Supplementary materials

Supplementary Table 1. The Boolean formula in searching PubMed, Web of Science, and Scopus
	PubMed
	((Pulse Wave Velocity) OR (PWV) OR (intima-media thickness) OR (cIMT) OR (Arterial Intima-media Thickness) OR (ABI) OR (ankle-brachial index) OR (cAIx) OR (Central Aortic Reflective Wave Pressure Augmentation Index) OR (FMD) OR (flow-mediated dilation) OR (reactive hyperemia index) OR (RHI) OR (augmentation index) OR (foveal avascular zone) OR (FAZ) OR (Endothelial microparticles) OR (EMP) OR (EPC) OR (Endothelial Progenitor Cells) OR (vascular stiffness) OR (arterial stiffness) OR (arteriosclerosis) OR (PSV) OR (peak systolic velocity)) AND ((PDE5 Inhibitors) OR (PDE5i) OR (Sildenafil) OR (Vardenafil) OR (Tadalafil) OR (Lodenafil) OR (Udenafil) OR (Avanafil))

	Web of Science
	

	Scopus
	



[bookmark: _Hlk168694392]Supplementary Table 2. Description of outcome measures.
	Outcome
	Description and Explanation

	systolic blood pressure (SBP), diastolic blood pressure (DBP), mean arterial pressure (MAP)
	Blood pressures are measured non-invasively using a sphygmomanometer and stethoscope. The SBP reading shows the maximum pressure in the arteries during ventricular contraction. The DBP reading indicates the minimum pressure, or resting pressure, in the arteries between heartbeats (1). MAP = DBP + 1/3(SBP - DBP). MAP represents the perfusion pressure of the microcirculation. (2).

	[bookmark: _Hlk163417806]carotid intima-media thickness (cIMT)
	The patient is supine with a slight hyperextension of the neck and rotation of the neck in the opposite direction of the probe. A linear array transducer with a multi-frequency (7-12 MHz) probe connected to a high-quality ultrasound system acquires images by a single sonographer who is not aware of the subject's clinical data (3).

	[bookmark: _Hlk163415001]flow-mediated dilation (FMD), brachial artery diameter (BAD)
	FMD and BAD are commonly used to assess endothelial function, providing information on endothelial-dependent vasodilation by examining the brachial artery during resting and reactive congestion (4). FMD was calculated as the percentage change in brachial artery diameter from the baseline.

	peak systolic velocity (PSV)
	 PSV is a Doppler ultrasound measurement of the maximum velocity of blood flow during systole. PSV is measured in centimeters per second (cm/s) and provides an indication of the severity of stenosis or intra-arterial pressure gradients. Higher PSV values suggest greater obstruction to blood flow (5,6).

	pulse wave velocity (PWV)
	PWV is a measurement of the speed at which the pulse pressure wave propagates through the arteries. It is considered an important indicator of arterial stiffness and a predictor of cardiovascular risk. Higher PWV values indicate stiffer, less compliant arteries as the pulse wave travels faster through them. PWV assessment provides a non-invasive measure of arterial health and is useful in evaluating patients at risk of cardiovascular diseases(7).

	[bookmark: _Hlk163414986]augmentation index (AI)
	AI is a measure of arterial stiffness obtained through pulse wave analysis. A higher AI value indicates earlier or greater wave reflection occurring, suggesting stiffer arteries. An elevated AI is associated with increased risk of heart disease and all-cause mortality (9,10).

	[bookmark: _Hlk163415018]reactive hyperemia index (RHI)
	RHI is a non-invasive measurement of macrovascular endothelial function obtained through peripheral arterial tonometry. RHI is calculated as the ratio of the average pulse volume during the 1-minute following reperfusion over the average pulse volume at baseline. A higher RHI ratio (>1.67) indicates better endothelial function through reactive hyperemia, mediated by endothelium-dependent vasodilation in response to ischemia. Impaired RHI is associated with cardiovascular risk factors (11).

