SUPPLEMENTARY MATERIAL

Supplementary table 1. Search in PubMed
	SEARCH
	RESULTS

	(((Folic Acid[Mesh]) OR (Folacin[Mesh]) OR (Folacin*[Title/Abstract]) OR (Folate[Mesh]) OR (Fola*[Title/Abstract]) OR (folic acid consumption*[Title/Abstract] OR (Daily folic acid supplement consumption*[Title/Abstract]) OR (daily folic acid*[Title/Abstract])) AND ((Cardiovascular disease[Mesh]) OR (Heart Disease[Mesh]) OR (Cardiovascular disease prevent*[Title/Abstract]) OR (Cardiovas*[Title/Abstract])))
	4835



Supplementary table 2. Search in Cochrane 
	#
	SEARCH
	RESULTS

	#1
	MeSH descriptor: [Folic Acid] explode all trees
	4695

	#2
	MeSH descriptor: [Folic Acid] explode all trees
	4695

	#3
	("folacin"):ti,ab,kw
	9

	#4
	(Fola*):ti,ab,kw
	2769

	#5
	(Folic acid consumption*):ti,ab,kw
	354

	#6
	(Daily folic acid supplement consumption*):ti,ab,kw
	49

	#7
	(Daily folic acid):ti,ab,kw
	1657

	#8
	MeSH descriptor: [Cardiovascular Diseases] explode all trees
	154938

	#9
	MeSH descriptor: [Heart Diseases] explode all trees
	73942

	#10
	(Cardiovascular disease prevent*):ti,ab,kw
	15514

	#11
	(Cardiovas*):ti,ab,kw
	92565

	#12
	(#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7) AND (#8 OR #9 OR #10 OR #11)
	896



Supplementary table 3. Search in Scopus
	SEARCH
	RESULTS

	TITLE-ABS-KEY ( folic AND acid AND cardiovascular AND disease AND cardiovascular AND disease AND prevent* )
	1673	



Supplementary table 4. Web of Science
	SEARCH
	RESULTS

	1: All=Folic Acid
	35,466

	2:All=Folacin
	317

	3:All=Folacin*
	323

	4:All=Folate
	42,645

	5:All=Fola*
	49,170

	6: All= Folic acid consumption*
	1,925

	7: All=Daily folic acid supplement consumption
	126

	8: All=Daily folic acid*
	2,202

	9: All=Cardiovascular disease
	566,161

	10: All=Heart disease
	771,443

	11: All= Cardiovascular disease prevent*
	141,596

	12: All= Cardiovas*
	1,439,756

	13: #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8
	70,736

	14: #9 OR #10 OR #12
	1,859,186

	15:#13 AND #14
	6,926


 
Supplementary table 5: CINAHL
	SEARCH
	RESULTS

	((MH "Folic Acid+") OR Folacin OR folacin* OR (MH "Folate+") OR fola* OR 
  "folic acid consumption" OR "daily folic acid supplement consumption" OR 
  "daily folic acid") 
AND 
((MH "Cardiovascular Diseases+") OR (MH "Heart Diseases+") OR 
  "Cardiovascular disease prevention" OR cardiovas*)
	1809



Supplementary table 6: EMBASE
	SEARCH
	RESULTS

	#1.  'folic acid'/exp                               
	81,226  

	#2.  'folacin'/exp
	81,226

	#3.  folacin*:ab,ti            
	283

	#4.  'folate'/exp      
	81,226

	#5.  fola*:ab,ti
	42,630

	#6.  'folic acid consumption':ab,ti
	133

	#7.  'daily folic acid':ab,ti  
	186

	#8.  'heart disease'/exp  
	2,560,671

	#9.  'cardiovascular disease prevention':ab,ti
	2,959

	#10. cardiovas*:ab,ti
	861,779

	#11. #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7  
	94,461  

	#12. #8 OR #9 OR #10      
	3,106,685

	 #13. #11 AND #12    
	9,842



Supplementary table 7: Subgroup analysis for effect of folic acid supplementation on cardiovascular disease risk
	Subgroup
	k
	RR
	95%-CI
	I²
	p-value (Between Groups)

	Year
	
	
	
	
	

	2008
	3
	1.00
	[0.86; 1.16]
	4.2%
	

	2020
	1
	1.04
	[0.83; 1.30]
	--
	

	2010
	5
	0.96
	[0.87; 1.07]
	61.7%
	

	2006
	3
	0.98
	[0.90; 1.08]
	12.6%
	

	2011
	1
	0.97
	[0.83; 1.13]
	--
	

	2009
	1
	0.81
	[0.34; 1.93]
	--
	

	2015
	2
	0.91
	[0.69; 1.21]
	80.8%
	

	2007
	2
	0.85
	[0.71; 1.02]
	0.0%
	

	2013
	2
	0.82
	[0.65; 1.05]
	0.0%
	

	2005
	2
	0.84
	[0.61; 1.16]
	0.0%
	

	2003
	1
	0.70
	[0.36; 1.35]
	--
	

	2004
	2
	0.99
	[0.85; 1.16]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.84

	Country
	
	
	
	
	

	United States
	5
	0.95
	[0.83; 1.08]
	33.3%
	

	Netherlands
	3
	1.02
	[0.89; 1.17]
	0.0%
	

	UK
	1
	1.03
	[0.97; 1.09]
	--
	

	Norway
	2
	1.07
	[0.95; 1.20]
	0.0%
	

	Multinational
	4
	0.94
	[0.86; 1.03]
	0.0%
	

	France
	1
	0.93
	[0.68; 1.26]
	--
	

	Germany
	1
	0.84
	[0.65; 1.07]
	--
	

	China
	1
	0.80
	[0.69; 0.92]
	--
	

	Canada
	1
	0.95
	[0.85; 1.06]
	--
	

	India
	1
	0.86
	[0.44; 1.67]
	--
	

	Italy
	3
	0.67
	[0.40; 1.12]
	0.0%
	

	Brazil
	1
	0.71
	[0.39; 1.30]
	--
	

	Australia
	1
	0.91
	[0.82; 1.00]
	--
	

	p-value (Between Groups)
	
	
	
	
	0.06

	Sex
	
	
	
	
	

	Women
	2
	0.98
	[0.87; 1.10]
	0.0%
	

	Both
	23
	0.95
	[0.90; 1.00]
	27.2%
	

	p-value (Between Groups)
	
	
	
	
	0.64

	RoB
	
	
	
	
	

	Low
	15
	0.95
	[0.89; 1.01]
	9.3%
	

	High
	6
	0.98
	[0.91; 1.05]
	18.2%
	

	Some
	4
	0.92
	[0.80; 1.05]
	41.6%
	

	p-value (Between Groups)
	
	
	
	
	0.66

	FA Dose
	
	
	
	
	

	>2.5
	15
	0.94
	[0.88; 0.99]
	0.0%
	

	<2.5
	10
	0.96
	[0.89; 1.04]
	50.0%
	

	p-value (Between Groups)
	
	
	
	
	0.62

	Previous Cardiovascular History
	
	
	
	
	

	Yes
	21
	0.97
	[0.92; 1.01]
	10.0%
	

	No
	4
	0.90
	[0.73; 1.11]
	42.9%
	

	p-value (Between Groups)
	
	
	
	
	0.53

	Duration of Intervention (Months)
	
