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

(b) The labeling shall be informative
and accurate and neither promotional
in tone nor false or misleading in any
particular.

(c) The labeling shall 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
shall be identified as such and included
with human data in the appropriate
section of the labeling, headings for
which are listed in paragraph (d) of this
section.

(d)(1) The labeling shall contain spe-
cific information required under §201.57
under the following section headings
and in the following order:

Description.

Clinical Pharmacology.
Indications and Usage.
Contraindications.
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
§201.57 (1) and (m):

Animal Pharmacology and/or Animal Toxi-
cology.

Clinical Studies.

References.

(3) The labeling may omit any sec-
tion or subsection of the labeling for-
mat if clearly inapplicable.

(4) The labeling may contain a
“Product Title"" section preceding the
“‘Description’’ section and containing
only the information required by
§201.57(a)(1) (). (i), (iii). and (iv) and
§201.100(e). The information required
by §201.57(a)(1)(i), (i), (iii), and (iv)
shall appear in the ‘‘Description’ sec-
tion of the labeling, whether or not it
also appears in a ‘‘Product Title.”
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(e) The labeling shall contain the
date of the most recent revision of the
labeling, identified as such, placed
prominently immediately after the last
section of the labeling.

[44 FR 37462, June 26, 1979]

§201.57 Specific requirements on con-
tent and format of labeling for
human prescription drugs.

Each section heading listed in
§201.56(d), if not omitted under
§201.56(d)(3), shall contain the fol-
lowing information in the following
order:

(a) Description. (1) Under this section
heading, the labeling shall contain:

(i) The proprietary name and the es-
tablished name, if any, as defined in
section 502(e)(2) of the act, of the drug;

(ii) The type of dosage form and the
route of administration to which the
labeling applies;

(iii) The same qualitative and/or
quantitative ingredient information as
required under §201.100(b) for labels;

(iv) If the product is sterile, a state-
ment of that fact;

(v) The pharmacological or thera-
peutic class of the drug;

(vi) The chemical name and struc-
tural formula of the drug;

(vii) If the product is radioactive, a
statement of the important nuclear
physical characteristics, such as the
principal radiation emission data, ex-
ternal radiation, and physical decay
characteristics. )

(2) If appropriate, other important
chemical or physical information, such
as physical constants, or pH, shall be
stated.

(b) Clinical Pharmacology. (1) Under
this section heading, the labeling shall
contain a concise factual summary of
the clinical pharmacology and actions
of the drug in humans. The summary
may include information based on in
vitro and/or animal data if the infor-
mation is essential to a description of
the biochemical and/or physiological
mode of action of the drug or is other-
wise pertinent to human therapeutics.
Pharmacokinetic information that is
important to safe and effective use of
the drug is required, if known, e.g., de-
gree and rate of absorption, pathways
of biotransformation, percentage of
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dose as unchanged drug and metabo-
lites, rate or half-time of elimination,
concentration in body fluids associated
with therapeutic and/or toxic effects,
degree of binding to plasma proteins,
degree of uptake by a particular organ
or in the fetus, and passage across the
blood brain barrier. Inclusion of phar-

macokinetic information is restricted.

to that which relates to clinical use of
the drug. If the pharmacological mode
of action of the drug is unknown or if
important metabolic or pharmaco-
kinetic data in humans are unavail-
able, the labeling shall contain a state-
ment about the lack of information.

(2) Data that demonstrate activity or
effectiveness in in vitro or animal tests
and that have not been shown by ade-
quate and well-controlled clinical stud-
ies to be pertinent to clinical use may
be included under this section of the la-
beling only under the following cir-
cumstances:

(i) In vitro data for anti-infective
drugs may be included if the data are
immediately preceded by the state-
ment ‘‘The following in vitro data are
available but their clinical significance
is unknown.”’

(ii) For other classes of drugs, in
vitro and animal data that have not
been shown by adequate and well-con-
trolled clinical studies, as defined in
§314.126(b) of this chapter, to be perti-
nent to clinical use may be used only if
a waiver is granted under §201.58 or
§314.126(b) of this chapter.

(c) Indications and Usage. (1) Under
this section heading, the labeling shall
state that:

(i) The drug is indicated in the treat-
ment, prevention, or diagnosis of a rec-
ognized disease or condition, e.g., peni-
cillin is indicated for the treatment of
pneumonia due to susceptible
pneumococci; and/or

(ii) The drug is indicated for the
treatment, prevention, or diagnosis of
an important manifestation of a dis-
ease or condition, e.g., chlorothiazide
is indicated for the treatment of edema
in patients with congestive heart fail-
ure; and/or

(iii) The drug is indicated for the re-
lief of symptoms associated with a dis-
ease or syndrome, e.g.
chlorpheniramine is indicated for the
symptomatic relief of nasal congestion
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in patients with vasomotor rhinitis;
and/or

(iv) The drug, if used for a particular
indication only in conjuction with a
primary mode of therapy, e.g., diet,
surgery, or some other drug, is an ad-
Jjunct to the mode of therapy.

(2) All indications shall 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(b) of
this chapter.

(3) This section of the labeling shall
also contain the following additional
information:

(i) If evidence is available to support
the safety and effectiveness of the drug
only in selected subgroups of the larger
population with a disease, syndrome,
or symptom under consideration, e.g.,
patients with mild disease or patients
in a special age group, the labeling
shall describe the available evidence
and state the limitations of usefulness
of the drug. The labeling shall also
identify specific tests needed for selec-
tion or monitoring of the patients who
need the drug, e.g., microbe suscepti-
bility tests. Information on the approx-
imate kind, degree, and duration of im-
provement to be anticipated shall be
stated if available and shall be based
on substantial evidence derived from
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(b) of this chapter. If
the information is relevant to the rec-
ommended intervals between doses, the
usual duration of treatment, or any
modification of dosage, it shall be stat-
ed in the "'Dosage and Administration’
section of the labeling and referenced
in this section.

(ii) If safety considerations are such
that the drug should be reserved for
certain situations, e.g., cases refrac-
tory to other drugs, this information
shall be stated in this section.

(iii) 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
drug in a short-term trial, the labeling
shall identify the conditions; or, if the
indications for long-term use are dif-
ferent from those for short-term use,
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the labeling shall identify the specific
indications for each use.

(iv) 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, the Food and Drug Adminis-’

tration may require that the labeling
state that there is a lack of evidence
that the drug is effective for that use
or condition.

(v) Any statements comparing the
safety or effectiveness, either greater
or less, of the drug with other agents
for the same indication shall be sup-
ported by adequate and well-controlled
studies as defined in §314.126(b) of this
chapter unless this requirement is
waived under §201.58 or §314.126(b) of
this chapter.

(d) Contraindications. Under this sec-
tion heading, the labeling shall de-
scribe those situations in which the
drug should not be used because the
risk of use clearly outweighs any pos-
sible benefit. These situations include
administration of the drug to patients
known to have a hypersensitivity to it;
use of the drug in patients who, be-
cause of their particular age, sex, con-
comitant therapy, disease state, or
other condition, have a substantial
risk of being harmed by it; or contin-
ued use of the drug in the face of an un-
acceptably hazardous adverse reaction.
Known hazards and not theoretical pos-
sibilities shall be listed, e.g., if hyper-
sensitivity to the drug has not been
demonstrated, it should not be listed as
a contraindication. If no contraindica-
tions are known, this section of the la-
beling shall state ‘‘None known.”

(e) Warnings. Under this section head-
ing, the labeling shall describe serious
adverse reactions and potential safety
hazards, limitations in use imposed by
them, and steps that should be taken if
they occur. The labeling shall be re-
vised to include a warning as soon as
there is reasonable evidence of an asso-
ciation of a serious hazard with a drug;
a causal relationship need not have
been proved. A specific warning relat-
ing to a use not provided for under the
“Indications and Usage'’ section of the
labeling may be required by the Food
and Drug Administration if the drug is
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commonly prescribed for a disease or
condition, and there is lack of substan-
tial evidence of effectivenes for that
disease or condition, and such usage is
associated with serious risk or hazard.
Special problems, particularly those
that may lead to death or serious in-
Jjury, may be required by the Food and
Drug Administration to be placed in a
prominently displayed box. The boxed
warning ordinarily shall be based on
clinical data, but serious animal tox-
icity may also be the basis of a boxed
warning in the absence of clinical data.
If a boxed warning is required, its loca-
tion will be specified by the Food and
Drug Administration. The frequency of
these serious adverse reactions and, if
known, the approximate mortality and
morbidity rates for patients sustaining
the reaction, which are important to
safe and effective use of the drug, shall
be expressed as provided under the
“"Adverse Reactions’ section of the la-
beling.

() Precautions. Under this section
heading, the labeling shall contain the
following subsections as appropriate
for the drug:

(1) General. This subsection of the la-
beling shall 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 of the la-
beling.

(2) Information for patients. This sub-
section of the labeling shall contain in-
formation to be given to patients for
safe and effective use of the drug, e.g.,
precautions concerning driving or the
concomitant use of other substances
that may have harmful additive ef-
fects. Any printed patient information
or Medication Guide required under
this chapter to be distributed to the
patient shall be referred to under the
“Precautions’ section of the labeling
and the full text of such patient infor-
mation or Medication Guide shall be
reprinted at the end of the labeling.
The print size requirements for the
Medication Guide set forth in §208.20 of
this chapter, however, do not apply to
the Medication Guide that is reprinted
in the professional labeling.
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(3) Laboratory tests. This subsection of
the labeling shall identify any labora-
tory tests that may be helpful in fol-
lowing the patient’'s response or in
identifying possible adverse reactions.
If appropriate, information shall be
provided on such factors as the range
of normal and abnormal values ex-
pected in the particular situation and-
the recommended frequency with
which tests should be done before, dur-
ing, and after therapy.

