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Issued in Washington, DC, on July 19,
2011, by the Commission.
David A. Stawick,

Secretary of the Commission.

Appendices to Process for Review of
Swaps for Mandatory Clearing—
Commission Voting Summary and
Statements of Commissioners

Note: The following appendices will not
appear in the Code of Federal Regulations.

Appendix 1—Commission Voting
Summary

On this matter, Chairman Gensler and
Commissioners Dunn, Sommers,
Chilton and O’Malia voted in the
affirmative; no Commissioner voted in
the negative.

Appendix 2—Statement of Chairman
Gary Gensler

I support the final rulemaking to
establish a process for the review and
designation of swaps for mandatory
clearing. One of the primary goals of the
Dodd-Frank Wall Street Reform and
Consumer Protection Act was to lower
risk by requiring standardized swaps to
be centrally cleared. The final rule is
consistent with the congressional
requirement that derivatives clearing
organizations be eligible to clear swaps
and that the public has an opportunity
for input before a swap is subject to
mandatory clearing.

[FR Doc. 2011-18663 Filed 7—25—11; 8:45 am]
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Labeling for Bronchodilators To Treat
Asthma; Cold, Cough, Allergy,
Bronchodilator, and Antiasthmatic
Drug Products for Over-the-Counter
Human Use

AGENCY: Food and Drug Administration,
HHS.
ACTION: Final rule.

SUMMARY: The Food and Drug
Administration (FDA) is amending the
final monograph (FM) for over-the-
counter (OTC) bronchodilator drug
products to add additional warnings
(e.g., an “Asthma alert”’) and to revise
the indications, warnings, and
directions in the labeling of products

containing the ingredients ephedrine,
ephedrine hydrochloride, ephedrine
sulfate, epinephrine, epinephrine
bitartrate, racephedrine hydrochloride,
and racepinephrine hydrochloride. FDA
is issuing this final rule after
considering data and information
submitted in response to the Agency’s
proposed labeling revisions for these
products. This final rule is part of FDA’s
ongoing review of OTC drug products.

DATES: Effective Date: This regulation is
effective January 23, 2012.

Compliance Date: The compliance
date for all products, regardless of
annual sales, is January 23, 2012.

FOR FURTHER INFORMATION CONTACT:
Elaine Abraham, Center for Drug
Evaluation and Research, Food and
Drug Administration, 10903 New
Hampshire Ave., Bldg. 22, Rm. 5410,
Silver Spring, MD 20993, 301-796—
2090.
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I. Changes to the Labeling of OTC Drug
Products Used To Treat Asthma

This rulemaking amends the FM for
OTC bronchodilator drug products used
to treat asthma. The “Indications,”
“Warnings”” and “Directions” portions
of the Drug Facts label are being
changed to help consumers better

understand how to use these products
and when it is appropriate to seek
treatment from a doctor for their asthma.
The “Indications” section now
recommends use only for temporary
relief of mild symptoms of intermittent
asthma. Changes to both the “Warnings”
and “Directions” sections emphasize
that consumers should not exceed the
recommended dose or duration of use
with these drug products. The
“Warnings” section is being changed to
make it clearer that consumers whose
symptoms worsen or do not improve
should see a doctor. The “Indications,”
“Warnings” and “‘Directions” portions
of the Drug Facts label have also been
revised to use language that is more
readily understood by the average
consumer.

II. History of the Development of the
1986 Final Monograph

In the Federal Register of September
9, 1976 (41 FR 38312), FDA published
an advance notice of proposed
rulemaking (ANPR) under 21 CFR
330.10(a)(6) to establish a monograph
for OTC cold, cough, allergy,
bronchodilator, and antiasthmatic drug
products. The ANPR included the
recommendations of the Advisory
Review Panel on OTC Cold, Cough,
Allergy, Bronchodilator, and
Antiasthmatic Drug Products (the
Panel), the advisory review panel
responsible for evaluating data on the
active ingredients in this drug class. The
Panel recommended that ephedrine and
epinephrine preparations be placed in
Category I (generally recognized as safe
and effective or GRASE) for OTC
bronchodilator use (41 FR 38312 at
38370 through 38372).