	
	
	
	

	24
	5
	0.97
	[0.87; 1.08]
	0.0%
	

	54
	2
	0.90
	[0.70; 1.16]
	73.4%
	

	12
	2
	0.63
	[0.34; 1.19]
	0.0%
	

	42
	2
	0.90
	[0.75; 1.08]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.40

	FA Plus Vitamin B
	
	
	
	
	

	FA and Vitamin B12
	6
	1.02
	[0.97; 1.08]
	0.0%
	

	FA, Vitamin B6, B12
	11
	0.95
	[0.91; 1.00]
	12.2%
	

	FA only
	6
	0.82
	[0.74; 0.92]
	0.0%
	

	Multivitaminic
	2
	0.86
	[0.67; 1.11]
	2.6%
	

	p-value (Between Groups)
	
	
	
	
	<0.01

	Preexisting Renal Disease
	
	
	
	
	

	No
	12
	0.96
	[0.90; 1.03]
	30.1%
	

	Yes
	13
	0.93
	[0.87; 0.99]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.40

	Preexisting Stroke
	
	
	
	
	

	Yes
	14
	0.95
	[0.91; 0.99]
	9.2%
	

	No
	11
	0.93
	[0.84; 1.04]
	33.8%
	

	p-value (Between Groups)
	
	
	
	
	0.73

	Diabetes
	
	
	
	
	

	Yes
	20
	0.95
	[0.91; 1.00]
	35.4%
	

	No
	5
	0.94
	[0.83; 1.06]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.80

	Mean Age at Baseline (60+ cases)
	
	
	
	
	

	No
	19
	0.95
	[0.91; 1.01]
	33.0%
	

	Yes
	6
	0.94
	[0.83; 1.06]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.78

	Placebo group is a lower dose of FA
	
	
	
	
	

	No
	21
	0.95
	[0.90; 1.00]
	30.0%
	

	Yes
	4
	0.95
	[0.86; 1.06]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.94

	Baseline Folate
	
	
	
	
	

	>16
	9
	1.01
	[0.96; 1.06]
	0.0%
	

	<16
	10
	0.90
	[0.81; 1.00]
	27.1%
	

	p-value (Between Groups)
	
	
	
	
	0.06

	Baseline Hcy
	
	
	
	
	

	<15
	8
	0.97
	[0.86; 1.09]
	59.6%
	

	>15
	8
	0.90
	[0.81; 0.99]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.32

	Hcy Changes
	
	
	
	
	

	<4
	12
	1.0122
	[0.9703; 1.0560]
	0.0%
	

	>4
	10
	0.9063
	[0.8468; 0.9699]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	<0.01

	Hcy Changes percentage
	
	
	
	
	

	<20
	5
	0.9794
	[0.8910; 1.0766]
	0.0%
	

	20 to 30
	10
	1.0017
	[0.9578; 1.0475]
	0.0%
	

	>30
	7
	0.8962
	[0.8200; 0.9795]
	10.7%
	

	p-value (Between Groups)
	
	
	
	
	0.09


 
Supplementary table 8: Sensitivity analysis for effect of folic acid supplementation on cardiovascular disease risk
	Author
	Effect
	Lower
	Upper
	I^2
	RStudent
	DFFITS
	Cook's D
	Hat
	Weight
	Is Influential

	Omitting Albert CM, 2008
	0.95
	0.91
	1.00
	0.24
	0.19
	0.07
	0.01
	0.05
	4.90
	no

	Omitting Araghi S, 2020
	0.95
	0.90
	1.00
	0.23
	0.72
	0.16
	0.03
	0.04
	3.63
	no

	Omitting Armitage J, 2010
	0.94
	0.90
	0.98
	0.06
	1.69
	0.73
	0.34
	0.15
	15.23
	yes

	Omitting Bonaa K, 2006
	0.94
	0.90
	0.99
	0.18
	1.40
	0.39
	0.15
	0.08
	7.83
	no

	Omitting Bostom A, 2011
	0.95
	0.90
	1.00
	0.24
	0.17
	0.08
	0.01
	0.06
	6.26
	no

	Omitting Ebbing M, 2008
	0.95
	0.90
	1.00
	0.22
	0.83
	0.16
	0.03
	0.03
	2.86
	no

	Omitting Galan P, 2010
	0.95
	0.91
	1.00
	0.24
	-0.16
	-0.01
	0.00
	0.02
	2.13
	no

	Omitting Heinz J, 2010
	0.96
	0.91
	1.00
	0.21
	-0.96
	-0.17
	0.03
	0.03
	3.02
	no

	Omitting Hodis H, 2009
	0.95
	0.91
	1.00
	0.24
	-0.36
	-0.02
	0.00
	0.00
	0.29
	no

	Omitting House A, 2010
	0.95
	0.91
	0.99
	0.12
	2.07
	0.14
	0.02
	0.00
	0.42
	no

	Omitting Huo Y, 2015
	0.97
	0.93
	1.01
	0.01
	-2.29
	-0.82
	0.55
	0.07
	7.02
	yes

	Omitting Jamison R, 2007
	0.96
	0.91
	1.00
	0.20
	-0.93
	-0.21
	0.04
	0.05
	4.72
	no

	Omitting Lamas G, 2013
	0.96
	0.91
	1.00
	0.20
	-1.09
	-0.20
	0.04
	0.03
	2.88
	no

	Omitting Liem A, 2005
	0.95
	0.91
	1.00
	0.23
	-0.59
	-0.07
	0.01
	0.02
	1.66
	no

	Omitting Lonn E, 2006
	0.95
	0.90
	1.00
	0.24
	-0.00
	0.05
	0.00
	0.10
	9.85
	no

	Omitting Nand N, 2013
	0.95
	0.91
	1.00
	0.24
	-0.31
	-0.02
	0.00
	0.00
	0.48
	no

	Omitting Potena L, 2008
	0.95
	0.91
	1.00
	0.20
	-1.27
	-0.03
	0.00
	0.00
	0.05
	no

	Omitting Righetti M, 2003
	0.95
	0.91
	1.00
	0.22
	-0.92
	-0.07
	0.00
	0.00
	0.48
	no

	Omitting Righetti M, 2006
	0.95
	0.91
	1.00
	0.23
	-0.51
	-0.03
	0.00
	0.00
	0.27
	no

	Omitting Toole J, 2004
	0.95
	0.90
	1.00
	0.24
	0.33
	0.12
	0.01
	0.06
	5.95
	no

	Omitting Van Dijk S, 2015
	0.95
	0.90
	0.99
	0.22
	0.99
	0.23
	0.05
	0.04
	4.45
	no

	Omitting Vianna A, 2007
	0.95
	0.91
	1.00
	0.21
	-0.93
	-0.07
	0.01
	0.01
	0.60
	no

	Omitting VITATOPS Trial, 2010
	0.96
	0.91
	1.01
	0.19
	-0.71
	-0.23
	0.05
	0.11
	10.63
	no

	Omitting Wrone E, 2004
	0.95
	0.91
	1.00
	0.23
	0.63
	0.05
	0.00
	0.01
	0.50
	no

	Omitting Zoungas S, 2006
	0.95
	0.91
	1.00
	0.23
	-0.35
	-0.06
	0.00
	0.04
	3.88
	no