(4)(i) Drug interactions. This sub-
section of the labeling shall contain
specific practical guidance for the phy-
sician on preventing clinically signifi-
cant drug/drug and drug/food inter-
actions that may occur in vivo in pa-
tients taking the drug. Specific drugs
or classes of drugs with which the drug
to which the labeling applies may
interact in vivo shall be identified, and
the mechanism(s) of the interaction
shall be briefly described. Information
in this subsection of the labeling shall
be limited to that pertaining to clin-
ical use of the drug in patients. Drug
interactions supported only by animal
or in vitro experiments may not ordi-
narily be included, but animal or in
vitro data may be used if shown to be
clinically relevant. Drug incompati-
bilities, i.e., drug interactions that
may occur when drugs are mixed in
vitro, as in a solution for intravenous
administration, shall be discussed
under the ‘‘Dosage and Administra-
tion” section of the labeling rather
than under this subsection of the label-
ing.

(ii) Drug/laboratory test interactions.
This subsection of the labeling shall
contain practical guidance on known
interference of the drug with labora-
tory tests.

(5) Carcinogenesis, mutagenesis, impair-
ment of fertility. This subsection of the
labeling shall state whether long-term
studies in animals have been performed
to evaluate carcinogenic potential and,
if so, the species and results. If repro-
duction studies or other data in ani-
mals reveal a problem or potential
problem concerning mutagenesis or im-
pairment of fertility in either males or
females, the information shall be de-
scribed. Any precautionary statement
on these topics shall include practical,
relevant advice to the physician on the
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significance of these animal findings. If
there is evidence from human data that
the drug may be carcinogenic or muta-
genic or that it impairs fertility, this
information shall be included under the
“"Warnings'' section of the labeling.
Also, under ‘‘Precautions,” the label-
ing shall state: “See ‘Warnings' section
for information on carcinogenesis,
mutagenesis, and impairment of fer-
tility."”

(6) Pregnancy. This subsection of the
labeling may be omitted only if the
drug is not absorbed systemically and
the drug is not known to have a poten-
tial for indirect harm to the fetus. For
all other drugs, this subsection of the
labeling shall contain the following in-
formation:

(i) Teratogenic effects. Under this
heading the labeling shall identify one
of the following categories that applies
to the drug, and the labeling shall bear
the statement required under the cat-
egory:

(a) Pregnancy category A. If adequate
and well-controlled studies in pregnant
women have failed to demonstrate a
risk to the fetus in the first trimester
of pregnancy (and there is no evidence
of a risk in later trimesters), the label-
ing shall state: "Pregnancy Category
A. Studies in pregnant women have not
shown that (name of drug) increases the
risk of fetal abnormalities if adminis-
tered during the first (second, third, or
all) trimester(s) of pregnancy. If this
drug is used during pregnancy, the pos-
sibility of fetal harm appears remote.
Because studies cannot rule out the
possibility of harm, however, (name of
drug) should be used during pregnancy
only if clearly needed.” The labeling
shall also contain a description of the
human studies. If animal reproduction
studies are available and they fail to
demonstrate a risk to the fetus, the la-
beling shall also state: ‘‘Reproduction
studies have been performed in (kinds
of animal(s)) at doses up to (x) times the
human dose and have revealed no evi-
dence of impaired fertility or harm to
the fetus due to (name of drug).” The
labeling shall also contain a descrip-
tion of available data on the effect of
the drug on the later growth, develop-
ment, and functional maturation of the
child.
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(b) Pregnancy category B. If animal re-
production studies have failed to dem-
onstrate a risk to the fetus and there
are no adequate and well-controlled
studies in pregnant women, the label-
ing shall state: "Pregnancy Category
B. Reproduction studies have been per-

formed in (kind(s) of animal(s)) at doses

up to (x) times the human dose and
have revealed no evidence of impaired
fertility or harm to the fetus due to
(name of drug). There are, however, no
adequate and well-controlled studies in
pregnant women. Because animal re-
production studies are not always pre-
dictive of human response, this drug
should be used during pregnancy only
if clearly needed.” If animal reproduc-
tion studies have shown an adverse ef-
fect (other than decrease in fertility),
but adequate and well-controlled stud-
ies in pregnant women have failed to
demonstrate a risk to the fetus during
the first trimester of pregnancy (and
there is no evidence of a risk in later
trimesters), the labeling shall state:
“Pregnancy Category B. Reproduction
studies in (kind(s) of animal(s)) have
shown (describe findings) at (x) times
the human dose. Studies in pregnant
women, however, have not shown that
(name of drug) increases the risk of ab-
normalities when administered during
the first (second, third, or all) tri-
mester(s) of pregnancy. Despite the
animal findings, it would appear that
the possibility of fetal harm is remote,
if the drug is used during pregnancy.
Nevertheless, because the studies in
humans cannot rule out the possibility
of harm, (name of drug) should be used
during pregnancy only if clearly need-
ed.” The labeling shall also contain a
description of the human studies and a
description of available data on the ef-
fect of the drug on the later growth,
development, and functional matura-
tion of the child.

(6) Pregnancy category C. If animal re-
production studies have shown an ad-
verse effect on the fetus, if there are no
adequate and well-controlled studies in
humans, and if the benefits from the
use of the drug in pregnant women may
be acceptable despite its potential
risks, the labeling shall state: ‘‘Preg-
nancy Category C. (Name of drug) has
been shown to be teratogenic (or to
have an embryocidal effect or other ad-
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verse effect) in (name(s) of species) when
given in doses (x) times the human
dose. There are no adequate and well-
controlled studies in pregnant women.
(Name of drug) should be used during
pregnancy only if the potential benefit
Jjustifies the potential risk to the
fetus.”” The labeling shall contain a de-
scription of the animal studies. If there
are no animal reproduction studies and
no adequate and well-controlled studies
in humans, the labeling shall state:
"Pregnancy Category C. Animal repro-
duction studies have not been con-
ducted with (name of drug). It is also
not known whether (name of drug) can
cause fetal harm when administered to
a pregnant woman or can affect repro-
duction capacity. (Name of drug) should
be given to a pregnant woman only if
clearly needed.”” The labeling shall
contain a description of any available
data on the effect of the drug on the
later growth, development, and func-
tional maturation of the child.

(d) Pregnancy category D. If there is
positive evidence of human fetal risk
based on adverse reaction data from in-
vestigational or marketing experience
or studies in humans, but the potential
benefits from the use of the drug in
pregnant women may be acceptable de-
spite its potential risks (for example, if
the drug is needed in a life-threatening
situation or serious disease for which
safer drugs cannot be used or are inef-
fective), the labeling shall state:
"Pregnancy Category D. See ‘Warn-
ings’ section.” Under the ‘Warnings”
section, the labeling states: ‘‘(Name of
drug) can cause fetal harm when ad-
ministered to a pregnant woman.
(Describe the human data and any perti-
nent animal data.) If this drug is used
during pregnancy, or if the patient be-
comes pregnant while taking this drug,
the patient should be apprised of the
potential hazard to the fetus.”

(e) Pregnancy category X. If studies in
animals or humans have demonstrated
fetal abnormalities or if there is posi-
tive evidence of fetal risk based on ad-
verse reaction reports from investiga-
tional or marketing experience, or
both, and the risk of the use of the
drug in a pregnant woman clearly out-
weighs any possible benefit (for exam-
ple, safer drugs or other forms of ther-
apy are available), the labeling shall
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state: ‘‘Pregnancy Category X. See
‘Contraindications’ section.”” Under
“Contraindications,” the labeling shall
state: “‘(Name of drug) may (can) cause
fetal harm when administered to a
pregnant woman. (Describe the human
data and any pertinant animal data.)
(Name of drug) is contraindicated in

women who are or may become preg-’

nant. If this drug is used during preg-
nancy, or if the patient becomes preg-
nant while taking this drug, the pa-
tient should be apprised of the poten-
tial hazard to the fetus.”

(ii) Nonteratogenic effects. Under this
heading the labeling shall contain
other information on the drug’s effects
on reproduction and the drug’s use dur-
ing pregnancy that is not required spe-
cifically by one of the pregnancy cat-
egories, if the information is relevant
to the safe and effective use of the
drug. Information required under this
heading shall include nonteratogenic
effects in the fetus or newborn infant
(for example, withdrawal symptoms or
hypoglycemia) that may occur because
of a pregnant woman's chronic use of
the drug for a preexisting condition or
disease.

(7) Labor and delivery. If the drug has
a recognized use during labor or deliv-
ery (vaginal or abdominal delivery),
whether or not the use is stated in the
indications section of the labeling, this
subsection of the labeling shall de-
scribe the available information about
the effect of the drug on the mother
and the fetus, on the duration of labor
or delivery, on the possibility that for-
ceps delivery or other intervention or
resuscitation of the newborn will be
necessary, and the effect of the drug on
the later growth, development, and
functional maturation of the child. If
any information required under this
subsection is unknown, this subsection
of the labeling shall state that the in-
formation is unknown.

(8) Nursing mothers. (i) If a drug is ab-
sorbed systemically, this subsection of
the labeling shall contain, if known, in-
formation about excretion of the drug
in human milk and effects on the nurs-
ing infant. Pertinent adverse effects
observed in animal offspring shall be
described.

