Brief Summary of OTC Antihistamines with

Chronic Idiopathic Urticaria (CIU) Indication



I. History of OTC Antihistamines in the U.S.

Schering Corporation has submitted a supplement for loratadine (NDA 19-658)
requesting a change of the status from prescription (Rx) to over-the-counter (OTC). Schering
Corporation would like to include recurring or chronic hives [chronic idiopathic urticaria (CIU)]
in addition to allergic rhinitis as an OTC indication. The Final Rule for OTC antihistamines
allows allergic rhinitis as an OTC indication. This document only discusses the history of the
Agency’s position regarding the OTC use of antihistamines to treat hives.

The Advance Notice of Proposed Rulemaking (ANPR) (41 FR 38312) to establish a
monograph for OTC Cold, Cough, Allergy, Bronchodilator, and Antiasthmatic Drug Products
was published in September 1976 in combination with recommendations by the Advisory
Review Panel (the Panel) on these drug products. The Panel report did not discuss hives as an
OTC indication for antihistamines because no data regarding this use was submitted to or
reviewed by the Panel. As a result of the ANPR, in January 1985, a Notice of Proposed
Rulemaking (NPR) (50 FR 2200) was published. In this notice, one comment requested that
hives be included as an indication (Attachment 1); however, no action was taken by the Agency
because the comment did not include any data. In addition, hives was not included in the Panel
report. Thus, the proposed OTC indications for antihistamines were limited to temporary relief
of runny nose, sneezing, itching of nose or throat, and itchy, watery eyes due to hay fever or
allergic rhinitis. This NPR also included an indication for temporary relief of runny nose and
sneezing associated with the common cold.

The Final Monograph for OTC Antihistamine Drug Products (FM) (57 FR 58356) was
published in December 1992. The ingredients listed in this FM are: bromopheniramine maleate,

chlorcyclizine hydrochloride, chlorpheniramine maleate, dexbrompheniramine maleate,



dexchlorpheniramine maleate, diphenhydramine citrate, diphenhydramine hydrochloride,
doxylamine succinate, phenindamine tartate, pheniramine maleate, pyrilamine maleate,
thonzylamine hydrochloride, and triprolidine hydrochloride. In this FM, the Agency addressed
two comments recommending “symptomatic treatment of allergic itching” as an indication for
antihistamines (Attachment 2). One comment was withdrawn without any explanation. The
second comment cited three references demonstrating antihistamine effectiveness in treating
manifestations of skin allergies. The comment argued that the data supported an indication for
the relief of “itching skin caused by allergy to local irritants such as poison ivy, oak, or sumac, or
caused by hives.” The agency disagreed with the comment for the following reasons: (1) hives
are a component of systemic anaphylactic reaction and use of antihistamines would delay
physician diagnosis and treatment, (2) there was no data demonstrating that the average person
can distinguish between a mild allergic reaction and life-threatening condition with similar
symptoms, and (3) one reference cited in the comment stated that identification and removal of
the cause of urticaria is the ideal treatment. Therefore, the Agency did not support allergic
itching as an OTC monograph condition, and the indications listed in the NPR remained

unchanged, except for deletion of the “common cold” indication.

II. Foreign Marketing of Loratadine for CIU/Hives

The Agency’s position on the OTC use of antihistamines to treat hives is compared and
contrasted to the position taken by foreign health regulatory agencies. Loratadine is available as
a prescription drug in 80 countries and as a prescription-free drug in 33 countries (Attachment 3).
Prescription-free countries are those that allow loratadine to be purchased from a pharmacist

(i.e., “behind-the-counter”) or without the intervention of a pharmacist (i.e., “over-the-counter”).



All 33 prescription-free countries allow allergic rhinitis as an “OTC” indication, but only 29
countries allow hives. One country (Sweden) limits prescription-free loratadine to treatment of
allergic rhinitis, but references hives in the indications section of the labeling by stating, “Other
areas of application, follow physician’s instructions.” Although hives is an indication on
prescription-free loratadine in 29 countries, only 7 countries market this drug “OTC,” while the
remaining 22 countries selling these products “behind-the-counter.” The 7 “OTC” countries are:
Belgium, Canada, Germany, Ireland, the Netherlands, Russia, and United Kingdom (UK). The
Agency is not aware of any foreign health regulatory body retracting loratadine’s prescription-
free status.

More information about “OTC” marketing of antihistamines for hives can be gleaned by
examining loratadine sales in Canada and UK. Both countries allow allergic rhinitis and hives
indications. In Canada, loratadine has been sold “OTC” with these indications since its entry
into the market in 1990. Canada’s health regulatory agency allows “OTC” marketing of
loratadine as well as many other oral antihistamines. In contrast, UK’s health regulatory body,
Medicines Control Agency (MCA), originally classified loratadine with the current indications as
Pharmacy (P), meaning it is dispensed by a pharmacist without a prescription. In December
2001, MCA reassigned loratadine to General Sales List (GSL), which corresponds to the U.S.
OTC status with a limitation of 7 tablets per package. In the months preceding this
reassignment, MCA requested public comment regarding this proposed P-to-GSL switch. MCA
received 35 responses with only three objection to the reassignment, and these three responses
did not concern hives. The dearth of objections relating to hives may be due to the vast number
of P class oral antihistamines having a hives indication. Also, many topical antihistamines with

a hives indication are classified as GSL.



The labeling of loratadine products within Canada (Attachment 4) and United Kingdom
(Attachment 5) for the treatment or relief of CIU can vary considerably, because the health
regulatory agencies in both countries review the labeling of each marketed drug product on an
individual basis. Examination of labeling for loratadine products from 18 prescription-free
countries, including the 7 “OTC” countries, revealed differing language to describe the CIU
indication. Denmark is the only country studied whose labeling referred solely to “urticaria.”

7 &L

Labeling from the other 17 countries contained the words such as “hives,” “rash,” “allergic skin

<

condition,” “allergic dermatologic condition,” or some combination of these words. Often, one
or more of these conditions was combined with “urticaria.” Labeling from these countries
differed greatly in three areas from the labeling proposed by Schering Corporation (Attachment
6) as follows: (1) Schering Corporation proposed to include the descriptive language “chronic”
and “recurring,” while “chronic” was only contained on labeling from 12 of the 18 countries, (2)
there was not a single foreign label containing the word “idiopathic” or any other language

describing the cause of urticaria, (3) none of the foreign labels contained any statement

signifying the need for prior physician diagnosis as stated on the proposed U.S. labeling.
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Cold, Cough, Allergy, Bronchodilator, and
Antihistaminic Drug Products for
Over-the-Counter Human Use; Notice of
Proposed Rulemaking

Cold, Cough, Allergy, Bronchodilator, and
Antihistaminic Drug Products for
Over-the-Counter Human Use; Final Rule

Countries with Prescription-Free
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Loratadine Labeling in Canada
Loratadine Labeling in United Kingdom

Proposed United States Loratadine
Labeling by Schering



See hives discussion on next page. Full document follows.
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specifically recommended that the
warning state “Caultion: May cause
drowsiness. Alcohol may intensify this
effect. Use care when operaling a car or
dangerous machinery.” )

The agency agrees with the comments
that consumers should be warned that
drowsiness is a potential side effect of
antihistamine active ingredients. In fact,
the Panel recommended the warnings
“May cause drowsiness” or “May cause
marked drowsiness" in § 341.72(b) (5)
and (7) of its monograph. The degrec
and the frequency of the drowsiness
produced by a specific antihistamine
active ingredient determines which one
of the above warnings is required.

The specific warning suggested by one
comment would combine the drowsiness
warming with related warnings
concerning the use of alcohol or
operaling a motor vehicle or dangerous
equipment when taking antihistamines.
Combining these related warnings
would be beneficial to consumers.
However, the agency does not believe
that all of the specific language
suggested by the comment should be
used in the warnings. The comment
suggests that the warning “Alcohol may
intensify this effect” be substituted for
the Panel's recommended warning
“Avoid alcoholic beverages while taking
this product.” Tha agency has
determined that the consumer must be
warned to avoid alcohol to ensure the
safe use of antihistamines on an OTC
basis. Moreover, adding the phrase
“alcohol may increase the drowsiness
effect” to the warning provides more
information to the consumer as to why
alcohol should be avoided while taking
an antihistamine. The agency has,
therefore, included this phrase in the
warning.

In addition, the agency believes that
revising the Panel's recommended
wording “* * ¢ operating heavy
machinery" to the wording “* * *
operating machinery” better conveys. the
intent of the Panel. Some equipment that
requires mental alertness to operate
safely is not “heavy." [n addition,
waming consumers (0 use care when
operatling “dangerous™ machinery, as
the comment suggests, may not be
adequate. Consumers may not consider
some machinery dangerous when
operated by an alert individual.
However, virtually all machinery is
potentially dangerous if operated by a
person who is drowsy and not alert.

The agency concludes that combining
the specific labeiling suggested by the
comment with the warnings
recommended by the Panzl, with some
modifications, will provide more
informative labeling for the consumer.
Therefore, the warnings coacerning

drowsiness, the use of alcohol, 2nd
driving a motor vehicle or operating
machinery have been revised in this
tentative final monograph. Section
341.72(c)(3) reads as follows: “May
cause drowsiness; alcohol may increase
the drowsiness effect. Avoid alcoholic
beveragas while taking this product. Use
caution when driving a motor vehicle or
operating machinery.” Section
341.72(c)(4) reads as follows: “May
cause marked drowsiness; alcohol may
increase the drowsiness effect. Avoid
alcoholic beverages while taking this
product. Use caution when driving a
motor vehicle or operating machinery ™

14. One comment suggesicd That
antihistamines should be labeled to
inform consumers that these drugs are
useful in treating allergic rhinitis and
hives. but should not be labeled for
treating the symptons of asthina.

The Panel recommended that
antihistamines be lebeled for use in
treating symptoms of allergic rhinitis.
The agency agrees with the comment
and the Panel's recommendations
regarding this use.

The Panel recommended as past of
§ 341.72(b)(2). which has been
redesignated § 341.72{c)}(2) in
tentative final monograph,
antihistamines be labele
warning that persons wi
should not take them €xcept under the
advice and supervigfon of a physician.
The Panel point
many physiciafs consider the drying
side effect ofantihistamines to be

ugs should be contraindicated in
ts with this disease. The agency
cgdcurs with this recommendation and
t via Ew{arning proposed by the Panel.

imea.amynmlnm.n[_a:n.augmc )
reaction w. tincluded in the Panei's

Panel U3
antihistamines for hives, nor were any

view {

this use of antihistamines. The comment
id not provide any dat

substantiate its recommendation.
Accordingly, an indication for the u f
anthistamines in the treatmesnt of hives
as a symptom of an allergic reaction is
not being proposed in this tentative final

manograpli. ]
15. geveral comments poirted out that

some OTC products containing
antihistamines tay be labeled aad
marketed for use only in padiatric
populations. The commentis argued that
certain warnings and cauiion slatements
in the Panel's récommended monograph,
i-e.. “Do not take this praduct if you
have glaucoma or dilficulty in urination
due to enlargement of the prostate

gland. avoid driving a motor vehicle or
operating heavy machinery, and avoid
alccholic beverages while taking this
product,” apply only to adults and
should not be required on products
labeled strictly for use in childreq. The
comments recommended that an
exemptiong statement should be added
to the monograph under § 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 agrees that the warnings
recommended by the Panel in
§ 341.72(b)(2), (3). and (4). which have
been redesignated as § 341.72(c)(2). (3).
and (4) in this tentative final monograph,
concerning cperating a motor vehicle or
machinery, avoiding alcoholic
beverages, and the part of the warning
stalements concerning “difficulty in
urination due to enlargement of the
prostate gland™ are not necessary in the
labeling of products intended oualy for
pediatric use. These warnings are not
applicable to children and their
presence ia the labeling would tend to
distract parents from label warnings

- which are important. However, the.

agency does not agree that the part of
the warning about glavcoma in

$ 341.72{bj(2} should be deleted from the
labeling of pediatric products in this
tentative final monograph because
glaucoma does occur in children (Refs. 1
and 2}. In addition, the agency is
proposiag that the warnings be
reworded to reflect the administration of
the product by adults rather than self-
administration. Accordingly, the
tentative final monograph is amended
by adding the following to new

§ 341.72(c}):-

-{6) For products labeled for children
under 12 years of age. The labeling of
the product contains only the warnings
identified in paragraphs (c) (1) and (5) of
this section as well as the following:

(i) “Do not give this product to
children who have asthma or glaucoma
unless directed by a doctor.™

(i) For products containing

“brompheniramine maleate,
chlorpheniramine maleate,
dexbrompheniramine maleate,
dexchlorpheniramine maleate,
phenindamina tartrate, pheniramine
maleate, pyrilamine maleate.
thoazylemine hydrochloride, or .
triprolidine hydrochloride identified in
§341.12(a). (b). (c). (d). (2. (h). al. Gl.
and (k). “May cause drowsiness.

(iii) For products containing -
diphenhydramine hydrochloride and
doxylamiae succinate identified in
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DEPARTMENT OF HEALTH AnD
HUMAN SERVICES

Food and Drug Adminisiration
21 CFR Part 341
{Docket No. 7GN-OS2H|

Cold, Cough, Altergy, Bronchodilator,
and Antiasthmatic Orug Products for
Over_theCOunter Human Use;
Teatative Final tdonograph for orc
Aatihistamine Drug Products

AGENCY: Food and Drug Admiaistration.
ACTION: Notice of proposed rulemaking.
—_— T

SUM&}A‘RY: The Food and Deug

the-counter (OTC) antihistamine drye
products (drug products used for the
relief of the Symploms of hay fever and
Upper respiratory allergies, (allergic
rhinitis) and the symptoms ofsncezing
and runay nose associated with the
common cold) are gencrally recognized
as safe and effective and not
misbranded. FDA is issuing this notice
of proposed rulema king afte; -
coasidering the report znd
recommendations of the Advisory
Revicw Panel on OTC Coid. Cough:.
Allergy, Bronchodilator, and
Antiasthmatic Drug Products and public
comments on an advance notice-of
proposed rulemaking that was based on
those recommendations. This proposal
deals only with aatihistamine drug
products and is part of the ongoing
review of OTC drug products conducted
by FDA.
OATES: Written Comments, cbjections, or
requests for oral hearing on the
Proposed regulation before the
Commissioner of Food and Drugs 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 forreviewing and
classilying OTC drugs (21 CFR 330.10).
Written comments on the agency's
€comomic impact determination by May
15, 1985.

ADORESS: Wrilten comments, objections,

new data, or requests for oral hearing to
the Dockets Management Branch (HFA-

305). Food and Drug Administeation, R,

4-62. 600 Fishers Lane, Rockville; MD
20357,

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertsoa, Ceater for Drugs
aad Biologics (HFN-210). Foad and Drug
Administration. 600 Fiskers Lane,
Rockville, MD 20657, 1*61-4-13-4950.

SUPPLEMENTARY 1MFORUATION: [ the
Federal Register of Scpteaber 9, 1976
{41 FR 38312) FDA published. under

§ 330.19{2){G) (21 CTR 320.10(a){6}). an
advance natice of propesed rulemaking
te establish a monograph for OTC cold,
cough. ailergy, bronchadilator-and
entiasthmaatic drug products, together
with the recommendations of the
Advisoty Review Panel on OTC Cold,
Cough. Allergy. Bronchodilator, and
Artiasihmatic Drug Products, which
was the advisory review pancl
responsible for evaluating data on the
active ingredients in these drug classes.
Interested persons were iavited to
submit comments by December 8, 1976.
Reply comments in response to
comments filed in the initial comment
period could be submitted by January 7,
1977.

In a notice published in the Federal
Register of March 21, 1980 (45 FR 18400),
the agency advised that it had reopened
the adrainistrative record for OTC cold,
cough. allergy. bronchodilator, and
@ntiasthamtic drug products to allow for
consideration of data and information
that hed beea filed in the Dockets
Management Branch aficr the date the
adminisirative record previcusly had
officially closed. The ageacy concluded
that anv new data and information filed
prioar to Macch 21. 1659 should be
avaiiaable to the agency in developing &
proposed regulation in the form of a
tentative final moregraph.

In accordance with § 330.10{a)(10), the
data and information considered by the
Panel were put on public display in the
Dockets Management Branch (HFA-
303). Food and Drug Administration
(address above), after deletion of a
small amoust of trade secret .
information. Data and information
received zfter the administrative record
was reopeaded have also been put on -
display in the Dockets Management
Branch. In response to the advance
notice of proposed rulemaking, 12
manufacturers, 2 manufacturers’
associations, 16 health care
prolessionals, and 6 health care
professional societics submitied
comments on antihistamine drug
products. Copies of the comments
received are on public display in the
Dockets Management Branch. _

FDA is issuing the tentative final
1enograph for OTC cold. cough, allergy.,
bronchodilator, and antiasthmatic drug
products in segments. This document on
antihistamine drug products is the fifth
segment to be published. The first
scgment. on anticholinergic drug
products aad expectorant drug products,
v-is peblished in the Federal Register of
Fude 91982 (47 £R 20002). The sccond

segrenic on brorchodilator drug
preductes, was publislied in the Federal
Register of October 26, 1062 (47 IR
47526]. 1he third segment. on antitussive
drug products. was oublished in the
Federal Register of October 19, 1983 (44
FR 46576). The fourth scgment, on nasal
decongestant drug predacts, is being
published clsewhere in (his issuc of the
Fedecral Register. A subsequent segment
on combination crug oroducts and
general comments will be publishied in =
future issuc of the Federal Register.

The advance notice of proposed
rulemaking, which was published in the
Federal Register on Scptermber 9, 1976

" (41 FR 38312), was designated as a

" “proposed monograph™ in order to
conform to terminology used in the OTC:
drug review regulations {21 CFR 330.10).
Similarly, the present document is
designated in the OTC drug review
regulations as a “tentative final
monograph.™ its legal status, however, is
that of a proposed rule, In this tentative
firal monagraph (proposcd rute). FDA
states for the first time its position on
the estallishment of « monograph for
OTC antihistamine drug products. Final
&geacy action on this maltter will occur
wiili the publication at a future datc of 3
fieal menagraph. which will be a final
rule estabilishing a monograph for QTC
antihistamine drug products.

This tentative final monograpl would
amend Subchapter D of Chapterlcf
Title 21 of the Code of Federal
Regulations in Part 341 (as set forth in
the tentaiive final monograph on
anticholinergic durg products and
expectorant drug products that was
published in the Fedecal Register of Julv
9. 1962 (47 FR 30002)) in Subpart A, by -
adding in § 341.3, new paragraph (d); in
Subpart B, by adding new § 341.12; and
in Subpart C, by adding new § 341.72,

-aad by adding in § 341.90, new
parageaphs (b). (c). (d). (e). (f). (g). ().
(i). (). and (k). This proposal coastitutes
FDA'’s tentative adoption of the Panel's
conclusions and recommendations on
OTC antihistamine 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
clarity and regulatory accuracy and to
reflect new information. Such new
information has been placed on file in
the Dockets Management Branch
(address above). These modificatioas
are reflected in the {ollowing summary
of the comments and FDA’s responses to
them.

The OTC procedural regulations (21
CFR 330.10) have Leen revised to
coaforn to the decision in Cutler v.
Kennedy. 475 F. Supp. 828 (D.D.C. 1979].
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(Sec the Federal Register of Seplember
29, 1981: 46 FR 47730.) The Court in
Cutler teld that the OTC drug
regulations were unlawful to the extent
that they authorized the marketing of
Category Il 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 eifectiveness issues
that formerly resulted in a Category I
classification, and submission to FDA of
the results of that testing or any other
data, must be done during the OTC drug
rulemaking process, before the
establishment of a final monograph.

Although it was not required to do so
under Cutler, FDA will no longer use the
terms “Category I" (generally recognized
as safe and effective and not
misbranded), “Category II" (not
generally recognized as safe and
effective or misbranded), and “Category
UI" (available data aré insufficient to
classily as safe and effective, and
further testing is required) at the final
monograph stage, but will use instead
the terms “monograph conditions™ (old
Category I) and “nonmonograph
conditions™ (old Categories Il and III).
This document retains the concepts of
Categories L, I1, and III at the tentative
final monograph stage.

The agency advises that the
conditions under which the drug
products that are subject to this
monograph would be gencrally
recognized as safe and effective and not
misbranded (monograph conditions) will
be effective 12 months after the date of
publication of the final monograph in the
- Federal Register. On or after that date,
no OTC drug products that are subject
to the monograph and that contain
nonmonograph conditions, i.e.,
conditions that would cause the durg to
be not generally recognized as safe and
effective or to be misbranded, may be
initially introduced or initially delivered
for introduction into interctate
commerce unless they are the subject of
an approved new drug application
(NDA). Further, any OTC drug products
subject to this monograph that are
repackaged or relabeled after the
effective date of the moncgraph must be
in compliance with the monograph
regardless of the date the product was
initially introduced or initially delivered
for introduction into interstate
commerce. Manufacturers are
encouraged to comply voluntarily with
the monograph at the earliest possible
date.

la the advance notice of proposed
rulemaking for OTC cold. cough, allergy,
bronchedilator, and antiasthmatic drug

products {published in the Federal
Register of September 9, 1976 (41 FR
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

monograph in the Federal Register and
that the conditions excluded from the
monograph (Category II) be eliminated
from OTC drug products effective 6
months after the date of publication of
the final monograph, regardless of
whether further testing was undertaken
to justify their future use. Experience
has shown that relabeling of products
covered by the monograph is necessary
in order for manufacturers.to comply
with the monograph. New labels
containing the monograph labeling have
to be written, ordered, received, and
incorporated into the manufacturing
process. The agency has determined that
it is impractical to expect new labeling
to be in effect 30 days after the date of
publication of the final monograph.
Experience has shown also that if the
deadline for relabeling is too short, the
agency is burdened with extension
requests and related paperwork.

In addition, some products will have
to be reformulated to comply with the
monograph. Reformulation often
involves the need to do stability testing
on the new product. An accelerated
aging process may be used to test a new
formulation; however, if the stability
testing is not successful, and if further
reformulation is required, there could be
a further delay in having a new product
available for manufacture.

The agency wishes to establish a
reasonable period of time for relabeling
and reformulation in order to avoid an
unnecessary disruption of the
marketplace that could not only result in
economic loss, but also interfere with
consumers’ access to safe and effective
drug products. Therefore, the agency is
proposing that the final monograph be
effective 12 months after the date of its
publication in the Federal Register. The
agency believes that within 12 months
alter the date of publication most
manufacturers can show new labeling
and have their products in compliance
in the marketplace. However, if the
agency detemines that any labeling for a
condition included in the final
monograph should be implemented.
sooner, a shorter deadline may be
established. Similacly, if a safety
problem is identified for a particular
nonmonograph condition, a shorter
dcadline may be set for removal of that
condition from OTC drug products.

All “OTC Volumes™ cited throughout
this document refer ta the submissions
made by interested persons pursuaat to

the call-for-data notice published in the
Federal Register of August 9, 1972 (37 FR
16029} or to additional information that
has come to the agency’s altention since
publication of the advance nolice of
proposed rulemaking. The volumes are
on public display in the Dockets
Management Branch.

The Advisory Review Panel on OTC
Cold. Cough, Allergy, Broanchodilator,
and Antiasthmatic Drug Products
recommended that doxylamine
succinate be classified in Category I as
an antihistamine at adult oral dosages
of 7.5 to 12.5 milligrams (mg) every 4 o 6
hours, not to éxceed 75 mg in 24 hours
{see 41 FR 38419). However, since the
Panel’s report was published,
controversy has arisen concerning
whether or not there is an association of
a prescription drug product containing
doxylamine succinate with birth defects.
This drug product is prescribed as an
anlinauseant for use during pregnancy.

. In 1982, Eskenazi and Bracken {Ref. 1)

reported the results of a case coatrol
study of 1747 women, which suggests
that a child born to a mother who used
the doxylamine containing product was
at an approximalely four fold increased
risk for developing pyloric stenosis. The

" Boston Collaborative Drug Surveillance

Program recently reported to the agency
preliminary results of a cohort study
that also found an association between
exposure to a product containing
doxyvlamine succinate during pregnancy
and the occurence of pyloric stenosis in
infants. The reported increase in risk
was 2.7 fold. a finding consistent with
the Eskenazi and Bracken study.
Preliminary results from this study
suggest risk increasing with increasing
numbers of prescriptions. These reports,
however, do not establish that the
association is causal. Other factors, in
particular, the nausea and vomiting,
may account for the observed
association. Mitchell et al. (Ref. 2)
recently presented the findings of a
case-control study conducted by the
Drug Epidemiology Uit of Boston
University. This study, representing by
far the largest available data base, -
compared the use of a product

‘containing doxylamine succinate among

the mothers of 325 infants with pyloric
stenosis (o its use in mothers of 3,153
infants with other malformations. No
association between the use of a
product containing doxylamine
succinate during pregnancy and the
development of pyloric stenosis was
found. In addition, the agency has
examined Medicaid data to determine
whether in this data base there is an
association between the use of a
doxylamine succinate containing drug
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product by women dusiag pregnancy
and the occurrence ol pylaric stenosis i
infaats (Ref. 3). Based on an analvsis of
these data, the agency bas concluded
that the Medicaid data do ot supgort
such an association.

The agency is aware that &t this time
the scieatific and medical communities
are actively discussing and debating
whether or not doxylamine succinate, in
fact, plays a causal role in reported birth
defects. This subject has been discussed
and debated withoyt resolution at
several scientific meetings such as the
Teratology Society meeting and the
Society for Epidemiologic Rescarch
meeting that were held in June 1984, The
possible association of doxylamine
succinate with birth defeets continyes to
be disputed.

The time necessary to complete a ful]
review and evaluation of the new
studies concerning the use of a product
containing doxylamine succinate and
birth defects could resultin a
considerable delay in the publication of
the tentative final monograph fer QTC
antihistamine drug producis.
Accordingly, the agency has decided to
remove all discussion of the safety and
effectiveness of doxylamine succinate
from this document.

The agency intends to review and
evaluate the new data and informatios
cencerning the relationship Letweeq
doxylamine succinate and birth defects
thatis currently being generated in as
expeditious 2 manner gs possible. Based
on its review and evaluation of the da(s
and information, the agency will publisk
a separate document in the Federal
Register addressing the status of this
ingredient.

At this time, drug products containing
doxylamine succinate as an OTC
antihistamine will remain in the
marketplace with the warning required
for all OTC drug products, as follows:
“As with any drug, if you are pregnant
ot nursing a baby, seck the advice of a
health professional before using this
product.” :

Refecences

(1) Eskeaazi, B., and M. Bracken,

“Bendectin {Debenox) as a Risk Factor for
Pylocic Stenosis.™ Amercican Journal of
Obstetrics and € ynecclogy, 144:919-a24,
1982.

(2) Mitchell, A. A.. et al., “Bicth Defects in
Relatior: to Bendectin Use ia Pregaancy 11,
Fyloric Stenosis.” Americaa Jouaraal of
Obstetrics and ¢ yuecology, 147:737-742,
1983. : ’

(3) Rosa, F.W.. draft of unpuldished study,
OTC valume 041 [TFM, Docket No. 76N-0s214,
Dackets Management Branch.
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L The Ageacy's Tentative Conclusions
an the Camments

A. Ceneral Cozmments on Antiliictio
Lreg Products

1. Onc comment stated that the Panel
gave certain anlihistamines (i.e.,
diphenhydramine, methapyrilene,
phenindamine, pheniramine,
promethazine, pyrilamine, and
thonzylamine) Category I status oa the
basis of low-quality evidence. The
comment stated that the Panel
recognized that there were no controlled
clinical trials for these drugs, that
chronic toxicity studies in animals had

- not been performed, and that there was

no evidence that systematic literature
searches were conducted or that FDA
adversc reaction files were studied. The
comment concluded that these drugs
have been adjudged “safe” on the basis
of supcrficial information. The comment
contended that controlled clinical trials
are required for general recognition of
safety and effectiveness. The comment
recommended that a complete new
review of cough and cold ingredients be
conducted by FDA and that FDA imposec
an immediate ban of 2ll ingredients that
are not proven safe and effective by
scientific studies equivalent to those
required for prescription drugs.

In determining that certain
antihistamines should be generally
recognized as safe and effective far OTC
use, the Panel followed applicable _
regulations relating to the OTC drug
review. The regulations, at 21 CFR
330.10(a)(4)(i). state: “Proof of safety
shall consist of adequate tests by
methods reasonably applicable to show
the drug is safe under the prescribed,
recommended, or suggested conditions
of use. This proof shall'include resilts of
significant human experience during
marketing. General recognition of safety
shall ordinarily be based upon
published studies which may be
corroborated by unpublished siudies
and other data.™

The Panel's conclusions as to the
safety of the aforementioned
antihistamine drugs were arrived at in
accordance with the above regulation.
For the determination of safely, the
Panel reviewed published and
unpublished studies, Poison Control
Center statistics. FDA adverse reaction
reports, and other data in the literature,
and it used clinical and markelting
experience to corroborate these data.

Subsequent to the Panel's
determinations, new data were
developed concerning some of these
ingredients. On the basis of these data,
the agency has taken appropriate
regulatory action and in this tentative
final monograph is making necessary

.

ihanges to the Panel's recommendation
taor example. the Panel recommended
dlassification of methapyrilene’
hydrochloride and methapyrilenc
fumarate in Category [ 55
antihistamines. Subsequent to this
recommendation, a National Cancer
Iastitute (NCI) study, not available to
the Panel, provided data from which the
agency concluded that methapyrilene is
a potent carcinogen in animals and must
be considered a potential carcinogen in
man. These data are on file in the
Dockets Management Branch (address
above) under Docket No. 75N-0244 and
have been published (Ref. 1).

In June 1979, the agency initiated a

- recall of all oral and topical products

containing methapyrilene. -
Manufacturers have voluntarily recalled
all mc:hapyri[ene-contaiding products
from the market, and FDA has
withdrawn all NDAs for products
containing methapyrilene. Products
containing methapyrilene are -
considered misbranded under section
502 of the Federal Food, Drug, and
Cosmetic Act {the act) (21 U.S.C. 352)
and “new drugs” under section 201(p) of
the act (21 US.C. 321(p)). The agency
has therefore placed methapyrilene
fumarate and methapyrilcne
hydrochloride in Category H in this
dacument.

The Panel recommended a Category |
classification for promethazine
hydrochlaride. However, the agency has
concerns regarding the safe use of
promethazine hydrochloride as an OTC
antihistamine and has determined that
although promethazine hydrochloride
has been widely used as a prescription
drug product with a relatively low

- incidence of serious adverse reactions,

at this time general recognition of the
safety of this ingredient for long-term
use as an OTC antihistamine has not
been adequately established. (See
comment 9 below.) Therefore, the
agency is propasing that promethazine
hydrochloride be Category Il at this
time as an OTC antihistamine.

For the determination of effectiveness,
the agency agrees that the studies on
which the Panel based its conclusions
concerning diphenhydramine

" hydrochloride, phenindamine tartrate,

pyrilamine maleate, and thonzylamine
hydrochloride were not well-controlled.
However, the Panel reviewed published
studies, as cited in its report, and used
clinical and marketling experience to
corroborate these studies. The agency
coucludes that the evidence in these
studies and the Panel's experlise in
evaluating the clinical and macketing
éxperience are sufficient to establish
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general recognition of effectivenes of
these ingredients as antihistamines.
The agency has reviewed the Panel's
recommendations and all of the
supporting data and concludes that
there is a sufficient basis to determine
that brompheniramine maleate,
chlorpheniramine maleate,
diphenhydramine hydrochloride,
phenindamine tartrate, pheniramine
maleate, pyrilamine maleate, and
thonzylamine hydrochloride are
generally recognized as safe and

- effective when used as ingredients in

antihistamine drug products intended
for OTC use. -

Refereace

(1) Lijinsky, W., M. D. Reuber, and B. N.
Blackwell, “Liver Tumors Induced in Rats by
Chronic Oral Administration of the Common
Antihistamine Methapyrilene
Hydrochloride,™ Science, 209:817-819, 1980.

2. Several comments pointed out that
the table of symptoms and
phamacological groups in part IL.
paragraph B. of the Panel's report (11 FR
38320) omitted antihistamines as a
pharmacological group for treating
ruany nose. The comments stated that
both the report and the Panel's
recommended monograph contain
“running nose™ as a Category I claim for
antihistamines. Several of the comments
also criticized the Panel's omission from
the table, the report. and the monograph
of antihistamines as a pharmacological
group for treating “sinus congestion.”
These comments argued that because
“congestion™ is a symptom of allergic
rhinitis, and the Panel has placed
antihistamines in Category I for the
alleviation of the symptoms of allergic
rhinitis, “sinus congestion™ should be
included as a symptom to be treated
with antihistamines.

The agency agrees the antihistamines
were inadvertently omitted from the
table of symptoms and pharmacological
groups as a treatment for runny nose.
Runny nose as may occur in allergic
rhinitis is listed as a Category I claim for
antihistamines inthe Panel's report and
in § 341.72(a) (1). (2). and (6) of its
recommended monograph. Therefore,
the table of symptoms and
pharmocological groups in part IL.
paragraph B. is amended by the
publication of this document.

The agency does not agree that

" antihistamines should be included in the

table, report, or recommended
monagraph foc the treatment of “sinus
congestion.” The Panel recommended
antihistamines only for the treatment of
specific symptoms, i.e., runny nose,
sneezing, itching of the nose or throat,
and itchy, watery eyes associated with
allergic chinitis, and did not

recommended antihistamines for the
alleviation of all symploms associated
with allergic rhinitis, as stated by the
comment. Sinus congestion may result in
impaired sinus drainage due to nasal
obstruction caused by allergic rhinitis or
the “common cold.” The Panel reviewed
studies that measured the effects of
antihistamines or nasal obstnictions
(Refs. 1, 2, and 3). These studies
demoastrated that antihistamines did
not reduce nasal obstruction and
therefore did not aid in sinus drainage.
To the contrary, the studies indicated
that antihistamines may sometimes
further aggravate nasal obstruction
(Refs. 2 and 3). For that reason, the
Panel placed antihistamines in Category
11 for claims for the relief of symptoms
such as nasal obstructions, nasal
stuffiness, etc. The Comments did not
provide any data that demonstrate that
antihistamines are effective in the
treatment of “sinus congestion.” The
agency concurs in the Panel’s Category
Il classification.

Refecences
(1) OTC Volume 040306.
(2) OTC Volume 040114.
{3) OTC Volume 040123.

3. One comment stated that two
antihistamines should not be taken
simultaneously and recommended that
the labeling should be clear on this
matter. The comment did not further
elaborate on its statement.

The comment did not provide any
information or examples. It is not clear
whether there was concern about the
simultaneous ingestion of two drug
products each containing aatihistamines
ingredients that are specifically labeled
as “antihistamines" or the simultaneous
ingestion of two diffefent drug products
both containing antihistamines
ingredients but for different use, e.g., one
product labeled for “nightime sleep-aid
use™ with no labeling as an
antihistamine and another product
labeled for “antihistamines use.”

The agency recognizes that such
products are currently available in the
OTC drug marketplace but is unaware
of any information that would raise
health concerns. It is unlikely that a
consumer would concurrently take two
different OTC drug products both
containing antihistamines. The proposed
labeling for antihistamines in this
tentative final monograph specifically
requires that the product’s principal
intended use, i.e., “antihistamines,” be
stated in the labeling. By reading the
labels, a consumer is made aware that
different drug products contain
antihistamine intended to treat the same
symptoms. Therefore it is unlikely that

two such products would be taken
simultaneously.

