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associated with the product without in-
dicating each active ingredient (the es-
tablished name and quantity of each
active ingredient are not required); the
dosage form; and the price charged for
a prescription for a specific quantity of
the drug product.

(3) The reminder advertisement or re-
minder labeling may also include other
written, printed, or graphic matter,
e.g., identification of professional or
convenience services provided by the
pharmacy: Provided, That such infor-
mation is neither false nor misleading
and contains no representation or sug-
gestion concerning the drug product’s
safety, effectiveness, or indications for
use.

(4) The price stated in the reminder
advertisement or reminder labeling as
that charged for a prescription shall in-
clude all charges to the consumer in-
cluding, but not limited to, the cost of
the drug product, professional fees, and
handling fees, if any. Mailing fees and
delivery fees, if any, may be stated sep-
arately and without repetition.

(b) This exemption from §§201.100 and
202.1 of this chapter is applicable to all
prescription drug reminder labeling
and reminder advertisements solely in-
tended to provide consumers with in-
formation regarding the price charged
for prescriptions including price lists,
catalogs, and other promotional mate-
rial, whether mailed, posted in a phar-
macy, placed in a newspaper, or aired
on radio or television.

(c) Any reminder advertisement or
reminder labeling intended to provide
consumers with prescription price in-
formation which is not in compliance
with this section shall be the subject of
appropriate regulatory action. Such ac-
tion may be taken against the product
and/or the responsible person.

[40 FR 58799, Dec. 18, 1975]
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Subpart A—General Labeling
Provisions

§201.1 Drugs; name and place of busi-
ness of manufacturer, packer, or
distributor.

(a) A drug or drug product (as defined
in §320.1 of this chapter) in finished
package form is misbranded under sec-
tion 502 (a) and (b)(1) of the act if its
label does not bear conspicuously the
name and place of business of the man-
ufacturer, packer, or distributor. This
paragraph does not apply to any drug
or drug product dispensed in accord-
ance with section 503(b)(1) of the act.
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(b) As used in this section, and for
purposes of section 502 (a) and (b)(1) of
the act, the manufacturer of a drug
product is the person who performs all
of the following operations that are re-
quired to produce the product: (1) Mix-
ing, (2) granulating, (3) milling, (4)
molding, (6) lyophilizing, (6) tableting,
(7) encapsulating, (8) coating, (9) steri-
lizing, and (10) filling sterile, aerosol,
or gaseous drugs into dispensing con-
tainers.

(c) If no person performs all of the
applicable operations listed in para-
graph (b) of this section, no person may
be represented as manufacturer except
as follows:

(1) If the person performs more than
one half of the applicable operations
listed in paragraph (b) of this section
and acknowledges the contribution of
other persons who have performed the
remaining applicable operations by
stating on the product label that ‘‘Cer-
tain manufacturing operations have
been performed by other firms.”’; or

(2) If the person performs at least one
applicable operation listed in para-
graph (b) of this section and identifies
by appropriate designation all other
persons who have performed the re-
maining applicable operations, e.g.,
‘““Made by (Person A), Filled by (Person
B), Sterilized by (Person C)’’; or

(3) If the person performs at least one
applicable operation listed in para-
graph (b) of this section and the person
is listed along with all other persons
who have performed the remaining ap-
plicable operations as ‘‘joint manufac-
turers.” A list of joint manufacturers
shall be qualified by the phrase
“Jointly Manufactured By
and the names of all of
the manufacturers shall be printed to-
gether in the same type size and style;
or

(4) If the person performs all applica-
ble operations listed in paragraph (b) of
this section except for those operations
listed in paragraph (d) of this section.
For purposes of this paragraph, person,
when it identifies a corporation, in-
cludes a parent, subsidiary, or affiliate
company where the related companies
are under common ownership and con-
trol.

(d) The Food and Drug Administra-
tion finds that it is the common prac-
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tice in the drug industry to contract
out the performance of certain manu-
facturing operations listed in para-
graph (b) of this section. These oper-
ations include: (1) Soft-gelatin encap-
sulating, (2) aerosol filling, (3) steri-
lizing by irradiation, (4) lyophilizing,
and (b) ethylene oxide sterilization.

(e) A person performs an operation
listed in paragraph (b) of this section
only if the operation is performed, in-
cluding the performance of the appro-
priate in-process quality control oper-
ations, except laboratory testing of
samples taken during processing, as
follows:

(1) By individuals, a majority of
whom are employees of the person and,
throughout the performance of the op-
eration, are subject to the person’s di-
rection and control;

(2) On premises that are continuously
owned or leased by the person and sub-
ject to the person’s direction and con-
trol; and

(3) On equipment that is continu-
ously owned or leased by the person. As
used in this paragraph, person, when it
identifies a corporation, includes a par-
ent, subsidiary, or affiliate company
where the related companies are under
common ownership and control.

(f) The name of the person rep-
resented as manufacturer under para-
graph (b) or (c) of this section must be
the same as either (1) the name of the
establishment (as defined in §207.1 of
this chapter) under which that person
is registered at the time the labeled
product is produced or (2) the reg-
istered establishment name of a par-
ent, subsidiary, or affiliate company
where the related companies are under
common ownership and control. In ad-
dition, the name shall meet the re-
quirements of paragraph (g) of this sec-
tion.

(g) The requirement for declaration
of the name of the manufacturer, pack-
er, or distributor shall be deemed to be
satisfied, in the case of a corporate per-
son, only by the actual corporate
name, except that the corporate name
may be the name of a parent, sub-
sidiary, or affiliate company where the
related companies are under common
ownership and control. The corporate
name may be preceded or followed by
the name of the particular division of
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the corporation. ‘“‘Company,” ‘‘Incor-
porated,” etc., may be abbreviated or
omitted and ‘““The” may be omitted. In
the case of an individual, partnership,
or association, the name under which
the business is conducted shall be used.

(h)(1) Except as provided in this sec-
tion, no person other than the manu-
facturer, packer, or distributor may be
identified on the label of a drug or drug
product.

(2) The appearance on a drug product
label of a person’s name without quali-
fication is a representation that the
named person is the sole manufacturer
of the product. That representation is
false and misleading, and the drug
product is misbranded under section
502(a) of the act, if the person is not
the manufacturer of the product in ac-
cordance with this section.

(3) If the names of two or more per-
sons appear on the label of a drug or
drug product, the label may identify
which of the persons is to be contacted
for further information about the prod-
uct.

(4) If a trademark appears on the
drug or drug product label or appears
as a mark directly on the drug product
(e.g., tablet or capsule), the label may
identify the holder or licensee of the
trademark. The label may also state
whether the person identified holds the
trademark or is licensee of the trade-
mark.

(5) If the distributor is named on the
label, the name shall be qualified by
one of the following phrases: ‘Manu-

factured for >, “Distributed
by 7, “Manufactured by

for ., “Manu-
factured for by 7,
“Distributor: ”, “Marketed
by >’. The qualifying phrases

may be abbreviated.

(6) If the packer is identified on the
label, the name shall be qualified by
the phrase ‘‘Packed by > or
‘“Packaged by . The quali-
fying phrases may be abbreviated.

(i) The statement of the place of busi-
ness shall include the street address,
city, State, and ZIP Code. For a foreign
manufacturer, the statement of the
place of business shall include the
street address, city, country, and any
applicable mailing code. The street ad-
dress may be omitted if it is shown in
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a current city directory or telephone
directory. The requirement for inclu-
sion of the ZIP Code shall apply to con-
sumer commodity labels developed or
revised after July 1, 1969. In the case of
nonconsumer packages, the ZIP Code
shall appear either on the label or the
labeling (including the invoice).

(j) If a person manufactures, packs,
or distributes a drug or drug product at
a place other than the person’s prin-
cipal place of business, the label may
state the principal place of business in
lieu of the actual place where such
drug or drug product was manufactured
or packed or is to be distributed, unless
such statement would be misleading.

(k) Paragraphs (b), (¢), (d), (e), and (f)
of this section, do not apply to the la-
beling of drug components.

(1) A drug product is misbranded
under section 502(a) of the act if its la-
beling identifies a person as manufac-
turer, packer, or distributor, and that
identification does not meet the re-
quirements of this section.

(m) This section does not apply to bi-
ological drug products that are subject
to the requirements of section 351 of
the Public Health Service Act, 42
U.S.C. 262.

[45 FR 25775, Apr. 15, 1980; 46 FR 72118, Oct.
31, 1980, as amended at 48 FR 37620, Aug. 19,
1983; 81 FR 60212, Aug. 31, 2016]

§201.2 Drugs and devices; National

Drug Code numbers.

The National Drug Code (NDC) num-
ber is requested but not required to ap-
pear on all drug labels and in all drug
labeling, including the label of any pre-
scription drug container furnished to a
consumer.

[40 FR 52002, Nov. 7, 1975, as amended at 81
FR 60212, Aug. 31, 2016]

§201.5 Drugs; adequate directions for
use.

Adequate directions for use means di-
rections under which the layman can
use a drug safely and for the purposes
for which it is intended. (Section
201.128 defines ‘‘intended use.’’) Direc-
tions for use may be inadequate be-
cause, among other reasons, of omis-
sion, in whole or in part, or incorrect
specification of:
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(a) Statements of all conditions, pur-
poses, or uses for which such drug is in-
tended, including conditions, purposes,
or uses for which it is prescribed, rec-
ommended, or suggested in its oral,
written, printed, or graphic adver-
tising, and conditions, purposes, or
uses for which the drug is commonly
used; except that such statements shall
not refer to conditions, uses, or pur-
poses for which the drug can be safely
used only under the supervision of a
practitioner licensed by law and for
which it is advertised solely to such
practitioner.

(b) Quantity of dose, including usual
quantities for each of the uses for
which it is intended and usual quan-
tities for persons of different ages and
different physical conditions.

(¢c) Frequency of administration or
application.

(d) Duration of administration or ap-
plication.

(e) Time of administration or appli-
cation (in relation to time of meals,
time of onset of symptoms, or other
time factors).

(f) Route or method of administra-
tion or application.

(g) Preparation for use, i.e., shaking,
dilution, adjustment of temperature,
or, other manipulation or process.

