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Food Labeling: Health Ciaims and
Label Statements; Foiic Acid and
Neural Tube Defects

AGERCY: Foad and Drug Administration,
HHS.
ACTION: Proposed rule,

suMmaryY: The Food and Drug
Administration (FDA] is proposing not
to authorize the usc on the label and
labeling of foods, including dietary
supplements, of hizalth claims relating to
an association between folic acid and
reduciion in risk of neural tube defecis,
FDA has reviewed the scientific data in
conformity with the requirements of the
Nutrition Labeling and Education Act
{the 1850 amendments) and has
tentatively concluded that there is not a
sufficient basis to suppeort the use of
health claims relating to this topic. FDA
also reviewed recently published results
of a large intervention trial of effects of
supplements containing very high levels
of folic acid in women who, because of
histories of neural tube defect-
complicated pregnancies, were at high
risk of recurrences of these specific birth
defects in subsequent pregnancies,
Currently there is not significant
agreement among qualified experts thut
intakes of folic acid lower than those
studied in this intervention trial will
have the same effect as that ohserved
with very high intakes.

Additionally, at this time, these is no
significant agreement among gualified
experis that folic acid supplementation
of women at much lower risk of
occurrence of neural tube defect-
affected pregnancies will reduce the risk
of such a complicetion. However, tho
results of the recently published
interventien trial are czusing some
qualified experts to reevaluate the
preexisting evidence. FDA will consider
all developments in this regard and
reflect such developments in any final
rule that it issues. FDA has tentatively
concluded that claims on foods,
including dietary supplements, relating
1o folic acid and reduction in risk of
neural tube birth defects are not
justified,

DATES: Written comments by {January
27, 1992. The agency is propasing that
any final rule that may issue based upon
this proposal become effective 6 months
following its publication in accordance
with requirements of the Nutrition
Labeling and Education Act of 1990,
ADDRESSES: Wrilten comments to the
Dockets Management Branch (HFA-

30G5), Food and Drug Administration, rm,
1-23, 12420 Parklawn Dr., Rockville, MDD
20857,

FOR FURTHER INFORMATION CORTACT?
Jeanne 1. Rader, Center for Food Safety
and Applied Nutrition (HFF-268}, Food
and Drug Administration, 200 C St. SW,,
Washington, DC 20204, 202-472-6067.
SUPPLEMERTARY INFORMATION:

I. Background
A, The 1990 Amendments

On November 8, 1990, the President
signed intc law the 1990 amendments
(Pub. L. 101-535), which amended the
Federal Food, Drug, and Cosmetic Act
{the act). The 1990 amendments, in past,
authorize the Secretary of Health and
Human Services (the Secretary), and
FDA by delegation, to issue regulations
authorizing nutrient content and health
claims on the label or labeling of foods,
With respect to health claims, the new
provisions provide that a product is
misbranded if it bears a claim that
characterizes the relationship of a
nutrient to a disease or healih-related
condition, unless the claim is made in
accordance with the procedures and
standards established under the act {21
U.S.C. 343(r){1)(B)).

Published elsewhere in this issue of
the Federal Register is a proposed rule
to establish general requirements
pertaining to the use of health claims on
food labels and in labeling that
characierize the relationship of
nutrients, including vitamins and
minerals, herbs, or other nutritional
substances (referred to generally as
“substances”) to a disease or health-
related condition. In this document
entitled “Food Labeling: General
Requirements for Health Claims fer
Food: Proposed Rule (the companion
document), “FDA has tentatively
congluded that such claims would only
be justified for substances in dietary
supplements as well as in conventional
foods if the totality of the publicly
available scientific evidence (including
evidence from well-designed studies

conducted in @ manner that is consistent

with generally recognized scientific
procedures and principles) supports a
claim; and if there is significant
scientific agreement, among experts
qualified by scientific training and
experience to evaluate such claims
about such support.

The 1990 amendments also reguire
(secticn 3 (b)(1)(A)(ii), (b)(1)(A)(vi}, ard
(b)(1)(A)(x)), that within 12 months of
enactment, the Secretary issue propased
regulations to implement section 403(r}
of the act, and that such regulations
shall determine, among other things,
whether claims respecting 10 topic

areas, including folic acid and neuvad
tube defects, meet the requirements o
the act. In this document, the agenay
considers whether a claim on food or
food products, including conventional
foods and dietary supplements, on
relationship between folic acid and
neural tube defects would be justified
under the standard proposed in the
companion document,

FDA has followed the general
concepts and criteria proposed in tiw
companion document in considering
whether to propose to authorize the use
on the labels and labeling of food of
health claims for folic acid and peursi
tube deferis. In the companion
document, FA has proposed that, in
evaluating whether support exists for »
health claim, it will consider the levele
and safety of a nutrient within the
context of its use in the daily diet.
Before a health claim for a particulor
nutrient will be autharized, it is
necessary that the nutrient be safe and
lawful for use in food at the level found
to have an effect on a disease or health
condition.

‘The topic of folic acid and neural {ube
defects involves a substance which has
recognized uses both as a component of
food and of drugs. The agency has
looked at ail data relevant to this topis
whether the data involved tests at
dietary levels or at therapeutic levels.
The agency thought this necessary to
ensuie the completeness of its review.
However, the agency emphasizes that
this proposal is only about whether a
claim has bsen justified for folic acid on
food. A component of food must be safe
in the context of the daily diet. On the
other hand, drugs may be used even if
they present questions of safety to the
general population, and even to the
pepulation being treated, on the basis
that there is a benefit from its use that
outweighs the potential risk.

B. Folic Acid and Neeral Tube Defecis.
Public Health Aspecls

Congenital malformations are
structural abnormalities that are present
at birth, Several specific malformations
of the ceniral nervous system (CNS) are
referred to as *‘neural tube defects”
because the brain and spinal cord
develop within the neural tube. The
neural tube forms early in fetal life,
between the 18th and 20th days of
pregnancy, and closes between the 24t}
and 27th days of pregnancy. Neural tub:
defects include a wide range of
abnormalities of the CNS. They may be
isolated malformations or may occur in
association with other nonneural
congenital malformations.
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Anencephalus and spina bifida
account for about 90 percent of neural
tube defects {Ref. 1). Anencephulus is an
abnormality in which there is a virtual
absence of the forebrain and skull. Most
anencephalic infants are stillborn. Live-
born anencephalic infants may survive
for only a few days. Spina bifida is a
general term describing various
developmental abnormalities
characterized by defective closure of the
bony encasement (the vertebrae) of the
spinal cord. The spinal cord and nervous
system tissues may protrude through
openings resulting from failure of the
vertebrae to form normally. Infants bora
with spina bifida may lack normal
function below the level of the defect
because of damage to specific nerves.

Anencephalus and spina bifida are
more common in Caucasian populations
than in other racial groups. Reports of
prevalence per 1,000 births in Caucasian
populations have yielded the following
estimates for anencephalus and spina
bifida, respectively: Wales, 3.5, 4.1;
Scotland {Glasgow), 2.8, 2.8; Northern
Ireland, 3.1, 3.3; Hungary (Budapest), 1.1,
1.6 (Ref. 2). In contrast, prevalence of
anencephalus and spina bifida in japan
has been reported to be 0.43 and 0.08,
respectively, per 1,000 births (Ref. 2.
Rates of neural tube defects in hospital
series in northern China, however, are
among the highest yet reported and
range between 5 and 13 per 1,000 births
{Ref. 2a).

The incidence rate of neural tube
defects at birth has been reported to
vary a wide range of factors, including
genetics, geography, socioeconomic
status, maternal birth cohort, month of
conception, race, nutrition, and maternal
health including maternal age and
reproductive history. Epidemiologic
evidence indicates that there is a strong
genetic component involved in neural
tube defects (Ref. 3). This genetic
component is well-recognized, and
familial recurrence patterns are the
single greatest risk factor for neural tube
defects, aithough studies in humans
have not as yet localized the responsible
genes. Carriership for inborn (genetic)
errors of homocysteine (a metabolic
product of methionine; an intermediate
in the synthesis of cystine) metabolism
has recently been proposed as a risk
factor for having an infant with a neural
tube defect (Ref. 4).

In the United States, neural tube
defects affect approximately 1 in 1,000
infants at birth (Ref. 2} (i.e., the
occurrence rate is approximately 0.1
percent), Occurrence rates are about 4
in 10,000 infants at birth (0.04 percent) in
low-risk areas. For example, within the
United States, the available hospital

data and community surveys show that
rates are highest in the northeast and
towest in the west, with anencephalus
rates of about 0.5 per 1,000 (0.05 percent)
in Towa and Los Angeles (Ref. 2).

The number of first occurrences of
neural tube defects exceeds the number
of recurrent events. The great majority
of families having an anencephalic or
spina bifida infant will experience oniy
one such affected pregnancy. A small
minority of about 5 percent, however,
will have more than one affected infant
{i.e.. a recurrence) (Ref. 5). Thus, the risk
of having an infant with a neural tube
defect is much higher among women
who have had a previous pregnancy
complicated by a neural tube defect
than among women who have not had
such a complication. Among women
with histories of previous neural tube
defect-complicated pregnancies, rates
for recurrence of such defects have been
estimated to be as high as 2 to 10
percent compared to occurrence rates of
about 0.1 percent in the general
population (Ref. 3). The pattern of
recurrence of these defects is that
expected of a polygenic (i.e., caused by
several genes) trait. Data from the most
recent report of the National Birth
Defects Monitoring Program of the
Centers for Disease Control (CDC) show
decreasing trends for anencephalus and
spina bifida between 1979 and 1987 in
the United States (Ref. 6).

The striking geographical variations in
prevalence at birth of anencephalus and
spina bifida have not been adequately
explained. For example, the range of
prevalence rates in the United States
and Canada is very large, with the
highest prevalence rates found in the
eastern portions of both countries.
Additionally, the relatively low
prevalence rates in western Canada
{British Columbia) have been stable
over time, in contrast to the highe ‘rates
in eastern Canada which have shown
large secular variations similar to trends
in the British Isles (Ref. 2). These
observations suggest the action of fairly
stable genetic factors, with higher but
less stable rates possibly caused by the
interaction of varying envircnmental
factors with stable genetic factors (Ref.
2).