(ii) If a drug is absorbed systemically
and is known to be excreted in human
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milk, this subsection of the labeling
shall contain one of the following
statements, as appropriate. If the drug
is associated with serious adverse reac-
tions or if the drug has a known
tumorigenic potential, the labeling
shall state: ‘'‘Because of the potential
for serious adverse reactions in nursing
infants from (name of drug) (or, '‘Be-
cause of the potential for
tumorigenicity shown for (name of
drug) in (animal or human) studies), a
decision should be made whether to
discontinue nursing or to discontinue
the drug, taking into account the im-
portance of the drug to the mother." If
the drug is not associated with serious
adverse reactions and does not have a
known tumorigenic potential, the la-
beling shall state: ‘‘Caution should be
exercised when (name of drug) is admin-
istered to a nursing woman."”’

(iii) If a drug is absorbed system-
ically and information on excretion in
human milk is unknown, this sub-
section of the labeling shall contain
one of the following statements, as ap-
propriate. If the drug is associated with
serious adverse reactions or has a
known tumorigenic potential, the la-
beling shall state: "It is not known
whether this drug is excreted in human
milk. Because many drugs are excreted
in human milk and because of the po-
tential for serious adverse reactions in
nursing infants from (name of drug) (or,
““Because of the potential for
tumorigenicity shown for (name of
drug) in (animal or human) studies), a
decision should be made whether to
discontinue nursing or to discontinue
the drug, taking into account the im-
portance of the drug to the mother.”" If
the drug is not associated with serious
adverse reactions and does not have a
known tumorigenic potential, the la-
beling shall state: ‘It is not known
whether this drug is excreted in human
milk. Because many drugs are excreted
in human milk, caution should be exer-
cised when (name of drug) is adminis-
tered to a nursing woman."’

(9) Pediatric use. (i) Pediatric popu-
lation(s)/pediatric patient(s): For the
purposes of paragraphs Q) 3Gi)
through (f)(9)(viii) of this setion, the
terms pediatric population(s) and pedi-
atric patient(s) are defined as the pedi-
atric age group, from birth to 16 years,
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including age groups often called neo-
nates, infants, children, and adoles-
cents.

(ii) If there is a specific pediatric in-
dication (i.e., an indication different
from those approved for adults) that is
supported by adequate and well-con-
trolled studies in the pediatric popu-

lation, it shall be described under the’

“Indications and Usage’’ section of the
labeling, and appropriate pediatric dos-
age information shall be given under
the “‘Dosage and Administration’’ sec-
tion of the labeling. The ‘‘Pediatric
use’’ subsection shall cite any limita-
tions on the pediatric indication, need
for specific monitoring, specific haz-
ards associated with use of the drug in
any subsets of the pediatric population
(e.g.. neonates), differences between pe-
diatric and adult responses to the drug,
and other information related to the
safe and effective pediatric use of the
drug. Data summarized in this sub-
section of the labeling should be dis-
cussed in more detail, if appropriate,
under the “*Clinical Pharmacology’' or
“Clinical Studies’ section. As appro-
priate, this information shall also be
contained in the ‘‘Contraindications,”
“Warnings,” and elsewhere in the
“‘Precautions’’ sections.

(iii) If there are specific statements
on pediatric use of the drug for an indi-
cation also approved for adults that are
based on adequate and well-controlled
studies in the pediatric population,
they shall be summarized in the “‘Pedi-
atric use’’ subsection of the labeling
and discussed in more detail, if appro-

priate, under the *‘Clinical Pharma-
cology’” and ‘‘Clinical Studies” sec-
tions. Appropriate pediatric dosage

shall be given under the “Dosage and
Administration’’ section of the label-
ing. The ‘‘Pediatric use'’ subsection of
the labeling shall also cite any limita-
tions on the pediatric use statement,
need for specific monitoring, specific
hazards associated with use of the drug
in any subsets of the pediatric popu-
lation (e.g.. neonates), differences be-
tween pediatric and adult responses to
the drug. and other information related
to the safe and effective pediatric use
of the drug. As appropriate, this infor-
mation shall also be contained in the
“Contraindications,” ““Warnings,”” and
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elsewhere in the ‘‘Precautions’
tions.

(iv) FDA may approve a drug for pe-
diatric use based on adequate and well-
controlled studies in adults, with other
information supporting pediatric use.
In such cases, the agency will have
concluded that the course of the dis-
ease and the effects of the drug, both
beneficial and adverse, are sufficiently
similar in the pediatric and adult popu-
lations to permit extrapolation from
the adult efficacy data to pediatric pa-
tients. The additional information sup-
porting pediatric use must ordinarily
include data on the pharmacokinetics
of the drug in the pediatric population
for determination of appropriate dos-
age. Other information, such as data
from pharmacodynamic studies of the
drug in the pediatric population, data
from other studies supporting the safe-
ty or effectiveness of the drug in pedi-
atric patients, pertinent premarketing
or postmarketing studies or experi-
ence, may be necessary to show that
the drug can be used safely and effec-
tively in pediatric patients. When a
drug is approved for pediatric use based
on adequate and well-controlled studies
in adults with other information sup-
porting pediatric use, the ‘‘Pediatric
use’’ subsection of the labeling shall
contain either the following statement,
or a reasonable alternative: ‘“The safe-
ty and effectiveness of (drug name) have
been established in the age groups __ to
__ (note any limitations, e.g., no data
for pediatric patients under 2, or only
applicable to certain indications ap-
proved in adults). Use of (drug name) in
these age groups is supported by evi-
dence from adequate and well-con-
trolled studies of (drug name) in adults
with additional data (insert wording
that accurately describes the data sub-
mitted to support a finding of substan-
tial evidence of effectiveness in the pe-
diatric population).” Data summarized
in the preceding prescribed statement
in this subsection of the labeling shall
be discussed in more detail, if appro-
priate, under the '‘Clinical Pharma-
cology’’ or the "‘Clinical Studies’ sec-
tion. For example, pediatric pharmaco-
kinetic or pharmacodynamic studies
and dose-response information should

sec-
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be described in the ‘‘Clinical Pharma-
cology’ section. Pediatric dosing in-
structions shall be included in the
“"Dosage and Administration’ section
of the labeling. Any differences be-
tween pediatric and adult responses,
need for specific monitoring, dosing ad-
Jjustments, and any other information

related to safe and effective use of the-

drug in pediatric patients shall be cited
briefly in the ‘‘Pediatric use’ sub-
section and, as appropriate, in the
“‘Contraindications,"” “‘Warnings,"”
“Precautions,” and ‘‘Dosage and Ad-
ministration’’ sections.

(v) If the requirements for a finding
of substantial evidence to support a pe-
diatric indication or a pediatric use
statement have not been met for a par-
ticular pediatric population, the ‘'Pedi-
atric use'’ subsection of the labeling
shall contain an appropriate statement
such as "‘Safety and effectiveness in pe-
diatric patients below the age of (_)
have not been established.”” If use of
the drug in this pediatric population is
associated with a specific hazard, the
hazard shall be described in this sub-
section of the labeling, or, if appro-
priate, the hazard shall be stated in the
“Contraindications’” or ‘‘Warnings”
section of the labeling and this sub-
section shall refer to it.

(vi) If the requirements for a finding
of substantial evidence to support a pe-
diatric indication or a pediatric use
statement have not been met for any
pediatric population, this subsection of
the labeling shall contain the following
statement: "‘Safety and effectiveness in
pediatric patients have not been estab-
lished."" If use of the drug in premature
or neonatal infants, or other pediatric
subgroups, is associated with a specific
hazard, the hazard shall be described in
this subsection of the labeling, or, if
appropriate, the hazard shall be stated
in the "‘Contraindications’” or ‘‘Warn-
ings’’ section of the labeling and this
subsection shall refer to it.

(vii) If the sponsor believes that none
of the statements described in para-
graphs (f) (9)(ii) through () (9) (vi) of this
section is appropriate or relevant to
the labeling of a particular drug, the
sponsor shall provide reasons for omis-
sion of the statements and may pro-
pose alternative statement(s). FDA
may permit use of an alternative state-
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ment if FDA determines that no state-
ment described in those paragraphs is
appropriate or relevant to the drug's
labeling and that the alternative state-
ment is accurate and appropriate.

(viii) If the drug product contains one
or more inactive ingredients that
present an increased risk of toxic ef-
fects to neonates or other pediatric
subgroups, a special note of this risk
shall be made, generally in the *‘Con-
traindications,” ‘“‘Warnings,”” or ‘‘Pre-
cautions'’ section.

(10) Geriatric use. (i) A specific geri-
atric indication, if any, that is sup-
ported by adequate and well-controlled
studies in the geriatric population
shall be described under the ‘‘Indica-
tions and Usage'’ section of the label-
ing, and appropriate geriatric dosage
shall be stated under the "‘Dosage and
Administration” section of the label-
ing. The ‘‘Geriatric use’ subsection
shall cite any limitations on the geri-
atric indication, need for specific moni-
toring, specific hazards associated with
the geriatric indication, and other in-
formation related to the safe and effec-
tive use of the drug in the geriatric
population. Unless otherwise noted, in-
formation contained in the ‘'Geriatric
use’’ subsection of the labeling shall
pertain to use of the drug in persons 65
years of age and older. Data summa-
rized in this subsection of the labeling
shall be discussed in more detail, if ap-
propriate, under ‘‘Clinical Pharma-
cology' or the "“Clinical Studies’ sec-
tion. As appropriate, this information
shall also be contained in ‘‘Contra-
indications,” ‘“‘Warnings,” and else-
where in '‘Precautions.”