Supplementary table 9: Subgroup analysis for effect of folic acid supplementation on stroke risk
	Subgroup
	k
	RR
	95%-CI
	I²
	p-value (Between Groups)

	Year
	
	
	
	
	

	2008
	2
	0.65
	[0.21; 2.02]
	93.5%
	

	2020
	1
	0.86
	[0.52; 1.44]
	--
	

	2010
	5
	0.94
	[0.85; 1.04]
	43.8%
	

	2006
	3
	0.79
	[0.61; 1.01]
	41.1%
	

	2011
	1
	1.09
	[0.68; 1.76]
	--
	

	2007
	2
	1.04
	[0.60; 1.80]
	22.1%
	

	2015
	2
	0.79
	[0.69; 0.91]
	0.0%
	

	2013
	1
	0.53
	[0.23; 1.25]
	--
	

	2005
	2
	0.85
	[0.24; 3.03]
	17.1%
	

	1996
	1
	0.63
	[0.37; 1.07]
	--
	

	2009
	1
	0.35
	[0.01; 8.58]
	--
	

	2004
	2
	1.05
	[0.85; 1.30]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.38

	Country
	
	
	
	
	

	United States
	4
	1.09
	[0.85; 1.39]
	10.7%
	

	Netherlands
	3
	0.78
	[0.59; 1.04]
	0.0%
	

	UK
	1
	1.01
	[0.86; 1.20]
	--
	

	Norway
	2
	0.61
	[0.22; 1.65]
	90.4%
	

	Multinational
	5
	0.92
	[0.68; 1.26]
	43.7%
	

	France
	1
	0.59
	[0.35; 1.01]
	--
	

	Germany
	1
	0.72
	[0.34; 1.55]
	--
	

	China
	2
	0.78
	[0.67; 0.90]
	0.0%
	

	Canada
	1
	0.76
	[0.59; 0.96]
	--
	

	Italy
	1
	4.12
	[0.17; 98.37]
	--
	

	Philippines
	1
	0.35
	[0.01; 8.58]
	--
	

	Australia
	1
	0.92
	[0.81; 1.06]
	--
	

	p-value (Between Groups)
	
	
	
	
	0.17

	Sex
	
	
	
	
	

	Women
	2
	1.07
	[0.90; 1.28]
	0.0%
	

	Both
	21
	0.82
	[0.72; 0.92]
	43.9%
	

	p-value (Between Groups)
	
	
	
	
	0.01

	RoB
	
	
	
	
	

	Low
	12
	0.85
	[0.73; 1.00]
	21.9%
	

	High
	6
	0.96
	[0.87; 1.05]
	0.0%
	

	Some
	5
	0.74
	[0.47; 1.15]
	73.2%
	

	p-value (Between Groups)
	
	
	
	
	0.28

	FA Dose
	
	
	
	
	

	>2.5
	10
	0.94
	[0.80; 1.11]
	33.7%
	

	<2.5
	13
	0.78
	[0.66; 0.93]
	54.2%
	

	p-value (Between Groups)
	
	
	
	
	0.13

	Previous Cardiovascular History
	
	
	
	
	

	Yes
	20
	0.85
	[0.73; 0.98]
	48.4%
	

	No
	3
	0.80
	[0.70; 0.92]
	4.2%
	

	p-value (Between Groups)
	
	
	
	
	0.60

	Duration of Intervention (Months)
	
	
	
	
	

	24
	4
	0.94
	[0.75; 1.17]
	0.0%
	

	54
	2
	0.80
	[0.69; 0.93]
	0.0%
	

	42
	2
	0.53
	[0.30; 0.97]
	0.0%
	

	38
	2
	0.57
	[0.24; 1.39]
	86.7%
	

	p-value (Between Groups)
	
	
	
	
	0.07

	FA Plus Vitamin B
	
	
	
	
	

	FA and Vitamin B12
	5
	0.99
	[0.87; 1.13]
	0.0%
	

	FA, Vitamin B6 and B12
	11
	0.83
	[0.67; 1.02]
	59.3%
	

	FA only
	4
	0.79
	[0.68; 0.91]
	27.3%
	

	Multivitaminic
	3
	0.71
	[0.48; 1.05]
	10.6%
	

	p-value (Between Groups)
	
	
	
	
	0.08

	Preexisting Renal Disease
	
	
	
	
	

	No
	12
	0.84
	[0.74; 0.96]
	27.1%
	

	Yes
	11
	0.87
	[0.66; 1.16]
	60.5%
	

	p-value (Between Groups)
	
	
	
	
	0.82

	Preexisting Stroke
	
	
	
	
	

	Yes
	15
	0.80
	[0.67; 0.95]
	55.3%
	

	No
	8
	0.91
	[0.78; 1.07]
	28.2%
	

	p-value (Between Groups)
	
	
	
	
	0.27

	Diabetes
	
	
	
	
	

	Yes
	20
	0.86
	[0.76; 0.97]
	49.7%
	

	No
	3
	0.78
	[0.50; 1.22]
	35.5%
	

	p-value (Between Groups)
	
	
	
	
	0.70

	Mean Age at Baseline (60+ cases)
	
	
	
	
	

	No
	17
	0.85
	[0.75; 0.96]
	52.7%
	

	Yes
	6
	0.86
	[0.58; 1.27]
	32.2%
	

	p-value (Between Groups)
	
	
	
	
	0.96

	Placebo group is a lower dose of FA
	
	
	
	
	

	No
	19
	0.81
	[0.71; 0.93]
	51.3%
	

	Yes
	4
	1.03
	[0.86; 1.25]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.04

	Baseline Folate
	
	
	
	
	

	>16
	9
	0.93
	[0.81; 1.07]
	28.7%
	

	<16
	7
	0.72
	[0.54; 0.96]
	57.0%
	

	p-value (Between Groups)
	
	
	
	
	0.12

	Baseline Hcy
	
	
	
	
	

	<15
	7
	0.87
	[0.78; 0.97]
	7.4%
	

	>15
	5
	0.98
	[0.74; 1.29]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.44

	HcyChanges
	
	
	
	
	

	<4
	11
	0.8394

	[0.6934; 1.0161]

	61.9%
	

	>4
	7
	0.9192

	[0.8134; 1.0389]
	22.1%
	

	p-value (Between Groups)

	
	
	
	
	0.4324


	HcyChangespercentage
	
	
	
	
	

	<20
	5
	1.0182

	[0.8659; 1.1974]

	20.4%
	

	20 to 30
	9
	0.7863

	[0.6347; 0.9741]

	63.1%
	

	>30
	4
	0.9271

	[0.8106; 1.0603]

	28.2%
	

	p-value (Between Groups)
	
	
	
	
	0.1688




Supplementary table 10: Sensitivity analysis for effect of folic acid supplementation on stroke risk
	Author
	Effect
	Lower
	Upper
	I^2
	RStudent
	DFFITS
	Cook's D
	Hat
	Weight
	Is Influential

	Omitting Albert CM, 2008
	0.83
	0.74
	0.94
	0.45
	1.34
	0.33
	0.11
	0.07
	6.56
	no

	Omitting Araghi S, 2020
	0.85
	0.75
	0.96
	0.49
	0.06
	0.05
	0.00
	0.04
	3.74
	no

	Omitting Armitage J, 2010
	0.83
	0.73
	0.94
	0.45
	0.97
	0.34
	0.13
	0.10
	10.18
	no

