL/min/1. 114(63%)  HRO.76 .
(540) (554) S UPCR0.58 (20000 (05600 0% Far
118(65%)  HRO0.67 .
[143(81%) (052087 0002 Far

20 From post-trial follow up data
21 From post-trial follow up data
22 From post-trial follow up data
23 From post-trial follow up data
24 From post-trial follow-up data



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . line Baseline Achieved Events P )
Outcome Year Qutcome Intervention Control Intervention  Control O RO Proteinuria _SBPIDBP SBP/DBP No (%) RRIORMR  yalye 21
Country (Treatment) Scr Intervention  Intervention  Intervention (95% Cl)
(Control) (Control) [Control]
SIDIED) Lower BP Usual BP Sr;]cg;/?jl? i £
ESRD or Study 2 3y 132 123 133/81 [126/77127 _ RR 0.85
death 1994 2y) T 5]252 S Hs}z‘f (132) (2 ~ ORI 089 (133582)  (MAP 94 (060,122 M Good
1995[46:79] 9 g = [134/81])
i 28 29
Kidney 312 (12%) HROTT® ) 0os Fair
failure or all- 312 (76%) (0.65; 0.91)
cause
mortality 4y
. nd nd
during the (2y) HR 0.7730 -
tial [from LowerBP  Usual BP Mt g51qq) NS Fal
post-trial [Target MAP  [Target MAP GFR 33
folowup] e B <02 <107 mUmint. 03998 (0 A5
Kidney (<125/75) or  (<140/90) or 73 m?
failure or all- <98] <113]
Ca”;el.t 6y 432 408 3M2(72%2  HROIT® o e
mortality 0 . . air
from post- 2vy) (432) (408) [312 (76%)]  (0.65;0.91)
trial follow
up]
Mortality
AASK LowerBP  Usual BP GFR 46 Male
0,
ﬂgﬁiﬁff 2002% (2 5) [TargetMAP  [Target MAP (53328) (ggj) mLimin/1. oFegr?]gzlgh (]%gg) (]fﬁgg) ééﬁ nd NS Good
US[99] 92] 102-107] 8m e g

2 For patients 261 v, target was <98 mmHg
% For patients 261 v, target was <113 mmHg

27 The actual mean follow-up systolic and diastolic BP in the usual group were 132.7/80.2 mmHg and in the low BP group were 125.6/76.7 mmHg (Tom Greene, PhD, personal communication, October 2009)

28 Primary outcome

2 Adjusted

30 Adjusted

31 From post-trial follow up data

32 Primary outcome

33 Adjusted

3 From post-trial follow up data

35 Study only included African American patients



Description No analyzed / Enrolled Blood pressure Results
Outcome SYt::ry gtl:tr:ct::l: B(?:I:":: Baseline paseline aehieved Events P Qualit
Count Treatment) Intervention Control Intervention  Control S Proteinuria ~ SBP/DBP SBP/DBP No (%) RRIORHR  value d
ountry (Treatment) Cr Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
Lower BP Usual BP
Dealh Ifom  ypRD 2005 6y Marge MAP [Targel AP 43; w08 SRS 130/80 126177 10% | o ra
post-inia US[86] 2y) (432) (40g) MmNt 79 (131/80) (134/81) [6%] n n ar
follow up] (<125/75) or  (<140/90) or 73 m?
<98 <113]
Scr2.7
REIN 2 Median19  Conventiona  Intensified pmol/L 0 38
Death 2005 mo |BP BP (]gg) (123) GFR34  UPE 2.9 g/d (B?;gj) (123%) [g %;l (5551, g% y Fair
Italy[85] (36y) [DBP <90] [<130/80] mL/min/1. o
73 m?
CV mortality
. 6y 380 374 Male 1%
Cvmorelly MO AN e e (540 54 RS osigaan 15206 1me (1% o NS Good
2006%° [Target MAP  [Target MAP mL/min/1
CV death US[70:99] 4y 92] 102-107] 540 554 73 m2 ' Female (149/95) (141/85) 16 (3%) HR 0.9840 NS Good
' 4y) (540) (554) 0.36 g/24h [15(3%)]  (0.48;2.01)
SCr 2.7
REIN 2 Median 19 Conventiona  Intensified gmol/L 0 "
CVmortality 2005 mo | BP BP (]gg) (]gg) GFR34  UPE29g/d (13%2) (13352(2)) [] g 02;] (oRoRs-Oigsgm) nd Fair
Italy[85] (36 y) [DBP<90]  [<130/80] mL/min/1. o
73 m?
CV events
CV events 380 374 2% nd NS Good
(composite) (540) (554) [3%]
Male 108 (20%) HR 1.064
CV events AASK22002 4y Lower BP Usual BP GFR.46 0.61g/24h 152/96 128/78 [94 (17%)] (0.76: 1.49) NS Good
o 2006* [Target MAP  [Target MAP mL/min/1. o i
Stroke US[70.99] @y) 92 102.407] 540 554 73 m2 Female (149/95) (141/85) 26 (5%) RR0.92 o Good
events ' (540) (554) 0.36 g/24h [29(5%)]  (0.55;1.54)
27 (5%) RR 1.20%
CHF events [23 (4%)] (0.70; 2.07) nd Good

% Noted as statistically significant in letter to Annals by Good, 2005
37 From post-trial follow up data

38 Calculated by ERT

39 Study only included African American patients

40 Adjusted

41 Calculated by ERT

42 Study only included African American patients

43 Adjusted

4 Calculated by ERT

45 Calculated by ERT



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . line Baseline Achieved Events P )
Outcome Year Qutcome Intervention Control Intervention  Control O RO Proteinuria _SBPIDBP SBP/DBP No (%) RRIORMR  yalye 21
Country (Treatment) Scr Intervention  Intervention  Intervention (95% Cl)
(Control) (Control) [Control]
19 (4%) RR 0.85%
CAD events [23 (4%)] (0.47: 1.54) nd Good
ESRD
Male Risk
AASK Lower BP Usual BP GFR 46 )
ESRD . 200247 4y [Target MAP  [Target MAP 380 374 mL/min/1. 0.61g/24h 152/96 128/78 nd redug:tlon NS Good
duing trial {00 (4y) 0] 102407 (540) (554) 23 Female (149/95) (141/85) 6%
0.36 g/24h (-29; 31)8
ESRD
during the
. 4y Low BP Usual BP HR 0.76 ‘49
tral [from @y) [Target MAP  [Target MAP nd nd GFR 33 1270l g5y 1qg NS Far
post-trial MDRD 2005 <92 <107 mL/min/1 039 g/d 130/80 126/77
% US[86] (<125/75) o (<140/90) or 73 m2 (131/80) (134/81)
postrial 6y <98] <113] 432 408 268 (62%)  HRO6BY oo L
0, . .
folow up] 2y) (432) (408) [286 (70%)]  (0.57;0.82)
SCr 2.7
pmol/L 0
168 167 34 (20%) RR 0.8952
ESRD (169) (169) mﬁmm UPE29g/d 38(23%) (059134  No  Good
73 m?
. SCr 27
ESRD in pts . . .
with REIN 2 Median 19 Conventiona Intensified 106 109 pmol/L 136/84 134/82 HR 0.94 .
proteinuria 2009 mo | BP BP (169) (t6g) ~ OFR36 UPE18gMd a7 (13080) - (045196 NS Far
ltaly[85] (36 mo) [DBP<90]  [<130/80] mL/min/1. A9 1.
<3g/24h 73 m2
ESRD in pts ﬁr%'ozvz
with 62 58 HR 0.92 .
proteinuria (169) (169) m(ifnﬁi 5/11 UPE49g/d - 045181) NS Fair
>39/24h 73 2
46 Calculated by ERT

47 Study only included African American patients

48 Adjusted

49 From post-trial follow-up data

% Adjusted

51 From post-trial follow-up data
52 Calculated by ERT



Supplemental Table 4. RCTs examining the effect of blood pressure targets in patients with CKD without DM [continuous outcomes] 5

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline : Baseline Achieved i
Outcome Year Outcome GFRor  Caseline Baseline A P Quality
(Units) : : Proteinuria ~ SBP/DBP SBP/DBP : : value
Count (Treatment)  Intervention Control Intervention  Control Sc . . Intervention  Intervention
Ty r Intervention  Intervention
(Control) [Control]

(Control) (Control)
Kidney function
Acute slope: Mean
AGFRin difference
first 3 mo, (lower vs. <0.001 Good
mL/min/1.73 usual)
m2ly -1.82
Chronic
slope: Male
AGFRafter  AASK 4y LowerBP  Usual BP 380 g OPREE - ogigan 15296 128178 46% 211 NS Good
first 3 mo, 200254 (4y) [Target MAP  [Target MAP (540) (554) mL/min/1. Female (149/95) (141/85) (45) (-2.32)
mL/min/1.73  US[99] y 92] 102-107] 73 m? 0.36 o/
mely .36 g/24h
Total
slope®®:
AGFR over -2.21
4y, (-1.95) NS Good
mL/min/1.73
m2ly
Acute slope,
|GFRin
patients with ~ MDRD Low BP Usual BP ?r?é/fjl(_) MAP 90
GFR 25-55 Study 1 4 mo 285 300 132/81 [126/77]%° 38 -3.4
mUmin/1.73 1994 1995 2y) AP <92 [MAP <107 (285) (a00) ~ CFR38  Adgkgd  yaom0y  mAP 9 (39) (1.9) LU
ey US[46:79] mmHg] mmHg] mL/m|n2/1. [134/81])
mL/min/4 G
mo

53 Shaded studies were included in previous KDOQI guideline
54 Study only included African American patients
% Primary outcome

% The results of the blood pressure comparison differed significantly depending on the level of baseline proteinuria for the acute slope (P=0.008) and total slopes (P=0.004) but not for the chronic slope (P=0.16).

57 For patients =61, target was <98 mmHg
% For patients =61, target was <113 mmHg

% The actual mean follow-up systolic and diastolic BP in the usual group were 132.7/80.2 mmHg and in the low BP group were 125.6/76.7 mmHg (Tom Greene, PhD, personal communication, October 2009)



Outcome
(Units)

Chronic
slope, |GFR
in patients
with GFR
25-55
mL/min/1.73
m2,
mL/minfy
Total slope,
|GFRin
patients with
GFR 25-55
mL/min/1.73
m?,
mL/min/3y
Total slope,
|GFRin
subgroup of
patients with
GFR 25-55
and
proteinuria
>0.25 g/d
Total slope,
|GFRin
patients with
GFR 13-24
mL/min/1.73
m2,
mL/minfy
Total slope,
IGFRin
subgroup of
patients with
GFR 13-24
and
proteinuria
>1 g/d

Study
Year
Country

Duration
Outcome
(Treatment)

Description

No analyzed / Enrolled

Intervention Control

Intervention Control

4 mo-3y
2y)

MDRD

Study 2 3y
1994 1995
US[46;79]

nd nd

132 123
(123)

nd nd

Blood pressure

Results

Baseline
GFRor
SCr

Baseline
Proteinuria

Achieved
SBP/DBP
Intervention
(Control)

Baseline
SBP/DBP
Intervention
(Control)

Baseline A
Intervention  Intervention
(Control) [Control]

value

Quality

nd nd

SCr 20
mg/dL
GFR 19
mL/min/1.
73 m?

0.89 gkd/d

nd nd

-10.7
(-12.3)

nd nd

Benefit of
lower BP

MAP 90
[126/77]¢"
(MAP 94
[134/81))

133/81
(133/82)

19 3.7
(19) (-4.2)

nd nd

Benefit of
lower BP

0.006

NS

0.0260

NS

0.0162

Good

Good

Fair

Good

Fair

60 By interaction analysis

61 The actual mean follow-up systolic and diastolic BP in the usual group were 132.7/80.2 mmHg and in the low BP group were 125.6/76.7 mmHg (Tom Greene, PhD, personal communication, October 2009)

62 By interaction analysis



Description No analyzed / Enrolled Blood pressure Results

Study Duration Baseline ; Baseline Achieved ]
Outcome Baseline P .
(Units) Year Outcome ] ) GFRor o einuria  SBP/DBP SBP/DBP Baseline A value ~ Quality

Country (Treatment) Intervention Control Intervention  Control Scr Intervention _ Intervention Intervention  Intervention

(Control) (Control) (Control) [Control]
Median rate 00230((I)($R
of |GFR, 34 0.56) NS Good
mL/min/1.73 Scr 2.7 (36) [0.22 (IGR
méfmo 168 167 pmollL 0.06; 0.55)]
: (169) (169) GFR34  UPE29g/d : 025 -
Median rate mL/min/1. 0 0'001_
of |CrCl, 73 m? 39 0 75) ’ NS Good
mL/min/1.73 (39) [0 26 (0.03;
m2/mo '0 53)'1 '
Rate of . . o
IGFRinpts  REIN 2 2005 Medr;a(:‘ 19 C°”‘|’eB”Ff'°”a '”teg;'f'ed Ser2.7 137/84 130/80 021 (00
with Italy[85] umol/L (136/84) (134/82) : o
- (36y) [DBP <90] [<130/80] 106 109 36 0.40) .
proteinuria GFR 36 UPE 1.8 g/d . NS Fair
<3q/24h (169) (169) mL/min/A. (33) [0.18 (0.03;
g/esn, 0.49)]

mL/min/1.73 73 m?
m2/mo
Rate of
|GFRIin pts Scr2.7 0.39 (0.03;
i 62 B ERN UPE4sgl 31 0%) Fai
proteinuria 949 . air
>3g/24h, (62) 58 Lmin/. (42) [0'5;10(50)']16'
mL/min/1.73 73 m? '
m23/mo
Proteinuria
%AProteinur Male Male 0.61;
ia AASK Lower BP Usual BP GFR 46 Female 0.36 o
(geometric 200283 (j y) [Target MAP  [Target MAP (gig) (ggj) mL/min/1. Fg‘rg;?f;' 26 (1‘515;32) (1421?;;2) (Male 0.61; (:770/6 ) <0.001 Good
mean US[99] y 92] 102-107] 73 m? 1 4h' Female °
UPCR) 9 0.46)

63 Study only included African American patients



Supplemental Table 5. General population RCTs comparing ARB vs. CCB in CKD subgroups with and without DM

Description No analyzed / Enrolled Blood pressure Results
Stud Duration . , Baseline i
Outcome Yeary Outcome Baseline  Baseline  sgpppp AT Eyents (%) P
i ; GFRor S¢r  Proteinuria i SBP/DBP ; RR/OR/HR value
Country (Treatment)  Intervention Control Intervention  Control r Interventio Intervention Intervention (95% Cl)
[Control]
Control)
(Control) (
Mortality
Sudden death g(ﬁ)SQE-J 3y Candesartan ~ Amlodipine 1376 1344 nd nd 163/92 136777 8 (1%) RR 0.65% NS
Japan[87] (3y) (1376) (1344) (163/92) (135/77) [12 (1%)] (0.27; 1.59)
CV Events
Cerebrovascul 44 (3%) RR 1.07%6 NS
ar events%® [40 (3%)]
1376 1344 99 (7%)
CVevents (1376)  (1344) [102 (8%)] NS
Cardiac 30 (2%) NS
events®’ ) [32 (2%)]
Cerebrovascul
ar events® in 32 (3%) RR 1.0970 NS
patients with [29 (3%)] (0.66; 1.79)
CKD Stage 3 CASE-J
- 3 y . 163/92 136/77 ........................................................
Sﬁ.ixfs”ﬁf.t'ﬁ igg:n[sn 3Y) Candesarten - Amlodipne 1140 1125 " nd (163/92) (135/77) 72 (6%) RR 1.007" NS
0, .
CKD Stage 3 (1140) (1125) [71(6%)] (0.73; 1.37) 7
Cardiac
events’in 26 (2%) RR0.957 NS
patients with [27 (2%)] (0.56; 1.62)
CKDStaged
Cerebrovascul
ar events™ in 64 61 1(2%) RR 0.247% NS
ge;(tigrgs with4 (64) (61) [4 (7%)] (0.03; 2.07)
taged
64 Calculated by ERT
8 New occurrence or reoccurrence of a stroke or transient ischemic attack
8 Calculated by ERT
67 New occurrence, aggravation, or reaccurrence of heart failure, angina pectoris, or acute Ml
8 Calculated by ERT
89 New occurrence or reoccurrence of a stroke or transient ischemic attack
70 Calculated by ERT

 Calculated by ERT

2 New occurrence, aggravation, or reoccurrence of heart failure, angina pectoris, or acute Ml
73 Calculated by ERT

™ New occurrence or reoccurrence of a stroke or transient ischemic attack

75 Calculated by ERT



Description No analyzed / Enrolled Blood pressure Results

Stud Duration . . Baseline .
Outcome Yea! Outcome Baseline Baseline  gpppgp achioved  Eyents (%) P
Intervention ~ Control Intervention  Control ~GFRorScr  Proteinuria  |nterventio SBP/DBP Intervention RRIORHR  value
Country (Treatment) n Intervention [Control] (95% CI)
(Control) (Control)
g;{ieex;n\t;itla 9 (14%) RR 0.4876 nd
0, .
CKD Stage 4 [18 (30%)] (0.23; 0.98)
Cardiac
events’” in 3 (5%) RR 2.8678 NS
patients with 1(2%)]  (0.31;26.75)
CKD Stage 4
Kidney Function
1376 1344 19 (1%) RR0.7180
79
Renal events (1376) (1344) 26(2%)]  (040;128) "°
Renal events®!
o . CASE-J 1140 1125 14 (1%) RR 1.5482
in patients with 3y - 163/92 136/77 0 . NS
CKD Stage 3 §009 o (3y) Candesartan ~ Amlodipine (1140) (1125) nd nd (163/92) (135/77) [9 (1%)] (0.67; 3.53) 7
Renal events?? apan(8]
in patients with 64 61 3 (5%) RR 0.20% nd
0, .
CKD Stage 4 (64) (61) [14 (23%)] (0.06; 0.68)
76 Calculated by ERT
T New occurrence, aggravation, or reoccurrence of heart failure, angina pectoris, or acute Ml
78 Calculated by ERT
7 Scr>4.0 mg/dL, end stage renal disease, doubling of Scr
80 Calculated by ERT
81 Scr24.0 mg/dL, end stage renal disease, doubling of Scr
82 Calculated by ERT

83 Scr24.0 mg/dL, end stage renal disease, doubling of Scr
8 Calculated by ERT



Supplemental Table 6. General population RCTs comparing ACEI or ARB vs. control (active or placebo) in CKD subgroups with and without DM

Description No analyzed /
Study Duration ) : . Baseli
Baseline Baseline aseline 0 P
Outcome Year Outcome Intervention Control Intervention ~ Control ~ GFRoOrScr  Proteinuria ~ SBP/DBP SBP/DBP IE:Ieerr\;zsngiﬁ)n RRIORHR  value
Country (Treatment) Intervention  Intervention [Control] (95% Cl)
(Control) (Control)
Composite outcome
Kidney failure or
halving of GFR in GFR 50
. A 1533 2613 . 106 (7%) RR 1.00
:I?tt%r%?:tg)ggogjp Lisinopril (1533) (2613) mL/mr:1r12/1 73 nd nd nd [180 (7%)] (0.78; 1.29) NS
mL/min/1.73 m?
Kidney failure or
halving of GFRin  ALLHAT GFR 49 0
DM subgroup with 2006 o Lisinopril~ Chiorthalidone ol sty mLmin/t.73 nd nd nd o (m’) A e
GFR <60 Multi[50] (5Y) (501) (881) oo [96 (11%)]  (0.81;1.60)
mL/min/1.73 m?
Kidney failure or
halving of GFR in GFR 49
N 1032 1732 . 45 (4%) RR 0.89
cviz-ghggi%%roup Lisinopril (1032) (1732) mL/mnlqnz/1 73 nd nd nd (84 (5%)] (0.62; 1.30) NS
mL/min/1.73 m?
CV death, Ml or
stroke in patients 509 471 19% HR 0.80 NS
with Scr >1.4 HOPE 2001 4y (509) (471) UACR 073 139/79 [26%] (0.59; 1.09)
mg/dL - Multi 158 4 Ramipril Placebo nd i ‘ | 141179 nd
CV death, Mi or ult (58] #) mg/mmo (141/79)
stroke in EJatients 3394 16% HR0.75 nd
CrCl <65 mL/min (3394) [21%] (0.64; 0.89)
CV mortality, M
or
revascularization 157 Scr1.6 25 (32%)
in patients with (157) mg/dL 138176 [28 (36%)] nd nd
%ﬁfﬂi;ﬁ PEACE Median
CV mortality. Mi 2006 2007 5y Trandolapril Placebo nd nd
. Y, Multi[89;90] 5y)
revascularization 1198 Scr1.3 153 (25%)
in patients with (1198) mg/dL 135717 [147 (25%)] nd nd
eGFR 45-59.9

mL/min/m2




Description No analyzed / Enrolled Blood pressure Results
Study Duration i . . Baseli Achieved '
Baseline Baseline aseline chieve P
Outcome Year Qutcome Intervention Control Intervention  Control ~ GFRorSc.  Proteinuria ~ SBP/DBP SBP/DBP IE:Ieerr\;tesnSi,ﬁL RRIORMR  value
Country  (Treatment) Intervention  Intervention [Control] (95% Cl)
(Control) (Control)
Composite of CV UACR 25-
re\)ascularizatiorr{ 332 310 mg/dL in women; 139/79 105 (32%) RR 1.1485 NS
o . (1498) (1479) GFR 78 17-125 [86 (28%)] (0.90; 1.45)
in patients with mL/min/m? ug/mg in
low-medium men
microalbuminuria
Composite of CV
f\j/ﬁatahﬁdngnga:ry So1d4  UACR>TTT
’ Cr I. .
revascularization 73 75 mg/dL ‘;% ’r:gr:” 147182 23(32%)  RR1.03% o
in patients with (1498) (1479) GFR 75 ’ [23 (31%)] (0.64; 1.66)
high mL/min/m? >125 pg/mg
: - in men
microalbuminuria-
macroalbuminuria
Dialysis, or
doubling of Scrin o7
patients with 637 (Ff)F;pfz) NS
DACR 234 TRANSCEN 5
9m D, 2009 y Telmisartan Placebo nd nd nd nd nd
Dialysis, or Multi62] 5y
doubling of Scrin RR 0.6
patients with 1629 02 1 3) NS
eGFR <60 o
mL/min/1.73 m?
First morbid event ~ Val-HeFT Serum o
89 with eGFR <60 2009 é y) Valsartan Placebo éggg) m?;:n?nd;;z albumin 4.0 nd nd [‘51‘913 Eggo//" ;] (0H7§-06859) nd
mL/min/m? Multi[10] y gldL ° siihe
Mortality
é\!ti‘iﬁ;hv'v'i‘th o 509 471 13% HR 059 y
r 0 .
>14mglll  HOPE 2001 4y R laceho (509) (471) N UACRO73 139179 N [23%]  (042,083)
All death in Multi [58] (4y) P 3304 mg/mmol (141/79) 13% HR 0.80
patients CrCl <65 (3394) [17%] (067:006) M
mL/min
8 Calculated by ERT
% Calculated by ERT

87 Estimated from figure
8 Estimated from figure

8 Death sudden death with resuscitation, hospitalization for HF, administration of IV inotropic or vasodilator drugs for 24 h without hospitalization



Description No analyzed / Enrolled Blood pressure Results
Study Duration ) . . Baseli Achieved
Baseline Baseline aseline chieve Events (% P
Outcome cYeatr 19 uttt:omet Intervention Control Intervention  Control ~ GFRorSc.  Proteinuria ~ SBP/DBP SBP/DBP Intervengi;L RRIORMHR  value
ountry  (Treatment) Intervention  Intervention [Control] (95% Cl)
(Control) (Control)
Total mortality in
patients with 157 Scr1.6 13 (17%)
6GFR <45 (157) mg/dL 138/76 120 (26%)] nd nd
mL/min/m? nd nd
Total mortality in
patients with 1198 Scr1.3 56 (9%)
6GFR 45-59.9 (1198) mg/dL 135077 72 (12%)] nd nd
mL/min/m?
Total mortality in
patients with 1355 69 (nd) HR 0.73%
eGFR<60 PEACE Median (1355) 6GFR<60 nd nd nd P2(nd) (054100 00
mL/min/m? 2006 2007 5y Trandolapril Placebo
Multi[89;90] (5Yy) UACR 25-
All-cause mortality Scr 1.05 177 pg/mg
in patients with 332 310 mg/dL in women; 139/79 37 (11%) RR 0.89¢ NS
low-medium (1498) (1479) GFR 78 17-125 [39 (13%)] (0.58; 1.35)
microalbuminuria mL/min/m? pg/mg in
men nd
All-cause mortality Se. 114 UACR >177
in patients with 73 75 gl bg/mg in 8(11%)  RRO0.63%
high women; 147/82 o N NS
: - (1498) (1479) GFR 75 [13 (17%)] (0.28; 1.44)
microalbuminuria- mL/min/m? >125 ug/mg
macroalbuminuria in men
Death in patients Val-HeFT Serum o
with eGFR<60 2009 é ) Valsartan Placebo éggg) mffrﬁn‘t;z albumin 4.0 nd nd [gfﬁ g%’;] (0H8%_11'°210) NS
mL/min/m? Multi[10] y gldL ° 09 1.
CV Mortality
g;{lgﬁfstcv'l?h s 509 471 9% HR 059 y
r 0, .
>1.4 mg/dL ~ HOPE 2001 4y Ramioril Placebo (509) (471) nd UACR 0.73 139/79 nd [15%] (0.39,0.91)
CV death in Multi [58] 4y) P mg/mmol (141/79) 0
patients CrCl <65 3394 8% HR 0.67 nd
. - (3394) [11%] (0.53; 0.85)
mL/min
CV mortality in .
) . PEACE Median 0
patients with 2006 2007 5y Trandolapril Placebo 157 Ser1.6 nd 138/76 nd 1 (14%) . nd
eGFR <45 Multig: (157) mg/dL [14 (8%)]
oy ulti[89;90] (5y)
mL/min/m
9 Adjusted

91 Calculated by ERT
92 Calculated by ERT



Description No analyzed / Enrolled Blood pressure Results
Study Duration 7 Baseline Baseline Baseline Achieved 8 P
Outcome Year Outcome Intervention Control Intervention  Control ~ GFRorScr  Proteinuria SBP/DBP SBP/DBP IE:Ieerr\;tesngiﬁL RRIORHR  value
Country  (Treatment) Intervention  Intervention Gontrol (95% Cl)
(Control) (Control) [Control]
CV mortality in
patients with 1198 Scr1.3 28 (5%)
6GFR 45-59.9 (1198) mg/dL 13577 136 (6%)] nd
mL/min/m?
UACR 25-
CV death in Scr 1.05 177 ug/mg
patients with low- 332 310 mg/dL in women; 139179 17 (5%) RR0.72% NS
medium (1498) (1479) GFR78 17-125 [22(7%)]  (0.39;1.33)
microalbuminuria mL/min/m? ug/mg in
men
CV death in satag  UACRMTT
patients with high 73 75 mg/dL Hg/mg In 147782 3 (4%) RR 0.39% NS
microalbuminuria- (1498) (1479) GFR75 1“;‘;"“32’“ [8(11%)]  (0.11;1.40)
macroalbuminuria mL/min/m? £o 1g/'mg
in men
CV Events
CHD in entlre GFR 50
subgroup with Lisinopril 1533 2613 mU/min/A.73 nd nd nd 184 (12%) RR 1.00 NS
GFR <60 (1533) (2613) o [318 (12%)]  (0.84; 1.20)
mL/min/1.73 m2 m
CHD in DM ALLHAT 5y GFR 49
subgroup with 2006 - Chlorthalidone 501 881 . 76 (15%) RR 1.03
GFR <60 Mult[50] () Lisinopri (501) @g1) ~ MH/minA.73 nd nd nd [132(15%)]  (078;137)  "©
mL/min/1.73 m? m
CHD in non.-DM GFR 49
subgroup with Lisinopril 1032 1732 mUmin/1.73 nd nd nd 108 (11%) RR 1.00 NS
GFR <60 (1032) (1732) i [186 (11%)]  (0.79; 1.26)
mL/min/1.73 m?
Ml in patients with 509 471 14% HR 0.78 NS
Scr>1.4 mg/dL (509) (471) [19%] (0.54; 1.11)
Ml in patients 3394 1% HR 0.74 nd
< H 0, .

gtrrct:)L;?r? ::Eigltr; - HOPE 2001 4y Ramipril Placebo o nd UACRO.73 139779 nd ) OSL00
with So o1 4 Multi [58] (@4y) 509 471 mg/mmol (141/79) 4% HR 0.83 NS
i (500) (471) [6%] (0.44; 1.56)
Stroke in patients 3394 4% HR 0.69 nd
CrCl <65 mL/min (3394) [6%] (0.49; 0.91)

93 Calculated by ERT
% Calculated by ERT



Description No analyzed / Enrolled Blood pressure Results
Study Duration ) . . Baseli Achieved
Baseline Baseline aseline chieve 0 P
Outcome Year Qutcome Intervention Control Intervention  Control ~ GFRorSc.  Proteinuria ~ SBP/DBP SBP/DBP IE:Ieerr\;tesngiﬁL RRIORMR  value
Country  (Treatment) Intervention  Intervention [Control] (95% Cl)
(Control) (Control)
CV mortality or Ml
in patients with 157 Scr1.6 16 (20%)
eGFR <45 . (157) mg/dL 138176 [19 (24%)] nd nd
Lo PEACE Median g
. - 2006 2007 5y Trandolapril Placebo nd nd
CV mortality or MI Multi[89:90] 5Y)
in patients with ' 1198 Scr1.3 1385/77 67 (11%) nd nd
eGFR 45-59.9 (1198) mg/dL [68 (11%)]
mL/min/m?
PREVEND Relative risk
IT 2004 4y L Albumin >50 5% .
CV events Netherlands (4y) Fosinopril Placebo nd nd nd mg/24h nd nd [139%] re%%%}mn nd
(12] b
ESRD
Kldpey failure in GFR 50 \
entire subgroup Lisinopril 1533 2613 mUmin/A1.73 nd nd nd 70 (5%) RR 0.98 NS
witf/w GF/I? <60 ) (1533) (2613) m2 ' [124 (5%)] (0.73; 1.31)
mL/min/1.73 m
Kidney failure in
. ALLHAT GFR 49
DM subgroup with 5y . . 501 881 . 41 (8%) RR 1.07
GFR <60 200§ 5y) Lisinopril Chlorthalidone (501) (881) mL/m|r12/1 73 nd nd nd [68 (8%)] (0.73; 1.58) NS
mUminA.73me MUiS0] m
Kidney failure in GFR 51
non-DM subgroup Lisinopril 1032 1732 mU/min/1.73 nd nd nd 29 (3%) RR 0.88 NS
with GFR <60 (1032) (1732) 5 [56 (3%)] (0.56; 1.38)
mL/min/1.73 m? m
In all
. HOPE 2003 5y - 333 SCr 1.578 . 2 (nd)
Dialysis Mult[59] 5y) Ramipril Placebo (333) mg/dL nd pﬁf/rétg, nd i (nd)] - nd
Kidney failure
Newly developed
renal insufficiency 3,238 231 (nd)
defined as SCr (3.577) nd nd nd nd [243 (nd)] - NS
=14 mgdL - HOPE 2003 oY Ramipril Placebo
Doubling of Ser ~ MUltilS] (6y) 233 SCr 1578 Inall [g 223% ) nd
(333) rr: /aL nd patients, nd 2 (nd
Dialysis 9 144180 2 E” d; i nd




Supplemental Table 7. Evidence profile of RCTs examining the effect of ACEI or ARB vs. placebo in patients with CKD without DM

Directness of the

Summary of findings

# of studies Methodological Consi . 0
Outcome and Total N quality of studies onsistency evidence Other Quality of evidence for Qualitative and quantitative description of  Importance
. (Treatment) across studies  generalizability/  considerations y q P P
study design per outcome . outcome effect of outcome
applicability
Composite 4RCTs L No important .
kidney ["in 2 RCT] (150369% No ""(‘g)a“m inconsistencies D'(Be)“ N(%’;e High Benefit for ACEI® Critical
outcomes (High) (0)
o No important . -
Mortality 4 R.CTS 1148 No limitations inconsistencies Direct Impregision Moderate Insufficient evidence for ACEI or ARB Critical
(High) (582) 0 0) 0 (1)
CV mortality 0RCTs -- - -- - - Critical
I No important . -
CV events 4 R.CTS 1148 Noimitations inconsistencies Direct Imprecision Moderate Insufficient evidence for ACEI or ARB Critical
(High) (582) ) 0) ) 1)
I No important .
ESRD 3 R.CTS 483 No limitations inconsistencies Direct Sparse Moderate Possible benefit for ACEI or ARB Critical
(High) (243) 0 (0) 0 (1)
. Sparse
Kidney - .
function ! RCT 131 Some limitations N/A Direct ('1? . Very low Insufficient evidence for ACEI or ARB Critical
. (High) (66) (-1 (0) Imprecision
(categorical) (1)
AKidney 5RCTs L Important Uncertainty about
function [1°in 1 RCT] (282) No ||n(1(|)t)a fions inconsistencies directness N(%r;e Low Possible benefit for ACEI% Moderate
(continuous) (High) (1) (-1
— I No important .
Proteinuria 1RCTs 179 Some limitations . . . Direct Sparse ) .
(categorical) (High) (92) (1) |nconsEgt)en0|es (0) (1) Moderate Benefit for ACEI High
A I No important Uncertainty about
Prote_lnurla 4 R.CTS 1069 No limitations inconsistencies directness None Moderate Benefit for ACEI and ARB Moderate
(continuous) (High) (539) (0) ) 1) (0)
Drug discontinuation: 1-17% for ACEl or ARB
and 1-14% for placebo (from 5 RCTs)
1458 Hyperkalemia: 0-2% for ACE| or ARB and 0-
Adverse events 6 RCTs (746) 19% for Placebo (from 5 RCTs) Moderate
Early rise in creatinine: 0-6% in ACEl and
ARB and 0-4% in Placebo (from 4 RCTs)
Total 6RCTs (1744568)

Balance of potential benefits and harms

No benefit in individuals with no or little proteinuria from the lower target.

