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Abstract

Subfertility, a prevalent and emotionally taxing condition affecting couples worldwide, has garnered
increasing attention in reproductive health. While its etiology remains multifaceted, emerging research has
explored the role of serum homocysteine levels and nutrient deficiencies in influencing subfertility. This
comprehensive review synthesizes current knowledge, beginning with an introduction to subfertility and
the significance of investigating serum homocysteine levels. It proceeds to elucidate the role of nutrient
deficiencies, particularly folate and vitamin B12, in homocysteine metabolism and examines existing
research linking homocysteine to subfertility. The review explores potential mechanisms underlying this
relationship, addressing the variability in study findings and their contributing factors. Implications for
clinical practice, including assessing serum homocysteine levels, nutritional interventions, and personalized
medicine, are discussed. Moreover, the review underscores the importance of ongoing research. It offers a
call to action for advancing our understanding of subfertility and improving the lives of individuals and
couples navigating reproduction challenges.
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Introduction And Background

Infertility, defined as the inability to conceive after one year of regular, unprotected intercourse, is a
distressing condition that affects a significant portion of the global population. In recent decades,
subfertility, a related condition characterized by difficulty conceiving, has garnered increasing attention due
to its widespread prevalence and profound impact on individuals and couples seeking to start a family.
Subfertility is estimated to affect approximately 10-15% of couples worldwide, making it a prevalent
reproductive health concern [1-3].

Subfertility encompasses a spectrum of fertility challenges, ranging from prolonged time to conception to
recurrent pregnancy loss. Various factors, including hormonal imbalances, structural abnormalities, and
lifestyle factors, can cause it. While advances in assisted reproductive technologies have provided hope and
options for many subfertile couples, much remains unknown about the underlying causes of subfertility.
This knowledge gap underscores the need for comprehensive research into the factors contributing to
subfertility [3-5]. In recent years, emerging evidence has suggested a potential link between elevated serum
homocysteine levels and subfertility. Homocysteine, a sulfur-containing amino acid, plays a crucial role in
various biochemical pathways within the body. Elevated homocysteine levels have been widely recognized as
a risk factor for cardiovascular disease, neurodegenerative disorders, and adverse pregnancy outcomes,
among other health concerns. However, its connection to subfertility remains a relatively unexplored area of
research [6,7].

Understanding the role of serum homocysteine levels in subfertility is significant for several reasons. Firstly,
it offers a novel perspective on the intricate interplay between metabolic factors and reproductive health.
Secondly, if a link is established, it may provide a non-invasive and cost-effective biomarker for assessing
subfertility risk. Lastly, elucidating the relationship between homocysteine and subfertility could open
avenues for targeted interventions, potentially improving the chances of conception for affected individuals
and couples [8]. This comprehensive review aims to unravel the complex relationship between serum
homocysteine levels and nutrient deficiency in the context of subfertility. We aim to critically analyze
existing clinical and experimental literature to assess the extent to which serum homocysteine levels may be
associated with subfertility. Furthermore, we will explore the potential underlying mechanisms through
which nutrient deficiencies, particularly vitamins such as folate and B12, may influence homocysteine levels
and, consequently, reproductive outcomes.
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Nutrient deficiency and subfertility
Definition of Subfertility

Subfertility, often used interchangeably with "unexplained infertility," refers to a condition in which couples
experience difficulty conceiving despite engaging in regular, unprotected sexual intercourse for an extended
period, typically one year or more. Unlike infertility, where a clear cause for the inability to conceive can be
identified, subfertility encompasses cases where no specific, evident reason for the delay in conception can
be pinpointed [9].

Common Causes and Risk Factors

Hormonal imbalances: Hormones play a big role in the menstrual cycle and reproduction. Problems with
hormones like estrogen, progesterone, and luteinizing hormone (LH) can lead to irregular periods, lack of
ovulation, and fertility issues. Conditions like polycystic ovary syndrome (PCOS) involve hormonal
imbalances that can make it harder to get pregnant [10].

Structural abnormalities: Issues with the reproductive organs can block successful fertilization. Conditions
like uterine fibroids, polyps, or blocked fallopian tubes can stop sperm from reaching the egg or prevent
embryo implantation. Identifying and fixing these structural problems to improve fertility [9].

Lifestyle factors: Choices in lifestyle can strongly affect fertility. Smoking, too much alcohol, and substance
abuse can reduce fertility in both men and women. Obesity can mess with hormones and ovulation, posing
another risk. Also, a poor diet and insufficient nutrients can harm reproductive health [11].

Age: A woman's age is crucial for fertility. Fertility decreases as a woman gets older, mainly because of fewer
and lower-quality eggs. After 35, fertility declines more rapidly. Being older during pregnancy increases the
chances of fertility problems and pregnancy complications [12].

Psychological factors: Mental factors like stress, anxiety, and depression can seriously impact fertility.
Chronic stress, for example, can mess up the delicate hormonal balance needed for ovulation and successful
pregnancy. Also, psychological issues can affect sexual function and desire, changing how often couples
have sex and influencing fertility [13].

The Role of Nutrition in Reproductive Health

Nutrition is pivotal in reproductive health, influencing various aspects crucial for fertility and overall well-
being. Folate (vitamin B9) is a critical nutrient known for its significance before and during pregnancy.
Essential for DNA synthesis and gene regulation through methylation processes, adequate folate intake is
vital to prevent neural tube defects in the developing fetus. Women of childbearing age are advised to
ensure sufficient folate intake through diet or supplementation to support a healthy pregnancy [14-16].

Vitamin B12, another essential B vitamin, is crucial for DNA synthesis and maintaining healthy nerve cells.
Deficiency in vitamin B12 can lead to anemia, reduced red blood cell production, and neurological issues.
Proper vitamin B12 status is important for overall health and may impact fertility [15-16]. Vitamin D affects
hormonal balance, immune system regulation, and calcium absorption, playing a role in maintaining the
health of various body systems, including the reproductive system. Insufficient vitamin D levels may be
associated with subfertility, emphasizing the importance of ensuring adequate intake and exposure to
sunlight for reproductive health [17-20].

Iron, crucial for forming red blood cells and oxygen transport, maintains optimal hemoglobin levels. Iron
deficiency can lead to anemia, disrupting menstrual cycles and affecting fertility by disturbing the delicate
balance of hormones. Adequate iron intake is crucial for sustaining reproductive health, especially in
women with heavy menstrual bleeding [17]. Omega-3 fatty acids, particularly DHA and EPA, are known for
their anti-inflammatory properties, potentially influencing reproductive health by regulating menstrual
cycles and reducing inflammation [18-21].

Serum homocysteine levels: an emerging biomarker

What Is Homocysteine?

Homocysteine is a sulfur-containing amino acid that is an intermediate in methionine metabolism, another
amino acid obtained from dietary protein sources. It is produced during the demethylation of methionine,
and various factors, including dietary intake of certain nutrients, genetic variations, and metabolic
processes, influence its levels in the body. Homocysteine exists in two forms: free homocysteine (not bound
to proteins) and protein-bound homocysteine [22].

Biological Functions and Metabolism of Homocysteine
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Methylation reactions are fundamental processes where homocysteine serves as a key participant, acting as a
provider of methyl groups (CH3) during the transfer to various target molecules. This transfer of methyl
groups is not a mere biochemical detail; it is a highly significant mechanism with far-reaching consequences
for cellular functioning. Through methylation, homocysteine actively contributes to modifying essential
molecules within the cell. These modifications are not arbitrary but are intricately tied to the regulation and
optimization of cellular processes. The outcomes of methylation reactions extend beyond a singular event;
they create a cascade of molecular changes that influence cellular functions critical to overall health. In
essence, the role of homocysteine in methylation reactions is a dynamic and vital aspect of cellular
biochemistry. It underscores the interconnected nature of biochemical processes and emphasizes a single
molecule's profound impact on the intricate dance of molecular modifications within the cell. Understanding
these methylation reactions provides insight into the broader landscape of cellular health and functioning
[23].

Gene regulation: Methylation occupies a central position in the orchestration of gene expression. DNA
methylation entails adding methyl groups to specific regions of DNA, effectively governing whether
particular genes are activated or silenced. This regulatory mechanism controls various cellular functions,
encompassing cell differentiation, growth, and responsiveness to environmental cues. The involvement of
homocysteine in methylation reactions endows it with an indirect role in the modulation of gene
expression, thereby holding the potential to impact health and disease outcomes [24].

Neurotransmitter and hormone metabolism: Methylation proves indispensable in the metabolism of
neurotransmitters (e.g., dopamine, serotonin) and hormones (e.g., epinephrine, norepinephrine). These
molecules assume critical roles in mood regulation, cognitive processes, and the body's response to stress.
Homocysteine's active participation in methylation reactions assumes significance in ensuring the proper
synthesis and metabolism of these bioactive compounds, thereby influencing mood, cognition, and stress
response mechanisms [25].