	Omitting Bonaa K, 2006
	0.84
	0.74
	0.95
	0.49
	0.64
	0.20
	0.04
	0.05
	5.26
	no

	Omitting Bostom A, 2011
	0.84
	0.74
	0.95
	0.48
	0.86
	0.21
	0.04
	0.04
	4.10
	no

	Omitting Cole B, 2007
	0.84
	0.75
	0.95
	0.47
	1.26
	0.14
	0.02
	0.01
	1.06
	no

	Omitting Ebbing M, 2008
	0.89
	0.82
	0.97
	0.24
	-3.44
	-0.92
	0.64
	0.04
	4.08
	yes

	Omitting Galan P, 2010
	0.86
	0.77
	0.97
	0.46
	-1.18
	-0.25
	0.06
	0.03
	3.50
	no

	Omitting Heinz J, 2010
	0.85
	0.76
	0.96
	0.49
	-0.38
	-0.04
	0.00
	0.02
	1.98
	no

	Omitting House A, 2010
	0.85
	0.75
	0.95
	0.45
	1.77
	0.10
	0.01
	0.00
	0.30
	no

	Omitting Huo Y, 2015
	0.85
	0.75
	0.97
	0.46
	-0.32
	-0.03
	0.00
	0.10
	10.47
	no

	Omitting Jamison R, 2007
	0.85
	0.75
	0.96
	0.49
	0.19
	0.09
	0.01
	0.05
	4.60
	no

	Omitting Lamas G, 2013
	0.86
	0.76
	0.96
	0.47
	-1.01
	-0.14
	0.02
	0.02
	1.64
	no

	Omitting Liem A, 2005
	0.85
	0.76
	0.96
	0.48
	-0.56
	-0.06
	0.00
	0.02
	1.55
	no

	Omitting Lonn E, 2006
	0.86
	0.75
	0.97
	0.47
	-0.55
	-0.12
	0.02
	0.08
	8.29
	no

	Omitting Mark S, 1996
	0.86
	0.76
	0.97
	0.47
	-0.97
	-0.19
	0.04
	0.04
	3.53
	no

	Omitting Righetti M, 2006
	0.85
	0.75
	0.95
	0.48
	0.97
	0.04
	0.00
	0.00
	0.13
	no

	Omitting Severino M, 2009
	0.85
	0.76
	0.96
	0.49
	-0.54
	-0.02
	0.00
	0.00
	0.13
	no

	Omitting Toole J, 2004
	0.83
	0.74
	0.94
	0.46
	1.05
	0.34
	0.12
	0.09
	8.88
	no

	Omitting Van Dijk S, 2015
	0.85
	0.75
	0.97
	0.48
	-0.41
	-0.06
	0.00
	0.05
	5.48
	no

	Omitting VITATOPS Trial, 2010
	0.84
	0.73
	0.96
	0.48
	0.46
	0.22
	0.06
	0.11
	10.89
	no

	Omitting Wrone E, 2004
	0.84
	0.75
	0.95
	0.48
	0.78
	0.13
	0.02
	0.02
	1.81
	no

	Omitting Zoungas S, 2006
	0.86
	0.77
	0.97
	0.46
	-1.45
	-0.22
	0.05
	0.02
	1.82
	no



Supplementary table 11: Subgroup analysis for effect of folic acid supplementation on coronary heart disease risk
	Subgroup
	k
	RR
	95%-CI
	I²
	p-value (Between Groups)

	Year
	
	
	
	
	

	2008
	2
	0.79
	[0.48; 1.30]
	92.2%
	

	2020
	1
	1.07
	[0.57; 2.00]
	--
	

	2010
	5
	1.03
	[0.96; 1.10]
	0.0%
	

	2006
	3
	1.02
	[0.93; 1.12]
	0.0%
	

	2011
	1
	1.05
	[0.78; 1.40]
	--
	

	2007
	2
	1.06
	[0.56; 2.00]
	57.8%
	

	2015
	2
	0.98
	[0.71; 1.37]
	0.0%
	

	2013
	2
	0.94
	[0.68; 1.31]
	0.0%
	

	2004
	3
	1.16
	[0.78; 1.72]
	52.5%
	

	2005
	2
	1.17
	[0.68; 2.02]
	0.0%
	

	2002
	1
	0.60
	[0.24; 1.51]
	--
	

	2009
	1
	1.22
	[0.61; 2.46]
	--
	

	p-value (Between Groups)
	
	
	
	
	0.98

	Country
	
	
	
	
	

	United States
	4
	0.94
	[0.80; 1.10]
	0.0%
	

	Netherlands
	3
	1.05
	[0.78; 1.41]
	0.0%
	

	UK
	1
	1.04
	[0.97; 1.11]
	--
	

	Norway
	2
	0.80
	[0.47; 1.38]
	93.7%
	

	Multinational
	6
	1.09
	[0.92; 1.28]
	17.4%
	

	France
	1
	0.89
	[0.54; 1.46]
	--
	

	Germany
	1
	1.04
	[0.57; 1.91]
	--
	

	China
	1
	1.04
	[0.60; 1.82]
	--
	

	Canada
	1
	0.98
	[0.85; 1.13]
	--
	

	India
	1
	0.86
	[0.31; 2.37]
	--
	

	Italy
	1
	0.83
	[0.21; 3.25]
	--
	

	Switzerland
	1
	0.60
	[0.24; 1.51]
	--
	

	Philippines
	1
	1.22
	[0.61; 2.46]
	--
	

	Australia
	1
	1.03
	[0.80; 1.33]
	--
	

	p-value (Between Groups)
	
	
	
	
	0.98

	Sex
	
	
	
	
	

	Women
	2
	0.99
	[0.87; 1.13]
	0.0%
	

	Both
	23
	0.98
	[0.89; 1.08]
	31.5%
	

	p-value (Between Groups)
	
	
	
	
	0.93

	RoB
	
	
	
	
	

	Low
	12
	0.99
	[0.92; 1.07]
	0.0%
	

	High
	7
	1.03
	[0.96; 1.09]
	0.0%
	

	Some
	6
	1.01
	[0.73; 1.39]
	76.7%
	

	p-value (Between Groups)
	
	
	
	
	0.82

	FA Dose
	
	
	
	
	

	>2.5
	11
	0.97
	[0.90; 1.05]
	0.0%
	

	<2.5
	14
	1.00
	[0.87; 1.15]
	52.7%
	

	p-value (Between Groups)
	
	
	
	
	0.74

	Previous Cardiovascular History
	
	
	
	
	

	Yes
	21
	0.98
	[0.90; 1.07]
	34.8%
	

	No
	4
	1.04
	[0.77; 1.40]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.70

	Duration of Intervention (Months)
	
	
	
	
	

	24
	4
	0.96
	[0.79; 1.17]
	0.0%
	

	38
	2
	0.72
	[0.51; 1.01]
	77.7%
	

	42
	2
	1.24
	[0.82; 1.87]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.60

	Intervention
	
	
	
	
	

	FA and Vitamin B12
	6
	1.03
	[0.97; 1.10]
	0.0%
	

	FA, Vitamin B6 and B12
	13
	0.95
	[0.83; 1.08]
	55.0%
	

	FA only
	4
	1.23
	[0.90; 1.67]
	0.0%
	

	Multivitaminic
	2
	0.97
	[0.69; 1.35]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.42