FDA concurred with the Panel’s
recommendations and subsequently
published the proposed rule in the
Federal Register of October 26, 1982,
(47 FR 47520) and the FM for OTC
bronchodilator drug products in the
Federal Register of October 2, 1986, (51
FR 35326). FDA included the following
active ingredients in the FM:
¢ “Ephedrine ingredients” (i.e.,

ephedrine, ephedrine hydrochloride,

ephedrine sulfate, and racephedrine
hydrochloride)

e “Epinephrine ingredients” (i.e.,
epinephrine, epinephrine bitartrate,
and racepinephrine hydrochloride)

In subsequent rulemaking documents

for this category, including this final

rule, the term “ephedrine ingredients”
refers to the four active ephedrine
ingredients, the term “epinephrine
ingredients” refers to the three active
epinephrine ingredients, and the term

“OTC bronchodilator drug products”



44476

Federal Register/Vol. 76, No. 143/Tuesday, July 26, 2011/Rules and Regulations

refers to products containing any of
these seven active ingredients.

II1. Amendments to the 1986 Final
Monograph Proposed by FDA

In the Federal Register of July 27,
1995, (60 FR 38643), FDA published a
proposed rule to amend the FM to
remove ephedrine ingredients and to
classify them as not GRASE for OTC
use. At that time, FDA had reassessed
the risks and the benefits of OTC
ephedrine drug products based on
additional safety data and proposed
their removal because of safety
concerns. After reviewing the comments
received in response to this proposed
rule, FDA concluded that ephedrine
ingredients should remain in the FM for
self-treatment of mild bronchial asthma,
and FDA withdrew its proposal to
remove ephedrine ingredients from the
OTC drug monograph in the Federal
Register of July 13, 2005, (70 FR 40237).

Also, in the Federal Register of July
13, 2005, (70 FR 40237), FDA proposed
to amend the FM for OTC
bronchodilator drug products with
revised labeling for products containing
ephedrine and epinephrine ingredients.
FDA proposed changes to the
Indications, Warnings, and Directions
sections of the labeling in 21 CFR
341.76. FDA stated that it considered
the labeling revisions to be important
for the safe and effective use of OTC
bronchodilator drug products by
providing better instructions to
asthmatics about how to use the product
correctly and to minimize risks. The
proposed changes were:

1. Indications: Revise the indications
in §341.76(b)(1) and (b)(2) to a single
indication using the OTC “Drug Facts”
labeling format in § 201.66 (21 CFR
201.66). The labeling recommends use
only for the “temporary relief of
occasional symptoms of mild asthma.”

2. Warnings: Revise the entire
warnings section into “Drug Facts”
labeling as follows:

e Add an “Asthma alert” section.
This proposed section lists specific
criteria consumers can use to identify
when to seek treatment from a doctor for
their asthma (e.g., failure of the product
to improve symptoms, need for
excessive dosing). The “Asthma alert”
should appear as the first statement
under the heading “Warnings”” and
certain parts of the “Asthma Alert”
should be in bold type. This new
warning replaces the warning
previously found in § 341.76(c)(5)(i) for
ephedrine ingredients and in
§ 341.76(c)(6)(ii) for epinephrine
ingredients.

e List a number of statements that
follow the subheading “Do not use.”

These statements include the warnings
previously found in § 341.76(c)(1),
(c)(4), and (c)(6)(iii), where applicable,
for products intended for use in a hand-
held rubber bulb nebulizer.

¢ List a number of conditions for
which consumers should consult a
doctor before using these products
under the subheading “Ask a doctor
before use if you have.” This list
includes the conditions previously
stated in § 341.76(c)(2), plus several
additional conditions.

¢ Advise consumers to consult a
doctor before using the OTC
bronchodilator drug product with other
specified drugs. This information
appears under the subheading “Ask a
doctor or pharmacist before use if you
are.” The list of other specified drugs
includes prescription drugs for asthma
previously stated in § 341.76(c)(3) as
well as a new list of other drugs that
could cause side effects when used
concurrently with ephedrine or
epinephrine ingredients.

o List information that consumers
need to know under the heading “When
using this product.” This information
includes the following:

a. Direct consumers’ attention to
information about the risks associated
with increased blood pressure or heart
rate by requiring that this information
appear in bold type as the first bulleted
statement.

b. Side effects that may occur
(including side effects currently listed
in § 341.76(c)(5)(ii)).

c. Information about risks associated
with taking the drug more often than
recommended or at higher-than-
recommended doses. This information
is currently in § 341.76(c)(6)(i) for
products containing epinephrine
ingredients. FDA proposed to include
the information for all products
containing either ephedrine or
epinephrine ingredients.

d. New information about avoiding
certain foods and dietary supplements
while using an OTC bronchodilator drug
product.