Transsulfuration pathway: Homocysteine is pivotal in the transsulfuration pathway, another vital metabolic
route within the body. This pathway facilitates the conversion of homocysteine into cysteine, an amino acid
with multifaceted functions. Cysteine is a precursor for synthesizing glutathione, one of the body's most
potent antioxidants [26].

Antioxidant defense: Glutathione emerges as a linchpin in shielding cells from the detrimental effects of
oxidative stress. Oxidative stress occurs when there is an imbalance between reactive oxygen species (ROS)
and the body's antioxidant defenses, leading to cellular damage. Glutathione, a critical antioxidant,
counteracts the harmful effects of ROS and maintains the delicate balance of redox processes within cells.
Homocysteine's involvement in cysteine synthesis indirectly bolsters glutathione production, fortifying the
body's capacity to fend off oxidative stress and uphold cellular health [27].

Role of Homocysteine in Cardiovascular Health

Elevated homocysteine levels have been associated with impaired endothelial function, and the mechanism
through which this occurs is noteworthy. The endothelium, which forms the inner lining of blood vessels,
plays a crucial role in regulating blood flow and maintaining vascular health. When homocysteine levels are
elevated, they can adversely affect the endothelium. The intricate mechanism involves disrupting the
function of the endothelium, leading to diminished vasodilation, the widening of blood vessels, and an
increase in inflammation. This disruption, caused by elevated homocysteine, contributes to endothelial
dysfunction. As a result, there is a compromise in the normal functioning of blood vessels, potentially
leading to high blood pressure and an elevated risk of cardiovascular events [28].

Oxidative stress: Homocysteine has been shown to promote oxidative stress within the vascular system.
Oxidative stress occurs when there is an imbalance between free radicals (reactive molecules) and
antioxidants in the body. Elevated homocysteine levels can contribute to oxidative stress, which, in turn,
can damage blood vessel walls. This damage can trigger an inflammatory response and promote the
development of atherosclerosis, a condition characterized by the buildup of plaques in the arteries.
Atherosclerosis is a major risk factor for heart disease and stroke [29].

Thrombosis: High levels of homocysteine may enhance the formation of blood clots, a process known as
thrombosis. However, the specific threshold at which homocysteine levels begin to disrupt the normal
regulation of blood clotting mechanisms and potentially lead to an increased tendency to form blood clots is
not well-established. This heightened risk of thrombosis can contribute to cardiovascular events, such as
heart attacks and strokes [30].

Nutrients and homocysteine metabolism

Folate (Vitamin B9) and Its Role in Homocysteine Metabolism

Methionine synthesis: Folate is required as a co-factor for the enzyme methionine synthase, which is central
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to the conversion of homocysteine into methionine. This enzymatic reaction is critical for maintaining
optimal homocysteine levels in the body. Methionine, the end product of this reaction, is an essential amino
acid necessary for protein synthesis, including the production of enzymes and structural proteins.
Methionine is also a precursor for S-adenosylmethionine (SAMe), a molecule involved in various
biochemical reactions, including DNA methylation [31].

Protein and DNA synthesis: Methionine generated through the methionine synthase pathway is
indispensable for synthesizing proteins and DNA. In the context of reproductive health, the availability of
methionine and its subsequent use in protein and DNA synthesis are essential for various processes,
including the development and maturation of ova, the production of sperm, and the proper functioning of
reproductive organs [32].

DNA methylation: Folate also plays a crucial role in DNA methylation, which involves adding methyl groups
to DNA molecules. DNA methylation is a fundamental mechanism of gene regulation that can influence the
expression of genes associated with various aspects of health, including reproduction. Proper DNA
methylation patterns are essential for the precise control of gene expression during critical reproductive
processes, such as gametogenesis (sperm and egg formation), fertilization, and embryonic development [33].

Gene regulation in reproduction: DNA methylation patterns can impact the expression of genes involved in
reproductive health, such as those related to hormone regulation, gamete quality, and embryonic
development. Disruptions in DNA methylation patterns due to folate deficiency may lead to suboptimal gene
regulation in these critical reproductive processes [34].

Vitamin B12 and Its Impact on Homocysteine Levels

Vitamin B12 is a vital co-factor for the enzyme methionine synthase and folate, playing a central role in
homocysteine metabolism. This enzymatic process is essential for converting homocysteine into
methionine, a crucial amino acid for various biological functions [35]. Both folate and vitamin B12 are
necessary to effectively function methionine synthase. Beyond its involvement in homocysteine
metabolism, vitamin B12 holds critical importance in maintaining the proper functioning of the nervous
system. Vitamin B12 deficiency can manifest in neurological symptoms, including peripheral neuropathy
(damage to peripheral nerves) and cognitive impairments. Given the integral role of the nervous system in
regulating reproductive processes, such as hormonal regulation, ovulation, and sperm production,
disruptions in neurological function may have a notable impact on fertility [36].

Other Vitamins and Minerals Affecting Homocysteine

Vitamin B6 (pyridoxine): Vitamin B6 is a vital player in homocysteine metabolism. It functions as a co-factor
for enzymes involved in homocysteine metabolism, particularly in converting homocysteine to
cystathionine. Through this enzymatic activity, vitamin B6 assists in the transformation of homocysteine
into a less harmful compound, cystathionine. Adequate vitamin B6 levels are necessary to facilitate this
enzymatic reaction effectively. A deficiency in vitamin B6 can disrupt homocysteine metabolism, potentially
leading to elevated homocysteine levels, which may have implications for subfertility [37].

Riboflavin (vitamin B2): While not directly involved in homocysteine metabolism, riboflavin plays an
important indirect role. Riboflavin is essential for activating folate and vitamin B6, two key players in the
homocysteine metabolic pathway. Riboflavin is a co-factor for enzymes that convert folate and vitamin B6
into active forms required for homocysteine metabolism. Thus, riboflavin deficiency can indirectly impact
homocysteine metabolism by limiting the activation of folate and vitamin B6, potentially leading to elevated
homocysteine levels [38].

Betaine: Betaine is a naturally occurring compound found in certain foods, including beets, spinach, whole
wheat, and seafood. It has a unique role in homocysteine metabolism, distinct from the traditional pathways
involving folate and vitamin B12. Betaine can participate in the remethylation of homocysteine to
methionine independently of these vitamins. This alternative pathway for homocysteine metabolism is
particularly important in cases where deficiencies in folate or vitamin B12 are present or genetic variations
affect traditional homocysteine metabolism pathways. The availability of betaine from dietary sources may
influence the efficiency of this alternative pathway and, subsequently, homocysteine levels [39].

Dietary Sources of These Nutrients

Meeting the nutritional requirements for folate, vitamin B12, B6, riboflavin (B2), and betaine is essential for
maintaining homocysteine metabolism and overall reproductive health, as described in Table I [40].
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Nutrient Dietary Sources

Folate (vitamin

BY) Leafy green vegetables (e.g., spinach, kale), legumes (e.g., lentils, chickpeas), citrus fruits (e.g., oranges), fortified cereals

Vitamin B12 Meat (especially liver and fish), dairy products, eggs

Vitamin B6 Poultry (chicken and turkey), fish (salmon, tuna, trout), bananas, potatoes (especially with the skin), fortified cereals

Riboflavin Dairy products (milk, yogurt, cheese), lean meats (beef, pork, chicken), green leafy vegetables (spinach, broccoli, asparagus), whole
(vitamin B2) grains (whole wheat bread, brown rice, fortified cereals)

Betaine Beets (both the root and leaves), spinach, whole wheat (e.g., whole wheat bread, pasta), seafood (e.g., shrimp, cod)

TABLE 1: Dietary sources of nutrients

The author self-created the table.

Serum homocysteine levels in subfertility

An expanding body of research has investigated the potential association between serum homocysteine
levels and subfertility. These studies have explored various facets of this relationship, shedding light on the
prevalence of elevated homocysteine in subfertility patients, potential mechanisms that link homocysteine
to subfertility, and the impact of nutrient deficiencies on homocysteine levels. A comprehensive review of
these studies offers valuable insights into the role of homocysteine in the context of subfertility [41].

Prevalence of Elevated Homocysteine

The incidence of elevated homocysteine levels exhibits variability based on the specific population under
examination and the criteria employed to define elevated homocysteine. In a cross-sectional study

conducted in Hunan, China, the prevalence of hyperhomocysteinemia was notably high, reaching 35.4% [41].