(ii) Specific statements on geriatric
use of the drug for an indication ap-
proved for adults generally, as distin-
guished from a specific geriatric indi-
cation, shall be contained in the *'Geri-
atric use’ subsection and shall reflect
all information available to the spon-
sor that is relevant to the appropriate
use of the drug in elderly patients. This
information includes detailed results
from controlled studies that are avail-
able to the sponsor and pertinent infor-
mation from well-documented studies
obtained from a literature search. Con-
trolled studies include those that are
part of the marketing application and
other relevant studies available to the
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sponsor that have not been previously
submitted in the investigational new
drug application, new drug application,
biological license application, or a sup-
plement or amendment to one of these
applications (e.g., postmarketing stud-
ies or adverse drug reaction reports).
The ‘‘Geriatric use’
contain the following statement(s) or
reasonable alternative, as applicable,
taking into account available informa-
tion:

(A) If clinical studies did not include
sufficient numbers of subjects aged 65
and over to determine whether elderly
subjects respond differently from
younger subjects, and other reported
clinical experience has not identified
such differences, the ‘‘Geriatric use’
subsection shall include the following
statement:

“Clinical studies of (name of drug) did not
include sufficient numbers of subjects aged
65 and over to determine whether they re-
spond differently from younger subjects.
Other reported clinical experience has not
identified differences in responses between
the elderly and younger patients. In general,
dose selection for an elderly patient should
be cautious, usually starting at the low end
of the dosing range, reflecting the greater
frequency of decreased hepatic, renal, or car-
diac function, and of concomitant disease or
other drug therapy.”

(B) If clinical studies (including stud-
ies that are part of marketing applica-
tions and other relevant studies avail-
able to the sponsor that have not been
submitted in the sponsor’s applica-
tions) included enough elderly subjects
to make it likely that differences in
safety or effectiveness between elderly
and younger subjects would have been
detected, but no such differences (in
safety or effectiveness) were observed,
and other reported clinical experience
has not identified such differences, the
“‘Geriatric use'’ subsection shall con-
tain the following statement:

Of the total number of subjects in clinical
studies of (name of drug), __ percent were 65
and over, while __ percent were 75 and over.
(Alternatively, the labeling may state the
total number of subjects included in the
studies who were 65 and over and 75 and
over.) No overall differences in safety or ef-
fectiveness were observed between these sub-
Jjects and younger subjects, and other re-
ported clinical experience has not identified
differences in responses between the elderly

subsection shall.
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and younger patients, but greater sensitivity
of some older individuals cannot be ruled
out.

(C) If evidence from clinical studies
and other reported clinical experience
available to the sponsor indicates that
use of the drug in elderly patients is
associated with differences in safety or
effectiveness, or requires specific moni-
toring or dosage adjustment, the
“Geriatric use’’ subsection of the label-
ing shall contain a brief description of
observed differences or specific moni-
toring or dosage requirements and, as
appropriate, shall refer to more de-
tailed discussions in the ‘‘Contra-
indications,” “Warnings,” ‘‘Dosage and
Administration,” or other sections of
the labeling.

(iif) (A) If specific pharmacokinetic or
pharmacodynamic studies have been
carried out in the elderly, they shall be
described briefly in the “Geriatric use”
subsection of the labeling and in detail
under the “Clinical Pharmacology’’
section. The “Clinical Pharmacology’’
section and “Drug interactions’ sub-
section of the ''Precautions’’ section
ordinarily contain information on
drug-disease and drug-drug inter-
actions that is particularly relevant to
the elderly, who are more likely to
have concomitant illness and to utilize
concomitant drugs.

(B) If a drug is known to be substan-
tially excreted by the kidney, the
“Geriatric use” subsection shall in-
clude the statement:

““This drug is known to be substantially ex-
creted by the kidney, and the risk of toxic
reactions to this drug may be greater in pa-
tients with impaired renal function. Because
elderly patients are more likely to have de-
creased renal function, care should be taken
in dose selection, and it may be useful to
monitor renal function.'

(iv) If use of the drug in the elderly
appears to cause a specific hazard, the
hazard shall be described in the ‘‘Geri-
atric use'’ subsection of the labeling,
or, if appropriate, the hazard shall be
stated in the ‘Contraindications,”
““Warnings,” or ‘‘Precautions’ section
of the labeling, and the "'Geriatric use"
subsection shall refer to those sections.

(v} Labeling under paragraphs
() (10)(i) through (f)(10)(iii) of this sec-
tion may include statements, if they
would be useful in enhancing safe use
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of the drug, that reflect good clinical
practice or past experience in a par-
ticular situation, e.g., for a sedating
drug, it could be stated that:

“'Sedating drugs may cause confusion and
over-sedation in the elderly; elderly patients
generally should be started on low doses of
(name of drug) and observed closely."

(vi) If the sponsor believes that none’

of the requirements described in para-
graphs (f)(10)(i) through (f)(10)(v) of
this section is appropriate or relevant
to the labeling of a particular drug, the
sponsor shall provide reasons for omis-
sion of the statements and may pro-
pose an alternative statement. FDA
may permit omission of the statements
if FDA determines that no statement
described in those paragraphs is appro-
priate or relevant to the drug's label-
ing. FDA may permit use of an alter-
native statement if the agency deter-
mines that such statement is accurate
and appropriate.

(g) Adverse Reactions. An adverse re-
action is an undesirable effect, reason-
ably associated with the use of the
drug, that may occur as part of the
pharmacological action of the drug or
may be unpredictable in its occurrence.

(1) This section of the labeling shall
list the adverse reactions that occur
with the drug and with drugs in the
same pharmacologically active and
chemically related class, if applicable.

(2) In this listing, adverse reactions
may be categorized by organ system,
by severity of the reaction, by fre-
quency, or by toxicological mecha-
nism, or by a combination of these, as
appropriate. If frequency information
from adequate clinical studies is avail-
able, the categories and the adverse re-
actions within each category shall be
listed in decreasing order of frequency.
An adverse reaction that is signifi-
cantly more severe than the other re-
actions listed in a category, however,
shall be listed before those reactions,
regardless of its frequency. If frequency
information from adequate clinical
studies is not available, the categories
and adverse reactions within each cat-
egory shall be listed in decreasing
order of severity. The approximate fre-
quency of each adverse reaction shall
be expressed in rough estimates or or-
ders of magnitude essentially as fol-
lows: ‘"The most frequent adverse reac-
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tion(s) to (name of drug) is (are) (list re-
actions). This (these) occur(s) in about
(e.g., one-third of patients; one in 30
patients; less than one-tenth of pa-
tients). Less frequent adverse reactions
are (list reactions), which occur in ap-
proximately (e.g., one in 100 patients).
Other adverse reactions, which occur
rarely, in approximately (e.g., one in
1,000 patients), are (/ist reactions).”’ Per-
cent figures may not ordinarily be used
unless they are documented by ade-
quate and well-controlled studies as de-
fined in §314.126(b) of this chapter, they
are shown to reflect general experi-
ence, and they do not falsely imply a
greater degree of accuracy than actu-
ally exists.

(3) The “Warnings’' section of the la-
beling or, if appropriate, the ‘‘Contra-
indications” section of the labeling
shall identify any potentially fatal ad-
verse reaction.

(4) Any claim comparing the drug to
which the labeling applies with other
drugs in terms of frequency, severity,
or character of adverse reactions shall
be based on 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(b) of
this chapter.

(h) Drug Abuse and Dependence. Under
this section heading, the labeling shall
contain the following subsections, as
appropriate for the drug:

(1) Controlled Substance. If the drug is
controlled by the Drug Enforcement
Administration, the schedule in which
it is controlled shall be stated.

(2) Abuse. This subsection of the la-
beling shall be based primarily on
human data and human experience, but
pertinent animal data may also be
used. This subsection shall state the
types of abuse that can occur with the
drug and the adverse reactions perti-
nent to them. Particularly susceptible
patient populations shall be identified.

(3) Dependence. This subsection of the
labeling shall describe characteristic
effects resulting from both psycho-
logical and physical dependence that
occur with the drug and shall identify
the quantity of the drug over a period
of time that may lead to tolerance or
dependence, or both. Details shall be
provided on the adverse effects of
chronic abuse and the effects of abrupt
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withdrawal. Procedures necessary to
diagnose the dependent state shall be
provided, and the principles of treating
the effects of abrupt withdrawal shall
be described.

(i) Overdosage. Under this section
heading, the labeling shall describe the

signs, symptoms, and laboratory find-

ings of acute overdosage and the gen-
eral principles of treatment. This sec-
tion shall be based on human data,
when available. If human data are un-
available, appropriate animal and in
vitro data may be used. Specific infor-
mation shall be provided about the fol-
lowing:

(1) Signs, symptoms, and laboratory
findings associated with an overdosage
of the drug.

(2) Complications that can occur with
the drug (for example, organ toxicity
or delayed acidosis).

(3) Oral LDsp of the drug in animals;
concentrations of the drug in biologic
fluids associated with toxicity and/or
death; physiologic variables influ-
encing excretion of the drug, such as
urine pH; and factors that influence
the dose response relationship of the
drug, such as tolerance. The pharmaco-
kinetic data given in the ‘Clinical
Pharmacology' section also may be
referenced here, if applicable to
overdoses.

(4) The amount of the drug in a single
dose that is ordinarily associated with
symptoms of overdosage and the
amount of the drug in a single dose
that is likely to be life-threatening.

(5) Whether the drug is dialyzable.

(6) Recommended general treatment
procedures and specific measures for
support of vital functions, such as
proven antidotes, induced emesis, gas-
tric lavage, and forced diuresis. Un-
qualified recommendations for which
data are lacking with the specific drug
or class of drugs, especially treatment
using another drug (for example, cen-
tral nervous system stimulants., res-
piratory stimulants) may not be stated
unless specific data or scientific ra-
tionale exists to support safe and effec-
tive use.