	[bookmark: _Hlk163414920]endothelial progenitor cells (EPCs)
	EPCs are bone marrow-derived precursor cells that contribute to neovascularization and endothelial repair. Measuring levels of circulating EPCs can indicate endothelial regenerative capacity. Mononuclear cells are isolated from peripheral blood by density gradient centrifugation. Cells are then dual-stained with fluorochrome-conjugated monoclonal antibodies against surface antigens characteristic of EPCs - CD34, CD133 and vascular endothelial growth factor receptor 2 (VEGFR2/KDR) (12). Flow cytometric analysis is performed to quantify the number of cells positive for both CD34 and CD133 or CD34 and KDR within the monocyte gate, which represent early EPCs. Late outgrowth EPCs are identified in colony forming unit assays as adherent cells that take on a characteristic hill-shale endothelial morphology when cultured with endothelial growth medium. Higher numbers of circulating early or late EPCs suggest greater capacity for endothelial repair and regeneration through angiogenic and vasculogenic processes (13).

	endothelial microparticles (EMP)
	EMPs are submicron membrane vesicles shed from the cell membranes of activated or apoptotic endothelial cells. Measurement of circulating EMP levels provides an indicator of endothelial damage/dysfunction. Higher EMP levels suggest greater endothelial injury/apoptosis occurring systemically. Serial measurements can monitor therapeutic responses (14).
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Supplementary Table 3. Description of studies included in the meta-analysis, including basic information of the studies such as the researcher and publication time, study arms, the age and region of the subjects, as well as their physical condition, types of drugs, dose and duration of medication, and measurement indicators.
	Author
	Publication year
	Study arms
(PDE5i/placebo)
	Physical condition
	Age
(mean±SD)
	Region
	PDE5i
	Dose
	Duration of medication
	Measures

	Katz
	2000
	12/12
	CHF
	54±10
	America
	sildenafil
	25mg
	single dose
	FMD, MAP

	Dishy
	2001
	13/13
	healthy
	25±1
	America
	sildenafil
	50mg
	single dose
	SBP, DBP

	Dishy
	2001
	11/11
	healthy
	25±1
	America
	sildenafil
	50mg
	single dose
	BAD, FMD, SBP, DBP

	Mahmud
	2001
	8/8
	hypertension
	61±3
	Ireland
	sildenafil
	50mg
	single dose
	SBP, DBP

	Desouza
	2002
	14/14
	DM
	44±26
	America
	sildenafil
	25mg,qd
	2w
	BAD

	Halcox
	2002
	24/24
	healthy
	54±10
	America
	sildenafil
	100mg
	single dose
	MAP

	Halcox
	2002
	24/24
	CAD
	65±10
	America
	sildenafil
	100mg
	single dose
	SBP, DBP

	Halcox
	2002
	12/12
	healthy
	32±7
	America
	sildenafil
	100mg
	single dose
	BAD, SBP, DBP

	Thadani
	2002
	41/41
	CAD
	unclear
	America
	vardenafil 
	10mg
	single dose
	SBP, DBP

	Kimura
	2003
	10/10
	smoker
	28.1±3.9
	Japan
	sildenafil
	100mg
	single dose
	SBP, DBP

	Kimura
	2003
	10/10
	healthy
	28.3±3.6
	Japan
	sildenafil
	100mg
	single dose
	SBP, DBP

	Schofield
	2003
	15/15
	hypertension
	55±10
	America
	sildenafil
	50mg
	single dose
	FMD, MAP, SBP, DBP, AI

	Stanopoulos
	2003
	41/41
	ED
	52.3±8.6
	Greece
	sildenafil
	100mg
	single dose
	SBP, DBP

	Vlachopoulos
	2003
	24/24
	CAD
	69±8
	Australia
	sildenafil
	50mg
	single dose
	MAP, SBP, DBP, AI

	Dishy
	2004
	9/9
	smoker
	21±9
	America
	sildenafil
	50mg
	single dose
	BAD, FMD, SBP, DBP

	Guazzi
	2004
	8/8
	healthy
	57.6±7.2
	Italy
	sildenafil
	50mg
	single dose
	SBP, DBP, AI

	Guazzi
	2004
	16/16
	CHF
	55.1±8.2
	Italy
	sildenafil
	50mg
	single dose
	SBP, DBP, AI

	Guazzi
	2004
	10/10
	CHF
	57.9±7.3
	Italy
	sildenafil
	50mg
	single dose
	BAD, FMD, SBP, DBP

	Guazzi
	2004
	10/10
	healthy
	56.8±6.8
	Italy
	sildenafil
	50mg
	single dose
	BAD, FMD, SBP, DBP

	Vlachopoulos
	2004
	14/14
	smoker
	33±4.1
	Greece
	sildenafil
	50mg
	single dose
	BAD, FMD, SBP, DBP