The agency recognizes that at least
one antlihistamine ingredient,
diphenhydramine hydrochloride,
because of its numerous pharmacologic
properties, is marketed as an
“antihistamines,” “antitussive,” and
“nighttime sleep-aid™ drug product. A
coasumer could simultaneously ingest
two such products to alleviate
concurrent symptoms. However, the
agency is unaware of any information
that this does occur. In addition. the
agency is unaware of any data
demonstrating that the simultaneous
ingestion of two antihistamines labled
for different uses would resultin a
significant safety problem.

Therefore, the agency believes that
the proposed labeling for antihistamines
drug products in this tentative final
monograph is adequate and that at this
time there is no justification for
expanding the labeling to include
specific warnings regarding the
simultaneous ingestion of two
antihistamines. The agency invites
specific comments on this issue.

1. Several comments requested that
antihistamines, such as '
chlorpheniramine maleate, be alloived
to make claims for the treatment of
symptoms of the common coid.
Symptoms for which Category I labeling
claims were requested included the
relief of runny nose, sneezing, itching of
the nose or throat, and itchy. watery
eyes when associated with the common
cold. Two comments provided new data
describing the results of clinical studies
in which chlorpheniramine maleate was
evaluated for treating symptoms of the
common cold (Ref. 1). Another comment
stated that there was little evidence to
substantiate the usefulness of -
antihistamines for treating symptoms of
the common cold and that, in fact, there
are studies that demonstrate a lack of
effectiveness for the use of »
antihistamines in treating symptoms of
the common cold. The comment did not
identify these studies. -

The agency has reviewed the new
data submitted in support of the use of
chlorpheniramine maleate in treating the
symptoms of the common cold
enumerated above. The data submitted
included independently conducted,
multicenter, double-blind studies in
which chlorpheniramine maleate was
compared with a placebo in patients
with the common cold over a 7-day
period. In design and overall
methodology, these studies follow the
guidelines recommended by the Panel
for studyiag antihistamines in the
treatment of symptoms associated with
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the common cold. An additiona] study
conducted by 3 single investigator
included 196 patients with the common
cold who were followed for 4 2-day
period. This study was similar to the
multicentered studies except for the
length of time the patients were studied.
The studies provide evidence that
chlocpheniramine is significantly more
elfective than a placebo in alleviating
the symptoms of runny nose and
sneezing associated with the common
cold. However, (he data do not provide
statistical evidence to show that
chlorpheniramine is effective in
relieving itching of the nose or throat, o:
itchy, watery eyes associated with the
common cold. The agency has, therefore,
concluded that chlorpheniramine is
effective in treating runny nose and
sneezing associated with the common
cold. Because the pharmacologic actions
of the various Category I antihistamines
are similar, the agency believes that the
data submitted for chlorpheniramine
allow Category I status for these claims
to be extended to all Category [
antihistamine active ingredients.
Accordingly, an indication for the
temporary relief of ruany nose and

- sneezing associated with the common

old has been added to proposed

§ 341.72(b) of this tentative final
monograph.

Relerence

(1) Comment Nos. SUPOG1 and SUPOQs,
Dockc}: No. 76N-0052. Dockets Management
canch.

5. One comment recommended that, in
view of the reported toxicity of
brompheniramine maleate and
chlorpheniramine maleate, the quantity
of these antihistamines contained in
OTC packages should be limited. For
example, the comment recommended
limiting brompheniramine and
chlorpheniramine products to 24 foil-
wrapped tablets for the 4-mg strength
tablets and to 12 tablets for the 8- and
12-mg strength tablets, The comment
also recommended that containers of
larger quantities of these 4ntihistamines
have child-resistant closures. The
comment did not provide any data to
support its recommendations.

FDA has established quantity
limitations for certain OTC drugs in
order to limit the possibility of
accidental poisoning of children. See, for
example, 21 CFR 201 308 (ipecac syrup)
and 21 CFR 201.314 (children's aspirin).
The Consumer Product Safety
Commission (Ccrsc), however, has the
authority to require child resistant
closures for OTC drug containers. FDA
is aware that CPSC has reviewed the
available data on antihistamines to
determine if child-resistant closures are

warrauted for OTC drug products
¢ettaining these ingredients. CPSC has
published a final rule that drug products
containing more than 75 mg
diphenhydramine hydrochloride in a
single package and in a dosage form
intended for oral administration be
required to have child-resistant
packaging. (See CPSC Requirements for
Child-Resistant Packaging:
Diphenhydramine Hydrochloride
published in the Federal Register on
February 15, 1984; 48 FR $337.) CPSC
found that serious toxic effects can be
preduced with doses of
diphenhydramine hydrachloride as low
as 100 mg. .

CPSC reviewed the toxicity of
antihistamines other than
diphenhydramine. However. it did not
prapose that any antihistamine other
than diphenhydramine be required to be
packaged with child-resistant closures.
Because of the lack of significant
toxicity data for antihistamines other
than diphenhydramine, CPSC concluded
that child-resistant closures were not
necessary for these drugs, regardless of
the amount of drug contained in each
package.

The comment did not submit any data
demonstrating a need to limit the
package size of non-diphenhydramine
antihistamine drug products. Moreover.
FDA does not have other data or
information showing that limiting the
package size for these antihistamines is
necessary. In the case of
diphenhydramine, CPSC is requiring
that ckild-resistant closures be used for
packages of drug products containing
greater than 75 mg diphenhydramine. If
the agency proposed limiting the -
package size of such drug products to7s
mg diphenhydramine or less, each
package would contain only six
children's doses of 12.5 mg or one and
one-half adult doses of 50 mg. Limiting

. the package size to such low numbers of

dosages would be impractical. The
agency believes that CPSC's
requirement for child-resistant closures
for drug products containing
diphenhydramine provides a sufficient
safeguard against accidental overdose
in children, and that package size
limitations are therefore unnecessary far

-such drug products.

B. Comments on Switching Prescription
Auntihistamine Active Ingredients to
OTC Statys

6. Several comments agreed and
others disagreed with the Panel's
recommendation to allow the OTC
marketing of certain antihistamines
which were previously available only by
prescription or at higher dosage levels
than thosc currently permitted for OTC

use. The comments which disagreed
with the Panel unanimously
recommended that those antihkistamines
which were previously available by
prescription only. i.e., promethazine
hydrachloride, diphenhydramine
hydrochloride, brompheniramine
maleate, chlorpheniramine maleate at a
dosage of 4 mg, should remain
prescription products. In general, the
comments expressed opinions, without
supporting data, that the benefits
obtained from allowing these
antihistamines to become available
OTC would not outweigh the risks to
which consumers would be exposed.
Among the risks mentioned were (1)
toxic effects from overdosage, (2)
varying degrees of drowsiness and
different adverse reactions in different
palients, (3) a potential for becoming
dependent on the sedative effect of
antihistamines, (4) the development of a
tolerance to antihistamines, and (s)
corfusion among consumers from too
many antihistamines on the market. The
comments also expressed concern that
asthmatics with severe bronchitis would
suffer from a thickening of secretions
due to the anticholinergic effect of
antihistamines.

In the preamble to the Panel's report
at 41 FR 38313, the agency disagreed
with the Panel's classification of
diphenhydramine hydrochloride as 1
Caltegory I antihistamine. The agency's
objection to the Panel's recommendation
to place these ingredients in Category I
was based on the degree of drowsiness
produced as a side effect. Subsequently,
in a final decision concerning the OTC
marketing of diphenhydramine
hydrochloride as an OTC antitussive
drug product, published in'the Federal
Register of August 31, 1979 (44 FR
$1512), the Commissioner found that the
risk of drowsiness in itself does not
justify restricting a drug to prescription
use if “the manufacturer provides
essential information in the labeling and
packages the drug in child-resistant
containers.” The requirement of child-
resistant closures has been addressed in
comment § above. The agency. .
therefore, is proposing in this tentative
final monograph that diphenhydramine
hydrochloride at an adult dosage of 25.
to 50 mg and doxylamine succinate at an
adult dosage of 7.5 to 12.§ mg every 4 to
6 hours be Category I as OTC
antihistamine drug products. (See
comments 8 and 15 below.)

The agency disagrees witha comment
that contended that higher-doses of
chlorpheniramine maleate should not be
allowed OTC. Chlorpheniramine
maleate has been available by
prescriplion at the 4-mg dosage level
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and OTC at the 2-mg and the 4-mg
dosage levels; however, data reviewed
by the Panel shows that
chlorpheniramine maleate at a dosage of
4 mg every 4 to 6 hours is the minimum
effective dosage for adults. Therefore,
the agency is proposing that
chlorpheniramine maleate be available
OTC at the 4-mg dosage. The warning
statements proposed in § 341.72 of this
lentative final monograph will advise
consumers of the appropriate use of
antihistamines and of the risks
associated with them. (See comment 12
below.)

The agency agrees with the Panel's
. classification of brompheniramine
maleate and is proposing that this
ingredient be Category I.

. Issces regarding the safety of
promethazine hydrochloride have not
yet been resalved. The agency is
proposing a Category III classification of
this ingredient at this time. (See
comment 9 below.)

7. Ore comment contended that the
antihistamine dexchlorpheniramine
maleate should be made available OTC.
The comment explained that
chlorpheniramine maleate, which the
Panel classified as a Category I
antihistamine, is a mixture of dextro-
and levo-optical forms in which most of
the activity of the antihistamine results
from the dextro-optical form. The
comment pointed out that
dexchlorpheniramine maleate is
composed of the dextro-optical form.
The commerit argued that a small dose
of the more active dexchlorpheniramine
would give the same effectiveness as a
larger dose of chlorpheniramine and
would, therefore, be safer because
patients would be exposed to a small
amount of active ingredient. The
comment cited “The United States
Dispensatory” (Ref. 1) in support of its
argument, as follows: “* * * it would
appear that administration of the dextro
isomer in half the dose of the racemic
compound would provide practically the
same antihistaminic activity as the latter
(i.e., chlorpheriramine) and but half of
its toxic effects; the expectation has
been confirmed clinically.” The
comment recommended that the agency
classify dexchlorpheniramine maleate
as a Category I antihistamine in doses of
2,4, and 6 mg.

Dexchlorpheniramine maleate is
currently marketed under an approved
abbreviated new drug application
(ANDA) as a prescription drug at a dose
of 2 mg every 4 to 6 hours for adults, a
dose of 1 mg every 4 10 6 hours for
children 6 to under 12 years of age, and
a dose of 0.5 mg every 4 to 6 hours for
children 2 to under 6 years of age (Refs.
2 and 3). Chlorpheniramine maleate is

currently marketed as an OTC
antihistamine drug, and the agency is
proposing to place chlorpheniramine
maleate in Category I at a dose of 4 mg
every 4 to 6 hours for adults and a dose
of 2 mg every 4 Lo 6 hours for children 6
to under 12 years of age. (See comment
12 below.)

An in vitro and an in vivo study of
dexchlorpheniramine maleate,
chlorpheniramine maleate (racemic
mixture), and the levo-optical form of
chlorpheniramine maleate in guinea pigs
and degs has demonstrated that the
dextro-optical form
(dexchlorpheniramine maleate} of
chlorpheniramine maleate is the active
moiety in the racemic mixture (Ref. 4).
The data from this study demonstrate
that dexchlorpheniramine maleate has
approximately twice the antihistaminic
activity of chlorpheniramine maleate
{racemic mixture). Therefore, the
appropriate OTC dosages for
dexchlorpheniramine maleate are half
the proposed dosages for
chlorpheniramine maleate.

A review of FDA adverse reaction
reports since 1976 (Rel. 5) indicates that
only one adverse reaction (a patient
fainting) has been reported in cases
where dexchlorpheniramine maleate
was the only drug given.

Based on the safe and effective use of
dexchlorpheniramine maleate under an
approved ANDA, the safe and effective
use of chlorpheniramine maleate for
many years as an OTC antihistamine,
and a review of FDA adverse reaction
reports, the agency believes that
dexchlorpheniramine maleate can be
generally recognized as safe and )
effective for OTC use. The agency is
therefore proposing that | .
dexchlorpheniramine maleate be
classified as Category I as an OTC
antihistamine at a dose of 2 mg every 4
ta 6 hours, not to exceed 12 mg in 24
hours, for adults and a dose of 1 mg
every 4 to 6 hours, not to exceed 6 mg in
24 hours, for children 6 to under 12 years
of age. The agency also proposes a dose
of 0.5 mg every 4 t0 6 hours, not to
exceed 3 mg in 24 hours, for children 2 to
under 6 years of age under professional
labeling in the tentative final )
monograph. The labeling warnings are
identical to those being proposed ff)r
chlorpheniramine maleate.

Only timed-release dosage forms are
currently approved for adult doses
greater than 2 mg every 4 to 6 hours. An
approved NDA is required for such
products. (See comment 13 below.)
Therefore, dosages of 4 to 6 myg will not
be included in this tentative final
monograph. o

Although the agency is proposing in
this tentative final monograph to switch

dexchlorpheniramine maleate to OTC
use from its present status as a
prescription drug, OTC marketing may
not begin at this time. In the Federal
Register of June 3, 1983 (48 FR 24925),
FDA explained the enforcement policy
for drugs that were originally on
prescription status but which were being
proposed for OTC markeling under the
OTC drug review. As noted there, 21
CFR 330.13 permits OTC marketing of a
drug previously limited to prescription
use prior to publication of a final
monograph provided that certain
conditions are met. To qualify for such
treatment, the drug must, at a minimum,
have been considered by an OTC drug
advisory review panel and either
recommended for OTC marketing by the
panel or subsequently determined by
FDA to be suitable for OTC marketing.
Dexchlorpheniramine maleate was not
considered by a panel and, therefore,.
does not qualify for early OTC
marketing under the terms of the
enforcement policy set out in § 330.13.
Moreover, FDA believes that the drug is
not appropriate for OQTC marketing at
this time. FDA believes that public
comments submitted in response to the
proposed switch in status should be
evaluated before OTC marketing is
begun. Accordingly, until such
comments are reviewed,
dexchlorpheniramine maleate remains a
prescription drug subject to the terms
and conditions specified in its approved
ANDA. ’
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8. A number of comments discussed
the Panel's recommendation to allow
diphenhydramine hydrochloride to be
marketed OTC for use as an i
antihistamine. The comments varied
from complete disagreement with the
Panel’'s recommendation to suggestions
that the agency place limitations on the
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strength of the tablets and/or the size of
the packages and that child-resistant
closures be required for ali OTC
products containing this ingredient. Que
Ccomment suggested that .
d:pl_:cnhydramine hydrochloride be
available OTC ounly after consultation
with a pharmacist or “prescriber.” All of
(l}e comments were concerned about
diphenhydramine hydrochloride's
pronounced tendency for causing
drowsiness. ’

In the preamble to the Panel's repart
at 41 FR 38313, the agency dissented
from the Panel's Category I
classification of diphenhydramine
hydrochloride as an OTC antihistamine
ingredient. It was pointed out that at
that time no product containiag
diphenhydramine hydrochloride was
marketed OTC as an antihistamine at
anydosage level. In the preamble to the
Parel's report, the agency also deferred
a decision on the Panel's
recommendation to place
diphenhydramine hydrochloride in
Category I as an antitlussive ingredient
unitil the agency made a decision
concerning a pending supplemenial
NDA for OTC status of
diphenhydramine hydrochloride as an
antitugsive. Subsequently. in a final
decision concerning the OTC marketing
of dipheahydramine hydrochloride s an
antitussive drug product published in
the Federal Register of August 31, 1979
(44 FR 51512). the Commissioner found
that the risk of drowsiness in itsclf daes
not justify restricting a drug to
prescription use if “the mmanufacturer
provides essential information in the
labeling and packages the drug in child-
resistant containers.” Diphenhydramine
presently is marketed OTC as an
antitussive under an approved
supplemental NDA .

The agency believes that the proposed
warning in this tentative final
monograph that reads “May cause
marked drowsiness: &lcohol ' may
increase the drowsiness effect. Avoid
alcoholic beverages while taking this
product. Use caution when driving a
motor vehicle or operating machinery™
and the warning for products labeled for
children under 12 years of age that reads
“May cause marked drowsiness™ are
adequate to allow OTC marketing of
diphenhydramine hydrochloride. These
warnings are similar (o those required
under the approved supplemental NDA
for the antitussive drug product
containing diphenhydramine.

The agency, therefore, is proposing
diphenhydramine hydrochloride as
Category Lin this tentative final
moaograph for use as an OTC
antihistamine at an adult dosage of 25 to

50 m3g cvery 4 16 6 hours, not to exceed
300 mg in 24 hours, and for children 6 to
12 years of age at a dosage of 12.5 to 25
mg every 4 to 6 hours, not to exceed 150
rag in 24 hours.

9. Many comments were opposed ta
the Panel's classification of
promethazine hydrochloride as a
Category I antihistamine for relieving
the symptoms of allergic chiaitis. These
comments agreed with the agency's
decision (as stated in the preamble of
the Panel's advance notice of proposed
rulemaking) to limit promethazine
hydrochloride to its present status as a
prescription drug. The comments
asserted that promethazine should not

- be available on an OTC basis because

of (1) its adverse side effects (especially
sedation and blood dyscrasiss), (2) the
potential for abuse and overdosage, (3)
the risk in children, and (4) the
possibility of increased development of
promethazine-induced dyskineasias.
The comments concluded that the risk of
adverse effects from the OTC
availability of promethazine
hydrochloride is not justified in the
absence of an offsetting benefit in the
form of therapeutic superiority in
comparison with antihistamine
ingredients already marketed OTC.

Ouly one comment (a reply comment)
agreed with the Panel's Category {
classification, contending that
promethazine has an outstanding safety
record based on its long kistory of use,
that there was no basis for implicating
promethazine hydrochloride as the
cause for blood dyscrasias, and that
promethazine hydrochloride cannot be
distinguished from other OTC
antihistamines in terms of its sedative
and other adverse effects on the central
nervous system.

After reviewing these commeats, the
Center for Drugs and Biologics (CDB)
expressed its concerns regarding the
effect of promethazine hydrochloride on
the central nervous systemina
feedback letter to a manufacturer (Ref.
1). Based on an incidence of 1 in 2.468
(0.04 percent) of extrapyramidal
syndrome associated with the use of
promethazine hydrochloride that was
cited by the Panel (41 FR 36390) and a
report of four cases of choreoathetosis
that were related to the use of
promethazine at dosages comparable to
those recommended by the Panel (Ref.
2). the CDB questioned whether a drug
with the side effect of chorecoathetosis
and a known incidence of
extrapyramidal side effects has an
acceptable benefit-to-risk ratio for OTC
use. The agency had previously stated in
the preamble of the Panel's report (41 FR
30312) that children seem particularly

liable tG develop adverse central
nervous syslem reactions, such as
extrapyramidal disturbances from the
use of promethazine, COB added that it
does not consider the rare drug-related
_cascs of blood dyscrasias an issue that
would preclude OTC use of this
ingredient inasmuch as other OTC
antihistamines also can be associated
with such reactions, but because of its
other concerns was proposing that
promethazine hydrochloride be placed
in Category IIL

In respoase to this letter, the
manufacturer petitioned the agency o
reopen the administrative record for the
OTC cold, cough, allergy, .
broachodilator, and antiasthmatic drug
products rulemaking to include new
data and information regarding the
safety of promethazine hydrochloride
(Refs. 3 and 4). The new data and
information submitted by the
manufacturer clarify the data regarding
the incidence of extrapyramidal effects
associated with the use of promethazine
in both adults and children and point
out errors in the data cited by CD3

‘regarding the association between the
" use of promethazine and the occurreace

of choreoathetosis. The agency has
included these data and information iu
the administrative record for this
rulemaking in reaching its decision on
the status of promethazine in this
teatative final monograph (Ref. 5).

The manufacturer noted that the
CDB's information on the 0.04 percent
incidence rate of extrapyramidal
syndrome was based on only one case
in 2, 468 paticnts, as cited by the Panel
at 41 FR 38390. The manufacturer stated
that its review of the single case report
disclosed that it involved the injectable
dosage form of promethazine and not
the oral dosage form. The agency has
confirmed that this is correct. The 0.04
percent incidence rate was derived from
the Panel's review of adverse reaction
reports from the Boston Coillaborative
Drug Surveillance Program (BCDSP) and
the University of Florida Adverse
Reaction Study. The manufacturer

included in its petition a statement from

Jick. a recognized epidemiologist of the
BCDSP, that the one case cited by the
Panel is the only United States case of
extrapyramidal syndrome reported
through the BCDSP program (Ref. 4). Jick
added that the data in BCDSP were
updated through the end of 1981, anfi
four additional cases of extrapyramidal
symptoms, all of which were from
Western Europe, were identified. Of the
four cases, three involved injectable
promethazine in relatively high doses,
and only one case involved a patient
who received oral promethazine. Jick
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stated that the patients were elderly,
had chronic pulmonary problems and
other serious disorders, and received
other medications that are likely to have
influenced what occurred. Jick
coacluded that the data do not indicate
that promethazine at the suggested OTC
oral dosages would present any
important risk of the occurrence of -
extrapyramidal symptoms.

The manufacturer added that the only
other reference cited in the agency's
letter that describes cases of
extrapyramidal effects associated with
promethazine was the ADR Highlights
(Ref. 2). Fourteen cases are described, of
which four purportedly involved
promethazine. The manufacturer stated
that the ADR Highlights omitted
information on the route of
administration of the drug in addition to
containing other errors on the drugs
involved and the doses administered.

The agency acknowledges that
inaccuracies existed in the data base
and that correction of these errors leads
FDA to conclude that the possibility of
choreoathetosis occurring with OTC oral
doses of promethazine is unlikely. This
conclusion is supported by a review of
FDA adverse reaction data for the
period 1970-1981 ard a review of the
published literature. These sources
reveal only a few cases of
extrapyramidal effects possibly
associated with dosages of
promethazine that would be available
OTC. Also, based on the above data,
there is no evidence to indicate that
these effects would be more likely to
occur in children. Based upon the
available data, the agency’s concerns
regarding the occurrence of
extrapyramidal effects and
choreoathetosis and the concern that
children seem particularly liable to
develop adverse central nervous system
reactions to promethazine have been
adequately addressed. Thus, these are
no longer issues that would preclude use
of this ingredient at proposed OTC oral
dosages. .

The agency has also reviewed
additional information on promethazine
obtained froch the National Prescription
Audit (NPA) and the National Disease
and Therapeutic Index (NDTI) data
systems (Ref. 6). The data show that
promethazine hydrochloride has been
widely used as a prescription drug
product, primarily in combination with
other active ingredients, with a
relatively low incidence of serious
adverse reactions. The agency has
further concerns regarding the safe use
of this ingredient solely as an OTC
antihistamine drug product, particularly
for extended periods of time as for

allergy treatment. Promethazine
hydrochloride is a phenothiazine. and
long-term phenothiazine therapy has
been associated with the occurrence of
tardive dyskinesia (Ref. 7), a serious
central nervous system syndrome that
may persist indefinitely after
discontinuation of the medication. Some
of the comments zalso expressed concern
about the possibility of increased
development of promethazine-induced
dyskinesias; however, specific cases of
the occurrence of tardive dyskinesia
with the use of promethazine
hydrochloride have not been reported.

Based on data available to the agency
(Ref. 6), FDA finds that promethazine
hydrochloride has not been used
extensively as an antihistamine on a
lotig-term basis. A review of NPA and
NDTI data for the period 1975 to 1981~
1982 (Ref. 6) shows that the majcr use of
the manufacturer’s promethazine

“hyrochloride as a prescription drug is in

combination products for acute cough/
cold therapy. Single entity promethazine
hydrochloride tablets are most
frequently used for antiemetic actions
and have the highest percentage of
continued use. The data show that
virtually all of the manufacturer's
promezthazine combination drug
products are used for “cough/cold™
indications while their use as an
“antihistamine/anti-allergy” drug is
virtually nil. The data also show that the
single-ingredient promethazine drug
products (i.e., tablets and syrup) are
used as an anlihistamine/antiallergy™
drug to a limited degree (i.e., average of
12 percent of the NDTI mentions for the
period 1975 to 1981-1982). [n addition,
the NDTI data indicate that these
promethazine products are used mostly
or a short-term rather than ban a long-
term basis, with the exception of single
ingredient tablets (Ref. 6). The high
ratios of new to refill prescriptions in
the NPA data also demonstrate that
these products are not used on a long-
term basis with the exception of single
ingredient tablets (Ref. 6). Long-term use
of the single ingredient tablets most
frequently represents its use as an
antiemetic in chronic illresses, such as
cancer, and not as an antihistamine in
patients with allecgic rhinitis. The
conclusion that promethazine
hydrochloride has not been used
extensively as an antihistamine on a
long-term basis is further supported by
the manufacturer’s statement in its
submission that “the average course of
therapy under a prescription for an oral
promethazine product is about 6-9
days™ (Ref. 3).

The agency believes that many
consumers who use OTC antibistamines

to treat the symptoms of allergic rhinitis
use these products on a long-term basis
because the symptoms of allergic
rhinitis usually occur for extended
periods of time. However, promethazine
hydrochloride has not been used
extensively as an antihistamine on a
long-term basis in the OTC target
population, i.e., patients with allergic
rhiritis. Therefore, there is no assurance
that long-term use of promethaine
hydrochloride as an OTC antihistamine
will not cause the serious side effect
tardive dyskinesia.

Accordingly, the agency remains
unpersuaded that promethazine, as a

- phenothiazine, can be generally

-

recognized as safe for OTC use. Many of
the comments received in response lo
the Panel's Category I recommendation
for promethazine hydrochloride were
from health professionals who opposed
OTC status for this drug. The CDB
raised the concern in its May 7, 1982
letter that promethazine, as a
phenothiazine, is distinct from other
antihistamines in terms of its chemical
structure and its adverse effects on the
central nervous system (Ref. 1). In its
petition (Ref. 4), the manufacturer
acknowledged that promethazine is
chemically related to phenothiazines.
but that it is widely recognized that
diiferesnces in chemical structures and
pharmacology substantially lessen the
possibility that promethazine could
cause the range of side effects
associated with other phenothiazines
(Ref. 8). The manufacturer also stated
that the Panel concluded, after analysis
of published reference studies and
adverse experience reports oa
promethazine, that this drug does not
cause the wide range of serious or
potentially toxic effects that
characterize other members of the
chemical class of phenothiazines (41 FR
38390). Despite the Panel's .
recommendation, at this time, FDA is
not assured that general recognition of
the safety of promethazine
hydrochloride for OTC use has been
adequately established. The agency is
therefore proposing that promethazine
hydrochloride as a single ingredient be
Category Ill in this tentative final
monograph. The agency specifically
invites public comment on the issues
discussed above and on the suitability
of promethazine hydrochloride for OTC
use as a single entity antihistamine ‘drug.
Combination drug products conltaining
promethazine hydrochloride will be
discussed in the combinations segment
of the cough-cold tentative final
monograph, in a future issuc of the
Federal Register.
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C. C_‘ommenls on Specific Antihistamine
Active Ingredients

10. One commeny submitted g study of
the effectiveness of phenyl(oioxamine
citrate to support its reclassification
from Category 11l to Category [ as an
OTC antihistamige active ingredient
(Ref. 1).

The agency has reviewed the study
and concludes that this study alone is
inadequate to reclassify
phenyltoloxamine citrate as a category [
antihistamine active ingredient. After 3
statistical analysis of the data, the
agency recognizes that the study
demoanstrates that there is g statistically
significant difference between the
pharmacologic action of the placebq and
phenyltoloxamine jn favor of the active
ingredient at 1- gng Z-hour intervals
after a single dose has been given.
However, the study does not
demonstrate the effectiveness of
phe‘nyl(oloxamine over a long enough

study can be characterized as a clinical
pharmaco!og’y study and does not
demonstrate that phcny!toloxamine
citrate is clinically effective.

Additional data from multiple-dose
clinical studies carried out gver a period
of at least 1 week, and including an
adequate number of patieats per dose

level as well as placebo, demonstrating
the effectivencss of phenyltoloxamine
are necessary to reclassily this active
ingredient in Category I. There may be &
problem of carry-over effect in a
crossover study in which each patient is
on a drug for a week or more. Therefore,
a sufficient washout period should be
allowed if a crossover design is used.
Phenyltoloxamine citrate will remain in
Category Il as an OTC antihistamine
active ingredient until additional data
are received, reviewed, and accepted by
the agency.

The agency's detailed comments and
evaluations of the data are on file in the
Dockets Management Branch (Ref. 2).
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D. Comments on Dosages fO{
Antihistamine Active Ingredients

11. Several comments disagreed with
the Panel's recommendation to increase
the currently available OTC dosage of
chlorpheniramine maleate from 2 mg
every 4 to 6 hours to 4 mg every 4 to 6
hours with a maximum daily dose of 24
mg. The comments stated that _
chlorpheniramine malezte has been
previously available only by
prescription at the 4-mg dosage level
and that the increase in dosage from 2 to
4 mg will lead to undersirable side
effects, especially excessive
drownsiness and overdosage. One
comment recommended that
chlorpheniramine maleate sho uld_
continue to be sold OTC in its présent
dosage form. Another comment stated
that the data on which the Panel based
its decision to increase the maximum
daily dose from 16 to 24 mg were
inadequate. The comment explained
that the majority of patients treated at
the 24-mg daily dosage level were
reported in a single uncontrolled study
and were selected from a population of
patients with & long history of allergy.
Many patients had previously received
antihistamine therapy. The comment
questioned whether this group of
patients is appropriate to assess the
need for the higher OTC dose of
chlorpheniramine maleate. The
Comment recommended that the
maximum daily dose of chlocphenirame
maleate for OTC use the 16 mg since
there are adequate data to support thig
dosage.

The agency has reviewed these
comments and the data evaluated by the
Pancl and notes the Panel's conclusion

that cklorpeniramine maleate has not
been shown to be cffective for adults 41
a dose less than 4 mg. In addition,
chlorpheniramine maleate has been
markeied first as 5 prescription drug
product and then as an OTC drug
product for many Years at the Panel's
recommended adult dose of 4 mg every 4
to 6 hours, not to exceed 24 mgin 24
hours. The safety and effecti ness of
chlorpheniramine maleate at this dosage
have been widely recognized. The
agency concludes that chlorpheniramine
maleate is safe and effective for OTC
use at the Panel's recommended 4-mg
dosage level. Therefore, itis
unnecessary to change the Panel's
recommended dosage in this tentative
final monograph by restricting the
dosage to 16 mg in 24 hours.

13. One comment expressed concern
that certain time-release dosage forms
containing chlorpheniramine maleate
appear to release all of the ingredient in
a short period of time. The comment
argued that sych dumping causes
‘marked drowsiness in some patients.
The comment, however, did not make
any specific recommendation ta the
agency.

Timed-release formulations are
considered new drugs within the
meaning of section 261{p) of the Federal
Food, Drug, and Cosmelic Act (21 U.S.C.
321(p)). Timed-release formulations are
$0 complex that the state of the art does
not permit standardization to the point
of inclusion in an OTC drug monograph
as a Category I condition. (See 42 FR
$6726.) In ocder to market these drug
products, an approved NDA., containing
appropriate bioavailability data, is
required under section 505 of the act (21

-S.C. 355) end FDA regulations at Part
314 (21 CFR 314). This requirement is
based on the agency's recognition that
there is g possibility of overdosage if
products that are designed to release the
active ingredients over a prolonged
period are improperly manufactured,
and the active ingredients are released
all at once or over too shor(a time
interval.

Chlorpheniramine maleate is
generally recognized as safe af an adult
oral dosage of ¢ mg every 4 to 6 hours,
ot to exceed 24 mg in 24 hours. An
NDA is required for any timed-release
product containing chlorpheniramine
maleate.

E. Coraments on Labeling of
Aatihistamine Drug Product

13. Several comments s(ressed the

- importance of making consumers aware

through appropriate label warnings that
drowsiaess is a potential side effect of
the use ol antihistamines. One comment
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specifically recommended that the
warning state “Caulion: May cause
drowsiness. Alcohol may intensifly this
effect. Use care when operaling a car or
dangerous machinery.”

The agency agrees with the comments
that consumers should be warned that
drowsiness is a potential side effect 6f
aatihistamine active ingredients. In fact,
the Panel recommended the warnings
“May cause drowsiness™ or “May cause
marked drowsiness™ in § 341.72(b) (6)
and (7) of its monograph. The degree
and the frequency of the drowsiness
produced by a specific antihistamine
active ingredient determines which one
of the above warnings is required.

The specific warning suggested by one
comment would combine the drowsiness
warning with related warnings
concerning the use of alcohol or
operating a motor vehicle or dangerous
equipment when taking antihistamines.
Combining these related warnings
woyld be beneficial to consumers.
However, the agency does not believe
that all of the specific language
suggested by the comment should be
used in the warnings. The comment
suggests that the warning “Alcchol may
intensify this effect” be substituted for
the Panel's recommended waming
“Avoid alcoholic beverages while taking
this product.” The agency has
determined that the consumer must be
warned to avoid alcohol to ensure the
safe use of antihistamines on an OTC
basis. Moreover, adding the phrase
“alcohol may increase the drowsiness
effect” to the warmning provides more
information to the consumer as to why
alcohol should be avoided while taking
an antihistamine. The agency has,
therefore, included this phrase in the
warning.

In addition, the agency believes that
revising the Panel's recommended
wording “* * * gperating heavy
machinery” to the wording “* * *
operating machinery™ better conveys. the
intent of the Panel. Some equipment that
requires mental alertness to operate
safely is not “heavy.” In addition,
waming consuraers (0 use care when
operating “dangerous” machinery, as
the comment suggests, may not be
adequate. Consumers may not consider
some machinery dangerous when
operated by an alert individual.
However, virtually sll machinery is
potentially dangerous if operated by a
person who is drowsy and not alert.

The agency concludes that combining
the specific laberling suggested by the
comment with the warnings
recommended by the Pancl, with some
maodilications, will provide more
informative labeling for the consumer.
Therefore. the warnings concerning

drowsiness, the use of alcohol. a2nd
driving a motor vehicle or operating
machinery have been revised in this
tentative final monograph. Section
341.72(c)(3) reads as follows: “May
cause drowsiness; alcohol may increase
the drowsiness effect. Avoid alcoholic
beverages while taking this product. Use
caution whean driving a motor vehicle ar
operating machinery.” Section
341.72(c)(4) reads as follows: "May
cause marked drowsiness; alcohol may
increase the drowsiness effect. Avoid
alcoholic beverages while taking this
product. Use caution when diiving a
motor vehicle or operating machinery.

14. One comment suggested that
antihistamines should be labeled to
inform consumers that these drugs are
usefulin treating allergic rhinitis and
hives, but should rot be labeled for -
treating the symptons of asthina.

The Panel recommended that
antihistamines be lebeled for use in
treating symptoms of allergic rhiniltis.
The agency agrees with the comment
and the Panel's recommendations
regarding this use.

The Panel recommended as part of
§ 341.72(b)(2). which has been
redesignated § 341.72{c)(2) in the
tentative final monograph, that
antihistamines be labeled with a
warning that persons with asthma
should not take them except under the
advice and supervision of a physiciaa.
The Panel pointed out in its report that
many physicians consider the drying
side effect of antihistamines to be
undesirable in patients with broachial
asthma, and some doctors maintain that
such drugs should be contraindicated in
patlients with this disease. The agency
coacurs with this recommendation and
the warning proposed by the Panel.

Hives as a symptom of an allergic
reaction was not included in the Panei's
repoct. Na data were submitted to the
Panel concerning the use of
antihistamines for hives, nor were any-
data reviewed by the Panel concerning
this use of antihistamines. The comment
also did not provide any data to
substantiate its recommendation.
Accordingly. an indication for the use of
antihistamines in the treatment of hives
as a symptom of an allergic reaction is
not being proposed in this tentative final
monograph.