Maternal health, for example, febrile
illness {Refs. 1, 7, and 8) and maternal
use of certain drugs also have an effect
on the development of neural tube
defects. There is an increased incidence
rate of malformations (including neural
tube defects) among infants of diabetic
mothers (Ref. 9). Therapeutic use of
valproic acid, an anticonvulsant drug, is
associated with markedly increased risk

of neural tube defects (Ref. 10, 11, 12,
and 13).

Epidemiologic studies suggest tha
factors associated with acute or chronic
poverty also play a role in modifying the
incidence rates of neural tube defects.
Observational studies in humans
suggest that poor maternal nutrition,
which is among a number of factors
associated with poverty, may increase
the risk of neural tube defects. For
example, in the United Kingdom, mean
values for blood levels of a number of
vitamins have been reported-to be most
satisfactory in women in the highest
social classes {Ref. 14}. Blood
concentrations of several vitamins were
reported to be lower on averags in
women who subsequently gave birth to
infants with neural tube defects than in
women who did not (Ref. 14). Such
evidence is relatively nonspecific,
hkowever, since dietary deficiency of one
nutrient is frequently correlated with
deficiencies of other nutrients.

Maternal nutritional status around the
time of conception (the
“periconceptional period") is of special
concern because, as stated above, the
neural tube forms and closes very early
in embryogenesis (Ref. 3). The
periconceptional period, however, has
not been precisely defined. The National
Academy of Sciences (NAS) suggesied
in its 1990 report that this period or
interval extends from 1 to 3 months
before conception to week 6 of gestation
{Ref. 3).

The hypothesis that nutritional factors
might be involved in causing scme
human neural tube defects is based on
findings from several types of studies.
These include: (1) animal studies in
which deficiencies of some vitamins
during pregnancy (such as vitamin B,
vitamin Bs and pantothenic acid)
produced a variety of fetal
abnormalities, including neural tube
defects (Ref. 1); (2) epidemiology studies
of neural tube defects in humans that
suggest a link with nutrition because ¢f
variations in prevalence with social
class, dietary habits, and season (Ref. 8}:
and (3) clinical observations of
congenital malformations including
neural tube defects in offspring of
women who were given an antifolate
drug (a drug which alters folic acid
status by interfering with absorption.
metabolism, or functions of the vitamin)
to test its efficacy as an abortifacient.

Among the nutrients that may have a
role in development of neural tube
defects, folic acid has received the
greatest amount of attention because of
observational studies in humans and
because of the well-recognized roles of
this vitamin in cell division and growth.
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Folic acid is essential for humans. Folate
compounds cccurring neturally in fcods
are in 2 reduced pteroyl ferm. Folates
occurring in plant and animal cells
contain two to eight additional gluiamic
acid molecules which are linked to the
glutamate end of the folate melecule.
The folylpolyglutamates which oceur in
foods are broken down to the
monoglutamate foring in the integtine,
Commercially available felic acid
{pteroylglutamate) is in an cxidized
state relative to iis occurrence in foods,

Insufficient quantitics of folate in the
diet lead to impaired cell muliiplication
and alierations in protein synthesis,
These «fiects are most noticeable in
rapidly growing tissues. Abnormalities
of rapidly dividing cell populations (for
example, those of the gastrointestinal
tract and bone marrow} are among the
most notable results of folate deficiency
because of the essentiality of this
vitamin for synthesis of
deoxyribonucleic acid.

Decterminations of folate in serum and
in red blood cells are commaonly vsed to
assess folate status. Red blood cefll
folate concentrations are censidered to
be a better index of long-term folate
status than are measurements of serum
folate. Folic acid administered orally is
effective for the treatment of
megaloblastic anemias of nutritional
origin, and those that may develop in
women during pregnancy, and these that
may develop in infants and children.
Pregnancy increases the need for folic
acid among other nutrients because of
the need of the mother to maintain
adequate nutritivn and tc meet the
nutritional requirements of the rapidly
developing feius.

The Medical Research Council of the
United Kingdom recently reported {Ref.
15) that periconceptional
supplementation of women at high risk
of recurrence of neural tuba defeci-
complicated pregnancies with 4
milligrams (mg! folic acid per day
significantly reduced the rate of such
recurrences. In response. CDC issued
guidelines (zee section I A. below} for
physician-directed use of high doses of
folic acid by women wha, because of
histories of neural tube defact-
complicated pregnancies, are at high
risk of recurrences of these specific birth
defects in subseguent pregnancies (Ref,
16). FIDA regards the marketing of folic
acid at the desage and for the use
recommended in the interim CDC
guidelines {Ref. 16} to require an
approved new drug application (NDA}.
No NDA has been approved by FDA for
folic acid for prevention of neural tube
defects.

C. Folic Aeid: Regulatory History

FDA has promulgated regulations
describing uses of folic acid as a dictary
supplement and as$ a drug. These
designations are dependent on the
intended uses of this vitamin. Section
172.345 (21 CFR 172.345) provides for the
use of felic acid in dietary supplement
preparations. Preparations containirg
folic acid in excess of the permitted food
additive level (see below) are regulated
as drugs and are available with a
prescription.

FDA evaluaied the use of folic acid as
a drug in the Federal Register of April 8,
1971 (35 FR 6843} in response to reports
received from NAS on the therapeutic
uses of folic acid. The agency concludad
that folic acid administered orally or
parenterally is effective for the
treatment of megaloblastic anemias ¢f
tropical and nontropical sprue, thuse of
nutritional origin, and those which may
occur during pregnancy, infancy, and
childhood (36 FR 6843). The agency
found that administration of folic acid
alone is improper therapy in the
treatment of pernicious anemia and
cther megaloblastic anemias where
vitamin B:; is deficieni (36 FR 6843)
because such treatment may mask the
symptoms of vitamin B:. deficiency.
FDA also concluded that there is no
evidence that doses of folic acid greater
than 1 mg daily have greater efficacy in
treatment of megaloblastic anemiss than
do those of 1 mg (36 FR 6843).

Folic acid is an approved food
additive subject to the limitations on use
set forth in the food additive regulation
§ 172.345. Folic acid {folacin) may be
safely added to a foed for its vitamin
propertics, provided the maximum
intake of the food as may be consumed
during a period of 1 day, or as directed
for use in the case of a dietary
supplement, will not result in daily
ingestion cf the additive in excess of 0.4
mg for foods labeled without referenc
to age or physiologic state. When age or
the conditions of pregnancy or lactation
are specified, the regulation provides
that the level of ingestion shall not
exceed 0.1 mg for infants, 0.3 mg for
children under 4 years of age, 0.4 mg for
adults and children 4 cr more years of
age, and 0.8 mg for pregnant or lactating
women (21 CFR 172.345).

D. Evidence Considered in Reaching the
Decision

The agency has reviewed all relevant
scientific evidence on folic acid and
neural tube defects. The scientific
evidence reviewed by the agency
included all human studies considered
in “The Surgeon General's Report on
Nautrition and Health” {(Ref. 21), and the

United States Departiment of
Agriculture’s and the Department of
ealth and Human Services’ “Nutrition
and Your Health: Dietary Guidelines for
Americans” (Ref. 22). The cther reviews
conducted by widely recognized
scientific bodies that FDA considered
were NAS' “Diet and Health” (Ref. 23},
the National Research Council’s
“Recommended Dietary Allowarices™
{Ref. 24), tha NAS' “Nutrition During
Pregnancy” (Ref. 3), and the Life
Sciences Research Office's (LSRC}
“Folic Acid and Neural Tube Defects”
{Ref. 25). The agency updated the
conclusions reached by these decuments
by reviewing all human studies that
appeared in the literature subsequent io
these documents and all new review
articles. The agency also considered the
results of animal studies to the extent
that they clarified human studies or
suggested possible mechanisms of
action.

To assure that its review of relevent
evidence was complete, FDA requested,
in the Federal Register of March 28, 1991
(568 FR 12932), scientific data and
information on the 10 specific topic
areas identified in section 3{b}{1){A} of
the 1850 amendments. The topic of folic
acid and neural tube defects was among
the 10 subjects on which the agency
requested information.

E., Commzents in Response to FDA
Request for Scientific Data and
Information

In response to the March 28, 199t
niotice in the Federal Register, FDA
received 12 comments to the docket for
fclic acid and neural tube defects from
manufacturers and suppliers of vitaming
to the food and dietary supplement
industries, trade associations of
nutritional supplement manufacturers,
national professional crganizations of
nufritionists and public health nutrition
directors, and the government of
Canada. The comments dealt with the
issue of folic acid and neural tube

cfects as well as with the goals and
requirements of the 1990 amendments in

cneral. FDA reviewed all of the
documents, including letters, press
releases, scientific articles, review
articles, and recommendations included
in submiszions that it received. The data
submitted in scientific articles were
included in the agency’s review of the
scientific literature.

Amaong the comments received were
three from manufacturers and suppliers
of vitamins and two from trade
associations of nutritional supplement
manufacturers. The submissions from
these groups stated that there is
sufficient evidence to provide claims for
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periconceptional multivitamin {including
{olic #0id) supplementation for reduction
in risk of neural tube defects and
possibly cleft lip/palate. One comment
recommended a Recommendced Dictary
Allowsnnce (RDA) RDA-level
multivitamin supplement for il women
of child-bearing age.

One comment from a manufacturer of
vitamins recommended multivitamin
supplementation for 3 months preceding
through 3 months following conception.
The comment pointed to several reasens
for supplementation during this interval
including: {a} The available data: (b)
almost risk-free nature of such
supplementation; (¢} low cost of such
supplementation; and (d) ecenomic
aspects of care and treatment of infants
bora with severe birth defects. Another
comment from a trade association of
nutritional supplement manufacturers
stated that there is no risk associated
with use of a multivitamin supplement
with folic acid with or without minerals
by women contemplating pregnancy.

The “almost risk-free” or “no risk”
rationale does not qualify as a basis for
a health claim. The 1990 amendments
require that a health claim be based on
the totality of all available scientific
evidence and significant agreement
among experts qualified by training and
experience tc evaluate such evidence.
Thas, the agency rejects the concept of
“almost risk-free” or “no risk” as
justification for a health claim because it
is inconsistent with requirements of the
1990 amendments.