[41 FR 6908, Feb. 13, 1976]

§201.6 Drugs; misleading statements.

(a) Among representations in the la-
beling of a drug which render such drug
misbranded is a false or misleading
representation with respect to another
drug or a device or a food or cosmetic.

(b) The labeling of a drug which con-
tains two or more ingredients may be
misleading by reason, among other rea-
sons, of the designation of such drug in
such labeling by a name which includes
or suggests the name of one or more
but not all such ingredients, even
though the names of all such ingredi-
ents are stated elsewhere in the label-
ing.

[41 FR 6908, Feb. 13, 1976]

§201.10 Drugs; statement of ingredi-
ents.

(a) The ingredient information re-

quired by section 502(e) of the Federal

Food, Drug, and Cosmetic Act shall ap-
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pear together, without any intervening
written, printed, or graphic matter, ex-
cept the proprietary names of ingredi-
ents, which may be included with the
listing of established names, and such
statements that are specifically re-
quired for certain ingredients by the
act or regulations in this chapter.

(b) The term ingredient applies to any
substance in the drug, whether added
to the formulation as a single sub-
stance or in admixture with other sub-
stances.

(c) The labeling of a drug may be
misleading by reason (among other rea-
sons) of:

(1) The order in which the names of
the ingredients present in the drug ap-
pear in the labeling, or the relative
prominence otherwise given such
names.

(2) Failure to reveal the proportion
of, or other fact with respect to, an in-
gredient present in such drug, when
such proportion or other fact is mate-
rial in the light of the representation
that such ingredient is present in such
drug.

(3) The employment of a fanciful pro-
prietary name for a drug or ingredient
in such a manner as to imply that the
drug or ingredient has some unique ef-
fectiveness or composition when, in
fact, the drug or ingredient is a com-
mon substance, the limitations of
which are readily recognized when the
drug or ingredient is listed by its es-
tablished name.

(4) The featuring in the labeling of
inert or inactive ingredients in a man-
ner that creates an impression of value
greater than their true functional role
in the formulation.

(5) Designation of a drug or ingre-
dient by a proprietary name that, be-
cause of similarity in spelling or pro-
nunciation, may be confused with the
proprietary name or the established
name of a different drug or ingredient.

(d)(1) If the drug is in tablet or cap-
sule form or other unit dosage form,
any statement of the quantity of an in-
gredient contained therein shall ex-
press the quantity of such ingredient in
each such unit. If the drug is not in
unit dosage form, any statement of the
quantity of an ingredient contained
therein shall express the amount of
such ingredient in a specified unit of
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weight or measure of the drug, or the
percentage of such ingredient in such
drug. Such statements shall be in
terms that are informative to licensed
practitioners, in the case of a prescrip-
tion drug, and to the layman, in the
case of a nonprescription drug.

(2) A statement of the percentage of
an ingredient in a drug shall, if the
term percent is used without qualifica-
tion, mean percent weight-in-weight, if
the ingredient and the drug are both
solids, or if the ingredient is a liquid
and the drug is a solid; percent weight
in volume at 68 °F. (20 °C.), if the ingre-
dient is a solid and the drug is a liquid;
and percent volume in volume at 68 °F.
(20 °C.), if both the ingredient and the
drug are liquids, except that alcohol
shall be stated in terms of percent vol-
ume of absolute alcohol at 60 °F. (15.56
°C.).

(e) A derivative or preparation of a
substance named in section 502(e) of
the act is an article derived or prepared
from such substance by any method,
including actual or theoretical chem-
ical action.

(f) If an ingredient is a derivative or
preparation of a substance specifically
named in section 502(e) of the act and
the established name of such ingre-
dient does not indicate that it is a de-
rivative or preparation of the parent
substance named in section 502(e) of
the act, the labeling shall, in conjunc-
tion with the listing of the established
name of such ingredient, declare that
such article is a derivative or prepara-
tion of such parent substance.

(2)(1) If the label or labeling of a pre-
scription drug bears a proprietary
name or designation for the drug or
any ingredient thereof, the established
name, if such there be, corresponding
to such proprietary name or designa-
tion shall accompany such proprietary
name or designation each time it is
featured on the label or in the labeling
for the drug; but, except as provided in
this subparagraph, the established
name need not be used with the propri-
etary name or designation in the run-
ning text of the label or labeling. On
any label or page of labeling in which
the proprietary name or designation is
not featured but is used in the running
text, the established name shall be
used at least once in the running text
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in association with such proprietary
name or designation and in the same
type size used in such running text:
Provided, however, That if the propri-
etary name or designation is used in
the running text in larger size type,
the established name shall be used at
least once in association with, and in
type at least half as large as the type
used for, the most prominent presen-
tation of the proprietary name or des-
ignation in such running text. If any
labeling includes a column with run-
ning text containing detailed informa-
tion as to composition, prescribing,
side effects, or contraindications and
the proprietary name or designation is
used in such column but is not featured
above or below the column, the estab-
lished name shall be used at least once
in such column of running text in asso-
ciation with such proprietary name or
designation and in the same type size
used in such column of running text:
Provided, however, That if the propri-
etary name or designation is used in
such column of running text in larger
size type, the established name shall be
used at least once in association with,
and in type at least half as large as the
type used for, the most prominent pres-
entation of the proprietary name or
designation in such column of running
text. Where the established name is re-
quired to accompany or to be used in
association with the proprietary name
or designation, the established name
shall be placed in direct conjunction
with the proprietary name or designa-
tion, and the relationship between the
proprietary name or designation and
the established name shall be made
clear by use of a phrase such as ‘‘brand
of”” preceding the established name, by
brackets surrounding the established
name, or by other suitable means.

(2) The established name shall be
printed in letters that are at least half
as large as the letters comprising the
proprietary name or designation with
which it is joined, and the established
name shall have a prominence com-
mensurate with the prominence with
which such proprietary name or des-
ignation appears, taking into account
all pertinent factors, including typog-
raphy, layout, contrast, and other
printing features.
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(h)(1) In the case of a prescription
drug containing two or more active in-
gredients, if the label bears a propri-
etary name or designation for such
mixture and there is no established
name corresponding to such propri-
etary name or designation, the quan-
titative ingredient information re-
quired on the label by section 502(e) of
the act shall be placed in direct con-
junction with the most prominent dis-
play of the proprietary name or des-
ignation. The prominence of the quan-
titative ingredient information shall
bear a reasonable relationship to the
prominence of the proprietary name.

(2) If the drug is packaged in a con-
tainer too small to bear the quan-
titative ingredient information on the
main display panel, the quantitative
ingredient information required by sec-
tion 502(e) of the act may appear else-
where on the label, even though the
proprietary name or designation ap-
pears on the main display panel of the
label; but side- or back-panel place-
ment shall in this case be so arranged
and printed as to provide size and
prominence of display reasonably re-
lated to the size and prominence of the
front-panel display.

(i) A drug packaged in a container
too small or otherwise unable to ac-
commodate a label with sufficient
space to bear the information required
for compliance with section 502(e)(1)
(A)({i) and (B) of the act shall be ex-
empt from compliance with those
clauses: Provided, That:

(1) The label bears:

(i) The proprietary name of the drug;

(ii) The established name, if such
there be, of the drug;

(iii) An identifying lot or control
number; and

(iv) The name of the manufacturer,
packer, or distributor of the drug; and

(2) All the information required to
appear on the label by the act and the
regulations in this chapter appears on
the carton or other outer container or
wrapper if such carton, outer con-
tainer, or wrapper has sufficient space
to bear such information, or such com-
plete label information appears on a
leaflet with the package.

[40 FR 13998, Mar. 27, 1975, as amended at 67
FR 4906, Feb. 1, 2002]
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§201.15 Drugs; prominence of required
label statements.

(a) A word, statement, or other infor-
mation required by or under authority
of the act to appear on the label may
lack that prominence and conspicuous-
ness required by section 502(c) of the
act by reason, among other reasons, of:

(1) The failure of such word, state-
ment, or information to appear on the
part or panel of the label which is pre-
sented or displayed under customary
conditions of purchase;

(2) The failure of such word, state-
ment, or information to appear on two
or more parts or panels of the label,
each of which has sufficient space
therefor, and each of which is so de-
signed as to render it likely to be,
under customary conditions of pur-
chase, the part or panel displayed;

(3) The failure of the label to extend
over the area of the container or pack-
age available for such extension, so as
to provide sufficient label space for the
prominent placing of such word, state-
ment, or information;

(4) Insufficiency of label space for the
prominent placing of such word, state-
ment, or information, resulting from
the use of label space for any word,
statement, design, or device which is
not required by or under authority of
the act to appear on the label;

(5) Insufficiency of label space for the
prominent placing of such word, state-
ment, or information, resulting from
the use of label space to give materi-
ally greater conspicuousness to any
other word, statement, or information,
or to any design or device; or

(6) Smallness or style of type in
which such word, statement, or infor-
mation appears, insufficient back-
ground contrast, obscuring designs or
vignettes, or crowding with other writ-
ten, printed, or graphic matter.

(b) No exemption depending on insuf-
ficiency of label space, as prescribed in
regulations promulgated under section
502 (b) or (e) of the act, shall apply if
such insufficiency is caused by:

(1) The use of label space for any
word, statement, design, or device
which is not required by or under au-
thority of the act to appear on the
label;

(2) The use of label space to give
greater conspicuousness to any word,
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statement, or other information than
is required by section 502(c) of the act;
or

(3) The use of label space for any rep-
resentation in a foreign language.

(c)(1) All words, statements, and
other information required by or under
authority of the act to appear on the
label or labeling shall appear thereon
in the English language: Provided, how-
ever, That in the case of articles dis-
tributed solely in the Commonwealth
of Puerto Rico or in a Territory where
the predominant language is one other
than English, the predominant lan-
guage may be substituted for English.

(2) If the label contains any represen-
tation in a foreign language, all words,
statements, and other information re-
quired by or under authority of the act
to appear on the label shall appear
thereon in the foreign language.

(3) If the labeling contains any rep-
resentation in a foreign language, all
words, statements, and other informa-
tion required by or under authority of
the act to appear on the label or label-
ing shall appear on the labeling in the
foreign language.