Possible benefit from lower target in individuals with proteinuria above 0.3-1 g/d.

Insufficient evidence for CV outcomes

Quality of overall evidence
High for no proteinuria

Moderate for proteinuria 0.3-1 g/d

Moderate for CV outcomes

% |nsufficient evidence for ARB in the Li study in IgA nephropathy, but trend to benefit.
% |nsufficient evidence for ARB in the Li study in IgA nephropathy, but trend to benefit.



Supplemental Table 8. RCTs examining the effect of ACEl or ARB vs. placebo in patients with CKD without DM [categorical outcomes] ¥’

Description No analyzed / Enrolled Blood pressure Results
Outcome SYtlejgly g:::g;:\ Baseline F?rist::lnn:r paseline achieved Ever:ts P Quality
Int ti Control  Int " Control GFR or Scr ‘ SBP/DBP SBP/DBP No (%) RRIORHR  yalue
Country (Treatment)  Intervention ontro niervention ontro 1a Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
Composite kidney outcomes
Doubling of Ser ~ Maschio
3y ’ 300 283 Scr 2.1 UPE 1.8 142/87 137/85 31 (10%) RR 0.51100
orthe need for 1996 Benazpril Placebo o8 R ; <0.001 Good
dialysis Mult[66] (3y) (300) (283) mg/dL g/d (144/88) (145/87) [57 (20%)] (0.34; 0.77)
GFR 26
Doubling of 101 Benazepril mL/min/1.73 102 0/ \03 104
Scr, ESRD, or gms&%? (g z) (Ser3.0-5 - Placebo (1 g) (1 12) m? UPgE/oﬂ'6 (gggg) 1(?%?5) 4[25(4123@0)] (%%10 -'%889) 0004 Good
death mg/dL) Scr4.0 R
mg/dL
: GFR 40
Doubling of Scr ~ GISEN 1997 3y o 78 88 . UPE 5.6 150/92 144/88 18 (23%) RR 0.51105
or ESRD ltaly[2] 3Y) e FEEzeD (78) g M mn':l/ 113 g (150/91) (145/90)  [40(45%)] (032081 0004 Good
HVKIN
GFR 78 MAP
ESRD & 2006106 2y 49 47 ! 137/83 1 (2%)107 RR 0.24108
doubling Sc: Hong 2y) Valsartan Placebo (54) (55) mL/mr:qr;M 73 2.3 g/d (136/81) (19020.79) [4 (8%)] (0.03; 2.07) NS Good
Kong[53] )
Mortality
Maschio
3y ’ 300 283 Scr 2.1 UPE 1.8 142/87 137/85 8 (3%) RR 7.55110 o
Bea ,1\/'935[66] 3y) Lz, (300) (283) mgldL g/d (144/88)  (14587)  [1(04%)] (095509 e

97 Shaded studies were included in previous KDOQI guideline

9 Estimated from graph

99 Benefit of ramipril only statistically significant in people with 24 hour urine protein excretion =3g
100 Calculated by ERT

101 All Chinese patients

102 Estimated from graph

103 Primary outcome

104 Calculated by ERT

105 Calculated by ERT

106 All Chinese patients

107 Primary outcome

108 Calculated by ERT

109 Estimated from graph

10 Calculated by ERT

1 The death rates in the benazepril group and placebo groups were 1 death per 93 patient-years and 1 per 656 patient-years, respectively (P=0.04).”



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline  Daseline  Baseline Achieved Events P )
Outcome Year Outcome Intervention  Control  Intervention  Control ~ GFRor Scr ProteinursBPiDBP SBP/DBP No (%) RRIORHR  yaye ~ QUaltY
Country (Treatment) 1a Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
GFR 26
Benazepril mL/min/1.73
112 113 0
Death China] o 80305 Pacebo i 1) m T (samy ooy 0] nd  Good

mg/dL) Scr4.0

mg/dL

CV events

112 All Chinese patients
113 Estimated from graph
14 Calculated by ERT
115 Estimated from graph
116 Calculated by ERT
"7 Calculated by ERT
118 Calculated by ERT
19 Calculated by ERT
120 Calculated by ERT
121 Calculated by ERT




Description No analyzed / Enrolled Blood pressure Results

Study Duration Baseline  Daseline  Baseline Achieved Events P )
Outcome Year Outcome Intervention  Control  Intervention  Control ~ GFRorScr Proteinur SBPIDBP SBP/DBP No (%) RRIORHR  value Quality
Country (Treatment) 1a Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]

124

M GFR 26 5 (4?) RR 0_'63 nd Good
— Benazepril mL/min/1.73 (8 (7%)] (0.21;1.85)
. Hou 2006122 3y P 112 112 5 UPE 1.6 153/87 126/75'2 3 (3%) RR 0.601%

Heart failure . (Scr3.0-5 Placebo m 0 ; nd Good
China[43] (3y) (112) (112) gid (152/85) (126/75) [5(4%) _(0.15;2.45)
mgfdL,) SC’,‘L‘E 2 (2%) RR 0.671%

Stroke mg 3 (3% 0.11: 3.91 nd Good

122 All Chinese patients
123 Estimated from graph
124 Calculated by ERT
125 Calculated by ERT
126 Calculated by ERT
127 Calculated by ERT
128 Calculated by ERT
129 Calculated by ERT
130 Calculated by ERT




Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline  Daseline  Baseline Achieved Events P )
Outcome yeat atcome Intervention ~ Control  Intervention ~ Control ~ GFRor Scr Projeinir SBPIDBP SBP/DBP No (%) RRORMHR  yalye A2
Country  (Treatment) la Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
GFR 40
Need for GISEN 1997 3y - 78 88 ; UPE 5.6 150/92 144/88 17 (21%) RR 0.6613
dialysis laly[2] 3y) ranlpdl - PlEsHe (78) @) MO g (150091)  (145190)  [29(33%)]  (0.40:141) NS Good
Conventio ml_(?r';';/?;673
Need for Cinotti 2001 23 mo Lisinooril nal anti- 66 65 m2 ' UPE 0.35 141/85 139/83132 2 (3%) RR 0.39133 nd Fair
dialysis ltaly[26] (24 mo) P HTN (66) (65) S5o7  mgimin  (142186) (137/82) [5(8%)]  (0.08;1.96)
therapy cr e
mg/dL
Kidney function
Conventio ml_(?rzlii/i673
Halvina of GFR Cinotti 2001 23 mo Lisinoori nal anti- 66 65 m2 ' UPE 0.35 141/85 139/83134 3 (5%) RR 0.4213% nd Fair
9 [taly[26] (24 mo) P HTN (66) (65) Se 2.7 mg/min (142/86) (137/82) [7 (11%)] (0.11; 1.56)
therapy mg/dL
Proteinuria
Ruggenenti Median GFR 50
. 92 87 . UPE 1.7 142/89 15 (15%) RR 0.53136
UPE =3g/24h 1999 25 Ramipril Placebo mL/min/1.73 nd 0.005 Good
9 el 25 z) P (99) (87) s gd (145/90) 27 (31%)]  (0.30;0.92)
131 Calculated by ERT

132 Estimated from graph
133 Calculated by ERT
134 Estimated from graph
135 Calculated by ERT
136 Calculated by ERT



Supplemental Table 9. RCTs examining the effect of ACEl or ARB vs. placebo in patients with CKD without DM [continuous outcomes] %7

Description No analyzed / Enrolled Blood pressure Results
Stud Duration —————— Baseline . : : st
Outcome Yealy Outcome GFRor Baseline Baseline achieved Baseline A P Qualit
. . Protelnuna SBPIDBP SBPIDBP . . Va|ue y
Country (Treatment) Intervention  Control Intervention  Control Scr Intervention  Intervention Intervention  Intervention
(Control) (Control) (Control) [Control]
Kidney function
Median slope
of 11/Sc, GFR 26 (g'g) (:8'??) 002 Good
dL/mgly 138 Benazepril mL/min/1. 139 ' '
Median slope gﬁ;i&%ﬁ (g 5) (Ser3.0-5  Placebo (] ]g) (] ]g) 73m  UPE1.6g/d (]gggg) }fgg%)
of |eGFR, mg/dL) Scr4.0 26 6.8 0.006 Good
mL/min/1.73m? mg/dL (26) (8.8) :
ly
|GFR, Ruggenenti GFR 50 )
mL/min/1.73 1999 (gg y) Ramipril Placebo (gg) (g;) mL/min/1.  UPE 1.7 g/d (Ezgg) nd (22) (_g'gg) NS Good
m2/mo ltaly[84] Y 73 m? :
Mean rate of GFR 40
GISEN 1997 3y L 78 88 : UPE 5.6 150/92 144/88 40 -0.53
|GFR, Ramipril Placebo mL/min/1. ) 0.03 Good
mL/min/month Italy[2] (3y) (78) (88) 73 m2 g/24h (150/91) (145/90) (37) (-0.88)
Conventio GFR 36
OFR AN Ginoti 2001 23mo0 sinopri 1l a0t 66 65 MM UPE0s 141/85 139/83140 36141 131 oo Far
ml/min/A 73m2 Italy[26] (24 mo) HTN (66) (65) Ser 2.27 mg/min (142/86) (137/82) (35) (-6.71)
therapy
mg/dL
HVKIN
GFR 78 MAP
Rate of |GFR, 200642 2y 49 47 ' 137/83 78 -13.54
mUmin/1.73m?  Hong 2y) Valsartan Placebo (54) (55) mL/min/1. 2.3 9g/d (136/81) 927 (87) (-9.08) nd Good
73 m? (100.9)
Kong[53]
Proteinuria
Maschio
0 3y . 300 283 Scr 2.1 142/87 137/85 1.8 -29%
%AUPE, g/24h ;/l 9:73{66] (3y) Benazpril Placebo (300) (283) mldL UPE 1.8 g/d (144/88) (145/87)143 (1.8) (+9%) nd Good

137 Shaded studies were included in previous KDOQI guideline

138 All Chinese patients
139 Estimated from graph
140 Estimated from graph
141 Primary outcome

142 All Chinese patients
143 Estimated from graph



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline ; Baseline Achieved . )
Outcome Year Outcome GFRor PBasc_ellne_ SBP/DBP SBP/DBP Baseline A FI, Quality
Count (Treatment) Intervention  Control Intervention  Control S roteinuria . . Intervention  Intervention ~ Value
ry Cr Intervention  Intervention
(Control) (Control) (Control) [Control]
GFR 26
Benazepril mL/min/1.
Hou 200644 3y 112 112 ) 153/87 126/7545 1.6 52%
Rate of |UPE China[43] (3y) (Sn?é/SdE)S Placebo (112) (112) 370?11,0 UPE 1.6 g/d (152/85) (126/75) (17 (20%) <0.001 Good
mg/dL
UPE qpa GISEN 1997 3y mart Placeho 78 s R4 ypesg 150/92 144/88 56 5% 0002 Good
9 Italy[2] (3y) P (78) (88) : g/24h (150/91) (145/90) (5.1) (nd)146 :
73 m?
AProteinuria, HVKIN -0.57
gld 2006147 2y 49 47 GFR 78 137/83 MAP 23 (-0.38) nd Good
i P— Valsartan Placebo mL/min/1. 239 92.7
%AProteinuria,  Hong (2y) (54) (55) 73 m2 (136/81) (100.9) (1.8) -34 <0.001 Good
g/d Kong[53] ' (+15) )

144 All Chinese patients

145 Estimated from graph

146 Placebo value not provided but stated as not being significantly different than baseline
147 All Chinese patients



Supplemental Table 10. Evidence profile of RCTs examining the effect of ACEI or ARB vs. CCB in patients with CKD without DM

# of studies Methodological Directness of the Summary of findings
Outcome and TotalN uality of st?: dies Consistency evidence Other . . . o o
) (Treatment) quality across studies  generalizability/  considerations Quality of evidence for  Qualitative and quantitative description of  Importance
study design per outcome oo outcome effect of outcome
applicability
Composite 3 RCTs18 N No important .
kidney [1"in1RCT] (16(1156% No ""(‘g)at"’”s inconsistencies D'(Be)d N(‘(’)';e High Benefit for ACE| Critical
outcomes (High) (0)
- No important . -
Mortality 3 R.CTS 908 Nolimitations inconsistencies Direct Imprecision Moderate Insufficient evidence for ACEI vs. CCB Critical
(High) (569) 0 0) 0) 1)
- No important . -
CV mortality 2 R.CTS 801 Some limitations inconsistencies Direct Imprecision Low Insufficient evidence for ACEl vs. CCB Critical
(High) (516) 1) ) 0) 1)
Sparse
2RCTs 801 No limitations Direct (-1) . . "
CV events (High) (516) (0) NA (0) Imprecision Low Insufficient evidence for ACEI vs. CCB Critical
(1)
1RCT 653 No limitations Direct Sparse , ”
ESRD . NA Moderate Benefit for ACEI Critical
(High) (436) () () (1)
Kidney I .
function ZHIT?)- égg) No I|n(1[|)t)a fions NA D'(Be)Ct Sr(Jir)s € Moderate Benefit for ACEI High
(categorical) 9
AKld[\ey 6 RCTs 1356 Some limitations . No |mponapt Uncgrtamty about None No benefit for ACEI in overall slope. Possible
function [1°in2RCTy] inconsistencies directness Low ! . 149 Moderate
. . (798) (-1) (0) benefit after 3 months with ACEI.
(continuous) (High) (0) (-1
Protelnu.rla ORCTs ) 3 _ ) 3 High
(categorical)
- Lo No important Uncertainty about
Prote.|nur|a / R.CTS 1463 Some limitations inconsistencies directness None Low Benefit for ACEI or ARB Moderate
(continuous) (High) (851) (-1) 0) (1) (0)
Drug discontinuation: 16-38% for ACEI or
1343 ARB and 9-40% for CCB (from 4 RCTs)
Adverse events  6RCTs (790) Hyperkalemia: 2-5% for ACEl or ARBand 0 Moderate
6% for CCB (from 3 RCTs)
Total 7RCTs 1463
(High) (851)

Balance of potential benefits and harms

Benefit for ACEI for kidney outcomes
Insufficient evidence for CV outcomes

Quality of overall evidence
Moderate for kidney outcomes
Low for CV outcomes

148 AASK study includes death in composite outcome.
149 Decision on chronic slope primarily based on AASK results.



Supplemental Table 11. RCTs examining the effect of ACEI or ARB vs. CCB in patients with CKD without DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline g o) Baseline Achieved Events P _
Out Y Out GFR aseiine lit
utcome ear utcome . . or Proteinuria SBP/DBP SBP/DBP No (%) RR/OR/HR value Qua Ity
Country (Treatment) Intervention Control Intervention  Control Ser Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
Composite kidney outcomes
LGFR 50% Risk
or25 0 )
mLminA.73 8727%) ~ redudtion 405 G
2 ESRD or [56 (38%)] 38%
m*, (13; 56)5"
death '
LGFR 50% Risk
or25 70 (22%) reduction
mL/minA.73 143 (29%)] 38% 001 Good
m2or ESRD (10; 58)152
CFRa6  UPCRIEE 15106 135/82. Risk
ESRD or 5 ¥ (150/96) (133/81) 65 (20%) reduction
death 73m Female 0.32 145 (30%)] 41% 0.007 Good
(14; 60153
— —~—— AASK 2001
First CV 150 4y o . 436 217
hospitalizat 6%‘;3,70] (23y) Ramipril - Amlodipine (436) (217) 61(14%)  HR12T o o
onand ' 123 (11%)] (0.78; 2.06)
death
First CV
o 113 (26%) HR0.73
hospitalizati . 0.05 Good
on or ESRD (65 (30%)] (0.54; 1.00)
LGFR 50%
or25
mL/min/1.73 Risk
m2, ESRD or reduction
death in nd UPCR>0.22 nd nd nd 48% 0.003 Poor
sub-group (20; 66)
with
UPCR>0.22

150 Study only included African American patients
151 Adjusted
152 Adjusted
153 Adjusted



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline Baseline Baseline Achieved Events ' )
Outcome Year Outcome ) ) GFRor Proteinuria SBP/DBP SBP/DBP No (%) RRIORHR  yalue Quality
Country (Treatment) ~ Intervention Control Intervention  Control Ser Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
RRT, D/IC
due to
Lrenal
function, Scr2.05
150% GFR, mg/dL
. AVER 2008 3y . - 130 128 UPE 1249 165/103 138/85 15%
g‘;“ﬂ'r”g o Eyps) (3y) Enalapril - Amlodipine (131) (132) m‘ifn’fir‘]‘ﬁ. mg24h  (165102)  (138/84) 21%] nd NS Good
hospitalizati 73 m?
on for
transient
renal failure
Doubling Scr ~ ESPIRAL o o/ \154
A I A R R A
dialysis Spaln[64] ( y) ( ) ( ) mg ( ) ( ) [ ( 0)] ( » Ve )
Mortality
Death Z\OAOS1555 4y Ramipril Amlodipine 436 217 m(I;.I/:ni:/i UP((:)R?J:A e 151796 135/62 18 (4%) redRuionn NS Good
US[7] (=3y) (436) (217) 73 m2 : Feméle 0.32 (150/96) (133/81) [13 (6%)] 31%
: (-41; 66) 156
All cause Eg&'RAL 3y fosio | Nedipine 80 68 Sa28 7o 155/96 135/83 4G%)  RROSTST
mortality Spain[64] (3y) P GITS (129) (112) mg/dL 9 (158/96) (144/81) [6 (5%)] (0.17;1.93)
GFR 44
Nephros mL/min/1.
2y o . 53 54 UA 506 154/99 134/85 0 (0%) .
Death 2001 Ramipril Felodipine 73 m? - nd Fair
Multf41] (nd) P P (53) (54) S 149 mg/24h (159/100) (139/88) [0 (0%)]
pmol/L
CV mortality
AASK GFR46  UPCR Male
4y L - 436 217 . 151/96 135/82 12 (3%) HR 0.90
CV death 2006158 Ramipril Amlodipine mL/min/1. 0.34 NS Good
US[70] (=3y) P P (436) (217) 73 m2 Female 0.32 (150/96) (133/81) [7 (3%)] (0.35; 2.30)
ESPIRAL -
. 3y I Nifedipine 80 68 Scr2.8 155/96 135/83 2 (2%) RR 0.571%9
CV mortality égg:n[w (3y) Fosinipril GITS (129) (112) mgdl 7920 15106 (144/81) B3%)]  (0.10.320 M Poor

154 Primary outcome

155 Study only included African American patients

156 Adjusted
187 Calculated by ERT

158 Study only included African American patients

159 Calculated by ERT



Description No analyzed / Enrolled Blood pressure Results
O e B e Soine S et s e
utcom Int v nt. n C ntr I Int v nt. n c ntr I Proteinuria SBPIDBP SBPIDBP No (%) RR/ORIHR value y
Country (Treatment) erventio ontro erventio oniro Ser Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
CV events
89 (20%) HR 1.49
CV events 128 (13%)] (0.90: 2.45) NS Good
Stroke 23 (5%) RR 1.27161
events AASK 4y . . 436 o17  GFR46 UPCRMale 54 o 135/82 O@%] (0602700 4 Good
6030%60 (23y) Ramipril - Amlodipine (436) (217) m%m'”z”' - °'|340 s (15096) (133/81) 20(5%)  RRA1.2412 o
CHF events [70] m emale 0. 18 (4%)] (0.56: 1.78) nd ood
19 (4%) RR 1.89163
CAD events 15 (2%)] (0.72:5.00) nd Good
ESPIRAL T
3y . Nifedipine 80 68 Scr2.8 155/96 135/83 1(1%) N
CV events 200j (3y) Fosinipril GITS (129) (112) mgldL 1.7 g/24h (158/96) (144/81) [0 (0%)] nd Poor
Spain[64]
ESRD
AASK GFR46  UPCR Male Risk
4y o - 436 217 ! 151/96 135/82 47 (15%) reduction
ESRD 2001164 Ramipril Amlodipine mL/min/1. 0.34 0 0 0.01 Good
US[7] (=3y) (436) (217) 73 m2 Female 0.32 (150/96) (133/81) 132 (21%)] (134.14(13 ?)165
Kidney function
LGFR 50% Risk
or 25 2\9081566 4y Ramiprl  Amlodipine 309 145 m(I;.I/:n'ji:/i. UPCO.F;)EA e 135/82 44(1d%) - reducion 403 Goog
mlz_/m|n/1.73 US[7] (=3y) (436) (217) 73 m2 Female 0.32 (150/96) (133/81) [29 (18%)] (5.4(;3/;167

160 Study only included African American patients
167 Calculated by ERT

162 Calculated by ERT

163 Calculated by ERT

164 Study only included African American patients
165 Adjusted

166 Study only included African American patients
167 Adjusted



Supplemental Table 12. RCTs examining the effect of ACEI or ARB vs. CCB in patients with CKD without DM [continuous outcomes]

Study
Outcome Year
Country

Duration
Outcome
(Treatment)

Description

Intervention

No analyzed / Enrolled

Control

Intervention

Control

Baseline
GFRor
SCr

Baseline
Proteinuria

Blood pressure

Baseline
SBP/DBP
Intervention
(Control)

Achieved
SBP/DBP
Intervention
(Control)

Baseline A
Intervention  Intervention
(Control) [Control]

P value

Quality

Kidney function

Acute slope
- AGFRin
first 3 mo,
mL/min/1.73
m2ly
Chronic
slope —
AGFR after
first 3 mo,
mL/min/1.73
m2ly
Difference in
total mean
GFR slope -
overdy,
mL/min/1.73  AASK 2001
m2ly 2002168
Chronic US[7;99]
slope —
AGFR after
first 3 mo,
mL/min/1.73
m?/y in sub-
group with
UPCR<0.22
Chronic
slope -
AGFR after
first 3 mo,
mL/min/1.73
m?/y in sub-
group with
UPCR>0.22

4y

Ramipril

436
(436)

Amlodipine

217
(217)

GFR 46

mL/min/1.

73 m?

UPCR Male
0.34
Female 0.32

151/96
(150/96)

135/82
(133/81)

nd

nd

nd

nd

nd

nd

-0.16'70
(+4.03)

<0.001

Good

-2.07

169
46 (3.22)

(46.8)

0.002

Good

0.34171
(0.41; 1.08)

NS

Good

1.22
(-2.02)

nd

0.21

Poor

-3.55
(-5.92)

0.003

Poor

168 Study only included African American patients

169 Primary outcome
170 Significant interactions of the treatment regimen with baseline proteinuria (P=0.001) and baseline GFR (P=0.006). Acute rise in GFR with amlodipine confined to people with UPCR <0.22.
171 Significant interactions of the treatment regimen with baseline proteinuria (P<0.001) and baseline GFR (P=0.003). Higher proteinuria = More beneficial effect of ramipril.



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline b line Baseline  Achieved L
Outcome Year Outcome GFRor o i SBPIDBP  SBP/DBP Baseline A Pvalue  Quality
Count (Treatment)  Intervention Control Intervention  Control S roteinuria . . Intervention  Intervention
ry Cr Intervention  Intervention (Control) [Control]
(Control) (Control)

Total mean
slope over 102
3y in sub- ' 0.006 Poor

: (+0.20)
group with
UPCR=0.22
Total mean
slope over
3y in sub- 360 0006  Poor

: (-5.62)
group with
UPCR>0.22
AGFR,
mLimin/1.73 444 nd  Good

) (-2.63)
_m_____ 45172
AGFR, oy (41 398
mL/min/1.73 130 128 GF?? 45 UPE 1249 165/103 138/85 (_4'92) NS Good
m? (LOCF) (131) (132) mL/min/A mg/24h (165/102) (138/84) )
5 +0.26
AScr, mg/dL 73m 205 (+0.25) nd Good
AScr, mg/dL (2.00) +0.47
(LOCF) (+0.57) NS Good
AGFRin AVER 2008 3y ) .
patients with  EU[35] (3y) Enalapril Amlodipine
proteinuria 70 -12.41
>1g/d, (70) nd nd nd nd nd (6.62) NS Poor
mL/min/1.73
m?2 (LOCF)
AGFRin
patients with
proteinuria 70 -13.54
>1g/d, (70) nd nd nd nd nd (4.25) 0.04 Poor
mL/min/1.73
m2
ESPIRAL T
3y A Nifedipine 80 68 Scr2.8 155/96 135/83 28 +0.75 .

