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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administraiionl

24 CFR Part 336
{Docket MNo. 92N-0346]
RIN 0905-AA06 "

Antiemetic Drug Prdducts for Over-the-
Counter Human Use; Proposed
Amendment to the Monograph

" AGENCY: Food and Drug Administration,
HHS. g - ,

ACTION: Notice of proposed rulemaking.

SUMMARY: The Food and Drug
Administration (FDA) is proposing to
amend the monograph for over-the-

' counter (OTC) antiemetic drug products
to revise a required warning, and to add
a similar warning for products labeled
for use only for children under 12 years
of age. This proposal will ensure that
warnings for ingredients contained in
OTC antiemetic drug products are the
same as those required for related '
ingredients used in other OTC drug
products (e.g., antihistamines,
antitussives, and nighttime sleep-aids).
This proposal is part of the ongoing
review of OTC drug products conducted

by FDA.

DATES: Written comments on the
proposed regulation by October 25,
1993; written comments on the agency’s

economic impact determination by

October 25,1993,

ADDRESSES: Written comments to the

Dockets Management Branch (HFA—
305), Food and Drug Administration,
rm. 1-23; 12420 Parklawn Dr., ‘

Rockville, MD 20857.

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drug

Evaluation and Research (HFD-810),

Food and Drug ‘Administration, 5600

Fishers Lane, Rockville, MD 20857,
301-594-5000. ,
SUPPLEMENTARY INFORMATION: In the

Federal Register of April 30, 1987 (52
FR 15886), FDA issued a final

~ monograph for OTC antiemetic drug

products {21 CFR part 336) that
included the following warning
statement in § 336.50(c)(1) (21 CFR
336.50(c)(1)) for all antiemetics: “Do not
take this product if you have asthma,
glaucoma, emphysema, chronic
pulmonary disease, shortness of breath,
difficulty in breathing, or difficulty in
arination due to enlargement of the

prostate gland unless directed by a
doctor.”

In § 341.72 of the tentative final
monograph for OTC antjhistamine drug
products, published in the Federal -

i

Register of January 15, 1985 (50 FR 2200
at 2215), the agency proposed this same
warning for all OTC antihistamines.
Antihistamines should not be used by
people who have any obstructive
pulmonary disease in which clearance
of secretions is a problem. The agency
stated that respiratory distress
symptoms, such as difficulty in
breathing and shortness of breath, are
characteristic of chronic obstructive
pulmonary disease. The agency
concluded that such descriptive terms -
should be included in the warning in
addition to the names of the diseases, in
order to provide more information to the
consumer. ) . ’
In the final monograph for oT1C
antihistamine dmg-products,published
in the Federal Register of December 9,
1992 (57 FR 58356 at 58374), the agency
revised this warning to include the
broader phrase “breathing problem” to
describe symptoms such as shortness of

~ breath and difficulty in breathing

related to obstructive pulmonary
disease. The change in wording will

* allow consumers to recognize

respiratory distress symptoms more
readily. The agency also removed the
descriptive term “asthma” from the
warning and replaced the term *chronic
pulmonary disease” with the term
“chronic bronchitis.” The revised
warning, which appears in
§341.72(c)(2) of the final monograph (21
CFR 341.72(c)(2)), reads 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.”

In the Federal Register of December 9,
1992 (57 FR 58378), the agency .
proposed to amend the monograph for
OTC antitussive drug products to
include the same warning for
antitussive drug products containing
diphenhydramine. Elsewhere in this -
issue of the Federal Register, the agency
is proposing that the warning also be
used for OTC nighttime sleep-aid drug
products containing diphenhydramine.
Because diphenhydramine is-also used
as an OTC antiemetic, the agency is now
proposing that the existing warning for
diphenhydramine and other monograph
antiemetics, which appears in
§336.50{c)(1), be revised to be the same
as the warning in § 341.72(c)(2) for OTC
antihistamine drug products, in
proposed § 341.74(c)(4)(vii)(a) for
antitussive drug products, and in
§ 338.50(c)(3) for OTC nighttime sleep-
aid drug products.

