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of the ones having atherosclerotic vascular disease, 13-
47% show moderate to intermediate hyperhomocyste-
ine levels [1,2].

Changes in plasma homocysteine levels can result 
from the presence of several factors including physio-
logical, genetic, nutritional, drug induced and hormonal 
factors. First studies indicating mild hyperhomocyste-
inemia as an independent risk factor for cardiovascular 
disease, with a prevalence of approximately 5% in the 
general population, date from the 80th decade [3-6].

Metabolism of Homocysteine
Homocysteine is an amino acid with SH group, pro-

duced exclusively from methionine which, as an essen-
tial amino acid, comes from food diet [7]. Homocysteine 
metabolism involves two different metabolic pathways: 
the remethylation and the transsulfuration pathways 
(Figure 1) [8,9].

The remethylation pathway, mainly occurring in 
starvation conditions, involves the catabolism of me-
thionine. In the first step, methionine reacts with ATP 
leading to the formation of S-adenosylmethionine. This 
molecule then loses the methyl group attached with 
the sulphur atom (present in methionine), forming 
S-adenosyl-homocysteine. The methyl group released 
by S-adenosylmethionine can be transferred by meth-
yl-transferases to several substrates (methyl acceptors) 
like proteins, DNA or phospholipids (Figure 1).

The next step is the hydrolysis of S-adenosyl-homo-
cysteine to produce homocysteine. Later, the sulphur 
atom of homocysteine can be transferred to serine en-
tering the transsulfuration pathway described below. 
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Introduction
Cardiovascular diseases are the main cause of death 

in developed countries. Several risk factors are involved 
in its development like family background, hypercholes-
terolemia, obesity, diabetes mellitus and environmental 
factors such as sedentarism. High level of plasma ho-
mocysteine also represents a risk factor, independent 
of other factors. It is observed that 5-7% of general 
population show hyperhomocysteinemia, and of those, 
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sequentially involved: Cystathionine β-synthase (CBS) 
and cystathionine lyase. The active form of vitamin B6 - 
pyridoxal phosphate - is a cofactor of CBS that converts 
homocysteine into cystathionine, first step of the trans-
sulfuration pathway (Figure 1). The α-ketobutirate can 
be converted into propionyl-CoA that is further trans-
formed into succinyl-CoA (an intermediate of the Krebs 
cycle). It is evident the importance of B vitamins in ho-
mocysteine metabolism, since these molecules play a 
crucial role as enzyme cofactors. Vitamin B6 is required 
for CBS activity while vitamin B12 is the cofactor of MS. 
Another important vitamin for homocysteine metabo-
lism is riboflavin that is necessary for MTHFR function.

Homocysteine can be found in plasma in the free 
form (around 20-30%), but most of it (70-80%) is associ-
ated with plasma proteins, mainly albumin.

Plasma homocysteine present in the free form can 
also be in the oxidized form, giving rise to two types 
of disulphides: Homocysteine dimers (homocystine) or 
homocysteine-cysteine dimers. From the free homocys-
teine fraction, 2 to 5% correspond to its reduced form. 
Total plasma homocysteine is the sum of all free forms 
and forms attached to proteins [11].

Concerning plasma homocysteine levels, there is no 
consensus about the upper standard limits for healthy 

Homocysteine can also be used to regenerate methi-
onine, by the vitamin B12 dependent enzyme methi-
onine synthetase (MS) that transfers a methyl group 
given by 5-methyltetrahydrofolate to homocysteine. 
In most cells, this is the main or unique pathway of 
conversion of homocysteine to methionine. This ami-
no acid will enter a new cycle of donation of methyl 
group. Another product of this reaction is tetrahydro-
folate, that will be reconverted to 5-methyltetrahydro-
folate through the folate cycle, where the conversion 
of 5,10-methylenetetrahydrofolate to 5-methyltetrahy-
drofolate is catalysed by the FAD dependent enzyme, 
methylenetetrahydrofolate reductase (MTHFR) [10]. 
MTHFR enzyme has an important function since it reg-
ulates the availability of 5-methyltetrahydrofolate for 
homocysteine remethylation. The reaction catalysed by 
MS allows the connection between the methionine and 
the folate cycles (Figure 1).

The transsulfuration pathway, that takes place in 
cases of methionine overload, involves the catabo-
lism of homocysteine to sulphate, later excreted in the 
urine. The sulphur atom present in homocysteine is 
transferred to serine leading to the production of cyste-
ine, while the nitrogenated group and the carbons that 
belonged to homocysteine are released as ammonium 
and α-ketobutirate. In this process, two enzymes are 
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Figure 1: Homocysteine metabolism (adapted from [10]).
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Li, et al. [25] detected eleven mutations and 
eight (IVS3+1G>A, p.T493fsX46, p.T236N, p.L230Q, p.
K72I, p.S201ProfsX36, p.M337IfsX115 and IVS14-1G>C) 
were novel. The remaining three mutations (p.R125Q, 
p.T257M and p.G116R) had been previously reported 
[25].

Moreover, Voskoboeva, et al. [26] detected one 
new nonsense mutation (Q368Term), one new mis-
sense mutation (р.D444Y) and three novel small dele-
tions (c.1560-1569delCACCGGGAAG; c.216-217delAT; 
c.1498-1499delT) in Russian patients.

Other rare genetic changes can cause an up to 20 
times increase in plasma homocysteine and lead to 
the development of severe hyperhomocysteinemia 
and result from deficiency in the MTHFR enzyme of 
the remethylation pathway and 10 different mutations 
in this gene have already been described (located at 
1p36.3) [18,19].

The major known genetic determinant of mild hyper-
homocysteinemia in the general population is a thermo-
labile missense mutation, that leads to the change of al-
anine per valine, resulting from the substitution of cyto-
sine per thymine in base 677 of the gene. This mutation 
leads to loss of more than 60% of MTHFR enzymatic ac-
tivity [20], and 8% of general population is homozygous 
for this variant. In these patients, folate level interferes 
directly with plasma homocysteine content, and this is 
only increased when folate concentration is below 15.4 
nmol/L [27-30]. This mutation can be present together 
with the CBS mutation.

The other rare genetic change results from mutation 
in the MS gene, being associated with ischemic cardiac 
disease, mainly in smokers [20].

In most cases, severe hyperhomocysteinemia de-
velops in patients homozygous for the CBS mutation 
and in only in 5-10% of individuals deficient in MTHFR. 
Heterozygous individuals for CBS and MTHFR deficien-
cies, when associated with low level of folate and use of 
drugs develop moderate or intermediate hyperhomo-
cysteinemia [18].

Mutations in the genes MTHFR and MS lead to clin-
ical symptoms like the ones described for the CBS mu-
tations, suggesting that the presence of high levels of 
homocysteine might be the pathogenic factor involved 
in vascular complications [19].

Although innate errors of homocysteine metabolism 
previously described are very rare, hyperhomocyste-
inemia is relatively common in several populations. It 
is more common in men (21% above women) and in-
creases in women during menopause [28]. There is also 
an increase with age and, since elderly patients show 
bigger vitamin deficiency, hyperhomocysteinemia is, 
in this group of individuals, an important risk factor for 
coronary disease [29,30].

individuals, ranging from 5 to 15 µmol/L [2,12,13]. How-
ever, some studies have shown that an upper limit of 
15 µmol/L is too high in well-nourished populations 
without vitamin deficiencies [14]. Moreover, plasma 
homocysteine concentrations vary with age and gender 
[12,13].

It has been documented the existence of substan-
tial cardiovascular risk with plasma homocysteine lev-
els between 10 and 15 µmol/L. However, on the other 
hand, de Bree, et al. [15] observed that an increase of 
5 µmol/L in plasma homocysteine concentration, rises 
1.03 the risk of coronary heart disease mortality. These 
results do not support the idea of an influence of hy-
perhomocysteinemia in increased risk of cardiovascular 
disease [15].

Genetic Factors Involved in the Development 
of Hyperhomocysteinemia

The clinical syndrome homocystinuria, identified al-
most 60 years ago [16,17], is a disorder with autosomal 
recessive transmission. Phenotypic characteristics in-
clude thromboembolism and vascular occlusion, chang-
es in long bones, ocular displacement, mental retarda-
tion and varying degrees of neurological impairment 
[10,18,19].

Severe hyperhomocysteinemia is caused by rare ge-
netic defects in the remethylation or transsulfuration 
pathways. The most common inborn error of homo-
cysteine metabolism is the CBS deficiency, also called 
classical hyperhomocysteinemia, that affects the trans-
sulfuration pathway. Thirty-three point mutations in the 
long arm of chromosome 21 (21q22.3) responsible for 
this enzymatic deficiency have been described [20]. The 
incidence of homozygous individuals for the CBS muta-
tion in the world is 1:200.000, while for heterozygous 
varies between 1:70 and 1:2000 in the general popula-
tion [21]. According with Tsai, et al. [11], it is estimated 
that 30-40% of individuals with early vascular disease, 
are heterozygous for the CBS mutation.

So far, more than 150 different mutations in the 
CBS gene have been identified in different populations 
[22]. Examples of these mutations are nine distinct mu-
tations identified by Mendes, et al. [23] in 22 indepen-
dent alleles from homocystinuria patients: Four nov-
el mutations (p.K269del, p.P427L, p.S500L and p.L540Q) 
and five previously described mutations (p.P49L, 
p.C165Rfs*2, p.I278T, p.R336H and p.D444N). Another 
study identified two novel missense mutations (p.L136P 
and p.A158V), in the CBS gene of a Han Chinese family 
[22].

Two novel CBS mutations were identified in work 
of Ibrahim, et al. [24], a missense change in exon 7 
(p.L156P) and an in-frame deletion (c.808_810del; 
p.E270del) in exon 10. These researchers also identified 
a recurrent missense mutation (p.T257M) in exon 10 of 
the gene [24].
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Other work explored the contribution of nitrative 
stress on the deficiency of CBS activity [35]. This study 
observed that an increased nitrative stress level was ac-
companied by increased plasma homocysteine. More-
over, increased nitration of CBS led to decreased CBS 
activity [35].

Moreover, Yakub, et al. [36] observed a relationship 
between lead and homocysteine plasma levels. These 
researchers found out that individuals with genotype 
CT or TT for the MTHFR gene who also had blood lead 
levels above 10 µg/dL, had significantly increased risk 
for hyperhomocysteinemia when compared with the CC 
genotype [36].

