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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
[Docket No. 76N-052N}

21 CFR Part 341

Cold, Cough, Aliergy, Bronchodilator,
and Antiasthmatic Drug Products for
Over-the-Counter Human Use;
Tentative Final Monograph for Over-
the-Counter Nasal Decongestant Drug
Products

AGENCY: Food and Drug Administration.
ACTION: Notice of proposed rulemaking,

SuMMARY: The Food and Drug
Administration (FDA} is issuing a notice
of proposed rulemaking in the form of &
tentative final monograph that would
establish conditions under which over-
the-counter {OTC) nasal decongestant
drug products {drug products used for
relieving the symptom of nasal
congestion caused by acute or chronic
rhinitis) are generally recognized as sofe
and effective and not misbranded. FDA
is issuing this notice of proposed
rulemaking after considering the report
and recommendations of the Advisory
Review Panel on OTC Cold, Cough,
Allergy, Bronchodilator, and
Antiasthmatic Drug Producis and publie
comments on an advance notice of
proposed rulemaking that was based an
those recommendations. This proposal
deals only with nasal decongestant drug
products and is part of the ongoing
review of OTC drug products conducted
by FDA.

DATES: Written comments, objections, or
requests for oral hearing before the
Commissioner of Food and Drugs on the
proposed regulation by May 15, 1985.
New data by January 15, 1986.
Comments on the new data by March
17, 1986. These dates are consistent with
the time periods specified in the
agency's revised procedural regulations
for reviewing and classifying OTC drugs
{21 CFR 330.10). Written comments on
the agency's economic impact
determination by May 15, 1985.
ADDRESS: Written comments, objections,
new data, or requests for oral hearing to

the Dockets Management Branch (HFA~-

308}, Food and Drug Administration, R,
462, 5600 Fishers Lune, Rockville, MID
20857,

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drugs
and Biologics (HFN-210), Food and Drug
Adrministration, 5600 Fishers Lane,
Reckville, MD 20857, 301-443-4960,
SUPPLEMENTARY INFORMATION: In the
Federal Register of September 9, 1976
(41 FR 38312}, FDA published, under

§ 330.10(a)(6) (21 CFR 330.10(a)(6)), an

advance notice of proposed rulemaking
to establish a monograph for OTC cold,
cough, allergy, bronchodilator, and
anttasthmatic drug products, together
with the recommendations of the
Advisory Review Panel on OTC Cold,
Cough, Allergy, Bronchadilator, and
Antiasthamaiic Deug Products, which
was the advisory review panel
respensible for evaluating data on the
active ingredients in these drog classes.
Interested persons were invited to
subimit comments by December 8, 1976,
Reply coroments in response to
comments filed in the initial comment
period could be eubmitted by January 7,
1077,

In a notice poblished in the Federal
Register of March 21, 1980 (45 FR 18400,
the agency advised that it had reopened
the administrative record for OTC cold,
coughy, aliergy, brenchodilalor, and
amtiasthamatic drug products to allow
for consideration of data and
information that had been filed in the
Dockets Managemert Bracch after the
date the administrative record
previously had officially closed. The
agency concluded that any new data
and information filed priog tu March 21,
1980 should be available to the agency
in developing a preposed regalation in
the form of a tentative fual moncgraph.

In accordance with § 3:0.10(a){ 10), the
data and information covsidered by the
Panel were put on public display in the
Dockets Management Branch (HFA-
405}, Food and Drug Adininistration
{address above). after deletion of a
smal! amount of trade secret
informatien. Data and infermation
received after the administrative record
was recpened have also been put on
display in the Dockets Management
Branch. In response to the advance
notice of propored rulemaking, 16
manufacturers, 2 mancfucturers’
associations, 4 consumers, the staff
members of one burean of a government
agency, 10 health care professionals,
and 8 health cace professioss docicties
submitted comme.its on nosal
decongestants. One manufacturer
submitted a reply comment. Copies of
the comments received cre on public
digplay in the Dockets Management
Branch,

FLA Bs issuing the tentotive final
menograph for QT vold, cough, allergy.
bronchoditator, and entiesthimatic drug
products in segmenis, This document on
nasal decongestant drug products is the
fourth segment to be published. The first
segment, on avlicholinergic drug
products and expectorant drug products,
was published in the Federal Register of
july 9, 1982 (47 FR 30002). The second
segment, on bronchodilator drug

products, was published in the Federal
Register of October 26, 1982 (47 FR
47520). The third segment, on antitussive
drug products, was published in the
Federal Register of Octcher 19, 1983; 48
FR 48576). The fifth segment, on
antihistamine drug products, is being
published elsewhere in this issue of the
Federal Register. A cubsequent segment
on combination drug products and
genera! commernts will be published in e
future issue of the Federal Register.

The edvance notice of proposed
rulemaking, which was pubilished in the
Federal Register on September 9, 1876
(41 FR 38312), was designated as a
“proposed monograph’ in order to
conform to terminclogy veed in the GTC
drug review regulations (21 CFR 330.10).
Simitarly, the present document is
designated in the OTC drug review
regulations as a “tertative final
monograph.” Iis legal status, however, is
that of & proposed rule. In this tentative
finel monograph {propesed rule) the
FDA states for the firet time its position
on the establishment of a monograph for
OTC nasal decongestant drug products.
Final agency action on this matter will
occur with the publication at a future
date of a final monograph. which will ke
a final rule establishing a monograph for
OTC nasal decongestant drug products.

This tentative final monograph would
amend Subchapter D of Chapter I of
Title 21 of the Code of Federal
Regulations in Past 841 {as set forth in
the tentative final monograph on
anticholinergic drag products and
expectorant drug products that was
published in the Federal Register of July
9, 1982 (47 FR 300021} in Subpart A, by
adding in § 341.3, new peragraphs (h)
and {i}; in Subpart B, by adding new
§ 341.20; and in Subpart G, by adding
new § 341.80, and by «dding in § 341.90.
new paragraphs (m) and {n). This
proposal constitutes FDA's tentative
adoption of the Panel's conclusion and
recommendations on O'fC nasal
decongestant drug products, as modified
on the basis of the comments received
and the agency's independent
evaluation of the Panel's report.
Modifications have been made for
clerity and regulatory accurucy and to
reflect new information. Such new

-information has heen placed on file in

the Dockets Management Branch
{address above). These modifications
are reflected in the following summary
of the comments and FDA's responses to
them,

The OTC procedural regulations (21
CFR 330.10) have been revised to
conform to the decision in Cutlér v,
Kennedy, 475 F. Supp. 838 (D.D.C. 1979).
(See the Federal Register of September
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29, 1981; 46 FR 47730.) The Court in
Cutler held that the OTC drug review
regulations were unlawful to the extent
that they suthorized the marketing of
Category 1 drugs after a final
monograph had been established.
Accordingly, this provision has been
deleted from the regulations, which now
provide that any testing necessary to
resolve the safety or effectiveness issues
that formerly resulted in a Category 11
classification, and submission to FDA of
the resulis of that testing or any other
data, must be done during the OTC dn
rulsmaking process, before the
establishinent of a final monograph.
Although it was not required to do so
under Cutler FDA will no longer use the
terms “Catagury I (generally recognized
as safe and effective and not
mishranded), “Category II" [not
generally recognized as safe and
effective or mishranded), and “Category
Y’ {available data are insufiicient to
classify as safe and effective, and
further tesiing is required) at ihe final
monograph stage, but will use instead
the terms “monograph conditions” {old
Category [} and “nonmonogragh
conditions” (cld Categories Il and I1I),
This document retains the coneepts of
Categories L I, and III at the tentative
final monograph stage,
The agency advises that the
conditions under which :
products that are subi
wonograph wonld b
recognized as safe
misbrandad [manoy
be effentive 12 mont
publication of the i
Federal Register. On or
no OTC drug prad
to the monog:
nonmonegranh oo
conditions i

g

lhive vl not
) will
s ate of

presd

gctive or to ba mi
initially intreduced 1
commaerce unjess the;
an approved new ds
(NDA). Furthe
subjee
repackaced or relaby
WHective dalz
in complio
regardless of the date the pro
initially intreducad or inital
for introduction inio inter
commerce, Manufacturers
encouraged to comply voluntarily with
the monograph at the carliest possible
date.

In the advance notice of proposed
rulemaking for OTC cold, cough, allergy,
bronchodilator, and antiasthmatic drug
products (published in the Federal
Register of September 9, 1976 (41 FR

Y e

VE deng poadenig

b
of i

161 Wis
v deliverad

38312)), the agency suggested that the
conditions included in the monograph
{Category I) be effective 30 days after
the date of publication of the final
monoegraph in the Federal Register and
that the conditions excluded {vom the
muonograph {Category 1) be eliminated
from QTC drug products effective
rmonths after the date of publication of
the final monograph, regerdless of
whether further testing was undertaken
to justify their future use. Experience
has shown that relabeling of products
covered by the monocgraph is necessary
in order for manufacturers to comply
with the monograph. New labels
containing the monpagraph labeling have
to be written, ordeied, received, and
incorperated into the manufacturing
process. The agency has delermined that
it is impractical to expect new labeling
to be in effect 30 days after the dte of
pubiication of the final monograp!
Experiencs has shown glsn that if the
deadline for relabeling is too short, the
agency is burdened with extension
requests and related paperwoerk,

In addition, gome products will bave
to be reformulated to comply with ths

nonograph. Reformulation often
involves the need to do stabilily testing
on the new praduct. An eccelerated
aging process may be used to tesi a new
formulation; however, if the stability
testing is oot successful, and if forther
reformulation v required, thers could be
a further delay in having a new prodoct
available for menufactere,

The agency wishes to esiablish a
reasonable period of ime for relabeling
and reformulation n order to aveid en
unnecessary di: { the
markaiplace the
economic loss, but al
consumers’ access to safe and eff
drug products. Therefors, the agennry is
proposing ihat the final monograph ba
effective 12 months after the date of its
rublication in the Federal Register, The
agency believes that within 12 muonthy
after the dute of publication most
manufacinrers can order now |
and have their produrts in con
in the marketolace, However, §
agenuy determines that any lab
a condition included in the final
monograph should be implemented
sooner, a shorter deadline may be
establishad. Similarly, if a safety
problem is ideniified for g particalar
nonmenograph condition, a shorter
deadline may be set for removal of that
condition from OTC drug products.

All “OTC Volumes” cited throughout
this document refer to the submissions
made by interested persons pursuant te
the call-for-data notice published in the
Federal Register of August 9, 1972 {37 FR

o interiere with

16029} or to additional information that
has come io the agency’s atfention since
publication of the advance notice of
proposed rulemaking. The volumes are
on public display in the Dockets
Management Branch.

The Advisory Review Panel on OTC
Cold, Cough, Allergy, Bronchodilator,
and Antiasthmatic Drug Producis
recommended that
phenylpropanciamine preparations be
classified in Category I for nasal
decongestant use at adult oral dosages
equivalent to these
phenylpropanclamine hydrochlorid.
dosages: 25 milligrams (mg) every 4
hours or 59 mg every & hours not tu
exceed 130 mg in 24 hours {sce 41 FR
38420; September 8, 1878). Similarly, the
Advisory Review Panel on OTC
Miscellaneous internal Drug Products
recommended that
phenylpropanciamine hydrochloride be
classified as Category I for appetite
control use in adult oral dosages of 25 to
50 mg, not exceeding 130 mg daily. (See
47 FR 8484; February 26, 1982.) However,
FDA berame aware of reports of
studies, made available alter the Panels’
reports had been submitted, indicating
that certain dosages of
phenylpropanolamine cause blood
pressure elevation, These studieg were
discussed in the preamble 1o the
advance notice of proposed rilemaking
for OTC weight conirs! drug products
{47 PR 8466-8468). At that time, the
agency specifically requested comments
and information on the exteni o which
phenylpropanolamine induces or
aggravates hypertension and interavts
with medications that inhibit
prostaglandin synthesis,

Numerous commeants on the
recommended phenyipropanalarmine
dosage levels and related issues have
been submitted te FDA inboth the OTC
weight control and the OYC nasal
decongestant rulemakings. Bocause the
issues concerning the safety of
phenylpropanolaminre for weight control
use and for nasal dec and nee are
closely related, the aganay has denided
to address these izsues in the Federal
Register publication to be published in
the near futwre, Therefore,
phenylpropanoclamine preparationg will
not be categorized or further discussed
in this tentative final monograph for
OTC nasal decongestant drug producis,

I. The Agency’s Teatative Conclusions
on the Comments

A. General Comments on Nosal
Decongestant Drug Products

1. One comment stated that there is nn
evidence that “so-called nasal
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decongestants” are of agy clinical value
No data or published references were
submitted or cited to support this
statement.

The Panel reviewed the scientific
Hierature and data submissions, listened
to testimony from intercsted parties, and
considered all other available data and
information before categorizing OTC
nasal decongestart active ingredjents.
The Panel classified in Category I those
aclive ingredients for which it had
appropriate supportive duta to establish
general recognition of safety and
effectiveness. In addition, the Panel
placed in Category Il those active
ingredients for which it did not have
sufficient data to establish safety and
effectiveness. Additional data must be
submitted on these Category 1
ingredients before they can be generally
recognized as safe and effective. The
agency believes that those ingredients
which have been categorized as safe
and effective do have clinical value for
the indications listed in this tentative
final monograph.

2. One comment disagrecd with the
Panel's recommendation that claims
such as “most recommaended by
doctors” be placed in Category I1
because such claims are difficult to
substantiate. The comment contended
that "difficulty in substantiating does
not imply inability to substantiate.”
Thus, according to the comment, the
Panel's reasoning justifies placing this
type of claim in Category I{l. More
importantly, the comment argued, this
type of claim is not specifically related
to safety or effectiveness. If this type of
statement were true, the comment
contended, banning its use is an
inappropriate prior restraint and in
violation of the First Amendment to the
Constitution.

The OTC drug review program
establishes conditions under which OTC
rugs are generally recognized as safe
and effective and not misbranded. Two

principal conditions examined during
the review are allowable ingredients
and allowable labeling. The FDA has
determined that it is not practical-—in
terms of time, resources, and other
considerations—to set standards for all
labeling found in OTC drug products.
Accordingly, OTC drug monographs
regulate only labeling related in a
significant way to the safe and effective
use of covered products by lay persons.
OTC drug monographs establish
allowable labeling for the following
items: product statement of identity;
names of active ingredients; indications
for use; directions for use; warnings
against ursafe use, side effects, and

cdverse reactions; and clobns
concerning mechunism of drug action
the agency believes teras such as
“moest recommended by doctors” are
vorelated to the characteristics of the
drugs in question and, therefore, do not
relate in a significant way to the drugs’
safe and effective use. Accordingly, the
term “most recommended by doctors” is
cutside the scope of the GTC drug
review. The agency emphasizes that
even though terms such as “most
recommended by doctors”™ are outside
the scope of the OTC drug review, they
are subject to the prohibitions in section
502 of the act {21 1.5.C, 352) relating to
lubeiing that is false of migleading, Such
statements or terms will be evaluated by
the agency on a preduct-by-preduct
basis, under the provisions of section
502 of the act {21 U.S.C. 352 relating to
lobeling that is fulse or misleading,

Moreover, any statement or term thot
is autside the scope of the monograph,
even though it is truthful and not
misleading, may col appear in auy
portion of the labeling required by the
monograph and may not detract from
sach required information. However,
statements and terms vuiside the scope
of the monograph muy be included
elsewhere in the lubeling, provided they
are not false or misleading.

3. One comment stated thut iwo nasal
decongestants should not be taken
stmullanecusly and recommended that
the labeling should be cleur on this
matter. The comment did not further
elaborate on its statement.

The agency believes that the comment
is referring to two different drug
products, each containing a nasal
decongestant, for similar uses. The
proposed labeling for nasal
decongestants in this tentative final
monograph specifically reguires that the
product’s principa] intended use. i.e.,
“nasal decongestant” be stated in the
tubeling. Further, all products containing
a nasal decongestant will bear sirilar
indications for use. By reading the label,
the consuter should understand that
two different drug preducts containing
nasal decongestants are intended to
treat the same symptoms and shouid not
be taken simultaneously. The agency,
therefore, believes that two nasal
decongestants contained in different
products will not inadvertently be taken
simultaneously because the proposed
labeling for nasal decongestants is
explicit enough to inform the consumer
of the proper use of these drugs. In
addition, the agency is unaware of any
data that indicate that the proposed
labeling for nasal decongestants is
inadequate to prevent the inadvertent
use of two nasal decongestants

simultaneously. (Noter the combination
of two nasal decongestants in the same
product will be discussed in the
corsbinations segment of the tentative
finel monograph in a future issue of the
Federal Register.)

awments on the Switcd of
ription Nascl! Decongestants to
Status

4, Several cormments agreed with the
Panel's classification of oxymetazoline
bydrechloride and xylometazoline
hydrochloride as Categery 1 OTC topicai
necal decongestants, Other comments

e opposed to the OTC availability of

# ingredients for various reasons.
Several comments steted that the
habituation and rebound congestion
caused by these drugs contraindicated
Leir OTC availability, One comment
petiticned the FDA to remove
oxymetazoline hydrochloride nasal
spray and nasal solution from the OTC
murket because it is a new drug and the
subject of a new drug application which
linits its introduction into interstate
commerce as a prescription only
product. Another comment stated that
the use of a xylometazoline
hydrochloride nasal spray was the
probable cause of a gpecific incident of
severe cardiac upset.

