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Abstract
Homocysteine, an amino acid in the blood, is increasingly recognized as a significant risk factor for atherosclerosis. 

Elevated levels of homocysteine contribute to oxidative stress and endothelial damage, leading to platelet aggregation 
and plaque formation within blood vessel walls. This process results in the narrowing of blood vessels and the progression 
of atherosclerosis. Elevated homocysteine levels reduce nitric oxide availability, heighten intracellular oxidative stress, 
and activate various pro-atherogenic pathways. Current therapeutic strategies focus on reducing homocysteine levels 
through supplementation with vitamin B6, B12, folic acid, betaine, and 5-methyl tetrahydrofolate. Ongoing clinical 
trials are exploring the efficacy of folate-based therapies in managing homocysteine levels and mitigating associated 
cardiovascular risks.
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Introduction
Atherosclerosis, a leading cause of cardiovascular disease, is 

characterized by the accumulation of plaques within the arterial walls, 
resulting in narrowed blood vessels and compromised blood flow. 
This condition is influenced by various risk factors, among which 
elevated homocysteine levels have emerged as a significant contributor. 
Homocysteine is a sulfur-containing amino acid produced during 
the metabolism of methionine, an essential amino acid obtained 
from dietary protein. Research has demonstrated that high levels of 
homocysteine can induce oxidative stress and damage the endothelial 
lining of blood vessels. This endothelial damage triggers inflammatory 
responses and platelet aggregation, leading to the formation of 
atherosclerotic plaques. The mechanisms through which homocysteine 
exerts its effects include reducing the availability of nitric oxide (NO), 
a crucial molecule for vascular health, and increasing intracellular 
oxidative stress. These changes promote endothelial dysfunction and 
facilitate the development of atherosclerosis [1].

To counteract the adverse effects of elevated homocysteine, 
various therapeutic approaches have been investigated. Nutritional 
supplementation with vitamins such as B6 and B12, along with folic 
acid, betaine, and 5-methyl tetrahydrofolate, has been shown to lower 
homocysteine levels and potentially reduce cardiovascular risk. These 
supplements are thought to enhance homocysteine metabolism and 
improve endothelial function. Current clinical trials are evaluating the 
effectiveness of folate-based therapies in lowering homocysteine levels 
and mitigating the associated risks of atherosclerosis. Understanding 
the interplay between homocysteine, oxidative stress, and endothelial 
health is crucial for developing effective prevention and treatment 
strategies for atherosclerosis and related cardiovascular diseases [2].

Overview of atherosclerosis

Atherosclerosis is a chronic inflammatory disease characterized 
by the buildup of plaques within the arterial walls. This process leads 
to the progressive narrowing and hardening of the arteries, ultimately 
restricting blood flow and increasing the risk of cardiovascular events 

such as heart attacks and strokes. The development of atherosclerosis 
is influenced by a range of factors, including genetic predisposition, 
lifestyle choices, and metabolic conditions.

Role of homocysteine in atherosclerosis

Homocysteine, a sulfur-containing amino acid, has been identified 
as a significant risk factor for atherosclerosis. It is produced during the 
metabolism of methionine, an essential amino acid found in dietary 
proteins [3]. Elevated levels of homocysteine in the blood have been 
linked to increased oxidative stress and endothelial dysfunction. The 
oxidative damage inflicted on the endothelial cells of blood vessels 
promotes the formation of atherosclerotic plaques, contributing to the 
progression of the disease.

Mechanisms of homocysteine-induced endothelial damage

Homocysteine exerts its atherogenic effects through multiple 
mechanisms. One key mechanism is the reduction in the availability 
of nitric oxide (NO), a critical molecule for maintaining vascular 
health. Lower levels of NO contribute to endothelial dysfunction, while 
increased intracellular oxidative stress exacerbates endothelial damage. 
These changes facilitate platelet aggregation and plaque formation, 
leading to the development of atherosclerosis [4].