15. Several comments poirited out that
some OTC products containing
antihistamines may be labeled and
marketed for use only in padiatric
populations. The comments argued that
certain warnings and cauiion statements
in the Paanel's recommended monograph,
i.e., “Do not take this product if you
have glaucoma or difficulty ia urination
due to enlargement of the prostate

-

gland, avoid driving a motor vehicle or
operating heavy machinery, and avoid
alccholic beverages while taking this
product,” apply only to adults and
should not be required on products
labeled strictly for use in children. The
comments recommended that an
exemptiong statement should be added
to the monagraph under § 341.50{c)
stating, “Warnings which are
inappropriate for children’s products
may be eliminated in the labeling of
products containing dosage instructions
for childven only.”

The agency agrees that the warnings
recommended by the Panel in
§ 341.72(b)(2). (3). and (4). which have
been redesignated as § 341.72(c)(2). (3).
and (4) in this tentative final monograph,
concerning cperating a motor vehicle or
machinery, avoiding alcoholic
beverages, and the part of the warning
statements concerning “difficulty in
urination due to enlargement of the
prostate gland™ are not necessary in the
labeling of products intended only for
pediatric use. These warnings are not
applicable to children and their
presence ia the labeling would tend to
distract parents from label warnings

. which are important. However, the’

agency does not agree that the part of
the warning about glaucoma in

§ 341.72(bj(2) should be deleted from the
labeling of pediatric products in this
tentative final monograph because
glaucoma does occur in children (Refs. 1
and 2}. In addition, the agency is
proposing that the warnings be
reworded to reflect the administration of
the product by adults rather than self-
administration. Accordingly, the
tentative {inal monograph is amended
by adding the following to new

§ 341.72(c): .

(6) For products labeled for children
under 12 years of age. The labeling of
the product contains only the warnings
identified in paragraphs (c) (1) and (5) of
this section as well as the following:

{i) “Do not give this product to
children who have asthma or glaucoma
unless directed by a doctor.”™

{ii) For products containing

‘brompheniramine maleate,
chlorpheniramine maleate,
dexbrompheniramine maleate,
dexchlorpheniramine maleate,
pheaindemine tartrate, pheniramine
maleate, pyrilamine maleate.,
thoazylemine hydrochloride. or .
triprolidine hydrochloride identified in -
§341.12{a}. (b). (c). (d). (). (R). (i). (.
and (k). “May cause drowsiness.’

(iii) For products containing :
diphenhydramine hydrochloride and
doxylamiae succinate identified in
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§341.12(e) and (1) “May cause marked
drowsiness."
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16. One comment disagreed with the
Panel's recommended label warning for
pheniramine maleate that states “May
cause marked drowsiness.” The
comment pointed out that pheniramine
maleate is in the same chemical class of
antihistamines as chlocpheniramine and
brompheniramine._ i.e.. the alkylamines,
that this class of antihistamines causes
the least amount of drowsiness, and that
the Panel recommended the less severe
warning “May cause drowsiness"™ for
chlorpheniramine and brompheniramine
maleate. The comment urged the agency
to require the same label warning, “May
cause drowsiness™, for pheniramine
maleate as allowed for
chlorpheniramine and brompheniraming
maleate. -

The agency has reviewed the data
cited in the Pagel's report concerning
the sedative effects of pheniramine
maleate as compared with
brompheniramine maleate and
chlorpheniramine maleate. In one study
teviewed by the Panel, 20, percent of 171
patients receiving a 25-mg dose of
pheniramine maleate experienced
sedation as a side effect (Ref. 1). In
comparison, the Panel states at 41 FR
38382 that brompheniramine maleate
produced sedation in 20 percent of less
of the individuals taking the ingredient
and at 41 FR 38383 that
chlorpheniramine maleate produced
sedation in 10 to 20 percent of the
individuals taking the ingredient. In
another study reviewed by the Panel,
the frequency of side effects, chiefly
drowsiness, seen in 184 subjects
receiving 10 mg pheniramine did not
exceed the number of side effects in an
equal number of subjects receiving a
placebo (Ref. 2). Roth and Tabachnick
(Ref. 3) have classified the sedative
effect of pheniramine maleate as
“moderate,” compared to a
classification of “slight sedation" for
brompheniramine maleate and
chlorpheniramine maleate. However,
Roth and Tabachaick (Ref. 3) did not
classify the sedative effect of
pheniramine as “marked sedation.” The
agency agrees with the comment that
the warning regarding drowsiness for
pheniramine should be the same as that
required for chlorpheniramine and
brompheniramine. The agency

concludes that the data reviewed by the
Panel do not support the need for a
stronger warning regarding drowsiness
for drug products containing
pheniramine maleate. Therefore. the
agency proposes to change the warning
slatement for pheniramine maleate to
“May cause drowsiness.”

Refercaces

(1) Loveless, M.H., and M. Dworin, “Alergy
and Aatihistamine Therapy: A Review,” The
Bulletin of the New York Academy of
Medicine, 25:473-487, 1949. .

(2) Lowell. F.C., et al., “The Antihistamire
Drugs in the Treatmeat of the Comman Cold,”
Neww England Journal of Medicine, 244:132,
1951.

(3) Roth, F.E., and L.LA. Tabachnick,
“Histamine and Antihistamine,” in “Drill's
Pharmacology in Medicine," 4th Ed., edited
by |.R. DiPalma, McGraw-Hill Book Co.. New
York, p. 1009, 1971.

17. One comment stated that the
Panel's recommended warning in
§ 341.72(b)(8). “Caution: May cause
nervousness and insomnia in some
individuals,” is unnecessary for
phenindamine tartrate. The comment
cited OTC Volume 040126 (Ref. 1) for
review with respect to the necessity for
the above warning.

The agency has reviewed six
references contained in OTC Volume
049126 that were reviewed and cited by
the Panel in its report and finds that
insomnia and nervousness are dominant
side effects which may occur with the
use of phenindamine tartrate. Pau! et al.
(Ref. 2) evaluated phenindamine tartrate
in 260 patients. Sleeplessness occurred
in 6.4 percent and nervousness in 5.4
percent. In this study, the total daily
dosage ranged from 25 to 150 mg, with
most adults taking 25 mg three times a
day. McGavack et al. {Re{.\a) found that
dryness of the mouth, insomnia, and
constipation were the major symptoms
in patients receiving a total daily dose of
7§ to 600 mg of phenindamine tartrate.
Boyd, Weissberg. and McGavack (Ref.
4) found that 24 percent of patients whao
received a total daily dose of 150 mg
experienced insomnia and dryness of
the mouth. Criep and Aaron (Ref. 5)
evaluated 389 patients who received g
dosage of 25 mg of phenindamine .
tartrate every 4 hours and found that 89
(23 percent) experienced side reactions.
Of the 89 patients who had side
reactions, 22 percent experienced
nervousness and palpitations, 22 percent
had nausea, and 10 percent had
insomnia.

Pennypacker and Sharpless (Ref. 6)
gave patients 25 to 50 mg of
phenindamine tartrate daily and found
that of 40 patients, 35 percent (14)
experienced insomnia and 22.5 percent
(9) tenseness. Cohen, Davis, and Mowry

(Rel. 7] studied 292 patients who
teccived a total daily dose of 59 (¢ 290
mig of phenindamine tartrate; 54 of thie
patiznts (18 percent) experienced sidc
eflects. Of these 54 patients. 33
experienced nervous side reactions.

Iu other unpublished studies
contained in OTC Volume 040126, the
recommended effective adult oral
dosage of 25 mg of phenindamine
tartrate was not used. The evaluations
were done with tablets which contained
only 10 mg of phenindamine tartrate. For
this reason, the data on side effects
reported in these studies cannot be used
to suppozt the comment's request to
eliminate the warning.

Because the data reviewed by the
Panel (Refs. 1 through 7) show that
phenindamine tartrate may cause
insomnia and nervousness, the agency
agrees with the Panel's recommendation
that the warning, “May cause
nervousness and insomnia in some
individuals,” be required for
phenindamine tartrate.
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pheniyl-2, 3, 4. 9-Tetca-hydro-1-Pyridindenc
Hydrogen Tartrate) as an Antihistamine
Ageal,” American fournal of the Medicol
Scieaces. 216:437-475, 1948.

(4) Bayd. LJ., |. Weissberg. and T.H.
McGavack. “Tolerance Studies of the
Aantihistamine Drug Thephorin,” New York
Stete Journal of Medicine, 48:1536-15686, 1848.

- (8} Criep, L.H., and T.H. Aaron, “Thephorin
An Experimental and Clinical Evaluation in
Allergic States,” Journal of Allergy. 19:30+~
312, 1948.

(6) Pennypacker, CS., and L Sharpless,
“Clinical Study of a New Antihistaminic
Drug—Thephorin,™ Penasylfvania Medical
Journal, 51:1407-1411, 1948.

(7) Cohen, EB., HP. Davis, and W.A.
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Journal of Medicine, 5:44-47, 1948. .

18. One comment stated that the Panel
used an inappropriate standard in
categorizing some Category Il claims .
and that the claims “fast” and “prompt
were rejected by the Panel for =
antihistamine labeling because the time
is indeterminate. The commem stated
thatif the drug provides fast or prompt
relief, as these terms are understood by
consumers, then these claims are not
misleading and should be permitted.

The OTC drug review program
establishes congitions under which OTC
drugs are generally recognized as safe
and effective and not misbranded..‘l‘wo
principal conditions examined d}(t:ﬂg
the review are allowable ingredients
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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 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: products statement of identity;
names of active ingredients: indications
for use: directions for use: warnings
against unsafe use, side effects, and
adverse reactions; and claims
concerning mechanism of drug action.

As with all OTC drug products,
antihistamines are expected to achieve
their intended results within a
reasonable period of time. However, the
specific period of time within which
antihistamines 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
“prompt” 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 witkin the list
of terms covered by the monograph

The agency emphasize that even
though terms such as “fast” or “prompt”
are outside the scope of the OTC drug
review for this class of products, they
are subject to the prohibitions in section
502 of the act (21 US.C. 352) relating to
labeling that is false or misleading. Such
statements or terms will be evaluated by
the agency on a product-by-product
- basis, under the provisions of section
502 of the act (21 U.S.C. 352) relating to
labeling that is false or misleading.

Moreover, any statement or term that
is outside the scope of the monograph,
even though it is truthful and not
misleading, may not appear in any
portion of the labeling required by the
monograph and may not detract from
such required information. However,
statements and terms outside the Scope
of the monograph maybe included
elsewhere in the labeling, provided the
are not false or misleading.

F. Comments oa Testing Guidelines

19. Two comments disagreed with the
Panel’s recommended Category Il
testing criteria for the evaluation of
antihistamines in treating the symptoms
of the common cold. (See part VIL. -
paragraph C.2.d. of the Panel's report—
Methods of study (41 FR 36396).) The
comments argued that il was
unreasonable to give the antihistamine
throughout the entire course of the cold
if the specilic symptom being treated,
€.g~ ruany nose, is no longer in

evidence. The comments recommended
that the testing criteria be changed so
that the study need only be of sufficient

" length to distinguish clearly between the

effect of the drug and the placebo. One
of the comments argued that requiring
three positive studies from three
different investigators. as the Panel
recommended, was unnecessary and
contended that because two studies
were considered adequate in other
Category III testing recommended by the
Panel, the same requirement should
apply in this case.

The other comment argued that the
criferia for stratifying patients according
to age, sex, and severity of symptoms
were unnecessary. The comment
contended that stratifying by sex and
age would be insignificant as a factor in
patients’ response to medication and
that in view of other strict criteria,
which would eliminate potential
patients, stratifying by sex and age
would result in an additional loss of
qualified patients for investigation. The
comment believe that stralifying by
symptom severity would be too prone to
subject interpretation because one could
not specify when peak severity would
occur in the course of the illness. Both
comments recommended that the agency
reject the specified panel testing criteria.

he agency has reviewed data in
studies designed to demonstrate the
effectiveness of the antihistamine
chlorpheniramine maleate in treating the
symptoms of the common cold that were
submitted in response to the advance
notice of proposed rulemaking (Rel. 1).
Although they do not meet all of the
criteria of the Panel's testing guidelines,
they have been accepted by the agency
as demonstrating the effectiveness of
chlorpheniramine for use in tredting the
symptoms of runny nose and sneezing
when associated with the common cold.
(See comment 4 above.} One of the
acceptable studies did not follow the
patients for the entire course of the
illness. The study covered the time
period over which the symptoms studied
were in evidence. Therefore, studies
which are of sufficient length to
distinguish between the effective.ness of
the drug and the placebo in treating a
particular symptom are acceptable. In
addition, because the pharmacologic
actions of the various Category [
antihistamines are similar, the agency
believes that the data submitted for
chlorpheniramine maleate allow
Category I status for treating the
symptoms of runny nose and sneezing
when associated with the common cold
to be extended to all Category I
antihistamine active ingredients. (See
comment 4 above.)

In summary. the agency concludes
- that adequate data demonstrating the
safety and/or effectiveness of a
Category [l condition are necessary to
reclassify that condition to Category I
status but that this does not necessarily
require that the guidelines
recommended by the Panel be followed.
The Panel's testing criteria are
considered to be recommendations to
the agency. Although the submitted
chlorpheniramine studies did not stratify
patients according to age, sex, severity,
and duration of illness, they have been
accepted by the agency. Stratification of
patients by the above criteria is not a
necessary requirement for studies
designed to demonstrate the
effectiveness’of antihistamines in
treating symptoms associated with the
common cold. Studies submitted in
support of the effectiveness and safety
of a Category Il condition are evaluated .
on the basis of their own merits rather
than on how well they meet the Panel's
requirements. However, the agency
emphasizes that each study submitted to
support a request for the reclassification
of a Category III condition to Category I
status must substantiate the
reclassification whether or not the
Panel's recommended guidelines are
followed.

Reference
(1) Comment Nos. SUP004 and SUP00S,

Docket No. 76N-0052, Dockets Management
Branch.

IL. The Agency's Tentative Adoption of
the Panel’s Report

A. Summary of Ingredient Categories
and Testing of Category Il and Category
Il Conditions

1. Summary of ingredient categories.
The agency has reviewed all claimed
activeingredients submitted to the
Panel, as well as other data and
information available at this time, and
has made some changes in the
categorization of antihistamine active
ingredients recommended by the Panel.
As a convenience to'the reader, the
following list is included as a summary
of the categorization of antihistamine
active ingredients recommended by the
Panel and the proposed categorization
by the agency. -

Antitéstaming active lngredients Panel A?;"‘

a, VISR P 1 {
Cvomhericamine met t t
Doxtromphanicaan g “) !
Doxchiomphonianm " “ ]
Diphenhydraming hydvochioade.................. ( t

fomacate . ] “
Methapyritane tydrochiodda.. . ' #
€ d. tactrate ] N
Phonind tactrate t t
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Anfitéstacine active ingeadisnts Panel

Pheaytiaioramine citeate
Pleomethazice bydeochionice
e mateate...
Thanyikamine trydrocticnde
R “re tydroctioride .
Teipcolidine tydcochlonda .

—— '

‘Not reviewed.

T‘hg agency points out that any of the
antihistamines proposed as Category I
in this tentative final monograph, except
dexchlorpheniramine (see comment 7
abovg), may be marketed OTC in 2
combination drug product in accord with
the Panel's permitted combinations of
Category I active ingredients in the
analgesic, antitussive, and decongestant
categories recommend in § 341.40 of the
advance notice of proposed rulemaking
(41 FR 38420). The tentative final
monograph on cough-cold combination
drug products will be published in a
future issue of the Federal Register and
will discuss the combinations proposed
by the agency. Any interim marketing
that is permitted is subject to the
agency's conclusions in the final
monograph. :

2. Testing of Categery Il and Category
Il conditions. The Panel recommended
testing guidelines for antihistamine drug
products {41 FR 33329 and 38394). The
agency's position regarding the Pane!'s
testing guidelines is discussed in
comment 23 above. Interested persons
may cormmunicate with the agency
about the submission of data and
information to demonstrate the safety or
effectiveness of any antihistamine
ingredient or condition included in the
review by following the procedures
outlined 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 includes procedures for
the submission and review of proposed
protacols, 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 in
the Panel’s Recommendations

FDA has considered the comments
and other relevant information and
concludes that it will tentatively adopt
the antihistamine 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 has modified § 341.3(d)
and § 341.72(a) (redesignated § 341.72(b)
in the tentative final monograph) to
include the use of antihistamines for the

temporary relief of runny nose and
sneezing associated with the common
cold. The agency has reviewed and
accepled data which demonstrate the
effectiveness of chlorpheniramine
maleate in treating these symptoms
when associated with the common cold.
In addition, because the pharmacologic
actions of the various Calegory [
antihistamines are similar, the agency
believes that the data submitted on
chlorpheniramine allow an indication
for treating the symptoms of runny nose
and sneezing when associated with the
common cold to be extended to all
Category I antihistamine active
ingredients. The agency proposes to
substitute the term “runay” for the term
“running” which was used by the Panel.
The agency recognizes that the term
“runny” is grammatically correct,
particulary when it is used in reference
to a condition of the nose. The agency
believes the term “runny™ is more
commonly used than the term “running”
and is, therefore, better understood by
consumers. (See comment 4 above.)

2. Dexbrompheniramine maleate has
been marketed as a single ingredient
prescription drug product under an
approvaed NDA for 23 years (Rel. 1). It
has also been marketed in combination
with pseudoephedrine sulfate under an
approved NDA for 19 years as a
prescription drug product that delivers
an adult dose of 2 mg of
dexbrompheniramine every 4 hours
using a sustained release delivery from
a 6-mg tablet taken every 12 hours (Ref.
2). This product has been approved for
OTC marketing under an NDA (Ref. 3).
The agency has reviewed.the literature
concerning the safety and effectiveness
of dexbrompheniramine maleate as an
antihistamine. Based on this literature,
and the review by the Drug Efficacy
Study Group (DESI) published in the
Fedecal Register of March 19, 1973 (38
FR 7265), the agency believes that the
drug can be generally recognized as safe
and effective for OTC use.

Dexbrompheniramine maleate is the
dextrorotatory isomer (d-isomer]) of
brompheniramine maleate, which is a
racemic histamine antagonist composed
of d- and l-isomers. Pharmacological
studies have shown that the
antihistaminic activity resides almost
exclusively in the d-isomer, and that
there is very little difference in the
toxicities of the d-isomer and the d.I

mixture in experimental animals (Ref. 4).

Because dexbrompheniramine maleate
is about twice as potent as
brompheniramine maleate, it is used in
clinical practice at one-half the does of
brompheniramine maleate.

D —

The agency has reviewed studics by
Frank (Ref. 5). Olansky and Olansky
(Ref. 6). and Romanoff and Guidaui
(Ref. 7) concerning the safetly and
clfectiveness of dexbrompheniramine
maleate alone. The studies showed the
drug to be an effective antihistamine, at
a dosage of 2 mg, with a low incidence
of side effects (drowsiness, slight
dizziness). One of the studies, using a
double-blind design, showed a
significant response to
dexbrompheniramine, compared (o a
placebo, among ptients with respiratory
symptoms due to allergic rhinitis and
pollinosis. Symptoms such as itching,
sneezing, and watery eyes were relieved
in the patients receiving the drug (Ref.
7).

In addition, the agency has reviewed
studies by Mayer and Savitt (Ref. 8),
Kapstad and Warland (Ref. 9) Lofkvist
and Svenson (Rel. 10), and Fierburg (Ref.
11) concerning the safety and
effectiveness of dexbrompheniramine
meleale in combination with
pseudoephedrine sulfate. All of these
studies were double-blinded and
evaluated combination drug products
that are marketed under the approved
NDA (Refs. 8 through 11). The studies
were performed in patients with
perennial allergic rhinitis or vasomotor

. rhinitis. A crossover design was used in

three of the studies (Refs. 8, 10 and 11).
All of these studies demonstrated that
dexbrompheniramine maleate in
combination with pseudoephedrine
sulfate is effective in relieving symptons
when compared to several different
reference drugs or placebos. Patients
receiving the dexbrompheniramine-
pseudoephedrine combination -
experienced a lessening of sinus
congestion and of runny nose. Three
other studies, whichk were not double-
blind but controlled clinical '
comparisons, showed similar results
{Refs. 12, 13, and 14).

Side effects reported in these studies
were similar to those reporited for other
antihistamine-nasal decongestant drugs
and included drowsiness, dry mouth and
dry throat, dizziness, nausea, swelling in
the face, headache, restlessness,
tachycardia, and constipation. There
were relatively few side-effects reported
in all, and in only one case did a patient
reduce the medication to one tablet a
day because of drowsiness and dry
mouth (Ref. 5).

- A review of FDA adverse reaction
reports since 1970 indicates that )
conditions such as rash, hypertension,
transient myopia, nervousness, and
insomnia have been reported in cases
where the combination drug .
dexbromplicniramine-pseudophedrine
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was taken (Ref. 15). In these cases,
overdose was not indicated. nor was
enough information available to indicate
a possible cause-and-effect relationship
between the use of _
dexbrompheniramine maleate and the
reaction.

Based on the above data and
information, the agency believes that
dexbrompheniramine maleate can be
generally recognized as safe and
effective for OTC use. The agency is
therefore proposing that
dexbrompheniramine maleate be
classified as Category I as an OTC
antihistamine at a dose of 2 mg every 4
to 6 hours, not to exceed 12 mg in 24
hours, for adults and a dose of 1 mg
every 4 to 6 hours, not to exceed mg in
24 hours, for children 6 to under 12 years
of age. The agency also proposes a dose
of 0.5 mg every 4 to 6 hours, not to
exceed 3 mg in 24 hours, for children 2 to
under 6 years.of age under professional
labeling in the tentative final
monograph. The labeling warnings are
identical to those being proposed for
brompheniramine maleate. )

Dexbrompheniramine maleate was
not considered by an OTC advisory
review panel and, therefore, does not
mect the terms of the enforcement policy
in § 330.13. The agency has approved an
NDA that currently aliows the oTC
marketing of products containing
dexbromphenicamine. Thus, FDA does
not believe it is necessary to prohibit
OTC marketing of dexbrompheniramine
under this proposal while public
comments to its proposed monograph
status are being evaluated. OTC
marketing may be initiated subject to
the terms and conditions specified in
this tentative final monograph and
subject to the risk that FDA may adopt a
different position in the final monograph
that may require relabeling, recall, or
other regulatory action.

Refereaces

(1) Letter from L Siegel, FDA. to White
Labocatories, Inc., OTC Volume O4HTFM,
Docket No. 76N-052H, Dockets Management
Branch.

(2) Letter from [.W. Winkler. FDA, to White
Laboratories, lac., OTC Volume 04HTFM,
Docket No. 76N-052H, Dockets Management
Braach.

. (3) Letter from [.P. Mann, FDA. to Schering
Corporation. OTC Volume 04HTFM, Docket
No. 76N-052H. OTC Volume 04HTFM, Docket
No. 76N-052H, Dockets Management Branch.
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Therapeatic Research, 1:115-121, 1959,

(6) Olansky, M.. and S. Olansky,
“Aatihistaminic Activity of
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Pediatric Allergies.” Anncls of Allergy.
15:415-419. 1960.

(7) Romanoff, A.. and F.P. Guidotti,
“Evaluation of Dexbrompheniramine Malcate
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Preliminary Report.” New York State Journal
of Medicine, 60:3800-3803. 1960.
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Rhinitis and Air Pollution: A Double-Blind
Crossover Analysis,” The Eve, Ear, Nose and
Taroat Monthly, 51:9-12, 1972.
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“Therapeutic Effectiveness of an Ocal Anti-
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Decongestaats in the Treatment of
Vasomotor Rhinitis." The Journal of
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Congestion, Effects of Oral Treatment with a
Combination of Dexbrompheaniramine and D- _
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1964,
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Suslained-Action Oral Decongestants: A
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“Comparative Evaluation of Oral
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(14} Jungert, S., “A Comparison of the
Eilicacy and Safety of Two Prcparations in
the Treatment of Allergic and Vasomotor
Rhinitis, Disophrol Chronosule Capsules and
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3. The agency has propdsed placing
dexchlorpheniramine maleate in
Category I based on the safe and
effective use of this drug product as a
prescription drug under an approved
ANDA, a review of FDA adverse
reaction reports, and the safe and
effective use of the racemic mixture,
chlorpheniramine maleate, as an OTC
drug product for many years. However,
it may not be marketed OTC at this
time. (See comment 7 above.)

4. The agency has deleted the
reference to methapyrilene in
§ 341.12(e). the reference to § 341.12(e)
in § 341.72(b)(7). and the reference to
methapyrilene in § 341.90(f) of the
Pasiel's recommended monograph. These
sections provided dosages. a warning,
and professional labeling for
methapyrilene preparations, which are

no loager marketed because of the NCI
study showing that these drugs are
associated with the development of
tumors ia laboratory animals. The
agency has reclassified methapyrilene
preparations in Category II. (See
comments 1 and 6 above.)

5. The agency has deleted the
referenice to promethazine hydrochloride
in § 341.12(h). the reference to
§ 341.12(h) in § 341.72(b)(7). and the
reference to promethazine hydrochloride
in § 241.90(i) of the Panel's
recommended monograph. These
sections provided dosages, a warning,
and professional labeling for
promethazine hydrochloride. In the
agency's preamble to the Panel's report
and recommended monograph (41 FR
33312). the agency disagreed with the
Panel's Category I classification of
promethazine hydrochloride. The
agency concludes that general
recognition of the safety of this
ingredient for OTC use has not been
adequately established. Consequently,
the agency has reclassified
promethazine hydrochloride in Category
IIL. (See comment 9 above.) .

6. Triprolidine hydrochlocide has been
marketed under an approved NDA for 24
years as a prescription drug product at a
dose of 2.5 mg every 6 to 8 hours for
adults, a dose of 1.25 mg every 6 to 8
hours for children 6 to 12 years of age. a
dose of 0.938 mg every 6 to 8 hours for
children 4 to under 6 years of age, a
dose of 0.625 mg every 6 to 8 hours for
children 2 to under 4 years of age, and a
dose of 0.313 mg every 6 to 8 hours for
infants 4 months to under 2 years of age
(Refs. 1 and 2). In addition, drug
products containing triprolidine
hydrochloride as a single ingredient and
in combination with pseudoephedrine
hydrochloride have been approved for
OTC marketing under NDAs (Ref. 3). In
& 1973 Drug Efficacy Study
Implementation (DESI) notice (36 FR
9339), the agency concluded that this
drug is effective. FDA has reviewed the
literature and marketing history of
triprolidine hydrochloride as an
antihistamine and believes that this drug
can be generally recognized as safe and
effective for OTC use.

Studies by Fruchard and Fruchard
(ReL. 4): Britton et al. (Ref. 5); Wolfromm
and Liacopoulos (Ref. 6); Bye et al. (Ref.
7); Nicholson (Ref. 8); Bye et al. (Ref. 9):
and Peck, Fowle, and Bye (Ref. 10) were
reviewed for the safety and
effectiveness of triprolidine
hydrochloride. Most of the studies were
double-blind (Refs. 5, 7, 8, and 9). In 27
out of 36 vasomotor rhinitis cases.
triprolidine hydrochloride promptly
relicved the symptoms (within 15 - _
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minutes), had a long duration of action
(about 5 t0 6 hours). and was well
tolerated (Ref. 6). In another study (Ref.
4}, good results were reported in all
patients with symptoms of spasmaodic
rfsini(is. These authors also reported that
triprolidine hydrochloride acts rapidly
and is well tolerated. Both studies (Refs.
4 and 6) indicated that triprolidine is a
powerful antihistamine and
antianaphylactic agent with mild side
effects and rapid action. Studies by
Nicholson (Ref. 8) and Peck. Fowle, and
Bye (Ref. 10) showed that the effect of
triprolidine hydrochloride was
immediate and lasts for about 7 hours
wiht a maximum effect at the third hour.
The double-blind studies of this drug
indicated that, after repeated doses of
the drug in a 24-hour period, the degree
of drowsiness tended to decrease (Refs.
5.7, and 9). No evidence of an increased
drug effect due to accumulation was
reported (Ref. 9). The reported side
effects were drowsiness {Refs. 4, 5,6, 7,
and 9) and digestive disturbance (Refs. 4
and 6). FDA adverse reaction reports for
triprolidine hydrochloride since 1969
show only two reports of rash (Ref. 11).

Based on the above data and
information, the agency is proposing
that triprolidine hydrochloride be
classified as Category I as an OTC
antihistamine at a dose of 2.5 mg every 6
to 8 hours, not to exceed 10 mg in 24
hours, for adults, and a dose of 1.25 mg
every 6 1o 8 hours, not to exceed § mg in
24 hours, fo~ children 6 o under 12 years
of age. The agency also proposes to
place in professional labeling a dose of
0.938 mg every 6 {0 8 hours, not to
exceed 3.75 mg in 24 hours, for children
4 to under 6 years of age; a dose of 0.625
mg every 6 to 8 hours, not to exceed 2.5
mg in 24 hours, for children 2 to under 4
years of age; and a dose of 0.313 mg
every 6 to 8 hours, not 10 exceed 1.25 mg
in 24 hours, for infants 4 months to
under 2 years of age. The agency is

. proposing that the general labeling
recommended by the Panel for OTC
antihistamine drugs-be used for
triprolidine hydrochloride.

Triprolidine was not considered by an
OTC advisory review panel and,
therefore, does not meet the terms of the
enforcement policy in § 330.13. The
agency has approved several NDAs that
currenlly allow the OTC marketing of
products containing triprolidine. Thus,
FDA does not believe it is necessary (o
prohibit OTC marketing of triprolidine
under this proposal while public
comments to its proposed monograph
status are being evaluated. OTC
marketing may be initiated subject (o
the terms and conditions specified in
this tentative final monograph and

subject to the risk that FDA may adopt a
different position in the final monograph
that may require relabeling, recall, or
other regulatory action.
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7. The agency has added to §341.72 a
“Statement of identity™ paragraph
(designated as §341.72(a)) and a
“Directions™ paragraph (designated as
§341.72(d)) to conform with the format of
other recently published advance
notices of proposed rulemaking and
tealative final monographs. Inclusion-of
the “Statement of identily” paragraph
has necessitated a redesignatioa of.
§341.72(a) (o §341.72(b), and §341.72(b) .
0 §341.72(c). The agency is also -
redesignating Subpart D as Subpart C
and placing the labeling sections of the

monograph in Subpart C.

8. The agency has proposed a new
indication for the use of antihistamines
for the temporary relief of runny nose
and sneezing associated with the
common cold in paragraph (2) of new
§ 341.72(b). (See comment 4 and part Il
paragraph B. 1. above.) The agency has
also combined serveral required
indications under new § 341.72(b)(1).
The agency has replaced the Panel's
wording “Alleviates, decreases, or
temporarily relieves™ with the option to
select the word “relieves,” “alleviates,
“decreases,” “reduces,” or “dries™ for

- the symptom “runny nose” and the

oplion to select the word “relieves,”
“alleviates,” “decreases.” or “reduces™
for the Symptoms “Sneezing, itching of
the nose or throat, and itchy, watery
eyes™ in the combined indications for
antihistamines. These options provide
manufacturers the flexiblity to select
different terms for labeling.
Manfacturers are encouraged to submit
additional words for possible inclusion
as selection optioas in the “Indications”
section of the final monograph for
antihistamines drug products. Therefore,
indications in § 341.72(a). which has
been redesignated § 341.72(b) have been
revised as foliows: Paragraphs (2]. (3).
(4). (5). and (6). of § 341.72(a) have been
revised and combined in paragraph (1)
of new § 341.72(b). The new indication
for the use of antihistamines for
symptoms associated with the common
cold has been added in paragraph (2) of
new § 341.72(b). New § 341.72(b) (1) and
(2) reflect the combining of indications
for the temporary relief of runny nose,
sneezing, itching of the nose or throat,
and itchy, watery eyes due to allergic
rhinitis and for the temporary relicf of
runny nose and sneezing associated
with the common cold.-

9. The agency has deleted
§ 341.72(b)(5) of the Panel's
recommended monograph. This section
provided the warning “Do not give this
product to children under 6 years except
under advise and supervision of a
physician,” for all antihistamine drug

. products. The directions provided under

new § 341.72(d) state clearly thata
doctor should be consulted for lh_e use of
anthistamine drug products in children
under 6 years of age. The agency
believes that the warning is therefore
repetilious and unnecessary.

_10. In § 341.72(b) (3). (4). and (8) the
Panel recommended the use of the signal
word “Caution™ in a section of the .
labeling where the heading “Warnings
is also recommended: The agency notes
that historically there has not been a
cousistent usage for the signal words
“warning” and “caution” in OTC drug
labeling. For example. in §§ 369.20 and
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- 369.21 (21 CFR 396.20 and 396.21), which
list “warning” and “caution” statements
for drugs, the signal wo:rds “warning"
aad “caution” are both used. In some
instances either of these signal words is
used to convey the same or smiliar
precautionary information.

_FDA has considered which of these
signal words would be most likely to
attract consumers’ attention to that
information describing conditions under
which the drug product should not be
used or its use should be discontinued.
The agency concludes that the signal
-word “warning” is more likely to flag
potential danges so that consumers will
read the information being conveyed.
Therefore, FDA has determined that the
signal word “warning.” rather than the
word “caution.” will be used routinely in
OTC drug labeling that is intended to
alert consumers to potential safety
problems, Accordingly, the signal word
“Caution™ has deleted from this
tentative final monograph. -

11. The agency has added to
§ 311.72(b) (redesignated as § 341.72(c))
& paragraph on warnings that are
appropriate for products that are labeled
for children under 12 years of age. The
agency acknowledges thet some
warnings which the Panel recommended
for a1l antihistamine drug products are
inappropriate for products which are

“lzbeled for children under 12 years of
&ge. In addition, the warnings for
products labeled for children under 12
years of age have been worded to refiect
the administration of the product by
adults rather than self-administration.
(See comment 15 above.)

12. The agency has combined several
warnings under new § 341.72(c) and
believes that‘combining the drowsiness
warning with related warnings
concerning the use of alcohol or
operating a motor vehiclé or machinery

. while taking antihistamines will provide
more informative labeling for the
cousumer. Therefore, the warnings (in
§ 341.72(b), which has been
redesignated § 341.72{c)), have been
revised as follows: Paragraphs (6). @)
and (8) have been redesignated as (3).
(4). and (5). Paragraphs (3) and (4) of
§ 341.72(b) have been revised,
combined, and added to paragraphs (3)
and (4) of new § 341.72(c). New
§ 341.72(c) (3) and (4) reflect a
combining of warnings concerning
drowsiness and the use of alcohol or
operating a motor vehicle or machinecy
while taking antihistamines. (See
corament 13 above.)

13. Because antihistamines have an
antickolinergic effect which can reduce
the volume of broachial secretions and
cause thickening of thesc secretions, the
Pandl recommeaded that antihistamings

bear a warning that people with asthma
not take these drugs unless directed by a
doctor; and the agency is proposing such
a warning in this tentative final
monograph. The agency believes that in
addition to this warning. the labeling of
antihistamine drug products should
inlcude a warning against use of
antihistamines in patients with any
obstructive pulmonary disease in which
clearance of secretions is a problem.
The Panel stated that it is important to
avoid anticholinergics in the presence of
bronchial asthma or chronic obstructive
pulmonary disease because of the
possibility that anticholinergics may
cause secretions to become less fluid
and difficult to remove, and thus cause
obstruction of the respiratory passages
(41 FR 38377). The Panel's recommended
warning in § 341.72(b)(2) of the advance
notice of proposed rulemaking included
asthma, but did not include chronic
obstructive pulmonary disease as a
contraindication for the use of
antihistamines. The agency believes that
this warning should be expanded to
include all types of chronic obstructive
pulmonary disease. This term applies to
patients with clinically significant,
irreversible, generalized airways
obstruction associated with varying
degrees of chronic bronchitis,
abnormalities in small airways, and/or
emphysema (Ref. 1). Because respiratory
distress symptoms such as difficulty in
beathing and shortness of breath are
characteristic of chronic obstructive
pulmonary disease, the agency believes
that such descriptive termas should also
be included in the warning in order to
provide more information to the
consumer. Therefore, the agency is
proposing to amend the Panel’s:
recommended warning to read, “Do not
take this product if you have asthma,
glaucoma, emphysema, chronic
pulmonary disease, shortness of breath,
difficulty in breathing, or difficulty in
urination due to enlargement of the
prostate gland ualess directed by a
doctor.” The agency is proposing the
term chronic pulmonary disease rather
than chronic obstructive pulmonary
disease in this warning because it
believes that the shorfer term will be
more understandable to consumers.