The general populace's estimated occurrence of mild hyperhomocysteinemia falls within 5% to 7% [41].
Among hypertensive individuals aged 35 and older, the prevalence of hyperhomocysteinemia was
determined to be 36.1% [41]. Utilizing administrative claims data, a separate study gauged the prevalence of
homocystinuria in the United States, revealing an approximate incidence of 1 in 10,000 individuals [41].
Conversely, another investigation projected the prevalence of diagnosed homocystinuria in the US to span
between 12,113 and 31,162 cases [5]. In an observational cross-sectional study focusing on an elderly
demographic, while the prevalence of total hyperhomocysteinemia was not explicitly disclosed, the findings
underscored a significant age-related increase in homocysteine levels [41]. These diverse prevalence figures
highlight the importance of considering both demographic factors and the specific criteria employed when
interpreting the incidence of elevated homocysteine across different populations.

Potential Mechanisms

Research has delved into mechanisms that might explain the relationship between homocysteine and
subfertility. These mechanisms include endothelial dysfunction, oxidative stress, hormonal disruption,
inflammation, and alterations in DNA methylation patterns. Understanding these mechanisms at the
cellular and molecular levels is critical for comprehending how elevated homocysteine might affect
reproductive health [41].

Nutrient Deficiencies

Studies have investigated the impact of nutrient deficiencies, particularly folate, vitamin B12, and vitamin
B6, on serum homocysteine levels in subfertility patients. Nutrient deficiencies can disrupt homocysteine
metabolism, potentially contributing to elevated levels. Exploring the prevalence of these deficiencies and
their role in subfertility helps establish a more comprehensive understanding of the factors influencing
homocysteine in this context [41].

Outcome Measures

Researchers have assessed various outcome measures in their studies, including time to conception, live
birth rates, pregnancy complications, and neonatal outcomes, to determine the clinical significance of
elevated homocysteine levels in subfertility patients. These outcome measures provide insights into the
potential impact of homocysteine on fertility and reproductive success [42].
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Correlation Between Serum Homocysteine Levels and Subfertility

High homocysteine levels have been associated with infertility and pregnancy complications such as
preeclampsia, preterm delivery, miscarriage, and low birth weight [43]. Several studies have investigated the
association between homocysteine levels and infertility. High homocysteine levels have been linked to poor
oocyte quality, male infertility due to abnormal sperm, and unexplained infertility in vitro
fertilization/intracytoplasmic sperm injection (IVF/ICSI) [44-45]. One study found that lower homocysteine
levels in embryo culture medium were associated with a better chance of pregnancy and better embryo
quality [45]. However, another study found no association between serum homocysteine levels and IVF/ICSI
pregnancy outcomes [46]. Additionally, high homocysteine levels have been identified as a risk factor for
unexplained infertility and pregnancy complications such as preeclampsia, preterm delivery, miscarriage,
and low birth weight [3]. Aging and high levels of plasma homocysteine are also strongly associated with
thrombotic events during IVF [43].

Potential Mechanisms Linking Homocysteine to Subfertility

Several studies have explored the link between homocysteine levels and subfertility. Elevated homocysteine
levels have been associated with various aspects of infertility, including poor oocyte quality, male infertility
due to abnormal sperm, and unexplained infertility in vitro fertilization/intracytoplasmic sperm injection
(IVF/ICSI) [43-44]. Lower follicular fluid homocysteine levels have been associated with a better chance of
clinical pregnancy, and homocysteine-lowering agents have shown a favorable impact on the outcome of
infertility in cases of unexplained infertility associated with hyperhomocysteinemia [45-46]. Additionally,
high homocysteine levels have been identified as a risk factor for pregnancy complications such as
preeclampsia, preterm delivery, miscarriage, and low birth weight [46]. These findings suggest a potential
role for homocysteine in assessing and managing subfertility.

Endothelial dysfunction: Elevated homocysteine levels impair endothelial function, leading to endothelial
dysfunction. This dysfunction can reduce blood flow to various organs, including the reproductive organs.
Reduced blood flow to these organs may affect their function and compromise fertility. Proper blood flow is
essential for nourishing and oxygenating reproductive tissues, making endothelial dysfunction a potential
contributor to subfertility [47-48].

Oxidative stress: Homocysteine has been linked to promoting oxidative stress in the body. Oxidative stress
occurs when an imbalance between free radicals and antioxidants leads to cellular damage. Elevated
homocysteine levels can contribute to oxidative stress, adversely affecting ova and sperm quality. Increased
oxidative stress can damage these reproductive cells' DNA, reducing their viability and fertility potential
[49].

Hormonal disruption: Elevated homocysteine levels may interfere with hormonal balance, including
regulating sex hormones. Proper hormonal balance is essential for various aspects of fertility, including the
development and release of eggs, the quality of sperm, and the receptivity of the uterine lining for embryo
implantation. Therefore, disruptions in hormonal signaling pathways could affect fertility [50].

Inflammation: Elevated homocysteine levels have been associated with increased inflammation in the body.
Chronic inflammation can have systemic effects and disrupt normal reproductive processes. Inflammation
may impair the function of the reproductive organs, alter the balance of immune cells in the reproductive
tract, and negatively impact the quality of eggs and sperm [51].

DNA methylation: Homocysteine can influence epigenetic processes, particularly DNA methylation patterns.
Alterations in DNA methylation can affect gene expression, including genes critical for reproductive health.
Changes in the epigenetic landscape may lead to suboptimal regulation of genes involved in fertility and
reproductive processes [52].

Variability in Study Findings and Factors Contributing to It

Study populations: Variations in study populations can significantly impact the strength of the association
between serum homocysteine levels and subfertility. Age, sex, and underlying health conditions can differ
between study cohorts. For example, homocysteine and subfertility may be more pronounced in older
individuals or those with specific medical conditions that affect homocysteine metabolism [53].

Nutritional status: Differences in the nutritional status of study participants, particularly in terms of folate,
vitamin B12, and vitamin B6 intake, can affect homocysteine levels and complicate the interpretation of
results. Nutrient deficiencies can vary across populations and influence homocysteine levels differently.
Studies should account for these variations by assessing and reporting participants' nutritional status [54].

Methodological differences: Variations in study design and methodology can contribute to discrepancies in
findings. Differences in sample size, follow-up duration, and measurement methods for homocysteine levels
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may impact the ability to detect associations accurately. Standardization of study protocols and careful
consideration of statistical methods are essential to minimize methodological biases [55].

Genetic factors: Genetic variations in enzymes involved in homocysteine metabolism can impact individual
homocysteine levels and responses to nutrient deficiencies. Polymorphisms in genes encoding enzymes such
as MTHFR can influence homocysteine metabolism and may interact with nutritional factors. Studies should
consider genetic factors as potential effect modifiers and stratify analyses accordingly [56].

Other confounding factors: Lifestyle factors can influence homocysteine levels and contribute to variability
in study results. Smoking, excessive alcohol consumption, and BMI are examples of factors that can affect
homocysteine metabolism. It is essential to account for these confounding variables in study design and
analysis to isolate the specific impact of homocysteine on subfertility [57].

Implications for clinical practice

Assessing Serum Homocysteine Levels in Subfertility Patients

Diagnostic value: Routine measurement of serum homocysteine levels can be a valuable diagnostic tool in
subfertility. Elevated homocysteine levels may signal underlying nutrient deficiencies or metabolic
imbalances that could contribute to subfertility. While elevated homocysteine alone may not be the sole
cause of subfertility, it can indicate potential underlying issues that warrant further investigation and
intervention [58].

Patient selection: Healthcare providers should consider including serum homocysteine assessment as part of
the diagnostic workup for subfertility, particularly in cases with unexplained subfertility or other risk factors
for elevated homocysteine. Risk factors may include a history of nutrient deficiencies, certain medical
conditions (e.g., malabsorption disorders), or lifestyle factors (e.g., smoking, excessive alcohol consumption)
that can affect homocysteine metabolism. Identifying individuals at risk for elevated homocysteine levels
can help tailor diagnostic and treatment approaches [42].

Interpretation: Interpreting homocysteine levels should be done with other clinical information. A
comprehensive evaluation should include a thorough medical history to identify potential risk factors and
assess nutrient status, particularly folate and vitamin B12 levels, integral to homocysteine metabolism.
Evaluating other potential causes of subfertility, such as hormonal imbalances and anatomical factors, is
essential to establish a comprehensive diagnosis and treatment plan [47].

Reference ranges: Establishing appropriate reference ranges for serum homocysteine levels in the context of
subfertility is essential. Optimal homocysteine levels may differ from general population reference values
due to the unique considerations in subfertility patients. Healthcare providers should work collaboratively
with laboratories to determine relevant reference ranges that account for factors specific to subfertility, such
as nutritional status and underlying medical conditions [59].