[41 FR 6908, Feb. 13, 1976]

§201.16 Drugs; Spanish-language
version of certain required state-
ments.

An increasing number of medications
restricted to prescription use only are
being labeled solely in Spanish for dis-
tribution in the Commonwealth of
Puerto Rico where Spanish is the pre-
dominant language. Such labeling is
authorized under §201.15(c). One re-
quired warning, the wording of which is
fixed by law in the English language,
could be translated in various ways,
from literal translation to loose inter-
pretation. The statutory nature of this
warning requires that the translation
convey the meaning properly to avoid
confusion and dilution of the purpose
of the warning. Section 503(b)(4) of the
Federal Food, Drug, and Cosmetic Act
requires, at a minimum, that the label
bear the statement ‘“‘Rx only.” The
Spanish-language version of this must
be ‘“‘Solamente Rx’’.

[67 FR 4906, Feb. 1, 2002]
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§201.17 Drugs; location of expiration
date.

When an expiration date of a drug is
required, e.g., expiration dating of drug
products required by §211.137 of this
chapter, it shall appear on the imme-
diate container and also the outer
package, if any, unless it is easily leg-
ible through such outer package. How-
ever, when single-dose containers are
packed in individual cartons, the expi-
ration date may properly appear on the
individual carton instead of the imme-
diate product container.

[43 FR 45076, Sept. 29, 1978]

§201.18 Drugs; significance of control
numbers.

The lot number on the label of a drug
should be capable of yielding the com-
plete manufacturing history of the
package. An incorrect lot number may
be regarded as causing the article to be
misbranded.

§201.19 Drugs; use of term “infant”.

The regulations affecting special die-
tary foods (§105.3(e) of this chapter) de-
fine an infant as a child not more than
12 months old. Apart from this, the
Food and Drug Administration has not
established any definition of the term
infant. Some question has arisen
whether, for the purposes of drug label-
ing, an infant means a child up to 1
year of age or a child up to 2 years of
age. Until the term is more precisely
defined by legislation or formal regula-
tion, where the exact meaning of the
term is significant, manufacturers
should qualify any reference to ‘‘in-
fant”’ to indicate whether it refers to a
child who is not more than 1 year of
age, or a child not more than 2 years of
age.

[40 FR 13998, Mar. 27, 1975, as amended at 42
FR 14091, Mar. 15, 1977; 44 FR 16006, Mar. 16,
1979]

§201.20 Declaration of presence of
FD&C Yellow No. 5 and/or FD&C
Yellow No. 6 in certain drugs for
human use.

(a) The label for over-the-counter and
prescription drug products intended for
human use administered orally, na-
sally, rectally, or vaginally, or for use
in the area of the eye, containing
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FD&C Yellow No. 5 as a color additive
using the names FD&C Yellow No. 5
and tartrazine. The labeling for over-
the-counter and prescription drug prod-
ucts shall bear a statement such as

“Contains FD&C Yellow No. 5
(tartrazine) as a color additive” or
“Contains color additives including

FD&C Yellow No. 5 (tartrazine)’. The
labels of certain drug products subject
to this labeling requirement that are
also cosmetics, such as antibacterial
mouthwashes and fluoride toothpastes,
need not comply with this requirement
provided they comply with the require-
ments of §701.3 of this chapter.

(b) For prescription drugs for human
use containing FD&C Yellow No. 5 that
are administered orally, nasally,
vaginally, or rectally, or for use in the
area of the eye, the labeling required
by §201.100(d) shall bear the warning
statement ‘“‘This product contains
FD&C Yellow No. 5 (tartrazine) which
may cause allergic-type reactions (in-
cluding bronchial asthma) in certain
susceptible persons. Although the over-
all incidence of FD&C Yellow No. 5
(tartrazine) sensitivity in the general
population is low, it is frequently seen
in patients who also have aspirin
hypersensitivity.” This warning state-
ment shall appear in the ‘“‘Precautions”
section of the labeling.

(c) The 1label for over-the-counter
drug products intended for human use
administered orally, nasally, rectally,
or vaginally containing FD&C Yellow
No. 6 shall specifically declare the
presence of FD&C Yellow No. 6 by list-
ing the color additive using the name
FD&C Yellow No. 6. The labeling for
over-the-counter and prescription drug
products containing FD&C Yellow No.
6 shall declare the presence of FD&C
Yellow No. 6. The labels of certain drug
products subject to this labeling re-
quirement that are also cosmetics,
such as antibacterial mouthwashes and
fluoride toothpastes, need not comply
with this requirement provided they
comply with the requirements of §701.3
of this chapter.

[45 FR 60422, Sept. 12, 1980, as amended at 51
FR 41783, Nov. 19, 1986; 52 FR 21509, June 8,
1987; 59 FR 60898, Nov. 29, 1994]

EFFECTIVE DATE NOTE: At 53 FR 49138, Dec.
6, 1988, §201.20(c) was suspended pending fur-
ther agency action.
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§201.21 Declaration of presence of
phenylalanine as a component of
aspartame in over-the-counter and
prescription drugs for human use.

(a) Aspartame is the methylester of a
dipeptide composed of two amino acids,
phenylalanine and aspartic acid. When
these two amino acids are so combined
to form aspartame (1-methyl N-L-o-
aspartyl-L-phenylalanine), they
produce an intensely sweet-tasting sub-
stance, approximately 180 times as
sweet as sucrose. The Food and Drug
Administration has determined that
aspartame when used at a level no
higher than reasonably required to per-
form its intended technical function is
safe for use as an inactive ingredient in
human drug products, provided persons
with phenylketonuria, who must re-
strict carefully their phenylalanine in-
take, are alerted to the presence of
phenylalanine in the drug product and
the amount of the ingredient in each
dosage unit.

(b) The label and labeling of all over-
the-counter human drug products con-
taining aspartame as an inactive ingre-
dient shall bear a statement to the fol-
lowing effect: Phenylketonurics: Con-
tains Phenylalanine ( )mg Per (Dos-
age Unit).

(c) The package labeling and other
labeling providing professional use in-
formation concerning prescription
drugs for human use containing aspar-
tame as an inactive ingredient shall
bear a statement to the following ef-
fect under the ‘‘Precautions’ section of
the labeling, as required in §201.57(f)(2):

Phenylketonurics: Contains
Phenylalanine ( )mg Per (Dosage
Unit).

(d) Holders of approved new drug ap-
plications who reformulate their drug
products under the provisions of this
section shall submit supplements under
§314.70 of this chapter to provide for
the new composition and the labeling
changes.

(Approved by the Office of Management and
Budget under control number 0910-0242)

[62 FR 2111, Jan. 20, 1987; 52 FR 12152, Apr. 15,
1987; 53 FR 4135, Feb. 12, 1988]
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§201.22 Prescription drugs containing
sulfites; required warning state-
ments.

(a) Sulfites are chemical substances
that are added to certain drug products
to inhibit the oxidation of the active
drug ingredient. Oxidation of the ac-
tive drug ingredient may result in in-
stability and a loss of potency of the
drug product. Examples of specific sul-
fites used to inhibit this oxidation
process include sodium bisulfite, so-
dium metabisulfite, sodium sulfite, po-
tassium  bisulfite, and potassium
metabisulfite. Recent studies have
demonstrated that sulfites may cause
allergic-type reactions in certain sus-
ceptible persons, especially asthmatics.
The labeling for any prescription drug
product to which sulfites have been
added as an inactive ingredient, regard-
less of the amount added, must bear
the warning specified in paragraph (b)
or (c) of this section.

(b) The labeling required by §§201.57
and 201.100(d) for prescription drugs for
human use containing a sulfite, except
epinephrine for injection when in-
tended for use in allergic or other
emergency situations, shall bear the
warning statement ‘‘Contains (insert
the mame of the sulfite, e.g., sodium
metabisulfite), a sulfite that may cause
allergic-type reactions including
anaphylactic symptoms and life-
threatening or less severe asthmatic
episodes in certain susceptible people.
The overall prevalence of sulfite sensi-
tivity in the general population is un-
known and probably low. Sulfite sensi-
tivity is seen more frequently in asth-
matic than in nonasthmatic people.”
This statement shall appear in the
“Warnings’’ section of the labeling.

(c) The labeling required by §§201.57
and 201.100(d) for sulfite-containing epi-
nephrine for injection for use in aller-
gic emergency situations shall bear the
warning statement ‘‘Epinephrine is the
preferred treatment for serious allergic
or other emergency situations even
though this product contains (insert the
name of the sulfite, e.g., sodium
metabisulfite), a sulfite that may in
other products cause allergic-type re-
actions including anaphylactic symp-
toms or life-threatening or less severe
asthmatic episodes in certain suscep-
tible persons. The alternatives to using
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epinephrine in a life-threatening situa-
tion may not be satisfactory. The pres-
ence of a sulfite(s) in this product
should not deter administration of the
drug for treatment of serious allergic
or other emergency situations.” This
statement shall appear in the ‘“Warn-
ings’ section of the labeling.

[61 FR 43904, Dec. 5, 1986]

§201.23 Required pediatric studies.

(a) A manufacturer of a marketed
drug product, including a biological
drug product, that is used in a substan-
tial number of pediatric patients, or
that provides a meaningful therapeutic
benefit over existing treatments for pe-
diatric patients, as defined in
§§314.55(c)(6) and 601.27(c)(6) of this
chapter, but whose label does not pro-
vide adequate information to support
its safe and effective use in pediatric
populations for the approved indica-
tions may be required to submit an ap-
plication containing data adequate to
assess whether the drug product is safe
and effective in pediatric populations.
The application may be required to
contain adequate evidence to support
dosage and administration in some or
all pediatric subpopulations, including
neonates, infants, children, and adoles-
cents, depending upon the known or ap-
propriate use of the drug product in
such subpopulations. The applicant
may also be required to develop a pedi-
atric formulation for a drug product
that represents a meaningful thera-
peutic benefit over existing therapies
for pediatric populations for whom a
pediatric formulation is necessary, un-
less the manufacturer demonstrates
that reasonable attempts to produce a
pediatric formulation have failed.