Relerence

(1) Berkow, R., editor, “The Mcrck
Manual.” 14th Ed., Merck Sharp & Dohme
Rescarch Laboratories, Rahway. NJ. pp. 626
635, 14982,

14. n an effort to simplify OTC drug
labeiing, the agency proposed in a
nember of tentadive final monographs to
substitute the word “doctor™ for
“physiciza™ in OTC drug monographs on
the hasis that the word “doctor” is niore

commounly 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 and 369.21, and exemptions
for certain drugs limited by NDAs to
prescription sale in § 310.201(a)(13), for

. oral antihistamine drug products at the

time that this monograph becomes
effective. The agency proposes to revoke
§ 310.201(a)(4) and to delete
phenyltoloxamine citrate from bearing
the warning and caution statements
required by § 369.21 at the time that this
monograph becomes effective if this
ingredient is reclassified in Category I
as an OTC antihistamine in the final
monograph. :

The agency has examined the
economic consequences of this proposed
rulemaking in conjunction with other
rules resulting from the OTC drug
review. In a notice published in the
Federal Register on February 8, 1983 (48
FR 5806). the agency announced the
availability of an assessment of these
ecoaomic impacts. The assessment
determined that the combined impacts
of all the rules resulting from the OTC
drug review do not constitute a major
rule according to the criteria established
by Executive Order 12291. The agency
therefore concludes that no one of these
rules, including this proposed rule for
OTC antihistamine drug products, is a
major rule.

The economic assessment also
concluded that the overall OTC drug
review was not likely to have a.
significant economic impact on a
substantial number of small entities as
defined in the Regulatory Flexibility Act,
Public Law 96-354. That assessment
included a discretionary Regulatory
Flexibility: Analysis in the event that an
individual rule might impose an unusual
or dispreportionate impact on small
enlities. However, this particular
rulemaking for OTC antihistamine drug
products is not expected to pose such an
impact on small businesses. Therefore,
the agency certifies that this proposed
rule, if implemented, will not have a
significant economic impact on a
subistantial number of small entities.

The agency invites public comment
regarding any substantial or sigrificant
econemic impact that this rulemaking
would have on OTC antihistamine drig
freducts Types of impact may incluce.

Al
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but are not limited to, costs associated
with product testing, relabeling,
repackaging, or reformulating.
Comments regarding the impact of this
rulemaking on OTC antihistamine diug
products should,be accompanied by
appropriate documentation, Because the
agency has not previously invited
specific coment on the economic impact
of the OTC drug review on
antihistamine 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
on this subject to be developed and
submitted. The agency will evaluate“any
comments and supporting data that are
received and will reassess the economic
impact of this rulemaking in the
preamble to the final rule.

The agency has carefully considered
the potential envitonmental effects of
this proposal and has concluded that the
action will not have a significant impact
on the human environment and that an
enviroamental impact statement
therefore will not be prepared. The
agency’s finding of no significant impact,
and the evidence Supporting this finding,
conlained in an environmental
assessment (under 21 CFR 25.31,
proposed in the Federal Register of
December 11, 1979; 44 FR 71742), which
may be seen in the Dackets
Management Branch,Food and Drug
Administration.

List of Subjects in 21 CFR Part 341

OTC drugs: Anticholinergics,
Expeclorants, Bronchodilators,
Antitussives, Nasal decongestants,
Aantihistamines. .

On July 9, 1982 at 47 FR 40002, FDA
proposed to amend 21 CFR Subchapter
D by adding a new Part 341. Proposed
Part 341, as amended qn October 26,
1982 (47 FR 47520) and Octaober 19, 1983
(48 FR 48576) would be further amended
as follows:

Therefore, under the Federal Food,
Drug. and Cosmetic Act (secs. 201(p),
502, 505, 701, 52 Stat 1041-1042 as
amended, 1050-1053 a5 amended, 1055-
1056 as amended by 70 Stat. 919 and 72
Stal. 948 (21 US.C. 321(p), 352, 355, 371)),
and the Administrative Procedure Act
(secs. 4. 5. and 10, 60 Sta(. 238 and 243 as
amended (5US.C. 553, 554, 702, 703,
704)). and under 21 CFR 5.1 Litis’
proposed to make the following
amendments: :

PART 34 I%AE&ENOEOI
1. In proposed Subpart A, § 31413 is

amended by adding new paragraph (d)
to read as folows:

. §3413 ODefinitioas.

- - . - "

(d) Antihistamine drug. A drug used
for the relief of the symptoms of hay
fever and upper respiratory allergies
(allergic rhinitis) and the symptoms of
sneezing and runny nose associated
with the common cold.

2. In proposed Subpart B, new § 341.12
is added to read as follows:

§ 341,12 Aatihistamiae active ingredients.

The active ingredients of the product
cousist of any of the following when
used within the dosage limits-
established for each ingredient:

(a) Brompheniramine maleate.

(b) Chlorpheniramine maleate.

(c) Dexbrompheniramine maleate.

(d) Dexchlorpheniramine maleate.

(e) Diphenhydramine hydrochloride.

(f) Phenindamine tartrate.

(g) Pheniramine maleate.

(h) Pyrilamine maleate.

(i) Thonzylamine hydrochloride.

(i) Triprolidine hydrochloride.

3. In proposed Subpart C, new § 341.72
is added and § 341.90 is amended by
adding new paragraphs (b), (c). (d), (e).
(0. (2). (h). (i). (j). and (X) to read as

follows:

§341.72 Labeling of aatihistamiae drug
products.

(a) Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as an “antihistamine.”

(b) Iadications. The labeling of the
product contains a statement of the
indications under the heading
“Indications™ that is limited to both of
the following phrases: (1) “Temiporarily™
(select ane of the following: “relieves,”
“alleviates,” “decreases,” “reduces.” or
“dries") “runny nose and” (select one of
the followring: “relieves.” “alleviates,”
“decreases," or “reduces”) “sneezing,
itching of the nose oc throat, and itchy;,
watery eyes due to hay fever™ (which
may be followed by one or bath of the
following: “or ather up per respiratory
allergies™ or “(allérgic rhinitis)")."

(2) “Temporarily™ (select one of the
following: “relieves,” “alleviates,”
“decreases,” “reduces.” or “dries")
“runny nose and" (select one of the
following: “relieves,” “alleviates,”
“decreases,” or “reduces™) “sneezing
associated with the common cold.”

(c) Warnings. The labeling of the
product coatains the following -
warnings, under the heading
“Warnings™: : e

(1) “May cause excitability especially
in childrén.”

(2) “Do not take this product if you
have asthma, glaucoma, emphysema,
chronic pulmonary disease, shoctness of

breath, difficully in breathing, oc
difficulty in urination due to
enlargement of the prostate gland unless
directed by a doctor.™

(3) For products conlaining
brompheniramine maleate,
chlorpheniramine maleate,
dexbrompheniramine maleate,
dexchlorpheniramine mdleate,
phenindamine tartrate, pheniramine
maleate, pyrilamine maleate,
thonzylamine h ydrochloride, or
triprolidine hydrochloride identified in
§341.12 (a). (b). (c). (d). (f}. (g). (). (i).
and (j). “May cause drowsiness; alcohol
may increase the drowsiness effect.
Avoid alcoholic beverages while taking
this product. Use caution when driving e
motor vehicle or operating machinery.”

{4) For products containing
diphenhydramine ydrochloride
identified in § 341.12(e). “May cause
marked drowsiness: alcohol may
increase the drowsiness effect. Avoid
alcoholic beverages while taking this
product. Use caution when driving a
motor vehicle or operating machinery.”

(5) For products containing
phenindamine tartrate identified in
§34L12(f). *“May cause nervousness and
insomnia in some individuals.”

(6) For products that are labeled onl ly
for use by children under 12 years of
age.-The labeling of the product contains
only the warnings identified in
paragraphs (c} (1) and (5) of this section
as well as the following:

(i} “Do not give this product to
children who have asthma or glaucoma
unless directed by a dactor.™

(i) For products coataining
brompheniramine maleate,
chlorpheniramine maleate,
dexbrompheniramine maleate,
dexchlorpheniramine maleate,
phenindamine tartrate, pheniramine
maleate, pyrilamine maleate,
thonzylamine hydrochloride, or
triprolidine Ryrochloride identified in -
§ 341.12(a]. (b). (c). (d}. (f). (g). (B). (i)
and (j). “May cause drowsiness.”

(iii) For products containing
diphenhydramine hydrochloride R
identified in § 341. 12(e): “May cadse
marked drowsiness.™

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

(1) For products containing .
brompheniramine maleate identified in
§ 341.12(a). Adults: oral dosage is 4
milligrams every 4 to 6 hours, not to -
exceed 24 milligrams in 24 hours, or a5
directed by a doctor. Children 6 to under
12 years of age: oral dosage is 2
milligrams every 4 to 6 hours, not to
exceed 12 milligrams in 24 hours, or as
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directed by a doctor. Children under 6
years of age: consult a doctor,

(2) For products contaiaing
chlorpheniramine maleate ideatified in
§341.12(b). Adults: oral dosage is 4
milligrams every 4 to 6 hours, not to
exceed 24 milligrams in 24 hours, or as
directed by a doctor., Children 6 to under
12 years of age: ocal dosage is 2 '
milligrams every 4 to 6 hours, not to
exceed 12 milligrams in 24 hours, or as
directed by a doctor. Children under 6
years of age: consult a doctor.

(3) For products containing
dexbrompheniramire maleate ideatified
in § 341.12(c). Adults: ocal dosage is 2
milligrams every 4 to 6 hours, not to
exceed 12 milligrams in 24 hours, or as
directed by a doctor. Children 6 to under
12 years of age: oral dosage is 1
milligram every 4 to 6 hours, not to
exceed 6 milligrams in 24 hours, or as
directed by a doctor. Children under 6
vears of age: consult a doctor.

(4) For products containing
dexchlorpheniremine maleate identificd
in § 341.12(c). Adults: oral dosage is 2
milligrams every 4 to 6 hours, not to
exceed 12 milligrams in 24 hours, or as
directed by a doctor. Children 6 to under
12 years of age: oral dosage is 1
milligram every 4 to 6 hours. aot ta
exceed 6 milligrams in 24 haurs, o¢ as
directed by a doctor. Children under 6
Years of age: consult a doctor,

(8) For products containing
diphenhydramine h ydrochloride
identified in § 341L12(e). Adults: oral
dosage is 25 to 50 milligrams every 4 to 6
hours, not to exceed 200 milligrams in 24
hours, or as directed by a doctor.
Children 6 to under 12 years of age: oral
dosage is 12.5 to 25 milligrams every 4 to
6 hours, not to exceed 150 milligrams in
24 hours, or as directed by a doctor.
Children under 6 years of age: consult a
doctor.

(6) For products containiag
phenindamine tartrate identified in
§ 341.12(f). Adults: oral Dosage is 25
milligrams every 4 to 6 hours, not to
exceed 150 milligrams in 24 hours, or as
directed by a doctor. Children 6 to under
12 years of age: oral dosage is 12.5
milligrams every 4 (o 6 hours, not to
exceed 75 milligrams in 24 hours, or as
directed by a doctor. Children under 6
years of age: consult a doctor.

(7) For products coataining
pheairamine maleate ideatified in
§341.12(g). Adults: oral dosage is 12.5 to
25 milligrams every 4 to 6 hours, not to
exceed 150 milligrams in 24 hours. or as
directed by a doctor. Children 6 to under
12 years of age: oral dosage is 6.25 to
12.5 milligrams every 4 to 6 hours. not ta
exceed 75 milligrams in 24 hours, or as
directed by 2 doctor. Children under G
vears of age: consult a dactor.

(8) For products containing pyrilamine
maleate identified in § 341.12(h). Adults:
oral dosage is 25 to 50 milligrams every
6 to 8 hours, not to exceed 200
milligrams in 24 hours. or as directed by
a doctor. Children 6 to under 12 years of
2ge: oral dosage is 12.5 to 25 milligrams
every 6 to 8 hours, not to exceed 100
milligrams in 24 hours, or as directed by
a doctor. Children under 6 years of age:
consult a doctor.

(9) For products containing
thenzylamine hydrochloride identified
in § 341.12(i). Adults: oral dosage is 50 to
100 milligrams every 4 to 6 hours, not to
exceed 600 milligrams in 24 hours, or as
directed by a doctor. Children 6 to under
12 years of age: oral dosage is 25 to 50
milligrams every 4 to 6 hours, not to
exceed 300 milligrams in 24 hours, or as
directed by a doctor. Children under 6
years of age: consult a doctor.

(10) For products contaiaing
tripolidine hydrochloride ideatified in
§341.12(j). Adults: oral dosageis 2510 &
milligrams every 8 to 8 hours, not to
exceed_10 milligrams in 24 hours, or as

directed by'a doctor. Children 6 to under

12 years of age: oral dosage is 1.25
milligrams every 6 to 8 hours, not to
exceed 5 milligrams in 24 hours, or s
directed by a doctor. Children under 6
years of age: consult a doctor. (e) The
word “physician™ may be substituted for
the word “dector” in any of the labeling
statements in this section.

§341.90 Prolessional labeling.

(b) For products containing
brompheniremine maleate identified in
§341.12(a). Children 2 to under 6 years
of age: oral dosage is 1 milligram every 4
10 6 hours, not to exceed 6 milligrams in
24 heurs. RN

(c) For products containing
chlorpheniramine maleate identified in
§ 341.12(b). Children 2 to under 6 years
of age: oral dosage is 1 milligram every 4
to 6 hours, not to exceed 6 milligrams in
24 hours.

(d) For products conteining
dexbrompheniramine maleate identified
in § 341.12(c). Children 2 to under 6
years of age: oral dosage is 0.5 milligram
every 4 to 6 hours, not to exceed 3
milligrams in 24 hours.

(e) For products containing
dexchlorpheniramine maleate identified
in § 341.12(d). Children 2 to under 6
years: oral dosage is 0.5 milligram every
4 to 6 hours, not to exeeed 3 milligrams
in 24 hours. .

() For products containing
diphenhydramine hydrochloride
identified ia § 341.12(e). Children 2 to
under 6 years of age: oral dosage is 6.25
milligrams ¢very 4 to 6 hours, not to
exceed 37.5 mg in 24 hours.

(8) For products containing
phenindamine tartrate identified in
§ 341.12(f). Children 2 to under 6 years of
age: oral dosage is 6.25 milligrams every
4 to 6 hours, not to exceed 37.5

- milligrams in 24 hours.

(h) For products containing
pheniramine maleate identified in
§ 341.12(g). Children 2 to under 6 years
of age: oral dose is 3.125 to0 6.25
milligrams every 4 to 6 hours, not to
exceed 37.5 milligrams in 24 hours.

(i) For products containing pyrilamine
maleate identified in § 341.12(h).
Children 2 to under 6 years of age: oral
dosage is 6.25 t0 12.5 milligrams every 4
to 6 hours, not to exceed 50 milligrams
in 24 hours. :

(i) For products containing
thonzylamine hydrochloride identified
in § 541.12(i). Children 2 to under 6 years
of age: oral dosage is 12.5 to 25
milligrams every 4 1o 6 hours. not to
exceed 150 milligrams in 24 hours.

(k) For products containing
triprolidine hydrochloride identified in
§ 341.12(j). Children 2 to under 6 years of
age: oral dosage is 0.938 milligram every
4 10 6 hours, not to exceed 3.744
milligrams in 24 hours. Children 2 to
under 4 years of age: oral dosage is 0.625
milligram every 6 to 8 hours. not to
exceed 2.5 milligrams in 24 hours.
Infants 4 months to under 2 years of age:
oral dosage is 0.313 milligram every 6 to
8 hours, not to exceed 1.252 milligrams
in 24 nours.

Interested persons may, on or before
May 15, 1985 submit to the Dockets

- Management Branch (HFA-305), Food

and Drug Administration, Rm. 4-62, 5600
Fishers Lane; Rockville, MD 20857,
written comments, objections, or -
requests for oral hearing before the

‘Commissioner on the proposed

regulation. A request for an oral hearing
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 documents
being published concurrently. Written
comments on the agency's economic
impact determination may be submit}ed
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 are
to be identified with the docket number
found in brackets in the heading of this
document and may be accompanied by
a supporting memorandum or brief.
Comments, objections, and requests
may be secn in the office above between
9 a.m. and 4 p.m., Moaday through
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Friday. Any scheduled oral hearing will
be announced in (e Fedecal Register.
Interested persons, on oc before
January 15, 1985, may also submit in
writing new data demonstrating the
safety and effectiveness of those
conditions not classified in Category I.
Writtea Comments oa the new data may
be submitted on or before March 17,
1986. These dates are cousistent with
the time periods speciflied in the
agency's final rule revising the
procedural regulations for reviewing and
classifying OTC drugs. published in the
Federal Register of Seplember 29, 1981
(46 FR 47730). Three copies of all data

and comments on the dz13 are (9 be
submitted, except thai individuals may
submit one copy, and 2l data and
comments are to be idzniified with the
dacket number found in brockets in the
heading of this document. Dota and
comments should be addressed (o ihe
Dockets Management Branch (I IFA-305)
(address above). Received data and
comments may also be seen in the office
above between 9 a.m. and 4 p.m.,
Monday through Friday.

In establishing a final monogzaph, the
agency will ordinarily coasider anly
data submitted prior to the closing of the
administrative record on March 17, 1956.

Data submitted after the closing of the
administrative record will be reviewed
by the agency only after 4 final
monograph is published in the Federal
Register, unless the Commissioner finds
899d cause has been shown that
wasrants earlier consideration.

Dated: December 31, 1944,
Frack E. Young,
Comeeissioner of Food ond Drugs.
Macgatet M. Heckler,
Secretery of Heolth and Human Services.
{¥R Doc. 85-680 Filed 1-14-85: 8:45 am]
BULING COOE (160-0 146
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consumers to avoid alcoholic beverages
when using OTC antihistamines because
alcoholic beverages may increase the

- drowsiness effect of the antihistamine.

The agency does not believe that a
consumer would equate a drug product
containing alcohol with an alooﬁolic
beverage and thus construe these
warnings to mean that the drug product

- should not be used. Additionally, the

comment did not provide any data

' supporting its contention that the °

proposed warning is confusing. Finally,
the agency does not believe that
products formulated with alcohol and
labeled for nighftime use should have a
different warning. Thé agency is aware
that such products often are also labeled
for use during the day and are, in fact,
used by consumers during the day
whether or not they contain labeling for
this use. The agency believas that

“products containing an antihistamine
should contain the same warnings, with

the only exception being that the word
“marked" is required for several of the

‘antihistamines to describe the degres of

drowsiness that may occur. Therefore,
the agency is not including the
comment’s suggested alternative in
§341.72(c)(3) and (4) of this final
monograph, but is including the
warning that was proposed in the
amendment to the tentative final
monograph for OTC antihistamine drug
products, as stated above. -

23. One comment suggested that
labeling for drug’ products containing
diphenhydramine, chlorpheniramine,
and related substances should contain
warnings of possible effects on the
heart, particularly heart problems
requiring treatment with beta blocker
drugs. The comment based its
suggestion on a personal experience
while using a prescription dr product
containing diphenhydramine “for a bad
case of allergy™ and, subsequently,
using an OTC drug product containing

* chlorpheniramine. The comment

contended that these drugs “beganto
‘cause trouble, a stepped-up heart beat,
and a very disabli
chest™. = — 7 ] . .
- The agency has reviewed the Panel‘s
feport with respect to side effects of the"
antihistamines. The Panel stated that
the most common side effects are
dryness of the mouth
(41 FR 38312 at 38380). The Panel also
stated that other side effects which dre
not as common have been reported in
scientific texts but are poorly
documented and often cannotbe . .
definitely ascribed to antihistamines.
These include gastrointestinal effects
and cardiovascular symptoms which
may include palpitations, hypotension,
headache, or tightness of the chest (41

ng weak feeling in the

FR 38380). The Panel concluded that
serious side effects produced by the
antihistaminic drugs in the dosages
recommended for OTC use are rare and
the more common side effects are rarely
serious (41 FR 38380). In addition, in its
safety discussions of diphenhydramine
(41 FR 38340, 38341, 38384, and 38385),
chlorpheniramine (41 FR 38383 and
38384), or any other Category I
antihistamine, the Panel did not cite any
cardiovascular problems associated with
the use of these ingredients as
mentioned specifically by the comment.
The comment did not submit any data
to support its suggestion to add ]
warnings concerning cardiovascular
effects to the labeling of OTC -
antihistamine drug products beyond
reporting one personal experience.

Based on the Panel’s determination
that cardiovascular symptoms rarely
occur with the use of OTC o
antihistamines, and the lack of other
information, the agency concludes that
there is not an adequate basis for OTC
antihistamine drug products to bear
label warnings regarding possible
adverse cardiovascular effects. :
Accordingly, tha agencv is not includin
such warnings in this final monograph.

24. One comment suggested that all
antihistamine drug products contain
warnings to the elderly that these
products may produce congestion in the
lungs, particularly in case of bronchitis,
flu, pneumonia, or even a bad cold.

The comment did not provide any
data demonstrating that lung congestion
results from taking an OTC .
antihistamine drug product. The agency
is not aware of any studies or published
literature that would support the
comment’s statement. If lung congestion
occurs when a person has bronchitis, -
flu, pneumonia, or a bad cold, it would
appear that the congestion is likely the
result of the underlying condition. The
agency does not believe that a warning
expanded beyond that discussed in
comment 21, “Do not take this product, -
unless directed by a doctor, if you have
a breathing problem such as’emphysema
or chronic bronchitis, or if you have

glaucoma or difficulty in urination due

to enlargement of the prostrate gland,”

. is warranted at this time. : -

25. Two comments requested that the
agency include the symptomatic
treatment of allergic itching as a
monograph condition in the final
monograph for OTC entihistamine drug
products. One comment requested this
indication specifically for oral
diphenhydramine, while the other
comment requested the indication for
all orally administered OTC

antihistamines. .

The comment that requested
monogreph status for oral
diphenhydramine requested the
following indication: “For tempo
relief of {tching associated with hives,
minor skin irritations, or rashes due to
food or animal allergies, insect bites,
inhaled allergens (dust, mold, spares),

'poison ivy, oak, or sumac, soaps,

detergents, cosmetics, and jewelry." The
comment contended that the proposed
indication involves only symptoms
which consumers can recognize and
treat, and that the indication is currently
g-}l;pmved for prescription dispensing of
iphenhydramine hydrochloride at the
dose already accepted for OTC :
marketing. This comment was
subsequently withdrawn, but no reasons
were given (Ref.1). " - .
The second comment cited statements
from three references to support the
effectiveness of orally administered
antihistamines for the relief of pruritus,
angioedema, and other manifestations of
skin allergies: (1) prior edministration of
chlorphieniramine raised the itch
thresholds to both 2-méthyl histamine
and histamine itself (Ref. 2), (2)
traditional antihistamines of the H1 type
are the mainstay in the management of
urticaria (Ref. 3), and (3) certain of the
allergic dermatoses respond favorably to
H1 blockers; H1 blockers also have a
place in the treatment of itching
pruritides; and some relief may be
obtained in many patients suﬂ%ring
atopic dermatitis and contact dermatitis,
although topical corticosteroids seem to

' be-more valuablein such diverse

conditions as insect bites and ivy
poisonings (Ref. 4). The comment
requested that the indications in
§341.72(b) be expanded to permit the
following claim: “* * * or the itching
skin caused by allergy to local irritants
such as poison ivy, oak, or sumac, or
caused by hives.” - = . =

The agency has reviewed the -
information provided by the comment

| and determined that it is insufficient to.

support general recognition of the
symptomatic treatment of allergic

-itching as an appropriate OTC

indication for oral antihistamine drug
products. Hives and pruritic rashes

'secondary to foods, animal allergies,

and insect stings and bites can be'oné
component of a systemic anaphylactic
reaction, and the use of an OTC .
antihistamine could potentially delay
more appropriate treatment that may be
needed. The agency is unaware of an
data dembﬁfﬁ%ﬂﬁfmm.l
pefson .Sﬁrmﬁ i
allergic reaction an |
reaction that may begin wi
only Histamine is only one of the -
mediators releéased during mast cell

tenin

‘
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degranulation (Ref. 5). Therefore, the
usa of an antihistamine alone may not
be sufficient. . ' -

The agency does not find that the
refarences cited by the comment
support OTC use of oral antihistamines
for pruritus, angicedema, and other
manifestations of skin allergies. For
example, Monroe (Ref. 3) also said that
the ideal treatment for urticaria is-
Identification end removal of jts cause
and that oral antihistamines of the H1
type are the usual medical treatment for
acute urticaria, but medical .
management is required in severe
urticarial reactions. Further, the edition
of Goodman and Gilman ¢ited by the
comment included in its discussion of

_ allergic dermatoses the caveat that,
although angioedema is responsive to
treatment with antihistamines, the
paramount importance of epinéphrine

in the severe attack must be emphasized

(Ref. 4). This caution is carried through
to the current edition of Goodman and’
Gilman as well (Ref. 5). Poison ivy, oak,
and sumac are examples of contact
dermatitis. The Merck Manual (Ref. 6)
states that, although an oral '
corticosteroid should be given in severe
cases and the treatment for contact
dermatitis is usually topical
corticosteroids, antihistamines are
ineffective in cases of contact dermatitis
except for their sedative effect.

Based upon currently available data,
- the agency concludes f%al there is a Jack

hivesan 1Us, the Wwseof OTC
oral antihistamines Tor self-tréatment of
Tl :

nonmonaograph condition at this time,
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II. Summary of Significant Changes
From the Proposed Rule

1. The sgency has determined that
diphenhydramine citrate should be
included in this final monograph -
because the citrate salt of
diphenhydramine is identical to the .
hydrochloride salt. A dose of 76 mg
diphenhydramine citrate supgh‘es an
equivalent amount of diphenhydramine
content as 50 mg diphenhydramine
hydrochloride. Therefore, the agency is
revising the letter designations of active
ingredients in §341.12 Antihistamine
active ingredients to include the
addition of diphenhydraminae citrate in
this section. The agency is also revising
and redesignating the paragraphs in
§§341.72 (c) and (d) and 341.90 to
reflect this addition to § 341.12. (See
comment 4.) ‘

2. In order to allow for greater

- fléxibility in indication statements, the

agency is revising and expanding

§ 341.72(b) to allow for the option of
using either the phrase “Temporarily
relieves" or “For the temporary relief -
of." This revision results in the addition
of a new indication in § 341.72(b)(2);
proposed § 341.72(b)(2) (indication for a
cold) is temporarily removed while the
agency further assesses the use of
antihistamines for relieving symptoms
of a cold. New § 341.72(b)(2) now reads
as follows: “For the temporary relief of
runny nose, sneezing, itching of the
nose or throat, and itchy, watery ayes
due to hay fever” (which may be
followed by one or both of the :
following: “‘or other upper respiratory
allergies’ or “(al lergic rhinitis)"). (See
comment 14.) .

3. The agency is clarifying and
revising the warning in § 341.72(c)(2) so
that the consumer will not confuse
“breathing problems" associated with .
nasal congestion with “breathing’

" problems” associated with emphysema

ar chronic bronchitis {(conditions for -
which an antihistamine should not be
used) when taking an OTC cough-cold

combination drug product containing an -

anthistamine and a nasal decongestant
and to delete the term “asthma.” The
agency is revising the warning to read

as follows: “Do not-take this product,
unless directed by a doctor, if you have
a breathing problem such as emphysema
or chronic bronchitis, or if you have
glaucoma or difficulty in urination due

-to enlargemaent of the prostate gland.”

Likewise, the corresponding warning in
§341.72(c)(6)(i) for products that are
labeled only for use by children under
12 years of age is also revised (o read as
follows: “Do not give this product to
children who have a breathing problem
such as chronic bronchitis or who have

glaucoma, without first consulting the
child’s doctor.” (See comment 21.)

4. The agency is deferring its final
decision on the monograph status of
doxylamine succinate. Thus, the agency
has deleted this ingredient from
§341.12 of the monograph, all
references to this ingredient from -
headings in the monograpki, and the
directions for the use of liis ingredient
from § 341.72(d) and 341.90,

5. The agency is revising the letter
designations proposed on January 15,
1985, and August 24, 1987, in tha
following sections: in § 341.3
Definitions, (d) is being redesignated as
(e); and in § 341.90 Professional

- Labeiing, paragraphs (b), (c), (d), (e), (0

@), (). (i), (). (k), (1), and (m) have been
redesignated as paragraphs (e), (f), (g),

- (). G). (), @), (m), (n), (o), (p), and (q),

respectively. The redesignated -
paragraph “1” is being reserved because
the agency is deferring its final decision
on the status of doxylamine succinate,
Also, new paragraph (j) for the
ingredient diphenhydramine citrate is
being added to § 341.90. -

6. The agency is deferring its final
decision on the OTC claim for the
commeon cold proposed in § 341.72(b) of
the tentative final monograph until the
scientific debate about such use is
resolved as discussed above. Thus, the
agency is deleting the portion of the
definition proposed in' § 341.3(e) that
refers to the common cold and the -
indication proposed in § 341.72(b) for
the use of OTC antihistamines for
symptoms of the common cold.

UL The Agency’s Final Conclusions on
OTC Antihistamine Drug Products for
Relief of Symptoms of Hay Fever and
Upper Respiratory Allergies (Allergic
Rhinitis) - - ‘ S
Based on the available evidencs, the
agency is issuing a final monograph
establishing conditions under which
OTC antihistamine drug products are
generally recognized as safe and _
effective and not misbranded for relief
of symptoms of hay fever and upper.
respiratory allergies (allergic rhinitis). _
Specifically, the following ingredients
are included in this final monograph for
OTC antihistamine use: -
brompheniramine maleate,
chlorcyclizine hydrochloride, -
chlorpheniramine maleate, )
dexbrompheniramine maleate,
dexchlorpheniramine maleate,
diphenhydramine citrate,

-diphenhydramine hydrochloride,

phenindamine tartrate, pheniramine
maleate, pyrilamine maleate,

‘thonzylamine hydrochloride, and

triprolidine hydrochloride. The .
following ingredieats for OTC

£
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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

21 CFR Parts 201, 310, 341, and 369
[Docket No. 76N-052H]
RIN 0905-AA06

Cold, Cough, Allergy, Bronchodilator, ,
and Antlasthrhatic Drug Products for
Over-the-Counter Human Use; Final
Monograph for 0TC Antihistamine
Drug Products

AGENCY: Food and f)rug Administrafion,
HHS.
ACTION: Final rule.

SUMMARY: The Food and Drug
Administration (FDA) is issuing a final
rule in the form of a final monograph -
establishing conditions under which
over-the-counter (OTC) antihistamine
drug products (drug products used for
the relief of the symptoms of hay fever
and upper respiratory allergies (allergic
rhinitis)) are generally recognized as
safe and effective and not misbranded.
FDA is issuing this final rule after
considering public comments on the
agency's proposed regulation, which
was issued in the form of a tentative
final monograph, and all new data and
information on antihistamine drug
products that have come to.the agency's
attention. Also, this final rule amends
the regulation that lists nonmonograph
active ingredients by adding those OTC
antihistamine ingredients that have
been found to be not generally

“recognized as safe and effective or are
misbranded and were not previously
listed in the regulation. This final
monograph is part of the ongoing review
of OTC drug products conducted by
FDA. : ' -
EFFECTIVE DATE: December 9, 1993,

FOR FURTHER INFORMATION CONTACT:

- William E. Gilbertson, Conter for Drug
Evaluation and Research (HFD-810),
Food and Drug Administration, 5600
Fishers Lane, Rockvills, MD 20857,
301-295-8000. SR
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
ddvance notice of proposed rulemaking
to establish a monograph for OTC cold,
cough, allergy, bronchodilator, and
antiasthmatic drug products, together
with the recommendations of the
Advisory Review Panel on OTG Cold,
Cough, Allergy, Bronchodilator, and
Antiasthmatic Drug Products (Cough-
Cold Panel), which was the advisory
review panel responsible for evaluating

data on the active ingredients in these
drug classes. Interested persons were
invited to submit comments by
December 8, 1976. Reply comments in
response to comments filed in the initial
comment period could be submitted by
January 7, 1977.

In accordance with § 330.10(a)(10),
the data and information considered by
the Panel were put on display in the
Dockets Management Branch (HFA-
305), Food ang Drug Administration,
rm. 1-23, 12420 Parklawn Dr.,
Rockville, MD 20857, after deletion of a
small amount of trade secret
information.

