§201.63

may also appear on the principal dis-
play panel or on other panels.

(g) The declaration of net quantity of
contents shall express an accurate
statement of the quantity of contents
of the package. Reasonable variations
caused by loss or gain of moisture dur-
ing the course of good distribution
practice or by unavoidable deviations
in good manufacturing practice will be
recognized. Variations from stated
quantity of contents shall not be un-
reasonably large.

(r) A drug shall be exempt from com-
pliance with the net quantity declara-
tion required by this section if it is an
ointment labeled ‘‘sample,” ‘physi-
cian’s sample,”” or a substantially simi-
lar statement and the contents of the
package do not exceed 8 grams.

§201.63 Pregnancy/breast-feeding
warning.

(@) The labeling for all over-the-
counter (OTC) drug products that are
intended for systemic absorption, un-
less specifically exempted, shall con-
tain a general warning under the head-
ing “Warning”’ (or ‘“Warnings” if it ap-
pears with additional warning state-
ments) as follows: “If pregnant or
breast-feeding, ask a health profes-
sional before use.”” [first four words of
this statement in bold type] In addi-
tion to the written warning, a symbol
that conveys the intent of the warning
may be used in labeling.

(b) Where a specific warning relating
to use during pregnancy or while nurs-
ing has been established for a par-
ticular drug product in a new drug ap-
plication (NDA) or for a product cov-
ered by an OTC drug final monograph
in part 330 of this chapter, the specific
warning shall be used in place of the
warning in paragraph (a) of this sec-
tion, unless otherwise stated in the
NDA or in the final OTC drug mono-
graph.

(c) The following OTC drugs are ex-
empt from the provisions of paragraph
(a) of this section:

(1) Drugs that are intended to benefit
the fetus or nursing infant during the
period of pregnancy or nursing.

(2) Drugs that are labeled exclusively
for pediatric use.

(d) The Food and Drug Administra-
tion will grant an exemption from
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paragraph (a) of this section where ap-
propriate upon petition under the pro-
visions of §10.30 of this chapter. Deci-
sions with respect to requests for ex-
emptions shall be maintained in a per-
manent file for public review by the Di-
vision of Dockets Management (HFA-
305), Food and Drug Administration,
5630 Fishers Lane, rm. 1061, Rockville,
MD 20852.

(e) The labeling of orally or rectally
administered OTC aspirin and aspirin-
containing drug products must bear a
warning that immediately follows the
general warning identified in para-
graph (a) of this section. The warning
shall be as follows:

“It is especially important not to use” (se-

lect “‘aspirin’ or ‘‘carbaspirin calcium,” as
appropriate) ‘“‘during the last 3 months of
pregnancy unless definitely directed to do so
by a doctor because it may cause problems in
the unborn child or complications during de-
livery.”
[47 FR 54757, Dec. 3, 1982, as amended at 55
FR 27784, July 5, 1990; 59 FR 14364, Mar. 28,
1994; 64 FR 13286, Mar. 17, 1999; 68 FR 24879,
May 9, 2003]

§201.64 Sodium labeling.

(a) The labeling of over-the-counter
(OTC) drug products intended for oral
ingestion shall contain the sodium con-
tent per dosage unit (e.g., tablet, tea-
spoonful) if the sodium content of a
single recommended dose of the prod-
uct (which may be one or more dosage
units) is 5 milligrams or more. OTC
drug products intended for oral inges-
tion include gum and lozenge dosage
forms, but do not include dentifrices,
mouthwashes, or mouth rinses.

(b) The sodium content shall be ex-
pressed in milligrams per dosage unit
and shall include the total amount of
sodium regardless of the source, i.e.,
from both active and inactive ingredi-
ents. The sodium content shall be
rounded-off to the nearest whole num-
ber. The sodium content per dosage
unit shall follow the heading ‘‘Other
information’ as stated in §201.66(c)(7).

(c) The labeling of OTC drug products
intended for oral ingestion shall con-
tain the following warning under the
heading ‘““Warning” (or ‘“Warnings” if
it appears with additional warning
statements) if the amount of sodium
present in the labeled maximum daily
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dose of the product is more than 140
milligrams: ““Do not use this product if
you are on a sodium-restricted diet un-
less directed by a doctor.”