Studies have also been conducted on the impor-
tance of microbial infection in homocysteine levels and 
consequent atherogenesis. Pathogenic microorganisms 
cause synthesis of polyamines in host cells. This is ac-
complished by increasing the transfer of aminopropyl 
groups from adenosylmethionine to putrescine, that 
leads to depletion of intracellular adenosylmethionine 
in those cells. Absence of adenosylmethionine dysreg-
ulates methionine metabolism, leading to hyperhomo-
cysteinemia, among other effects [37,38].

Pathomechanisms of Hyperhomocysteinemia 
in the Development of Cardiovascular Disease

Hyperhomocysteinemia has been considered an im-
portant risk factor, independent of other factors, for 
cardiovascular disease and atherosclerosis [39,40].

So far, there is no consensus concerning the patho-
physiological mechanism explaining the relationship 
between hyperhomocysteinemia and cardiovascular 
disease, and several hypotheses have been suggested. 
In this way, vascular lesion resulting from hyperhomo-
cysteinemia, would involve lesion of endothelial cells, 
growth of vascular smooth muscles, increase in platelet 
adhesion and oxidation of LDL followed by its deposi-
tion in the vascular wall and the activation of blood co-
agulation cascade [39,41].

Studies have also shown that high levels of homocys-
teine have impact on the traditional cardiovascular risk 
factors. For instance, hyperhomocysteinemia seems to 
influence plasma cholesterol levels. Choy, et al. [42,43] 
observed that high levels of homocysteine lead to in-
creased production of cholesterol and secretion of apo-
lipoprotein B-100. This effect on cholesterol synthesis 
is mediated by activation of the enzyme HMG-CoA re-
ductase, that catalyses the regulatory point in choles-
terol biosynthesis [42,43]. Wu, et al. [44] also observed 
a markedly increase in HMG-CoA reductase activity in 
liver cells of hyperhomocysteinemic rats, together with 
hepatic lipid accumulation. Activation of HMG-CoA re-
ductase was caused by increased gene expression and 
reduction in enzyme phosphorylation (that converts 
it in the inactive form) [44]. According to Choy, et al. 
[42] the increase in apoB secretion was caused by the 

Environmental Factors Determining the Devel-
opment of Hyperhomocysteinemia

Several studies discuss the effect of external factors 
in the development of high levels of plasma homocys-
teine. One of these factors are nutritional changes. 
Nygard, et al. [31] describe a strong inverse association 
between plasma concentration of folic acid and/or food 
diet and total concentration of plasma homocysteine 
[31]. Folic acid deficiency can lead to increased plasma 
homocysteine [31]. Individuals with folate levels above 
15 nmol/L do not show hyperhomocysteinemia [31].

Moreover, according with the study of Fonseca, et 
al. [7], patients with vitamin B6 deficiency, have normal 
basal homocysteine but altered levels after overload. 
However, other studies observed that folate, vitamin B6 
or B12 insufficiencies were associated with hyperhomo-
cysteinemia in both sexes [32]. On the other hand, de-
ficiency of vitamin B2 was significantly associated with 
hyperhomocysteinemia only in males. In individuals with 
adequate folate, vitamins B6 and B12 levels, there was 
no significant association between vitamin B2 and hy-
perhomocysteinemia [32]. The association was only ob-
served in individuals who had poor folate, vitamin B6, 
or B12 status [32]. Same researchers also observed that 
the association between vitamin B12 insufficiency and 
hyperhomocysteinemia was not affected by simultane-
ous vitamin B2 or B6 insufficiency but increased 3-fold 
when combined with folate deficiency [32].

These results suggest a synergic relationship of fo-
late and vitamin B12 deficiencies on the development of 
hyperhomocysteinemia. The same happens with folate 
and vitamin B6 insufficiencies [32].

The use of certain drugs can also indirectly lead to 
increase in plasma homocysteine. During therapy with 
methotrexate (structural analogue of folate) and anti-
convulsants (phenytoin and carbamazepine), folic acid 
levels are decreased [18] and can result in increase in 
homocysteine levels. This statement is consistent with 
work of Chandrasekaran, et al. [33] where a correlation 
between the duration of antiepileptic drug therapy and 
high homocysteine plasma levels was observed. How-
ever, a meta-analysis performed to determine the in-
fluence of oxcarbazepine monotherapy on plasma ho-
mocysteine levels, does not support the hypothesis that 
the therapy changes serum levels of homocysteine [34].

Moreover, the use of the anaesthetic nitrous oxide 
reduces vitamin B12 levels and vitamin B6 is altered 
by theophylline, consequently affecting homocysteine 
content [18].

Hormonal changes, like oestrogen decrease during 
menopause, increases homocysteine levels. Thyroid 
hormones also interfere with plasma homocysteine. It 
has been observed that patients with hypothyroidism 
show high homocysteine levels, while hyperthyroidism 
leads to normal levels [7].
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Studies have suggested that a better biomarker of 
the association of hyperhomocysteinemia and vascular 
disease would be the increase in S-adenosyl-homocys-
teine, instead of homocysteine itself [54,55]. The en-
hancement of S-adenosyl-homocysteine results from 
the reversal reaction catalysed by S-adenosyl-homocys-
teine hydrolase. The increase in S-adenosyl-homocyste-
ine leads to feedback inhibition of methyltransferases 
that are dependent on S-adenosylmethionine, like DNA 
methyl-transferases [54,55]. Therefore, there will be a 
decrease in DNA methylation. Results of Castro, et al. 
[53] support the hypothesis of S-adenosyl-homocyste-
ine accumulation and consequent DNA hypomethyl-
ation are the causing agents of the pathogenic role of 
hyperhomocysteinemia in vascular disease. These dis-
turbances in DNA methylation and consequent changes 
in gene expression, have deep effects in the risk of car-
diovascular disease [56].

In the same way, Zhang, et al. [57] observed that 
mild increased homocysteine levels induce hypomethyl-
ation, while high concentration of homocysteine lead to 
hypermethylation in the promoter CpG island of the di-
methylarginine dimethylaminohydrolase (DDAH2) gene. 
An increase in DDAH2 gene expression was observed in 
mild enhanced concentration and in high concentration 
of homocysteine a decrease in gene expression was de-
tected [57]. This protein is the key enzyme for degrada-
tion of asymmetric dimethylarginine (ADMA), which is 
an endogenous inhibitor of endothelial nitric oxide (NO) 
synthase (eNOS). The inhibition of DDAH2 activity was 
followed by increase in ADMA and consequent reduc-
tion of eNOS activity and decrease of NO production 
[57]. Dysfunction of nitric oxide pathway, resulting from 
hyperhomocysteinemia, that leads to reduced dilator 
responses of arteries and arterioles was proposed as 
one of the pathomechanisms that would affect all cell 
functions involved in cardiac dysfunction [58].

Yan, et al. [59] also showed that hyperhomocystein-
emia reduces NO levels, phosphorylation of endothelial 
nitric oxide synthase (eNOS) and vascular endothelial 
growth factor expression, leading to endothelial dys-
function.

Moreover, increased S-adenosyl-homocysteine leads, 
not only to DNA hypomethylation, but also to decreased 
methylation of tRNA [60], as well as to decreased pro-
tein arginine methylation [61]. Esse, et al. [61] state 
that protein arginine methylation is more sensitive to 
increases in S-adenosyl-homocysteine than DNA meth-
ylation.

Changes in tRNA methylation lead to altered expres-
sion of the selenoprotein glutathione peroxidase 1, one 
of the major antioxidants that can modulate overall ox-
idative stress [60]. The decrease in its gene expression 
leads to an increase in cellular hydrogen peroxide and 
consequent up-regulation of endothelial adhesion mol-
ecule expression. This is enough to provoke changes in 

increase in cholesterol level induced by homocysteine, 
being a plausible mechanism for the observed relation-
ship between hyperhomocysteinemia and the develop-
ment of atherogenesis and coronary artery disease.

Moreover, Hemati, et al. [45] observed that insu-
lin resistant patients usually have higher homocyste-
ine plasma level. This study allowed establishing a re-
lationship between high homocysteine levels and high 
plasma glucose observed in diabetes mellitus type 2 
patients [45].

Other studies have associated hyperhomocystein-
emia with increased blood pressure [46,47]. However, 
work of Borges, et al. [48] does not corroborate the 
possible role of homocysteine on changes in blood pres-
sure.

In vivo studies performed by Dudman [49] showed 
that homocysteine activates separately each type of 
leucocyte and endothelial cell, giving evidences of the 
role of homocysteine as a natural regulator of leuco-
cytes. Leucocyte induction and endothelial adhesion 
provoked by homocysteine, leads to trans-endothelial 
migration of leucocytes and endothelial lesion. Conse-
quently, selective change of the expression of the pro-
tein responsible for chemoattraction of monocytes and 
interleukins will take place. These lead to the release of 
cytokines and inflammatory agonists [49].

Study of Poddar, et al. [50] showed that homocyste-
ine induced mRNA expression of the proinflammatory cy-
tokines monocyte chemoattractant protein-1 and inter-
leukin-8 in cultured human aortic endothelial cells, and 
their secretion. This suggests that homocysteine may 
contribute to the initiation and progression of vascular 
disease by promoting leukocyte recruitment [50].

Moreover, Silverman, et al. [51] observed that hy-
perhomocysteinemia leads to a 5-fold increase in vascu-
lar cell adhesion molecule 1 (VCAM-1) mRNA expression 
in human endothelial cells, resulting in increased adhe-
sion of monocytes.

Fang, et al. [52] demonstrated that hyperhomocys-
teinemia and hyperglycemia increased monocytes and 
macrophages lesions, followed by increased levels of 
inflammatory monocytes and macrophages and conse-
quent accelerates atherosclerosis. Inflammatory mono-
cytes correlated negatively with the ratio of S-adenosyl-
methionine to S-adenosyl-homocysteine [52].

An alternative explanation for the effect of hyperho-
mocysteinemia is that it is a marker of low level of vita-
mins B or diminished capacity of methylation in cells, 
being any of these two factors possibly related with the 
disease. Castro, et al. [53] showed that leucocytes of pa-
tients with cardiovascular disease have decreased DNA 
methylation, together with increased plasma levels of 
homocysteine and S-adenosyl-homocysteine. More-
over, even with a general state of hypomethylation, 
certain regions of the genome can be hypermethylated.
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cludes that high homocysteine levels cause mitochon-
drial dysfunction, which was displayed as a significant 
decrease in respiratory chain activities, increased pro-
duction of reactive oxidative species and mitochondrial 
swelling [68].

