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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
21 CFR Parts 310, 341, and 369
[Docket No. 76N-052T]

Cold, Cough, Allergy, Bronchodilator,
and Antiasthmatic Drug Products for
Over-the-Counter Human Use; Final -
Monograph for OTC Antitussive Drug
Products

AGENCY: Food and Drug Administration.
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 (CTC) antitussive drug
products (drug products used to relieve
cough) 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 antitussive drug products
that have come to the agency’s
attention. This final monograph is part
of the ongoing review of OTC drug
productis conducted by FDA.

EFFECTIVE DATE: August 12, 1988.

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drugs
and Biologics (HFN-210), Food and Drug
Administration, 5600 Fishers Lane,
Rockville, MD 20857, 301-295-8000.

SUPPLEMENTARY INFORMATION: In the
Federal Register of September 9, 1976
(41 FR 38312), FDA published, under
§ 330.10(a)(6) (21 CFR 330.19(a)(6)), an
“advance 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 OTC 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 this
drug class. 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 and Drug Administration,

Room 4-62, 5600 Fishers Lane, Rockville,

MD 20857, after deletion of a small

_amount of trade secret information.

The agency’s proposed regulation, in
the form of a tentative final monogragh,
for OTC cold, cough, allergy,
bronchodilator, and antiasthmatic drug
products is being issued in the following
segments: Anticholinergics and
expectorants, bronchodilators,
antitussives, nasal decongestants,
antihistamines, and combinations. The
third segment, the tentative final
monograph for OTC antitussive drug
products, was published in the Federal
Register of October 19, 1983 (48 FR .
48576). Interested persons were invited
to file by December 19, 1983, 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 February 14,
1984. New data could have been
submitted until October 19, 1984, and
comments on the new data until
December 19, 1984. Final agency action
occurs with the publication of this final
monograph, which is a final rule
establishing a monograph for OTC
antitussive drug products.

The agency's final rule; in the form of
a final monograph, for OTC cold, cough,
allergy, bronchodilator, and
antiasthmatic drug products is also
being published in segments. Final
agency action on OTC antitussive drug
products occurs with the publication of
this document, which establishes
§ § 341.3 (b) and (c), 341.14, 341.74, and
341.90 (b) and (c) for-OTC antitussive
drug products in Part 341 (established in
the Federal Register of October 2, 1986;
51 FR 35326).

The OTC procedural regulations (21
CFR 330.10) now provide that any
testing necessary to resolve the safety or
effectiveness issues that formerly
resulted in a Category III 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. Accordingly. FDA is
nolongerusing 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 III" (available data are
insufficient to classify as safe and
effective, and further testing is required)
at the final monograph stage, but is
usinginstead the terms “monograph
conditions” (old Category I) and

“nonmonograph conditions” [old
Categorles II and III).

As discussed in the proposed

regulation for OTC antitussive drug

products (48 FR 48576), the agency

_advises 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 effective 12 months after the date of

- ‘publication in the Federal Register.

Therefore, on or after August 12, 1988,
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
approved application. Further, any OTC
drug product subject to this monograph
that is repackaged or relabeled after the

“effective date of the monograph 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.

In response to the proposed rule on
OTC antitussive drug products, four
drug manufacturers, two health
professionals, and two health care

-professional societies submitted

comments. Copies of the comments
received are on public display in the
Dockets Management Branch. Any
additional information that has come to
the agency’s attention since publication
of the proposed rule is also on public
display in the Dockets Management
Branch.

In proceeding with this final
monograph, the agency has considered
all comments and cbjections, and the
changes in the procedural regulations.

All “OTC Volumes” cited throughout
this document refer to the submissions
made by interested persons pursuant to
the call-for-date notice published in the
Federal Register of August 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.

I. The Agency's Conclusions on the
Comments

A. General Comment on OTC
Antitussive Drug Products

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

The agency addressed this issue in
paragraphs 85 through 91 of the
preamble to the procedures for
classification of OTC drug products,
published in the Federal Register of May
11, 1972 (37 FR 9464) and in paragraph 3
of the preamble to the tentative final
monograph for antiacid drug products,
published in the Federal Register of
November 12, 1973 (38 FR 31260). FDA
reaffirms the conclusions stated there.
Subsequent court decisions have
confirmed the agency’s authority to
issue substantive regulations by
rulemaking. See, e.g., National
Nutritional Foods Association v.
Weinberger, 512 F.2d 688, 696-98 (2d Cir.
1975) and National Association of
Pharmaceutical Manufacturers v. FDA,
487 F. Supp. 412 (S.D.N.Y. 1980), aff'd,
637 F.2d 887 (2d Cir. 1981).

