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Abstract
Purpose MTHFR, one of the major enzymes in the folate cycle, is known to acquire single-nucleotide polymorphisms that
significantly reduce its activity, resulting in an increase in circulating homocysteine. Methylation processes are of crucial
importance in gametogenesis, involved in the regulation of imprinting and epigenetic tags on DNA and histones. We have
retrospectively assessed the prevalence of MTHFR SNPs in a population consulting for infertility according to gender and
studied the impact of the mutations on circulating homocysteine levels.
Methods More than 2900 patients having suffered at least two miscarriages (2 to 9) or two failed IVF/ICSI (2 to 10) attempts
were included for analysis of MTHFR SNPs C677T and A1298C. Serum homocysteine levels were measured simultaneously.
Results We observed no difference in the prevalence of different genetic backgrounds betweenmen and women; only 15% of the
patients were found to be wild type. More than 40% of the patients are either homozygous for one SNP or compound hetero-
zygous carriers. As expected, the C677T SNP shows the greatest adverse effect on homocysteine accumulation. The impact of
MTHFR SNPs on circulating homocysteine is different in men than in women.
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Conclusions Determination of MTHFR SNPs in both men and women must be seriously advocated in the presence of long-
standing infertility; male gametes, from MTHFR SNPs carriers, are not exempted from exerting a hazardous impact on fertility.
Patients should be informed of the pleiotropic medical implications of these SNPs for their own health, as well as for the health of
future children.
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Introduction

It is now generally accepted that human fertility is on a de-
creasing trajectory, with an increasing time to reach pregnancy
(TPP) [1, 2] that is not related to couples’ intent. A drop in
sperm quality and male fertility is no longer a matter for de-
bate, and this is widely attributed to environmental factors
such as endocrine disruptor chemicals (EDCs) and a variety
of pesticides, “the exposome,” known to affect (DNA) meth-
ylation process and alter epigenesis [3]. Technical and scien-
tific improvements in assisted reproductive technology (ART)
do not provide solutions for all problems related to fertility.
EDCs induce oxidative stress, which generates errors in meth-
ylation that affect the methylome. Sperm methylome anoma-
lies clearly induce infertility, notably via effects on chromatin
structure that interfere with the correct timing of crucial events
during preimplantation embryo development. The integrity of
the sperm methylome is a major factor necessary for the es-
tablishment of full-term pregnancies. The requirement for fo-
late throughout pregnancy and its impact on maternal, fetal,
and neonatal health is also widely acknowledged .The process
of methylation requires methionine (Met) after adenosylation
to S-adenosyl methionine (SAM), the universal methylation
cofactor. Target methylation results in formation and release
of S-adenosyl homocysteine (SAH) (Fig. 1), which is hydro-
lyzed to homocysteine (Hcy). Homocysteine is toxic to cells,
as it competes with methionine for the same transporter and
thus inhibits methylation [4]: it must be regenerated to methi-
onine via the one-carbon cycle (1-CC), supported by the folate
cycle. Hcy can also be regenerated via the cystathionine beta
synthase pathway (CBS), which is active mainly in the liver
but is absent in the human oocyte and early embryo (Fig. 2).

A critical problem in the regeneration of Hcy is linked to
the folate cycle: the presence of single-nucleotide

polymorphisms (SNPs) that affect the methylene tetrahydro-
folate reductase (MTHFR) enzyme prevent formation of 5-
MTHF, the active compound, with an optimum yield. This
is due to a significant decrease in MTHFR enzymatic activity,
particularly in the presence of C677T (Ala222Val) and
A1298C (Glu429Ala) SNPs. These mutations have been
shown to decrease the metabolic capacity of the enzyme by
70% [5]. Methylation is required for the formation of thymine
from uracil; defects may lead to DNA repair and genomic
instability [6, 7]. It is a mandatory process in transmission of
life: it is a major regulator in gametogenesis, embryo devel-
opment, and growth via, but only, its role in epigenesis and
imprinting mechanisms [8]. Since excess Hcy and the pres-
ence of MTHFR SNPs increase pathology risks in general
[9–12], the risk of infertility at all stages pre- and post-
conception [13–18], the frequency of miscarriage [6, 19,
20], and compromised infant health [21–23], we have deter-
mined retrospectively the prevalence of the twomainMTHFR
SNPs in our population of 2970 male and female patients
consulting for infertility; serum homocysteine levels were
assessed in parallel.

