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rule as § 201.57(c)(7)) to clarify the scope of information for this section of
labeling. See comments 71 through 75.

The agency recognizes that the “Adverse Reactions” section has evolved
over time to a point where it now typically contains several different
components (e.g., information from controlled clinical trials, uncontrolled
clinical trials, and postmarketing experience). The agencyf‘also recognizes that
there exists considerable inconsistency in how information in this section is
organized and presented across different drug products. To éddress this
problem, the agency recommends, m the “Adverse Reactions” section
guidance, an organization for the typical components of the “Adverse
Reactions’ section. |

Thus, FDA continues, as recommended by the cbmment, to provide
general requirements in regulation and detailed recommendations in guidance.
The ‘““Adverse Reactions’ section gﬁidance provides recommendations for how
to select information for inclusion in this section, how to characterize the

information, and how to further organize it (see section IV of this document).

(Comment 71) One comment recommended that manufacturers be required
to specify in the “Adverse Reactions’ section what categorization scheme was

employed for listing of the adverse reactions.

The agency believes that, in most cases, the basis for the categorization
of “Adverse Reactions” section will be readily apparent to re,aders; In rare
instances in which the basis for catégorization is not apparent, it would be
appropriate to identify the categoriiation scheme employed. The agency has,
therefore, determined that it is not necessary to require in regulation that the

basis for categorization of adverse reactions be identified for all labeling.
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The agency has revised, for the reasons described in the response to
comment 70, proposed § 201.57(c}(9)(ii) (designated in this final rule as
§ 201.57(c)(7)(ii)) to provide clarification for this part of the “Advgrsg
Reactions” section. The agency changed the term ““organ system” to “body
system.” Although the two terms have been used interchangeably, currently,

the term “body system” is used most often.

In addition, the agency deleted the option to categorize adverse reactions
by toxicological mechanism. After reviewing the 1975 proposed and 1979 final
rules, the agency concluded that the term is not clear; therefore, categorization
by toxicological mechanism is not ém appropriate option for the “Adverse -

Reactions’ section.

The agency also made clear that, however categorized, adverse reactions

must be listed in order of decreasing frequency.

FDA also removed the reQuirement that significantly more severe reactions
be listed before other reacti,oné regardless of frequency. In most cases,
frequency information is paramount, but in other cases, severity information
may be more important or a combination of the two may be the best approach.
The categorization scheme selected for the “Adverse Reactions” section should
be appropriate to the drug’s safety database and reflect the relative public
health importance of the information.

The agency also clarified that if data are available and important for
adverse reactions with significant clinical implicatians, details about the
nature, frequency, and severity of the reaction must be included. This
provision makes clear that, in inany cases, in addition to lists of adverse
reactions, descriptive information is appropriate for incluéion in the “Adverse

Reactions’ section.
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(Comment 72) One comment requested that the agency require that adverse
reactions identified from postmarketing experience be listed separately from
adverse reactions identified from clinical trials.

The agency agrees that adverse reactions identified from domestic and
foreign spontaneous reports after a drug is marketed should be listed separately
from adverse reactions identified in clinical trials. Adverse reaction data from
clinical trials and spontaneou:s repérts communicate different information to
practitioners. In clinical trials, subjects are specifically queried about and
evaluated for occurrence of adverse events and clinical investigators have
requirements for identifying and reporting such events (21 CFR 312.64(b)). Data
from clinical trials inform practitiohers about the range of adverse reactions
that may occur. In addition; because there is typically a comparison to a
control group, these data provide an estimate of the incidence and the ability
to identify events that, because they are likely to be causally related, represent
adverse reactions.

Postmarketing experiencé with a drug permits observation of suspected
adverse reactions in a larger, often more diverse, patient population. This
experience may provide an opportunity to identify low frequency reactions and
reactions not previously obsefved because the susceptible populéticm/was
either excluded from the controlled trials or only included in small numbers.
But, to interpret this information accurately, a practitioner must be mindful
that postmarketing experience, although more closely reflective of clinical
practice, lacks the structure of a clinical trial setting that\permitsim\:lreaSGd
precision. For postmarketing reporting, the impetus for reporting, the

frequency with which a suspected adverse reaction is reported, and the number
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of exposures to the drug compared to the number of suspected reactions

reported are unknown, making estimation of incidence calculations difficult.

Because these differences significantly affect the interpretation of these
complementary sets of data, the agéncy believes it is important to separate in
labeling adverse reactions idehtified in clinical trials from adversé reactions
identified from domestic and foreign spontaneous rep’orts. For precisely these
reasons, in the draft “Adverse Reactions” section guidance, FDA suggested
segregating adverse reactions from spontaneous reports in this section of the
labeling. Thus, the agency has revised proposed § 201.57(c)(9)(ii} (§ 201.57(c)(7)
in this final rule) by creating a separate listing for each set of adVersé reactions
within the “Adverse Reactions” section.

The agency clarifies that this distinction is between adverse reactions
identified in clinical trials and those identified from domestic and foreign
spontaneous reports after a drug is ij}arketed. Adverse reactions that‘/are
identified in clinical trials conducted after a drug is marketed would be listed
under adverse reactions identified from clinical trials.

(Comment 73) One comment requested that, for drugs with multiple doses
or indications, the “Adverse Reactions” section have a separate presentation
of adverse reactions for each dose of indication.

The agency agrees that it 1s impoi’tant for the “Adverse Reactions” section
to call attention to adverse reactions for which there are clinically significant
dose-response relationships.

Thus, the agency has revised pioposed § 201.57(c)(9) (designated in this
final rule as § 201.57(c)(7)) to require manufacturers to include details about
the relationship of adverse reaétions to drug dose where sufficient data are

available and necessary to presicribei the drug safely and effectively. The agency
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does not believe, however, that it needs to require that separate presentations
of adverse reactions always be included for different doses. If there are
important differences in adverse reaction rates for different doses, the section
can include a single table that directly compares the adverse reactions rates
for different doses. Presenting rates for different doses side by side in a table,

for example, is an effective way to make a dose-response relationship apparent.

The agency also does not believe that it needs to require a separate
presentation of adverse reactions for each indication. Such information could
be appropriate for a drug with multiple indications, hoWevéx}, when the adverse
reaction profile differs substantially from one indication or population to
another, the differences are drug related, and the data have important clinical
implications. On the other hand, where differences are rel'atively,minor and
not clinically meaningful, separate presentations for multiple indications
would not be informative and;would detract from more impoﬁ,antf information.

(Comment 74) One comment requested that the “Adverse Reactions”
section discuss. differences in adve:%se reaction rates among different
demographic subgroups (e.g., men, women, blacks, renally»ii‘npaired).

The agency agrees that the “Adverse Reactions” séction must include
information on differences in édvergse reactions among demographic subgroups
where sufficient data are available and important. Thus, the agency has revised
proposed § 201.57(c)(9) (designated in this final rule as § 201.57(c)(7)) to
require such information in the “AQVerse Reactions” section..

. Adversé reczctionsmfreqéuency information (proposed § 201.57(c)(9)(ii})

FDA proposed to retain the language from then-current § 201.57(g)(2) in

proposed § 201.57(c)(9)(ii):
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The approximate frequency of each adverse reaction must be expressed in rough
estimates or orders of magnitude essentially as follows:

The most frequent adverse reaction(s) to (name of drug) is (aré) (list reactions).
This (these) occur(s) in about (e.g., oné-thifd of patients; one in 30 patients; less than
one-tenth of patients). Less frequent aaverse reactions are {list reactions), which occur
in approximately (e.g., one in 100 patients). Other adverse reactions, which occur
rarely, in approximately (e.g., onie in 1’00‘/0 patients), are (list reactions).

Percent figures may not ordinarily be used unless they are documented by
adequate and well-controlled studies as defined in § 314.126(b) of this chapter (except
for biological products), they are shown to reflect general experience, and they do
not falsely imply a greater degree of aci:(mracy/ than actually exists.

For biological products, such figurg&smust be supported by substantial

evidence.

(Comment 75) One comment aéked the agency to clarify an apparent
inconsistency between the prdposea rule and the draft “Adverse Reactions”
section guidance concerning how to characterize the incidence of adverse
reactions. The comment pointéd out that the proposed rule (which used the
same language as in the 1979 final rule) recommended grouping adverse
reactions by rough orders of magnitude and encouraged use of the terms
“frequent,” “infrequent,” and “‘raref” in conjunc{ion with orders of magnitude
appropriate for a given drug’s safety database. The comment observed that
agency guidance discouraged use of these terms when grouping by rough
orders of magnitude.

The agency agrees that clarification is needed regarding presentation of
incidence information for adverse reactions. The language in the proposed rule
is not sufficiently precise to accurately reflect current practices in

characterizing the incidence of adverse reactions associated with the use of
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a drug product. The preamble to the 1975 proposed rule indicates that precise
percent figures would be appi‘opriate if there is scientific evidence from well-
controlled trials substantiating such figures and when inclusion of ‘percent
figures does not falsely imply a greater degree of accuracy than actually exists
(40 FR 15392 at 15393, April 7, 19£75). The science of clin\ic’al trials has
progressed so substantially over tiI{:ne that ascertaining such fates is typically

part of virtually all drug developm?nt piograms.

Under current labeling practices, rates of incidence for most adverse
reactions identified in controlled clinical trials are e:xpiessed as percentages.
Current labeling also typically includes percentage rates for comparison groups
in clinical trials (e.g., placebo group) where inclusion of such rates would not
be misleading. Broader frequéncy ranges are used only when meaningful
percentage rates cannot be deﬁermined. Therefore, the agencyfha/s revised
proposed § 201.57(c)(9) (desigh'ated,,in this\ﬁnai rule as § 201.5;7(»(})(7):) to make
it clear that when meaningful adverse reaction rates can be derived (for drug
treatment group and comparison groups) and presenfation of comparator rates
would not be misleading, they muét be included in labeling.

The agency also believes 1t is inappropriate to use nonspecific terms such
as “frequent,” “infrequent,” and “rare” When presenting adverse reaction
information. The agency believes the science of clinical trials has evolved such
that use of those terms in the mannér recommended by the 1979 rule is
confusing because the terms do not necessarily refer to ‘fhe same frequency
range across different drug products. For example, for prodﬁct A, “rare” might
mean an incidence of less than 1/500, but for product B, “‘rare” might mean

an incidence of less than 1/1000. Moreover, the terms are imprecise and, even
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if precise meanings were defined, would reinforce the misconception that
frequency is synonymous with seriousness.
The agency believes that identifying the numerical frequency range alone

is a clearer way to communicate roﬁgh rates of incidence for a group of adverse
reactions. Therefore, the agency has revised proposed § 201.57(c)(9) to require
that adverse reactions for which meaningful percentage rates cannot be reliably
determined (e.g., adverse reactions iwere observed only in the uncontrolled trial
portion of the overall safety database), be :grouped wi’thin specified frequency
ranges as appropriate to the safety database of the drug (e.g., adverse reactions
occurring at a rate of less than 1/ 100, adverse reactions occurring at a rate of
less than 1/500) or descriptively idemiﬁe&, if frequency ranges cannot be
determined.

(Comment 76) One comment requested clarification on how percentages
should be used to characterize the frequency of adverse reactions when
percentages are derived from studies that evaluated greater doses than the
approved dose. The comment asked whether, in this circumstance, rates of
adverse reactions should be omitted from the “Adverse Reactions” section.

The agency will determine, during review of an application, whether
adverse reaction rates derived from doses greater than recommended doses
would be informative for pracﬁtionérs and not misleadiﬁg, and thus
appropriate for inclusion in labeling. Where there are adverse reaction data
from studies using different doses, including doées greater than recommended
doses, the agency will evaluaté whether pooling or otherwise combining
adverse reaction data would more accurately describéthe fféquency of adverse

reactions.
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(Comment 77) One comment requested clarification on whether
manufacturers are required to identify the total number of patients enrolled

in clinical trials in the “Adverse Reactions’’ section.

FDA has revised proposed 201.57(c)(9)(i) (designated iﬁ this final rule as
201.57 ( :)(7)(1)) to clarify that the mﬁai number of subjects or patients exposed
to the drug, and the extent of exposure, must be identified m the “Adverse
Reactions” section, so that practitidners can interpret the significance of the
data in this section. The “Adverse Reactions
recommendations on how to describe the database from which the adverse

reaction data in this section are derived (see section IV of this document).

e Clinical pharmacology (proposed §201.57(cj)(13))

FDA proposed to require that the “Clinical Pharmacology” section
(proposed § 201.57(c)(13)) contain t;hree subsections—‘Mechanism of action,”
“Pharmacodynamics,” and “Pharmjacokinetics.” Proposed §201.57(c)(13) also
provided for an optional subsection for incorporation of other clinical
pharmacology information that does not fit into one of the -SPécified
subsections.

(Comment 78) One comment recommended that the “Clinical
Pharmacology” section be revised to require discussion of a drug’s elimination
half-life, indicate differences in eliminaticﬁ half-life as a function of age or
other subpopulation, and specify the enzyme involved in metabolism (e.g.,
CYP450).

Under the final rule, elimination halfvflife of drugs and differences in the
elimination half-life as a function of specific populations (including age-related
populations) must be reported in the “Pharmacokinetics’ subsection of the

“Clinical Pharmacology” section of}the Iabeling {§ 201.57(c)(13)(1){C)). In
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addition, if there are clinically significant differences in elimination half-lives
among specific populations and those differences require special monitoring
or alternate dosing regimens, such information must be included in other
sections, such as “Use in Specific Populations,” “Warnings and Precautions,”
and “Dosage and Administration.” Information about drug metabolism,
including metabolic pathways and the eniyme systems involved, is also
required in the “Pharmacokinétics” subsection of the ‘‘Clinical Pharmacology”

section.

(Comment 79) One commént réq’uested that FDA clarify the statement in
proposed § 201.57(c)(1 3)(i)(B)ﬁ “If pharmacokinetic/pharmacodynamic
relationships are not demonstrated or are unknown, the labeling must contain
a statement about the lack of information.” The comment asked that FDA
clarify whether the provision is referring to concentration versus response
relationships generally.

In response to this comment, the agency has rephrased this provision, as
follows: “Exposure-response relationships (e.g., concentration-response, dose-
response) and time course of pharmacodynamic response (including short-term
clinical response) must be included if known.” (See final § 201.57(c)(13)(i)(B).)

(Comment 80) One comment stated that the three new subsections in the
“Clinical Pharmacology” section will make it easier to find information in the
section. |

One comment requested t}lat in vitro data supporting the “Mechanism of
action” subsection in the “Clinical Pharmacology” section be permitted to be
included in the subsection because such information is helpful in |
understanding a drug’s physiologic activity and in differentiating a drug from

other therapeutic agents.
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The agency agrees that the three new subsections should make information
easier to find. Because 201.56(d)(2): (proposed 201.56(d)(5)) permits additional
nonstandard subsections, FDA deleted **12.4 other clinical pharmacology
information” (proposed 201.57(c)(1 3v)(i)(D}} from the final rule.

The “Mechanism of action” subsection must include information based
on in vitro data if the information is essential to a description of the established
mechanism of action and the information is clinicall/yk relevant. Where in vitro
information about mechanism of action is included, the information must not
be used as the basis for a clinical cc;mparispn (i.e., to differentiate the drug
from other therapeutic agents).

(Comment 81) Many comments opposed the proposal (proposed
§ 201.57(c)(13)(ii) to revise the current “Cli:nical Pha:_;rmacology” section to
require that in vitro data related to ihe activity or effectiveness of an anti-
infective drug be included in the section only if a waiver is granted under
§201.58 or § 314.126(c) (21 CFR 31;4;126(0}). While comments conceded that
in vitro data have their limitations, the cdmments mai‘ntaiﬁédv that in vitro data
for anti-infective agents can be an important component of the total
information available for making préescribing decisions in some situations,
including: (1) In the absence of suséaptibiiity testing, (2) in treating drug
resistant pathogens (e.g., drug%resistant pnéumococci); and (3) in treating rare
infections. Some comments stated that preventing inclusion of in vitro data
that indicate a drug is inactive agaiﬁs‘t a microorganism could result in
selection of inappropriate antibiotics and poor clinical outcomes. One
comment maintained that some physician organizations effectively endorse use
of in vitro data by having guidélineé that recommend use of in vitro data as

an adjunct to making educated empirical judgments about appropriate anti-
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infective therapy. Several comments stated that the absence of in vitro data
will make it difficult for praétitioners to identify appropriate broad spectrum
agents when broad coverage is needed. One comment requested that in the
event the agency decides to go forward and exclude in vitro data related to
effectiveness unless a waiver has been granted, the agency explain in detail

the process by which a waiver could be granted.

Several comments expressed concern about the implications of removing
in vitro data for devising suscéptibﬂity tests for new anti»infecti\{é drugs. They
stated that these data are relied on by FDA,(thev Center for Ijex}ices and
Radiological Health) and by manuféﬂturers“ of in vitro susceptibility tests in
selecting appropriate organisms for which to devise tests. In addition,
comments stated the data are used to develop quality control mechanisms for,
and to help develop criteria for use in the review and clearance of,
suéceptibility test devices. Some comments maintained that removal of in vitro
data would cause manufacturers not to develop susceptibility tests for
organisms for which such tests would be desifable. | |

One comment supported exclusion of in vitro data from labeling. The
comment stated that exclusion of in vitro data that are not aaequate to support
therapeutic decisionmaking will iniprove anti-infective therapy andlhelp
prevent inappropriate use of antibiotics. |

The agency has reconsidered it}s proposal to exclude from the “Clinical
Pharmacology” section in vitro data for anti-infectives that are not supported
by clinical data. The agency is consjiderin‘g a broad range of issues concerning
the development and labeling of aniininfective products, including the types
of data that should be obtained to sf;lpport indications, the’way that indications

and anti-infectives data should be presented in labeling, and Ways to
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meaningfully address resistance to anti-infective drugs. The agency believes
a comprehensive and coordinéted approach is needed to address these issues.
Thus, FDA is deferring any action én the in vitro data proposals in the
“Clinical Pharmacology’’ section of labeling at §§ 201.57(c)(13)(ii) and
201.80(b)(2) until the agency has developed a Comprehensi{ze plan. At that
time, the agency may repropose chér}ges to the way in which in vitro data
are presented in labeling.

(Comment 82) Several comments maintained that the aigorithrﬁ in the
agency’s current guidance for induStry (““Clinical Devélopment and Labeling
of Anti-Infective Drug Products,” 1992) for determining when it is appropriate
to include in labeling in vitro data ﬁf)t supported by clinical data contains
adequate safeguards and should continue to be used for detemﬁining when to
include such data. One comment suggested that labeling users be educated
about the criteria for inclusion in labeling of in vitro data not supported by
clinical data and how to use such data in making prescribing decisions.

At this time, the agency will contihue to rely on the élgorithxﬁ in its
current guidance on clinical d;evelqpment and labeling of anti-infectives for
determining when to include 1:n vitro data in the “Clinical Phérmaeoiogy”
section of labeling. As part of the comprehensive evaluation of the way in
which anti-infective therapies are currently developed and labeled (see
response to comment 81), the agen;ﬁy may reconsider use of the algorithm and
make any changes that may bé needed. For this reason, the‘égency will not
at this time undertake an educational campaign to educate prescribers about
the basis for inclusion of in vitro data in labeling.