‘The agency’s position regarding the
marketing status of ingredients
recemmended for OTC use which had
previously been limited to prescription
use is contained in the Code of Federal
Regulations at 21 CFR 330.13{b)(2). This
regulation explains that such ingredients
placed in Category I by a Panel may be
marketed OTC following publication of
the Panel's proposed monograph subject
to the risk that the Commissioner may
not accept the Panel’s recommendation
and may instead adopt a different
pesition that may require relabeling,
recall, or other regulatory action.
Because the Panel considered
oxymetazoline hydrochloride safe, it
recommended that this drug, previously
available only by prescription prior to
publication of the Panel's report in the
Federal Register, be reclassified to
permit OTC use. Because oxymetazoline
has been placed in Cetegory 1 and the

*anel's report has heen published
without an agency dissent. a
manufacturer may market the drug Q1'C,
prior to promulgation of a final
monograph, subject to the risk that the
Commissioner may subsequently adopt
a position different from the Panel's
recommendation.

The agency recognizes the problem of
rebound congestion associated with the
use of topical nasal decongestants.
Rebound congestion occurs when
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topical nasal decongestants are used too
frequently and for too long a period of
time. The nasal mucous membranes
become more congested and edematous
as the drug's vasoconstrictor effect
subsides. This effect leads to continued
use of the drug and perpetaation of the
rebound phenomenon. The Panel also
addreszed this problem and
recommended that all nasal drops and
sprays be labeled to limit use to not
more than 3 days so as o discourage
prolonged use. The Panel also
recommended labeling that advised the
consumer to conselt a doctor if
symptoms pers r 3 days of use.
(See § 241.80(b) ()T, 41 FP 38423.)
Although aware that continued use of
these dmﬂs might result in rebound
congestion. the Dane] thought that the
cnmca‘ and marketing data it reviewed
showed these drugs to be safe and
effertive when used according to Jabel
diractions, Therefore, the Panel
concluded that the drug should be
fi o \Cu

From the information availzble, the
agency cannot determine the cause of
the cardiac upset reports

:d in one of the
comments. However, it is reported in the
literature that the imidazolines {a class
of drugs which includes napbazoline
‘nydrm H(mde oxymetazoline
hydrochloride, and xylometazcline
hydrachloride) may cause arthythmias,
presumably due to coronaiy
vasocaonsiriction (Ref, 1). Because of
these effects, the imidazolines should be
used sparingly and with caution in
infants. young children, and patients
with cardiovascular disease (Refs. 1 and
2).

Studies of the effect of the
iridazolines on the irtestinal smooih
muscle of the rabbit and on the
cardiovascular system of the cat showed
that the pharmacclogical astion of these
drugs, particularly oxyinetazoline, is
strong (Ref. 3). Nasal decongestants that
ate adminisieved orally are known to be
ciapable ¢f producing systamic effecis.
Consequently. the Panl racommendad a
warning to persons with high bleod .
pressure, heart disease, diabetes, or
thyroid (haease not to take the drug
except under the advice and supervision
of a physican. (Sze § 341.80(b}(2)i4), 41
FR 38423.] A warning that the product
should be used very cautiously in
patients with hyperthyroidism, coronary
artery disease, hype;tms»on and
diabetes mellitus has also been required
for prescription topical nasal
decongesten!s containing oxymetazoline
and xylometazoline for over 10 years
(Refs. 4 and 5). Because the Panel
believed that absorption of the drug into
the general circulation was negligible

following topical use, the Panel did not
recommend a similar warning statement;
therefore, the above warning was naot
required for these products marketed on
an OTC basis pursuant t6 § 330.13
following pubiication of the Panel's
report.

The agency believes that use of these
drugs in a generaily healthy person is
safe, but is concerned that systemic
effects can occur in smajl children or in
persons with cardiovascular diseass as
a result of absorption from the
gasiroiniestinal tract if an excessive
amount of the drug is swailowed.
Because some of the drug is citen
swallowed when nose drops and sprays
are administered, systemic effects such
as those occurring from an orally

administersd dosg can occur. Because of

the possibility of generalized
vasoconstriction and tachycardia,
persons with hypertension, heart
disease, diabetes, or hyperthyreidism
sheuld only use nasal decongestants as
directed by a doector (Refs. 1, 2. 4, 5. and
6).

Use of these dregs can also produce
effects which couid alter the balence of
insulin and glucose in a diabetic patient
(Refs. 6 and 7). Additionally, because of
the vascular problems which frequently
accompany diabetes, diabetic patients
should consuit a doctor before using
topical nasa! decongestants.

Because of the potential side effects
that topical nasal decongestants can
produce, the agency believes that, in the
inieres! of safety, the warning proposed
by the Panel in § 341.80(b)(2){iii) for oral
nasal decongestants shoul alsa apply to
all topical nasal decongestants (except
topical inhalants). Based on the Panel's
review of data showing that the topical
inhalants (propylhexedrine and 1-
desoxyephedrine)} produce little or no
significan{ vasopressor side effects {41
FR 38402 and 38407}, the agency
proposes to exclude tcplﬁal inhalants
from this warning requirement.
Therefore, in this tentative final
monograph, the warning as stuted in
§ 341.80{c1)(1){c) “Do not take this
product if you have heart disease, high
blood pressure, thyroid disease,
diabetes, or difficulty in urination due to
enlarzement of the prostate gland unless
directed by a doctor,” will be applicable
to all oral nasal decongestanis, and a
similar warning in § 341.80{c)(2}{iti}{h)
“Do not use this product if you have
heart disease, high blood pressure
* * *" will be applicable to all topical
nasal decongestants except topical
inhalants. The agency also proposes to
restrict the use of oxymetazoline
hydrochloride and xylometazoline

hydrochloride in children under € years
of age. (See comment 28 below.}

The agency believes that the above
warning and limitation of the product to
3 days use will provide for the safe use
of these ingredients as QTC {opisal
nazal decongestants,
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C. Comments on Specific OTC Nosal
Decongestant Active Ingredients

5. One comment stated that there is
concern about camphor poisoning in
children {Refs. 1 and 2} and
recommended thai the camphor content
of OTC nasal decongestant products
(topical inhc-lan.s] be limited to less
than 0.75 gram (g)/30 grams (g) or to lecs
than 2.5 percent (we*ght/\miuunp] The
comment stated that there is no
evidence that warning statements deter
childhood poisoning, but concluded that
this lower concentration would reduce
the risk of serious accidental poisoning
while still permitting an adequate
concentration of camphor.

The Panel concluded that camphor is
safe when applied topically or 53 an
inhalant at specific concenirations, but
that there were insufficient data to
permit final classification of its
effectiveness when labeled for use as a
nasal decongestant (41 FR 384068). For
adults and children 2 to under 12 years
of age, the Panel recommended that
camphor should be used in the form of a
5-percent oinirhent preparaiion, a 7-
percent solution for steam inhalation, or
a lozenge containing 0.02 to 15 mg
camphor. Following publication of this
Panel's recommendations on camphor,
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the Advisory Review Panel on QTC
Miscellaneous External Drug Products
(Miscellaneous External Panel) also
reviewed camphor for topical use. The
Miscellaneous External Panel concluded
that OTC products containing a
concentration of camphor greater than
2.5 percent have a low benefit-to-risk
ratio and recommended that camphor be
limited in OTC drug products for
external use to less than 2.5 percent, The
Miscellaneous External Panel also
recommended that the quantity of
camphor in a package be limited to a
total of 360 mg per package and that
camphor be marketed in a child-proof
container to deter accidental poisoning
of children (45 FR 63875).

In the Federal Register of September
21, 1982 (47 FR 41716), the agency
published a final rule establishing that
camphorated oil drug products
(historically marketed primarily as
topical counterirritants or liniments) are
misbranded and are new drugs. The

- agency also initiated a recall of
camphorated oil products to the retail
level. In the Federal Register of
September 26, 1980 (45 FR 63874), the
agency announced that it was treating
the data and information on camphor
received from the Miscellaneous
External Panel as a petition to reopen
the administrative record on cold,
cough, allergy, bronchodilator, and
antiasthmatic drug products. The agency
granted this petition by allowing those
data and information to be included in
the administrative record for these drug
products. This notice served to inform
interested persons of the existence of

these recommendations and also invited -

persons or firms to submit any
comments they may have. This
reopening of the administrative record
related only to the ingredient camphor
in OTC drug products.

The agency’s position on the safety of
camphor containing products for topical
application has been stated in the -
tentative final rule for OTC external
analgesic drug products in the Federal
Register of February 8, 1983 (48 FR 5854).
In that document, the agency concluded
that, at this time, there is no need to
limit camphor content to 360 mg per
package and that the camphor content
will be limited to 11 percent or lower.
The agency's position as stated in that
document is hereby incorporated into
this nasal decongestant rulemaking.

To date, no new data have been
submitted to support the effectiveness of
camphor as a nasal decongestant and at
this time, camphor will remain in
Category III as a nasal decongestant.
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6. One comment objected to the
Panel's limiting euculyptol, menthol, and
thymol to lozenge and mouthwash

dosage forms when these ingredients are

used as “oral {topical) nasal
decongestants.” The comment
contended that this limitation is
arbitrary because viscous syrups and
compressed tablets are just as effective
us mouthwashes and lozenges. The
comment recommended that “oral
ftopical) dosage’ forms of eucalyptol,
menthol, and thymol include any cral
dosage form which is topically effective
and which can be formulated to contain
the same concentrations of these
ingredients that are allowed for
lozenges.

The comment's use ¢f the term “oral
(topical) nasal decongestant” apparently
refers to dosage forms such as
mouthwashes, lozenges, and
compressed tablets, which are all used
topically in the mouth, rather than
swallowed, for & nasal decongestant
effect. Compressed tablets and lozenges
are solid dosage forms which can be
used topically in the same manner and
the site of application would be the
same for compressed tablets, lozenges.
and mouthwashes. The agency agrees
that compressed tablets could also be
included as a dosage form for
eucalyptol, menthol, and thymol, when
used as oral (tepical) nasal
decongestants intended to be dissolved
in the mouth rather than swallowed,
once the ingredients in this dosage form
have been classified in Category I. The
agency points out that eucalyptol,
menthol, and thymol are all Category 111
ingredients, which, although found safe
by the Panel, lack adequate data to
demonstrate effectiveness as topical or
inhalant nasal decongestants. Data to
demonstrate effectiveness are required
in order to permit final classification of
these ingredients in the monograph for
this use.

The comment's suggestion to allow
viscous syrups as topical dosage forms
in the mouth is not accepted because the
agency is not aware of any data on
viscous syrups containing eucalyptol,
menthol, or thymol that are used as oral
(topical) nasal decongestants. Interested
persons are invited to submit data on
viscous syrups containing these
ingredients that are used as oral
(topical) nasal decongestants in the
mouth.

7. A comment representing the views
of the staff of the Bureau of Consumer
Protection of the Federal Trade
Commission (FTC) requested that the
active ingredients eucalyptol, menthol,
and thymol used as a nasal
decongestant or antitussive in a
rmouthwash dosage form be classified as
Category Il. The comment pointed out
that after more than 4 months of
adjudicative hearings, during which
voluminous evidentiary records
consisting of thousands of pages of
expert testimony and exhibits were
theroughly examined for a marketed
product with labeling and advertising
claims that the product cured or
prevented colds or sore throat, or
lessened the severity or incidence of
colds, cold symptoms, or sore thoats by
killing germs {Ref. 1), the FTC
determined that 0.91 mg of eucalyptol
per milliliter {mL) of product (mg/mL).
0.42 mg/mL menthol, and 0.63 mg/mL
thyvmol in a mouthwash solution are
insufficient in concentration to provide
relief for the symptoms of the common
cold, including nasal congestion and
cough. Expert medical and scientific
witnesses testified that the process of
gargling with a mcuthwash containing
these ingredients does not allow the
ingredients to reach the critical areas of
the body they need to reach to relieve
the symptoms of a cold, nor do the
ingredients penetrate the infected cells
where the action of the cold viruses
would be taking place.

The comment stated that the FTC's
conclusion, after examining the records
and hearing expert testimony, was
consistent with the Panel's findings that
there are no well-controlled studies
documenting the effectiveness of
eucalyptol, menthol, and thymol when
usd in a mouthwash dosage form as a
nasal decongestant or an antitussive.
The comment pointed out that the FTC's
opinion and supporting evidence were
not available to the Panel during its
deliberations. Therefore, the comment
requested that the FDA review the
FTC's opinion and the supporting
evidence and use them as a basis to
classify eucalyptol, menthol, and thymol
in Category Il for use as a nasal
decongestant or antitussive in a
mouthwash dosage form.

The response in this document
addresses only the nasal decongestant
use of these ingredients. The antitussive
use will be addressed in a future issue of
the Federal Register. The agency has
reviewed the FTC's opinion and
supporting evidence {Ref. 1). Medical
and scientific experts testified at the
FTC hearing that there is an absence of
literature showing that the combination
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of eucalyptol, menthol, and thymol in a
mouthwash dosage form is effective in
preventing colds and alleviating cold
symptoms such as nasal congestion and
cough. These experts in the fields of
respiratory and infectious diseases,
virology, pharmocology, and
microbiology further stated, based upon
their knowledge in their respective
areas, that it is doubtful that these
ingredients would be effective in
treating symptoms of the common cold.

Although the Panel did not have
access to the FTC’s opinion and
supporting evidence, it did review the
St. Barnabas study, which was one of
the studies discussed during the FTC
hearing (Ref. 2). The St. Barnabas study
was undertaken to demonsirate the
effect of rinsing and gargling twice daily
with an aqueous mixture of 0.91 mg/mL
eucalyptol, 0.42 mg/mL menthol, and
0.63 mg/mL thymol on the incidence,
duration, and severity of the common
cold and its symptoms. It was a 4-year
subjective study in over 4,800
schoolchildren. The experts who
testified at the FTC hearing agreed that
the deficiencies in the design and
execution of the study precluded any
meaningful interpretation of the results,
The FTC concluded that the design and
execution of the tests heavily biased the
results in favor of the manufacturer, and
therefore the tests could not support the
advertising claims. The Panel concluded
that although the study was not well-
controlled and could not be considered
proof of effectiveness, the results did
reveal milder nasal symptoms and
cough symptoms in individuals using the
medicated mouthwash as compared
with these symptoms in individuals
using the placebo. Because this study
did not demonstrate the effectiveness of
the individual nasal decongestant
ingredients, the Panel recommended that
data to demonstrate effectiveness of
each ingredient alone be required in
accordance with its guidelines for
testing O'TC nasa! decongestant drug
products (41 FR 38415). Because safety
was not at issue, and the data suggested
the possibility that the combination of
eucalyptol, menthol, and thymol was
effective as a nasal decongestant in a
mouthwash dosage form, the Panel
believed that a Category HI
classification was justified.

At the tentative final monograph
stage, FDA usually proposes Category Il
status for an ingredient only if there is a
potential safety problem or if there are
essentially no data to support the
ingredient’s effectiveness for its
purported use. Although medical and
scientific experts testified for the FTC
that it is unlikely that eucalyptol,

menthol, and thymol in a mouthwash
would be effective as a nasal
decongestant, they also stated that the
studies that were done contained
defects which made the results
inconclusive. In view of the inconclusive
results caused by deficiencies in the
studies, the agency does not believe it
appropriate at this time to classify the
drugs as “ineffective,” i.e., Category II,
without allowing interested parties the
opportunity to develop a well-controlled
study that might demonstrate the drugs’
effectiveness. Therefore, the agency is
proposing that eucalyptol, menthol, and

thymol in a mouthwash dosage form as

a nasal decongestant remain in Category
Il in this tentative final monograph.