FDA disagrees with statements
regarding the *low cost of such
supplementation.” Practical difficulties
of providing folic acid supplements to all
women befere pregnancy, and
particularly to women before their first
pregnancies, are formidable and would
be of substantial cost. These factors are
important in this instance because there
are no data demonstrating benefits to be
derived from widespread
supplementation of all women of child-
bearing age.

The comments also included a number
of references relating to effects of
anticonvulsant drugs on folic acid
status. These articles were included to
demonstrate that certain subgroups in
the population may require
supplemental folic acid as a result of
medications that they are taking.

Comments were received from two
national professional organizations of
auiritionists and public health nutrition
directors, These comments advised a
cautious approach to the use of health
claims on foods and supplements with
particular attenticn to avenues by which
such claims might be abused or
misinterpreted by the general public.

The comments recommended that
scientific agreement sheuld be the
cornerstene for the use of health claims,
and that FDA consider data submitied
in the context of meeting dietary
requirements through intake of food.
Some concern was expressed that the
1990 amendments allowed so many
potential topics as candidates for
possible hea'th claims.

The government of Canada submitted
information that it censidered helpful in
the context of increased harmonization
of regulations or standards affecting
trade in specific products. The Directer
General, Food Directerate, Health and
Welfare Canada, wrote to the agency
that health claims or messages regarding
neural tube defects would likely result
in a food product being classified as a
drug in Canada by virtue of the
definition of “drug” embodied in the
Canadian Food and Drugs Act.

The official position of Canada on the
relationship of diet and nutrients to
disease and the metabolic effects of
nutrients is stated in the volume
Nutrition Recommendations, the Report
of the Scientific Review Committee—
1990 (Ref. 17). In sections relating to
folic acid, this report noted that there
was particular interest in folate intake
before conception and in early
pregnancy in view of a reported possible
relationship between folate and
occurrence of neural tube defects. The
report noted that intervention trials
carried out in the United Kingdom (Refs.
18, 19, and 20) have been criticized, and
that a large controlled trial on
prepregnancy supplementation was in
progress at the time of the report (Ref.
20). The report does not contain a
recommendation for periconceptional
supplementation with folic acid (Ref.
17).

1. Review of the Scientific Evidence

A. Federal Government Documenis and
Statements

In 1988, “The Surgeon General’s
Report on Nutrition and Health” (Ref.
21) considered the role of dietary factors
in maternal health. This report reviewed
the resuits of ciinical trials in the United
Kingdom in which folate and
multivitamin supplements were used in
attempts to reduce the risk of recurrence
of neural tube defects in infants born to
women who had previously had a
pregnancy complicated by a neural tube
defect. The Surgeon General's Report,
citing extensive commentaries (Ref. 26},
reported that these trials were poorly
controlled for maternal diets and were
methodologically flawed by poor
compliance, questionable exclusion of
eligible participants and recruiting bias

{Ref. 21). The report did not make a
recommendation with respect to folic
acid supplementation before or during
pregnancy (Ref. 21).

The U.S. Department of Agriculture
and the Department of Health and
Human Services, in “Nutrition and Your
Health: Dietary Guidelines for
Americans” (Ref. 22), did not discuss
any scientific evidence on a relationship
between folic acid and neural tube
defects. The target populations for these
guidelines are healthy Americans and
not those persons in the population with
chronic diseases or those at high risk of
specific diseases. In 1988, the CDC
reviewed methodological concerns
about case-control studies, and stated
that the available evidence was
insufficient to recommend multivitamin
supplementation in the United States to
prevent neural tube defects (Ref. 27).

Following the recent publication of the
results of the Medical Research Council
{United Kingdom) Vitamin Trial (Ref.
15). the CDC published guidelines,
reprinted near the end of this preamble,
recommending that a woman who has
had a fetus or infant with a neural tube
defect should consult with her physician
at least 4 weeks before becoming
pregnant and should take, under a
physician’s guidance, 4 mg folic acid per
day through the first trimester of
pregnancy (Ref. 16).

The CGC stated that these guidelines
are not intended for women who have
never had a neural tube defect-affected
pregnancy, for relatives of women who
have had an infant or fetus with a neural
tube defect, for women who themselves
have spina bifida, or for women who
take the anticonvulsant drug valproic
acid, a known cause of spina bifida (Ref.
16).

The National Institutes of Health’s
National Institute of Child Health and
Hurman Development does not have a
public policy on this issue (Ref. 28).

B, Other Documents and Statements

The NAS' 1989 report “Diet and
Health” did not contain any general
recommendation for periconceptional
supplementation with folic acid (Ref.
23). No recommendations for
periconceptional folic acid
suppilementation to reduce the risk of
birth defects were made in the National
Research Council’s 1989 edition of '
*Recommended Dietary Allowances”
(Ref. 24). In 1990, NAS reviewed the
topic of periconceptional vitamin
supplementation and neural tube defects
in its report “Nutrition During
Pregnancy” {Ref. 3). NAS reviewed
studies of vitamin supplementation
during the periconceptional period, case-



60614

Federal Register / Vol. 56, No. 229 / Wednesday, November 27, 1991 / Proposed Rules

conirol and cohort studies of
periconceptional multivitamin use,
results of laboratory assessments of
maternal vitamin status, and studies in
animal model systems (Ref. 3). NAS
found severe limitations in the available
evidence including:

(1) Inconsistency of data associsting
multivitamin or folate use with
protection against neural tube defect
pregnancies; and

(2) Evidence that in animal model
systems, deficiency of nutrients other
than folic acid produced lesions similar
to human neural tube defects (Ref. 3).
NAS concluded that the scientific
evidence derived from various types of
human studies and from animal studies
does not provide a sufficient basis for
making broad recommendations
concerning the periconceptional use of
vitamins and minerals for the prevention
of neural tube defects (Ref. 3).

LSRO of the Federation of American
Societies for Experimental Biology also
reviewed the scientific literature
regarding folic acid and neural tube
defects (Ref. 25). The LSRO report
concluded that there is evidence that
women who take folic acid or folic acid-
containing vitamin supplements during
the periconceptional period have a
lower risk of having infants with neural
tube defects. In reaching this conclusion,
LSRO was frequently inconsistent in its
review of the relevant human studies
and in the conclusions drawn from the
results of the studies. The report also
failed to focus on the specific
relationship of folic acid to neural tube
defects and on the significant
differences in risk of occurrence versus
recurrence of neural tube defect-
complicated pregnancies. LSRO also
concluded that women who have given
birth to an infant with a neural tube
defect will have a lower risk of bearing
another child with a similar defect in a
subsequent pregnancy if they take a
folic acid supplement during the
periconceptional period.

Thus, the authors of Federal
government documents and other
authoritative reports (with the exception
of the LSRO report noted above) from
panels of experts who conducted
indepth reviews of the effects of
periconceptional use of vitamins and
minerals found that the available
evidence did not provide a basis on
which to conclude that the
periconceptional use of vitamins and
minerals will reduce the risk of neural
tube defects among women in the
general United Stales population.

Several professional health
organizations were also contacted to
determine whether they have policies on
periconceptional supplementation with
folic acid and neural tube defects at this
time. The American College of
Obstetricians and Gynecologists does

not provide any specific
recommendations to their fellows on
preconceptional folate supplementation
{Ref. 29). The Spina Bifida Association
of America does not have a policy
respecting folic acid supplementation for
reduction in risk of neural tube birth
defects (Ref. 30). The Teratology Society
has not issued a position paper on this
topic (Ref. 31).

C. Review of the Scientific Literature

1. Evidence for an Association Between
Intake of Folic Acid and Neural Tube
Birth Defects

a. Criteria used i evaluating studies.
Observational studies have suggested
that environmental factors such as
nutritional deficiencies of vitamins may
be associated with the development of
neural tube defects (Ref. 32). Such
observations stimulated several
epidemiological studies and clinical
trials. This relationship has also been
investigated in some animal studies.

FDA evaluated scientific evidence
available from both human and animal
studies against general criteria for good
experimental design, execution, and
analysis. The criteria that FDA used in
evaluating human epidemiologic and
clinical studies included (as
appropriate):

(1) Reliability and accuracy of
methods used in dietary assessmert;

(2) Potential for misclassification of
subjects with regard to dietary intake or
supplement intake;

(3) Presence of recall bias and
interviewer bias;

(4) Methods of determination of
vitamin status; :

(5) Methods of assignment of subjects
to treatment or control groups for
¢linical trials;

(6) Choice of control subjects and
representativeness of subjects;

(7) Control of confounding factors,
such as demographic variables;

{8) Assessment of compliance with
treatment regimens and degree of
compliance.

The criteria used in evaluating studies
in animals included:

(1) Appropriateness of the animal
species, diets, and treatment regimens
selected for study;

(2) Whether confounding factors were
controlled;

(3) Whether the number of animals
was large enough to produce reliable
data;

(4) Whether duration of exposure and
period of observation were appropriate;
and

(5) Whether methods used in the
measurement of responses were reliable
and accurate.

FDA placed particular emphasis on
those human studies that specifically
addressed the issue of folic acid and

neural tube defects. Those human
studies that considered effects of
combinations of nutrients were given
less weight because they did not
address the specific question of a
relationship between folic acid and
neural tube defects which was identified
in the 1990 amendments.

Moreover, because the ability to
generalize results obtained from studies
of small populations to the much larger
population of women in the United
States is an important consideration,
FDA also evaluated human studies with
respect to whether the reported results
could reasonably be extrapolated to the
United States population. Additionally,
because health claims will be directed
to the general population of healthy
adults, FDA did not evaluate studies
describing special situations in which
use of specific medications led to the
development of vitamin deficiencies
because these situations require medical
supervision.

FDA evaluated the weaknesses and
strengths of individual human studies
(see “comments” in Tables 1 through 3}.
It then assessed the strength of the
overall evidence (e.g., epidemiologic
studies, assessment of maternal vitamin
status, intervention trials, animal
studies) taking into account the strength
of the association, the consistency of
findings, specificity of the association,
evidence for a biological mechanism,
and presence or absence of a dose-
response relationship. FDA's
conclusions are based upon the strength,
consistency, and preponderance of data.

b. Human studies. Human studies on
the association between folic acid use,
multivitamin use, or maternal nutrition
and neural tube defects are summarized
in Tables 1 through 3. The major
features of these studies (type and
design of study, number of women
studied, location of populations, nature
and duration of treatment or supplemens
use, maternal diet assessments, and
blood indices measured and the
significant results) are included in these
tables.