Nutritional Interventions to Regulate Homocysteine Levels

Supplementation: Clinicians may consider recommending supplementation for individuals with confirmed
nutrient deficiencies, specifically in folate or vitamin B12. These nutrients play essential roles as cofactors
in homocysteine metabolism. Supplementation is advisable to address deficiencies and facilitate the
conversion of homocysteine to methionine. Dosage and duration should be personalized based on ongoing
monitoring of nutrient status and homocysteine levels [60].

Dietary modification: Clinicians must advise subfertility patients to adopt a balanced diet rich in folate,
vitamin B12, and other essential nutrients to optimize homocysteine metabolism. Dietary sources such as
leafy green vegetables, legumes, meat, fish, dairy, and fortified foods can help maintain adequate nutrient
levels and support homocysteine metabolism. Personalized dietary recommendations, based on individual
nutritional status and preferences, can be provided by nutritionists [61].

Lifestyle changes: Recognizing the association between lifestyle factors and elevated homocysteine levels,
healthcare providers should actively address and modify habits like smoking and excessive alcohol
consumption in subfertility patients. Integrating smoking cessation programs and alcohol reduction
strategies into the treatment plan can help mitigate the impact of these modifiable risk factors on
homocysteine levels. These lifestyle modifications benefit homocysteine metabolism and promote overall
reproductive health [62].

Monitoring: Clinicians should emphasize the importance of regularly monitoring homocysteine levels
during nutritional interventions. This enables healthcare providers to assess treatment efficacy and make
necessary adjustments. Individualized monitoring, based on the patient's initial homocysteine levels and
response to interventions, ensures effective resolution of nutrient deficiencies and maintenance of
homocysteine levels within the target range [63].
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Case Studies and Clinical Trials Demonstrating Efficacy

Case studies: Documenting individual case studies where nutritional interventions successfully regulated
homocysteine levels and led to improved fertility outcomes can provide valuable real-world insights. These
cases should highlight the specific nutritional deficiencies identified, the interventions employed (e.g.,
dietary changes, supplementation), and the resulting changes in homocysteine levels and fertility outcomes.
Case studies offer anecdotal evidence that can inspire similar approaches in clinical practice and serve as
preliminary evidence of effectiveness [8].

Clinical trials: Rigorous clinical trials are essential to systematically assess the effectiveness of specific
nutritional interventions on subfertility patients with elevated homocysteine levels. To ensure scientific
rigor, well-designed trials should include appropriate control groups (e.g., placebo or standard treatment)
and randomization. Furthermore, these trials should incorporate long-term follow-up to evaluate
reproductive success as a primary outcome measure. Key parameters include time to conception, live birth
rates, pregnancy complications, and neonatal outcomes. Trials should also stratify patients based on the
degree of homocysteine elevation to explore potential dose-response relationships [64].

Recommendations for Healthcare Providers

Comprehensive assessment: Conduct a comprehensive evaluation of subfertility patients. This should
encompass a thorough medical history, physical examination, and assessment of nutritional status. A
detailed medical history helps identify potential risk factors and underlying conditions contributing to
subfertility. A physical examination can reveal physical factors affecting fertility, and assessing nutritional
status, including serum homocysteine levels, is crucial to identify nutrient deficiencies that may be
amenable to intervention [65].

Individualized approach: Recognize that subfertility is a complex condition with diverse underlying causes.
Adopt an individualized approach to diagnosis and treatment, considering each patient's specific needs and
circumstances. Age, medical history, lifestyle, and partner factors should all inform the diagnostic and
treatment plan. Individualization ensures that interventions are tailored to address the unique factors
contributing to subfertility, potentially improving treatment success [66].

Multidisciplinary collaboration: Subfertility often involves multifaceted factors, including nutritional,
hormonal, and reproductive aspects. Collaborate with a multidisciplinary team of healthcare professionals,
including nutritionists, reproductive endocrinologists, genetic counselors, and other specialists. This
collaborative approach allows for a comprehensive assessment of subfertility patients, facilitates the
development of holistic treatment plans, and ensures patients receive the most appropriate and effective
interventions [67].

Patient education: Educate subfertility patients about the importance of nutrition in reproductive health.
Patients should be informed about the potential role of serum homocysteine levels and nutrient deficiencies
in subfertility. Guide on maintaining a balanced diet, addressing nutrient deficiencies, and making lifestyle
changes that support reproductive health. Informed patients are more likely to actively participate in their
treatment and make positive changes to enhance their fertility [68].

Long-term care: Recognize that subfertility management often requires ongoing care and monitoring.
Implement a long-term care plan for subfertility patients to assess treatment progress and adjust
interventions as necessary. Regular monitoring of serum homocysteine levels, nutritional status, and
reproductive outcomes allows for the timely identification of treatment effectiveness and the need for
modifications. Continuity of care is essential to support patients throughout their subfertility journey [69].

Future directions and research gaps

Areas Requiring Further Investigation

Causality: Whether elevated homocysteine levels directly contribute to subfertility or are merely a marker of
underlying metabolic disturbances remains a pivotal question. Establishing causality is complex due to the
multifactorial nature of subfertility. Future research should employ longitudinal and interventional study
designs to decipher whether elevated homocysteine plays a causal role in subfertility or is an indirect
consequence of underlying conditions such as nutrient deficiencies or metabolic dysfunction [70].

Mechanistic understanding: While the association between homocysteine and subfertility is recognized,
detailed mechanistic studies are needed to elucidate how homocysteine impacts reproductive health at the
cellular and molecular levels. Investigating specific pathways, such as endothelial dysfunction, oxidative
stress, hormonal disruption, inflammation, and DNA methylation, can provide critical insights. Cellular and
animal models may be valuable in dissecting the molecular mechanisms linking homocysteine to subfertility,
ultimately uncovering potential therapeutic targets [45].
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Dose-response relationships: Exploring dose-response relationships between serum homocysteine levels
and subfertility risk can provide a more nuanced understanding of the association. This investigation should
involve stratifying subfertility patients into different homocysteine level categories and assessing the
incidence and severity of subfertility. Dose-response analyses can help identify critical thresholds beyond
which elevated homocysteine levels may significantly impact reproductive health, guiding clinical decision-
making and intervention strategies [71].

Longitudinal studies: Conducting long-term prospective studies that follow subfertility patients from
diagnosis through treatment and pregnancy outcomes is essential to gain insights into the impact of
homocysteine over time. Such studies can elucidate whether fluctuations in serum homocysteine levels
during the subfertility journey correlate with changes in fertility outcomes. Longitudinal data can also shed
light on the persistence of elevated homocysteine levels and their potential influence on reproductive
success, including live birth rates, pregnancy complications, and neonatal outcomes [72].

Potential Studies Needed to Validate Findings

Randomized controlled trials (RCTs): Well-designed RCTs are essential to investigate the impact of
nutritional interventions targeting homocysteine levels on subfertility outcomes. These trials should assess
key endpoints such as time to conception, live birth rates, and pregnancy complications. By comparing
different interventions, dosages, and durations, RCTs can provide valuable insights into the efficacy and
safety of interventions to normalize homocysteine levels in subfertility patients. Randomization helps
control for confounding variables and ensures robust evidence [73].

Large-scale cohort studies: Large-scale cohort studies with diverse populations are crucial for providing
robust and generalizable evidence regarding the relationship between serum homocysteine levels and
subfertility. These studies should encompass various demographic groups, accounting for potential
confounders and modifiers such as age, sex, lifestyle factors, and underlying health conditions. Long-term
follow-up is essential to assess the impact of elevated homocysteine on subfertility and reproductive
outcomes over time. Large cohorts can also facilitate subgroup analyses, allowing for a deeper exploration of
specific risk factors and potential interactions [74].

Meta-analyses: Meta-analyses of existing studies can play a pivotal role in consolidating evidence and
providing more precise estimates of the association between homocysteine and subfertility. By synthesizing
data from multiple studies, meta-analyses can identify patterns and trends that may not be apparent in
individual studies alone. This approach also helps quantify the strength and consistency of the association
while addressing potential publication bias. Meta-analyses can guide researchers and clinicians in assessing
the overall impact of homocysteine levels on subfertility and inform clinical decision-making [75].

Biological and experimental studies: Complementary to clinical research, in vitro and animal studies are
essential for gaining mechanistic insights into how homocysteine affects reproductive health. These studies
can help uncover the cellular and molecular pathways influenced by elevated homocysteine levels. In vitro
experiments allow researchers to manipulate conditions and directly assess the impact of homocysteine on
reproductive cells and tissues. Animal studies allow for exploring causal relationships, potential therapeutic
targets, and the effects of homocysteine on reproductive outcomes under controlled conditions. The
findings from such studies can guide future clinical research and intervention strategies [7].

