§310.518

with increased cardiovascular mortality as
compared to treatment with diet alone or
diet plus insulin. This warning is based on
the study conducted by the University Group
Diabetes Program (UGDP), a long-term pro-
spective clinical trial designed to evaluate
the effectiveness of glucose-lowering drugs
in preventing or delaying vascular complica-
tions in patients with non-insulin-dependent
diabetes. The study involved 823 patients
who were randomly assigned to one of four
treatment groups (Diabetes, 19 (supp. 2): T47-
830, 1970).

UGDP reported that patients treated for 5
to 8 years with diet plus a fixed dose of tol-
butamide (1.5 grams per day) had a rate of
cardiovascular mortality approximately 2%
times that of patients treated with diet
alone. A significant increase in total mor-
tality was not observed, but the use of tol-
butamide was discontinued based on the in-
crease in cardiovascular mortality, thus lim-
iting the opportunity for the study to show
an increase in overall mortality. Despite
controversy regarding the interpretation of
these results, the findings of the UGDP study
provide an adequate basis for this warning.
The patient should be informed of the poten-
tial risks and advantages of (name of drug)
and of alternative modes of therapy.

Although only one drug in the sulfonylurea
class (tolbutamide) was included in this
study, it is prudent from a safety standpoint
to consider that this warning may also apply
to other oral hypoglycemic drugs in this
class, in view of their close similarities in
mode of action and chemical structure.

[49 FR 14331, Apr. 11, 1984]

§310.518 Drug products
iron or iron salts.

containing

Drug products containing elemental
iron or iron salts as an active ingre-
dient in solid oral dosage form, e.g.,
tablets or capsules shall meet the fol-
lowing requirements:

(a) Packaging. If the product contains
30 milligrams or more of iron per dos-
age unit, it shall be packaged in unit-
dose packaging. ‘‘Unit-dose packaging”’
means a method of packaging a prod-
uct into a nonreusable container de-
signed to hold a single dosage unit in-
tended for administration directly
from that container, irrespective of
whether the recommended dose is one
or more than one of these units. The
term ‘‘dosage unit” means the indi-
vidual physical unit of the product,
e.g., tablet or capsule. Iron-containing
drugs that are subject to this regula-
tion are also subject to child-resistant
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special packaging requirements in 16
CFR parts 1700, 1701, and 1702.

(b) Temporary exemption. (1) Drug
products offered in solid oral dosage
form (e.g., tablets or capsules), and
containing 30 milligrams or more of
iron per dosage unit, are exempt from
the provisions of paragraph (a) of this
section until January 15, 1998, if the
sole source of iron in the drug product
is carbonyl iron that meets the speci-
fications of §184.1375 of this chapter.

(2) If this temporary exemption is not
extended or made permanent, such
drug products shall be in compliance
with the provisions of paragraph (a) of
this section on or before July 15, 1998.

(c) Labeling. (1) The label of any drug
in solid oral dosage form (e.g., tablets
or capsules) that contains iron or iron
salts for use as an iron source shall
bear the following statement:

WARNING: Accidental overdose of
iron-containing products is a leading
cause of fatal poisoning in children
under 6. Keep this product out of reach
of children. In case of accidental over-
dose, call a doctor or poison control
center immediately.

(2)(1) The warning statement required
by paragraph (c)(1) of this section shall
appear prominently and conspicuously
on the information panel of the imme-
diate container label.

(ii) If a drug product is packaged in
unit-dose packaging, and if the imme-
diate container bears labeling but not a
label, the warning statement required
by paragraph (c)(1) of this section shall
appear prominently and conspicuously
on the immediate container labeling in
a way that maximizes the likelihood
that the warning is intact until all of
the dosage units to which it applies are
used.

(3) Where the immediate container is
not the retail package, the warning
statement required by paragraph (c)(1)
of this section shall also appear promi-
nently and conspicuously on the infor-
mation panel of the retail package
label.

(4) The warning statement shall ap-
pear on any labeling that contains
warnings.