(Comment 83) Several comments recommended retaining in vitro data for

anti-infective drugs in the “Clinical Pharmacology” section and strengthening
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the current in vitro disclaimer statement that indicates that the clinical
significance of the in vitro data is unknown.

Until FDA has developed a comprehensive plan to address the broad range
of issues confronting development and labeling of anti-infective products, the
agency will defer any decisions abc}ut/the content of the /disrcléimer that
accompanies in vitro data indicating that the clinical significance of the data

is unknown.

(Comment 84) One comment requested that the agency clarify the scope
of the proposed exclusion of in vitro data to make clear that it does not
encompass in vitro data with clinical substantiation. The comment maintained
that in vitro susceptibility data from large scale clinical trials would provide
some basis for making an informed decision about possible effectiveness in
the absence of susceptibility testing (e.g., while awaiting .su(;h testing) and that
this information is especially impottant for antiviral drugs.

In vitro data that are supporte(i by clinical data have certain problems in
common with in vitro data not supported by clinical data (e.g., antimicrobial
susceptibilities are constantly changing and vary by location). In vitro and
animal data not supported by clinical data were the focus of the agency’s
proposal to exclude in vitro and animal data frozﬁ the “Clinical Pharmacology”
section (§201.57(c)(13)(i1)). As discussed previously, the agency hasﬁ
reconsidered its proposal to exclude such data from labeling and will defer
any action until it has developed a comprehensive plan.

(Comment 85) Several comments recommended that in vitro susceptibility
data for anti-infectives be retained in labeling and be placed in a new labeling

section entitled “Clinical Microbiology.”



115
The agency believes that a labelying section devoted specifically to clinical
microbiology data is not needed at this time. As a result of its ongoing
comprehensive evaluation of anti-iﬁfectives drug ’dev‘eiopment and labeling

practices, the agency may reconsider the need for a separate section on clinical

» Nonclinical toxicology kproﬁosed §201.57(c)(14))

FDA proposed to require a new section in the FPI entitled “Nonclinical |
Toxicology” (proposed § 201.57(c)(14)) to contain information from then-
current § 201.57(f)(5) (the “Carcinogenesis, mutagenesis, impairment of
fertility”” subsection) and then-current § 201.57(1) (the “Animal Pharmacology
and/or Animal Toxicology” section;).

(Comment 86) One comment requested that FDA provide guidance
clarifying when it would be appropriate to omit the “Nonclinical Toxicology”
section. |

Although the final rule provides that any section of labeling would be
omitted if it is clearly inapplicable (see § 201.56(d*)(4)j, it is unlikely that the
“Nonclinical Toxicology” section, m its entirety, would ever be inapplicable.
Animal data are often the on}y practical and ethical means to under%tand a
product’s potential for certain kinds of toxicity (e.g., carcinogenicity,
mutagenicity, reproductive and developmental toxicity). In addition, even if
carcinogenicity data are not available, the labeling must state that these studies
were not done (§ 201.57(c)(14)(i)). The final rule provides, however, that the
“Animal toxicology and/or pharma;cology” subsection must include certain
data that do not appear elsewhere in the labeling. This means that this

subsection would be omitted if all the required information appears in one

or more of the other labeling sections (§ 201.57(c)(14)(ii)).
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e (Clinical studies (proposed § 5201 57(c)(15))

FDA proposed to require é section in the FPI entitled “Clinical Studies”
(proposed §201.57(c)(15)). The section would be required to contain a
discussion of clinical studies that are important to a prescriber’s understanding
of the basis for approval of the drug product, )including the extent and
limitation of the product’s benefits, how the drug was used in clinical trials,
who was studied, and critical parameters that were monitored. |

(Comment 87) One comment requested that the agency clarify the extent
to which secondary endpoint data, %quality\ of life data, and pharmacoeconomic
data would be permitted in the “Clinical Studies” section. |

The “Clinical Studies” sectionvmust describe those studies that facilitate
an understanding of how to use a drug safely and effectively. Generally, this
means those studies that were essential to establishing the drug’s effectiveness
for the purpose of obtaining Iﬁarketing approval.

If studies were appropriately diesig’ned‘to evaluate secondary endpoints,
it may be appropriate to include a discussion of these secondary endpoints
in the section. | |

The agency would evaluate the appropriateness of including quality of life
and pharmacoeconomic data according to the same standard. The data could
be appropriate for inclusion in the section if all of the following apply: (1)

The data are from adequate and weil»contrclled trials that incorg?erafed quélity
of life or pharmacoeconomic endpoints in their design and carried out
appropriate analyses, (2} for pharméboeconmmic studies, the findings are
reasonably generalizabile to most clinical énvimnments, not just the ones
studied, and (3) the information would be important to a practitioner’s

understanding of how to use the drug in a clinical setting. The “Clinical
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Studies” section guidance*cm;tains} FDA'’s recommenda{ions on what studies
are appropriate for inclusion in thé; “Clinical Studies” Section (see section IV
of this document]). | |

(Comment 88) Some commenté requested that the agency reconsider its
proposal to bar, in the “Clinical Studies” section, inclusion of data cdncerning
indications and doses that are not consistent with the approved indications
and dosing regimens. Comments maintainied that such infori'nati’on can be
important to a practitioner’s understanding of a product’s clinical and safety
profile, as well as to an underStancrEing of the approved indication. Some
comments stated that all studies that are scientifically sound Aand provide
medically relevant information should be included in the “Clinical Studies”
section. One comment stated that pfactitioner,s understand that data presented
in the “Clinical Studies” section, as opposed to the “Indications and Usage”
or “Dosage and Administration” sefctions, are intended'for informational
purposes only (i.é., not to suggest c?aims).

One comment asked that the agency make clear that the limitation on
inclusion of information in labeling about unapproved doses and regimens
would not preclude discussion of a dose ranging study that supports approval

and includes dosage regimens: that were not approved for use.

One comment agreed with the proposed revision to exclude from the
“Clinical Studies” section data and information concerning indications and
dosing that are not consistent with ihe information in the “‘Indications and
Usage” and “Dosage and Administration” sections. The comment maintained
that inconsistent information about indications and dosiﬁg creates confusion

and contributes to uncertainty and distrust of information in the labeling.
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Some comments stated that if the agency has concerns about the
implications of labeling on product promotion, these can be addressed through

its existing legal authority and should be addressed as a separate issue.

The agency requires that claims in any section of labeling, expressed or
implied, be supported by substanti:jal\ evidence (§ 201.56(:a)(3)).< This
requirement would not preclude discussing in labeling an adequate and well-
controlled clinical study, inch:lding a dose ranging study that has treatment
arms with dosing regimens that are not recommended, if the data for the use
of such regimens are important to a pracititioner”s understanding of how to use
the drug safely and effectively. For instance, it niight be important to include
such data if the data indicate that a particular dosage regimen is not effective,
is minimally active, provides no benefit compared to lower doses, or is
associated with an unacceptable level of toxicity. If data that include dosage
regimens other than recornmendedixegimens are discussed in the ““Clinical
Studies” section, the data must be accompanied by a statement appropriately
qualifying the data and indicating t}lat those dosage regimens have not been
found safe and effective by FDA, if such a statement is necessary for the
labeling to be truthful and not:misléading.

The agency agrees that advertising and promotional labeling ',regulations
address product promotion issues and that this final rule is not an appropriate
context for discussion of these issues.

* References (proposed § 201 .5;7[ c)(16))

FDA proposed to permit réfereﬁces to be included in labeling in place of
a detailed discussion of a subject that is of limited interest, but nonetheless
important (proposed § 201.57(:‘0)(1 6)). The proposed provision stated that the

reference must be based on an adequate and well-controlled clinical
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investigation under § 314.126(b) or, for a biological product, upon substantial
evidence of effectiveness. |

(Comment 89) One comment maintained that recjuiringthat all information
contained in the “References” section be based on adequate and well-
controlled trials will result in omission of important references; for many anti-
infective products, including references for standardized test methodology in
in vitro studies.

The agency believes that inclusion of a reference to clinical data will’be
unusual. Any clinical data that are important to a presc;'iber’s understanding
of the safe and effective use of the drug must be summarized in the “Clinical
Studies” section, rather than rgferenced in the “References’ section. The
“References” section may cite an authoritative scientific body, standardized
methodology, scale, technique, or similar material important to prescribing
decisions that are mentioned in another section of labeling, but cannot readily
be summarized. The agency has revised proposed §§ 201.57 (c)(16) and
201.80(1) to make this clear and to delete the requirement that limits the
“References” section to references to ade,q'uafce and well-controlled clinical

studies.

(Comment 90} One comment noted that, even though the conditions for
including references in the proposed rule are essentia}ly the same as in the
requirements for old labeling, there are substantial -differences in the way these

~conditions are applied across new drug reviewing divisions.

As discussed in the response to the previous comment, in this final rule,
the agency has clarified the conditions under which it is appropriate to include
a reference in prescription drug labeling. The agency appreciates the

comment’s concern about inconsistent application of the criteria for.inclusion



120
of references across different new drug review divisions. As part‘ of its internal
efforts to implement this final rule and related labeling initiatives, the agency
intends to make considerable ‘effortgs to ensure consistent application of the
requirements.

s Patient counseling information (proposed §201.57(c)(17))
vvvvv o SARA RS L ke A SR Y ol o o A [V A ¥

FDA proposed that the “Information for patients” subsection of the
“Precautions’” section (requiréd un@er‘ then-current § 201.57{f)(2)) be made a
separate section entitled “‘Patient Counseling Information” (proposed
§201.57(c)(17)). The section Woulci be placed at the eﬁd of the VF PI.

The agency also proposed to require in proposed § 201.57(c)(17) that any
approved printed patient infoi‘matiqn or Medication Guide be referenced in
the ““Patient Counseling Information” section and that the full text of the
approved printed patient,informatibn or M‘edicationl Guide be re,;ﬁrinted
immediately following the section., |

(Comment 91) One comment supported the proposal to put information
for patients in its own section and change the name from “Information for
patients” to “Patient Counseling Information.” The comment stated that the
name change is important because it emphasizes the need to counsel patients
on their medications and not just piévide printed materials,

As described in the proposed rule, FDA determined to change the heading
of the information required under then-current § 201.57(f)(2) from “Information
for patients” to “Patient Counseling Information” to clarify that the
information under this section is not intended to be distributed to patients,
but is intended to help practitioners communicate important drug information

to patients.
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(Comment 92) Some comments requested that the agency clarify the
meaning of “‘any approved printed patient information.”” One comment also
asked that the agency clarify “Medication Guide.” |

FDA has revised the terminology in the final rule to clarify the meaning
n ormation” and “Medication Guide.” The
term “FDA-approved patient labeling” refers to any labeling that has been
reviewed and approved by thé agency that provides information for patients
“and is for distribution to patients who are prescribed a drug. This term
includes approved printed patient information specifically required by
regulation (e.g., for oral Contraceptiifxfes (21 CFR 310.501) and estrogens (21 CFR
310.515)) and patient labeling that is submitted voluntarily to FDA by
" manufacturers and approved by the ég,en'cy. FDA-approved patient labeling
may have different functions r'eﬂecite.d in the type of information conveyed to
patients. For example, some F]jA-approvéd patient labeling contains risk
information, and some contaiﬁs only detailed instructions about how to
administer a drug product. |

Medication Guides are a s,peciffic category of FDA-approved patient
labéling. Under part 208 (21 CFR part 208), FDA can require a Medication
Guide for a prescription drug i)rodt;ct that FDA determines poses a serious
and significant public health Concein req{;iring distribution ’Q‘f FDA-approved
patient information (§ 208.1(a)). Medication Guides are subject to specific
content and format requirements (8 20820) |

(Comment 93) Some comments supported the proposed requirement to
reprint FDA-approved patient labeling at the end of the “Patient C:o{mse}ing
Information’ section so that this information is readilyaccessible for

healthcare practitioners. Other comments requested that the agency reconsider
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the proposal to require that FDA-approved patient labeling be printed at the
end of the FPI. Some comments asked whether attaching prescription drug
labeling without FDA-approved patient labeling to trade packaging and
attaching the FDA-approved p:atien‘t labeling separately would saﬁsfy the
requirement. Some comments expressed concern that prescription drug
labeling with the FDA-approved patient labeling reprinted at the end may
make it more difficult for patients to find and read the patient information.
One comment stated that patient information typically uses larger fonts and
may use color and illustrations, making it-difficult and costly to reprint in the
prescription drug labeling. Some cdmments also expressed concern that
inclusion of FDA-approved paiient Ilabelihg would make the labeling too long
and impose additional costs because it could necessitate redesign and.
enlarging of trade packaging. One comment asked whether’it would be
sufficient to provide only a reference to FDA-approved patient labeling in the
“Patient Counseling Information’ section instead of reprinting the information
in the section.

FDA believes that it is crucial that prescribers have ready access to FDA-
approved patient labeling so that they are aware that the information exists,
can familiarize themselves with the content of that infoimation, and can
explain the information to their patients. The agency believes this objective
can best be accomplished by requiring that this information be reprinted at
the end of prescription drug labeling. Thus, it would be insufficient to provide
only a reference to FDA-approved patient labeling in the ‘‘Patient Counseling
Information” section. } |

However, the agency is pefsuaded that reprinting thé FDA-approved

patient labeling at the end of the labeling is not the only approach that would
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successfully address the need to familiarize prescribe;"s with this information.
Therefore, the agency has revised the requirements at §§ 201.57(c)(18) and
201.80(f)(2) to reguire that FDA—apprbvad patient labeling either accompany
the prescription drug labeling or be reprinted at the end of such labeling (i.e.,
immediately following the ‘‘Patient Counseling Information” Secﬁron of the FPI
for products subject to § 201.57(c)(18) or after the last séctien of labeling for
products subject to § 201.80(f)}(2})).

The agency acknowledgeé that, in cases for which FDA*apprjove\ad patient
labeling is included with presériptim} drug Iabei‘ing, additional costs will be
incurred by the manufacturer. To heip minimize the added cost, FDA has
revised proposed §201.57(c)(18) to ;specifyﬁ that the same type size A
requirements that apply to prescription dmg labeling (§ 201.57(d)(6)) also
apply to FDA-approved patient labéling that is printed at the end of the
labeling or accompanies labeling, unless a Medication Guide is to be
distributed to patients in compliance with  §~208.24 (see table 7 of this
document). In most cases, this will be a minimum type size of 8 points. For
trade labeling, this will be a minimum type size of 6 points (see response to
comment 102 for discussion of 6-point minimum type size for trade labeling
for products subject to § 201.57). Fdr Mediéation Guides to be distributed to
patients, the type size requirerhentsf set forth at § 208.20 apply. With regard
to the labeling for products subject to § 201.80, the agency clarifies at
§ 201.80(f)(2) that the font size requirement for Medication Guides in § 208.20
does not apply to a Medicatio# Gu:iciike that is printed in prescriptionfdrug(
labeling unless it is intended to comply with § 208.24 (i.e., the requirement

to distribute Medication Guides to patients). Thus, for these products, there
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is no minimum font size requirement for FDA-approved patient labeling that

is included with labeling but not for distribution to patients (see table 7).
TABLE 7.—TYPE SIZE REQUIREMENTS FOR LABELING AND JFDA-APPRO\'ED PATIENT LABEL‘NG INCLUDED WITH LABELING

Labeling

Type Size Requirements
for Labehng

. FDA-Approved Patient Labeling Included with.Labeling

Type Size Requirements for
FDA-Approved Patient Labeling

New Format (§ 201.57}

Trade Labeling (i.e., labeling on
or within the package from
which the drug is 10 be dis-
pensed)

Mirumum 6-point type

FDA -approved patient labeling that is not for distribution to pa-
tients

Minimurm 6-point type

Any FDA-approved patient labehing except a Medncauon Gmde,

that is for drsmbunon to patients -

Minimum 6-point type

Medication Guide that is for distribution to patients

Minimum 10-point type

companying promotional ma-
terials)

Other Labeling {e.g., labeling ac-

Minimum 8-point type

FDA -appreved patient ‘abelmg that is not for dlstnbunon fo pa-
txents

Minimum 8-point fype

Any FDA-approved patient jabeling except a Medlcatfon Gmde
. that is for distribution to patients

Minimum 8-point type

Madicaﬁon Guide that-is for distribution to patienis

Minimum- 10-poini- type

Old Format (§201 80)

ing

Trade Labeling and Other Label-

No minimum requirement

PDA@pproved patient labelmg that is not for d;sznbunon o pa-
tients

No minimum requirement

Any FDA-approved patient labeling except a Medication Gwde
that is for dvstnbunon to patients

"No minimum requirement

Medncauon Guide that xs for distribution to patients

"Minimum 10-point type

(Comment 94) One comment asked whether the agency meant for the

prescription drug labeling with the FDA-approved patient labeling reprinted

at the end to replace the standl—alonieF DA-approved patient labeling required

to be distributed to patients. The comment asked if the z(3c1vni1bi;'3bedZ document

would satisfy the requirement to diétribute the FDA-approved patient labeling
to patients who have been prescribéd the drug. Other comments asked whether
FDA-approved patient labeling attabhed t‘O;prescriptioh drug labeling in a way
that would facilitate it being torn off (e.g., along a perfo;ratioh line) would
satisfy these requirements. One comment noted that if the FDA-approved
patient labeling is appended to the prescription drug labeling aé a perforated
attachment, it might be more difficult for the patient to receive information

at the pharmacy because the pharmacist would have to separate fhe patient

information from the prescription drug labeling.
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The agency does not mean for pres‘(‘:riptibn drug labeling with the FDA-
approved patient labeling repljinted at the end to repléce the stand-alone FDA-
approved patient labeling required to be distributed to patients. FDA has long

stressed the importance of providing such information to consumers.

However, if the F‘DA—approved‘: patient labeling is appended to the
prescription drug labeling (e.g., asa perforated attachment that can be torn
off and given to patients) and is formatted as required for distributionto
patients (§ 208.20), it would meet the requirement to provide information to
patients. For example, for a produc:t:‘subjec{ to §201.57 with >a Medication
Guide, trade labeling for the product would be required to be in at least 6-
point type (see comment 102 of this document), while the Medication Guide,
if reprinted as a perforated attachment to the labeling for distribution to
patients, would be required to:be in a mihimum 10-point type (see table 7).
For products subject to § 201.80 with a Médication Guide, there is no minimum
font size requirement for the labeling, while the Medication Guide, if reprinted
as a perforated attachment to the labeling for distribution to patients, would
be required to be in a minimum 10-ﬁoint type (see table 7). 'I"he\\agenc:y does
not agree that distributing prescription drﬁg labeling with the F DA;dpproved
patient labeling appended as a perforated attachment will make it more
difficult for the patient to receive information at the pharmacy because the
pharmacists would have to detach the patient information.