(b) The Food and Drug Administra-
tion (FDA) may by order, in the form
of a letter, after notifying the manu-
facturer of its intent to require an as-
sessment of pediatric safety and effec-
tiveness of a pediatric formulation, and
after offering an opportunity for a
written response and a meeting, which
may include an advisory committee
meeting, require a manufacturer to
submit an application containing the
information or request for approval of
a pediatric formulation described in
paragraph (a) of this section within a



§201.24
time specified in the order, if FDA
finds that:

(1) The drug product is used in a sub-
stantial number of pediatric patients
for the labeled indications and the ab-
sence of adequate labeling could pose
significant risks to pediatric patients;
or

(2) There is reason to believe that the
drug product would represent a mean-
ingful therapeutic benefit over existing
treatments for pediatric patients for
one or more of the claimed indications,
and the absence of adequate labeling
could pose significant risks to pedi-
atric patients.

(c)(1) An applicant may request a full
waiver of the requirements of para-
graph (a) of this section if the appli-
cant certifies that:

(i) Necessary studies are impossible
or highly impractical because, e.g., the
number of such patients is so small or
geographically dispersed, or

(ii) There is evidence strongly sug-
gesting that the product would be inef-
fective or unsafe in all pediatric age
groups.

(2) An applicant may request a par-
tial waiver of the requirements of para-
graph (a) of this section with respect to
a specified pediatric age group, if the
applicant certifies that:

(i) The product:

(A) Does not represent a meaningful
therapeutic benefit over existing thera-
pies for pediatric patients in that age
group, and

(B) Is not likely to be used in a sub-
stantial number of patients in that age
group, and

(C) The absence of adequate labeling
could not pose significant risks to pedi-
atric patients; or

(ii) Necessary studies are impossible
or highly impractical because, e.g., the
number of patients in that age group is
so small or geographically dispersed, or

(iii) There is evidence strongly sug-
gesting that the product would be inef-
fective or unsafe in that age group, or

(iv) The applicant can demonstrate
that reasonable attempts to produce a
pediatric formulation necessary for
that age group have failed.

(3) FDA shall grant a full or partial
waiver, as appropriate, if the agency
finds that there is a reasonable basis
on which to conclude that one or more
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of the grounds for waiver specified in
paragraphs (c)(2) or (c)(3) of this sec-
tion have been met. If a waiver is
granted on the ground that it is not
possible to develop a pediatric formula-
tion, the waiver will cover only those
pediatric age groups requiring that for-
mulation. If a waiver is granted be-
cause there is evidence that the prod-
uct would be ineffective or unsafe in
pediatric populations, this information
will be included in the product’s label-
ing.

(d) If a manufacturer fails to submit
a supplemental application containing
the information or request for approval
of a pediatric formulation described in
paragraph (a) of this section within the
time specified by FDA, the drug prod-
uct may be considered misbranded or
an unapproved new drug or unlicensed
biologic.

[63 FR 66668, Dec. 2, 1998]

§201.24 Labeling for systemic anti-
bacterial drug products.

The labeling of all systemic drug
products intended for human use indi-
cated to treat a bacterial infection, ex-
cept a mycobacterial infection, must
bear the following statements:

(a) At the beginning of the label,
under the product name, the labeling
must state:

To reduce the development of drug-resist-
ant bacteria and maintain the effectiveness
of (insert name of antibacterial drug product)
and other antibacterial drugs, (insert name of
antibacterial drug product) should be used
only to treat or prevent infections that are
proven or strongly suspected to be caused by
bacteria.

(b) In the ‘‘Indications and Usage”
section, the labeling must state:

To reduce the development of drug-resist-
ant bacteria and maintain the effectiveness
of (insert name of antibacterial drug product)
and other antibacterial drugs, (insert name of
antibacterial drug product) should be used
only to treat or prevent infections that are
proven or strongly suspected to be caused by
susceptible bacteria. When culture and sus-
ceptibility information are available, they
should be considered in selecting or modi-
fying antibacterial therapy. In the absence
of such data, local epidemiology and suscep-
tibility patterns may contribute to the em-
piric selection of therapy.
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(¢c) In the ‘“Precautions’ section,
under the ‘“‘General’’ subsection, the la-
beling must state:

Prescribing (insert name of antibacterial
drug product) in the absence of a proven or
strongly suspected bacterial infection or a
prophylactic indication is unlikely to pro-
vide benefit to the patient and increases the
risk of the development of drug-resistant
bacteria.

(d) In the ‘‘Precautions’ section,
under the ‘‘Information for Patients”
subsection, the labeling must state:

Patients should be counseled that anti-
bacterial drugs including (insert name of anti-
bacterial drug product) should only be used to
treat bacterial infections. They do not treat
viral infections (e.g., the common cold).
When (insert name of antibacterial drug prod-
uct) is prescribed to treat a bacterial infec-
tion, patients should be told that although it
is common to feel better early in the course
of therapy, the medication should be taken
exactly as directed. Skipping doses or not
completing the full course of therapy may (1)
decrease the effectiveness of the immediate
treatment and (2) increase the likelihood
that bacteria will develop resistance and will
not be treatable by (insert name of anti-
bacterial drug product) or other antibacterial
drugs in the future.

[68 FR 6081, Feb. 6, 2003]

§201.25 Bar code label requirements.

(a) Who is subject to these bar code re-
quirements? Manufacturers, repackers,
relabelers, and private label distribu-
tors of a human prescription drug prod-
uct or an over-the-counter (OTC) drug
product that is regulated under the
Federal Food, Drug, and Cosmetic Act
or the Public Health Service Act are
subject to these bar code requirements
unless they are exempt from the reg-
istration and drug listing requirements
in section 510 of the Federal Food,
Drug, and Cosmetic Act.

(b) What drugs are subject to these bar
code requirements? The following drug
products are subject to the bar code
label requirements:

(1) Prescription drug products, how-
ever:

(i) The bar code requirement does not
apply to the following entities:

(A) Prescription drug samples;

(B) Allergenic extracts;

(C) Intrauterine contraceptive de-
vices regulated as drugs;

(D) Medical gases;
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(E) Radiopharmaceuticals; and

(F) Low-density polyethylene form
fill and seal containers that are not
packaged with an overwrap.

(ii) The bar code requirement does
not apply to prescription drugs sold by
a manufacturer, repacker, relabeler, or
private label distributor directly to pa-
tients, but versions of the same drug
product that are sold to or used in hos-
pitals are subject to the bar code re-
quirements.

(2) Biological products; and

(3) OTC drug products that are dis-
pensed pursuant to an order and are
commonly used in hospitals. For pur-
poses of this section, an OTC drug
product is ‘‘commonly used in hos-
pitals’ if it is packaged for hospital
use, labeled for hospital use (or uses
similar terms), or marketed, promoted,
or sold to hospitals.

(c) What does the bar code look like?
Where does the bar code go? (1) Each
drug product described in paragraph (b)
of this section must have a bar code
that contains, at a minimum, the ap-
propriate National Drug Code (NDC)
number in a linear bar code that meets

European Article Number/Uniform
Code Council (EAN/UCC) or Health In-
dustry Business Communications

Council (HIBCC) standards or another
standard or format that has been ap-
proved by the relevant Food and Drug
Administration Center Director. Addi-
tionally, the bar code must:

(i) Be surrounded by sufficient blank
space so that the bar code can be
scanned correctly; and

(ii) Remain intact under normal con-
ditions of use.

(2) The bar code must appear on the
drug’s label as defined by section 201(k)
of the Federal Food, Drug, and Cos-
metic Act.

(d) Can a drug be exempted from the bar
code requirement? (1) On our own initia-
tive, or in response to a written re-
quest from a manufacturer, repacker,
relabeler or private label distributor,
we may exempt a drug product from
the bar code label requirements set
forth in this section. The exemption re-
quest must document why:

(i) compliance with the bar code re-
quirement would adversely affect the
safety, effectiveness, purity or potency
of the drug or not be technologically
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feasible, and the concerns underlying
the request could not reasonably be ad-
dressed by measures such as package
redesign or use of overwraps; or

(ii) an alternative regulatory pro-
gram or method of product use renders
the bar code unnecessary for patient
safety.

(2) Requests for an exemption should
be sent to the Office of Compliance,
Center for Drug Evaluation and Re-
search, Food and Drug Administration,
10903 New Hampshire Ave., Bldg. 51,
Silver Spring, MD 20993-0002 (requests
involving a drug product or biological
product regulated by the Center for
Drug Evaluation and Research) or to
the Food and Drug Administration,
Center for Biologics Evaluation and
Research, Document Control Center,
10903 New Hampshire Ave., Bldg. 71,
Rm. G112, Silver Spring, MD 20993-0002
(requests involving a biological prod-
uct regulated by the Center for Bio-
logics Evaluation and Research).

[69 FR 9170, Feb. 26, 2004, as amended at 76
FR 12847, Mar. 9, 2011; 80 FR 18090, Apr. 3,
2015; 81 FR 60212, Aug. 31, 2016]

§201.26 Exceptions or alternatives to
labeling requirements for human
drug products held by the Strategic
National Stockpile.

(a) The appropriate FDA Center Di-
rector may grant an exception or alter-
native to any provision listed in para-
graph (f) of this section and not explic-
itly required by statute, for specified
lots, batches, or other units of a human
drug product, if the Center Director de-
termines that compliance with such la-
beling requirement could adversely af-
fect the safety, effectiveness, or avail-
ability of such product that is or will
be included in the Strategic National
Stockpile.

(b)(1)({) A Strategic National Stock-
pile official or any entity that manu-
factures (including labeling, packing,
relabeling, or repackaging), distrib-
utes, or stores a human drug product
that is or will be included in the Stra-
tegic National Stockpile may submit,
with written concurrence from a Stra-
tegic National Stockpile official, a
written request for an exception or al-
ternative described in paragraph (a) of
this section to the Center Director.
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(ii) The Center Director may grant
an exception or alternative described
in paragraph (a) of this section on his
or her own initiative.