	Diomedi
	2005
	14/14
	ED
	56.6±8.7
	Italy
	sildenafil
	50mg
	single dose
	SBP, DBP

	Gori
	2005
	5/5
	healthy
	unclear
	Italy
	sildenafil
	50mg
	single dose
	BAD, MAP

	Hirata
	2005
	20/20
	CHF
	68
	Australia
	sildenafil
	50mg
	single dose
	MAP, SBP, DBP, AI, PWV

	Hryniewicz
	2005
	12/9
	CHF
	57±10.4
	America
	sildenafil
	50mg
	single dose
	BAD, FMD, MAP

	Rosanoa
	2005
	16/16
	CAD
	65.4±6.3
	Italy
	tadalafil
	20mg,q2d
	4w
	FMD

	Sommer
	2005
	14/2
	ED
	unclear
	Germany
	tadalafil
	20mg,q2d
	4w
	FMD

	Foresta
	2006
	26/26
	ED
	50.1±8.2
	Italy
	tadalafil
	20mg
	single dose
	FMD, EPCs

	Foresta
	2006
	23/23
	healthy
	47.6±5.7
	Italy
	tadalafil
	20mg
	single dose
	FMD, EPCs

	Mazo
	2006
	83/82
	healthy
	50.8±14.1
	Russia
	vardenafil
	20mg
	single dose
	FMD

	Aversa
	2007
	20/20
	ED
	54±8
	Italy
	tadalafil
	20mg,q2d
	4w
	FMD, PSV

	Foresta
	2007
	26/26
	ED
	52.8±3.7
	Italy
	vardenafil
	20mg
	single dose
	EPCs

	Foresta
	2007
	23/23
	healthy
	52.5±4.3
	Italy
	vardenafil
	20mg
	single dose
	EPCs

	Guazzi
	2007
	19/17
	CHF
	62±3
	Italy
	sildenafil
	50mg,bid
	24w
	FMD, SBP, DBP, RHI

	Aversa
	2008
	10/10
	DM
	64.2±5.4
	Italy
	sildenafil
	25mg,tid
	4w
	BAD, FMD

	Behling
	2008
	11/8
	CHF
	48±12
	Brazil
	sildenafil
	50mg,tid
	4w
	MAP, SBP

	Bocchio
	2008
	18/18
	ED
	52.05±9.98
	Italy
	tadalafil
	20mg,qd
	4w
	SBP, DBP, cIMT

	Guazzi
	2008
	16/16
	healthy
	57.2±5.1
	Italy
	sildenafil
	50mg
	single dose
	FMD, SBP, DBP

	Guazzi
	2008
	16/16
	CHF
	56.6±4.3
	Italy
	sildenafil
	50mg
	single dose
	FMD, SBP, DBP

	Stirban
	2009
	35/35
	DM
	55.1±7
	Germany
	sildenafil
	100mg
	single dose
	BAD, FMD

	Vardi
	2009
	34/19
	ED
	55.4±10.5
	Israel
	sildenafil
	50mg,qd
	4w
	SBP, DBP

	Shenoy
	2010
	24/24
	MCTD
	36.87
	India
	tadalafil
	20mg,q2d
	6w
	FMD

	Javaroni
	2011
	39/39
	ED
	57.3±4.8
	Brazil
	vardenafil
	20mg
	single dose
	FMD, SBP, DBP, cIMT

	La Vignera
	2011
	50/50
	ED
	56±14
	Italy
	tadalafil
	5mg,qd
	12w
	cIMT, EMP

	Javaroni
	2012
	18/17
	ED
	62±6
	Brazil
	vardenafil
	10mg,qd
	5w
	FMD, SBP, DBP, cIMT

	La Vignera
	2012
	25/25
	ED
	56±12
	Italy
	tadalafil
	5mg,qd
	12w
	EMP

	Porst
	2012
	146/69
	ED
	52.2±10.9
	Germany
	tadalafil
	5mg,qd
	12w
	AI, EPCs, RHI

	Vlachopoulos
	2012
	12/12
	ED
	58±9
	Greece
	vardenafil
	20mg
	single dose
	SBP, DBP, PWV, AI

	Attina
	2013
	15/15/
	healthy
	45±11.6
	UK
	sildenafil
	50mg,tid
	1w
	SBP, DBP, PWV

	Attina
	2013
	15/15
	hypertension
	48±15.5
	UK
	sildenafil
	50mg,tid
	1w
	SBP, DBP, PWV

