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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

21 CFR Part 341
[Docket No. 91N-0323]
RIN 0905-AA06

Cold, Cough, Allergy, Bronchodilator,
and Antlasthmatic Drug Products for
Over-the-Counter Human Use;
Amendment of Final Monograph for
OTC Bronchodilator Drug Products

AGENCY: Food and Drug Administration,
HHS.

ACTION: Final rule.

SUMMARY: The Food and Drug
Administration (FDA) is issuing a final
rule amending the final monograph for
over-the-counter (OTC) bronchodilator
drug products to modify the drug
interaction precaution statement
required iz the labeling of OTC
bronchodilator drug products .
containing sympathomimetic amine
drugs. These drug products should not
be used by persons who are taking a
prescription drug containing a
manoamine oxi inhibitor (MAQI),
without first consulting a health
professional. This final rule is part of
the ongoing review of OTC drug
products conducted by FDA.,

EFFECTIVE DATE: October 20, 1804.

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Canter for Drug
Evaluation and Research (HFD-810),
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857,
301-295-8000.

SUPPLEMENTARY INFORMATION
I. Background

In the Federal Register of September
9, 1976 (41 FR 38312), FDA published
an advancse notice of osed
rulemaking for QTC
allergy, bronchodilator, and
antiasthmatic drug products. The
Advisary Review Panel on OTC Cold,
Cough, Allergy, Bronchodilator, and
Antiasthmatic Drug Products (the Panel)
recommended the following warning
statement for the labeling of OTC
bronchodilator drug products: “Drug
Interaction Precaution. Do not take this
product if you are presently taking a
prescription antihypertensive or
antidepressant drug containing a
monoamine oxidasse inhibitor.” The
warning was based on data showing
marked and potentially dangerous
increases in blood pressure in patients
taking MAOI drugs and
sympathomimetic amine bronchodilator

drugs (41 FR 38312 at 38370 through
38373).

The agency discussed this statemaent
in the tentative final m for
OTC bronchodilator drum%:pgl:ii:s (a7
FR 47520 at 47523, October 26, 1982).
In response to the Panel’s
recommendation, one comment
contended that terms such as
“antihypertensive,” “‘antidepressant,”
and “monocamine oxidase * are
highly technical; that only a small
percentage of the population is likely to
understand this warning; and that
inchuding such a warning in the labeling
of an OTC drug is contrary to the weil-
established principle that
or confusing precautions tend to dilute
the significance of all instructions in the
labeliag and, hence, should be avoided
(47 FR 47520 at 47523).

The agency acknowledged that the
Panel’s proposed interaction
precaution might not be readily
understood by all consumers. However,
the agency considered a statement of
this type to be necessary to alert
consumers because antih
and antidepressant drugs are widely
prescribed. The agency gmposed to
simplify the precaution by substituting
the term “high blood pressure” for
“antih ve,” and the term
“depression” for “‘antidepressant.” The
agency also believed that the words
“monoamine axidase inhibitor” would
be canfusing to consumers and were not
needed in the precautionary statement
to convey the intended message.
Accardingly, the agency proposed tha
following: “Drug interaction precaution.
Do not this product if you are

tly taking a prescription drug for
blood pressure or depression,
without first consulting your doctor.”

. {See proposed § 341.76(c)(3) at 47 FR.

47527.) In the final monograph for OTC
bronchodilator drug products,
published in the Federal Register of
October 2, 1886 (51 FR 35326 at 35338},
the sgency substituted the word **use’’
far the ward “take,” becausse “use” can
apply to both inhalation and oral dosage
forms. This statement appears in
§ 341.76(c}(4) of the final monograph.
In the Federal Register of fune 19,
1992 (57 FR 27662), FDA published a
notice of proposed rulemaking to amend
the final monograph for OTC
bronchodilator drug products to revise
the drug interaction precaution to read:
*Drug interaction precaution. Do not
use this product if you are taking a
prescription drug containing a
monoamine oxidase inhibitar (MAQI)
(certain drugs for depression or
psychiatric or emotional conditicns),
without first consulting your doctor. If
you are uncertain whether your

prescription drug contains an MAOIL,
consult a health professional before
taking this product.” The agency invited
written comments by August 18, 1992,
on the wording of the warning,
and the best way to convey this :
information to persons who are taking
MAOI drugs.

In the Federal Register of August 6,
1892 (57 FR 34733), the agency
extended the comment period to
October 5, 1992, to o additional
comments on whether the drug
interaction precaution statement should
be expanded to include MAO B drugs,
such as selegiline. The agency aske
whether the proposed drug interaction
statement should be expanded to read:
“Drug interaction precaution. Do not
use this prodgrctu you are taking a
prescription containing a
monoamine o:ddgase inhibitor (MAQI)
(certain drugs for depression,
psychiatric or emotional conditions, or
Parkinson’s disease}, without first
consulting your doctor. If you are
uncertain whether your prescription
drug contains an MAQI, consult a health
professional before taking this product.”
The agency invited comments and
information on interactions between
selegiline and pathomimetic amines
and asked whether, from a public health
perspective, it would be appropriate to
expand the bronchodilator
interaction precaution, as indicated.