() Dosage and Administration. This
section of the labeling shall state the
recommended usual dose, the usual
dosage range, and, if appropriate, an
upper limit beyond which safety and ef-
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fectiveness have not been established;
dosages shall be stated for each indica-
tion when appropriate. This section
shall also state the intervals rec-
ommended between doses, the optimal
method of titrating dosage, the usual
duration of treatment, and any modi-
fication of dosage needed in special pa-
tient populations, e.g., in children, in
geriatric age groups, or in patients
with renal or hepatic disease. Specific
tables or monographs may be included
to clarify dosage schedules. Radiation
dosimetry information shall be stated
for both the patient receiving a radio-
active drug and the person admin-
istering it. This section shall also con-
tain specific direction on dilution,
preparation (including the strength of
the final dosage solution, when pre-
pared according to instructions, in
terms of milligrams active ingredient
per milliliter of reconstituted solution,
unless another measure of the strength
is more appropriate), and administra-
tion of the dosage form. if needed, e.g.,
the rate of administration of paren-
teral drug in milligrams per minute;
storage conditions for stability of the
drug or reconstituted drug, when im-
portant; essential information on drug
incompatibilities if the drug is mixed
in vitro with other drugs; and the fol-
lowing statement for parenterals:
“Parenteral drug products should be
inspected visually for particulate mat-
ter and discoloration prior to adminis-
tration, whenever solution and con-
tainer permit.”’

(k) How \Supplied. This section of the
labeling shall contain information on
the available dosage forms to which
the labeling applies and for which the
manufacturer or distributor is respon-
sible. The information shall ordinarily
include:

(1) The strength of the dosage form,
e.g., 10-milligram tablets, in metric
system and, if the apothecary system
is used, a statement of the strength is
placed in parentheses after the metric
designation;

(2) The units in which the dosage
form is ordinarily available for pre-
scribing by practitioners, e.g., bottles
of 100;

(3) Appropriate information to facili-
tate identification of the dosage forms,
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such as shape, color, coating, scoring,
and National Drug Code; and

(4) Special handling and storage con-
ditions.

(1) Animal Pharmacology and/or Animal
Toxicology. In most cases, the labeling
need not include this section. Signifi-

cant animal data necessary for safe and:

effective use of the drug in humans
shall ordinarily be included in one or
more of the other sections of the label-
ing. as appropriate. Commonly for a
drug that has been marketed for a long
time, and in rare cases for a new drug,
chronic animal toxicity studies have
not been performed or completed for a
drug that is administered over pro-
longed periods or is implanted in the
body. The unavailability of such data
shall be stated in the appropriate sec-
tion of the labeling for the drug. If the
pertinent animal data cannot be appro-
priately incorporated into other sec-
tions of the labeling, this section may
be used.

(m) ““Clinical Studies’”” and ‘‘Ref-
erences’’. These sections may appear in
labeling in the place of a detailed dis-
cussion of a subject that is of limited
interest but nonetheless important. A
reference to a specific important clin-
ical study may be made in any section
of the format required under §§201.56
and 201.57 if the study is essential to an
understandable presentation of the
available information. References may
appear in sections of the labeling for-
mat, other than the "‘Clinical Studies"”
or ''References’” section, in rare cir-
cumstances only. A clinical study or
reference may be cited in prescription
drug labeling only under the following
conditions:

(1) If the clinical study or reference is
cited in the labeling in the place of a
detailed discussion of data and infor-
mation concerning an indication for
use of the drug, the reference shall be
based upon, or the clinical study shall
constitute, an adequate and well-con-
trolled clinical investigation under
§314.126(b) of this chapter.

(2) If the clinical study or reference is
cited in the labeling in the place of a
detailed discussion of data and infor-
mation concerning a risk or risks from
the use of the drug, the risk or risks
shall also be identified or discussed in

31

§201.59

the appropriate section of the labeling
for the drug.

[44 FR 37462, June 26, 1979, as amended at 55
FR 11576, Mar. 29, 1990; 59 FR 64249, Dec. 13,
1994; 62 FR 45325, Aug. 27, 1997; 63 FR 66396,
Dec. 1, 1998]

§201.58 Requests for waiver of re-
quirement for adequate and well-
controlled studies to substantiate
certain labeling statements.

A request wunder §201.57(b)(2)(ii),
©@. @)1, BV, (H(9). and (g)(9)
for a waiver of the requirements of
§314.126(b) of this chapter shall be sub-
mitted in writing as provided in
§314.126(b) to the Director, Center for
Drug Evaluation and Research, Food
and Drug Administration, 5600 Fishers
Lane, Rockville, MD 20587, or, if appli-
cable, the Director, Center for Bio-
logics Evaluation and Research, 8800
Rockville Pike, Bethesda, MD 20892.
The waiver shall be granted or denied
in writing by such Director or the Di-
rector's designee.

{55 FR 11576, Mar. 29, 1990]

§201.59 Effective date of §§201.56,
201.57, 201.100(d)(3), and 201.100(e).

(a) On and after December 26, 1979, no
person may initially introduce or ini-
tially deliver for introduction into
interstate commerce any drug to which
§§201.56, 201.57, 201.100(d) (3) apply unless
the drug's labeling complies with the
requirements set forth in the regula-
tions, with the following exceptions:

(1) If the drug is a prescription drug
that is not a biologic and not subject
to section 505 of the act (21 U.S.C. 355),
and was not subject to former section
507 of the act (21 U.S.C. 357, repealed
1997), §§201.56. 201.57, and 201.100(d)(3)
are effective on April 10, 1981.

(2) If the drug is a prescription drug
that on December 26, 1979 is (i) a li-
censed biologic, (ii) a new drug subject
to an approved new drug application or
abbreviated new drug application under
section 505 of the act or (iii} an anti-
biotic drug subject to an approved anti-
biotic form, §§201.56, 201.57, and
201.100(d)(3) are effective on the date
listed below for the class of drugs to
which the drug belongs. Dates are also
listed below for the submission of sup-
plemental applications, amendments,
and license changes.
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PART 202—PRESCRIPTION DRUG (4) The advertisement shall not fea-

ADVERTISING ture inert or inactive ingredients in a

manner that creates an impression of

value greater than their true func-
tional role in the formulation.

(5) The advertisement shall not des-

§202.1 Prescription-drug advertise- ignate a drug or ingredient by a propri-

ments. etary name that, because of similarity

in spelling or pronunciation, may be

confused with the proprietary name or

Food, Drug, and Cosmetic Act shall ap- the ests.ablishe.d name of a different
pear together, without any intervening drug or ingredient.
written, printed, or graphic matter, ex- (b)(1) If an advertisement for a pre-
cept the proprietary names of ingredi- scription drug bears a proprietary
ents, which may be included with the name or designation for the drug or
listing of established names. any ingredient thereof, the established
(2) The order of listing of ingredients name, if such there be, corresponding
in the advertisement shall be the same to such proprietary name or designa-
as the order of listing of ingredients on tion shall accompany such proprietary
the label of the product, and the infor- name or designation each time it is
mation presented in the advertisement featured in the advertisement for the
concerning the quantity of each such drug: but, except as provided below in
ingredient shall be the same as the cor- this subparagraph, the established
responding information on the label of name need not be used with the propri-
the product. etary name or designation in the run-
(3) The advertisement shall not em- ning text of the advertisement. On any
ploy a fanciful proprietary name for page of an advertisement in which the
the drug or any ingredient in such a proprietary name or designation is not
manner as to imply that the drug or in- featured but is used in the running
gredient has some unique effectiveness text, the established name shall be
or composition, when, in fact, the drug used at least once in the running text
or ingredient is a common substance, in association with such proprietary
the limitations of which are readily name or designation and in the same
recognized when the drug or ingredient type size used in the running text: Pro-
is listed by its established name. vided, however, That if the proprietary

AUTHORITY: 21 U.S.C. 321, 331, 352, 355, 360b,
371.

(a)(1) The ingredient information re-
quired by section 502(n) of the Federal
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name or designation is used in the run-
ning text in larger size type, the estab-
lished 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 presentation of the
proprietary name or designation in
such running text. If any advertise-

ment includes a column with running

text containing detailed information as
to composition, prescribing, side ef-
fects, or contraindications and the pro-
prietary name or designation is used in
such column but is not featured above
or below the column, the established
name shall be used at least once in
such column of running text in associa-
tion 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.

(c) In the case of a prescription drug
containing two or more active ingredi-
ents, if the advertisement bears a pro-
prietary name or designation for such
mixture and there is no established

§202.1

name corresponding to such propri-
etary name or designation, the quan-
titative ingredient information re-
quired in the advertisement by section
502(n) of the act shall be placed in di-
rect conjunction with the most promi-
nent display of the proprietary name or
designation. The prominence of the
quantitative ingredient information
shall bear a reasonable relationship to
the prominence of the proprietary
name.

(d)(1) If the advertisement employs
one proprietary name or designation to
refer to a combination of active ingre-
dients present in more than one prepa-
ration (the individual preparations dif-
fering from each other as to quantities
of active ingredients and/or the form of
the finished preparation) and there is
no established name corresponding to
such proprietary name or designation,
a listing showing the established
names of the active ingredients shall
be placed in direct conjunction with
the most prominent display of such
proprietary name or designation. The
prominence of this listing of active in-
gredients shall bear a reasonable rela-
tionship to the prominence of the pro-
prietary name and the relationship be-
tween such proprietary name or des-
ignation, and the listing of active in-
gredients shall be made clear by use of
such phrase as ‘‘brand of’, preceding
the listing of active ingredients.

(2) The advertisement shall promi-
nently display the name of at least one
specific dosage form and shall have the
quantitative ingredient information re-
quired by section 502(n) of the act in di-
rect conjunction with such display. If
other dosage forms are listed in the ad-
vertisement, the quantitative ingre-
dient information for such dosage
forms shall appear in direct conjunc-
tion and in equal prominence with the
most prominent listing of the names of
such dosage forms.