Materials and methods

The population tested

A total of 2970 patients were tested for the two SNPs: 1588
women and 1262 men; they were referred by certified
andrologists, gynecologists, or endocrinologists. All of the
patients had suffered at least 2 miscarriages (range 2 to 9)
and/or at least 2 failed ART attempts (range 2 to 10). The
patients were given the option of refusing a blood test for
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homocysteine assessment. Most of the patients (> 90%) were
Caucasian.

Biochemical tests

For the tests, similar protocols were used in all the units in all
the units. The testing laboratories are licensed.

Homocysteine [24, 25]: fasting blood samples were collect-
ed in the morning and serum Hcy measured using the
VYTROS kit, which allows determination of homocysteine
and homocysteine. Homocysteine is reduced to homocysteine
with tris(2-carboxyethyl), and total homocysteine is then
transformed into cystathionine in the presence of cystathio-
nine beta synthase (CBS). The cystathionine is hydrolyzed
by cystathionine lyase to form Hcy, ammonia, and pyruvate.
After reduction with lactic dehydrogenase and NADH to form
lactate, the amount of NAD + produced, proportional to all the
homocysteine present in the sample, was measured at 340 nm.
The assay is linear from 1 to 90 μmoles/L homocysteine. Cut-

off values for dementia and cardiovascular diseases indicate
that a level of 10 μmoles/L appears to be a baseline level for
healthy patients [10, 11]. A 2.5-μM rise in plasma Hcy con-
centrations is considered to increase the risk by 10%. We
choose a level of 15 μmoles/L as a cut-off for increased risk,
and defined three groups according to Hcy concentration:
ranges of < 10 moles/L, 10>X<15 and > 15 moles/L

Genetic testing [25]: The LAMP human MTHFR mutation
kit based on a hybridization technique was used, which re-
quires a 5-μl blood sample. Amplification is performed at 65
°C, using several sets of primers simultaneously. Six specific
primers covering the locus of the mutation are used for the
677CT SNP. The same protocol was applied for 1298AC
SNP, with 6 specific primers covering the region of the muta-
tion. Two loop primers are used in both, and the probes used
simultaneously amplify the wild type gene. The results were
evaluated by comparing the curves obtained by fluorescence.

Statistical analysis was carried out by comparing Chi-
square percentages.

Results

Table 1: Gender prevalence of C677T and A1298C MTHFR
SNPs. No significant association was observed between sex
and the prevalence of mutation type (Chi-square, p = 0.056).
Mutation was absent in only 16.3 % of the women and 14.6%
of the men (15.5% of the total population). Of the population,
21.3% was found to be compound heterozygous C677T/
A1298C. Fifty-six percent of the population (55% of the
women, 57.5% of the men) was affected (at different degrees)
with the 677CT mutation, which is considered to be the most
concerning. A few individuals carry 3 mutated alleles (0.4%).
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Table 1 Distribution of the MTHFR 677CT and 1298AC SNPS. The
sex difference in the distribution is not significant (p = 0.056). * patients
carrying 3 mutations. WT, wild type

Mutation type Women (%) Men (%) Total (%)

677CC/1298AA (WT) 259(16.3) 202(14.6) 461(15.3)

677TT/1298AA 181(11.4) 158(11.4) 339(11.4)

677CC/1298CC 148(9.3) 111(8.) 259(8.7)

677CT/1298AC 308(19.4) 326(23.6) 634(21.3)