Elsewhere in this issue of the Federal
Register, the agency is amending the
final monograph for OTC antitussive
drug products so that the MAOI drug
interaction precautions are consistent
for OTC bronchodilator and antitussive
products. In a future issue of the
Federal Register, the agency intends to
include the same drug interaction
precautions in the final rule for OTC
nasal decongestant drug products. These
statements will apply to oral nasal
decongestants containing '
sympathomimetic amine

In response to the pmpma, the
agency received comments from one
physician, one drug manufacturer, and
ane drug manufacturers’ association.
Copies of the comments are on public
display in the Dockets Management
Branch (HFA-305), Food and Drug
Administration, rm. 1-23, 12420
Parklawn Dr., Rockville, MD 20857. The
primary focus of the comments is
alternative wording for the new drug
interaction precaution statement.

II. The Agency’s Conclusions on the
Comments

1. One comment stated that the
agency’s Xroposal was thorough,
contained an excellent review of the
existing medical knowledge, and shows
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that there is a significant body of
information to support the drug
interaction precaution. The comment
suggested that the drug interaction
Eracauﬁons for OTC antitussive,

ronchodilator, and nasal decongestant
drug products be consistent because the
three groups are quite similar.

9 agency agrees that the warning
for OTC antitussive, bronchodilator, and
oral nasal decongestant drug products
should be consistent. Precautions for
antitussive and bronchodilator drug
products are addressed in this issue of _
the Federal Register. The same drug
interaction precautions will be included
in the final monograph for OTC nasal
decongestant drug products in a future
issue of the Foduraf .

2. One comment was submitted only
to the proposed rule for OTC antitussive
drug products (Docket No. 90N-0420),
but is being discussed here because it
pertains to the wording of the drug
interaction precaution statement, Based
on experience with labeling used on its
own dextromethorphan-containing
fnroducts. the comment suggested the

ollowing wording: “ Interaction
Precaution: Do not take tgls product if
you are presently taking a prescription
monoamine oxd ln.gibitor without
first consulting your physician.” For
products labelag only for children
under 12 years of age, the comment

suggested: “Drug Interaction Precaution:

Do not give this product to a child who
is presently taking a prescription
monoamine oxidase inhibitor without
first consulting your child’s physician.”
The comment stated that rofessional
labeling for its dextrometgorphan-
containing drug products has included
an MAOI interaction statement since
1977. The commaent added that
consumer labeling for its OTC
product cantaining dextromethorphan
and guaifenesin once used the
statement: “Drug Interaction Precaution:
Do not take this product if you are
Elresently taking a prescription drug for
gh blood pressure or depression
without first consulting your doctor.”
The same statement was proposed in the
tentative final monograph for OTC
bronchodilator drug products (47 FR
47520 at 47527) and the tentative final
monograph for OTC nasal decongestant
drug products (50 FR 2220 at 2239,
January 15, 1985). The comment
complained that this language appeared
to cause confusion among health
professionals and consumers, so0 it was
subsequently modified to read: “Drug
Interaction Precaution: Do not take this
product if you are presently taking a
prescription monoamine oxidase -
inhibitor without first consulting your
physician.” The commsnt stated that

this newer language has provided a
clear, succinct message to consurmners,
physicians, and other health
professionals. The comment added that
when MAOI drugs are prescribed,
patients are fully informed about all
Recessary precautions and are provided

MAQI interactions. :

The agency disagrees that the
comment’s suggested wording
adequately conveys all information
necessary for consumers to make an
appropriate decision regarding use of
the OTC drug product, Specifically, the

ested wording does not include an
abbreviated name for monoamine
oxidase inhibitor, the likely medical
uses for the MAOI, or provide for
consultation with health professionals
other than doctors. The ency
acknowledges that this additional
information lengthens the precaution.
However, the serious nature of the
adverse reactions requires that people
taking MAOI dmgmould be given as
much information as possible, so that
they can make the correct decision
about the use of the OTC drug product.
The term “monoamine oxidase
inhibitor” alone is technical and may
not be as easily remembered as the
shorter term “MAQL" Accordingly, the
agency believes that both terms should
be used. Some consumers may
remsmber one term, while other
Consumers may remember the other
term. Having both terms in the ,
precaution helps ensure greater
recognition among more consumers,
Also, those consumers wha do not
recognize either term may at least
recognize that their prescription drug is
for one of the indications listed.
Hopefully, such ns will consult
their doctor or other health professional
before taking the OTC drug product. The
agency acknowledges that when MAQ]
drugs are prescribed, patients should be
fully informed of the precautions and .
interactions associated with the drug.
However, the agency is concernsd that
some patients may not be fully informed
about the MAOI drug, may not fully
understand or remember all the
information given them or, with the
passage of time, may forget or lose
information that has been provided. The