3. Directions: Revise the directions in
§341.76(d)(1) and (d)(2) to include the
statement “‘do not exceed dosage” [in
bold type] as the first bulleted statement
under the heading “Directions.”

IV. FDA’s Response to Comments
Received About the Proposed Labeling
Changes

In response to the amendment to the
FM proposed in the Federal Register of
July 13, 2005, FDA received comments
from two consumers, one manufacturer
of OTC bronchodilator drug products,
and three national associations. One
consumer comment discussed

dextromethorphan. This comment is not
addressed further in this final rule
because this ingredient is a cough
suppressant rather than a
bronchodilator.

(Comment 1) A comment submitted
by an asthma patient supported the
proposed rule and the continued
availability of asthma drugs over the
counter (Ref. 1). The comment stated
that the proposed rule provides
adequate warnings to address both the
“realistic dangers” (e.g., increased heart
rate) and “‘remote dangers” (e.g.,
seizure) to users. FDA agrees with the
comment.

(Comment 2) One comment, from an
association of respiratory therapists,
stated that patients who suffer from
asthma must have adequate instructions
and education about drug
administration (Ref. 2). The comment
also stated that this information should
be included with OTC or prescription
medication to ensure that consumers
receive the full benefits from their drugs
and to prevent life-threatening
conditions associated with improper
use. The comment supported FDA’s
revisions to the warnings for OTC
bronchodilator drug products to
enhance labeling for existing products,
but urged FDA to reconsider permitting
bronchodilator products to remain OTC.

FDA does not plan to remove
bronchodilator products from the OTC
marketplace. FDA has found that the
standards for safety, effectiveness, and
labeling for OTC bronchodilator drug
products have been met. Safety means a
low incidence of adverse reactions or
significant side effects under adequate
directions for use and warnings against
unsafe use as well as low potential for
harm which may result from abuse
under conditions of widespread
availability (21 CFR 330.10(a)(4)(i)).
Effectiveness means a reasonable
expectation that, in a significant
proportion of the target population, the
pharmacological effect of the drug,
when used under adequate directions
for use and warnings against unsafe use,
will provide clinically significant relief
of the type claimed (21 CFR
330.10(a)(4)(ii)). OTC drug product
labeling must be clear and truthful and
must state the intended uses and results
of the product; adequate directions for
proper use; and warnings against unsafe
use, side effects, and adverse reactions
in such terms as to render them likely
to be read and understood by the
ordinary individual, including
individuals of low comprehension,
under customary conditions of purchase
and use (21 CFR 330.10(a)(4)(v)). FDA
has a reasonable expectation that these
drugs provide a clinically meaningful
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benefit in the treatment of mild
symptoms of intermittent asthma when
they are used according to labeled
instructions for the temporary relief of
wheezing, tightness of chest, and
shortness of breath.

In this final rule, FDA has revised the
indication to provide the consumer with
a better understanding of the use of
these drug products. In the July 13,
2005, proposed rule (70 FR 40237), FDA
proposed changes to the “Indications”
section of the labeling in § 341.76(b) (21
CFR 341.76(b)). The indication
proposed in that proposed rule was for
the “temporary relief of occasional
symptoms of mild asthma: wheezing,
tightness of chest, shortness of breath”
(70 FR 40237 at 40248). This indication
was based on the National Asthma
Education and Prevention Program
(NAEPP) Guidelines of 2002, which
defined mild intermittent asthma as
having symptoms no more than twice a
week during the day or twice a month
at night. FDA determined that people
with mild intermittent asthma were the
only category of asthmatics who should
be candidates for OTC bronchodilators
and stated that asthmatics with more
severe asthma disease (i.e., persistent
asthma) should be under the care of a
physician for consideration of
additional therapy to control the disease
(70 FR 40237 at 40240).

