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(2) Additional nonstandard sub­
headings that are used to enhance la­
beling organization, presentation, or 
ease of use (e.g., for individual warn­
ings or precautions, or for each drug 
interaction) must be assigned a dec­
imal number that corresponds to their 
placement in labeling. The decimal 
numbers must be consistent with the 
standardized identifying numbers list­
ed in paragraph (d)(l ) of this section 
(e.g., subheadings added to the "Warn­
ings and Precautions" section must be 
numbered 5.1, 5.2, and so on). 

(3) Any reference in Highlights to in­
formation appearing in the full pre­
scribing information must be accom­
panied by the identifying number (in 
parentheses) co1Tesponding to the loca­
tion of the information in the full pre­
scribing information. 

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

(5) Any risk information that is re­
qu1red under §201.57(c)(9)(1v) is consid­
ered " appropriate pediatric contra­
indications, warnings, or precautions" 
within the meaning of section 505A(l)(2) 
of the Federal Food, Drug, and Cos­
metic Act (the act) (21 U.S.C. 
355A(l)(2)), whether such information 
appears in the "Contraindications," 
"Warnings and Precautions," or "Use 
in Specific Populations" section of la­
beling. 

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

(1) Prescription drug labeling de­
scribed in §201.l00(d) must contain the 
specific information requ1red under 
§201.80 under the following section 
headings and in the following order: 

Description 
Clinical Pharmacology 
Indications and Usage 
Contraindications 
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Warnings 
Precautions 
Adverse Reactions 
Drug Abuse and Dependence 
Overdosage 
Dosage and Administration 
How Supplied 
(2) The labeling may contain the fol­

lowing additional section headings if 
appropriate and 1f in compliance with 
§201.80(1) and (m): 

Animal Pharmacology and/or Animal 
Toxicology 

Clinical Studies 
References 
(3) Omit clearly inapplicable sec­

tions, subsections, or specific informa­
tion. 

(4) The labeling may contain a 
"Product Tit le" section preceding the 
"Description" section and containing 
only the information required by 
§201.80(a)(1)(1), (a)(1)(11), (a)(1)(111), and 
(a )(l )(iv) and §201.l00(e). The informa­
tion requ1red by §201.80(a)(1)(1) through 
(a)(l )(iv) must appear in the "Descrip­
tion" section of the labeling, whether 
or not it also appears in a " Product 
Title. " 

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

(6) The requirement in § 201.80(f)(2) to 
reprint any FDA-approved patient la­
beling at the end of prescription drug 
labeling or accompany the prescription 
drug labeling must be implemented no 
later than June 30, 2007. 
[71 FR 3986, Jan. 24, 2006) 

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

The requ1rements in this section 
apply only to prescription drug prod­
ucts described in §201.56(b)(l) and must 
be implemented according to the 
schedule specified in §201.56(c), except 
for the requirement in paragraph (c)(18) 
of this section to reprint any FDA-ap­
proved patient labeling at the end of 
prescription drug labeling or accom­
pany the prescription drug labeling, 
which must be implemented no later 
than June 30, 2007. 
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(a) Highlights of prescribing informa-
tion. The following information must 
appear in all prescription drug label-
ing: 

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

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

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

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

(5) Recent major changes. A list of the 
section(s) of the full prescribing infor-
mation, limited to the labeling sec-
tions described in paragraphs (c)(1), 
(c)(2), (c)(3), (c)(5), and (c)(6) of this sec-
tion, that contain(s) substantive label-

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

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

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

(8) Dosage forms and strengths. A con-
cise summary of the information re-
quired under paragraph (c)(4) of this 
section, with any appropriate sub-
headings (e.g., tablets, capsules, 
injectable, suspension), including the 
strength or potency of the dosage form 
in metric system (e.g., 10-milligram 
tablets) and whether the product is 
scored. 
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(9) Contraindications. A concise state-
ment of each of the product’s contra-
indications, as required under para-
graph (c)(5) of this section, with any 
appropriate subheadings. 

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

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

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

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

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

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

(13) Use in specific populations. A con-
cise summary of the information re-
quired under paragraph (c)(9) of this 
section, with any appropriate sub-
headings. 

(14) Patient counseling information 
statement. The verbatim statement 
‘‘See 17 for Patient Counseling Infor-
mation’’ or, if the product has FDA-ap-
proved patient labeling, the verbatim 
statement ‘‘See 17 for Patient Coun-
seling Information and (insert either 
FDA-approved patient labeling or 
Medication Guide).’’ 

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

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

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

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

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

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

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

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

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

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

(F) If there are specific conditions 
that should be met before the drug is 
used on a long term basis (e.g., dem-
onstration of responsiveness to the 

drug in a short term trial in a given pa-
tient), a statement of the conditions; 
or, if the indications for long term use 
are different from those for short term 
use, a statement of the specific indica-
tions for each use. 

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

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

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

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

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

(A) The dosage range, 
(B) An upper limit beyond which 

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

(D) The intervals recommended be-
tween doses, 

(E) The optimal method of titrating 
dosage, 

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

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

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

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

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

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

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

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

tration, whenever solution and con-
tainer permit.’’) 

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

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

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

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

(6) 5 Warnings and precautions. (i) 
General. This section must describe 
clinically significant adverse reactions 
(including any that are potentially 
fatal, are serious even if infrequent, or 
can be prevented or mitigated through 
appropriate use of the drug), other po-
tential safety hazards (including those 
that are expected for the pharma-
cological class or those resulting from 
drug/drug interactions), limitations in 
use imposed by them (e.g., avoiding 
certain concomitant therapy), and 
steps that should be taken if they 
occur (e.g., dosage modification). The 
frequency of all clinically significant 
adverse reactions and the approximate 
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