B. Comments on the Switch of
Prescription Antitussives to OTC Status

2. Two comments opposed the
agency's proposal to reclassify )
benzonatate from prescription to OTC
status and requested that-benzonatate .
remain a prescription drug because of
the possibility of oropharyngeal
anesthesia if benzonatate is released in
the oral cavity. One comment, submitted
by the manufacturer of the only
benzonatate product on the market,
maintained that the warning statement
“Swallow without ehewing or dissolving
in the mouth. May produce temporary
numbness if dissolved in the mouth™ is
not adequate for OTC use of this drug.
The comment stated that, although the
product has been marketed as a
prescription drug for 24 years with
minimal adverse reactions, rapid
oropharyngeal anesthesia could result in
more severe reactions than tempgrary
numbness, such as choking. The
comment added that expanded use of
benzonatate by the “unsophisticated
consumer,” not under professional
supervision, could further complicate the
issue. The other comment contended
that the reading and comprehension
levels of the consumer are poor and that
public compliance is even poorer. It
requested that FDA “think long and
hard before turning any more oral
medications over te the public for use
and abuse.” One comment agreed with
the agency’s proposal to reclassify
benzonatate from prescription to OTC
status but did not provide any
additional information in support of its
position..

The agency has reviewed the
comments and finds a lack ef support in

switching benzonatate to OTC status.
Only three comments were received,
two of which opposed the switch. The
agency received no comments from the .
medical and scientific communities or
from consumers on this issue. It should
be noted that, in 1981, the manufacturer
of the only benzonatate products on the

- market submitted a supplemental new

drug application (NDA) that requested
OTC status for the product.
Subsequently, based upon a careful
review of the prescription drug products
(i.e., the approved NDA., the 24-year-
marketing history, the available adverse
reaction reports, and safety and
effectiveness data in the scientific
literature), the agency proposed the
switch of benzonatate from

prescription to OTC marketing status in
the tentative final monograph for OTC
antitussive drug products (48 FR 28591 to
28592). Although recommending
Category I status for the ingredient, the
agency recognized that benzonatate has
a secondary pharmacological effect as a
local anesthetic and that oropharyngeal
anesthesia may develop rapidly if the
ingredient is released in the oral cavity.
Therefore, in the tentative final
monograph the agency proposed the
warning about swallowing the product
without chewing or dissolving it in the
mouth, as mentioned by one of the

‘comments.

In proposing this-switch, the agency
did not permit OTC marketing at that

. time but stated that public comments

submitted in response to the proposed.
switch should be evaluated before OTC
marketing began (48 FR 48591).
Likewise, the agency held approval of
the supplemental NDA in abeyance,
until public comments to the proposed .
change in status were evaluated. Since
that time, the manufacturer has
withdrawn its supplemental NDA for
OTC status for benzonatate, and in'a
comment responding to the tentative
final monograph (Ref. 1) has.requested
that benzonatate remain available by
prescription only. (See summary of
comment above.) '

Because of the concerns raised over
the agency’s proposed labeling, the -
possibility of anaphylactic reactions,
and the possibility of oropharyngeal
anesthesia occurring if a benzonatate
capsule were chewed or dissolved in the
mouth, the agency has determined that
benzonatate should only be used under
professional supervision. Accordingly,
the agency concludes that benzonatate
should not be available for OTC use.

Reference

{1) Comment No. C00182, Docket No.
76N-052T, Dockets Management Branch.

3. One comment objected to OTC

" status for chlophedianol hydrochloride

because the public's reading and
comprehension levels are poor to bad,
and public compliance is even poorer.
The comment stated that the “typical
John Q. Public” believes that if one
helps, two is better, and three is a -
miracle, and concluded that FDA should
“think long and hard before turning any-
more oral medications over to the public
for use and abuse.”