(e) True statement of information in
brief summary relating to side effects,
contraindications, and effectiveness:

(1) When required. All advertisements
for any prescription drug (‘‘prescrip-
tion drug’” as used in this section
means drugs defined in section 503(b)(1)
of the act and §201.105. applicable to
drugs for use by man and veterinary
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drugs, respectively), except advertise-
ments described in paragraph (e)(2) of
this section, shall present a true state-
ment of information in brief summary
relating to side effects, contraindica-
tions (when used in this section '‘side
effects, contraindications’’ include side
effects, warnings, precautions, and con-
traindications and include any such in-

formation under such headings as cau- °

tions, special considerations, impor-
tant notes, etc.) and effectiveness. Ad-
vertisements broadcast through media
such as radio, television, or telephone
communications systems shall include
information relating to the major side
effects and contraindications of the ad-
vertised drugs in the audio or audio
and visual parts of the presentation
and unless adequate provision is made
for dissemination of the approved or
permitted package labeling in connec-
tion with the broadcast presentation
shall contain a brief summary of all
necessary information related to side
effects and contraindications.

(2) Exempt advertisements. The fol-
lowing advertisements are exempt
from the requirements of paragraph
(e)(1) of this section under the condi-
tions specified:

(i) Reminder advertisements. Reminder
advertisements are those which call at-
tention to the name of the drug prod-
uct but do not include indications or
dosage recommendations for use of the
drug product. These reminder adver-
tisements shall contain only the pro-
prietary name of the drug product, if
any; the established name of the drug
product, if any; the established name of
each active ingredient in the drug
product; and, optionally, information
relating to quantitative ingredient
statements, dosage form, quantity of
package contents, price, the name and
address of the manufacturer, packer, or
distributor or other written, printed,
or graphic matter containing no rep-
resentation or suggestion relating to
the advertised drug product. If the
Commissioner finds that there is evi-
dence of significant incidence of fatali-
ties or serious injury associated with
the use of a particular prescription
drug, he may withdraw this exemption
by so notifying the manufacturer,
packer, or distributor of the drug by
letter. Reminder advertisements, other
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than those solely intended to convey
price information including, but not
limited to, those subject to the require-
ments of §200.200 of this chapter, are
not permitted for a prescription drug
product whose labeling contains a
boxed warning relating to a serious
hazard associated with the use of the
drug product. Reminder advertise-
ments which are intended to provide
consumers with information con-
cerning the price charged for a pre-
scription for a drug product are exempt
from the requirements of this section if
they meet all of the conditions con-
tained in §200.200 of this chapter. Re-
minder advertisements, other than
those subject to the requirements of
§200.200 of this chapter, are not per-
mitted for a drug for which an an-
nouncement has been published pursu-
ant to a review on the labeling claims
for the drug by the National Academy
of Sciences/National Research Council
(NAS/NRC), Drug Efficacy Study
Group, and for which no claim has been
evaluated as higher than “possibly ef-
fective.” If the Commissioner finds the
circumstances are such that a re-
minder advertisement may be mis-
leading to prescribers of drugs subject
to NAS/NRC evaluation, such adver-
tisements will not be allowed and the
manufacturer, packer, or distributor
will be notified either in the publica-
tion of the conclusions on the effec-
tiveness of the drug or by letter.

(ii) Advertisements of bulk-sale drugs.
Advertisements of bulk-sale drugs that
promote sale of the drug in bulk pack-
ages in accordance with the practice of
the trade solely to be processed, manu-
factured, labeled, or repackaged in sub-
stantial quantities and that contain no
claims for the therapeutic safety or ef-
fectiveness of the drug.

(iii) Advertisements of prescription-
compounding drugs. Advertisements of
prescription-compounding drugs that
promote sale of a drug for use as a pre-
scription chemical or other compound
for use by registered pharmacists in
compounding prescriptions if the drug
otherwise complies with the conditions
for the labeling exemption contained in
§201.120 and the advertisement con-
tains no claims for the therapeutic
safety or effectiveness of the drug.
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(3) Scope of information to be included;

applicability to the entire advertisement.
(i) The requirement of a true statement
of information relating to side effects,
contraindications, and effectiveness
applies to the entire advertisement.
Untrue or misleading information in
any part of the advertisement will not
be corrected by the inclusion in an-
other distinct part of the advertise-
ment of a brief statement containing
true information relating to side ef-
fects, contraindications, and effective-
ness of the drug. If any part or theme
of the advertisement would make the
advertisement false or misleading by
reason of the omission of appropriate
qualification or pertinent information,
that part or theme shall include the
appropriate qualification or pertinent
information, which may be concise if it
is supplemented by a prominent ref-
erence on each page to the presence
and location elsewhere in the adver-
tisement of a more complete discussion
of such qualification or information.

(ii) The information relating to effec-
tiveness is not required to include in-
formation relating to all purposes for
which the drug is intended but may op-
tionally be limited to a true statement
of the effectiveness of the drug for the
selected purpose(s) for which the drug
is recommended or suggested in the ad-
vertisement. The information relating
to effectiveness shall include specific
indications for use of the drug for pur-
poses claimed in the advertisement; for
example, when an advertisement con-
tains a broad claim that a drug is an
antibacterial agent, the advertisement
shall name a type or types of infections
and microorganisms for which the drug
is effective clinically as specifically as
required, approved, or permitted in the
drug package labeling.

(iii) The information relating to side
effects and contraindications shall dis-
close each specific side effect and con-
traindication (which include side ef-
fects, warnings, precautions, and con-
traindications and include any such in-
formation under such headings as cau-
tions, special considerations, impor-
tant notes, etc.; see paragraph (e)(1) of
this section) contained in required, ap-
proved, or permitted labeling for the
advertised drug dosage form(s): Pro-
vided, however,

§202.1

(a) The side effects and contraindica-
tions disclosed may be limited to those
pertinent to the indications for which
the drug is recommended or suggested
in the advertisement to the extent that
such limited disclosure has previously
been approved or permitted in drug la-

. beling conforming to the provisions of
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§§201.100 or 201.105; and

(b) The use of a single term for a
group of side effects and contraindica-
tions (for example, “‘blood dyscrasias’
for disclosure of “‘leukopenia,’’
“agranulocytosis,”” and ‘‘neutropenia’’)
is permitted only to the extent that
the use of such a single term in place of
disclosure of each specific side effect
and contraindication has been pre-
viously approved or permitted in drug
labeling conforming to the provisions
of §§201.100 or 201.105.

(4) Substance of information to be in-
cluded in brief summary. (i)(a) An adver-
tisement for a prescription drug cov-
ered by a new-drug application ap-
proved pursuant to section 505 of the
act after October 10, 1962 or section 512
of the act after August 1, 1969, or any
approved supplement thereto, shall not
recommend or suggest any use that is
not in the labeling accepted in such ap-
proved new-drug application or supple-
ment. The advertisement shall present
information from labeling required, ap-
proved, or permitted in a new-drug ap-
plication relating to each specific side
effect and contraindication in such la-
beling that relates to the uses of the
advertised drug dosage form(s) or shall
otherwise conform to the provisions of
paragraph (e) (3)(iii) of this section.

(b) If a prescription drug was covered
by a new-drug application or a supple-
ment thereto that became effective
prior to October 10, 1962, an advertise-
ment may recommend or suggest:

(1) Uses contained in the labeling ac-
cepted in such new-drug application
and any effective, approved, or per-
mitted supplement thereto.

(2 Additional uses contained in la-
beling in commercial use on October 9,
1962, to the extent that such uses did
not cause the drug to be an unapproved
“new drug’’ as ‘‘new drug’’ was defined
in section 201(p) of the act as then in
force, and to the extent that such uses



§202.1

would be permitted were the drug sub-
ject to paragraph (e)(4)(iii) of this sec-
tion.

(3 Additional uses contained in la-

beling in current commercial use to
the extent that such uses do not cause
the drug to be an unapproved ‘‘new
drug’’ as defined in section 201(p) of the
act as amended or a ‘‘new animal drug”
as defined in section 201(v) of the act as
amended.
The advertisement shall present infor-
mation from labeling required, ap-
proved, or permitted in a new-drug ap-
plication relating to each specific side
effect and contraindication in such la-
beling that relates to the uses of the
advertised drug dosage form(s) or shall
otherwise conform to the provisions of
paragraph (e)(3) (iii) of this section.

(ii) In the case of an advertisement
for a prescription drug other than a
drug the labeling of which causes it to
be an unapproved ‘‘new drug’ and
other than drugs covered by paragraph
(e)(4)(i) of this section, an advertise-
ment may recommend and suggest the
drug only for those uses contained in
the labeling thereof:

(a) For which the drug is generally
recognized as safe and effective among
experts qualified by scientific training
and experience to evaluate the safety
and effectiveness of such drugs: or

(b) For which there exists substantial
evidence of safety and effectiveness,
consisting of adequate and well-con-
trolled investigations, including clin-
ical investigations (as used in this sec-
tion ‘‘clinical investigations,'" ‘‘clin-
ical experience,”” and ‘‘clinical signifi-
cance’’ mean in the case of drugs in-
tended for administration to man, in-
vestigations, experience, or signifi-
cance in humans, and in the case of
drugs intended for administration to
other animals, investigations, experi-
ence, or significance in the specie or
species for which the drug is adver-
tised), by experts qualified by scientific
training and experience to evaluate the
safety and effectiveness of the drug in-
volved, on the basis of which it can
fairly and responsibly be concluded by
such experts that the drug is safe and
effective for such uses; or

(¢) For which there exists substantial
clinical experience (as used in this sec-
tion this means substantial clinical ex-
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perience adequately documented in
medical literature or by other data (to
be supplied to the Food and Drug Ad-
ministration, if requested)), on the
basis of which it can fairly and respon-
sibly be concluded by qualified experts
that the drug is safe and effective for

- such uses; or
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(d) For which safety is supported
under any of the preceding clauses in
paragraphs (e)(4) (iii) (a), (4), and (o) of
this section and effectiveness is sup-
ported under any other of such clauses.

