
Acute Toxicity of Folic Acid in Pregnant Women

To the Editor:
The administration of folic acid to adult (not preg-

nant) mice by intraperitoneal injection showed large
differences between various strains and a fairly low
LD50 value (85 6 10 mg/kg) in some murine strains
(Parchure et al., ’85). Hyperkinesis, ataxia, and convul-
sions suggested neural involvement, and the most
common cause of death was renal tubular necrosis in
mature mice receiving the high doses. Folic acid has
been described as generally not toxic for man (Gilman
et al., ’80). However, the higher, so-called pharmacologi-
cal doses ($1 mg) can mask the neurological manifesta-
tion of pernicious anemia, may reduce the efficacy of
anticonvulsant medication (Erös et al., ’98), and may
have some other hazards (Czeizel, ’95).

In Hungary, suicide attempts by self-poisoning have
been used as a human model for the study of mutagenic
(Czeizel, ’94) and teratogenic (Czeizel et al., ’97) effects
of large doses of chemicals. Our databases include 4
pregnant women and 15 nonpregnant individuals (12
women and 3 men) who attempted suicide by drugs,
including folic acid. The results of the follow-up study of
the 4 pregnant women are summarized here.

The Inpatient Clinic of Toxicological Internal Medi-
cine, Korányi Hospital, Budapest, is solely responsible
for providing health services to the adult inhabitants

poisoned by ingesting chemicals in Budapest and the
surrounding area, comprising 3 million people. Be-
tween 1985–1993, a sensitive serum pregnancy test
was performed in all admitted women aged between
15–50 years, and pregnant women were followed up till
the end of pregnancy. Of 22,969 admitted women, 645
had a positive pregnancy test (Czeizel et al., ’97). Of 559
women ingesting drugs, one used folic acid alone and
three used folic acid plus other drugs for self-poisoning
(Table 1). No acute adverse effects of high doses (120–
150 mg) of folic acid during pregnancy or long-term
consequences were detected at the birth of their new-
born infants and some years later when the health
status of both mothers and children was checked. The
goal of the follow-up study was to obtain case histories
of mothers and children and to make a general medical
checkup, including specific nephrological, hematologi-
cal, neurological, and EEG examinations in mothers. Of
four mother-children pairs, three had the follow-up
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TABLE 1. Data of four pregnant women who attempted suicide and of their children

Data of mothers I.N. G.P. E.C. M.F.

Age (years) 22 17 17 31
Marital status Single Single Single Married
Date of self-poisoning September 25, 1985 April 24, 1987 December 13, 1988 November 29, 1988
Gestational week 34 22 34 18
Drugs and dose (mg) Folic acid, 120 Folic acid, 120 Folic acid, 150 Folic acid, 120

Iron, 3,000 Iron, 4,000 Chlordiazepoxide, 300
Procainamide, 2,000 Meprobamate, 4,000

Severity of self-poisoning Mild Mild Mild Medium
Specific toxic effect of folic acid No No No No
Data of newborn infants

Date of birth November 4, 1985 August 7, 1987 January 21, 1989 March 17, 1989
Sex Girl Boy Boy Girl
Birth weight (g) 3,090 2,450 3,400 1,750
Gestational age (weeks) 40 38 41 34
Birth defects No No Congenital inguinal

hernia, right
No

Data of follow-up in 1996
Health of mother No disease In prison, official

opinion: no disease
No disease No disease

Data of children
Height (percentile) 143 cm (25–50%) Adopted 129 cm (75%) 125 cm (50%)
Weight (percentile) 34 kg (25–50%) 26 kg (75%) 23 kg (25–50%)
Health status Good Good after surgery Good
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study, and no particular disease connected with previ-
ous self-poisoning was found.

In conclusion, acute and long-term adverse effects of
self-poisoning by ingesting folic acid during pregnancy
could not be detected.
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Erös E, Géher P, Gömör B, Czeizel AE. 1998. Epileptogenic activity of
folic acid after drug induces SLE (folic acid and epilepsy). Eur J
Obstet Gynecol Reprod Biol 80:75–78.

Gilman AG, Goodman LS, Gilman A, editors. 1980. The pharmacologi-
cal basis of therapeutics, 6th ed. New York: Macmillan. p 1331.

Parchure M, Ambaye RY, Lalitha VS, Gokhale SV. 1985. Acute toxicity
of folic acid in mice. Experientia 41:72–73.

4 A.E. CZEIZEL AND M. TOMCSIK


	TABLE 1
	LITERATURE CITED