Emerging Technologies and Techniques for Research

Metabolomics: Metabolomics, a high-throughput approach to analyzing small molecules in biological
samples, holds immense potential for unraveling the metabolic pathways affected by elevated homocysteine
levels and their association with subfertility. Researchers can identify specific metabolic perturbations
linked to homocysteine dysregulation by profiling metabolites in subfertility patients. Furthermore,
metabolomics can reveal potential biomarkers associated with subfertility, aiding in early diagnosis and
treatment monitoring. This approach offers a comprehensive view of the metabolic landscape, providing
insights into the systemic impact of homocysteine on reproductive health [76].

Epigenetics: Epigenetics, the study of heritable changes in gene expression that do not involve alterations in
the DNA sequence, offers a promising avenue for investigating subfertility. Homocysteine has been
implicated in epigenetic modifications, particularly DNA methylation patterns. Research on epigenetic
changes in subfertility patients, influenced by homocysteine levels, can shed light on underlying molecular
mechanisms. By deciphering how homocysteine impacts epigenetic regulation, researchers may uncover key
genes and pathways involved in subfertility, providing novel targets for intervention and potential
biomarkers for risk assessment [77].

Genomic studies: Genomic studies, including genome-wide association studies (GWAS) and targeted
sequencing, can help identify genetic variations that influence homocysteine metabolism and its impact on
reproductive health. Understanding the genetic underpinnings of individual responses to homocysteine
dysregulation is critical for tailoring treatment approaches. Genomic studies may reveal genetic markers
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associated with elevated homocysteine levels and susceptibility to subfertility, paving the way for more
precise risk assessment and personalized interventions. Additionally, such studies can uncover genetic
factors contributing to nutrient metabolism, shedding light on how genetic variations interact with
nutritional status to influence homocysteine levels [78].

Precision medicine approaches: Precision medicine, characterized by individualized treatment strategies
based on a patient's genetic and metabolic profile, holds great promise in subfertility management. By
integrating data from metabolomics, epigenetics, genomic studies, and clinical parameters, healthcare
providers can develop tailored interventions for subfertility patients. Precision medicine allows for
identifying optimal treatment modalities, dosages, and duration, maximizing the chances of successful
conception while minimizing potential side effects. As our understanding of the interplay between
homocysteine and subfertility deepens, precision medicine approaches can revolutionize how subfertility is
diagnosed and treated, offering a new era of personalized care [79].

Importance of Personalized Medicine in Subfertility Treatment

Individualized treatment plans: Subfertility is a heterogeneous condition with diverse underlying causes. By
tailoring treatment plans based on a patient's unique characteristics, including serum homocysteine levels,
nutritional status, and genetic profile, healthcare providers can optimize therapeutic outcomes. For
example, a patient with elevated homocysteine levels due to vitamin B12 deficiency may require a different
treatment approach than a patient with a different etiology. Personalization ensures that interventions
address the specific factors contributing to subfertility in each individual, potentially leading to more
effective and efficient treatments [80].

Risk prediction: Developing risk prediction models that incorporate serum homocysteine levels and other
relevant clinical and genetic factors can aid in identifying individuals at a higher risk for subfertility. This
proactive approach allows for early intervention and tailored counseling, helping individuals make informed
decisions about family planning and fertility preservation. Furthermore, it enables healthcare providers to
allocate resources more efficiently, ensuring that those at greatest risk receive specialized care [31].

Nutritional guidance: Nutritional deficiencies, particularly folate and vitamin B12, can significantly impact
serum homocysteine levels and subfertility. Personalized medicine in subfertility treatment involves
providing targeted nutritional guidance to correct these deficiencies. For instance, individuals with specific
genetic variations that impair folate metabolism may require higher folate intake or alternative forms of
folate supplementation. This individualized approach ensures that nutrient deficiencies are addressed
effectively, enhancing the chances of successful conception and a healthy pregnancy [82].

Monitoring and adjustments: The journey to conception can be dynamic, with various factors influencing a
patient's response to treatment. Personalized medicine in subfertility management includes continuous
monitoring of serum homocysteine levels and other relevant parameters. Regular assessments allow
healthcare providers to track progress and adjust treatment strategies. For example, if serum homocysteine
levels remain elevated despite supplementation, treatment plans can be adapted to explore alternative
interventions or dosages. This iterative approach enhances the precision of care, ensuring that subfertility
treatments remain tailored to the individual's evolving needs [9].

Conclusions

This review delves into the intricate link between serum homocysteine levels and subfertility, shedding light
on an understudied aspect of reproductive health. We underscore the association between elevated
homocysteine and subfertility, emphasizing the role of nutrient deficiencies in this connection. Recognizing
the impact of specific nutrients on homocysteine levels is crucial for improving diagnostic accuracy and
treatment outcomes in subfertility. Beyond subfertility, our research emphasizes the broader implications
for reproductive health, stressing the importance of considering metabolic and nutritional factors alongside
hormonal aspects. A clear call to action emerges: sustained research efforts, rigorous clinical trials,
personalized medicine approaches, and multidisciplinary collaboration are imperative. These endeavors will
advance our understanding of subfertility, paving the way for more effective care tailored to individuals and
couples facing these challenges. Committing to continued exploration, innovation, and collaboration is
essential as we strive to improve reproductive health outcomes. This ensures that our evolving
understanding of subfertility translates into tangible clinical practice and advancements in patient care. The
goal is to provide hope for those navigating the intricate journey to parenthood.

Additional Information
Author Contributions

All authors have reviewed the final version to be published and agreed to be accountable for all aspects of the
work.

Concept and design: Swasti Shukla

2023 Shukla et al. Cureus 15(11): €49296. DOI 10.7759/cureus.49296 10 of 13


javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)

Cureus

Acquisition, analysis, or interpretation of data: Swasti Shukla, Deepti Shrivastava
Drafting of the manuscript: Swasti Shukla, Deepti Shrivastava
Critical review of the manuscript for important intellectual content: Swasti Shukla, Deepti Shrivastava

Supervision: Deepti Shrivastava

Disclosures

Conflicts of interest: In compliance with the ICMJE uniform disclosure form, all authors declare the
following: Payment/services info: All authors have declared that no financial support was received from
any organization for the submitted work. Financial relationships: All authors have declared that they have
no financial relationships at present or within the previous three years with any organizations that might
have an interest in the submitted work. Other relationships: All authors have declared that there are no
other relationships or activities that could appear to have influenced the submitted work.