Zhang, et al. [69] also observed, together with de-
creased activity of complex III, low levels of aconitase 
gene expression (enzyme involved in the Krebs cycle) in 
hyperhomocysteinemia conditions. Increased levels of 
reactive oxidative species and decreased ATP content, 
that play important roles in cellular stress response 
during cell growth, were also present [69]. Hyperho-
mocysteinemia induced mitochondrial dysfunction that 
modulated apoptosis [70], leading to coronary and pe-
ripheral artery and venous vessel diseases, resulting in 
vasomotor dysfunction and increased thrombosis, con-
sequently increasing morbidity and mortality [58].

Oxidative stress seems to be an important in vivo 
mechanism responsible for the development of endo-
thelium dysregulation of wall shear stress in hyperho-
mocysteinemia cases [58,71].

Increased oxidative species, decreased endothelial 
nitric oxide synthase and consequent reduced nitric ox-
ide levels were accompanied by reduced levels of pro-
tein S-nitrosylation in cases of hyperhomocysteinemia 
[72-74]. Results of these studies suggest that homocys-
teine promotes atherosclerosis by inhibiting vascular 
protein S-nitrosylation [72-74].

As previously discussed, infections by pathogenic mi-
crobes leads to depletion of adenosylmethionine that 
causes, besides hyperhomocysteinemia, a decrease 
in the production of nitric oxide and impaired host 
response to infectious microbes, contributing to the 
pathogenesis of dementia and atherosclerosis [37,38].

All mentioned changes, that result from hyperho-
mocysteinemia, impair endothelium-dependent vaso-
dilation and regulation of blood flow, apoptosis of en-
dothelial cell that can be an important mechanism of 
vascular injury, resulting in vascular leak, inflammation 
and coagulation, leading to the development of athero-
sclerosis and cardiovascular disease [75].

Treatment Approaches for Hyperhomocyste-
inemia

As previously described, 5-methyltetrahydrofolate 
is the substrate for the enzyme methionine synthetase, 
being produced from folic acid. A strong inverse associ-
ation between folate concentration and plasma homo-
cysteine has been described by Nygard, et al. [31].

One approach tested in several studies for the treat-
ment of hyperhomocysteinemia involves supplemen-
tation of folic acid. The study Homocysteine Lowering 
Trialist Collaboration [76] showed that supplements of 
0.5-5.0 mg/day of folic acid, lead to a decrease of 25% in 
plasma homocysteine.

cell adhesion by increasing the binding of leukocytes. 
This study demonstrates that an increase in S-adenos-
yl-homocysteine can result in oxidative stress [60].

Moreover, recent studies have suggested that alter-
ations in hydrogen sulfide (H2S) production may also con-
tribute to homocysteine associated vascular disease. H2S 
was found to be a gasotransmitter, like nitric oxide and 
carbon monoxide [62]. Production of H2S results from 
the activity of several enzymes, including CBS [63]. An al-
ternative reaction catalysed by CBS is the condensation 
of cysteine with homocysteine to form cystathionine and 
H2S [64,65]. Chen, et al. [65] have shown that at physi-
ologically relevant concentrations of serine, homocyste-
ine, and cysteine, about 5% of the cystathionine formed 
is from cysteine. S-adenosylmethionine stimulates H2S 
producing reaction [65]. H2S is produced in endothelium, 
participating in the regulation of endothelial integrity 
through its beneficial anti-inflammatory and antioxidant 
effects. Hence, hyperhomocysteinemia is usually associ-
ated with decreased levels of H2S and this may contribute 
to the development of atherosclerosis.

Another proposed mechanism is the simultaneous 
increase of the activity of thromboxane A2 (TXA2) both 
in vessels and platelets [58]. Koller, et al. [58] suggested 
that these changes result from an increased production 
of reactive oxidative species (oxidative stress) due to 
increased NADPH oxidase assembly, which eventually 
leads to an inflammatory process and morphological re-
modelling of vessels.

In cases of hyperhomocysteinemia, the increase in 
superoxide production by NADPH oxidase and reduced 
formation of NO alters the regulation of mitochondrial 
function in the myocardium [58,66].

According with Chen, et al. [67] severe oxidative 
stress may lead to cell death through apoptosis or ne-
crosis. Besides NADPH oxidase, there are other stim-
uli for the production of reactive oxidative species in 
cells that include mitochondria where, under oxidative 
stress, the free electrons on the mitochondrial electron 
transport chain may leak out and react with molecular 
oxygen, thereby generating superoxide anion as met-
abolic by-products during respiration. Moreover, NO 
may react with superoxide anions producing the highly 
reactive peroxynitrite anion that damage DNA, proteins 
and lipids. These alterations in macromolecules play an 
important role in many physiological and pathological 
conditions [67].

A recent study found that hyperhomocysteinemia 
caused mitochondrial ultrastructural injury, transloca-
tion of cytochrome c and inhibited the activities of com-
plexes I, II and III from the electron transport chain [68]. 
These researchers also observed an increase in reactive 
oxidative species levels together with enhanced mito-
chondrial pSTAT3, a transcription factor that regulates 
expression of many other genes involved in cell prolif-
eration, differentiation and survival [68]. This study con-

https://en.wikipedia.org/wiki/Cysteine
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Other studies show that vitamin B12, important co-
factor of the enzyme methionine synthetase, has lower 
effect in the decrease of plasma homocysteine, when 
compared with folic acid [76]. In this study, supplements 
of vitamin B12 (0.5 mg/day) allowed an additional de-
crease of 7% in plasma homocysteine [76]. Quilivan, et 
al. [83] observed that when folate levels are optimized, 
a dependence between vitamin B12 and plasma homo-
cysteine develops, that is not observed during folic acid 
supplementation.

Azadibakhsh, et al. [84] tested a combined treat-
ment of folic acid and vitamin B12 and concluded that 
oral supplementation with 15 mg/day folic acid togeth-
er with 1 mg/day of vitamin B12 is effective in reducing 
homocysteine levels in haemodialysis patients.

Supplements of pyridoxal phosphate, active form of 
vitamin B6 (cofactor of the enzyme cystathionine β-syn-
thetase) do not have any additional effect to folic acid 
and vitamin B12 supplementation [76]. However, work 
of McKinley, et al. [85] with healthy individuals between 
63-80 years old, showed that supplement of low dose 
of vitamin B6 (1.6 mg/day) for 12 weeks, after folic acid 
supplementation (that leads to 19.6% homocysteine 
reduction), leads to a subsequent decrease of 7.5% in 
plasma homocysteine levels.

No consensus is observed among the results ob-
tained in several studies with B vitamin supplementa-
tions. However, according with Debreceni and Debrece-
ni [86,87] the failure of vitamin therapies may result 
from inappropriate designs, since most studies neglect-
ed the impact of the use of other treatments, like statins, 
acetylsalicylic acid and other drugs, concomitant with B 
vitamin supplementations. These researchers state that 
the effect of statins and aspirin on cardiovascular dis-
ease protection and prevention might have reduced or 
abolished the possibility of observing an effect of B vita-
min supplementation. In this way, further research is re-
quired to evaluate the real effect of vitamin substitution 
therapy on decreasing homocysteine plasma levels and 
cardiovascular disease prevention [86,87].

Riboflavin supplements (required for the MTHFR en-
zyme) are not effective in plasma homocysteine reduc-
tion, before or after optimization of folate levels [88]. 
However, homozygous individuals for the C677T muta-
tion on the MTHFR gene show riboflavin dependence 
[89,90].

Moreover, Moat, et al. [91] measured plasma ho-
mocysteine in 126 healthy individuals 20-63 years of 
age with different MTHFR genotypes (42 CC, 42 CT, 
and 42 TT) at baseline and after three supplements for 
4 months: Placebo plus natural diet; 400 µg/day of fo-
lic acid supplement plus natural diet; and increased di-
etary folate to 400 µg/day. This study showed that at 
baseline and after nutritional intervention, lower ribo-
flavin status was associated with increased plasma ho-
mocysteine concentrations. Moreover, at baseline, in-

On the other hand, a study of Wald, et al. [77] in pa-
tients with cardiovascular disease, allowed to establish 
a food supplement of 0.8 mg/day to reach maximal drop 
of plasma homocysteine. Tighe, et al. [78] observed that 
a maximum homocysteine decrease in patients with 
cardiac disease, can be obtained with folic acid supple-
ments like the ideal dose for healthy individuals.

Malinow, et al. [1] observed a reduction of plasma 
homocysteine levels by using breakfast cereals fortified 
with folic acid in patients with coronary heart disease. 
These researchers showed that plasma homocysteine 
decreased proportionally with the increase in plasma 
content in folic acid and this one was affected by the 
folic acid content of the breakfast cereal [1]. Cereals 
providing 127 µg/day of folic acid, increased plasma fo-
lic acid by 31%, but decreased plasma homocysteine by 
only 3.7%. But cereals giving 499 and 665 µg/day of folic 
acid, increased plasma folic acid by 64.8% and 105.7%, 
respectively, and decreased plasma homocysteine by 
11% and 14%, respectively [1].

Fabre, et al. [79] also obtained a 32.3% reduction in 
plasma homocysteine by oral supplementation of 5 mg/
day of levofolinic acid to healthy women aged 18-35 years 
for 30 days. A decrease in plasma homocysteine was ob-
served from the second day of treatment onwards and 
maximum decline was seen after 30 days [79].

However, Armada, et al. [80] tested the supplemen-
tation of folic acid or folinic acid to haemodialysis pa-
tients and no normalization of homocysteine levels was 
observed.

A recent study of Tian, et al. [81] tested the efficacy 
of folic acid therapy in patients having hyperhomocyste-
inemia. After 3 months of treatment, plasma homocys-
teine levels of 484 patients were reduced to below the 
normal levels (15 μmol/L), corresponding to an average 
reduction of 56% [81]. However, these researchers ob-
served that more than 40% of patients subjected to folic 
acid supplementation failed to reach the normal homo-
cysteine range (5-15 μmol/L) after 3 months of treat-
ment [81].

Zappacosta, et al. [82] tested the efficacy of a fo-
late-rich diet or pharmacological supplementation of 
individuals with moderate hyperhomocysteinemia, on 
plasma homocysteine decrease. They observed that 
supplementation with natural folate-rich foods, folic 
acid or 5-methyltetrahydrofolate allowed a similar re-
duction in homocysteine levels in blood [82].