The agency is taking this action
because diphenhydramine and the other
active ingredients in the antiemetic

mionograph {(cyclizine hydrochloride,
dimenhydrinate, and meclizine )
hydrochloride) are classified as -
antihistamines. Diphenhydramine is
classified chemically in the
ethanolamine group (43 FR 25544 at
25580, June 13, 1978). Dimenhydrinate
is the 8-chlorotheophylline salt of - -
dipbhenhydramine (40 FR 12802 at

12938, March 21, 1975). Cyclizine and

meclizine are members of the
‘benzhydryl piperazine group of
antihistamine compounds; these
compounds differ chemically from other
antihistamines in that the alkyl-amino
group exists as a ring structure (40 FR
12902 at 12935). )

“The antiemetic final monograph does
not contain any warnings specifically
for drug products labeled for use only
by children under 12 years of age.
However, it is possible that antiemetic
drug products containing chlorcyclizine
hydrochloride, dimenhydrinate, and
diphenhydramine hydrochloride can be
marketed with labeling for use only by -
children under 12 years of age.
Therefore, the agency is including in the -

monograph a slightly differently worded .

warning for antiemetic drug products
that are labeled for use only by children
under 12 years of age, which reads: “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.” This warning is
consistent with the warning in

© §341.72(c)(6)(i) of the final monograph

for OTC antihistamine drug products
and the warning proposed in
§341.74(c)(4){vi) of the monograph for
OTC antitussive drug products.

The agency has examined the
economic consequences of this
proposed 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 proposed rule for
OTC antiemetic 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
(Pub. L. 96-354). That assessment
included a discretionary regulatory
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flexibility analysis in the event that an
individual rule might impese an
unusual or dispreportionate imypact on
small entities. However, this particular
rulemaking for QTC antiemetic drug
products is nof expected to pose such ap
- Impact on small business, There will be
‘a minor, one-time labeling revision,
which manufacturers wil] have 1 year to
implement. Therefore, the agency -
certifies that this proposed rule will not
have a significant ecenemic impact on
a substantial nember of smal} entities,

The agency invites public comment

regarding any substantial or significant

- economic impact that this rulemaking
would have en OTC antiemetic drug
products. Comments regarding the
impact of this rulemaking on OTC
antiemetic drug products should be
accompanied by appropriate
documentation,

The agency has determined under 21
CFR 25.24(cl(6) that this actiomis of g
type that deoes not imdividuslly or

- cumulatively have a significant effect o
the human envirenment. Therefore,
neither an environmental assessment
nor an environmental impact staternent
is required,

Interested persons may, on ar before
October 25, 1993, submit writlen :
Comments or objections on the proposed
regulation to the Dockets Management
Branch {address above). Written
comments on the SgeNcy’s economic

. impact determination may be submitted
on or before October 25, 1903, Three

- ‘coples of all comments or objections are
to be submitted, except-that individuals
may submit one copy. Comments and
objections are to he identified witls the

docket number found in brackets in the

heading of this document and may be

accompanied by a supperting - ’

memorandum or brief Comuments and

- -objections may be seen in the office

- above between 9 a.m. and 4 p.m.,
Monday through Friday. ‘

List of Subjects in 21 CFR Part 335

- Labeling; Over-the-counter drugs.
Therefore, under the Federal Food,

Brug, and Cesmetic Act and under

~ autherity delegated to the Commissioner

,ofF@od'and‘Dmg » itds proposed that

21 CFR part 336 be amended-as follows:

PART 336—ANTIEMETIC DRUG
- PRODUCTS FOR OVER-THE-. -
COUNTER HUMAN USE

-1. The autherity citation for 21 €FR -
Fart 336 continues to read as follows: -
"+ Autherity: Secs. 201, 501, 502, 503, 505,
510, 701 of ths Federal Food, Drug; and
- Cosmetic Act (21 U.S.C. 321, 351,852, 353, -
355, 360, 371), - !

2. Section 336.50 is amended Ty

revising paragraph (c){1) to read as =
follows: i o

§336.50 Labeling of antiemetic drug

products.