Human studies reported to date
include four supplementation trials
undertaken to reduce the recurrence rate
of neural tube defects (Refs. 15, 18, 19,
33, and Table 1), and three casecontrol
studies (Refs. 34, 35, 36, and Table 2)
and one prospective cohort study (Ref.
37 and Table 2) undertaken to identify
possible associations between
multivitamin use or dietary folic acid
intake and incidence of neural tube
defects. There have also been a number
of studies in which levels of various
vitamins were measured in blood
samples obtained from women during or
following the periconceptional interval
(Refs. 14, 38, 39, 40, and Table 3).
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TABLE 1.—STUDIES OF EFFECTS OF PERICONCEPTIONAL FOLATE OR MULTIVITAMIN 4 MINERALS SUPPLEMENTATION ON RECURRENCE
OF NEURAL TuBE DEFECTS

nes;iisgce Type Locaticn Design defmtTeg L2 Subjects Treatment D;(reagt:r?n End Recurrences Comments
aurence et | Recur- South Piacebo- Yes...............| 60 treated ....| 4 mg folic acid | Cessation 8 weeks 3.3 percent Differences were
al, 1981 rence. Waies. con- 51 placebo..] per day or of into among not significant.
'Ref. 18). trofled placebo. contra- gestation. supplement- Twenty-seven
dcuble- ception. ed 7.8 percent of
blind percent treated group did
clinical amcng not comply.
trial, placebo. Protective effect
reached level of
significance oniy
when apparent
noncompliers
were removed.
All 6 women who
had NTD
recurrences also
had inadequate
diets.
Smithells et | Recur- United Prospective | Yes............... 454 sup- Multivita- Not less Approxi- 3.7 percent Some NTD
al., 1983 rence. Kingdom cohort. plement- min+ than 28 mately 6 ' among fully recurrences and
{Ref. 19). {muiti- ed. calcium + days weeks supplement- some other major
center 519 un- iron daity before into ed 4.7 per- malformations
triaf). supple- (folic acid in concep gestation. cent among occurred in fully
ment- ad. multivita- tion, unsupple- supplemented
min= 0.36 mented. subjects.
mg per day) Guestionable
or exclusion of 4
unsupple- fully
mented. supplemented
subjects, 2 of
whom
subsequently had
NTD infants, due
to difficulty with
precise timing.
Vergel et Recur- Cuba....,. ...} Prospective | NO...oveereee 81 treated ....| 5 mg folic acid | Not less 10th week 0 percent Differences were
al., /990 rence. cohort. 20 partiatly per day or than 1 of among not statistically
(Ref. 33) supple- unsupple- month pregnan- supplement- significant.
mented. ment- ed. before cy. ed. Unsupplemented
114 un- concep- 0 percent women were
supple- tion for among seen later in
mented. fuily partially pregnancy than
supple- suppiement- were
mented. ed. supplemented
3.5 percent women. Possible
among bias in
unsupple- recruitment of
menied. subjects. Folic
acid status was
measured in only
part of the fully
supplemented
group and in
none of the
unsuppiemented
group.
Wald, 1991 | Recur- | Internation- | Random- YeS.uiaranaee 1817 (A) Ca+Fe At End of first | Group (A), 2/ Signiﬁcar!t
(Ref. 15). rence. al multi- ized women +4 mg folic random- trimester 298; (B), 4/ protective effect
center double- were acid per day. ization (12 295; (C), of folic acid on
trial in 7 blind recruited | (B) Ca+Fe (unspeci- weeks of 13/300; (D), recurrence of
countries. | preven- of whom +4 mg folic fied time pregnan- 8/302. NTDs. There was
tion trial. 1,195 acid per before cy). Recurrence no evidence that
subse- day + multi- concep- rate among vitamins other
quently vitamins. tion). women in than folic acid
had (C) Ca+Fe..... groups conferred the
informa- (D) Ca+Fe (A+B) was protective effect.
tive + multivita- 1.0 percent. Six NTDs
pregnan- mins. Recurrence racurred in
cies. rate among wormen in groups
women in A+B. Lack of
groups compliance was
{C+D) was unlikely as an
3.5 percent. explanation for
these failures.
There was no
excess of non-
NTD birth
defects reported
i in any one group.
] - —

A, D, By, By, Bs, C, and nicotinamide.

1 NTD, neural tube defect, defined as anencephaly, encephalocele, spina bifid:
cranial meningocele, iniencephaly, myelocele, myelomeningoceie
z NTD, neural tube defect, defined as anencephaly, spina bifi

e and excluding isol
da cystica and encephalocele b;

a cystica (Laurence et al., ;
lated hydrocephalus and spina bifida occulta (Smithells et al., 1983; Ref. 19).

1981; Ref. 18) and as anencephaly, encephalocele,

y Wald, 1991 (Ref. 15). Multivitamin preparations contained vitamins



_TABLE 2.—STUDIES OF ASSOCIATIONS BETWEEN PERICONCEPTIONAL MULTIVITAMIN USE AND/OR DIETARY FOLATE INTAKE AND OCCURRENCE OF NEURAL TUBE DEFECTS

T
b } ’ Reported Duration of 5

: He;;:gryvce Type Location Design defri‘:mgg 12 | Birth years | Subjects s”uS:pg_ Other g:;;‘t%:a] ,iﬁé"fjgl Results » Comments

ments use |
i

Milis et al., | Occur- CA, IL.........| Case- YeS..oumnnn 1985 to 571 NTD..... 131015 Lo, 30 days Less than | Mothers of infants/fetuses with E Cases, controls matched for
1989 rence. control. 1987. 546 other -percent betore 5 NTD were no less likely to ! age, race, education, famity
(Ref. 34). defects- in each 1st day months. have taken muitivitamins or | income, gavidity. Attempts

controls. group. of last folate in periconceptional in- | made to minimize recail bias.
573 menstru- | t  terval than were women in . Information on multivitamin
normal ! al period | ! the control groups. Use of i use obtained after abnormal
controls. ; ; and : multivitamin supplements not |  birth was identified. Not all
continu- ; associated with reduction in | cases could be identified and
ing for i frequency of NTD. i interviewed.
45 days. | i :

Bower and | Occur- Western Case- YES.ornnann 1982 to 77 NTD....... 15t0 21 Food 3 months | Not stated i Increasing intake of folate (as- | No evidence for a protective
Stanley, rence. Australia, control. 1984. 77 other percent frequen- before | (possibly | sessed by dietary intake and eftect of conjugated folate.
1989 ‘ defects- in each cy to9 ! atleast | folate supplementation) in Protective effect also ob-
(Ref. 35). ) controls. group. ques- months | 1year). | 1st 6 weeks of pregnancy | served for dietary fiber, calci-

; tionnaire after last ; : was protective against occur- um, vitamin C, and carotene.
; ; . covering menstru- : rence of isolated neural tube | Measures of post-partum die-
! 12 al period. +  defects. + tary folate status showed no
month : association with occurrence

interval, . of NTD births.

Mulinare et | Occur- Metropoli- | Case- YeS.ournnn. 1968 to 349 NTD..... Case Maternal 3 months 21018 Estimated risk of having NTD- | Compositions of multivitamin
al.,, 1988 rence. tan control 1980. 2,829 mothers, diet not prior to years. affected infant was signifi- preparations not  known.
(Ref. 36). Atianta. (Atlanta controls. 7 as- pregnan- cantly lower for multivitamin Users were different from

Birth percent. sessed. cy users (approximately) 2.5- nonusers in some demo-
Defects . Control through fold protective eftect). Pro- graphic, health-related, life-
Case- mothers, 1st tective eftect less pro- stvle characteristics. Appar-
centrol 15 trimester. nounced when cases were ent protective effect was sig-
Study). percent. compared to abnormal con- | nificant for whites but not for
' trols. ' other races. Maternal nutri-

i tion during periconceptional

! pericd not known. No major

i differences seen for early

] i and late postconceptional

: : : : i ‘ : . use.

Milunsky Occur- New Prospec- 1984 to 49 NTD 31.9 Maternal 3 months Several y Prevalence of NTD was signifi- | A substan}ial maiorit_y of ?he
et al,, rence. England tive 1987. 22,727 percent diet prior to months. | cantly lower for women who preparations contained vita-
1989 (86 cohort- controls. of entire as- pregnan- ¢ used multivitamins with folate mins A C, D, and/or E. The
(Ref. 37). percent); women cohort sessed. oy ¢ . during periconceptional inter- possibility panpot be ruled

other who i used through . +val. Among nonusers, preva- out that vitamins A, C, D

(14 under-. { multivita- i 1st i lence rates were lower for | and E alone or in

percent). went mins trimester. : those whose diets provided comblnatlon(§) with folic acid

i screen- . during ) - >100 micrograms (ng) folate | were protective. Users were

ing at pericon- ; i per day. ; defined as tal_ung at least
about ceptional : : one multwltarr_un per week
week 16 : interval. i ! but the majority took prep-
of | ! arations more frequently.
pregnan-
cy.

! NTD, neural tube defect, defined as anencephaly, meningocele, encepha!bcele, rachischisis, iniencephaly, lipomeningocele (Mills et al., 1989; Ref. 34). Isolated hydrocephalus, hydranencephaly, dermal sinus,
and spina bifida occulta were excluded from cases, and oral cleft, deformation, cosmetic defects and hydrocephalus were excluded from defect controls by Mills et al. (Ref. 34). NTDs were defined as anencephaly,
spina bifida and encephalocele by Bower and Stanley (Ref. 35).