	Quinaglia
	2013
	26/26
	hypertension
	57±8.2
	Brazil
	sildenafil
	50mg
	single dose
	FMD

	McLaughlin
	2014
	12/12
	CHF
	22
	Canada
	sildenafil
	50mg
	single dose
	FMD

	Roseguini
	2014
	12/12
	hypertension
	unclear
	Brazil
	sildenafil
	50mg
	single dose
	ABI

	Santos
	2014
	19/19
	hypertension
	unclear
	Brazil
	tadalafil
	20mg,qd
	2w
	FMD, SBP, DBP

	Simsek
	2014
	50/50
	ED
	59.1±2.3
	Turkey
	tadalafil
	20mg,q2d
	4w
	FMD, SBP, DBP

	Morisawa
	2015
	25/25
	CHF
	70±15
	Japan
	sildenafil
	20mg
	single dose
	SBP, DBP

	Sabri
	2016
	15/15
	Fortan procedure
	15
	Iran
	tadalafil
	1mg/kg,qd
	6w
	FMD, SBP, DBP, cIMT

	Santi
	2016
	20/20
	ED
	55.8±5
	Italy
	vardenafil
	10mg,bid
	24w
	FMD

	Rodriguez
	2018
	15/15
	CF
	23±11
	Georgia
	sildenafil
	20mg,qd
	4w
	FMD, SBP, DBP, BAD

	Sabri
	2018
	18/18
	TOF cardiac surgery
	10.11±4.03
	Iran
	tadalafil
	1mg/kg,qd
	8w
	FMD, cIMT

	Pattanaik
	2019
	41/41
	ED
	31.3±8.9
	India
	tadalafil
	10mg,qd
	4w
	FMD

	Pelit
	2019
	31/31
	ED
	49.8±6.9
	Turkey
	tadalafil
	10mg,qd
	8w
	cIMT

	Goldberg
	2020
	200/200
	healthy
	15.5±2
	America
	udenafil
	87.5mg,bid
	26w
	SBP, DBP, RHI

	Larios
	2022
	39/41
	Obesity
	unclear
	Mexico
	tadalafil
	20mg
	single dose
	SBP, DBP, AI, PWV




SD: standard deviation, CHF: chronic heart failure, DM: diabetes mellitus, CAD: cardiovascular disease, ED: erectile dysfunction, MCTD: mixed connective tissue disease, TOF: tetralogy of Fallot, MAP: mean arterial pressure, SBP: systolic blood pressure, DBP: diastolic blood pressure, cIMT: carotid intima-media thickness, PSV: peak systolic velocity, PWV: pulse wave velocity, AI: augmentation index, BAD: brachial artery diameter, FMD: flow-mediated dilation, RHI: reactive hyperemia index, EPCs: endothelial progenitor cells, EMP: endothelial microparticles.












[bookmark: _Hlk168419314]
Figure S1. PRISMA flow diagram of the selection process.
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Figure S2. (A) Meta-analysis of studies on the relationship between PDE5is and SBP. (B) Meta-analysis of studies on the relationship between PDE5is and DBP.
[image: ]
PDE5is: phosphodiesterase-5 inhibitors, SBP: systolic blood pressure, DBP: diastolic blood pressure, CAD: coronary artery disease, ED: erectile dysfunction, CF: cystic fibrosis, SD: standard deviation, CI: confidence interval.


[bookmark: _Hlk185024729]Figure S3. Meta-analysis of studies on the association between PDE5is and MAP.
[image: ]

PDE5i: phosphodiesterase-5 inhibitor, MAP: mean arterial pressure, SD: standard deviation, CI: confidence interval.








Figure S4. Sensitivity analysis of studies on the relationship between PDE5is and MAP.
[image: ]
MD: mean difference, CI: confidence interval, MAP: mean arterial pressure.


Figure S5. Sensitivity analysis of studies on the relationship between PDE5is and SBP.
[image: ]
MD: mean difference, CI: confidence interval, SBP: systolic blood pressure.







Figure S6. Sensitivity analysis of studies on the relationship between PDE5is and DBP.
[image: ]
MD: mean difference, CI: confidence interval, DBP: diastolic blood pressure.







Figure S7. Meta-analysis of studies on the relationship between PDE5is and cIMT.
[image: ]
PDE5is: phosphodiesterase-5 inhibitors, cIMT: carotid intima–media thickness, ED: erectile dysfunction, TOF: Tetralogy of Fallot, SD: standard deviation, CI: confidence interval.