The agency's proposed regulation, in
the form of tentative final monographs
for OTC cold, cough, allergy, :
bronchodilator, end antiasthmatic drug
products, was issued in the following
segments: anticholinergics and
expectorants, brorichodilators,
antitussives, nasal decongestants,
antihistamines, and combinations. The
fifth segment, the tentative final
monograph for OTC antihistamine drug
products, was published in the Federal
Register of January 15, 1985 (50 FR
2200). Interested persons were invited
to file by May 15, 1985, written
comments, objections, or requests for
oral hearing before the Commissioner of
Food and Drugs regarding the proposal.
Interested persons were invited to file
comments on the agency's economic
impact determination by May 15, 1985.
New data could have been submitted
until January 15, 1986, and comments

- on the new data until March 17, 198,

In this tentative final monograph, the
agency acknowledged a need to evaluate
new data and information concerning
doxylamine succinate and birth defects -
(50 FR 2200 at 2202). This information
arose after the Cough-Cold Panel - -
recommended that doxylamine® .~
succinate be generally recognized as

- safe and effective as an OTC

antihistamine (41 FR 38312 at 38419). In
the Federal Register of August 24,1987
(52 FR 31892), FDA published a notice
of proposed rulemaking on OTC
antihistamine drug products that ‘
amended the tentative final monograph
that was published on January 15, 1985
to include chlorcyclizine hydrochloride
and doxylamine succinate as Category I
OTC antihistamine active ingredients
and to revise the proposed dosage for
triprolidine hydrochloride. Interested
Pparsons were invited to file by October
23, 1987, written comments, objections,
or requests for oral hearing before the
Commissioner of Food and Drugs
regarding the proposal. Interested
persons were invited to file comments
on the agency’s economic impact
determination by December 22, 1987

New data could have been submitted
until August 24, 1988, and comments on
the new data until October 25, 1988. No
comments were received concerning.
chlorcyclizine hydrochloride or
triprolidine hydrochloride, Therefore,
final agency action on chlorcyclizine
hydrochloride and triprolidine
hydrochloride occurs with the
publication of this final monograph,
which is a final rule establishing a
‘monograph for OTC antihistamine drug
products. - : .
With regard to doxylamine succinate,
the agency received a technical report

-concerning a 2-year carcinogenicity and

chronic toxicity study of doxylamine
succinate in Fischer 344 rats and
B6C3F1 mice that was conducted by the
National Center for Toxicological )
Research (NCTR) under the auspioes of
the National Toxicology Program (NTP)
(Ref. 1). The study was prompted by the
National Cancer Institute’s finding that
methapyrilene, a similar antihistamine,
is a potent liver carcinogen in the rat.
The data on methapyrilene are on file in
the Dockets Management Branch

. (address above) under Dacket No. 75N--

0244 and have been published (Ref. 2).
In the NCTR study (Ref. 1),

- doxylamine succinate was

administered, ad libitum, as an
admixture in the feed to male and
female rats at dose levels of 0, 500,
1,000, or 2,000 parts per million (ppm)
for 2 years. Mice of both sexes received
food containing dose levels of 0, 190,
375, or 750 ppm. Each group contained
48 weanling animals per sex; the
animals were scheduled for sacrifice at
the end of 104 weeks. An additional
group of animals (9 rats and 12 mice per
sex) in each dose group was sdcrificed
at the end of 65 weeks. There were no
significant treatment-related differences -
in survival in either rats or mice. In rats, -
the highest doxylamine succinate dose
group had final body weights that were
22.8 percent (females) and 8.4 percent
(males) lower than controls. A number

- of nonneoplastic lesions was observed

in rats, including fatty change,
degeneration, and hyperplasia of the

-liver and increased-cytoplasmic

alteration in the salivary glands. In
Lnioe. there was evidence l?f .
epatotoxicity includirg ypertrophy,
clear and mixed cell foci, and, in
females, fatty change. There also was a
treatment-related increase in “atypical”

- hepatocytes in male mice. Both male

and female mice had a dose-related
increase in thyroid follicular cell -
hiyperplasia. There was a significant -
positive trend for increased incidence
with increasing dose for both -
hepatocellular adenomas and
carcinomas in male rats. When the
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incidence of adenomas and carcinomas
were combined, the trend test was
positive (p <0.01) and the incidence in
the highest dose group was significantly
(p <0.05) increased over that of
controls. No treatment-related increase
in neoplasms was found in female rats.
Although not statistically significant,
one rat in each of the high dose groups
of male and female rats was found to
tumor. Given the
extreme rarity of this neoplasm in rats,
these tumors may be reason for concern
despite the lack of a statistically
significant increase. In mice,
doxylamine succinate administration
roduced an increased incidence of
epatocellular adenoma in both males
and females. Also, both male and female
mice had a treatment-related increase in
follicular cell adenoma of the thyroid
gland. - :
On June 13 and 14, 1991, the agency's
Pulmonary-Allergy Drugs Advisory
Committee met to discuss the results of
the NCTR study. By a vote of five to one,
the Committee concluded that the
human carcinogenic potential of
doxylamine is not likely. The
Committee also recommended (again by
a vote of five to one) that doxylamine
remain OTC but that there be some
warning to the consumer that these data
exist (Ref. 3). The agency is currently
evaluating the relevance of the study
findings to humans and the advisory
committee’s recommendations. The
agency will publish its final decision on
doxylamine in OTC antihistamine drug
products in a future issue of the Federal
Register. At this time, drug products
containing doxylamine succinate as an
OTC antihistamine can remain in the -
‘marketplace with the labeling proposed
for this inimdient_in the tentative final
;nox; ph (52 FR 31892 at 31913 and
1914). . . i

_ The agency’s final rule; in the form of -
& final monograph, for OTC cold;; cough, .

allergy, bronchodilator, and _ .
antiasthmatic products is also .
being published in segments. Because
the agency has completed its evaluation
of all OTC antihistamine active - -
ingredients other than doxylamine
succinate, it is proooedigg at this time
products -
ccontaining these ingredients. Final .
8gency action on all OTC antihistamine
drug products, except those containing
daxyﬁmin
of this final monograph, whi i
establishes §§ 341:33). 341.12, 341.72,
(q) for OTC
antihistamine drug p. ucts in 21 CFR
part 341. Combination drug products
containing antihistamine ingredients are
addressed in the tentative final -
monograph on OTC cough-cold

@, occurs with the ‘iublication

-, a future issue of the Federal

combination drug products, which was
published in the Federal Register of
August 12, 1988 (53 FR 30522). A final
rule on combination drug products
containing antihistamine ients
will be published in a future issue of the
Federal Register, - .

In the tentative final monograph
published in the Federal Register of
January 18, 1985, the agency discussed
data submitted in support of the use of
chlorpheniramine maleate in treating
the symptoms of the common cold and,
based on those data, proposed an *
indication for the temporary relief of
runny nose and sneezing associated
with the common cold in § 341.72() of
the tentative final monograph (50 FR
2200 at 2203, 2204, and 2216). Recently,
the agency has been evaluating
applications requesting prescription-to-
OTC switch for drug products
containing antihistamines. Some have
included labeling for use in the common
cold without direct support from
clinical studies. The requested claim is
based on similarity of pharmacologic
action to the other antihistamines
included in the tentative final
monograph for OTC antihistamine drug
products, in which the agency proposed
common cold claims based on clinical
studies for chlorpheniramine maleate
and the similarity of pharmacologic
action of all the other monograph
antihistamines (50 FR 2216). However,
the agency has concerns whether the
pharmacologic effects of older Category
Iingredients that it considered '
previously as providing relief of
common cold symptoms are
characteristic of newer antihistamine
drugs. The agency is presently -
evaluating whether dataon .= .
chlorpheniramine maleate for this use
shou?c’l be extrapolated to other - -
antihistamines included in this final
monograph or any other antihistamines

. that may be switched from prescription -

to OTC status. Also, the agency is aware

- that there is controversy within the

scientific community as to whether
antihistamines are effective in treating
symptoms of the common cold. Beforg _
completing this aspect of the .

.rulemaking, the agency wishes to -
_evaluate more recent clinical studies as

well as the older data concerning the - .
effectiveness of antihistamines in

-treating symptoms of the common cold.

The agency will discuss these matters in.
Register. -
Thus, the agency is deferring, at this

-time, a final conclusion concerning the

~ use of antihistamines for the relief of

-sneezing and runny nose associated

with the common cold, but is
publishing its conclusions conceming

~ abbreviated app

the

- manufacturers, 1

the use of antihistamines for allergic
rhinitis. .

The OTC drug procedural regulations
(§ 330.10) provide that any testing
necessary to resolve the safety or
effectiveness issues that formerly
resulted in a Category I classification,
and submission to FDA of the results of
that testing or any other data, must be
done during the OTC rulemaking
g;oce_ss before the establishment of a

al monograph. Accordingly, FDA is
no longer using the terms “Category I"
(generally recognized as safe and -
effective and x(lot misbraleded). 1
“Category II" (not generally recognize
as safe and effective or misbranded),
and “Category III"* (available data are
insufficient to classify as safo and
effective, and further testing fs required)
at the final monograph stage, butis
using instead the terms “monograph
conditions™ (old Category I) and

* “nonmonograph conditions” (old

Categories I and ), .

As discussed in the proposed
regulation for OTC antihistamine drug
products (50 FR 2200), the agency .
advised that the conditions under which
the drug products that are subject to this
monograph will be generally recognized
as safe and effective and not misbranded )
(monograph conditions) will be effactive -
12 months after the date of publication
in the Federal Register. Therefore, on or

. after Decomber 9, 1993, no OTC drug

product that is subject to the monograph
and that contains a nonmonograph
condition, i.e., a condition that would'
cause the drug to be not generally
recognized as safe and effective or to be
misbranded, may be initially introduced
or initially delivered for introduction
into interstate commerce unless it is the
subject of an apg::ov_ed application or-
ication (hereinafter -
called application). Further, any OTC.
drug pmcfuq subject to this monoglja‘gh v
that is repackaged or relabeled aftar the
effective date of the monograph must be
in compliance with the monc ph. - .
regardless of the date the pro%;:t was
initially introduced or initielly = -
delivered for introduction into interstate
commerce.-Manufacturers are T
encouraged to comply voluntarily with
. monograph at the earliest possible
te. .- ST e ’
 In responisa to the proposed rule and

- amended proposed rule on OTC

antihistamine drug products, 10drug -
g manufacturers’
association, 1 health care professional, 1
consumer group, and 8 consumers
submitted comments. Capies of the - _
comments are on public display in the
Dockets Managément Bran {address
above). Additional information that has
come to the agency's attention since
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publication of the proposed rule and
amended proposed rule is also on
display in the Dockets Management -
Branch.

All “OTC Volumes™ cited throughout
this document refer to the submissions
made by interested persons pursuant to
the call-for-data notice published in the
Federal Register ofAugust 9, 1972 (37
FR 16029) or to additional information
that has come to the agency’s attention
since publication of the notice of
proposed rulemaking. The volumes are
on public display in the Dockets
Management Branch.
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L THE AGENCY'S CONCLUSIONS ON
THE COMMENTS

A. General Camments on OTC
Antihistamine Drug Products

1. One comment contended that OTC
drug monographs are interpretive, as
opposed to substantive, regulations. The
comment referred to statements on this
issue submitted earlier to other OTC
drug rulemakin roceedings. -

. Theagency agtrressed this issue in

' paragraphs 85 through 91 of the
reamble to the procedures for

. classification of OTC drug products,
published in the Federal Register of
May 11,1972 (37 FR 9464 at 9471 to

. 9472); in paragraph 3 of the preamble to
the tentative final monograph for OTC
antacid drug products, pubﬁshgd_in the

Federal Register of November 12,1973

" (38 FR 31260); and in aragraph 2 of the
preamble to the ten‘latige ﬁnalp :
monograph for OTC cough-cold
combination drug products, published
in the Federal Register of A st 12,
1988 (53 FR 30522 at 30524). FDA -

s the ¢onclusions stated in those
documents. Court decisions have
confirmed the agency's authority to
issue substantive regalations by
informal rulemaking. (See, e.g., National
Nutritional Foods Association v,
Weinberger, 512 F.24 688,696-98 (2d
Cir. 1975) and National Association of
Pharmaceutical Manufacturers v. FDA,

487 F. Supp. 412 (SD.NLY, 1980), aff'd, -
637 F.2d 887 (2d Cir. 1981).)-

2. One comment contended that
antihistamines are not effective in
alleviating the symptoms of runny nose
or sneezing associated with the common
cold and thus objected to the agency's
decision that chlorpheniramine is
effective for this use and that the data
from the chlorpheniramine studies
allow Category I status for this claim to
be extended to all antihistamines. The
comment contended that the studies
upon which the agency based its
decision (Refs. 1 and 2) are inadequate
“to prove chlorpheniramine effoctive for
treating colds" because the studies do
not meet the standards of the Panel.

The comment described what it
considered to be several major design
flaws in the two studies. The comment
maintained that neither study.careﬁxlly

.

_excludes subjects with hay fever or

other allergies from its study group and
that the criteria (i.e., “cold symptoms
for at least 24 hours, but not longer than
48 hours") for diagnosis of colds are
weak. The comment stated that because
the symptoms of hay fever mimic those
of a cold and because antihistamines are
effective in treating hay fever, careful
exclusion of subjects with hay fever is
essential in a study testing the
effoctiveness of antihistamines in
treating colds. The comment asserted
that the only effort made to exclude
subjects with allergios was to ask
whether they had known allergies. The
comment stated that although the
studies were conducted in the winter, in
séveral cases they began as early as
November or ended as late as May. The
comment argued that both November
and May are within the hay fever and .
allergy seasons. The comment suggested
that the studies should have included .
only victims of known cold outbréaks or
subjects with colds produced by virus
challenge, or that, at the minimum, -
nasal eosinophil smears should have-
been done to exclude active allergies,
The coniment asserted that even a small
number of subjects with hay fever could
have skewed the study to benefit- .
chlorpheniramine, “especially in view

of the minimal effect that :

* chlorpheniramine had.” -

The comment also alleged that one of
the submissions té the agency (Ref. 1)
excluded from its tables the results of
one of its three investigators because
these results were “inconsistent with
the results of the other two studies."
The comment maintained that if these
studies are included, subjects taking
chlorpheniramine are not significantly
better off in most categories (e.g.,
patients’ overall evaluation, total
objective score, and physicians’ global

evaluation) than subjects who took the
placeba. ' '

The comment added that the other
study submitted ta the agency (Ref. 2)
only demonstrates minimal :
improvement in subjects taking
chlorpheniramine because for each
symptom (i.e., sneezing, runny nose, or
nose blowing) the drug-treated subjects
felt significantly better than those taking
placebo at only one or two of the six
measurement times, -

Additionally, the comment asserted _
that one could not know how well
subjects were randomized in these
studies and that the bitter taste of
chlorpheniramine could have
confounded the results by foiling the
double-blind design.

The comment ¢ited two published
reports that purported to déemonstrate
the ineffectiveness of antihistamines in
“treating the common cold.” One report
reviewed 35 published studies of
antihistamine use in colds and found
that only 2 of the studies were well-
designed (Ref. 3). The comment noted
that neither of these two well-designed
studies supported the use of
antihistamines to treat colds. The other

- published report cited by the comment

involved a study of the effectiveness of
two antihistamines in preventing or

. improving colds induced by inoculating

volunteers with a cold virus. The -
comment concluded that the drugs were
not beneficial because the severity of the
colds and the duration of the symptoms
were the same in both the drug-treated
and the placebo-treated subjects (Ref. 4).
Noting that the ‘overwhelming -

‘majority of cold preparations containing

an antihistamine also contain a nasal
decongestant, the comment suggested
that the major flaw in both studies (Refs.
1 and 2) is that neither study .
demonstrates that the antihistamine

.adds to the effectiveness of the
. decongestant in treating colds. The

comment maintained that although
antihistamines alone may or may not .
have a small effoct in decreasing
$neezing and runny nose, this effect is
likely to be overshadowed, if not lost, -
when an antihistamine is combined -
with a nasal decongestant. The
comment added that because the two
studies do not address the question of -
whether or not antihistamines add any

- benefit when they are usedin =~ 7
- combination “cold” drugs, the studies

do not support the use of antihistamines-
as they are currently used in cold
preparations on the United States O1C
drug market. The comment also pointed
out that under FDA’s prescription drug
review one antihistamine-nasal :

‘decongestant combination containing

triprolidine hydrochloride and
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pseudoephedrine hydrochloride was
unable to be proven effective for the
treatment of colds as a prescription
drug, bat that it is currently being
promozed OTC almost exclusively for

"use in colds.

As discussed previousl
deferring final action on
this time. T
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B. Comments on Switching Prescription
Antihistamine Active Ingredients to

OTC Status
3. One comment commended the

‘ agency for its initiative in proposing
. additional antihistamin,

e active
ingredients (dexchlorpheniramine

- maleate, daxbrompheniramine maleate,

diphenhydramine hydrochloride, and
triprolidine hydrochloride) for OTC
status. The comment pointed out that
dexchlorpheniramine maleate and
dexbrompheniramine maleate are the
dextrorotary isomers of drugs that have
long been generally recognizaed as safe
and effective. Adding that both ,
ingredients have a long history of safe
and effective use as prescription
antihistamines, the comment noted that
dexbrompheniramine maleate recently
was switched to OTC use through the™ -

" mew drug application (NDA) process.

The comment also stated that -
diphenhydramine hydrochloride and

: _.g;i})mlidine hydrochloride have been

ely and effectively usad for years
both as prescription and OTC
The comment concluded that the

- inclusion of these four ingredients in
g prt(llposad §341.12 is a logi
an

cal, correct,

: able action: On the other
hand, another comment mafntained that
“‘more and stronger antihistamines™ -
shoul_d not be available without i

‘ mg:mug iring a physician’s prescription. - -
" its report (41 FR 38312 atg8379 to

antihistamines, including
diphenhydramine hydrochloride, that
had previously been available only by
prescription could be safely marketed
with appropriate labe g.

-38396), the Panel concluded that several

@ agency originally
dissented from the Panel’s Category I
classification of diphenhydramine

) tydrochloride (41 FR 38313), in the

M

- antihistamine drug

‘for OTC use within the d

* antihistamine drug p:

tentative final monograph for OTC .
products, the agency
concluded that diphenhydramine
hydrochloride could be safely marketed
OTC (50 FR 2200 at 2205). The agency
also proposed that the entihistamines
dexbrompheniramine hydrochloride,
dexchlorpheniramine hydrochloride,
and triprolidine hydrocgloride. which
had previously been available by
prescription or for OTC marketing under
NDA's, be generally rec as safe
and effective (50 FR 2205 and 2212 to
2214). ’ S

" When considering whether or not a
certain ingredient should be available
OTC, the agency’s primary concern is an
assessment of the overall ma of
safety. Factors included in the agency’s
determination of the ms of safety
include toxicity, potential for harmful
effects and collateral measures
necessary for safe use, abuse and misuse
potential, and the benefit-to-risk ratio,
The agency has carefully evaluated the
risk inherent in the OTC availability of
antihistamines, including some o
ingredients that had been marketed OTC
under appraved NDA's for many years,
and others that had been available only
8s prescription drugs. The agency
concludes that, with appropriate
labeling, the ingredients listed in
§341.12 of this final monograph are safe
9 limits
established in the monograph. The
second comment did not submit any
data demonstrating that these
ingredients are not safe for OTC use, or _
that a physician’s prescription is needed
for their proper use. Based on adequate

. evidence establishing that these

ingredients are generally recognized as
sagemd.aﬂecﬁvge for OTC use as
antihistamines, the agency is including
dexchlorpheniramine maleate, .
dexbrompheniramine maleate,
diphenhydramine hydrochloride, and -

triprolidine hydrochloride in §341.12 of -
. this final monograph. - - :

- 4. One comment noted that the
tentative final monograph for OTC
ucts lists -
diphenhydramine hydrochloride as -
Catogory I and ested that the same
status be aoofotds:?diphénhydmmine

monocitrate (now named - ‘
diphenhydramine citrate). The comment

pointed out that the agency concluded
that the citrate salt could be considered
identical to the hydrochloride salt in a
notice of enforcement policy relating to
diphenhydraminé as a nighttime sleep-
aig. which was published in the Federal
Register on April 23, 1982 (47 FR

- 17740). Hence, the comment concluded

that the diphenhydramine citrate dose
equivalent to the diphenhydramine

hydrochloride dose should be classified
Category I as an antihistamine.

A second comment (which was
submitted to the agency prior to the
publication of the tentative final .
monograph for OTC antihistamin drug
products, but after the administrative
record had closed), in the form of a
citizen petition, also recommended that
diphenhydramine be included in the
antihistamine monograph as a Category
I OTC antihistamine drug as both the
hydrochloride and the citrate salts. In
support of this recommendation, the

. petition stated that the Cough-Cold '

Panel had recommended that
diphenhydramine hydrochloride be
classified in Category I for OTC use as
an anti @ in suppressing the
symptoms of allergic rhinitis at adult
dosages of 25 to 50 mg every 4to 6

"hours, nat to exceed 300 mg daily, and

at children's (6 years and over) dosages
of 12.5 ta 25 mg every 4 to 6 hours, not
to exceed 150 mg daily (41 FR 38312 at
38419). The petition presented a
number of reasons w :
diphenhydramine (':ou{d be considered
safe and effective, as the hydrochloride
salt and as the citrate salt; for use as an
OTC antihistamine. These included: (1)
The Panel’s Category I recommendation _ _
for diphenhydramine hydrochloride; (2)
diphenhydramine is a member of the
ethanolamine class of antihistamines
with clinical use dating to 1946; (3) the
ingredient does not pose a serious safaty
question beyond its sedation qualities;
and (4) proper labeling will minimize
problems. A second citizen petition also
requested that diphenhydramine citrate
be included in the OTC antihistamine
final monograph. The petition
referenced agency statements in the
rulemaldnga?o'r OTC nighttime sleep-aid
drug products (47 FR 17740 at 17741 -
and 54 FR 6814 at 6824) that the citrate

salt could be considered identical to the
‘hydrochloride salt. ~ T

The agency agrees with the first

‘commeént and the citizen petitions that

diphenhydramine, in both the
hydrochﬁ';ﬁde and the citrate salt forms,
be included in the final monograph for
OTC antihistamine drug products. The
agency proposed in the antihistamine
tentative final monggm h (50 FR 2200
at 2204) that diphe ytfremine 5
hydrochloride is safeand effective for
OTC use as an antihistamine and .
roposed that diphenhydramine:
Eydrqchlodde.be Category I at an adult
dosage of 25 to 50 mg every 4 to 6 hours
for use in OTC antihistamine drug .

‘products (50 FR 2204). The agency

confirms that proposal in this final

monograph.’ S )
With respect to diphenhydramine

citrate for use as an OTC nighttirme

~
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sleep-aid ingredient, the agency stated
in the final rule for OTC nighttime .
sleep-aid drug products (Fe 14,
1989; 54 FR 6814 at 6823 and 6824) that
diphenhydramine hydrochloride and
diphenhydramine citrate are safe and
effective. The agency concluded that the
citrate salt could be considered identical
to the hydrochloride salt, because the
citrate salt is raEidly converted in the
stomach to the hydrochloride salt. The
egency also concluded that a dose of 76
mg diphenhydramine citrate is
* hecessary to supply a diphenhydramine
content equivalent to 50 mg :
diphenhydramine hydrochloride.

. Therefore, the agency is including
diphenhydramine citrate as an active
ingredient in the antihistamine final
monograph with the following *
directions: Adults and children 12 years
of age and over: oral dosage is 38 to 76

- milligrams every 4 to 6 hours, not to
exceed 456 milligrams in 24 hours, or as
directed by a doctor. Children 6 to
under 12 years of age: oral dosage is 19
to 38 milligrams every 4 to 6 hours, not
to exceed 228 milligrams in 24 hours, or
as directed by a doctor. Children under
6 years of age: consult a doctor.

The agency will also include
directions for diphenhydramine citrate

“in the antihistamine final monograph
under professional labeling as follows:
Children 2 to under 6 years of age: oral
dosage is 9.5 milligrams every 4to6
hours, not to exceed 57 milligrams in 24
hours.

5. A health care professional had no
real reservations about
diphenhydramine hydrochloride beirg
marketed OTC for treating allergic
symptoms, but reported that an adult
patient had committed suicide with an
overdose of a drug product ‘containing
di};_l;lénhydramine hydrochloride.

e Panel, in its evaluation of
whether a drug product is safe and -
effective for OTC use, considered the
potential for misuse and abuse (41 FR

- 38312 at 38385) and did not find any

data on diphenhydramine - ‘

hydrochloride to warrant such concoerns.
Likewise, the agency at this time is not
aware of any data to demonstrate that
.the misuse of diphenhydramine is a
widespread problem. The agency is
concerneéd about the possibility of any
adverse effects resulting from the use of
“OTC drug products, but it also

‘recognizes that a number of drugs in the
marketplace (both OTCand - '
prescription) can be and are knowingly
misused by some individuals. However,
the agency does not find that potential
misuse by certain individuals should
deprive the majority of the population
from having OTC access to drugs that
can be used safely and effectively when

labeled directions and warnings are
followed. The agency has determined
that the labeling and warnings required
by this final monograph for OTC
antihistamine drug products should
provide for the safe and effective use of
diphenhydramine hydrochloride when
used at the monograph dosages. The
agency concludes that 4
diphenhydramine hydrochloride should
be available as an OTC antihistamine
becausa it is safe and effective when |,
used as instructed in the labeling.

6. One comment contended that th
agency'’s reasons for placing |
promethazine hydrochloride in Category
Il as a single ingredient in the tentative
final monograph for OTC antihistamin®
drug products were in error. The
comment stated that the agency's
objections against OTC use of this
ingredient are exclusively limited to the
separate indication of temporary relief -
of runny nose, sneezing, itching of the
nose or throat, and itchy, watery eyes
due to hay fever or other upper
respiratory allergies or allergic rhinitis.
The comment urged the agency to
recognize promethazine hydrochloride
as a single entity as safe and effective for
OTC use, at least for the indication
pertaining to the temporary relief of |
runny nose and sneezing associated
with the common cold. The comment
argued that promethazine has been
generally recognized as effective for a
long time. The comment also alleged
that the agency’s rejection of general
recognition of promethazine is based
solely on the theoretical safety concern
that use of this drug over an extended
period of time to relieve symptoms of
allergic rhinitis might result in tardive
dyskinesia, a serious central nervous
system syndrome that may persist -
indefinitely after discontinuation ofhe
drug. The comment asserted that this =
safety concern does not exist because no -
case of tardive dyskinesia has ever been -
associated with promethazine use, and

. there has been a total lack of any

adverse reports through the 34 years of
continuous marketing. of this drug in the
United States. Further, although -
promethazine is structurally related to -
the other phenothiazine drugs which’
have been linked to causing tardive . _

- dyskinesia, the differences in chemical .-

structures and pharmacological effects
between promethazine and other

_phenothiazine drugs substantially °

lessen the possibility that promethazine
could cause the range of side effects
associated with other phenothiazine
drugs. The comment concluded that the
self-limiting use of promethazine to
relieve symptoms of the common cold
(7 to 14 days) negates the agency's safety

——

concern that extended use may cause
tardive dyskinesia. :

The Cough-Cold Panel classified
promethazine hydrochloride in Category
1 as an OTC antihistamine (42 FR 38312
at 38390 to 38391). The agency
dissented from the Panel’s Category I
classification of promethazine <
hydrochloride in the preamble to the
Panel's report (41 FR 38313) based on
the degree of drowsiness produced by
promethazine hydrochloride and the
possible adverse effects in children,
such as extrapyramidal disturbances.

In the tentative final monograph for
OTC antihistamine drug products (50
FR 2200 at 2206 to 2208), the agency
stated that the possibility of =~
choreoathetosis (a condition marked by
jerky, involuntary movements) T
occurring with OTC oral doses of
promethazine is unlikely and that there

. was no evidence to indicate that

extrapyramidal side effects were more
likely to occur with children. However,
the agency placed promethazine
hydrochloride in Category IIl as a single
ingredient because of concerns that the
rare, but serious adverse reaction of the
central nervous system known as
tardive dyskinesia might occur if
promethazine is used on a long-term
basis (50 FR 2200 at 2206 to 2208). The
agency also stated that promethazine
hydrochloride has not been used
extensively as a single ingredient for
antihistamine/allergic rhinitis/
antiallergy use on a long-term basis.
Data submitted to the agency were not
sufficient to alleviate these concerns,
and promethazine hydrochloride as a
single ingredient was placed in Category
IIl in the OTC antihistamine tentative
final monograph. ’ '

In the tentative final monograph for
OTC cough-cold combination drug -

- products published in the Federal

Register of August 12, 1988 (53 FR o
30522 at 30558 to 30559 and 30563), the

‘agency noted that promethazine has -
been widely used as a prescription drug,
:primarily in combination with other -

active ingredients for acute cough-cold
symptoms on a short-term basis. At that
time, the data and information indicated

that such short-term use of

" promethazine hydrochloride ir’i_"t:hesé ro
‘products was safe and that under :

conditions of short-term use for the
relief of cold symptoms, the possibility _

-of tardive dyskinesia occurring was no

longer a concern. Therefore, the agency
proposed that promethazine - - -
hydrochloride in combination with -
other cough-cold and/or analgesic-
antipyretic ingredients be Category I as .
an OTC antihistamine ingredient in
combination drug produicts for short-
term (7-day) use in relieving the

N
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symptoms of runny nose and sneezing
due to the common cold (53 FR 30563).

In response to the agency’s decision to
allow the OTC marketing of
promethazine h{dmchl. oride-containing
cough-cold combination drug products
for short-term (7-day) use for relief of
the symptoms of the common cold, the
Public Citizen Health Research Group
(HRG) and the University of Maryland
SIDS Institute (Ref. 1) submitteda -
citizen petition objecting to the OTC
marketing of promethazine-containing
cough-cold combination drug products.
A number of physicians (Refs. 2 through
9) also objected to OTC status. The
major concern that the petition and the
physicians raised was that there is a
possibility that the use of promethazine-
containing drig products in children
under 2 years of age may be associated
with the occurrence of sudden infant
death syndrome (SIDS) and that OTC
availability of these drug products could
“dramatically increase’ “overuse” of
these drug products in children in this
age group. The petition also raised
concerns about possible adverse
neurological reactions essociated with
these drug products and about the use
of prescription promethazine-containing
drug products in children under age 2,
in pregnant or nursing women, and in
the elderly. '

One manufacturer of promethazine-
containing combination drug products
submitted data and information to the
OTC cough-cold combination drug
products rulemaking in response to the
concerns raised in the citizen petition,
and has objected to the request of the
petition (Ref. 10). In addition, the
agency has received other information
concerning OTC use of drug products 3
containing promethazine hy loride
in Canada (Ref. 11). O

In response to tha citizen petition and
the_manstéh{aecét‘xllr:gs submission, the . -
agency a meeting of the
Pulmonary-Allergy Drugs Advisory

‘Committee on July 31, 1989, to discuss

the advisability of switching the -
marketing of cough-cold combination
drug products containing promethazine
hydrochloride from prescription status

" t0 OTC status: Presentations were made
by FDA staff and consultants, by

representatives of Public Citizen Health
Group, representatives of a

- major manufacturer of promethazine

hydrochlaride drug products, and by

. other interested persons. The agency has

placed the transcripts of that meeting in

‘the docket for the rulemaking for OTC

cough-cold combination drug products
(Ref. 12). Minutes of that meeting also
will be included in that docket when
available, o

Presentations by FDA staff (Ref. 12)
noted that adverse reaction reports from
FDA's Annual Adverse Reaction :
Summaries since 1969 may not be
adequate to establish incidence rates
because of under reparting of reactions
and the lack of a known number of
patients receiving the product. It was
also noted that because promethazine
has beeré:; use since 1951 and the

ency did not begin computerizing its
flﬁta base until 1969, that rqp'orlin‘ghof
adverse reactions for this drug by that
time would be at a minimal lev :
because much was already known in th
medical community about this drug’s
adverse reactions, which may cause a
loss of interest in reporting reactioris.

One case discussed involved a 27-
year-old pregnant woman who was
prescribed promethazine hydrochloride
25-mg suppositories, initially every 24
hours for 2 days and subsequently twice
a day as needed, for persistent morning
nausea and vomiting during her 12th
week of pregnancy. After 3 days of use,
she developed acute dystonic reactions
that causef?nvoluntary abnormal |
posturings of the neck, trunk, and left
arm which lasted for about a year and
a half. This case was considered
unusual because promethazine was
used for a very short time, i.e., 3 days,
rather than on a long-term basis.
Further, it was noted that although the’
treating physician initially diagnosed
the condition as an acute dystonic
reaction to promethazine, the long-term
persistence of the condition (one and
one-half years) qualified the diagnosis of
the condition to be defined as both
tardive dystonia and acute dystonia.

Manufacturer representatives in their
presentations concluded that there was
no real evidence of tardive dyskinesia (a
condition primarily charactérized by
involuntary movement of the facial,
buccal, oral, and cervical (neck).
musculature (Ref. 13)) associated with
promethazine use and that the case of.
the pregnant woman who developed
dystonia (a condition that involves
involuntary muscle clonic contortions
characterized by ebnormal sustained
posturing of the neck, trunk, and .
extremities (Ref. 13)) after 3 days of
therapy could have been idiosyncratic,
and lEe condition may have heen a
movement disorder of ancy. The
representatives stated er that the

. only reports of tardive dyskinesia with
the use of promethazine occurred with

patients using multiple neuroleptic
drugs and occurred only after long-term
use of phenothiazines. Therefore, short-
term use would eliminate any risk of the
occurrence of tardive dyskinesia.
After hearing the presentations, the
Advisory Committee members voted on

a number of the {ssues presented. In
responsa to the issue concerning the
relationship between the use of
promethazine-containing drug products
and SIDS and/or sleep apnea, one
committee member voted that no
relationship exists, while the other
seven members voted that there 1s a
possible relationship. In response to the
issue of whether there isa reason for
concern about the usa in the elderly of
the proposed adult oral dosage of
promethazine hydrochloride (6.25 mg
every 4 to 6 hours, not to exceed 37.5

mg in 24 hours) on a short-term (7-day) A

basis, four committee members voted
yes, and four members voted no. With
respect to the potential neurologic

 toxicities at the proposed OTC. osage,

+

none of the committee mémbers folt
there was a definite concern, but all
voted that there are possible concerns.
In response ta the question (based on
the data presented) concerning whether
promethazine hydrochloride at

roposed OTC doses with specific

abeling requirements for short-term (7-
day) use should be marketed OTC for
relief of the symptoms of the common
cold, the Committee recommended to
FDA by a vote of seven to one that these
drug products not be marketed OTC at
this time. '

In a notice in the Federal Register of

September 5, 1989 (54 FR 36762), FDA
concluded that it should accept the

Advisory Committee’s
recommendations and announced that
promethazine-containing combination
drug products for use in treating the -
symptoms of the common cold may not
be marketed OTC at this time. In that
olicy statement, the agency stated that
fore making a final decision,
concerning OTC status for these
products and before responding to the
citizen petition, that it intended to fully
and thoroughly evaluate data’and -

-information submitted to date, data -

presented at the July 31,1989 advisory
committee meeting, and other data and
information that may be pertirient.
Additional comments and safety data
have been submitted by a manufacturer
of promethazine-containing drig
products (Ref. 14). The submissions )
respond to issues raised at the July 31,
1989 advisory committee meeting and
requests that combination cough-cold
drug products containing promethazine
hydrochloride be allowed to be
marketed OTC. ’ -
Therefore, at the present time, the
marketing status of promethazine-
containing cough-cold drug products
remains prescription only. After all the
data and information have been'.
reviewed and evaluated, the agency will
publish its decision regarding the OTC

bt e e i
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(14) Comments No. C00223, 00224, and
C00225, Docket No. 76N-052G, Dockets
Management Branch. :

7. One comment requested that
tripelennamine hydrochloride be
switched from prescription to OTC
status, contending that this drug is
nonaddictive and has no more harmful
side effects than other “deregulated”
(OTC) drugs. Noting that a number of
antihistamines, including
tripelennamine hydrochloride, have a
mild sedative effect, the commaent stated
that the side effects from some OTC
drugs (such as alcohol, aspirin,
acetaminophen, and dimenhydrinate
hydrochloride) cause more harm to the
abuser than tripelennamine .
hydrochloride. The comment added that

. the benefits from the use of

tripelennamine hydrochloride outweigh
any potential misuse or abuse of the

.drug. The comment mentioned that a

number of common household
substances from alcohol to household
cleaners can be abused or misused, but
this potential for abuse and misuse does

- not curtail the public’s beneficial uses of

these items. The comment added that
tripelennamine hydrochloride is
marketed as an OTC drug product in
Canada and there do not appear to be
any unfavorable reports in the current
literature. The comment pointed out
that because antihistamines are often
used for allergies for extensive periods
of time, the cost factor to the consumer
would be grestly reduced if
tripelennamine hydrochloride was
marketed OTC.

Because no data concerning
tripelennamine hydrochloride were
submitted to the Panel, it did not review
this ingredient or make any
recommendations on the safety or
effectiveness of this drug for use as an
OTC antihistamine. Although the
comment presented some good reasons
to support OTC status for this drug,
unfortunately it did not provide any

data concerning the safety and

effectiveness of tripelennamine
hydrochloride for OTC use as an
antihistamine. Therefore, the agency is
not including tripelennamine :
hydrochloride in this final monogmézh.
However, if appropriate safety '
effectiveness data are submitted in
accordance with the requirements of 21
CFR 330.10(a)(4), the agency will. ~
consider OTC status for this drug and a
possible future amendment of this final
monograph. - : AR R

C. Comments on Specific OTC
Antihistamine Active Ingredients
8. One comment requested that

brompheniramine maleate be removed
from OTC use based on information in

.and values standardi

the “Handbook for Prescribing
Maedication During Pregnancy*’ (Ref. 1)
that cited this ingredient as the only
antihistamine associated with increased
incidence of birth defects, -

The agency believes that the
statement that the comment refers to
was cited in the above reference as “A
large-scale study of drugs that could
possibly have a teratogenic effect * * *
included chlorpheniramine, ;L
pheniramine, and brompheniramine. Of
these, only with brompheniramine was
there a statistically significant increased
risk of teratogenicity.” Based on a

‘review of the references cited in the
“Handbook for Prescribing Medication
During Pregnancy,” the agency believes
that the large-scale study referenced was
a study by Heinonen, Slone, and .
Shapiro (Ref. 2). The agency has
reviewed this study and.concludes that
a causal association between the use of
brompheniremine maleate during

- pregnancy and the occurrence of birth
defects has not been established.