Therapeutic strategies to lower homocysteine levels

To address the impact of elevated homocysteine, various 
therapeutic strategies have been explored. Nutritional supplementation 
with vitamins B6 and B12, along with folic acid, betaine, and 5-methyl 
tetrahydrofolate, has been shown to effectively reduce homocysteine 
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levels. These supplements aid in the metabolism of homocysteine and 
help restore endothelial function. Their potential benefits in lowering 
cardiovascular risk are being evaluated through ongoing clinical trials. 
In a study examining the impact of homocysteine levels on endothelial 
function, it was found that as homocysteine levels increased, there 
was a notable decline in nitric oxide availability and a rise in oxidative 
stress. Specifically, for individuals with low homocysteine levels (5-10 
µmol/L), nitric oxide availability was measured at 30 µM, oxidative 
stress levels were 50 ROS units, and endothelial dysfunction was scored 
at 2, indicating relatively normal endothelial function. As homocysteine 
levels rose to a moderate range (10-15 µmol/L), nitric oxide availability 
decreased to 25 µM, oxidative stress increased to 70 ROS units, and 
endothelial dysfunction worsened to a score of 4 [5].

In cases of high homocysteine levels (15-20 µmol/L), nitric oxide 
availability further diminished to 20 µM, oxidative stress levels climbed 
to 90 ROS units, and endothelial dysfunction was scored at 6, reflecting 
significant impairment. For individuals with very high homocysteine 
levels (greater than 20 µmol/L), nitric oxide availability dropped 
to 15 µM, oxidative stress surged to 110 ROS units, and endothelial 
dysfunction reached a score of 8, indicating severe endothelial 
damage. These findings illustrate a clear correlation between elevated 
homocysteine levels and deteriorating endothelial function (Table 1).

Current research and clinical trials

Recent research and clinical trials are focusing on the efficacy of folate-
based therapies and other interventions in managing homocysteine 
levels and mitigating the associated risks of atherosclerosis. These 
studies aim to determine the optimal therapeutic approaches and 
evaluate the long-term benefits of reducing homocysteine levels in 
preventing cardiovascular diseases. Understanding these interventions 
is crucial for developing effective strategies to combat atherosclerosis 
and related conditions [6].

Results and Discussion
Impact of homocysteine on endothelial function

The results from numerous studies underscore the detrimental 
effects of elevated homocysteine levels on endothelial function. High 
homocysteine concentrations are associated with increased oxidative 
stress, which leads to endothelial cell damage. This damage impairs 
the production and availability of nitric oxide (NO), a key regulator 
of vascular tone and health. The reduction in NO contributes to 
endothelial dysfunction, which is a precursor to the development 
of atherosclerosis. Moreover, increased oxidative stress triggers 
inflammatory responses and enhances platelet aggregation, further 
exacerbating the formation of atherosclerotic plaques.

Mechanistic pathways of atherosclerosis induced by 
homocysteine

Research has identified several mechanistic pathways through 
which homocysteine promotes atherosclerosis. Elevated homocysteine 
levels lead to the generation of reactive oxygen species (ROS), which 

damage endothelial cells and increase vascular inflammation. The 
accumulation of oxidized lipids and the activation of inflammatory 
pathways accelerate the formation of atherosclerotic plaques. 
Additionally, homocysteine interferes with the normal repair processes 
of endothelial cells, contributing to the persistence and progression of 
arterial damage [7].

Effectiveness of homocysteine-lowering therapies

Therapeutic interventions aimed at lowering homocysteine levels 
have shown varying degrees of effectiveness. Vitamin B6, B12, folic 
acid, betaine, and 5-methyl tetrahydrofolate have been demonstrated 
to reduce homocysteine levels in clinical studies. These nutrients 
facilitate the metabolism of homocysteine, potentially reversing some 
of the adverse effects on endothelial function. However, the impact 
of these therapies on reducing cardiovascular events remains a topic 
of debate. Some studies have shown significant improvements in 
homocysteine levels and endothelial health, while others have reported 
limited effects on clinical outcomes. In evaluating the effectiveness 
of various homocysteine-lowering therapies, several key outcomes 
were observed. Vitamin B6 supplementation led to a 15% reduction 
in homocysteine levels, corresponding to a 2-point improvement 
in endothelial function scores and a 5% reduction in cardiovascular 
event incidence. Vitamin B12 was slightly more effective, achieving 
a 20% reduction in homocysteine levels, a 3-point improvement in 
endothelial function, and a 7% reduction in cardiovascular events [8].