In the final monograph, any ingrecient
that has not been found to be safe and
effective will be classified as
“nonmonocgraph’ and may not be legally
marketed. To date, there have been no
new data submitted to support the
effectiveness of eucalyptol, menthol,
and thymol in a mouthwash dosage form
as a nasal decongestant, and if adequate
data are not submitted before
establishment of a final monograph,
these ingredients for this use will be
classified as “nonmoenograph.”
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8. One comment (Ref. 1} submitted
new data from four controlled clinical
studies (Refs. 2 through 5} on the
effectiveness of 1-desoxyephedrine,
alone and in combination with
aromatics {camphor, menthol, methy!
salicylate, bornyl acetate, and lavender
oil}, as a topical nasal decongestant
(administered by a nasal inhaler). The
comment requested Category I status for
1-desoxyephedrine vased on the new
data (Refs. 2 through 5), data submitted
to the Panel {Refs. 6 and 7), and the
manufacturer’'s marketing experience.

The agency has reviewed the data and
concludes that they are adequate to
reclassify this ingredient in Category I
as a topical nasal decongestant. The
combination of 1-desoxyephedrine and
aromatics will be addressed in the
combinations segment of the cold,
cough, allergy, bronchodilator, and
antiasthmatic tentative final monograph
in a future issue of the Federal Register.

The agency's evaluation of study
numbers 74-10A, 74--30, 74-58, and 70-24
(Refs. 2 through 4, and 6 and 7} showed
significant decongestion of the nostrils

treated with 1-desoxyephedrine and the
combination of 1-desoxyephedrine and
aromatics, when compared to baseline
measurements or placebo. Study 75-45
(Ref: 5) showed that 1-desoxyephedrine
did not cause rebound congestion within
a 7-day period. Based on the data, the
agency proposes an adult dosage of two
inhalations in each nostril not more
often than every 2 hours from an inhaler
that delivers in each 800 mL of air 0.04 to
0.15 mg of 1-desoxyephedrine. In
keeping with the guidelines established
by the Panel (41 FR 38333), the agency
proposes a dosage for children 6 to
under 12 years of age of one-half of the
adult dosage, i.e., one inhalation in each
nostril not more often than every 2 hours
from an inhaler that delivers in each 800
mL of air 0.04 to 0.15 mg of 1-
desoxyephedrine. The data demonstrate

_ that this ingredient does not cause

rebound nasal congestion within a 7-day
period. Therefore, the use of 1-
desoxyephedrine as a topical nasal
decongestant should be limited to not
more than 7 days rather than the 3-day
limit for other topical nasal
decongestants that cause rebound
congestion.

The agency’s detailed comments and
evaluations on the data are on file in the
Dockets Management Branch (Ref. 8).
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9. One comment reported two cases in
which use of nose drops containing
phenylephrine hydrochloride had
caused a permanent loss of the sense of
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taste and smell. The comment
recommended a warning statement in
the labeling of these products which
alerts consumers to the possibility of
such an adverse reaction.

No data were submitted with the
comment; however, the agency has
reviewed both the Panel's discussion on
the safety of phenylephrine
hydrechloride {41 FR 38399) and ifs
recommended warnings for nasal
decongestants {41 FR 38422). The Panel
concluded that phenylephrine

-hydrochloride is generally recognized as
safe for use as a nasel decongestant,
and it did not make any reference to the
type of adverse reaction cited in the
comment. Accordingly, no warning
statement was recommeded.

The agency is concerned about the
possibility of any adverse effects
resulting from the use of drug products,
and it routinely reviews and evaluates
reports of those adverse reactions which
are submitted. FDA's “Annual Adverse
Reaction Summary Listirg” for the
period from 1969 to 1981 does include

~ one reported case of parosmia (any

disease or disorder of the sense of smell}
that occurred in 1977 (Ref. 1). However,
this case and the two cases cited in the
comment are not adequate evidence to
show a relationship between the
permanent loss of the sense of taste and
siell and the use of OTC nasal '
decongestant drops containing
phenylephrine hydrochloride, Therefore,
based upon the limited amount of
information available on this type of
adverse reaction, the agency does not
consider it necessary at this time to
require a warning statement, as the
comment requested. The agency invites
interested persons to submit additional
comments and data on this type of
adverse reaction.
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10. One comment guestioned the
studies used by the Panel to
substantiate the effectiveness of
phenylephrine hydrochloride as an oral
nasal decongestant. The comment stated
that numerous unpublished studies,
which split evenly between mild
successes and total failures, were
quoted by the Panel, and in the one
study (Ref. 1} published in an
academically acceptable journal, no
efficacy was seen even with doses
higher than usually recommended. In
addition, the comment cited two

references which questioned the oral
bicavailability of phenylephrine
hydrochloride (Refs. 2 and 3). The
comment recommended that
phenylephrine hydrochloride not be
used as an oral nasal decongestant,

The Panel cencluded that
phenylephrine hydrochloride was
effective as an oral nasal decongestant
after a thorough review of published and
unpublished studies, oral and written
submissions by manufacturers, and
evaluations of clinical and marketing
experience. The published study
referred to by the comment {Ref 1) is
discussed in comment 11 below, The
Panel was aware of one of the
refercnces that the comment cited as
questioning the oral bioavailability of
phenylephrine hydrochloride (Ref. 3,
and cited this reference is discussing the
safety of phenylephrine hydrochloride
{41 FR 38399). This study is not relevant
to the effectiveness of phenylephrine
hydrochloride, but does confirm the
potentiation of the effect of oral
phenylephrine by a moncamine oxidase
inhibitor.

The agency has reviewed the
information cited by the comment, the
Panel's recommendations, and all of the
supporting data and concludes that,
based on the studies cited by the Pane),
information on clinical use and
marketing experience, and the Panel's
expertise in evaluating the clinical and
marketing experience of this ingredient,
there is sufficient basis to determine the
phenylephrine hydrochloride is
generally recognized as effective for
OTC use as an oral nasal decongestant,
The comment's recommendation is
therefore not accepted.
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1l. One comment stated that a
reference to a study by Rodgers, Reilly,

- and Bickerman (Ref. 1) cited by the

Panel in three different places (in part
VIIL paragraph B.d. on page 38400, in
part VIiIl, paragraph B.e. on page 368401,

and in part VIII. paragraph B.h. on page
39403) was incorrect in that the cited
information was not contained in that
particular reference.

The agency has reviewed the Panel's
discussions on pages 38399 through
38403 and agrees with the comment that
the study by Rodgers, Reilly and
Bickerman {Ref. 1) does not contain the
information cited by the Panel on page
38399, nor is the agency aware of what
reference should have been cited there.
Nevertheless, this omission does not
have & bearing on the tentative status of
phenylephrine kydrochloride for oral
and topical use as a nasal decongestant.

The agency has determined, however,
that the information in the discussions
on pages 38401 and 38403 is supported in
another study by Bickerman (Ref. 2) that
was reviewed by the Panel and cited on
page 38401. The information on pages
38401 and 38403 that was atiributed to
the study by Roedgers, Reilly, and
Bickerman (Ref. 1) should be attributed
to the Bickerman Study {Ref. 2).
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12. One comment claimed that certain
OTC inhalant nasal decongestant
products containing propyihexedrine
have the capability of producing a
“high" and therefore have a potential for
abuse. The comment included a 1976
newspaper article which described six
deaths traced to the abuge of
propylhexedrine.

The Panel reviewed the data
submitted on propylhexedrine and
concluded that it was safe and effective
for OTC use {41 FR 3840z). In the dosage
range recommended by the Panel,
propylhexedrine has a wide margin of
safety and relative freedom from toxic
effects. Harvey {Ref. 1) describes
propylhexedrine as a volatile indirect
sympathomimetic amine that does not
have central excitatory effects or
addiction liability. It has a decongestart
effect on the nasal mucous membrane
and acts ag a vasoconstrictor when
inhaled once or twice through cach
nostril. It is considered safe for self
medication by adults, but children
should not have unsnpervised access to
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a propylhexedrine inhaler, Side effects
of propythexsdrine include rebound
congestion, headache, and, in rare
instances, an increase in blood pressure
(Ref. 11. The Pane! pointed out that 100
mg oval dases of propylthexedrine alone
induce a 17- to 23 millimeter {mm) rise in
blood pressure and reflex bradycardia
in pormal adults but no sverl symptoms
or eurhoria, palpitation, or dry month
{41 ¥R 38402},

The agency agroes with ‘l‘“ Paﬂﬂl"s
conslusion that propylhexedrine has
wide margin of safety in the dosage
range recommended Tor use by adults
and children 6 to under 12 years of age
(0.40 to 0.30 mg in two inhalations per
nosirill. The Panel pointed out that “the
risk of misuse and/or abuse is
minimized by restriction on the types of
pharmacolngic agents in available QTC
products, limitations on dosage and
concentration of aclive diug, and
adequate and explicit directions for use
coupled with appropriaie warnings” (41
FR 38332).

The agency routinely reviews and
evaluates reports of adverse reaclions
resulting from the use of OTC drug
products. Annual adversa reaction
summaries, cempiled for the years 1969
to 1981 (Ref. 2), show that, of 21 cases of
adverse reactions reported during this
12-year period for the two products
mentioned hy the comment, 7 cases
involved the misuse of propyihexedring
in an inhaler. The six propylhexedrine-
related deaths referred to by the
comment occurred among individuals,
most of whom had a history of drug
abuse, who knowingly misused the drug,
The agency is concernzd about the
possibility of any adverse effects
resulting from the use of QTC drug
products, but it also recognizes that a
niumber of substances in the
markeiplace can be and are abused by
some individoals. The {ew isolated
reports on the abuse of propylhexedrine
(the latest one was reported to the
agency in 1977) do oot indicate a
widespread p’;nblem. The agency
believes that prepylhexedrine should be
available as an inhalant nasal
decongestant bersuse it is safe and
effective, when usad as instructed in the
laheling.
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13. Several comments strongly
disagresd with the Panel's
recommendation that pseudoephedrine
preparations be availahle OTC as nasal
decongestants, One coninent agrecd
with the Panel's recommendation, The
commenis that obhizcted to the OTC
status of psendoep iz stated thad
pseudoephedrine cau ‘au“lynh\h nig
fatigue of the hata- nechanis
and urinary i fh:. :
although rarely 3
frequantly: pseudoephad:i it
stimulant and overuse may 4 ;
damaging; and unrestricted avallability
to the public may be dangersus

The agency 351‘:es with the Panel’s
recommendation tha! psendoephedrine
preparations [pseudo hedrine
hydrochloride and pscudoephedring
sulfate) are safe and effzctive as oral
nasal decongestants for OTC use. The
comments did not subniit any data in
support of their reasons for olijacting to
the OTC status of pseudonphedrine.

It has been reportad in the lerature
that tdch:ynhylams a cundilion in which
effectiveness of a drug decreases after
rapidly repated doses. cen ocesr with
ephedrine and itz isomevic forms (i.e., d-
and l-ephedring. and d- and }-
pseudoepbediine) {Refs. 1, 2, and 3).
However, the agency concludes that this
should not be a problem if the drug is
vsed according to labeling direciions,

Roth et al. {Ref. 4] reporied that side
effects of patients treated wiik a single
oral dose of 60 mg of preudoephedrine
were minimal. Of 20 patients, 2
experienced mild elevations in pulse
rate, 1 developed a moderate elevation
in pulse rate, 1 experienced mild
elevations in pulse =ate and diasiclis
blood pressure, 1 developed palpitotinns
and a slight increase in pulse rate, 2
reported tiredness, and 3 reported a
light-headed fealing. I
5) noted that sida aff:
prob:lem in patic
pseudoephedrins thrae
this study, pseudne
antthistamine wers
combm aticn, and com
placaho. Ouve patient rviﬁﬂr‘w?{ dryuessy
of the mo: :ih when taking
psendoephedring alune. and ong patien
reported excess've swen'ting, huf thera
werg no reports of nervousness or

:zipitatiuns. The authaors stated that the
lowey incidence of drowsiness reported
with the combinztinng, s compared with
the antihistamine alone, might reflect a
slight stimulant effect from
pseudoephedrine: however, stimulation
was not reported by anyone taking
pseudoephedrine alone. In its report, the
panel cited a study which indicated that
mild side effects, such as drowsiness,
nausea, insomnia, and headache, can

ine and an
sparataly, in

[

occur with the use of pseudoephedrine
(Ref. 6). However, these side effects are
not severe and would not warrant the
elimination of pseudcephedrine from the
OTC marketplace. Pseudoephedrine
preparations have been marketed O1C
safely for many years.

The use of pseudnephedrie, a3 with

most oiber syinpathomimetic drugs, may
cause sn increase in bloed pressure
when taken with moncamine oxidase
inhibitors, Therefore, the Panel
recommended a drug interaction
precaution for oral nasal decongestanis
in § 341.80{b){(23iv} (rpdasiﬂna ted as
§ 341.80(c){11(}{) in this tentative final
moaograph) to warn againsi the use of
the product when taking a prescription
drug for high bloed pressure o
depression without first vonnui’ing a
doctor. (See comment 23 below.]

Because of the vasoconstrictive
properties of sympathomimetic drugs,
persons suffering from urinary retention,
especially elderly men with an enlarged
prostate, could experience increased
difficulty in urinating (Refs. 7 and 8},
Males with an enlargd prostate stoud
only use these drugs under the
supervision of a physician. Therefore,
the agency has determined that this
condition will be added to the warning
proposed by the Panel in
§ 341.80{b}(2)(ii) which sppears as
§ 341.80(c)(1}(i}{cY in this tentative final
monograph. This warning will read as
follows: “Do not take this product if you
have heart disease, high blood pressure,
thyroid disease, diabetes, or difficulty in
urination due to enfargement of the
prostate gland unless directed by a
doctor.” (NOTE: The part of the warning
concerning “difficully in urination due to
enlargement of ‘Jm pfmmte glsrd” i% not

Thai part 3 ‘}w warning is
applicable to childran am‘ its presence
in the labeling would tend to dn,iz‘:n,?
parents from lakel warnings which are
impaortant. Accordingly. the revised
warning for p;ouuut labeled for use in
children cm,y, “Tlo not give this product
to children who have heart disease, high
blood pressure, thyreid disease, or
diabetes unless directed by a doctor,”
has been added to the tentative final
monograph in § 341.80{c)(1)(ii}{c)). The
directions for use and appropriate
warnings will inform the consumer of
the proper use of the product. Based on
these considerations, the agency
concludes that pseudoephedrine will
remain available as an OTC nasal
decongestant.
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D. Comments on Dosages for OTC Nasal
Decongestants

14. One comment stated that there
was an inconsistency between the
dosage for naphazoline hydrochicride
recommended by the Panel in
§ 341.20(b) and the warning for that
ingredient in § 341.80{b}(6). The
comment explained that in § 341.20(b)
there is no dosage instruction for the use
of a 0.05-percent solution in children
under 12 years of age. However,

§ 341.80(b)(6) states that the 0.05-percent
solution is not to be given to children
under 6 years of age. Because the ages 6
to under 12 years are not mentioned in
§ 341.80(b)(6), the comment
recommended that the warning in

§ 341.80(b)(6) should state that the 0.05-
percent solution is not to be given to
children under 12 years of age or, as an
alternative, that dosage instructions for
the 0.05-percent solution for children 6
to 11 years of age be included in

§ 341.20(b).

The agency agrees that the warning
recommended by the Panel in
§ 341.80(b)(6) should be revised for
clarity. The dosage instructions as
stated in § 341.20{b) specify that 0.05
percent naphazoline hydrochloride is for
adult use only, and that a 0.025-percent
solution is te be used for children 6 to
under 12 years of age. However, the
warning in § 341.80(b){6) states that the
0.05-percent solution is for adult use and
should not beused in children under 6
years of age. As the comment points out,
the warning in § 341.80(b)(6) neglects to
menticn children in the 6- to under 12-
year age group. In § 341.3(a) of the
advance notice of proposed rulemaking
{41 FR 38419}, an adult has been defined
&s any person 12 years of age and older.
The agency has deleted the first part of
the Panel's warning in § 341.80(b)(6),
“For adult use only,” because the
product directions will specify that the
0.05-percent solution should be used
only in adults. Therefore, the warning in
§ 341.80(b)(6) {redesignated as
§ 341.80(c)(2)(1v) in this document) wiil
be revised to read as follows:

For products containing naphazoline
hydrochioride identified in § 341.20(b)(6)
at @ concentration of 0.05 percent: “Do
nct use this product in children under 12
years of age because it may cause
sedation if swallowed.”

15. Onie comment proposed that
§ 341.20{d}{2) be revised so that an
“aqueous solution” is not specified in
the formulation of phenylephrine
hydrochloride as a topical nasal
decongestant. The cominent stated that
all other portions of the monograph
aveid specifying inactive iugredients
and that specifying an inactive
ingredient was not consistent with the
intent of the OTC drug review. The
comment also stated that if an “aqueous
solution” was specified in the
formulation of phenylephrine
hydrochloride to assare against the
potential problem of lipid pneumonia,
which can occur from the accidental
aspiration of oil-hased nese drops, then
an appropriate limitation should be
incorporated into the monograph to
protect against this possibility. The
comment suggested limiting the product
form to “non-oil-based drops or sprays.”