& R &
(C)};k*t‘

* *

{1} Por prodiucts mm&?@mmlgi any
ingredient identified in § 3386, 2O—{i)
When labeled for use in adults and for

. those products that can be and are

labeled for use in children under 12

years of age.

unless direct
a breathing problem such

“Do not take this product,

ed by a dector, if you have
as emphysema

or chwonic bronchitis, o if you have.

glaucoma or diffj

to enlargement of the prostate gland, ™

{ii} For those

are lebeled only for children under 12

years af age.

“De not give this product

to children whe have o breathing
problem such ss chronic bronckitis or
who have glaucome, withowut first
consulting the child’s doctor,

® # L *

*

Dated: August 19, 1993,
Michael B. Tayler, '
D@pmy@ammafwiamrfmﬁ@ﬁm% ,
[FR Doc. 92-20605 Filed 8-25-99; .45 am]
BILLING CODE 4160005

21 CFR Part 338
{Docket Mo, G2N-G349]
RiN 09654406

Cverthe

“Nighttime Sleep-Aid Diug Products for
unter Human Use;

Propesed Amendment to the

Monograph

HHS.

ACTION: Notice of proposed rulemaking.

AGENCY: Food and Drug Administration,

SUMMARY: The Food and Drug )
Administration {FDA) is proposing te

-amend the monograph for over-the-
counter (OTC) nighttime sleep-aid drug

products to revise a WaIning required

- -fer products that contain

diphenhydramine citrate or

diphenhydramine hydrochloride. This

proposal will ensure that warnings are
the same for diphenhydramine salts
whether the ingredient is used in OTC

- antitussive d
Is part of the

- nighttime sleep-aid, antihistamine, or
rug praducts. This propasal

ongeing review of OTC

drug produets conducted by FDA.
DATES: Written-comments on the
Propesed regulation by October 25,

1993; written ‘comments on

economic impact determination by

-October 25, 1993,

culty in urination due

products that con be end

the agency's

ADDGRESSES: Written comments to the

Dockets Management Branch A
'305), Food and Drug Administration,

Tm. 1-23, 12420 Parklawn Di,,
Rockville, 28857,
FOR FURTHER INFORMATION CONTACT 4

William E. Gilbertson, Center fir Drug

Evaluation and Research {(HFD-810]),
Foad and Drug Administration, 5605
Fishers Lane, Reckville, MDD 20857,
301-5984-5000, ’
SUPPLEMENTARY IHFORMATION: In the
Federal Register of February 14, 1989
(54 FR 6814), FDA issued & final
monograph for OTC nighttime sleep-aid
drug preducts (21 CFR part 338} that
included the following warnin
statement in §338.50{c)(3) (21 CFR
338.50(c)(3]} for products Containing
diphenhydramine salts: “Do not take

- this product if you have asthma,

glaucoma, emphysema, chronic
pulmenary disease, shortness, of breath,
difficulty in breathing, or difficulty in
urination due to enlargement of the

prostate gland unless direcied bya

doctor.”

In §341.72 of the tentative fimal
monograph for OTC antihistamine drug
products, published in the Federal
Register of ]iamuary 15, 1985 {50 FR 2200
at 2215), the agency Proposed this same
warning for-all OTC angihj stamines.
Antihistamines should net be used by

- people who have any obstructive

pulmonary disease in which clearance
of secretions iga problem. The agency
stated that Tespiratory distress :
symploms,.such as difficulty in

breathing and shortness of breath, are
- characteristic of chronic obstructive

pulmonary disease. The agency
conciuded that such descriptive terme
shouid be included in the warning in
addition to the names of the diseases, i
order to provide mere information to the
consumer. ’ i

In the final monograph for OTC ~
antihistamine drug preducts, published
in the Federal Register of December g,
1892 (57 FR 58356 at 58374}, the agency -
revised thig warning to include the
broader phrase “breathing problem” to
describe symptoms such as shortness of
breath and difficulty in breathing
related to obstructive ‘pulmonary .
disease. The change in wording will
allow consumers to recognize
respiratory distress symptoms more

- -readily. The agency-also removed the

descriptive term “asthma” from the
warning and replaced the term “chrenic

‘pulmonary disease” with the term

“‘chronic bronchitis.” The revised
warning, which appears in

§341.72(c)(2) of the final monograph (21 -

CFR 341.72{c)(2)), reads as follows: “Do
not take this preduct, unless directed by -