The Heinonen, Slone, and Shapiro
study (Ref. 2) is a retrospective study of
50,282 mother-child pairs that included
3,248 malformed chillc)iren and that
considered the relationships between
the occurrence of birth defects during
the first 4 months of pregnancy and the
exposure to antinauseant, antihistamine,
and phenothiazine drug products. The
agency notes that some of the exposure
times reported in this study may not be
precise. In this study, the relative risks
for occurrence of malformations are
presented as crude vﬁ;ly 55, values
standardized for hos%ﬁl‘?rariabﬂity,

iz8d for the
mother’s ethnic group and for survival
of the child.

In one analysis, the investigators
considered all 3,248 malformed
children in relation to exposure to the
entire'group of antinauseants, :

* antihistamines, and phenothiazines in
- the first 4 Junar months of pry

niancy.
Out of 65 mother-child pairsmxglpth ‘
exposure to brompheniramine, they -
found 10 children with malformations.
Based on these'data, the investigators’

stated that brompheniramine was the

" only drug that had an estimated relative

risk that was statistically significant at

* the 0.05 level. The investigators added

that this was the only drug for which
the relative risk was greater than 1:5. -
However, when the investigators
analyzed the data confined to the 2,277
children who had malformations which
were uniformly distributed across the
hospitals studied, they found a hospital-
standardized relative risk of 1.98 (6
malformed infants in 65 exposed

" mother-child pairs) for-

brompheniramine. The agency believes

5




- more other medications (Ref. 3).
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that, if the small sample size is taken
into consideration and an adjustment
were made ta account for the large
number of associetions tested (i.e.,
analysis of multiple drug categories and
multiple tXpes of birth defects) involve
in the study, these standardized :
relative-risk findings would not be
considered statistically significant based
on the incredsed probability that the

- findings in this study may have

y chance.

The data presented by Heinonen,
Slone, and Shapiro are from the
Collaborative Perinatal Project of the
National Institute of Neurological and
Communicative Disorders and Stroke.
The agency obtained a printout of the
Collaborative Perinatal Project '
pertaining to brompheniramine
exposure in the first 3 lunar months of

- pregnancy (Ref. 3). This printout shows

that during the first 3 lunar months of

pregnancy, birth defects occurred in 4

children out of 22 mqther-chilc_}{airs
a

-exposed to brompheniramine

structural birth defects were syndactyly
(two cases), polydactyly, and pectus
excavatum. Becausa it is generall
accepted that the development of these
structural malformations occurs in the
first 3 lunar months of pregnancy and
exposure to the drug during the fourth
lunar month would not cause a
structural birth defect (Refs. 4 and 5),
the agency concludes that the two
structural malformations mentioneéd by
Heinonen, Slone, and Shapiro (Ref. 2) as
occurring in mother-child pairs in the
fourth lunar month are pro bly related
to environmental factors or genetic
factors or may be due to chance. In
addition, the agency notes that all
mothers of the four malformed children

‘who were exposed to brompheniramine

during the first 3 lunar months of
Pregnancy were also exposed to one or

". The Heinonen, Slone, end Shapiro

.- study was an exploratory investigation
. -of several drugs and several possible

adverse events. An exploratory study
may identify possible associations and

~ 8uggest areas for further study, * .

However, without advarice credibility of
specific dssociations, an ex Jloratory

. study is not the proper mechanism for

confirming such associations. The
8gency concludes that an association
cannot be confirnied from the same data
set that suggested the association in the
place. e .
For the above reasons, this study does
not establish a definite association
between brompheniramine exposure
and birth defects. The agency recognizes
that this does not rule out the possibility
that this association exists, but :
‘concludes that such an association is -

"maleate and birth def

not supported by the study. In addition.
Heinonen, Slone, and Shapiro do not
make any statement specifically about
brompheniramine teratogenicity and
conclude that there was essentially no
association between uniform
malfermations and the large categories
of drug groups studied and that “there
was no evidenca to suggest that
exposure to antihistamines * * * was

. related to malformations overall, or to

large categories of major or minor
malformations.”

Based on the above information, the
agency concludes that this study does
not demonstrate that brompheniramine
maleate is a teratogen. Further, the
agency is not aware of any other studies
that would establish a causal association
between the use of brompheniramine
. Thus, the
agency believes that brompheniramine
maleate when labeled with the
pregnancy/nursing warning required in
21 CFR 201.63 is safe for OTC use and
is including this ingredient in this final
monograph. o
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9. One comment submitted data (Ref.
1) to support reclassification of '
phenyltofoxamma citrate from Category
HI to Category I at an adult dose of 30
to 60 mg every 4 to 6 hours, not to
exceed 360 mg in 24 hours, and at a
children’s (ages 6 to 12 years) dosage
equal to one-half the adult dose. The -
submitted data consisted of two.clinical
studies (Ref. 1) and a published
pharmacology study (Ref. 2).- -

The agency has reviewed the .
submitted data and other information
and determined that the data are not
sufficient to establish the effectiveness

of phenyltoloxamine citrate as an OTG
antihistamine. The agency finds that the
study design of the two clinical studies

. (CRD 85-17 and 85-18) is flawed, and
~ the studies were not adequately

controlled. S
Study CRD 85-17 was a double-blind,
paralle{ placebo-controlled study
involving 108 subjects ranging in age
from 18 to 59 years with a confirmed
diagnosis of seasonal allergic rhinitis.
The study was designed to assess the
antihi inic effectiveness of
phenyltoloxamine citrate in the

treatment of seasonal allergic rhinitis.

Subjects were randomized into one of
three treatment categories: those taking
the 30-mg test product, those taking the
60-mg test product, and those taking the
placebo, for a 1-week period at a dosage
of one capsule four times a day at 8:30
a.m., 12:30, 5:00, and 10:00 p.m.
Measurement of the relief of symptoms
was done in two ways: on days 1, 2 and
8, the symptoms were evaluated hourly
from 8:30 a.m. t0.4:30 p.m. at the study
site by an investigator and the subject;

-on days 3 to 7, the effect of the test

product on symptoms was evaluated by
the subjacts at home on four occasions
(morning, noon, evening, and bedtime) ;
and recorded in a diary. : o
The study results divide subjects into
two groups: those who missed a dose of
study medication and those who had to
take rescue medication. These
differences in the study sul:"fc(x were
subsequently ignored, and the two
groups were combined (and included in
the analysis of the results of this study)
and considered as being similar. Even
though the total number of each test -

- group of subjects who missed a dosa or’

took rescue medication was similar,
there were differences in the number of
subjects who had missed a dose versus
those who took rescue medication in

~ each-group as follows: in the 30-mg dose

group, three subjects took rescue
medication and two subjects missed
doses; in the 60-mg dose group, three
subjects took rescue medication and
three subjects missed doses; while in -
the placebo group, five subjects took
rescue medication and one subject -
missed doses. In addition, there was &
variance in the total number of days and
dosage interval doses that were ad

-as well as when the rescue medication

was taken. The agency believes that .

- these differences should have been

noted and considered in the analysis of

the data rather than combined and -

ignored. . ' U
In analyzing this study, the agency . .

_noted considerable variation in the test.

results of the effect of the 30-mg drug’ )
geroduct on symptom relief, which may
due to operative variables such as
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vdriations in pollen counts and
humidity that were not considered in
the methodology of the study. For
example, for the relief of nasal
congestion, the data indicated that the
active drug ingredient was more
effective than the placebo on day 1 (at
three observation points), on day 2 (at
six points), and on day 8 (at five points).
While these differences were between
the lower 30-mg dose of the active drug
and the placebo, the data show that at
several of these same observation points
this lower dose was more effective than
the higher 60-mg dose of the drug. On
days 4, 6, and 7, the difference between
regimens (also in favor of the lower dose
of active drug) was only apparent at one
observation point. On days 3 and 5, no
differences were noted. On days 2 and
8, there were 12 observation points,
while on the other days, there were only
4 observation points. On days 2 and 8,
. the subjects remained indoors for 8
hours, while on days 3'through 7, the
subjects were not confined and their
whereabouts were not stated. Although
statistical methods were not mentioned
- in detail, observation points were
compared with baseline mean values
and days were compared to days.
lrrespective of the results, even if
differences were demonstrated, it would
be difficult to determine whether they
were attributable to drug effect, a
variation in the pollen count, humidity,
or the effect of a controlled versus an
uncontrolled environment. The agency
believes that a comparison of effects for
site days and a separate comparison of .
nonsite days would have reduced the
uncontrolled operative variables.

The agency also found that
differences between-the three.treatment
groups with respect to relief of the
symptoms of allergic rhinitis were not
consistently demonstrated and were
erratic. Further, on those days when
differences were noted, it was difficult
to determine whether the results were -

.due to drug éffect or the inadequacies of
the study design and analysis. _
Phenyltoloxamine citrate was shown to
be more effective than the placebo (i.e.,
witn a statistically significant p value of
0.05 or less) on only one day (day 2) for
relieving both wet and itchy symptoms.

Further, on only a few occasions was
the higher 60-mg dose of active drug
more effective than the placebo. In
addition, the lower 30-mg dose of active
drug was found to be superior to both
the higher 60-my active drug dose and
to the placebo. When the effects of the
drug on wet and itchy symptoms were
combined, the agency finds that
statistically significant differences were
recorded for only 3 out of the 59

observation points (on day 2 at 2:30
p-m., on day 6 at bedtime, and on day
7 in the moming). The data for nasal

- flow measurements demonstrated that

on only one day was the 30-mg dose
more effective than the 60-mg dose. In
addition, the placebo appeared to be
more effective than the 60-mg dose.
Thus, the nasal flow measurements
were not very helpful.

The protocol for study CRD 85-18 was
essentially identical to study CRD 85-17
with the exception that there were 74
subjects who participated in the study.
Other minor variations between the two
studies included the following: (1)
analysis of the data was done by
comparing the effect of the active drugs
and placebo on relieving the symptoms
by days at study site, days at home, and
by combining study site days and home

_site days, whereas study CRD 85-17
" compared observation points on each

day and overall days, and (2) a different
grading system was used to record
symptoms of a stuffy nose end the
methodology of performing or recording
nasal airway resistance. The second
evaluation day was staggered over a 4-
day periad (either day 2, 3, 4, or 5),
while in study-85-17, day 2 was always
the second 8-hour evaluation day. The
agency believes that these differences

~ would tend to bias the results in favor

of the active drug because there are less
points of comparison in this study and
the additional 3-day period would
create a steady state condition. Even the
comment concluded that the data were
not supportive of any demonstrable
efficacy for the active drug. The
reported results of the study confirm
this conclusion.

. The agency disagrees with the.
comment'’s explanation of study CRD
85-18 and its contention that thisstudy
is incomplete and therefore
inconclusive. The number of subjects

“recruited (74) for the study was

adequate to demonstrate efficacy. In
addition, carrying out the study over
two allergy seasons (spring and fall) is
not a reason to reject the study because
symptoms of allergic rhinitis were™ _
required for entrance into the study.
Also, the complexity of the case report
forms for study CRD 85-18 was not
greater than the complexity of the case
report forms for study CRD 85-17, and
thus is not a reason to reject the study.
In fact, the design of study CRD 85-18 -
may have introduced bias into this
study in favor of the active ingredient
rather than the control, because steady
state would more likely have been
achieved on the staggered second
evaluation day schedule that was used
in this study.

‘Management Branch.

The published study by Falliers et al.

(Ref. 2) and the pharmacology study

(Ref. 3) reviewed by the agency in the
tentative final monograph for OTC
antihistamine drug products (50 FR
2200 at 2208) are the same study. The
agency stated in the tentative final

“monograph that this study demonstrated

that there is a statistically significant
difference between the pharmacologic
action of a placebo and _
phenyltoloxamine citrate in favor of the
active ingredient at 1- and 2-hour
intervals after a single dose has boen
given. However, the study did not
demonstrate the effectiveness of
phenyltoloxamine over a long enough
period of time that would be -
representative of the actual conditions
under which the drug would be used.
The agency stated that additional data
from multiple-dose clinical studies
carried out over a period of at least |
week, and including an adequate
number of patients per dose level of test
ingredient and placebo, demonstrating
the effectiveness of phenyltoloxamine
would be necessary to reclassify this
active ingredient in Category I. The
agency’s conclusions regarding that
study remain the same. Further, the’
results of studies CRD 85-17 and 85-18
do not alter the agency's clinical
opinion that these studies do not
adequately support the effectiveness of
phenyltoloxamine citrate as an OTC
antihistamine. )

Based on a lack of adequate clinical
efficacy data, the agency concludes that
phenyltoloxamine citrate should not be
upgraded to monograph status.
Therefore, this ingredient is not being
included in this final monograph.

The agency’s detailed comments and
evaluations of the data are on file in the
Dockets Management Branch (Ref. 4).
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10. One comment described personal
experience in using several different
antihistamines, including - o
methapyrilene hydrochloridé and - : N
pyrilamine maleate, for self-treatment of
hay fever. The comment stated that
these drugs worked well but noted that .
methapyrilene hydrochloride had been
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methapyr
" tentative final monograph. However,

removed from the market because it wag

a potent carcinogen in animal tests, The
comment stated that it did not find

_pyrilamine maleate listed in the

tentative final monograph and :
questioned whether pyrilamine maleate
is similar to methapyrilene and whether
it has been tested as cancer-causing.
The agency concluded in the tentative
al monograph, based on data i
provided in a National Cancer Institute
study, that methapyrilene is a potent
carcinogen in animals and must be
considered a potential carcinogen in -
man (50 FR 2200 at 2202). The agency
initiated a recall of all oral and topical
products containing methapyrilene and
placed methapyrilene fumarate and
methapyrilene hydrochloride in
Category II (50 FR 2202). Thus, .
yrilene was not included in the

pyrilamine maleate was proposed as a

Category I antihistamine in the tentative

final monograph (50 FR 2216). -
Because of the similarity in chemical

structure between pyrilamine and

methapyrilene and because of the
extensive use of pyrilamine maleate in
both' prescription and OTC drug
roducts, it was nominated for testing
y NCTR, under the auspices of the NTP
(Ref. 1). Studies, in which pyrilamine
was tested in rats and mice in chronic
(104 weeks) bioassays, were completed
in February and March 1987 and
preliminary findings indicated no
cancer-causing potential (Ref. 2). The
final report was published in June 1991

- with the conclusion that there was no

evidence for a carcinogenic response to
pyrilamine maleate by either F344 rats
or B6C3F1 mice (Ref. 3). Based on the
abave information, the agency
concludes that pyrilamine maleate is
safe for OTC useand is including this

| ingr_edien:t in this final monograph.
‘References ’

aal Report—90 Day Subchronic
Study Report on Pyrilamine in Fischer Rats,”
paragraph 1.0, Introduction, NCTR, Jefferson,
AR, page 5, OTC Vol, O04HFM, Docket No. -
76N-052H, Dockets Management Branch,

(2) Memorandum of telephone
Conversation between G. Kerner, FDA, and
w. Allaben,-NCTR.'Jahuary 27,1989, OTC
Vol. 04HFM, Docket No. 76N-052H, Dockets
Management Branch. .

. {l) «m

3 (3) Department of Health arid Human

Services, NTP, “Technical Report for
Experiment No. 408 and 409 (NTP :
Experiments 05013-03 and 05013-04);
ilamine: 104 Week Chronic Dose Study in
Rats, and Pyrilamine: 104 Week Chronic

. Dose Study in Mice,” June 1991,
. D. Comments on Dosages for OTC

Antiliistdn:igze Active Ingredients -
11.-Two consumers questioned the

. safety of a higher dosage of

chlorpheniramine maleate than
previously permitted for OTC use. One
consumer gtated that a higher dosage of
chlorpheniramine maleate may cause
reactions and any antihistamine should
be tested properly before the public is
allowed to self-administer the product.
Another consumer stated that the
agency should warn against the overuse
of OTC antihistamines. The consumer
did not further elaborate on what was
meant by the term “overuse.”

The Panel reviewed extensive test
data on antihistamine active
ingredients, including
ch%?rphen.iramine maleate. The Panel
recommended that a number of
antihistamiines could be generally
recognized as safe and effective for OTC
use in specified dosages and with
specific labeling. In general, the agency
has concurred with the Panel's
recommendations. o

Based on its review of clinical data on
chlorpheniramine maleate, the Panel
recommended that this ingredient be
available OTC at a dosage that was twice
that previously permitted for OTC use
(41 FR 38312 at 38383). The Panel made
this dosage recommendation because it
found that chlorpheniramine maleate -
had not been shown to be effective for
adults at a dose less than 4 mg. (The
Panel recommended that the dose for
children 6 to under 12 years of age be _
one-half the adult dose.) The Panel's
proposed OTC dosage was as follows:
adults, 4 mg every 4 to 6 hours, not to
exceed 24 mg in 24 hours; children 6 to
under 12 years of age, 2 mg every 4 to
6 hours, not to exceed 12 mg in 24
hours. The Panel noted that the chief
side effect of chlorpheniramine maleate
is sedation and recommended an
appropriate warning, “May cause
dggw'sli]néss." The Pgnel alg'o ‘{se
recommended warnings that would

inform the consumer to avoid drivinga _

motor vehicle or operating heavy .
machinery and to avoid alcoholic ° _
beverages while taking a product
contgining thisdrug. - '~ = -
In the tentative final monograph for
OTC antihistamine drug products (50

- FR 2200), the agency concurred with the
‘Panel’s determination that an adult dose

of less than 4 mg chlorpheniramine
maleate is not effective (50 FR 2205) and
that extensive data support the safety
and effectiveness of the higher dosages

for chlorpheniramine for OTC use (50 -

FR 2208). Further, the agency proposed
a revised warning concerning the
drowsiness effect of antihistamines to
include sedatives and tranquilizers in
addition to alcohol as drugs that may
intensify the drowsiness effect of
antihistamines (52 FR 31913).

this final mon

With regard to warnings concerning
the overuse of OTC antihistamine drug
products, the agency believes that the
required labeling set forth fn this final
monograph is adequate to provide for
the safe and effective use of these
products. Antihistamines have been
used OTC for many years for the reliof
of the symptoms of hay fover and upper
respiratory allergies (allergic rhinitis),
which may be seasonal as well as
perennial. It is generally recognized that
these drugs are safe for their intended
use under monograph conditions, even
when used over extended periods of

time and that the warnings required by
this monograph would a uately
address any concerns regarding any

significant side effects that could occur.

.A concern abhout two antihistamines
being taken simultaneously was
addressed in the tentative final
monograph (50 FR 2203). The agency
stated that it recognized that many
products containing antihistamines for
relieving symptoms of hay fever and the
common cold are available in the OTC
drug marketplace, but is unaware of any
specific information that would raise
health concerns about these products
being marketed OTC under the
conditions stated in the monograph.
Because each product is required to be
prominently labeled with the product’s
statement of identity, i.e.,

/“antihistamine” (21 CFR 201.61),

consumers are provided adequate
information that these products contain
an antihistamine drug. By reading the -
labels, consumers are informed that
different drug products contain an
antihistamine intended to trest the same
symptoms. Thus, the agency believes
that the likelihood that such products.
Vlwould be taken simultaneously is very
ow. : S .
The agency therefore concludes that -
the warnings and directions set forth in
aph should provide for
the safe and effective OTC use of - -
antihistamine drug products and at this -
time there is no need to expand the
monograph to include additional
warnings against overuse of these
products. - = :

E. Comments on Labeling of OTC

- Antihistamine Drug Products

12. Two comments stated that FDA
lacks statutory authority to prescribe
exclusive lists of terms from which
indications for use for OTCdrug = -
products must be drawn and to prohibit
alternative labeling terminology which

- is.truthful, accurate, not misleading, and

intellicible to the consumer. One -
-vatment recommended that instead of
prohibiting the use of alternative
truthful terminology, FDA should
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permit manufacturers to choose
consumer oriented language to
communicate the desired label :
indications, so long as such language is
not false or misleading. Both comments
noted that FDA proposed certain
revisions to the “Exclusivity Policy” on
April 22, 1985 (50 FR 15810) and stated
that they would submit further
comments on that proposal.

. In the Federal Register of May 1, 1986
(51 FR 16258), the agency published a
final rule changing its labeling policy
for stating the indications for use of
OTC drug products. Under 21 CFR
330.1(c)(2), the label and labeling of
OTC drug products are requirad to
contain in a prominent and conspicuous
location, either (1) the specific wording
on indications for use established under
an OTC drug monograph, which may
appear within a boxed area designated

“APPROVED USES"; (2) other wording .
the labeling must provide adequate

describing such indications for use that’
meets the statutory prohibitions against
false or misleading labeling, which shall
neither appear within a boxed area nor
be designated “APPROVED USES"; or
(3) the approved monograph language
on indications, which may appear
within a boxed area designated
“APPROVED USES," plus alternative
language describing indications for use
that is not false or.misleading, which
shall appear elsewhere in the labeling.

- All other OTC drug labeling required by
a monograph or other regulation (e:g.,
statement of identity, warnings, and
directions) must appear in the specific
wording established-under the OTC
drug monograph or other regulation
where exact language has been
established and identified by quotation
marks, e.g., 21 CFR 201.63 or 330.1g).
The final rule in this document is
subject to the labeling provisions in
§330.1(c)(2). - :

13. One comment stated that the_
numerous pharmacological properties of -
diphenhydramine should permita
sleep-aid claim for this ingredient when
it is used as an antihistamine. The .
comment noted that diphenh dramine
has previously been classifie Category
I as a nighttime sleep-aid and requested
that this type of claim be permitted in
adqition to the allowable antihistamine

aims, .- :

. After this comment was submitted.
the agency addressed the issue of
“multi-use” labeling, i.e., labeling a
drug product with some or all of the
proven pharmacologic activities of the -
drug whether or not the conditions to be

- treated are related, in another segment’

(tentative final monograph) of the

rulemeking for OTC cough-cold

combination drug products (53 FR

30522 at 30551 to 30552). In that

segment of the rulemaking for these
drug products, the agency stated that
there is no legal restriction that prevents
multi-use labeling. For products that
contain an ingredient with multi-use -
labeling, the labeling for each
““different” use of the ingredient would
have to be distinct and not confusing
and would have to meet the
requirements of the applicable OTC
drug monographs in part 330 and the
labeling requirements for OTC drugs in
subpart C of 21 CFR part 201.

Tﬁus. the manufacturer would need to
provide labeling for all Category I
intended uses in such a manner that the
labeling for each approved indication
that the manufacturer chooses to
promote is distinct and not confusing.
Labeling should be written so that
Consumers may readily understand the
indications, directions for use, and
warnings for each intended use. Further,

information to prevent the possibility of
overdosing and misuse when multiple
and/or overlapping symptoms are self-

‘treated.

As stated in the cough-cold
combination drug products tentative
final monograph, because of the labeling
requirements and the need to provide
information that is not confusing to
consumers, the agency invites
manufacturers to consult with it before
labeling their OTC drug products with

* multi-use labeling.

14. One comment requested that the
phrases “temporarily relieves” .
(proposed in the entihistamine tentative
final honograph) and “for the
temporary relief of* (proposed in the
nasal decongestant tentative final
monograph) be interchangeable.

The agency agrees with the comment.
Because the phrases “for the temporary
relief of* and “temporarily religves" are
interchangeable, the agency is including
the option of using either phirase in the
indications included in § 341.72(b) of
this final monograph.

. 15. Three comimeats requested that
manufacturers be allowed to use either
of the indications proposed in :
$§341.72(b)(1) and (2) rather than be :
required to use both indications in the
labeling of antihistamine drug products.

“The comments conterided that an
-antihistamine product promoted :
- primarily for a specific indication, i o.,

for the common cold or for hay fever,
should be allowed to use only the
corresponding indication in its labeling.
Two of the comments stated that the
consumer market to whom allergy
products are directed is different than
the consumer market using cold
products and that having both

- indications on the same product would

confuse consumers looking for a
product for only one of the specified
indications. One comment added that,
in its view, it is inappropriate to include
allergy and hay fever indications in the
labeling of an OTC combination drug ~
product intended to be used for
relieving symptoms of the common
cold. The comments concluded that the
wording of proposed § 341.72(b) should
be changed from “limited to both" to
“limited to one or both” (of the
indications).

The agency agrees with the
comments’ arguments that for some
oTC antihistamine-containing drug
products it would be inappropriate to
include both the allergy and common
cold indications in the labeling. Where
an antihistamine drug product is
marketed generally as an antihistamine,
it is beneficial to consumers to have all
of the indications stated in the product’s
labeling, and manufacturers are
encouraged to do so. However, when an
antihistamine drug product is marketed
for a specific target population (e.g..
allergy sufferers) or when the
antihistamine is present in a
combination drug product marketed for
a different specific target population
(e.g., cold sufferers), the agency does not
find that it is necessary for the products
to be labeled with both the allergy and
the common cold indications. The
agency is addressing “allergy”

indications only in this final rule and %

will respond to the comments* requests
in a future issue of the Federal Register
when a final decision is made on the
use of antihistamines for symptoms of
the common cold. ’ o

16. One comment submitted two
consumer surveys to demonstrate that
substantial numbers of consumers
recognize that relief of “post-nasal drip™
is a desirable end benefit and .
consequence of the use of OTC drug
products containing antihistamines
which, through their drying (anti-
‘secretory) actions, relieve symptoms of
sinus congestion and allergic rhinitis
(hay fever) and, furthermore, that
consumers clearly understand theterm
“post-nasal drip.” The comment _
requested that indications pertaining to
“Post-nasal drip,” i.e., “Helps (reliave,
alleviate, decrease, reduce or dry up)
post-nasal drip* be included in the final
monograph for OTC antihistamine drug
products and for OTC cough-cold
combinations containing
antibistamines. .~ -~ .

The agency has reviewed the
comment and other information and
determined that the consumer surveys
do not demonstrate the effectiveness of
OTC antihistamine drug products in
relieving “post-nasal drip.” The two

, (f(f/!'l\ ‘
. ot
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consumer mail panel studies were

designed to investigate consumer

attitudes towards, and usage of, sinus
and hay fever remedies. The agen
notes that the comment stated that of
the 263 responding sinus sufferers, 49
percent (129) considered relief of post-
nasal drip important when choosing a
sinus remedy-. Similarly, 48 percent
(119) of the 248 hay fever respondents
indicated that relief of post-nasal drip
was important when consumers choose
a hay fever product. :

The Panel referred to “checking post-
nasal drip" as an unsubstantiated
labeling claim unless studies
specifically designed to assess this
activity were presented (41 FR 38312 at
38415). The Panel did not assess this
claim for antihistamines, but placed the
claim in Category II for nasal
decongestants. The Panel stated that
studies of nasal decongestants have
assessed the effect on nasal airway
resistance or the ease of breathing but
not the effect on rhinorrhea.

The submitted consumer surveys
were not designed to demonstrate the
effectiveness of OTC antihistamine drug
products in relieving the symptom
“post-nasal drip.” In addition, the
surveys do not define the term “post-
nasal drip” or the ability of consumers
to recognize specific symptoms that
would allow them to determine whether
they were experiencing ‘post-nasal

drip.” The consumer surveys do not

demonstrate understanding of the term
“post-nasal drip” or provide a basis for
a “post-niasal drip* indication.

o agency has not approved a "post~ :

nasal drip" claim in any new drug
application for an antikistamine drug
product. Clinical studies specifically -
designed to demonstrate the
effectiveness of antihistamines in -
relieving “post-nasal drip” would be

. necassa:yhbefore this claim could be
“ used in :

u ¢ labeling of any
antihistamine drug product. Such
studies should be designed to evaluate
the symptoms of “post-nasal drip” in

. terms of specific symptoms that can be

ized by consumers as “post-nasal

 drip.” Tke agency suggests that any
-party interested in studying the use of
- "an antihistamine for this claim meet

with the agency to discussan
appropriate protocol before beginning
the study For the above reasons, -
indications pertaining to “post-nasal
drip* are not being included in this
finel monograph for OTC antihistamine
drug products. L

117, Noting that, in the tentative final
morniograph (50 FR 2200 at 2203), the
agency proposed to exclude “sinus
congestion™ as an approved indication
for single-ingredient antihistamine drug

products, one comment requested that
“sinus congestion’ be an ap‘ﬂ:)ved
indication for combination drug -
products containing an oral nasal
decongestant and an antihistamine. The
comment noted the Panel'’s
recommendation that “any single
[Category 1] antihistamine * * * may be
combined with any [Category 1] single
oral nasal decongestant active
ingredient * * ** (41 FR 38312 at 38420)
and urged FDA to adopt this
recommendation and to include “sinus
congestion” as an approved indication
for such combination drug products.

The agency reaffirms its conclusion as -
stated in the tentative final mono ph
that data have not demonstrated g:t
antihistamines are effective in the
treatment of “sinus congestion.”
Therefore, such claims for single-
ingredient OTC antihistamine drug
products are not included in this final
monograph.

In §341.80(b)(2) of the tentative final
monograph for OTC nasal decongestant
drug products (50 FR 2220 at 2238), the
agency proposed the following
indications that refer to sinus
congestion for nasal decongestant drug
products: 5 : :
(iv) “Helps decongest sinus openings
and passages; relieves sinus pressure.”

(vf)“Promotes nasal and/or sinus
drainage; relieves sinus pressure.”

In the tentative final monograph for
OTC cough-cold combination drug
products, the egency proposed that
combination drug products containing
an orel nasal decongestant and an
antihistamine be Category I (53 FR
30522 at 30561). Such combination drug
products can be labeled with the .
indications that are applicable to each

-pharmacologic group included in the

combination. Therefore, under the
tentative final monograph for OTC nasal

- decongestant drug products (50 FR .

2238) and the tentative final monograph
for OTC cough-cold combination drug
products (53 FR 30561 to 30562),
combination products containing a
Category I oral nasal decongestant and-

‘a Category I ntihistamine can ba

labeled with indications relating to -
“sinus congestion.” . - - ko

18. Oné comment objected to the
proposed elimination of the term
“Caution(s)" in the labeling of OTC drug
products. The comment contended that
“Warnings" are harsher (stronger) and
more serious than ““‘Cautions” and even
preclude use of a product under certain
conditions. The comment stated that a
“Caution,” on the other hand, does not
preclude use unless something octurs
during use; but it often alerts the
consumer to & potential problem. The
comment added that a caution may also

Mk L
-

~ address a monitoring function to be

performed while the product is in use.
The comment felt that it is important for
the consumer to be able to distinguish
between precautionary statements and
rore serious warnings. Also, because
the same p s may be warnings with
regard to one class of products and
merely cautions with regard to another,
the comment stated that flexibility to
use both terms is essential in order to
Frepam accurate and comprehensible
abeling. -~ :

Anotger comment suggested that the
agency differentiate between
“Warnings,” “Cautions,” and
“Precautions” in OTC drug product
labeling. The comment stated that the
term “Warning" is the strongest of the
terms and should be taken the most
seriously. The comment contended that
the term “Caution” should be used to _

* convey important information related to

the safe and effective use of the product
but which allows for judgment on the
part of the user, e.g., “This product may
cause drowsiness.” The comment felt
that it undermines the importance of a
“Warning" section if it contains too
much information or if it includes less

. than serious language. The comment P

provided examples of the types of
information that it considered
appropriate as warnings and cautions
for products containing the maleate salts

- of brompheniramine, chlorpheniramine,

dexbrompheniramine, and
dexchlorpheniramine.

Section 502(f](2) of the Federal Food,
Drug, and Cosmetic Act (the act) (21
U.S.C. 352(f)(2)) states, in part, that any
drug marketed OTC must bear in
labeling “* * * such adequate warnings
* * * as are necessary for the protection

“of users * * * " Section 330.10(a)(4)(v)
.of the OTC drug regulations (21 CFR

330.10(a)(4)(v)) provides that labeling of
OTC drug products should include ~
“* * * warnings against unsafe use, .
side ' effects, and adverss - reactions

The agency notes that historically
there has not been consistent usage of
the signal words “warning” end -
“caution” in OTC drug labeling. For

‘example, in §§ 369.20 and 369.21 (21
'CFR 369.20 and 369.21), which list

“warning” and “caution” statements for
drugs, thb signal words “warning" and
“caution” are bath used. In some -
instances, either of these signal words is
used to convey the same or similar
precautionary information. In addition,
the term “precaution(s),” as in “Drug
Interaction Precaution(s)” is often used
in OTC drug monographs, but is listed
under “Warnings" as, for example, in
the rulemakings for OTC nasal- -
decongestant drug products and OTC
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bronchodilator drug products. (See the
Federal Register of January 15, 1985 (50
FR 2220 at 2239) and October 2, 1986
(51 FR 35326 at 35339), respectively.)

FDA has considered which of these
signal words would be most likely to
attract consumers'’ attention to that
information describing conditions under
which the drug product should not be
used or its use should be discontinued.
The agency concludes that the signal
word “warning” is more likely to flag
potential dangers so that consumers will
read the information being conveyed.
The agency is not convinced that
consumers will make the distinctions
between “warnings” and “cautions"
that the comments have made. Further,
the agency does not believe that the
. importance of the “Warnings" section
will be undermined if all of the
information about unsafe use, side
effects, and adverse reactions is
presented under a single heading.
Therefore, FDA has determined that the
signal word “warning,” rather than the
word “caution,” will be used routinely
in OTC drug labeling that is intended to
alert consumers to potential safety
pmblems.,}{owever,‘except in instances
where the agency has stated thata
particular warning statement must
appear as the first warning after the
" “Warnings™ heading, the agency has no
* objections if manufacturers list the
various warnings statements in their
order of preference, e.g., listing first
those they consider mare serious
followed by those they consider to be
less serious statements. Drug interaction
precaution information will continue to
be listed under the heading “Drug
Interaction Precautions” as part of the
warnings information. - :

19. One comment stated that the
Panel made a factual error in the
number of subjects in a study (Ref."1)

" mentioned in its discussion of
phenindamine tartrate (41 FR 38312 at -
38388). The Panel’s report stated that
250 subjects were in the study, whereas
the article (Ref. 1) indicated that 1,589
subjects were observed. The comment

contended that this large discrepancy in .

the number of subjects in the study is
significant with respect to the validity of
the study data on the frequency of
stimulation or drowsiness and thus
phenindamine tartrate should be
exempt from the Panel’s proposed
warning regarding the occurrence of :
drowsiness as a side effect. [Note: This
comment was submitted after the
administrative record following
publication of the advance notice of
proposed rulemaking closed and thus
was not discussed in the tentative final

monograph.]

The agency has reviewed the
discrepancy described by the comment
and agrees that the correct number of
subjects in the study is 1,589, not 250
as mentioned in the Panel's report.
Although the agency is unable to
ascertain how the number 250 appeared
in the Panel's report, it appears that the
Panel based its conclusions on the
study’s actual findings that 3 percent
(51) of the 1,589 subjects experienced
drowsiness and 12 percent (196) of the
1,589 subjects experienced stimulation.
(See Table II at page 478 of Ref. 1.)
Based on these percentages and the
number of subjects, the agency agrees
with the Panel’s conclusion that “data
that would establish the frequency of )
stimulation or drowsiness among those
taking the drug in recommended
dosages are inadequate and cannot be
used for making phenindamine an

~exception with respect to a warning
‘regarding the occurrence of drowsiness

as a side effect” (41 FR 38388). The
comment did not submit additional data
to support an exemption from this :
warning for phenindamine tartrate.
Therefore, the warning “May cause
drowsiness; alcohol, sedatives, and
tranquilizers may increase the
drowsiness effect. Avoid alcoholic
beverages while taking this product. Do
not take this product if you are taking

.sedatives or tranquilizers, without first

consulting your doctor. Use caution
when driving a motor vehicle or
operating machinery," in § 341.72(c)(3)

~ of the final monograph is required for
‘OTC antihistamine drug products

containing phenindamine tartrate.