(d) The term sodium free may be used
in the labeling of OTC drug products
intended for oral ingestion if the
amount of sodium in the labeled max-
imum daily dose is 0 milligram. For ex-
ample, a product containing 0.4 (round-
ed-off to zero (0)) milligram sodium per
tablet with directions to take one tab-
let daily may use the term ‘‘sodium
free” in its labeling. However, when
the recommended dose provides for
taking more than one dosage unit per
day, e.g., take one or two tablets, or
take two tablets, the same product
containing 0.4 milligram sodium per
tablet shall not use the term ‘‘sodium
free”” because the labeled maximum
daily dose contains 0.8 milligram so-
dium.

(e) The term very low sodium may be
used in the labeling of OTC drug prod-
ucts intended for oral ingestion if the
amount of sodium in the labeled max-
imum daily dose is 35 milligrams or
less.

(f) The term low sodium may be used
in the labeling of OTC drug products
intended for oral ingestion if the
amount of sodium in the labeled max-
imum daily dose is 140 milligrams or
less.

(9) The term salt is not synonymous
with the term sodium and shall not be
used interchangeably or substituted for
the term sodium.

(h) The terms sodium free, very low so-
dium, and low sodium shall be in print
size and style no larger than the prod-
uct’s statement of identity and shall
not be unduly prominent in print size
or style compared to the statement of
identity.

(i) Any product subject to this para-
graph that contains sodium bicarbon-
ate, sodium phosphate, or sodium
biphosphate as an active ingredient for
oral ingestion and that is not labeled
as required by this paragraph and that
is initially introduced or initially de-
livered for introduction into interstate
commerce after April 22, 1997, is mis-
branded under sections 201(n) and 502
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(a) and (f) of the Federal Food, Drug,
and Cosmetic Act (the act).

[61 FR 17806, Apr. 22, 1996, as amended at 62
FR 19925, Apr. 24, 1997; 64 FR 13286, Mar. 17,
1999]

EFFECTIVE DATE NOTE: At 62 FR 19925, Apr.
24, 1997, the effective date for §201.64 (a)
through (h) was delayed until further notice.
At 69 FR 13717, Mar. 24, 2004, the effective-
ness of paragraphs (a) through (h) was fur-
ther delayed until Apr. 23, 2004.

EFFECTIVE DATE NOTE: At 69 FR 13724, Mar.
24, 2004, §201.64 was amended by revising
paragraphs (a), (c), and (d) and by adding
paragraph (j), effective Apr. 23, 2004. For the
convenience of the user, the revised and
added text is set forth as follows:

§201.64 Sodium labeling.

(a) The labeling of over-the-counter (OTC)
drug products intended for oral ingestion
shall contain the sodium content per dosage
unit (e.g., tablet, teaspoonful) if the sodium
content of a single maximum recommended
dose of the product (which may be one or
more dosage units) is 5 milligrams or more.
OTC drug products intended for oral inges-
tion include gum and lozenge dosage forms,
but do not include dentifrices, mouthwashes,
or mouth rinses.

* * *

* *

(c) The labeling of OTC drug products in-
tended for oral ingestion shall contain the
following statement under the heading
“Warning’’ (or “Warnings” if it appears with
additional warning statements) if the
amount of sodium present in the labeled
maximum daily dose of the product is more
than 140 milligrams: ““Ask a doctor before
use if you have [in bold type] [bullet]* a so-
dium-restricted diet”. The warnings in
§§201.64(c), 201.70(c), 201.71(c), and 201.72(c)
may be combined, if applicable, provided the
ingredients are listed in alphabetical order, e
g., a calcium or sodium restricted diet.

(d) The term sodium free may be used in the
labeling of OTC drug products intended for
oral ingestion if the amount of sodium in the
labeled maximum daily dose is 5 milligrams
or less and the amount of sodium per dosage
unit is 0 milligram (when rounded-off in ac-
cord with paragraph (b) of this section).