677CT/1298AA 381(24) 311(22.5) 692(23.3)

677CC/1298AC 307(19.3) 265(19.2) 572(19.3)

3 allele mutations* 4 (0.0025) 9(0.007) 13(0. 4)
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Serum Hcy levels between 3.5 and 110.6 μmoles/L were
observed in our overall population. In the total population of
2614 patients tested for Hcy, 1219 patients were found to have
Hcy > 10 μmoles/L (46.6% of the patients); 72.8% of the men
and 23.5% of the women are included in this range (Fig. 3). Of
the men, 17.2 % and only 3.4% of the women had levels over
the critical value of 15 μmoles/L (259 patients, 9.9% of the
whole population). MTHFR SNPs have a more significant
impact on circulating homocysteine levels in men than in
women (Chi-square = 594, p = 9.8 e-130). Thirty one patients
had a Hcy >30 μmoles/L (twice the critical value of 15
μmoles/L) 30 men (twenty seven 677TT, one 677CT and
two 677CT/1298AC) and one woman (Hcy = 97.3 μmoles/
L) carrying no MTHFR mutation.

Homocysteinemia > 15 μmoles/L and genetic status in the
overall population (Fig. 4). As expected, a large majority
(more than 2/3) of the elevated homocysteinemia levels were
found in individuals carrying the 677CT isoform: 42.6%

homozygous (677TT/1298AA) and 26.4% heterozygous
composite 677CT/1298AC. If we add to this 20.3% corre-
sponding to the heterozygous 677CT/WT, the 677 isoform
is responsible for more than 80% of the cases with elevated
Hcy. Two men and one woman carrying a triple allele muta-
tion, 677TT/1298AC had an elevated homocysteine of > 15
μmoles/L. Fourteen patients (0.5%: 12 men and 2 women)
had elevated serum Hcy in the absence of an associated
MTHFR variant: this can be due to a “folate trap” syndrome
or anomalies/mutations in the CBS/MS pathway.

Discussion and conclusions

Only 15.5% of our population was completely free of C677T
and A1298C SNPs MTHFR isoform. More than 50% carry
the 677CT SNP at different levels: this mutation is considered
to be the most concerning, whatever the health problem.
Meta-analyses have already proved the increased risk for car-
riers of these SNPs to be affected by infertility. In women,
these SNPs are considered as a source of “unexplained” infer-
tility [18]. According to Tara et al. [20], men and women
carriers of 677TT/WT, 677CT/1298AC, or 1298CC SNPs
are most affected. In their study, the SNP distribution and
prevalence is by far different from the control group having
no problem of conception. In our study, considering their
evaluation, 43% of the men and 40 % of the women are in
this “at-risk” group as well as 75.6% of the patients with Hcy
> 15 μmoles/L. MTHFR isoforms and elevated Hcy levels are
negatively associated with the integrity of gametogenesis in
both males and females [13–18, 26–35], independently, or
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not, of the risks of damages affecting the early embryos im-
mediately post conception [23, 26]. In the bovine, MTHFR
has been shown to regulate blastocyst development and via-
bility, with an influence on cell number in both the inner cell
mass and the trophoblast [27]. This confirms the role of meth-
ylation in blastocyst development and fetal development all
along pregnancy [8]. Although determination of the 677CT
isoform might be sufficient for screening, the 1298AC iso-
form, also associated with early human developmental anom-
alies [20, 23, 26] is also well represented. A correct
methylome in both gametes is crucial for successful pregnan-
cy [28–35]. A high level of Hcy (97.3 micromolar) was ob-
served in a woman, and to a lesser extent in a marginal number
of patients the absence ofMTHFR variants: this is probably to
the CBS and theMS pathways known to be affected by SNPs .
A problem in absorption of vitamin B12 (folate trap) which
inhibits methionine synthase activity may also increase Hcy.