The advertisement shall present infor-
mation relating to each specific side ef-
fect and contraindication that is re-
quired, approved, or permitted in the
package labeling by §§201.100 or 201.105
of this chapter of the drug dosage
form(s) or shall otherwise conform to
the provisions of paragraph (e)(3)(iii) of
this section.

(5) “‘True statement’’ of information. An
advertisement does not satisfy the re-
quirement that it present a ‘‘true
statement’” of information in brief
summary relating to side effects, con-
traindications, and effectiveness if:

(i) It is false or misleading with re-
spect to side effects, contraindications,
or effectiveness; or

(ii) It fails to present a fair balance
between information relating to side
effects and contraindications and infor-
mation relating to effectiveness of the
drug in that the information relating
to effectiveness is presented in greater
scope, depth, or detail than is required
by section 502(n) of the act and this in-
formation is not fairly balanced by a
presentation of a summary of true in-
formation relating to side effects and
contraindications of the drug; Provided,
however, That no advertisement shall
be considered to be in violation of this
section if the presentation of true in-
formation relating to side effects and
contraindications is comparable in
depth and detail with the claims for ef-
fectiveness or safety.

(iii) It fails to reveal facts material
in the light of its representations or
material with respect to consequences
that may result from the use of the
drug as recommended or suggested in
the advertisement.
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(6) Advertisements that are false, lack-
ing in fair balance, or otherwise mis-
leading. An advertisement for a pre-
scription drug is false, lacking in fair
balance, or otherwise misleading, or
otherwise violative of section 502(n) of
the act, among other reasons, if it:

(i) Contains a representation or sug- .

gestion, not approved or permitted for
use in the labeling, that a drug is bet-
ter, more effective, useful in a broader
range of conditions or patients (as used
in this section patients means humans
and in the case of veterinary drugs,
other animals), safer, has fewer, or less
incidence of, or less serious side effects
or contraindications than has been
demonstrated by substantial evidence
or substantial clinical experience (as
described in paragraphs (e)(4)(ii) (b) and
(0) of this section) whether or not such
representations are made by compari-
son with other drugs or treatments,
and whether or not such a representa-
tion or suggestion is made directly or
through use of published or unpub-
lished literature, quotations, or other
references.

(ii) Contains a drug comparison that
represents or suggests that a drug is
safer or more effective than another
drug in some particular when it has
not been demonstrated to be safer or
more effective in such particular by
substantial evidence or substantial
clinical experience.

(iii} Contains favorable information
or opinions about a drug previously re-
garded as valid but which have been
rendered invalid by contrary and more
credible recent information, or con-
tains literature references or
quotations that are significantly more
favorable to the drug than has been
demonstrated by substantial evidence
or substantial clinical experience.

(iv) Contains a representation or sug-
gestion that a drug is safer than it has
been demonstrated to be by substantial
evidence or substantial clinical experi-
ence, by selective presentation of infor-
mation from published articles or other
references that report no side effects or
minimal side effects with the drug or
otherwise selects information from any
source in a way that makes a drug ap-
pear to be safer than has been dem-
onstrated.

§202.1

(v) Presents information from a
study in a way that implies that the
study represents larger or more general
experience with the drug than it actu-
ally does.

(vi) Contains references to literature
or studies that misrepresent the effec-
tiveness of a drug by failure to disclose
that claimed results may be due to
concomitant therapy, or by failure to
disclose the credible information avail-
able concerning the extent to which
claimed results may be due to placebo
effect (information concerning placebo
effect is not required unless the adver-
tisement promotes the drug for use by
man).

(vii) Contains favorable data or con-
clusions from nonclinical studies of a
drug, such as in laboratory animals or
in vitro, in a way that suggests they
have clinical significance when in fact
no such clinical significance has been
demonstrated.

(viii) Uses a statement by a recog-
nized authority that is apparently fa-
vorable about a drug but fails to refer
to concurrent or more recent unfavor-
able data or statements from the same
authority on the same subject or sub-
jects.

(ix) Uses a quote or paraphrase out of
context to convey a false or misleading
idea.

(x) Uses literature, quotations, or ref-
erences that purport to support an ad-
vertising claim but in fact do not sup-
port the claim or have relevance to the
claim.

(xi) Uses literature, quotations, or
references for the purpose of recom-
mending or suggesting conditions of
drug use that are not approved or per-
mitted in the drug package labeling.

(xii) Offers a combination of drugs for
the treatment of patients suffering
from a condition amenable to treat-
ment by any of the components rather
than limiting the indications for use to
patients for whom concomitant ther-
apy as provided by the fixed combina-
tion drug is indicated, unless such con-
dition is included in the uses permitted
under paragraph (e)(4) of this section.

(xiii) Uses a study on normal individ-
uals without disclosing that the sub-
jects were normal, unless the drug is
intended for use on normal individuals.

17
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(xiv) Uses '‘statistics’’ on numbers of
patients, or counts of favorable results
or side effects, derived from pooling
data from various insignificant or dis-
similar studies in a way that suggests
either that such ‘‘statistics’’ are valid
if they are not or that they are derived
from large or significant studies sup-
porting favorable conclusions when
such is not the case.

(xv) Uses erroneously a statistical
finding of '‘no significant difference’”
to claim clinical equivalence or to
deny or conceal the potential existence
of a real clinical difference.

(xvi) Uses statements or representa-
tions that a drug differs from or does
not contain a named drug or category
of drugs, or that it has a greater po-
tency per unit of weight, in a way that
suggests falsely or misleadingly or
without substantial evidence or sub-
stantial clinical experience that the
advertised drug is safer or more effec-
tive than such other drug or drugs.

(xvii) Uses data favorable to a drug
derived from patients treated with dos-
ages different from those recommended
in approved or permitted labeling if the
drug advertised is subject to section §05
of the act, or, in the case of other
drugs. if the dosages employed were
different from those recommended in
the labeling and generally recognized
as safe and effective. This provision is
not intended to prevent citation of re-
ports of studies that include some pa-
tients treated with dosages different
from those authorized, if the results in
such patients are not used.

(xviii) Uses headline, subheadline, or
pictorial or other graphic matter in a
way that is misleading.

(xix) Represents or suggests that
drug dosages properly recommended for
use in the treatment of certain classes
of patients or disease conditions are
safe and effective for the treatment of
other classes of patients or disease con-
ditions when such is not the case.

(xx) Presents required information
relating to side effects or contraindica-
tions by means of a general term for a
group in place of disclosing each spe-
cific side effect and contraindication
(for example employs the term blood
dyscrasias instead of ‘‘leukopenia,”
“‘agranulocytosis,” ‘‘neutropenia,”’
etc.) unless the use of such general
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term conforms to the provisions of
paragraph (e)(3)(iii) of this section.

Provided, however, That any provision
of this paragraph shall be waived with
respect to a specified advertisement as
set forth in a written communication
from the Food and Drug Administra-
tion on a petition for such a waiver

. from a person who would be adversely
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affected by the enforcement of such
provision on the basis of a showing
that the advertisement is not false,
lacking in fair balance, or otherwise
misleading, or otherwise violative of
section 502(n) of the act. A petition for
such a waiver shall set forth clearly
and concisely the petitioner’s interest
in the advertisement, the specific pro-
vision of this paragraph from which a
waiver is sought, a complete copy of
the advertisement, and a showing that
the advertisement is not false, lacking
in fair balance, or otherwise mis-
leading, or otherwise violative of sec-
tion 502(n) of the act.

(7) Advertisements that may be false,
lacking in fair balance, or otherwise mis-
leading. An advertisement may be false,
lacking in fair balance, or otherwise
misleading or otherwise violative of
section 502(n) of the act if it:

(i) Contains favorable information or
conclusions from a study that is inad-
equate in design, scope, or conduct to
furnish significant support for such in-
formation or conclusions.

(ii) Uses the concept of '‘statistical
significance’ to support a claim that
has not been demonstrated to have
clinical significance or validity, or
fails to reveal the range of variations
around the quoted average results.

(iii) Uses statistical analyses and
techniques on a retrospective basis to
discover and cite findings not soundly
supported by the study, or to suggest
scientific validity and rigor for data
from studies the design or protocol of
which are not amenable to formal sta-
tistical evaluations.

(iv) Uses tables or graphs to distort
or misrepresent the relationships,
trends, differences, or changes among
the variables or products studied; for
example, by failing to label abscissa
and ordinate so that the graph creates
a misleading impression.
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(v) Uses reports or statements rep-
resented to be statistical analyses, in-
terpretations, or evaluations that are
inconsistent with or violate the estab-
lished principles of statistical theory,
methodology, applied practice, and in-
ference, or that are derived from clin-
ical studies the design, data, or con-

duct of which substantially invalidate

the application of statistical analyses,
interpretations, or evaluations.

(vi) Contains claims concerning the
mechanism or site of drug action that
are not generally regarded as estab-
lished by scientific evidence by experts
qualified by scientific training and ex-
perience without disclosing that the
claims are not established and the lim-
itations of the supporting evidence.

(vii) Fails to provide sufficient em-
phasis for the information relating to
side effects and contraindications,
when such information is contained in
a distinct part of an advertisement, be-
cause of repetition or other emphasis
in that part of the advertisement of
claims for effectiveness or safety of the
drug.