Newer NAEPP guidelines on the
treatment of asthma published in 2007
(Ref. 3) state that “mild asthma” is a
persistent form of asthma with
symptoms occurring two or more times
per week, but not daily. What was
previously called “mild intermittent
asthma” is now classified as
“intermittent asthma” and is defined as
having symptoms no more than twice a
week during the day or twice a month
at night. Between asthmatic episodes,
these asthmatics have no symptoms and
can maintain a normal level of activity.
FDA is revising the indication for OTC
bronchodilators to be consistent with
this change in terminology for
classifying asthma severity. The revised
indication is as follows: “For temporary
relief of mild symptoms of intermittent
asthma e.g., wheezing, tightness of
chest, and shortness of breath.” This
revised indication conveys the same
important information to the consumer
as proposed in 2005; that these products
should be used on a temporary basis
and only for mild symptoms of
intermittent asthma, while including a
better description of the type of asthma
by current guidelines for which OTC
products should be used.

(Comment 3) One comment agreed
with FDA’s proposed labeling changes
with one exception (Ref. 4). The

comment disagreed with the following
warning, contending that the data did
not support this statement:

When using this product * * * increased
blood pressure or heart rate can occur, which
could lead to more serious problems such as
heart attack, stroke, and death. Your risk can
increase if you take more frequently or more
than the recommended dose.

The comment stated that FDA’s
proposed warning fails to acknowledge
that while the available data on
ephedrine and epinephrine show that
both may increase blood pressure or
heart rate, the effect of the increase
varies based on the individual’s risk
factors. Further, the magnitude of the
warning is not supported by the
literature or adverse event data, and this
warning is unnecessarily alarming.

The comment further objected to
FDA'’s warning because it implies that
all consumers are at equal risk for
complications resulting from increases
in heart rate or blood pressure. The
comment noted that sympathomimetic
drugs (such as ephedrine) may cause
modest increases in heart rate and blood
pressure, but individual outcomes vary
from person to person based on
underlying risk factors. Because FDA
described adverse event reports
associated with taking ephedrine-
containing bronchodilator drug
products more frequently, or in higher
amounts, than the labeled dose in the
2005 proposed rule (70 FR 40237 at
40243), the comment contended that no
evidence was presented to link normal
use of OTC bronchodilators with any of
the events listed in the proposed
warning. The comment recommended
the following language as being more
representative of the data:

When using this product * * * increased
blood pressure or heart rate may occur,
which could increase your risk of more
serious problems, especially if you have risk
factors such as a history of high blood
pressure or heart disease. Your risk may
increase if you take more frequently or more
than the recommended dose.

FDA does not agree. FDA stated in the
proposed rule (70 FR 40237 at 40243)
that based on reports it has received, the
risk of adverse events from ephedrine
can occur at any dosage and may
increase when taking a higher dose or
taking more frequent doses than at the
recommended dose. In the July 27,
1995, proposed rule to exclude OTC
ephedrine drug products from the FM
for OTC bronchodilator drug products
(60 FR 38643 at 38644), FDA discussed
a number of reports of young people
abusing OTC ephedrine drug products.
In one case, 9 junior high school
students took 3 to 8 ephedrine 25

milligram (mg) tablets and experienced
rapid heart beats. One female who took
8 tablets had 200 heart beats per minute
2 hours after taking the tablets. In
another case, a 22-year-old female took
OTC ephedrine tablets (number not
reported) and presented to a hospital
emergency room with blood pressure of
170/110 millimeters mercury.

FDA also discussed three deaths that
occurred. One report involved a 17-year-
old male who died after ingesting a
toxic or lethal amount of ephedrine. In
another case, a 24-year-old male who
died of an overdose had a blood level
of ephedrine over 30 times the usual
therapeutic range. In another case, a 52-
year-old-male took 10 to 15 ephedrine
tablets (believed to be 50 mg) over the
previous 24 hours before he died.

Based on these cases, we disagree
with the comment that the risk of
adverse reactions is limited mostly to
people with risk factors such as a
history of high blood pressure or heart
disease. As stated in the July 13, 2005,
proposed rule (70 FR 40237 at 40243),
the risk of adverse events from
ephedrine can occur at any dosage, even
in healthy individuals who did not take
excessive amounts. However, we agree
with the comment that those
individuals with certain risk factors are
at a greater risk. As discussed in the
proposed rule, cardiovascular side
effects from OTC bronchodilator drug
products can include an increase in
blood pressure and heart rate, which
could lead to more serious problems
such as heart attack, stroke, and death
(70 FR 40237 at 40242 to 40243). The
intent of this warning is to alert all
potential users of these products that
there are serious risks, even potential
death, associated with the use of OTC
bronchodilator drug products and that
these risks may increase if they take the
product more frequently or take more
than the recommended dose. We are
revising the warning to better convey
risk information in clear language to
people who have a history of high blood
pressure or heart disease. See the
language set out in § 341.76(c)(4) in this
rule.