Elevated homocysteine is found mainly in the presence of
the 677CT isoform: men are significantly more likely to have
elevated Hcy than women. This has been previously described
in a smaller cohort and attributed to a better capacity for re-
methylation in women [36]. The association betweenMTHFR
and elevated homocysteine is obviously different between
men and women. However, in the perspective of fertility in
general, an active/efficient methylation process is far more
important for a gamete genesis process that is continuous,
i.e., spermatogenesis, than for one that is not continuous,
i.e., oocyte maturation. On a cell and a daily basis, sperm
production requires more methyl group than the final steps
of maturation of one oocyte. Homocysteine is at the epicenter
of oxidative stress and methylation errors [3, 9].

Prior to any ART attempt, dietary supplementation with 5-
MTHF (5-methyl tetra hydrofolate: ImprylR, MetafolinR,
TetrafolicR), the compound that lies immediately downstream
from MTHFR, should be recommended for both members of
the couple, instead of folic acid. This strategy has yielded
good results in patients with a lengthy duration of infertility
[17]: it decreases serum homocysteine [24, 37], and its safety
and efficacy are proven [37–39]. Synthetic folic acid has a low
capacity for entering the folate cycle [40, 41] and is very
poorly effective and transformed into 5-MTHF in carriers of
MTHFR SNPs [28, 29];Moreover, treatment with folic acid at
high doses (5 to 15 mG/day) is known to cause an un-
metabolized folic acid (UMFA) accumulation, a source of
health questioning [42–47].

Clearly MTHFR SNP determination is not a first-line diag-
nostic strategy, but it should be recommended for patients
with severe infertility of long duration, including repeat mis-
carriages [17, 19, 20, 23]. A further significant observation
merits attention: medical and family histories taken by our
geneticists from patients carrying the MTHFR SNPs revealed
that some of their relatives suffered cardiovascular or neuro-
logical (Alzheimer and other neuropsychiatric) disease.

Patients should be informed of these pleiotropic medical im-
plications for their own health, as well as for the health of
future children (especially boys).

Acknowledgments We would thanks Dr Kay Elder, Bourn Hall Clinic,
Cambridge, UK, for her help in improving our English redaction of the
text.

Authors’ contribution All co-authors participated in this study. PP, SA,
CB, MC, DC, G d’A, PM, JCS, ES , TMH: Gyn Obst MD in charge of
infertility treatments. EA: andrologist /urologist. MB: MD in charge of
oxidative stress studies. LJF: MD endocrinologist. JC, AC, PC, BD:
biologists in charge of laboratory aspects of ARTs. PN: MD in charge
of the statistics. GV: MD geneticist, YM, PhD, Dr Sci, FRSM designed
and supervised the program.

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing, adap-
tation, distribution and reproduction in any medium or format, as long as
you give appropriate credit to the original author(s) and the source, pro-
vide a link to the Creative Commons licence, and indicate if changes were
made. The images or other third party material in this article are included
in the article's Creative Commons licence, unless indicated otherwise in a
credit line to the material. If material is not included in the article's
Creative Commons licence and your intended use is not permitted by
statutory regulation or exceeds the permitted use, you will need to obtain
permission directly from the copyright holder. To view a copy of this
licence, visit http://creativecommons.org/licenses/by/4.0/.

References

1. Buck Louis GM, Sundaram R, Schisterman EF, Sweeney AM,
Lynch CD, Gore-Langton RE. Barr, DB Persistent environmental
pollutants and couple fecundity: the LIFE study. Environ Health
Perspect. 2013;12:231–6.

2. Skakkebaek NE, Rajpert-De Meyts E, Buck Louis GM, Toppari J,
Andersson AM, Eisenberg ML, et al. Male reproductive disorders
and fertility trends: influences of environment and genetic suscep-
tibility. Physiol Rev. 2016;96:55–97.

3. Menezo YJ, Silvestris E, Dale B, Elder K. Oxidative stress and
alterations in DNA methylation: two sides of the same coin in
reproduction. Reprod BioMed Online. 2016;33:668–83.