Figure S8. Sensitivity analysis of studies on the relationship between PDE5is and cIMT.
[image: ]
MD: mean difference, CI: confidence interval, cIMT: carotid intima-media thickness.




Figure S9. Meta-analysis of studies on the relationship between PDE5is and the AI.
[image: ]
PDE5is: phosphodiesterase-5 inhibitors, AI: augmentation index, CAD: coronary artery disease, ED: erectile dysfunction, SD: standard deviation, CI: confidence interval.





Figure S10. Sensitivity analysis of studies on the relationship between PDE5is and PWV.
[image: ]
MD: mean difference, CI: confidence interval, PWV: pulse wave velocity.




Figure S11. Sensitivity analysis of studies on the relationship between PDE5is and AI.
[image: ]
MD: mean difference, CI: confidence interval, AI: augmentation index.












Figure S12. (A) Meta-analysis of studies on the relationship between PDE5is and BAD. (B) Meta-analysis of studies on the relationship between PDE5is and RHI. (C) Meta-analysis of studies on the relationship between PDE5is and FMD.
[image: ]
PDE5is: phosphodiesterase-5 inhibitors, BAD: brachial artery diameter, RHI: reactive hyperemia index, FMD: flow-mediated dilation, DM: diabetes mellitus, CHF: chronic heart failure, CF: cystic fibrosis, CAD: coronary artery disease, ED: erectile dysfunction, MCTD: mixed connective tissue disease, TOF: Tetralogy of Fallot, SV: single ventricle, SD: standard deviation, CI: confidence interval.





Figure S13. Sensitivity analysis of studies on the relationship between PDE5is and FMD.
[image: ]
MD: mean difference, CI: confidence interval, FMD: flow-mediated dilation.



Figure S14. (A) Meta-analysis of studies on the relationship between PDE5is and EPCs. (B) Meta-analysis of studies on the relationship between PDE5is and EMP.
[image: ]
PDE5is: phosphodiesterase-5 inhibitors, EPCs: endothelial progenitor cells, EMP: endothelial microparticles, ED: erectile dysfunction, SD: standard deviation, CI: confidence interval.






Figure S15. Sensitivity analysis of studies on the relationship between PDE5is and EPCs.
[image: ]
MD: mean difference, SD: standard deviation, CI: confidence interval, EPCs: endothelial progenitor cells.


Figure S16. Risk of bias graph in this meta-analysis
[image: ]



Figure S17. Risk of bias summary in this meta-analysis
[image: ]



Figure S18. Below are funnel plots of the meta-analysis between phosphodiesterase type 5 inhibitors (PDE5is) and MAP (A), SBP (B), DBP (C), cIMT (D), PSV (E), PWV (F), AI (G), BAD (H), FMD (I), RHI (J), EPCs (K) and EMP (L).
[image: ]
MAP: mean arterial pressure, SBP: systolic blood pressure, DBP: diastolic blood pressure, cIMT: carotid intima-media thickness, PSV: peak systolic velocity, PWV: pulse wave velocity, AI: augmentation index, BAD: brachial artery diameter, FMD: flow-mediated dilation, RHI: reactive hyperemia index, EPCs: endothelial progenitor cells, EMP: endothelial microparticle.
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Foresta 2006 2,531.9 9985 26 1,309.9 4409 26 17.9% 1222.00 [802.44, 1641.56] —
Foresta 2007 1,930.5 721.2 68 1,546.6 563.7 68 20.6%  383.90 [166.34, 601.46] —_—

Porst 2012 169.7 1245 146 1831 1007 69 21.7% -13.40 [-44.58, 17.78] b

Subtotal (95% CI) 240 163 60.2% 490.01 [-55.60, 1035.62] e —

Heterogeneity: Tau? = 214544.89; Chi? = 45.25, df = 2 (P < 0.00001); 12 = 96%
Test for overall effect: Z =1.76 (P = 0.08)
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Foresta 2006 1,928.6 559.4 23 1,905.8 461.9 23 19.6% 22.80 [-273.68, 319.28]
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Heterogeneity: Tau? = 340484.11; Chi2 = 18.24, df = 1 (P < 0.0001); I> = 95%
Test for overall effect: Z = 1.06 (P = 0.29)

Total (95% CI) 287 210 100.0% 475.29 [51.38, 899.20] ————
Heterogeneity: Tau? = 215250.19; Chi? = 90.19, df = 4 (P < 0.00001); I> = 96% ;
Test for overall effect: Z =2.20 (P = 0.03)