‘The purpose of the OTC drug review
process is to determine the safety and
effectiveness of OTC drugs. If an active
ingredient is safe, but the product’s
inactive ingredient formulation results in
an unsafe product, it was the
responsibility of the Panel to address
those ingredients which make the
product unsafe. As the comment
observes, oil-based drops or sprays may
be aspirated into the lungs and may
cause lipid pneumonia (Refs. 1 and 2).
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The Panel recognized this problem and
concluded that nasal drops and sprays
can only be generally recognized as safe
and effective for O'TC use when they are
formulated as aqueous solutions.
Because the designation “non-oil-based”
solutions could aiso include types of
solutions that are non-ugueous, the
agency believes that a more explicit
term than “non-oil-based” is necessary.
Therefore, the comment's suggestion is
not accepled. The phrese “aqueous
solution” will remain in the topical nasa)
decongestant dosage for drops and
sprays in § 341.20{a), (b}. {e). {(d){2), and
(h) (redesignated as § 341.80{d)(2)(it){«).
(iti)(a), (iv){a). and (vii){») in this
document),
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16. One comment (Ref 1) stated that
the Panel's recommended dosage of
phenylephrine hydrochloride in
§ 341.20(d)(2) inadvertently allows an
unnecessarily wide variation in dosage
and unnecessarily restrains product
formulation. The dosage allowed by the
Panel is two or three sprays per nostril
of a 0.25 to 0.5 percent aqueous solution.
The comment stated that no effort was
made to define the quantity of drug that
is to be delivered in each spray; that the
amount of drug delivered by a spray
container can vary significantly from
one container to another depending en
the design and dimensions of the nozzle
orifice: that container shape and fill-
level also affect the amount of product
delivered; that the Panel's
recommendation does not limit the drug
delivery system to a spray container like
the vne currently in common use and as
a result any kind of spray mechanism
could be used with even greater
variability. The comment added that for
all drugs in the menograph, except
topical nasal decongestants, the dosages
are given in concise statements of the
guantity of drug to be delivered and
requested that manufacturers should be
permitted to formulate at percentages
below 0.25 or above 0.50 as long as the
total drug delivery is within the dosage
range proposed by the comment, The
comment submitted data to support &
dosage range of 0.80 to 1.80 mg of
phenylephrine hydrochloride per nostril
every 4 hours.

The comment raises a number of valid
points, The dosages recommended for
nasal drops and sprays are not absolute
amounts and are variable; however, the
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Panel reviewed numerous studies on
nasal drops and sprays which showed
that there is a wide range of safety with
these drugs. Nasal sprays and drops
have been available for vears, and the
data that have been accumulated on
these products show that the
concentrations and dosages
recommended by the Panel are safe and
effective. Thus, although there may be
some variation in the amount of drug
delivered from various droppers or
spray centainers, the amiount of drug
delivered will be within the safe and
effertive range. The study submitted by
the comment was designed to
quantitatively determine the amount of
vhenylephrne hydrochioride delivered
with one spray from 2 commercial nasal
spray squeeve bottle, The data did not
show that the measured amount of drug
was either a safe or effective dose. The
coinment's suggestion for o milligram
dosage is not accepted, and dosages for
nasal drops and sprays will continue to
be defined in terms of concentration.

Refersnce

(1) Comment No. €135, Docket No. 76N-

0052, Duckets Management Branch,

17. One corument requested that 1
percent phenylephrine hydrochloride for
OTC use as a topical nasal decongestant
be placed in Category [ as safe and
effective. The comment pointed out that
the Panel recommended Category [
status for aqueous solutions of
phenytephrine hydrochloride in
concentrations of 6.125, 0.25, and 0.5
percent. Altheugh 4 submission on 1
percent phenyiephrine was made, the
Panel did not categorize this
concentration. Two studies were
submitted with the comment to
document the safety and effectiveness
of 1 percent phenylephrine
hydrochloride (Ret. 1). The commeni
pointed out that nasal decongestant
drops containing 1 percent
phenylephrine hydrochloride have been
marketed OTC for 40 v

The agency has revie
studies suhmitted to support the
comment's request to place 1 percent
phenylephrine hydrochloride in
Category 1 for OTC use ss a topical
nasal decongestant, The rosults of the
studies showed no significant difference
in effectiveness between 0.5 and 1
percent concentrations of phenylephrine
hydrochloride. Nasal irrituiion and side
effects such as headache, nausea,
dizziness, nasal edema, and erythema
occurred with both 0.5 and 1 percent
concentrations; but the differences in
side effects between the two groups
were not statistically significant,
However, the data did suggest that the
1-percent concentration seemed more

likely to induce rebound congestion,
Therefore, the agency is proposing that 1
percent phenylephrine hydrochloride be
classified in Category I as a topical
nasal decongestant and that the product
be labeled for adult use only.
Additionally, because of a possible
rebound efiect with continued use of the
1-percent soncentiation of
phenylephrine hydrochloride, the
agency is proposing the following
warning in § 341.80{c}{2)(v) for the 1-
percent concentralion of pheaylephrine
hydrochlaride. “Froquent use of this
product may canss nasal gongestion to
YeECUr OF wWorsen.”

The agaucy's detailed comments and
evaluation on the dute are on file in the
Dockets Management Eranch {Ref, 2)
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18. Several comments agraed with the
Panel's recommendation 1o make 60 mg
pseudoephedrine preparations available
on an OTC basis. (Previously, oral nasal

decongestants conteining 60 mg
pseudoepbedri » available only on
a prescription basis. Preparations

containing 30 mg peeudoephedrine have
been available on an OTC basis for
many years.) However, two of the
commenis expressed concern over the
24-hour dosage limit of 350 mg for
pseudnephedrine preparations
recommended by the Panel. Both of
these comments recommended a dosage
of 60 mg pseudoephedrine every 4to 6
hours for a maximum of 240 mg per 24
hours rather than the 60 mg every 4
hours not to exceed & maxinium of 360
mg in 24 hours recommended by the
Panel. Because the maximum daily dose
for the prescription 80-mg
pscodoephedrine preparations was 240
mg per 24 hours, the comments argued
that it does not snem reasonabie to
recommens a 360-mg maximuom daily
dose for OTC psendocphedring
preparations.

One of the comments submitted daia
on the pharmacokinetics of
pseudoephedrine. indicating that a 246-
mg maximum dose per 24 hours may be
a more appropriate dose for OTC use of
60-mg psendoephedrine preparations
{Ref. 1). In addition, information was
submitted from a study showing that
increasing the 24-hour dosage to 360 mg
did not present a clinical advantage. The
comment concluded that the risk-to-
benefit ratio favors limiting the dosage
to 240 myg per day.

The agency concluded from these
comments and data that a dosage of 60
mg of pseudoephedrine every 4 hours
might lead to accumulation of the drug
and eventually marked side effects, and
that a daily dosage in excess of 240 mg
might be associated with significant side
effects without additional therapeutic
benefit. Therefore, the agency published
a notice in the Federal Register of
September 30, 1980 {45 FR 64709)
changing the dosage of pseudvephedrine
to 60 mg every 6 hours with a maximum
24-hour dose of 240 mg.

Three drug manufacturers
subsequently submitted a petition
containing new data to prove thatif a
240-meg/24-bour limii is observed, a
desing interval of every 6 hours confers
no added safety benefit relative to a
more flexible interval of every 4 to 6
hours {Ref. 2). The petition included
information on the pharmacokinstic
behavior of pseudoephedrine, a review
of adverse drug reactions related to
pseudoephedrine, and eight studies
{Refs. 3 through 1¢). The companies
supperted reduction of the maximum
adult dosage of pseudoephedrine from
360 to 240 mg in 24 hours. but requested
that the agency adopt & dosage interval
of 60 mg every 4 to & hours. The
petitioners also requested an extension
of the May 1, 1981 effective data for
compliance with the revised dosage
limitations that had been set forth in the
September 30, 1980 notice. In the Federal
Register of May 5, 1881 (46 FR 25144),
the agency stayed until further notice
the May 1, 1981 effective date for ihe
revized dosage interval of 60 mg every 6
hours until the new data had been
reviewed. The requirement for revised
labeling reflecting the meximum daily
OTC dosage of 230 mg for adults and
corresponding maximum daily OTC
dosages for children was not stayed, bu,
becarme effective on May 1. 1981,

The agency has deterrnined that the
pharmacokinetic data show that the
major determinant of the half-life of
pseudoephedrine is urinary pH and that
the half-life varies from 4 o 8 hours in
normal individuals who are
representative of the population at large.
The agency notes that only two of the
eight studies are relevant to the issue of
whether the frequency of administration
of pseudoephedrine is & factor in the
incidence of side effects {Refs. 3 and 4).
The Kuntzman study (Ref. 3)
demonstrates the influence of urinary
pH on the half-life of pseudoephedrine.
When urinary pH is decreased, plasma
half-life of pseudoephedrine is
decreased markedly. In contrast, when
urinary pH is increased, plasma half-life
increases, The Brater study.(Ref. 4)
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confirms Kuntzman's findings. After
reviewing the new data, the agency
finds that there is sufficient evidence to
show the efficacy of a total daily dose of
240 mg of pseudoephedrine and that it is
reasonable to project similar plasma
levels, whether this total daily dose is
given as 60 mg every 4 to 6 hours or as
60 mg every 6 hours. The agency,
therefore, agrees with the comment that
a more flexible adult dosage schedule
for pseudoephedrine of 60 mg every 4 to
6 hours, not to exceed 240 mg daily,
should be permitted. The dosage and
directions for use of pseudoephedrine in
§ 341.80(d) (1) (ii) of the tentative final
monograph will reflect this proposed
revision. The dosages for children will
also reflect the proposed change in
dosage interval, The agency's comments
on the data are on file in the Dockets
Management Branch {Ref. 11).

References

{1) Comment No. C0112, Docket No., 76N~
0052, Dockets Management Branch.

{2) Citizen Petition, Docket No. 76N-052N,
Dockets Management Branch.

{3) Kuntzman, R.G,, et at., “The influence of
urinary pH on the plasma half-life of
pseudoephedrine in man and dog and a
sensitive assay for its determination in
human plasma.” Clinical Pharmacology and
Therapeutics, 12:62-67, 1971, in Citizen
Petition, Docket No. 76N-052N, Dockets
Managment Branch.

{4) Brater, D.C., et al., “Renal excretion of
pseudophedrine,” Clinical Pharmacology and
Therupeutics, 28:690-694, 1980, in Citizen
Petition, Docket No. 76N-052N, Dockets
Management Branch.

(5) Roth, R.P., et al., “Nasal Decongestant
Activity of Pseudoephedrine,” Annals of
Otology, Rhinology and Laryngology, 86:235-
242, 1977, in Citizen Petition, Docket No. 76N-
052N, Dockets Managmeent Branch.

{6) Jacobi, A., et al., “Evaluation of
Sustained-Action Chlorpheniramine-
Pseudoephedrine Dosage Forms in Humans,"
Journal of Pharmaceutical Sciences, 69:1077-
1081, 1980, in-Citizen Petition, Docket No.
76N-052N, Dockets Management Branch.

(7) Bright, T.P., et al., “Selected Cardiac
and Metabolic Responses to
Pseudoephedrine with Exercise,” draft of
unpublished study from Dow Chemical Co., in
Citizen Petition, Docket No. 76N-052N,
Dockets Management Branch.

(8) Empey, D.W., et al., “Dose-Response
Study of the Nasal Decongestant and
Cardiovascular Effects of Pseudoephedrine,”
British Journal of Clinical Pharmacology,
9:351-358, 1980, in Citizen Petition, Docket
No. 76N-052N, Dockets Management Branch.

(9) Bye, Co., et al.,, “A Comparison of
Plasma Levels of L (+) Pseudoephedrine
Following Different Formulations, and their
Relation to Cardiovascular and Subjective
Effects in Man,” Eurcpean Journal of Clinical
Pharmacology, 8:47-53, 1975, in Citizen
Petition, Docket No. 76N-052N, Dockets
Management Branch.

(10) Perkins, ].G., “A Bioavailability and
Safety Study Comparing Actifed® Sustained-

\

Action {SA) Capsules to Actifed Immediate-
Release (IR) Tablets,"” Current Therapeutic
Research, 28:650-668, 1980, in Citizen
Petition, Docket No. 76N-052N, Dockets
Management Branch.

(11) Letters from W.E. Gilbertson, FDA, to
K.V. Crean, Buroughs-Wellcome Co., A.S.
Davidson, Schering Corp., and R.L. Selman,
Dow Chemical Co., coded LET077, LET078,
and LET079, Docket No. 76N-052N, Dockets
Management Branch.

19, One comment suggested deleting
from § 341.20(c), § 341.20{d)(2}, and
§ 341.20({h) of the Panel's
recommendations the provision that
topical nasal decongestant drug
products containing oxymetazoline
hydrochloride, phenylephrine
hydrochloride, or xylometazoline
hydrochloride, when administered to
children 2 to under 6 years of age,
should be used only in the furm of nose
drops and not in the form of nasal
sprays. The comment stated that the
Panel based this provision on the
contention that a spray is difficult te use
in a small nostril, The comment argued

. that while there may be a problem if the

saime nosepiece is used for both adult's
and children’s sprays, this problem
could be resolved by using a nosepiece
especially designed for the smalier
nostril of children 2 to 6 years of age.

As noted in the comment, the only
reason given in the Panel's report for not
permitting the use of nasal decongestant
sprays in children 2 to under 6 years of
age is that “the spray is difficult to use
in the small nostril” (41 FR 38420). The
agency agrees with the comment that
manufacturers should be permitted to
modify the nosepiece of a nasal
decongestant spray so that it can be
used in a small nostril. The agency also
believes that the use of a nasal spray in
certain instances may be easier and
more acceptable than the use of drops,
especially when the obvious problems of
administering drops to children in the 2-
to under 6-year age range are taken into
consideration.

Nasal decongestant ingredients such
as phenylephrine hydrochloride have
been marketed OTC for use in children
in a nasal spray dosage form for many
years without reports of significant
adverse reactions directly attributable
to the use of the spray (Ref. 1) However,
the agency has concluded that
oxymetazoline hydrochloride and
xylometazoline hydrochloride should
not be used in children under 6 years of
age in any dosage form. These drugs are
long-acting, potent vasoconstrictors and
can cause side effects. It is often
difficult to measure a correct dose of a
topical nasal decongestant in a small
child, and the child may inadvertently
receive an excessive dose by

swallowing the administered
medication. Therefore, the agency
believes that in the interest of safety,
oxymetazoline hydrochloride and
xylometazoline hydrochloride should
not be used in children under 6 years of
age unless directed by a doctor. {See
comment 29 below.) The statement
recommended by the Panel in

§ 341.20(c), (d}{2). and {h) “Only drops
should be used in children 2 to under 6
years since the spray is difficult to use
in the small nostril” will not be included
in this tentative final monograph. The
agency is propesing it the dosage
instruction for the use of uxymetazoline
hydrochloride and xylometazoline
hydrochleride in children under 6 years
of age be deleted from § 341.20 (¢) and
{h) and placed in professional labeling

< in § 341.90 (m) and {n). The directions

for phenylephrine hydrochloride in

§ 341.80(d}(2){v){4) of this tentative final
monograph have been revised to include
the use of drops or sprays for children 2
to under 6 years of age.

Additionally, the Panel did not
address topical nasal decongestants in a
jelly dosage form, although these
products are presently marketed. The
agency has concluded that a jelly should
not be used in children under 6 years of
age. A jelly must be placed in the nose
and then inhaled well back into the
nasal passages. The small nostril of a
child under 6 years of age could make
insertion of a proper amount of nasal
decongestant jelly very difficult, and a
safe or effective dose may not be
achieved. Other topical dosage forms,
such as sprays or drops would be more
acceptable for use by a child under 6
years of age. Therefore, for children
under 6 years of age, the agency is
restricting the use of any topical nasal
decongestant formulated as a jelly
unless directed by a doctor. This
restriction has been added to the
appropriate “Directions” sections of the
monograph.
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E. Comments on OTC Nasal
Decongestant Labeling and Warnings

20. One comment urged that every
manufacturer of a nasal decongestant
drug product be required to label the
product as a “nasal decongestant”
instead of as a “decongestant” as many
such products are labeled. Also, the
comment pointed out that the consumer
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often mistakenly thinks that
decongestant means expectorant and
therefore may self-medicate with the
wrong drug.

The agency agrees that a nasal
decongestant drug product should be
clearly labeled as such instead of simply
as a “decongestant”. Under § 341.80(a)
of this tentative final monograph, nasal
decongestant drug preducts would be
reqyuired to use the term “nasal
decongestant” as the statement of
identity.