(Comment 4) One comment noted
FDA'’s statement in the 2005 proposed
rule that, based on differences in
composition between OTC ephedrine
drug products and dietary supplements
containing botanical sources of
ephedrine alkaloids, ““adverse event
data for dietary supplements containing
ephedrine alkaloids may not be
completely applicable to ephedrine drug
products” (70 FR 40237 at 40241) (Ref.
4). Emphasizing that FDA’s 2004 final
rule declaring dietary supplements
containing ephedrine alkaloids
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adulterated (69 FR 6788) was specific to
dietary supplements, the comment
expressed concern that the labeling for
OTC bronchodilator drug products was
being revised based on data from
botanically derived ephedrine alkaloids
in dietary supplements, which are
different from the ephedrine or
epinephrine ingredients in OTC
bronchodilator drugs. For example, the
active ingredients in OTC
bronchodilator drugs must meet United
States Pharmacopeia standards of
identity, strength, quality, and purity,
but dietary supplements contain varying
amounts and proportions of ephedrine
and other ephedrine alkaloids (such as
norephedrine, pseudoephedrine, and
methylephedrine), depending on the
plant species used (70 FR 40237 at
40241).

Although dietary supplements
contain ephedrine alkaloids that are not
present in OTC ephedrine drug
products, ephedrine is the ingredient
that was common to both dietary
supplements and OTC drug products.
As mentioned in the proposed rule,
botanically-derived ephedrine alkaloids
and the OTC bronchodilator drug
product ingredients are related
sympathomimetic chemicals that have
similar pharmacologic actions. The
adverse events associated with dietary
supplements that used to contain
ephedrine alkaloids may also occur in
susceptible individuals taking an OTC
bronchodilator drug product containing
ephedrine covered by this monograph.
FDA considers the known risks
associated with dietary supplements
that contained ephedrine alkaloids to be
important for consideration as part of
our analysis in the development of
labeling warnings for bronchodilator
drug products containing ephedrine,
and thus includes those risks in its
analysis.

(Comment 5) A comment objected to
the inclusion of a warning about
“death” in the labeling for OTC
bronchodilator drug products (Ref. 4). It
said that this warning should be
reserved for the “most exceptional
circumstances” and that the existing
data did not support the warning. The
comment noted that there is no
reference to the word ““death” in the
current electronic Physician’s Desk
Reference labeling for OTC products,
but cited 51 patient leaflets for
prescription products that warn patients
specifically about the possibility of
death when taking a particular product.

FDA agrees that the term ‘“death” in
a warning should be used only when it
is an accurate representation of existing
data. As discussed in comment 3, we
have reports of death resulting from

taking too much ephedrine. We
conclude that the warning is important
for safe use of these OTC drug products
to alert consumers to the potential
consequences of inadequate treatment of
asthma and the potential for serious
adverse events, such as heart attack,
stroke, and death, associated with these
products.

(Comment 6) A comment questioned
the meaning of the term ‘“‘temporary” in
the “Indication” statement in
§341.76(b)(1) of the 1995 OTC
bronchodilator FM, “for temporary
relief of shortness of breath, tightness of
chest, and wheezing due to bronchial
asthma” (Ref. 5). The comment asked
what the time period associated with
“temporary” was intended to be and
whether these drugs provide temporary
relief for all levels of asthma severity.

For bronchodilator drug products,
“temporary” is defined by the dosing
intervals that appear in the directions
for use. The temporary effect of
ephedrine is expected to be 4 hours and
the temporary effect of epinephrine is
expected to be 3 hours. If relief is not
achieved after taking a dose of the
product, consumers should seek the
advice of a health professional. FDA
notes that the term “temporary” is
commonly used in OTC drug product
labeling to imply short-term rather than
permanent relief and to discourage
consumers from prolonged use.

To better explain proper use of these
products, FDA is revising the
“indication” statement in this final rule
as follows: “for temporary relief of mild
symptoms of intermittent asthma:
[bullet] wheezing [bullet] tightness of
chest [bullet] shortness of breath” (see
comment 2). People with more severe
asthma should consult a physician and
ask about other types of asthma relief
products.