References

1. Infertility. (2023). Accessed: September 11, 2023: https://www.who.int/health-topics/infertility.
2. Vander Borght M, Wyns C: Fertility and infertility: definition and epidemiology. Clin Biochem. 2018, 62:2-
10. 10.1016/j.clinbiochem.2018.03.012
3. Carson SA, Kallen AN: Diagnosis and management of infertility: a review . JAMA. 2021, 326:65-76.
10.1001/jama.2021.4788
4.  Graham ME, Jelin A, Hoon AH Jr, Wilms Floet AM, Levey E, Graham EM: Assisted reproductive technology:
short- and long-term outcomes. Dev Med Child Neurol. 2023, 65:38-49. 10.1111/dmcn.15332
5. Ramya S, Poornima P, Jananisri A, et al.: Role of hormones and the potential impact of multiple stresses on
infertility. Stresses. 2023, 3:454-74. 10.3390/stresses3020033
6. LiuL,LinZ, Lin P, Jiang Z: Association between serum homocysteine level and unexplained infertility in in
vitro fertilization/intracytoplasmic sperm injection (IVF/ICSI): a retrospective, hospital-based, case-control
study. ] Clin Lab Anal. 2020, 34:e23167. 10.1002/jcla.23167
7. Ganguly P, Alam SF: Role of homocysteine in the development of cardiovascular disease . Nutr J. 2015, 14:6.
10.1186/1475-2891-14-6
8. Kumar A, Palfrey HA, Pathak R, Kadowitz PJ, Gettys TW, Murthy SN: The metabolism and significance of
homocysteine in nutrition and health. Nutr Metab (Lond). 2017, 14:78. 10.1186/512986-017-0233-z
9. Fabozzi G, Verdone G, Allori M, et al.: Personalized nutrition in the management of female infertility: new
insights on chronic low-grade inflammation. Nutrients. 2022, 14:1918. 10.3390/nu14091918
10. The Menstrual Cycle. (2023). Accessed: August 25, 2023: https://www.ucsfhealth.org/education/the-
menstrual-cycle.
11. Sharma R, Biedenharn KR, Fedor JM, Agarwal A: Lifestyle factors and reproductive health: taking control of
your fertility. Reprod Biol Endocrinol. 2013, 11:66. 10.1186/1477-7827-11-66
12.  Patel P, Vatish M, Heptinstall J, Wang R, Carson R]: The endogenous production of hydrogen sulphide in
intrauterine tissues. Reprod Biol Endocrinol. 2009, 7:10. 10.1186/1477-7827-7-10
13.  Szkodziak F, Krzyzanowski J, Szkodziak P: Psychological aspects of infertility. A systematic review. | Int
Med Res. 2020, 48:300060520932403. 10.1177/0300060520932403
14.  Greenberg JA, Bell S], Guan Y, Yu YH: Folic acid supplementation and pregnancy: more than just neural
tube defect prevention. Rev Obstet Gynecol. 2011, 4:52-9.
15. O'Leary F, Samman S: Vitamin B12 in health and disease . Nutrients. 2010, 2:299-316. 10.3390/nu2030299
16.  Grundmann M, von Versen-Hoynck F: Vitamin D - roles in women's reproductive health? . Reprod Biol
Endocrinol. 2011, 9:146. 10.1186/1477-7827-9-146
17.  Abbaspour N, Hurrell R, Kelishadi R: Review on iron and its importance for human health . ] Res Med Sci.
2014, 19:164-74.
18.  Gutiérrez S, Svahn SL, Johansson ME: Effects of omega-3 fatty acids on immune cells . Int ] Mol Sci. 2019,
20:5028. 10.3390/ijms20205028
19.  Gaskins AJ, Chiu YH, Williams PL, Ford B, Toth TL, Hauser R, Chavarro JE: Association between serum
folate and vitamin B-12 and outcomes of assisted reproductive technologies. Am ] Clin Nutr. 2015, 102:943-
50. 10.3945/ajcn.115.112185
20. Mishra V, Verneker R, Gandhi K, Choudhary S, Lamba S: Folic acid supplementation and pregnancy: moiron
deficiency anemia with menorrhagia: ferric carboxymaltose a safer alternative to blood transfusionre than
just neural tube defect prevention. ] Midlife Health. 2018, 9:92-6. 10.4103/jmh.JMH_121 17
21.  Swanson D, Block R, Mousa SA: Omega-3 fatty acids EPA and DHA: health benefits throughout life . Adv
Nutr. 2012, 3:1-7. 10.3945/an.111.000893
22. Rassin DK: Sulfur-containing amino acids in the CNS: homocysteine . Lajtha A, Perez-Polo JR, Rossner S
(ed): Springer, Boston; 2008. 10.1007/978-0-387-32671-9 4
23.  Menezo Y, Clement P, Clement A, Elder K: Methylation: An ineluctable biochemical and physiological
process essential to the transmission of life. Int ] Mol Sci. 2020, 21:9311. 10.3390/ijms21239311
24.  The Role of Methylation in Gene Expression. (2023). Accessed: September 11, 2023:
https://www.nature.com/scitable/topicpage/the-role-of-methylation-in-gene-expression-1070/.
25.  Kennedy DO: B vitamins and the brain: mechanisms, dose and efficacy—a review . Nutrients. 2016, 8:68.
10.3390/nu8020068
26.  Werge MP, McCann A, Galsgaard ED, Holst D, Bugge A, Albrechtsen NJ, Gluud LL: The role of the
transsulfuration pathway in non-alcoholic fatty liver disease. ] Clin Med. 2021, 10:1081.

2023 Shukla et al. Cureus 15(11): €49296. DOI 10.7759/cureus.49296 110f 13


https://www.who.int/health-topics/infertility
https://www.who.int/health-topics/infertility
https://dx.doi.org/10.1016/j.clinbiochem.2018.03.012
https://dx.doi.org/10.1016/j.clinbiochem.2018.03.012
https://dx.doi.org/10.1001/jama.2021.4788
https://dx.doi.org/10.1001/jama.2021.4788
https://dx.doi.org/10.1111/dmcn.15332
https://dx.doi.org/10.1111/dmcn.15332
https://dx.doi.org/10.3390/stresses3020033
https://dx.doi.org/10.3390/stresses3020033
https://dx.doi.org/10.1002/jcla.23167
https://dx.doi.org/10.1002/jcla.23167
https://dx.doi.org/10.1186/1475-2891-14-6
https://dx.doi.org/10.1186/1475-2891-14-6
https://dx.doi.org/10.1186/s12986-017-0233-z
https://dx.doi.org/10.1186/s12986-017-0233-z
https://dx.doi.org/10.3390/nu14091918
https://dx.doi.org/10.3390/nu14091918
https://www.ucsfhealth.org/education/the-menstrual-cycle
https://www.ucsfhealth.org/education/the-menstrual-cycle
https://dx.doi.org/10.1186/1477-7827-11-66
https://dx.doi.org/10.1186/1477-7827-11-66
https://dx.doi.org/10.1186/1477-7827-7-10
https://dx.doi.org/10.1186/1477-7827-7-10
https://dx.doi.org/10.1177/0300060520932403
https://dx.doi.org/10.1177/0300060520932403
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3218540/
https://dx.doi.org/10.3390/nu2030299
https://dx.doi.org/10.3390/nu2030299
https://dx.doi.org/10.1186/1477-7827-9-146
https://dx.doi.org/10.1186/1477-7827-9-146
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3999603/
https://dx.doi.org/10.3390/ijms20205028
https://dx.doi.org/10.3390/ijms20205028
https://dx.doi.org/10.3945/ajcn.115.112185
https://dx.doi.org/10.3945/ajcn.115.112185
https://dx.doi.org/10.4103/jmh.JMH_121_17
https://dx.doi.org/10.4103/jmh.JMH_121_17
https://dx.doi.org/10.3945/an.111.000893
https://dx.doi.org/10.3945/an.111.000893
https://dx.doi.org/10.1007/978-0-387-32671-9_4
https://dx.doi.org/10.1007/978-0-387-32671-9_4
https://dx.doi.org/10.3390/ijms21239311
https://dx.doi.org/10.3390/ijms21239311
https://www.nature.com/scitable/topicpage/the-role-of-methylation-in-gene-expression-1070/
https://www.nature.com/scitable/topicpage/the-role-of-methylation-in-gene-expression-1070/
https://dx.doi.org/10.3390/nu8020068
https://dx.doi.org/10.3390/nu8020068
https://dx.doi.org/10.3390/jcm10051081

Cureus

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.
38.
39.

40.

41.

42.

43.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

10.3390/jcm10051081

Birben E, Sahiner UM, Sackesen C, Erzurum S, Kalayci O: Oxidative stress and antioxidant defense. World
Allergy Organ J. 2012, 5:9-19. 10.1097/W0OX.0b013e3182439613

Pushpakumar S, Kundu S, Sen U: Endothelial dysfunction: the link between homocysteine and hydrogen
sulfide. Curr Med Chem. 2014, 21:3662-72. 10.2174/0929867321666140706142335

Shi X, Li P, Liu H, Prokosch V: Oxidative stress, vascular endothelium, and the pathology of
neurodegeneration in retina. Antioxidants (Basel). 2022, 11:543. 10.3390/antiox11030543

Undas A, Brozek ], Szczeklik A: Homocysteine and thrombosis: from basic science to clinical evidence .
Thromb Haemost. 2005, 94:907-15. 10.1160/TH05-05-0313

Kaye AD, Jeha GM, Pham AD, et al.: Folic acid supplementation in patients with elevated homocysteine
levels. Adv Ther. 2020, 37:4149-64. 10.1007/s12325-020-01474-z

Lyon P, Strippoli V, Fang B, Cimmino L: B vitamins and one-carbon metabolism: implications in human
health and disease. Nutrients. 2020, 12:2867. 10.3390/nu12092867

Crider KS, Yang TP, Berry R], Bailey LB: Folate and DNA methylation: a review of molecular mechanisms
and the evidence for folate's role. Adv Nutr. 2012, 3:21-38. 10.3945/an.111.000992

Dhar GA, Saha S, Mitra P, Nag Chaudhuri R: DNA methylation and regulation of gene expression: guardian
of our health. Nucleus (Calcutta). 2021, 64:259-70. 10.1007/s13237-021-00367-y

Ankar A, Kumar A: Vitamin B12 deficiency. StatPearls [Internet]. StatPearls Publishing, Treasure Island
(FL); 2023.