Test for subgroup differences: Chi? = 0.01, df =1 (P = 0.94), I?=0%
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Heterogeneity: Chi2 = 1.02, df =1 (P = 0.31); I>=2%
Test for overall effect: Z =2.26 (P = 0.02)
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A
SBP

1.11.1 CAD
Attina 2013 141 11.2 15 148 17
Behling 2008 106 18 " 103 25

PDESi Placebo

Guazzi 2004 115.6 9 16 121 68
Guazzi 2004 1176 89 10 1196 66
Guazzi 2007 1244 45 19 1222 58
Guazzi 2008 1223 33 16 1238 3.1
Halcox 2002 129 196 24 141 196
Hirata 2005 117 38 20 17 34
Larios 2022 1256 127 39 1306 17.1
Mahmud 2001 116 14 8 1335 14
Morisawa 2015 120 19 25 125 20
Santos 2014 1499 113 19 1541 1561
Schofield 2003 124 9 15 134 10
Thadani 2002 129 18 41 136 17
Vlachopoulos 2003 1416 162 24 1419 162
Subtotal (95% CI) 302

15 15%
8 05%
16 33%
10 26%
17 48%
16  57%
24 13%
20 58%
41 28%
8 09%
25 1.4%
19 20%
16 27%
41 23%
24 1.8%
299 39.5%

Heterogeneity: Tau® = 7.01; Chi* = 28.43, df = 14 (P = 0.01); I'=51%

Test for overall effect: Z = 3.02 (P = 0.003)

1.11.2 healthy

Attina 2013 120 12 15 121 136
Dishy 2001 16 14 13 118 14
Dishy 2001 17 686 11 119 66
Goldberg 2020 1105 12 200 1123 121
Guazzi 2004 1257 52 8 1265 38
Guazzi 2004 1258 53 10 1267 39
Guazzi 2008 1243 3 16 1272 32
Halcox 2002 109 104 12 110 14
Kimura 2003 1188 117 10 1196 11
Subtotal (95% CI) 295

Heterogeneity: Tau? = 0.00; Chi*
Test for overall effect: Z = 2.98 (P = 0.003)

1.11.3ED

Bocchio 2008 13517 19 18 13444 17.48
Diomedi 2005 1213 137 14 1259 114
Javaroni 2011 137 9 39 138 107
Javaroni 2012 135 12 18 141 11
Simsek 2014 1309 59 50 1381 47
Stanopoulos 2003 1228 154 41 1393 16.1
Vardi 2009 148 175 34 139 13
Viachopoulos 2012 126 14 12 126 11
Subtotal (95% CI) 226

15 18%
13 14%
1 34%
200 56%
8 4.0%
10 43%
16 58%
12 16%
10 16%
295 29.5%

40, df =8 (P = 0.99); = 0%

18 12%
1% 17%
39 4.1%
17 23%
50 5.8%
a1 27%
19 21%
12 16%

210 21.4%

Heterogeneity: Tau? = 29.55; Chi? = 30.49, df = 7 (P < 0.0001); 1= 77%

Test for overall effect: Z = 1.60 (P = 0.11)

1.11.48V
Sabri 2016
Subtotal (95% CI)
Heterogeneity: Not applicable

Test for overall effect: Z = 2.13 (P = 0.03)

1099 101 15 1189 129
15

1.11.5CF
Rodriguez 2018 110 10 15 108 1
Subtotal (95% CI) 15

Heterogeneity: Not applicable
Test for overall effect: Z = 0.52 (P = 0.60)

1.11.6 others.
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Kimura 2003 1258 117 10 1204 111
Viachopoulos 2004 M4 112 14 114 75
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15 21%

15 24%
15 24%

9 11%
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14 25%
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Heterogeneity: Tau? = 0.00; Chi* = 0.78, df = 2 (P = 0.68); = 0%

Test for overall effect: Z = 0.75 (P = 0.45)
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Heterogeneity: Tau? = 8.12; Chi* =
Test for overall effect: Z = 3.82 (P = 0.0001)
Test for subgroup differences: Chi
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Mean Difference
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B
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1.12.1 CAD