AScr, mgfdL ggg:n[s " (3y) Fosinipril GITS (129) (112) mgdl TR (15gi06) (144/81) 2.9) +125m 003 Fair

172 Primary outcome
173 ERT estimated from graph



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline Baseline Baseline Achieved . ' )
Outcome Year Outcome GFRor o i SBPIDBP  SBP/DBP Baseline A Pvalue  Quality
Country (Treatment)  Intervention Control Intervention  Control Scr roteinuria Intervention  Intervention Intervention  Intervention
(Control) [Control]
(Control) (Control)
AGFRin
patients with
proteinuria GFR 51
61 59 . 150/95 126/76 51 +16.30
between 1- mL/min/1. 1.98 g/24h nd Poor
3g/24h, (61) (59) 73 m2 (151/95) (126/77) (51) (+15.5)
mL/min/1.73  Peng 1
m? 2009174 R y) Valsartan Benidipine
AGFR in China[76] y
patients with
proteinuria 57 59 mﬁfnfi 2 et 15097 128/78 52 +16 y o
>1g/24h, (57) (59) o ol (157/96) (127/78) (50) (+17.8)
, 73m
mL/min/1.73
m2
2.04 +0.46 .
ASer mgd Lo 12mo Cearen Amiodioine 47 0 Se204 g 156/94 140/83 (1.97) (+033me " Fair
ACICl, Japanidd| (12 mo) P (58) (59) mg/dL 08 (155/93) (134/80) 38 6 iy Fai
mL/min P (41) (-4)177
186 +0.13
AScr, mg/dL (2.00) (+0.09) NS Poor
Slope of . Scr1.86 1.064
1/Ser ?&;X‘*CCW 48 wks Eatooril Menidioine 44 46 Mgl g 157100 134/85 (0.720) - NS Poor
ACrCl, taly[30] (48 wks) P P (69) (67) CrCl 46 =8 (155/100) (138/86) 46.3 19 NS Poor
mL/min y mL/min (42.9) (-3.7)
Slope of -0.003
Crcl (0.005) - NS Poor
Proteinuria
Male 34;
AASK GFR46  UPCR Male Female 0.32 .
AUPCR, (%) 2001178 ( :3y) Ramiprl  Amlodipine (jgg) é};) mL/min/1. 034 (12(1)582) (lgggf) (Male 0.30; (+bzgé%/) <0001 Good
us[7] = 73 m? Female 0.32 Female oer
0.30)
AUPE, Sc 2.05 -246 nd Fair
—Q—Z"U/géh AVER 2008 3y enaleprl Amodipine 130 8 M9 upErae 168103 138/85 1249 (:149)
nalodh EU[35] (3y) (131) () o mgl2eh (165/102) (138/84) (1296) (ﬁig) » Fai
(LOCF) 73 m2

174 All Chinese patients

175 All Japanese patients

176 ERT estimated from graph
77 ERT estimated from graph
178 Study only included African American patients



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline Baseline Baseline Achieved . ' )
Outcome Year Outcome GFR or M Baseline A Pvalue  Quality
. . Proteinuria SBPIDBP SBPIDBP . .
Country (Treatment)  Intervention Control Intervention ~ Control Scr Intervention  Intervention Intervention  Intervention
(Control) (Control) (Control) [Control]
AProteinuria Eg(;lRAL 3y Fosinioril Nifedipine 80 68 Scr2.8 17 o/24h 155/96 135/83 1.7 -0.65 <0.05 Fair
, 9/24h Spain[64] (3y) P GITS (129) (112) mg/dL 19 (158/96) (144/81) (1.8) (0y17e :
AProteinuria
in patients
with GFR 51
. 61 59 . 150/95 126/76 1.98 -1.19

roteinuria mL/min/1. 1.98 g/24h NS Poor
D voen 1. (61) (59) i 9 (151/95) (126/77) (2.01) (:0.82)
39/24h, Peng 1
g/24h 2009180 y V) Valsatan  Benidipine
AProteinuria  China[76] y
in patients
with 57 59 m(IS_I/:rEu?/i 0.61 q/24h 150/97 128/78 0.61 -0.43 <0.01 Poor
proteinuria (57) (59) ' 18 (157/96) (127/78) (0.59) (-0.29) '

73 m?

<1g/24h,
9/24h
UAE GFR 44
(statistical Nephros 2 mL/min/1.

. . . - 53 54 UA 506 154/99 134/85 506 -0.103 .
analysis of 2001 Multi y Ramipril Felodipine 73 m? nd Fair
transformed  [41] (nd) (53) (54) S, 149 mg/24h (159/100) (139/88) (365) (+0.137)
values) pmol/L
AProteinuria D2 VeCeO 48 ks 44 46 Srgrg1/£_6 1571100 134/85 137 037
 g/24h ae (48 wks) Enalapril - Manidipine (69) 67 ccias  TIAN esn00)  (138086) (16) (+0.02) <005 Poor

taly[30] .
mL/min
%A JLIGHT
. 12mo - 47 40 Scr2.04 156/94 140/83 2.85 -35.8% .
181
g’/rgtelnurla, igg:n[M] (12 mo) Losartan Amlodipine (58) (59) mg/dL 2859/ (155/93) (134/80) (2.50) (+1%)182 nd Fair

179 ERT estimated from graph
180 All Chinese patients

181 All Japanese patients

182 ERT estimated from graph



Supplemental Table 13. Evidence profile of RCTs examining the effect of ACEI vs. ARB in patients with CKD without DM

Directness of the

Summary of findings

# of studies Methodological Consi . 0
Outcome and Total N quality of studies onsistency evidence Other Quality of evidence for Qualitative and quantitative description of  Importance
. (Treatment) across studies  generalizability/  considerations Y q P P
study design per outcome applicability outcome effect of outcome
. Sparse
Composite 1RCT - .
kidney [1°in 1 RCT] 343 Nolimitations NA Direct ('1? . Low Insufficient evidence Critical
outcomes (High) (168) (0) (0) Imprecision
: (1)
Mortality 0RCTs - - - - -- - - Critical
CV mortality 0RCTs - - - - -- - - Critical
Sparse
1RCT 343 No limitations Direct (-1 - . ”
CV events (High) (169) (0) NA (0) Imprecision Low Insufficient evidence Critical
1)
Sparse
1RCT 207 Some limitations Direct (-1 - . ”
ESRD (High) (101) (1) NA (0) Imprecision Very low Insufficient evidence Critical
1)
Kidney
function 0RCTs - - - - - - - High
(categorical)
AKidney o .
function ! RCT 207 Some limitations NA Direct Sparse Very low No difference Moderate
(continuous) (High) (101) (1) 0) 1)
Proteinu_ria ORCTSs 3 ) N _ ) N ) High
(categorical)
N 3RCTs - No important Uncertainty about
Prote_lnurla [17in 1 RCT] 632 Nolimitations inconsistencies directness None Moderate No difference Moderate
(continuous) (High) (309) (0) (0) (1) (0)
Drug discontinuation: 4-9% for ACE and 3-7%
for ARB (from 3 RCTs)
632 Hyperkalemia: 2-6% for ACEl and 2-6% for
Adverse events 3RCTs (309) ARB (from 2 RCTs) Moderate
Early rise in creatinine: 2-3% in ACEl and 3%
in ARB (from 1 RCT)
632
Total 3RCTs (309)

Balance of potential benefits and harms
Insufficient evidence for kidney and CV outcomes

Quality of overall evidence
Low for kidney outcomes
Low for CV outcomes




Supplemental Table 14. RCTs examining the effect of ACEI vs. ARB in patient with CKD without DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
o SYtudy ODuratlon Bé:;"“e Baseline Baseline Achieved Events i
utcome c o T uteome Intervention Control Intervention  Control S " Proteinuria ~ SBPIDBP SBP/DBP No (%) RRIORHR vl QUltY
ountry (Treatment) cr Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
Composite kidney outcomes
Benazepril Losartan eGFR 31 /1185 186
Doubling of [40 mg/d [200 mg/d (gj) (g;) mL/min/1. - UPE 2.19/d (lgggg) (132?7/2?184 1[?3( 1(%:’2)] (F;Fé11"22036) NS Good
Hou 2007183 3y titrated] itrated)] 73 m? o
SCI’, ESRD’ Chlna[42] (3 ) Benaze rll - eGFR 31 .........................................................
or death y fom '7 y Losartan 84 88 St UPE 14 o/d 151/86 124/76 26(31%)"®  RR105™ o o
ﬁxeg] [50 mg/d fixed] (84) (89) g 49 (150/86)  (124/76)167  [26(30%)]  (0.67;1.65)
CV events
Benazepril Losartan eGFR 31 0 192
[40 mgld [200 mgfd (gj) (g;) mUmin/t.  UPE 2.1 g/d (]ggjgg) ( 1;57‘7’2;3191 1[2 E;%"]) (Fé'g ey g 1 Good
oV Hou 2007190 3y itrated] titrated)] 73 m? M
events Chinal42] (3y) Benazent . v F T E——
y [0m ?d Losartan 84 88 mL/min/A UPE 1.4 a/d 151/86 124/76 [8 (9%)] RR 0.84194 nd Good
ﬂxeg] [50 mg/d fixed)] (84) (88) 73 m2 ' 49 (150/86) (124/76) 198 [10 (11%)] (0.35; 2.02)
ESRD
Enalapril Losartan 61 eGFR 62 134/83 129/83 19 (31%) RR 2.0819% .
20mgfd 200mgfd (69) 63 mUminy UPE2290 3oy (128183)  [[(1%)] (127,619 M4 Far
Enalapril Losartan 40 (67) eGFR 61 132/86 130/84 9 (23%) RR 2.031% .
ESRF Qo0 2009 6y 10mg/d 200mg/d (45) mUminy ~ UPE2390  y30y) (128183)  [(11%)] (082500 NS Far
[98]9 P (6Y) Enalapril Losartan 61 eGFR 62 UPE 2.2 a/d 134/83 129/83 19 (31%) RR 1.49197 NS Fair
20mg/d 100mg/d (69) 43 mLiminly 29 (132/84) (128/84) 020%)]  (0.75;4297)
Enalapril Losartan 40 (45) eGFR 61 UPE 2.3 a/d 132/86 130/84 9 (25%) RR 1.0819%8 NS Fair
10mg/d 100mg/d (45) mL/minly 99 (132/84) (128/84) [0(20%)]  (047;2.43)

183 All Chinese patients
184 Estimated from graph
185 Primary outcome

186 Calculated by ERT
187 Estimated from graph
188 Primary outcome

189 Calculated by ERT
190 All Chinese patients
191 Estimated from graph
192 Calculated by ERT
193 Estimated from graph
194 Calculated by ERT
195 Calculated by ERT
19 Calculated by ERT
197 Calculated by ERT
198 Calculated by ERT



Supplemental Table 15. RCTs examining the effect of ACEI vs. ARB in patient with CKD without DM [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline T Baseline Achieved ;
Outcome Year Outcome GFR or Baseline Baseline A P Quality
. . Proteinuria SBP/DBP SBP/DBP . . value
Count (Treatment)  Intervention Control Intervention  Control S . . Intervention  Intervention
ry Cr Intervention  Intervention
(Control) (Control) (Control) [Control]
Kidney function
Enalapril 61 eGFR 62 134/83 129/83 62 35 .
20mg/d Losartan (69) 63 mUminy UPE2290 3oy (128/83) (64) (0.7) nd Fair
Enalapril 200mg/d 40 (67)  eGFR6 132/36 130/84 61 32 .
AeGFR, Qo0 2009 6y 10mg/d (45) mUminy ~ UPE2390 3oy (128/83) (64) (0.7) nd Fair
mL/minly [98]9 P 6y) Enalapril 61 6GFRE2 | 55 g 134/83 129/83 62 35 » Fair
20mg/d Losartan (69) 4 mL/minfy <9 (132/84) (128/84) (61) (-3.5)
Enalapril 100mg/d 40 (45  eGFR6 132/86 130/84 61 3.2 .
10mg/d (45) mUminy  UPE239 qaoies  (128/84) (61) (35) nd Fair
Proteinuria
Benazepril Losartan eGFR 31
84 87 . 150/86 124/76 2.4 50%
(40 mg/d [200 mg/d (84) (87) mL/m|n2/1. UPE 2.1 g/d (152/86) (124/76)200 20) (53%) NS Good
0 . 199 titrated] titrated] 73m
%AProteinur  Hou 2007 3y oGFR
la, g/d China [42] 3) Eﬁg"‘nﬁe%" [LSOOS;”a/g 84 88 306 ppqagqq 151186 124/76 14 38% NS Good
9 9 (84) (88)  mL/min/1. 49 (150/86)  (124/76) 21 (1.6) (41%)
fixed] fixed] 73 m2
Enalapril 61 eGFR 62 134/83 129/83 22 05 .
20mg/d Losartan (69) 63 mUminy OPE2290 oo (128/83) (2.2) (1) nd Fair
Enalapril 200mg/d 40 (67)  eGFR6 132/86 130/84 23 06 .
AUPE. dld ‘é\i’r‘:"f%?z 6y 10mg/d (45) mUminy ~ UPEZ39d ya084) (128/83) (2.2) (1) nd Fair
8 [98]9 P 6Yy) Enalapril 61 eGFR62 |5y g 134/83 129/83 22 05 iy Fair
20mg/d Losartan (69) 43 mL/minly <9 (132/84) (128/84) (2.0 (-0.4)
Enalapril 100mg/d 40 45  eGFR61 132/86 130/84 2.3 06 .
10mg/d (45) mUminly  OPE239d 135 (128/84) (2.0) (0.4) nd Fair
Geometric
LUACR, Menne 2008 30 wks Lsinoorl Valsartan 40 42 CrCl105  UACR96 153/91 139/79 9,622 mean NS Good
mg/mmol Multi[67] (30 wks) P (43) (43) mg/mL mg/mmol (153/92) (137/81) 9.1) -41%
(-51%)

199 All Chinese patients
200 Estimated from graph
201 Estimated from graph
202 Primary outcome



Supplemental Table 16. Evidence profile of RCTs examining the effect of high vs. low dose ACEI in patients with CKD without DM

: . Directness of the Summary of findings
# of studies Methodological Consi . 0
Outcome and Total N quality of studies onsistency evidence Other Quality of evidence for Qualitative and quantitative description of  Importance
. (Treatment) across studies  generalizability/  considerations y q P P
study design per outcome . outcome effect of outcome
applicability
Composite 1RCT I .
kidney [1°in 1 RCT] (18648) No "”zg)a“"”s NA D'(Be)“ SF(’j)Se Moderate Benefit for high doses of ACEI Critical
outcomes (High)
Mortality 0RCTs -- - -- - - Critical
CV mortality 0RCTs -- - -- - - Critical
Sparse
1RCT 168 No limitations Direct (-1) . . "
CV events (High) (84) (0) NA (0) Imprecision Low Insufficient evidence Critical
(1)
I Important ;
2RCTs 269 No limitations . . . Direct Sparse . ) ”
ESRD . inconsistencies Low Possible benefit Critical
(High) (145) ) ) ) )
Kidney - .
function ! RCT 168 Nolimitations NA Direct Sparse Moderate Benefit for higher doses of ACEI High
; (High) (84) 0 0 (1)
(categorical)
AKidney - No important Uncertainty about
function 2 R.CTS 269 Some limitations inconsistencies directness Sparse Very low Possible benefit for higher dose ACEI Moderate
- (High) (145) (-1 (-1
(continuous) (0) (-1
Proteinuria .
(categorical) ORCTs ) - - - ) High
— —_— No important Uncertainty about
Prote.muna 2 R.CTS 269 Some limitations inconsistencies directness Sparse Very low Possible benefit for higher dose ACEI Moderate
(continuous) (High) (145) (-1 0) 1) (-1
Drug discontinuation: 6-7% vs. 4% for ACEI
(from 2 RCTs)
ia* 49 0,
Adverse events 2RCTs (ﬁg) gyépTe)rkalemla. 4% vs. 0% for ACEI (from 1 Moderate
Early rise in creatinine: 3% vs. 2% in ACEI
(from 1 RCT)
Total 2RCTs (?22)

Balance of potential benefits and harms
Possible benefit for kidney outcomes in higher dose ACEI
Insufficient evidence for CV outcomes

Quality of overall evidence
Low for kidney outcomes
Low for CV outcomes




Supplemental Table 17. RCTs examining the effect of high dose ACEI vs. low dose ACEI in patient with CKD without DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline o oline Baseline Achieved Events P )
Outcome Year Outcome Intervention Control Intervention  Control GROT " proteinuria SBP/DBP SBP/DBP No (%) RRIORHR  yaye U2y
Country (Treatment) Scr Intervention  Intervention Intervention  (95% ClI)
(Control) (Control) [Control]
Composite kidney outcomes
. . Risk
gsugg‘g[‘)’f Hou 2007203 3y E}Zgarf];%" Benazepri 84 84 rff/fnfnﬂ UPE 24 g/d 149/86 124/76 15(18%)2%5  reduction o os Good
Ty s : : . . 204 0 0 :
or death China[42] 3y) tirated] [10 mg/d fixed] (84) (84) 732 (151/86) (124/76) 26 (31%)] 51%
(4.8; 73.3)
CV events
Benazepril . eGFR 31
Hou 2007206 3y Benazepril 84 84 . 149/86 124/76 10 (11%) RR 1.25%8
CVevenls  cyinajaz] (3y) [333Teg(j’f [10 mg/d fixed] (84) ey ~ Momnt UPE2199suge) et W] 0sz30m M O
ESRD
Benazepril eGFR 31 Risk
Hou 2007209 3y Benazepril 84 84 . 149/86 124/76 reduction
ESRD Chinal42] (3Y) Bomgld oy fixed]  (84) gy ~ Mumint. UPE2T9d q51gs) (1247620 nd a% 004 Good
titrated] 73 m :
(4.2:72.1)
ESRD (CKD Woo 200921 _ ) 0 212
Stage 5, Sinqapore 6y Enalapril Enalapril 61 40 eGFR 62 UPE 2.2 o/d 134/83 129/83 19 (31%) RR 1.38 NS Fair
eGFR <15 gap ©6Y) [20 mg/d] [10 mg/d] (69) (43) mL/min <9 (132/86) (130/84) [0(23%)]  (0.70;2.75)  (0.09)
(98]
mL/min)
Kidney function
. Benazepril . eGFR 31 Risk
Doubling of ~ Hou 200723 3y Benazepril 84 84 ; 149/86 124/76 )
Ser China[42] (3y) [333Teg(j’f [10 mg/d fixed] (84) (84) m%m,'r?z/ 1. UPE21gld  i5186)  (124/76)2¢ nd re‘i‘g?,zm 004 Good

203 All Chinese patients
204 Estimated from graph
205 Primary outcome

206 All Chinese patients
27 Estimated from graph
208 Calculated by ERT
209 All Chinese patients
210 Estimated from graph
211 Patients with IgA nephropathy and moderate grade proteinuria (mean 2.2g/d)
212 Calculated by ERT
213 All Chinese patients
214 Estimated from graph



Supplemental Table 18. RCTs examining the effect of high dose ACEI vs. low dose ACEI in patient with CKD without DM [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline LT Baseline Achieved ;
Outcome Year Outcome GFR or Baseline Baseline A P Quality
. . Proteinuria SBPIDBP SBPIDBP . . value
Country (Treatment)  Intervention Control Intervention  Control Scr Intervention _ Intervention Intervention  Intervention
(Control) (Control) (Control) [Control]
Kidney function
Hou 200725 3y Benazepril  Benazepri 84 84 eGFR 31 149/86 124/76 35 redl?g%n in
% CrCl China[42] (3y) [40 mg/d [10 mg/d (84) (84) mL/min/1.  UPE 2.1 g/d (151/86) (124/76)216 (34) high vs. low 0.02 Fair
titrated] fixed] 73 m?
dose ACE
217
DAeGFR, \é\i/r?oa2%?2 6y Enalapril Enalapril 61 40 eGFR 62 UPE 2.2 0/d 134/83 129/83 62 -35 nd Fair
mL/min [98]9’ P 6Y) [20 mg/d] [10 mg/d] (69) (43) mL/min <9 (132/86) (130/84) (61) (-3.2)
Proteinuria
. Benazepril Benazepril eGFR 31
%AProteinur - Hou 2007218 3y 84 84 . 149/86 124/76 21 50%
: . [40 mg/d [10 mg/d mL/min/1.  UPE 2.1 g/d 219 0 <0.05 Good
ia China[42] (3y) ftrated] fixed] (84) (84) 73 m2 (151/86) (124/76) (1.4) [38%)
Woo 2009220 ) )
. 6y Enalapril Enalapril 61 40 eGFR 62 134/83 129/83 22 0.5 .
AUPE, g/d [Sg'g]gap"re 6y) R0mgld]  [10 mgid] (69) 43) mUmin ~ JPE2294 4350e6) (130/84) (2.3) (0.6) nd Fair

215 All Chinese patients
216 Estimated from graph

217 Patients with IgA nephropathy and moderate grade proteinuria (mean 2.2g/d)

218 All Chinese patients
219 Estimated from graph

220 Patients with IgA nephropathy and moderate grade proteinuria (mean 2.2g/d)



Supplemental Table 19. Evidence profile of RCTs examining the effect of high vs. low dose ARB in patients with CKD without DM

Directness of the

Summary of findings

# of studies Methodological Consi . 0
Outcome and Total N quality of studies onsistency evidence Other Quality of evidence for Qualitative and quantitative description of  Importance
. (Treatment) across studies  generalizability/  considerations y q P P
study design per outcome oo outcome effect of outcome
applicability
Composite 1RCT I .
kidney [1°in1RCT] (18775; No ""(‘(')t)a“ons NA D'(Be)d S‘(’j)se Moderate Benefit i high doses of ARB Critical
outcomes (High)
Mortality 0RCTs - - - - - Critical
CV mortality 0RCTs - - - - - Critical
Sparse
1RCT 175 No limitations Direct (-1) - . ”
CV events (High) (87) (0) NA (0) Imprecision Low Insufficient evidence Critical
(1)
2RCTs 281 No limitations No important Direct Sparse
ESRD ) inconsistencies Moderate Possible benefit in high doses of ARB Critical
(High) (150) ) 0 ) )
Kidney I .
function ! RCT 175 Nolimitations NA Direct Sparse Moderate Benefit in high doses of ARB High
: (High) (87) 0 0 1
(categorical)
AKidney s Important Uncertainty about
function 3 R.CTS 608 No limitations inconsistencies directness None Low Possible benefit for higher dose ARB Moderate
- (High) (317) (0) (0)
(continuous) (-1) (-1
Protelnu_rla 0RCTs ) 3 3 ) 3 High
(categorical)
- 3RCTs I No important Uncertainty about
Protellnurla [1°in 1 RCT] 608 Nolimitations inconsistencies directness None Moderate Benefit for higher dose ARB Moderate
(continuous) . (317) (0) (0)
(High) ) (1)
Drug discontinuation: 3-11% vs. 3-15% for
ARB (from 3 RCTs)
ia* RO, 0
Adverse events 3RCTs (g?% E}é;:_)re)rkalemla. 6% vs. 3% for ARB (from 1 Moderate
Early rise in creatinine: 3% vs. 3% for ARB
(from 1 RCT)
Total 3RCTs (2(1)%

Balance of potential benefits and harms
Possible benefit for kidney outcomes with higher dose ARB arm

Insufficient evidence for CV outcomes

Quality of overall evidence
Moderate for kidney outcomes
Low for CV outcomes




Supplemental Table 20. RCTs examining the effect of high dose ARB vs. low dose ARB in patient with CKD without DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration ™ Baseline Baseline | Baseline Achieved Events P )
Outcome Year Outcome Intervention Control Intervention  Control GFRor Proteinuria ~ SBP/DBP SBP/DBP No (%) RRIORHR  value Qualty
Country (Treatment) Scr Intervention  Intervention Intervention (95% ClI)
(Control) (Control) [Control]
Composite kidney outcomes
. Risk
Doubling of 21 Losartan eGFR 30 /1223 .
oy L R O A S USSR S
death titrated] 73 m? )
(5.5, 74.1)
CV events
Losartan eGFR 30
Hou 2007224 3y Losartan 87 88 . 152/86 124/76 8 (9%) RR 0.81226
CV events China[42] (3y) [Ztg?agggd [50 mg/d fixed] (87) @y  momnt UPE2094gms) e po(iw) (034195 M O
ESRD
ESRD Hou 2007227 3y [éggar:a? y Losartan 87 88 ;‘E‘/fnﬁnﬁ UPE 2.0 0/d 152/86 124/76 » redFElzrion 005 Good
China[42] (3y) 2> mg [50 mg/d fixed] (87) (88) . -9 (149/86)  (124/76)28 47% :
titrated] 73m i
(3.6; 76.9)
£SRD Ljo0 2009 6y Losartan Losartan 63 43 eGFREL oco, o 13284 128183 (M%) RROSEY
[98]9 P 6Yy) [200 mg/d] [100 mg/d] (67) (45) mL/min <9 (132/85) (128/84) [9(20%)]  (0.21:1.32)
Kidney function
Losartan eGFR 30 Risk
. Hou 2007231 3y Losartan 87 88 . 152/86 124/76 .
Doubling of Scr . [200 mg/d : mL/min/1.  UPE 2.0 g/d 9% nd reduction 0.04 Good
China[42] (3y) firatod 190 md fxed] (87) (88) i (149/86)  (124/76) 50% (Gl )

221 All Chinese patients
222 Estimated from graph
223 Primary outcome

224 All Chinese patients
225 Estimated from graph
226 Calculated by ERT
227 All Chinese patients
228 Estimated from graph

229 Patients with IgA nephropathy and moderate grade proteinuria (mean 2.2g/d)

230 Calculated by ERT
231 All Chinese patients
232 Estimated from graph



Supplemental Table 21. RCTs examining the effect of high dose ARB vs. low dose ARB in patient with CKD without DM [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline S Baseline Achieved ;
Outcome Year Outcome GFRor  oaseline 0 BP  seppep  Baseline A P Quality
; ; Proteinuria ; ; value
Country (Treatment)  Intervention Control Intervention  Control Scr Intervention _ Intervention Intervention  Intervention
(Control) [Control]
(Control) (Control)
Kidney function
55%
reduction in
Losartan Losartan eGFR 30 intervention
Hou 2007233 3y 87 88 . 152/86 124/76 34 .
% CrCl . [200 mg/d [50 mg/d mL/min/1.  UPE 2.0 g/d 34 group 0.04 Fair
China[42] (3y) ftrated] fixed| (87) (88) 73 m2 (149/86) (124/76) (34) compared to
control
group
Candesartan Candesartan 84 72 SSPROD ZMuMEY 3379 132077 55 0 s Good
[64 mg] [16 mg] (90) (90) 73 m? - P old : (133/77) (133/75) (52) (-9)
%AeGFR eGFR 49 24h urine
= Candesartan  Candesartan 75 72 . . 132177 130/76 49 -8
mL/min/1.73 mL/min/1. rotein 2.85 NS Good
o ! [128 mg] [16 mg] (89) (90) 73 rln? P g' o (133/77) (133/75) (52) (-9)
Candesartan  Candesartan 83 gg  SOTRI 2nuMe g3 130/76 49 8 v o
SMART [128 mg] [64mg] (89) (90) - P : (133/79) (132/77) (55) (-10)
2009 30 wk 73 m? g/d
(30 wk) eGFR 55 24h urinary
Canada[22] Candesartan  Candesartan 84 72 mL/min/A rotein 2.83 133/79 132/77 119 +9 NS Good
[64 mg] [16 mg] (90) (90) 73 m2 - P old : (133/77) (133/75) (127 (+8)
%AScr, Candesartan  Candesartan 75 72 r?f/ﬁn‘}? f;giﬁnzngs 13277 130/76 135 +7 NS Good
pmol/L [128 mg] [16 mg] (89) (90) 73 m2 - P old ' (133/77) (133/75) (127) (+8)
Candesartan  Candesartan 83 R A e A 130176 135 + y e
[128 mg] [64mg] (89) (90) 73 m2 - P old : (133/79) (132/77) (119) 9)
235
AeGFR, \é\i/r?oaz(z)?g 6y Losartan Losartan 63 43 eGFR 64 UPE 2.2 0/d 132/84 128/83 64 -0.7 nd Fair
mL/minly gap 6Y) [200mg/d]  [100 mg/d] (67) (45) mL/min <9 (132/85) (128/84) (61) (-3.5)
[98]
Proteinuria

233 All Chinese patients
234 Estimated from graph
235 Patients with IgA nephropathy and moderate grade proteinuria (mean 2.2g/d)



Description No analyzed / Enrolled Blood pressure Results

Outcome sYt:;? gll:tr:g:; B(?:I?{Ig‘f Baseline SBBan;%Ig; ggwggg Baseline A P Quality
Country (Treatment)  Intervention Control Intervention  Control Scr Proteinuria Intervention  Intervention  Mtervention  Intervention value

(Control) (Control) (Control) [Control]

) Losartan Losartan eGFR 30
%AProteinur  Hou 2007236 3y 87 88 . 152/86 124176 20 53%
. . [200 mg/d [50 mg/d mL/min/1.  UPE 2.0 g/d 937 o <0.05 Good
ia, g/d China[42] 3y) frated] P (87) (88) i (149/86) (124/76) (1.6) (41%)
eGFR55  24h urinary 238 i
Candesartan  Candesartan 84 72 mL/min/1. rotein 2.83 133/79 132/77 2.83 22.23 0.0492 Good
p
[64 mg] [16 mg] (90) (90) i o (133/77) (133/75) (2.80) (-7.49)
A24h urine g(')\f)gRT 30 wk Candesartan  Candesartan 75 72 gf/fnﬁn‘}f f;giz”z"gts 132177 130176 28529 -36.95 0000 oo
protein, g Go a0y (30 wk) [128 mg] [16 mg] (89) (90) gy P o (133/77) (133/75) (2.80) (-7.49) 1
Candesartan  Candesartan 83 88 ;f/mn‘}f E:ftZiﬁriZn& 132177 130176 285240 -36.95 y o
[128 mg] [64mg] (89) (90) Sary P o (133/79) (132177) (2.83) (-22.23)
Woo 2009241
. 6y Losartan Losartan 63 43 eGFR 64 132/84 128/83 2.2 -1 .
AUPE, gld  Singapore 6y 200mgid]  [100 mg/d] (67) 4s)  mumn UPE2294 qaoes (128084) 2.0) (0.4) nd Fair
[98]

236 All Chinese patients

237 Estimated from graph

238 Primary outcome

239 Primary outcome

240 Primary outcome

241 Patients with IgA nephropathy and moderate grade proteinuria (mean 2.2g/d)



Supplemental Table 22. RCTs examining the effect of ACEI vs. B-blocker in patients with CKD without DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . Baseline Achieved Events P _
Out Y Out GFR asefine Qualit
utcome ear utcome . : o' Proteinuria  SBP/DBP SBP/DBP No (%) RRIORHR  yaue uality
Country (Treatment)  Intervention Control Intervention  Control Ser Intervention  Intervention  Intervention (95% CI)

(Control) (Control) [Control]

Composite kidney outcomes

IGFR 50%
or25 Risk
mL/min/ reduction
173 me, 229 0.04 Good
ESRD or (1; 38) 243
death
0,
i?stR 50% 309 300 y Risk
. (436) (441) reduction NS
mL/min/ 229 (0.07) Good
173 mor pASK 2002 GFR45 ~ Male 061 (2 41) 4 '
ESRD o060 4y Ramipril  Metoprolol mUmint, 9240 151/9 135/62 '
, =3y) P P " Female041  (150/96) (133/81) Risk
US[70;99] 73 m2 .
ESRD or g/24h reduction NS Good
death 21%
(-5; 40) 245
First CV
hospitalizati 61 (14%) HR 0.98246
onand 136 a1 65(15%) (069,139 o Good
death
First CV (436) (441)
hospitalizati 13 (30:/") HR 0.872% NS Good
o ESRD [124 (28%)]  (0.67;1.13)
Mortality
Male 0.61
AASK GFR45
All cause e 4y . 309 300 . g/24h 151/96 135/82 2%
mortality 2002 (=3y) Ramipril - Metoprolol (436) @41y MU o ale 041 (150096)  (135081) (2%) nd NS Good
US[99] 73m i2ih
CV mortality

242 Study only included African American patients
243 Adjusted
244 Adjusted
245 Adjusted
246 Adjusted
247 Adjusted
248 Study only included African American patients



Description No analyzed / Enrolled Blood pressure Results
out SYtudy ([))utratlon Bé:;""e Baseline Baseline Achieved Events P it
wicome ol oatmor Intervention Control Intervention  Control " Proteinuria ~ SBPIDBP SBP/DBP No (%) RRIOR/HR value QY
Country (Treatment) Scr Intervention  Intervention  Intervention (95% Cl)
(Control) (Control) [Control]
0,
CVmortality  AASK 2002 309 S0 gprgs  Male 061 1% nd NS Good
——— 200629 4y Ramipril Metoprolol (436) (441) mL/min/1 g/24h 151/96 135/82 (1%)
CV death US[70:99] =3Yy) 436 441 7ame  Female041  (150/%) (135/81) 12 (3%) HR 1.062%0 NS Good
' (436) (441) g/24h [12(3%)]  (0.47;2.39)
CV events
CV events 309 300 3%
(composite) (436) (441) [3%] nd NS Good
89 (20%) HR 1.05t
CVorens sk 2002 orrag Mo 061 85(19%)] (072,153 NS Good
Stroke 2006251 4y Ramipril  Metoprolol mUmin, 9240 151/9 135/82 28(6%)  RRIO® 0 Good
events US[70.99] =3y) P P 436 441 7ame  Female041  (150/%) (135/81) [23(5%)]  (0.58;1.78)
CHF everts ' (436) (441) g/24h 20 (5%) RR 09225 o Good
T [22(5%)]  (0.51;1.66)
19 (4%) RR 1.07254
CAD events (18 (4%)] (0.57: 2.01) nd Good
ESRD
Male 0.61 Risk
AASK GFR 45 .
4y . 309 300 . g/24h 151/96 135/82 reduction
255
ESRD 6030[59] (=3y) Ramipril - Metoprolol (436) (441) m%mr']:zl ' Female041  (150096)  (135/81) nd 22% NS Good
g/24h (-10; 45)256

249 Study only included African American patients
250 Adjusted

251 Study only included African American patients
252 Calculated by ERT

253 Calculated by ERT

254 Calculated by ERT

255 Study only included African American patients
256 Adjusted



Supplemental Table 23. RCTs examining the effect of ACEI vs. R-blocker in patients with CKD without DM [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results

Study Duration Baseline g oline Baseline Achieved

Outcome Year Outcome ) ) GFRor N SBP/DBP SBP/DBP
Country  (Treatment) Intervention Control Intervention  Control Ser Proteinuria Intervention _ Intervention

(Control) (Control)

Baseline A T Quality
Intervention Intervention ~ Valueé
(Control) [Control]

Kidney function

Acute slope
-AGFRin
first 3 -0.23
months, (-1.73) 001 Good
mL/min/1.73
m?/y
Chronic
slope — Male 0.61
AGFRafler A0S 4y Ramioil Metoorald 309 30  SPR4S oo 151/96 135182 468
first 3 Us =3y) P P (436) (441) Female 041  (150/96) (135/81) (46)
[99]
months, 9/24h

mL/min/1.73
m?Jy

Total slope -
AGFR over 189
4y, .
mL/min/1.73 (242)
m? fy

-1.87
(-2.12)

mL/min/1.