Similar results were obtained by Chandrasekaran, 
et al. [33] with supplementation of folic acid to hyper-
homocysteinemic children receiving phenytoin and 
carbamazepine monotherapy. These researchers ob-
served that the duration of antiepileptic drug therapy 
correlated significantly with high homocysteine and low 
folic acid plasma levels and administration of folic acid 
reduced plasma homocysteine content [33].

https://www.ncbi.nlm.nih.gov/pubmed/?term=Azadibakhsh N%5BAuthor%5D&cauthor=true&cauthor_uid=19736473
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and hepatic antioxidant status in rats fed with high me-
thionine diet [95]. This study reports that plasma homo-
cysteine increased after high methionine diet and quer-
cetin supplementation was able to lower those levels. 
However, this effect was accompanied by a decrease 
in serum and liver glutathione content and increased 
plasma alanine aminotransferase and aspartate amino-
transferase levels [95]. These authors suggest that one 
possible mechanism is associated with increased trans-
sulfuration of homocysteine, with quercetin acting as a 
prooxidant [95].

Several randomized control studies were conducted 
to examine whether homocysteine-lowering B-vitamin 
therapy would decrease the occurrence of adverse car-
diovascular events. Toole, et al. [96] observed that mod-
erate reduction of total homocysteine had no effect on 
vascular outcomes during the 2 years of follow-up.

Work of Towfighi, et al. [97] observed that age mod-
ified the association between B vitamin therapy and re-
current vascular risk in individuals having hyperhomo-
cysteinemia. In this study, older individuals were more 
likely to benefit from this therapy when compared with 
younger ones [97].

In the same way, a study of Nigwekar, et al. [98] in-
tended to evaluate the benefits and harms of some of 
the described homocysteine lowering therapies on all-
cause mortality and cardiovascular event rates in pa-
tients with end-stage kidney disease. Although these 
strategies can help in lowering plasma homocysteine 
levels, these researchers concluded that they did not 
reduce mortality (cardiovascular and all-cause) or car-
diovascular events among these patients.

Several meta-analysis studies have been published 
evaluating the impact of homocysteine-lowering inter-
ventions (vitamins B6, B9 and B12 supplementations) 
on cardiovascular events and observed no differences 
in effects of such interventions given alone or in combi-
nation on myocardial infarction, death from any cause 
or adverse events [99-102].

Conclusion
High level of plasma homocysteine is one of the risk 

factors contributing to cardiovascular disease. Plasma 
homocysteine content is influenced by diverse genetic 
and environmental factors. Several hypotheses con-
cerning the pathological mechanism of hyperhomocys-
teinemia have been proposed, but no clear picture has 
been established yet.

Hyperhomocysteine influences multiple vascular re-
sponses, including coagulation, platelet function, vascu-
lar smooth muscle responses, and endothelial function. 
This condition induces endothelial cell damage and al-
ters the production and/or activity of vasoregulatory 
mediators like NO. Moreover, high levels of plasma 
homocysteine impair endothelium-dependent vasodila-

dividuals with the TT genotype had significantly higher 
homocysteine levels than individuals with the CT and CC 
genotypes [91]. Plasma folate was lower in the TT group 
than in the CT or CC genotypes. CT individuals had in-
termediate levels [91]. Results of this study suggest that 
an increase in folic acid intake might also increase the 
requirement for riboflavin to achieve maximal catalytic 
activity of the enzyme MTHFR. However, no association 
between riboflavin status and vascular endothelial func-
tion at baseline or after increased intake from fortified 
foods was observed, suggesting that the increase in ri-
boflavin intake may not have additional benefits to the 
cardiovascular system [91].

A long-term treatment with vitamin C has been ap-
plied by Bagi, et al. [71] to rats having hyperhomocys-
teinemia to prevent oxidative stress-induced dysregu-
lation of arteriolar wall shear stress observed in these 
cases. Rats subjected to this treatment showed reduced 
oxidative stress and increase in nitric oxide bioavailabil-
ity. The regulation of shear stress in arterioles was re-
stored and systemic blood pressure normalized [71].

Other strategies have been tested for the treatment 
of hyperhomocysteinemia like the administration of 
cadmium in hyperhomocysteinemic mice, since this 
condition may result in susceptibility to xenobiotics 
like cadmium. In the study of Ramambason, et al. [92] 
no difference in plasma homocysteine level was found 
after cadmium administration in control and hyperho-
mocysteinemic mice. However, exposed hyperhomo-
cysteinemic mice showed significant lower levels of 
glutathione when compared to control mice, reflecting 
oxidative stress [92].

A recent study of Haddadi-Guemghar, et al. [93] used 
prune extract, a good source of phenolic antioxidants, 
to investigate its effect on hyperhomocysteinemic male 
mice. These researchers observed that the administra-
tion of prune extract significantly decreased plasma ho-
mocysteine level [93].

Kondakçi, et al. [94] tested the effect of N-acetylcys-
teine on plasma homocysteine levels and observed a de-
crease in serum homocysteine together with reduction 
of hepatic and renal reactive oxygen species. Studies of 
Chen, et al. [65] provide a biochemical explanation for 
the homocysteine-lowering effects of N-acetylcysteine 
treatment. Decreased H2S levels are found to be patho-
genic in human disease. In this way, it may be possible 
to increase H2S and lower homocysteine levels by in-
creasing the concentration of cysteine in tissues. N-ace-
tylcysteine is converted to cysteine inside cells, thereby 
increasing the concentration of cysteine and thus driv-
ing the conversion of homocysteine to cystathionine. 
This treatment would also increase the production of 
H2S [65].

Moreover, another study evaluated the effect of 
quercetin administration on homocysteine metabolism 

https://www.ncbi.nlm.nih.gov/pubmed/?term=Nigwekar SU%5BAuthor%5D&cauthor=true&cauthor_uid=27243372
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uria patients. J Inherit Metab Dis 37: 245-254.
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tion and regulation of blood flow, endothelial cell apop-
tosis that will lead to the development of atherosclero-
sis and cardiovascular disease.

Treatment strategies aiming the decrease in homo-
cysteine levels have been tested and all point to the 
correction of coenzymes levels. These coenzymes are 
essential for maximum activity of enzymes with critical 
roles in homocysteine metabolism. Supplementations 
of folic acid and/or vitamins B (mainly B12, but also 
B6), precursors of the synthesis of the mentioned coen-
zymes, have been effective in reduction of high levels of 
homocysteine, in most populations. Another B vitamin, 
riboflavin, seems to have effect on homocysteine levels 
in individuals carrying the C677T mutation on the MTH-
FR gene.

The mechanism of the beneficial effects of folates on 
the endothelium remains unclear, however it might in-
clude antioxidant actions, effects on cofactor availabil-
ity, or direct interactions with the enzyme endothelial 
NO synthase [103].

References
1. Malinow MR, Duell PB, Hess DL, Anderson PH, Kruger 

WD, et al. (1998) Reduction of plasma homocyst(e)ine lev-
els by breakfast cereal fortified with folic acid in patients 
with coronary heart disease. N Engl J Med 338: 1009-1015.

2. Ueland PM, Refsum H (1989) Plasma homocysteine, a risk 
factor for vascular disease: Plasma levels in health, dis-
ease and drug therapy. J Lab Clin Med 114: 473-501.

3. Wall RT, Rubenstein MD, Cooper SL (1981) Studies on the 
cellular basis of atherosclerosis: The effects of atheroscle-
rosis risk factors on platelets and the vascular endothelium. 
Diabetes 30: 39-43.

4. Mudd SH, Havlik R, Levy HL, McKusick VA, Feinleib M 
(1981) A study of cardiovascular risk in heterozygotes for 
homocystinuria. Am J Hum Genet 33: 883-893.

5. Wilcken DE, Reddy SG, Gupta VJ (1983) Homocystein-
emia, ischemic heart disease and the carrier state for ho-
mocystinuria. Metabolism 32: 363-370.

6. Brattstrom LE, Hardebo JE, Hultber BL (1984) Moderate 
homocysteinemia--a possible risk factor for arteriosclerotic 
cerebrovascular disease. Stroke 15: 1012-1016.

7. Fonseca V, Guba SC, Fink LM (1999) Hyperhomocyste-
inemia and the endocrine system: Implications for athero-
sclerosis and thrombosis. Endocr Rev 20: 738-759.

8. Duce AM, Ortiz P, Cabrero C, Mato JM (1988) S-adenos-
yl-L-methionine synthetase and phospholipid methyltrans-
ferase are inhibited in human cirrhosis. Hepatology 8: 65-
68.

9. Horowitz JH, Rypins EB, Henderson JM, Heymsfield SB, 
Moffitt SD, et al. (1981) Evidence of impairment of trans-
sulfuration pathway in cirrhosis. Gastroenterology 81: 668-
675.

10. Robinson K (2000) Homocysteine, B vitamins, and risk of 
cardiovascular disease. Heart 83: 127-130.

11. Tsai MY, Hanson NQ, Schwichtenberg K, Garg U (1995) 
Amplification refractory mutation system to identify muta-
tions in cystathionine beta-synthase deficiency. Clin Chem 
41: 1775-1777.