	Preexisting Renal Disease
	
	
	
	
	

	No
	14
	1.03
	[0.98; 1.08]
	0.0%
	

	Yes
	11
	0.92
	[0.77; 1.09]
	45.3%
	

	p-value (Between Groups)
	
	
	
	
	0.20

	Preexisting Stroke
	
	
	
	
	

	Yes
	15
	0.94
	[0.85; 1.04]
	36.2%
	

	No
	10
	1.05
	[0.98; 1.12]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.09

	Diabetes
	
	
	
	
	

	Yes
	21
	0.98
	[0.89; 1.07]
	36.3%
	

	No
	4
	1.03
	[0.82; 1.29]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.68

	Mean Age at Baseline (60+ cases)
	
	
	
	
	

	No
	19
	0.96
	[0.88; 1.06]
	39.4%
	

	Yes
	6
	1.12
	[0.90; 1.40]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.22

	Placebo group is a lower dose of FA
	
	
	
	
	

	No
	21
	0.98
	[0.89; 1.08]
	37.4%
	

	Yes
	4
	0.99
	[0.83; 1.18]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.91

	Baseline Folate
	
	
	
	
	

	>16
	9
	1.02
	[0.96; 1.08]
	0.0%
	

	<16
	8
	0.87
	[0.71; 1.06]
	57.6%
	

	p-value (Between Groups)
	
	
	
	
	0.13

	Baseline Hcy
	
	
	
	
	

	<15
	8
	1.07
	[0.96; 1.19]
	0.0%
	

	>15
	6
	0.93
	[0.79; 1.09]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.16

	Hcy Changes
	
	
	
	
	

	<4
	13
	0.9739
	[0.8616; 1.1008]
	54.0%
	

	>4
	8
	0.9599
	[0.8402; 1.0966]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.8749


	Hcy Changes percentage
	
	
	
	
	

	<20
	5
	1.0052
	[0.8869; 1.1394]
	0.0%
	

	20 to 30
	11
	0.9597
	[0.8355; 1.1023]
	64.1%
	

	>30
	5
	0.9908
	[0.7943; 1.2360]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.8872




Supplementary table 12: Sensitivity analysis for effect of folic acid supplementation on coronary heart disease risk
	Author
	Effect
	Lower
	Upper
	I^2
	RStudent
	DFFITS
	Cook's D
	Hat
	Weight
	Is Influential

	Omitting Albert CM, 2008
	0.98
	0.89
	1.07
	0.29
	0.21
	0.06
	0.00
	0.10
	9.56
	no

	Omitting Araghi S, 2020
	0.98
	0.90
	1.06
	0.29
	0.25
	0.03
	0.00
	0.01
	1.49
	no

	Omitting Armitage J, 2010
	0.97
	0.89
	1.07
	0.25
	0.47
	0.16
	0.03
	0.13
	13.37
	yes

	Omitting Bonaa K, 2006
	0.97
	0.89
	1.06
	0.28
	0.52
	0.16
	0.03
	0.10
	10.27
	no

	Omitting Bostom A, 2011
	0.98
	0.90
	1.07
	0.29
	0.35
	0.08
	0.01
	0.05
	5.11
	no

	Omitting Cole B, 2007
	0.98
	0.90
	1.06
	0.25
	1.24
	0.11
	0.01
	0.01
	0.83
	no

	Omitting Ebbing M, 2008
	1.02
	0.97
	1.07
	0.00
	-4.29
	-1.25
	0.88
	0.07
	6.60
	yes

	Omitting Galan P, 2010
	0.98
	0.91
	1.07
	0.28
	-0.37
	-0.06
	0.00
	0.02
	2.21
	no

	Omitting Heinz J, 2010
	0.98
	0.90
	1.06
	0.29
	0.18
	0.02
	0.00
	0.02
	1.57
	no

	Omitting House A, 2010
	0.98
	0.91
	1.07
	0.26
	-1.16
	-0.08
	0.01
	0.00
	0.46
	no

	Omitting Huo Y, 2015
	0.98
	0.90
	1.06
	0.29
	0.20
	0.03
	0.00
	0.02
	1.82
	no

	Omitting Jamison R, 2007
	0.99
	0.91
	1.08
	0.24
	-0.93
	-0.26
	0.07
	0.07
	7.11
	no

	Omitting Lamas G, 2013
	0.98
	0.90
	1.07
	0.29
	-0.14
	-0.03
	0.00
	0.04
	3.97
	no

	Omitting Lange H, 2004
	0.97
	0.90
	1.05
	0.17
	2.03
	0.34
	0.11
	0.03
	3.22
	no

	Omitting Liem A, 2005
	0.98
	0.90
	1.06
	0.28
	0.75
	0.10
	0.01
	0.02
	1.63
	no

	Omitting Lonn E, 2006
	0.98
	0.90
	1.08
	0.29
	-0.02
	-0.02
	0.00
	0.10
	10.32
	no

	Omitting Nand N, 2013
	0.98
	0.91
	1.06
	0.29
	-0.26
	-0.02
	0.00
	0.01
	0.60
	no

	Omitting Righetti M, 2006
	0.98
	0.91
	1.06
	0.29
	-0.24
	-0.01
	0.00
	0.00
	0.34
	no

	Omitting Schnyder G, 2002
	0.98
	0.91
	1.07
	0.26
	-1.02
	-0.09
	0.01
	0.01
	0.73
	no

	Omitting Severino M, 2009
	0.98
	0.90
	1.06
	0.28
	0.59
	0.07
	0.00
	0.01
	1.22
	no

	Omitting Toole J, 2004
	0.98
	0.90
	1.07
	0.28
	-0.26
	-0.07
	0.01
	0.06
	6.23
	no

	Omitting Van Dijk S, 2015
	0.98
	0.90
	1.07
	0.29
	-0.12
	-0.02
	0.00
	0.03
	3.05
	no

	Omitting VITATOPS Trial, 2010
	0.98
	0.90
	1.07
	0.29
	0.30
	0.07
	0.01
	0.06
	6.03
	no

	Omitting Wrone E, 2004
	0.98
	0.90
	1.06
	0.29
	0.24
	0.02
	0.00
	0.00
	0.46
	no

	Omitting Zoungas S, 2006
	0.98
	0.90
	1.06
	0.28
	0.75
	0.10
	0.01
	0.02
	1.79
	no



Supplementary table 13: Subgroup analysis for effect of folic acid supplementation on mortality risk
	Subgroup
	k
	RR
	95%-CI
	I²
	p-value (Between Groups)

	Year
	
	
	
	
	

	2008
	2
	0.81
	[0.51; 1.29]
	78.0%
	

	2010
	5
	1.02
	[0.96; 1.08]
	21.8%
	

	2006
	3
	0.97
	[0.86; 1.10]
	0.0%
	

	2011
	1
	0.82
	[0.61; 1.11]
	--
	

	2007
	3
	0.82
	[0.55; 1.22]
	53.7%
	

	p-value (Between Groups)
	
	
	
	
	0.40

	Country
	
	
	
	
	