"agency believes the OTC drug product

labeling should be as informative as
possible and should reinforce the MAOQOI
prescribing information. Accordingly,
the comment’s suggested language is not
adopted,

3. One comment suggested deleting
the statement “If you are uncertain
whether your prescription drug containg
an MAQI, consult a heaith

Professional.” The comment stated that
a general informational statement urgin
consumers to use common sense shoulcf
not be a part of the drug interaction
Precaution. The comment argued that
the statement adds lengthy wording to
dy crowded labeling, is - .
inappropriately placed as ofa
apecfﬁcwamin » is redundant in the
contexts of available patient education
and of the common senge consumers
apply to self-medication practice, and is
Dot supported by adequate
ocumentation or recommendations of
th%ll:anel. d h th>
@ agency disagrees wi 8
comment. The agency included this
statement out of concern for consumers
who may not understand the technical
terms used in the Precaution, may not
remember whether their Pprescription
g is an MAOY, or may not retain the
informational brochures received when
was prescribed. The
agency is also concerned that some
consumers who wish to use an OTC
drug product may not want to bother
their doctor with Questions about their

- medication. Because of the possible

severity of the adverse reactions, the
agency believes it {s important to tell
consumers that if there ig any
uncertainty or doubt about using the
8 product, a health professional

should be consulted. It ig also important
to remind consumers who may be
reluctant to ask their doctor that other
health professionals, such gs
Pharmacists or nurses, can be
alternative sources of information, The
agency does not believe that label space
should limit essential safety
information. There are means available
to extend label space, such ag carton
flaps or package inserts, Finally, the -
wording in this statement is similar to
other labeling that the Pane] proposed
for oral nasal decongestant drug
products (“except under the advice-and
supervision of a physician,” 41 FR
38312 at 38423), and to langua; in the

al monograph for OTC bronchodilator
drug products (“without first consulting
your doctor,” § 341.76(c)(4)).

4. One comment urged the agency to
include only those aspects of
prescription labeling that are formally
approved indications. The comment
stated that the approved indication for
MAOQI drugs is depression, and the
Precaution statement should explicitly
reference “depression” and not include
overly broad references to unapproved
uses, e.g., “emotional disturbances,”
The comment stated that it is
commoenplace for prescription drugs,
approved for one or more conditions, to
be used experimentally in private
Practice or in formal clinical trials to
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tio:t conditions that do not &pﬁe:rg 1'!11')18
approved prescri .
comment assaprtr:d. hmpﬁon , that the
establishment of OTC drug labeling that
would accommodate ever-changing
unapproved uses of the iption
drug would abuse the OTC drug product
labeling. The comment suggested other
agproaches. such as notification of
physicians and pharmacists by direct
mail or through medical publications,
press releases, prescription labeling, and
professional organizations.

The parsnthetical information,
*“‘certain drugs for depression or
psychiatric or emotional canditions,”
was intended to alert consumers who
may be taking a MAOL drug far a
candition cther than depression ar a
condition not readily identified with the
term depression, such as anxiety or
phobis. The agency noted in the
proposal (57 FR 27662) that these uses
are described in the scientific literature.
In addition, the ing information
for one MAQL phenelzine sulfats, states
the following: "{Pheneizine sulfate] has
been found to be effective in depressed
patients clinically characterized as
‘atypical,’ ‘nonendogenous,’ or
‘neurotic.’ Thess patients often have
mixed anxisty and depression and
phobic or hypochondriacal features.”
Ref. 1). Because le are currently
bein‘g prescribad I drugs for
conditions other than depression, the
agency balieves that these uses cannot
be ignored. Consumers who take the
drug for one of these other canditions
need to be informed. Further, the
language adopted will accommodats a
certain amcunt of increased use of
MAOQI drugs, as described in the
scientific literaturs, without the need to
revise the OTC drug product labeling to
cover such uses. The agency does not
consider the other approaches suggested
by the comment to be adequate because
they target the health care professional
rather than the consumer. While all of
those approaches can and should be
used, the consumer must be infarmed.
Therefars, the agency is not adopting
the comment’s suggestions.

Raference

(1) Approved labeling for phenelzine

sulfate (Parke-Davis), in OTC Vol. 04BFMA2,

Docket No. 91N-0323, Dockets Management
Branch.