(5) The warning statement required
by paragraph (c)(1) of this section shall
be set off in a box by use of hairlines.
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(d) The iron-containing inert tablets
supplied in monthly packages of oral
contraceptives are categorically ex-
empt from the requirements of para-
graphs (a) and (c) of this section.

[62 FR 2250, Jan. 15, 1997; 62 FR 15111, Mar. 31,
1997]

§310.519 Drug products marketed as

over-the-counter (OTC) daytime
sedatives.
(a) Antihistamines, bromides, and

scopolamine compounds, either singly
or in combinations, have been mar-

keted as ingredients in over-the-
counter (OTC) drug products for use as
daytime sedatives. The following

claims have been made for daytime
sedative products: ‘‘occasional simple
nervous tension,” ‘‘nervous irrita-
bility,” ‘‘nervous tension headache,”
‘“‘simple nervousness due to common
every day overwork and fatigue,” ‘‘a
relaxed feeling,” ‘‘calming down and
relaxing,” ‘‘gently soothe away the
tension,” ‘“‘calmative,” ‘‘resolving that
irritability that ruins your day,”
“helps you relax,” ‘‘restlessness,”
“when you’re under occasional stress .
. . helps you work relaxed.” Based on
evidence presently available, there are
no ingredients that can be generally
recognized as safe and effective for use
as OTC daytime sedatives.

(b) Any OTC drug product that is la-
beled, represented, or promoted as an
OTC daytime sedative (or any similar
or related indication) is regarded as a
new drug within the meaning of section
201(p) of the Federal Food, Drug, and
Cosmetic Act for which an approved
new drug application under section 505
of the act and part 314 of this chapter
is required for marketing.

(c) Clinical investigations designed
to obtain evidence that any drug prod-
uct labeled, represented, or promoted
as an OTC daytime sedative (or any
similar or related indication) is safe
and effective for the purpose intended
must comply with the requirements
and procedures governing the use of in-
vestigational new drugs set forth in
part 312 of this chapter.

(d) Any OTC daytime sedative drug
product introduced into interstate
commerce after December 24, 1979, that
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is not in compliance with this section
is subject to regulatory action.

[44 FR 36380, June 22, 1979; 45 FR 47422, July
15, 1980, as amended at 55 FR 11579, Mar. 29,
1990]

§310.527 Drug products containing ac-
tive ingredients offered over-the-
counter (OTC) for external use as
hair growers or for hair loss pre-
vention.

(a) Amino acids, aminobenzoic acid,
ascorbic acid, benzoic acid, biotin and
all other B-vitamins, dexpanthenol, es-
tradiol and other topical hormones,
jojoba oil, lanolin, nucleic acids, poly-
sorbate 20, polysorbate 60, sulfa-
nilamide, sulfur 1 percent on carbon in
a fraction of paraffinic hydrocarbons,
tetracaine hydrochloride, urea, and
wheat germ oil have been marketed as
ingredients in OTC drug products for
external use as hair growers or for hair
loss prevention. There is a lack of ade-
quate data to establish general rec-
ognition of the safety and effectiveness
of these or any other ingredients in-
tended for OTC external use as a hair
grower or for hair loss prevention.
Based on evidence currently available,
all labeling claims for OTC hair grower
and hair loss prevention drug products
for external use are either false, mis-
leading, or unsupported by scientific
data. Therefore, any OTC drug product
for external use containing an ingre-
dient offered for use as a hair grower or
for hair loss prevention cannot be con-
sidered generally recognized as safe
and effective for its intended use.

(b) Any OTC drug product that is la-
beled, represented, or promoted for ex-
ternal use as a hair grower or for hair
loss prevention is regarded as a new
drug within the meaning of section
201(p) of the Federal Food, Drug, and
Cosmetic Act (the act), for which an
approved new drug application under
section 505 of the act and part 314 of
this chapter is required for marketing.
In the absence of an approved new drug
application, such product is also mis-
branded under section 502 of the act.

(c) Clinical investigations designed
to obtain evidence that any drug prod-
uct labeled, represented, or promoted
for OTC external use as a hair grower
or for hair loss prevention is safe and
effective for the purpose intended must