2 NTD, neural tube defect, defined as anencephaly and spina bifida (Mulinare et al., 1988; Ref. 36) and as any combination of spina bifida, anencephaly, or encephalocele alone or in combination with other
defects (Milunsky et al. 1989; Ref. 37).
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TAaBLE 3.——MEASUREMENTS OF MATERNAL ViTAaMiN STATUS AS RELATED TO CENTRAL NERVOUS SySTEM DEFECT- CR NEURAL TUBE

DEFECT-PREGNANCIES

Major findings

Mean values far ali vitamin levals determined were most satisfactory for
women in the highest social classes. Values for erythrocyte and white
blood cell ascorbate were significantly lower in women who subse-
quently had an infant with a CNS ! defect than In control women.
Mean values for serum folate and saturation index for riboflavin werzs
also poorer among women who had an infant with a CNS defect than
mean values for all social classes. .

Maternal serum folate and vitamin B:. wers not significanily different
between cases and controls. An hypothasized association between
vitamin B,. deficiency and

anencephaly was not confirmed in this

Erythrocyte foiate was significantly iowsr in women who had 2 or more
NTDg than in centrols. No differences in serum folate, vitamin B,,, or
other serum vitamin measurements {plasma or white blcod cell vitamin
C, vitamin A, thiamine, riboflavin, pyridoxine, vitamin E) between cases
and controls. Distributions of dietary folate intakes were not significant-

No significant differences between cases and contro's in serum levels of

or fetinol.

Reference Location ;»ub,ec!s and samples :
Smithells et al, 1976 Leeds, UK... . Approximately 900 women. Blood sam-
{Raf. 14). ples were obtained not more than 13
weeks afier ths start of the last men-
strual period.
Motloy et al.,, 1985 (Ret. Dublin, UK ...l 32 NTD " cases. 385 controls. Blood
48). sampies obtained from 8 to 32 weoks
of gestation.
study.
Yates ot al., 1987 {Ret Scotland, UK... 120 women with history of 2 or more
49). NTDs, 20 matched controls. Blood
sampies obtained after birth of index
| case.
| ly different among groups.
Miis at al, 1991 {Ref Firdand.......c...... ...l 89 NTD cases. 172 controis. Over €5
50). percent of bicod samples obtained | folate, vitamin Bi..
within 8 wesks of neural tube closure. |
H

! CNS, central nervous system. Specific abnormalities of CNS not defined by Smithelis et al. (Ref. 14);
# NTD, neural tube defect. Cases of anencephaly, spina bifida. and encephalocele reported by Molloy et al. {Ref. 48): not defined by Yates et al. {Fief. 49) or Milis

et al. {Ref. 50).

i. Recurrence trials. Of the four
intervention trials with women who
were at high risk of neural tube defect-
affected pregnancies because of a
history of such pregnancies.(that is,
women at high risk of a recurrence)
{Refs. 15, 18, 19, 33, and Table 1), three
trials involved daily supplementation

with 4 or 5 mg of folic acid alone during
the periconceptional interval {Refs. 15,
18, and 33). Two of these trials did not
find a statistically significant reduction
in neural tube defects. In one of these
studies (Ref. 18), 27 percent of the folic
acid-treated group did not comply with
the treatment regimen. A statisticaily

significant difference between treatment
and control groups was found only when
apparent noncompliers (identified on the
basis of arbitrarily determined serum
folate values) were discounted (Ref. 18).
A second intervention study involving
daily supplementation with 5 mg folic
acid alone was a prospective cohort
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study carried out in Cuba (Ref. 33 and
Table 1} Altheueh this study showed «
decreased risk of recurrence of neural
tube defect-affecied infants in the
suppiemented woren, the reduction
was not statistically significant.
Furthermore, 2 bias in recruitment may
have oceurred hecauvse unsupplemented
women in this study were seen later in
pregnancy than were sopplemented
women. The characterisiics of a
“partially suppiemented” group with
respect to folic acid treatment were pot
defined (Ref, 33}, Folic adid status was
measured in on!y some women in the
fully supplemented group and in none of
the women in the unsupplemented
groun.

Anint
statistically
recurrence rate of neural tube
betwesen supplemented and
unsupplemented women (Ref. 19]
measured the use of a multivitamin
preparation containing folic acid,
vitamins A and D, thiamine, riboflavin,
pyridoxine, nicotinamide, and ascorbic
acid plus minerals (ferrous sulfate and
calcium phosphaie) rather than folic
acid alone. Daily folic acid intake from
the multivitamin plus minerals
preparation was 350 mg (0.36 mg). The
design of this study was inadequate to
test the hypothesis that folic acid
supplementation would reduce the raie
of recurrence of neural tube defects in
women who had previously given birth
to infants with neural tube defecis
because intakes of other nutrients in
addition te folic acid were also
increased in the supplemented wemen.

The results of a major randomized
doubie-blind prevention trial to
determine whether supplementation
with folic acid alone or in combination
with seven other vitamins could reduce
the risk of neural tube defects in women
at high risk because of a previcus
affected pregnancy were reporied in July
1891 {Ref. 15). This inlernational study
involved women in 33 centers in the
United Kingdom, Hungary, Israel,

ustralia, Canada, the USSR, and
France. The stady began in 1983 under
the suparvision of the Medical Research
Council, Upjted Kingdom, and was
stopped in 1931, hecause of findings of a
significant protective effect of folic acid
supplementation against recurrences of
nearal tube defects in infants of women
at high risk of tids complication.

The major features of this study are
included in Table 1. Women with
epilepsy were excluded to avoid
adverse effects of high folic acid
supplementation on their treatment. A
total of 1,617 women at high recurrence
risk of neural tube defect pregnancies

ervention trial that did find a

significant difference in the
defects

were randomized to the four treatment
groups. Women remained in the tial in
the same randomization groups waii
they had 2 pregnancy in which the
could be classified as having or no
having # nevral tube defect. Such
outcomes were defined as “informative”
pregnancies. One thousand onte hundred
ninety-five women of the 1,517 wamen
randomized {66 perceni) had such an
informative pregnancy. Two hundresd
eighty-seven of these informative
pre"rmm jes {24 perceni] were repuifed
frem Glazgow, Scotlend, and 261 {17
percent) were reported from Budapest,
Hungary, both arcas of known h
pravalence rates of neural {ub
All fetuses and infants were
examined, Independent corroboration of
all reported neural tube defects was
obtained with a necropsy report ora
description of the lesions for
independent review without kaowladge
of the allocated group. Firal resulis
were based upon the results of ali
informative pregnancies. The
characteristics of the 622 women who

did not have informative pregnanciss (34

percent of the number randomized} have
not as yet been reporied (Ref, 15}

Information was obtained for all
abnormalities other than neural tube
defects in all informative pregnancies.
This information provided the basis for
4 determination that supplementation
with folic acid specifically affected rates
of recurrence of neural tube defects. The
variety of cther birth defects that
occurred were evenly distribuled across
all randomization groups. The vesult
this carefully performed study «h
that folic acid at 4 mg per day, wit"a or
witheut other vitamins, sig vmhcs“}v
reduced the risk of recurrences of neural
tube defects in women at high risk of
this complication. Six neural tube
defects rec:ured in women in the f
acid-supplemented g!oupq however,
showing that factors other than folic
acid sistus are important in the etio! ogy
of neural tizhe birth defects. The irial
had sufficient power to demons
efficacy of the treatment for women 2t
high risk of recurrence but did not have
sufficic ent power to answer quastions of
5dfely for these women.

ii. Occurrence studies. Two case-
control studies and one prospective
cohort study {Refs. 35, 36, 37, and Table
2] found associations between reducad
rates of neural tube defects and use of
multivilamin supplements in the
periconceptional interval. In one case-
conlrol studdy of multivitamin use in
women in the Atlanta area (Ref, 38}, the
compositions of multivitamin
preparations used during the
periconceptional interval could not he

e

ascertained bacause of lengthy recn!
intervals. In this study. supplemant ueo
was lused upon recall of events
eccurring 2 to 16 years before the
interview (Ref. 38).

A prospective study of women in the
Boston area found that use of a
multivitamin supplement that contained
folic acid during the first 6 weeks of
pregnancy was associated with a

reduction in the incidence of neural fube
iefecis, and that no effects were
ohserved if use of the folie acid-
containing supplement began after the
6th week of pregnancy {Ref. 37}
Estimation of when the vae of
suppicments began during pregna
depended 1pon self- repoiied preg
durahou, which was in pmatice bis
on the date of the woman's las
menstraal period [Ref, 37). lhe s jority
of the preparations reported as uw& in
this study (Ref. 37) contained vitaming
A, C, D, vz B in addition to folic acid,
however, Therefore, the proteclive agent
cannot be jdentified. In this same siudy,
dietary folic acid intake was calculated
by means of the diet portion of the study
questionnaire only for those women
whe were not taking a multivitamin
supplement. Nonuzers of multivitamin
supplements who had dietary folate
intakes greater then 100 pg per day had
4 lower incidence of neural tube defests
than did nonusers whose diets provided
less than 100 pg of folic acid per day
(Ref. 37). Estimated intakes of nutricnis
cther than folic acid were not reported
{Ref. 371,

In & case-control study carried out in
western Australia (Ref. 35 and Tabla 2},
apparent protective effects were found
for folic acid. However, this study found
that dietary fiber, calcium, vitamio C,
and carotene were also apparently
protective against the occurrence oi
reural tube defecis. This study foundd
that free felate appeared to provide a
stronger pratective effect against
oceurrence of isolated neural tube
defects than did tolal folate. Such an
observation, if confirmed, may imply the
existence within subgroups in the
Australizn population of a defect
(possibly genetic] in intestinal conjugas
activity (the enzyme activity that hre.akn
down food-derived folylpolyglutamates)
that would be expecled to reduce the
availability of food-derived folate.
Alternately, such a result may represexd
problems in estimating folate conients nf
diats from food composition tables.

An additional case-control study
involving women in California and
Minois did not find a protective effect
on the incidence of neural tube defranis
from the use of folate-containing
multivitamin preparations during the

zad ’
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periconceptional interval (Ref. 34 and
Table 2). Supplement usage among
women who had a neural tube defect-
somplicaled pregnancy was compared
1 usuge of supplements among women
whio had normal infants as well as to
supplement usage among women who
had infants born with abnormalities
other than neural tube defects. Use of
mullivitamin supplemeunis was reported
o be the saume among women in all
three groups, and no protective effect
was identified {Ref. 34).