The agency based its decision to
switch chlophedianol hydrochloride
from prescription to OTC marketing
status as an antitussive drug product on
a careful review of the approved NDA,
the marketing history, the available
adverse reaction reports, and safety and
effectiveness data in the scientific
literature (48 FR 48578 and 48579). The
agency proposed labeling for this )
ingredient that it considered adequate to

‘inform and protect the consumer and

made every effort to provide labeling
that is comprehensive, clear, and
concise. The agency believes that the
consumer is capable of reading,
understanding, and following the label
warnings and directtons proposed for
this drug. The agency-proposed
directions for use for chlophedianol

- hydrochloride to provide for a dose of

the drug every 6 to 8 hours, not to
exceed 4 doses in 24 hours. The agency
has no reason to believe, and the
comment did not offer any data to
support its contention; that consumers
would take 2 to 3 dosage units of this
medication despite labeling directions to
the contrary. This comment was the
only comment received opposing the
proposed OTC status of chlophedianol
hydrochloride. The comment did not
submit any data indicating that this drug
should not be available OTC, and the
ingredient is being included in this final
monograph. '

C. Comments on Specific OTC
Antitussive Active Ingredients

4. One comment from the Committee
on Drugs of the American Academy of
Pediatrics opposed the reclassification
of camphor-containing ointments from
Category III to Category I. Based upon
“scientificunderstanding of the
mechanism of action of established
antitussive agents,” the comment did not
believe that camphor would suppress a
cough when applied to the chest and
neck. The comment stated that the
proposed labeling “rub on the throat and
chest a thick layer * * * to help the
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vapors rise to reach the nose and
mouth” is confusing when considered in
conjunction with the proposed warning
“Do not take by -mouth or place in
nostrils.” The comment added that skin
and mucosal absorption of camphor is
well known and that the heavy
application of thick layers of camphor

subjects the young child to unnecessary

- risk of toxicity.

A reply comment pointed out that
“central action'is not the only ,
mechanism for antitussive activity” and
stated that “inhalation of the aromatic
vapors provides antitussive activity by
local or peripheral action, because of the
probable local anesthetic/analgesic
properties of the aromatics.” It added
that the latest investigational methods
have shown that camphor provides
statistically significant reductions in
cough, and that FDA reviewed the full
reports of these studies, inspected the
facilities of the investigators, and
reached the same conclusion.

The reply comment stated that there is
no justification for banning useful drugs
in all dosage forms and concentrations.
It recognized the concern regarding ,
accidental ingestion of large overdoses
of camphor in camphorated oil by
children; but did not agree that the same
degree of hazard or mistaken identity
applies to the external use of much
smaller concentrations of camphor (i.e.,
5 percent) in ointment dosage form.

The reply comment included one new
study to support the safety of a 5-
percent camphor ointment used
externally on young children and three
new studies to support the safety of a
combination drug product containing
camphor, eucalyptol, menthol, and
thymol used externally in ointment form
on young children (Ref..1). The reply
comment added that these studies show
that there is no need for the general
OTC restriction for children 2 years of
age and over in the label warning. The
reply comment also stated that:current.
labeling adequately describes directions
for use and warnings against “misuse
and accidental possession by children.”
The labeling specifically warns parents
to keep the product out of children’s
reach, not to swallow the product, and
not to place it in the nostrils.

The agency notes that the Cough-Cold
Panel mentioned several different
mechanisms of action by which an
antitussive agent suppresses or inhibits
cough (41 FR 38338). Among these, an
antitussive agent may work directly by
diminishing the sensitivity of the cough
receptors in the membranes lining the
throat and respiratory passages, and it
may act indirectly by exerting a
soothing action on irritated or inflamed
throat tissues. The agency agrees with

the reply comment that inhalation of
camphor provides antitussive activity by
the local or peripheral action of its
vapors.

Data from two new studies submitted
in response to the advance notice of
poroposed rulemaking for OTC cough-
cold drug products were reviewed by
the agency when preparing the tentative
final monograph for OTC antitussive
drug products. These data supported the
effectiveness of camphor in reducing the
number of coughs when compared to a
control (48 FR 48579). No data refuting
the effectiveness of camphor as an
antitussive agent have been submitted,
and the agency reaffirms its
determination that camphor is an
effective topical antitussive agent.