(Comment 95) One comment sought clarification of what information
should be included in the “Patient Counseling Information’” section. The
comment expressed concern a‘t;out how the information in this section is to

be communicated to patients. |
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The “Patient Counseling Information” section contains information that
the practitioner may decide to convey to the patient at the time of prescribing
for the drug to be used safely and effectively (e.g., warnings about driving if
the product causes drowsiness, or the concomitant use of other substances that
may have harmful additive effects). The information in this section will vary
depending on the safety and efficacy characteristics of the product and how
it is taken.

FDA believes that requiring a s:eparatei “Patient Counseling Information”
section and a reminder message in ',Highlig;hts directing practitioners to this
section will make patient counseling information in labeling more accessible
to health care practitioners. These requirements will increase 'thé accessibility
of the section and should reinforce the need for practitioners to COuzisel their
patients, thereby fostering communication between practitioners and patients
about prescribed drugs.

(Comment 96) One commént aéked whether including the FDA-approved
patient labeling in the “Patient Coﬁnseli'ng Information” section would be
sufficient to meet the content requirements for the section.

Including only the FDA-approved patient labeling in the ‘“Patient
Counseling Information” section is not sufficient to meet the requirements of i
this section. This section, like the other sections of prescription drug 1abeling,
is specifically written for heaﬁh care practitioners. Its purpose is to inform
practitioners about what inforfnatién is important to convey to the patient at
the time of prescribing for the drugéto be used safely and effectively. FDA-
approved patient labeling, in contréét, is specifically written for a iay audience

and is intended to be read by patieﬁts.
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The agency emphasizes how important it is that prescribers be informed
about what they should communicate to their patients. On the basis of a series
of national telephone surveys f‘condiucted by FDA to assess how patients receive
information about their prescription medicines, the agency determined that the
prescribing physician is the primary source of drug information for patients
(Ref. 5). The most recent survey, conducted in 1998, showed that more patients
received verbal prescription medicine information at their physician’s office
(69 percent} than at the pharmacy (43 percent) (Ref. 5). In addition, although
74 percent of patients reported recéiving written informéiiQn at the pharmacy,
of those who received written information at the pharmacy, 85 percent
received instruction sheets and 83 percent recéi’ved stickers on the medicine
container, but only 38 percent received brochures about the medicine. These
results indicate that most consumers who receive product information, other
than instructions for use or the sticker information, receive it orally from their
physicians during an office visit.

(Comment 97) One comment asked whether products with existing
labeling that will be required to convert to the new labeling format will be
required to have a ‘“‘Patient Counseling Information” section if the product’s
existing labeling does not'cont;ain a?} “Information for patients” subsection in
its “Precautions’ section. |

If a product that does not have an “Information for patients” éubsection
becomes subject to the new content and format requirements at § 201.57, the
product’s manufacturer would be required to develop a “Patient Counseling
Information” section for the product’s prescription drug labeling ﬁniess a
“Patient Counseling Information” section would be clearly inapplicable (see

§ 201.56(d)(4)) and thus not required. The agency anticipates that few products
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would qualify for such an exceptioﬁ, The agency believes\thalt the vast majority
of products that will be required to have a “‘Patient Counseling Information” |
section will already have an “Informiation for patients” subsection in their
existing labeling on which to base the “Patient Counseling Information”
section. Thus, this new requirément is anticipated to impose minimal burdens

on manufacturers.

I. Comments on the Format Requirements (Proposed § 201.57(d))

FDA proposed new format reqﬁiremezhts for prescription drug labeling
(proposed § 201.57(d)). The pfoposéd provisions set forth minimum standards
and requirements for many of the key graphic elements of labeling (e.g., type
size, letter and line spacing, and Coﬁtrast).

(Comment 98) Some comments feeommended impleihentation of the
proposed changes solely or prizmariilyas part of the electronic labeling
initiative. Some comments requestéd t_hét the new format requirements not be
implemented for prescription drug iabeling reqﬁired to be distributed with a
drug in trade packaging. They pointed out that using an electronic format
would permit use of larger print size, hypertext linking to all sections of
labeling, links to newly revised sections of labeling, key word searches, and
links to patient information without affecting the size of trade packaging. The
comments maintained that larger tréde packaging will be required to
accommodate larger labeling that will result from the nev{r fc)fmat requirements.

The agency agrees that use of the required format in conjunction with an
electronic medium may have benefits over paper labeling. As discuséed in
section V of this document, the agency believes that, in the future, the Internet
and other electronic sources for labéiin«g will most likely be the primary means

for delivering drug information to practitioners. At the present time, however,
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some practitioners may not have the requisite computer equipment or skills
to access prescription drug labeling in an electronic format. The agency
anticipates that it will be several years before the phase-out of paper labeling
as the major source of prescribing ihformation can begin. Therefore, the agency
believes that it is important to establish minimum format requirements for
paper labeling.

(Comment 99) One comment recommended the use of more blank space
among sections of Highlights. The comment expressed concern that, because
Highlights contains a significant an%munt of information in a constrained space
and uses a variety of formatting tecimiqueé, the overall effect would be
confusing. One comment stated tha5t the placement of the “Patient Csunseling
Information Statement” above the “nghhghts Limitation Statement
Highlights is not ideal because it appears that the “Patient Counsehng
Information Statement” is the title of the limitation statement. The comment
also requested that the FPI be required to be in a two-column format because
such a format enables users to stay better aware of the overall information
structure, as well as read individual sections more easily. |

The agency believes that ﬁse of moré blank space in Highlights would not
be feasible because additional gblan,l%c space would increase the length of
Highlights and of labeling generally. The one-half page length limitation for
Highlights is based on the strong preferences of physicians surveyed in
developing the prototype for the new labeling format in the proposed rule.
Physicians reacted negatively to prototype Highlights that were one or one and
one-half pages long. They indicated that the utility of Highli‘ghts decreased

significantly as its length increased. In addition, there was significant concern
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from manufacturers about the costs;a\ssociéted with adding to the length of
labeling.
The agency also believes that the farmatting techniques_rusyed in Highlights

help make the information accessible, notwithstanding the density of the

more blank space in Highlights.

The agency agrees that the formatting and placement éﬂhe “Patient
Counseling Information Statement’’ and the *“Highlights Limitation Statement”
in Highlights could be improved to better communicate the disbrete
information provided by each Stateiénent. For this reason, and in Ifeséonse to
comments recommending greater p;rc}minence for the “Highlights Limitation
Statement,” the agency moved this statement to appear at the begiinniz;/)g of
Highlights (see comment 35). The agency also removed the requirement at
proposed § 201.57(d)(3) that the “Pa;iient Counseling Information Statement”
be presented in the center of a‘horiz‘ohta‘l line, so that 11: does not appear to
be a section title.

The agency agrees that a two-column format is effective, but believes other
formats may be equally effective in honveying prescription drug information
and, therefore, is not requiring a two-column format for the FPL |

* Bolding (Proposed §201.57(d](5)}

In the proposal, the agency specifically sought comment on whether the
requirement in proposed § 201.57(d)(5) to bold the information m’ciuiired by
proposed § 201.57(a)(1) through (a)(4), (a)(11), and (a)(15) (i.e., the following
information in Highlights: Drug names, dosage form, route of administration,
and controlled substance symbol; the inverted black triangle symbol; the

prescription drug symbol; boxed warnings or contraindications; adverse
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reaction reporting contacts; and Highlights limitation statement) would ensure
the visual prominence of the bolde§ information or whether differeht
highlighting methods would be mafré effective.

(Comment 100) Most comments expressed satisfaction that bolding was
adequate to ensure the visual prominence of the specified information. Some
comments stated that capitalizf'atioﬁ, italicé, and underlining, also effective
methods of ensuring promineﬁce alfld flexibility, should ’Ee maintained. Some
comments expressed concern that p;qssibl'e alternative methods of ensuring
visual prominence (e.g., color printging) would add unnecessary costs. One
comment requested that, if color is required, specifié Pantone colors be
assigned to specific types of inforn/liat‘ion to ensure consistency in all product
labeling. |

The agency recognizes that use of different methods to ensure prominence
may decrease their impact and signiﬁcancé. Therefore, FDA concludes that
bolding alone is adequate to achieve Visual prominence for the specified .
information in Highlights. The agency also agrees that color printing would
add cost and impose an additional ﬁmden on manufacturers that would not
be offset by meaningful improw)ement in visual prominence. Therefore,

§ 201.57(d)(5) requires the follbwing Highlights information to bek in Eﬂld type:
Highlights limitation statement; drug names, dosage form, route of
administration, and controlled subsiance symbol; the initial U.S. approval
statement and year of this approval; bdxed warnings; adverse reaction reporting
contacts; and the patient counseling information statement.

(Comment 101) One comment rgequested thét the agency revise the format
of Contents to make it easier to read and use. The comment stated that the

information in Contents is not as accessible as it Gould be because it uses



132
straight columns, which make it hard to distinguish the major labeling sections
(e.g., “Use in Specific Populations”) from subsections (e.g., “Pregnancy”). The
comment recommended use of contrasting font types and sizes for the section

titles and subheadings in each section, underlining section titles, indenting

each section. Another comment als@recommended indenting thé subheadings
under the major sections to more readily distinguish between the major
sections and the subheadings Withi?} ‘the sections.

The agency agrees that all the recommended revisions to the format of
Contents could make the infoﬁmatién easief to read and use. Because of cost
and space constraints, however, thé agency believes that it is impractical to
implement all of the reconrlme:ndedE change;s. FDA has revised the format
requirements at proposed § 201.57(d) to now require that the subheadings
under each section heading in{ Contents be indented (§ 201.57((1)(51;0}. In
addition, the final rule now requires that only the headings in Contents be
bolded, not the subheadings (§ 201.57(d)(10)). The ag_ency believes these
changes make the Contents easier t@vyre\ad and\ use >without,igcreasing its length
or attendant costs. o

(Comment 102) In the proposal, the agency specifically sought comment
on whether the proposed requirement (proposed § 201.'5?((1}(6)) for a minimum
type size of 8 points for all typeface ihfotmaticn in laﬁe’ling is sufficient or
whether a minimum type size of 10 points would bé more appropriate.
Currently, prescribing information 1s usually printed in 6- or 7-point type.

One manufacturer stated that 6-point type was generally adequate for
prescribing information, and a!nothér:manufactﬁrer stated that it typicélly uses

4- to 6-point type. Some manufacturers were concerned that a minimum 8-
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point type would increase the length of labeling to such an extent that trade
packaging would have to increase in size to accommodate the longer labeling
and the increase in size would impose substantial costs. One comment
recommended that prescribing information that accompanies trade packaging
not be subject to the 8-point type minimum, while prescribing information that
is distributed in other contexts, where it is more likely to be referenced by

the prescriber (e.g., prescribing information in electronic format, prescribing

information accompanying ‘pmmati"uﬁal materials and product samples), be
required to be in at least 8-point type. Some manufacturers stated that 8-point

type was adequate for prescribing information included in trade packaging, but
that a minimum 10-point type would increase the length of labeling to such
an extent that trade packaging would have to increase in size to accommodate

the larger prescribing information.

Some consumers and health care advocacy organizations requested that
the agency reconsider whether the increase to an 8-point minimum type size
was sufficient to achieve the agency’s goal of improving the readébility of the
prescribing information. They;state%d that, to improve'readébﬂity,,labeling
should be printed in a type size largar than 8 points and with more white
space. They urged the agency to test prototypes to compare the relatlve
readability of 8-p01nt versus 10- pomt type. Some comments advocated that the
minimum type size should be at least 10 points, and preferably 12 points, for
all patient information. | |

In the preamble accompanying the proposed rule, FDA summarized
studies that demonstrated the impo‘;rtance of type size in evaluating readability
of written information and its éffect on visibility and reading speed {see 65

FR 81082 at 81096 and Refs. 6 through 9). Type size combined with other
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graphical elements (e.g., letter and line spacing, contrast, print and background
color, and type style) also affect readability (Ref. 10).

The agency carefully cons;,idere;d the literature, the comments &sﬁbmitted
in response to the font size proposal, and the estimated costs of usingvaﬁous
font sizes for labeling, and has dete;rmined«that permitting different font sizes
for trade labeling (i.e., labeling on dr‘within the package from which the drug
is to be dispensed) and labeling disseminated in other setfings (e.g., labeling
that accompanies prescription drug promotional materials) best achieves the
agency’s objective of ensuring an aéceptab}e base level of readability for
prescription drug labeling while, at the same time, minimizing costs to
manufacturers. Even though ailargefir*font size may improve readability, the
agency believes that an 8-point minimum type size, combined with other
required graphical elements (e.g., bold type, bullets, demarcation lines), is
adequate for prescription drug labeling disseminated in settings where it is
likely to be referred to by prescribers (e.g., iabe}ing that accompanies drug
promotional materials). The agency believes that the 8-point minirﬁum type
size reasonably balances the age\ncy’:s objective of improving the readability
of labeling with the costs associated with the resultant increase in the length
of the labeling.

The agehcy also agrees with the comments requeéting-that there be an
exception for trade labeling. FDA believes that a minimum 6-point type size

requirement is satisfactory for such:labeling. FDA’s telephone survey of office-

referred to by physicians substantially less frequently than other sources of
prescribing information (Ref. 11, p. 30). Because manufacturers could incur

substantial costs in converting trade labeling to 8-point type and the public
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health benefits of such conversion may not justify these costs, the agency
believes it is reasonable to allow a 6-point minimum type size for trade labeling
(see comment 124). Thus, proposed §201.57(d)(6) was revised to permit a 6-
point minimum type size for trade 1abe]iﬁg. '

The agency disagrees with the Q@mment that recommended use of type
sizes smaller than 6 points because such labeling would not be sﬁfficiently
readable. The final rule on OTC drug labeling requirements summarized
research on smaller font sizes, noting that a significant‘porti\(m of the adult
population is not able to read OTC drﬁg product labeling with 4.,Sapoint type
size (see 64 FR 13254 at 13264 and 13265, March 17, 1999). |

The agency acknowledges thosfegcomments that urge even larger r%ninimum
type sizes to further increase readablhty The agency agrees that, absent any
cost or space constraints, a 10- or 12—«pomt minimum type size would be
preferable to 8-point. However, the agency believes that the 8-point minimum
type size requirement for all labeling except trade labeling and the variety of
formatting techniques incorp-o:ratedg into the newlabéiihg format will
substantially improve the 'readability of labeling without imposing |
unreasonable costs on manufacture;'s. Moreover, this final rule establishes
minimum type sizes, but does not prevent manufactuiers from printing
labeling in larger type sizes.

(Comment 103) One comment requested that the agency requi;‘é Roman
typeface in labeling for optimal legibi}ity.'The comment stated that Roman is
a major improvement over currently used sans serif, and that sans serif is only
appropriate in applications where appearance is more important than legibility

(e.g., advertising).
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The agency does not agree that FDA should require a specific typeface
for all prescription drug Iabeliﬁng. The ageh’cy believes that any typeface that
is clear and legible should be acceptable in labeling.

(Comment 104) In the proposal, the agency\spe’c:ificallyfsought comment
on whether the requirement in proposed § 201.57((1)(8) for a one-half page limit
on Highlights is adequate or whether there are alternativésthat would be more
appropriate and under what’circuxristances such alternatives should be
considered. |

Some comments stated that the one-half page length restriction should be
required for all products (i.e., thereéére no circumstances in which ti;e
limitation should be waived). EOthex'L comments maintained thét» it might be
difficult to consistently accomﬁmodéie the information required to be in
Highlights within one-half page. These comments stated that the final rule
should allow for some ﬂexibi]ity ing the length of Highlights in those céses
where one-half page may not be practical or possible. These comments
indicated that some manufacturers had done mockups of Highlights and had
been unable to get the required infofrmation on one-half page. Some comments
stated that the length restriction shé)uld be flexible enough to accommodate
as many disclaimers and quali;fying messages as are necessary to guide the
physician to the more detai]ecf discussion of the desired information in the
FPI. These comments maintained thét the limitation on length could r:esuAlt in
increased medication errors because important information would be too
compressed or might be exclu;ied from Highlights. |

The agency believes that a one—«;half page Highlights is adequate for the
vast majority of products. As discuésed previously, Highlights provides

introductory information to the more detailed FPI. The agency does not agree
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that multiple disclaimers or qualifﬁng statements would be useful or
appropriate.

The agency acknowledges, however, that there may be situations in which
it may not be possible to aecofnmodate all the information that should go into
Highlights within one-half page. Inisuch cases, the agency may waive the one-
half page requirement and approve, the labeling with slightly longer Highlights.
Accordingly, FDA has revised § 201.58 in this final rule to make clear that \
FDA can waive any of the requirements under §201.56 or §201.57.

The agency strongly believes that limiting the length»df‘Hi:gh:]i\ghts is
critical to preserving its usefulness. In the physician éurveys relied on by the
agency in developing and refining the new labeling férmat, 80 percent of
physicians indicated that a su,mmaty or highlights section should be no more
than one-half page. The surveys fogn,d that the perceiiled usefulness of
Highlights declined considerably with increasing length. Accordinglyg, the
labeling format was designed to acg?ommodate, on a single page, a one-half page
Highlights and a one-half pagé Conit@nts.\ To test the fea“sibility of limiting
Highlights to one-half of a page, the agency did numerous nigekups of
Highlights for a wide range of products and found that thexone—haif page limit
provided adequate space in each caise. Thus, the agency anticipates that the
length restriction will be feasible in the vast majority of cases.

(Comment 105) In the proposal, the agency specifically squght comment
on whether there are means other than a vertical line that would facilitate

access to, and identification of, new labeling information in the FPL.
Some comments agreed that it was highly desirable to call attention to

new information in the FPI and that the vertical line is adequate to identify

the new information. Other co,mme;n;s stafced that it was desjrabl\e to call
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attention to new information, but thét'a vertical line in the FPI might not be
the best mechanism because it mightvnot be understood as a revision mark
by practitioners. Some comments maintained that use of a vertical line would
make the printing and graphics process for labeling more complex and costly.
One comment recommended italicizing new or revised text in the FPI. One

comment recommended use of an identify changes, along with a
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footnote explaining what was changed. Some comments mkaintainéd that
identifying recent changes in narrative in a section of the FPI devoted to
labeling changes or in the proposed ‘“Recent Labeling Changes” section in
Highlights (now called “Recent Major Changes™) would alone be adequate to
call attention to changes in the FPI. Some comments stated {h:at the vertical
line will call unnecessary attehtiom to minor changes. S}\’omefcomments stated
that, by stressing labeling changes, the identification of changes in the FPI
could dilute the significance of unmarked text.

.The agency has retained the pmi)osed requirement at § 201.57(d)(9) to
mark major changes in the FPI witﬁ a vertical line in the left margin. The
agency agrees that it is highly desirable to i:all attention to new information
in the FPI and that the vertical line is adequate to identify fhe new information.
The agency considered bolding, underlining, and italicizing as means to
emphasize changes. These forinattiﬁg tecﬁniques are all currently uéed in
labeling to add emphasis for purpoées other than identifying ;iew information,
so they would not be readily under;st«ood as identifying labeling changes.
Asterisks are also used in labeling for plirposes other than sidentifyihg labeling
changes. The agency believes that use of an exp}anatory footnote with the
asterisk would not overcome the confusion arisi/ng from use of an asterisk for

multiple purposes in labeling.
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The agency acknowledges that a vertical line in the \mafgink might not be
universally understood as an indication that the text adjacent to the mark has
been changed. The agency believesé however, thét a significant percentage of
practitioners have had some eXperiénce with commercial word piocessing
software and thus some exposnre,thevision marks, including the use of the
vertical line to identify changed teyﬁt'./ The agency also intends to develop for
practitioners a comprehensive educational campaign to ac(:(‘)mpa,ny‘the
introduction of the revised labeling; format. This educational campaign will
address, among other issues, the significance of the vertical line in the margin.