	United States
	4
	1.01
	[0.92; 1.10]
	0.0%
	

	UK
	1
	1.03
	[0.95; 1.12]
	--
	

	Norway
	2
	0.82
	[0.52; 1.30]
	82.5%
	

	Multinational
	6
	0.82
	[0.70; 0.97]
	0.0%
	

	France
	1
	1.88
	[0.99; 3.59]
	--
	

	China
	2
	0.84
	[0.58; 1.20]
	51.7%
	

	p-value (Between Groups)
	
	
	
	
	0.27

	Sex
	
	
	
	
	

	Women
	2
	0.93
	[0.77; 1.13]
	0.0%
	

	Both
	23
	0.98
	[0.94; 1.02]
	15.2%
	

	p-value (Between Groups)
	
	
	
	
	0.61

	RoB
	
	
	
	
	

	Low
	13
	0.99
	[0.93; 1.05]
	0.0%
	

	High
	6
	0.98
	[0.91; 1.06]
	0.0%
	

	Some
	6
	0.86
	[0.63; 1.16]
	58.0%
	

	p-value (Between Groups)
	
	
	
	
	0.67

	FA Dose
	
	
	
	
	

	>2.5
	12
	0.98
	[0.91; 1.04]
	0.0%
	

	<2.5
	13
	0.95
	[0.87; 1.03]
	43.0%
	

	p-value (Between Groups)
	
	
	
	
	0.61

	Previous Cardiovascular History
	
	
	
	
	

	Yes
	22
	0.98
	[0.94; 1.03]
	12.5%
	

	No
	3
	0.88
	[0.68; 1.14]
	15.7%
	

	p-value (Between Groups)
	
	
	
	
	0.43

	Duration of Intervention (Months)
	
	
	
	
	

	24
	4
	0.95
	[0.82; 1.10]
	0.0%
	

	38
	2
	0.83
	[0.52; 1.31]
	85.8%
	

	p-value (Between Groups)
	
	
	
	
	0.45

	Intervention
	
	
	
	
	

	FA and Vitamin B12
	4
	1.03
	[0.95; 1.11]
	0.0%
	

	FA, Vitamin B6 and B12
	13
	0.97
	[0.92; 1.03]
	24.0%
	

	FA only
	5
	0.86
	[0.71; 1.05]
	0.0%
	

	Multivitaminic
	3
	0.85
	[0.69; 1.04]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.17

	Preexisting Renal Disease
	
	
	
	
	

	No
	13
	1.00
	[0.94; 1.06]
	0.0%
	

	Yes
	12
	0.92
	[0.84; 1.01]
	23.7%
	

	p-value (Between Groups)
	
	
	
	
	0.16

	Preexisting Stroke
	
	
	
	
	

	Yes
	14
	0.98
	[0.92; 1.03]
	17.8%
	

	No
	11
	0.91
	[0.81; 1.03]
	10.8%
	

	p-value (Between Groups)
	
	
	
	
	0.30

	Diabetes
	
	
	
	
	

	Yes
	21
	0.98
	[0.94; 1.02]
	4.1%
	

	No
	4
	0.97
	[0.65; 1.46]
	48.9%
	

	p-value (Between Groups)
	
	
	
	
	0.98

	Mean Age at Baseline (60+ cases)
	
	
	
	
	

	No
	17
	0.99
	[0.95; 1.03]
	13.4%
	

	Yes
	8
	0.85
	[0.73; 0.99]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.07

	Placebo group is a lower dose of FA
	
	
	
	
	

	No
	21
	0.98
	[0.94; 1.03]
	16.0%
	

	Yes
	4
	0.94
	[0.82; 1.07]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.54

	Baseline Folate
	
	
	
	
	

	>16
	7
	0.96
	[0.88; 1.06]
	8.2%
	

	<16
	9
	0.99
	[0.92; 1.06]
	42.4%
	

	p-value (Between Groups)
	
	
	
	
	0.70

	Baseline Hcy
	
	
	
	
	

	<15
	6
	0.97
	[0.90; 1.05]
	0.0%
	

	>15
	7
	0.99
	[0.92; 1.08]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.70

	HcyChanges
	
	
	
	
	

	<4
	11
	0.9686
	[0.8932; 1.0505]
	33.9%
	

	>4
	9
	0.9833
	[0.9213; 1.0495]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.7770


	HcyChangespercentage
	
	
	
	
	

	<20
	4
	0.9320
	[0.8026; 1.0821]
	0.0%
	

	20 to 30
	10
	0.9986
	[0.9461; 1.0540]
	41.9%
	

	>30
	6
	0.9724
	[0.8877; 1.0652]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.6545




Supplementary table 14: Sensitivity analysis for effect of folic acid supplementation on mortality risk
	Author
	Effect
	Lower
	Upper
	I^2
	RStudent
	DFFITS
	Cook's D
	Hat
	Weight
	Is Influential

	Omitting Albert CM, 2008
	0.97
	0.93
	1.02
	0.15
	0.34
	0.16
	0.02
	0.02
	2.38
	no

	Omitting Armitage J, 2010
	0.96
	0.91
	1.01
	0.06
	1.57
	0.88
	0.69
	0.25
	25.28
	yes

	Omitting Bonaa K, 2006
	0.97
	0.92
	1.02
	0.14
	0.48
	0.31
	0.10
	0.05
	4.84
	no

	Omitting Bostom A, 2011
	0.98
	0.94
	1.02
	0.11
	-1.13
	-0.24
	0.06
	0.02
	2.07
	no

	Omitting Cole B, 2007
	0.98
	0.94
	1.02
	0.05
	-1.66
	-0.17
	0.03
	0.00
	0.33
	no

	Omitting Ebbing M, 2008
	0.98
	0.94
	1.03
	0.00
	-2.54
	-0.40
	0.16
	0.02
	1.67
	no

	Omitting Galan P, 2010
	0.97
	0.93
	1.01
	0.00
	2.01
	0.23
	0.05
	0.00
	0.45
	no

	Omitting Heinz J, 2010
	0.97
	0.92
	1.01
	0.12
	0.99
	0.37
	0.14
	0.03
	3.32
	no

	Omitting House A, 2010
	0.98
	0.93
	1.02
	0.15
	-0.30
	-0.02
	0.00
	0.00
	0.17
	no

	Omitting Huo Y, 2015
	0.98
	0.93
	1.02
	0.14
	-0.40
	-0.06
	0.00
	0.08
	7.58
	no

	Omitting Jamison R, 2007
	0.96
	0.91
	1.01
	0.12
	0.93
	0.68
	0.63
	0.18
	17.60
	yes

	Omitting Lamas G, 2013
	0.98
	0.94
	1.02
	0.12
	-1.00
	-0.19
	0.04
	0.01
	1.29
	no

	Omitting Lange H, 2004
	0.98
	0.93
	1.02
	0.15
	0.03
	0.00
	0.00
	0.00
	0.02
	no

	Omitting Liem A, 2005
	0.98
	0.94
	1.02
	0.12
	-0.95
	-0.10
	0.01
	0.00
	0.36
	no

	Omitting Lonn E, 2006
	0.98
	0.93
	1.02
	0.14
	-0.30
	0.01
	0.00
	0.07
	7.47
	no

	Omitting Mark S, 1996
	0.98
	0.94
	1.02
	0.06
	-1.63
	-0.21
	0.04
	0.01
	0.67
	no

	Omitting Nand N, 2013
	0.98
	0.93
	1.02
	0.15
	-0.18
	-0.01
	0.00
	0.00
	0.32
	no

