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1 plasma homocysteine lowering intervention

Trial Treatments Patients Trials design and methods

folic acid vs control
FOLARDA (Liem) , 2004
n=140/143
follow-up: 1 year

folic acid 5 mg per day for 1 year
versus
usual care

patients with acute MI and total cholesterol
>6.5 mmol/l

Parallel groups
open
The Netherlands

GOES (Liem) , 2003
n=300/293
follow-up: 24 months

folic acid 0.5 mg per day
versus
usual care

patients with stable coronary artery disease Parallel groups
open
The Netherlands

folic acid, B12 vs control
NORVIT (folic acid + B12)
(Bonaa) , 2006
[NCT00266487]
n=1872/1877
follow-up: 36 months

folic acid 0.8mg and B12 0.4 mg daily
versus
no folic acid and B12

men and women who had had an acute
myocardial infarction within seven days
before

Factorial plan
double-blind
Norway

folic acid, vit B12 and vit B6 vs control
NORVIT (folic acid, B12 and
vit B6) (Bonaa) , 2006
[NCT00266487]
n=937/943
follow-up: 36 months

0.8 mg of folic acid, 0.4 mg of vitamin B12,
and 40 mg of vitamin B6
versus
placebo

men and women who had had an acute
myocardial infarction within seven days

Factorial plan
double-blind
Norway

vit B6 vs control
NORVIT (vit B6) (Bonaa) ,
2006
[NCT00266487]
n=1871/1878
follow-up: 36 months

vit B6 40 mg daily
versus
no vit B6

men and women who had had an acute
myocardial infarction within seven days

Factorial plan
double-blind
Norway

folic acid vs placebo
CSPPT , 2015
[NCT00794885]
n=10348/10354
follow-up:

enalapril 10 mg / folic acid 0.8 mg daily
versus
Enalapril maleate 10 mg daily

patients with primary hypertension Parallel groups
double-blind
China

CHAOS-2 , 2002
n=942/940
follow-up: 1.7 y

folic acid 5 mg per day (for 2 years)
versus
placebo

patient with CHD Parallel groups
double blind
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folic acid, B12 vs placebo
WENBIT (folic ac,B12) , 2008

[NCT00354081]
n=772/780
follow-up: 38.4 mo

folic acid 0.8mg, vit B12 0.4mg daily
versus

placebo

adult participants undergoing coronary
angiography

Factorial plan
double blind
Norway

SEARCH , 2007
[NCT00124072]
n=6033/6031
follow-up: 7 years

folic acid 2mg/d + vitamin B12 1mg/d
versus
placebo

patients survivors of myocardial infarction Factorial plan
double blind
UK

folic acid, vit B12 and vit B6 vs placebo
SU.FOL.OM3
[ISRCTN41926726]
n=1242/1259
follow-up:

supplementation with natural foLate, vitamin
B6 and B12
versus
placebo

patients with coronary or cerebral event
within the previous 12 months

Parallel groups
double-blind
France

VITATOPS , 2010
[NCT00097669X

]
n=4089/4075
follow-up: 3.4 y

folic acid and vitamins B12 and B6 in a
single tablet
versus
placebo

patients with recent stroke or TIA (within
the past seven months)

Parallel groups
double-blind
20 countries

HOPE-2 (Lonn) , 2006
[NCT00106886]
n=2758/2764
follow-up: Jan 2000 - dec 2000

folic acid, 2.5 mg, vitamin B6,50 mg and
vitamin B12, 1mg
versus
placebo

patients 55 years of age or older who had
vascular disease or diabetes and additional
risk factors for atherosclerosis

Parallel groups
double blind
13 countries

WAFACS , 2008
[NCT00000541]
n=2721/2721
follow-up: 7.3 y

folic acid 2.5mg, vitamin B6 50mg, and
vitamin B12 1mg daily
versus
placebo

women aged 42 years or older, with either a
history of CVD or 3 or more coronary risk
factors

Parallel groups
double blind
US

multivitamins vs placebo
FAVORIT ongoing
[NCT00064753]
n=NA
follow-up:

lowering homocysteine levels with a
multivitamin
versus
placebo

renal transplant recipients Parallel groups
double-blind

vit B6 vs placebo
WENBIT (vit B6) , 2008
[NCT00354081]
n=772/780
follow-up: 38.4 mo

vit B6 40mg daily
versus

placebo

adult participants undergoing coronary
angiography

Factorial plan
double blind
Norway

high dose - folic acid, vit B12 and vit B6 vs low dose - folic acid, vit B12 and vit B6
continued...
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VISP (Toole) , 2004
n=1827/1853
follow-up: 2 y

high-dose of folic acid, pyridoxine (vitamin
B6), and cobalamin (vitamin B12)
versus
low-dose of folic acid, pyridoxine (vitamin
B6), and cobalamin (vitamin B12)

adults with nondisabling cerebral infarction Parallel groups
double blind
United States, Canada, Scotland

References

FOLARDA (Liem), 2004:

Liem AH, van Boven AJ, Veeger NJ, Withagen AJ, Robles de Medina RM, Tijssen JG, van Veldhuisen DJ Efficacy of folic acid when added to statin therapy in patients with

hypercholesterolemia following acute myocardial infarction: a randomised pilot trial. Int J Cardiol 2004;93:175-9 [14975544] 10.1016/j.ijcard.2003.02.001

GOES (Liem), 2003:

Liem A, Reynierse-Buitenwerf GH, Zwinderman AH, Jukema JW, van Veldhuisen DJ Secondary prevention with folic acid: effects on clinical outcomes. J Am Coll Cardiol

2003;41:2105-13 [12821232]

Liem A, Reynierse-Buitenwerf GH, Zwinderman AH, Jukema JW, van Veldhuisen DJ Secondary prevention with folic acid: results of the Goes extension study. Heart 2005;91:1213-4

[16103563] 10.1136/hrt.2004.035030

NORVIT (folic acid + B12) (Bonaa), 2006:

Bnaa KH, Njlstad I, Ueland PM, Schirmer H, Tverdal A, Steigen T, Wang H, Nordrehaug JE, Arnesen E, Rasmussen K Homocysteine lowering and cardiovascular events after

acute myocardial infarction. N Engl J Med 2006;354:1578-88 [16531614] 10.1056/NEJMoa055227

NORVIT (folic acid, B12 and vit B6) (Bonaa), 2006:

Bnaa KH, Njlstad I, Ueland PM, Schirmer H, Tverdal A, Steigen T, Wang H, Nordrehaug JE, Arnesen E, Rasmussen K Homocysteine lowering and cardiovascular events after

acute myocardial infarction. N Engl J Med 2006;354:1578-88 [16531614] 10.1056/NEJMoa055227

NORVIT (vit B6) (Bonaa), 2006:

Bnaa KH, Njlstad I, Ueland PM, Schirmer H, Tverdal A, Steigen T, Wang H, Nordrehaug JE, Arnesen E, Rasmussen K Homocysteine lowering and cardiovascular events after

acute myocardial infarction. N Engl J Med 2006;354:1578-88 [16531614] 10.1056/NEJMoa055227

CSPPT, 2015:

Huo Y, Li J, Qin X, Huang Y, Wang X, Gottesman RF, Tang G, Wang B, Chen D, He M, Fu J, Cai Y, Shi X, Zhang Y, Cui Y, Sun N, Li X, Cheng X, Wang J, Yang X, Yang T,

Xiao C, Zhao G, Dong Q, Zhu D, Wang X, Ge J, Zhao L, Hu D, Liu L, Hou FF Efficacy of Folic Acid Therapy in Primary Prevention of Stroke Among Adults With Hypertension in

China: The CSPPT Randomized Clinical Trial. JAMA 2015 Mar 15;: [25771069] 10.1001/jama.2015.2274

CHAOS-2, 2002:

Baker F, Picton D, Blackwood S, Hunt J, Erskine M, Dyas M, et al. Baker F, Picton D, Blackwood S, Hunt J, Blinded comparison of folic acid and placebo in patients with

ischaemic heart disease: an outcome trial [abstract] Circulation 2002;106(Suppl II):741.

WENBIT (folic ac,B12), 2008:

SEARCH, 2007:

SU.FOL.OM3, :

VITATOPS, 2010:

HOPE-2 (Lonn), 2006:

WAFACS, 2008:

FAVORIT, :

WENBIT (vit B6), 2008:

VISP (Toole), 2004:

3

http://www.trialresultscenter.org/VISP (Toole) trial summary-S8857
http://www.ncbi.nlm.nih.gov/pubmed?term=14975544
http://dx.doi.org/10.1016/j.ijcard.2003.02.001
http://www.ncbi.nlm.nih.gov/pubmed?term=12821232
http://www.ncbi.nlm.nih.gov/pubmed?term=16103563
http://dx.doi.org/10.1136/hrt.2004.035030
http://www.ncbi.nlm.nih.gov/pubmed?term=16531614
http://dx.doi.org/10.1056/NEJMoa055227
http://www.ncbi.nlm.nih.gov/pubmed?term=16531614
http://dx.doi.org/10.1056/NEJMoa055227
http://www.ncbi.nlm.nih.gov/pubmed?term=16531614
http://dx.doi.org/10.1056/NEJMoa055227
http://www.ncbi.nlm.nih.gov/pubmed?term=25771069
http://dx.doi.org/10.1001/jama.2015.2274


2 About TrialResults-center.org

TrialResults-center is an innovative knowledge database that collects the results of RCTs and provides dynamic interactive systematic reviews and meta-
analysis in the field of all major heart and vessels diseases.

The TrialResults-center database provides a unique view of the treatment efficacy based on all data provided directly from clinical trial results, offering
a valuable alternative to personal bibliographic search, published meta-analysis, etc. Furthermore, it would allow comparing easily the various concurrent
therapeutic for the same clinical condition.

Rigorous meta-analysis method is used to populate TrialResults-center: widespread search of published and non published trials, study selection using
pre-specified criteria, data extraction using standard form.

TrialResults-center is continually updated on a weekly basis. We continually search all new results (whatever their publication channel) and these news
results are immediately added to the database with a maximum of 1 week.

TrialResults-center is non-profit and self-funded.
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