The agency does not believe the vertical line will unnec'ess‘aril'y, call
attention to minor changes in labeling. The vertical line will be applied only
to substantive changes that are identified in the “Recent Major' Changes”
(“Recent Labeling Changes” in the proposed rule) section in High]ight&. In
response to comments requesting that the agency clarify what is meant by
substantive changes, the agency specified in the final rule that only significant

2

changes in the “Boxed Warning,” “Z.fnd‘icatibns and Usage,” “Dosage and
Administration,” “Contraindiéatiohs,” and “Warnings and Pxfécami@ns”
sections of the FPI be listed in the /“Recent Major Changes”” section.
Nonsubstantlve changes such as typographmal or edltonal changes should not
be identified. The agency believes that focusing on substantwe changes in only

these sections will avoid calling unnecessary attention to minor changes and
will ensure that the significance of mjimarked text is not diluted.
The agency believes that it would not:be adequate to(,identify labeling

changes only in a section of the labeling devoted to changes. The agency

believes it is important to also identify the specific text that has been changed
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so that practitioners will be able to locate changes and access the complete

text.

J. Comments on Revisions to Container Labels

In addition to revising its regulations governing the content and format
of labeling for prescription drugs, tiﬁae agency also proposed certain revisions
to the information required to appear on prescription drug product labels
(proposed § 201.100). The proposed revisions were inténded to lessen
overcrowding on prescription drug Zlabels by removing certain information
from the container label. | |

Current § 201.100(b)(2) requireé that the label on a prescription drug
container bear a statement of the recommended or usual d‘asége. Where it is
not possible to present an infoxmatfve or useful statement about the
recommended or usual dosage in the spac\e( available on the c’ontéinér label,
current § 201.55 states that the requirements of § 201.100(1:))(2) méy be met by
including the statement “See package insert for dosage information.” T he
agency proposed to eliminate § 201.55. The agency also proposed to eliminate
the requirement in § 201.100(5)(5) that the label of a prescription drug for other
than oral use must bear the names §f all inaetive ingredients. The agency
proposed to eliminate the requirement in § 201.100(b){7) that the Coﬁtainer
label bear a statement directed to the pharmacist specifying the type of
container to be used in dispensing the product to maintain its identity,
strength, quality, and purity. The agency proposed to require instead that these
instructions be placed in the “How Supplied/Storage and Handling” section
of prescription drug labeling (proposed § 201.5\7(0)(4)(v)].

(Comment 106) Several cdmments opposed the proposal to eliminate the

requirement that the label of a prescription drug product for other than oral
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use bear the name of all inactive ingredients. The comments stated that
identification of inactive ingredients is important because of their potential to
be allergens. Some comments maintained that manufacturers should be able
to list on product labels selected inactive ingredients (e.g., ingredients that are

known allergens or are associated with adverse reactions). One comment

diluents that are contraindicated. Two comments supported e/}im;inating the
list of inactive ingredients from the%cﬁontainer label of products for other than
oral use. They agreed that the presence of such information iqnuthe
“Description” section of prescription drug labeling would be sufficient and
that eliminating the informatidn from the container label could maké other
information on the label more accessible and legible. .

Several comments also opposed the proposal to eliminate the requirement
that the label of a prescriptionédrug product bear a statement directed fc the
pharmacist specifying the type of céntainer to be used in dispensing the
product to maintain its identity, strength, quality, and purity. The comments
maintained that eliminating dispensing infbrmation from the container label,
and placing it in prescription drug labeling, would make the informaﬁon less
accessible to pharmacists and would thus be inefficient and frustrating for
pharmacists. The comments were cénceméd that making information on
storage and handling less accessible could lead to inappropriate storage and
handling. Some comments urged thfa{ the label at least be required to state any
special or unusual conditions for storage. One comment recommended
mandatory use of a symbol that signifies when a product requirés’ special

handling. Two comments supported removal of information on storage and
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handling from product labels, agreeing that less information on the container

label could make other information on the label more accessible and legible.

One comment maintained that manufacturers should be able to remove
from the label the statement referring practitioners to the full prescribing

revise its label in accordance with this final rule.

The agency has reconsidered it&s:propc;sals to eliminate from container
labels: (1) The list of inactive fngredients for products other than for oral use,
(2) the statement directed to the pharmacist concerning the type of container
in which a product should be dispénsed, and (3) the statement referring
practitioners to the package in;se;rt for dosage information in situations in
which it is not possible to include information about the recommended or |
usual dose on the label. The agency decided to withdraw these proposed
revisions to container labels. The agancy believes that what is appropriate
content for product container labels an‘d how to make that informaﬁon as
accessible as possible need to be further evaluated. The agenéy intends to
conduct a comprehensive evaluation of information required to be included
on container labels and, if necéssau?y,~ will 1pmpo‘se chénges to these
requirements at that time. |

At this time, the agency will not require placement of a symbol on the
container label indicating that the product has special storage and handling
requirements. The agency will consider this possibility during its evaluation
of the content of product labels. It ‘Would be premature to adopt such a symbol

at this time.

(Comment 107) One comment requested that the proposed requirement to

specify in the “How Supplied/ Storége and Handling” section the type of
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container to be used in dispensing a product to maintain a product’s identity,
strength, quality, and purity (information formerly presented on the product
label) should apply only if the product cannot be dlspensed in the standard
amber vial. The comment mamtams that limiting the scope of the requirement
to situations in which exceptional storage conditions are required would serve
to highlight the need for special considerations when dispensing.

As discussed in the previous comment, the agency hasreconsidered its
proposed changes to the container label, including the proposal to remove from
the container label information directed at the pharmacist concerning the
appropriate container in which to dispense a product. The agency will
continue to require that dispeflsing instructions appear on the container label.
Accordingly, proposed § 201.57(C)(é)(v) was deleted from the, final rule. Storage
and special handling conditions ha?e to be specified in labeling consistent
with the requirements of § 201 57 (c}17){iv) of this final rule. \ |

(Comment 108) One comment requested that the container label also be
required to disclose when the container or some component of the container

contains latex or polyvinyl chloride (PVCs).

As discussed in the response t6 comment 106, the agency intends to
conduct a comprehensive evaluation of the product label and may repropose
changes in the content of the produﬁct label at a later time, including changes
concerning the presence of latex and PVCs in drug containers. |

(Comment 109) One comment urged that there be a mandatory location
for the “Rx Only” symbol on tfhe main p'ar,tiof the label and that there be a
specified minimum font size for thé symbol. ‘

In rulemaking (initiated under section 126 of the Food and Drug

Administration Modernization Act of 1997), the agency amended its regulation
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requiring that container labels c,oméain the statement “Caution: Federal law
prohibits dispensing without %prescrif)tion” by replacing the statement with the
symbol “Rx Only” (67 FR 4904, February 1, 2002). Comments submitted to
the agency in response to thisipropﬁbsed change requested that FDA specify
the font size and the location of the symbol on the container label. The agency
declined this request in the final rule of February 1, 2002, and declines it again
in this final rule. As discussed in the preamble to the ’Febmary 2002 final rule,
existing statutory (section 502(6) 0f§ the act) and regu]atory'pmvisions (§201.15)
requiring that information on product labels be prominent and conspicuous
so as to render it likely to be read and understood by the ordinary individual
under customary conditions df purfchase and use prm}ide thie agency adequate
authority to ensure that the symbol is visually accessible. The agency does not
believe it is necessary to specify thé\}ocatiﬁkvn of the symbol or its font size
to ensure that the symbol achieves ff_fu’;lequate prominence.

(Comment 110) One comrﬁent expressed Qencern‘ab(imt the proliferation
of artwork on label containers and the potential for that artwork to make the
label more difficult to read and cause medication erroré.

The agency acknowledges the pt;:tentiavl for artwork to obscure important
information on the label. The égenéj believes, however, that its existing
authority under 502(c) of the éct anf’df § 201.15 is adequate to ensure that
artwork does not Compromise%the pr@xﬁinence and cens_picuousnéss of

information required to be on the Iabe}.

K. Miscellaneous Comments
(Comment 111) One comment requested that the agency clarify how the
content and format of the brief summary required to accompany prescription

drug advertising under § 202.1 would be affected by the proposed revisions
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to prescription drug labeling. Another comment suggested that the agency
entertain the idea that Highlights could serve as an alternative to the brief
summary because the agency has n%c;ted that Highlights contains the most
important information about drug«felated risks. | |

The proposed regulations were hot designed to affect either the content
or the format of the brief summary of prescribing inforﬁlation required to
accompany prescription drug adveftisements uﬁder:§202.1 (21 U.S.C. 352(n)).
As discussed in the proposed rule (65 FR 81082 at 81087), statements made
in promotional labeling and advertisements must be consistent with all
information included in labeling under proposed § 201.57(c} to comply with
current §§201.100(d)(1) and 2102.1(§e).9ﬁTh’e agency does bélieve, however, that
Highlights communicates important information about a drug. The agency
therefore will explore further, in cdnjunction with other prescription drug
advertising initiatives, the concept that Highlights could serve as a brief
summary (see also FDA’s response to comment 112 about the brief stmmary
for consumer directed advertisements). ‘

(Comment 112) Some comments stated that prescription drug labeling
should be written in language that a lay audience can COmprehend.“'I'he
comments noted that cénsumers need to Be able to read and understand the
labeling because it accompanies thé product, and because it is often used to
provide information for direct-to-consumer (DTC) advertisements.

The purpose of prescription drug labeling is to provide health care
practitioners information necessary for safe and effecﬁive use. The ’agency
believes that use of medical and sci;entific terminology is necessary to
effectively communicate to practitioners information about a product’s risks

9 This requirement at proposed § 201.57(a) has been removed because it isnét pertinent
to the contents of § 201.57 and is redundant with provisions at §§202.1 and 201.100.
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and benefits as required under 21 U.S.C. 352(n}) and §201.100. Réquiring that
language used in prescription ‘drug;élabeling be tailored to a lay audience would
result in a loss of the clarity and precision needed to effectively communicate

to practitioners a product’s benefits and risks. For example, if a drug is

be identified by its technical name (e.g., thrombotic thromb@cytcrpemc
purpura) so the practitioner can more qmckly diagnose and treat the dlsorder
when symptoms present. Scientific termmoiogy may help to mentuy types of
patients that might be at mcreased risk or otherwise manage the risk of that
blood disorder. If the risk can only be described in terms that a lay audience
can comprehend (e.g., blood d’isordf:er), the labeling would léck the precision
needed to communicate the specific risk to prescribers. |

For many products, the final rﬁle will improve the usefulness of the brief
summary to consumers and health care practitioners by impréving the
usefulness of the prescription drug labeling, on which the }briefy summ‘ary is
based. To this end, FDA has issued a draft guidance documént entitled “Brief
Summary: Disclosing Risk Ianrmaﬁion in :COnsumer-Di‘recte/d Print
Advertisements” that describes var:igus,options for presenting this information
in DTC print advertisements (69 FR 6308, February 10, 2004). By‘pmviding
recommendations on use of alternatives to prescription drug labeiing to fulfill
the brief summary requirement, FDA is encouraging manﬁfacturérs to develop
brief summaries for use in consumer-directed advertisements using language

they can understand.

L. Comments on the Proposed Imp]ementatlon Plan

For new and more recently appmved drugs, FDA proposed a staggered

implementation schedule for the labeling requirements, with revised labeling
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required for newer products first (proposed §201.56(c)). The schedule is being
finalized as proposed (see table 5 in section III of this-docurhent}. Revised
labeling for ANDA products depenﬁs on the labeling fdr the reference listed
drug. The agency proposed to;implgement no later than 1 yéar after the effective
date of the final rule the revised qoﬁtent requirements regarding
unsubstantiated claims in labeling A
proposed to implement by 1 year after the effective date of thé final rule the
requirement that any FDA-approved patient labeling be r\epﬁnted iﬁlmediately
following the “Patient Counséling Information” section of the FPI for newer
products or immediately following the last section of the labeling for older
products. The agency also proposed to implement by 1 year after the effective
date of the final rule the requirement that in vitro or animal‘data;re}ated to
activity or efficacy of a drug tﬁat have not been shown by adequate and well-
controlled studies to be pertinent to clinical use be removed from the labeling
unless a waiver is granted. | |

In the proposal, the agency specifically sought comment on whether the
revised content and formatrecf;uiréments éhould‘ be applied, as proposed, to
drug products with an NDA, BLA, er efficacy supplement thafispehding at
the effective date of the final rule, that was submitted on or after the effective
date of the final rule, or that has been approved from 0 ui) to and including
5 years prior to the effective date of the final rule, or whether alternative

application criteria should be used.

(Comment 113) Several comments agreed with the categories of
prescription drugs that would be S'libject to the new labeling Ganteni and
format requirements in the agency’s proposed implementation plan. Other

comments expressed concern that the proposed implementation plan is too
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~ narrow. These comments maintained that the new format is superior to the
old format and the scope of the proposed implementation of the new format
would leave large numbers of products with inferior Ia?aé}ing, Some comments
requested that the revised content and format requirements eventually be
applied to all marketed prescriptiogl drugs. One comment recommended that
the implementation plan also ﬁapply to all drugs that are among the 150 most
frequently prescribed drugs that would not otherwise be covered by the
implementation plan. The comment maintainéd that under the proposed
implementation plan only 1 of the current top 15 drugs used in the elderly

would be required to implement the revised content and format.

Some comments expressed concern that having different labeling formats
would be confusing to physicians. One comment expressed concérn, that
having two different formats might fihipact prescribing behavior, arguing that
prescribers might favor newer; more expeﬁsive drugs. Some comments
maintained that a single standard format is needed to facilitate access to
labeling in electronic formats. One ﬁomment also queéticmed FDA'’s underlying
assumption that there is a lesser need for improved labeling for older products
because practitioners are more.familiar with older products and refer to older
product labeling less frequently than newer product labeling. The comment |
maintained that newer practitioners ’fwou’lzd need to refer to the »labeling of older
drugs to the same extent as for newer drugs. One comment suggeSted that
manufacturers be given the option to revise Iabelingfér older products.

Some comments from manufacturers ﬁaintained that it would be most
practical to apply the new forﬁlat requirements only to products Whose
applications are submitted on %or aféér the effective date of the final rule. They

stated that broader implementation would place a substantial burden on FDA
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resources and could interfere with review of new drugs. One comment stated
that the new format should apply only to drugs that are not a member of an
existing drug class (i.e., products that would be considered the original
member of a drug class) or that are a new and novel member of an é;cisting
drug class and whose applications are submitted on or after the éffective date
of the final rule. The comment maintained that having different l'ab‘eling
formats for similar drugs withiin the same drug class would be a competitive
disadvantage for one format or the ijher.

The agency believes the iﬁlpl_ementation plan as proposed for new and
more recently approved drug products is the best option for ‘implémenting the
new format requirements. The ageﬁcy agrees that it is desirable for all
prescription drugs to be subject to the same labeling rules. However, the agency
has carefully considered the costs and benefits of implementing the revised
labeling format and determined that requiring broader implementation (e.g.,
to all prescription drugs) of the nev;r format requirements would be an
excessive regulatory burden. .

This initiative will require substantial resource al}ocaﬁiqn by the agency
and industry for a period of severalz years. The agency’s proposed
implementation plan, which is being finalized in this rule as proposed, is
intended to make the best use of these resources. As diécussed in the preamble
to the proposed rule (65 FR 81082 at 81098), the plan targets newer products
because practitioners are more Iikeiy to refer to the labeling for newer products.
In FDA’s survey of physicians;, newness of the i)roduct was a reason rated by
87 percent of physicians as very likely to trigger a labeling referral for a drug
(Ref. 11, p. 35). In addition, thje labeling for newer products is typically longer

and more complex and, thus, more likely to benefit from a new format that
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makes the information more acceséible. The implementation plan will also
capture many older products that would not otherwise be covered by the plan
when manufacturers seek new indication\s for their products (i.e., submit an
efficacy supplement). For these reqsbns, the agency bélig}ves’ the
implementation as proposed 1s the most reasonable /approach to maximizing
the public health benefit and best utilizing available resources in requiring the
new content and format for labeling. In addition, manufacturers of older
products not covered by the iinpleﬁentatibn plan may voluntarily revise, and

submit for review, labeling for their products in the new format at any time.

The agency does not believe‘tﬁat an implementation plan based on volume
of prescriptions would be prudent. Prescription volume can fluctuate
considerably over time, and the agéncy is not aware that there are standardized
prescription volume data thati are generally accepted as accurate. Thus, the
agency believes it wouid be very difficult to fairly implement and enforce an
implementation plan based on prescriptidn volume.

The agency also acknowledges that the existence of two different labeling
formats may lead to some fruétrétiqn among practitioners. The agency believes,
however, that any potential confusion can be minimized. Practitioners are
already aware of the content @nd format of existing labeling. The agéncy
intends to engage in a comprehensive educational campaign to educate
practitioners about the major featurias of thé new format and why the
implementation plan did not éncorhrpass all prescription drugs.

FDA is cognizant that the presence of two labeling formats will present
important challenges when implementiﬁg electronic labeling but is confident
that these challenges can be successfully addressed. For exainple, the ways

in which information will be formatted, tagged, and stored in the contemplated



151
electronic format will permit access to labeling information in b:oth\ the old
and new labeling formats.

The agency does not agree that the new format shoﬁld be applied only |
prospectively or that it should be oi)tional for the currently approved drugs
that would be subject to the new format requirements under the proposed
implementation plan. This na;mwér application of the new format
requirements would fail to reach a significant number of products whose
labeling is frequently referencéd and could benefit from the n:e\i/v\ format
requirements. |

(Comment 114) Several cémmeﬁts objected to the proposed requirement
that, within 1 year of the effective date of the final rule, manufacturers review
all existing labeling and remove any express or implied unsubstantiated claims

Clinical

from the “Indications and Usage,” ‘‘Dosage and Administration,
Pharmacology,” and “Clinical Studies” sections. Some comments maintained
that this requirement would be veryuburdensome for industry and the agency.
They disagreed with the agency’s 'c;:mtenti(m in the preamble to the proposed
rule that the labeling changes fo remove unsubstantiated claims could usually
be accomplished without prior approval by the agency (i.e., with a “Changes
Being Effected’” labeling suppiemeﬁt). They stated that theé@ ‘changa:s would
more often than not require prior approval and extensive negotia};i@né between
the agency and a manufacturer. Some comments maiﬁtained that there would
be a substantial number of requests for waivers under §201.58 or § 314.126(c)
and these requests would also-be a burden on the agency. Séme comments
agreed with the requirement to remove unsubstantiated clé’i‘«ms from existing
labeling, but stated that 1 year‘ was not enough time for manufacturers to

accomplish the task. One comment maintained that the burden on the agency
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would compromise the drug approyal process. One comment requested that
the agency clarify what types of statements would have to be removed.