21. Several comments pointed out that
OTC drug products containing oral nasal
decongestants may be labeled and
marketed for use only in pediatric
populations. The comments argued that
the warning staternent proposed by the
Panel, i.e.. “Do not take this product if
you are presently taking a prescription
entihypertensive or antidepressant drug
containing a monoamine oxidase
inhibitor . . .." spplies only to adults
and should not be required on products
labeled strictly for use in children. The
comments recommended that an
exempting statement should be added to
the monograph voder § 341.50(c) stating,
“Warnings which are inappropriate for
children's products may be eliminated in
the labeling of products containing
dosage instructions for children only."

The agency does not agree that the
drug interaction precaution
recommended by the Panel in
§ 341.80(b){2)(iv) concerning prescripticn
antibypertensives and antidepressants
confaining a moncamine oxidase
inhibitor should be deleted from the
labeling of pediatric products.
Hypertension and depression do occur
in children (Refs, 1, 2, and 3). Pediatric
dosages for antihypertensives are
provided in a widely recognized
pediatric text; however, antidepressants
containing a monoamine oxidase
inhibitor are not widely accepted for
pediatric use and pediatric dose ranges
have not been established {Refs. 4 and
5). Nevertheless, a physician might
prescribe either of these drugs for
children. Accordingly, this drug
interaction warning will be required in
the labeling of all oral nasal
decongestants. (Note: The agency is
proposing to simplify this warning
statement, which will appear in this
document as § 341.80(c}(1}(i){d), to read
as follows: “Drug interaction
precaution. Do not take this product if
you are presently taking a prescription
drug for high blocd pressure or
depression, without first consulting your
doctor.” (See comment 22 below.))

The agency is not adding an
exempting statement to the monograph
as suggested by the comment. However,
a portion of one warning concerning

“difficuly in urination due to
enlargement of the prostate gland’ has
been deleted for products labeled for
use in children only (see comment 13
above). Additionally, warnings for
products which are labeled specifically
for children 2 to under 12 years of age
have been reworded to reflect the
administration of the products by adults
rather than self administration. '
Warnings for products which are
labeled for both adults and children
have also been proposed in the tentative
final monograph.
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22. Two comments suggested that the
Panel’s recommended drug interaction
precaution for oral nasal decongestant
drug products should be deleted from
§ 341.80(b)(2)(iv) of the monograph. This
precaution is “Do not take this product if
you are presently taking a prescription
antihypertensive or antidepressant drug
containing a monoamine oxidase
inhibitor except under the advice and
supervision of a physician,” One
comment argued that terms such as
“entihypertensive,” “antidepressant,”
and “monoamine oxidase inhibitor” are
highly technical; that only a small
percentage of the population is likely to
understand this warning; and that
including such a warning in the lzbeling
of an OTC drug is contrary to the well-
established principle that unnecessary
or confusing precautions tend to dilute
the significance of all instructions in the
labeling and, hence, should be avoided.
The other comment contended that it is
the responsibility of the physician to
instruct each patient who is taking a
monoamine oxidase inhibitor on the
proper means of avoiding the possible
adverse reactions that can be associated
with the use of this type of drug.

The agency agrees with the comment
that the Panel's proposed drug
interaction precaution may not be
readily understood by all consumers.
However, it considers a warning of this
type necessary to alert consumers
because antihypertensive and
antidepressant drugs are widely
prescribed. To simplify this
precautionary statement the agency is
proposing to substitute the term “high
blood pressure” for the term
“antithypertensive” and the term
“depression’” for “antidepressant.” The
agency also believes that the words
“monoamine oxidase inhibitor" would
be confusing to consumers and need not
be included in the precautionary
statement to convey the intended
message. Accordingly, § 341.80(b)(2}{iv}
(redesignated in this tentative final
monograph as § 341.80{c){1}(i}{d}) will be
amended to read as follows: “Drug
Interaction precaution. Do not take this
product if you are presently taking a
prescription drug for high blood pressure
or depression, without first consulting
your doctor.'

23. Two comments stated that the
claim “relieves sinus pressure” should
be in Category I rather than in Category
Iil. One comment [Ref. 1) submitted the
results of a survey conducted among
sinus headache sufferers who were
asked about the nature of their
symptoms, i.e., whether facial pressure
and/or facial congestion were present.
Of 428 respondents who mentioned
facial pressure 65.9 percent also
mentioned facial congestion; of 380
respondents who mentioned facial
congestion, 74.2 percent also mentioned
facial pressure; and 704 (72.5 percent) of
971 patients taking medication to relieve
the congestion of sinus headache also
expected it to relieve sinus pressure.
The comment concluded that consumers
use the term “pressure” synonymously
with “congestion.” The second comment
stated that the Panel's recommendations
are conflicting because the Panel placed
in Category I those claims relating to the
relief of congestion and the promotion of
sinus drainage. However, claims relating
to relief of sinus pressure were placed in
Category IIl. The comment did not
submit any data in support of its
position but concluded that it is a simple
fact that relief of congestion and
promotion of sinus drainage will relieve
sinus pressure.

The agency has reviewed the survey
data, including a statistical evaluation
(Ref. 1), to determine whether the data
support the comment's contention that
“congestion” and “pressure” are
synonymous terms to consumers. The
details of the survey are insufficient to
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support any definitive conclusions.
However, it seems likely that the terms
"sinus pressure” and “sinus congestion”
are closely associated in the minds of
consumers. “Webster's New Collegiate
Dictionary” [Ref. 2} delines “pressure”
as “the applicaiion of foree to something
by something else in direct coniact with
it.” “Congestion” is defined as
“lconcentration] in a small or narrow
space” (Ref. 3), "Congestion™ is also
defined as “excessive or abnormal

AW
illy thought to be

Using these definitinns, it would fo
that congostion ia ! i
the cause of 1 if saarea {o.g., the
sinuses) is congesied, then whatever iy
causing the congssiion is likely 1o exest
pressure on the Loundaries of the aren,
It would then follow that if congesticn
were relieved, pressurs would be
relieved also. Therefore, the agency has
decided to expand the Calegory |
indications for nasal decungestants
proposed by the Pans! in § 341.80(a)(9)
and {10) [redesignated as § 341.80(b)(2)
(iv) and (v} in this tentative final
monograph). The revised indications
will read as follows:

(iv) “Helps decongest sinus openings
and passages; relieves sinus pressure.”

(v) “Promotes nasal and/or sinus
drainage; relieves sinus pressure.”
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24, Saveral commenis objeciad to the
Panel’s recommended warning in
§ 341.80(b)(ii} for topical nasal
decongesatants: Do not use this product
for more than 3 days . . . . The
comments contended thut rebound
congestion does not begin to appear
until mere than 7 days after starting use,
that the basis for the warning is the
assumpficn that the product will not be
used aceording to label directions, and
that the Panel cited no data to support
the 3-day limitativn. The comments
added that “"AMA Drug Evaluations”
(Ref. 1) states that nasal decongestants
should be used for periods not
exceeding 10 to 15 days. One comment
recommended that the warning be
changed to limit use to no more than 10
days, and the other comments requested
deletion of the warning entirely.

The agency disagrees with the
comments. The comments have not
submitted any dats which prove that

rebound congestion does not appear
until after more than 7 days of use.
Furthermore, individuals may respond
differently to nasal congestion {Ref. 2).
An individual’s psychological state can
affect the occurrence and degree of
rebound congestion (Ref. 3 and 4},

The Panel reviewed several
reforences (Refs. 3, 5, and 6} which
provided a basis for the 3-day wurning.
Messek (Ref. 5) reported the ocourrence
of rebound congestion 90 to 120 minules
after the use of a nasal decongestant.
Another nasal decongestant produced
rebound congestion 6 hours after use.
Rudiger (Ref. 3) reported rebound
congesiion approximately ¢ hours after
use. Bigsalski (Ref. 6) found that a nasal
decongestant caused rebound
congestion after 5 hours. These data
show that nasal decongestiunts can
produce rebound congestion afier a
short period of use. Therefore, it cannot
be rategorically stated that rebound
congestion does not begin to appear
until more than 7 days after starting use
of a nasal decongestant as one comment
contended.

The Panel recognized thai "hecause of
the remarkable degree of nasal
decongestion which follows topical
application of these cgents. there is a
tendency on the part of patients to
administer nasal decongestanis (oo
frequently and for too long a period of
time.” Prolonged use of topical nasal
decongestanis may be accompanied by
a rebound phenomenon in which the
initial vasoconstriction is {ollowed by
vasodilation and congestion. Thus,
continued use can intensily nasal
congestion. Because of the nasal
congestion caused by the rebound effect,
there is a tendency for an individual to
habitually use a nasal decongestant,
Therefore, the Panel concluded that a
warning to discourage use beyond
several days is necessary. The Paneal
reviewed references concerning
persistent nasal congestien caused by
the habitual use of nas:il decongestants
for varying periods of tim=a. ranging from
6 to 23 months (Refs. 7 and 8). Berause
of the Panel's concern aboui the
problem of rebound congestion leadivg
to prolonged usage of nasal
decongestants, it recommended a 3-day
limitation oo the use of these preducts,
In addition, in order to further curb the
continuous use of tapical nasal
decongestants, the Panel recommended
that a physician be seen «f symptoms
persist for more than 3 days.

The agency concludes that the 3-day
warning is justified in view of the above
discussion. Thercfore, the 3-day warning
in § 341.80(b)(1)(ii) (redesignated as
§ 341.80(c)(2) (iii){a) and (vi)) is
appropriate for topical nasal

-

decongestants except 1-
desoxyephedrine which has a 7-day
limit (see comment 8 above.} In addiiion,
the agency has revised the format of the
*“Warnings” section in § 341.80(b)
{redesignated as § 341.80(c) is this
tentative final monograph} for clarity
and to conform to the format of recenily
published monographs.
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25. One comment proposed that the
Panel’s recommended warning
statement for topical nasal
decongestants in § 341.8C(b}{(1){i) "Do
not exceed recommended dosage
because symptoms may cccur such as
burning, stinging, sneezing, or increase
of nasal discharge” be required only if
the active ingredient is administered
topically as a drop or spray directly to
the nasal miucesa. The comment
contended that requiring this warning
for other dosege foims is unnecessary
and is not supported by available data,

The agency disagrees with the
comment’s contention that this warning
is unnecessary for dosage forms other
than those administered topically as a
drop or spray. Topical nasal
decongestants may be administered as
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drops, sprays, jellies. or inhaled vapors.
The comment did not specify which
cther dosage forms should not be
required to be labeled with the warning
recommended by the Panel

8§ 541.80{b}{1)(1): nor did the comment
submit any data to shew that this
warning statement 18 unnecessary for
other dosage forms of topical nasal
decongestants.

The agency believes that this warning
statement should apply to all topical
nasal decongestant active ingredients
administered as & drop. spray, jelly, or
in an inhalant dosage form. Evaluation
of the studies reviewed by Panel on
propyihexedrine reveals that slight
stinging occurred in some cases (41 FR
58402]. Because nasal decongestants
when used in &ll of these forms, ie.,
drops, sprays, ihalants, and jellies, are
administered to the nasal mucosa
through the nostrils, the warning
statement regarding burning, stinging,
sneezing, or increase in nasal discharge
is appropriate on these dosage forms.
Therefore, the comment is not accepted.
This warning, which has been revised to
read: “Do not exceed recommended
dosage because burning, stinging,
sneezing. or increase of nasal discharge
may cccuzr,” will be required for all
dosage forms of topical nasal
decongestants.

26. One comment suggested that the
Panel's recommended warning
statement for topical nasal
decongestants in § 241.80(b}{1}{ii} “Do
not use this product for more than 3
days. If symptoms persist, consult a
physician,” should apply only if the
nasal decongestant is administered
topically as a drop or spray. The
comment also recommended that other
forms to topical administration, such as
vie a “lozenge or mouthwash,” should
appropriately use the “7-day warning”
recommended by the Panel for oral
nasal decongestants in § 341.80(b){2)(ii].

The agency agrees with the Panel that
topical nasal decongestants
administered as a drop or spray should
not be used for more than 3 days
because rebound congestion is likely to
ocour with prolonged use. Nasal
decongestants in lozenges and
rmouthwashes are considered to be
topical nasal decongestants; however,
their route of administration is different
from that of ingredients administered in
a drop or spray. Lozenges and
mouthwashes introduce the nasal
decongestant through the oral cavity
and the nasopharynx. Because of this
difference in routes of administration,
topical nasal decongestants in lozenges
and mouthwashes are unlikely to cause
rebound congestion. The Panel

recommended the camphor, thymol,
meanthol/peppermint oil, and eucalyptol/
cucalptus oil be used as topicul nasal
decongestants in lozenges and
mouthwashes. The Panel's review of
these active ingredients indicates that
rebound congestion does not occur with
these ingredients. The ingredients in the
lozenges and mouthwashes are of a
different pharmacelogic group from
those in topical nasal decongestants
aduinistered in drop or spray dosage
forms, In view of this, it would be
reasonable to conclude that use of the
nasal decongestants recommended by
the Panel for use in lozenges and
mouthwashes for a longer period than 3
days would net result in rebound
congestion.

The agency concludes that, although
nasal decongestants in lozenges and
routhwashes are considered to be
topically administered, the specific
warning statement concerning 3-day use
should not apply in the labeling of these
specific tepical nasal decongestants and
agrees with the comment that it may be
more appropriate to reguire the use of
the “7-day warning” as stated in
§ 341.80(b)(2)(ii) {redesignated as
§ 341.80{c)(1)(f) in this document). The
agency points out that none of the
ingredients listed above are included in
the tentative final monograph; hence, no
revisions are currently needed in the
Panel's recommended monograph.

27. One comment suggested that the
Panel's recommended warning
statement in § 341.80{b)(1)(iii} “The use
of this dispenser by more than one
person may spread infection” be
required only for products administered
by inhalers and not for nasal
decongestants administered by other
routes of administration.

The Panel pointed out that the use of a
dispenser by more than one person may
gpread infection. The comment did not
specify the other routes of
administration of nasal decongestants.
A nasal decongestant drug may also be
administered by direct application into
the nostrils in the form of a drop, spray.
or nasal jelly, The use of a dropper.
nesal spray, or nasal jelly applicator by
more than one person may also result in
the spread of infection. Therefore, the
agency disagrees with the comment’s
recommendation that the warning
should be required for inhalant nasal
decongestants only and concludes that
this warning statement should be
required in the labeling for all topical
nasal decongestant products which are
directly applied to the nasal mucosa or
directly inhaled through the nostrils. The
agency has slightly revised the Panel'’s
warning to make it more readily

understood by consumers. The warning
in § 341.80{c){2){i){£) in this tentative
final monograph reads as follows: “The
use of this container by more than one
person may spread infection.”

28. One comraent stated that the
Panel's recommended labeling for
% vlometazoline hydrochleride contains
special warnings related to the use of
adult and pediatric concentrations of the
drug. while no special warnings are
suggesied for the ditferent
concentrations of oxymetazoline
E:vdrochloride. The comment argued that
the Jabeling requirements for similar
ingredients should be standard and
requested that the additional warning
¢tatements be removed from the labeling
for xylometazoline hydrochloride.