Reference

'(1) Loveless, M. H., and M. Dworin, )
‘‘Allergy and Antihistamine Therapy. A

Review," Bulletin of the New. York Academy
N

of Medicine, 25:473-487, 1947, * N

20. Several comments stated that it is
difficult to read labels of antihistamine
drug products because the print on the
labels is 'small. The comments were
particularly concerned that the required

~ warnings would not be legible and thus
.could lead to adverse use of the product.

The comments requested larger print

" size and greater prominence of warnings

on antihistamine drug products. One
comment added that most QTC
antihistamine products are very
repetitious in their warning labeling and

~ recommended bold lettering or a

colored label to enhance warning
statements. - -

- The agency believes that the labeling
proposed in this final monograph
includes only essential information that
is 1ecessary to assace proper and safe
use of OTC antihistamine drug products
by consumers. Moreover; the la eling of

drugs must comply with section 502(c)
of the act (21 U.S.C. 352(c)) which states
that a drug shall be deemed to be
misbranded “If any word, statement, or
other information required by or under
authority of this Act to appear on the
label or labeling is not prominently
placed thereon with such:
conspicuousness (as compared with
aother words, statements, designs, or
devices, in the labeling) and in such
terms as to render it likely to be read
and understood by the ordinary
individual under customary conditions
of purchase and use.” :

When an OTC drug product is

packaged in a container that is too small

to contain all the required labeling, the
agency recommends that the product be
enclosed in a carton or be accompanied
by a package insert or booklet that
contains the information complying
with the monograph. Manufacturers are
also encoiraged to print a statement on
the product container label, carton, or
package insert suggesting that the
consumer retain the carton or package

-insert for complete information about

the use of the product when all the
required labeling does not appear on the
product container label. Manufacturers
who use this supplemental labeling
should be able to readily provide all
labeling information in a larger print
size than if all of the labeling is
presented on the immediate container.
Further, the agency is aware that many
manufacturers use bold lettering and a
colored label to emphasize certain
labeling information, including
warnings, on the immediate container
and in package inserts. All
manufacturers are encouraged to use
these as appropriate to highlight and
emphasize certain labeling information
for consumers. The agency Tecently
published a request for public comment

- (56 FR 9363 to 9365, March 6,1991) on -

the issue of print size and style of
labeling for OTC drug products, and
will evaluate comments received before
making a final decision on the = _
feasibility of establishing a Federal
regulation pertaining to print size and
style of OTC labeling. In addition, the
Nonprescription Drug Manufacturers .
Association(NDMA) has recently
promulgated guidelines for industry to
consider when examining product
labels for readability and legibility (Ref.
1). These guidelines are designed to-
assist manufacturers in making the
labels of OTC drug products as tegible
as possible. The agency commends this
voluntary effort and urges all OTC drug
manufacturers to examine thair product
labels for legibility. -

{/‘?
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04HFM, Docket No. 76N-052H, Dockets
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21. One comment recommended
removal of the phrase “difficulty in
breathing™ from the proposed warning
in § 341.72(c)(2), which states “Do not
take this product if you have asthma,
glaucoma, emphysema, chronic
pulmonary disease, shortness of breath,
difficulty in breathing, or difficulty in
urination due to enlargement of the
prostate gland unless directed by a
doctor.” The comment contended that
the phrase “difficulty in breathing” is
redundant because the terms asthma,
emphysema, chronic pulmonary
disease, and shortness of breath
specifically describe those breathing
problems which may contraindicate
antihistamine use The comment added
that the phrase “difficulty in breathing"
is too broadly worded ‘and could be
interpreted by consumers to mean
“difficulty in nasal breathing.” The
comment argued that such an
interpretation could lead to consumer
confusion in reading the labeling of an
OTC cough-cold combination drug
product containing an antihistamine
and a nasal decongestant. Such a
product would be indicated for relieving
nasal congestidn but would also state
not to use the product if you have
difficulty in [nasal] breathing. The
comment concluded that removal of the
phrase “difficulty in breathing" from
the warning would lessen consumer
confusion caused by the labeling of
some combination products without
changing the substance of the warning
information provided to consumers.

The agency proposed the warning in
§341.72(c)(2) in the tentative final
monograph for OTC antihistamine drug
products based on the medical rationale

‘that antihistamines should not be used

by patients with any obstructive -
pulmonary disease in which clearance
of secretions is a problem (50 FR 2200
at 2215). In making this proposal, the
agency stated that respiratory distress
symptoms such as difficultyin
breathing and shortness of breath are
characteristic of chronic obstructive
pulmonary disease. The agency
concluded that such descriptive terms
should also be included in the warning
in addition to the names of the diseases
in order to provide more information to
the consumer. -

The agency disagrees with the
comment that the phrase “difficulty in
breathing” will be confusingto
consumers using single ingredient
antihistamine drug products because

such products are not indicated for the
relief of nasal congestion. However, the
agency does believe that using the
broader phrase “breathing problems’ to
describe such symptoms (q.gi.
“shortness of breath" and “difficulty in
breathing'’) related to obstructive
pulmonary disease would allow the
consumer to more readily recognize any
respiratory distréss symptoms that he/
she may experience. Therefors, the
agency is deleting the phrases
“shortness of breath” and “difficulty in
breathing'* and replacing them with the
phrase “breathing problem’ in the
warning in § 341.72(c)(2) of this final
monograph. :

At a meeting on June 11 and 12, 1990,
the agency’s Pulmonary-Allergy Drugs
Advisory Committee discussed the need
to continue labeling prescription and
OTC antihistaminé drug products with
a warning against the use of
antihistamines by people with asthma
(Ref. 1). Participants at the meeting
expressed the belief that the warning is
no longer accurate, and questioned the
continued validity of the reasoning for
the warning. It was noted that early
first-generation antihistamines, which
are no longer on the market, had
anticholinergic activity that could be a
problem in asthma, but that the newer
compounds have been shown to be
mildly effective as well as safe in people
with asthma. An egency consultant
stated that the problem is that many
asthmatic patients are also afflicted with
upper-airway disorders, and the
prescribing physician is on the hoins of
a dilemma because there is a labeled
contraindication about the use of
antihistamines by people with asthma,
but there is also evidence to show that
antihistamines are safe for use by
asthmatics. This anomaly places
physicians in the awkward position of
telling patients to ignore a labeled
w ' :

The consultant presented a survey of

published medical reports and literature -

to support the position that
antihistamines should not be
cortraindicated in people with asthma
unless an individual has previously .
experienced an adverse reaction (Refs. 2
through 24). Positive effects of ;
antihistamines on asthma have been
reported. Investigators have shown that
antihistamines may inhibit exercise-
induced asthma (Refs. 4, 5.9 through
12, and 23), and that they may prevent
histamine-induced and allergen- ’
induced bronchospasm (Refs. 2, 4, 6, 7,
8, 10, 13, 19, 20, and 23). Further,
antihistamines have been demonstrated
to be mild bronchodilators that improve
pulmonary function (Refs. 4, 5, 10, 19,
23, and 24). A reduction of pulmonary

function has been observed following
diphenhydramine, hydroxyzine, and
brompheniramine challenges in
asthmatic children, but premedication
with bronchodilators prevented the -
decreass (Refs. 14 and 15). Some studies
suggoest the beneficial effects of
antihistamines are dose related (Refs. 4,
5,9, 12, and 23), while one investigator
observed that low concentrations inhibit
histamine releass, but high
concentrations may stimulate histamine
release, in vitro, in the absence of
antigen challenge (Ref, 12). It is
generally believed that histamine
released from airway mast cellsis a
major mediator of bronchospasm,
although other mediators may be
involved (Refs. 3, 4, 6, 7, 8, 10, 19, 20,
21, 23, and 24). Therefors, as far as the
treatment of asthma is concerned, an
antihistamine is not the drug of first
choice (Refs. 17 and 23), but it need not
be withheld from asthmatics who are
also afflicted with upper-airway -
disorders. There does not seem to be
any direct evidence that anticholinergic
effects of some antihistamines will
cause drying of bronchial secretions and
exacerbate asthma (Refs. 17 and 23).
The advisory committee was asked to

_vote on the question of whether current

evidence supports continued use of the .
warning statement about possible
adverse effects of antihistamines on
asthma. The advisory committee
recommended to FDA by a vote of seven
to zero, with one abstention, that
current evidence does not support
continuation of the warning regarding
possible adverse effects of - . _
antihistamines when used by asthmatic
patients and the warning should be

" rescinded (Ref. 1).

The agency has evaluated the
references cited by the consultant (Refs.
2 through 24) and concludes that it °
concurs with the advisory committee’s
recommendation. Accordingly, in this
final rule, the agency is removing the_

_descriptive term “asthma” from the

warning included in § 341.72(c)(2). .
In the tentative final monograph for
OTC antihistamine drug products (50
FR 2200 at 2215), the agency proposed
the descriptive term “chronic o
pulmonary diseases" to cover all type:
of chronic obstructive pulmonary.”
diseases such as emphysema and
chronic bronchitis. However, because
consumers may associate the term
“chronic pulmonary disease” with
asthma, the agency now believes that
this term is no longer appropriate and
that clarifying the term would be more
helpful to consumers. The agency

‘believes that consumers will recognize

and understand the terms chronic
bronchitis and emphyserma and is
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replacing the term

disease’

“chronic pulmonary
" with “chronic bronchitis” in

the warning. The term emphysema

already

appears in the warning.

With regard to OTC cough-cold

.

combination drug products containing
an antihistamine and a nasal-
decongestant, the agency concurs with

8 comment that

confuse

consumers might
a phrase describing breathing

problems associated with emphysema or

chronic

bronchitis with those breathing

problems associated with nasal

congesti

on when taking an OTC cough-

cold combinaticn drug product
containing an eiitihistamine and a nasal:
decongestant. Thus, to clarify the
warning and is avoid any confusion
regarding the phrase “breathing.
problem” for cousumers using an OTC
cough-cold drug product labeled with

antihistamine and nasal decongestant
claims, the agency is revising the
wording of the warnin appearing in
§341.72(c)(2) of this finel monograph to
associate the breathing problems with

the conditions for which an
antihistarnine should not be used.

There

fore, the agency is revising the

warning in § 341.72(c)(2) to reflect the .
changes discussed above as follows: “Do

not take

this product, unless directed by

a doctor, if you have a breathing
problem such as emphysema or chronic
bronchitis, or if you have glaucoma or
difficulty in urination dge to .
enlargement of the prostate gland:" The
warning has also been revised to group
the breathing conditions together in one

part of the

warning, followed by the

other conditions for which thedrug
should not be used unless directed by -

. @ doctor. Likewise, the

corresponding

warning in § 341.72(c)(6)(i) for products
that are labeled only for use by children
.under 12 years of age is being revised

in a sim

ilar manner to read- “Donot -

give this product to children who have

a breathing

.

-problem such as chronic

bronchitis or who have glaucoma, -

without

first consulting the child’s

doctor.” Under propased § 341.85(c) in
. the tentative final monograph for OTC

.coug

-cold combination drug products

(53 FR 30522 at 30561), these revised:
‘warnings will be applicable to any OTC
cough-cold combination drug products
containing an antihistamine and a nasal
decongestant. -
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22. One comment contended that
proposed § 341.72(c)(3) and (4) which
presently state “May cause (marked)
drowsiness; alcohol may increase the
drowsiness effect. Avoid alcoholic
beverages while taking this product * *
* ." may cause confusion for consumers
taking a product formulated with
alcohol in that they may interpret the
wamings to mean that the products
should not be used at all. The comment
requested changes in this warning, for
products formulated with alcohol and .
labeled for nighttime use, and suggested
the addition of the following as an
alternative to § 341.72(c)(3) and (4):
“May cause (marked) drowsiness; this
product is formulated with alcohol - . .
which may increase the drowsiness

-~ effect. While taking this product, avoid

alcoholic drinks or other products with
alcohol.” - : S R

The agency notes that this comment
was submitted before the agency ’

" 'published an amendment to the

tentative final monograph for OTC
antihistamine drug products in the
Federal Register of August 24, 1987. In
that amendment, the agency revised the

- proposed warnings in § 341.72(c)(3) and
. (4) to read as follows: “May cause '

drowsiness; alcohol, sedatives, and
tranquilizers may increase the. -
drowsiness effect. Avoid alcoholic
beverages while taking this product. Do
not take this product if you are taking
sedatives or tranquilizers, without first

- consulting your doctor. Use caution

when driving a riotor vehicle or
operating machinery."

The intended message of the warnings
in'§ 341.72(c)(3) and (4) is to tnform -

e
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consumers to avoid alcoholic beverages
when using OTC antihistamines because
alcoholic beverages may increase the

- drowsiness effect of the antihistamine.

The agency does not believe that a
consumer would equate a drug product
containing alcohol with an alcoholic
beverage and thus construe these
warnings to mean that the drug product
should not be used. Additionally, the
comment did not provide any data

- supporting its contention that the
proposed warning is confusing. Finally,
the agency does not believe that
products formulated with alcohol and
labeled for nighttime use should have a
different warning. The agency is aware
that such products often are also labeled
for use during the day and are, in fact,
used by consumers during the day
whether or not they contain labeling for
this use. The agency believes that
products containing an antihistamine
should contain the same warnings, with
the only exception being that the word
“marked” is required for several of the

‘antihistamines to describe the degree of
drowsiness that may occur. Therefors,
the agency is not including the .
comment'’s suggested alternative in
§341.72(c)(3) and (4) of this final
monograph, but is including the
warning that was proposed in the
amendment to the tentative final
monograph for OTC antihistamine drug
products, as stated above. :

23. One comment suggested that
labeling for drug products containing
diphenhydramine, chlorpheniramine,
and related substances should contain
warnings of possible effects on the
heart, particularly heart problems
requiring treatment with beta blocker
drugs. The comment based its -
suggestion on a persanal experience
while using a prescription dr product
containing diphenhydramine “for a bad'
case of allergy" and, subsequently,

. using an OTC drug produact containing
chlorpheniramine. The comment |
contended that these drugs “began to

‘cause trouble, a stepped-up heart beat,

and a very disabling weak feeling in the .

chest.” . ot L i
.. The agency has reviewed the Panel's
report with respect to side effects of the-
antihistamines. The Panel stated that
the most common side effects are
drowsiness and dryness of the mouth
(41 FR 38312 at 38380). The Panel also
stated that other side effects which dre

" Dot as common have bean reported in
scientific texts but are poorly
documented and often cannot be
definitely ascribed to antihistamines.
These include gastrointestinal effects
and cardiovascular symptoms which
may include palpitations, hypotension,
headache, or tightness of the chest (41

FR 38380). The Panel concluded that
serious side effects produced by the
entihistaminic drugs in the dosages
recommended for OTC use are rare and
the more common side effects are rarely
serious (41 FR 38380). In addition, in its
safety discussions of diphenhydramine
(41 FR 38340, 38341, 38384, and 3838s),
chlorpheniramine (41 FR 38383 and
38384), or any other Category I
antihistamine, the Panel did not cite any
cardiovascular problems associated with
the use of these ingredients as :
mentioned specifically by the comment.
The comment did not submit any data
to support its suggestion to add
warnings concerning cardiovascular
effects to the labeling of OTC -
antihistamine drug products beyond
reporting one personal experience.

Based on the Panel’s determination
that cardiovascular symptoms rarely
occur with the use of OTC .
antihistamines, and the lack of other
information, the agency concludes that
there is not an adequate basis for OTC
antihistamine drug products to bear
label warnings regarding possible
adverse cardiovascular effects. :
Accordingly, tha agencv is not includin,
such warnings in this final monograph.

24. One comment suggested that all
antihistamine drug products contain
warnings to the elderly that these
products may produce congestion in the
lungs, particularly in case of bronchitis,
flu, pneumonia, or even a bad cold.

The comment did not provide any
data demonstrating that lung congestion
results from taking an OTC
antihistamine drug product. The agency
is not aware of any studies or published
literature that would su}Jp_or.t the
comment’s statement. If lung congestion
occurs when a person has bronchitis, -
flu, pneumonia; or a bad cold, it would
appear that the congestion is likely the
result of the underlying condition. The
agency does not believe that a warning
expanded beyond that discussed in
coniment 21, “Do not take this product, -
unless directed by a doctor, if you have
a breathing problem such as emphysema
or chronic bronchitis, or if you have -

glaucoma or difficulty in urination due
to enlargement of the prostrate gland,*

is warranted at this time. : - :

25. Two comments requested that the'
agency include the symptomatic
treatment of allergic itching as a
monograph condition in the final
monograph for OTC antihistamine drug
products. One comment requested this
indication specifically for oral
diphenhydramine, while the other
commaent requested the indication for
all orally administered OTC
antihistamines. .

The comment that requested
monograph status for oral
diphenhydramine requested the
following indication: “For tem
relief of ftching associated with hives,
minor skin irritations, or rashes due to
food or animal allergies, insect bites,
inhaled allergens (dust, mold, spares),
poison ivy, oak, or sumac, soaps,
detergents, cosmetics, and jewelry.” The
comment contended that the proposed
indication involves only symptoms
which consumers can recognize and
treat, and that the indication is k:tmentlry
gpmvad for prescription dispensing o

iphenhydramine hydrochloride at the
dose already accepted for OTC ;
marketing. This comment was
subsequently withdrawn, but no reasons
were given (Ref.1). - . . .

e second comment cited statements

from three references to support the
effectiveness of orally administered
antihistamines for the relief of pruritus, .
angioedema, and other manifestations of
skin allergies: (1) prior administration of
chlorpheniramine raised the itch :
thresholds to both 2-methyl histamine
and histamine itself (Ref. 2), (2) .
traditional antihistamines of the H1 type
are the mainstay in the management o
urticaria (Ref. 3), end (3) certain of the .
allergic dermatoses respond favorably to
H1 ﬁockers; H1 blockers also have a
place in the treatment of itching
pruritides; and some relief may be
obtdined in many patients su ering
atopic dermatitis and contact dermatitis,
although topical corticosteroids seem to

_be more valuablein such diverse

conditions as insect bites and ivy
poisonings (Ref. 4). The comment
requested that the indications in
§341.72(b) be expanded to permit the .
following claim: *“** * or the itching
skin caused by allergy to local irritants
such as poison ivy, oak, or sumac, or
caused by hives.” - = . °

The agency has reviewed the -.
information provided by the comment

* and determined that it is insufficient to_

support general recognition of the

.symptomatic treatment of allergic
-itching as an appropriate OTC

indication for oral antihistamine drug
products. Hives and pruritic rashas

‘secondary to foods, animal allergies,

and insect stings and bites can be‘one
component of a systemic anaphylactic
reaction, and the use of an OTC .

antihistamine could potentially delay

- more appropriate treatment that may be

needed. The s%ém:_,y is unaware of any
data demof g that the average
porson can distinguish betwoon a mi
allergic reaction and'a Ii tenin;
W@
otily. Histamine is only one of the
méediators released during mast cell

i
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dégranulation (Ref. 5). Therefore, the
use of an antihistamine alone may not
be sufficient. . e »

The agency does not find that the
references cited by the comment
support OTC use of oral antihistamines
for pruritus, angioedema, and other
manifestations of skin allergies. For
example, Monroe (Ref. 3) also said that
the ideal treatment for urticaria is-
identification and removal of its cause
and that oral antihistamines of the H1
type are the usual medical treatment for
acute urticaria, but medical
management is required in severe
urticarial reactions. Further, the edition
of Goodman and Gilman tited by the
comment included in its discussion of

. allergic dermatoses the caveat that,
although angioedema is responsive to
treatment with antihistamines, the
paramount importance of epinephrine

in the severe attack must be emphasized .

(Ref. 4). This caution is carried through
to the current edition of Goodman and-
Gilman as well (Ref. 5). Poison ivy, oak,
and sumac are examples of contact -
dermatitis. The Merck Manual (Ref. 6)
states that, although an oral '
corticosteroid should be given in severe
cases and the treatment for contact
dermatitis is usually topical
corticosteroids, antihistamines are
ineffective in cases of contact dermatitis
except for their sedative effect.

Based upon currently available data,

- the agency concludes L)Eat there is a lack

information to support an UTC
Emamoq for allergic itching related to

7

oral antihistamines for self-reatment of
T :

'non.monograpg cougittmn at this time,
“'—_‘\w
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IL Summary of Significant Changes
From the Proposed Rule ‘)

1. The agency has determined that
diphenhydramine citrate should be
included in this final monograph
becausa the citrate salt of
diphenhydramine is identical to the
hydrochloride salt. A dose of 76 mg
diphenhydramine citrate supplies an
equivalent amount of diphenhydramine
content as 50 mg diphenhydramine
hydrochloride. Therefore, the agency is
revising the letter designations of active
ingredients in § 341.12 Antihistamine
active ingredients to includeé the -
addition of diphenhydraminae citrate in
this section. The agency is also revising
and redesignating the paragraphs in
§§341.72 (c) and (d) and 341.90 to
reflect this addition to § 341.12. (See
comment 4.) ’

2. In order to allow for greater

-fléxibility in indication statements, the

agency is revising and expanding

§ 341.72(b) to allow for the option of
using either the phrase “Temporarily
relieves” or “For the temporary relief -
of.” This revision results in the addition
of a new indication in § 341.72(b)(2);
proposed § 341.72(b)(2) (indication for a
cold) is temporarily removed while the
agency further assesses the use of
antihistamines for relieving symptoms
of a cold. New § 341.72(b)(2) now reads
as follows: “For the temporary relief of
runny nose, sneezing, itching of the
nose or throat, and itchy, watery eyes
due to hay fever” (which may be
followed by one or both of the )
following: “or other upper respiratory
allergies™ or “(allergic rhinitis)"). (See
comment 14.) .

3. The agency is clarifying and
revising the warning in § 34 1.72(c)(2) so’
that the consumer will not confuse
“breathing problems™ associated with
nasal congestion with “breathing

- problems” associated with emphysema
 or chronic bronchitis (conditions for -

which an antihistamine should not be
used) when taking an OTC cough-cold
combination drug product containing an
anthistamine and a nasal decongestant
and to delete the term “asthma.” The
agency is revising the warning to read
as follows: “Do not-take this product,
unless directed by a doctor, if you have
a breathing problem such as emphysema
or chronic bronchitis, or if you have
glaucoma or difficulty in urination due

- to enlargement of the prostate gland.”

Likewise, the corresponding warning in
§ 341.72(c)(6)(i) for products that are
labeled only for use by children under
12 years of age is also revised to read as
follows: “Do not give this product to
children who have a brea ing problem
such as chronic bronchitis or who have

glaucoma, without first consulting the
child’s doctor.” (See comment 21.)

4. The agency is deferring its final
decision on the monograph status of e
doxylamine succinate. Thus, the agency :
has deleted this ingredient from f
§ 341.12 of the monograph, all
references to this ingredient from -
headings in the monograph, and the
directions for the use of this ingredient
from § 341.72(d) and 341.90.

5. The agency is revising the letter
designations proposed on January 15,

1985, and August 24, 1987, in tha
following sections: in § 341.3
Definitions, (d) is being redesignated as
(e); and in § 341.90 Professional

" Labeiing, paragraphs (b), (c), (d), (e), ().

(g)(i (k). (1), (cii). k), (1), mcllz (n(ﬂ)h(a;jre(g]een
redesignated as paragraphs (e), (f), (g),
(b). (). (&), (), (m), (), (o), (p), and @.
respectively. The redesignated -
paragraph “I"” is being reserved because
the agency is deferring its final decision
on the status of doxylamine succinate.
Also, new paragraph (j) for the '
ingredient diphenhydramine citrate is
being added to § 341.90. -

6. The agency is deferring its final
decision on the OTC claim for the
common cold proposed in § 341.72(b) of
the tentative final monograph until the
scientific debate about such use s
resolved as discussed above. Thus, the
agency is deleting the portion of the
definition proposed in § 341.3(e) that \
refers to the common cold and the - . :
indication proposed in § 341.72(b) for
the use of OTC antihistamines for -
symptoms of the common cold.

IIL. The Agency's Final Conclusions on
OTC Antihistamine Drug Products for
Relief of Symptoms of Hay Fever and
Upper Respiratory Allergies (Allergic
Rhinitis) : R
Based on the availa_il;lle eviden@e.h the
agency is issuing a final monograp
establishing conditions under which
OTC entihistamine drug products are
generally recognized as safe and - _
effective and not misbranded for relief
of symptoms of hay fever and upper.
respiratory allergies (allergic rhinitis).
Specifically, the following ingredients
are included in this final monograph for
OTC antihistamine use:
brompheniramine maleate,
chlorcyclizine hydrochloride,
chlorpheniramine maleate, :
dexbrompheniramine maleate,
dexchlorpheniramine maleate,
diphenhydramine citrate,

N

‘diphenhydramine hydrochloride,

phenindamine tartrate, pheniramine
maleate, pyrilamine maleate,
thonzylamine hydrochloride, and
triprolidine hydrochloride. The
following ingredieats for OTC

C
/
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antihistamine use considered in this
rulemaking are nonmonograph
ingredients: methapyrilene fumarate,
methapyrilene hydrochlorids,
phenyltoloxamine dihydrogen citrate,
promethazine hydrochloride, ;
thenyldiamine hydrochloride, and
tripelennamine hydrochloride. The
agency has established 21 CFR 310,545
in which it lists certain active
ingredients that are not generally
recognized as safe and effoctive for
certain OTC drug uses. Methapyrilene
hydrochloride, methapyrilene fumarate,
and thenyldiamine hydrochloride are
presently listed in § 310.545(a)(6)(i) for
antihistamine drug products. In this
final rule, the agency is amending
§310.545(a)(6)(i) by adding
phenyltoloxamine dihydrogen citrate.
Promethazine hydrochloride (as a single
ingredient) and tripelennamine
hydrochloride are not included in
§310.545 because these ingredients
bave not been marketed OTC and were
considered in this rulemaking only as
possible prescription-to-OTC switch
drugs. Promethazine hydrochloride in
cough-cold combination drug products
will be discussed in the final rule for
OTC cough-cold combination drug
products in a future issue of the Federal
Register. The use of antihistamines to
relieve symptoms of a cold will be
discussed in a future issue of the
Federal Register. . .
Any drug product marketed for use as
an OTC antihistamine drug product that
is not in conformance with the
monograph (21 CFR part 341, subparts
A, B, and C) (except the labeling of an
antihistamine included in the )
monograph to relieve symptoms of a
cold) is considered misbranded under
section'502 of the act (21 U.S.C. 352).

and a new drug under section 201(p) of

the act (21 U.S.C. 321(p)) for which en
approved application or abbreviated
application under section 505-of the act
- (21U.S.C. 355) and part 314 of the -

- regulations (21 CFR part 314) is required *

for marketing. In appropriate
circumstances, a citizen petition to
amend the monograph may be - :
submitted under 21 GFR 10.30 in lieu of
an-application. Any OTC antihistamine
product initially introduced or
initially delivered for introduction into’
Interstaté commerce after the effoctive
date of this final rule that is not in
compliance with the regulations is
subject to regulatory action. The
effective date of this final monograph
does not apply to antihistamines
marketed for relief of symptoms of a
cold. Such products may remain in the

marketplace while the agency continues

its review of antihistamines for this use.

However, any product containing an
antihistamine and labeled for use to
relieve both symptoms of hay fever and
a cold must bear all of the require ’
monograph labeling on or before the -
effective date of this final rule.
Manufacturers of products containi

an antihistamine labeled only to relieve
symptoms of a cold are encouraged to
voluntarily label the product with all .of
the information required by this final -
monog&gzx. However, such products
may not bear the FDA “APPROVED
USES" language provided for in
§330.1(c)(2)(i). - . :

No comments were received in
response to the agency's request for
specific comment on the économic
impact of this rulemaking (50 FR 2200,
at 2215 through 2216 and 52 FR 31892
at 31911). The agency has examined the
economic consequences of this final
rule in conjunction with other rules
resulting from the OTC drug review. In
a notice published in the 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 impacts
of all the rules resulting from the OTC
drug review do not constitute a major
rule according to the criteria established
by Executive Order 12291. The agency
therefore concludes that no one of these
rules, including this final rule for OTC
antihistamine drug products, is a major
rule.

The economic assessment also
concluded that the overall OTC drug
review was not likely to have a
significant economic impact on a
substantial number of small enfities as
defined in the Regulatory Flexibility Act
(Pub. L. 96-354). That assessmient
included a discretionary regulatory.
flexibility analysis in the event that an
individual rule might impose an
unusual or disproportionate impact on
small entities. However, this particular
rulemaking for OTC antihistamine drug
products is not expected to pose such an

~ . impact on small businesses. This final

rule will require some relabeling for
products containing monograph . -
ingredients. Manufacturers will have

-one year to implement this relabeling.

This final rule does not affect °
entihistamine products labeled to
relieve symptoms of a cold. This final
rule will also require reformulation of a
few products containing
phenyltoloxamine dihydrogen citrate.
For all other nonmonograph active -
ingredients listed above, the effective
date was May 7, 1991. Therefore, the
agency certifies that this final rule will
not have a significant economic impact

on a substantial number of small
entities.

The agency is removing § 201.307 and
removing the exemption for certain
drugs limited by NDA's to prescription
sale in § 310.201(a)(25) (applicable to
chlorcyclizine hydrochloride
preparations) because most portions of
those regulations are superseded by the
requiréments of the antiemetic final
monograph (21 CFR part 336) and the -
antihistamine final monograph (21 CFR
part 341) (for chlorcyclizine .
hydrochloride). Section 201.307 also
addresses the marketing of parenteral
drugs containing chlorcyclizine,
cyclizine, or meclizine. These products
are all marketed as prescription drugs

. and, as such, must comply with the

pregnancy labeling requirements of
§201:57 (21 CFR 201.57). Accordingly,
§201.307 is no longer required. The
agency is also adding and reserving

_ paragraph (b) in § 310.201, and

amending an entry in §§ 369.29 and
369.21. The items being removed
include: (1) all of § 201.307; (2)
§310.201(a)(25); and (3) the references
to §201.307 and § 310.201(a)(25) in the
introductory text of the entry for

" “ANTIHISTAMINICS, ORAL" in

§ 369.20. The agency is also removing
the reference to paragraph (a)(6) of
§310.201 in this same entry because .

. that paragreph was removed on April
30, 1987 and reserved for future use.

(See 52 FR 15886 at 15892.) In this final
rule, the agency is amending § 310.545
by adding phenyltoloxamine =~ =
dihydrogen citrate in paragraph (a)(6)(i). -
and by adding new paragraph (d)(s).

" The agency is also revising the entry for

“ANTIHISTAMINICS, ORAL
(PHENYLTOLOXAMINE DIHYDROGEN
CITRATE, DOXYLAMINE SUCCINATE,
CHLOROTHEN CITRATE, AND -
CHLORCYCLIZINE HYDROCHLORIDE
PREPARATIONS)" in § 369.21 by
revising the introductory teéxt and by .
removing those portions of the entry
pertaining specifically to chlorcyclizine
hydrochloride, including the references -
to § 201.307 and paragraphs (a)(6) and
(a)(25) of § 310.201 in this entry.

List of Subjects
21 CFR Part 201

Drugs, Labeling, Reporting and
recordkeeping requirements.

' 21 CFR Part 310

Administrative préctice and
procedure, Drugs, Labeling, Medical
devices, Reporting and recordkeeping
requirements. '
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21 CFR Part 341

Antihistamine drug products,
Labeling, Over-thecounter drugs.

21 CFR Part 369

Labeling, Medical devices, Over-the
counter drugs.

Therefore, under the Federal Foad,
Drug, and Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs, 21 CFR parts 201,
310, 341, and 369 are amended as
follows: '

PART 201—LABELING

1. The authority citation for 21 CFR
part 201 continues to read as follows:

Au!hodty: Secs. 201, 301, 501, 502, 503,
505, 506, 507, 508, 510, 512, 530-542, 701,
704, 706 of the Federal Food, .and
Cosmetic Act {21 U.s.C. 321,331, 351, 352,
353, 355, 356, 357, 358, 360, 360b, 360gg—
360ss, 371, 374, 376); secs. 215, 301, 351, 361
of the Public Health Service Act (42USC.
216, 241, 262, 264). ’

§201.307 [Removed]

2. Section 201.307 Chlorcyclizine,
cyclizine, meclizine; warnings; labeling
requirements is removed from subpart
G. '

PART 310—NEW DRUGS

3. The authority citation for 21 CFR
part 310 continues to read as follows:

Alllhority: Secs. 201, 301, 501, 502, 503,
505, 506, 507, 512-516, 520, 601(a), 701, 704,
705, 706 of the Federal Foad, ,and
Cosmetic Act (21U.Ss.C. 321, 331, 351, 352,
353, 355, 356, 357, 3GOB—3GO£ 360§, 361(a),
371, 374, 375, 376); secs. 215, 301, 302(a),
351, 354-360F of the Public Health Service
Act (‘)12 U.S.C. 216, 241, 242(a), 262, 263b—-
263n). : R

§310.201 [Amended]

4. Section 310.201 Exemption for
certain drugs limited by new-drug
. applications to prescription sale is
amended by removing paragraph (a)(25)
* -and reserving it, and by adding and
reserving paragraph (b). W

fi Section 310.51,145 ;s amendéd by
revising paragrap (a)(6)(i), paragraphs
(d) introductory text and (d)(1), andpby
adding new paragraph (d)(6) to read as
follows: -

§310.545 Drug products coatalning
cactain active ingredients offered overtfie-
-counter (OTC) for certaln uses.
; (3) LA ]

(6, * x o« '

(i) Antihistamine drug products. (A)
Ingredients. )
Maethapyrilene hydrochloride -
Methapyrilene fumarate
Thenyldiamine hydrochloride

(B) Ingredient.
Phenyltoloxamine dihydrogen citrate
*

* * * L

(d) Any OTC drug product that is not -

in compliance with this section is
subject to regulatory action if initially
introduced or initially delivered for
introduction into interstate commerce
after the dates specified in paragraphs
(d)(1) through (d)(6) of this section.

(1) May 7, 1991, for products subject
to paragraphs (a)(1) through (a)(6)(i)(A),
(a)(6)(ii), (a)(7) (except as covered by
paragraph (d)(3) of this section) through
{a)(19) of this section.

® * - ® -

(6) December 9, 1993, for products

subject to paragraph (a)(6)(i)(B) of this

section.

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

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

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

7. Section 341.3 is amended b

-adding new paragraph (e) to read as

follows:
§341.3 Definitions.
* * * - -

(e) Antihistamine drug. A drug used
for the relief of the symptoms of hay
fever and upper respiratory allergies
(allergic rhinitis). -

8. Section 341.12 is added to subpart
B to read as follows: -

§341.12  Antihistamine active iagredients.

_ The active ingredient of the product
consists of any of the following when
used within the dosage limits .
established for each ingredient: =

(a) Brompheniramine maleate.
(b) Chlotcgcﬁﬁne hydrochloride.
* (c) Chlorpheniramine maleate.
(d) Dexbrompheniramine maleate.
(e) Dexchlorpheniramine maleate.
(f) Diphenhydramine citrate.
%E] Diphenhydramine hydrochloride.
) {Reserved] _ .
(i)Phenindamine tartrate.
(j) Pheniramine maleate.
) Pyrilamine maleate.
() Thonzylamine hydrochloride.
(m) Triprolidine hydrochloride.

9. Section 341.72 is added to subpart
C to read as follows: :

§341.72 Labeling of antihistamine drug
products.

(a) Statement of identity. The labeling
of the product contains tho established

name of the drug, if any, and identifies
the product as an “antihistamine.”