The agency has reconsidered the proposed requirement to have
manufacturers scrutinize all e%istiﬁg labeling for nnsubstantiéted claims and
remove all such claims from labeling within 1 year of the e"ffectiﬁe date of |
the final rule. The agency agrees that a requirement {a scrutinize all existing
labeling within that timeframe would place substantial bufde’ns on
manufacturers and the agency and that such burdens ’might not be justified.
In the preamble to the proposed rule, the agency estimated that no more than
25 percent of labeling for drugs othér thaxi antibiotics might contaih
unsubstantiated claims. Based on airecent} review of a sample of pyeScription
drug labeling, however, the agency ibelieves the percentage v(}f products whose
labeling might contain such cljaimrssis conéidei‘ably lower than 25 percent and
not high enough to justify a reQuireﬁent that manufacturers scrutinize all
existing labeling to identify those claims, particularly m a short timeframe.

The agency is eliminating; onlyfthe reqﬁirement that manufacturers
scrutinize all labeling for the presenc:e of unsubstantiated claims within 1 year
of the effective date of the fina.l ru}é. The Ianguage in,};)ropﬂsed §201.57(c)(2),
(c)(3), and (c)(15) and § 201.80(c)(2), (i), and (m)(1) remains in the final rule,
requiring that the “Indications and iUlsag’e,’*" “Dosage and Administration,” and
“Clinical Studies” sections must ncét imply or suggest uses not supported by
substantial evidence and/or dosing regimens not included in the “‘Dosage and
Administration” section. This language accurately reflects the existing
regulatory standard for claims jprese}nted in prescription drug labeling.

While the agency will not require a systematic evaluation of all -éxisting

labeling to identify unsubstantiated claims within 1 year of the effective date
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of the final rule, the agency wishes to make it clear that manufacturers have
an ongoing obligation to ensufe thét claims in labeling have adequate
substantiation and are not false or misleading. When new informatioﬁ comes
to light that causes informatioh in iabeling\to become 'inafc\mjrate,
manufacturers must act to chahge the content of their labeling, in accordance
with §§314.70 and 601.12 (21 CFR'314.70 and 21 CFR 601.12). To clarify this
obligation, the agency has revised § 201.56 to specify that manufacturers must
act to correct labeling that, in light of new information, has Eecemfe inaccurate
(see § 201.56(a)(2). |

(Comment 115) One comment i"écomm/ended an imp}ememation period of
3 years, rather than 1 year as proposed, to append any FDA-approved patient
labeling to the end of the labeling for trade packages. The comment maintained
that additional time was needed for reconfiguration and replacement of
packaging equipment.

‘'The agency believes that the proposed 1impleme‘ntatibn p}én is appropriate
and in the best interest of public health. Including the FDA-approved patient
labeling in prescription drug lébelifgg ensures that this information is available
to health care practitioners to feinfo}pce the discussions they have With their
patients concerning the risks and benefits of prescription drugs. The agency
considers improving physician-patient communication crucial for public
health. Furthermore, the agendy believes that this reQuirement should not place
an undue burden on manufacturers-because of the approximately 200 products
that would be affected by this provision of the final rule, th‘é labeling of more
than 60 percent of them already conform with the requirement (see section

XI.C.1 of this document).
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(Comment 116) Manufactme,rs' of products subject to an ANDA /(generic
products) expressed concern that NDA holders will use the rule’s
implementation provisions asia mechanism to delay approval of generics. The
specific concern was that NDA holders will obtain approval for a new
indication near the end of the:ir marketing exclusivity for their drug’s original
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indication, revise the labeli
years’ marketing exclu31v1ty
to make it clear that, in such s@ituatimns, manufacturers of generic products
would be permitted to base their laiieling on the old format until the marketing
exclusivity for the new indication has expired.

The agency wishes to make clear that the requirement to reﬁise the labeling
of a reference listed drug in the new format does not have any: impaét on the
duration of exclusivity for thef dmg and, therefore, does not prevent.a
manufacturer of a generic product from uéing the revised lébeiing of the
reference listed drug. Under section 505()'3}(,2)(./\)(\7) of the éct (21 U.S.C.
355()(2)(A)(v)) and §§ 314.94(5)(8) %md 314.127(a)(7) (21 CFR 314.127(a)(7)) of
the agency’s regulations, the labelir}g of a drug productsnﬁmit’ted for approval
under an ANDA must be the same z%is the labeling of the listed drﬁg referenced
in the ANDA, except for changes *regqnired because of di’ffer‘ences approved
under a suitability petition (§ 314.93), because the generic drug product and
the reference listed drug are piroduéed or distributed by different
manufacturers, or because asp%ects of the listed dvrug’s labeling are protected
by patent or exclusivity. This final rule does not change the requirement to
exclude any condition of use ér indfeation from the labeling of a generic
product when necessary (e.g., wheﬁ the reference listed drug has patent

protection or market exclusivity for an indication), nor does it prevent, as
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described at § 314.127(a)(7), approval of an ANDA when the ;feference listed

drug has protected labeling.

In the scenario described; the reference listed drug and the generic product
would both be required to use the new labeling format. The NDA ilolder could
not prevent the manufacturer of the generic product from using the‘new
labeling format of the reference listéd drug, but the NDA holder would still
have exclusivity for the new indicaitiﬁn.

(Comment 117) One comment recommended that all generic drugs
pending approval or approved on or after'the effective date of the final rule
be required to submit Iabeling based on the new format. The Gommént
maintained that the content of labeiin‘g is ﬁot significéntly changed, just
reordered, so this requirement wou%ld not be burdensdme for manufacturers
of generic products and the 1nformatmn in the Iabehng of the reference listed

drug product and the generic product would still be essentlally the same.

The agency does not believe that manufacturers of generic products should
be required to provide labeling in the new format when ée‘eking épprova} for
their product if the reference listed drug product is not required to have its
labeling in the new format. Asi discuésed in the response to éommen;t 115, the
act and regulations currently require that a generic product have the same
labeling as the reference listed drug product. Moreover, the agency believes
that, to avoid confusion, the labeliﬁg'of a generic product should be in the
same format as the labeling of the reference listed drug.

(Comment 118) One comment urged FDA to compirle a list of products
that would be subject to the new format requirements and make the list

publicly available.
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FDA does not believe that it is necessary to compile such a list.
Manufacturers can readily determine whether their products are subject to
these requirements by referring to {;h‘e implementation plan and the effective
date of the rule (see section III of t}iis docﬁment). |

(Comment 119) Some comments requested that the agency clarify whether
this final rule has implications for labeling that is distributed with i:)rescription
drug samples. One comment requested that the agency amend the rule to
include labeling that is distributed:wit‘h prescription drug samples. The
comment maintained that free presﬁription drug samples do not contain
adequate information in their ‘packéging to keep consumers safe from harm.

FDA has often emphasized the% importance of pfoviding; patients with
useful written prescription drug information (e.g., FDA-approved patient
labeling) in a variety of settings (see e.g., 63 FR 66378, December 1\,<1998; 68
FR 33724, June 5, 2003). Presdriptiéﬁ drug samples must be accompanied by
trade labeling (§ 201.100(c)), which is subject to this final rulé. If FDA-
approved patient labeling for é product is required to be distributed to the
patient, the manufacturer or distributor of that product must grg';fidé it with

the samples:

M. Comments on Environmental Impact’

(Comment 120) One comment mvaintéined that FDA failed to adequately
consider the environmental impact of the additional paper that will be fequired
for labeling and the increase in sizegi of packaging and shipping containers.

As stated in section IX of ihe'pi@posed rule (65 FR 81082 at 81103), the
agency determined that it is not required td do an environmenta}h‘ssessment
or an environmental impact statement. This is an action excluded under

§ 25.30(h) and (k) (21 CFR 25.30(}1) and (k)] (i.e., does not individually or
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cumulatively have a significant effeét on \the human environment). The
changes made to the proposal in this final rule do not change this bm;clusion.
Therefore, neither an environmentél assessment nor environmental impact
statement is required.
VII. Legal Authority

In this rule, FDA is addressing legal issues relating to the agency’s action
to revise the regulations prescribin:gvcontent and format requirements for

prescription drug labeling.

A. Statutory Authority

FDA'’s revisions to the content and format requirements for prescription
drug labeling are authorized by the; act and by the Public Health Service Act
(the PHS Act). Section 502(a) 6f thé act deems a drug to be misbranded if its
labeling is false or misleading “in any particular.” Under’seétioxi 201(n) of the
act, labeling is misleading if 1t fails to reveal facts that are material vﬁth respect
to consequences which may result from the use of the drug under the -
conditions of use prescribed in the labeling or under 7cust‘omaxjy or usual
conditions of use. Section 502(f) ofr;the act deems a drug to be misbranded
if its labeling lacks adequate directibns for use and adequate warnings against
use in those pathological conditions where its use may be dangemus to health,
as well as adequate warnings against unsafe dosage or methods or-duration
of administration or applicatién, m such manner and form, as are necessary
for the protection of users. Seétion BOZ(j) of the act deems a drug to be
misbranded if it is dangerous to heahh when used in the dosage Or manner,
or with the frequency or duration, pfescribed, recommended, or suggested in

its labeling.
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In addition, the premarket appmval'provisions of the act authorize FDA
to require that prescription drug labeling ?rovide the practitioner with
adequate information to permit safe and effective use of the d’rug; product.
Under section 505 of the act, FDA W\ill‘ approve an NDA only if the drug is
shown to be both safe and effectivef for use under th‘efconditi’ons sef~i’orth in
the drug’s labeling. Section 701(a) 0f the act (21 U.S.C. 3471(3))3authérizes FDA
to issue regulations for the efficient enforcement of the act.

‘Under 21 CFR 314.125, FDA will not approve anA&ND\A unless, among other
things, there is adequate safety and effectiveness information for the labeled
uses and the product labeling;cornﬁplies with the requirements of part 201.
Under §201.100(d) of FDA’s r{egula%tipnsv, prescription drug products must bear
labeling that contains adequate inféi‘mation under which licensed practitioners
can use the drug safely for their int:eﬁded uses. This final rule amends the

regulations specifying the format and content for such labeling.

Section 351 of the PHS Act (42 U.S.C. 262) provides legal authority for
the agency to regulate the labéling and shipment of biological products.
Licenses for biological products a}:é to be issued only upon a shﬁwing that
they meet standards “‘designed to insure the continued safety, purity, and
potency of such products” présCrib#d in regulations (section 35‘1(d]‘of the PHS
Act). The “potency” of a biological product includes its effectiveness {21 CFR
600.3(s)). Section 351(b) of the PHS Act prohibits false labeling of a biological
product. FDA’s regulations in part 72(?1 apply to all prescription drug products,

including biological products.

B. First Amendment

FDA’s requirements for the coritent and format of prescription drug

labeling are constitutionally permissible because they are reasonably related
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to the government’s interest in ensuring the safe and effective usé of
prescription drug products and because they do not impose “‘unjustified or
unduly burdensome” disclosure requirements. (See Zauderer v. Office of
Disciplinary Counsel, 471 U.S{. 626, 651 (1985); see aléo Ibanez v. Florida Dep’t
of Bus. and Prof’l Regulation, 512 U.S. 136, 146 (1994).) The information
required by the final rule to appeari‘/in labeling is the information necessary
to provide facts that are material Wlth respect to consequences Which may
result from the use of the drug under the conditions of use ‘prescrii:)ed in the
labeling or under customary or usual conditions of usez“(sectibns 201(n) and
502(a) of the act); adequate difectiops for use and adequate Warnings (section
502(f) of the act); and information on the conditions of hse in which the
product would be dangerous (sectic}n 502(j) of the act). In ad\‘ditiqn, pursuant
to section 505 of the act, the labeling sets forth information on the conditions
in which the product is safe and effegtiv,e. By its terms, the final rule requires
disclosure of the essential scientific information necessary for safe and
effective use of the labeled drﬁg’ product. Consequently, FDA believes the final

rule passes muster under the First Amendment,

In Central Hudson Gas & Eleciric Corporation v. Public Service
Commission 447 U.S. 557 (1980), the Supreme Court established a four-step
analysis for assessing the cons%titutiﬁhality of government\resﬁrictidns on the
content of commercial speech. |

[First,] we must determine whether the expression is protected by the First
Amendment. For commercial spéech to come within thét provision, it at least must
concern lawful activity and not be mis:laading. [Second,] we ask ﬁhethey the asserted
governmental interest is substantial. If both inquiries yield positiVe.answers, we must

determine [third] whether the regulation directly advances the fgdver’nment interest
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asserted, and [fourth,] whether it is not more extensive than is necessary to serve

that interest.

This rule also survives scrutiny under the four-part test in Central Hudson.
FDA believes that much informaﬁo%n required to appear in préscﬁpt‘:ien drug
labeling is necessary for labeling to be nonmisleading. The risk information
contained in such labeling, for example, constitutes matériél facts within the
meaning of sections 201(n) anﬁ 502(a) of the act. Risk *ihfarmaticn can also
qualify as warnings compelled by sﬁection»‘ SOZ(B and (j) of the act. Other
information such as informatl;on on indications for the product, Jd\osage and
admmlstranon information, and how supplied information, is necessary
because it prov1des adequate dlrectfmns for use. Because not all of the
information required in labeling clearly is necessary to prevent the labeling
from being false or misleading, it is necessary for FDA to apply the remaining
parts of the Central Hudson aﬁalysis.

FDA’s interest in protecting thé public health has been previously upheld
as a substantial government initeresEt uﬁder Central Hudsén. (See Pearson v.
Shalala, 164 F.3d 650, 656 (D.C. Cir. 1999) (citing Rubinv. Goors Brewing Co.,
514 U.S. 476, 484—85 (1995).) The f;inal rule’s labeling req«uire‘memé directly
advance this interest, thereby satisfying the third part of Central Hudson,
because by requiring disclosure of ¢Qmplete information on the conditions
under which a product can be used safely and effectively, the requirements
help to ensure that prescription drﬁg products will be prescribed properly by
health care practitioners and will be used\safely and éffectiVely by patients.

Finally, under the fourth part of :the Ce\mtr’al{Huds’;ontest, there are not
numerous and obvious alternatives (in fact, there are no reasonable

alternatives) (Cincinnati v. Discovery Network, 507 U.S. 410, 418 n.13 (1993))
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to the content and format reqﬁirements of this final rule that directly advance
the government’s interest but are less burdensome to speech. Health care
practitioners are accustomed to looking to the prescription drug labeling as
their primary source of information about a product, and patients rely for their

drug information primarily on practitioners. Neither a public education

benefits of drugs but not requiring such information, would ensure that
practitioners have the information they need about the conditions in which
prescription drugs can be used safely and effectively. Requiring disclosures
meets the fourth part of the test. |

Accordingly, the agency believes it has complied with its burdens under
the First Amendment to support the content and format requirements for
prescription drug labeling.
VIII. Paperwork Reduction Act of 1995

The final rule contains information collection provisions that are subject
to review by the OMB under the Paperwork Reduction Act of 1995 (44 U.S.C.
3501-3520). The title, description and respondent description of the
information collection provisions are shown below with an estimate of the
reporting burdens. Included in the es,tim'ate is the time for reviewing
instructions, searching existing data sources, gathering and maintaining the
data needed, and completing and reviewing each collection of information. The
OMB and FDA received no comments concerning the information collection

provisions of the proposed rule.

Title: Requirements on Content and Format of Labeling for Human

Prescription Drug and Biological Products
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Description: The final rule amends FDA’s regulations governing the format
and content of labeling for human prescription drug products. It revises current
regulations to require that the labeling of new and recently approved products
contain highlights of prescribing information, a table of contents for prescribing
information, reordering of certain sections, minor content changes, and
minimum graphical requirements. The final rule does not sﬁbiect older drugs
to the revised labeling requirement’s; However, it does require, as for new and
recently approved products, that FDA-approved patient labeling accompany or
be reprinted immediately following the last section of preséription drug
labeling. |

As discussed in section ViI of this document, FDA'’s legal authority to
amend its regulations governing the content and format of labeling for human
prescription drugs derives from sections 201, 301, 502, 503, 505, and 701 of

the act and from section 351 of the PHS Act.

A. Summary of Prescription Drug Labeling Content and Format Requirements

in this Final Rule That Contain Collections of Information

Section 201.56 requires that prescription drug labeling contain certain
information in the format sﬁeqifi«edvin either § 201.57 or § 201.80, depending
on when the drug was approved for marketing. Section 201.56(a) sets forth
general labeling requirements applicable to all prescription drugs. Section
201.56(b) specifies the categories of new and more recently approved
prescription drugs subject to the revised content and fermat requirements in
§§201.56(d) and 201.57. Section 201.56(c) sets forth the schedule for
implementing these revised c:c;ntxffntL and format requirements. Section 201.56(e)

specifies the sections and subsections, required and optional, for the labeling
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of older prescription drugs not subject to the revised format and content
requirements.

Section 201.57(a) requires that prescription drug labeling for new and
more recently approved prescription drug products include “Highlights of
Prescribing Information.”” Highlights provides a concise extract of the most
important information required under § 201.57(c) (the FPI), as well as certain
additional information important to prescribers. Section 201.57(b) requires a
table of contents to prescribing information, entitled “Full Prescribing
Information: Contents,” consisting of a list of each heading and subheading
along with its identifying number to facilitate health care practitioners’ use
of labeling information. Section 201.57(c}) specifies the contents of the FPI. The
final rule reorders information required at former § 201,57, makes minor
content changes, and provides standardized identifying numbers for the
required informatién. Section 201.57(d) mandates new minimum specifigations
for the format of prescription drug labeling and establishes minimum
requirements for key graphic elements such as bold type, bullet points, type
size, and spacing.

In accordance with the ﬁﬁal rule, older drugs not-subject to the revised
labeling content and format requirements in § 201.57 rerﬁain subject to labeling
requirements at former § 201.57, which is redeéignated aé § 201.80 by this final
rule. Section 201.80 contains minor Clarificatiqns. In addition, § 201.80(f)(2)
requires that within 1 year, any FDAQappmved patient labelir\xg,be referenced
in the ““Precautions” section of the labeling of older products and either

accompany or be reprinted immediately following the labeling.
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B. Estimates of Reporting Burden

1. The Reporting Burdens for the General Requirements {§ 201.56)

The reporting burdens for the generé} requirements in § 201.56(a) are the
same as those for former § 201.56(3),‘thro’ugh (c) and are estimated in tables
8a and 8b as part of the burdens associated with § 201.57. Section 201.56(b)
and (c) sets forth the categories of affected drugs and their implementation
schedule, generating no reporting burdens. Section 201.56(d) sets forth the
required sections and subsections éssociated with the reviVsed format in
§ 201.57; therefore, its associated reporting burdens are estimated in tables 8a
and 8b under the requirements at §1201.57. Sections 201.56(e) and 201.80
codify former labeling requireinents at §§201.56(d) and (e) and 201.57, with
minor clarifications, for older prescription drugs. The requirements in these
sections impose no new reporting burdens (except those accounted for in
section VIIL.B.6 of this document}, as they were previously incurred to produce

existing labeling.