73m? NS Good

0.007 Good

257 Study only included African American patients
258 Primary outcome



Supplemental Table 24. RCTs examining the effect of ACEI + CCB vs. ACEI in patients with CKD without DM [categorical outcomes]

No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . . T -
Outcome Year Outcome ) GFR or No (%) RRIORHR  yalue Quality
Country (Treatment) Intervention ~ Control Scr Intervention (95% Cl)
[Control]
Mortality
GFR 43
Nephros mL/min/1. 0
Death 2001 (21) (gg) 73 m2 [8 §8§Z§] - nd  Far
Multi[41] Scr 147
mol/L
Kidney function
Regression
coefficients
for overall
effect 30'.24() 265;38’
?alculated 4.7 (88 - NS Good
rom 15)]
baseline
GFR
—{mUminfy) GFR43
Regression Nephros mL/min/1
coefficients 2001 51 53 3m 2 4260
for 1/Sc; Mult (51) (53) ; - NS Good
ultij41] Scr 147 [-3.8]
(1/umol/Lly)
X103 mol/L
Regression
coefficients
for long-term -3.8 (-6.8;
effect 0.9) 261
calculated [5.8 (-8.7: - NS Good
from 3 0.3)]
month GFR
(mL/minly)

259 Primary outcome
260 Primary outcome
261 Primary outcome



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline Baceline Basaling Achioec Evonts - |
Outcome Year Outcome ) ) GFRor Proteinuria SBP/DBP SBP/DBP No (%) RRIORHR  yalue Quality
Country (Treatment)  Intervention Control Intervention  Control Ser Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
Regression
coefficients 0 8262
for 1/Scr [_'2 1 - NS Good
(1/pmol/Lly) '
X108

262 Primary outcome



Supplemental Table 25. RCTs examining the effect of ACEI + CCB vs. ACEI in patients with CKD without DM [continuous outcomes]
Description No analyzed / Enrolled Blood pressure Results
Study Duration = Baseline . Baslne Aahioved ™ . A
Outcome Year Outcome GFRor PBasgIme. SBPIDBP  SBP/DBP Baseline A T Quality
Country  (Treatment) Intervention Control Intervention  Control Scr roteinuria Intervention  Intervention  Mtervention  Intervention value
(Control) [Control]
(Control) (Control)
Proteinuria
UAE GFR 43
(statistical Nephros - mL/min/1. .
analysis of 2001 (ig) }fqezlicr:]dlr;)rllr!; Ramipril (21) (gg) 3m Un?gE/2543hO (11559719090) (gggg) (ggg) (-g'?g) NS Good
transformed ~ Multi[41] Scr 147 ’
values) mol/L




Supplemental Table 26. RCTs examining the effect of ACEI + CCB vs. CCB in patients with CKD without DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . line Baseline Achieved Events P )
Outcome Year Outcome . control  Interveni Control GFRor o oteinuria  SBP/DBP  SBP/DBP No (%) RRIORHR  yaiue  Quality
Country (Treatment)  Intervention ontro niervention ontro Ser Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
Mortality
GFR 43
Nephros 2y Ramipril + 51 4 MUMIN e 830 154/99 134/85 0(0%)
Death 2001 (nd) felodipine " clodipine (51) (54) 3 m mgi24h  (159100)  (139/86) (1 (2%)] - nd Fair
Multi[41] Scr 147
mol/L
Kidney function
Regression
coefficients
for overall
effect 302 4() ?638 ’
calculated : ) - NS Good
from [-4.8 (-8.1;
, -0.8)]
baseline
GFR
—{mUminfy) GFR43
Regression Nephros mL/min/1
coefficients 2001 2y Ramipril + Felodinine 51 54 3m UAE 530 154/99 134/85 0 4264
for 1/Scr . (nd) felodipine P (51) (54) mg/24h (160/99) (139/86) : - NS Good
Multi[41] Scr 147 [-7.4]
(1/umol/Lly) mollL
X103
Regression
coefficients
for long-term -3.8 (-6.8;
effect 0.9) 265
calculated [6.0 (-11.0; <005 Good
from 3 2.3)]
month GFR
(mL/minly)

263 Primary outcome
264 Primary outcome
265 Primary outcome



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline Baceling Basaline Achioved Events . |
Outcome Year Outcome ) ) GFRor Proteinuria SBP/DBP SBP/DBP No (%) RRIORHR  yalue Quality
Country (Treatment)  Intervention Control Intervention  Control Ser Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
Regression
coefficients 0 8266
for 1/Scr [_'9 0] - NS Good
(1/umoliLty) '
X 10

266 Primary outcome



Supplemental Table 27. RCTs examining the effect of ACE + CCB vs. CCB in patients with CKD without DM [continuous outcomes]
Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . Baselne Achioesi ™ : AR
Outcome Year Outcome GFRor  baseline Baseline A P Quality
. . Proteinuria SBP/DBP SBP/DBP . . value
Country (Treatment)  Intervention Control Intervention  Control Scr Intervention _ Intervention Intervention  Intervention
(Control) [Control]
(Control) (Control)

Proteinuria

UAE GFR 43

(statistical Nephros - mL/min/1. .

analysis of 2001 (ig) ?e?crgﬁ;lrlm; Felodipine (gl) (gj) 3m Un?gE/zaio (11559719090) (gg;gg) (ggg) (+%?i) NS Good

transformed ~ Multi[41] Scr 147 ’

values) mol/L




Supplemental Table 28. RCTs examining the effect of CCB vs. CCB in patients with CKD without DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration " Baseline Baseline Basoline ot Bents . |
Outcome Year Outcome Intervention  Control Intervention  Control RO Proteinuria ~_ SBPIDBP SBP/DBP No (%) RRIORMR  yalye QU2
Country (Treatment) Ser Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
Mortality
CARTER
All-cause 12 mo R - 147 130 Scr 1.27 UPCR 1921 152187 133/76 2 (1%) RR 0.59%7
mortality igg;n[%] (12mo) ~ Cimidipine  Amiodipine (179) (160)  mgldL mglg (152188)  (135/78) B(%)] (010347 M Good
CV mortality
CARTER
. 12 mo g - 147 130 Scr 1.27 UPCR 1921 152/87 133/76 0 (0%)
CV mortality igg;n[%] (12 mo) Cilnidipine Amlodipine (179) (160) mg/dL mglg (152/88) (135/78) 2 (2%)] - nd Good
CV events
CVD events- 1(1%) RR 0.29%8 nd Good
all [3 (2%)] (0.03; 2.80)
Angina 1(1%) N
pectoris [0 (0%)] nd  Good
0 (0%)
MI (1 (1%)] - nd Good
Abdominal 0
aortic [? 5(1)0/2 ;] - nd Good
rupture
Suiden  SIRTER Mmoo W 130 S¢127  UPCR1921 152187 133/76 0(0%) ) o cond
death Japan(3e] (12 mo) P P (179) (160) mg/dL mglg (152/88) (135/78) [1.(1%)]
Stroke P 2(1%) RR 0447 nd Good
[4 (3%)] (0.08: 2.37)
Stroke-
2 (1%) RR 0.59270
cerebral 0 . nd Good
infarction [3 (2%)] (0.10; 3.47)
Stroke-
transient 0 (0%)
ischemic (1 (1%)] - nd  Good
attack
%7 Calculated by ERT
268 Calculated by ERT
269 Calculated by ERT

210 Calculated by ERT



Supplemental Table 29. RCTs examining the effect of CCB vs. CCB in patients with CKD without DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duraion ——————— Bassline . o P —
Outcome Year Outcome GFR or PBascleIme. SBPIDBP  SBP/DBP Baseline A T Quality
Country (Treatment)  Intervention Control Intervention  Control Scr roteinuria Intervention  Intervention  Mtervention  Intervention value
(Control) [Control]
(Control) (Control)
Kidney function
CARTER
12 mo g - 147 130 Scr1.27 UPCR 1921 152/87 133/76 1.27 +0.1

AScr, mg/dL igg;n[%] (12mo) ~ Cinidipine  Amlodipine ;79 (160)  mgldL mglg (152188)  (135/78) (1.29) (+0.16) NS Good
Proteinuria
aupcr,  SARTER 12mo Cinidione Amiodioine 147 130 Se127  UPCR1921 15287 13376 192127 612 0% Good
mglg Japan(36] (12 mo) P P (179) (160) mg/dL mglg (152/88) (135/78) (1712) (+169) '

271 Primary outcome



Supplemental Table 30. RCTs examining the effect of B-blocker vs. CCB in patients with CKD without DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline - Baseline Achieved Events
Outcome Year Outcome GFR or Baseline 0 P Qualit
Country (Treatment)  Intervention ontro ntervention ontro Scr Intervention Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
Composite kidney outcomes
IGFR50%
or25 Risk
mL/min/ reduction
173 me, nd 20% NS Good
ESRD or (-10; 41)273
_death
0,
é?stR 50% 300 145 Risk
mL/min/ (441) (217) nd re‘éji}“” NS Good
173m0r o0 46 Male (9;47) 7
,,,,,,, ESRD 79 4y . . 0.63g/24h 150/95 135/81 '
2006 Metoprolol Amlodipine mL/min/1. :
, (=3y) ) Female (150/96) (133/81) Risk
ESRD US[70;99] 73m .
or 0.44 g/24h q reduction 0.003 Good
death n 42% ' 0
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, (17, 60) 275
First CV
hospitalizati 65 (15%) HR 1.30276
on and i ’17 23(11%)  (081;208 o Good
death
"""" FistCy (441) (217)
otz 124 (28%)  HR 0.85277
ospitalizati [65(30%)]  (0.62; 1.14) NS Good
on or ESRD T
Mortality
46 Male
All cause AASK 2002278 4y - 300 145 . 0.63g/24h 150/95 135/81 2%
mortality  US[99] (=3y) Metoprolol - Amlodipine (441) (217) m';/sm'”zl " Female (150/96) (133/81) 2%] nd NS Good
m
0.44 g/24h
CV mortality
. AASK 2002 - 300 145 46 Male 150/95 135/81 1%
CVmortality  5q0g2r9 4y Metoprolol  Amlodipine (441) (217)  mUmind.  063g24h  (150196) (133/81) [1%] nd NS Good

212 Study only included African American patients

23 Adjusted
214 Adjusted
25 Adjusted
276 Adjusted
217 Adjusted

278 Study only included African American patients
219 Study only included African American patients



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline Baseline Baseline Achieved Events P .
Outcome re Do Intervention ~ Control  Intervention  Control OTRO"  Proteinuria _SBPIDBP SBP/DBP No (%) RRIORHR  yalye A2
Country (Treatment) Ser Intervention  Intervention Intervention  (95% Cl)
(Control) (Control) [Control]
US[70:99] (>3y) 441 217 73 m? Female 12(3%)  HR0.85%0
CV death (441) (217) 044 g/24h TE%) (033217 NS Good
CV events
Male
300 145 0.63g/24h 150/95 135/81 3%
CVevents (441) 217) Female  (15096)  (133/81) 12%] nd NS Good
777777777777777777777777777777777777777777777777777777777 0.44 g/24h
0 282
CVevents  AASK 2002 y 46 [32 830;0 §] 8@&@132) NS) Good
"""""""""""""""""""""""""""""""" 2006281 y Metoprolol Amlodipine mL/min/1. o 2 S
Stroke US[70:99] (=3y) 73 m2 Male 23 (5%) RR 1.26283 nd Good
_events ' 441 217 0.57g/24h 150/96 133/81 [9 (4%)] (0.59; 2.67)
(441) 217) Female (150/95) (135/81) 22(5%)  RR1.35%
 CHF events 0.38g/24h B@%) (061299 " Good
18(4%)  RR1.772%
CAD events [5 (2%)] (0.67, 4.71) nd Good
ESRD
Risk
AASK 2002 4y 300 145 46 0 6'23}2% 150/95 135/81 reduction g g9
ESRD 200628 Metoprolol Amlodipine mL/min/1. : nd 59% ) Good
US[70:90] (>3y) (441) (217) i Female (150/96) (133/81) 135 1
0.44 g/24h 74%)%7
280 Adjusted
281 Study only included African American patients
282 Adjusted
283 Calculated by ERT
284 Calculated by ERT
285 Calculated by ERT

286 Study only included African American patients
287 Adjusted



Supplemental Table 31. RCTs examining the effect of R-blocker vs. CCB in patients with CKD without DM [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline Baseline . . T

Outcome Year Outcome GFR or Baseline SBP/DBP Achieved Baseline A

Country (Treatment)  Intervention  Control Intervention  Control Scr Proteinuria Infervention  INtervention  Intervention  Intervention value
(Control) (Control) (Control) [Control]

Quality

Kidney function

Acute slope

-AGFRin

first 3 -1.73

months, (+4.03) <0.001 Good
mL/min/1.73

m?3/y

Chronic

slope — 46 Male

AGFR after ~ AASK 2002288 4y Metoorolol  Amlodipine 300 145 mL/min/A 0.63g/24h 150/95 135/81 46289
first 3 US[99] (=3y) P P (441) (217) 73 m2 ' Female (150/96) (133/81) (46)
months, m 0.44 g/24h

mL/min/

1.73 m?ly

Total slope -

AGFR over 268
4y, :
mL/min/1.73 (1.60)
m2ly

-2.33

(3.22) 0.02 Good

0.004 Good

Proteinuria

0, 1 .
%AProteinur Male Male 0.61;

ia 46 Female 0.41
. AASK 2002290 6 mo . 300 145 . 0.63g/24h 150/95 135/81 .
(geometric US[99] (6 mo) Metoprolol  Amlodipine (441) (217) mL/min/1. Female (150/96) (133/81) (M:;; (;.@3,

mean 73m?
UPCR) 0.44 g/24h 0.44)

-14%

(+58%) <0.001 Good

288 Study only included African American patients
289 Primary outcome
290 Study only included African American patients



Supplemental Table 32. RCTs examining the effect of central-acting agent vs. CCB in patients with CKD without DM [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study  Durafion Baseline o e Baseline  Achioved T
Outcome Year Outcome . . GFRor & ra  SBPDBP  spppBp  baseline A | Quality
Country  (Treatment) Intervention Control Intervention  Control Scr roteinuria Intervention  Intervention  Mtrvention  Intervention value
(Control) [Control]
(Control) (Control)
Proteinuria
Mean Vonend
Aalbuminuri 2003 24 wk Moxonidine  Nitrendinine 89 82 Scr285  Albuminuria 149/90 141/862%1 1.3 +0.3 nd Good
Germany & (22 wk) P (89) (82) pmol/L 1.3 g/24h (150/90) (137/80) (1.9) (+0.2)

a, gf24h Hungary[96]

291 Estimated from graph



Supplemental Table 33. General population RCTs comparing ACEI + diuretic vs. placebo in CKD with DM subgroups [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration e B Baseline . Bacains T T —
Outcome Year Outcome . . GFRor P?;Se?:::a SBP/DBP SBP/DBP Events (%) RRIORHR vaTue
Country (Treatment) Intervention ~ Control  Intervention  Control Scr Intervention Intervention In[tg;vnetr:‘t)lltl)n (95% Cl)
(Control) (Control)
Composite kidney outcome
New-onset
microalbuminuria2®2,
new onset
nephropathy?%, QSO\QANCE 4y Perindopril- Placebo 1063 1094 nd nd nd nd 300 (28%) HR 0.87 NS
doubling of Scr to . 4y) Indapamide (1063) (1094) [336 (31%)] (0.74; 1.02)
Multif29]
>200 umol/L or
ESRD in eGFR<60
mL/min/1.73 m?
Composite CV outcomes
Composite of major
eGFR 87
macrovascular ; 128 (10%) HR 0.89
events2* in patients 2482 Mt UACR=30 148/82 nd [H4211%) (070,113 N
withCKD1or2 T
Composite of major
eGFR 51
macrovascular . 126 (12%) HR 0.87
events?% in patients 2033 mI;/3mr|]:12/1. nd 147/80 nd [143 (14%)] (0.68; 1.10) NS
wihCkD3 R
Composite of major
macrovascular Q(I%\SANCE 4y Perindopril- Placebo nd UACR 30- 133 (11%) HR 0.91 NS
events2% in patients Mult{40] (4y) Indapamide 150 mg/g [144 (12%)] (0.72; 1.15)
with UACR 30-150
Composite of major
macrovascular UACR 2150 61(14%) HR0.73
events??’ in patients nd nd mglg nd nd [77 (18%)] (0.52; 1.02) NS
with UACR =150
Composite of major eGFR
macrovascular <60 nd 130 (12%) HR 0.80 NS
events?® in patients mL/min/1. [163 (18%)] (0.63; 1.01)
with eGFR <60 73 m?
Relative risk MICRO- RRR 0.70
reduction of MI, HOPE 2000 (2 y) Ramipril Placebo 814 326 nd %A?rsmzozl nd nd nd (0.54; nd
stroke or CV death  Multif4] y 9 0.90)29
292 JACR 30-300 pg/mg

293 New onset macroalbuminuria defined as UACR >300ug/mg, which required confirmation by a 2" sample
2% CV death, non-fatal MI, or non-fatal stroke

295 CV death, non-fatal MI, or non-fatal stroke

296 CV death, non-fatal MI, or non-fatal stroke

297 CV death, non-fatal MI, or non-fatal stroke

298 CV/ death, non-fatal MI, or non-fatal stroke

299 Estimated from figure



Description No analyzed / Enrolled Blood pressure Results
Study Duration " Baseline . Bacains heved L
Outcome Year Outcome GFRor Baseline Events (%) P
Intervention ~ Control  Intervention  Control Proteinuria SBP/DBP SBP/DBP Intervention RRIORHR  value
Country (Treatment) Ser Intervention  Intervention (95% CI)
[Control]
(Control) (Control)
Composite of
cardiovascular EUROPA 4 GFR <75 HR 0.84
death, non-fatal Ml 2007 4 y) Perindopril Placebo 6295 mL/min/1. nd 140/81 nd nd .72 0 %) 0.023
and resuscitative Multi[19] y 73 m? R
cardiac arrest
Mortality
All-cause mortality in eGFR 87 o
patients with CKD 1 2482 mL/min/1.  UACR 230 148/82 nd 14 (9 ﬁ’ ) HR_O'QO NS
[126 (10%)] (0.70; 1.10)
or2 73 m?
o eGFR 51
All-cause mortality in . 117 (12%) HR 0.87
patients with CKD 3 2033 mL/min/1. nd 147180 nd [135(13%)  (067;1.10) N
73 m?
All-cause mortality in
. . ADVANCE ) ) UACR 30- 115 (12%) HR 0.84
patients with UACR 54 4y Perindopril- - by caho nd 150 mgg (35 (14%)  (066:108)  N°
30-150 Multf40] (4y) Indapamide
Alrcause Monalyn 4 UACR2150 64 (12%) HROST o
g 150 nd mglg nd nd [69 (14%)] (0.62; 1.22)
. eGFR
e w0 oz RO
260 mL/min/1. [155 (14%)] (0.64; 1.03)
B 73 m?
Scr 102 Risk
. PROGRESS . . )
Totgl death in CKD 2007 2008 4y Perlndoprll- Placebo 1757 pmol/L nd 149/84 nd 153 redustlon NS
patients e (4y) Indapamide CrCl 50 [138] -4%
Multi[69;77] . .
mL/min (-31;17)
CV mortality
N eGFR 87
CV death in patients . 61 (5%) HR0.77
with CKD 1 or 2 2482 mL/min/1.  UACR 230 148/82 nd 79 (6%)] (0.55: 1.07) NS
73 m?
N eGFR 51
CV death in patients . 66 (7%) HR 0.80
with CKD 3 2033 Uit nd 147180 nd B2(8%) (058 1.11) N
CV death in patients ?&%ANCE 4y Perindopril- Placebo nd UACR 30- 62 (5%) HR0.79 NS
with UACR 30-150 Multf40] (4y) Indapamide 150 mg/g [78 (7%)] (0.57; 1.10)
CV death in patients nd UACR 2150 40 (9%) HR0.76 NS
with UACR =150 mg/g [49 (12%)] (0.50; 1.16)
nd nd nd
eGFR
CV death in patients <60 nd 68 (6%) HR0.73 nd
with eGFR <60 mL/min/1. [94 (9%)] (0.54; 1.00)

73 m?




Description No analyzed / Enrolled Blood pressure Results
Stud Duration " e Baseline . . it
Outcome Yeary Outcome GFRor  Daseline SB;:[I)IS: IS\;I;B/;S Events (%)  prioRHR P
Count (Treatment) Intervention  Control Intervention  Control S Proteinuria ; . Intervention . value
ry Cr Intervention  Intervention [Control] (95% CI)
(Control) (Control)
Scr 102 Risk
. PROGRESS ) ' )
CV.deaths in CKD 2007 2008 4y Perlndoprll- Placebo 1757 umol/L nd 149/84 nd 85 redu;:tlon NS
patients Mult[69;77] (4y) Indapamide CrCl 50 [86] 7%
' mL/min (-24; 32)
CV events
event  patots 09(6%)  HRO& o
0, .
with CKD 1 or 2 eGFR 87 [77 (6% (0.64,1.23)
Major 2482 mL/min/1.  UACR =30 148/82 nd
cerebrovascular 73 m? 56 (5%) HR 0.88 NS
events in patients [63 (5%)] (0.61; 1.26)
withCKD1or2
Major coronary
e 75 (6%) HR 0.90
events in patients NS
with UACR 30-150 B2 (%) (086;1.24)
Major nd nd Li'g‘g an 3/0' nd nd
cerebrovascular 9’9 58 (5%) HR 0.96 NS
events in patients [60 (5%)] (0.67;1.38)
with UACR30-150
Major coronary 0
events in patients [gg gé’ ;] (0%29'18?6) NS
with CKD 3 ADVANCE 4 Perindooril eGFR 51 ° o
Maijor 2010 “ V) s anﬁ’i W Placebo 2033 mL/min/A1. nd 147/80 nd
cerebrovascular Multi{40] y P 73 m? 51 (5%) HR 0.84 NS
events in patients [60 (6%)] (0.58; 1.22)
with CKD 3
gﬂvﬂﬁtrscggg?i;ynts 39 (9%) HR 0.95 NS
with UACR 2150 [38 (9%]] (0.61;1.49)
. = UACR 2150
Major nd nd ma/ nd nd
cerebrovascular 9'g 21 (5%) HR 0.54 NS
events in patients [36 (9%)] (0.32;0.93)
with UACR =150
Major coronary
e 77 (7%) HR0.79
events in patients 0 . NS
with GFR <60 e26F0R [98 (9%)] (0.59; 1.07)
Major nd mL/min/1 nd nd nd
cerebrovascular 73 m2 ' 52 (5%) HR 0.98 NS
events in patients [65 (6%)] (0.81;1.18)
with eGFR <60
Scr 102 Risk
. . PROGRESS ) ' )
Major CV eventin 4y Perindopril- umol/L 178 reduction
CKD patients fﬂou%[gg_% @dy) Indapamide " 2°€P0 1757 CrCl 50 nd 149/84 nd [222] 30% nd
' mL/min (14; 42)




Outcome

Stroke in CKD
patients

Major CHD event

Major vascular event
in patients with CKD
(per 100 person-y)

Relative risk
reduction of major
vascular event in
patients with CKD

Major vascular event
in patients with CKD
over5y

Number needed to
treatfor5yto
prevent one major
vascular event in
patients with CKD

Incidence rate of
stroke in patients
with CKD (per 100
person-y)

Relative risk
reduction of stroke in
patients with CKD

Absolute risk
reduction of stroke in
patients with CKD
overby

Number needed to
treatfor5yto
prevent one stroke in
patients with CKD

Study
Year
Country

Duration
Outcome
(Treatment)

Intervention

Control

Intervention

Control

Baseline
GFR or
SCr

Blood pressure Results
Baseline Baseline Achieved . P
Proteinuria  SBPDBP  sBPoBP  EYMSUR) - ppioppg
. . ntervention 0
Intervention Intervention [Control] (95% ClI)
(Control) (Control)
Risk
112 reduction nd
[152] 35%
(17; 50)
Risk
46 reduction
52] 18% NS
(-22; 45)
) Incidence nd
rate 6.5
RRR 30%
) (14; 42) nd
i ARR 8.8% nd
(4.2;12.5)
NNT 11 nd nd
4.2 nd nd
RRR 35
nd (17: 50) nd
ARR 7.1
nd (3.5,9.9) nd
NNT 14 nd

Kidney Function




Description No analyzed / Enrolled Blood pressure Results
Study Duration  ——————" R Baseline . Bacsiin ehioved
Outcome Year Outcome GFRor Baseline SBP/DBP SBP/DBP Events (%) RRIORHR P
c Intervention  Control Intervention  Control S Proteinuria Intervention value
ountry (Treatment) Cr Intervention  Intervention [Control] (95% CI)
(Control) (Control)
Progression of
nephropathy3® in 89 (6%) HR 0.69 0.0074
patient with [128 (9%)] (052;091)
microalbuminuria 1441 1421
Regression of (1441) (1421)
nephropathy3! in ADVANCE . i 797 (55%) HR 1.15
patients with 2009 (2 V) PeTndopT  Placebo nd nd nd nd [698 (49%)]  (1.04;127) 00067
microalbuminuria Multi[29] y P
Regression of
nephropathy3%2 in 197 204 51 (26%) HR 1.08 NS
patients with (197) (204) [47 (23%)] (0.72; 1.60)
macroalbuminuria
New or worsening
. eGFR 87
nephropathy? in . 75 (6%) HR 0.69
patients with CKD 1 2482 m%’gx:}/ 1. UACR=30 148/82 nd [105(9%)] (051,093 M
or2
New or worsening eGFR 51 0
nephropathy®® in 2033 mL/min/1. nd 147180 nd [gg E%O;] (OHB%,Of;) NS
patients with CKD 3 73m? ° o el
New or worsening
nephropathy30 in ADVANCE . " UACR 30- 74 (6%) HR0.75
patients with UACR 2010 (2 V) PeTndopT  Placebo nd 150 mg/g O7(8%)  (055101) NS
30-150 Multil40] y P
New or worsening
nephropathy3 in UACR 2150 53(12) HR 0.76
patients with UACR nd nd mglg nd nd 64 (15%)  (053:1.00) O
2150
New or worsening eGFR
nephropathy37 in <60 nd 72 (71%) HR 0.95 NS
patients with eGFR mL/min/1. [76 (7%)] (0.69; 1.32)
<60 73m?