	Omitting Righetti M, 2006
	0.98
	0.94
	1.02
	0.13
	-0.77
	-0.07
	0.00
	0.00
	0.24
	no

	Omitting Schnyder G, 2002
	0.98
	0.94
	1.02
	0.12
	-0.91
	-0.05
	0.00
	0.00
	0.10
	no

	Omitting Severino M, 2009
	0.97
	0.93
	1.02
	0.14
	0.64
	0.10
	0.01
	0.01
	0.62
	no

	Omitting Toole J, 2004
	0.98
	0.94
	1.02
	0.12
	-0.99
	-0.24
	0.06
	0.03
	2.75
	no

	Omitting Vianna A, 2007
	0.98
	0.94
	1.02
	0.11
	-1.03
	-0.13
	0.02
	0.01
	0.52
	no

	Omitting VITATOPS Trial, 2010
	0.97
	0.92
	1.02
	0.15
	-0.01
	0.32
	0.14
	0.17
	16.76
	yes

	Omitting Wrone E, 2004
	0.98
	0.93
	1.02
	0.15
	-0.22
	-0.01
	0.00
	0.03
	2.56
	no

	Omitting Zoungas S, 2006
	0.98
	0.93
	1.02
	0.15
	-0.32
	-0.03
	0.00
	0.01
	0.64
	no



Supplementary table 15: Subgroup analysis for effect of folic acid supplementation on HDL levels
	Subgroup
	k
	MD
	95%-CI
	I²
	p-value (Between Groups)

	Year
	
	
	
	
	

	2018
	1
	-1.50
	[-5.84; 2.84]
	--
	

	2002
	1
	-2.71
	[-11.57; 6.15]
	--
	

	2022
	1
	0.30
	[-0.62; 1.22]
	--
	

	2015
	1
	0.20
	[-0.18; 0.58]
	--
	

	2004
	1
	2.20
	[0.18; 4.22]
	--
	

	2020
	1
	4.25
	[-3.75; 12.25]
	--
	

	2009
	1
	3.40
	[0.41; 6.39]
	--
	

	p-value (Between Groups)
	
	
	
	
	0.13

	Country
	
	
	
	
	

	Iran
	2
	1.21
	[-3.56; 5.99]
	69.9%
	

	UK
	1
	-2.71
	[-11.57; 6.15]
	--
	

	Egypt
	1
	0.30
	[-0.62; 1.22]
	--
	

	China
	2
	0.21
	[-0.17; 0.59]
	0.0%
	

	Multinational
	1
	2.20
	[0.18; 4.22]
	--
	

	p-value (Between Groups)
	
	
	
	
	0.38

	Sex
	
	
	
	
	

	Women
	1
	-1.50
	[-5.84; 2.84]
	--
	

	Both
	6
	0.95
	[-0.18; 2.08]
	45.5%
	

	p-value (Between Groups)
	
	
	
	
	0.29

	Risk of Bias (RoB)
	
	
	
	
	

	Low
	3
	1.80
	[-1.85; 5.45]
	45.1%
	

	High
	1
	-2.71
	[-11.57; 6.15]
	--
	

	Some
	3
	0.27
	[-0.07; 0.62]
	45.0%
	

	p-value (Between Groups)
	
	
	
	
	0.58

	Folate Dose
	
	
	
	
	

	>2.5 mg
	4
	0.67
	[-1.42; 2.76]
	41.3%
	

	<2.5 mg
	3
	1.11
	[-0.75; 2.98]
	56.3%
	

	p-value (Between Groups)
	
	
	
	
	0.76

	Previous Cardiovascular History
	
	
	
	
	

	No
	4
	0.25
	[-0.10; 0.59]
	39.7%
	

	Yes
	3
	2.09
	[0.17; 4.00]
	0.0%
	

	p-value (Between Groups)
	
	
	
	
	0.06

	Duration of Intervention (Months)
	
	
	
	
	

	3 months
	3
	0.27
	[-0.62; 1.17]
	0.0%
	

	1.5 months
	1
	-2.71
	[-11.57; 6.15]
	--
	

	54 months
	1
	0.20
	[-0.18; 0.58]
	--
	

	6 months
	1
	2.20
	[0.18; 4.22]
	--
	

	2 months
	1
	3.40
	[0.41; 6.39]
	--
	

	p-value (Between Groups)
	
	
	
	
	0.08

	FA + Vitamin B
	
	
	
	
	

	FA only
	4
	0.20
	[-0.15; 0.55]
	0.0%
	

	FA + Vitamin B6 & B12
	1
	2.20
	[0.18; 4.22]
	--
	

	FA + Vitamin B6
	1
	4.25
	[-3.75; 12.25]
	--
	

	FA + Statin
	1
	3.40
	[0.41; 6.39]
	--
	

	p-value (Between Groups)
	
	
	
	
	0.03

	Preexisting Renal Disease
	
	
	
	
	

	No
	7
	0.74
	[-0.22; 1.69]
	39.0%
	

	p-value (Between Groups)
	
	
	
	
	--

	Preexisting Stroke
	
	
	
	
	

	No
	6
	0.82
	[-0.21; 1.85]
	46.8%
	

	Yes
	1
	-2.71
	[-11.57; 6.15]
	--
	

	p-value (Between Groups)
	
	
	
	
	0.44

	Diabetes
	
	
	
	
	

	No
	3
	0.64
	[-3.41; 4.68]
	53.0%
	

	Yes
	4
	0.28
	[-0.07; 0.63]
	34.5%
	

	p-value (Between Groups)
	
	
	
	
	0.86

	Mean Age at Baseline
	
	
	
	
	

	Yes
	4
	0.67
	[-1.42; 2.76]
	41.3%
	

	No
	3
	1.11
	[-0.75; 2.98]
	56.3%
	

	p-value (Between Groups)
	
	
	
	
	0.76

	Lower Dose
	
	
	
	
	

	No
	7
	0.74
	[-0.22; 1.69]
	39.0%
	

	p-value (Between Groups)
	
	
	
	
	--

	Baseline Folate
	
	
	
	
	

	>16 ng/mL
	1
	-2.71
	[-11.57; 6.15]
	--
	

	<16 ng/mL
	2
	1.44
	[-1.61; 4.50]
	77.0%
	

	p-value (Between Groups)
	
	
	
	
	0.39

	HcyChanges
	
	
	
	
	

	<4
	6
	1.1916
	[-0.3271; 2.7103]
	39.6%
	

	p-value (Between Groups)
	
	
	
	
	0.3234

	HcyChangespercentage

	
	
	
	
	

	<20
	2
	0.3519
	[-4.9141; 5.6179]
	34.7%
	

	20 to 30
	3
	0.8750
	[-0.7892; 2.5392]
	40.3%
	

	>30
	1
	3.4000
	[0.4137; 6.3863]
	--
	

	p-value (Between Groups)
	
	
	
	
	



Supplementary table 16: Sensitivity analysis for effect of folic acid supplementation on HDL levels
	Author
	Effect
	Lower
	Upper
	I^2
	RStudent
	DFFITS
	Cook's D
	Hat
	Weight
	Is Influential

	Omitting Bahmani F, 2018
	0.95
	-0.18
	2.08
	0.45
	-0.99
	-0.42
	0.19
	0.04
	4.34
	no