2. Annual Burden for Labeling Design, Testing, and Submitting to FDA for
NDAs Submitted on or After the Effective Date of the Final Rule (§§,201.56
and 20157) |
New drug product applicanté must: (1) Design and create prescription drug

labeling containing Highlights, Contents, and FPI, (2) test the designed labeling
(e.g., to ensure that the designed labeling fits into cartbn»encloséd products),
and (3) submit it to FDA for approval. |

| Based on information received from the pharmaceutical industry, FDA
estimated that it took applicants approximately 3,200 hours to design, test, and
submit prescription drug labeling to FDA as part of an NDA or BLA under

former labeling requirements (see row 1 of table 8a). FDA estimates that it will
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take an additional 149 hours to generate Highlights and Contents and otherwise
comply with the additional requirements of the final rule (see row 2 of table
8a). Therefore, it will take a total of approximately 3,349 hours to design, test,
and submit new labeling. Approximately 85 applicants would submit
approximately 107 new applications (NDAs and BLAs) to FDA per year,

totaling 358,343 hours (see Total of table 8a).

3. Burden Associated with Labelin*g/ Supplements for Applications Approved
Within 5 Years Prior to the Effective Déte of the Rule (§ 201.57)

The final rule requires that presériptian drug applications approved during
the 5 years before, or pendingion, the effective date conform to form:at and
content requirements at § 201.57. For these products, applicants must redesign
and negotiate the labeling, including Highiights and Contents, test the
redesigned labeling, and prepare and submit thatlabelixig to FDA for approval.
Based on information provided in the “Analysis of Economic Impacts”
(economic analysis) (see section XI.D.2.a of this document), Iabeling
supplements for a total of approximately 344 innovator products wéuld be
submitted to the FDA over a 5-year period (beginning in year 3 and ending
in year 7 after the effective dafe of the rule). Approximately 172 applicants
would submit these labeling supplex#;entsﬁ. The time required for redesigning,
testing, and submitting the labeling to FDA is estimated to be approximately

196 hours per application, totaling 67,424 hours (see row 1 of table 8b).

4. Burden Associated with Revised‘Labeling Efficacy Supﬁlemenis Submitted
on or After the Effective Date of the Rule (§"§ 201.56(d) and 201.57)

Efficacy supplemental applications for older drugs submitted on or after
the effective date of the final rule afe subject to the content and format

requirements at §§201.56(d) and 201.57. To meet these req’uiremen{s,
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applicants must revise the existing labeling for these products. Each year an
increasing number of innovator drug labeling will have b‘een revised, and over
time, very few efficacy supplements independently wﬂli generate labeling
revisions as a result of this final rule. According to information in the
economic analysis, the total number of affected efficacy supplements over 10
years is estimated at 324, with a decreasing number each year over the 10-
year period (see section X1.D.2.a. of this document). For purposes of this
analysis, the total burden for efficacy supplements is summérized in row 2
of table 8b. Over 10 years, approximately 172 applicants will trigger
approximately 324 efficacy suipplemen'ts, each one requiring approximately
196 hours to revise the labeling in the application, totaling 63,504 hours. In
addition to this burden, a minjmal énnual reporting burden‘, pr«obably‘even
lower than the 7 per year estimated in year 10 of table 13 of this document,

will continue indefinitely.

5. Burden Associated with Revised Labeling for Efficacy Supplements for

Generic Drug Products (§201.57)

The reporting burden for generic products subject to the require‘ﬁlents of
the final rule has only been estimated for thosé products requiring revisions
to their existing labeling. Reporting;burdens for generating newly approved
labeling for generic products (§ 314.94(8)) is already approved under OMB
control number 0910-0001. According to the data in thé ecdnomic analysis,
beginning in year 3 and continuing throughout the 10-year period analyzed,
approximately 42 generic applications Apér year must submit labeling
supplements to comply with tEe final rule (see secti'onXI.D.Z.a of this
document). For purposes of this analysis, approximately 336 already approved

generic drug applications must submit labeling suppleménts over the 10-year



167
period after the effective date of the rule (see section XI.D.2.a of this
document). The time required to revise and submit this labeling to FDA would
be approximately 27 hours per application, totaling 9,072 hours (see row 3
of table 8b). In addition to this burden, a minimal reporting burden associated
with a very small number of generic applications referencing older drugs may

continue indefinitely.

6. Requirement That FDA-Approved Patient Labeling Accompany P:re\scription
Drug Labeling Within 1 Year (§§ 201:57 and 201.80)

Within 1 year, all FDA—aﬁprovéﬁ patient labeling must either accompany
or be reprinted immediately following thé prescription drug labeling
(§§201.57(c)(18) and 201.80(f)(2)). As indicated in the economic analysis
(section XI1.D.1 of this document), an estimated 80 products will need to revise
labeling as a result of this requirement. Aﬁproximately 18 applicants would
be subject to this requirement. The ;a-gency estimates approximately 38 hours
per product as a one-time labeling feﬁisi’on, totaling 3,040 h0u’rs (see row 4

of table 8b).

C. Capital Costs

A small number of carton-enclosed products may require new packaging
to accommodate longer inserts (see section XI.D.2.c and comment 124 of this
document). As described in mbre detail 111 the economic analysis (section
XI.D.2.c.ii), up to 5 percent of the existing products affected by the rule (i.e.,
products with new efficacy supplements, products approved in the 5 years
prior to the effective date of the rule, and affected ANDAs) may réqm’re
equipment changes at an estimated cost of $200,000 each product. As shown
in table 17, the estimated value of equipment changes totals $7.2 million and

$8.7 million over 10 years discounted at 7 and 3 percent, respectively.
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Description of Respondents: Persons and businesses, including small

businesses and manufacturers.
TABLE 8a.—ESTIMATED REEPORTING BURDEN FOR NEW DRUG APPLICATIONS!

Number of [ Number of Besponses Total Hours
Category {21 CFR section) Resppridents per Respondent Responses per Response Total Hours
Annual burden associated with former labeling re-
quirements (former 201.56(d) and 201.57) : 85 1.26 107 3,200 342,400
Additional annual burden associated with require- - )
ments of this final rule (201.56(d) and 201.57) 85 1.26 107 149 15,943
Total . ! ) 3,349 358,343

' There are no capital costs or operating and maintenance costs associated with this collection of information.

TABLE 8b.—ESTIMATED REPORTING BURDENS FOR LABELING REVISIONS TO ALREADY-APPROVED DRUG PRODUCTS!

Year(s) In Which Burdens | Number of gumber of " - :
; ‘- » i - tal Total Capitat
Category (21 CFR section) Oceur Following Rule’s £+ | Respond- | ToSPOSES | yoiaf Responges | HoUrs per o
fective Date “ents s}gg:;1 ggm Response Hours Costs
Burden associated with revised labeling | Beginning yeér 3, endin’g' <172 20 344 196 67,424 $3.3 million
for applications approved within 5 year 7 . .
years prior 1o the rule’s effective date
(201.57)
Burden associated with revised labeling | Beginning year 1, dimin- 172 1.88 a4 186 63,504 $2.5 million
for efficacy supplements submitted ishing over time
on or after the rule's effective date
(201.56(d) and 201.57)
Burden associated with revised labeling | Beginning year 3, con- 42 8 336 (foryears 1~ | - 27 9,072 $2.5 million
for efficacy supplements for generic tinuing annually there- T 10) : .
drug products (201.57) after
Burden as a result of having FDA-ap- Year 1 only . . 18 4.44 | 80 38 3,040 $400,000
proved patient labeling accompany .
drug labeling within 't year
(261,57(c)(18) and 201.80())(2))
Total 143,040 Up to $8.7 mil-
fion {see table
17)

' There are no operating and maintenance costs ,assoc?ated with this collection of information.

The information collection provisions in this final rule have been
approved under OMB control number 0910-0572. This approval expires
December 31, 2008. An agency may not conduct or sponsor, and a person is
not required to respond to, a collection of information ﬁnless it displays a
currently valid OMB control number.

IX. Environmental Impact |

The agency has determined under 21 CFR 25.30{(h) and (k) that this action
is of a type that does not individually or cumulatively have a significant effect
on the human environment. Therefore, neither an environmental assessment

nor an environmental impact statement is required.
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X. Executive Order 13132: Federalism

We have analyzed this final rule in accordance with the principles set
forth in Executive Order 13132. Section 4(a) of the Executive order requires
agencies to “construe * * * a Federal statute to preempt State law only where
the statute contains an express preemption provision or there is some other
clear evidence that the Congress intended preemption of State law, or'where
the exercise of State authority conﬂicts with the exercise of Federal authority
under the Federal statute.”’1° Here, FDA has determined that the exercise of

State authority conflicts with the exercise of Federal authority under the act.

The act gives FDA comprehensive authority over drug safety, effectiveness,
and labeling. FDA is the expeft F é(ieral agency charged by Congress with
ensuring that drugs are safe and effective and that product labeling is truthful
and not misleading (sections 505(d) and 903(b)(2)(B) of the act (21 U.S.C.
393(b)(2)(B))). According to the act, a manufacturer of a,drug,must submit an
NDA containing “full reports of investigations which have been made to show
whether or not such drug is safe for use and whether suéh drug is effective
in use” (section 505(b)(1){A) of the gct; see also 21 CFR 314.50; see also United
States v. Rutherford, 442 U.S. 544, 555 (1979) (“Few if émy dmgs are
completely safe in the sense that they may be taken by all persons in all
circumstances without risk. Thus, the Commissioner ggﬁeraﬂy considers a drug
safe when the expected therapeutic gain justifies the risk entailed by its use”

(citations omitted))}).

An NDA must include the “proposed text of the labeling,” together with
“annotations to the information in the summary and technical sections of the

10 Because we have determined that the act preempts State law because the exercise of
State authority conflicts with the exercise of Federal authority under that statute, we need
not construe our statutory rulemaking authority as required by section 4(b} of the Executive-
order.
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application that support the inclusion of each statement in the labeling * * *”
(21 CFR 314.50(c}(2)(i)). The proposed labeling must also provide ““‘adequate
directions for use” (section 502(f) cif-the act). FDA by regulation has defined

* ok k2

this to mean ‘“‘directions under which the ‘Iayman can use a drug safely
(21 CFR 201.5). Bec
safely by a layperson without brofe’ssicnal supervision, FDA regulations afford
an exemption from the statutdry requirement of adequate directions for use

for a prescription drug whose labeling includes “‘any relevant hazards,
contraindications, side effects, and precautions under which practitioners
licensed by law to administer the drug can use the drug safely and for the
purposes for which it is intended * ox x7 (£201.100(c)(1)). If labélifxg lacks this
information, or is otherwise false or misleéding in any particular, FDA is
authorized to refuse to approve theANDA (section 505(d) of the act; 21 CFR
314.125(b)(6) and (b})(8)).

The FDA review process for an NDA is thorough and scientifically
rigorous. An NDA must contain proposed labeling and all information about
the drug (whether favorable or unfavorable) that is pertinent to evaluating the
application and that is received or otherwise obtained by the applicant from
any source {21 CFR 314.50 and 601.2(a)). FDA scientis'tsvevaluate this ‘
information, and may request additional information as necessary to provide
a complete and accurate picture of the product. FDA may supplement the
expertise of its in-house scientific personnel with advice from scientific
advisory committees of outside experts (21 CFR 14.171).

Under the act and FDA regulations, the agency determines that a drug is
approvable based not on an abstract estimation of its safety and effectiveness,

but rather on a comprehensive scientific evaluation of the product’s benefits
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and risks under the conditions of use prescribed, recommended, or suggested
in the labeling (section 505(d) of the act). FDA considers not only complex
clinical issues related to the use of the product in study populations, but also
important and practical public heaith issues pertaining to use of the product
in day-to-day clinical practice, such as the nature of the disease or condition
for which the product will be indicated, and the need for risk management
measures to help assure in clinical practice that the pro’duct maintains its
favorable benefit-risk balance. The centerpiece of risk management for
prescription drugs generally is the labeling, which reflects thorough FDA
review of the pertinent scientific evidence and communicates to health care
practitioners the agency’s formal, authoritative conclusions regarding the
conditions under which the product can be used safely and effectively in

accordance with the act.

FDA carefully controls the content of prescription drug labeling, because
such labeling is FDA’s principal tool for educating health care practitioners
about the risks and benefits of the approve,d product to help ensure safe and
effective use. As FDA noted in the preamble accompanying the December 2000

proposed rule amending the 1979 physician labeling regulations:

The part of a prescription drug ’pmc:iuct’s/ approved labéling' directed to health
care practitioners * * * is the primary mechanism through which FDA and drug
manufacturers communicate essential, science-based prescribing information to
health care professionals. This part of ;approved labeling is a compilation of
information based on a thorough analysis of the new druglapplication”(NIBA} or
biologics license application (BLA) submitted by the applicant * * * . [Tihe primary
purpose of prescription drug labeling is to provide practitioners with the essential
information they need to prescribe the drug safely and effectively for the care of |

patients.
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(65 FR 81082 at 81082 and 81083). What distinguishes the prescription drug
labeling from other information avéilab]e to practitioﬁers about a prescription
drug is that the prescription drug labeling-“‘is intended to provide physicians
with a clear and concise statement of the data and information necessary for
the safe and effective use of the drug.” Moreover, the act “permits labeling
statements with respect to safety only if they are supported by scientific
evidence and are not false or misleaﬁing in any particular” (44 FR 37434 at

37435 and 37441).

Under this final rule, risk‘informatidn must appear in different sections
of the prescription drug labeling in a particular order and must be based on
data derived from human experience whenever possible. For example,
information included in the contraindications section of prescription drug
labeling must include only “[klnown hazards and not theoretical possibilities”
(§ 201.57(c)(5)). The adverse reactic‘;ns section must inrcludeq thése adverse
events for which there is somé basié@ to believe there is azéausal relationship

between the event and the drug (§ 201.57(c)(7)).

The act and FDA regulations prescribe several procédures to ensure that
FDA receives information about risks that become apparent after approval.
Because clinical trials involve time-limited administration of the
investigational product to a relativély small and homogenedus population of
study subjects, adverse events that were not observed during clinical trials may
be recognized or identified following approval. The act provides that a
manufacturer must establish and maintain such records, and make such
reports, as FDA may require by regulation (section 505(k) of the act). To
implement this provision, FDA has issue& regulations requiring proinpt reports

of serious, unexpected drug experiences and periodic reports of all information
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relating to the safety and effectiveness of the drug (21 CFR 314.80 and 314.81).
Manufacturers may also commit to conduct additional safety and effectiveness
studies following approval and submit data from these studies to the agency.

(See section 506B of the act (21 U.S.C. 356b).)

The statutory and regulatbry requirements for the submission of
information to FDA are accompaniéd by statutory provisions addressing the
failure of a sponsor to comply with these requirements. A manufacturer that
introduces a new drug into interstate commerce without having submitted the
required premarket information ha§ violatéd the act (section 505(a) of the act)
and is subject to FDA enforcement jaction. Similarly, if a manufacturer fails
to submit information required by 21 CFR 314.80 and 314.81, it is subject to
enforcement action under 21 U.S.C. 331(e). FDA is authorized to investigate
suspected fraud using its general statutory ‘investigative authority (section 702
of the act (21 U.S.C. 372)). The agenéy is also empowered to address fraud
by seeking injunctive relief and civil penalties (21 U.S.C. 332, 333[g)(1)(A)),
and has authority to invoke the general federal prohibition on making false
statements to the Federal Government (18 U.S.C. 1001). In surh, FDA hasa
variety of enforcement options that allow it to make a calibrated response to

suspected violations of the act’s information submission requirements.

The agency carefully reviews all the information submitted by a sponsor
in a marketing application to make its statutorily required judgment as to
whether the product is safe and efféctive and otherwise in compliance with
the act. It also reviews adverse event information submitted after marketing
approval and determines what action, if any, should be taken. In rare cases,
FDA finds that the information supports a determination to withdraw the

product from the market (section 505(e) of the act; 21 CFR 601.5(b}(1)). In other
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instances, FDA uses other risk maﬁagemerit techniques. One such technique
is incorporating additional risk information into, or otherwise mbdifying, the
prescription drug labeling (§ 201.5? (e)). Inmany cases, review of the submitted

reports does not lead to any change, e.g., because FDA determines that the

Changes to prescription drug labeling typically are initiated by the
sponsor, subject to FDA review, but are sometimes initiated by FDA. Under
FDA regulations, to change prescription drug labeling (éxcept for editorial and
other minor revisions), the sponéoxé must submit a supplemental épplication
fully explaining the basis for the change (§§ 314.70 and 601.12(f)). FDA permits
two kinds of labeling supplements: (1) Prior approval supplements, which
require FDA approval before a chaﬁge is made (§§ 31{1.70(13) and 601.12{f)(1)),
and (2) CBE supplements, which may be implemented hefore FDA approval,
but after FDA notification (§§ 314. 7(}((:) and 601.12(f)(2)). Labeling changes to
the FPI to add or strengthen a‘warning, precaution, ccn,traindicétion, or adverse
reaction statement are within the category of changes for which CBE
supplements are required by FDA Ifégulatiéns‘(§'§ 314.70(c)(6)(iii) and
601.12(f)(2)(i)) (see comment 5). While a sponsor is permitted to add risk
information to the FPI without first obtaining FDA appfaval via a CBE
supplement, FDA reviews all such submissions and may Vl;atewr deny approval
of the supplement, and the labeling remains subject to enforcement action if
the added information makes the lébeling« false or mis}éading under section
502(a) of the act. To mitigate this risk, manufacturers often 60nsult with FDA
before adding risk information to labeling. As noted in response to comment
5, however, a sponsor may not use a CBE supplement to mé:ke most changes

to Highlights.
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As FDA has long recognized, its role xs not to regulate medical practice.
The agency’s actions nevertheless éffect mfzdical practice in a variety of ways.
For example, FDA approval decisions affect the availability of drugs and

medical devices. Also, FDA decisions as to the content and format of

with patients,\ to the extent such labeling 1s relied upon by such practitioners
to guide their discussions of risk with patients. FDA strongly believes that
health care practitioners should be able to rely on prescription drug labeling
for authoritative risk information and that health care prattitionegrs should not
be required to convey risk inf(f)nﬁation to patients that is not included in the
labeling.

If State authorities, including jﬁdges and juries applying State law, were
permitted to reach conclusions about the safety and effectiveness information
disseminated with respect to drugs for which FDA has already made a series
of regulatory determinations based Qon\its considerable institutional expertise
and comprehensive statutory authority, the federal sysfeﬁm fc:}r‘fegﬁlation of
drugs would be disrupted. Where a drug has not been reviewed by FDA and
decisions with respect to safety, effectiveness, and labeling have not been made
by the agency, expert determinations would not yet have been made by FDA,
and such disruption would not occur.