300 Worsening of at least on albuminuria stage (from normoalbuminuria or either micro- or macroalbuminuria or from micro- to macroalbuminuria)

301 Improvement of at least one albuminuria stage.
302 Improvement of at least one albuminuria stage.

303 Development of macroalbuminuria, doubling of serum creatinine to a level of at least 2.26 mg/dL, need for RRT or death due to renal disease
304 Development of macroalbuminuria, doubling of serum creatinine to a level of at least 2.26 mg/dL, need for RRT or death due to renal disease
305 Development of macroalbuminuria, doubling of serum creatinine to a level of at least 2.26 mg/dL, need for RRT or death due to renal disease
306 Development of macroalbuminuria, doubling of serum creatinine to a level of at least 2.26 mg/dL, need for RRT or death due to renal disease
307 Development of macroalbuminuria, doubling of serum creatinine to a level of at least 2.26 mg/dL, need for RRT or death due to renal disease



Supplemental Table 34. General population RCTs comparing ACEI + diuretic vs. placebo in CKD with DM subgroups [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration I Baseline . Bacaling Aopioe —
Outcome Year Outcome . GFRor P?:tse‘iarl::fia SBP/DBP SBP/DBP Baseline A vaTue
Country (Treatment) Control Intervention  Control Scr Intervention _ Intervention Intervention  Intervention
(Control) (Control) (Control) (Control)
Kidney Function
AeGFR in patients
with 1441 1421 nd 1.1 NS
mﬁrnc;ie:bumlnuna, ADVANCE . (1441) (1421) 1.4)
— 2009 y Placebo nd nd nd nd
AeGFRin patients Multi29] (4y)
with 197 204 nd 1.5 NS
macroalbuminuria, (197) (204) (2.7)

mL/min




Supplemental Table 35. General population RCTs comparing ARB or (ACE + ARB) vs. ACE in CKD subgroups with and without DM

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline Baseline Baseline Achieved P
Outcome Year Outcome o Events (%)
Country  (Treatment) Intervention  Control Intervention  Control GFRorScr  Proteinuria Inst;eBrsg?izn Inst;eBrsg?izn Intervention R(I;é?/?él—ll)R value
[Control]
(Control) (Control)

Composite outcomes
Dialysis, . 2673 RR 0.93%8
doubling of Scr Telmisartan (2673) (085:1.15) NS
or death in
patients with Ramipril
microalbuminur Ramipril + 2648 RR 0.99309 NS
ia or Telmisartan (2648) (0.87; 1.8)
macroalbuminu  ONTARGET 4
ria 2008 “ y) nd nd nd nd nd
Dialysis, Multi[63] y Telmisartan 4046 RR 0.99 310 NS
doubling of Scr (4046) (0.85;1.7)
or death in
patients with Ramipril + Ramipril 3988 RR 1173
eGFR <60 Telmisartan (3988) (0.97; 1.27) NS
mL/min/1.73 R
m?2

308 Estimated from figure
309 Estimated from figure
310 Estimated from figure
311 Estimated from figure



Supplemental Table 36. General population RCTs comparing CCB vs. active control in CKD subgroups with and without DM

Description No analyzed / Enrolled Blood pressure Results
Study, Duration . . Baseli Achieved
Baseline Baseline aseline chieve 0 P
Outcome Year, Outcome - Events (%)
Count (Treatment)  Intervention Control Intervention ~ Control ~ GFROrScr  Proteinuria ~ SBP/DBP SBPIDBP ) ervention RRI?RIHR value
ry Intervention  Intervention (95% ClI)
(Control) (Control) [Control]
Composite outcome
Kidney failure or
halving of GFR in GFR 51
. - 1516 2613 . 90 (6%) RR 0.85
entire subgrou Amlodipine mL/min/1.73 nd nd nd NS
o GER 260 P (1516) (2613) ol [180 (7%)]  (0.66;1.11)
mL/min/1.73 m?
Kidney failure or
halving of GFRin  ALLHAT GFR 50 0
DM subgroup with 2006 o Amlodipine  Chlorthalidone o ool mLimin/t 73 nd nd nd S
GFR <60 MU“I[E)O] ( y) ( ) ( ) m2 [ 0 ( 0)] ( ey 1 )
mL/min/1.73 m?
Kidney failure or
halving of GFR in GFR 51
- 1010 1732 . 34 (3%) RR 0.68
a/?tu-lél\élei%%roup Amlodipine (1010) (1732) mL/mnl]nzM 73 nd nd nd [84 (5%)] (0.46:1.03) NS
mL/min/1.73 m2
All-cause mortality In all CKD
and progression . pts: Scr 140 In all CKD
of CKD32in QCH:CZ%PL' 3y Benazepril + hB dergacﬁ?oprgltr;a 335 309 mollL pts:UACR " :t'l'egt? o 28 (8%) HR 0.79 NS
patients with Mult[15] (3y) amlodipine y Zide (561) (532) eGFR 45 28.8 p1 45 /78. [30 (10%)] (0.47;1.34)
diabetic mL/min/1.73 mg/mmol
nephropathy m?
CV Events
CHD in entire GFR 51
subgroup with - 1516 2613 . 194 (13%) RR 1.06
GFR <60 Amlodipine (1516) (2613 M mn':l/ 1.73 nd nd nd 318 (12%)  (089;127) S
mL/min/1.73 m2
ALLHAT
2006 (g z) - Chlorthalidone
CHD in DM Muldf50] GFR 50
subgroup with - 506 881 . 83 (16%) RR 1.07
GFR <60 Amlodipine (506) (881) mL/mn|1r12/1 73 nd nd nd [132(15%)  (0.81:1.41) NS

mL/min/1.73 m2

312 Time to first event of doubling of serum creatinine concentration or end-stage renal disease, defined as eGFR less than 15 mL/min/1-73 m?2 or need for chronic dialysis.



Description No analyzed / Enrolled Blood pressure Results
Study, Duration ; . Baseli Achieved
Baseline Baseline aseline chieve Events (% P
Outcome Yeat Outcome Intervention Control Intervention ~ Control ~ GFROrScr  Proteinuria ~ SBP/DBP SBPIDBP | ey ni‘o)n RRIORHR — value
Country (Treatment) erventio ontro erventio ontro Intervention  Intervention erventio (95% CI)
[Control]
(Control) (Control)
CHD in non-DM GFR 51
subgroup with - 1010 1732 ) 111 (11%) RR 1.05
GFR <60 Amlodipine (1010) (1732) m'-/mr:q“z/ 173 nd nd nd (86 (11%) (083133  \°
mL/min/1.73 m?
ESRD
Kidney failure in GFR 51
entire subgroup o 1516 2613 . 65 (4%) RR 0.92
with GFR <60 Amlodipine (1516) (2613) mL/mn':‘z/ 173 nd nd nd (124 (5%)  (068;124) O
mL/min/1.73 m?
Kidney failure in
. ALLHAT GFR 50
DM subgroup with 5y o . 506 881 . 44 (9%) RR 1.11
GFR <60 200§ (5y) Amlodipine Chlorthalidone (506) (881) mL/mmz/1.73 nd nd nd [68 (8%)] (0.77: 1.63) NS
. Multi[50] m
mL/min/1.73 m?
Kidney failure in GFR 51
non-DM subgroup Amlodinine 1010 1732 mU/minA.73 nd nd nd 21 (2%) RR 0.66 NS
with GFR <60 P (1010) (1732) m [56 (3%)] (0.40; 1.09)
mL/min/1.73 m?
In all CKD
Progression of . pts: Scr 140 In all CKD
CKD¥3 in patients ‘S\ﬁ%g%m 3y Benazepril+ Lot 335 309 mollL pts:UACR " :tllle(rit};D y 16 (5%) HR 0.78 NS
with diabetic Mult (3y) amlodipine ydroct (561) (532) eGFR 45 28.8 P : [17 (6%)] (0.38; 1.56)
214 ultif15] zide . 145/78
nephropathy mL/min/1.73 mg/mmol
m2

313 Time to first event of doubling of serum creatinine concentration or end-stage renal disease, defined as eGFR less than 15 mL/min/1-73 m?2 or need for chronic dialysis.
314|n all CKD patients, the progression of kidney disease (doubling of Scror ESRD) was slower in the benazepril + amlodipine group (1.6 mL/min/1.73m2) vs. the benazepril + hydrochlorothiazide group (-2.3
mL/min/1.73m2) [p-0.001].



Supplemental Table 37. Evidence profile of RCTs examining the effect of ACEI or ARB vs. placebo in patients with CKD and DM

Directness of the

Summary of findings

# of studies Methodological Consi . 0
Outcome and Total N quality of studies on5|stenc§y ewd_e nce . ther_ Quality of evid Qualitati d titative descripti f ool rt
. (Treatment) across studies generalizability/ considerations |Ua'lty of evidence Llualitative and quantitative description o mportance
study design per outcome . for outcome effect of outcome
applicability
Composite 2RCTs - No important .
kidney DM2 (High) (fggg) No "”(‘g;"‘t'ons inconsistencies D'(Be)“ N(%’;e High Benefit for ACEI or ARB Critical
outcomes [1"in 2 RCTs] (0)
S No important .
DM2 ?’(}_’:CJ)S (?5%) No I|n(1(|)t§:1t|ons inconsistencies Dl(roe)ct N(%r;e High No difference
g (0) - No difference of
Mortality Sparse ACEl or ARB vs. Critical
1RCT 405 No limitations Direct (-1 - . Placebo
DM1 (High) (206) (0) NA (0) Imprecision Low Insufficient evidence
(1)
S No important )
. 3RCTs 7564 No limitations . . . Direct None . . "
CV mortality®!S DM2 ) inconsistencies High No difference of ACEI or ARB vs. Placebo Critical
d (High) (3768) ) 0) ) 0) ¢
6 RCTs - No important .
CV events DM2 (High) 8365 Nolimitations inconsistencies Direct None High No difference of ACEI or ARB vs. Placebo316 Critical
.. (4265) 0) (0) (0)
[17in 1 RCT] (0)
S Important .
DM2 3 R.CTS 7573 Nolimitations inconsistencies Direct None Moderate Possible benefit . Possible benefit of
(High) (3773) (0) 0 0) "
ESRD (1) ~ ACEl or ARB vs. Critical
1RCT 405 No limitations Direct Sparse . ) ¢ Placebo
DM1 . NA Moderate Possible benefit i
(High) (206) 0) 0) (-1)
N No important .
Kidne DM2 3&0;-)3 (;?;g) No |II’T(](I;)3 tions inconsistencies D'(Be)Ct N(%r;e High Benefit
Y g (0) . Benefit of ACEI or .
function High
. 1RCT N . ARB vs. Placebo
(categorical) . 405 No limitations Direct Sparse )
DM1 (High) (206) 0) NA 0) (1) Moderate Benefit
[17in 1 RCT]
AKidney 3RCTs 2193 No limitations No important ~ Uncertainty about None
function DM2 (High) (1188) 0) inconsistencies directness 0) Moderate Possible benefit of ACEI or ARB vs. Placebo Moderate
(continuous) [1°in 1 RCT] (0) (-1)
- o No important .
Proteinuria 2RCT 1104 No limitations . . . Direct None ) .
(categorical) DM2 (High) (729) (0) mconsESt)enmes (0) (0) Moderate Benefit of ACEI or ARB vs. Placebo High
6 RCTs I No important  Uncertainty about
DM2 (High) (?;;g) Some I(l_n11;tat|ons inconsistencies directness N(%r;e Low Benefit
Proteinuria [1°in 2 RCTs] (0) (-1 Benefit of ACEI or Moderate
(continuous) 1RCT o Uncertainty about ARB vs. Placebo
. 137 No limitations . Sparse )
DM1 (High) (67) 0) NA directness (1) Low Benefit
[1°in 1 RCT] (-1

315 Includes 1 study (Brenner 2001) with a composite outcome for CVD mortality and morbidity
316 The data is consistent with the use of ACEI or ARB in preventing congestive heart failure.



Directness of the

Summary of findings

# of studies Total N Methodological Consi id Oth
Outcome and ota quality of studies onsistency Mttieed other Quality of evidence Qualitative and quantitative description of  Importance
. (Treatment) across studies generalizability/ considerations Y q P P
study design per outcome o for outcome effect of outcome
applicability
Drug discontinuation: 8-17% for ACEI or ARB
and 1-22% for placebo (from 4 RCTs)
8069 Hyperkalemia: 1-2% for ACEI or ARB and
Adverse events 6 RCTs (4196) 0.5-1% for placebo (from 2 RCTs) Moderate
Early rise in creatinine: 0.2-2% in ACEl and
ARB and 0-2% in Placebo (from 2 RCTs)
DM2 7RCTs 9240
Total
DM1 2RCTs

(273)

Balance of potential benefits and harms
Possible benefit for preventing ESRD, slowing loss of kidney function and reducing proteinuria.
No difference for CV outcomes3!?

Quality of overall evidence
Moderate for kidney outcomes
High for CV outcomes

317 The data is consistent with the use of ACEI or ARB in preventing congestive heart failure.



Supplemental Table 38. RCTs examining the effect of ACEI or ARB vs. placebo in patients with CKD and DM [categorical outcomes] 318

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline ; Baseline Achieved
Outcome Year Outcome GFRor Baseline Events (%) P Quality
Country (Treatment)  Intervention Control Intervention  Control Scr Proteinuria Inst;eBrsg?iI:n Inst;eB:/le[:\?iI:n Intervention R(ISISCOZRQ-IIF value
(Control) (Control) [Control]
Composite kidney outcomes
Type 2 DM
Overt albuminuria
. Risk
Composite of RENAAL REE )
doubling of Scr, 2001 41 mo Losartan Placebo 751 762 Scr 1.9 UACR 1237 152/82 140/74 327 (44 A:)) redu%tlon 0.02 Good
: (41 mo) (751) (762) mg/dL mg/g (153/82) (142/74) [359 (47%)] 16%
ESRD or death ~ Multi[20] A
(2%; 28%)
Composite of RR 0.81
! IDNT 2001 32 mo 579 569 Scr 1.7 UAE 2900 160/87 140/77 189 (33%)320
doubling of Scr, : Irbesartan Placebo 3 (0.67; 0.03 Good
ESRD or death Multi[52] (=24 mo) (579) (569) mg/dL mg/24h (158/87) (144/80) [222 (39%)] 0.99)"
Mortality
Type 2 DM
Overt albuminuria
Risk
RENAAL reduction
41 mo 751 762 Scr 1.9 UACR 1237 152/82 140/74 158 (21%)
Death 2001 Losartan Placebo 9 2% NS Good
Multi{20] (41 mo) (751) (762) mg/dL mg/g (153/82) (142/74) [155 (20%)] (-27%;
19%)
RR 0.94
IDNT 2001 32 mo 579 569 Scr 1.7 UAE 2900 160/87 140/77 87 (15%) .
DEAf Mult[52] Come, VDS FZESe (579) (569)  mgidL mg/24h (158/87) (144/80)  [93 (16%)] 1(_2'77)2;2 Ny e
Microalbuminuria
323
Irbesartan 194 Scr 1.05 UAE 53.4 153/91 141/83 3 (2%) RF§03‘3131, nd Fair
; 0 33
All-cause IRMA 2 24 mo 300mg (194) 201 mg/dL jg/min (153/90) (144/83) [1(1%)] 29.63)
mortality 2001 (24 mo) Placebo (201) RR 1.03%
Multi[74] Irbesartan 195 Scr 1.0 UAE 58.3 153/90 143/83 0 (0%) 0 b2, nd Fair
150mg (195) mg/dL jg/min (153/90) (144/83) [1(1%)] 51' 69’)
Type 1 DM
Overt albuminuria
CrCl 84 MAP
Death Lewis 1993 36 mo Cabtoori Placebo 206 199 mL/min UPE 2500 137/85 9% 8 (4%) RR 0.55%5 nd Good
US[51] (36 mo) ptop (207) (202) Scr 1.3 mg/24h (140/86) (100) [14 (7%)] (0.24; 1.29)
mg/dL

318 Shaded studies were included in previous KDOQI guideline

319 Primary outcome
320 Primary outcome

321 Adjustment for base-line covariates was performed with the use of Cox proportional-hazards models with terms for the treatment assignment and the base-line covariates.
322 Adjustment for base-line covariates was performed with the use of Cox proportional-hazards models with terms for the treatment assignment and the base-line covariates.

323 Calculated by ERT
324 Calculated by ERT
325 Calculated by ERT



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . Baseli Achieved
Base"ne aseline chieve EVents 0/ .
Outcome Year Outcome Intervention Control Intervention  Control GFR or Proteinuria SBP/DBP SBP/DBP Interv ng'O)n RRIORHR  value Quality
Country (Treatment) erventio ontro erventio ontro Ser Intervention  Intervention erventio (95% Cl)
[Control]
(Control) (Control)
CV mortality
Type 2 DM
Overt albuminuria
DIABHYCA
. 47mo . 2443 2469 Sci89.2 145/82 142/80 141 (6%) RR 1.07
CV-mortality E ng:S] (47mo) Ramipri Placebo (2443) (2469)  pmollL nd (145/82) (142/80) 133 (5%) (085135 o  Good
) RENAAL Risk
CV-mortality 41 mo 751 762 Se:19  UACR1237  152/82 140/74 158 (21%) .
and morbidity 2001 (41 mo) SN fldese (751) (762)  mgidL mglg (153/82) (142774)  [155(0%) reducton NS Good
Multi[20] 10%
. IDNT 2003 32mo 574 565 Scr1.67 160/87 14077 37 (7%) HR 0.79
CV-mortality — \y,i1g] (224mo) ~ I™besartan  Placebo (579) (569)  mgdl  UPE299d ysgen) (144/80)  [46(8%)]  (051:122 NS Good
CV events
Type 2 DM
Overt albuminuria
Risk
50 (7%) . NS
MI A reduction Good
AL 41 mo Coaran Placebo 751 762 Su19  UACR1237 152082 140174 1B og  (008)
First : (41 mo) (751) (762) mg/dL mglg (153/82) (142174) . Risk
o Multif20] 89 (12%) .
hospitalization (127 (17%)] reduction 0.005 Good
for CHF . 32%
Composite of 138 (24%) Rg 3'29_1 NS Good
CVD [144(25%)) s
259 (in 30%
Composite CV of patients) HR 0.90
events 284 (n33% (0.74:110) N Good
of patients)]
80 (10% of
IDNT 2001 patients) HR 0.72
CHF 32mo 579 569 Sci1.7 160/87 14077 0048  Good
2003 Irbesartan Placebo UPE 2.9 g/d [113 (13% of ~ (0.52; 1.00)
witigsz B2 (579) (569) mg/dL (158/87) (144/80) atient)]
48 (8% of
Myocardial patients) HR 0.90
infarction [51(9%of  (060;133 S  Good
patients)]
30 (5% of
patients) HR 1.01
CVA 28 (5%of  (061:167) o  Good
patients)]

326 Adjustment for base-line covariates was performed with the use of Cox proportional-hazards models with terms for the treatment assignment and the base-line covariates.




329 No of events calculated by ERT

330 Calculated by ERT

331 No of events calculated by ERT

332 Calculated by ERT

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . Baseline Achieved
Outcome Year Outcome GFR or Basgllne. SBP/DBP SBP/DBP Events (%) RR/OR/HR P Quality
Intervention Control Intervention  Control Proteinuria Intervention value
Country (Treatment) erventio ontro erventio oniro Ser Intervention  Intervention erve 'Io (95% Cl)
(Control) (Control) [Control]
. 31 (5% of
o aizat patients) - HRO080 o go0q
n [39 (6% of  (0.49; 1.30)
patients)]
IRMA 2 Irbesartan 194 Scr 1.05 UAE 53.4 153/91 141/83 9 (5%) RR 0.52 NS Fair
Composite CV 2001 24 mo 300mg Placebo (194) 201 mg/dL jg/min (153/90) (144/83) [18 (9%)] (0.24;1.12)
events Mult[74] (24 mo) Irbesartan 195 (201) Scr 1.0 UAE 58.3 153/90 143/83 nd nd nd Fair
150mg (195) mg/dL pg/min (153/90) (144/83) [18 (9%)]
Microalbuminuria
Composite of DIABHYCA
. 47mo L 2443 2469 Scr 89.2 145/82 142/80 362 (15%)%% RR 0.97
combined CV R 2004 Ramipril Placebo nd o ) NS Good
events Muli85] (47mo) (2443) (2469) Mmol/L (145/82) (142/80) [377 (15%)]  (0.85; 1.11)
Trevisan RR 1.00
6 mo o 54 54 Scr 1.0 UPE 89.3 147/90 142/87 1(2%) i
MI 1995 Ramipril Placebo 0 (0.08; nd Good
ltaly[92] (6 mo) (60) (62) mg/dL mg/24h (151/91) (149/87) [1(2%)] 15.58]
Normoalbuminuria
. MAP MAP
Ravid 1993 84 mo . 49 45 Scr 106.5 UAE 11.6 0 (0%) RR 0.31328
Gl Israel[82] (84 mo) Bzl flace (nd) (d)  pmoll  mg24h (:3) (132) M%) (01733 "4  Good
ESRD
Type 2 DM
Overt albuminuria
Risk
o reduction
ESRD 48 mo 751 762 Scr 1.9 UACR 1237 152/82 140/74 147 (20 o/o) 28% 0.002 Good
(48 mo) (751) (762) mg/dL mg/g (153/82) (142/74) [194 (26%)) (1%;
42%)
ESRD in RENAAL Scr2.1-
highest Sc: 2001 2004 Losartan Placebo 248 263 3.6 mg/dL UACR 1737 154/82 89%29(36%)  RR0.80%%0 <005
tertile (2.1-3.6 Multi[20;83] (248) (263) CrCl 28.9 (157/83) [118 (45%)]  (0.65;0.99) ’
mg//dL) 44m mb/mn nd Fair
ESRD in (41 mo) Scr 1.6-
middle Scr 264 244 2.0 mg/dL 152/83 45%1(17%)  RR0.773%2
tertie (1.6-2.0 (264) (44)  Croi39.q  UACRI0S  jaae) 54(22%)  (054:1.10) N
Lo mimin
327 Primary outcome
328 Calculated by ERT



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . Baseli Achieved
Baseline aseline chieve EVents (y .
Outcome CYear Outcome Intervention Control Intervention  Control GI;R " Proteinuria ~ SBP/DBP SBP/DBP Intervengi;)n RRIORHR  yaye QI
ountry (Treatment) Cr Intervention  Intervention [Control] (95% Cl)
(Control) (Control)
ESROD in lowest Sr 0.9-
S tertle (0.9- 239 255 1.6 mg/dL UACR 947 149/82 14333 (6%) RR 0.75%% NS
o : (239) (255) CrCl50.7 (149/83) [20 (8%)] (0.39; 1.44)
1.6 mg//dL) X
mL/min
Risk
133 (39%) reduction:
ESRD in CKD2 95 6 (100/3] 82% NS
° (-64%;
98%)
Risk
i Scr 1.9 UACR 1237 152/82 64336 (12%) reduction:
ESRD in CKD 1030 0.02
SROn CKO3 ” mgdl  mgg (1532 At O
(8%; 52%)
Risk
. 81337 (44%) reduction: NS
ESRD in CKD4 387 (101 (50%)] 23% (0.08)
(-4%; 43%)
ESRD IDNT 2001 32 mo Irbesartan Placebo 579 569 Scr 1.7 UAE 2900 160/87 140/77 82 (14%) R(% g283 NS Good
Multi[52] (224 mo) (579) (569) mg/dL mg/24h (158/87) (144/80) [101 (18%)] 1 1'1)338
Microalbuminuria
DIABHYCA
47mo L 2443 2469 Scr 89.2 145/82 142/80 4(0.2%) RR 0.40
ESRD E uz|?|%45] (47mo) Ramipri Placsbo o443 (2469)  pmollL nd (145/82) (142180)  [10(04%)] (0.13:1.30) NS Good
Type 1 DM
Overt albuminuria
CrCl 84 MAP
Dialysis or Lewis 1993 36 mo Cabtoori Placebo 206 199 mL/min UPE 2500 137/85 9% 20 (10%) RR 0.62 nd Good
transplantation ~ US[51] (36 mo) plop (207) (202) Scr1.3 mg/24h (140/86) (100) [31(15%)]  (0.37; 1.06)
mg/dL

Kidney Function

Type 2 DM

Overt albuminuria

333 No of events calculated by ERT

334 Calculated by ERT

335 No of events calculated by ERT
336 No of events calculated by ERT
337 No of events calculated by ERT

338 Adjustment for base-line covariates was performed with the use of Cox proportional-hazards models with terms for the treatment assignment and the base-line covariates.



