Food and Drug Administration, HHS

thereafter, as long as the therapy con-
tinues.

(c) Patient package insert contents. A
patient package insert for an estrogen
drug product is required to contain the
following information:

(1) The name of the drug.

(2) The name and place of business of
the manufacturer, packer, or dis-
tributor.

(3) A statement regarding the bene-
fits and proper uses of estrogens.

(4) The contraindications to use, i.e.,
when estrogens should not be used.

(5) A description of the most serious
risks associated with the use of estro-
gens.

(6) A brief summary of other side ef-
fects of estrogens.

(7) Instructions on how a patient may
reduce the risks of estrogen use.

(8) The date, identified as such, of the
most recent revision of the patient
package insert.

(d) Guidance language. The Food and
Drug Administration issues informal
labeling guidance texts under
§10.90(b)(9) of this chapter to provide
assistance in meeting the requirements
of paragraph (c) of this section. Re-
quests for a copy of the guidance text
should be directed to the Center for
Drug Evaluation and Research, Divi-
sion of Metabolism and Endocrine Drug
Products (HFD-510), Food and Drug Ad-
ministration, 5600 Fishers Lane, Rock-
ville, MD 20857.

(e) Exemptions. This section does not
apply to estrogen-progestogen oral con-
traceptives. Labeling requirements for
these products are set forth in §310.501.

(f) Requirement to supplement approved
application. Holders of approved appli-
cations for estrogen drug products that
are subject to the requirements of this
section must submit supplements
under §314.70(c) of this chapter to pro-
vide for the labeling required by para-
graph (a) of this section. Such labeling
may be put into use without advance
approval by the Food and Drug Admin-
istration.

[65 FR 18723, May 4, 1990]
§310.517 Labeling for oral hypo-

glycemic drugs of the sulfonylurea
class.

(a) The University Group Diabetes
Program clinical trial has reported an
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association between the administration
of tolbutamide and increased cardio-
vascular mortality. The Food and Drug
Administration has concluded that this
reported association provides adequate
basis for a warning in the labeling. In
view of the similarities in chemical
structure and mode of action, the Food
and Drug Administration also believes
it is prudent from a safety standpoint
to consider that the possible increased
risk of cardiovascular mortality from
tolbutamide applies to all other sulfo-
nylurea drugs as well. Therefore, the
labeling for oral hypoglycemic drugs of
the sulfonylurea class shall include a
warning concerning the possible in-
creased risk of cardiovascular mor-
tality associated with such use, as set
forth in paragraph (b) of this section.

(b) Labeling for oral hypoglycemic
drugs of the sulfonylurea class shall in-
clude in boldface type at the beginning
of the “Warnings’ section of the label-
ing the following statement:

SPECIAL WARNING ON INCREASED RISK
OF CARDIOVASCULAR MORTALITY

The administration of oral hypoglycemic
drugs has been reported to be associated
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
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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
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 overdose, call a doctor or poison
control center immediately.
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(2)(i) 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.

(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