Commentaries on the feur studies
cited above have been numerous {Rels.
38-46) and include considerations of the
role of health-conscious behevior in
reduction in risk of neural tube defects
{Ref. 38), significance of biases in recall
{Ref. 39), problems with case-
identification methods (Ref. 40}, and
differences in prevalence rates in the
study areas [Ref. 44). Researchers in the
United Kingdom observed, in studies
with women at high risk for neural tube
defect recurrences, that effects of
vitamin therapy are more marked in
high-prevalence areas than in low-
prevalence areas (Ref. 47). It is
important to note that among the four
epidemiologic studies cited above, the
ihree studies that showed a positive
effect of folic acid or multivitamin
supplementation involved populations
of higher prevalence of neural tube
defects (Boston, 3.5 neural tube defects
per 1,000 births (Ref. 37); Atlanta, 1.8 per
1,000 (Ref. 368); and Perth, Australia, 1.5
_per 1,000 (Ref. 35)) than did the single
study that did not reveal such an effect
{California and Iilinois, 0.91 neural tube
defects per 1,000 births (Ref. 34)). The
prevalence factor may be highly
impertant when a multifactorial
condition is under investigation, and
when prevention or reduction in risk is
attempted through manipulation of the
environmental (for example, nutritional)
component {Ref. 41). The environmental
contribution to the total etiology is
thought to be greater in areas of higher
prevalence. Consequently, in low
prevalence areas, a higher percent is
attributable to genetic factors and less is
attributable to environmental factors
{Refi. 41).

None of the epidemiolegic studies was
able to identify any one factor that was
specifically related to reduction in risk
of neural tube defects. Maternal dietary
counseling and maternal dietary
improvement appeared to be as effective
a measure as supplementation in
decreasing the risk of having an infant
affected with a neural tube defect (Ref.
60). Furthermore, all of these
spidemiologic studies suffered from
biases, including problems with

‘

differences in length of recall (Ref. 36},
differences hetween cases and controls
relative to sociogconomic status and
fifestyle characteristics [Ref. 36).
nonrepresentativeness of subjeots (Rel.
37 inability to identify and interview
all cusas {Rell 34), and possible
innceuracies in determining dietary
folate content from food composition
tables {Ref. 35). In summary. the resuils
of these occurrence studies do not
provide a basis on which to {ind an
association between ingestion of folic
acid and reduction in risk for neural

ks of maternal vilainin
measures ¢f maternal
wluding folatej also
provide no evidence for a consistent
association between folic acid intake
and naural tube defects. Ore study (Ref.
14, Table 3} showed that mean blood
values for all vitamins determined were
mosi satisfactory for women in the
kighest social classes. Additionally,
mean values for several vitamins were
peorer among women who had an infant
with a CNS defect than mean values for
all social classes (Ref. 14).

Arnother study (Ref. 49 and Table 3)
reporied that erythrocyte folate values
were significantly lower among women
who had repeated neural tube defect
pregnancies than among controls.
However, dietary intakes of folate
among the groups of neural tube defect-
affected mcthers and control mothers
were not significantly different and did
not correlate with pregnancy outcome.
Thus, an association between risk of
having offspring with neural tube
defects and decreased erythrocyte folate
ievels could not be attributed to lower
dietary folate intake by the mothers of
neural tube defect-affected infants (Ref.
49). Ancther study did not find
differences in parameters of folate
status between mothers of neural tube
defect infants and controls (Ref. 48).

A report of maternal serum vitamin
measurements in a population-based
study of Finnish women who gave birth
to infants with neural tube defects (Ref.
50 and Table 3) found no significant
difference in serum folate levels
between women who gave birth to a
neural tube defect-affected infant and
control women {Ref. 50).

c. Animal studies. Studies with animal
mecdel systems are one of several lines
of investigation that are used to
establish associations between
deficiencies or excesses of various
nutrients and birth defects. Such studies
have provided some support for the
hypothesis that nutrient deficiencies
may be one factor in the etiology of
neura! tube defects (Ref. 51).

Deficiencies of nuirienis such as vitamin
B... vitamin Be pantothenic acid, and
vitamin E have been reported to cause
nearal iube defects in some species [Ref
1.

a rats, maternal folic eoid deficiency
alone does not produce neural tiuhe
defeci-affected embryos in a
reproducible manner {Ref. 26}, However,
cuts fed folate-deficient diets in
conjunction with antifolates during
pregnancy do produce embryos with
multiple congenital abnormalities (Refl.
52). A high spontaneous rate of neural
tube defects that clesely resemble those
seen in humans cccure in the curly-taii
mouse. These defects appecr to be
rolated 1o a recessive gene whoso
expression is modified by the rest of the
genome {the complete set of hereditary
factors contained in the chromosomes)
{Ref. 53). Excess vitamin A administered
cn the 8th day of gestation iacreased the
incidence of neural tube defects in this
mouse in a dose-dependent manner, A
variety of compounds including folic
acid, folinic acid, methotrexate. vitamin
B,., and vitamin E did not significantly
affect the incidence of the defect in this
model system (Ref. 54).

Neural tube defects in the golden
hamster model can be ianduced by
maternal hyperthermia or ethanol
following exposures early in gestation.
Folate supplementation begun before
such treatments does not prevent the
alcohol or heat-induced neural tube
defects [Ref. 55). -

Neural tube defects can be induced by
adminisiration of the anticonvulsant
drug valproic acid to mice on the 8th day
of gestation (Ref. 56). The administration
of 5-formylitetrahydrofolate, an active
metabolite of folic acid, significantly
reduces the rates of these defects. The
authors of this study suggested that this
model system may be eppropriate for
studies of protective effects of fclates on
occurrence of neural tube defects (Ref.
56). Results of mechanistic studies
directed toward identifying valproic
acid-induced disturbances in folate
metabolism have been reported (Ref.
57).

The results of anima: studies do not
provide evidence for a consistent
association between folic acid nutriture
and neural tube defects but show that
disturbed folate metabolism may be one
factor in the complex etiology of neural
tube defects.

2. Other Relevant Information

a. Evidence for efficacy of
Dericonceptional supplementation of
women at high risk of neuvral tube defect
pregnancies with less than 4 mg folic
acid per day. The daily intake of folic
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acid that significantly reduced the risk
of recurrences of neural tube defects in
high-risk women in the United Kingdom
trial was 4 mg and was provided as a
supplement (Ref, 15). A daily folic acid
intake of 4 mg cannot be attained from
usual diets, even when such diets are
high in folate-rich foods such as dark
green leafy vegetables and live
Additionally, food additive reguldl.m

in the United States do not permit
addition of folic acid at high levels to
foods or suppilements (21 CFR 172.3458).
Therefore, the agency examined the
results of all available human studies to
determine whether such studies provide
data showing that significandt reductions
in risk of neural tube defects occurred
with intakes o
day and within the range of {olic acid
intake aftainable in usual diets.

The agency examined the resulis of
Loth interventicn and epidemiologic
studies. Only one of four human
intervention trials involved
supplementation with less than 4 or 5
mg folic acid per day {Ref. 19}. A
nonrandomized intervention trial
carried out in the United Kingdom found
a significant difference in the recurrence
rate of neural tube defects between
women given a multivitamin plus
mifnerals supplement and those who
were not supplemented. The
multivitamin plus minerals supplerent
given to some of the women provided
folic acid at 360 pg per day. No true
contro! group was included in this trial.
Supplemented women were recruited
well before conceptior while
unsupplemented women were already
pregnant before referral to the study.
The design of this study was inadequate
to test the hypothesis that folic acid
supplementation would reduce the risk
of recurrence of neural tube defects in
women whe had previously given birth
to infants with such defects because the
supplement used contained a number of
vitamins and two minerals in addition to
folic acid.

In this study (Ref. 18}, attempts were
made to examine all infants of fully-
supplemented mothers to determine
whether vitamin supplementation might
harm the embryo or fetus. Resulis of
such examinations were reportad for
only pari of the fully-supplemented
group but not for partially-supplemented
ur unsupplemented groups (Ref. 15},
Thus, ne comparison of effects between
supplemented and unsupplemented
groups was possible. The proportions of
spontanecus abortions examined in
fully-supplemented and unsupplemented
womnen were 61 percent in the first
cohort and 32 percent in the second
cohort reported (Ref. 19). In contrast,

f folic acid below 4 mg per

results of all informative pregnancies
were reported in the recently published
Medicat Research Council tiial [Raf, 15),
leading to virtually complete
ascertainment of treatment effects,
Thus, efficacy of a dose of folic acid of
380 pg cannot be determined from Ref,
19.

‘xaminaticn of epidemiologic studies
fur information pertaining to efficacy of
lower doses of folic acid did not provide
definitive results. For example, inons
study that reported that use of
multivitaming containing folic acid
reduced the risk of having 2 nevral ﬂvb
defect-affected infant, the compng
of the mueléivitemin preparations
containing folic acid were not krigwn
because of long recall intcrvals (2 to 14

vears) (Ref. 38). In another study that
reported that the prevalence of nevral
tube defects was significanily lower for
women who used multivitamins during
the periconceptional interval than for
women who did not, the multivitamin
preparations contained folic acid at
levels of 100 te 1,000 pg (Ref. 37). A
substantial majority of the preparations
also contained viiamins A, C, 1, or E. In
this study, an efficacious dose of folic
acid could not be identified and the
possibility could not be ruled out that
cther vitamins alone or in combination
with folic acid were protective.