Description No analyzed / Enrolled Blood pressure Results

Study Duration Baseline Baseline Baseline Achieved Events (%) _
Outcome Year Outcome . ) GFR or Proteinuria SBP/DBP SBP/DBP 7 RRIORHR  yalue Quality
Country (Treatment)  Intervention Control Intervention  Control Scr Intervention  Intervention Intervention (95% Cl)
(Control) (Control) [Control]
RENAAL NS
Doubling of Scr 41 mo 751 762 Se19  UACR 1237 152/82 140/74 162(22%)  reduction
m/dL 2 (41 mo) Losbm FEEERD (751) (762) mg/dL mglg (153/82) (142778)  [198(26%)  25% (8%; 008 Good
Multi[20] 39%)
Doubling of Ser ~ IDNT 2001 32 mo besartan Placebo 579 569 Ser17  UAE 2900 160/87 140177 98 (17%) R(Fé gf 0009 Good
mg/dL Multi[52] (=24 mo) (579) (569) mg/dL mg/24h (158/87) (144180) 1135 (4% (o :
Microalbuminuria
. DIABHYCA
Doubling Scr 47mo . 2443 2469 Scr 89.2 145 /82 142/80 48 (2%) RR 0.81
mg/dL E jg?&] (47mo) Ramipri Placsbo o443 (2469)  pmollL nd (145/82) (142180) 60 (2%)]  (056:1.12) NS Good
Type 1 DM
Overt albuminuria
Risk
. ) CrCl 84 MAP e reduction
Doubling of Lewis 1993 36 mo Cantooril Placebo 206 199 mL/min UPE 2500 137/85 9% 25 (12%) 439 0.014 Good
Scr, mgldL US[51] (36 mo) piop (207) (202) Ser1.3 mg/24h (140/86) (100) 31N g 62’30/) :
mg/dL E
Proteinuria
Type 2 DM
Microalbuminuria
130% from RUMA2 Irbesartan 194 S 105  UAE534 153/91 141/83 06%%2  HR032 oo o
baseline and 2001 24 mo 300mg Placebo (194) 201 mg/dL pg/min (153/90) (144/83) [30 (15%)]  (0.15; 0.65) )
UAE >200 MU(74] (24 mo) Irbesartan 195 (201) Se:10  UAE583 153/90 143/83 19(10%)%5  HROS6  ooc ooy
ug/min 150mg (195) mg/dL ug/min (153/90) (144/83) [30 (15%)]  (0.31:099
Transition rates Telmisartan 340 174 Se:08  UACR1T1 138/78 13073 67(20%  RRO3$™ <0000 .
from incipient (nd) (nd  mgldL mglg  (137/77) (132174) 87 (50%)]  (0.30;0.51) 1
to overt Telmisartan 168 174 Se:08  UACR172 138/78 128/72 28(17%)  RROS3™ <0000 .
nephropathy  INNOVATIO tomo _80mg (nd)  (nd) mgdl molg (137/77) (132174) 87 (50%)]  (0.23;0.48) 1
wgr;n?oo Tazg?]{%] (212m0)  Telmisartan | 2080 172 174 Se:08  UACR1T1 137/78 132/74 39(23%)  RRO6M <0000 .
+30%) P 40 mg (nd) (nd) mg/dL mglg (137/77) (132174) 87 (50%)]  (0.33;0.62) 1
0 —_— . G cos CURETT o - BT RRO3T
in Telmisartan nd (nd) mgdl  mglg (12873)  (12875) _ [a(ad%) (022062 Y

339 Adjustment for base-line covariates was performed with the use of Cox proportional-hazards models with terms for the treatment assignment and the base-line covariates.
340 Primary outcome

31 Adjustments for differences in mean arterial pressure

342 Primary outcome

343 Primary outcome

344 Calculated by ERT

345 Calculated by ERT

346 Calculated by ERT

347 Calculated by ERT



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . i i
Outcome Year Outcome ) _ GFRor P?;Z?::Sﬁa SB;:S;: l;g;f[;lgg Events (%)  priORHR v aFI’u o  Quality
Country (Treatment)  Intervention Control Intervention  Control Scr Intervention  Intervention Intervention (95% Cl)
[Control]
(Control) (Control)
normotensive Telmisartan 51 54 Scr 0.8 UACR 171 133/78 123/72 6 (11%) RR 0.26%8 <0.01 Good
patients 80 mg (nd) (nd) mg/dL mglg  (128/73) (128/75) [24 (44%)]  (0.12; 0.59) '
Telmisartan 58 54 Scr 0.8 UACR 171 131/75 122/73 12 (21%) RR 0.47%4¢ <0.01 Good
40 mg (nd) (nd) mg/dL mg/g (128/73) (128/75) [24 (44%)]  (0.26;0.84) )
RR
. 340 174 Scr 0.8 UACR 171 138/78 130/73 58 (17%) 14.84350
Telmisartan (nd) (nd) mg/dL mglg (13777) (132/74) 2 (1%)] (367, <0001 Good
60.05)
RR
Micaroalbumin Telmisartan 168 174 Scr 0.8 UACR 172 138/78 128/72 36 (21%) 18.64%%1 <0001 Good
uria remission 80 mg (nd) (nd) mg/dL mg/g (137/77) (132/74) [2 (1%)] (4.56; '
.............................................................................................................. 76.21)
RR
Telmisartan 172 174 Scr 0.8 UACR 171 137178 132/74 22 (13%) 11.13%%2 <0001  Good
40 mg (nd) (nd) mg/dL mg/g (137/77) (132/74) [2 (1%)] (2.66; '
46.60)
348 Calculated by ERT
349 Calculated by ERT
350 Calculated by ERT
351 Calculated by ERT

352 Calculated by ERT



Supplemental Table 39. RCTs examining the effect of ACEIl or ARB vs. placebo in patient with CKD and DM [continuous outcomes] 35

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . line Baseline | Achieved o .
Outcome Year Outcome GFRor M Baseline A Quality
. . Proteinuria SBP/DBP SBP/DBP . . value
Country (Treatment) Intervention  Control Intervention Control Scr Intervention _ Intervention Intervention  Intervention
(Control) (Control) (Control) (Control)
Kidney Function
Type 2 DM
Overt albuminuria
Median rate of 44
IGFR/CrCl, nd (_5'2) 0.01 Good
_______ mimin/1.73m  RENAAL #1'mo Losartan Placeo 751 762 Se19  UACR1237  152/82 140774 :
Change in 2001 Mulii20] (41 mo) (751) (762)  mgldL malg (153/82) (142/74) 0056
slope of 1/Scr, nd (-0.069) 0.01 Good
dL/mgly '
Microalbuminuria
Irbesartan 194 Scr 1.05 153/91 141/83 108 -63%4 .
AGFR/CICI,  IRMA 22001 24 mo 00mg o (194) 201 mgd.  UACRS34 15a00) (144/83) (109) (4) NS Fair
ml/min/1.73 m2  Multi[74] (24 mo) Irbesartan 195 (201) Scr 1.0 UACR 58.3 153/90 143/83 110 -53%% NS Fair
150 mg (195) mg/dL 3 (153190) (144/83) (109) (4)
. MAP MAP
Ravid 1993 60 mo . 48 42 Scr 106.5 UAE 142.7 106.3%%6 2.0%7
AScr, pmoll - olig2] (60 mo) Bl Hzess (nd) (nd) umoll.  mg/24h (gg) (]gg) (101.6) (14.4) L
Proteinuria
Type 2 DM
Overt albuminuria
0 RENAAL 41 mo 751 762 Scr1.9 UACR 1237 152/82 140/74 1237mgl/g -35%
REUHER 2001 Mulij20] (41 mo) ez (751) (762)  mgldL mglg (15382)  (14274)  (1261mglg)  (+20%p 0001 Good
Microalbuminuria
Irbesartan 194 Scr1.0 UAE 53.4 153/91 141/83 534 -47% <0.001 Fair
%AProteinuia, IRMA22001  24mo 0mg o (194 201 mgldL ug/min (15390)  (144/83) : 1o <O
ug/min Mult[74] (24mo)  Irbesartan 19 201) T Sei0 UAE583 153/90 143/83 553 5% <00l Far
150 mg (195) mg/dL uglmin (153/90) (144/83) : #10%pse <O
Agha 2009 6mo 190 171 Scr1.2 UAE 102 134/82 131/79 102360 54.4 <0.000
LUACR, mgldL o lictanis] (6mo) Losartan — Placebo (193) (190 mg/dL mg/dL (136/83)  (134/81) (105) 0.8) 1 Poor
AProteinuria, Trevisan 1995 6 mo L 54 54 Scr 1.0 . 147/90 142/87 62 -9
ug/min laly[92] (6 mo) femll  [HEEEe (60) (62) mgdl  92HIMN sir)  (149i87) (65) gy ol ek

353 Shaded studies were included in previous KDOQI guideline
3% Calculated by ERT from graph

355 Calculated by ERT from graph

3% Primary outcome

357 Calculated by ERT from graph

358 Estimated from graph

359 Estimated from graph

360 Primary outcome



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . ina o Aoh aved L mmmmm—
Outcome Year Outcome GFR or Baseline SB;;%:;: g\;l;ggg Baseline A P Quality
Country (Treatment)  Intervention  Control Intervention  Control Scr Proteinuria Intervention _ Intervention Intervention Intervention  Value
(Control) (Control) (Control) (Control)
— . MAP MAP
AAlbuminuria, Ravid 1993 60 mo . 48 42 Scr 106.5 UAE 142.7 142.7 -3.0
mg/24h Israel[82] (60 mo) Bl Hzess (nd) (nd) umoll  mg/24h (gg) (] gg) (1231)  (+1sg3yer N4 Good
Telmisartan 340 174 Scr 0.8 UACR 171 138/78 130/73 172 -48.3 <0.000 Good
AUACR after INNOVATION (nd) (nd) mg/dL ma/q (137/77) (132/74) (171) (+40.9) 1
adjustment for 2007 16mo Telmisartan Placebo 168 174 Scr0.8 UACR 172 138/78 128/72 172 -58.8 <0.000 Good
SBP, mglg Japan[55] (=12mo) 80 mg (nd) (nd) mg/dL ma/g (137/77) (132/74) (171) (+40.9) 1
' Telmisartan 172 174 Scr0.8 UACR 171 137/78 132/74 173 -37.9 <0.000 Good
40 mg (nd) (nd) mg/dL ma/g (137/77) (132/74) (171) (+40.9) 1
Type 1 DM
Microalbuminuia
CrCl 80 MAP
%AProteinuria,  Laffel 1995 24 mo Cantooril Placebo 67 70 mL/min UPE 89.3 92 118/78 62362 -42%,363 <005 Good
pg/min US[49] (24 mo) pop (70) (73) Ser 1.1 mg/24h ) (130/82) (62) (+14%) =
mg/dL

361 Estimated from graph

362 Primary outcome
363 Primary outcome



Supplemental Table 40. Evidence profile of RCTs examining the effect of ACEI or ARB vs. Dihydropyridine CCB in patients with CKD and Type 2 DM

. . Directness of the Summary of findings
Outcome # Ofasrt]l:'d'es Total N “:::i?oi?zﬂﬁia;s Consistency evidence Other . . L L .
) (Treatment) quality across studies  generalizability/  considerations Quality of evidence for Qualitative and quantitative description of  Importance
study design per outcome bt outcome effect of outcome
applicability
Composite 1RCT - .
kidney (High) 1146 No limitations NA Direct Sparse Moderate Benefit ACEI or ARB vs. CCB Critical
outcomes [1°in 1 RCT] (579) 0) 0) (1)
. 1RCT 1146 No limitations Direct Sparse . "
Mortalit . NA Moderate No difference for ACEI or ARB vs. CCB Critical
d (High) (579) ©) | ) (1)
CV mortality 2RCTs 1229 No limitations in,\tl:gr::ilgt?e rrt]ac?(:s Direct Imprecision Moderate Insufficient evidence for ACEI or ARB vs. Critical
(High) (623) (0) 0) (0) (-1 CCB
N No important .
3RCTs 1569 No limitations . . . Direct None . . "
CV events . inconsistencies High No difference for ACEI or ARB vs. CCB364 Critical
(High) (782) 0 0) 0 0)
1RCT 1146 No limitations Direct Sparse . ) "
ESRD . NA Moderate Possible benefit for ACEI or ARB vs. CCB Critical
(High) (579) 0 0 (1)
Kidney - .
unction . oderate enefit for or vS. ig
functi 1RCT 1146 No limitations NA Direct Sparse Mod Benefit for ACEl or ARB vs. CCB High
(categorical) (High) (579) 0 0 1)
AKidney
function 0RCTs - - - - - Moderate
(continuous)
o 1RCT N . Sparse .
Proteinuria (High) 117 Serious limitations NA Direct (-1 Verv low Insufficient evidence for ACEI or ARB vs. High
(categorical) [ in 1gRCT] (53) (-2) (0) Imprecision vy CCB 9
(1)
- 4 RCTs I No important Uncertainty about
rcr:rt\‘teilrr:tl:::s) (High) (gig) No I|n(1(|)t)a fions inconsistencies directness N(%r;e Moderate Benefit for ACEI or ARB vs. CCB Moderate
[17in 4 RCTs] (0) (-1
Drug discontinuation: 7-13% for ACEI (from 3
RCTs) and 6-9% in CCB (from 2 RCTs)
1978 Hyperkalemia: 2% for ACEI or ARB and 0.5%
Adverse events 3RCTs (985) for CCB (from 1 RCT) Moderate
Early rise in creatinine: 0.2% in ACEI and 0%
in CCB (from 1 RCT)
3466
Total 7RCTs (1739)

Balance of potential benefits and harms
Possible benefit for ACEI or ARB in preventing ESRD, slowing loss of kidney function and reducing
proteinuria
No difference for CV Events365

Quality of overall evidence
Moderate for kidney outcomes
Moderate for cardiovascular outcomes

364 The data is consistent with the use of ACEI or ARB in preventing congestive heart failure.
365 The data is consistent with the use of ACEI or ARB in preventing congestive heart failure.



Supplemental Table 41. RCTs examining the effect of ACEI or ARB vs. dihydropyridine CCB in patients with CKD and Type 2 DM [categorical outcomes] 366

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline : Baseli Achieved
Baseline aseline chieve Events 0/ .
Outcome Year Outcome Int i Control Int i Control GFR or Proteinuria SBP/DBP SBP/DBP Int g ) RRIORHR  yalue Quality
Country (Treatment)  Intervention ontro ntervention ontro Ser Intervention  Intervention Mtervention (95% CI)
[Control]
(Control) (Control
Composite kidney outcomes
Overt albuminuria
Composite
of doubling RR 0.76
IDNT 2001 32mo - 579 567 Scr 1.7 UAE 2900 160/87 140/77 189 (33%)367 :
of Scr, : Irbesartan Amlodipine 3 (0.63; 0.005 Good
ESRD or Multi[52] (>24 mo) (579) (567) mg/dL mg/24h (159/87) (141/77) [233 (41%)) 0.92)%
death
Mortality
Overt albuminuria
RR 1.05
IDNT 2001 32 mo - 579 567 Scr 1.7 UAE 2900 160/87 140/77 87 (15%) .
DEafy Mult[52] (x24mp)  'rbesatan - Amlodipine 7, (567) mg/dL mg/24h (159/87) (47 e3(sw) 078142 NS Good
CV mortality
Overt albuminuria
. IDNT 2003 32mo - 574 565 Scr1.67 160/87 140/77 52 (9%) HR 1.36
CVmortality v i1g) (>24mg)  'pesartan  Amlodipine - g7q) (567)  mgdL  UPE299M  459ey) (4177)  [BT(%) (089207 NS Good
Microalbuminuria
Chan MAP MAP RR 2.52
Death from 1992370 12 mo Enalaoril Nifedipine 49 41 CrCl 66 UAE 64.7 120 99 1(2%) (0 1" nd Poor
MI Hong (12 mo) P P (52) (50) mL/min mg/24h [0 (0%)] o
(117) (97) 61.12)
Kong[24]
CV events
Overt albuminuria
. RR 1.03
Composite 138 (24%) .
of CVD (o8 (23%) (084132 NS Good
259in 30%
Composite IDNT 2001 of patients HR 0.90
32mo . 579 567 Scr 1.7 160/87 140/77 . NS Good
CV events 2003 Irbesartan Amlodipine UPE 2.9 g/d [278in28%  (0.74;1.10)
Mult[18:52] (>24 mo) (579) (567) mg/dL (159/87) (141/77) of patients]
80 in 10% of
patients HR 0.65
CHF [43in16%  (0.48;0.87) 004 ~ Good
of patients]

366 Shaded studies were included in previous KDOQI guideline

367 Primary outcome

368 Adjustment for base-line covariates was performed with the use of Cox proportional-hazards models with terms for the treatment assignment and the base-line covariates.
369 Adjustment for base-line covariates was performed with the use of Cox proportional-hazards models with terms for the treatment assignment and the base-line covariates.

870 All patients were Chinese
871 Calculated by ERT

872 Adjustment for base-line covariates was performed with the use of Cox proportional-hazards models with terms for the treatment assignment and the base-line covariates.



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline ; Baseline Achieved
Outcome Year Outcome GFRor  baseline sePDBP  sePDBP  EYeMs (%) poiorHR P Quality
Intervention ~ Control Intervention  Control Proteinuria Intervention value
Country (Treatment) erventio ontro erventio ontro Ser Intervention  Intervention erventio (95% CI)
[Control]
(Control) (Control
48 in 8% of
patients HR 1.54 NS
M 9in5%of (0.97:245) (0.068) %%
patients]
30 in 5% of
patients HR 1.55
CVA M8in3%of (0.84:287) o  Good
patients]
Cardiac 31in 5% of
revasculariz patients HR 0.93 NS Good
ation [32in5%of  (0.55; 1.55)
patients]
Microalbumnuria
J-MIND P RR 1.82
24 mo . Nifedipine 137 156 CrCl 102 UAE 42 161/90 145/82°%74 8 (6%)
CV events 2001373 Enalapril ) 0 (0.61; NS Poor
lspan[1d] (24 mo) retard (208) (228) mL/min mg/d (162/90) (143/82) (5 (3%)] 544
Composite  DIAL 2004 12mo Ramiog | Lercanidii 66 64 S796  UAER865  156/93 140/80 2 (3%) R(E o9 o
of CV events  Italy[28] (12 mo) P ne (89) 91) pmoliL ug/min (155/92) (140/80) (5 (8%)] 1 g3y
ESRD
Overt albuminuria
RR 0.76
IDNT 2001 32 mo -~ 579 567 Scr 1.7 UAE 2900 160/87 140/77 82 (14%) . NS
i Mult52] (>24mo)  'rbesatan - Amlodipine g, (567)  mgldL mg/24h (159/87) aarn) poa(eoeyy 090102 g Good
Kidney function
Overt albuminuria
. RR 0.61
Doubling of IDNT 2001 32 mo - 579 567 Scr 1.7 UAE 2900 160/87 140/77 98 (17%) .
Sor Multij52] ey eeiE AR (579) (567) mg/dL mg/24h (159/87) qarr) praa (s (048.079) <0001 Good
Proteinuria

Microalbuminuria

373 The J-MIND contains both micro- and normo-albuminuric patients
374 Estimated from graph
375 Calculated by ERT
376 Calculated by ERT
377 Adjustment for base-line covariates was performed with the use of Cox proportional-hazards models with terms for the treatment assignment and the base-line covariates.
378 Adjustment for base-line covariates was performed with the use of Cox proportional-hazards models with terms for the treatment assignment and the base-line covariates.



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline ; Baseli Achieved
Baseline aseline chieve Events (% .
Outcome re Do Intervention  Control Intervention  Control O RO Proteinuria  SBPIDBP SBP/DBP Intervengi;)n RRIORHR  yalye A2
Country  (Treatment) erventio ontro erventio ontro Scr Intervention  Intervention (95% CI)
[Control]
(Control) (Control
Progression
from J-MIND RR 0.91
microalbumi 2001370 24 mo Enalapril Nifedipine 53 64 CrCl 102 UAE 42 161/90 145/82381 6%?382 0.21; 3 87) NS Poor
nuria to Japan[13] (24 mo) P retard (nd) (nd) mL/min mg/d3e0 (162/90) (143/82) [6%] T
macroalbumi P
nuria

379 The J-MIND contains both micro- and normo-albuminuric patients

380 Baseline UAE is reported for all patients enrolled some of whom are normoalbuminuric.
381 Estimated from graph

382 Primary outcome

383 Calculated by ERT



Supplemental Table 42. RCTs examining the effect of ACEI or ARB vs. dihydropyridine CCB in patients with CKD and Type 2 DM [continuous outcomes] 384

Description No analyzed / Enrolled Blood pressure Results
Study Duration — ) Baseline . Baseline Achieved .
Outcome Year Outcome _ . GFR or P?:;?:::;a SBPIDBP  SBP/DBP Baseline A vaTu o Quality
Country (Treatment)  Intervention Control Intervention  Control Scr Intervention  Intervention Intervention  Intervention

(Control) (Control (Control)  (Control)

Proteinuria
Microalbuminuria
CrCl
AMedian  Agardh 1996 12mo Usnooil Nifedinine 168 o7 108 yap s 163/99 147188 65.5% 265 0000 o .
UAE UK[5] (12 mo) P P (168) (167) g ono mg/24h (161/97) (150/88) (63) (-5) 6
pmol/L
149 144 57.9 16.3 iy Good
(169 (163) (95.4) (0)
144 142 57.9 213 » Good
(169 . (163) (95.4) (-34)
AUAER 142 136 57.9 -34.6 o Good
MARVAL Valsartan Amlodiine (169) ............ (163) ............ . SCr 97.3 UAER 57.9 147/85 135/78 (55'4) ('4-7)
2002 UK[95] P 163 158 umol/L Mg/min (148/86) (136/79) 57.9 242 d Good
(169) (163) (55.4) (-1.7) n oo
) i 56% <0.00
0 _-386
HAUAER 6mo 142 136 (92%) 1 Good
(6 mo) (169) (163) 44% <0.00
0 -
% |UAER &% 1 Good
19.7
- - (-34.1 10 5.3)
AProteinuria  DIAL 2004 12 mo Ramioril Lercanidipi 66 64 Scr 79.6 UAER 86.5 156/93 141/80 66.9%67 (174 <005 Fair
, Mg/min Italy[28] (12 mo) P ne (89) 91) pmol/L pg/min (155/92) (140/81) (86.5) (32 0 o '
2.8))
Mean
albuminuria
value during g 2000 60 mo et Niedioine 52 50 o Uen 172193 137172 73,78 122 00 oo
treatment 9 (60 mo) P P (52) (50) ! mg/24h (169/93) (132/72) (76.9) (-11.6) :
period Kong[25] mL/min
mL/min

384 Shaded studies were included in previous KDOQI guideline
385 Primary outcome

38 Primary outcome

387 Primary outcome

388 All patients were Chinese

389 Primary outcome



Supplemental Table 43. Evidence profile of RCTs examining the effect of ACEl vs. ARB in patients with Type 2 DKD

. i Directness of the Summary of findings
# of studies TotalN Methodological Consistenc evidence Other
Outcome and T quality of studies d_y lizability/ iderati Quality of evidence for Qualitative and quantitative description of  Importance
study design (Treatment) per outcome across studies generalizabi ity, considerations outcome effect of outcome
applicability
Composite
kidney 0RCTs - - - - - Critical
outcomes
Sparse
. 1RCT 250 Some limitations Direct (1 - . "
Mortality (High) (130) (1) NA (0) Imprecision Very low Insufficient evidence for ACEI and ARB. Critical
)
CV mortality 0RCTs - -- -- - -- Critical
Sparse
1RCT 250 Some limitations Direct (1 - . "
CV events (High) (130) (1) NA (0) Imprecision Very low Insufficient evidence for ACEI and ARB. Critical
(1)
ESRD 0RCTs - - - - - Critical
Kidney
function 0RCTs - - - - - High
(categorical)
AKidney 2RCTs 348 Some limitations No important Uncertainty about Sparse
function (High) (179) (1) inconsistencies directness ‘() 1) Very low Insufficient evidence for ACEI and ARB. Moderate
(continuous) [1°in 1 RCT] (0) (-1
Proteinuria .
(categorical) ORCTs i - - i - High
Proteinuria 3RCTs 567 Serious limitations No important Uncertainty about None
. (High) inconsistencies directness Very low Insufficient evidence for ACEI and ARB. Moderate
(continuous) o (289) (-2) (0)
[17in 1 RCT] (0) (-1)
Drug discontinuation: 14% for ACEI and 18%
250 in CCB
Adverse events 1RCT (130) Early rise in creatinine: 0.02% in ACEIl and Moderate
0.02% in CCB
567
Total 3RCTs (289)

Balance of potential benefits and harms
Insufficient evidence for CV outcomes
Insufficient evidence for kidney outcomes

Quality of overall evidence
Very low for CV outcomes
Very low for kidney outcomes




Supplemental Table 44. RCTs examining the effect of ACEI vs. ARB in microalbuminuric patients with CKD and Type 2 DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline ; Baseli Achieved
Baseline aseline chieve Events 0/ .
Outcome Year Outcome Int i Control Int i Control GFR or Proteinuria SBP/DBP SBP/DBP Int g ) RRIORHR  yalue Quality
Country (Treatment)  Intervention ontro ntervention ontro Scr Intervention  Intervention Mtervention (95% CI)
[Control]
(Control) (Control)
Mortality
GFR94.3
mL/min/1. Median RR 0.92
Barnett 2004 60 mo . . 130 120 152/86 149/7939! 6 (5%) .
Death : Enalapril Telmisartan 73 m? UAE 60 290 0 (0.31; nd Fair
Multi[16] (60 mo) (130) (120) Ser 0.99 ug/min (153/85) (146/80) [6 (5%)] 2.78)%2
mg/dL
CV events
CHF/Non- GFR9%4.3 13 (10%) RR 0.67%% nd Fair
i i 0, .
fatalMl pamett2004 60 mo Endlaprl  Telmisartan 130 120 m%mr';‘zl 1. B"/fg'zg 152/86 149/79%% [18 (15%)] (OF'SF;‘ '015320)
. 0 .
Stroke Multi[16] (60 mo) (130) (120) Ser 0.99 ug/min (153/85) (146/80) [g Eg 0%] (0.31; nd Fair
mg/dL o 2.78)395

39 Estimated from figure
391 Estimated from figure
392 Calculated by ERT
393 Estimated from figure
3% Calculated by ERT
39 Calculated by ERT



Supplemental Table 45. RCTs examining the effect of ACEI vs. ARB in microalbuminuric patients with CKD and Type 2 DM [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration ) Baseline ; Baseline  Achieved )
Outcome Year Outcome GFRor  oaseline SBPIDBP  SBP/DBP Baseline A P Quality
i i Proteinuria ; i value
Country (Treatment)  Intervention Control Intervention  Control Scr Intervention  Intervention Intervention  Intervention
(Control) (Control)
(Control) (Control)
Kidney function
AGFR,
ml/min/1.73 149
m2 [-17.9]
Difference in GFR94.3
AGFR mL/min/1. . 3.0
S Barnett 2004 60 mo ) . 130 120 ) Median UAE 152/86 149/793% 94,3897 1 Rase .
TS Mt (60 mo) Enalapril  Telmisartan 45 (120) 8703(;“99 60ugmin  (153/85) (146/80) 014y  (76-19) nd - Fair
r V.
mg/dL 0.10
AScr, mg/dL [0.10]
Difference in 0
AScr, mg/dL (-0.66; 0.65)
12 wk 95 239 nd Fair
Geometric Lacourciere (52wk) 97) (-6)
means of 28 wk ' 49 49 GFR 95 UAE 73.9 154/88 138/79 95 -5400 .
2000 Enalapril Losartan . . nd Fair
GFR, (52 wk) (52) (51) mL/min g/min (158/90) (144/82) (97) (-10)
. Canada[48] -
mL/min 52 wk 95 -5401 nd Fair
(52 wk) (97) (-9)
Proteinuria
AUAE rate GFR94.3 [?'82]
mL/min/1. . :
AUAE rate Barnett 2004 5y ' . 130 120 2 Median UAE 152/86 149/79402 60 .
between-  Multl16] (5y) Enalapril  Telmisartan 43 (120) si?c?.]gg 60ugmin  (153/85) (146180) (46) o4 nd  Fair
group mg/dL (0.71; 1.51)
difference)
Adjusted CrCl 96.4
reduction in Sengul 2006 24 wk Lisinoori Telmisartan 110 109 mL/min Median AER 151/88 140/82 264403 98 NS Poor
AER, Turkey[88] (24 wk) P (110) (119) Scr85.4 264 mg/24h (150/90) (140/85) (256) (-80y404
mg/24h mmol/L

3% Estimated from figure

397 Primary outcome

39 Since upper level of 95% Cl of the difference between the enalapril and telmisartan groups was greater than +10ml/min/1.73m2, in favor of enalapril, telmisartan is not inferior to enalapril.
399 Estimated from figure

400 Estimated from figure

401 Estimated from figure

402 Estimated from figure

403 Primary outcome

404 Adjusted mean difference 18 (95% CI 0; 37), Adjusted for treatment, baseline value, weight and change in DBP. Adjusted mean difference 18, (0; 37.0) p=0.12



Results

Description No analyzed / Enrolled Blood pressure
Study Duration ™ Baseline LT Baseline Achieved i
Outcome Year Outcome GFRor  oaseline o0 BP  spppep | Baseline A P Quality
; ; Proteinuria ; i value
Country (Treatment)  Intervention Control Intervention  Control Scr Intervention _ Intervention Intervention  Intervention
(Control) (Control)
(Control) (Control)
85.4 -1.4
AScr, mmol/L (85.6) (+0.4)
12 wk 73.9 -23.2 .
Geometric | oo (52 wk) (64.1) (9.0) NS Fair
means of 2000 28 wk Enalaoril Losartan 49 49 GFR 95 UAE 73.9 154/88 138/79 73.9 -34.5 NS Fair
albuminuria, (52 wk) P (52) (51) mL/min g/min (158/90) (144/82) (64.1) (-27.3)
. Canada[48]
Hg/min 52 wk 739 -40.4 NG405 Fair
(52 wk) (64.1) (-22.6)

405 There was no significant difference between groups with respect to the change from baseline in log UAE after 12 and 28 weeks of treatment. At week 52, analyses showed a significant

quantitative treatment-by-center interaction characterized by a variation in the magnitude of treatment differences from center to center. The difference between groups with respect to the change

from baseline in log UAE is not significant when the interaction is taken into account and significant (P = 0.026) otherwise



Supplemental Table 46. Evidence profile of RCTs examining the effect of ARB vs. ARB in patients with CKD and DM

Directness of the

Summary of findings

Outcome #Of::;dles Total N T:Itiigoitf)z%ﬁiaels Consistency evidence Other . . Lo L L
) (Treatment) quality across studies  generalizability/  considerations Quality of evidence for Qualitative and quantitative description of  Importance
study design per outcome it outcome effect of outcome
applicability
Composite - Important .
kidney 2 R.CTS 1684 Nolimitations inconsistency406 Direct None Moderate No difference Critical
(High) (835) 0 0 0
outcomes (-1)
s Important , -
. 2RCTs 1684 No limitations . . Direct Imprecision . ) . ”
Mortality (High) (835) 0) mcon(s_;s)tency 0) (1) Low Possible benefit for Telmisartan Critical
. I Important .
CV mortality 2RCTs 1684 No limitations . . Direct None . , . s
and morbidity (High) (835) (0) inconsistency (0) (0) Moderate Possible benefit for Telmisartan Critical
1)
Sparse
1RCT 857 No limitations Direct (-1 - . - "
ESRD (High) (428) 0) NA 0) Imprecision Low Insufficient evidence for Telimisartan Critical
1)
Kidney o . Sparse
function ! RCT e ML NA Direct ('1) . Low Insufficient evidence for Telimisartan Critical
. (High) (428) (0) (0) Imprecision
(categorical) (1)
fAKldpey 1RCT 857 No limitations Unceﬁamty about Sparse Possible benefit for Valsartan on measured
unction High 428 0 NA directness 1 Low crol (but not for S GFR Moderate
(continuous) (High) (428) 0) (1) (1) rCl (but not for Scr or eGFR).
Proteinuria 1RCT 340 No limitations Direct Sparse . .
(categorical) (High) (168) 0) NA 0) (1) Moderate No difference High
N 3RCTs - Important Uncertainty about
Prote.murla (High) 2024 No limitations inconsistency directness None Low Possible benefit for Telmisartan Moderate
(continuous) [1*in 2 RCTs] (1003) (0) (1) 1) (0)
Drug discontinuation: 1.4-2% for ARB and
2024 1.4-3% in ARB (from 2 RCTs)
Adverse events  3RCTS (1003) Hyperkalernia: 2% for ARB and 3% for ARB ~ Moderate
(from 1 RCT)
Total 3RCTs éggg)

Balance of potential benefits and harms
Possible benefit for telmisartan vs. losartan for CV outcomes but no difference between telmisartan vs.

valsartan.