(2) A written request for an exception
or alternative described in paragraph
(a) of this section must:

(i) Identify the specified lots,
batches, or other units of the human
drug product that would be subject to
the exception or alternative;

(ii) Identify the labeling provision(s)
listed in paragraph (f) of this section
that are the subject of the exception or
alternative request;

(iii) Explain why compliance with
such labeling provision(s) could ad-
versely affect the safety, effectiveness,
or availability of the specified lots,
batches, or other units of a human drug
product that are or will be held in the
Strategic National Stockpile;

(iv) Describe any proposed safeguards
or conditions that will be implemented
so that the labeling of the product in-
cludes appropriate information nec-
essary for the safe and effective use of
the product, given the anticipated cir-
cumstances of use of the product;

(v) Provide a draft of the proposed la-
beling of the specified lots, batches, or
other units of the human drug product
subject to the exception or alternative;
and

(vi) Provide any other information
requested by the Center Director in
support of the request.

(c) The Center Director must respond
in writing to all requests under this
section.

(d) A grant of an exception or alter-
native under this section will include
any safeguards or conditions deemed
appropriate by the Center Director so
that the labeling of product subject to
the exception or alternative includes
the information necessary for the safe
and effective use of the product, given
the anticipated circumstances of use.

(e) If you are a sponsor receiving a
grant of a request for an exception or
alternative to the labeling require-
ments under this section:

(1) You need not submit a supplement
under §314.70(a) through (c) or
§601.12(f)(1) through (f)(2) of this chap-
ter; however,

(2) You must report any grant of a re-
quest for an exception or alternative
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under this section as part of your an-
nual report under §§314.70(d) or
601.12(f)(3) of this chapter.

(f) The Center Director may grant an
exception or alternative under this sec-
tion to the following provisions of this
chapter, to the extent that the require-
ments in these provisions are not ex-
plicitly required by statute:

(1) §201.1(h)(1) through (h)(2), (h)(5b)
through (h)(6), and (i);
(2) §201.10(a), (d)(2), (), (g)(1), and

(h)(D);
(3) §201.17;
(4) §201.18;
(5) §201.19;
(6) §201.20;
(7) §201.21;
(8) §201.22;
(9) §201.24; and
(10) §312.6.

[72 FR 73599, Dec. 28, 2007]

Subpart B—Labeling Requirements
for Prescription Drugs and/or
Insulin

§201.50 Statement of identity.

(a) The label of prescription and insu-
lin-containing drugs in package form
shall bear as one of its principal fea-
tures a statement of the identity of the
drug.

(b) Such statement of identity shall
be in terms of the established name of
the drug. In the case of a prescription
drug that is a mixture and that has no
established name, the requirement for
statement of identity shall be deemed
to be satisfied by a listing of the quan-
titative ingredient information as pre-
scribed by §201.10.

(c) The statement of identity of a
prescription drug shall also comply
with the placement, size and promi-
nence requirements of §201.10.

[40 FR 13998, Mar. 27, 1975, as amended at 63
FR 26698, May 13, 1998]

§201.51 Declaration of net quantity of
contents.

(a) The label of a prescription or in-
sulin-containing drug in package form
shall bear a declaration of the net
quantity of contents. This shall be ex-
pressed in the terms of weight, meas-
ure, numerical count, or a combination
of numerical count and weight or
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measure. The statement of quantity of
drugs in tablet, capsule, ampule, or
other unit dosage form shall be ex-
pressed in terms of numerical count;
the statement of quantity for drugs in
other dosage forms shall be in terms of
weight if the drug is solid, semi-solid,
or viscous, or in terms of fluid measure
if the drug is liquid. When the drug
quantity statement is in terms of the
numerical count of the drug units, it
shall be augmented to give the weight
or measure of the drug units or the
quantity of each active ingredient in
each drug unit or, when quantity does
not accurately reflect drug potency, a
statement of the drug potency.

(b) Statements of weight of the con-
tents shall in the case of prescription
drugs be expressed in terms of avoirdu-
pois pound, ounce, and grain or of kilo-
gram, gram, and subdivisions thereof.
A statement of liquid measure of the
contents shall in the case of prescrip-
tion drugs be expressed in terms of the
U.S. gallon of 231 cubic inches and
quart, pint, fluid-ounce, and fluid-dram
subdivisions thereof, or of the liter and
milliliter, or cubic centimeter, and
shall express the volume at 68 °F. (20
°C.). A statement of the liquid measure
of the contents in the case of insulin-
containing drugs shall be expressed in
terms of the liter and milliliter, or
cubic centimeter, and shall express the
volume at 68 °F'. (20 °C.).

(c) The declaration shall contain only
such fractions as are generally used in
expressing the quantity of the drug. A
common fraction shall be reduced to
its lowest terms; a decimal fraction
shall not be carried out to more than
three places, except in the case of a
statement of the quantity of an active
ingredient in a unit of a drug.

(d) The declaration shall appear as a
distinct item on the label and, in the
case of large volume parenterals, may
be embossed on the glass.

(e) The declaration shall accurately
reveal the quantity of drug in the
package exclusive of wrappers and
other material packed therewith.

(f) A statement of the quantity of a
prescription or insulin-containing drug
in terms of weight or measure applica-
ble to such drug, under the provisions
of paragraph (a) of this section, shall
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express with prominence and conspicu-
ousness the number of the largest
whole unit, as specified in paragraph
(b) of this section, that are contained
in the package. Any remainder shall be
expressed in terms of common or dec-
imal fractions of such unit or in terms
of the next smaller whole unit and
common or decimal fractions thereof.

(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. In the case of a liquid
drug in ampules or vials, intended for
injection, the declaration shall be con-
sidered to express the minimum quan-
tity and the variation above the stated
measure shall comply with the excess
volume prescribed by the National For-
mulary or the U.S. Pharmacopeia for
filling of ampules. In the case of a solid
drug in ampules or vials, the declara-
tion shall be considered to express the
accurate net weight. Variations shall
comply with the limitations provided
in the U.S. Pharmacopeia or the Na-
tional Formulary.

(h) 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.

§201.55 Statement of dosage.

Section 201.100(b)(2) requires that la-
bels for prescription drugs bear a state-
ment of the recommended or usual dos-
age. Since the dosage for some pre-
scription drugs varies within extremely
wide limits, depending upon the condi-
tions being treated, it may not be pos-
sible in all cases to present an inform-
ative or useful statement of the rec-
ommended or usual dosage in the space
available on the label or carton of the
package. It is the view of the Food and
Drug Administration that when such a
situation prevails, compliance with
this requirement would be met by a
statement such as ‘“‘See package insert
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for dosage information’’, where the de-
tailed information is contained in such
insert. However, if an informative, re-
alistic, recommended or usual dosage
can readily be set forth on the label, it
should appear thereon.

§201.56 Requirements on content and
format of labeling for human pre-
scription drug and biological prod-
ucts.

(a) General requirements. Prescription
drug labeling described in §201.100(d)
must meet the following general re-
quirements:

(1) The labeling must contain a sum-
mary of the essential scientific infor-
mation needed for the safe and effec-
tive use of the drug.

(2) The labeling must be informative
and accurate and neither promotional
in tone nor false or misleading in any
particular. In accordance with §§314.70
and 601.12 of this chapter, the labeling
must be updated when new information
becomes available that causes the la-
beling to become inaccurate, false, or
misleading.

(3) The labeling must be based when-
ever possible on data derived from
human experience. No implied claims
or suggestions of drug use may be made
if there is inadequate evidence of safe-
ty or a lack of substantial evidence of
effectiveness. Conclusions based on
animal data but necessary for safe and
effective use of the drug in humans
must be identified as such and included
with human data in the appropriate
section of the labeling.

(b) Categories of prescription drugs sub-
ject to the labeling content and format re-
quirements in §§201.56(d) and 201.57. (1)
The following categories of prescrip-
tion drug products are subject to the
labeling requirements in paragraph (d)
of this section and §201.57 in accord-
ance with the implementation schedule
in paragraph (c) of this section:

(i) Prescription drug products for
which a new drug application (NDA),
biologics license application (BLA), or
efficacy supplement was approved by
the Food and Drug Administration
(FDA) between June 30, 2001 and June
30, 2006;

(ii) Prescription drug products for
which an NDA, BLA, or efficacy supple-
ment is pending on June 30, 2006; or
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(iii) Prescription drug products for
which an NDA, BLA, or efficacy supple-
ment is submitted anytime on or after
June 30, 2006.

(2) Prescription drug products not de-
scribed in paragraph (b)(1) of this sec-
tion are subject to the labeling require-
ments in paragraph (e) of this section
and §201.80.

(c) Schedule for implementing the label-
ing content and format requirements in
$§$201.56(d) and 201.57. For products de-
scribed in paragraph (b)(1) of this sec-
tion, labeling conforming to the re-
quirements in paragraph (d) of this sec-
tion and §201.57 must be submitted ac-
cording to the following schedule:

(1) For products for which an NDA,
BLA, or efficacy supplement is sub-
mitted for approval on or after June 30,
2006, proposed conforming labeling
must be submitted as part of the appli-
cation.

(2) For products for which an NDA,
BLA, or efficacy supplement is pending
on June 30, 2006, or that has been ap-
proved any time from June 30, 2005, up
to and including June 30, 2006, a supple-
ment with proposed conforming label-
ing must be submitted no later than
June 30, 2009.

(3) For products for which an NDA,
BLA, or efficacy supplement has been
approved anytime from June 30, 2004,
up to and including June 29, 2005, a sup-
plement with proposed conforming la-
beling must be submitted no later than
June 30, 2010.

(4) For products for which an NDA,
BLA, or efficacy supplement has been
approved anytime from June 30, 2003,
up to and including June 29, 2004, a sup-
plement with proposed conforming la-
beling must be submitted no later than
June 30, 2011.

(5) For products for which an NDA,
BLA, or efficacy supplement has been
approved anytime from June 30, 2002,
up to and including June 29, 2003, a sup-
plement with proposed conforming la-
beling must be submitted no later than
June 30, 2012.

(6) For products for which an NDA,
BLA, or efficacy supplement has been
approved anytime from June 30, 2001,
up to and including June 29, 2002, a sup-
plement with proposed conforming la-
beling must be submitted no later than
June 30, 2013.
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(d) Labeling requirements for new and
more recently approved prescription drug
products. This paragraph applies only
to prescription drug products described
in paragraph (b)(1) of this section and
must be implemented according to the
schedule specified in paragraph (c) of
this section.