* * *

* *

(i) Any product subject to paragraphs (a)
through (h) of this section that is not labeled
as required and that is initially introduced
or initially delivered for introduction into
interstate commerce after the following

1 See §201 .66(b)(4) of this chapter for defi-
nition of bullet symbol.
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dates is misbranded under sections 201(n) and
502(a) and (f) of the Federal Food, Drug, and
Cosmetic Act.

(1) As of the date of approval of the appli-
cation for any single entity and combination
products subject to drug marketing applica-
tions approved on or after April 23, 2004.

(2) Septemeber 24, 2005, for all OTC drug
products subject to any OTC drug mono-
graph, not yet the subject of any OTC drug
monograph, or subject to drug marketing ap-
plications approved before April 23, 2004.

§201.66 Format and content require-
ments for over-the-counter (OTC)
drug product labeling.

(a) Scope. This section sets forth the
content and format requirements for
the labeling of all OTC drug products.
Where an OTC drug product is the sub-
ject of an applicable monograph or reg-
ulation that contains content and for-
mat requirements that conflict with
this section, the content and format re-
quirements in this section must be fol-
lowed unless otherwise specifically pro-
vided in the applicable monograph or
regulation.

(b) Definitions. The following defini-
tions apply to this section:

(1) Act means the Federal Food, Drug,
and Cosmetic Act (secs. 201 et seq. (21
U.S.C. 321 et seq.)).

(2) Active ingredient means any com-
ponent that is intended to furnish
pharmacological activity or other di-
rect effect in the diagnosis, cure, miti-
gation, treatment, or prevention of dis-
ease, or to affect the structure or any
function of the body of humans. The
term includes those components that
may undergo chemical change in the
manufacture of the drug product and
be present in the drug product in a
modified form intended to furnish the
specified activity or effect.

(3) Approved drug application means a
new drug (NDA) or abbreviated new

drug (ANDA) application approved
under section 505 of the act (21 U.S.C.
355).

(4) Bullet means a geometric symbol
that precedes each statement in a list
of statements. For purposes of this sec-
tion, the bullet style is limited to solid
squares or solid circles, in the format
set forth in paragraph (d)(4) of this sec-
tion.

(5) Established name of a drug or in-
gredient thereof means the applicable
official name designated under section
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508 of the act (21 U.S.C. 358), or, if there
is no designated official name and the
drug or ingredient is recognized in an
official compendium, the official title
of the drug or ingredient in such com-
pendium, or, if there is no designated
official name and the drug or ingre-
dient is not recognized in an official
compendium, the common or usual
name of the drug or ingredient.

(6) FDA means the Food and Drug
Administration.

(7) Heading means the required state-
ments in quotation marks listed in
paragraphs (c)(2) through (c)(9) of this
section, excluding subheadings (as de-
fined in paragraph (a)(9) of this sec-
tion).

(8) Inactive ingredient means any com-
ponent other than an active ingredient.
(9) Subheading means the required
statements in quotation marks listed
in paragraphs ©)(B)(ii) through

(c)(5)(vii) of this section.

(10) Drug facts labeling means the
title, headings, subheadings, and infor-
mation required under or otherwise de-
scribed in paragraph (c) of this section.

(11) Title means the heading listed at
the top of the required OTC drug prod-
uct labeling, as set forth in paragraph
(c)(1) of this section.

(12) Total surface area available to bear
labeling means all surfaces of the out-
side container of the retail package or,
if there is no such outside container,
all surfaces of the immediate container
or container wrapper except for the
flanges at the tops and bottoms of cans
and the shoulders and necks of bottles
and jars.

(c) Content requirements. The outside
container or wrapper of the retail
package, or the immediate container
label if there is no outside container or
wrapper, shall contain the title, head-
ings, subheadings, and information set
forth in paragraphs (c)(1) through (c)(8)
of this section, and may contain the in-
formation under the heading in para-
graph (c)(9) of this section, in the order
listed.

(1) (Title) “Drug Facts”. If the drug
facts labeling appears on more than
one panel, the title “Drug Facts (con-
tinued)’’ shall appear at the top of each
subsequent panel containing such in-
formation.