(b) Indications. The labeling of the
product states, under the heading
“Indications,” any of the phrases listed
in paragraph (b) of this section, as
appropriate. Other truthful and
nonmisleading statements, describing
only the indications for use that have
been established and listed in this
paragraph, may also be used, as
provided in § 330.1(c)(2) of this chapter,
subject to the provisions of section 502
of the Federal Food, Drug, and Cosmetic
Act (the act) relating to misbranding énd
the prohibition in section 301(d) of the
act against the introduction or delivery
for introduction into interstate -
commerce of unapproved new drugs in
violation of section 505(a) of the act.

(1) “Temporarily” (select one of the
following: “religves,” “alleviates,”
“decreases,” “‘reduces,"” or “dries”)
“runny nose and’’ (select one of the
following: “relieves,” “alleviates,”
“decreases,” or “reduces”) “sneezing,
itching of the nose or throat, and ftchy,
watery eyes due to hay fever” (which
may be followed by one or both of the
following: “or other upper respiratory
allergies” or “(allergic rhinitis)”).

(2) “For the temporary relief of runny
noss, sneezing, itching of the nose or
throat, and itchy, watery eyés due to hay
fever”” (which may be followed by one
or both of the following: “or other upper
respiratory allergies” or “(allergic
rhinitis)”). )

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

(1) “May cause excitability especially
in children.” : .

(2).“Do not take this product, unless

directed by a doctor, if you have a

breathing problem such as emphysema . -

or chronic bronchitis, or if you have -
glaucoma or difficulty in urination due
to enlargement of the prostate gland.”
(3) For products containing = -
brompheniramine maleate,
chlorcyclizine hydrochloride,
chlorpheniramine maleate,
dexbrompheniramine maleate,
dexchlorpheniramine maleate,
phenindamine tartrate, pheniramine
maleate, pyrilamine maleate, - a
thonzylamine hydrochloride, or
triprolidine hydrochloride identified in

§341.12(a), ®), (c). (d}, e). (i), G). (k). (1),

and (m). “May cause drowsiness; .
alcohol, sedatives, and tranquilizers
may increase the drowsiness effect.
Avoid alcoholic beverages while taking
this product. Do not take this product if
you are taking sedatives or tranquilizers,
without first consulting your doctor

S

s

X

S
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Use caution when driving a motor
vehicle or operating machinery."

(4) For products containing
diphenhydramine citrate or
diphenhydramine hydrochloride
identified in §341.12(f) and (g). “May
cause marked drowsiness; alcohol,
sedatives, and tranquilizers may
increase the drowsiness effect. Avoid
alcoholic beverages while taking this
product. Do not take this product if you
are taking sedatives or tranquilizers,
without first consulting your doctor.
Use caution when driving a motor
vehicle or operating machinery.”

. (8) For products containing

phenindamine tartrate identified in

. §341.12(i). “May cause nervousness end .

insomnia in some individuals.”

" (6) For products that are labeled only

. Jor use by children under 12 years of

- age. The labeling of the product
contains only the warnings identified in

" paragraphs (c)(1) and (c)(5) of this
section as well as the following:

(i) “Do not give this product to
children who have a breathing problem
such as chronic bronchitis, or who have
glaucoma, without first consulting the
child's doctor.” :

(i) For products containing
brompheniramine maleate,
chlorpheniramine maleate,
dexbrompheniramine maleate,
dexchlorpheniramine maleate,
phenindamine tartrate, pheniramine
maleate, pyrilamine maleate,
thonzylamine hydrochloride, or
triprolidine hydrochloride identified in
§341.12(a), (c), (d). (e), (i). (j). (k). (1),
and (m). “May cause drowsiness.
Sedatives and tranquilizers may
increase the drowsiness effect. Do not
give this product to children who are

taking sedatives or tranquilizers,
‘without first consulting the child’s
doctor.” - :

(iii) For products containing
diphenhydramine citrate or .

. diphenhydramine hydrochloride or

. identified in § 341.12(f) and (g). “May

- cause marked drowsiness. Sedatives and
‘tranquilizers may increase the

- drowsiness effect. Do not give this

-« product to children who are taking

- sedatives or tranquilizers, without first
-consulting the child's-dactor.”

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

(1) For products containing
brompheniramine maleate identified in
§341.12(a). Adults and children 12

_ Years of age and over: oral dosage is 4
milligrams every 4 to 6 hours, not to
exceed 24 milligrams in 24 hours, or as
directed by a doctor. Children 6 1
under 12 years of age: oral dosage is 2

-

milligrams every 4 to 6 hours, not to
exceed 12 milligrams in 24 hours, or as
directed by a doctor. Children under 6
yeers of age: consult a doctor.

(2) For products containing -
chlorcyclizine hydrochloride identified
in § 341.12(b). Adults and children 12
years of age and over: oral dosage is 25
milligrams every 6 to 8 hours, not to

" exceed 75 milligrams in 24 hours, or as
‘directed by a doctor. Children under 12

years of age: consult a doctor.

(3) For products containing
chlorpheniramine maleate identified in
§341.12(c). Adults and children 12
years of age and over: oral dosage is 4
milligrams every 4 to 6 hours, not to
exceed 24 milligrams in 24 hours, or as
directed by a doctor. Children 6 to
under 12 years of age: oral dosage is 2
milligrams every 4 to 6 hours, not to
exceed 12 milligrams in 24 hours, or as
directed by a doctor. Children under 6
years of age: consult a doctor.

(4) For products containing
dexbrompheniramine maleate identified
in §341.12(d). Adults and children 12
years of age and over: oral dosage is 2
milligrams every 4 to 6 hours, not to
exceed 12 milligrams in 24 hours, or as
directed by & doctor. Children 6 to
under 12 years of age: oral dosage is 1 .
milligram every 4 to 6 hours, not to
exceed 6 milligrams in 24 hours, or as

. directed by a doctor. Children under 6
- years of age: consult a doctor.

(5) For products containing
dexchlorpheniramine maleate identified
in § 341.12(e). Adults and children 12
years of age and over: oral dosage is 2
milligrams every 4 to 6 hours, not to
exceed 12 milligrams in 24 hours, or as

‘directed by a doctor. Children 6 to

under 12 years of age: oral dosage is 1
milligram every 4 to 6 hours, not to
exceed 6 milligrams in 24 hours, oras
directed by a doctor. Children under 6
years of age: consult a doctor.

(6) For products containing .
diphenhydramine citrate identified in
§341.12(f). Adults and children 12 years
of age and over: oral dosage is 38 to 76
milligrams every 4 to 6 hours, not to
exceed 456 milligrams in 24 hours, or as
directed by a doctor. Children 6 to
under 12 years of age: oral dosage is 19
to 38 milligrams every 4 to 6 hours, not
to exceed 228 milligrams in 24 hours, or
as directed by a doctor. Children under
6 years of age: consult a doctor.

(7) For products containing
diphenhydramine hydrochloride
identified in § 341.12(g). Adults and
children 12 years of age and over: oral
dosage is 25 to 50 milligrams every 4 to
6 hours, not to exceed 300 milligrams in
24 hours, or as directed by a doctor.
Children 6 to under 12 years of age: oral
dosage is 12.5 to 25 milligrams every 4

ta 6 hours, not to exceed 150 milligrams
in 24 hours, or as directed by a doctor.
Children under 6 years of age: consult
adoctor. - -

(8) (Reserved]

(9) For products containing
phenindamine tartrate identified in
§341.12(i). Adults and children 12 years
of age and over: oral dosage is 25
milligrams every 4 to 6 hours, not to
exceed 150 milligrams in 24 hours, or as
directed by a doctor. Children 6 to -
under 12 years of age: oral dosage is
12.5 milligrams every 4 to 6 hours, not
to exceed 75.milligrams in 24 hours, or
as directed by a doctor. Children under
6 years of age: consult a doctor.

(10) For products containing
pheniramine maleate identified in
§341.12(j). Adults and children 12 years
of age and over: oral dosage is 12.5 to
25 milligrams every 4 to 6 hours, not to
exceed 150 milligrams in 24 hours, or as
directed by a doctor. Children 6 to
under 12 years of age: oral dosage is
6.25 to 12.5 milligrams every 4 to 6
hours, not to exceed 75 milligrams in 24
hours, or as directed by a doctor.
Children under 6 years of age: consult
adoctor.

(11) For products containing -
pyrilamine maleate identified in
§341.12(k). Adults and children 12
years of age and over: oral dosage is 25
to 50 milligrams every 6 to 8 hours, not
to exceed 200 milligrams in 24 hours, or
as directed by a doctor. Children 6 to
under 12 years of age: oral dosage is
12.5 to 25 milligrams every 6 to 8 hours,
not to exceed 100 milligrams in 24
hours, or as directed by a doctor.
Children under 6 years of age: consult
a doctor. .

(12) For products containing
thonzylamine hydrochloride identified
in § 341.12(1). Adults and children 12
years of age and over: oral dosage is 50

-to 100 milligrems every 4 to 6 hours, not

to exceed 600 milligrams in 24 hours, or
as directed by a doctor. Children 6 to
under 12 years of age: oral dosage is 25

- to 50 milligrams every 4 to 6 hours, not

to exceed 300 milligrams in 24 hours, or

as directed by a doctor. Children under

6 years of age: consult a dactor.

(13) For products containing
triprolidine hydrochloride identified in
§341.12(mm). Adults and childrén 12
years of age end over: oral dosage is 2.5
milligrams every 4 to 6 hours, not to
exceed 10 milligrams in 24 hours, or as
directed by a doctor. Children 6 to
under 12 years of age: oral dosage is
1.25 milligrams every 4 to 6 hours, not
to exceed S milligrams in 24 hours, or
as directed by a doctor. Children under
6 years of age: consult a doctor.

(e) The word “physician” may be .
substituted for.the word “doctor™ in auy
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of the labeling statements in this
saction.

10. Section 341.90 is amended by
adding paragraphs (e) through (q) to -
read as follows:

§341.90 Professional labsting.
* * * * *

(e) For products containing
brompheniramine maleate ideatified in
§341.12(a). Children 2 to under 6 years
of age: oral dosage is 1 milligram every
4 to 6 hours, not to exceed 6 milligrams
in 24 hours.

(f) For products containing
chlorcyclizine hydrochloride identified
in §341.12(b). Children 6 to under 12
years of age: oral dosage is 12.5
milligrams every 6 to 8 hours, not to
exceed 37.5 milligrams in 24 hours.
Children 2 to under 6 years of age: oral
dosage is 6.25 milligrams every 6 to 8
hours, not to exceed 18.75 milligrams in
24 hours.

(g) For products containing
chlorpheniramine madleate identified in
§341.12(c). Children 2 to under § years
of age: oral dosage is 1 milligram every
4 10 6 hours, not to exceed 6 milligrams
in 24 hours.

(h) For products containing
dexbrompheniramine maleate identified
in §341.12(d). Children 2 to under 6
years of age: oral dosage is 0.5 milligram
every 4 to 6 hours, not to exceed 3
milligrams in 24 hours.

(i) For products containing
dexchlorpheniramine maleate identified
iR §341.12(e). Children 2 to under 6
years: oral dosage is 0.5 milligram every
4 to 6 hours, not to exceed 3 milligrams
in 24 hours. ’

(j) For products con taining
diphenhydramine citrate identified in
§341.12(f). Children 2 to under 6 years
of age: oral dosage is 9.5 milligrams
every 4 to 6 hours, not to exceed 57
milligrams in 24 hours.

.- (k) For products containing
diphenhydramine hydrochloride :
identified in § 341.12(g). Children 2 to

under 6 years of age: oral dosage is 6.25
- milligrams every 4 to 6 hours, not to
exceed 37.5 mg in 24 hours, ’

(1) [Reserved] )

(m) For products containing
phenindamine tartrate identified in
§ 341.12(i). Children 2 to under 6 years
of age: oral dosage is 6.25 milligrams
every 4 to 6 hours, not to exceed 37.5
milligrams in 24 hours.

(n) For products containing
pheniramine maleate identified in
§341.12(j). Children 2 to under 6 years
of age: oral dosage is 3.125 t0 6.25
milligrams every 4 to 6 hours, not ta
exceed 37.5 milligrems in 24 hours.

(o) For products containing
pyrilamine maleate identified in
§341.12(k]). Children 2 to under 6 years
of age: oral dosage is 6.25 ta 12.5
milligrams every 6 to 8 hours, not to
exceed 50 milligrams in 24 hours.

(p) For products containing’
thonzylamine hydrochloride Identified
in § 341.12(1). Children 2 to under 6
years of age: oral dosage is 12.5 to 25
milligrams every 4 to 6 hours, not to
exceed 150 milligrams in 24 hours.

-(q) For products containing
triprolidine hydrochloride identified in
§341.12(m). Children 4 to under 6 years
of age: oral dosage is 0.938 milligram
every 4 to 6 hours, not to exceed 3.744
milligrams in 24 hours. Children 2 to

‘under 4 years of age: oral dosage is
" 0.625 milligram every 4 to 6 hours, not

to exceed 2.5 milligrams in 24 hours.

" Infants 4 months to under 2 years of age:

oral dosage is 0.313 milligram every 4
to 6 hours, not to exceed 1.252
milligrams in 24 hours,

PART 369—INTERPRETATIVE
STATEMENTS RE WARNINGS ON
DRUGS AND DEVICES FOR OVER-
THE-COUNTER SALE
11. The autharity citation for 21 CFR

part 369.continues to read as follows:

. Autharity: Secs. 201, 301, 501,602, 503,
505, 506, 507, 701 of the Federal Food,

and Cosmetic Act (21 U.S.C. 321, 331, 351,
352, 353, 355, 356, 357.'371).

§369.20 [Amended]

- 13. Section 369.20 Drugs;
recommended warning and caution

statements is amended by revising the
introductory text of the entry for
“ANTIHISTAMINICS, ORAL to read:
ANTIHISTAMINICS, ORAL. (See also e
§310.201(a)(4) and (a)(24) of this ’
chapter.)

* * * * ®
§369.21 [Amended]

13. Section 369.21 Drugs; warning
and caution statements required by
regulations is amended by revising the
introductory text of the entry for
“ANTIHISTAMINICS, ORAL
(PHENYLTOLOXAMINE DIHYDROGEN
CITRATE, DOXYLAMINE SUCCINATE,
CHLOROTHEN CITRATE, AND
CHLORCYCLIZINE HYDROCHLORIDE
PREPARATIONS)" to read:’
“ANTIHIST. AMINICS, ORAL
(PHENYLTOLOXAMINE DIHYDROGEN
CITRATE, DOXYLAMINE SUCCINATE,
AND CHLOROTHEN CITRATE
PREPARATIONS). (See § 310.201(a)(4),
(a)(13), and (a)(24) of this chapter.),”
and by removing the warning statement
for chlorcyclizine-containing
preparations.

Dated: August S, 1992,

Michael R. Taylor,

Deputy Commissioner for Policy. ‘
[FR Doc. 92-29718 Filed 12-8-92, 8:45 am]
BILLING COOE 4160-01—F ’
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CLARITIN est un antihistaminique qui foratadine 1 mpfml,

agit vite et pendant longtemps. H per-
met de soulager le rhume des foins et
d'enrayer étermuements, écoulement

nasal et larmoiement, sans provog|
de somnolence.

MISE EN GARDE: Les femmes enceintes
ou alaitantes et les personnes souffrant
de maladies du loie doi drerun
médecin avant de prendre ce produit
Monographie fournie sur demande aux
protessionnels de la santé. Conserverce
produit et tout sutre médicament en lieu
siir, hors de la portée des enfants.
Conserver entre 2* et 30 *C.

POSOLOGIE : Adultes et enfants de plus
de 10 ans (poids corporel de plus de
30 kg): 10 mL (2 c. & thé) de sirop
CLARITIN une fois par jour. Enfants de
2 & 39 ans (poids corporel de 30 kg ou
moins): S mL (1 ¢. & thé) de sirop
CLARITIN une fois par jour. Ne jamais
dép 1a posologie rec dé
Ne jamais prolonger I'emploi, ni utiliser
chez des enfants de 2 3 12 ans pendant
plus de 14 jours consécutifs, sans l'avis
du médecin. N'est pas recommangé
pour les enfants de moins de 2 ans.

COMPOSITION : Chague mlL de sirop
contient | mg de loratadine dans un
excipient de propyléne glycol, de glycé-
rine, d’acide citrique monohydraté, de
benzoate de sodium, de sucre, d'arbme
de péche artificiel et d'eau purifiee.
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o B dincaze, Badets glewceos, WECWY
» Runny nose -

chidiren. 5

For tust and

‘> Itchy, watery eyes

» Sinus Con
» Sneezing

71111218 © i COMPOSITION: Eoch (ablot cuntaing § my K ding snd 120 my sullate USP
| DOSAGE: Adults and childron 12 yaars of sge and over | tsbiet every 12 hours. Oo not excasd
" he do34g0, ged usage shoultl unly be on the advice uof » physitien
I NON-MEDICINAL INGR NTS [alphabenicel vrderk Acuc:a Fovegared, Caltiom Sulfate.
Carnauba Wax, Corn Starch, Guin Bosin, Lactoss, Maynesium Stesrate, Microcrystatiing Celluloss,
Qtere Acid, Povitone, Saap Powdes, Sucruse, Tale,
Titaniym Dioxide, Whits Wax, Zain.
TABLETS BUISTER SEALED FOR YOUR PROTECTION.

[




United Kingdom

5 IIIIEIE I\L

: . mceu.
~o BLIOT Bs:smnmuﬁcwme
- YUBS aeu as.».msnm!usurmnam i
CMERIDIA IO LR 17 50 110 S3UTPAL 178 0BT
wrmmm:mnmnfmsmzrs:adswmmsn :
*ﬁma»;mqmnnﬁjsm *KaaeyBad buunp asngou o . .

wppemauw&amwca'ﬁusmm TN Ealy

o Sworduls %012 :o ubis
H maﬂmﬁsmaﬂunpmamm&smﬂﬁtmc ualmihgmsut;%infgﬂ
4
) TRl SI00Y B2 1N} B SRATSD mwrunn B 3000 0] SRS J3IST 2V .
. Sam) Buemun pup Bungay ‘uses Suipa -
CBUGIEPUD UNS .'msmm \raye) 23 oS8 Apul ABsaiy wAwEs .
~ea: Bl 169 PUB BII ISND 2SN0Y S8 NS $HIHI3E BLOTNE JER0
m;aramz.; £} anp Swapdwifs masene eraya) ued Ay

© D) SUIREIRIC] SUTEWOD BT e ¢

sw:m f‘iﬁmsw.&ggauw |

[

o g

B
e
O
=

Fur hayfever and
ther allergies

il

5539@53@

5 Bm!?.li’g!) L

MBC2 (34707)




Hill

United Kingdom

' Loratadine

LAUTITTSINA

Patient Information Leaflet

Please read this leaflet carefully
This leallet will 12!l you about Céarityn Allergy tablets. It should give you all the information you
need. but if there is anything you do not understand please ask your doctor of your pharmacist.

What is in Clarityn Allergytablels?

Each tablet contains 10mg of loratadine as the active ingredient as well as the following inactive
ingredients:

Hydrous lactose

Maize starch

Magnesium stearate.

There are 7 tablets in this pack.

What is the type of medicine in Clarityn Allergy tablets?
The medicine contained in Clarityn Allergy tadlets is a non-sedating antihistamine. It can help
refieve the symptoms ol some aliergies.

Who makes it?
The product licence holder is:
Schering-Plough Ltd.. Shire Park, Welwyn Garden City. Herts AL7 1TW.

The manufacturer is:
Schenng-Plough Labo N.V., Heist-op-den-Berg, Balgum.

What are Clarilyn Allergy tablets lor?

in adults. Clarityn Allergy tablets can rapidly relizve allergy symploms such as sneezing. runny
nose and itchy. burning eyes. whether these are due to hayfever or whether they occur all year
round. Clarityn Aliergy tablets may also be taken for allergic skin conditions such as rash, itching
or urticaria (hives).

Is there any reason why you shouldn't take Clarityn Allergy tablets?
It you have ever had an allergic reaction to Clarityn Allergy tablets or any of the active or inactive
ingredients you should not take them.

You should not take them if you are pregnant or think that you are pregnant or if you are
breast-teeding. .
Betore taking Clarityn Allergy tablets
There have been no reports of undesirable eftects occurring wnen Clarityn Allergy tablets have
Dbeen taken at the same time as some other medicines. However. before you stan taking
Clarityn Allergy tablets, you shoutd still tell your doctor or pharmacist it you are taking medicine
for any other iliness or condition. '

L J

You do not have 1o avoid drinking alcohol whilst taking Clarityn Allergy 1ablets.

Driving and Clarityn Allergy tablets
Tests have shown that Clarityn Allergy tablets do not cause drowsiness,
S0 you can still drive whilst you are taking your tablets. e

What is the dose?
Adults and chiidren aged 12 vears and over:
One 1ablet to be swallowed once daily.

PRESSPHARMA PM2 IN39V {130 x 205 mm)} 06UU2370SIN (recto) prns 280 blue
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What o do if you forget to take your medicine
1f you forget to take it. take your recommended dose as soon as you remember.

What you should do in the case of an overdose
If you. {or someone else) accidentally takes toc many Clarityn Aflergy tablels by mistake, you
shoutd contact your doctor immediately.

Meanwhile, try to make yourselt (or the other person) vemit. Do not try to do this if you or the
other person are pat fully awake.

Do Clarityn Allergy tablets have any undesirable effects?

Mast people do not have any side efects atter taking Clarityn Allergy tablets, but as with all
medicines. it may not suit everyone. The following side effects have occurred. but only rarely:
Tiredness. nausea, headache, hair loss. allergic shock, ettects cn the liver and disturbances in
heart rhythm. Also, a fast heart beat and fainting have been very rarely reported in a few people,
although these may not necessarily have been caused by Ciarityn Allergy tablets.

It you are worried by these or any other side etfects. you should discuss them with your doctor or
pharmacist. )

Expiry date
Do not use atter the date which is stamped on the pack

wmemn Any other questions?
e I there is anything about Glarityn Allergy tablets you do not understand or are unsure about, your
doctor or pharmacist will be able to help or advise you

——
Date of revision: October 2000.

1

* SCHERING-PLOUGH CONSUMER HEALTH
Drivesam oF SCoonG-PLoucs Lo Weowne Caxptw Oy ALY ITW

© Schering-Plough Consumer Health

I

MCUURITOBNR

PRESSPHARMA PM2 IN39V {130 x 205 mm) 06UU23705IN {recto) pms 280 blue




it

United Kingdom

aurp

Ay

&gﬁui{‘mﬁrgﬁ ?yrﬁp E&ﬂﬁrﬁvﬁ &iﬁ:aﬁu#@ éyrﬁg

! e . . Lot
Fast relief from tha sym) f .
" Toarsmamepemanes - Allergy syrup

sneezing, kzhy and Ay 0052, .
wgs‘?mﬂhmqm:mmm ; For hayfever and
the Sympmims of Some skin ¢ other allergles
allorgies ¢ 9. urhicaria (hvesk R

i . Fastasting
Ho drowsiness
24hr rpliet

pms 362 green

: mgmﬁs KBiayy |

d

T i ot y Loteta:
i Each Smieortins Smy loratading. 1
Presenzive Sodium A"ﬂl’gy syrup

;Eengnmwemzzzmi | For hayfever and
Containg sucrasa, Seo leaket for cotals, n‘neral!g'glas

i Dirgrtions for use: Aduts and children ¢
+ ver 6 years: fvn Sml spaons ¥
¢ unze dady, Cikdren 2-5 years; one Smil
i Sponnones dady. : j

: Waming !
| Do not gxesed tha stafed dose. |

o Do netuse during pregrancy. It - KRy
T symptoms persist consutt your dostar, | .
vt y © Fastacting

¢ KETR ALL BEDICINES OUT OF o
THE REACH OF CHILDREN T ;‘:;3’,“;,’,2,“ e

pLomwers (8]
Story datween 2 gnd 30°C Inthe

D5ULI3657CA
’ B8

Use by

l

PM2 06UU23667CA
pms 280 blue pms Clarityn Cyan black

s

SRVHITINT



il

United Kingdom

EEEEE?%’%%E%E@;;’ 51 s’sggs

Lorar;ﬂme i

DRI YK

PATIENT INFORMATION LEAFLET
Please read this leallet carefully
This leatiet will tell you about Clarityn Allesgy syrup. It should gwve you all the
information you nead, but if there is anything you do not understand please ask
your doclor o your pharmacist

~
What Is fa Clarityn Allergy syrup?
Tha syrup contains 5mg of the active ingredient, loratadine in each Smi (about
one teaspoonful) as well as the following inactve ingredients: Propylene glycol,
glycerine; sucrose (granulated): citric acid: sodium benzoate (E211); peach
flavouring, Each bottle coctains 60ml syrup
What type of medicine is Clarilya Allergy sytup?
Clarityn Allergy syrup is a non-sedating antihistamine_ It can help relieve the
symptoms of some aliergies.
Who makes i1?
The product ficence holder is
Schering-Plough Ltd.. Shire Park. Welwyn Garden City, Herttordshire AL7 1TW

The manutacturer is
Schering-Plough Labo N.V . Heist-op-den-Berg. Belgum.
What Is Clarityn Allergy syrup for?

In adulis. Clarityn Alfergy syrup can rapidly releve allergy symptoms such as
sneazng, runny rose and sichy. burning eyes. whether these are due to haytever
or whether they occur all year round.

Clariiyn Allergy syrup may also de taken for allergic skin conditions such as
rash, itching or urlicaria (hives]

In chitdren (aged 2-12 years) Clartyn Alfergy syrup may be given for symptoms
of haytever or aflergic skin conditions

1s there any reason why you shouldn'l take Clarifyn Allergy syrup?

1t you have ever had an allergic reaction 1o Clarityn Aitergy sytup or any of its
active of inactive ingredients you should not take it

You should not take it if vou are pregnant or think that you are pregnant or if you
are breast-feeding.

Childrea aged under 2 years should not take Clarityn Allergy syrup.

Antihistamines may prevent response to aliergens in skin 2flergy testing:
therelore Ciarityn Alfergy syrup should be stopped four days before any such testing.

Betore Yaking Clarityn Allergy syrup

There have been np reports of undesirabie effects eccurnng when
Clarva Ailergy syrup has been taken at the same lime as some
other medicines.

However. betore you start taking Clarityn Aliergy Syrup.
you should still tell your doctor or pharmacist o you are
taking medicine for any other illness or condition

PRESSFHARMA PM2 INOAV QEUUZIGTSIN (recioy pms 280 bive
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For exampie, idine (for the of ind:gestion and stomach ulcarsy;
erythromycin {an antibiotic): ketoconazolz or fiuconazole (antifungalsy.
quin:dine (for heart probiems) or flugxetine (for freaing depression)

Each 5mi dose of Clarityn Alfergy syrup contains 3g of sucrese wituch may result
in 3 maxirum daily intake of 6g cf sucrose

The syrup form of Clarityn is therefose not suitable for peocle vho suiter from
an inherited fruit suga: iniolerance. or who are unable to absorb or brezkdown
sugars in the body.

Driving and Clarityn Allergy syrup

Studies have shown that Clgrityn Allergy syrup does not cause any more
drovsiness than placebo. it does net atfect your parformance and so will not
normally atlect your ability to drive or perform tasks requiring concentration.

What is the dose?
Adults and children over 6 years:
Two Sml spoons once daity.

Children 2-5 years:
One 5mi spoon ance daily.

What 1o do if you forget to take your medicine

H you forget 1o take your syrup, take your recomimended dose as S000 as you
remember, and then carry on as before.

What you should do in the case of an overdose

If you, (or somecne else) accidentally takes 100 much Clarityn Allergy syrup
by mistake. you should contact your doctor immediately.

Meanwhile, try to make yourself {or the other person) vomil. Do not try 1o do
this it you or the other person are net tully awake.

Does Clarityn Allergy syrup have any undesirable effects?

Mos: people do not hava any side effects atter taking Clarityn Allergy syrup. but
as with all medicines. it may not suit everyone. The foliowing side effects have
occurred. bul only rarely: tiredness, nausea. headache, hair loss. aitergic shock,
eitects on the liver and disturbances 1 heart rhythm. Also, a fast heart beat and
fainting have been very rarely reported in 3 few people. atthough these may not
necessarily have been caused by Clanityn Alfergy syrup.

H you are worried by these or any other side eftects, you should discuss them
with your doctor or pharmacist. ’

Expiry date

Do not use atter the date which is stampad on the pack.

Storage information

This medicine should be stored at a temperature of between 2 and 30°C in the
original container.

Any other questions?

If there 15 anything atout Clantvn Aliergy Syrup you do not understand
of are unsure about, your doctor or pharmac:st will be able fo
hetp or advise you

Date of revision of tus leaftet. October 2000
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United Kingdom

@ Hayfever & Allergy Relief

All Day Tablets

The name of your medicine is Hayfever
& Allergy Relief All Day Tablets.

Each tablet contains Loratadine 10mg
as the active ingredient.

Also contains: Lactose, Maize Starch,
Magnesium Stearate.

Each pack contains 7 tablets.

Hayfever & Allergy Relief All Day
Tablets belong to 2 group of medicines
called antihistamines which help relieve
E symptoms associated with seasonal and
- perennial allergic rhinitis.

——

W Manufactured for The Boots Company
PLC Nottingham NG2 3AA by
Schering-Plough Labo N.V. Heist-op-
den-Berg Belgium The Product Licence
holder is Schering-Plough Ltd Shire
Park Webwyn Garden City
Hertfordshire AL7 1 TW.

What Is your medicine for?

Hayfever & Allergy Relief All Day
Tablets are for the relief of symptoms
associated with seasonal and perennial
allergic rhinitis, such as sneezing, nasal
discharge and itching and burning and
itching of the eyes. They are also
indicated for the relief of symptoms
associated with chronic urticaria of
unknown origin.

Before taking your medicine

Do not take Hayfever & Allergy Relief
All Day Tablets if you are pregnant,
planning to become pregnant or are
breast feeding.

You must tell your pharmacist or
doctor if the answer to the
following question is YES.

Avre you allergic to any of the
ingredients shown above!

There have been no reports of
undesirable effects occurring when
Loratadine has been taken at the same
tme as some other medicines.
However, before you start taking these
tablets, you should tell your doctor or
pharmacist i you are taking medicines
for any other illness or condidon.

If in doubt, talk to your pharmacist

or doctor. ’

CEUUSESBRINR

How to take your medicine
Check that the foil packaging is not
broken before use.

Adules and Children over 12 years:
One tablet once daily.

Do not take more than one tablet in
any 24 hour period.

Do not give to children under
12 years.

DO NOT EXCEED THE
STATED DOSE

What if you take too many?

i you take too many tablets, talk to
a doctor or a hospital casualty
department straight away. Take your
tablets with you.

After taking your medicine

As with most medicines Hayfever &
Allergy Relief All Day Tablets can
sometimes cause side effects.

Tests have shown that these tablets do
not cause drowsiness, however, there
may be rare exceptions. Make sure that
you are not affected in this way before
driving or carrying out tasks requiring
concentration. Rare effects reported
include fatigue, nausea, headache, loss
of hair, allergic reaction, abnormal heart

. rate, fainting and liver changes.

If concerned or anything else unusual
happens, talk to your pharmacist or

. doctor.

L sy?'nptoms do not go away, talk to
your pharmacist or doctor.

Storing your medicine

Do not take your tablets after the
“Use by” date. Keep them in their
original pack.

KEEP ALL MEDICINES OUT OFTHE
REACH OF CHILDREN, PREFERABLY
IN A LOCKED CUPBOARD

if you have any questions or are not
sure about anything, ask your
pharmacist or doctor. They can obtain
additional information about this
medicine if necessary.

Leaflet revised June 1999.
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. ltchmg and Rash Due to Recurring or Chronic Hives

Full Prescription Strength

10 Tablets

© 2002 Distributed by
Schering-Plough HealthCare Products, tnc.
Memphis, TN 38151 USA.

Al rights reserved. Made in U.SA.
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Once Daily / Non-Drowsy

Claritin

24 Hour Tablets

516/q8LIN0H HZ
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Once Daily / Non-Drowsy

Claritin

Antihistamine/Loratadine 10mg

24 Hour Tablets

Recurring Hives wsd
Relieves and Reduces ITCHING & RASH . -
Due to Recurring or CHRONIC HIVES i

Full Prescription Strength 10 Tablets

© 2002 Distributed by

Schering-Plough HealthCare Products, Inc.
Memphis, TN 38151 USA.

Al rights reserved. Made in USA.

a mgnabla

wurcn

I




Once Dally { Non-Orowsy

Drug Facts (continved)
Warnings (continved)
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Directions
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Once Dally / Non-Drowsy

Clarttan

Antihistamine/Loratadine

24 Hour Syrup

Allergy

Non-Sedating Relief of

« Sneezing

« Itchy. Watery Eves

« Runny Nose  « Itchy Throat or Nose

« lfctung and Rash Due to
Recurring or Chronic Hives

Ful Prescrippon Strength

4FLOZ(118ml)

Once Dally / Non-Drowsy

Clartir

Antihistamine/Loratadine
24 Hour Syrup

T
- cerp—

Allergy

Non-Sedating Relief of:
«Sneezing  «ltchy. Watery Eves
« Ruany Nose  « lichy Throat or Nose
« Itching and Rash Due to
Recurring or Chronic Hives

Full Proscripon Steagey 4 FL OZ (118ml)
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Drug Facts {continued)

Directions

® ks, and chidren § yaars dl over: 2 Waspoontuls every
24 Mours, Do nat esceed 2 asponebels in M hours.

* chiiren wder § years of age: 6k 3 docier.
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Antihist Loratadine
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24 Hour Syrup

Recurring Hives

Relieves and Reduces ITCHING & RASH
Due te Recurnng or CHRONIC HIVES

Ful Proscription Swengen 4 FL OZ (118ml)
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Antihistamine/Loratadine
24 Howr Syrup

L

Recurring Hives |

Reheves and Reduces ITCHING & RASH
Due to Recurring or CHRONIC HIVES

Fuk Proscripton Syength 4 FLOZ (118ml}
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our Red(Tabs* .
Rapldiy-disintegrating Tableta. ...

24 Hour RediTabss
Rapidiy-disintegrating Tablets
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Once Da:ly / Non~Drowsy

ng Rehel of ™
TR
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T Hunny Noser .

« ltchy Throat or Nose
. !tchmg and Rash Due to Recurring or Chronic Hives

10 RediTabs® Tablets

Once Dally / Non-Drowsy

Claritin

24 Hour RediTabs
Rapidly-disintegrating Teblets
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Once Daily / Non-Drowsy

Claritin

Antihistamine/Loratadine 10mg

24 Hour RediTabs*
Rapidly-disintegrating Tablets

Recurring Hives
Relieves and Reduces ITCHING & RASH
Oue to Recurring or CHRONIC HIVES

Full Prescription Streogth
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12 Haur Extended Helease Tablets l-
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Asmoig-uoN

Non-Drowsy

Antihistamine/Loratadine 5mg

' ’~'Sneezmg

Clantln-D®

Decongestant/Pseudoephedrme Sulfate 120mg

’ ~Itchy Ihma! orNose™ o

( * Runny Nose
ﬁ Full Prescription Strength 10 Extended Release Tablets
Non-Drowsy

Claritin-D

12 Hour Extended Release Tablets
©2002 Distributed by
Schering-Plough HealthCare Producs, mc

Memphis, TN 38151 USA.

Mnghtslescweﬁ MadeinUSA
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24 Hour Extended Release Tablets

B

e Sneezing e

Once Daily / Non-Drowsy

* Runny Nose
Full Prescription Strength

BT ¥ y B o o
. Hchy Throat orNose v

10 Extended Release Tablets

Once Daily / Non-Drowsy

Claritin-D

24 Hour Extended Release Tablets
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