(Comment 7) One comment addressed
the additional “Indications” in
§341.76(b)(1)(i) and (b)(ii) of the OTC
bronchodilator FM, ‘““for the temporary
relief of bronchial asthma” and “eases
breathing for asthma patients by
reducing spasms of bronchial muscles”
(Ref. 5). The comment stated that this
language does not differentiate OTC
bronchodilators from other
bronchodilators that “do the job better.”
It was the comment’s view that patients
may assume that the OTC drug product
works the same as prescription
products.

FDA'’s labeling for OTC
bronchodilator drug products is
intended to help consumers use
products safely and effectively in the
OTC setting. It is not intended to
compare OTC bronchodilators to
prescription products. Although OTC

labeling is generally not intended to
compare or differentiate among various
available products, the revised “Asthma
alert” warning for oral ephedrine does
advise the consumer that
bronchodilators that have a different
route of administration may be
advantageous, i.e., inhaled products
provide faster asthma relief than oral
products (see Comment 10). The
indications to which the comment
objected in the FM were revised in the
proposed rule to amend the FM (70 FR
40237 at 40242). FDA is finalizing the
indication in § 341.76(b) to a single
statement as follows: “‘for temporary
relief of mild symptoms of intermittent
asthma: [bullet] wheezing [bullet]
tightness of chest [bullet] shortness of
breath.” Therefore, the revised
indication and ““Asthma alert”” should
help consumers to better understand
how to use these products.

(Comment 8) A comment addressed
the “Warning” in § 341.76(c)(1) of the
OTC bronchodilator FM, “do not use
this product unless a diagnosis of
asthma has been made by a doctor” (Ref.
5). The comment stated that this
warning implies that a diagnosis makes
the patient an expert at self-prescribing
asthma treatments, but that such a
diagnosis offers no information of value
to the consumer when using an OTC
bronchodilator drug product.

FDA maintains that there is a role for
OTC bronchodilator drug products in
the treatment of asthma. As conveyed in
the labeling, these products are
appropriate for consumers for whom a
doctor has confirmed the diagnosis of
intermittent asthma.

(Comment 9) A comment addressed
the “Warning” in § 341.76(c)(3) of the
OTC bronchodilator FM, “Do not use
this product if you have ever been
hospitalized for asthma or if you are
taking any prescription drug for asthma
unless directed by a doctor”” (Ref. 5).
The comment stated that a potential
user does not know how hospitalization
or prescription drug use will change the
effectiveness of an OTC bronchodilator
drug product.

FDA designed this warning to address
safety concerns; a prior hospitalization
or prescription drug use will not change
the effectiveness of an OTC
bronchodilator drug product. In
addition, FDA revised the warnings
from the 1995 FM for OTC
bronchodilator drug products in the
2005 proposed rule (70 FR 40237 at
40248). The purpose of the warnings is
to clearly convey to potential users of
OTC bronchodilators that they should
seek the advice of a doctor before using
any bronchodilator products. The
revised two part warning advises
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consumers not to use the OTC
bronchodilator drug product unless
directed by a doctor. Asthmatics who
have previously needed hospital care, or
are taking a prescription drug to treat
asthma, need to consult a doctor before
using an OTC bronchodilator.

The warnings in this final rule have
been broadened and revised. See the
language set out in § 341.76(c)(2) and
§ 341.76(c)(3) in this rule.

(Comment 10) The same comment
also addressed the ‘“Warning” in
§341.76(c)(5)(i) of the OTC
bronchodilator FM for ephedrine
products, “‘do not continue to use this
product, but seek medical assistance
immediately if symptoms are not
relieved within 1 hour or become
worse” (Ref. 5). The comment stated
that if consumers’ symptoms do not
improve or become worse at any time
during treatment, the labeling should
advise them to seek immediate medical
attention.

FDA agrees and is providing broader
labeling information on this issue in the
revised ““Asthma alert.” The new
information is intended to help
asthmatics understand whether the drug
is not working as intended or whether
a consumer’s condition may be
worsening.

The 60-minute timeframe after which
a consumer should seek medical
attention is specific to ephedrine oral
drug products and reflects the time that
is needed for the drug to be absorbed
from the gastrointestinal tract and to
reach therapeutic blood levels. The time
is modified to 20 minutes for inhaled
drug products.

FDA’s new ‘‘Asthma alert” for
ephedrine-containing products is set out
in § 341.76(c)(5) in this rule.