Section 4(c) of Executive Order 13132 instructs us to restrict any F ederal
preemption of State law to the “minimum level necessary to achieve the
objectives of the statute pursuant to Whi,cﬁ the regulations are promulgated.”
This final rule meets the preceding;requ\irement because, as discussed in more
detail above, it preempts state law only to the extent required to preserve

Federal interests. Section 4(d) of Executive Order 13132 states that when an
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agency foresees the possibility of a conflict between State law and federally
protected interests within the agency’s area of regulatory fesponsibility, the
agency ‘‘shall consult, to the extent graqticable, with appropriate State and

local officials in an effort to avoid such a conflict.” Section 4(e) of Executive

or rulemaking to preempt State law, the agency “shall provide all affected State
and local officials notice and an opportunity for appropriate participation in
the proceedings.”

FDA sought input from all stakeholders on new requirements for the
content and format of prescription drug labeling through publication of the
proposed rule in the Federal Registe;?. Although the proposed rule did not
propose to preempt state law, it did solicit comment on prﬁoduct« liability issues.
FDA received no comments on the proposed rule from Stateﬁand local
governmental entities. |

Officials at FDA consulted Witha number of organizaiions representing
the interests of state and local governments and officials about the interaction
between FDA regulation of prescription drug labeling (including this rule) and
state law.

In conclusion, the agency believes that it has complied with all of the
applicable requirements under Executive Order ,13;132 and has determined that
this final rule is consistent with the Executive order.

XI. Analysis of Economic Impacts

FDA has examined the impacts of the final rule under Executive Order
12866, the Regulatory Flexibility Act (5 U.S.C’. 601-612), and the Unfunded
Mandates Reform Act of 1995 (Public Law 104-4). Executive Order 12866

directs agencies to assess all costs and benefits of available regulatory
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alternatives and, when regulation is necessary, to select regulatory approaches
-that maximize net benefits (including potential economic, environmental,
public health and safety, and otheri advantages; distributive impacts; and
equity). Under the Regulatory Flexibility Act, unless the égenc:y certifies that
the rule is not expected to have sigﬁificant economic impact on a substantial
number of small entities, an agency must consider alternatives that would

minimize any significant impact of the rule on small entities.

Section 202(a) of the Unﬁindeci—Mandates Reform Act of 1995 requires that
agencies prepare a written statement of anticipated costs and benefits before
proposing any rule that may result m an expenditure byiState, local, and tribal
governments, in the aggregate, or by the private sector, of $100 million in any
one year (adjusted annually fof inflation).

The agency believes that this rule is consistent with the regulatory
philosophy and principles identified in Executive Order 12866 and in these
two statutes. The final rule would amend current requirements for the format
and content of human prescription drug product labeling. Although the
effectiveness of the revised labeling in achieving time savings and reductions
in adverse reactions is uncertain, based on the following analysis as
summarized in table 9, FDA projects that the present value of the quantifiable
benefits of the final rule over 10 y\eaxfs range from $330 million to $380 million
and from $420 million to $480 milljon at a 7 and 3 percent discount rate,
respectively. Direct costs of the finélf rule are projected to range from
approximately $7 million to $17 million in any one year,:for a total present
value of approximately $90 million and $120 million over 10 years at a 7 and
3 percent discount rate, respeétively, The agency thus concludes that the

benefits of this final rule outweigh the costs. Furthermore, the agency has
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determined that the final rule is not an economically significant ;'uie as
described in the Executive order, because annual impacts on the economy are
substantially below $100 million. Because the rule does not impose any
mandates on State, local or tribal governments, or the private sector that will
result in an expenditure in any one year of $100 million or more; FDA is not
required to perform a cost-benefit qﬁ«alysis according to the Unfunded
Mandates Reform Act. The current inflation-adjusted statutory threshold is
about $115 million.

The agency believes that this rﬁle would not have a significant impact on
most small entities. However, it is possible that some smallffirms that produce
several affected drugs, or small firms that might be requiied to undertake
packaging modifications, may be significantly affected by this rule. Therefore,
the following analysis, in conjunction with the preamble, constitutes the

agency’s final regulatory ﬂexibility;analysis as required by the Regulatory

Flexibility Act.
TABLE 9.—~SUMMARY OF PROJECTED QUANTIFIABLE BENEFITS AND COSTS OVER 10 YEARS!
Present Value ($ million)
Total {$ million)
) 3 percent 7 percent

Benefits:

Health Care Practitioner Time Saved 150 120 90

Cost of Adverse Drug Events Avoided ) - 360 10 430 300 to 360 240 to 290
Total Potential Benefits N © 510 fo 580 420 10 480 330 to 380
Costs:

Design and Produce Trade Labeling; Modify Packaging Equipment- 42 36 29

Reformat and Produce Labeling Not Accompanying Drug Products ' 36 30 25

Print Longer PDR , : 59 : 49 39
Total Costs ’ 140 ) 120 90

* Numbers may not sum due to rounding.

A. Purpose of the Final Rule

The purpose of the final rule is to make it easier for health care
practitioners to find and read informationfimp‘ortant for the safe and effective

use of prescription drugs. As described elsewhere in this preamble, the agency
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has found that the current format of prescription drug labeling can be improved
to more optimally communicéte iniportant_ dfug information (see section I of
this document). Enhanced communication of drug information to physicians
should make them better informed ;prescri‘ﬁers. The final rule is designed to
achieve these objectives by amending the ’Lc’urrent content and format of the
labeling for certain human prescription drug products to, among other things,

highlight frequently accessed and new information, include a table of contents

PR T PR 2
for the detailed in

B. Comments on the Economic Impact Analysis

Most comments on the economic analysis of the proposed rule came from
pharmaceutical manufacturers. Although many manufacturers expressed
concerns that the agency had significantly underestimated the costs to
industry, especially the additional packaging costs that would be necessary
with labeling printed in 8 points, only a few provided detailed information
about the potential burden they expected the rule to impose. The agency
welcomes these comments and, whenever possible, has incorporated data from
these examples in the final analysis of economic impacts.

(Comment 121) Several cémments argued that Iﬁanufaciurers would incur
significant administrative costs when negotiating the content of Highlights
with FDA.

Although our analysis did not separate administrative costs from other
labeling design costs, the agency anticipated that manufacturers would require
some “‘detailed discussions and drug-specific decisions” during the design
phase of labeling (e.g., regarding ex,actly which adverse reactions shonld be
listed in Highlights) (65 FR 81082 at 81106). Currently, manufacturers

submitting new applications (i.e., NDAs and BLAs) and efficacy supplements
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have to negotiate the content of labeling as part of the review process. Because
any information in Highlights is also in the FPI, the agency does not agree
that negotiating the content of Highlights will impose significant
administrative costs beyond what is currently incurred by these manufacturers.
As noted, to facilitate this process, the agency is making available gfuidance

to assist manufacturers in selecting information for inclusion in Highlights

(section IV of this document).:

On the other hand, manufacturers of recently approvedinhovaéor drugs
(i.e., approved within 5 years prior'to the effeétive date of the final rule) will
incur costs to: (1) Prepare and submit their redesigned lab’eling to FDA for
approval, which may include negotiations concerning the content of
Highlights, and (2) replace existing labeling with redesighed labeling. To
account for these additional actiang_, the one-time design costs for labeling of
recently approved products are estimated to be about 50 percent higher than

for labeling of new products (see section XI.D.2 of this d)ocume.nt). |

(Comment 122) The agency sought specific comment on whether the
potential impact of the proposed rule on small entities has been accurately
estimated by the agency, and whether small business concerns have been
adequateiy addressed. One (:c)irrnneu,%w stated that because the proposal has the
potential to substantially affect larger companies (could double the iength of
labeling and require extensive re—eﬁgineefing and re-design of packaging lines
and ancillary equipment}, its impact would be e;ven greéter on smaller
companies.

Although the agency had requested input from small companies that might
be affected by the rule, all comments on this question came from large

companies. FDA believes it is »di'ffiéult to predict the effect of the rule on small
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firms. While small firms may ‘have:lower sales volume over which to spread
the fixed costs of compliance,’ some industry consultants have found that small
pharmaceutical firms have less organizationa} layers ana incur lower costs for
the same activity than large pharmaceutical firms (Ref. 12). Table 22 in section
X1.E.2 of this document illustrates ithe“pot'ential impact that the final rule might

have on small firms.

(Comment 123) One comment maintained that there is no support for
FDA'’s identified benefit of reducing the time it takes a prescriber to use
labeling by 15 seconds. The comment argued that Highlights, because it
contains incomplete information, wg:mld actually increase physician reading
time and asserts that FDA’s assumption would be true only if physicians read
just Highlights. |

The agency acknowledges that there is not direct empirical support for
the estimate of 15 seconds time sav;ings,bﬁt is persuaded based on consultation
with physicians that the labeling changes would save time. Thie agency
consulted physicians in a national f:sﬁrvey,‘focus groups, and a public meeting
to design labeling that providés easier and faster access to the most ilnportant
and commonly referenced prescribing information (65 FR 81082 at 81083
through 81085; see also Ref. 11). Using a standard format with frequently
accessed sections at the beginﬁing of labeling will help physicians find
important information quickly and retain that information. Inclusion of
Contents and references in Highlig‘hts to the full prescribing information that
is cited or concisely summariz:red«v@ill\ speed access to detailed information in
the FPI. In the absence of quantitati:ve evidence suggesting a different estimate

of time savings, the agency is retaining 15 seconds as a conservative estimate
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of the amount of time health care practitioners can save when seeking drug
product information in labeling.

(Comment 124) Some comments argued that FDA’s estimate significantly
underestimates increased costs for iti’ade packaging, shipping containers, and
new packaging and shipping equipment to accommodate the larger labeling
that will result from the new format. Some comments argued that the agency’s
initial estimate of $200,000 to. adjust or retool existing packaging equipment
underestimates the impact on industry by almost fourfold. Moreover, one
comment stated it could cost large manufacturers with :‘r;";anyuprodm:t(lines up
to $40 million to change all packaging lines. Several comments stated that
increases of this magnitude will require retooling or replacing existing
equipment, increasing containers té accommodate longer outserts, or, in some
cases, adding a carton. Comments also stated that longer labeling would

increase administrative costs. -

FDA allows each manufacturer some ﬂexibility to determine the size and
shape of a product’s trade labeling ?nd packaging. A survey of labeling printed
in the Physicians’ Desk Reference (PDR) for 200 products showed that, on
average, labeling requires 200 sqﬁaxe inches of surface area when printed in
6.5-point type size. Since preécription drug labeling is /p;int@d on both sides
of the paper, these findings su‘ggesﬁ that current trade labeling averages 100
square inches. From this baseline, the agency calculates that aboﬁt an.
additional 92.6 square inéhes of paper would be needed to print labeling in
8-point type size and to add Highlights and Contents to the labeling.

To reduce the burden on industry, the final rule requires that trade
labeling be printed in at least B-poiht type size (see comment 102), simi}ér

to the size of the baseline case used in the original analysis and a size generally
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supported by industry comments on the proposed rule. Even though some
trade labeling is currently printed in a size as small as 4 points, on average,
trade labeling is in 6 points, and thus requiring a minimum type size of 6-
point will not increase the size of most trade labeling. However for the few
products currently printed in 4 points, labeling will require approximately 33
percent more paper to conform with the 6-point minimum size requirement
at §201.57(d)(6). The agency believes that the additional resources associated
with longer labeling are warranted by the ease of use ana speed of
comprehension by having labeling printed in 6 rather than 4 points. >Y

Highlights and Contents will increase trade l‘a\beling by approximately 40
square inches, requiring an additional 20 square inches of paper.
Manufacturers submitting NDAs and BLAs have not yet designed product
labeling or packaging. Thus, the agency does not agree that the final rule will
impose additional packaging costs on these manufacturers. In contrast,
manufacturers submitting efficacy s‘upp}ements‘ or having éxist«ing labeling for
drug products affected by the final rule will need to determine if their
redesigned trade labeling fits on or within existing packaging.

The final rule will affect less than 15 percent of existing products in the
United States.1® The agency agrees ithat some packaging lines of these products
will require adjustment to accommodate longer trade labeling, but disagrees
that this will be necessary for éll p&ékaging lines. Basea on an analysis of
ophthalmic products, the agency increased the proportion of existing products
expected to incur one-time productign costs from 1 to 5 percent (see section

X1.D.2.c.ii of this document).

11 Data derived from information in “Approved Drug Products with Therapeutic
Equivalence Evaluations,” December 2001.
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(Comment 125) One comment insistedithat FDA’s estimate of 92.6 square
inches of additional labeling space is not sufficient to accommodate the
proposed new labeling sections, inc?:rease in white space, increase in type size,
and inclusion of patient informatioh in the FPL. The comment suggested that

FDA’s presentation of how much additional labelin

'

was confusing.

The implementation schedule to add FDA-approved patientlabe]ing to
prescription drug labeling differs from the implementation schedule for the
formatting and content changes affecting iabeling for new and recently
approved products (i.e., appro&ed x%vithin 5 years of the éffeoti«ve‘ date of the
final rule). Consequently, the agency analyzed the impact of each of these
requirements separately.

Within 1 year of the effective date of the final rule, any FDA-approved
patient labeling must either be reprinted immediately following the end of
labeling or accompany the labeling (§§ 201;57(c)(18) and 201.80(f)(2)). An
estimated 150-square inches of surface area would be needeﬂ to print this
information, adding an additidnal 75-square inches to the size of the labeling
(65 FR 81082 at 81109). The agency identiﬁed up to 200 products with some
form of FDA-approved patient labeling that will be affected by the final rule.
A sample of theée affected products shows that the labeling of more than 60
percent already conforms to this provision of the final fulé. For the final
analysis, the agency increased the estimate of the number of affected products
from 50 to 80, thus increasing the incremental printing c'asts for this provision

of the final rule to $0.4 million annually (see section X1.D.1 of this document).

More space will be needed to print longer trade labeling and labeling

distributed with promotional materials for new and recently approved
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products. The length will depénd on the minimum type size requirements for
the labeling. For trade labeling printed in a minimum of 6 points, an estimated
20 square inches of paper is necessary to accommodate Hig}ﬂights and
Contents. In contrast, product labeling distributed with promoﬁonal materials
must be printed in a minimum 8-point type size, requiring about 93 square
inches of paper (65 FR 81082 ét 81107). Furthermore, for labéIing with FDA-
approved patient labeling which is:not cufren’tly appended to the product.
labeling, after all provisions of the final rule are implemented, product labeling
will be approximately 168 square inches or 65 square inches longer when
printed in 8-point or 6-point type, respectively. |

(Comment 126) One comment asked the agency to consider the }impact
of the increased number of calls on companies, and possible increases in
personnel to process calls, as a result of requiring Compénies to include their
phone number in the package inserts. Another comment raised concerns that
requiring corporate telephohe numbers for reporting of serious adverse
reactions in Highlights would :requilrve companies to change their labeling with
each change of their corporate telephone number.

The agency believes that healtﬁ care practitioners have varied access to
company information via the Internet and other sourcés, thus inciugiing the
phone number is unlikely to overly burden a company’s ability to handle
incoming calls. The agency beiieves that changes in corporate phone numbers

are an ordinary business expense.

C. Benefits of Regulation

The expected economic benefits of this final rule are the sum of the
present values of: (1) The reduced time needed by health care practitioners

to seek desired information in;prescription drug labeling; (2) the increased
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effectiveness of drug treatment; and (3) the avoided ﬂcosfs of treating crlrug—\
related errors due to misunderstood or incorrectly applied drug information.

We acknowledge that the information to estimate the benefits of this rule
is quite limited. In particular, we do not have direct estimates of how much
time practitioners might save by usmg the new labeling, or how the new
labeling might improve doctors’ understanding of risks of prescription drugs.
There is no formal study that testedvhm\‘r alternative labeling formats affect
physicians’ speed or quality of comprehension of information related to

potential adverse effects of drugs.

1. Decreased Health Care Practitioner Time

Prescription drug labeling is a major source of infofmation about the risks
and benefits of prescription dfugs. Each year health care practitioners spend
considerable time seeking meaical kh\owlﬁedge about the thera}:;eutic risks and
benefits of the drugs prescribed to treat patients. However, only a few studies
have focused on the informatipn-séeking behavior of health care practitioners.
Four studies using family pra(ﬁtice physicians reported that the PDR, a
compilation of prescription drug labeling, was the most frequenﬂy used
reference book in a clinical setting (Refs. 13 through 16). In one study
published in 1990, physicians repoited using the PDR almost daily (Ref. 13).
In addition to the PDR, physicians receive prescrlptlon drug labehng directly

from drug manufacturers and their representatlves

A 1994 FDA survey of physmlans found that 42 percent referred to
prescription drug labeling at least once a day, 33 percent less often than once
a day but more often than once a week, and 25 percent dnce a week or less

(Ref. 11, pp. 30-31). These findings suggest that a physician seeks drug
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information from prescription drug labeling on average 212 times each year.12
Moreover, comments from a pharmacy association, submitted in response to
the proposed rule, reported that a recent informal survey of pharmafci'sts found
that 30 perceht refer to prescription drug labeling several times each day, 36
percent refer at least once per day, ¢ and 34 percent refer at least once per week.
If representative, these findings suggest that the average: pharmac:1st in the
United States seeks information from prescription drug labeling at least 257
times each year.?® To put this estimate in perspective, ai:apréxima‘teiy 2.85
billion prescriptions were dispensed by retail pharmacies in 2001 (Ref. 17).
About 60 percent of the 212,660 pharmacists in the United States work in retail
pharmacies (Refs. 18 and 19) and cumu]atzvely seek mformatmn from
prescription drug labeling about 32:8 million times each year [212 660
pharmacists x 0.6 x 257 labeling consultations per year), approximately 12
times for every 1,000 prescriptions ﬁispensed. |

For the analysis of the proposed rule, FDA was aware of no data estimating
the total time physicians spend reading ’px%e’scription drug labeling. It also had
no estimates of how much time savings might result from possible changes
in drug labeling. It therefore COnseWativer assumed «thatphysiciané could save
an average of 15 seconds each time ;they refer to prescription,drug labeling
in the new format (65 FR 81082 at 81104). One comment from a
pharmaceutical manufacturing organization requested just-ific;aiion for this

assumption (see comment 123). The comment stated that rather than save time,

12 On average, physicians work 47 weeks per year and consult prescnptmn drug labeling
4.51 times each week [(7 consultations per week x 42 percent) + (4 consultations per week
x 33 percent} + (1 consultation per week x 25 percent)] (65 FR 81082 at 81104 through 81105).
13 On average, it is assumed that pharmacists work 50 weeks per year and consult
labeling 5.14 times per week [(10 consultations per week x 30 percent) + (5 consultations
per week x 36 percent) + (1 consultation per week x 34 percent}].
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the new format with Highlights would lengthen the time practitioners spend
looking for information. |

The agency disagrees it will take health care practitioners more time to
find information with the ne\& format compared to the old format. As described
elsewhere in the preamble, the agency solicited input from health care
practitioners to develop a format that presents complex drug information in
a manner that will enable them to fiﬂd informationmorarapidly, improving
the communication of the risks and benefits of the drug (see section I of this
- document). In comments on the prcéuposedy rule, organizations representing
health care practitioners and consdmer groups strongly supported the new
format as being easier and quicker to use (see comment 2). Comments from
many drug manufacturers agreed tﬁat including a comprehensive table of
contents and reordering of the detailed informétion— would improve clarity of
the labeling and quickly direct the reader to the appropriate section of the FPI,
but expressed reservations about the utility of Highlights (see comment 2).