Insufficient evidence for kidney outcomes

Quality of overall evidence
Moderate for CV outcomes
Low for kidney outcomes

406 For mortality, the AMADEO study showed statistically significant benefit and Galle study was not statistically significant



Supplemental Table 47. RCTs examining the effect of ARB vs. ARB in overtly albuminuric patients with CKD and Type 2 DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline ; Baseline Achieved
Outcome Year Outcome . . GFR or P?Oatse?:ll:ﬁa SBP/DBP SBP/DBP Events (‘.%) RR/OR/HR vaTue Quality
Country (Treatment)  Intervention Control Intervention  Control Scr Intervention  Intervention Intervention (95% Cl)
[Control]
(Control) (Control)
Composite kidney outcomes
Composite eGFR
8; Joubling  VIUALD! 2mo 428 429 57  UPER27 148/82 142179 2(5%  RRIOT o
ESRCIS orale  Mult[37] (12 mo) (443) (442) ml/min/1. g/d (149/83) (142/78) [18 (4%)] (0.67; 2.25)
2
cause death 73m
Composite egF5R
ofdoubling  AMADEQ 12 mo . 407 420 mUmind. UPCR1971  144/80 135/77 3% RRO5% NS
of Scr, 2008 12 Telmisartan Losartan 419 441 73 m2 1438 136/77 0 0.25: 0.97 08 Good
ESRDand  MU[14] (12mo) @9 ) o mg (W30 (13677) 6% (025097) (0.08)
Cr |.
death mg/dL
Mortality
VIVALDI eGFR .
All cause 2008 12mo Telmisartan Valsartan 428 429 56.7 UPER 2.7 148/82 142/79 15 (4%) RR 1.88400 NS Good
death Mult[37] (12 mo) (443) (442) mi/min/1. g/d (149/82) (142/78) [8 (2%)] (0.81;4.39)
73 m?
eGFR
Al AMADEO 495 . 0
-cause 2008 12 mo Telmisartan Losartan 407 420 mL/min/1. UPCR 1971 144/80 135/77 2 (0.5%) RR0.16 0.007 Good
mortality Multi[14] (12 mo) (419) (441) 73 m? mglg (143/80) (136/77) [13 (3%)] (0.04; 0.70) :
SCr 1.54
mg/dL
CV mortality
eGFR
E:r?itig\f;zgul \2/(|)\SQLDI 12mo Telmisartan Valsartan 428 429 %67 UPER 27 148/82 142779 8 (2%) RR 1.3447 nd Good
ar cause Mult37] (12 mo) (443) (442) mi/min/1. g/d (149/82) (142/78) [6 (1%)] (0.47; 3.82)
73 m?
CV mortality and morbidity
Composite 0 2
CV morbidity A (gof’) AR, NS Good
and mortality  VIVALDI eCGFR [33 (8%)] (0.59;1.51)
Myocardial 2008 (15 mg) Telmisartan Valsartan (:4212) (:4212) mI/Sn?i.r71/1 UPSZ 27 (ljg;gg) (mggz) 4 (1%) RR 0.36413 nd Fair
infarction Multi[37] 73 m? ' [11 (3%)] (0.12; 1.14)
Stroke 11(3%) RR 22144 nd Fair
[5 (1%)] (0.77; 6.29)
407 Calculated by ERT
408 Calculated by ERT
409 Calculated by ERT

410 Calculated by ERT
411 Calculated by ERT
412 Calculated by ERT
413 Calculated by ERT
414 Calculated by ERT



Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . Baseli Achieved
Baseline aseline chieve 0 )
Outcome Year Outcome Intervention Control Intervention  Control ORO Proteinuria ~_SBPIDBP SBP/DBP IE;’eerc:zsngiﬁ)n RRIORHR  yaye ~ QU2lY
Country (Treatment) Ser Intervention  Intervention [Control] (95% Cl)
(Control) (Control)
eGFR
Cardiovascu ~ AMADEO 49.5
lar morbidity 2008 12mo Telmisartan Losartan 407 420 mL/min/1.  UPCR 1971 144/80 135/77 21 (5%) RR 0.59415 0.04 Good
e X (12 mo) (419 (441) 73 m? mg/g (143/80) (136/77) [37 (9%)] (0.35; 0.98) '
and mortality ~ Multi[14] Ser 1.54
mg/dL
ESRD
ESRD pivoas 2mo 428 429 e5%.F7R UPER 2.7 148/82 142179 T(2%)  RROSST o o
X (12 mo) (443) (442) ml/min/1. gld (149/82) (142/78) [8 (2%)] (0.32; 2.40)
Multi[37] 73 m2
Kidney function
Doubling of \2/(IJ\(/)§LDI 12 mo Telmisartan Valsartan 428 429 e5(?.:7R UPER 2.7 148/82 142/79 3 (1%) R(g ;000 NS Good
Scr X (12 mo) (443) (442) ml/min/1. gld (149/82) (142/78) [3 (1%)] ol
Multi{37] 73 m2 4.94)17
Proteinuria
Transition
rates from
incipient to
overt 28 (17%) RR 1.004'8 nd Good
nephropathy [39(23%)]  (0.67;1.48)
(UACR >300
’Tnfé%%d oo O g6mo  Telmisartan  Telmisartan 168 172 Sc08  UACR172  138/78 128174
“Transiton  Japan55] (=12mo) 80mg 40mg (nd) (nd) mg/dL mglg (137/78) (132/74)
rate in 6 (11%) RR 0.51419
normotensiv [12 (21%) (0.20; 1.33) nd Good
e patients
o [22(13%)]  (1.03;2.72)
remission

415 Calculated by ERT
416 Calculated by ERT
417 Calculated by ERT
418 Calculated by ERT
419 Calculated by ERT
420 Calculated by ERT



Supplemental Table 48. RCTs examining the effect of ARB vs. ARB in overtly albuminuric patients with CKD and Type 2 DM [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . Baselne P R ——
Outcome Year Outcome . . GFRor P?;Se?::fia SBP/DBP SBP/DBP Baseline A vaTu e  Quality
Country (Treatment)  Intervention  Control Intervention  Control Scr Intervention _ Intervention Intervention  Intervention

(Control)  (Control) (control) - (Control)

Kidney function
%DeGFR, .
mlimin/A4.73 484 6% NS Good
m - (48.6) (-5%)
wacrcl, AP 2mo o 428 429 567  UPER27  148/82 142179 578 1
miimin/1 73 2008 (12 mo) (443) @42)  miimin/. o/d (149082)  (142/78) o0 o 0001  Good
o ulti[37] 73 m2 (59.0) (-14%)
%AScr 2750 14%
mg/24h (2890) (12%) NS~ Good
Proteinuria
%AUPER, eGFR 275041 33%
mg2sh LD 2mo o 428 429 57  UPER27 14882 142179 (2830) (33% NS Cood
WAUAE,  han (12 mo) (443) 442 mimin/1. o/d (149082)  (142/78) 2750 39% S Good
mg/24h 73 m2 (2890) (-36%) 00
eGFR 298
UPCR A ot NA Qi 00 Good
o 2mo 407 420  mlmind.  UPCR197T1  144/80 135177

UACR Multi14] (12 mo) (419) (441) 73 m2 malg (143/80) (136/77) 1426423 355 00t Good

l Sc 154 (1390) (27.0) : 00
mg/dL

AUACR
ﬂﬁfstment WOOVATIO  t6mo  Telmisartan  Telmisar 168 172 S:08  UACRI72 13878 128174 172 588 o oot
o Nt (212mo) 80mg  and0mg (nd) (nd) mg/dL mglg (13778)  (132074) (173) (37.9)
mg/g

421 Primary outcome
422 Adjustment made for an analysis of covariance that included treatment and pooled center as class effects, with baseline as a covariate, was performed on the log-transformed data
423 Primary outcome



Supplemental Table 49. RCTs examining the effect of DRI + ARB vs. placebo+ ARB in microalbuminuric patients with CKD and Type 2 DM [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . Bacalins Achioved :
Outcome Year Outcome GFRor  baseline Baseline A P Quality
. . Proteinuria SBPIDBP SBPIDBP . . value
Count (Treatment)  Intervention  Control Intervention  Control S . . Intervention  Intervention
ry Cr Intervention  Intervention
(Control) (Control)
(Control) (Control)
Kidney function
eGFR .
e 259 265 685 UACR 135/78 133/78 685 2'?3(;'2' MNs g
m2 ' (301) (298) mL/min/1. 513 mg/g (134/77) (135/79)424 (66.8) 5 1))' ’ (0.07)
73 m? )
AeGFRin
patients with eGFR
GFR <60 129 119 47.1 UACR 136/77 133/76 471 1.7 NS Good
. 129 119 mL/min/1. 628 mglg 135/75 139/75 44.7 +0.25
ml/min/1.73
: 73 m?
m2
pearr  pVIPA g Aliskiren +  Placebo +
>60-<90 in Multi[75:78] (6 mo) Losartan Losartan eGFR
patients with ’ 104 122 73.6 UACR 134/78 136/78 73.6 2.7 NS Good
GFR 60-90 (104) (122) mL/min/1. 410 mglg (133/78) (135/80) (72.4) (-4.8)
ml/min/1.73 73 m?
m2
AeGFRin cGFR
e 64 51 1025 UACR 135/80 134/79 1025 56 NS Good
mlimin/1.73 (64) (51) mL/min/1. 530 mg/g (133/78) (134/79) (100.4) (-9.5)
m2 ' 73 m?
Proteinuria
Difference in 513426 18% (7;
% UACR, (553) 2847 0.002 Good
mg/g eGFR _(NA)
Difference in 259 265 68.5 UACR 135/78 133/78
% | overnight (301) (298) mL/min/1. 513 mg/g (134/77) (135/79)425 17% (4; 29)
UAE rate 73 m? N/A 428 0.02 Good
(geometric AVOID 2008 6 mo Aliskiren +  Placebo + (N/A)
mean) 2010 (6 mo) Losartan Losartan —m—m—mm— —
AUACR at Multi[75;78]
24 wks (%) ¢GFR
wit%ag‘;rgs 129 119 47.1 UACR 136/77 133/76 628 9 0045 Good
<60 (129) (119) mL/min/1. 628 mg/g (135/75) (139/75) (670) (+13) '
2
mimin/1.73 r3m
m2, mg/g

424 Estimated from graph
425 Estimated from graph
426 Primary outcome

427 Adjustment for the change from baseline in systolic blood pressure
428 Adjustment for the change from baseline in systolic blood pressure



AUACR at
24 wks (%)
in patients
with GFR
>60-90
ml/min/1.73
m2, mg/g
AUACR at
24 wks (%)
in patients
with GFR
>90
ml/min/1.73
m2, mg/g
UACR
reduction
=50 (%) in
patients with
GFR <60
ml/min/1.73
m2, mg/g
UACR
reduction
=50 (%) in
patients with
GFR>60
ml/min/1.73
m2, mg/g
UACR
reduction
250 (%) in
patients with
GFR>90
ml/min/1.73
m?, mg/g

104
(104)

64
(64)

129
(129)

104
(104)

122
(122)

51
(51)

119
(119)

122
(122)

eGFR
736

mL/min/1.

73 m?

eGFR
102.5

mL/min/1.

73 m?

eGFR
471

mL/min/1.

73 m?

eGFR
736

mL/min/1.

73 m?

eGFR
102.5

mL/min/1.

73 m?

UACR
410 mg/g

UACR
530 mg/g

UACR
628 mglg

UACR
410 mg/g

UACR
530 mg/g

134/78
(13378)

135/80
(133/78)

136177
(135/75)

134/78
(133/78)

135/80
(133/78)

136/78 410 -23
(135/80) (484) (-1)
134/79 530 27
(134/79) (405) (-11)
13376 628420 25/122
(139/75) (670) (111115)
136/78 41040 28/101
(135/80) (484) (17/118)
134179 530431 18/62
(134/79) (405) (8/50)

0.021

0.202

0.019

0.012

NS

Good

Good

Good

Good

Good

429 Primary outcome
430 Primary outcome
431 Primary outcome



Supplemental Table 50. RCTs examining the effect of dihydropyridine CCB vs. placebo in overtly albuminuric patients with CKD and Type 2 DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . Baseline Achieved
Outcome Year Outcome GFRor Baseline SBP/DBP seppep  Events (%) poiorRMR P Quality
Intervention ~ Control  Intervention  Control Proteinuria Intervention value
Country (Treatment) Ser Intervention  Intervention (95% Cl)
[Control]
(Control) (Control
CV mortality
. IDNT 2003 30 mo - 565 565 Scr 1.65 159/87 141777 37 (7%) HR 0.79
CVmortallty v irqg) (>24mo)  Amlodipine  Placebo (567) (569) mgdL  UPE299Md  ggey) (14480)  [46(8%) (051129 NS Good
CV events
278 (in 28%
Composite of pit;ze nts) HR 1.00 NS Good
CV events [284 (in 33% (0.83; 1.21)
ofpatients)]
143 (in 16%
of patients)
CHF s (0H8§,11'1510) NS Good
[113(n13% oot
ofpatients))
IDNT 2003 30 mo - 565 565 Scr 1.65 159/87 141777 29 (in 5% of
Myocardial  Multi[18] (>24mo) ~ Amlodipine  Placebo (567) (569)  mgdl  UPE299d yegey) (144/80)  patients)®*  HROSB (oo oo
infarction [61(in9%of  (0.37;0.92) '
patients)]
18 (in 3% of
patients) 43 HR 0.65
CVA R8(n5%of (035122 NS Good
patients)]
Cardiac 32 (in 5% of
revasculariz patients) £ HR 0.86 NS Good
ation [39 (in6% of  (0.54;1.38)

patients)]

432 Primary outcome
433 Primary outcome
434 Primary outcome
435 Primary outcome
436 Primary outcome



Supplemental Table 51. RCTs examining the effect of aldosterone antagonist + ACEI vs. placebo + ACEI in patients with CKD and Type 2 DM [continuous outcomes]

Blood pressure

Results

Description No analyzed / Enrolled
Stud Duration  ~ Baseline . i -
Outcome Yeary Outcome GFR or Baseline paselne aonened Baseline A Qualit
. . Proteinuria SBPIDBP SBPIDBP . . va'ue y
Count (Treatment) Intervention Control Intervention Control S . . Intervention Intervention
ry Cr Intervention  Intervention (Control) (Control)
(Control) (Control)
Proteinuria
Overt albuminuria
. GFR73
4 JUACR Eggge'” 3mo Ep'%roe'fne Placebo + 83 80 mUmin  UACR422  140/83 v 420497 43 0001 Good
0 X (3 mo) . Enalapril (91) 91) Scr mglg (146/88) (280) (-9) '
Multi[33] Enalapril
80umol/L
Microalbuminuria
. GFR 75
4 JUACR Eggge'” 3mo Ep'fgg”f”e Placebo + 77 80 mL/min UACR 140/85 v 240438 50 0001 Good
0 X (3 mo) ) Enalapril (86) (91) Scr 240 mg/g (146/88) (280) (-9) '
Multi[33] Enalapril 80umollL

437 Primary outcome
438 Primary outcome



Supplemental Table 52. RCTs examining the effect of endothelin antagonist vs. endothelin antagonist in patients with CKD with Type 2 DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline g oline | Baseline Achieved Events P _
Outcome Year Outcome GFR or assine 0 Quality
Intervention Control Intervention  Control Proteinuria ~ SBP/DBP SBP/DBP No (%) RRIORHR  value
Country (Treatment) Scr Intervention Intervention Intervention (95% CI)
(Control) (Control) [Control]
Composite kidney outcomes
Death, .
ESRD and ?&%END 5mo Avosentan  Avosentan 455 478 gf/fnﬁn% Me‘i‘gg QCR 137/78 131/74 37 (8%) RRO95 Fai
cSiouinng of  Mulifs0] (4 mo) 25 mg/d 50 mg/d (455) (478) 73m mgimmol (137/78) (131/73) [41(9%)]  (0.62;1.45)
Cr
Mortality
Death /2*031%END 5mo Avosentan  Avosentan 455 478 gf/fnﬁn% Med{gg QCR 137778 131174 21(5%)  RR130® -
MUIGT60] (4 mo) 25 mg/d 50 mg/d (455) (478) 73m mgimmol (137/78) (131/73) 17 (4%)]  (0.69;2.43)
CV events
. 68 (15%) RR 1.01441 .
IIIIIII C Vevent /2'\081%END 5mo Avosentan Avosentan 455 478 ;Bfﬁn% Med1|28 S‘CR 137/78 131/74 [71(15%)] (0.74; 1.37) nd Fair
; (4 mo) 25 mg/d 50 mg/d (455) (478) ) : (137/78) (131/73) 27 (6%) RR 0.98%2 .
CHF Multi[60] 73m mg/mmol [29 (6%)] (0.59; 1.63) nd Fair
ESRD
ESRD ?;%END 5mo Avosentan  Avosentan 455 478 ;f/fnﬁn% Med{gg QCR 137/78 131174 20(4%)  RRO8 Fair
Multi[60] (4 mo) 25mg/d 50 mg/d (455) (478) 73 m? ' mg/m.mol (137/78) (131/73) [24 (5%)] (0.49; 1.56)
Kidney function
Doubling of ?;%END 5mo Avosentan  Avosentan 455 478 gf/fnﬁn% Me‘i‘gg QCR 137/78 131/74 2(04%)  RROS3# Fai
Ser MUI[60] (4 mo) 25 mg/d 50 mg/d (455) (478) 73m mgimmol (137/78) (131/73) [4 (1%)] (0.10; 2.85)
439 Calculated by ERT
440 Calculated by ERT
441 Calculated by ERT
442 Calculated by ERT
443 Calculated by ERT

444 Calculated by ERT



Supplemental Table 53. RCTs examining the effect of endothelin antagonist vs. endothelin antagonist in patients with CKD with Type 2 DM [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline o Baseline Achieved ;
Outcome Year Outcome GFR or Baseline Baseline A P Quality
. . Proteinuria SBPIDBP SBPIDBP . . value
Count (Treatment)  Intervention Control Intervention  Control Scr . . Intervention  Intervention
ry Intervention  Intervention I |
(Control) (Control) (Control) (Control)

Kidney function
BB hoeEND 5mo Avosentan  Avosentan 455 arg  SOFR3L Medan AR y377g 131174 34 335 o e
m2 MUli[60] (4 mo) 25 mg/d 50 mg/d (455) (478) 73 m2 mgimmol (137/78) (131/73) (33) (-4.08)
Proteinuria
('}/’(')‘Z(X?:”R ?;%END 5mo Avosentan  Avosentan 455 478 ;f/fnﬁn% Med{gg QCR 137/78 131/74 160.9 -44.30 » Good
mg/mmol Multi[60] (4 mo) 25mg/d 50 mg/d (455) (478) 73 m2 mg/mmol (137/78) (131/73) (166.5) (-49.30)




Supplemental Table 54. Evidence profile of RCTs examining the effect of ACEI or ARB vs. CCB in transplant recipients without DM

Directness of the

Summary of findings

# of studies Methodological Consi . 0
Outcome and Total N quality of studies onsistency evidence Other Quality of evidence for Qualitative and quantitative description of  Importance
. (Treatment) across studies  generalizability/  considerations y q P P
study design per outcome applicability outcome effect of outcome
Composite
kidney 0RCTs - - - - - Critical
outcomes
Sparse
. 1RCT 154 Some limitations Direct (-1) - . "
Mortality (High) (76) (1) NA (0) Imprecision Very low Insufficient evidence Critical
(1)
CV mortality 0RCTs - - - - - Critical
CV events 0RCTs - - - - - Critical
ESRD 0RCTs - - - - - Critical
Kidney Sparse
functi 1RCT 154 Some limitations Direct (-1 - . .
unction (High) (76) (1) NA (0) Imprecision Very low Insufficient evidence High
(categorical) 1)
AKidney 2RCTs 256 Some limitations Important Uncertainty about Sparse
unction in inconsistencies irectness ery low nsufficient evidence oderate
functi 1°in 1 RCT (130) (1) i istenci direct ?_1) Very | Insufficient evid Moderat
(continuous) (High) (-1) (-1)
Protelnu.rla ORCTs ) 3 _ ) 3 High
(categorical)
Proteinuria 2RCTs 256 Some limitations . No |mponapt Uncgrtamty about Sparse .
. . inconsistencies directness Very low No difference Moderate
(continuous) (High) (130) (-1 0) 1) (-1
256 Drug discontinuation: 0-5% for ACEI and 11%
Adverse events 2RCTs (130) for CCB (from 2 RCTs) Moderate
256
Total 2RCTs (130)

Balance of potential benefits and harms
Possible benefit for increase in eGFR but insufficient evidence for clinically relevant outcomes

Quality of overall evidence
Very low for kidney outcomes




Supplemental Table 55. RCTs examining the effect of ACE or ARB vs. CCB in transplant recipients with CKD without DM [categorical outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline L — e -
Baseline Baseline Achieved Events P ;
Outcome Year Outcome . . GFROM  proteinuria  SBPIDBP  SBPIDBP No(%)  RRORHR value Quality
Country (Treatment)  Intervention Control Intervention  Control Scr . . - 0
Intervention  Intervention Intervention (95% CI)
(Control) (Control) [Control]
Mortality
. SCr146
Midtvedt
1y e I 76 78 pmol/L UPE 129 170/104 2 (3%) .
Death 2001 (1y) Lisinopril Nifedipine (76) (78) GFR 43 mglL (169/104) nd [0 (0%)] nd Fair
Norway([68] X
mL/min
Kidney function
1GFR >5 . Scr 146 18 (23%) RR 0.3845 .
mLimin Midtvedt 1y o _ 76 78 umoll  UPE 129 170104 [49(64%) (024,058 Fair
......................................................... 2001 1 Lisinopril Nifedipine 76 78 GFR 43 n 169/104 nd
IGFR>5 Norway[68] (1y) (76) (78) R mg ( ) 3wk RROTTH o
mL/min mL/min [4(5%)]  (0.18;3.33)
445 Calculated by ERT

446 Calculated by ERT



Supplemental Table 56. RCTs examining the effect of ACE or ARB vs. CCB in transplant recipients with CKD without DM [continuous outcomes]

. Description No analyzed / Enrolled Blood pressure Results
Study ODll::zg:Ir; Baseline Basaline Baseline ~ Achisvsd” S -
Outcome Year measurement i i GFROr proteinuria ~ SBPIDBP  SBPIDBP Baseline o on value  Qualty
Count Intervention Control Intervention  Control S . . Intervention  Intervention
ry (Treatment) Cr Intervention  Intervention (Control) [Control]
(Control) (Control)
Kidney function
AGFR, 1y 43t +1 0.000 Fair
mL/mIn ,,,,,,,,,,,,,,,,,,,,,,,,,, M|dtVedt QL SC" 146 (46) (+1O) 1
2001 1y Lisinopril ~ Nifedipine 76 8 pmolL UPE 129 1707104 nd 2 0013  Fair
(1y) (76) (78) GFR 43 mg/L (169/104) 146 (-12)
AScr, ymol/L  Norway[68] 2y mL/min (137) 0 NS .
(1y) (14 (005  rar
MAP MAP
hAgroudy Losartan  Amlodipine 08 g/d 108 95 (1 '2) (+Od°1) NS Poor
ASc, mgldl 2003 12 mo 54 48 Scr1.5 (108) (95) ' i
' Egypt[32] (12 mo) (54) (54) mg/dL MAP MAP 15 0.0
Captopril Amlodipine 0.9g/d 106 94 1 '4) (+0' 1) NS Poor
(108) (95) ] ]
Proteinuria
. 1y Scr 146 -49 .
AUPE, mglL gﬂolg? gy Lisinopril  Nifedipine 76 8 pmolL - UPE 129 1707104 nd 129 (+136) oo
’ Norway[66] 2y (76) (78) GFR 43 mg/L (169/104) (124) 24 NS Fair
(1y) mL/min (+76)
I-Adroud Losartan Amlodipine 0.8 g/day “4'9: M9A5P 82 +%‘; nd Poor
AProteinuria - Sp9OUY 12mo 54 48 S5 (108) (95) 08) (+02)
,g/d Egypt[32] (12 mo) (54) (54) mg/dL MAP MAP 0.9 04
Captopril Amlodipine 0.9g/d 106 94 (0'6) ( +0‘ 8) nd Poor
(108) (95) ] ]




Supplemental Table 57. Evidence profile of RCTs examining the effect of CCB vs. placebo in transplant recipients without DM

Directness of the

Summary of findings

# of studies Methodological Consi . 0
Outcome and Total N quality of studies onsistency evidence Other Quality of evidence for Qualitative and quantitative description of  Importance
. (Treatment) across studies  generalizability/  considerations y q P P
study design per outcome applicability outcome effect of outcome
Composite
kidney 0RCTs - - - - - Critical
outcomes
Mortality 0RCTs - -- -- - - Critical
CV mortality 0RCTs - - - - - Critical
CV events 0RCTs - - - - - Critical
ESRD 0RCTs - - - - - Critical
Kidney A .
function zHIT%-l)- (fgg) Some I(|_n11;tat|ons NA Dl(roe)ct Sr(Jir)s € Low Insufficient evidence High
(categorical) 9
AKidney - No important Uncertainty about
function S(I_FECJ)S (gg;) Some I(l_r?;tatlons inconsistencies directness N(%r;e Low Benefit for CCB Moderate
(continuous) 9 (0) (-1
Protelnu.rla ORCTs ) 3 _ ) 3 High
(categorical)
Protellnurla 0RCTs - - - - - Moderate
(continuous)
463 Drug discontinuation: 5% for CCB and 1-2%
Adverse events 2RCTs (228) for placebo (from 2 RCTs) Moderate
581
Total 3RCTs (287)

Balance of potential benefits and harms:
Possible benefit for kidney function outcomes

Quality of overall evidence:
Low for kidney outcomes




Supplemental Table 58. RCTs examining the effect of CCB vs. placebo in transplant recipients [categorical outcome] 44

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline Baseline Baseline Achieved Events P )
Outcome ye Dutcome Intervention  Control Intervention  Control RO Proteinuria  SBPIDBP SBP/DEP No (%) RRIOR/HR vale 22
Country (Treatment) Ser Intervention  Intervention Intervention (95% Cl)
(Control) (Control) [Control]

Kidney function

1Scr>22.1 gzm;r?g[; 24 mo Nitrendipine Placebo 130 123 Scr 146.7 nd 141/88 138/86 26 (20%) RR 0.62448 0.026 Good
umollL y (24 mo) P (130) (123) umoliL (143/88) (143/90) [40 (33%)]  (0.40:0.94) :

]

447 Shaded studies were included in previous KDOQI guideline
448 Calculated by ERT



Supplemental Table 59. RCTs examining the effect of CCB vs. placebo in transplant recipients without DM [continuous outcome] 44?

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline . Baseline rchioved .
Outcome Year Outcome GFR or PBascleIme. SBP/DBP SBP/DBP Baseline A T Quality
Country  (Treatment) Intervention  Control Intervention  Control Scr roteinuria Intervention  Intervention Mtervention Intervention)  value
(Control) [Control]
(Control) (Control)
Kidney function
146.7 +1.8
e, pmollL 22?;;:;31 24m0 e Placsbo 130 123 S 1467 v 141/88 138186 (137.0) (+23.4) (e
ACICL mUmin -+ ] (24 mo) (130) (123) umol/L (143/88) (143/90) nd (+1 .12) 0.014 Good
3 mo 185
Final SCr, wn (12mo) 17 (220) otz feor
HmolL Riemsdijk 12mo nd 14 0021 Poor
(12 mo) . 98 112 (158)
2000 Isradipine Placebo nd nd nd nd
Netherlands| Yiis &3 e nd o8 0.026 Poor
Final CrCl, (12mo) (50) '
. 94]
mL/min 12 mo nd 63 NS Poor
(12 mo) (58)
Graft function 1.8 -0.28
[Ser, mg/elL] (2.0) (:0.24) 0.005
Graft function Scr1.8
[eCrCl, 59 59 mg/dL (25) (++1g 41) (ON(;Q’Q)
mL/min] Kuypers (66) (65) eGFR 52 ' '
. 24 mo I ; 150/90 138/82
Graft function 2004 (24 mo) Lacidipine Placebo mL/min nd (150/90)%50  (144/84) %" 61 +11.0 Poor
[calculated Multif47] Calculate (51) (+2 '5) 0.03
cClmbmnl d GFR 61 '
. Umi
ggthncuon 53 53 e %0 01 <0.05
mLimin] (66) (65) 47 (-4.7)

449 Shaded studies were included in previous KDOQI guideline
450 Estimated from graph
451 Estimated from graph



Supplemental Table 60. RCTs examining the effect of ACE vs. ARB in hypertensive transplant recipients without DM [continuous outcomes]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline R Bacaie Achioved -
Outcome Year Outcome GFR or PBasgIme. MAP MAP Baseline A T Quality
Country (Treatment) Intervention  Control Intervention  Control Scr roteinuria Intervention  Intervention  Mtervention  Intervention value

(Control)  (Control) (Control)  [Control]

Kidney function
el-Agroudy
ASomgil 2003 [32] (]g mg) Captopril  Losartan (gi) (gj) f‘n°g 2 09 g/d (lgg) (gg) (] 'g) (8'8) nd Poor
aypt ' '

Proteinuria

_— el-Agroudy
AProteinuria, 12 mo . 54 54 Scr 1.5 106 94 0.8 -0.4
old 2003 (12 mo) Captopril Losartan (54) (54) mg/dL 0.99/d (108) (95) (0.9) (0.4) nd Poor

Egypt[32]




Supplemental Table 61. RCTs examining the effect of ARB vs. placebo in transplant recipients [categorical outcome]

Description No analyzed / Enrolled Blood pressure Results
o Study ([))uratwn ' BGasellne Baseline Baseline Achieved Events P )
utcome cYear uieome Intervention ~ Control  Intervention  Control FsR " Proteinuria ~ SBP/DBP SBP/DBP No (%) RRIOR/HR value QU2
ountry (Treatment) Cr Intervention  Intervention Intervention (95% CI)
(Control) (Control) [Control]
Composite of kidney and CV outcomes
Composite of
all-cause
mortality, CV
morbidity and SECRET#52 20 mo Candesartan  Placebo 255 247 nd 011 all 138/84 131/80 13 (5%)4%° RR 0.97454 nd Fair
al-cause graft 2010 EU80] (37 mo) (255) (247) 119 (138/85) (137/83) [13 (5%)] (0.46; 2.05)
failure
(CrCl<15mL/mi
n or dialysis)
Mortality
All-cause SECRET#5% 20 mo 255 247 138/84 131/80 3(1%) RR 0.73456 .
mortality 2010EU[D]  (37mg)  Candesartan - Placebo (255) (247) nd 011glL (138/85) (137/83) [4 (2%)] (0.16;3.21) nd Fair
CV mortality
. SECRET#5" 20 mo 255 247 138/84 131/80 9 (4%) RR 1.74458 .