Various panels and the agency have
reviewed and evaluated a great deal of
data on the safety of camphor at
different concentrations in different
vehicles. The Advisory Review Panel on
OTC Miscellaneous External Drug
Products, in its statement concerning
OTC drug products containing camphor,
published in the Federal Register of
September 26, 1980 (45 FR 63878),
recommentded that the quantity of
camphor in OTC drug products be
limited to 2.5 percent. The Advisory
Review Panel on OTC Topical
Analgesic, Antirheumatic, Otic, Burn,
and Sunburn Prevention and Treatment
Drug Products concluded that camphor
is safe for topical use at concentrations
up to'11 percent (44 FR 69802 to 69803).
After reviewing both Panel reports, the
agency stated in the tentative final
monograph for OTC external analgesic
drug products, published in the Federal

‘Register of February 8, 1983 (48 FR 5854),

that the camphor concentration in OTC
drug products is being limited to 11’
percent or lower. In addition, in the
Federal Register of September 21, 1982
(47 FR 41716), the agency published a
final rule declaring camphorated oil
products (which contained 20 percent
camphor in cottonseed oil) to be new
drugs and misbranded because of the
potential hazard for poisoning to occur,

primarily in infants and young children, -
‘based on a large number of accidental

ingestions of this product, often
mistaken for castor oil, cod liver oil,
mineral oil, olive oil; cough medicine, or
other drug products. The agency
concluded that the benefit from using
such products is insignificant when
compared to the risk. -

The Cough-Cold Panel stated that
clinical experience has confirmed that
camphor, when applied topically or as
an inhalant; is safe in the dose ranges
used as an antitussive (41 FR 38344). The
agency has found only three reported
cases of camphor poisoning due to

inhalation or skin absorption (Refs. 2, 3,
and 4). In one case, a 15-month-old
infant crawled through spirits-of-
camphor (containing 10. percent camphor
that had been spilled) and subsequently
experienced ataxia and brief,
generalized, major motor seizures. A
year later, the same infant came into
contact with a camphorated vaporizer
containing 4.81 percent camphor and
had another brief major motor seizure.
The occurrence of the seizures with two
camphor exposures a year apart
indicates a specific sensitivity to
camphor (Ref. 2). In another case,
camphorated oil was applied
continually for about 80 hours to the
chest of a 2-year-old child. The
diagnosis was camphor poisoning, and
the child recovered (Ref. 3). The third
case was 4 near fatal incident in a 6-
week-old infant after an ointment
containing camphor, menthol, and
thymol had been rubbed on the infant’s
chest (Ref. 4). The agency concludes that
these three reported nonfatal incidents
are not sufficient to demonstrate a lack
of safety for 5 percent camphor when
used as an antitussive mgredient
according to labeling included in this
final monograph. -
The agency acknowledges that studies
have been done to support the safety of .
using a 5-percent camphor ointment
topically on young children (Ref. 1).
However, the agency does not agree
with the reply comment that the
submitted clinical studies demonstrate
that the general OTC label warning
limiting use of 5 percent camphor in an
ointment base to children 2 years of age
and older is unnecessary in the labeling
of these drug products. In the three
reported cases above of camphor
poisoning due to inhalation or skin
absorption (Refs. 2, 3, and 4), two of the
cases, including the near fatality,
involved infants under 2 years of age.
The reply comment submitted.one study
in which a 5-percent camphor ointment
was applied to 20 newborn babies, ages .
6 to. 18 days (Ref. 1). The infants were
studied for respiratory changes, motor

.activity, sleep patterns,.blood

concentrations of camphor, and climcal
blood changes. The other studies
submitted by the reply comment
evaluated the toxic effects of a
combination drug product containing
camphor, menthol, thymol, and
eucalyptol on children and infants (Ref.
1). Although no toxic effects were noted
in any of these studies, the agency notes
that the studies were performed in the
hospital or in pediatric clinics under the
close supervision of doctors and nurses.
Such use corresponds to the
recommended labeling requirement to
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consult a doctor before using camphor-
containing ointments in children under 2
years of age. The agency does not
believe that unlimited use of camphor-
containing ointments would be in'the
public interest and intends to include
the 2-year age limit for such-products in
this final monograph. This age
restriction is consistent with the
agency's approach to other externally
applied drug products containing
camphor-(48 FR 5869).