Comments, including one by ale expert in human cognition, Suﬁported ’
Highlights as a way to improve the accessibility of the most heavily used
information (see comment 2). Moreiover, by including references in Highlights
to specific sections of the FPI,VHighélights ‘Will also enhance the effective use
of the information in the detaﬂed sr\ectionsw of the labeling. Therefore, based
on comments from health care praci‘titioners, professional organizations and
consumer groups, the agency believes that the new formét 'wﬂl reduce the time
physicians, pharmacists, and other practitioners mustisperid seeking specific
information in prescription dr;ﬁg labeling and increase the extent thejz rely on

labeling for drug information.
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A recent study in Oregon found that primary care physicians on average
will consult two sources of information, one of which is usually the PDR, and
spend an average of 12 minutes seeking information to answer patient
questions (Ref. 16). Another s‘:cudy in Finland logged the time physicians spent
searching a computerized set of gui&e}ineé, the “Physicians’ Desk Reference
and Database,” and found the average time needed to find and read an article

was 4.9 minutes (Ref. 20).

Although these studies may not be representative of the average
practitioner in the United Statfes, they suggest that the égency’s estimate of a
15-second time savings with the new format (once drug laﬁeling is at hand)
is plausible and conservative in thét itisonly a small«improvemént relative
to time currently spent for most«labeling referrals. If the new format were
implemented for all prescription drug products, the nation’s 625,100
physicians active in patient care (Ref. 21) could save a total of about 552,100
hours per year (625,100 physicians x 212 labeling consultations per year x 15
seconds saved per labeling consulté‘cioﬁ/ 3600 seconds per hour). Likewise,
pharmacists could save an additicxn%al 227,700 hours per :year (212,660
pharmacists x 257 labeling consultations per year x 15 seconds séved per

labeling consultation/ 3,600 seconds per hour).

The final rule only applies to new and recently approved products.
Moreover, implementation for receﬁtly approved products is phased in over
several years. Thus, the final rule will initially apply only to a small percentage
of prescription drug labeling. The rﬁie’s focus on newer products includes the
prescription drug labeling that health care practitioners consult most
frequently. In FDA’s survey of physﬁcians, newness of the pmduCt ‘was the

factor most often rated by physicians as “‘very likely” to trigger referral to
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prescription drug labeling (Ref. 11, p. 35). Similarly, the pharmacy
association’s survey found that pharmacists were most likely to consult

labeling if the drug was recently approved (48 percent).

Although the average practitioner regularly prescribes from 40 to 100
pharmaceutical products (Ref. 24), the proportion of these that are new drugs
is unknown. Because the agency received no comments and has no bther
information on the percentage; of refnrmatted‘rlabeling that practitioners will
consult, the initial assﬂmptioﬁs remain unchanged (65 FR 81082 at 81104).
This analysis, therefore, assumes that the rule will begin affecting the length
of time needed for prescription drug labeling consultations in the second year
of implementation, only affect‘ing Sipercent of all consultations in that year.
The percentage of reforma'tted:: prescription drug labeling consulted by
physicians is assumed to increase to 10, 15, and 25 percent in years 3, 4, and
5 respectively. Thereafter, it is assumed to increase an additionalﬁ percent
each year, reaching 50 percent‘ in year 10. Thus, in year 10, the time savings
for physicians and pharmacists is pxhjecte“d to equal about 276,000 and 113,900
hours, respectively. FDA has not atfempted to project impacts Beyo’nd 10 years,
due to the uncertainty of the ldnger:term technological chaﬂgeé that would

affect these estimates (see section V of this document).

To estimate the monetary value of the time saved, aﬁ hourly loaded wage
for physicians is calculated using data from the American Medical Association
(AMA) on the average net annual iﬁcome of all non-Federal physicians
(excluding residents), the average weekly workload, average number of weeks
worked per year and benefits adjusted by the proportion of self-employed
physicians (Refs. 22 and 23). The lohded wage for pharmacists is calculated

from Bureau of Labor Statistics data (Ref. 18). At $88.16 per hour for physicians
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(1$194,400 x (1 + 0.2)] / [47 weeks x 56.3 hours / week]) and $46.75 per hour

for pharmacists ($33.39 / hour x (1 + 0.4)), table 10 shows the annual monetary

value of time saved and indicates that the present value over 10 years equals

approximately $90 million or $120 million using a 7 or 3 percent discount

rate, respectively.

TABLE 10.—VALUE OF HEALTH CARE PRACTITIONER TIME SAVED'

‘Current Value {5 mithon)

Presens-Vaiue ($ million)

Year

Physicians

Pharmacists

Total

Totat Discounted at 3 percent

Total Discounted at 7 percent

0

¢

0

2

3

3

[ 208 B 5]

5

5

5

£

7

Wi W o

8

7

12

15

11

15

18

12

17

21

13

19

24

W]l Nl | O

22

27

10

24

30

Total

120

150

120

7 Numbers may not sum due to rounding.

2. Improved Effectiveness of Treatment

The final rule will improve prescription drug labeling to make it easier

to find and use information about the product. More effective communication

of drug information will better inform practitioners 'abollt,,the’risks and benefits

of drugs prescribed to patients. Preéariptidn drug labeling can contain

hundreds of facts about a drug, increasing the time needed to find specific

information, relative to simpler labeling. For example, labeling of the drug

cisapride contains over 470 facts (Rféf. 24). Under the final mle,‘Highligh’cs

would emphasize those characteristics of drugs that physicians report are the

most important for décisionmaking. With the Contents and references to the

FPI in Highlights, practitioners can more quiékly find all relevant facts about

the drug that are specific to their patients. Each format change required by
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the final rule is intended, therefore, to present thet*omﬁlex drug infm“mation
contained in labeling in a way that will improve the ability of practitioners
to select and prescribe drugs to their patients safely and. effectlvely

The initial U.S. approval date will alert practmoners to newer products
that should be used with greater vigilance. There are over 100 NDAs, including
about 30 new molecular entities, ap_proved‘/every year in the UnitedSiates.
Initial approval is based on data from clinical trials Conduétéd to determine
the safety and effectivenessl ofa préduct\. These trials typically include only
enough subjects to detect 1 adverse reaction in every 300 to 500 patients (Ref.
25). It is not uncommon for drugs to have significant adverse effects that occur
at lower frequencies than can be detected in premarketing clinical trials.
Adding contact information where épractitionerscan report suspected adverse
reactions will facilitate the collection of drug safety information and make it
easier for the agency and manufacturers to identify significant safety concerns
that can emerge after a drug is marketed /and a much larger po@u}:ation is
exposed to the product. Moreover, by identifying those sections of the labeling
in which there have been importanitﬂrecent‘changes, the new format will also
alert practitioners to significant new 'safety concerns and other significant

changes to labeling once a product has been approved

In addition, any FDA-approved patient labeling must be printed at the end
of the labeling, or accompany ithe‘ lébeling, regardless of when the product was
approved. Including patient information enhances the Iikelihoodl that
physicians will communicate impdi‘tant information to patients, improving
patient understanding and adherence to treatment recommendations. FDA is

unable to quantify the magnitude of these expected improvements in treatment
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effectiveness and health outcomes, but the agency believes they could be

significant.

3. Decrease in Costs to Treat Avoidable Adverse Reactions

Although there are multiple causes of adverse reactions, some are
potentially preventable and can result fro;fn misunderstood or incorrectly
applied drug information (e.g., prescribing too high a dose for a patient with
poor kidney function, or prescribing a drug to a patient Wi’\c’h known
contraindications). According to a 2000 GAO report on adverse drug events,
standardized packaging is one of many approaches that éan be adopted to
reduce medication errors (Ref. 26), Requiring th'at prescription drug labeling
follow a standardized format will better inform health care praétitioners about
the drugs that are prescribed to patients, improve the effectiveness of
treatment, and reduce the number of preve’?xtable adverse reactions experienced

by patients.

No national study on the incidence or\aésociated costs 6f adverse reactions
has been conducted. Furthermore, 1;t/1's difficult to Coxlnpare\ published studies
because they are either too limited in scope or differ in ’fnethodology.
Nevertheless, studies of hospitalized patients suggest that the ‘rate of -
preventable adverse events that 0(:(3:1;11" during hospitalization is approximately
1.2 to 1.8 adverse events per 100 patients admitted (Refs. 27 through 29).
Moreover, 1 of these studies cpndumﬁed ifn: the early 1990s in the northeastern
United States found that a majority. of preventable adverse events (about 1
adverse event per 100 hospital admissions) were related:to errors or
miscalculations in physician ordering, the stage most likely to be affected by
improved prescription drug labeling information (Ref. 28). A more recent study

conducted in the southwestern United States reported 4.2 adverse events per
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100 patients, of which only 15 percent where deemed preventable (Ref. 29).
Given the approximately 36 million annual hospitalizations in the United
States (Ref. 30), these data suggest that between 229,000-and 364,000 adverse

reactions among hospitalized patients are potentially preventable each year.

A number of studies show that the occurrence of an adverse event in a

hospitalized patient increases the costs of caring for the patient by an average
of between $2,162 and $2,595.(Refs. ‘28, 29, and 31). Costs associated with
preventable adverse events were even higher, averaging about $4,685 per
patient (Ref. 31), or $6,075 in 2000 dollars. If all hospitalsfincur similar costs
for preventable adverse events, the potentially preventable annual costs from
this source could total from betweén $1.4 billion to $:2.2~ billion nationally (in
2000 dollars).

Few studies on adverse reactioﬁs in outpatient or long-term care settings
have been conducted. A report from a multidisciplinary conference held in
2000 to discuss a national research agenda for amulatoi‘y patient safety
described a diverse and complex outpatient system that was prone to the same
types of errors observed in hospital studies (Ref. 32). In 1995, FDA estimated
that hospitalizations associated w1th outpatient adverse reactions cost $4.4
billion per year (60 FR 44182 at 44232; August 24, 1995), equaling $5.2 billion
in 2000 dollars. If the causes of errors in the outpatient setting are similar to
the causes in hospitals, half of these costs are related to physician ordering
errors. Thus, about $2.6 billion (in 2000 dollars) per year in additional hospital
costs result from errors likely to be ;inﬂueng:ed by improved prescribing
information. |

FDA lacks data to estimate the actual proportion of the adverse reaction

costs that would be prevented under the final rule. Combining the projected,
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hospital costs attributable to preventable in-hospital and outpatient adverse
reactions, from $4.0 billion to $4.8 billion per year may be potentially avoided
through measures that provide better infqrmation to doctors, such as
prescription drug labeling. If the fiﬁal rule reduced these costs by even 1
percent, between $40 million and .§48 million of the costs of hospitalization
could be prevented each year. Over 10 yeérs, the present value of these avoided
costs would total from $240 millioﬁ to $290 million with a 7 percent discount

rate, and from $300 to $360 with a 3 percent discount rate (table 11).
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Table 11.--Annual Av01ded Health Care Costs of Treatlng Patients

for Preventable Adverse Drug Events ' ?
Current Value ($ mil) Present value ($ mil)
Year , In-Hospital , Total _ Total
Outpatient ADEs. Total Discounted | Discounted
ADEs N at 3 percentjat 7 percent
From: To: |From: To: ‘| From: To: |[From: To:
1 0 0 0 0 0 0 0 0 0
2 26 14 22 40 48 38 45 35 42
3 26 14 22 40 48 37 44 33 39
4 26 14 22 40 a8 35 43 30 37
5 26 14 22 40 a8 | 34 42 28 34
6 26 14 22 40 a8 33 40 27 32
7 26 14 22 40 48 32 39 25 30
8 26 14 22 40 48 32 38 23 28
9 26 14 22 40 48 31 37 22 26
10 26 14 22 40 48 30 36 20 24
Total 230 130 200 | 360 430 | 300 360 | 240 290

1

Numbers may not sum due to rounding.

2 Assumes the rule will avoid 1 percent of the preventable hospitalization costs from
in-hospital and outpatient adverse drug events.
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As illustrated in table 12, the m‘agnitﬁde of the potential benefits of the
final rule will be sensitive to the assumed level of effectiveness. At 0.4 percent,
the total present value of avoided hospital costs for preventable in-hospital and
outpatient adverse drug events wiﬂ exceed the total present value of the

compliance costs for the final rule at both 3 and 7 perce’ht discount rates.

TABLE 12.—IMPACT OF DIFFERENT EFFECTIVENESS LEVELS ON THE TOTAL PRESENT VALUE OF AVOIDED HOSPITAL COSTS TO TREAT
PREVENTABLE ADVERSE DRUG EVENTS'

Effectiveness Estimate {percent)

Discounted at 3 percent

{$ million})

D{scoumed at 7 percent

($ million)

From:

To:

From:

To:

0.1

30

.38

24

29

0.42

120

140

g7

120

0.5

150

. 180

120

150

1.0

300

360

240

290

5.0

1,500

1,800

1,200

1,500

* Numbers may not sum due to rounding. A
zCorresponds 1o the breakeven point where over 10.years, the lotal present value of hospital costs avoided exceeds the Iotal present value of the compliance

costs of the final rule.

When compared with other puhlished studies, the agency’s estimate of the
cost of adverse reactions is likely I*éés than the total social cost of such events.
In particular, FDA’s estimates include only hospital costs, and exclude the
willingness to pay of patients to reduce these risks. Because these risks include
fatality risks, the willingness to pay may be quite large. Using a restrictive
definition of adverse events and inél;udiﬁg direct and indirect costs, a large
study of hospital discharge records conducted by Thomas and others in Utah
and Colorado was published in 1999 and estimated that preventable adverse
events cost society at least $17 billion (in 1996 dollars) each year (Ref. 33).

In contrast, a 2001 revision of the 1995 Johnson and Bootman cost-of-illness
model used current costs whenever possible and predicted that drug-related
illness occurring in ambulatory care settings cost about $177.4 billion each
year, or more than 40 times the estimate of avoided costs that was used in

the rest of this analysis (Refs. 34 and 35). While we acknowledge that we have
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no direct evidence about how the rule would reduce preventable adverse
reactions, if the final rule avoided at least one-tenth of a percent of the costs
predicted by the Thomas study, annual benefits of the rule would

approximately equal annual costs. |

D. Costs of Regulation

Except as noted below, the methods used to estimate costs for the
proposed rule remain the same for the final impact analysis (65 FR 81082 at

81103 through 81112). When pos'sible, unit costs have been updated.

The proposed rule would have required two broad types of changes to the
labeling of prescription drug produtts. First, labeling of approximately one-
third of products already approved for marketing would have Eeen revised to
delete or add information within 1 year Several comments argued that these
changes would be quite costly relative to the limited benefits that would be
derived and difficult to accomplish in the proposed implementation period
(see comment 114). In response to these ccrinments, the,égenc’} rermoved the
requirements to delete certain information from all existing prescription drug
labeling. Only those products with.iexisting labeling that have FDA-approved
patient labeling will be required to revise ﬂie labeling within 1 yeér,

Second, the proposed rule would have revised the content and established
format requirements for labehng Of new and recently approved applications.
Although the agency modified some spemflc content and format requirements,
the staggered implementation schedule and most provisions were retained for
the final rule. Therefore, direct costs incurred to change prescription drug
labeling include the costs of: (1) Deéigning or revising prescription drug
labeling and submitting the new lébeling to FDA, (2) producing longer trade .

labeling including any equipment adjustments, (3) layout and artwork for
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labeling not accompanying drug products, (4) producing longer labeling for
labeling not accompanying drug products, and (5) printing longer labeling in

the PDR.

1. Labeling Changes for All Approved Prescription Drug)‘Products

a. Affected products. The agen(;:y\will»require that FDA-approved patient
labeling accompany the prescription drug labeling, or be printed folowing the
last section of the prescription drug labeling within 1 year after the effective
date of the final rule. The agency identified up to 200 pmdﬁixts with: some
form of FDA-approved patient labeiing that will be affected /:b,y the final fule.
A sample of these affected prdducts shows that the labeling of more than 60
percent already conforms to this provision of the final rule. Therefore, the
labeling of an estimated 80 products will need to bereviised.

b. Prescription drug labeling désign costs. On average, prescription drug
manufacturers will incur about $2,220 per product in design and
implementation costs to append FDA-approved patient labeling to existing
prescription drug labeling. Because changes must be made within 1 year of
the effective date of the final rule, not all firms will have\sufficieﬁt time to
deplete their inventories of existing prescription drug labeling. With a 12-
month implementation period, FDA consultants estimate per produgt
inventory losses of approximately $630. Thus, including excess inventory
losses, the cost to change presériptiiqn drug labeling is estimated at $2,850 per
product (65 FR 81082 at 81 109; and 68 FR 6062 at 6074, reﬂec{:ing:upda‘ted
costs). As shown in table 13, in the first year firms may incur one-time costs
of $0.2 million to add'FDA-approve;d patient labeling to thenlabeling, of the

affected products.
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c. Incremental printing costs for prescription drug ]a\Bélin.g. Printed patient
information would add an esﬁmated 2 pages or about 75-square inches to the
length of trade labeling when printed on two sides (65 FR 81082 at 81109).
Updating the unit printing costs for inflation, this additional length would
increase the incremental printing costs by approximately $6.84 for 1,000 pieces
of labeling (75-square inches per piece x $0.0000912 per square inch x 1,000
pieces) (68 FR 6062 at 6074). For tl}é‘final analysis, FDA estimates that for
affected products, up to 650,000 pieces of trade labeling would be distributed
each year (section XI.D.2.c.i of this document). For each of the affected
products, manufacturers will incur:f annual incremental costs \averagy‘ing about
$4,440 to print the longer tradé labeling (650,000 pieces per product per year
x $6.84 per 1,000 pieces). For all 80 affected ‘produc:ts, annual incremental
printing costs for trade labeling will increase by $0.4 million. Furthermore,
manufacturers distributing longer prescripﬁon drug labeling with promotional
materials and samples will spend up to an additional $5,125 in annual
incremental printing costs each year for 3 years (750,006 pieces per year x
$6.84 per 1,000 pieces (approximatt;ion based on information in footnote 17 in
section XI.D.2.e of this document)). Therefore, industry. will incur additional
printing costs with a present value of approximately $3.6 million or $4.2
million over 10 years at a 7 or 3 percent discount rate, respectively (table 13).

d. Physicians’ Desk Reference (PDR) C’asts. The agency estimates that 75
percent of prescription drug pfoducts have labeling already printed in the PDR.
In 2002, an additional page in the PDR costs manufacturers &BQ,‘?%S‘OJ‘4 Thus,
the per product annual cost toﬁprir'lti: two additional pages is about $19,500
($9,750 x 2). For the estimated 60 affected products (80 products x 0.75), the

12 Not all of these costs to manufacturers are social costs, as the PDR publisheris
presumably selling additional pages at more than its true opportumty cost. The excess is
a transfer, but we do not know its magmtude



