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Author Year Medication Design Exposure Normotensives | Age | N BP BP Deaths | CV Country
(months) included baseline final of origin
Matsumoto et al @ | 2014 Spironolactone’ Other | Prospective, 36 Yes 61/67 | 157 153777 153777 1030 923 Japan
BP med. randomized 152 148776 14877
Zannad et al. @9 2006 Fosinopril/ DBRCT 24 Yes 67/67 | 196/ 146/77 139/76 52/49 67/60 | France
Placebo 201 145777 143/74
Takahashi et al. 4D 2006 Candesartan/Nothing PROBE 36 Yes 60/62 | 43/ 153/82 149/80 077 717 Japan
37 152/85 153/83
Suzuki et al. 2 2008 ARBs/ Randomized 36 No 59/60 | 180/ 154/81 140/80 25/38 3459 | Japan
Nothing Open 180 156/82 140178
Ciceetal. @ 2003 Carvedilol/ DBRCT for 12 | 24 Yes 55/55 | 58/ 134775 12070 30/41 17739 | Italy
Placebo mo, then open 56 135775 135776
label
Tepel etal. 49 2008 Amlodipine/ DBRCT 19 No 60/62 | 123/ 140/80 130/80 15722 1932 | Germany
Placebo 128 141/80 140/80
LinC.etal ¢3 2016 Spironolactone/ RCT 24 Yes 7070 | 125/ 14877 147777 12725 923 China
Placebo 128 142777 142/78
Iseki et al. 48 2013 Olmesartan/ PROBE 42 No 59/60 | 235/ 159/80 153778 3839 68/67 | Japan
Other BP med. 234 160/81 152778
Ruggenenti etal @7 | 2021 Ramipril/ PROBE 42 No 64/62 | 140/ 145775 145770 * 2324 | Ttaly
Non-RAAS inhibitors 129 143776 143/70

ITivaxas 1. Xapaxtypioting Tmv 9 TOYGIOTOUEVOY KAVIKOY SOKIUMY TOV GOUREPLNPONKAY GTHY

napovoa uera-avaivey. (DBRCT: double-blind randomized controlled trial, PROBE: prospective

randomized open-label blinded endpoint, RCT: randomized controlled trial)

*Trnv ueiety tov Ruggenenti et al. dev eéeralerar n Byvyrotyra ano kabe artia
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[95% Conf.

%

Study ES [95% Conf. Interval] % Weight
Matsumoto et al. 201 0.350 0.188 0.652 8.06
Zannad et al. 2006 1.090 0.781 1.522 28.07
Takahashi et al. 200 0.060 0.002 1.878 0.26
Suzuki et al. 2008 0.640 (0.388 1.055 12.50
Cice et al. 2003 0.510 0.340 0.765 19.00
Tepel et al. 2008 0.650 0.342 1.236 7.56
Lin C. et al. 2016 0.520 0.289 0.936 0.03
Iseki et al. 2013 0.970 0.620 1.519 15.53
I-V pooled ES 0.706) 0.592  0.843 100.00

N

| I

e

Heterogeneity chi-squared = 19.01 (d.f. =7) p=0.008
I-squared (variation in ES attributable to heterogeneity) = 63.2%

Test of ES=1:z= 3.86 p=0.000

Study BS Interval] Weight
Matsumoto et al. 2014 0.350 0.188 0.652 11.88
Zannad et al. 2006 1.090 0.781 1.522 17.68
Takahashi et al. 200 0.060 0.002 1.878 0.81
Suzuki et al. 2008 0.640 0.388 1.055 14.20
Cice et al. 2003 0.510 0.340 0.765 16.16
Tepel et al. 2008 0.650 0.342 1.236 11.52
Lin C. et al. 2016 0.520 0.289 0.936 12.50
Iseki et al. 2013 0.970 0.620 1.519 15.26
D+L pooled ES [0.644) 0.469 0.883  100.00

Heterogeneity chi-squared = 19.01 (d.f. = 7) p=0.008
I-squared (variation in ES attributable to heterogeneity) = 63.2%

Estimate of between-study variance Tau-squared = 0.1183

Test of ES=1:z= 2.73 p=0.006
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FOREST PLOT METO MONTEAO XTAOEPQN

EMIAPAZEQN

FOREST PLOT METO MONTEAO TYXAIQN
EMIAPAZEQN

Study %
D ES (85% CI) Weight
i
1
Matsumato et al. 2014 ——— 0.25(0.19, 0.65) 8.06
1
Zannad et al. 2006 —— 1.09(0.78, 1.52) 2807
/ 1
Takahashi et al. 2006 < 0.06 (0.00, 1.88) 0.26
1
1
Suzuki et al. 2008 —— 0.64 (0.39, 1.06) 12.50
Cice et al 2003 - 0.51 (0.34, 0.76) 19.00
Tepel et al. 2008 ——— 0.65 (0.24, 1.24) 756
1
Lin C. et al. 2016 ——] 0.52 (0.29, 0.94) 9.03
1
Iseki et al. 2013 — 0.97 (0.62, 1.52) 16.63
Overall (-sguared = 63.2%, p = 0.008) Q 0.71 (0.59, 0.84) 100.00
1
1
1
1
!
T I
00192 1 522