FDA has modified the “Asthma alert”
warning from the warning proposed in
the 2005 proposed rule. For ephedrine
containing products, the statement,
“this product will not give you asthma
relief as quickly as an inhaled
bronchodilator” has been added as the
final bulleted statement. Although there
are many factors involved, inhaled
drugs in general show a faster onset of
action than oral drugs (Ref. 6). As
discussed previously, oral ephedrine
can take 60 minutes to reach therapeutic
levels. This statement has been added to
the warning to inform the consumer that
there are other options for asthma
treatment available that can be used in
place of oral ephedrine if oral ephedrine
does not provide rapid enough symptom
relief.

In the “Asthma alert” section, two
bulleted statements were revised that
follow the statement, “‘because asthma
may be life threatening, see a doctor if

you.” For ephedrine, the statement
“[Bullet] need [insert total number of
dosage units that equals 150 milligrams]
in any day”’ was changed to “[Bullet]
need more than [insert total number of
dosage units that equals 150 milligrams]
in 24 hours.” Since 150 mg is the
maximum dose of ephedrine that should
be used in 24 hours (i.e., one day, see
directions), consumers who need more
to relieve their symptoms should see a
doctor. The terminology “‘one day’’ may
not be clear to consumers as to the exact
time frame, so this has been changed to
‘24 hours” to specify the time frame.
Also, the statement “[Bullet] use more
than [insert total number of dosage units
that equals 100 milligrams] a day for
more than 3 days a week” has been
changed to “[Bullet] use more than
[insert total number of dosage units that
equals 100 milligrams] in 24 hours for

3 or more days a week.” The “day” time
frame is changed to “24 hours” and “for
more than 3 days a week’” is changed to
“for 3 or more days a week.” These
changes are made for clarity and do not
alter the proposed content of the alert.

Similar changes were made to the
‘“Asthma alert” for epinephrine-
containing products which is revised to
read as set out in § 341.76(c)(6) in this
rule.

The “Asthma alert” is the type of
warning identified in 21 CFR
201.66(c)(5)(ii) [the Drug Facts rule] that
has an appropriate subheading that is
highlighted in bold type. FDA is
amending § 201.66(c)(5)(ii)(B) to cross-
reference this new warning.

(Comment 11) One comment
addressed the “Warning” in
§341.76(c)(6)(ii) of the OTC
bronchodilator FM for epinephrine
products, “‘do not continue to use this
product, but seek medical assistance
immediately if symptoms are not
relieved within 20 minutes or become
worse” (Ref. 5). The comment noted that
while inhaled epinephrine works
quickly, the duration of symptom relief
is very short. The comment stated that
patients are told not to use the drug
more frequently than instructed, but not
given a reason to comply with the
instruction. The comment stated that
labeling should explain that an
increasing need for medication is a sign
of airway swelling that must be treated
by a physician. The labeling should tell
users that the bronchodilator effect
wears off before the next dose may be
taken safely and to seek immediate
treatment if symptoms are not
completely relieved or if they worsen.
The labeling should also warn against
using inhaled epinephrine in place of,
or in addition to, prescription
bronchodilators.

In this rule, FDA is requiring new
labeling that addresses the concerns
expressed in the comment. Consumers
are told not to use the drug more
frequently than instructed because of an
increased risk of serious adverse events.
Specifically, the new required labeling
will read as set out in § 341.76(c)(4) in
this rule.

The labeling also warns to ask a
doctor or pharmacist before using any
OTC bronchodilator if taking
prescription drugs for asthma. In
addition, FDA’s new labeling addresses
the comment’s concern that an
increasing need for medication is a sign
of airway swelling that must be treated
by a physician. As discussed in
comment 10, FDA’s new “Asthma alert”
for epinephrine-containing products
will read as set out in § 341.76(c)(6) in
this rule.

FDA believes that the revised Asthma
alert as well as the revised warning on
the potential for serious adverse events
if bronchodilators are not used
according to labeled instructions
respond to the comment’s concern
regarding adequate warnings for
epinephrine.