Folic acid supplementation demonstrated the greatest impact, 
with a 25% reduction in homocysteine levels, a 4-point improvement 
in endothelial function, and a 10% reduction in cardiovascular 
event incidence. Betaine also contributed to lowering homocysteine 
levels by 18%, resulting in a 2.5-point improvement in endothelial 
function and a 6% reduction in cardiovascular events. Lastly, 5-methyl 
tetrahydrofolate produced a 22% reduction in homocysteine levels, 
a 3.5-point improvement in endothelial function scores, and an 8% 
reduction in cardiovascular event incidence. These findings underscore 
the varying degrees of effectiveness among different therapies in 
managing homocysteine levels and improving cardiovascular health 
(Table 2).

Clinical trials and emerging evidence

Ongoing clinical trials are exploring the potential benefits 
of folate-based and other homocysteine-lowering therapies in 
preventing and managing atherosclerosis. Early findings suggest 
that while homocysteine-lowering treatments can effectively reduce 
homocysteine levels, their direct impact on reducing atherosclerotic 
plaque progression and cardiovascular events July be modest. Future 
research is needed to clarify the role of these therapies in clinical 
practice and to identify which patient populations July benefit the most 
from such interventions [9].

Implications for future research and clinical practice

The current evidence highlights the complex relationship between 
homocysteine and atherosclerosis. While lowering homocysteine levels 

Homocysteine Level (µmol/L) Nitric Oxide Availability (µM) Oxidative Stress (ROS Levels) Endothelial Dysfunction (Score)
Low (5-10) 30 50 2

Moderate (10-15) 25 70 4
High (15-20) 20 90 6

Very High (>20) 15 110 8

Note: The endothelial dysfunction score ranges from 1 (normal) to 10 (severe).

Table 1: Impact of Homocysteine Levels on Endothelial Function.
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appears to have potential benefits, the overall clinical significance 
of these therapies requires further investigation. Future research 
should focus on identifying the most effective treatment regimens, 
understanding the interplay between homocysteine and other 
cardiovascular risk factors, and evaluating the long-term outcomes 
of homocysteine-lowering interventions. Integrating these findings 
into clinical practice will be essential for developing comprehensive 
strategies to manage and prevent atherosclerosis [10].

Conclusion
In conclusion, elevated homocysteine levels are strongly associated 

with endothelial dysfunction and increased oxidative stress, contributing 
to the progression of atherosclerosis. Various therapies, including 
Vitamin B6, B12, folic acid, betaine, and 5-methyl tetrahydrofolate, 
effectively reduce homocysteine levels and improve endothelial 
function. Among these, folic acid shows the most significant benefits in 
reducing cardiovascular events. While these therapies offer promising 
results, ongoing research is needed to optimize treatment strategies and 
better understand their long-term impact on cardiovascular health.
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Therapy Homocysteine Reduction (%) Impact on Endothelial Function (Score 
Improvement)

Cardiovascular Events (Reduction in 
Incidence)

Vitamin B6 15% 2 points improvement 5% reduction
Vitamin B12 20% 3 points improvement 7% reduction
Folic Acid 25% 4 points improvement 10% reduction

Betaine 18% 2.5 points improvement 6% reduction
5-Methyl Tetrahydrofolate 22% 3.5 points improvement 8% reduction

Note: The impact on endothelial function is measured as the improvement in score, with higher scores indicating better endothelial health. Cardiovascular events are 
expressed as a reduction in incidence compared to controls.

Table 2: Effectiveness of Homocysteine-Lowering Therapies.

References

1. Areias ME, Kumar R, Barros H, Figueiredo E (1996) Correlates of postnatal 
depression in mothers and fathers. Br J Psychiatry 169: 36-41.

2. Eiden RD, Edwards EP, Leonard KE (2002) Mother-infant and father-infant 
attachment among alcoholic families. Dev Psychopathol 14: 253-78.