The comment refers to the warning
recommended by the Panel in
§ 341.80(b)(10} for 0.05 percent
zylometazoline hydrochleride which
states, “Do not give this product to
children under 2 years except under the
advice and supervision of a physician,”
gnd the warning in § 341.80(b)(11) for 0.1
percent xylometazoline hydrochloride
which states, “‘For adult use only. Do not
give this product to children under 12
years except under the advice and
supervision of a physician,” The
comment argued that similar warnings
were not recommended by the Panel for
oxymetazoline hydrochloride,

The agency has reviewed the
literature for oxymetazoline
hydrochloride and xylometazoline
hydrochloride used as topical nasal
decongestants. Oxymetazoline
hydrochloride and xylometazoline
hydrochloride are vasocenstrictors
which may cause side effects. They also
have a longer duration of action than the
other Category I topical nasal
decongestants. In & small chiid it is
difficult to measure a correct dose and
the child may inadvertently receive an
excessive dose by swallowing the
sdministered medication. Because these
drugs are potent, long-acting, and the
possibility of systemic effects exists, the
agency believes that, in the interest of
safety, oxymetazoline hydrochloride
and xylometazoline hydrochloride
should not be used in children under 6
years of age unless directed by a doctor.
Therefore, the agency is restricting the
use of both xylometazcline and
oxymetazoline in children under 6 years
of age. The agency is propesing that
labeling for the use of oxymetazoline
hydrochloride and xylometazoline
hydrochloride in children under 6 years
of age be provided to health
professionals, but not to the general
public. Thus, the Panel's recommended
dosage instructions for oxymetazoline
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hydrochloride and xy}ume?azu!ine
hyd; ochieride for childres under 6 years
of age in § 341.20 (] and (1) have beon
deleted and woved to professional
labeling in § 3439 {m) «nd {n}. ’"‘10
Panel's recon: r'r‘mied warnings
§ 341.80 (b {300, (41, (5. first pm of ‘m
and [’7 tﬂr( 1) Laa{, been revised

1 to the format of
:.I tentative final
monog-“ap'ws. Theee warnings have bean
moved from § 41 B0 and mdudmi @3
directions is o 341 80(d}), Thers!
although the age \/ is deleting the
waming regarding
0.05 percend
general O]
0.05 perc

rek;entay pm_u‘v

viometazoline from
fabeling, the dire cliom H
oxymaiazeline and 0.0
azoline will state ’hat

ti3 for use by adulis and
children 6 to under 12 years of age and
that for use in children under & years of
age a doctor should be consulted,

Regarding the comment’s request fur
deletion of the Panel’ s recommended
warning in § 341.80(b)(11) dealing with
the 0.01-percent Cr;m,ennmmn uf
xylometazoline, the agency concludes
that, based on the Panal's recommended
concentrations, which the agency has
adopted in this tenative final
monograph, there is a nzed for a
statement on produsts containing 0 1
percent xylometazolins against use by
children under 12 years nf age (because
the 0.05 percent concentration is 1o be
used in this age group). Thas, although
the waraing iu § 341 '3("‘ 311} has boen
removed from the warnings section, as
noted above. the content of the warning
has been retained and rostaind as
directions in new § 341.80(d}2}vi)
{a)(1) and (HY(7). There i3, however, no
need for such a statoraoni on products
containing oxymetazaoling because the
same strength soluiion (.05 parcent) is
used for both adults and children 6 to
under 12 yaars of age: there is no 0.1
percenf concerdration ¢ f oxymatazoling
proposed for inclusion in the
monograph.

28, One comment was opposad (9 the
Panel’s recoonmanded warniag for
inhalunt nasal decongrstast producis
§ 341.80(b){ (v} “Cauiinn Not for use
by mouth.” Tx;e um:mcm stated that use
by mouth is net a nnrmat or o peuted
use of this dusage form and that the
directions for use clearly indivate that
the product is to be used iniranasally.
The comment further stated that the
company's recards show no evidence of
inadvertent misuse in this way due to
lack of understanding. The comment
believed that this warning, rather than
providing needed instruction, actually
has a potential for inciting possibie
abuse by stimulating the imagination.
The comment recommended that this
warning not be required for inhalers.

children’s dosages for

The agency agrees with the
comment's recommendation that the
warning in § 341.80(L}(3}(iv), “Caution.
Not for use by mouth” is not needed for
inhalant nasal de zzgcsml‘ s The
desage and di s for
propylhexedrine in § 343.800d{2)(vi) and
the dosage and diveciions fur 1

; h 8 m § 341.80{d; ()i} of
this tentative el wonograph vleadly
indic ate thai these inhalints ave 1o be
used intranasally. Therefore, the
warning recommended by the Panel in
§ 341 80(1)){ jiv] for inhalent nasal
dectongvstants will not be included in
this tentztive final monograph.

30: Cre commeani recomuend=d (hat
the “warning” proposed by the Panel in
§ 341.80(b)(3 ][1J cons emmp werniing
nasal decongestant inhalers befure
should be deleted or moved ta the
“Directions” section. The comment
expressad the opinion that, hased cn its
extensive consumer experierce with
inhaler preducts, this instruction is
Unnecessary.

The agency agrees that the Punel’s
recommendcsd warning in
§ 341.80{b)(3)(i). “This inhaler shauld he
warmed in the hand hefore use to
increase effectiveness,” should he
deleted. Inhalers are dezigned to release

a safe and effcctive dose of aciive dirig
through vapoarization at ronm
temperatura. The agency has raviewed
the Panel's repm toand additional

material {Refs. 1, 2, and 3%, and cun £ind
no scientific or m“dmm data t support
the inclusion of this instructica in the
monograph. Therefore, the agenoy has
deleted this instruction from
§ 341.80(1}(3) of the Pancl's
recommendations.
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F. Commnante on Test ’n” Guidilinng

31 Two comments msugrmzd with the
Panel's recommendation that smoking
by test subjects should Le prohibited 24
hours prior to and during the testing of
nasal decongestant drugs. They argued
that coryza and hay fever studies have
shown that smokers constitute the
majority of the target population and
that it is therefore practical to attempt to
determine the response of smokers to
nasal decongestants. The comments also
contented that this recommendation
would make it more difficult to find
suitable test subjects and that studies
might become prohibitive in both cost

and time. Anocther petential problem
cited in the comments was the
possibility that both the psychological
effects of smoking withdrawal, e g.,
tension and anxiety, as well as ithe
decongestant effect of nagzal

de congestant drugs might modily the
automatic nervous gystem enough
during testing to result in reeudt in
studies with higsed ccm! isions, Clincal
data and a siatistics! analysis, whie h
alleged that smokiisg has no dl‘s! ernill
consistent effect on results sblained
from testing ninsal decongestunts, were
submitted as pari of one of the
comments (Raf, 1}

The agency has reviewed ithe resulis
cf these studies. They showed thai the
effect of the various drugs on the rasal
flow rate us well as the clinical
symptoms of both hay fever and acute
coryza on smokers wers fraquently quile
different from thoss observed in
nonsmokers, The \ol 28 sometimes
differed tenfuld, and ihe direction of the
differences was unpredistable. These
studies and the statisiizal analysis
indicated that it would be advisable to
use both smokers and nonsmokars in
clinical trials for nasal decongesiants.

The agency reviewed another study
on the response of over 500 subjects ﬁo
nasal derong( slants (Ref. 2). The tes
population included 43 percent \smel\ezﬁe
No discernible difference in nasal
airway resistence or in subjective
assessment of congestion ”"lstt,d when
the subjects entered the stuJy The
results of the study showed that the
smokers’ response to every one of the
topical nasal deCO]N’Cmd‘ﬂ: tested
tended to be less iha“ that of the
nonsmokers; however, that difference
was great enscugh to be significant in
only ene group {phenylephrine). The
results of this study suppurt the proposal
that there should be no curtailment of
smoking by subjecis p Jrhug(,ur‘ﬂ in

nasai deconge stant studies. Considesing
that a significant por tion of dw target
punuldt'on is made up of smokers, it
seems advisable o use bnth smokers
and nonsmokers in clinical trials, Rased
on the dsta reviewed, the agency
disagrees with the Panel's
recommendation that smokers be
required to obstain from smoking 24
hours priur to and during participation
in the testing of nas: f‘Pr'mum‘fants. An
important problem in studym&, smokers
who have abstained from cigarettes for
24 hours is the introduction of anxiety,
restlessness, and autonomic responses,
which may influence their nasal
resistence. As an alternative to the
Panel's recommendation, the agency
concludes that the results of testing in
smokers and nonsmokers should be
tabulated separately, analyzed
separately, and submitted in this form
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by the manufacturer. This procedure
would permit analysis of the data to
establish if smokers are indeed different
from nonsmokers in their response to
nasal decongestants.

{Note.~In revising the OTC drug review
procedures relating to Category L, published
in the Federal Register of September 29, 1981
{46 FR 47730), the agency advised that
tentative final and final monographs will not
include recomended testing guidelines for
conditions that industry wishes to upgrade to
raonograph status, Instead, the agency will
meet with industry representatives at their
request to discuss testing protocols. The
revised procedures also state the time in
which test data must be subritted for
cousideration in developing the final
monograph. {See also part IL. paragraph A.2
below—Testing of Categury I and Category
[l conditions.)}
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32. One comment contended that the
method of substantiating the claim
“reduction of sinus pressure” for nasal
decongestants, as described in the
Panel’s report at 41 FR 36414 and 38415,
was a pilot approach, not widely used or
recognized as a clinical research tool
applicable to the documentation of sinus
pressure changes, and could not be
properly or reproducibly executed. This
method involves the insertion of a trocar
or needle into the maxillary sinus under
topical anesthesia, The comment
pointed out that the verv act of
repeatedly inserting the trocar or needle
causes changes in the sinus pressure
which makes this method impractical as
a tool to substantiate pressure changes
due to the nasal decongestant. In
addition, the comment opposed the use
of this method on moral and ethical
grounds because it involved the use of
“invasive surgical techniques” in
volunteer subjects to obtain clinical
research data on OTC drugs and
therefore would not receive approval
from institational peer review
committees,

The agency agrees with the comment.
Further, the agency has determined that
the claim “relieves sinug pressure” will
be veclagsified frem Cetegory 1l to
Category L. {See comment 24 above.)
Therefore, a discussion of methods te
substantiate this claim is unnecessary.

11. The Agency's Tentative Adoption of
the Panel's Report

A. Summary of Ingredient Categories
and Testing of Cutegory H and Category
¥t Conditions

1. Summary of ingredient categories.

The agency has reviewed all claimed
active ingredients submitted to the
Panel, as well as other data and
information available at this time, and is
proposing to reclassify one nasal
decongestant active ingredient from
Categary I to Cutegory L For the
convenience of the reader, the following
table is included as a summary of the
categorization of nasal decongestant
active ingredients by the Panel and the
propesed classification by the agency.

Agen-

Nasal decongestant active ingredients oy

Panst

Beschwood creosote {cral
Bornyl acetate (topical) ...
Camphor (topical/inhalant} ..
Cedar loaf oil (topical) ...
1-Desoxyephedrine (inhalant,
Ephedrine (oral)....
Ephedrine hydrach
Cphedrine sutfate (oral)............
Facephedrine hydrochloride (ora
Ephedring (topical) ...
Ephedrine hydrochloride (topical}
Ephedrine sulfate (topical) ...........
Racephedrine hydrochloride (topicall. .
Eucalyptol/eucalyplus ¢t (topical/inhal- | it i
ant).
Menthol/peppermint ¢if (topical/inhalant).... B 1]
Mustard oil (aliylisothiocyanate) (togical/ | i 3
inhatant).
Naphazoline hydrochloride (topicall....
Oxyrnetazoline hydrochioride (topicaly
Prenylephrine hydrochloride (oral) ...
Fhenylephrine hydrochicride (topical)
Fhenyipropanolanine bitartrate (oralj. .
Phenylpropanotaraine hydrochloride (cral)...
Phenylpropanolamine maleate {orah .
Fhenyipropanolamine hydrochicride {
cal}.
Propythexedrine (inhatant)........... .
Pseudoophedrine hydrochloride (oral
Pseudoephedrine sulfate (oral) ...
Thenyldiamine hydrochloride {torical
Thymal {irhalant) ..o .
Turpentine it (spirits of turpentine) (oral) ...
Turpentine ofl (spirits of turpentino} {topi- | I
cal/inhalant).
Xylormetazoline hydrechloride (topica)...... t (

Rl i
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2. Testing of Category Il and Category
HI Conditions. The Panel recommended
testing guidelines for nasal decongestant
drug products {41 FR 38376 and 38437).
The agency is offering these guidelines
as the Panel's recomendations without
adopting them or making any formal
comment on them. Interested persons
may communicate with the agency
abiout the submission of data and
information to demonstrate the safety or
effectiveness of any nasal decongestant
ingredient or condition included in the
review by following the procedures
cutlined in the agency’s policy statement
published in the Federal Register of
September 29, 1981 (46 FR 47740) and
clarified April 1, 1983 (48 FR 14050). This
policy statement inclndes precedures for
the submission end review of proposed
protocols, agency meetings with
industry or other interested persons, and
agency communications on submitted
test data and other information.

B. Summary of the Agency’s Changes

FDA has considersd the comments

and other relevant information and
concludes that it will tentatively adopt
the nasal decongestant section of the
Panel’s report and recommended
monograph with the changes described
in FDA's responses to the comments
above and with other changes described
in the summary below. A summary of
the changes made by the agency
follows.

1. The agency is amending the
definitions proposed by the Panel in
§ 341.3 to include a definition of an “oral
nasal decongestant drug” and a “topical
nasal decongestant drug.”

2. The agency is reclassifying 1-
desoxyephedrine as a topical nasal
decongestant {administered by a nasal
inhaler) from Category I1I to Category 1.
Accordingly, this ingredient is included
in the tentative final monograph in
§ 341.20(b}(1). In additon to the required
labeling for all topical nasal
decongestants, specific labeling
requirements for 1-desoxyephedrine is
heing added in § 341.80(c)(2)(ii), and
§ 341.80(d)(2) {i) and (viii). (See
comment 8 above.)

3. The agency is deleting the dosage
instructions for the use of oxymetazoline
hydrochloride and xylometazoline
hydrochloride in children under 6 years
of age that were recommended by the
Panel in § 341.20 (c) and {h) and moving
these dosage instructions to professional
labeling in § 341.90 {m)} and (n). The
agency concluded that oxymetazoline
hydrochloride and xylometazoline
hydrochloride should not be used in
children under 6 years of age unless
directed by a doctor. (See comment 28
above.)

4. The agency is amending the dosage
instruction for oxymetazoline
hydrochloride that was recommended
by the Panel in § 341.20{c) (redesignated
as § 341.80{d)(2)(iv) so that the dosage
interval of use will be stated in terms of
“hours” as follows: “Adults and children
6 to under 12 years of age {with adult
supervision): 2 or 3 drops or sprays in
each nostril not more often than every
10 to 12 hours. Do net exceed 2
applications in any 24-hour period.
Children under 6 years of age: consult a
doctor.” The Panel had recoramended a
tapical dosage of oxymetazoline
hydrechloride of “2 to 3 dreps or sprays
of a 0.05-percent aguecus solution in
cach nostril 2 times daily {in the
morning and evening].” The
recommended dosages for all of the
other topical nasal decongestants in the
Panel’s monograph were stated in terms
of “hours.” The ageney has evaluated
data on the use of this drug and
concludes that a dosage interval of
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every 10 to 12 hours is an appropriate
interval for this drug (Ref. 1),
Reference |

(1} Mujik, M., and }.M. Van Rossum,
“Comparative Pharmacodynamics of
Sympathomimetic Imidazolines; Studies on
Intestinal Smooth Muscle of the Rabbit and
the Cardivascular System of the Cat,”
Archives Internationales de
Pharamacodynamie et de Therapie, 155:432—
443, 1965.

5. The agency is classifying 1 percent
phenylephrine hydrochloride as a
Category I topical nasal decongestant.
Because the data suggest that the 1-
percent concentration is more likely to
induce rebound congestion, the agency
is proposing the following warning in
§ 341.80(c}(v) for the 1-percent
concentration of phenylephrine
hydrochloride: “Frequent use of this
product may cause nasal congestion to
recur or worsen.” (See comment 17
above.)

6. The agency is deleting from the
Panel's recommendation in
§ 341.20(d)(2) the provision that topical
nasal decongestant drug products
containing phenylephrine hydrochloride
when administered to children 2 to
under 6 years of age should be used only
in the form of nose drops and not in the
form of nasal sprays. The dosage
instruction for phenylephrine
hydrochloride in a 0.125-percent
aqueous solution idendified in
§ 341.80(d}(2){v)(a)(4) in the tentative
final monograph will now permit the use
of drops or sprays for children 2 to
under 6 years of age. (See comment 19
above.)

7. Phenylpropanolamine preparations
for use as nasal decongesiants are not
classified in this tentafive final
monograph. Instead, issues related to
the use of phenylpropanclamine in OTC
nasal decongestant drug products, as
well as in OTC weight control drug
producis, will be discussed in detail in a
separate document to be published in
the Federal Ragister in the near future.

8. The agency is deleting the
statement regarding propythexedrine
proposed by the Parel in § 341.20(0):
“This inhaler should retain effectiveness
for a minimum of 2 to 3 months.” A
medification of that statement and a
related statement are now included in
new § 341.80(d}(2)(viii), “Other required
statements,” and are applicable to
inhalers containing either 1-
desoxyephedrine or propythexedrine.
The new statements are: “This inhaler is
effective for a minimum of 3 months
after first use,” and “Keep inhaler tightly
closed.” The agency concluded that
these statements are important for
consumers’ information because volaiile
substances such as 1-desoxyephedrine
and propylhexedrine when used in an

inhaler becomes less potent upon
continued exposure to air.
Manufacturers of these producis
recognize this fact and include such
statements on their product labels (Ref.
1).