5. One comment suggested that the
precaution statement inciude a 2-wesk
washout period to help ensure that
patients w#!l not discontinue the use of
the MAOI in order to use the OTC drug.
The comment proposed the following
wording: ‘Do not use this product if you
are presently taking a prescription
monoamine oxidass inhibitor (MAQI)

for depression or for 2 weeks after
stopping use of a MAOI without first
consulting your doctor.” The comment
stated that the suggested 2-week
washout period was based on scientific
data, and provided references and
studies in support.

One reference provided by the
comment stated that the MAQI drugs
used clinically in the United States are
irreversible enzyme inhibitors, that
return of monoamine oxidsss activity
following administration of an
irreversible MAOI is presumably
dependent upon enzymsa synthesis, and
that recovery of monoamine oxidase
activity after irreversible inhibition may
require up to 2 weeks following
withdrawal of the MAOI drug (Ref. 1).
Two studies submitted by the commsnt
suggest that the rate of recovery of
monoamine axidase activity may be
organ-specific and also possibly
influenced by body weight and age
(Refs. 2 and 3). In a study with normal
volunteers, the apparent half-lives of
plasma MAQO and platelet MAQ were
determined to be 2 to 3 days and 9 days,
respectively (Ref. 4). In a study of the
intaraction between sympathomimaetic
amines (phenylephrine, ephedrine, and
noradrenaline) and MAOI's in normal
volunteers,. results showed a risa in
blood pressure from phenylephrine and
ephedrine during MAOI administration
and for up to 14 days'after
discontinuation of the MAQI (Ref. 5).

The agency has reviewed the studies
and information submitted by the
comment and agrees that it {s important
to include a 2-week washout period in
the precaution statement. The
prescribing information for MAOI drugs
states that 10 to 14 days should elapse
between discontinuation of an MAOI
and initiation of treatment with certain
other drugs, e.g., another antidepressant,
another MAQI, or general anesthesia
(Refs. 6, 7, and 8). The prescribing
information for tranylcypromine suifate,
a partially reversible MAQI, states that
monoanrine oxidase activity is
recovered in 3 to 5 days, and also
recommends a 10-day withdrawal
period between treatments (Ref. 8).

The agency concludes that
information about a withdrawal period
is important, for several reasons: (1) It
should discourage patients from
stopping their MAOI medication to take
an OTC cough-cold drug product, and
(2) it will help ensure that if the MAOI
medication is discontinued for any
reason, the OTC drug product will not
be used before all or most of the MAOI
is no-1onger in the body. Therefore, the
agency is adopting the comment’s
suggestion to include a 2-week washout
period, but s modifying the wording

slightly. The comment proposed,
** * * if you are presently taking
* * *.,” which the agency is shortening
to“" * *if you are now taking * * **
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6. Two comments discussed possible
interactions between MAO B inhibitors,
such as seiegiline, and OTC drug
products containing dextrometharphan
or sympathomimetic amines. One
comment stated that it had reviewed all
spontaneous reports of adverse drug
experiences with its MAO B inhibitor
drug product containing selegiline, as
monitored in accordance 21 CFR
314.80. The comment found no mention
of a suspected drug interaction with, or
concomitant use of, an OTC drug
product containing dextromethorphan
or sympathomimetic amines. The cther
comment urged the agency to limit drug
interaction precautions to those that
have been shown to be of significant,
practical, and likely impartance.
Specifically, the comment stated that in
the case of the selective MAQI
selegiline, the a indication is
Parkinson’s disease, but that disease
should not be included in the OTC drug
product precaution statement because
the prescription package insert for
selegiline explicitly states that drug-
drug interactions are not likely to occur
between selegiline and OTC drugs.
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Therefore, under the Federal Food,
Drug, and Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs, 21 CFR part 341 is
amended as follows:

PART 341—COLD, COUGH, ALLERGY,
BRONCHODILATOR, AND
ANTIASTHMATIC DRUG PRODUCTS
FOR OVER-THE-COUNTER HUMAN
USE :

1. The authority citation for 21 CFR
part 341 continues to read as follows:

Authority: Secs. 201, 501, 502, 503, 505,
510, 701 of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 321, 351, 352, 353,
355, 360, 371).

2. Section 341.76 is amended by
revising paragraph (c)(4) to read as
follows:

§341.76 Labeling of bronchodilator drug
products.
L »* L] - ~

(c) ® & *

(4) “Drug interaction precaution. Do
not use this product if you are now
taking a prescription monoamine

oxidase inhibitor (MAOI) (certain drugs
for depression, psychiatric or emotional
conditions, or Parkinson’s disease), or
for 2 weeks after stopping the MAOI
drug. If you are uncertain whether your
prescription drug contains an MAOI,
consult a health professional before
taking this product.”
» - ~ - L

Dated: August 17, 1993.
Michael R. Taylor,
Deputy Commissioner for Policy.
(FR Doc. 93-25675 Filed 10~19-93; 8:45 am)]
BILLING CODE 4160-01-P