(viii) Fails to present information re-
lating to side effects and contraindica-
tions with a prominence and read-
ability reasonably comparable with the
presentation of information relating to
effectiveness of the drug, taking into
account all implementing factors such
as typography, layout, contrast, head-
lines, paragraphing, white space, and
any other techniques apt to achieve
emphasis.

(ix) Fails to provide adequate empha-
sis (for example, by the use of color
scheme, borders, headlines, or copy
that extends across the gutter) for the
fact that two facing pages are part of
the same advertisement when one page
contains information relating to side
effects and contraindications.

(x) In an advertisement promoting
use of the drug in a selected class of pa-
tients (for example, geriatric patients
or depressed patients), fails to present
with adequate emphasis the significant
side effects and contraindications or
the significant dosage considerations,
when dosage recommendations are in-
cluded in an advertisement, especially
applicable to that selected class of pa-
tients.
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(xi) Fails to present on a page facing
another page (or on another full page)
of an advertisement on more than one
page, information relating to side ef-
fects and contraindications when such
information is in a distinct part of the
advertisement.

(xii) Fails to include on each page or
spread of an advertisement the infor-
mation relating to side effects and con-
traindications or a prominent ref-
erence to its presence and location
when it is presented as a distinct part
of an advertisement.

(xiii) Contains information from pub-
lished or unpubljshed reports or opin-
ions falsely or misleadingly rep-
resented or suggested to be authentic
or authoritative.

(H)-(i) [Reserved]

(j)(1) No advertisement concerning a
particular prescription drug may be
disseminated without prior approval by
the Food and Drug Administration if:

(i) The sponsor or the Food and Drug
Administration has received informa-
tion that has not been widely pub-
licized in medical literature that the
use of the drug may cause fatalities or
serious damage;

(ii) The Commissioner (or in his ab-
sence the officer acting as Commis-
sioner), after evaluating the reliability
of such information, has notified the
sponsor that the information must be a
part of the advertisements for the
drug; and

(iii) The sponsor has failed within a
reasonable time as specified in such no-
tification to present to the Food and
Drug Administration a program, ade-
quate in light of the nature of the in-
formation, for assuring that such infor-
mation will be publicized promptly and
adequately to the medical profession in
subsequent advertisements.

If the Commissioner finds that the pro-
gram presented is not being followed.
he will notify the sponsor that prior
approval of all advertisements for the
particular drug will be required. Noth-
ing in this paragraph is to be construed
as limiting the Commissioner’'s or the
Secretary's rights, as authorized by
law, to issue publicity, to suspend any
new-drug application, to decertify any
antibiotic, or to recommend any regu-
latory action.
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(2) Within a reasonable time after in-
formation concerning the possibility
that a drug may cause fatalities or se-
rious damage has been widely pub-
licized in medical literature, the Food
and Drug Administration shall notify
the sponsor of the drug by mail that

prior approval of advertisements for .

the drug is no longer necessary.

(3) Dissemination of an advertise-
ment not in compliance with this para-
graph shall be deemed to be an act that
causes the drug to be misbranded under
section 502(n) of the act.

(4) Any advertisement may be sub-
mitted to the Food and Drug Adminis-
tration prior to publication for com-
ment. If the advertiser is notified that
the submitted advertisement is not in
violation and, at some subsequent
time, the Food and Drug Administra-
tion changes its opinion, the advertiser
will be so notified and will be given a
reasonable time for correction before
any regulatory action is taken under
this section. Notification to the adver-
tiser that a proposed advertisement is
or is not considered to be in violation
shall be in written form.

(5) The sponsor shall have an oppor-
tunity for a regulatory hearing before
the Food and Drug Administration pur-
suant to part 16 of this chapter with re-
spect to any determination that prior
approval is required for advertisements
concerning a particular prescription
drug, or that a particular advertise-
ment is not approvable.

(k) An advertisement issued or
caused to be issued by the manufac-
turer, packer, or distributor of the
drug promoted by the advertisement
and which is not in compliance with
section 502(n) of the act and the appli-
cable regulations thereunder shall
cause stocks of such drug in possession
of the person responsible for issuing or
causing the issuance of the advertise-
ment, and stocks of the drug distrib-
uted by such person and still in the
channels of commerce, to be mis-
branded under section 502(n) of the act.

(1)(1) Advertisements subject to sec-
tion 502(n) of the act include advertise-
ments in published journals, maga-
zines, other periodicals, and news-
papers, and advertisements broadcast
through media such as radio, tele-
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vision, and telephone communication
systems.

(2) Brochures, booklets, mailing
pieces, detailing pieces, file cards, bul-
letins, calendars, price lists, catalogs,
house organs, letters, motion picture
films, film strips, lantern slides, sound
recordings, exhibits, literature, and re-
prints and similar pieces of printed,
audio, or visual matter descriptive of a
drug and references published (for ex-
ample, the ‘“Physicians Desk Ref-
erence’’) for use by medical practi-
tioners, pharmacists, or nurses, con-
taining drug information supplied by
the manufacturer, packer, or dis-
tributor of the drug and which are dis-
seminated by or on behalf of its manu-
facturer, packer, or distributor are
hereby determined to be labeling as de-
fined in section 201(m) of the act.

{40 FR 14016, Mar. 27, 1975, as amended at 40
FR 58799, Dec. 18, 1975; 41 FR 48266. Nov. 2,
1976; 42 FR 15674, Mar. 22, 1977. 60 FR 38480,
July 27, 1995; 64 FR 400, Jan. 5, 1999]

EFFECTIVE DATE NOTE 1: At 44 FR 37467,
June 26, 1979, §202.1(e)(6) (ii) and (vii) were
revised. At 44 FR 74817, Dec. 18, 1979, para-
graphs (e)(6) (ii) and (vii) were stayed indefi-
nitely. For the convenience of the user, para-
graphs (e)(6) (ii) and (vii), published at 44 FR
37467, are set forth below:

§202.1 Prescription-drug advertisements.

*

(e) LI

(6) * £ %

(ii) Represents or suggests that a prescrip-
tion drug is safer or more effective than an-
other drug in some particular when the dif-
ference has not been demonstrated by sub-
stantial evidence. An advertisement for a
prescription drug may not, either directly or
by implication, e.g., by use of comparative
test data or reference to published reports,
represent that the drug is safer or more ef-
fective than another drug, nor may an adver-
tisement contain a quantitative statement
of safety or effectiveness { a) unless the rep-
resentation has been approved as part of the
labeling in a new drug application or bio-
logic license, or ( b) if the drug is not a new
drug or biologic, unless the representation of
safety or effectiveness is supported by sub-
stantial evidence derived from adequate and
well-controlled studies as defined in
§314.111(a) (5)(ii) of this chapter, or unless the
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requirement for adequate and well-con-
trolled studies is waived as provided in
§314.111(a)(5) (ii) of this chapter.

* * * * *

(vii) Suggests, on the basis of favorable
data or conclusions from nonclinical studies
of a prescription drug. such as studies in lab-
oratory animals or in vitro, that the studies
have clinical significance, if clinical signifi-
cance has not been demonstrated. Data that
demonstrate activity or effectiveness for a
prescription drug in animal or in vitro tests
and have not been shown by adequate and
well-controlled clinical studies to pertain to
clinical use may be used in advertising ex-
cept that (a), in the case of anti-infective
drugs, in vitro data may be included in the
advertisement, if data are immediately pre-
ceded by the statement ‘‘The following in
vitro data are available but their clinical
significance is unknown'" and {b), in the case
of other drug classes, in vitro and animal
data that have not been shown to pertain to
clinical use by adequate and well-controlled
clinical studies as defined in §314.111(a)(5) (ii)
of this chapter may not be used unless the
requirement for adequate and well-con-
trolled studies is waived as provided in
§314.111(a) (5)(ii) of this chapter.

EFFECTIVE DATE NOTE 2: At 64 FR 400, Jan.
5, 1999, §202.1 was amended by removing the
phrase ‘“‘or antibiotic” from indefinitely
stayed paragraph (e)(6)(ii)( a); and by remov-
ing the phrase “‘or a certified or released an-
tibiotic,” from indefinitely stayed paragraph
(e)(6)(ii) ( b), effective May 20, 1999.

PART 203—PRESCRIPTION DRUG
MARKETING

Subpart A—General Provisions

Sec.

203.1 Scope.

203.2 Purpose.
203.3 Definitions.

Subpart B—Reimportation

203.10 Restrictions on reimportation.

203.11 Applications for reimportation to
provide emergency medical care.

203.12 An appeal from an adverse decision
by the district office.

Subpart C—Sales Restrictions

203.20
203.22
203.23

Sales restrictions.
Exclusions.
Returns.
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Subpart D—Samples

203.30 Sample distribution by mail or com-
mon carrier.

203.31 Sample distribution by means other
than mail or common carrier (direct de-
livery by a representative or detailer).

203.32 Drug sample storage and handling re-
quirements.

203.33 Drug sample forms.

203.34 Policies and procedures; administra-
tive systems.

203.35 Standing requests.

203.36 Fulfillment houses, shipping and
mailing services, comarketing agree-
ments, and third-party recordkeeping.

203.37 Investigation and notification re-
quirements.

203.38 Sample lot or control numbers; label-
ing of sample units.
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Subpart A—General Provisions

§203.1 Scope.

This part sets forth procedurées and
requirements pertaining to the re-
importation and wholesale distribution
of prescription drugs. including both
bulk drug substances and finished dos-
age forms; the sale, purchase, or trade
of (or the offer to sell, purchase, or
trade) prescription drugs, including
bulk drug substances, that were pur-
chased by hospitals or health care enti-
ties, or donated to charitable organiza-
tions; and the distribution of prescrip-
tion drug samples. Blood and blood
components intended for transfusion
are excluded from the restrictions in