Study %
D ES (95% Cl) Weight
i
" 1
Matsumoto et al. 2014 —m— 0.35(0.19, 0.65) 11.88
1
I
I
Zannad et al. 2006 I o 1.09 (0.78, 1.52) 17.68
I
1
/ 1
Takahashi et al. 2006 < 0.06 (0.00, 1.88) 0.81
1
1
Suzuki et al. 2008 —— 0.64 (0.39, 1.06) 1420
1
Cice et al 2003 e 0.51(0.34,0.76) 16.16
1
Tepel et al 2008 —m——r— 065 (0.34, 1.24) 11.52
1
Lin C. etal. 2016 ——] 0.52 (0.29, 0.94) 12.50
I
Iseki et al. 2013 —— 0.97 (0.62, 1.52) 15.26
I
Qverall (-squared = 63 2%, p = 0.008) O 0.64 (0.47,0.88) 100.00
1
1
U
NQOTE: Weights are from random effects analysis :
:
| |

00182 1 522




Funnel Plot
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KAPAIATTEIAKH NOZHPOTHTA

[95% Cont. [95% Conf.
Study ES Interval] % Weight Study ES Interval] % Weight
Zannad et al. 2006 0.93 0.681 1.271 25.26 Zannad et al. 2006 0.93 0.681 1.271 15.86
Cice et al. 2003 0.76 0.472 1.224 10.83 Cice et al. 2003 0.76 0.472 1.224 12.22
Takahashi et al. 200 0.29 0.12 0.7 3.17 Takahashi et al. 2006 0.29 0.12 0.7 6.2
Suzuki et al. 2008 0.51 0.33 0.789 12.93 Suzuki et al. 2008 0.51 0.33 0.789 13.08
Tepel et al. 2008 0.53 0.306 0918 817 Tepel et al. 2008 0.53 0.306 0918 10.81
Iseki et al. 2013 1.001 0.713 1.406 71.38 Iseki et al. 2013 1.001 0.713 1.406 15.24
Ruggenenti et a]_ 20 0.93 0.524 1.652 7.47 Ruggenenti et al. 2021 0.93 0.524 1.652 10.35
Lin C. et al. 2016 0.42 0.242 0.727 817 Lin C. et al. 2016 0.42 0.242 0.727 10.81
Matsumoto et al. 201 042 0.159 1.106 763 M?tsumoto etal. 2014 2 0.159 1.106 5.42
1V pooled ES ( \09 0Els 0845 100 D-+L pooled ES (0.6\53) 0.502  0.849 100
‘—’ / Heterogeneity chi-squared = 19.58 (d.f. =8) p=0.012

Heterogeneity chi-squared = 19.58 (d.f. = 8) p=0.012
I-squared (variation in ES attributable to heterogeneity) = 59.1%

Test of ES=1:z= 4.06 p <0.001

Test of ES=1:z= 3.18 p=0.001

I-squared (variation in ES attributable to heterogeneity) = 59.1%
Estimate of between-study variance Tau-squared = 0.0882
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FOREST PLOT METO MONTEAO TQN
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Study %

ID ES (95% CI) Weight
i
'

Zannad et al. 2006 . — 0.93 (0.68, 1.27) 25.26
1
1

Cice et al. 2003 —_—— 0.76 (0.47,1.22) 10.83
1
'

Takahashi et al. 2006 ( H 0.29 (0.12, 0.70) 3.17
1
1

Suzuki et al. 2008 —0—'—I 0.51 (0.33,0.79) 12.93
1
1

Tepel et al. 2008 ——— 0.53 (0.31, 0.92) 8.17
1
1

Iseki et al. 2013 —— 1.00 (0.71, 1.41) 21.38
|
1

Ruggenenti et al. 2021 —_— 0.93 (0.52, 1.65) 7.47
|
'

Lin C. et al. 2016 _0_: 0.42 (0.24,0.73) 8.17
1
1

Matsumoto et al. 2014 0.42 (0.16, 1.11) 2.63
1

Overall (I-squared = 59.1%, p = 0.012) @ 0.72 (0.62, 0.85) 100.00
|
1
'
1
1
L

T T
12 1 8.33

Study

Zannad et al. 2006

Cice et al. 2003

Takahashi et al. 2006

N

Suzuki et al. 2008

Tepel et al. 2008

Iseki et al. 2013

Ruggenenti et al. 2021

Lin C. et al. 2016

Matsumoto et al. 2014

Overall (I-squared = 59.1%, p = 0.012)

NOTE: Weights are from random effects analysis

ES (95% CI)

0.93 (0.68, 1.27)

0.76 (0.47,1.22)

0.29 (0.12, 0.70)

0.51(0.33,0.79)

0.53(0.31,0.92)

1.00(0.71, 1.41)

0.93 (0.52, 1.65)

0.42(0.24,0.73)

0.42(0.16, 1.11)

0.65 (0.50, 0.85)

%

Weight

15.86

12.22

6.20

13.08

10.81

15.24

10.35

10.81

5.42

100.00

T
A2

8.33
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