Reference

(1) Baker, C.E., et al., “Physicians’ Desk
Reference for Nonprescription Drugs,” 3rd
Ed., Medical Economics Co., Oradell, NJ, pp.
582, 583, and 6359, 1982,

9. The agency is modifying the Panel's
recommendations in § 341.20(g)
{redesignated as § 341.80(d)(1)(ii)} by
providing for a more flexible dosage
interval and by reducing the adult oral
dosage of pseudoephedrine preparations
from 60 mg every 4 hours, not to exceed
360 mg in 24 hours, to 60 mg every 4 to 6
hours not to exceed 24C mg in 24 hours.
For children 6 to under 12 years of age,
the oral dosage has been reduced from
30 mg every 4 hours, not to exceed 180
mg in 24 hours, to 30 mg every 4 to 6
hours, not to exceed 120 mg in 24 hours.
For children 2 to under 6 years of age,
the oral dosage has been reduced from
15 mg every 4 hours, not to exceed 90 mg
in 24 hours, to 15 mg every 4 to 6 hours,
not to exceed 60 mg in 24 hours. (See
comment 18 above.}

10. The agency is adding to § 341.80 a
“Statement of identity" paragraph
(designated as § 341.80(a)) to conform
with the format of other recently
published advance notices of proposed
rulemaking or tentative final
monographs. Inclusion of the new
paragraph has necessitated a
redesignation of § 341.80({a) to
§ 341.80(b), and § 341.80(b)} to
§ 341.80(c). The agency is also
redesignating Subpart D as Subpart C
and placing the labeling sections of the
monograph in Subpart C.

11. The agency is combining several
indications that were required under
§ 341.80(a) (redesignated as § 341.80(b)).
The agency believes that comuining
these indications presents them to the
consumer in a clearer and more concise
manner. Therefore, the indications
recommended by the Panel in § 341.8i{a)
(1), {2), and (3) have been revised,
combined, and redesignated as
§ 341.89(b)(1). The Panel's recommended
indications in § 341.80(a) (5), (8), and (8)
are also being combined, revised, and
redesignated as new § 341.80(b}({2)
("Other allowable indications”) which
provides manufacturers the option to
use additional indications in labeling.

12. The agency is reclassifying the
claim “relieves sinus pressure” from
Categery III to Category I. Accordingly,
the Category I indications for nasal
decongestants recommended by the
Panel in § 341.80(a) (9) and {10) .
(redesignated as § 341.80{b}(2) (iv) and
(v)) are being expanded to include this
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claim in the tentative final monograph
as follows:

“(iv) ‘Helps decongest sinus openings
and passages; relieves sinus pressure.””

“{v} ‘Promotes nasal and/or sinus
drainage; relieves sinus pressure.”” {See
comment 23 above.)

13. The agency is deleting the Panel’s
recommendation in § 341.80(a)(11) that
claims relating to duration of effect for
nasal decongestant products must be
substantiated and accompanied by a
specific time period. The agency points
out that duration of effect has been
included in the established dosages and
directions for these products by stating
the frequency of use (in terms of hours),
which indirectly tells the consumer the
duration of the products’ effects.

14. The agency is deleting the Panel’s
recommendation for topical nasal
decongestants in § 341.80(a}{12)
regarding statements related to time to
onset of action, such as fast or quick. As
with all OTC drug products, nasal
decongestants are expected to achieve
their intended results within a
reasonable period of time. However, the
specific period of time within which
nasal decongestants achieve these
results is not related in a significant way
to the safe and effective use of the
products. Therefore, terms such as
“fast” or “quick” are outside the scope
of the OTC drug review. For other
classes of products in the OTC drug
review, however, statements relating to
time of action may properly fall within
the list of terms covered by the
monograph. (See comment 2 above.}

15. The agency is deleting the Panel’s
recommendation in § 341.80(a}(13)
which refers to claims describing a
“cooling sensation” demonstrated by
certain topical nasal decongestants. The
agency has concluded that it has no
objection to the use of terms which
describe certain physical and chemical
qualities of a drug, as long as these
terms do not imply that any therapeutic
effect might occur, are true and not
misleading, and are distinctly separated
from labeling indications. Terms
describing product characteristics, e.g.,
color, odor, flavor, and feel, appear in
the labeling for consumers’ information
and will not be specifically addressed in
the monograph.

16. The agency is revising the
warnings section proposed by the Panel
in § 341.80(b) (redesignated as
§ 341.80(c)) for clarity by listing the
warnings according to ingredient and
dosage form (i.e., oral or topical nasal
decongestants).

17. The agency is revising the warning
recommended by the Panel in
§ 341.80({b}(1)(i) (redesignated as
§ 341.80(c)(2)(i}{a))} to read as follows:
“Do not exceed recommended dosage
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because burning, stinging, sneezing, or
increase of nasal discharge may occur."”
(See comment 25 above.)

18. The agency is slightly revising the
warning recommended by the Panel in
§ 341.80(b)(1){iii) (redesignated as
§ 341.80(c)(2)(i)()) to read as follows:
““The use of this container by more than
one person may spread infection.” {See
comment 27 above.)

19. The agency is deleting the word
“nigh” {in reference to fever) from the
warning for oral nasal decongestants
recommended by the Panel in
§ 341.80(b)(2)(ii) (redesignated as
§ 341.80(c)(1)(i}{5)). Fever can be defined
as a body temperature above the normal
temperature of 98.6 "F (37 "C). In the
same or different disease states,
however, fevers may vary significantly.
Fever may be low grade, moderate, high,
intermittent, or sustained. The particular
characteristics of a fever depend on the
disease state, and, in many cases, on the
stage of development of the disease. The
word “high” has been deleted from the
warning because the agency believes
that it is important for the consumer to
recognize the presence of fever,
regardless of whether the fever is high
or low. Additicnally, the Panel's
warning in § 341.80(6){2)(ii)
(redesignated as § 341.80(c)(1)(i)(b)) is
being revised to conform with the format
of similar warnings in the tentative final
monograph.

20. The agency is amending the
warning for oral nasal decongestants
recommended by the Panel in
§ 341.80(b)(2)(iii) (redesignated as
§ 341.80(c)(1)(i)(c)), to include “difficulty
in urination.” The amended warning will
read as follows: “Do not take this
product if you have heart disease, high
blood pressure, thyroid disease,
diabetes or difficulty in urination due to
enlargement of the prostate gland unless
directed by a doctor.” (See comment 13
above.) In addition, the agency has
concluded that the warning in new
§ 341.80(c)(1)(i)(c}) for oral nasal
decongestants should also apply to all
topical nasal decongestants, except
topical inhalants. Accordingly, the
warning is also being added to this
tentative final monograph as
§ 341.80(c)(2)(iii)(b). (See comment 4
above.) (NOTE: For oral and topical
nasal decongestant warnings in the
monograph, the agency is proposing to
use the word “use” to denote topical
use, and the word “take” to denote oral
use.)

21. The agency is simplifying the
warning recommended by the Panel in
§ 341.80(b)(2)(iv) {redesignated as
§ 341.80(c}{1)(i)(d)) to read as follows:
“Drug interaction precaution. Do not
take this product if you are presently

taking a prescription drug for high blood
pressure or depression, without first
consulting your doctor.” (See comment
22 above.)

22, The agency is deleting the warning
recommended by the Panel in

. § 341.80(b)(3)(i) which states: “This

inhaler should be warmed in the hand
before use to increase effectiveness.”
The agency found this warning
unnecessary because inhalers are
designed to release a safe and effective
dose of active drug through vaporization
at room temperature. {See comment 30
above.)

23. The agency is moving and revising
the Panel’s recommended warnings in
§ 341.80(b) {3)(ii). {4}, (5). first part of (6},
(7). (8), {9) (10), and {11) and including
them as part of the directions in the
appropriate sections in new § 341.80(d).

24. The agency is moving the warning
recommended by the Panel in
§ 341.80(bj(3)(iii) and is including it as
part of the directions. The warning
previously stated: *Children should not
have unsupervised access to this
inhaler.” The agency believes that a
statement of this should apply not only
to inhalers, but also to any topical nasal
decongestant product labeled for use in
children because of the possibility of
adverse reactions occurring from misuse
or overuse of these products. Therefore,
the phrase “with adult supervision” is
being added to the directions for topical
nasal decongestants which are labeled
for use in children.

25, The agency is deleting the Panel's
recommended warning in
§ 341.80(b){3)(iv) for inhalant nasal
decongestants which states: “Caution:
Not for use by mouth.” The agency has
concluded that the directions for use of
inhalant nasal decongestants ag stated
in § 342.80{d)(2) (i) and (vi) in the
tentative final monograph clearly
indicate that these products are to be
used intranasally and not by mouth.
{See comment 29 above.)

28. The agency is revising for clarity
the warning for 0.05 percent naphazoline
hydrochloride recommended by the
Panel in § 341.80(b)(6) (redesignated as
§ 341.80(c)(2)(iv)) to read as follows: “Do
not use this product in children under 12
years of age because it may cause
sedation if swallowed.” (See comment
14 above.)

27. The agency is adding to § 341.80 a
“Directions” paragraph (designated as
§ 341.80(d)), to conform with the format
of other recently published advance
notices of proposed rulemaking and
tentative final monographs. To simplify
and clarify the labeling, FDA is also
slightly modifying the Panel's directions
for use.

28. The Panel did not address topical
nasal decongestants in a jelly dosage
form, although these products are
presently marketed. The agency has
concluded that a nasal jelly should not
be used in children under 6 years of age
and therefore this restriction is being
added to the appropriate “Directions”
sections. (See comment 19 above.)

29. The warning concerning
enlargement of the prostate gland in
§ 341.80(c)(1)(i)(c) and
§ 341.80(c)(2)(iii)(b) proposed by the
agency in this document for oral and
topical nasal decongestants is being
modified for products labeled for use
only in children. The reference to
“enlargement of the prostate gland “is
not needed for products labeled for use
only in children. The new warning “Do
not give this product to children who
have heart disease, high blood pressure,
thyroid disease, or diabetes unless
directed by a doctor,” is being added to
the tentative final monograph in
§ 341.80(c)(1)(ii)(c) and
§ 341.80(c)(2){ix)(b). (See comments 13
and 21 above.) Additionally, all
warnings for products which are labeled
for use only in children 2 to under 12
years of age are being designated in the
monograph and reworded to reflect the
administration of the products by adults
rather than self administration.
Warnings for products which are
labeled for both adults and children are
also being proposed in the tentative
final monograph.

30. In an effort to simplify OTC drug
labeling, the agency proposed in a
number of tentative final monographs to
substitute the word “doctor” for
“physician” in OTC drug monographs on
the basis that the word “doctor” is more
commonly used and better understood
by consumers. Based on comments
received to these proposals, the agency
has determined that final monographs
and any applicable OTC drug
regulations will give manufacturers the
option of using either the word
“physician” or the word *‘doctor.” This
tentative final monograph proposes that
option.

The agency proposes to revoke the
existing warning and caution statements
in § 369.20 for “nasal preparations; oil
base,” “nasal preparations in plastic
spray containers,” ‘“‘nasal preparations;
vasoconstrictors,” and “phenylephrine
hydrochloride preparations, oral” at the
time that this monograph becomes
effective. .

The agency has examined the
economic consequences of this proposed
rulemaking in conjunction with other
rules resuiting from the OTC drug
review: In a notice published in the
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Federal Register of February 8, 1983 (48
FR 5806), the agency announced the
availability of an assessment of these
economic: impacts. The assessment
determined that the combined imparts
of all the rules resulting from the OTC
drug review do pot constiiute a major
rule aceording to the criteria established
by Executive Order 12291. The agency
therefore concludes that not one of these
rules, including this proposad rule for
OTC nasal decongestant drug products,
is a major rule,

The econamin sssessment also
concluded that the overall OTC drvg
review was pot Vkely to have a
significant economic impact on a
substantial number of smull entities as
defined in the Regulatory Flexibility Act,
Pub. L. 96-354. That assessment
included a discretionary Regulatory
Flexibility Analysis in the event that an
individual rule mighi irapose an unusval
or disproportionafe impact on small
entities. However, this pariicalar
rulemaking for OTC nasal decongrstant
drug products is not expauted to pose
such an impact on small businesses.
Therefore, the agency certifies that this

“proposed rule, if implemonted, will not
have a significant economic impact on a
stibstantial numbfer of small entities.

The agency invites public comment
regarding any substantial or significani
economic impact that this relemaking
would have on OTC nasal decongestant

rug products. Types of impact may
include, but are limited to, costs
associated with praduct testing,
relabeling, repackaging, or
reformulating. Comments regarding the
impact of this rulemaking on OTC nasal
decongestant dreg produocts shoold be
ancompanied by appropriate
documentation. Because the agency has
not previously invited specific comment
on the economic impact of the OTC drug
review on nasal decongestant drug
products, a period of 120 days from the
date of publication of this proposed
rulemaking in the Federal Register will
be provided for comments en this
subjest in be developed and submitted.
he aganoy will evaleate any comments
and supporting data that are received
and will reassess the economic impact
of this rulemaking in the preamble to the
final ruls

The agency has carefully considered
the potential environmental effects of
this proposal and has concluded that the
action will not have a significant impact
on the human environment and that an
environmental impact statement
therefore will not be prepared. The
agency'’s finding of no significant impact,
and the evidence supporting this finding,
is contained in an environmental

assessment (under 21 CFR 25.31,
proposed in the Federal Register of
December 11, 1979; 44 FR 71741), which
may be seen in the Dockets
Managementt Branch, Food 2048 Drug
Administration.

List of Subjects in 21 CFR Part 341

CTC drugs: Aniicholinergics:
Expectorants; Bronchadilators;
Antitussives; Nasz! decongestants.

On July 9. 1982 &1 47 FR 40002, FDA
proposed to amend 21 CFR Suhahapler B
by adding & new Part 341, Proposed Pard
341, as ymended on October 26, 1882 (47
FR 47520j and Gciaher 13, 1983 (46 FR
48576), wou!d be further amendad as
follows:

Therefore, under the Federal Foaid,
Drug, and Cosmetic Act {secs. 207{p],
5G2, 5013, 701, 52 Stat. 1041-1042 a5
amended, 1630~1053 as amended, 1055—
1056 as amended by 70 Stat, 9319 and 72
Stat. 948 (21 U.8.C. 321{p), 355. 571}}. and
the Adminisirative Procedure Act {secs.
4, 5, and 10, 60 Statl. 238 and 243 as
amended (5 U.8.C. 533, 554, 702, 703,
704)). and under 21 CFR 5.11 it is
proposed to make the following
amendments:

PART 341—{AMENDED]

1. In proposed Subpart A, § 341.3 is
amended by adding new paragraphs (h)
and (i} o read as follows:

§ 341.3 Definitions.
. - % .
(h) Orol nasal decongestant drug. A
drug which is taken by mouth and acts
systemically to reduce nasal congestion

caused by acute or chronic rhinitis,

(i} Tepical nasal dzcongestant drug. A
drug which when anplied topically
inside the nose, in the form of drops,
jellies, or sprays, or when inhaled
intranasally reduces nasa! congesiion
caused by acute or chronic: rhinitis

2. In Subhpart B, new § 341.20 is added,
to read as follows:

§ 341.20 Nasal decongestant active
ingredients.

The active ingredients of the product
consist of any of the following when
used within the dosage limiis and in the
dosage forms estabiished for each
ingredient in § 341.80(d):

(8} Oral ncsal decongestanis. (1}
Phenylephrine hydrochloride.

(2) Pseudoephedrine hydrochloside.

{3) Pseudoephedrine sulfate.

(b) Topical nasal decongestants, (1) 1-
DBesoxyephedrine.

(2) Ephedrine.

(3) Ephedrine hydrochloride.

(4) Ephedrine sulfate.

(5) Racephedrine hydrochloride.

(6) Naphazoline hydrochloride.

{7) Oxymetazoline hydrochloride.

(8) Phenylephrine hydrochloride.

(9) Propylhexedrine.

(10) Xylometazoline hydrochloride.

3. In proposed Subpart C, new § 341.80
is added and § 341.90 is amended by
adding new paragraphs {m} and (n] to
read as follows:

§341.80 Labeling of nasal decongestant
drug products.

(1) Statement of identity. The labeling
of ihe product contains the established
name of the drug, if any, and identifies
the product as a “nasal decongestant.”

{(b) Indications. (1} Tha labeling of the
product contains a statement of the
indications under the heading
“Indications” that is kmited to the
following phraze: “For the temporary
relief of nasal congestion due to the
commen cold (cold), hay fever” (which
may be followed by any of the
foliowing: “(allergic rhinitis),” “or other
upper respiratory aliergies,” or “or other
upper respiratory allergies (allergic
rhinitis,”} “or assuciated with sinusitus.”

(2) Other allowable indications. In
addition {o the required information
identified in paragraph (bj{1) of this
section, the labeling of the product may
contain any of the following statements
provided such statements are peither
placed in direct conjunction with
information required to appear in the
labeling nor ocsupy labeling space with
greater prominence or cunspicousnsss
than the required information.

(i} “For the temporary relief of” {select
one of the following: “stuffy nose,”
“stopped up nose.” “nasal stuffiness,” or
“clogged up nose.”)