Calderén-Ospina CA, Nava-Mesa MO: B vitamins in the nervous system: current knowledge of the
biochemical modes of action and synergies of thiamine, pyridoxine, and cobalamin. CNS Neurosci Ther.
2020, 26:5-13. 10.1111/cns. 13207

Parra M, Stahl S, Hellmann H: Vitamin be and its role in cell metabolism and physiology . Cells. 2018, 7:84.
10.3390/cells7070084

Mahabadi N, Bhusal A, Banks SW: Riboflavin deficiency. StatPearls Publishing, Treasure Island (FL); 2023.
Dobrijevi¢ D, Pastor K, Nasti¢ N, et al.: Betaine as a functional ingredient: metabolism, health-promoting
attributes, food sources, applications and analysis methods. Molecules. 2023, 28:4824.
10.3390/molecules28124824

Redruello-Requejo M, Carretero-Krug A, Rodriguez-Alonso P, Samaniego-Vaesken ML, Partearroyo T,
Varela-Moreiras G: Dietary intake adequacy and food sources of nutrients involved in the methionine-
methylation cycle in women of childbearing age from the ANIBES Spanish population. Nutrients. 2021,
13:2958. 10.3390/nu13092958

Meng Y, Chen X, Peng Z, Liu X, Sun Y, Dai S: Association between high serum homocysteine levels and
biochemical characteristics in women with polycystic ovarian syndrome: a systematic review and meta-
analysis. PLoS One. 2016, 11:e0157389. 10.1371/journal.pone.0157389

Dai C, Fei Y, LiJ, Shi Y, Yang X: A novel review of homocysteine and pregnancy complications . Biomed Res
Int. 2021, 2021:6652231. 10.1155/2021/6652231

Ogawa S, Ota K, Takahashi T, Yoshida H: Impact of homocysteine as a preconceptional screening factor for
in vitro fertilization and prevention of miscarriage with folic acid supplementation following frozen-thawed
embryo transfer: a hospital-based retrospective cohort study. Nutrients. 2023, 15:3730. 10.3390/nu15173730
Ocal P, Ersoylu B, Cepni I, Guralp O, Atakul N, Irez T, Idil M: The association between homocysteine in the
follicular fluid with embryo quality and pregnancy rate in assisted reproductive techniques. | Assist Reprod
Genet. 2012, 29:299-304. 10.1007/s10815-012-9709-y

Dubey P, Gupta N, Dwivedi S, Swaroop N, Lal P, Thawani V: Hyperhomocysteinemia: a risk factor in
unexplained infertility. Int ] Reprod Contracept Obstet Gynecol. 2013, 165:71. 10.5455/2320-
1770.ijrcog20130611

Wang H, Han A, Jiang S, et al.: Homocysteine level related to age is associated with embryo quality in
women who had IVF with diminished ovarian reserve. Front Reprod Health. 2022, 4:886277.
10.3389/frph.2022.886277

Maron BA, Loscalzo J: The treatment of hyperhomocysteinemia. Annu Rev Med. 2009, 60:39-54.
10.1146/annurev.med.60.041807.123308

Hadi HA, Carr CS, Al Suwaidi J: Endothelial dysfunction: Cardiovascular risk factors, therapy, and outcome .
Vasc Health Risk Manag. 2005, 1:183-98.

Liguori I, Russo G, Curcio F, et al.: Oxidative stress, aging, and diseases. Clin Interv Aging. 2018, 13:757-72.
10.2147/CIA.S158513

Nasiadek M, Stragierowicz J, Klimczak M, Kilanowicz A: The role of zinc in selected female reproductive
system disorders. Nutrients. 2020, 12:2464. 10.3390/nu12082464

LiT, ChenY, LiJ, et al.: Serum homocysteine concentration is significantly associated with
inflammatory/immune factors. PLoS One. 2015, 10:e0138099. 10.1371/journal.pone.0138099

Ghavifekr Fakhr M, Farshdousti Hagh M, Shanehbandi D, Baradaran B: DNA methylation pattern as
important epigenetic criterion in cancer. Genet Res Int. 2013, 2013:317569. 10.1155/2013/317569

Sadeghi O, Maghsoudi Z, Askari G, Khorvash F, Feizi A: Association between serum levels of homocysteine
with characteristics of migraine attacks in migraine with aura. ] Res Med Sci. 2014, 19:1041-5.

Zhang 'Y, Qiu H: Folate, vitamin B6 and vitamin B12 intake in relation to hyperuricemia . ] Clin Med. 2018,
7:210. 10.3390/jcm7080210

Vuckovic BA, Cabarkapa VS, Ilic TA, Salatic IR, Lozanov-Crvenkovic ZS, Mitic GP: Clinical significance of
determining plasma homocysteine: case-control study on arterial and venous thrombotic patients. Croat
Med J. 2013, 54:480-8. 10.3325/cmj.2013.54.480

Miyaki K: Genetic polymorphisms in homocysteine metabolism and response to folate intake: a
comprehensive strategy to elucidate useful genetic information. ] Epidemiol. 2010, 20:266-70.
10.2188/jea.je20100042

de Bree A, Verschuren WM, Blom HJ, Kromhout D: Lifestyle factors and plasma homocysteine
concentrations in a general population sample. Am ] Epidemiol. 2001, 154:150-4. 10.1093/aje/154.2.150
Alam SF, Kumar S, Ganguly P: Measurement of homocysteine: a historical perspective . ] Clin Biochem Nutr.

2023 Shukla et al. Cureus 15(11): €49296. DOI 10.7759/cureus.49296

12 0f 13


https://dx.doi.org/10.3390/jcm10051081
https://dx.doi.org/10.1097/WOX.0b013e3182439613
https://dx.doi.org/10.1097/WOX.0b013e3182439613
https://dx.doi.org/10.2174/0929867321666140706142335
https://dx.doi.org/10.2174/0929867321666140706142335
https://dx.doi.org/10.3390/antiox11030543
https://dx.doi.org/10.3390/antiox11030543
https://dx.doi.org/10.1160/TH05-05-0313
https://dx.doi.org/10.1160/TH05-05-0313
https://dx.doi.org/10.1007/s12325-020-01474-z
https://dx.doi.org/10.1007/s12325-020-01474-z
https://dx.doi.org/10.3390/nu12092867
https://dx.doi.org/10.3390/nu12092867
https://dx.doi.org/10.3945/an.111.000992
https://dx.doi.org/10.3945/an.111.000992
https://dx.doi.org/10.1007/s13237-021-00367-y
https://dx.doi.org/10.1007/s13237-021-00367-y
https://www.ncbi.nlm.nih.gov/books/NBK441923/
https://dx.doi.org/10.1111/cns.13207
https://dx.doi.org/10.1111/cns.13207
https://dx.doi.org/10.3390/cells7070084
https://dx.doi.org/10.3390/cells7070084
https://www.ncbi.nlm.nih.gov/books/NBK470460/
https://dx.doi.org/10.3390/molecules28124824
https://dx.doi.org/10.3390/molecules28124824
https://dx.doi.org/10.3390/nu13092958
https://dx.doi.org/10.3390/nu13092958
https://dx.doi.org/10.1371/journal.pone.0157389
https://dx.doi.org/10.1371/journal.pone.0157389
https://dx.doi.org/10.1155/2021/6652231
https://dx.doi.org/10.1155/2021/6652231
https://dx.doi.org/10.3390/nu15173730
https://dx.doi.org/10.3390/nu15173730
https://dx.doi.org/10.1007/s10815-012-9709-y
https://dx.doi.org/10.1007/s10815-012-9709-y
https://dx.doi.org/10.5455/2320-1770.ijrcog20130611
https://dx.doi.org/10.5455/2320-1770.ijrcog20130611
https://dx.doi.org/10.3389/frph.2022.886277
https://dx.doi.org/10.3389/frph.2022.886277
https://dx.doi.org/10.1146/annurev.med.60.041807.123308
https://dx.doi.org/10.1146/annurev.med.60.041807.123308
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1993955/
https://dx.doi.org/10.2147/CIA.S158513
https://dx.doi.org/10.2147/CIA.S158513
https://dx.doi.org/10.3390/nu12082464
https://dx.doi.org/10.3390/nu12082464
https://dx.doi.org/10.1371/journal.pone.0138099
https://dx.doi.org/10.1371/journal.pone.0138099
https://dx.doi.org/10.1155/2013/317569
https://dx.doi.org/10.1155/2013/317569
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4310076/
https://dx.doi.org/10.3390/jcm7080210
https://dx.doi.org/10.3390/jcm7080210
https://dx.doi.org/10.3325/cmj.2013.54.480
https://dx.doi.org/10.3325/cmj.2013.54.480
https://dx.doi.org/10.2188/jea.je20100042
https://dx.doi.org/10.2188/jea.je20100042
https://dx.doi.org/10.1093/aje/154.2.150
https://dx.doi.org/10.1093/aje/154.2.150
https://dx.doi.org/10.3164/jcbn.19-49

Cureus

59.

60.

61.

62.

63.

64.

65.

66.
67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

2019, 65:171-7. 10.3164/jcbn.19-49

Salehpour S, Manzor-Al-Ajdad O, Samani EN, Abadi A: Evaluation of homocysteine levels in patients with
polycystic ovarian syndrome. Int J Fertil Steril. 2011, 4:168-71.