(1) Prescription drug Ilabeling de-
scribed in §201.100(d) must contain the
specific information required under
§201.57(a), (b), and (c) under the fol-
lowing headings and subheadings and
in the following order:

Highlights of Prescribing Information
Product Names, Other Required Informa-
tion
Boxed Warning
Recent Major Changes
Indications and Usage
Dosage and Administration
Dosage Forms and Strengths
Contraindications
Warnings and Precautions
Adverse Reactions
Drug Interactions
Use in Specific Populations
Full Prescribing Information: Contents
Full Prescribing Information
Boxed Warning
1 Indications and Usage
2 Dosage and Administration
3 Dosage Forms and Strengths
4 Contraindications
5 Warnings and Precautions
6 Adverse Reactions
7 Drug Interactions
8 Use in Specific Populations
8.1 Pregnancy
8.2 Lactation
8.3 Females and Males of Reproductive
Potential
8.4 Pediatric use
8.5 Geriatric use
9 Drug Abuse and Dependence
9.1 Controlled substance
9.2 Abuse
9.3 Dependence
10 Overdosage
11 Description
12 Clinical Pharmacology
12.1 Mechanism of action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 Nonclinical Toxicology
13.1 Carcinogenesis, mutagenesis, impair-
ment of fertility
13.2 Animal toxicology and/or pharma-
cology
14 Clinical Studies
15 References
16 How Supplied/Storage and Handling
17 Patient Counseling Information
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(2) Additional nonstandard sub-
headings that are used to enhance la-
beling organization, presentation, or
ease of use (e.g., for individual warn-
ings or precautions, or for each drug
interaction) must be assigned a dec-
imal number that corresponds to their
placement in labeling. The decimal
numbers must be consistent with the
standardized identifying numbers list-
ed in paragraph (d)(1) of this section
(e.g., subheadings added to the ‘“Warn-
ings and Precautions’ section must be
numbered 5.1, 5.2, and so on).

(3) Any reference in Highlights to in-
formation appearing in the full pre-
scribing information must be accom-
panied by the identifying number (in
parentheses) corresponding to the loca-
tion of the information in the full pre-
scribing information.

(4) Omit clearly inapplicable sec-
tions, subsections, or specific informa-
tion. If sections or subsections required
under paragraph (d)(1) of this section
are omitted from the full prescribing
information, the heading ‘“‘Full Pre-
scribing Information: Contents” must
be followed by an asterisk and the fol-
lowing statement must appear at the
end of Contents: ‘““* Sections or sub-
sections omitted from the full pre-
scribing information are not listed.”

(5) Any risk information that is re-
quired under §201.57(c)(9)(iv) is consid-
ered ‘‘appropriate pediatric contra-
indications, warnings, or precautions”
within the meaning of section 505A(1)(2)
of the Federal Food, Drug, and Cos-
metic Act (the act) (21 TU.S.C.
3556A(1)(2)), whether such information
appears in the ‘‘Contraindications,”
“Warnings and Precautions,” or ‘‘Use
in Specific Populations’ section of la-
beling.

(e) Labeling requirements for older pre-
scription drug products. This paragraph
applies only to approved prescription
drug products not described in para-
graph (b)(1) of this section.

(1) Prescription drug labeling de-
scribed in §201.100(d) must contain the
specific information required under
§201.80 under the following section
headings and in the following order:

Description

Clinical Pharmacology
Indications and Usage
Contraindications
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Warnings

Precautions

Adverse Reactions

Drug Abuse and Dependence
Overdosage

Dosage and Administration
How Supplied

(2) The labeling may contain the fol-
lowing additional section headings if
appropriate and if in compliance with
§201.80(1) and (m):

Animal Pharmacology and/or Animal Toxi-
cology

Clinical Studies

References

(3) Omit clearly inapplicable sec-
tions, subsections, or specific informa-
tion.

(4) The labeling may contain a
“Product Title”’ section preceding the
“Description” section and containing
only the information required by
§201.80(a)(1)(1), (a)(1)(i), (a)(1)(ii), and
(a)(1)(iv) and §201.100(e). The informa-
tion required by §201.80(a)(1)(i) through
(a)(1)(iv) must appear in the ‘‘Descrip-
tion”’ section of the labeling, whether
or not it also appears in a ‘‘Product
Title.”

(5) The labeling must contain the
date of the most recent revision of the
labeling, identified as such, placed
prominently immediately after the last
section of the labeling.

(6) The requirement in §201.80(f)(2) to
reprint any FDA-approved patient la-
beling at the end of prescription drug
labeling or accompany the prescription
drug labeling must be implemented no
later than June 30, 2007.

[71 FR 3986, Jan. 24, 2006, as amended at 79
FR 72101, Dec. 4, 2014]

§201.57 Specific requirements on con-
tent and format of labeling for
human prescription drug and bio-
logical products described in
§201.56(b)(1).

The requirements in this section
apply only to prescription drug prod-
ucts described in §201.56(b)(1) and must
be implemented according to the
schedule specified in §201.56(c), except
for the requirement in paragraph (c)(18)
of this section to reprint any FDA-ap-
proved patient labeling at the end of
prescription drug labeling or accom-
pany the prescription drug labeling,
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which must be implemented no later
than June 30, 2007.

(a) Highlights of prescribing informa-
tion. The following information must
appear in all prescription drug label-
ing:

(1) Highlights limitation statement. The
verbatim statement ‘“These highlights
do not include all the information
needed to use (insert name of drug prod-
uct) safely and effectively. See full pre-
scribing information for (insert name
of drug product).”

(2) Drug names, dosage form, route of
administration, and controlled substance
symbol. The proprietary name and the
established name of the drug, if any, as
defined in section 502(e)(3) of the Fed-
eral Food, Drug, and Cosmetic Act (the
act) or, for biological products, the
proper name (as defined in §600.3 of this
chapter) including any appropriate
descriptors. This information must be
followed by the drug’s dosage form and
route of administration. For controlled
substances, the controlled substance
symbol designating the schedule in
which the controlled substance is listed
must be included as required by
§1302.04 of this chapter.

(3) Initial U.S. approval. The verbatim
statement ‘‘Initial U.S. Approval’’ fol-
lowed by the four-digit year in which
FDA initially approved a new molec-
ular entity, new biological product, or
new combination of active ingredients.
The statement must be placed on the
line immediately beneath the estab-
lished name or, for biological products,
proper name of the product.

(4) Borxed warning. A concise sum-
mary of any boxed warning required by
paragraph (c)(1) of this section, not to
exceed a length of 20 lines. The sum-
mary must be preceded by a heading, in
upper-case letters, containing the word
“WARNING” and other words that are
appropriate to identify the subject of
the warning. The heading and the sum-
mary must be contained within a box
and bolded. The following verbatim
statement must be placed immediately
following the heading of the boxed
warning: ‘‘See full prescribing informa-
tion for complete boxed warning.”

(6) Recent major changes. A list of the
section(s) of the full prescribing infor-
mation, limited to the labeling sec-
tions described in paragraphs (c)(1),
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(©)(2), (c)(3), (c)(b), and (c)(6) of this sec-
tion, that contain(s) substantive label-
ing changes that have been approved
by FDA or authorized under
§314.70(c)(6) or (d)(2), or §601.12(f)(1)
through (f)(3) of this chapter. The head-
ing(s) and, if appropriate, the sub-
heading(s) of the labeling section(s) af-
fected by the change must be listed to-
gether with each section’s identifying
number and the date (month/year) on
which the change was incorporated in
labeling. These labeling sections must
be listed in the order in which they ap-
pear in the full prescribing informa-
tion. A changed section must be listed
under this heading in Highlights for at
least 1 year after the date of the label-
ing change and must be removed at the
first printing subsequent to the 1 year
period.

(6) Indications and usage. A concise
statement of each of the product’s indi-
cations, as required under paragraph
(c)(2) of this section, with any appro-
priate subheadings. Major limitations
of use (e.g., lack of effect in particular
subsets of the population, or second
line therapy status) must be briefly
noted. If the product is a member of an
established pharmacologic class, the
concise statement under this heading
in Highlights must identify the class in
the following manner: ‘“(Drug) is a
(name of class) indicated for (indica-
tion(s)).”

(T Dosage and administration. A con-
cise summary of the information re-
quired under paragraph (c)(3) of this
section, with any appropriate sub-
headings, including the recommended
dosage regimen, starting dose, dose
range, critical differences among popu-
lation subsets, monitoring rec-
ommendations, and other clinically
significant clinical pharmacologic in-
formation.

(8) Dosage forms and strengths. A con-
cise summary of the information re-
quired under paragraph (c)(4) of this

section, with any appropriate sub-
headings (e.g., tablets, capsules,
injectable, suspension), including the

strength or potency of the dosage form
in metric system (e.g., 10-milligram
tablets) and whether the product is
scored.
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(9) Contraindications. A concise state-
ment of each of the product’s contra-
indications, as required under para-
graph (c)(b) of this section, with any
appropriate subheadings.

(10) Warnings and precautions. A con-
cise summary of the most clinically
significant information required under
paragraph (c)(6) of this section, with
any appropriate subheadings, including
information that would affect decisions
about whether to prescribe a drug, rec-
ommendations for patient monitoring
that are critical to safe use of the drug,
and measures that can be taken to pre-
vent or mitigate harm.

(11) Adwverse reactions. (i) A list of the
most frequently occurring adverse re-
actions, as described in paragraph (c)(7)
of this section, along with the criteria
used to determine inclusion (e.g., inci-
dence rate). Adverse reactions impor-
tant for other reasons (e.g., because
they are serious or frequently lead to
discontinuation or dosage adjustment)
must not be repeated under this head-
ing in Highlights if they are included
elsewhere in Highlights (e.g., Warnings
and Precautions, Contraindications).

(ii) For drug products other than vac-
cines, the verbatim statement ‘“To re-
port SUSPECTED ADVERSE REAC-
TIONS, contact (insert name of manu-
facturer) at (insert manufacturer’s phone
number) or FDA at (insert current FDA
phone number and Web address for vol-
untary reporting of adverse reactions).”