https://www.ncbi.nlm.nih.gov/pubmed/11026516
https://www.ncbi.nlm.nih.gov/pubmed/11026516
https://www.ncbi.nlm.nih.gov/pubmed/25016692
https://www.ncbi.nlm.nih.gov/pubmed/25016692
https://www.ncbi.nlm.nih.gov/pubmed/25016692
https://www.ncbi.nlm.nih.gov/pubmed/25016692
https://www.ncbi.nlm.nih.gov/pubmed/10320382
https://www.ncbi.nlm.nih.gov/pubmed/10320382
https://www.ncbi.nlm.nih.gov/pubmed/10320382
https://www.ncbi.nlm.nih.gov/pubmed/10320382
https://www.ncbi.nlm.nih.gov/pubmed/12535751
https://www.ncbi.nlm.nih.gov/pubmed/12535751
https://www.ncbi.nlm.nih.gov/pubmed/12535751
https://www.ncbi.nlm.nih.gov/pubmed/12535751
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2012909/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2012909/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2012909/
https://www.ncbi.nlm.nih.gov/pubmed/13960563
https://www.ncbi.nlm.nih.gov/pubmed/13960563
https://www.ncbi.nlm.nih.gov/pubmed/13960563
https://www.ncbi.nlm.nih.gov/pubmed/11339437
https://www.ncbi.nlm.nih.gov/pubmed/11339437
https://www.ncbi.nlm.nih.gov/pubmed/5792556
https://www.ncbi.nlm.nih.gov/pubmed/5792556
https://www.ncbi.nlm.nih.gov/pubmed/5792556
https://www.ncbi.nlm.nih.gov/pubmed/11339434
https://www.ncbi.nlm.nih.gov/pubmed/11339434
https://www.ncbi.nlm.nih.gov/pubmed/11339434
https://www.ncbi.nlm.nih.gov/pubmed/8724113
https://www.ncbi.nlm.nih.gov/pubmed/8724113
https://www.ncbi.nlm.nih.gov/pubmed/8724113
https://www.ncbi.nlm.nih.gov/m/pubmed/26667307/
https://www.ncbi.nlm.nih.gov/m/pubmed/26667307/
https://www.ncbi.nlm.nih.gov/m/pubmed/26667307/
https://www.ncbi.nlm.nih.gov/pubmed/23974653
https://www.ncbi.nlm.nih.gov/pubmed/23974653
https://www.ncbi.nlm.nih.gov/pubmed/23974653
https://www.ncbi.nlm.nih.gov/pubmed/23974653
https://www.ncbi.nlm.nih.gov/pubmed/23974653
https://www.ncbi.nlm.nih.gov/pubmed/29600437
https://www.ncbi.nlm.nih.gov/pubmed/29600437
https://www.ncbi.nlm.nih.gov/pubmed/29600437
https://www.ncbi.nlm.nih.gov/pubmed/29508359
https://www.ncbi.nlm.nih.gov/pubmed/29508359
https://www.ncbi.nlm.nih.gov/pubmed/29508359
https://www.ncbi.nlm.nih.gov/pubmed/29326875
https://www.ncbi.nlm.nih.gov/pubmed/29326875
https://www.ncbi.nlm.nih.gov/pubmed/29326875
https://www.ncbi.nlm.nih.gov/pubmed/29326875
https://www.ncbi.nlm.nih.gov/pubmed/8616944
https://www.ncbi.nlm.nih.gov/pubmed/8616944
https://www.ncbi.nlm.nih.gov/pubmed/8616944
https://www.ncbi.nlm.nih.gov/pubmed/8616944
https://www.ncbi.nlm.nih.gov/pubmed/8839504
https://www.ncbi.nlm.nih.gov/pubmed/8839504
https://www.ncbi.nlm.nih.gov/pubmed/8839504
https://www.ncbi.nlm.nih.gov/pubmed/8839504
https://www.ncbi.nlm.nih.gov/pubmed/8133587
https://www.ncbi.nlm.nih.gov/pubmed/8133587
https://www.ncbi.nlm.nih.gov/pubmed/8133587
https://www.ncbi.nlm.nih.gov/pubmed/8133587
https://www.ncbi.nlm.nih.gov/pubmed/9535664
https://www.ncbi.nlm.nih.gov/pubmed/9535664
https://www.ncbi.nlm.nih.gov/pubmed/9535664
https://www.ncbi.nlm.nih.gov/pubmed/9535664
https://www.ncbi.nlm.nih.gov/pubmed/2681479
https://www.ncbi.nlm.nih.gov/pubmed/2681479
https://www.ncbi.nlm.nih.gov/pubmed/2681479
https://www.ncbi.nlm.nih.gov/pubmed/7297772
https://www.ncbi.nlm.nih.gov/pubmed/7297772
https://www.ncbi.nlm.nih.gov/pubmed/7297772
https://www.ncbi.nlm.nih.gov/pubmed/7297772
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1685155/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1685155/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1685155/
https://www.ncbi.nlm.nih.gov/pubmed/6684724
https://www.ncbi.nlm.nih.gov/pubmed/6684724
https://www.ncbi.nlm.nih.gov/pubmed/6684724
https://www.ncbi.nlm.nih.gov/pubmed/6506111
https://www.ncbi.nlm.nih.gov/pubmed/6506111
https://www.ncbi.nlm.nih.gov/pubmed/6506111
https://www.ncbi.nlm.nih.gov/pubmed/10529901
https://www.ncbi.nlm.nih.gov/pubmed/10529901
https://www.ncbi.nlm.nih.gov/pubmed/10529901
https://www.ncbi.nlm.nih.gov/pubmed/3338721
https://www.ncbi.nlm.nih.gov/pubmed/3338721
https://www.ncbi.nlm.nih.gov/pubmed/3338721
https://www.ncbi.nlm.nih.gov/pubmed/3338721
https://www.ncbi.nlm.nih.gov/pubmed/7262512
https://www.ncbi.nlm.nih.gov/pubmed/7262512
https://www.ncbi.nlm.nih.gov/pubmed/7262512
https://www.ncbi.nlm.nih.gov/pubmed/7262512
https://www.ncbi.nlm.nih.gov/pubmed/10648479
https://www.ncbi.nlm.nih.gov/pubmed/10648479
https://www.ncbi.nlm.nih.gov/pubmed/7497621
https://www.ncbi.nlm.nih.gov/pubmed/7497621
https://www.ncbi.nlm.nih.gov/pubmed/7497621
https://www.ncbi.nlm.nih.gov/pubmed/7497621


ISSN: 2643-3966

Lopes. Int Arch Cardiovasc Dis 2018, 2:008 • Page 10 of 12 •

47. Lim U, Cassano PA (2002) Homocysteine and blood pres-
sure in the Third National Health and Nutrition Examination 
Survey, 1988-1994. Am J Epidemiol 156: 1105-1113.

48. Borges MC, Hartwig FP, Oliveira IO, Horta BL (2016) Is 
there a causal role for homocysteine concentration in blood 
pressure? A Mendelian randomization study. Am J Clin 
Nutr 103: 39-49. 

49. Dudman NP (1999) An alternative view of homocysteine. 
Lancet 354: 2072-2074.

50. Poddar R, Sivasubramanian N, DiBello PM, Robinson K, 
Jacobsen DW (2001) Homocysteine induces expression 
and secretion of monocyte chemoattractant protein-1 and 
interleukin-8 in human aortic endothelial cells: Implications 
for vascular disease. Circulation 103: 2717-2723.

51. Silverman MD, Tumuluri RJ, Davis M, Lopez G, Rosen-
baum JT, et al. (2002) Homocysteine upregulates vascu-
lar cell adhesion molecule-1 expression in cultured human 
aortic endothelial cells and enhances monocyte adhesion. 
Arterioscler Thromb Vasc Biol 22: 587-592.

52. Fang P, Zhang D, Cheng Z, Yan C, Jiang X, et al. (2014) 
Hyperhomocysteinemia potentiates hyperglycemia-in-
duced inflammatory monocyte differentiation and athero-
sclerosis. Diabetes 63: 4275-4290.

53. Castro R, Rivera I, Struys EA, Jansen EE, Ravasco P, et al. 
(2003) Increased homocysteine and S-adenosylhomocys-
teine concentrations and DNA hypomethylation in vascular 
disease. Clin Chem 49: 1292-1296.

54. Hoffman DR, Cornatzer WE, Duerre JA (1979) Relationship 
between tissue levels of S-adenosylmethionine, S-adenos-
ylhomocysteine and transmethylation reactions. Can J Bio-
chem 57: 56-65.

55. James SJ, Melnyk S, Pogribna M, Pogribny IP, Caudill MA 
(2002) Elevation in S-adenosylhomocysteine and DNA hy-
pomethylation: Potential epigenetic mechanism for homo-
cysteine-related pathology. J Nutr 132: 2361S-2366S.

56. Dong C, Yoon W, Goldschmidt-Clemont PJ (2002) DNA 
methylation and atherosclerosis. J Nutr 132: 2406S-2409S.

57. Zhang JG, Liu JX, Li ZH, Wang LZ, Jiang YD (2007) Dys-
function of endothelial NO system originated from homo-
cysteine-induced aberrant methylation pattern in promoter 
region of DDAH2 gene. Chin Med J (Engl) 120: 2132-2137.

58. Koller A, Szenasi A, Dornyei G, Kovacs N, Lelbach A, et 
al. (2018) Coronary microvascular and cardiac dysfunction 
due to homocysteine pathometabolism; a complex thera-
peutic design. Curr Pharm Des.

59. Yan TT, Li Q, Zhang XH, Wu WK, Sun J, et al. (2010) Ho-
mocysteine impaired endothelial function through compro-
mised vascular endothelial growth factor/Akt/endothelial ni-
tric oxide synthase signalling. Clin Exp Pharmacol Physiol 
37: 1071-1077.

60. Barroso M, Florindo C, Kalwa H, Silva Z, Turanov AA, et 
al. (2014) Inhibition of celular methyltransferases promotes 
endothelial cell activation by suppressing glutathione perox-
idase 1 protein expression. J Biol Chem 289: 15350-15362.

61. Esse R, Rocha MS, Barroso M, Florindo C, Teerlink T, et al. 
(2013) Protein arginine methylation is more prone to inhibi-
tion by S-adenosylhomocysteine than DNA methylation in 
vascular endothelial cells. PLoS One 8: e55483.

62. Wang R (2002) Two’s company, three’s a crowd: Can H2S 
be the third endogenous gaseous transmitter? FASEB J 16: 
1792-1798.

63. He Y, Liu S, Zhang Z, Liao C, Lin F, et al. (2017) Imbalance 
of endogenous hydrogen sulphide and homocysteine in 

30. Jud P, Hafner F, Verheyen N, Gary T, Meinitzer A, et al. 
(2018) Age-dependent effects of homocysteine and dimeth-
ylarginines on cardiovascular mortality in claudicant patients 
with lower extremity arterial disease. Heart Vessels.

31. Nygard O, Refsum H, Ueland PM, Vollset SE (1998) Major 
lifestyle determinants of plasma total homocysteine distri-
bution: The Hordaland Homocysteine Study. Am J Clin Nutr 
67: 263-270.

32. Chen KJ, Pan WH, Yang FL, Wei IL, Shaw NS, et al. (2005) 
Association of B vitamins status and homocysteine levels in 
elderly Taiwanese. Asia Pac J Clin Nutr 14: 250-255.

33. Chandrasekaran S, Patil S, Suthar R, Attri SV, Sahu JK, 
et al. (2017) Hyperhomocysteinaemia in children receiving 
phenytoin and carbamazepine monotherapy: A cross-sec-
tional observational study. Arch Dis Child 102: 346-351.

34. Rezaei S, Shab-Bidar S, Abdulahi Abdurahman A, Djafarian 
K (2017) Oxcarbazepine administration and the serum levels 
of homocysteine, vitamin B12 and folate in epileptic patients: 
A systematic review and meta-analysis. Seizure 45: 87-94.

35. Wang H, Sun Q, Zhou Y, Zhang H, Luo C, et al. (2017) 
Nitration-mediated deficiency of cystathionine β-synthase 
activity accelerates the progression of hyperhomocystein-
emia. Free Radic Biol Med 113: 519-529.

36. Yakub M, Moti N, Parveen S, Chaudhry B, Azam I, et al. 
(2012) Polymorphisms in MTHFR, MS and CBS genes and 
homocysteine levels in a Pakistani population. PLoS One 
7: e33222.