Attina 2013 79 10 15 87 89 15 07%
Guazzi 2004 737 56 16 746 57 16 22%
Guazzi 2004 741 54 10 755 45 10 17%
Guazzi 2007 752 3 19 741 37 17T 67%
Guazzi 2008 772 28 16 782 27 16 9.1%
Halcox 2002 72 10 24 81 10 24 10%
Hirata 2005 67 27 20 67 25 20 127%
Larios 2022 765 118 39 827 182 41 0%
Mahmud 2001 78 57 8 875 57 8 1%
Morisawa 2015 64 11 25 68 12 25 08%
Santos 2014 813 71 19 821 66 19 17%
Schofield 2003 80 8 15 87 94 15 08%
Thadani 2002 76 10 41 81 11 41 16%
Viachopoulos 2003 763 98 24 768 103 24  1.0%
Subtotal (95% CI) 201 41.9%
Heterogeneity: Chiz = 34.90, df = 13 (P = 0.0009); I = 63%

Test for overall effect: Z = 2.8 (P = 0.004)

1.12.2 healthy

Attina 2013 70 116 15 71 124 15 04%
Dishy 2001 62 11 13 60 11 13 05%
Dishy 2001 58 10 11 60 10 11 05%
Goldberg 2020 653 99 200 684 95 200 9.1%
Guazzi 2004 782 31 8 794 26 8 42%
Guazzi 2004 787 34 10 799 31 10 41%
Guazzi 2008 8.1 22 16 831 17 16 17.8%
Halcox 2002 62 7 12 6 7 12 11%
Kimura 2003 2 6 10 6 7 10 10%
Subtotal (95% CI) 295 205 38.6%
Heterogeneity: Chi* = 5.24, df = 8 (P = 0.73); I = 0%

Test for overall effect: Z = 5.34 (P < 0.00001)

1123 ED

Bocchio 2008 883 786 18 8639 952 18 1.0%
Diomed 2005 734 124 14 757 M7 14 04%
Javaroni 2011 79 8 3 79 77 39 27%
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Viachopoulos 2012 7% 9 12 76 7 12 08%
Subtotal (95% CI) 226 210 15.14%
Heterogeneity: Chit = 13.85, df = 7 (P = 0.05); I = 49%

Test for overall effect: Z = 2.89 (P = 0.004)

11248V

Sabri 2016 689 127 15 739 101 15 05%
Subtotal (95% CI) 15 05%
Heterogeneity: Not applicable

Test for overall effect: Z = 1.19 (P = 0.23)

1125CF

Rodriguez 2018 8 4 15 6 7 15 20%
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Heterogeneity: Not applicable
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Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight V. Random, 95% CI IV. Random, 95% CI
1.10.1 CAD

Behling 2008 87 18 11 87 12 8 4.8% 0.00[-13.50, 13.50]

Hirata 2005 87 29 20 86 2.6 20 22.0% 1.00 [-0.71, 2.71] T
Hryniewicz 2005 86 10.4 12 93 12 9 77% -7.00[-16.80,2.800 — - |

Katz 2000 824 10 12 901 97 12 101% -7.70[-15.58, 0.18] - 1

Schofield 2003 94 72 15 103 8.1 15 14.3% -9.00[-14.48, -3.52] -

Vlachopoulos 2003 99.7 938 24 100.1 11.3 24  13.3% -0.40 [-6.38, 5.58] 1

Subtotal (95% ClI) 94 88 72.1% -3.58 [-8.13, 0.96] ”
Heterogeneity: Tau? = 19.49; Chi? = 17.07, df = 5 (P = 0.004); 1= 71%

Test for overall effect: Z = 1.55 (P = 0.12)

1.10.2 healthy

Gori 2005 89 45 5 93 22 5 16.6% -4.00 [-8.39, 0.39] -

Halcox 2002 101 147 24 103 9.8 24 11.3% -2.00 [-9.07, 5.07] - 1
Subtotal (95% CI) 29 29 27.9%  -3.44[-7.17,0.29] .
Heterogeneity: Tau? = 0.00; Chi? = 0.22, df = 1 (P = 0.64); I = 0%

Test for overall effect: Z = 1.81 (P = 0.07)

Total (95% Cl) 123 117 100.0%  -3.32 [-6.64, -0.00] -
Heterogeneity: Tau? = 12.26; Chi? = 19.52, df = 7 (P = 0.007); I = 64% _150 5 ; 5 150

Test for overall effect: Z = 1.96 (P = 0.05)
Test for subaroun differences: Chi2=000 df=1(P =0 98) |12 = 0%
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