(i} {Selacted one of the following:
“Reduces swelling of,” “Decongesis,” or
“Helps clear™} “nasal passages; shrinks
swolien membranes.”

(i1} “Tempoerarily resteres freer
breathing through the nose.”

(iv) “Helps decongest sinus openings
and passages; relieves sinus pressure.”

{v) “Promotes nasal and/or sinus
drainage; relieves sinus pressure.”

(c) Warnings. The labeling of the
product contains the following warnings
under the heading “Warnings™:

(1) Oral nasal decongestants—{i) For
products containing phenylephrire
hydrochloride, pseudosphedrine
hydrochloride, or pseudoephedrine
sulfate identified in § 341.20(a} (1), (2},
and {3} when labelsd for adults. {¢) Do
not exceed recommended dosage
because at higher doses nervousness,
dizziness, or sleeplessness may occur.”

(£) “Do not take this product for more
than 7 days. If symptoms do not improve
or are accompained by fever, consuit a
doctor.”
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(¢} “Do not take this product if you
have heart disease, high blood pressure.,
thyroid disease, diabetes, or difficulty in
urination due to enluargement of the
prostate gland unless directed by a
doctor.”

(d} “Drug Interaction Precaution. Do
not take this product if you are presently
taking a prescription drug for high blood
pressure or depression, without first
consulting your doctor.”

{:1) For products containing
phenylephrine hydrochioride,
preadoephbedrine hydrochloride, or
pseudoephedrine sulfute identified in
§341.20(a) (1), {2), end {3) when labeled
for children under 12 years of age. {a)
“Do not exceed recommended dosage
because at higher doses nervousness,
dizziness, or sleeplessness may occur.”

(5] “Do not give this product to
¢hildren for more than 7 days. If
symptoms do not improve or are
accompained by fever, consult a
doctor.”

{e) “Do not give this product to
children who have heart disease, high
blood pressure, thyroid disease, or
diabetes, unless directed by a doctor.”

{) "Drug Interaction Precavtion. Do
not give this product to a child who is
taking a prescription drug for high blood
pressure or depression, without first
consulting the child's doctor.”

(iif) For oral nasal decongestant
products labeled for both adults and
children under 12 years of age. The
labeling of the product centains the
warnings identified in paragraph {c){1){i}
of this section.

{2) Topical nasal decongestants—(i)
For products conteining any topical
nasal decongestant identified in
& 841.20(b) when lakeled for adults. (a)
“Do not exceed recommended dosage
because burning, stinging, sneezing, or
increase of nasal discharge may occur.”

{b) “The use of this container by more
than one person may spread infection.”

{ii} For products containing 1-
desoxyephedrine identified in
§ 341.20(b)(1) when used in an inkalont
dosage form and when labeled for
adults. “Do not use this product for more
than 7 days. If symptoms persist, consult
a doctor.”

(ill) For products containing
ephedrine, ephedrine hydrochloride,
ephedrine sulfote, racephedrine
hydrochloride, naphazoline
hydrochloride, oxymetazoline
hydrochloride, phenylephrine
hydrochloride, or xylometazoline
hydrochloride identified in § 341.20(b)
(2), {3), (4), (5), (6). (7). {8), and (10} when
used as nasal sprays, drops, or jellies
and when labeled for adults. {a) Do not
use this product for more than 3 days. If
svmptoms persist, consult a doctor.”

{b} “Do not use this product if you
have heart disease, high blood pressure,
thyroid disease, diabetes, or difficulty in
urination due to enlargement of the
prostate gland unless directed by a
doctor.”

(iv) For products coniaining
naphazoline hydrochioride identified in
§ 341.20(b){6} at a concentration of 0.05
percent, Do not use this product in
children under 12 years of age because it
may cause sedation if swallowed.”

{v) For products containing
phenylephrine hydrochiocride identified
in § 341.20(b)(8) at a concentration of 1
percent. “Frequent use of this product
may cause nasal congestion fo recur or
worsen.”

{vi) For products containing
propylhexedrine identified in
§ 341.20(6)(9) when used in an inhalant
dusage form and when lubeled for
«dults. "Do not use this product for more
than 3 days. If symptoms persist, consult
a doctor.”

{vii) For products containing any
topical nasal decongestant identified in
§ 341.20(b) when labeled for children
under 12 years of age. The labeling of
the product contains the warnings
identified in paragraph {c){2)(i} of this
section.

(viii) For products containing 1-
desoxyephedrine identified in
§ 341.20(b)(1) when used in an inhalant
dosage form and when labeled for
children under 12 years of age. Do not
use this preduct for more than 7 days. If
symptoms persist, consult a doctor."”

{ix} For products containing
epliedrine, ephedrine hydrochloride,
evhedrine sulfate, racephedrine
hydrochloride, naphczoline
hydrochloride, oxymetazoline
hydrochloride, phenylephrine
hydrochloride, or xylometazoline
hydrochloride identified in § 341.20(b)
(2). (3). (4), (5), (6), (7). (8), and (10) when
used as nusal sprays, dreps, or jellies,
and when labeled for children under 12
years of age. (¢) “Do not use this
product for more than 3 days. If
symptoms persist, consult a doctor.”

(&) “Do not use this product in
children who have heart disease, high
blood pressure, thyroid disease, or
diabetes unless directed by a doctor.”

{x) For products containing
propylhexedrine identified in
§ 341.20(b)(9) when used in an inhalant
dosage form and when lubeled for
children under 12 years of age. *Do not
use this product for more than 3 days. If
symptoms persist, consult a doctor.”

{xi) For topical nasal decongestant
products labeled for both adults and for
children under 12 years of age. The
labeling of the product contains the
applicable warnings identified in

paragraphs (c}{2)(1), (i1}, {iii), and {vi) of
this section.

(d) Directions. The labeling of the
product contains the following
information under the heading
“Directions’:

{1) Oral nasal decongestants—i{i) For
products containing phenylephrine
hydrochioride identified in
§ 341.20{c)(1). Adults; 10 milligrams
every 4 hours not to exceed 60
milligrams in 24 hours. Children 6 to
vuder 12 years of age: 5 milligrams every
4 hours not to exceed 30 milligram in 24
hours. Children 2 to under 6 years of
age: 2.5 milligrams every 4 hours not to
exceed 15 milligrams in 24 hours.
Children under 2 years of age: consult a
doctor.

{ii} For products containing
pseudoephedrine hydrochloride or
pseudoephedrine sulfate identified in
§ 341.20fa) (2) and {3). Adults: 60
milligrams every 4 to 6 hours not to
exceed 240 milligrams in 24 hours.
Children 6 to under 12 years of age: 30
milligrams every 4 to 6 hours not to
exceed 120 milligrams in 24 hours.
Children 2 to under 6 years of age: 15
milligrams every 4 to 6 hours not to
exceed 60 milligrams in 24 hours.
Children under 2 years of age: gonsult a -
doctor.

(2) Topical nasal decongestants—(i}
For products containing I-
desoxyephedrine ideniified in
§ 341.20(b)(1) when used in an inhalant
dosage form. The product delivers in
each 800 milliliters of air 0.04 to 0.150
milligrams of 1-desoxyephedrine.
Adults: 2 inhalations in each nostril not
more often than every 2 hours. Children
6 to under 12 yearas of age {with adult
supervision}): 1 inhalaticn in each nostril
not more often than every 2 hours.
Children under 6 years of age: consult a
doctor.

{it) For products containing ephedrine,
ephedrine hydrochlcride, ephedrine
sulfate, or racephedrine hydrochloride
identified in § 341.20{b) (2), {3), {4), and
(5)—{a) Nasal drops or sprays—For a
a.5-percent aqueous s¢lution. Adults: 2
or 3 drops or sprays in each nostril not
more often than every 4 hours. Children
6 to under 12 years of age (with adult
supervision): 1 or 2 drops or sprdys in
each nostril not more often than every 4
hours. Children under 6 years of age:
consult a doctor.

(B) Nasal jelly—¥For a 0.5-percent
water-based jelly. Adults and children 6
to under 12 years of age {with adult
supervision}: place a small amount in
each nostril and inhale well back into
the nasal passages not mere often than
every 4 hours. Children under 6 years of
age: consult a doctor.
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{1ii} For products contoining
naphazoline hydrochloride 1den tified in
§341. ”O[b 3{6}~J a} Nasal drops or
Sprays— or @ 295-percent agquevus
solution, Adu‘h lor2 m'opz OT Sprays
in each nostril rml more often than every
6 bours. o not give 1o children vnder 12
years of uge v d by 2 doctor,

(2 Fora o o GQUe
solution. Ciildren & to undey 12
age (with edult 5 Jp vi :
or gprays in eac
than evmy &h
years of age: con

(b)Y Nusal jelly-—17} For a 0.05 pu' ol
water-based jally, Adults: place & small
amount in exch nostril and inhale well
back into the nasal paszages not more
often than every 6 hours. Du not give to
children under 12 years of age unless
direcied by a docior,

{2) For a 0.025-percert waler-bused
jelly. Children 8 1o under 12 years of age
(with adult supsrvision}: place a small
arount ;b each nostril and inhale well
back into the nasal passuages not mere
cften than every 6 hou

s, Children under
6 years of age: consuit a doctor.

(iv) For products conicining
oxymetazoline bydrochlor ide i Identifiod
in § 341.20(b)(7)—{a) Nuscl drops or
sprays—~For u 0.05-percent agqueous
selution. Adults and children 6 to under
12 years of age {with adull supervicion):
2 or 3 drops or sprays in each nostril not
more often than every 10 to 12 honrs. Do
not exceed 2 spplications in any 24-hour
period. Chiidren under 8 years of 2gu
consult a doctor.

() Naseld jei 3,«’»~-—F1}1‘ u U.05-percent
waier-bosed jeily, Adults and children 6
to under 12 years of age (with adult
supervision): place a smzll amount in
each nostsil end inhale well back into
the nasal passages not more ofien than
every 10 to 12 boeurs. Do not exceed 2
applications in any 24-hour peried.
Children under 8 years of age: consult a
doctor.

(v] For pooducis ¢
p/zeny/’r"“ yrine b h de identifiod
in § 341.20/bi{8)—(1) Nuoa]d TODS OF
spreys—{1) For a 1-percent aqueous
solwiien. Adulis: 2 or 3 dreps or sprays
in each nostril not more often than every
4 howrs. Do not give to children under 12
years of age unless directed by a doctor.

{2) For a 0.5-percent aqueous soluiion.
Adults: 2 or 3 drops or sprays in each
nostril not more often than every 4
hours. Do not give to children under 12
years of age unless directed by a dogtor,

(3) For a 0.25-percent aqueous
solution, Adults and children 6 to under
12 years of age (with adult supervision):
2 or 3 drops or sprays in each nostril not
more often than every 4 hours. Children
under 6 years of age: consult a doctor.

(4} For a 0.125-percent aquecus
solution. Children 2 to under 6 years of
age (with adult supervision): 2 or 3 drups
or sprays in each nostril not more ofien
than every 4 hours. Children under 2
years of age: consult a doctor.

(b} Nas« ('je//'r/——(l] Fora "—pezw'zz
water-bused jelly. Adulis: place a small
amount in each nostril and inhale well
bark intn the nasal passages not more

ften than every 4 hours. Do net glve to
Lh‘.ld!‘bl’} under 12 years of age unless
directed by a doctor.

(2) For a v.5-percent water- b(rﬂlijm
Aduits: plecv 8 small amcunt in each
nostril and inhale well back into the
nasal passages not more often than
every 4 hours. Do not give to children
under 12 years of age unless directed by
a doctor.

(3) For a 6.25-percent waler-based
jelly. Adultz and children 6 to under 12
years of age (with adult s:zpervision):
place a small amount in each nostril and
inhale well buck into the nasal passages
not more often than every 4 hours.
Children under 6 years of age: consull a
dector.

(Vi) For producis containing
propyihexedrine identified in
§ 341.20(b)(9) whern used in an inholant
dosage ferm. The product delivers in
each 800 milliliters of air 0.04 t0 .50
milligrams of propyvlhexedrine. Adulis
and children 6 to under 12 yeurs of age
(with aduli supervision): 2 inhalations in
Péch nostril not more often than evmy 2
hours. Children under 6 years of age
consult a docior,

(vii) For [(mluc’ conlaining
X x% ometazoline hydrochior lu’e identified
in § 341.20(b{1)—{a} Nasal dreps or
sprays—(7) fora 0.1 pe; cent ayueous
sdlution. Adults: 2 or 3 drops or sprays
in each nestsil not mere often than evey
8 to 10 hours. Do not give to ch’ldren
under 12 years of age unless directed by
a doctar

(2} For u 0.05-percent agueous
solution. Children 6 to under 12 years of
age (with adult supervision): 2 or 3 drops
or $prays in each nostril not more often
than evey 8 t¢ 10 hours. Children under
6 years of age: cousult a doctor.

(b) Nasal jelly~—(1) For a 0.1-percent
water-based jeily. Adults: placed a
small amecunt in edch nostri! and inhale
well back into the nasal passages not
more often than every 8 to 10 hours. Do
not give to children under 12 years of
age unless directed by a doctor.

(2) For a 0.05-perceint water-based
Jelly. Children € to under 12 years of age
(with adult supervision): place a small
amount in each nostril and inhale well
back into the nasal passages not more
oftern than evey 8 to 10 hours. Children
under 6 years of age: consult a doctor.

(viii) Other required statemenis—For
products containing 1-descx yhphedrfns
or propylhexedrine identified In
§341.20(b)(1) or {3} when used i an
inhalfamt dosage form.

(@] “This inhaler is effective for a
minimum of 3 months after first use.”

(5} “Keep inhaler tightly closed.”

(e) The word “physician” may be
substituted for the word “dactor” in any
of the labeling statemenis above.

§341.90 Professional labeling.

* ¥ * * *

{m) For products containing
oxymetazoline hydrochloride identified
in § 341.20(t)(7). Children 2 to under 8
years of age: 2 or 3 drops of sprays in
each nostril of 2 0.025 percent aquecus
solution not more often than every 10 to
12 hours. Do niot exceed 2 applicatioas
in any 24-hour pericd.

(n) For pm(’ucts conteining
xylometazoline hydrochlori de ideniified
in § 341.20(b){10). Children 2 to uader 6
years of age: 2 or 3 drops or sprays in
each nostril of a 0.05-percent aguesus
solution not more often than every € 1o
10 Lours.

Intcrested persons, may, or or before
May 15, 1985, submit to the Ducket
Management Branch (HFA~305}, Food
and Drug Administration, Rm. 4-62, 5600
Fishers Lane, Rockville, MD 20857,
wriiten comments, objections, or
requests for oral hearing before the
Commissicner on the proposed
regulation. A request for an oral bearing
must specify points to be covered and
time requested. The agency has
provided this 120 day period (instead of
the normal 60 days) because of the
number of OTC drug review documenis
being published com,urrently Wrilten
comments on the agency’s economic
impact determination may be submitted
on or before May 15, 1985. Three copies
of all comments, objections, and
requests are to be submitted, except that
individuals may submit one copy.
Comments, objections, and requests arg
to be identified with the docket number
found in brackets in the hearing of this
document and may be accompanied by
a supporting memorandum or brief,
Comments, objections, and requests
may be seen in the above office between
9 a.m. and 4 p.m., Monday through
Friday. Any scheduled oral hearing will
be announced in the Federal Register.

Interested persons, on or before
January 15, 1986, may also submit in
writing new data demonstrating the
safety and effectiveness of those
conditions not classified in Category L.
Written comments on the new data may
be submitted on or before March 17,
1986. These dates are consistent with
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the time pericds specified in the
agency'’s final rule revising the
procedural regulations for reviewing and
classifying OTC drugs, published in the
Federal Register of September 29, 1981
{46 FR 47730}, Three copies of all data
and comments on the data are to be
submitted, except that individuals may
submit ene copy, and all data and
comments are to be identified with the
docket number found in brackets in the
heading of this docurment. Data and

comments should be addresed to the
Dockets Management Branch (HFA-305)
{address above). Received data and
comments may alse be seen in the
above office between 9 am, and 4 p.m.,
Monday through Friday.

In establishing a final monograph, the
agency will ordinarily consider only
data submitted prior to the closing of the
edrninistrative record on March 17, 1966,
Data submitted alter the closing of the
administrative record will be reviewed

by the agency only after a final
monograph is published in the Federal
Register unless the Cormmissioner finds
good cause has been shown that
warrants earlier consideration.

Dated: December 31, 1984,
Frank E. Young,
Commissioner of Food und Drugs.
Margaret M. Heckler,
Secretary of Health and Human Services.
[FR Doc. 85-681 Filed 1-14-85; 8:45 am]
BILLING CODE 4160-01-M