Cvmortalty  oo10Eyujgg]  (37mo)  Candesartan  Placebo (255) (247) nd 0119l (138/85) (137/83) [5 (2%)] (0.59; 5.13) nd Fair
Proteinuria
Nephrotic
syndrome SECRET#% 20 mo 255 247 138/84 131/80 2 (1%) RR 0.97460 .
(roteinuria ~~ 2010EU[80]  (37mo)  Candesaran  Placebo (255) (247) nd 0119l (138/85) (137/83) 2 (1%)] (0.14; 6.82) nd Fair
>3.59/24h)

452 A predefined interim analysis showed that there would be too few events to permit any conclusions about the effect of treatment on the primary efficacy variable within the planned time course of the study. The
trial was therefore terminated, and each patient made a final visit at the next scheduled time point.

453 Primary outcome

454 Calculated by ERT

455 A predefined interim analysis showed that there would be too few events to permit any conclusions about the effect of treatment on the primary efficacy variable within the planned time course of the study. The
trial was therefore terminated, and each patient made a final visit at the next scheduled time point.

456 Calculated by ERT

457 A predefined interim analysis showed that there would be too few events to permit any conclusions about the effect of treatment on the primary efficacy variable within the planned time course of the study. The
trial was therefore terminated, and each patient made a final visit at the next scheduled time point.

458 Calculated by ERT

459 A predefined interim analysis showed that there would be too few events to permit any conclusions about the effect of treatment on the primary efficacy variable within the planned time course of the study. The
trial was therefore terminated, and each patient made a final visit at the next scheduled time point.

460 Calculated by ERT



Supplemental Table 62. RCTs examining the effect of ARB vs. placebo in transplant recipients without DM [continuous outcome]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline Baseline Baseline Achieved Baseli A .
Outcome Year Outcome GFRor o teinuri SBP/DBP SBP/DBP aseline Pvalue  Quality
Country  (Treatment) Intervention  Control Intervention  Control Scr roteinuria Intervention  Intervention Mervention  Intervention)
(Control) [Control]
(Control) (Control)

Proteinuria
AAlbumin

. 16.40 -1.80 .
concentration, (16.70) (+1.05) 0.0001 Fair
mg/L
AProtein 011 0.01
concentration, ~ SECRET#6! 20 mo 255 247 138/84 131/80 ' : 0.003 Fair
glL 2010 EU[80] (37 mo) Candesartan  Placebo (255) (247) nd 0.11g/L (138/85) (137/83) (0.11) (0.00)
AUPE rate, 0.12 -0.01 .
o/24h (0.14) (+0.03) <0.0001  Fair
Relative 0.01 -15.0 .
AUPCR, % (0.02) (+235) 00003 Fair

461 A predefined interim analysis showed that there would be too few events to permit any conclusions about the effect of treatment on the primary efficacy variable within the planned time course of the study. The
trial was therefore terminated, and each patient made a final visit at the next scheduled time point.



Supplemental Table 63. RCTs examining the effect of intensified vs. conventional BP control on children with CKD without DM [categorical outcome]

Description No analyzed / Enrolled Blood pressure Results
Study Duration Baseline Baseline Baseline Achieved Events P )
Outcome) Year Outcome GFR or - MAP MAP No (% HR Quality
Interventi Control Interventi Control Proteinuria o (%) value
Country (Treatment)  [ntervention ontro niervention ontro Ser Intervention  Intervention  Intervention  (95% Cl)
(Control) (Control) [Control]
Composite kidney outcome
Intensified Conventional
150% GFR
BP control BP control GFR 46 HR 0.65
or ESCAPE 5y 182 190 ) 90 Total cohort 46 (25%) .
progression 2009 EU[34] 5y) (Tarfgét'r\f'AP (Tg[)%fg'g[fp (189) (196) m%m'”zl 1. UPCR14 (90) 82 [69 (36%)] (ggf 002 Good
to ESRD . oY m 94)
percentile) percentile)
Mortality
Intensified Conventional
BP control BP control GFR 46
ESCAPE 5y 182 190 ) 90 Total cohort 0 (0%) .
Death (Target MAP (Target MAP mL/min/1. UPCR 1.4 nd Fair
2009 EU[34] (5y) <50t 5095 (189) (196) 73 m2 (90) 82 [1(1%)]
percentile) percentile)
ESRD
gcthg;lglefe;;/ Intensified Conventional
. BP control BP control GFR 46
in the ESCAPE 5y 182 190 . 90 Total cohort 70%
progression 2009 EU[34] 5Y) (Tarfgétﬁ"AP (Tg[)?fg';’!fp (189) (196) ml;/3m|n2/ 1. UPCR14 (90) 82 [58%] - 002 Good
of renal . o m
percentile) percentile)

disease?6?

462 50% decline in the glomerular filtration rate or progression to end-stage renal disease



Supplemental Table 64. RCTs examining the effect of intensified vs. conventional BP control on children with CKD without DM [continuous outcome]

Description No analyzed / Enrolled Blood pressure Results
Stud Duration Bassline . it shodonh S S
Outcome Yealy Outcome GFRor  Daseline Ba,i(:l;l;ne Acﬂ:;ed Baseline A P Quality
Intervention Control Intervention  Control Proteinuria . . Intervention Intervention ~ Value
Country (Treatment) Ser Intervention  Intervention Control Control
(Control) (Control) (Control) [Control]
Kidney function
Annual IBnlgensifiedI ngventitonlal PR 46
|GFRrate,  ESCAPE 5y contro contro 182 190 . 90 Total cohort 46 11
mk/mmm.m 2009 EU[34] (5) (Tarfgé,h"AP <ng%§tggﬁfp (189) (196) m%mg‘z”' UPCR 1.4 (90) 82 (45) (2.5) NS Good
percentile) percentile)
Proteinuria
Intensified Conventional
Median ESCAPE 6mo (Eaﬁgg'm'P (TBaF;gce‘;”,\t/jZ'P 372 mﬁfnfi:ﬁ UPCR 14 90 Totalcohot  082(QR  036(QR <0000
UPE, g/g 2009 EU[34] (5y) <50t 5Qth.95t (385) 73 m2 ' ' (90) 82 0.27;1.74) 0.11; 0.95) 1

percentile)

percentile)




Supplemental Table 65. Age restriction in all RCTs for DM CKD, non-DM CKD, Transplant and CKD subgroups

Study, Year

Inclusion Criteria

Arm 1
(mean age * SD)

Arm 2
(mean age  SD)

Arm 3
(mean age * SD)

Arm 4
(mean age * SD)

Arm 5
(mean age * SD)

Arm 6
(mean age * SD)

DM

Males: 18-75y and

Lisinopril Nifedipine
Agardh 1996[5] Postmenopausal
females: 40-75 y (59£90) (58+8.9)
Losartan Control
Agha 2009[6] nd (639 +11.1) (547 +10.9)
Enalapril Nifedipine
J-MIND 2001[13] <75y 599 ip8.6) 602 ip8.9)
Telmisartan Losartan
AMADEO 2008[14] 21-80y (60.0 £9.2) (60.5 £9.4)
66.8% <65y 62.1% <65y
Enalapril Telmisartan
Barnett 2004[16] 35-80 y 612 ip8.5) 60020.1)
Irbesartan Amlodipine Placebo
IDNT 2003(18] 30-70y (593+7.1) (59.1+7.9) (58.3+8.2)
RENAAL 2001[20] 3170y tggaf;")‘ gg"f‘;‘)’
Enalapril Nifedipine
Chan 1992(24] >18y (60.1 ¢p9.2) (56.1 «_Lpg.g)
Enalapril Nifedipine
Chan 2000[25] nd (600 9.3) (56.2 + 9.9)
DIAL 2004[28] 40-70y E;%m;p;')' Lerg’sr‘f;p)'”e
Eplerenone 100 mg Eplerenone 50 mg Placebo
) [Median (25t-75t [Median (25!-75t [Median (25t-75t
Epstein 2006[33] nd percentile)] percentile)] percentile)]
[58 (53; 66)] [58 (52; 66)] [60 (53; 66)]
Telmisartan Valsartan
VIVALDI 2008[37] 30-80y (60.9+9.2) (614+9.1)
. Enalapril Losartan
Lacourciere 2000[48] nd 578 (f_ 5 502 (92)
Enalapril Nifedipine
Laffel 1995[49] 14-57y 320 ip&” 334 ip9.0)
Lewis 1993[51] 1849y ?;gfp?r)" gicf%‘;
Irbesartan Amlodipine Placebo
IDNT 2001[52] 30-710y (593 +7.1) (59.1+7.9) (583+82)
Avosentan 50 mg Avosentan 25 mg Placebo
ASCEND 2010[60] 21-80y (610+9.1) (612+88) (60.8+8.9)
Ramipril Placebo
DIABHYCAR 2004[65] >50y (65.2 ip& 4) (65.0 % 8.3)




Study, Year Inclusion Criteria Arm 1 Arm 2 Arm 3 Arm 4 Arm 5 Arm 6
’ (mean age + SD) (mean age + SD) (mean age * SD) (mean age * SD) (mean age * SD) (mean age * SD)
Irbesartan 300 mg Irbesartan 150 mg Placebo
IRMA 2001[74] 30-70 (573+7.9) (584 +8) (583+8.7)
Aliskiren Placebo
AVOID 2008[75] 18-85y (589 % 9.6) (61.8 % 9.6)
Enalapril or Placebo
Ravid 1993[82] nd (44 £ 4)
[range 34; 49 y]
Lowest Tertile Losartan Lowest Tertile Placebo Middle Tertile Losartan Middle Tertile Placebo  Highest Tertile Losartan  Highest Tertile Placebo
RENAAL 2004(83] >30y (59.6 + 7.4) (602 +7.5) (607 +72) (603 +7.6) (596 +7.4) (605 +7.4)
Lisinopril Telmisartan
Sengual 2006[88] 40-65 (56.7 +8.3) (56.5 +8.2)
. Ramipril Placebo
Trevisan 1995[92] 18-65y (56 + 7) (58 +7)
Valsartan Amlodipine
MARVAL 2002[95] 35-75y (59) (57)
[range 36; 75] [range 35; 75]
Non-DM
Ramipril Amlodipine
AASK 2001[7] 18-70y (542 +10.9) (544 +10.7)
! Candesartan 16mg Candesartan 64 mg Candesartan 128 mg
SMART 2009[22] 18-80y (565 + 12.2) (58.4 + 12.4) (54.6 + 12.6)
I Lisinopril Control
Cinotti 2001[26] 18-70'y (496 + 108) (521 £ 11.0)
. Enalapril Mandipine
Del Vecchio 2004[30] 18-70y (52.9 + 10.5) (56.4 + 10.0)
Intensified BP Control Conventional BP Control
ESCAPE 2009[34] 318y (115+4.1) (115 4.0)
Enalapril Amlodipine
AVER 2008[35] 18-80'y (583 +11.3) (57.5+12.9)
Cilnidipine Amlodipine
CARTER 2007[36] 20-80y (509 +13.3) (503 % 12.9)
Ramipril Placebo
GISEN 1997[2] nd (48.9 % 1356) (49.7 £ 1356)
Ramipril+Felodipine Ramipril Felodipine
i th_75th i th_74/th i th_7hth
Nephros 2001[41] 1874y [Median (2§ 75 [Median (25 75 [Median (25 75
percentile)] percentile)] percentile)]
[52 (45; 60)] [53 (43; 61)] [54 (49; 62)]
Benazepril (SCr 1.5-3.0 Benazepril (SCr 3.1-5.0 Placebo
Hou 2006[43] 18-70y mg/dL) mg/dL)
(45.0 £ 14.1)
(45.1£13.0) (444 £16.8) o
5 Benazepril (10 mg/d) Benazepril (40 mg/d) Losartan (50 mg/d) Losartan (200 mg/d)
Hou 2007[42] 18-70 (59.1 + 12.6) (491 + 14.3) (515 +133) (51.0 + 135)




Study, Year Inclusion Criteria Arm 1 Arm 2 Arm 3 Arm 4 Arm 5 Arm 6

(mean age + SD) (mean age + SD) (mean age * SD) (mean age * SD) (mean age * SD) (mean age * SD)
J-LIGHT 2004[44] 20-74y (52231”;“; " (?7”.‘5'02‘?‘{‘3)
INNOVATION 2005[55] 30-74y Telmisartan 40 mg,(gﬁllr;]iia?g? 80 mg, or Placebo
MDRD 1994[46] 18-710 y No ages given
HKVIN 2006(53] 218y et e
ESPIRAL 2001[64] 1875y ':;3332019‘[‘)' N‘f‘(*gépﬁgm
Maschio 1996[66] 18-70y ’?g?aiz‘j%r)” (2'13‘;95’;)
VALERIA 2008(67 1875y 108 14 57545 e
AASK 2006[70] 1870y Ramipril or An(1l505dilf>i;1$)or Metroprolol
Peng 2009[76] nd il
MDRD 1995[79] 18-70y L(ggsB;sgggls;;r gﬁsaj ;ItsB 5595(;16)ll
Ruggenenti 1999[84] nd ( 4361”;“’1”.'3) (5§§”f‘1’" .
REIN 2005(85] 1870y Interw(zT%diBf4%<;ntrol Conve(gg(}nil 1BSP 8())ontrol
MDRD 2005[86] 1870y L(‘})"X.gairgfztg)" U?g;' OTirgth?P
Vo 20056 yoradine Neerdre
Woo 2009[98] nd Norr?:?l(fig)ACE L0\2/3c2105ﬁ 2A)CE Norn(?é 10§3)ARB LO\EvSio;e; ;A)RB
g oy o jegmd  peen e
Txp
el-Agroudy 2003(32] 218y oo oy g
Kuypers 2004(47] 18-85y (4L6a.gi(ip1i2(.e6) (4;? f_re:) 3.6)
Midvedt 2001(68] =18y <fféf3d'fé"i) (4??10?2!1)
Philipp 2010[80] 30-69y o o)
Rahn 1999[81] 18-60y Nitrendipine Placebo

(43£1) (42+1)




Arm1 Arm 2 Arm 3

Arm 4

Arm 5

Arm 6

Study, Year Inclusion Criteria (mean age + SD) (mean age + SD) (mean age * SD) (mean age * SD) (mean age * SD) (mean age * SD)
Isradipine Placebo
van Riemdijk 2000[94] 18-70'y (45) (46)
[range 21; 70] [range 25; 56]
General Population
. - Benazepril +
Benazepril + Amlodipine .
ACCOMPLISH([15] 55y (265: 77.2%; >75: "'(idggc%’;‘f,}:‘agge
0 =09 197370, =1,
35.7%) 28.9%)
CKD Stage 1/. CKD Stage 3
ADVANCE[29:40] >55y @501%4) (6&3134)
ALLHAT[50] 255y No ages given for CKD subgroup
CASE-J[87] 20-85y No ages given
EUROPA[19] >18y eﬁg§£75
Candesartan Amlodipine
HOPE[57] 255y (65.6 + 10.3) (65.3 £10.6)
MICRO-HOPE[4] 255y No ages given for CKD subgroup
ONTARGET[63] 255y No ages given
Active treatment Control
Pahor[72] 260y (73.9+6.7) (741 £7.0)
. eGFR<45: (70.2 £ 7.9)
PEACE[89;90] 250y eGFR 45.0-59.9: (68.0 £ 7.7)
Active Fosinopril Placebo
PREVEND IT[12] 28-95y (511 +12.2) (515 12.2)
CKD Subgroup
PROGRESS[69] nd (70 + 8)
TRANSCENDI[61] 255y No ages given for CKD subgroup
Val-HeFT[10] nd CKD, No Proteinuria CKD, Proteinuria

(66 +9) (65 % 10)




Supplemental Table 66. PICO criteria for blood pressure targets in elderly studies

Study Achieved BP mmHg Baseline .
. . . . GFR or SCr Baseline
Author Population Duration Intervention Comparator Intervention . — Outcomes
Intervention  Proteinuria
Year (Comparator)
(Control)
Moderate Scr<2.0 Primary outcome: Composite of cardiovascular
VALISH[71] 70-85 vears. stable seated Strict treatment treatment arou (=2.0) events: sudden death, fatal or non-fatal stroke,
. years, Median 3 group 't group 137/75 mg/dL fatal or non-fatal MI, death due to heart failure,
Ogihara 2010 SBP of 2160 to 199 mm Hg y (SBP<140 mm (SBP maintained (142/77) (based on nd other cardiovascular death, hospitalization, and
U120530299 N=3260 at =140 mm Hg . . ’
Hg) and <150 mm Hg) exclusion renal disorder
9 criteria) HR 0.9 (0.6 to 1.34)
Primary outcome: Combined incidence of
. Strict treatment Moderate Scr <15 cerebrovascular disease, cardiac and vascular
JATOS[45] Elderly (65-85) HTN patients treatment group (<1.5) mg/dL . .
. group S 136/75 disease and renal failure
Ishii 2008 SBP >160 mm Hg 2y (SBP maintained (based on nd _
_ (SBP<140 mm (146/78) . P=0.99
Ul19139601 N=4508 at 2140 mm Hg exclusion .
Ha) and <150 mm Hg) criteria) (P value between the 2 treatment groups did not
g differ significantly)
Indapamide : .
(slow release Placebo S, 88.6 Primary outcome: Fatg(le:%d non fatal stroke and
80+years, SBP 216.0Imm Hg 1.5 mg) (892) 51 events occurred in the active treatment group
HYVET[17] and <200 mm Hg sitting and . Perindopril if Matching placebo pmol/L . .
LY, Median 2 145/79 as compared with 69 events in the placebo
Beckett 2008 >140 mm Hg standing with a y needed (159/83) (Excluded nd group. RR of fatal and non fatal stroke of 30% (-
Ul18378519 sitting DBP of <110 mm Hg (SBP <150 mm (SBP <150 mm Scr>150 : 110 51: P=0.06)
N=3845 Hg Hg umol/L or RR of death from any’ caus.e of 21% (4 to 35;
DBP <80 mm DBP <80 mm Hg) 1.7 mg/dL) P=0.02 ’
Hg) =0.02)
Primary outcome: Clinical events and risk
modification.
Nifedipine Placebo 77 events occurred in the placebo and 32 in the
STONE[36] Patients 60-90 years, (SBP 140-159  (Safety level SBP leeQ|p|ne group. Significant reduction in relative
SBP=160 mm Hg or DBP 147/85 risk was observed for strokes and severe
Gong 1996 >96 mm H 30 mo mm Hg and 2200 mm Hg or 156/92 nd nd hvihmia with Id from 1.0 4
UI8906524 =20 mm Mg DBP 90 mm DBP 110 mm (156/92) arrhythmia with an overar aecrease from 1.10
N=1632 Hg) Hg) 0.41 (C1 0.27 to 0.61). There was a significant

decrease in RR in stages 2 and 3 HTN, which
corresponded to 28.8 and 16.1% with placebo
and Nifedipine.




Supplemental Table 67. Ages and BP targets in elderly studies

. Entry age Mean age Entry SBP Entry DBP Target SBP Target DBP
Trial Year N Follow u
Py ) ) (mm H) (mm Ho) (mm Hg) (mm Hg)
ALLHAT Od[73] 2003 5700 29 575 NA <180 <110 <140 <90
ANBP2[31] 2003 6083 41 65-84 719 >160 >90 <160and <140if <90 and <80 f
tolerated tolerated
CASTEL[23] 1994 655 7.0 265 737 2160 295 NS NS
EWPHE[S] 1985 840 47 260 72 160-239 90-119 NA <90
HEP[9] 1986 884 44 60-79 68.8 2170 >105 <170 <105
. 170-219 and
HYVET pilot[21] 2003 1283 11 >80 838 o 95-119 <150 <80
HYVET[17] 2008 3845 18 >80 836 2160199 and 90-110 <150 <80
=140 standing
<140 (strict) or
JATOS[45] 2008 4418 20 65-85 NA >160 NS <160 but, at or NS
>140 (mild)
If 2180, then <
MRC Older(93] 1992 4396 58 65-74 703 160-200 <114 160; if <180, then NA
<150
NISC-EH3] 1999 #14 3945 260 69.8 160-220 <115 NA NA
SCOPE[54] 2003 4969 37 70-89 76.4 160-179 90-99 <160 <90
SHELL[56] 2003 1882 27 260 724 >160 <95 <160 and >20 NA
If>180, then <160;
SHEP[1] 1991 4736 45 260 716 160-219 <90 i 160-180, then - NA
20
STONE[38] 1996 1632 30 60-79 66.4 >160 >95 140-159 <90
STOPR7] 1991 1627 21 70-84 757 180299 and 105-120 <160 <90
STOP 2[39] 1999 6614 50 70-84 76 >180 >105 <160 <95
SYST China[97] 1998 2394 30 260 66.5 160-219 <95 <150 and 220 NA
160-219 and
SYST Eur(o1] 1997 4695 20 260 703 et <95 <150 and 220 NA
Strict SBP<140
VALISH[T1] 2010 3079 307 70-84 76.1 SBP 160-199 NS and moderate NS

2140 to <150




Supplemental Table 68. PICO criteria for blood pressure agents in elderly studies

Study Achieved BP Baseline
Author Population Duration Intervention Comparator mqu GFR or S_Cr Basglmel Outcomes
Intervention Intervention  Proteinuria
Year
(Comparator) (Control)
Primary outcome: Morbidity and mortality
Total cardiovascular mortality rate was
60 years old +, SBP significantly reduced (-38%, P=0.023)
between 160 and 239 Non-fatal morbid cardiovascular study-
EWPHE[S] mmHg and between 90 HCTZ 25mg or 148/85 terminating events occurred at a rate of 20/1000
Amery 1958 12y Triamterene 50mg Placebo nd nd : .
and 119 mm Hg DBP . (167/90) patients-years in the placebo group and 8/1000
U12856778 i, (titrated) . . . .
sitting, consent patient-years in the actively treated group. This
N=840 reduction (-60%, P=0.0064) was mainly
accounted for by a 63% reduction in severe
CHF.
Primary outcome: Strokes, coronary events, and
death from all causes
Diuretic Beta- Then number of strokes (fatal and non-fatal) was
blocker significantly reduced in people randomized to
MRC[93] Patients age 65-74, mean receive active treatment (101 v 134 placebo,

) SBP 160-209 mm Hg and 156/ 153/ 165/ P=0.04) with RR 25% (CI 3% to 42%). Coronary
Tuomilheto 1992 DBP <115 H 6y Placebo 77 75 84 nd nd i | in th llocated t
UN352716 mean mm Hg events were less common in those allocated to

N=4396 active treatment (128 events) than in those
150 mm 160 mm receiving placebo (159; P=0.08) with RR of 19%
Hg Hg (-2% to 36%). All cause mortality was similar in
the treated and placebo groups (23.9 v 24.7 per
patient-years).
Primary outcome: Major cardiovascular events,
Scr 88.0 . :
mollL a composite of cardiovascular death, non-fatal
. ! stroke and non-fatal MI.
Patients 70-89 years, SBP (89.0 A first mai di | t di
160-179 mm Hg, DBP 90- umoliL) irst major cardiovascular event occurred in
SCOPE[54] e 242 candesartan patients and in 268 placebo
: 99 mm Hg, mini mental 145/80 (Excluded . . 0
Lithell 2003 state examination test 4y Candesartan Placebo (149/82) Se 180 nd patients: RR with candesartan was 10.9% (-6.0
U112714861 score 224 nc1ro| Lin to 25.1, P=0.19). Candesartan treatment
N= 49?3 4 lrjnen and reduced non-fatal stroke by 27.8% (1.3 to 47.2,
140 umollL P=0.04) and all stroke by 23.6% (-0.7 to 42.1,
in wo“men) P=0.056). There were no significant differences
in Ml and cardiovascular mortality.
S 320 Primary outcome: Composite of cardiovascular
SHELL(56] Patients =60 years, sitting Prospective study with open design (>2 B') m. dL and cerebrovascular events.
SBP =160 mm Hg with a 142/79 ~) Mg Overall incidence of the primary endpoint was
Malacco 2003 3y (based on nd o i -
DBP <95 mm Hg (143/80) : 9.3% with no significant between-group
Ul12875478 - exclusion ; . o
N=1882 criteria) difference. Total mortality was also similar

Lacidipine Chlorthalidone

between groups.




Study Achieved BP Baseline
Author Population Duration Intervention Comparator mmHg_ GFR or S.C" Basclallne. Outcomes
Intervention Intervention  Proteinuria
Year
(Comparator) (Control)
SHEP[1] . .
SHEP 60+ years old, SBP from . Primary olutc.ome. Non fatal and fatal stroke
. Chlorthalidone The 5 year incidence of total stroke was 5.2 per
Cooperative 160-219 mm Hg and DBP 144/68 - .
S5y (step 1) Placebo nd nd 100 participants for active treatment and 8.2 per
Research Group <90 mm Hg Atenolol (step 2 (155171 100 for placebo. RR b rional hazard
1991 N=4736 enolol (step 2) or placebo. R Y propol 4|orI;a1 azards
UI2046107 regression analysis was 0.64 (P=.0003)
Primary outcome: Clinical events and risk
modification.
Placebo 77 events occurred in the placebo and 32 in the
STONE[38] Patients 60-90 years, Nifedipine (Safety level Nifedipine group. Significant reduction in relative
SBP=160 mm Hg or DBP (SBP 140-159 y 147/85 risk was observed for strokes and severe
Gong 1996 3y SBP =200 nd nd o
=96 mm Hg mmHg and DBP 90 (156/92) arrhythmia with an overall decrease from 1.0 to
U18906524 ~ mmHg or DBP s
N=1632 mm Hg) >110 mm Hg) 0.41 (C10.27 to 0.61). There was a significant
- g decrease in RR in stages 2 and 3 HTN, which
corresponded to 28.8 and 16.1% with placebo
and Nifedipine.
Patients 70-84 years, SBP Primary outcome: Fatal gnd non fatal stroke and
MI and other cardiovascular death.
between 180-230 mm Hg Active treatment significantly reduced the
STOP[27] and DBP of at least 90 Atenolol, HCTZ plus ntsig % )
L 166/85 number of primary endpoints (94 v 58;
Dahlof 1991 mm Hg or DBP between 5y Amiloride, or Placebo nd nd _ o .
: (193/95) P=0.0031) and stroke morbidity and mortality
Ul1682683 105 and 120 mm Hg Prindolol o
. : (53 v 29; P=0.0081). There was also a
irrespective of the SBP. anifi duced ber of deaths in th
N=1627 significant reduced number of deaths in the
active treatment group (63 v 36; P=0.0079)
Primary outcome: The composite of fatal and
non fatal stroke and M| and other cardiovascular
Conventiona disease.
Patients 70-84 years, SBP | drugs: The primary combined endpoint occurred in 221
between 180-230 mm Hg Atenolol, Enalapril Felodipin of 2213 patients in the conventional drugs group
STOP 2[39] and DBP of at least 90 HCTZ plus or eor 158/ 159/ 159/ (19.8 events per 1000 patient-years) and in 438
Hansson 1999 mmHg or DBP between S5y Amiloride, Lisinopril  Isradipine 81 81 80 nd nd of 4401 in the newer drugs group (19.8 per
UI10577635 105 and 120 mm Hg Prindololor  (<160/95  (<160/95 1000; relative risk 0.99 (Cl 0.84 to 1.16),
irrespective of the SBP. Metoprolol mmHg) mmHg) P=0.89). The combined endpoint of fatal and
N=6617 (<160/95 non fatal stroke and M| and other cardiovascular
mmHg) mortality occurred in 460 patients taking

conventional drugs and in 887 taking newer
drugs (CI 0.96 (0.86 to 1.08), P=0.49)




Study
Author

Achieved BP

Baseline
Population Duration Intervention Comparator | mmHg_ GFR or S.C" Basclalmel Outcomes
Year ntervention Intervention  Proteinuria
(Comparator) (Control)
Primary outcome: Cardiovascular mortality, fatal
and nonfatal cardiovascular events and strokes.
In the placebo group diabetes raised the risk of
all end points 2-to 2-fold (P<0.05). However,
Scr>2.0 active treatment reduced the excess risk
Patients 60+ years, sitting mg/dL associated with diabetes to a non significant
SYST China[97] SBP 160-219 mm I,-Ig and 12055 (Ser>2.0 level (P values ranging from .12 to 86) except for
Wang 2000 DBP <95 mm Hg 3y Nitrendipine Placebo (1112) mg/dL) nd cardiovascular mortality (P=0.04). Active
Ul10647760 N=1253 (based on treatment had reduced the incidence of total
exclusion mortality (P<0.01), fatal and nonfatal stroke
criteria) (P<0.05), and all cardiovascular end points
(P<0.01). In single and multiple regression, all
end points with the exception of fatal and
nonfatal stroke were positively correlated with
SBP.
Primary outcome: Fatal and non fatal stroke.
Active treatment reduced the total rate of stroke
from 13.7 to 7.9 endpoints per 1000 patients-
Ser >2.0 years (42% reduction; P=0.003). Non-fatal
mrg / dL stroke decreased by 44% (P=0.007). In the
SYST Eurl91] Patients 60+years old, (Sc: >2.0 active treatment group, all fatal and non-fatal
Staessen 1997 sitting SBP 160-219 mm 2y Nitrendipine Placebo 151/79 mg/ dL') nd cardiac endpoints, including sudden death,
019297994 Hg and DBP <95 mm Hg (161/84) (based on declined by 26% (P=0.03). Non fatal cardiac
N=4695 exclusion endpoints decreased by 33% (P=0.03) and all
criteria) fatal and non fatal cardiovascular endpoints by
31% (p<0.001). Cardiovascular mortality was
slightly lower on active treatment (-27%,
P=0.07), but all cause mortality was not
influenced (-14%; P=0.22).
65-84 years old, SBP Primary outcome:;\}l}l/ (é;/ut;\éents or death from
ANBP2[31] >160 mm Hg or an '
Doggrell 2003 average DBP of >30 mm 4y ACEI Diuretic (]jggg) nd nd The HR for all CV events or death from any
U112740004 Hg
N=6083

cause among subjects in the ACEI group as
compared with that of the Diuretic group was

0.89 (95% Cl, 0.79 to 1.00; P=0.05).
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