(iii) For vaccines, the verbatim state-
ment ‘““To report SUSPECTED AD-
VERSE REACTIONS, contact (insert
name of manufacturer) at (insert manu-
facturer’s phone number) or VAERS at
(insert the current VAERS phone number
and Web address for voluntary reporting
of adverse reactions).”’

(iv) For manufacturers with a Web
site for voluntary reporting of adverse
reactions, the Web address of the direct
link to the site.

(12) Drug interactions. A concise sum-
mary of the information required under
paragraph (c)(8) of this section, with
any appropriate subheadings.

(13) Use in specific populations. A con-
cise summary of the information re-
quired under paragraph (c¢)(9) of this
section, with any appropriate sub-
headings.
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(14) Patient counseling information
statement. The verbatim statement
“See 17 for Patient Counseling Infor-
mation” or, if the product has FDA-ap-
proved patient labeling, the verbatim
statement ‘“See 17 for Patient Coun-
seling Information and (insert either
FDA-approved patient labeling or
Medication Guide).”

(15) Revision date. The date of the
most recent revision of the labeling,
identified as such, placed at the end of
Highlights.

(b) Full prescribing information: Con-
tents. Contents must contain a list of
each heading and subheading required
in the full prescribing information
under §201.56(d)(1), if not omitted under
§201.56(d)(4), preceded by the identi-
fying number required under
§201.56(d)(1). Contents must also con-
tain any additional subheading(s) in-
cluded in the full prescribing informa-
tion preceded by the identifying num-
ber assigned in accordance with
§201.56(d)(2).

(c) Full prescribing information. The
full prescribing information must con-
tain the information in the order re-
quired under paragraphs (c)(1) through
(c)(18) of this section, together with the
headings, subheadings, and identifying
numbers required under §201.56(d)(1),
unless omitted under §201.56(d)(4). If
additional subheadings are used within
a labeling section, they must be pre-
ceded by the identifying number as-
signed in accordance with §201.56(d)(2).

(1) Boxed warning. Certain contra-
indications or serious warnings, par-
ticularly those that may lead to death
or serious injury, may be required by
the FDA to be presented in a box. The
boxed warning ordinarily must be
based on clinical data, but serious ani-
mal toxicity may also be the basis of a
boxed warning in the absence of clin-
ical data. The box must contain, in up-
percase letters, a heading inside the
box that includes the word ‘“WARN-
ING” and conveys the general focus of
the information in the box. The box
must briefly explain the risk and refer
to more detailed information in the
“Contraindications” or ‘“Warnings and
Precautions” section, accompanied by
the identifying number for the section
or subsection containing the detailed
information.
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(2) 1 Indications and usage. This sec-
tion must state that the drug is indi-
cated for the treatment, prevention,
mitigation, cure, or diagnosis of a rec-
ognized disease or condition, or of a
manifestation of a recognized disease
or condition, or for the relief of symp-
toms associated with a recognized dis-
ease or condition.

(i) This section must include the fol-
lowing information when the condi-
tions listed are applicable:

(A) If the drug is used for an indica-
tion only in conjunction with a pri-
mary mode of therapy (e.g., diet, sur-
gery, behavior changes, or some other
drug), a statement that the drug is in-
dicated as an adjunct to that mode of
therapy.

(B) If evidence is available to support
the safety and effectiveness of the drug
or biological product only in selected
subgroups of the larger population
(e.g., patients with mild disease or pa-
tients in a special age group), or if the
indication is approved based on a sur-
rogate endpoint under §314.510 or
§601.41 of this chapter, a succinct de-
scription of the limitations of useful-
ness of the drug and any uncertainty
about anticipated clinical benefits,
with reference to the ‘‘Clinical Stud-
ies”” section for a discussion of the
available evidence.

(C) If specific tests are necessary for
selection or monitoring of the patients
who need the drug (e.g., microbe sus-
ceptibility tests), the identity of such
tests.

(D) If information on limitations of
use or uncertainty about anticipated
clinical benefits is relevant to the rec-
ommended intervals between doses, to
the appropriate duration of treatment
when such treatment should be lim-
ited, or to any modification of dosage,
a concise description of the informa-
tion with reference to the more de-
tailed information in the ‘“‘Dosage and
Administration’ section.

(B) If safety considerations are such
that the drug should be reserved for
specific situations (e.g., cases refrac-
tory to other drugs), a statement of the
information.

(F) If there are specific conditions
that should be met before the drug is
used on a long term basis (e.g., dem-
onstration of responsiveness to the
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drug in a short term trial in a given pa-
tient), a statement of the conditions;
or, if the indications for long term use
are different from those for short term
use, a statement of the specific indica-
tions for each use.

(ii) If there is a common belief that
the drug may be effective for a certain
use or if there is a common use of the
drug for a condition, but the prepon-
derance of evidence related to the use
or condition shows that the drug is in-
effective or that the therapeutic bene-
fits of the product do not generally
outweigh its risks, FDA may require
that this section state that there is a
lack of evidence that the drug is effec-
tive or safe for that use or condition.

(iii) Any statements comparing the
safety or effectiveness of the drug with
other agents for the same indication
must, except for biological products, be
supported by substantial evidence de-
rived from adequate and well-con-
trolled studies as defined in §314.126(b)
of this chapter unless this requirement
is waived under §201.58 or §314.126(c) of
this chapter. For biological products,
such statements must be supported by
substantial evidence.

(iv) For drug products other than bio-
logical products, all indications listed
in this section must be supported by
substantial evidence of effectiveness
based on adequate and well-controlled
studies as defined in §314.126(b) of this
chapter unless the requirement is
waived under §201.58 or §314.126(c) of
this chapter. Indications or uses must
not be implied or suggested in other
sections of the labeling if not included
in this section.

(v) For biological products, all indi-
cations listed in this section must be
supported by substantial evidence of ef-
fectiveness. Indications or uses must
not be implied or suggested in other
sections of the labeling if not included
in this section.

(3) 2 Dosage and administration. (i)
This section must state the rec-
ommended dose and, as appropriate:

(A) The dosage range,

(B) An upper limit beyond which
safety and effectiveness have not been
established, or beyond which increas-
ing the dose does not result in increas-
ing effectiveness,
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(C) Dosages for each indication and
subpopulation,

(D) The intervals recommended be-
tween doses,

(E) The optimal method of titrating
dosage,

(F) The usual duration of treatment
when treatment duration should be
limited,

(G) Dosing recommendations based
on clinical pharmacologic data (e.g.,
clinically significant food effects),

(H) Modification of dosage needed be-
cause of drug interactions or in special
patient populations (e.g., in children,
in geriatric age groups, in groups de-
fined by genetic characteristics, or in
patients with renal or hepatic disease),

(I) Important considerations con-
cerning compliance with the dosage
regimen,

(J) Efficacious or toxic concentration
ranges and therapeutic concentration
windows of the drug or its metabolites,
if established and clinically signifi-
cant. Information on therapeutic drug
concentration monitoring (TDM) must
also be included in this section when
TDM is necessary.

(ii) Dosing regimens must not be im-
plied or suggested in other sections of
the labeling if not included in this sec-
tion.

(iii) Radiation dosimetry information
must be stated for both the patient re-
ceiving a radioactive drug and the per-
son administering it.

(iv) This section must also contain
specific direction on dilution, prepara-
tion (including the strength of the final
dosage solution, when prepared accord-
ing to instructions, in terms of milli-
grams of active ingredient per milli-
liter of reconstituted solution, unless
another measure of the strength is
more appropriate), and administration
of the dosage form, if needed (e.g., the
rate of administration of parenteral
drug in milligrams per minute; storage
conditions for stability of the reconsti-
tuted drug, when important; essential
information on drug incompatibilities
if the drug is mixed in vitro with other
drugs or diluents; and the following
verbatim statement for parenterals:
“Parenteral drug products should be
inspected visually for particulate mat-
ter and discoloration prior to adminis-
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tration, whenever solution and con-
tainer permit.”’)

(4) 3 Dosage forms and strengths. This
section must contain information on
the available dosage forms to which
the labeling applies and for which the
manufacturer or distributor is respon-
sible, including:

(i) The strength or potency of the
dosage form in metric system (e.g., 10
milligram tablets), and, if the apothe-
cary system is used, a statement of the
strength in parentheses after the met-
ric designation; and

(ii) A description of the identifying
characteristics of the dosage forms, in-
cluding shape, color, coating, scoring,
and imprinting, when applicable. The
National Drug Code number(s) for the
drug product must not be included in
this section.

(5) 4 Contraindications. This section
must describe any situations in which
the drug should not be used because
the risk of use (e.g., certain potentially
fatal adverse reactions) clearly out-
weighs any possible therapeutic ben-
efit. Those situations include use of the
drug in patients who, because of their
particular age, sex, concomitant ther-
apy, disease state, or other condition,
have a substantial risk of being harmed
by the drug and for whom no potential
benefit makes the risk acceptable.
Known hazards and not theoretical pos-
sibilities must be listed (e.g., if severe
hypersensitivity to the drug has not
been demonstrated, it should not be
listed as a contraindication). If no con-
traindications are known, this section
must state ‘“None.”

6) &5 Warnings and precautions. (i)
General. This section must describe
clinically significant adverse reactions
(including any that are potentially
fatal, are serious even if infrequent, or
can be prevented or mitigated through
appropriate use of the drug), other po-
tential safety hazards (including those
that are expected for the pharma-
cological class or those resulting from
drug/drug interactions), limitations in
use imposed by them (e.g., avoiding
certain concomitant therapy), and
steps that should be taken if they
occur (e.g., dosage modification). The
frequency of all clinically significant
adverse reactions and the approximate
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mortality and morbidity rates for pa-
tients experiencing the reaction, if
known and necessary for the safe and
effective use of the drug, must be ex-
pressed as provided under paragraph
(c)(7) of this section. In accordance
with §§314.70 and 601.12 of this chapter,
the labeling must be revised to include
a warning about a clinically significant
hazard as soon as there is reasonable
evidence of a causal association with a
drug; a causal relationship need not
have been definitely established. A spe-
cific warning relating to a use not pro-
vided for under the ‘‘Indications and
Usage” section may be required by
FDA in accordance with sections 201(n)
and 502(a) of the act if the drug is com-
monly prescribed for a disease or con-
dition and such usage is associated
with a clinically significant risk or
hazard.