4. Menezo Y, Khatchadourian C, Gharib A, Hamidi J, Greenland T.
Sarda N Regulation of S-adenosyl methionine synthesis in the
mouse embryo. Life Sci. 1989;44:1601–9.

5. Van de Put NM, Gabreëls F, Stevens EM, Smeitink JA, Trijbels FJ,
et al. A second common mutation in the methylenetetrahydrofolate
reductase gene: an additional risk factor for neural-tube defects? Am
J Hum Genet. 1998;62:1044–51.

6. Stangler Herodez S, Zagradisnik B, Erjavec Skerget A, Zagorac A,
Takac I, Vlaisavljevic V, et al. MTHFR C677T and A1298C geno-
types and haplotypes in Slovenian couples with unexplained infer-
tility problems and in embryonic tissues from spontaneous abor-
tions. Balkan J Med Genet. 2013;16:31–40.

7. Hobbs CA, Sherman SL, Yi P, Hopkins SE, Torfs CP, Hine RJ,
et al. Polymorphisms in genes involved in folate metabolism as
maternal risk factors for Down syndrome. Am J Hum Genet.
2000;67:623–30.

J Assist Reprod Genet

http://creativecommons.org/licenses/by/4.0/


8. Menezo Y, Clement P, Clement A, Elder K. Methylation: an
Ineluctable Biochemical and Physiological Process Essential to
the Transmission of Life. Int J Mol Sci. 2020;21:9311.

9. Hoffman M. Hypothesis: hyperhomocysteinemia is an indicator of
oxidant stress. Med Hypotheses. 2011;77:1088–93.

10. Škovierová H, Vidomanová E, Mahmood S, Sopková J, Drgová A,
Červeňová T, et al. The molecular and cellular effect of homocys-
teine metabolism imbalance on human health. Int J Mol Sci.
2016;17:E1733.

11. Seshadri S, Beiser A, Selhub J, Jacques PF, Rosenberg IH,
D'Agostino RB, et al. Plasma homocysteine as a risk factor for de-
mentia and Alzheimer’s disease. N Engl J Med. 2002;346:476–83.

12. Williams KT, Schalinske KL. Homocysteine metabolism and its
relation to health and disease. Biofactors. 2010;36:19–24.

13. Gong M, Dong W, He T, Shi Z, Huang G, Ren R, et al. MTHFR
677C>T polymorphism increases the male infertility risk: a meta-
analysis involving 26 studies. PLoS One. 2015;10:e0121147.

14. Aitken RJ, Flanagan HM, Connaughton H, Whiting S, Hedges A,
Baker MA. Involvement of homocysteine, homocysteine
thiolactone, and paraoxonase type 1 (PON-1) in the etiology of
defective human sperm function. Andrology. 2016;4:345–60.

15. Laanpere M, Altmäe S, Stavreus-Evers A, Nilsson TK, Yngve A,
Salumets A. Folate-mediated one-carbon metabolism and its effect
on female fertility and pregnancy viability. Nutr Rev. 2010;68(2):
99–113.

16. D'Elia PQ, dos Santos AA, Bianco B, Barbosa CP, Christofolini
DM, Aoki T. MTHFR polymorphisms C677T and A1298C and
associations with IVF outcomes in Brazilian women. Reprod
BioMed Online. 2014;28:733–8.

17. Servy EJ, Jacquesson-Fournols L, Cohen M, Menezo YJR.
MTHFR isoform carriers. 5-MTHF (5-methyl tetrahydrofolate) vs
folic acid: a key to pregnancy outcome: a case series. J Assist
Reprod Genet. 2018;35:1431–5.

18. Altmäe S, Stavreus-Evers A, Ruiz JR, Laanpere M, Syvänen T,
Yngve A, et al. Variations in folate pathway genes are associated
with unexplained female infertility. Fertil Steril. 2010;94:130–7.