V. Additional Consumer-Friendly
Changes FDA Made to the Labeling

To make the bronchodilator labeling
more consumer friendly and to reach a
range of consumers’ literacy skills, FDA
has made changes to the labeling that do
not affect content but make the labeling
more understandable to people of all
literacy levels. FDA is making these
changes so as not to affect the content
of the labeling as proposed in the 2005
proposed rule, but to make the labeling
clear to ordinary individuals including
individuals of low comprehension as
stated in § 330.10(a)(4)(v). These
changes are as follows:

e As described in comment 10, two
bulleted statements in the “Asthma
alert” section were revised. These
follow the statement, ‘‘Because asthma
may be life threatening, see a doctor if
you.” For ephedrine, the statement
“[Bullet] need [insert total number of
dosage units that equals 150 milligrams]
in any day”” was changed to “[Bullet]
need more than [insert total number of
dosage units that equals 150 milligrams]
in 24 hours” to clarify the timeframe
indicated by a “day.” Also, the
statement “[Bullet] use more than
[insert total number of dosage units that
equals 100 milligrams] a day for more
than 3 days a week” has been changed
to “[Bullet] use more than [insert total
number of dosage units that equals 100
milligrams] in 24 hours for 3 or more
days a week.” A similar change was
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made to the epinephrine “Asthma
alert.”

e As discussed in comment 3,
warnings about increased blood
pressure or heart rate have been revised.

e The phrase, “avoid caffeine-
containing foods and beverages” under
the heading “When using this product”
has been changed to “avoid foods or
beverages that contain caffeine.”

FDA has added a “Stop use and ask
a doctor if” section by moving warning
statements proposed in 2005 under,
“when using this product” to this new
section. The section will read as set out
in §341.76(c)(7) in this rule.

The statement “‘your asthma is getting
worse (see Asthma alert)” is taken from
the “Asthma alert” warning and has
been moved to this new section to
clarify what the consumer should do if
the product is not providing the
necessary relief for them. The other
three bulleted statements were
previously in the labeling section under
the heading “When using this product.”
Moving these statements under this
heading does not affect content and may
clarify for consumers how they should
handle any of these side effects by
emphasizing that they should see a
doctor.

¢ Under “Directions” for ephedrine
and epinephrine, the first bulleted
statement, “‘do not exceed dosage” has
been changed to “do not take more than
directed” or “do not use more than
directed,” respectively.

e The second bulleted statement
under ‘“Directions” for ephedrine
contains the phrase, “not to exceed 150
mg in 24 hours” and has been revised
to the sentence, ‘“do not take more than
150 mg in 24 hours.” The bulleted
statement now reads as follows:
“[Bullet] adults and children 12 years of
age and over: oral dose is 12.5 to 25
milligrams every 4 hours as needed. Do
not take more than 150 milligrams in 24
hours.”

e The second bulleted statement
under Directions for epinephrine states
the dose as 1 to 3 inhalations not more
often than every 3 hours. This has been
revised by adding, ‘““do not use more
than 12 inhalations in 24 hours” to be
consistent with information provided in
the “Asthma alert.” The bulleted
statement now reads as follows:
“[Bullet] adults and children 4 years of
age and over: 1 to 3 inhalations not
more often than every 3 hours. Do not
use more than 12 inhalations in 24
hours. The use of this product by
children should be supervised by an
adult.”

VI. FDA’s Final Conclusions on
Warnings and Other Labeling
Information for OTC Bronchodilator
Drug Products

A. Implementation Date for New
Labeling

FDA has determined in order to
provide for safe and effective use of
OTC bronchodilator drug products at
the earliest possible time because of the
safety issues involved with the use of
these products that this final rule be
implemented within 180 days after its
publication. Therefore, on or after 180
days after the date of publication of this
final rule in the Federal Register, any
OTC bronchodilator drug product that is
subject to the final rule and that
contains nonmonograph labeling or
packaging may not be initially
introduced or initially delivered for
introduction into interstate commerce
unless it is the subject of an approved
application. Any OTC bronchodilator
drug product that is initially introduced
or initially delivered for introduction
into interstate commerce after the
effective date of this final rule, and is
not in compliance with the regulations,
is subject to regulatory action. Further,
any OTC drug product that was
previously initially introduced or
initially delivered for introduction into
interstate commerce may not be
repackaged or relabeled with the prior
monograph labeling for these products
after the effective date of this final rule.
Manufacturers are encouraged to
comply voluntarily as soon as possible.

B. Statement About Warnings

Mandating warnings in an OTC drug
monograph does not require a finding
that any or all of the OTC drug products
covered by the regulation actually
caused an adverse event, and FDA does
not so find. Nor does FDA'’s requirement
of warnings repudiate the prior OTC
drug monographs and regulations under
w