The combination drug product
mentioned by the reply comment will be
addressed in the tentative final
monograph for OTC cough-cold -
combination drug products that will be
published in a future issue of the Federal
Register. Any comments regarding the
safety of or age limits for cough-cold
combination drug products should be
submitted to-that rulemaking.

The agency concludes, based on the
studies submitted, that the use of a
properly labeled ointment containing 4.7
to 5.3 percent camphor as an antitussive
agent to be used on the chest and neck,
even in a thick layer, poses no threat to
the consumer (48 FR 48579). Therefore,
the agency is including in this final
monograph 4.7 to 5.3 percent camphor in
a suitable ointment vehicle as an
antitussive agent.

References
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052T, Dockets Management Branch.
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5. One comment stated that the safety
of eucalyptus oil requires additional
investigation. The comment cited a
recent journal article by Courtemanche,
Li,-and Peterson (Ref.-1) concerning

toxicity in children following accidental .

Jingestion.of eucalyptus oil and stated -
that the agency should review this
information before developing a final

monograph for-eucalyptus. oil-containing -

-products.

A reply comment- from a manufacturer
of an antitussive product in an external
ointment form stated that the journal -
article cited above concerned a case of
accidental ingestion-of 25 milliliters (mL)
of reportedly. pure excalyptus oil by a 3-
year-old child. The reply comment

maintained that although this amount of .

drug has the potential to produce a
severe adverse reaction, it bears no
relationship to the amount of eucalyptus
oil; i.e., 1.6 percent, found in the
ointment product. The reply comment
stated that more than eight 6-ounce jars
of ointment would have to be consumed
in order to ingest the quantity of
eucalyptus oil (25 mL) reported in the .
article, and that the consumption of 48
ounces of ointment by a-3-year-old child

.. is impossible, without even considering

the availability of the product-and the
taste deterrence of the unpalatable
petrolatum base. The reply comment
concluded that the accidental ingestion
of eucalyptus oil, as reported in the
article, far exceeds the amount that a
child could ingest in an ointment dosage
form and that the ingredient is safe in
ointment form as an antitussive when
used as directed.

The agency has reviewed the Cough-
Cold Panel's discussion of the safety of
eucalyptus oil (41 FR 38347), the
Courtemanche, Li, and Peterson
reference cited by the ceomment {Ref. 1),
and additional information by
Courtemanche, Li, and Peterson (Ref. 2).
The Panel acknowledged that fatalities
have occurred following doses of
eucalyptus oil as small as 3.5 mL,
although recovery has occurred after
doses of 20 mL and even 30 mL (41 FR
38347). The Panel believed that the data

. confirmed the safety of eucalyptus-oil as -

an ointment (1.3 percent), for steam
inhalation (1.7 percent), as-a lozenge (0.2
to 15 milligrams (mg)), and as a
mouthwash (0.9 mg/mL solution), but
because effectiveness data were
insufficient, eucalyptus oil was
classified in Category Iil.

The article cited by the comment
contains a brief review of the signs and
symptoms of eucalyptus oil toxicity and
the types of treatment that may be used
(Ref: 1). The article refers to 13 reports-
of seizures in children, but provides no
details of these cases. An abstract by
the same authors notes that a 3-year-old
child ingested 25 mL of eucalyptus oil
(neat) (Ref. 2). Vomiting followed within
15 minutes. Forty-five minutes later the
child was alert, smelled of the oil, had -
no abnormal respiration, and was-given
15 mkE of ipecac syrup. During the next
20 minutes, the child’s neurologic
responses rapidly deteriorated, and the
child became unresponsive to pain. A
gastric lavage was performed, and

- within 2 hours the child was awake and

oriented; no seizures occurred, and the
respiratory status remained normal.:
-After reviewing the data, the agency

~ agrees with-the reply-comment that-this -
.-case of ingestion of 25 mL .of pure,” - - -

undiluted eucalpytus oil'should not
affect the status of the safety of

eucalyptus oil in an ointment form
because it is highly unlikely that a child
would have access to enough ointment
to produce a toxic dose equivalent to the
ingestion of 25 mL of pure eucalyptus oil.
Likewise, the other dosage forms and
concentrations of eucalyptus oil
recommended as safe by the Panel
contain amounts well below a toxic
dose.