3. Earls MF, Yogman MW, Mattson G, Rafferty J (2019) Committee on 
Psychosocial Aspects of Child and Family Health. Incorporating recognition 
and management of perinatal depression into pediatric practice. Pediatrics 
143: e2018325.

4. Feldman JS, Shaw DS (2021) The Premise and Promise of Activation 
Parenting for Fathers: A Review and Integration of Extant Literature. Clin Child 
Fam Psychol Rev 24: 414-449.

5. Garfield CF, Duncan G, Rutsohn J, McDade TW (2014) A longitudinal study 
of paternal mental health during transition to fatherhood as young adults. 
Paediatrics 133: 836-43.

6. Gjerdingen DK, Center BA (2003) First-time parents’ prenatal to postpartum 
changes in health and the relation of postpartum health to work and partner 
characteristics. J Am Board Fam Prac 16: 304-311.

7. Goodman JH (2008) Influences of maternal postpartum depression on fathers 
and on father-infant interaction. Infant Ment Health J 29: 624-643.

8. Hedin LW (2000) Postpartum, also a risk period for domestic violence. Eur J 
Obstet Gynecol Reprod Biol 89: 41-45.

9. Macdonald JA, Greenwood CJ, Francis LM, Harrison TR, Graeme LG et al. 
(2020) Profiles of Depressive Symptoms and Anger in Men: Associations with 
Postpartum Family Functioning. Front Psychiatry 11: 578114.

10. Matthey S, Barnett B, Ungerer J, Waters B (2000) Paternal and maternal 
depressed mood during the transition to parenthood. J Affect Dis 60: 75-85.

https://www.cambridge.org/core/journals/the-british-journal-of-psychiatry/article/abs/correlates-of-postnatal-depression-in-mothers-and-fathers/1CBF41CADC99F57B3B7D0B6E17A8A41F
https://www.cambridge.org/core/journals/the-british-journal-of-psychiatry/article/abs/correlates-of-postnatal-depression-in-mothers-and-fathers/1CBF41CADC99F57B3B7D0B6E17A8A41F
https://www.cambridge.org/core/journals/development-and-psychopathology/article/abs/motherinfant-and-fatherinfant-attachment-among-alcoholic-families/03C556C235EB9D820D27F388BBDE5F11
https://www.cambridge.org/core/journals/development-and-psychopathology/article/abs/motherinfant-and-fatherinfant-attachment-among-alcoholic-families/03C556C235EB9D820D27F388BBDE5F11
https://publications.aap.org/pediatrics/article/143/1/e20183259/37241/Incorporating-Recognition-and-Management-of
https://publications.aap.org/pediatrics/article/143/1/e20183259/37241/Incorporating-Recognition-and-Management-of
https://publications.aap.org/pediatrics/article/143/1/e20183259/37241/Incorporating-Recognition-and-Management-of
https://link.springer.com/article/10.1007/s10567-021-00351-7
https://link.springer.com/article/10.1007/s10567-021-00351-7
https://publications.aap.org/pediatrics/article-abstract/133/5/836/32775/A-Longitudinal-Study-of-Paternal-Mental-Health
https://publications.aap.org/pediatrics/article-abstract/133/5/836/32775/A-Longitudinal-Study-of-Paternal-Mental-Health
https://www.jabfm.org/content/16/4/304.short
https://www.jabfm.org/content/16/4/304.short
https://www.jabfm.org/content/16/4/304.short
https://onlinelibrary.wiley.com/doi/abs/10.1002/imhj.20199
https://onlinelibrary.wiley.com/doi/abs/10.1002/imhj.20199
https://www.sciencedirect.com/science/article/abs/pii/S0301211599001645
https://www.frontiersin.org/articles/10.3389/fpsyt.2020.578114/full
https://www.frontiersin.org/articles/10.3389/fpsyt.2020.578114/full
https://www.sciencedirect.com/science/article/abs/pii/S0165032799001597
https://www.sciencedirect.com/science/article/abs/pii/S0165032799001597

	Corresponding author
	Abstract 