19. Yang Y, Luo Y, Yuan J, Tang Y, Xiong L, Xu M, et al. Association
between maternal, fetal and paternal MTHFR gene C677T and
A1298C polymorphisms and risk of recurrent pregnancy loss: a com-
prehensive evaluation. Arch Gynecol Obstet. 2016;293:1197–211.

20. Tara SS, Ghaemimanesh F, Zarei S, Reihani-Sabet F, Pahlevanzadeh
Z, Modarresi MH, et al. Methylenetetrahydrofolate reductase C677T
and A1298C polymorphisms in male partners of recurrent miscar-
riage couples. J Reprod Infertil. 2015;16:193–8.

21. Bisht S, Chawla B, Dada RJ. Oxidative Stress and Polymorphism in
MTHFR SNPs (677 and 1298) in Paternal Sperm DNA is
Associated with an Increased Risk of Retinoblastoma in Their
Children: A Case-Control Study. Pediatr Genet. 2018:103–13.

22 . I acobazz i V , In f an t ino V, Cas t egna A, Andr i a G .
Hyperhomocysteinemia: related genetic diseases and congenital de-
fects, abnormal DNA methylation and newborn screening issues.
Mol Genet Metab. 2014;113:27–33.

23. Yu Y, Jia C, Shi Q, Zhu Y, Liu Y. Hyperhomocysteinemia in men
with a reproductive history of fetal neural tube defects: Three case
reports and literature review. Medicine (Baltimore). 2019;98:
e13998.

24. Clement A, Menezo Y, Cohen M, Cornet D, Clement PJ. 5-
Methyltetrahydrofolate reduces blood homocysteine level signifi-
cantly in C677T methyltetrahydrofolate reductase single-
nucleotide polymorphism carriers consulting for infertility.
Gynecol Obstet Hum Reprod. 2020;49:101622.

25. Clement A, Chouteau J, Clement P, Menezo Y. Importance of the
determination of MTHFR SNPs (Methylene Tetrahydrofolate
Reductase Single Nucleotide Polymorphisms) in couple infertility.
Gynecol Obstet Fertil Senol. 2020;48:422–7.

26. Enciso M, Sarasa J, Xanthopoulou L, Bristow S, Bowles M,
Fragouli E, et al. Polymorphisms in the MTHFR gene influence
embryo viability and the incidence of aneuploidy. Hum Genet.
2016;135:555–68.

27. Ishitani H, Ikeda S, Egashira K, Sugimoto M, Kume S, Minami N,
et al. Embryonic MTHFR contributes to blastocyst development.
J.Assist Reprod Genet. 2020;37(8):1807–14.

28. AarabiM, SanGabrielMC, Chan D, Behan NA, CaronM, Pastinen
T, et al. High-dose folic acid supplementation alters the human
sperm methylome and is influenced by the MTHFR C677T poly-
morphism. Hum Mol Genet. 2015;25:6301–13.

29. Aarabi M, Christensen KE, Chan D, Leclerc D, Landry M, Ly L,
et al. Testicular MTHFR deficiency may explain sperm DNA hy-
pomethylation associated with high dose folic acid supplementa-
tion. Hum Mol Genet. 2018;27:1123–35.

30. Marques CJ, Carvalho F, Sousa M, Barros A. 2004. Genomic im-
printing in disruptive spermatogenesis. Lancet. 2004;363:1700–2.

31. Kobayashi H, Sato A, Otsu E, Tomatsu C, Utsunomiya T, Sasaki H,
et al. Aberrant DNA methylation of imprinted loci in sperm from
oligospermic patients. Hum Mol Genet. 2007;16:2542–51.

32. Aston KI, Uren PJ, Jenkins TG, Horsager A, Cairns BR, Smith AD,
et al. Aberrant sperm DNAmethylation predicts male fertility status
and embryo quality. Fertil Steril. 2015;104:1388–9.

