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Letters 

Caution Advised Before Rushing to Start Folic 
Acid Supplements 
To the Editor: 

Last January, Oakley, Erickson, and Adams pub- 
lished an editorial in the Journal of the American Med- 
ical Association entitled, “Urgent Need to Increase Fo- 
lic Acid Consumption” (Oakley, et al., ’96). In this 
editorial they note that folate supplements may pre- 
vent some birth defects and reduce the risk of occlusive 
vascular disease but they failed to address many of the 
concerns that have been addressed regarding folic acid 
supplements and neural tube defects. For example, to 
my knowledge follow-up studies have not been reported 
on the children born to high risk mothers &r taking 
folic acid supplements. In addition, the issue of spon- 
taneous abortions amongst women taking folic acid 
during pregnancies has not been resolved. A reduction 
in spontaneous abortions might be expected with folic 
acid particularly as such fetuses have higher inci- 
dences of neural tube defects than those at term, while 
an increased frequency of spontaneous abortions could 
falsely appear to reduce the incidence of neural tube 
defects at term. However, my greatest concern has 
been the absence of insights into the mechanisms by 
which folic acid acts to close neural tubes. 

In this regard, Oakley et al. (’96) note that folic acid 
supplements may reduce the levels of circulating ho- 
mocysteine, a substance that may be involved in vas- 
cular disease but they failed to mention that with the 
methyl group from folic acid homocysteine becomes 
methionine. This essential amino acid has been recog- 
nized not only as a normal constituent of proteins but 
also as one that plays a key role in cellular methylation 
reactions as the most immediate precursor of S-adeno- 
sylmethionine. A considerable amount of experimental 
evidence now exists showing that methionine supple- 
ments allowed neural tube closure to be completed un- 
der conditions of nutritional deficiencies (Chatot et al., 
’84; Ferrari et al., ,941, the presence of the human ter- 
atogen valproic acid (Ehlers et al., ’96) and a genetic 
mutation that caused neural tube defects (Essein and 

Wannberg ’93). Furthermore, our recent observations 
have suggested that the methylation of contractile pro- 
teins in the cells of the neural epithelium could be an 
important step in closing the neural tube (Moephuli 
and Klein, ’95). Clearly, if the role of folic acid was to 
form more methionine rather than to reduce homocys- 
teine, supplements rich in methionine would be ex- 
pected to be more effective than folic acid in reducing 
the occurrences of neural tube defects as well as spon- 
taneous abortions. These supplements could include 
animal proteins of high quality such as chicken eggs, a 
variety of methyl donors or methionine itself. Sufi- 
cient evidence has been made available to justify the 
testing of these alternative supplements in human tri- 
als at this time. 

NORMAN W. KLEIN, Ph.D. 
University of Connecticut 
Storm, CT 06269 
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