These studies (Refs. 19, 38, and 3
net provide sufficient evidence that
doses of folic acid lower than 4 mg per
day provide significant reductions in
risk of recurrence of neural tube defect-
affected pregnancies. Thus, evidence of
efficacy of doses of folic acid lower than
4 mg per day is lacking. The agency
tentatively concludes, based on the
currently available evidence, that the
amount of folic acid supplementation
necded for reduction in risk of neural
tube defecis in women at high risk of
this complication is the level used in the
Medical Research Council vitamin study
{i.e., 4 mg per day) (Ref. 15}.

b. Szgmfuance of studies with
anticonvulsant drugs. FDA recognizes
that there is a considerable literatire on
possible roles of drug-induced
nufritional deficiencies in causation of
birth defects. Anticonvulsant drugs
taken during pregnancy are among u
number of factors implicated in the
increased risk of congenital
maiformations including neural tube
defects reporied in children of women
with epilepsy. Abnormalities in vitamin
status for biotin, folate, 25-hydroxy-
vitamin D, and vitamin A have been
reported in anticonvulsant-treated
epileptic women. FDA believes that
sericus medical conditions such as
epilepsy should be handled under

7} do

medical supervision, and that nuiritional
guidancs for uzttlu)nvulsant treaiad

an or anticonvulsar:
r planning pregnanc
vided by trained me

v considerations. In “Nutriticn
Puring Pregnancy,” NAS reviewed the

8 a.*e'ly of folio acid intake during
pregrizncy (Ref. 3}, It found that the
safety of large doses of folic acid duving
pregnency had not been systematically
svaluated, snd that the effects of Jarce
maternal dosges of folate on the

deve lupm s fetus are not known [Rell 3),
NAS cited studies (Refs. 58 and 58} that
suggestad that large doses of folic a«id
may inhibit the absorpiion of other
nutrients bry competitive interaction.
Large doses of folic acid may also muke
it more difficult to d1dgn0°e the onset of,
or a relapse of, pernicious anemia {Ref,
3). This fact is important because
pernicicus anemia may occur in
pregnant women with impaired vita
B:: absorption caused by lack of
intrinsic factor, gastrectomy, or smaull
intestinal disorders that affect the ileum.

The Naticnal Research Council, in its
1689 edition of the “Recommended
Dietary Allowances” (Ref. 24), also
raviewed effects of excessive intakes
and toxicity of folic acid in humans and
animals. The National Research Council
(Ref. 24) concluded that without
evidence of benefit, and with somz
potential for toxicity, excessive intakes
of supplemental folic acid are noi
recommended.

The Medical Research Council
vitamin study (Ref. 15} examined effecis
of supplementation with 4 mg folic acid
per day in {etuses and mothers. The
number of reported congenital
abnormalities other than neural tuebe
defects was similar in all four groups,
The mean number of women reporting
various medical disorders during the
study was also similar in all groups.
Thus, supplementation of women at high
risk of neural tube defect pregnancies
with 4 mg folic acid per day during the
periconceptional interval was not
associated with adverse effects, but the
ability of the study to identify such
effects was limited by the size of the
groups.

The design of the United Kingdom
trial was sufficient to demonstrate
efficacy of folic acid supplementatios b
high-risk women (Ref. 15). It did not
however, have sufficient power to
evalvate safety for these high-risk
women or for broader public health
purpeses. The study did not examine the
benefit or risk of folate supplementatio:
among low-risk women (those who ar-
not at risk of recurrence of a neural {u’




Federal Register / Vol. 56, No. 228 / Wednesday, Novewber 27, 1991 / Proposed Rules

6062

defect-atfected pregnaney . Unanswered
guestions of major coneru i
thens of efficacy and safaty of «
intervention in the much

holaiger
population of women in the Uniied
States ai considerably lower risk of
oscurrence of neural tube defect-
complicated pregnancies. There are
currently no data demonsirating safety
of long-term supplemenisticn of womsn
of child-bearing age with folic acid ai
the dose usad in the Urnited Kingdaom
Medical Research Cuouncil vitamir inial,

3. Conclusions

Until the July 1991 publication of the
Medical Research Council's report {Ref.
15}, the human studies on the
hypothesized association baiw
ingestion of folic acid end reduciion in
risk of neural tube defects wer= fimited
in design and were inconsistent in thai
findings. Human intervenrion triais
using folic acid would be expecied to
provide the strongest evidence for
efficacy of folic acid supplementation if
such trials demonstrated significant
reductions in the risk of neural tube
defects following folic acid
supplementation. Two early trials
examining periconceptional
supplementation with 4 or 5 mg folic
acid alone in wemen at high risk of
neural tube defect recurtences produced
nonsignificant resulis (Refs. 18 and 333,
A single nonrandomized interveniion
study that did find a statistically
significant reduction in neural tube
defects in women al high recucy
of this complication measurad u
multivitamin plus minerals suppiemeon
in addition to folic acid rather than folic
acid alone {Ref. 19) and thus, could not
demonstrate an independent effect of
folic 2cid supplementation.

The Medical Research Council's
randomizad dauble-blind molti-ceonter
irtal {Ref. 15} clearly demonstrated a
significant reduction in recurrence rate
of reural tube defects in women
supplemented kingdom with 4 mg fobe
acid per day. No protective effects of
vitamins other than folic acid were
ohserved {Ref. 15}, and no data were
provided to demonstrate the efficacy
doses lower than 4 mg per day. This
study established a specific rele for fulic
zcid in reduction in risk of recurrer.cs
for a significant proporiion of ne
iube birth defecis inn women at hig
for this complication because of a
history of neural tube defect
pregnancies and has provided vseful
information on an important medical
question (Ref, 58}

The four human intervent/on i
reported to date have been recu:
trials carried out in women in the United
Kingdo:n, Hungary, Israel, Anstralis,

Canada, the USSR, France, and Ciba in
romen with known high risks of nevrsl
tube dofect-complicate] pregnancios
{Ref= 15, 16. 19, and 33). The high
incidence of neural tube defects amony
women in Scotland and in Ireland has
made these areas a focus of interest for
studies of neural tube defects for many
vears. Studies in such high incidence
aress as those mentioned above
erthance the ability to examine cause
ang effect relationships.

Determination of whether the find
of the Madical Research Council ¢
with respect to supplementation of
women at high risk of recurrent neuvs:!
tulie defect-complicated pregnanci=s
can be extrapolated to other populziions
at inuch lower risk is problematic. As
nuted above, the Medical Ressurch
Councii frial demonstrated efficacy o1
folic acid supplementation only in
women ai known high risk of recierence
of neural tube defect-complicated

pregnancies because of a prior history of

such a pregnancy. It did not examine
effects of such supplementation in
woman at much lower risk of a first
occurrence of a neural tube defect. It is
important to note that the recurrence
rate of neural tube defects in folate-
supplemented women in the Medicat
Research Council trial was 1 percent
{Ref. 1B5). This rate is at least 10 times
Ligher than the rate of occurrence of
neural tube birth defects in the general
United States population and
emrphasizes the important distinctien
that s he made between risk of
oceurrence and risk of recurrence of
meurd] tube defects.

The ability to project efficacy of foiic
acid intervention under U.S. dietary and
lifestyle conditions is limited by the fact
that none of the four intervention trials
were carried out in the United States, an
arsa of very low rigk relative to the
other areas studied. Morcover, the
resgults of these intervention studies.
which examined only recurrences of
ruural tube defects in areas of high
prevalence, may not be generalizable to
the szonsiderably larger population of
women in the United States who are at a
much lower risk for 4 first ovcurronce of
& neural tube defect-affected pregnaney.

‘The ability to generalize results
obiained from studies of high-risk
pepulations to the much larger
populatica of “all women of child-
bearing age” who would be targeted by
specific healik claims is an important
concern. There is a question as to
whether data cbtained from recurrence
trials abroad {Refs. 15, 18, 19, and 33}
can be extrapolated to women in tha
Hnited States who have never had a
nenral tube defect pregnancy.

i

Considerations of the ability to
sraerabze results also pertain to sovera
enidomiologic studies carried oui in the
United Siates. For example, the authorg
of a large prospective cohort study of
the occerrence of neural tube defects
recruited women who were receivins
prenatal care and had a maternal
alphafeloprotein screen or an
amniocentesis (Ref. 37). Such women us
nof representative of pregnant wemen &
the gznarel population. The result
apother study found that the appz
protective effects of periconceptional
multivitamin use were statistically
significant for white women but not for
women of other races (Ref. 38). Racisl
differencoz in risks for neura! tube
defects are well-resognized (Ref. 2).

In general, women included in these
studies on neural tube defects may not
be representative of an entire populatior

RN

rent

of womnen at lower risk because those
who take or are willing to take
supplements may have other
characteristics that by themselves
decrease the risk of having an infan:
with a neural tube defect. For example
women who have had a neural tube
defect-complicated pregnancy and who
are seeking to avoid a recurrence may
be more willing to seek medical advice
before conception, or to tak= a
supplenient during the pariconceptional
interval, than women who have never
had a birth defect-aftfacted pregnancy.
The {act that the sizes of the populations
studizd and their risks for neural tube
defoct pregnancies differed widely
further complicates a determination as
to whaiher such results ci=1 be
generalized to a potential target
population including all women in the
United States of child-bearing age.

To date, a relationship between
inadequata dietary intake of folic acid
and increased risk of neural tube defects
ka3 not been established. The Medical
Research Covncil's multi-center trial did
sstablish that periconceptional

ipplementation of women at high risk
of neurs! tube defect pregnancies with 4
mg folic acid per day led to significant

rate a total
imination of recurrent neural tube
iefzat complications in the high-risk
women. In the Medical Res
Council’s study, 8 of 27 reported neural
tube defects (22 percent) recurred in
women in groups receiving folic acid
stpplementation. Since serum folate
levels in these women were not
unusually low for supplemented wornen,
lack of compliance with the
suppiementation or {ailure to absorb
folic acid were unlikely explanations for

damg
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these recurrences {Ref. 15). Thus, a
significant fraction of neural tube defect
recurrences were apparently resistant to
folic acid supplementation. The genetic
or metabolic factors underlying these
defects are not understocd. Such
observations emphasize the
hetercgeneous {or multifactorial}
etiology of neural tube defects.

The daily intake of folic acid that
significantly reduced the risk of
recurrences of neural tube defects in
high-risk women in the United Kingdom
trial was 4 mg and was provided as a
supplement (Ref. 15). As stated above,
daily folic acid intake of 4 mg cannot be
attained from usual diets, even when
such diets are high in folate-rich foods
such as dark green leafy vegeizbles and
Hiver. Additionally, the ameun? of folic
acid needed for efficacy in reducing the
rates of recurrent neural tube defects in
women at high risk exceeds the amount
that can safely be added to foods under
current food additive regulaticns (21
CFR 172.345). Therefore, the agency
examined the results of all available
human studies to determine whether
such studies provide data showing that
significant reductions in risk of recurrent
neural tube defects occurred with
intakes of folic acid below 4 mg per day
and within the range of folic acid intake
attainable in usual diets.