37. McCully KS (2016) Homocysteine, infections, polyamines, 
oxidative metabolism and the pathogenesis of dementia 
and atherosclerosis. J Alzheimers Dis 54: 1283-1290.

38. McCully KS (2017) Hyperhomocysteinemia, suppressed 
immunity and altered oxidative metabolism caused by 
pathogenic microbes in atherosclerosis and dementia. 
Front Aging Neurosci 9: 324.

39. Durand P, Prost M, Loreau N, Lussier-Cacan S, Blache 
D (2001) Impaired homocysteine metabolism and athero-
thrombotic disease. Lab Invest 81: 645-672.

40. Nygard O, Nordrehaug JE, Refsum H, Ueland PM, Farstad 
M, et al. (1997) Plasma homocysteine levels and mortality 
in patients with coronary artery disease. N Engl J Med 337: 
230-236.

41. Steinberg D, Parthasarathy S, Carew TE, Khoo JC, Witztum 
JL (1989) Beyond cholesterol. Modifications of low-density 
lipoprotein that increases its atherogenicity. N Engl J Med 
320: 915-924.

42. Choy PC, Mymin D, Zhu Q, Dakshinamurti K, OK (2000) 
Atherosclerosis risk factors: The possible role of homocys-
teine. Mol Cell Biochem 207: 143-148.

43. Choy PC, Siow YL, Mymin D, O K (2004) Lipids and athero-
sclerosis. Biochem Cell Biol 82: 212-224.

44. Wu N, Sarna LK, Siow YL, O K (2011) Regulation of hepat-
ic cholesterol biosynthesis by berberine during hyperhomo-
cysteinemia. Am J Physiol Regul Integr Comp Physiol 300: 
635-643.

45. Hemati T, Moghadami-Tabrizi N, Davari-Tanha F, Salma-
nian B, Javadian P (2011) High plasma homocysteine and 
insulin resistance in patients with polycystic ovarian syn-
drome. Iran J Reprod Med 9: 223-228.

46. Kennedy BP, Farag NH, Ziegler MG, Mills PJ (2003) Re-
lationship of systolic blood pressure with plasma homo-
cysteine: Importance of smoking status. J Hypertens 21: 
1307-1312.

https://www.ncbi.nlm.nih.gov/pubmed/12480655
https://www.ncbi.nlm.nih.gov/pubmed/12480655
https://www.ncbi.nlm.nih.gov/pubmed/12480655
https://www.ncbi.nlm.nih.gov/pubmed/26675774
https://www.ncbi.nlm.nih.gov/pubmed/26675774
https://www.ncbi.nlm.nih.gov/pubmed/26675774
https://www.ncbi.nlm.nih.gov/pubmed/26675774
https://www.ncbi.nlm.nih.gov/pubmed/10636386
https://www.ncbi.nlm.nih.gov/pubmed/10636386
https://www.ncbi.nlm.nih.gov/pubmed/11390343
https://www.ncbi.nlm.nih.gov/pubmed/11390343
https://www.ncbi.nlm.nih.gov/pubmed/11390343
https://www.ncbi.nlm.nih.gov/pubmed/11390343
https://www.ncbi.nlm.nih.gov/pubmed/11390343
https://www.ncbi.nlm.nih.gov/pubmed/11950695
https://www.ncbi.nlm.nih.gov/pubmed/11950695
https://www.ncbi.nlm.nih.gov/pubmed/11950695
https://www.ncbi.nlm.nih.gov/pubmed/11950695
https://www.ncbi.nlm.nih.gov/pubmed/11950695
https://www.ncbi.nlm.nih.gov/pubmed/25008174
https://www.ncbi.nlm.nih.gov/pubmed/25008174
https://www.ncbi.nlm.nih.gov/pubmed/25008174
https://www.ncbi.nlm.nih.gov/pubmed/25008174
https://www.ncbi.nlm.nih.gov/pubmed/12881445
https://www.ncbi.nlm.nih.gov/pubmed/12881445
https://www.ncbi.nlm.nih.gov/pubmed/12881445
https://www.ncbi.nlm.nih.gov/pubmed/12881445
https://www.ncbi.nlm.nih.gov/pubmed/427630
https://www.ncbi.nlm.nih.gov/pubmed/427630
https://www.ncbi.nlm.nih.gov/pubmed/427630
https://www.ncbi.nlm.nih.gov/pubmed/427630
https://www.ncbi.nlm.nih.gov/pubmed/12163693
https://www.ncbi.nlm.nih.gov/pubmed/12163693
https://www.ncbi.nlm.nih.gov/pubmed/12163693
https://www.ncbi.nlm.nih.gov/pubmed/12163693
https://www.ncbi.nlm.nih.gov/pubmed/12163701
https://www.ncbi.nlm.nih.gov/pubmed/12163701
https://www.ncbi.nlm.nih.gov/pubmed/18167189
https://www.ncbi.nlm.nih.gov/pubmed/18167189
https://www.ncbi.nlm.nih.gov/pubmed/18167189
https://www.ncbi.nlm.nih.gov/pubmed/18167189
https://www.ncbi.nlm.nih.gov/pubmed/29938610
https://www.ncbi.nlm.nih.gov/pubmed/29938610
https://www.ncbi.nlm.nih.gov/pubmed/29938610
https://www.ncbi.nlm.nih.gov/pubmed/29938610
https://www.ncbi.nlm.nih.gov/pubmed/20698860
https://www.ncbi.nlm.nih.gov/pubmed/20698860
https://www.ncbi.nlm.nih.gov/pubmed/20698860
https://www.ncbi.nlm.nih.gov/pubmed/20698860
https://www.ncbi.nlm.nih.gov/pubmed/20698860
https://www.ncbi.nlm.nih.gov/pubmed/24719327
https://www.ncbi.nlm.nih.gov/pubmed/24719327
https://www.ncbi.nlm.nih.gov/pubmed/24719327
https://www.ncbi.nlm.nih.gov/pubmed/24719327
https://www.ncbi.nlm.nih.gov/pubmed/23408989
https://www.ncbi.nlm.nih.gov/pubmed/23408989
https://www.ncbi.nlm.nih.gov/pubmed/23408989
https://www.ncbi.nlm.nih.gov/pubmed/23408989
https://www.ncbi.nlm.nih.gov/pubmed/12409322
https://www.ncbi.nlm.nih.gov/pubmed/12409322
https://www.ncbi.nlm.nih.gov/pubmed/12409322
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5600942/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5600942/
https://www.ncbi.nlm.nih.gov/pubmed/29946762
https://www.ncbi.nlm.nih.gov/pubmed/29946762
https://www.ncbi.nlm.nih.gov/pubmed/29946762
https://www.ncbi.nlm.nih.gov/pubmed/29946762
https://www.ncbi.nlm.nih.gov/pubmed/9459374
https://www.ncbi.nlm.nih.gov/pubmed/9459374
https://www.ncbi.nlm.nih.gov/pubmed/9459374
https://www.ncbi.nlm.nih.gov/pubmed/9459374
https://www.ncbi.nlm.nih.gov/pubmed/16169836
https://www.ncbi.nlm.nih.gov/pubmed/16169836
https://www.ncbi.nlm.nih.gov/pubmed/16169836
https://www.ncbi.nlm.nih.gov/pubmed/27821519
https://www.ncbi.nlm.nih.gov/pubmed/27821519
https://www.ncbi.nlm.nih.gov/pubmed/27821519
https://www.ncbi.nlm.nih.gov/pubmed/27821519
https://www.ncbi.nlm.nih.gov/pubmed/27978484
https://www.ncbi.nlm.nih.gov/pubmed/27978484
https://www.ncbi.nlm.nih.gov/pubmed/27978484
https://www.ncbi.nlm.nih.gov/pubmed/27978484
https://www.ncbi.nlm.nih.gov/pubmed/29102635
https://www.ncbi.nlm.nih.gov/pubmed/29102635
https://www.ncbi.nlm.nih.gov/pubmed/29102635
https://www.ncbi.nlm.nih.gov/pubmed/29102635
https://www.ncbi.nlm.nih.gov/pubmed/22470444
https://www.ncbi.nlm.nih.gov/pubmed/22470444
https://www.ncbi.nlm.nih.gov/pubmed/22470444
https://www.ncbi.nlm.nih.gov/pubmed/22470444
https://www.ncbi.nlm.nih.gov/pubmed/27567876
https://www.ncbi.nlm.nih.gov/pubmed/27567876
https://www.ncbi.nlm.nih.gov/pubmed/27567876
https://www.ncbi.nlm.nih.gov/pubmed/29056905
https://www.ncbi.nlm.nih.gov/pubmed/29056905
https://www.ncbi.nlm.nih.gov/pubmed/29056905
https://www.ncbi.nlm.nih.gov/pubmed/29056905
https://www.ncbi.nlm.nih.gov/pubmed/11351038
https://www.ncbi.nlm.nih.gov/pubmed/11351038
https://www.ncbi.nlm.nih.gov/pubmed/11351038
https://www.ncbi.nlm.nih.gov/pubmed/9227928
https://www.ncbi.nlm.nih.gov/pubmed/9227928
https://www.ncbi.nlm.nih.gov/pubmed/9227928
https://www.ncbi.nlm.nih.gov/pubmed/9227928
https://www.ncbi.nlm.nih.gov/pubmed/2648148
https://www.ncbi.nlm.nih.gov/pubmed/2648148
https://www.ncbi.nlm.nih.gov/pubmed/2648148
https://www.ncbi.nlm.nih.gov/pubmed/2648148
https://www.ncbi.nlm.nih.gov/pubmed/10888240
https://www.ncbi.nlm.nih.gov/pubmed/10888240
https://www.ncbi.nlm.nih.gov/pubmed/10888240
https://www.ncbi.nlm.nih.gov/pubmed/15052339
https://www.ncbi.nlm.nih.gov/pubmed/15052339
https://www.ncbi.nlm.nih.gov/pubmed/21178122
https://www.ncbi.nlm.nih.gov/pubmed/21178122
https://www.ncbi.nlm.nih.gov/pubmed/21178122
https://www.ncbi.nlm.nih.gov/pubmed/21178122
https://www.ncbi.nlm.nih.gov/pubmed/26396568
https://www.ncbi.nlm.nih.gov/pubmed/26396568
https://www.ncbi.nlm.nih.gov/pubmed/26396568
https://www.ncbi.nlm.nih.gov/pubmed/26396568
https://www.ncbi.nlm.nih.gov/pubmed/12817177
https://www.ncbi.nlm.nih.gov/pubmed/12817177
https://www.ncbi.nlm.nih.gov/pubmed/12817177
https://www.ncbi.nlm.nih.gov/pubmed/12817177


ISSN: 2643-3966

Lopes. Int Arch Cardiovasc Dis 2018, 2:008 • Page 11 of 12 •

80. Armada E, Pérez C, Otero A, Esteban J, Camba M, et al. 
(2003) Neither folic nor folinic acid normalize homocysteine 
levels in hemodialysis patients. Clin Nephrol 60: 168-175.