Folate. (2023). Accessed: September 11, 2023: https://ods.od.nih.gov/factsheets/Folate-HealthProfessional/.
Chen L, Li Q, Fang X, Wang X, Min |, Wang F: Dietary intake of homocysteine metabolism-related B-
vitamins and the risk of stroke: a dose-response meta-analysis of prospective studies. Adv Nutr. 2020,
11:1510-28. 10.1093/advances/nmaa061

Ng R, Sutradhar R, Yao Z, Wodchis WP, Rosella LC: Smoking, drinking, diet and physical activity-modifiable
lifestyle risk factors and their associations with age to first chronic disease. Int | Epidemiol. 2020, 49:113-30.
10.1093/ije/dyz078

Kesari A, Noel JY: Nutritional assessment. StatPearls [Internet]. StatPearls Publishing, Treasure Island (FL);
2023.

Alesi S, Ee C, Moran LJ, Rao V, Mousa A: Nutritional supplements and complementary therapies in
polycystic ovary syndrome. Adv Nutr. 2022, 13:1243-66. 10.1093/advances/nmab141

Reber E, Gomes F, Vasiloglou MF, Schuetz P, Stanga Z: Nutritional risk screening and assessment. | Clin
Med. 2019, 8:1065. 10.3390/jcm8071065

Taylor A: ABC of subfertility: extent of the problem. BM]. 2003, 327:434-6.

Duis J, van Wattum PJ, Scheimann A, et al.: A multidisciplinary approach to the clinical management of
Prader-Willi syndrome. Mol Genet Genomic Med. 2019, 7:e514. 10.1002/mgg3.514

Aoun A, Khoury VE, Malakieh R: Can nutrition help in the treatment of infertility? . Prev Nutr Food Sci.
2021, 26:109-20. 10.3746/pnf.2021.26.2.109

Taghavi SA, van Wely M, Jahanfar S, Bazarganipour F: Pharmacological and non-pharmacological strategies
for obese women with subfertility. Cochrane Database Syst Rev. 2021, 3:CD012650.
10.1002/14651858.CD012650.pub2

Wald DS, Law M, Morris JK: Homocysteine and cardiovascular disease: evidence on causality from a meta-
analysis. BMJ. 2002, 325:1202. 10.1136/bmj.325.7374.1202

Wald DS, Law M, Morris JK: The dose-response relation between serum homocysteine and cardiovascular
disease: implications for treatment and screening. Eur ] Cardiovasc Prev Rehabil. 2004, 11:250-3.
10.1097/01.hjr.0000129742.15346.ab

Rubini E, Snoek KM, Schoenmakers S, Willemsen SP, Sinclair KD, Rousian M, Steegers-Theunissen RP: First
trimester maternal homocysteine and embryonic and fetal growth: the Rotterdam periconception cohort.
Nutrients. 2022, 14:1129. 10.3390/nu14061129

Gaskins AJ, Chavarro JE: Diet and fertility: a review. Am ] Obstet Gynecol. 2018, 218:379-89.
10.1016/j.aj0g.2017.08.010

Wald DS, Kasturiratne A, Simmonds M: Serum homocysteine and dementia: meta-analysis of eight cohort
studies including 8669 participants. Alzheimers Dement. 2011, 7:412-7. 10.1016/j.jalz.2010.08.234

Shiao SP, Lie A, Yu CH: Meta-analysis of homocysteine-related factors on the risk of colorectal cancer .
Oncotarget. 2018, 9:25681-97. 10.18632/oncotarget.25355

Cheng J, Lan W, Zheng G, Gao X: Metabolomics: a high-throughput platform for metabolite profile
exploration. Methods Mol Biol. 2018, 1754:265-92. 10.1007/978-1-4939-7717-8_16

Menke A, Binder EB: Epigenetic alterations in depression and antidepressant treatment . Dialogues Clin
Neurosci. 2014, 16:395-404. 10.31887/DCNS.2014.16.3/amenke

Williams SR, Yang Q, Chen F, et al.: Genome-wide meta-analysis of homocysteine and methionine
metabolism identifies five one carbon metabolism loci and a novel association of ALDH1L1 with ischemic
stroke. PLoS Genet. 2014, 10:e1004214. 10.1371/journal.pgen.1004214

Strianese O, Rizzo F, Ciccarelli M, et al.: Precision and personalized medicine: how genomic approach
improves the management of cardiovascular and neurodegenerative disease. Genes (Basel). 2020, 11:747.
10.3390/genes11070747

Szczuko M, Kikut ], Szczuko U, et al.: Nutrition strategy and life style in polycystic ovary syndrome-
narrative review. Nutrients. 2021, 13:2452. 10.3390/nu13072452

Harish RB, Govindaraju V, Manjunath CN: Risk prediction-homocysteine in coronary heart disease . Indian |
Clin Biochem. 2007, 22:18-21. 10.1007/BF02912875

Shahbazian N, Jafari RM, Haghnia S: The evaluation of serum homocysteine, folic acid, and vitamin B12 in
patients complicated with preeclampsia. Electron Physician. 2016, 8:3057-61. 10.19082/3057

2023 Shukla et al. Cureus 15(11): €49296. DOI 10.7759/cureus.49296

13 0f 13


https://dx.doi.org/10.3164/jcbn.19-49
https://pubmed.ncbi.nlm.nih.gov/24851177/
https://ods.od.nih.gov/factsheets/Folate-HealthProfessional/
https://ods.od.nih.gov/factsheets/Folate-HealthProfessional/
https://dx.doi.org/10.1093/advances/nmaa061
https://dx.doi.org/10.1093/advances/nmaa061
https://dx.doi.org/10.1093/ije/dyz078
https://dx.doi.org/10.1093/ije/dyz078
https://www.ncbi.nlm.nih.gov/books/NBK580496/
https://dx.doi.org/10.1093/advances/nmab141
https://dx.doi.org/10.1093/advances/nmab141
https://dx.doi.org/10.3390/jcm8071065
https://dx.doi.org/10.3390/jcm8071065
https://pubmed.ncbi.nlm.nih.gov/12933733/
https://dx.doi.org/10.1002/mgg3.514
https://dx.doi.org/10.1002/mgg3.514
https://dx.doi.org/10.3746/pnf.2021.26.2.109
https://dx.doi.org/10.3746/pnf.2021.26.2.109
https://dx.doi.org/10.1002/14651858.CD012650.pub2
https://dx.doi.org/10.1002/14651858.CD012650.pub2
https://dx.doi.org/10.1136/bmj.325.7374.1202
https://dx.doi.org/10.1136/bmj.325.7374.1202
https://dx.doi.org/10.1097/01.hjr.0000129742.15346.ab
https://dx.doi.org/10.1097/01.hjr.0000129742.15346.ab
https://dx.doi.org/10.3390/nu14061129
https://dx.doi.org/10.3390/nu14061129
https://dx.doi.org/10.1016/j.ajog.2017.08.010
https://dx.doi.org/10.1016/j.ajog.2017.08.010
https://dx.doi.org/10.1016/j.jalz.2010.08.234
https://dx.doi.org/10.1016/j.jalz.2010.08.234
https://dx.doi.org/10.18632/oncotarget.25355
https://dx.doi.org/10.18632/oncotarget.25355
https://dx.doi.org/10.1007/978-1-4939-7717-8_16
https://dx.doi.org/10.1007/978-1-4939-7717-8_16
https://dx.doi.org/10.31887/DCNS.2014.16.3/amenke
https://dx.doi.org/10.31887/DCNS.2014.16.3/amenke
https://dx.doi.org/10.1371/journal.pgen.1004214
https://dx.doi.org/10.1371/journal.pgen.1004214
https://dx.doi.org/10.3390/genes11070747
https://dx.doi.org/10.3390/genes11070747
https://dx.doi.org/10.3390/nu13072452
https://dx.doi.org/10.3390/nu13072452
https://dx.doi.org/10.1007/BF02912875
https://dx.doi.org/10.1007/BF02912875
https://dx.doi.org/10.19082/3057
https://dx.doi.org/10.19082/3057

	Unraveling the Link Between Serum Homocysteine Levels and Nutrient Deficiency in Subfertility: A Comprehensive Review
	Abstract
	Introduction And Background
	Review
	Nutrient deficiency and subfertility
	Serum homocysteine levels: an emerging biomarker
	Nutrients and homocysteine metabolism
	TABLE 1: Dietary sources of nutrients

	Serum homocysteine levels in subfertility
	Implications for clinical practice
	Future directions and research gaps

	Conclusions
	Additional Information
	Author Contributions
	Disclosures

	References