	Omitting Doshi S, 2002
	0.82
	-0.21
	1.85
	0.47
	-0.76
	-0.17
	0.03
	0.01
	1.13
	no

	Omitting El-khodary N, 2022
	1.12
	-0.44
	2.69
	0.49
	-0.54
	-0.54
	0.64
	0.30
	30.49
	yes

	Omitting Huo Y, 2015
	1.19
	-0.33
	2.71
	0.40
	-0.72
	-0.64
	0.88
	0.40
	39.80
	yes

	Omitting Lange H, 2004
	0.25
	-0.10
	0.60
	0.21
	1.86
	1.23
	1.00
	0.15
	14.62
	yes

	Omitting Liu M, 2020
	0.66
	-0.25
	1.56
	0.44
	0.86
	0.16
	0.03
	0.01
	1.38
	no

	Omitting Shidfar F, 2009
	0.26
	-0.08
	0.61
	0.12
	2.04
	1.08
	0.94
	0.08
	8.24
	yes



Supplementary table 17: Subgroup analysis for effect of folic acid supplementation on LDL levels
	Subgroup Variable
	k
	MD (Mean Difference)
	95%-CI
	I²
	p-value (Between Groups)

	Year
	
	
	
	
	0.01

	2018
	1
	-2.70
	[-21.04; 15.64]
	--
	

	2002
	1
	12.77
	[-5.17; 30.71]
	--
	

	2022
	1
	3.86
	[-3.59; 11.31]
	--
	

	2004
	1
	-0.50
	[-6.59; 5.59]
	--
	

	2020
	1
	-17.01
	[-27.07; -6.95]
	--
	

	2009
	1
	-1.57
	[-11.58; 8.44]
	--
	

	Country
	
	
	
	
	<0.01

	Iran
	2
	-1.83
	[-10.61; 6.96]
	0.0%
	

	UK
	1
	12.77
	[-5.17; 30.71]
	--
	

	Egypt
	1
	3.86
	[-3.59; 11.31]
	--
	

	Multinational
	1
	-0.50
	[-6.59; 5.59]
	--
	

	China
	1
	-17.01
	[-27.07; -6.95]
	--
	

	Sex
	
	
	
	
	0.89

	Women
	1
	-2.70
	[-21.04; 15.64]
	--
	

	Both
	5
	-1.39
	[-9.73; 6.94]
	70.7%
	

	Risk of Bias (RoB)
	
	
	
	
	0.12

	Low
	3
	-7.83
	[-18.73; 3.07]
	59.8%
	

	High
	1
	12.77
	[-5.17; 30.71]
	--
	

	Some
	2
	1.25
	[-3.47; 5.96]
	0.0%
	

	Dose (>2.5 or <2.5)
	
	
	
	
	0.21

	>2.5
	4
	2.51
	[-2.91; 7.93]
	0.0%
	

	<2.5
	2
	-8.25
	[-24.40; 7.90]
	86.8%
	

	Pre-existing Cardiovascular History
	
	
	
	
	0.62

	Yes
	3
	-2.73
	[-18.50; 13.04]
	81.9%
	

	No
	3
	1.48
	[-4.20; 7.16]
	0.0%
	

	Pre-existing Renal Disease
	
	
	
	
	--

	No

	6
	-1.59
	[-8.82; 5.65]
	63.4%
	

	Pre-existing Stroke
	
	
	
	
	0.1

	Yes
	1
	12.77
	[-5.17; 30.71]
	--
	

	No
	5
	-3.17
	[-10.47; 4.12]
	64.2%
	

	Diabetes
	
	
	
	
	0.48

	Yes
	3
	-4.07
	[-15.96; 7.82]
	82.1%
	

	No
	3
	0.99
	[-6.90; 8.88]
	3.0%
	

	Duration of Intervention (Months)
	
	
	
	
	0.45

	3.0
	3
	-5.25
	[-18.78; 8.28]
	81.3%
	

	1.5
	1
	12.77
	[-5.17; 30.71]
	--
	

	6.0
	1
	-0.50
	[-6.59; 5.59]
	--
	

	2.0
	1
	-1.57
	[-11.58; 8.44]
	--
	

	Intervention
	
	
	
	
	<0.01

	FA only
	4
	2.51
	[-2.91; 7.93]
	0.0%
	

	FA + B6 + B12
	1
	-0.50
	[-6.59; 5.59]
	--
	

	FA + B6
	1
	-17.01
	[-27.07; -6.95]
	--
	

	Baseline Folate
	
	
	
	
	0.17

	>16
	1
	12.77
	[-5.17; 30.71]
	--
	

	<16
	1
	-1.57
	[-11.58; 8.44]
	--
	

	Baseline Homocysteine (Hcy)
	
	
	
	
	0.99

	>15
	1
	-2.70
	[-21.04; 15.64]
	--
	

	<15
	4
	-2.80
	[-13.35; 7.75]
	73.1%
	

	Hcy Changes
	
	
	
	
	

	<4
	6
	-1.5865
	[-8.8218; 5.6488]
	63.4%
	

	Hcy Changespercentage
	
	
	
	
	0.1422

	<20
	2
	-11.9935
	[-25.3760; 1.3891]
	44.4%
	

	20 to 30
	3
	1.9898
	[-2.5708; 6.5504]
	11.9%
	

	>30
	1
	-1.5700
	[-11.5791; 8.4391]
	--
	



Supplementary table 18: Sensitivity analysis for effect of folic acid supplementation on LDL levels
	Author
	Effect
	Lower
	Upper
	I^2
	RStudent
	DFFITS
	Cook's D
	Hat
	Weight
	Is Influential

	Omitting Bahmani F, 2018
	-1.39
	-9.73
	6.94
	0.71
	-0.10
	-0.05
	0.00
	0.10
	9.92
	no

	Omitting Doshi S, 2002
	-3.17
	-10.47
	4.12
	0.64
	1.34
	0.44
	0.18
	0.10
	10.19
	no

	Omitting El-khodary N, 2022
	-2.97
	-11.59
	5.66
	0.64
	0.71
	0.35
	0.14
	0.21
	21.18
	no

	Omitting Lange H, 2004
	-1.75
	-11.26
	7.76
	0.70
	0.12
	0.04
	0.00
	0.23
	22.89
	no

	Omitting Liu M, 2020
	1.18
	-2.87
	5.23
	0.00
	-3.29
	-1.27
	0.56
	0.18
	17.88
	yes

	Omitting Shidfar F, 2009
	-1.48
	-10.64
	7.68
	0.71
	-0.01
	-0.03
	0.00
	0.18
	17.94
	no


 
 
[bookmark: _GoBack]

Supplementary figure 1: Effect of folic acid supplementation on peripheral arterial disease risk
Forest plot detailing the relative risk (RR) and 95% confidence intervals for the effect of folic acid supplementation on peripheral arterial disease risk[image: ]. 

Supplementary figure 2: Effect of folic acid supplementation on HDL levels
[image: ]Forest plot detailing the mean difference (MD) and 95% confidence intervals for the effect of folic acid supplementation on HDL levels





Supplementary figure 3: Effect of folic acid supplementation on LDL levels
[image: ]Forest plot detailing the mean difference (MD) and 95% confidence intervals for the effect of folic acid supplementation on LDL levels
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