81. Tian H, Tian D, Zhang C, Wang W, Wang L, et al. (2017) 
Efficacy of folic acid therapy in patients with hyperhomocys-
teinemia. J Am Coll Nutr 36: 528-532.

82. Zappacosta B, Mastroiacovo P, Persichilli S, Pounis G, Rug-
geri S, et al. (2013) Homocysteine lowering by folate-rich 
diet or pharmacological supplementations in subjects with 
moderate hyperhomocysteinemia. Nutrients 5: 1531-1543.

83. Quilivan EP, McPartlin J, McNulty H, Ward M, Strain JJ, et 
al. (2002) Importance of both folic acid and vitamin B12 in 
reduction of risk of vascular disease. Lancet 359: 227-228.

84. Azadibakhsh N, Hosseini RS, Atabak S, Nateghiyan N, Go-
lestan B, et al. (2009) Efficacy of folate and vitamin B12 in 
lowering homocysteine concentrations in hemodialysis pa-
tients. Saudi J Kidney Dis Transpl 20: 779-788.

85. McKinley MC, McNulty H, McPartlin J, Strain JJ, Pentieva K, 
et al. (2001) Low dose vitamin B-6 effectively lowers fasting 
plasma homocysteine in healthy elderly persons who are fo-
late and riboflavin replete. Am J Clin Nutr 73: 759-764.

86. Debreceni B, Debreceni L (2012) Why do homocyste-
ine-lowering B vitamin and antioxidant E vitamin supple-
mentations appear to be ineffective in the prevention of car-
diovascular diseases? Cardiovasc Ther 30: 227-233.

87. Debreceni B, Debreceni L (2014) The role of homocyste-
ine-lowering B-vitamins in the primary prevention of cardio-
vascular disease. Cardiovasc Ther 32: 130-138.

88. McKinley MC, McNulty H, McPartlin J, Strain JJ, Scott JM 
(2002) Effect of riboflavin supplementation on plasma ho-
mocysteine in elderly people with low riboflavin status. Eur 
J Clin Nutr 56: 850-856.

89. Jacques PF, Kalmbach R, Bagley PJ, Russo GT, Rogers 
G, et al. (2002) The relationship between riboflavin and 
plasma total homocysteine in the Framingham Offspring 
Cohort is influenced by folate status and the C677T tran-
sition in the methylenetetrahydrofolate reductase gene. J 
Nutr 132: 283-288.

90. McNulty H, Mckinley MC, Wilson B, McPartlin J, Strain JJ, 
et al. (2002) Impaired functioning of thermolabile methy-
lenetretrahydrofolate reductase is dependent on riboflavin 
status: Implications for riboflavin requirements. Am J Clin 
Nutr 76: 436-441.

91. Moat SJ, Ashfield-Watt PA, Powers HJ, Newcombe RG, 
McDowell IF (2003) Effect of riboflavin status on the homo-
cysteine-lowering effect of folate in relation to the MTHFR 
(C677T) genotype. Clin Chem 49: 295-302.

92. Ramambason C, Moroy G, Daubigney F, Paul JL, Janel 
N (2016) Effects of cadmium administration in hyperhomo-
cysteinemic mice due to cystathionine beta synthase defi-
ciency. Exp Toxicol Pathol 68: 365-370.

93. Haddadi-Guemghar H, Tlili A, Dairou J, Paul JL, Madani K, 
et al. (2017) Effect of lyophilized prune extract on hyperho-
mocysteinemia in mice. Food Chem Toxicol 103: 183-187.

94. Kondakçi G, Aydin AF, Doğru-Abbasoğlu S, Uysal M (2017) 
The effect of N-acetylcysteine supplementation on serum 
homocysteine levels and hepatic and renal oxidative stress 
in homocysteine thiolactone-treated rats. Arch Physiol Bio-
chem 123: 128-133.

95. Meng B, Gao W, Wei J, Yang J, Wu J, et al. (2013) Quer-
cetin reduces serum homocysteine level in rats fed a methi-
onine-enriched diet. Nutrition 29: 661-666.

chronic obstructive pulmonary disease combined with car-
diovascular disease. Front Pharmacol 8: 624.

64. Eto K, Kimura H (2002) A novel enhancing mechanism for 
hydrogen sulfide-producing activity of cystathionine be-
ta-synthase. J Biol Chem 277: 42680-42685.

65. Chen X, Jhee KH, Kruger WD (2004) Production of the neu-
romodulator H2S by cystathionine beta-synthase via the 
condensation of cysteine and homocysteine. J Biol Chem 
279: 52082-52086.

66. Becker JS, Adler A, Schneeberger A, Huang H, Wang Z, 
et al. (2005) Hyperhomocysteinemia, a cardiac metabolic 
disease: Role of nitric oxide and the p22phox subunit of 
NADPH oxidase. Circulation 111: 2112-2118.

67. Chen S, Yang D, Lin TK, Shaw FZ, Liou CW, et al. (2011) 
Roles of oxidative stress, apoptosis, PGC-1α and mito-
chondrial biogenesis in cerebral ischemia. Int J Mol Sci 12: 
7199-7215.

68. Chen S, Dong Z, Zhao Y, Sai N, Wang X (2017) Homocys-
teine induces mitochondrial dysfunction involving the cross-
talk between oxidative stress and mitochondrial pSTAT3 in 
rat ischemic brain. Sci Rep 7: 6932.

69. Zhang XM, Zhao YQ, Yan H, Liu H, Huang GW (2017) 
Inhibitory effect of homocysteine on rat neural stem cell 
growth in vitro is associated with reduced protein levels and 
enzymatic activities of aconitase and respiratory complex 
III. J Bioenerg Biomembr 49: 131-138.

70. Zhang Z, Wei C, Zhou Y, Yan T, Wang Z, et al. (2017) Ho-
mocysteine induces apoptosis of human umbilical vein en-
dothelial cells via mitochondrial dysfunction and endoplas-
mic reticulum stress. Oxid Med Cell Longev.

71. Bagi Z, Cseko C, Tóth E, Koller A (2003) Oxidative 
stress-induced dysregulation of arteriolar wall shear stress 
and blood pressure in hyperhomocysteinemia is prevented 
by chronic vitamin C treatment. Am J Physiol Heart Circ 
Physiol 285: 2277-2283.

72. Chen Y, Zhao S, Wang Y, Li Y, Bai L, et al. (2014) Homo-
cysteine reduces protein S-nitrosylation in endothelium. Int 
J Mol Med 34: 1277-1285.

73. Chen Y, Liu R, Zhang G, Yu Q, Jia M, et al. (2015) Hyper-
cysteinemia promotes atherosclerosis by reducing protein 
S-nytrosylation. Biomed Pharmacother 70: 253-259.

74. Li J, Zhang Y, Zhang Y, Lu S, Miao Y, et al. (2018) GSNOR 
modulates hyperhomocysteinemia-induced T cell activa-
tion and atherosclerosis by switching Akt S-nitrosylation to 
phosphorylation. Rodex Biol 17: 386-399.

75. Winn RK, Harlan JM (2005) The role of endothelial cell 
apoptosis in inflammatory and immune diseases. J Thromb 
Haemost 3: 1815-1824.

76. Homocysteine Lowering Trialists’ Collaboration (1998) Low-
ering blood homocysteine with folic acid based supplements: 
Meta-analysis of randomised trials. BMJ 316: 894-898.

77. Wald DS, Bishop L, Wald NJ, Law M, Hennessy E, et al. 
(2001) Randomized trial of folic acid supplementation and 
serum homocysteine levels. Arch Intern Med 161: 695-700.

78. Tighe P, Ward M, McNulty H, Finnegan O, Strain JJ, et al. 
(2004) Plasma homocysteine response to folic acid inter-
vention in ischemic heart disease patients: implications for 
food fortification policy. Proc Nutr Soc 63: 51.

79. Fabre E, Gallo M, Lou AC, Juste G, Romero MS, et al. 
(2001) Effects of levofolinic acid on plasma homocysteine 
concentrations in healthy and young women in preconcep-
tional care. Med Clin (Barc) 117: 211-215.