(ii) Other special care precautions. This
section must contain information re-
garding any special care to be exer-
cised by the practitioner for safe and
effective use of the drug (e.g., pre-
cautions not required under any other
specific section or subsection).

(ii1) Monitoring: Laboratory tests. This
section must identify any laboratory
tests helpful in following the patient’s
response or in identifying possible ad-
verse reactions. If appropriate, infor-
mation must be provided on such fac-
tors as the range of normal and abnor-
mal values expected in the particular
situation and the recommended fre-
quency with which tests should be per-
formed before, during, and after ther-
apy.

(iv) Interference with laboratory tests.
This section must briefly note informa-
tion on any known interference by the
product with laboratory tests and ref-
erence the section where the detailed
information is presented (e.g., ‘“‘Drug
Interactions’ section).

(7T) 6 Adverse reactions. This section
must describe the overall adverse reac-
tion profile of the drug based on the en-
tire safety database. For purposes of
prescription drug labeling, an adverse
reaction is an undesirable effect, rea-
sonably associated with use of a drug,
that may occur as part of the pharma-
cological action of the drug or may be
unpredictable in its occurrence. This
definition does not include all adverse
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events observed during use of a drug,
only those adverse events for which
there is some basis to believe there is a
causal relationship between the drug
and the occurrence of the adverse
event.

(i) Listing of adverse reactions. This
section must list the adverse reactions
that occur with the drug and with
drugs in the same pharmacologically
active and chemically related class, if
applicable. The list or lists must be
preceded by the information necessary
to interpret the adverse reactions (e.g.,
for clinical trials, total number ex-
posed, extent and nature of exposure).

(ii) Categorization of adverse reactions.
Within a listing, adverse reactions
must be categorized by body system,
by severity of the reaction, or in order
of decreasing frequency, or by a com-
bination of these, as appropriate. With-
in a category, adverse reactions must
be listed in decreasing order of fre-
quency. If frequency information can-
not be reliably determined, adverse re-
actions must be listed in decreasing
order of severity.

(A) Clinical trials experience. This sec-
tion must list the adverse reactions
identified in clinical trials that oc-
curred at or above a specified rate ap-
propriate to the safety database. The
rate of occurrence of an adverse reac-
tion for the drug and comparators (e.g.,
placebo) must be presented, unless such
data cannot be determined or presen-
tation of comparator rates would be
misleading. If adverse reactions that
occurred below the specified rate are
included, they must be included in a
separate listing. If comparative rates
of occurrence cannot be reliably deter-
mined (e.g., adverse reactions were ob-
served only in the uncontrolled trial
portion of the overall safety database),
adverse reactions must be grouped
within specified frequency ranges as
appropriate to the safety database for
the drug (e.g., adverse reactions occur-
ring at a rate of less than 1/100, adverse
reactions occurring at a rate of less
than 1/5600) or descriptively identified,
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if frequency ranges cannot be deter-
mined. For adverse reactions with sig-
nificant clinical implications, the list-
ings must be supplemented with addi-
tional detail about the nature, fre-
quency, and severity of the adverse re-
action and the relationship of the ad-
verse reaction to drug dose and demo-
graphic characteristics, if data are
available and important.

(B) Postmarketing experience. This sec-
tion of the labeling must list the ad-
verse reactions, as defined in paragraph
(c)(7) of this section, that are identified
from domestic and foreign spontaneous
reports. This listing must be separate
from the listing of adverse reactions
identified in clinical trials.

(iii) Comparisons of adverse reactions
between drugs. For drug products other
than biological products, any claim
comparing the drug to which the label-
ing applies with other drugs in terms of
frequency, severity, or character of ad-
verse reactions must be based on ade-
quate and well-controlled studies as de-
fined in §314.126(b) of this chapter un-
less this requirement is waived under
§201.58 or §314.126(c) of this chapter.
For biological products, any such claim
must be based on substantial evidence.

(8) 7 Drug interactions. (i) This section
must contain a description of clinically
significant interactions, either ob-
served or predicted, with other pre-
scription or over-the-counter drugs,
classes of drugs, or foods (e.g., dietary
supplements, grapefruit juice), and spe-
cific practical instructions for pre-
venting or managing them. The mecha-
nism(s) of the interaction, if known,
must be briefly described. Interactions
that are described in the ‘‘Contra-
indications” or ‘“Warnings and Pre-
cautions’ sections must be discussed in
more detail under this section. Details
of drug interaction pharmacokinetic
studies that are included in the ‘““Clin-
ical Pharmacology’ section that are
pertinent to clinical use of the drug
must not be repeated in this section.

(ii) This section must also contain
practical guidance on known inter-
ference of the drug with laboratory
tests.

(9) 8 Use in specific populations. This
section must contain the following sub-
sections:
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(i) 8.1 Pregnancy. This subsection of
the labeling must contain the following
information in the following order
under the subheadings ‘‘Pregnancy Ex-
posure Registry,” “Risk Summary,”
““Clinical Considerations,” and ‘‘Data’:

(A) Pregnancy exposure registry. If
there is a scientifically acceptable
pregnancy exposure registry for the
drug, contact information needed to
enroll in the registry or to obtain in-
formation about the registry must be
provided following the statement:
“There is a pregnancy exposure reg-
istry that monitors pregnancy out-
comes in women exposed to (name of
drug) during pregnancy.”’

(B) Risk summary. The Risk Summary
must contain risk statement(s) based
on data from all relevant sources
(human, animal, and/or pharmacologic)
that describe, for the drug, the risk of
adverse developmental outcomes (i.e.,
structural abnormalities, embryo-fetal
and/or infant mortality, functional im-
pairment, alterations to growth). When
multiple data sources are available,
the statements must be presented in
the following order: Human, animal,
pharmacologic. The source(s) of the
data must be stated. The labeling must
state the percentage range of live
births in the TUnited States with a
major birth defect and the percentage
range of pregnancies in the United
States that end in miscarriage, regard-
less of drug exposure. If such informa-
tion is available for the population(s)
for which the drug is labeled, it must
also be included. When use of a drug is
contraindicated during pregnancy, this
information must be stated first in the
Risk Summary. When applicable, risk
statements as described in paragraphs
©)93E)@B)I) and (2) of this section
must include a cross-reference to addi-
tional details in the relevant portion of
the ‘‘Data’ subheading in the ‘‘Preg-
nancy’ subsection of the labeling. If
data demonstrate that a drug is not
systemically absorbed following a par-
ticular route of administration, the
Risk Summary must contain only the
following statement: ‘‘(Name of drug) is
not absorbed systemically following
(route of administration), and mater-
nal use is not expected to result in
fetal exposure to the drug.”
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(1) Risk statement based on human
data. When human data are available
that establish the presence or absence
of any adverse developmental out-
come(s) associated with maternal use
of the drug, the Risk Summary must
summarize the specific developmental
outcome(s); their incidence; and the ef-
fects of dose, duration of exposure, and
gestational timing of exposure. If
human data indicate that there is an
increased risk for a specific adverse de-
velopmental outcome in infants born
to women exposed to the drug during
pregnancy, this risk must be quan-
titatively compared to the risk for the
same outcome in infants born to
women who were not exposed to the
drug but who have the disease or condi-
tion for which the drug is indicated to
be used. When risk information is not
available for women with the disease or
condition for which the drug is indi-
cated, the risk for the specific outcome
must be compared to the rate at which
the outcome occurs in the general pop-
ulation. The Risk Summary must state
when there are no human data or when
available human data do not establish
the presence or absence of drug-associ-
ated risk.

(2) Risk statement based on animal
data. When animal data are available,
the Risk Summary must summarize
the findings in animals and based on
these findings, describe, for the drug,
the potential risk of any adverse devel-
opmental outcome(s) in humans. This
statement must include: The number
and type(s) of species affected, timing
of exposure, animal doses expressed in
terms of human dose or exposure
equivalents, and outcomes for pregnant
animals and offspring. When animal
studies do not meet current standards
for nonclinical developmental toxicity
studies, the Risk Summary must so
state. When there are no animal data,
the Risk Summary must so state.

(3) Risk statement based on pharma-
cology. When the drug has a well-under-
stood mechanism of action that may
result in adverse developmental out-
come(s), the Risk Summary must ex-
plain the mechanism of action and the
potential associated risks.

(C) Clinical considerations. Under the
subheading ‘‘Clinical Considerations,”
the labeling must provide relevant in-
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formation, to the extent it is available,
under the headings ‘‘Disease-associated
maternal and/or embryo/fetal risk,”
“Dose adjustments during pregnancy
and the postpartum period,” ‘‘Maternal

adverse reactions,” ‘‘Fetal/Neonatal
adverse reactions,” and ‘‘Labor or de-
livery’’:

(1) Disease-associated maternal and/or
embryo/fetal risk. If there is a serious
known or potential risk to the preg-
nant woman and/or the embryo/fetus
associated with the disease or condi-
tion for which the drug is indicated to
be used, the labeling must describe the
risk.

(2) Dose adjustments during pregnancy
and the postpartum period. If there are
pharmacokinetic data that support
dose adjustment(s) during pregnancy
and the postpartum period, a summary
of this information must be provided.

(3) Maternal adverse reactions. If use of
the drug is associated with a maternal
adverse reaction that is unique to preg-
nancy or if a known adverse reaction
occurs with increased frequency or se-
verity in pregnant women, the labeling
must describe the adverse reaction and
available intervention(s) for moni-
toring or mitigating the reaction. The
labeling must describe, if known, the
effect of dose, timing, and duration of
exposure on the risk to the pregnant
woman of experiencing the adverse re-
action.

(4) Fetal/Neonatal adverse reactions. If
it is known or anticipated that treat-
ment of the pregnant woman increases
or may increase the risk of an adverse
reaction in the fetus or neonate, the la-
beling must describe the adverse reac-
tion, the potential severity and revers-
ibility of the adverse reaction, and
available intervention(s) for moni-
toring or mitigat