33. Boxmeer JC, Steegers-Theunissen RP, Lindemans J, Wildhagen
MF, Martini E, Steegers EA, et al. Homocysteine metabolism in
the pre-ovulatory follicle during ovarian stimulation. Hum Reprod.
2008;23:2570–6.

34. Boxmeer JC, Smit M, Utomo E, Romijn JC, Eijkemans MJ,
Lindemans J, et al. Steegers-Theunissen RP IVF outcomes are as-
sociated with biomarkers of the homocysteine pathway in
monofollicular fluid. Hum Reprod. 2009;24:1059–66.

35. Berker B, Kaya C, Aytac R, Satiroglu H. Homocysteine concentra-
tions in follicular fluid are associated with poor oocyte and embryo
qualities in polycystic ovary syndrome patients undergoing assisted
reproduction. Hum Reprod. 2009;24:2293–302.

36. Fukagawa NK, Martin JM, Wurthmann A, Prue AH, Ebenstein D,
O'Rourke B. Sex-related differences in methionine metabolism and
plasma homocysteine concentrations. Am J Clin Nutr. 2000;72:22–9.

37. Lamers Y, Prinz-Langenohl R, Moser R, Pietrzik K.
Supplementation with [6S]-5-methytetrahydrofolate or folic acid
equally reduces plasma total homocysteine concentrations in
healthy women. Am J Clin Nutr. 2004;79:473–8.

38. Obeid R, Holzgreve W, Pietrzik K. Is 5-methyltetrahydrofolate an
alternative to folic acid for the prevention of neural tube defects? J
Perinat Med. 2013;41:469–83.

39. Troesch B, Demmelmair J, Gimpfl M, Hecht C, Lakovic G, Roehle
R, et al. MEFOLIN Study Group. Suitability and safety of L-5-
methyltetrahydrofolate as a folate source in infant formula: A
randomized-controlled trial. PLoS One. 2019;14:e0216790.

40. Bailey SW, Ayling JE. The extremely slow and variable activity of
dihydrofolate reductase in human liver and its implications for high
folic acid intake. Proc Natl Acad Sci U S A. 2009;106:15424–9.

41. Bailey SW, Ayling JE. The pharmacokinetic advantage of 5-
methyltetrahydrofolate for minimization of the risk for birth de-
fects. Sci Rep. 2018;8:4096.

42. Cornet D, Clement A, Clement P, Menezo Y. High doses of folic
acid induce a pseudo-methylenetetrahydrofolate syndrome. SAGE
Open Med Case Rep. 2019;7:20503.

J Assist Reprod Genet



43. Troen AM,Mitchell B, Sorensen B,WenerMH, Johnston A,Wood
B, et al. Unmetabolized folic acid in plasma is associated with
reduced natural killer c ell cytotoxicity among postmenopausal
women. J Nutr. 2006;136:189–94.

44. Lucock M, Yates Z. Folic acid - vitamin and panacea or genetic
time bomb? Nat Rev Genet. 2005;6:235–40.

45. Lucock M, Yates Z. Folic acid fortification: a double-edged sword.
Curr Opin Clin Nutr Metab Care. 2009;12:555–64.

46. Sweeney MR, McPartlin J, Weir DG, Daly S, Pentieva K, Daly L,
et al. Evidence of unmetabolised folic acid in cord blood of new-
born and serum of 4-day-old infants. Br J Nutr. 2005;94:727–30.

47. Sweeney MR, Staines A, Daly L, Traynor A, Daly S, Bailey SW,
et al. Persistent circulating unmetabolised folic acid in a setting of
liberal voluntary folic acid fortification. Implications for further
mandatory fortification. BMC Public Health. 2009:18–295.

Publisher’s note Springer Nature remains neutral with regard to jurisdic-
tional claims in published maps and institutional affiliations.

J Assist Reprod Genet


	MTHFR...
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Materials and methods
	The population tested
	Biochemical tests

	Results
	Discussion and conclusions
	References