https://www.ncbi.nlm.nih.gov/pubmed/14524579
https://www.ncbi.nlm.nih.gov/pubmed/14524579
https://www.ncbi.nlm.nih.gov/pubmed/14524579
https://www.ncbi.nlm.nih.gov/pubmed/28854002
https://www.ncbi.nlm.nih.gov/pubmed/28854002
https://www.ncbi.nlm.nih.gov/pubmed/28854002
https://www.ncbi.nlm.nih.gov/pubmed/23698160
https://www.ncbi.nlm.nih.gov/pubmed/23698160
https://www.ncbi.nlm.nih.gov/pubmed/23698160
https://www.ncbi.nlm.nih.gov/pubmed/23698160
https://www.ncbi.nlm.nih.gov/pubmed/11812560
https://www.ncbi.nlm.nih.gov/pubmed/11812560
https://www.ncbi.nlm.nih.gov/pubmed/11812560
https://www.ncbi.nlm.nih.gov/pubmed/19736473
https://www.ncbi.nlm.nih.gov/pubmed/19736473
https://www.ncbi.nlm.nih.gov/pubmed/19736473
https://www.ncbi.nlm.nih.gov/pubmed/19736473
https://www.ncbi.nlm.nih.gov/pubmed/11273851
https://www.ncbi.nlm.nih.gov/pubmed/11273851
https://www.ncbi.nlm.nih.gov/pubmed/11273851
https://www.ncbi.nlm.nih.gov/pubmed/11273851
https://www.ncbi.nlm.nih.gov/pubmed/21884001
https://www.ncbi.nlm.nih.gov/pubmed/21884001
https://www.ncbi.nlm.nih.gov/pubmed/21884001
https://www.ncbi.nlm.nih.gov/pubmed/21884001
https://www.ncbi.nlm.nih.gov/pubmed/24571382
https://www.ncbi.nlm.nih.gov/pubmed/24571382
https://www.ncbi.nlm.nih.gov/pubmed/24571382
https://www.ncbi.nlm.nih.gov/pubmed/12209373
https://www.ncbi.nlm.nih.gov/pubmed/12209373
https://www.ncbi.nlm.nih.gov/pubmed/12209373
https://www.ncbi.nlm.nih.gov/pubmed/12209373
https://www.ncbi.nlm.nih.gov/pubmed/11823591
https://www.ncbi.nlm.nih.gov/pubmed/11823591
https://www.ncbi.nlm.nih.gov/pubmed/11823591
https://www.ncbi.nlm.nih.gov/pubmed/11823591
https://www.ncbi.nlm.nih.gov/pubmed/11823591
https://www.ncbi.nlm.nih.gov/pubmed/11823591
https://www.ncbi.nlm.nih.gov/pubmed/12145019
https://www.ncbi.nlm.nih.gov/pubmed/12145019
https://www.ncbi.nlm.nih.gov/pubmed/12145019
https://www.ncbi.nlm.nih.gov/pubmed/12145019
https://www.ncbi.nlm.nih.gov/pubmed/12145019
https://www.ncbi.nlm.nih.gov/pubmed/12560354
https://www.ncbi.nlm.nih.gov/pubmed/12560354
https://www.ncbi.nlm.nih.gov/pubmed/12560354
https://www.ncbi.nlm.nih.gov/pubmed/12560354
https://www.ncbi.nlm.nih.gov/pubmed/27165444
https://www.ncbi.nlm.nih.gov/pubmed/27165444
https://www.ncbi.nlm.nih.gov/pubmed/27165444
https://www.ncbi.nlm.nih.gov/pubmed/27165444
https://www.ncbi.nlm.nih.gov/pubmed/28288933
https://www.ncbi.nlm.nih.gov/pubmed/28288933
https://www.ncbi.nlm.nih.gov/pubmed/28288933
https://www.ncbi.nlm.nih.gov/pubmed/28100069
https://www.ncbi.nlm.nih.gov/pubmed/28100069
https://www.ncbi.nlm.nih.gov/pubmed/28100069
https://www.ncbi.nlm.nih.gov/pubmed/28100069
https://www.ncbi.nlm.nih.gov/pubmed/28100069
https://www.ncbi.nlm.nih.gov/pubmed/23410631
https://www.ncbi.nlm.nih.gov/pubmed/23410631
https://www.ncbi.nlm.nih.gov/pubmed/23410631
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5600942/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5600942/
https://www.ncbi.nlm.nih.gov/pubmed/12213817
https://www.ncbi.nlm.nih.gov/pubmed/12213817
https://www.ncbi.nlm.nih.gov/pubmed/12213817
https://www.ncbi.nlm.nih.gov/pubmed/15520012
https://www.ncbi.nlm.nih.gov/pubmed/15520012
https://www.ncbi.nlm.nih.gov/pubmed/15520012
https://www.ncbi.nlm.nih.gov/pubmed/15520012
https://www.ncbi.nlm.nih.gov/pubmed/15851618
https://www.ncbi.nlm.nih.gov/pubmed/15851618
https://www.ncbi.nlm.nih.gov/pubmed/15851618
https://www.ncbi.nlm.nih.gov/pubmed/15851618
https://www.ncbi.nlm.nih.gov/pubmed/22072942
https://www.ncbi.nlm.nih.gov/pubmed/22072942
https://www.ncbi.nlm.nih.gov/pubmed/22072942
https://www.ncbi.nlm.nih.gov/pubmed/22072942
https://www.nature.com/articles/s41598-017-07112-z
https://www.nature.com/articles/s41598-017-07112-z
https://www.nature.com/articles/s41598-017-07112-z
https://www.nature.com/articles/s41598-017-07112-z
https://www.ncbi.nlm.nih.gov/pubmed/27914013
https://www.ncbi.nlm.nih.gov/pubmed/27914013
https://www.ncbi.nlm.nih.gov/pubmed/27914013
https://www.ncbi.nlm.nih.gov/pubmed/27914013
https://www.ncbi.nlm.nih.gov/pubmed/27914013
https://www.hindawi.com/journals/omcl/2017/5736506/
https://www.hindawi.com/journals/omcl/2017/5736506/
https://www.hindawi.com/journals/omcl/2017/5736506/
https://www.hindawi.com/journals/omcl/2017/5736506/
https://www.ncbi.nlm.nih.gov/pubmed/12869370
https://www.ncbi.nlm.nih.gov/pubmed/12869370
https://www.ncbi.nlm.nih.gov/pubmed/12869370
https://www.ncbi.nlm.nih.gov/pubmed/12869370
https://www.ncbi.nlm.nih.gov/pubmed/12869370
https://www.ncbi.nlm.nih.gov/pubmed/25189662
https://www.ncbi.nlm.nih.gov/pubmed/25189662
https://www.ncbi.nlm.nih.gov/pubmed/25189662
https://www.ncbi.nlm.nih.gov/pubmed/25776509
https://www.ncbi.nlm.nih.gov/pubmed/25776509
https://www.ncbi.nlm.nih.gov/pubmed/25776509
https://www.sciencedirect.com/science/article/pii/S221323171830243X
https://www.sciencedirect.com/science/article/pii/S221323171830243X
https://www.sciencedirect.com/science/article/pii/S221323171830243X
https://www.sciencedirect.com/science/article/pii/S221323171830243X
https://www.ncbi.nlm.nih.gov/pubmed/16102048
https://www.ncbi.nlm.nih.gov/pubmed/16102048
https://www.ncbi.nlm.nih.gov/pubmed/16102048
https://www.bmj.com/content/316/7135/894
https://www.bmj.com/content/316/7135/894
https://www.bmj.com/content/316/7135/894
https://www.ncbi.nlm.nih.gov/pubmed/11231701
https://www.ncbi.nlm.nih.gov/pubmed/11231701
https://www.ncbi.nlm.nih.gov/pubmed/11231701
https://www.ncbi.nlm.nih.gov/pubmed/11481095
https://www.ncbi.nlm.nih.gov/pubmed/11481095
https://www.ncbi.nlm.nih.gov/pubmed/11481095
https://www.ncbi.nlm.nih.gov/pubmed/11481095


ISSN: 2643-3966

Lopes. Int Arch Cardiovasc Dis 2018, 2:008 • Page 12 of 12 •

disease: A meta-analysis of prospective cohort studies. J 
Clin Epidemiol 55: 882-887.

100. Marti-Carvajal AJ, Solà I, Lathyris D, Karakitsiou DE, Si-
mancas-Racines D (2013) Homocysteine-lowering inter-
ventions for preventing cardiovascular events. Cochrane 
Database Syst Rev.

101. Marti-Carvajal AJ, Solà I, Lathyris D (2015) Homocyste-
ine-lowering interventions for preventing cardiovascular 
events. Cochrane Database Syst Rev.

102. Marti-Carvajal AJ, Solà I, Lathyris D, Dayer M (2017) Ho-
mocysteine-lowering interventions for preventing cardio-
vascular events. Cochrane Database Syst Rev.

103. Hadi H, Carr CS, Suwaidi J (2005) Endothelial dysfunc-
tion: Cardiovascular risk factors, therapy and outcome. 
Vasc Health Risk Manag 1: 183-198.

96. Toole JF, Malinow MR, Chambless LE, Spence JD, Petti-
grew LC, et al. (2004) Lowering homocysteine in patients 
with ischemic stroke to prevent recurrent stroke, myocardi-
al infarction and death: The vitamin intervention for stroke 
prevention (VISP) randomized controlled trial. JAMA 291: 
565-575.

97. Towfighi A, Arshi B, Markovic D, Ovbiagele B (2014) Ho-
mocysteine-lowering therapy and risk of recurrent stroke, 
myocardial infarction and death: The impact of age in the 
VISP trial. Cerebrovasc Dis 37: 263-267.

98. Nigwekar SU, Kang A, Zoungas S, Cass A, Gallagher MP, 
et al. (2016) Interventions for lowering plasma homocys-
teine levels in dialysis patients. Cochrane Database Syst 
Rev. 

99. Bautista LE, Arenas IA, Peňuela A, Martinez LX (2002) To-
tal plasma homocysteine level and risk of cardiovascular 

https://www.ncbi.nlm.nih.gov/pubmed/12393075
https://www.ncbi.nlm.nih.gov/pubmed/12393075
https://www.ncbi.nlm.nih.gov/pubmed/23440809
https://www.ncbi.nlm.nih.gov/pubmed/23440809
https://www.ncbi.nlm.nih.gov/pubmed/23440809
https://www.ncbi.nlm.nih.gov/pubmed/23440809
https://www.ncbi.nlm.nih.gov/pubmed/25590290
https://www.ncbi.nlm.nih.gov/pubmed/25590290
https://www.ncbi.nlm.nih.gov/pubmed/25590290
https://www.ncbi.nlm.nih.gov/pubmed/28816346
https://www.ncbi.nlm.nih.gov/pubmed/28816346
https://www.ncbi.nlm.nih.gov/pubmed/28816346
https://www.ncbi.nlm.nih.gov/pubmed/17319104
https://www.ncbi.nlm.nih.gov/pubmed/17319104
https://www.ncbi.nlm.nih.gov/pubmed/17319104
https://www.ncbi.nlm.nih.gov/pubmed/14762035
https://www.ncbi.nlm.nih.gov/pubmed/14762035
https://www.ncbi.nlm.nih.gov/pubmed/14762035
https://www.ncbi.nlm.nih.gov/pubmed/14762035
https://www.ncbi.nlm.nih.gov/pubmed/14762035
https://www.ncbi.nlm.nih.gov/pubmed/14762035
https://www.ncbi.nlm.nih.gov/pubmed/24751920
https://www.ncbi.nlm.nih.gov/pubmed/24751920
https://www.ncbi.nlm.nih.gov/pubmed/24751920
https://www.ncbi.nlm.nih.gov/pubmed/24751920
https://www.ncbi.nlm.nih.gov/pubmed/27243372
https://www.ncbi.nlm.nih.gov/pubmed/27243372
https://www.ncbi.nlm.nih.gov/pubmed/27243372
https://www.ncbi.nlm.nih.gov/pubmed/27243372
https://www.ncbi.nlm.nih.gov/pubmed/12393075
https://www.ncbi.nlm.nih.gov/pubmed/12393075

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction
	Metabolism of Homocysteine 
	Genetic Factors Involved in the Development of Hyperhomocysteinemia 
	Environmental Factors Determining the Development of Hyperhomocysteinemia 
	Pathomechanisms of Hyperhomocysteinemia in the Development of Cardiovascular Disease 
	Treatment Approaches for Hyperhomocysteinemia 
	Conclusion
	Figure 1
	References