Culy one of four human intervention
trials involved supplementation with
less than 4 or 5 mg folic acid per day
(Ref. 19). This nonrandomized
intervention trial measured use of a
multivitamin plus minerals supplement
which provided folic acid at 360 pg per
day. No true control group was included
in this trial. Thus, the design of the study
was inadequate to test the hypothesis
that folic acid supplementation would

educe the risk of recurrence of neural
tube defects in women who had
previously given birth to infants with
neural tube defects because nutrients
other than folic acid were included in
the supplements (Ref. 19). Morecver,
examination of epidemiologic studies for
information pertaining to efficacy of
doses of fclic acid lower than 4 mg per
day did not provide definitive results
because the compesitions of

wltivitamin preparations used could
not be determined (Ref. 36) or because
folic acid content of preparations varied
over a wide range (Ref. 37).

Thus, because scientific evidence of
efficacy of doses of folic acid less than 4
mg per day in reducing rates of neural
tube defect recurrences is lacking, the
agency tentatively concludes that the
amount of folic acid supplementation
needed for reduction in risk of recurrer
neural tube defects in women at high

risk of such recurrences is 4 mg per day
(i.e.. that level which produced
significant findings in the Unitad
Kingdom trial (Ref. 15)).

The agency also considered whether
claims relating intake of multivitamins
including folic acid to reduction in risk
of neural tube defects would meet the
standard set forth in the 1990
amendments. The agency did not
broaden the scope of its considerations
to include, for example, multivitaming
containing folic acid and other
combinations of nutrients and folic acid,
because the 1990 amendments clearly
identified folic acid and neura! tube
defects as one of 10 specific topic areas
for which the validity of health claims
was to be determined. Furthermore, the
studies that found an association
between use of multivitamin
supplements and reduction in risk of
neural tube defects did not specify the
composition of such supplements {i.e,,
neither the identity of the vitamins
present nor their concentrations were
known). Most importantly, the United
Kingdom Medical Research Council trial
{Ref. 15) demonstrated that vitamins
other than folic acid provided no
protective effect against recurrence risk
of neural tube defect pregnancies (Ref.
15).

111. Tentative Decision to Deny a Health
Claim Relating Ingestion of Folic Acid to
Reduced Risk of Neural Tube Birth
Defects

FDA is proposing not to authorize the
use cn the labels and labeling of foods,
including dietary supplements, of health
claims relating to the association
between ingestion of folic acid and
reduction in risk of neural tube birth
defects. Health claims on foods are
intended to provide consumiers in the
general population with informatien
relative to relationships between usuval
intakes of nutrients and reductions in
risk of specific diseases {see companion
document “Food Labeling: General
Requirements for Health Claims for
Food: Pruposed Rule,” published
elsewhere in this issue of the Federal
Register). The amount of folic acid
needed for reduction in risk of neural
tube birth defecis in women at high risk
of this condition is significantly in
excess of usual intakes and exceeds
amounts permitted under current food
additive regulations. FDA has
determined that products that provide
the necessary amount of folic acid are
drugs. In addition, there is no scientific
evidence that periconceptional
supplementation of women of
childbearing age with doses of folic acid
lower than 4 mg per day will
significantly reduce the risk of neural

tube birth defects. For all these reasons,
DA has tentatively determined that
claims on foeds, including dietary
supplements, relating to folic acid and
reduction in risk of neural tube birth
defects are not justified.

The agency recognizes the
significance of the recently published
Medical Research Council Vitamin trial
and the importance of its findings for
women at high rigk of recurrence of
neural tube defect-affected pregnancies.
The results of this carefully performed
trial demonstrated that significant
reductions in risk of recurrent neural
tube defects could be achieved by
supplementation of women at high risk
with supraghysiologic levels of folic
acid. Such therapeutic use of folic acid
as a drug, however, permits a risk-
benefit consideration that is
inappropriate for a food. Recent
statements by the CDC provide
guidelines for use of folic acid by those
women who are planning a pregnancy
and who are at high risk of such a
complication (Ref. 16). Because of the
importance of this guidance, FDA is
reprinting significant portions of the
CDC recommendations:

1. Women who have had a pregnancy
resulting in an infant or fetus with a neural
tube defect should be counseled about the
increased risk in subsequent pregnancies and
should be advised that folic acid -
supplementation may substantially reduce
the risk for neural tube defects in subsequent
pregnancies.

2. Women who have had a pregnancy
resulting in an infant or fetus with a neural
tube defect should be advised to consult their
physician as soon as they plan a pregnancy.
Unless contraindicated, they should be
advised to take 4 mg per day of folic acid
starting at the time they plan to become
pregnant. Women should take the supplement
from at least 4 weeks before conception
through ike first 3 months of pregnancy.

3. The 4 mg daily dose should be taken only
under a physician’s supervision. Tablets
containing 1 mg folic acid are available as a
prescription itemn. The folic acid dose should
be cbtained from pills containing only folic
acid. Muitivitamin (over-the-counter and
prescription) preparations contairing folic
acid should not be uged to attain the 4 mg
dose because harmful levels of vitamins A
and D could aiso be taken. Prescribing
physicians shou!d be aware of the potential
for high doses of folic acid to complicate the
diagnosis of vitamin Bi» deficiency. Anemia
resulting from vitamin B:. deficiency may be
prevented with high doses of folic acid;
however, the neurologic damage that can
result from vitamin B:. deficiency could
continue.

4. These recommendations are provided
only for women who previcusly have given
birth to an infant or had a fetus with a neural
tube defect; they are not intended for (1)
women who have never given birth to ar
infant or had a fetus with a neural tube
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defent {27 relatives of womnenwho Bave ha
i mf..'v or fetus with a newia:
{::j wamen: who themselves bave
o {4Y womer whe k. the i
i acide—e knowr
L1634,

The siandard proposed in “Food
Lisbeling: General Requirements [or
Health Claims for Focd: Proposed Rule”
{(published elsewhere in this issue of the
Federal Register] requires that a health
clzim be supported by the pubiicly
available scientific evidence, and that
there be significant scientific agreement,
smong experis (g\nm“ ad by scientific
training and experience to evaluate such
claims, regarding such suppast. Clearly,
or the issuc of use of folic acid
supplementation o reduge ihe risk of
neurs! tube defocts, there iz 5o such
evidence at levels of folic auid that can
be sufely added to foeds (including
dietary supplements), and thus there is
ric basis for agreement as to the
appropriateness of using falic acid-
containing dietary supplements to
attempt to reduce the risk of neural tuhe
défects among women in the general
United States population. Thus, the
agency is proposing not to authorize the
use on foods. and suppiemﬁ“’s of health
claims relating to associations between
ingestion of folic acid and reduction in
risk of neural tube birth defects.

ant
= bl

1V. Envirenmental Impact

The agency has determined undar 21
CFR 25.24{a) (11] that this action is of a
type that does not individually or
cumulatively have a significant effect on
the human environment. Therefore,
neither an environmental assessmant
nor an environmental impact statement
i3 required.

V. Economic Impact

The food labeling reform initiative,
taken as a whole, will have associated
costs in excess of the $100 million
threshold that defines a major rule.
Therefore, in aceordance with Executive
Order 12291 and the Regulatory
Fiexibility Act (Pub. L. 96-354), FA has
developed on2 comprehensive
regulatory impact analysis (RIA] that
presents the costs and benefits of all of
the fond labeling provisions taken
together. The RIA is published
elsewhere in this issue of the Federal
Ragister. The ageacy reguesis comments
on the RIA.

VI. Comments

Interested persons may, en or before
January 27, 1892, submit to the Dockets
Management Branch {address above]
written comments regarding this
proposal. Twao copies of any cominents
wre to he submitted, except that

individuals may submit ope copy.
Connents are to be identilied with the
docket number found in brackets in the
headng of this document. Keceived
rgmmests may be seer in the office
“hove bctween g 2.m. and 4 p.n,
Nonday through Friday.
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List of Subjects in 21 CFR Part 101

Food labeling, Reporting and
recordkeeping requirements.

Therefore, under the Federal Food.
Drug. and Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs, it is proposed that 71
CFR part 101 be amended as follows:

PART 101—-FOOD LABELING

1. The authority citation for 21 CFR
part 101 is revised to read as follows:

Authority: Secs. 4, 5, 6 of the Fair Packaging
and Labeling Act (15 U.S.C. 1453, 1454. 1455):
secs. 201, 301, 402, 403, 409, 501, 502, 505, 701
of the Federal Food, Drug, and Cosmetic Act
{21 U.S.C. 321, 331, 342, 343, 348, 351, 352. 355
371).

2. Section 101.71 is amended by
adding paragraph (c) to read as follows:

§ 101.71 Heaith claims: claims not
authorized.

{c] Folic acid and neural tube defects
{insert cite and date of publication in the
Federal Register of the final rule).

Dated: November 4, 1991,

David A. Kessler,

Commissioner of Food ard Drugs.

Louis W. Sullivan,

Secretary of Health and fiuman Services.
{FR Doc. 91-27167 Filed 11-26~91; 8:45 am|]
BILLING CODE 4160-01-M

21 CFR Part 101
{Docket No. 91N-0101]
RIN 0905-AB67

Food Labeling: Health Claims and
Label Statements; Antioxidant
Vitamins and Cancer

AGENCY: Food and Drug Administration,
HHS.
ACTION: Proposed rule.

SUMMARY: The Food and Drug
Administration (FDA] is proposing not
to authorize the use on {seds, including
dietary supplemeunts, of health claims
relating to the asscoiution between
antioxidant vitamins and cancer. FDA
has reviewed the authorilative
documents and sciestific data in
conformance with the reqguirements of
the Nutrition Labeling and ¥ducation
Act {the 1990 amendments} and
concluded that there is not significant
scientific agreement to zupport the use
of health claims relating 1o antioxidant
vitamins and cancer ou libels and
labeling. Although scientific evidence is
suggestive of an effect of beta-carotenc
on cancer risk, studies available to date
nave been based on consumption of fruit
and vegetables high in Leta-carotene
and not beta-carotene iiself. Clinical
trials are currently underway to clarify