Because no data were submitted
demonstrating the effectiveness. of
eucalyptus oil for the uses mentioned
above, the ingredient is not included in

_this final monograph. Eucalyptus oil in

combination with other active
ingredients will be discussed in the
tentative final monograph for OTC
cough-cold combination drug products
that will be published in a future issue
of the Federal Register.
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6. One comment requested the agency
to place camphor and menthol in
Category I as individual OTC
antitussive agents for usein a hot steam
vaporizer. The comment submitted two
new clinical studies to support its .
request (Refs. 1 and 2):

The agency has reviewed the new

- -data arid determined that the two new
“clinical studies support the

reclassification of the individual
ingredients camphor and menthol to
monograph status as OTC antitussives
for use in a hot steam vaporizer at a
concentration of 0.05 percent menthol or
0.1 percent camphorin the g of the
vaporizer. In the first studthe
individual antitussive effe erithol
and camphor vaporized in ste’am was
compared to unmedicated steam. The

" study involved 40 normal adults (age 18

and older), and cougli was induced by -

. citric acid challenge. The data indicated

that camphor and menthol produced a
statistically significant reduction in
cough counts when compared with
unmedicated steam at all four post-
treatment time points and overall

{p <0.001).

The second study (Ref. 2) invelved 48
adult subjects with chronic bronchitis
and was designed to determine the
individual antitussive effect of menthol
and camphor vaporized in steam as
compared with.unmedicated steam. The
results demonstrated that menthol and
camphor were significantly better than
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unmedicated steam at reducing cough:
menthol at 0 to’30 minutes (p <'0.03), 2'%2
* to 3 hours (p <0.01}, and-overall; 0to 3

hours (p < 0.02); and camphor at1i%to2

hours (p < 0.03), 2% to 3 hours {p <
0.04), and overall, 0 to:3 hours (p-< 0.06).
The agency concludes that these studies
are acceptable to demonstrate the
individual antitussive effectiveness of
camphor and menthol for use in steam -
inhalation; Therefore, the agency is

- including camphor and menthokin the
final monograph for OTC:antitussive
drug products as antitussives for-
individual use in a hot steam vaporizer
at concentrations of 0.05 percent
menthol or 0.1 percent camphor in the

- water of the vaporizer.

In its report, the Cough-Cold Panel
recommended the following specific -
warning for camphor and menthol for -
use in a steam vaporizer::*For steam -
inhalation only. Do not take by mouth”
(41 FR 38344 and 38351). The agency: -
.agrees with the Panel’s recommendation
and is including this warningin -

§ 341.74(c)(5)(ii) of this final monograph.

The Panel recommended directions - -

for the individual use of camphorand.- - .

menthol for steam inhalation (41 FR"
38344 and 38351). The agency is. .
accepting the Panel’s proposed
directions for use with the following
exceptions. The Panel based:-its
Category III recommendation on the
review of data from a study-using a
combination drug product containing 7
percent camphor and 3.66 percent
menthol and recommended that an
initial solution of 7 percent camphor or
3.66 percent menthol be used for
preparing the final solution for steam
inhalation. In-the comment'’s
submissions (Refs. 1 and 2), the initial
concentrations of the camphor and the
menthol solutions that were used in the
studies were 6.2 percent and 3.2 percent,
respectively. Based on these studies, in
this final monograph, the agency is
specifying initial concentrations of 6.2
percent camphor or 3.2 percent menthol
in the directions for usé for steam
inhalation.

Additionally, the Panel proposed that
1 tablespoonful of the initial camphor or
menthol solutions per quart:of water or 2
teaspoonsful per pint of water be used
to prepare the final solutions of camphor
and menthol. Assuming that a
teaspoonful equals 5 mL (Ref. 3), the
agency notes that 1% teaspoonsful of
the initial camphor or menthol solutions
per pint of water will result in final
solutions of 0.1 percent camphor or 0.05
percent menthol. Therefore, in this final
monograph, the dgency is specifying the
use of 1% teaspoonsful of the initial

|1 dropin 50 ml =

7.5/480 = 0.0156

0.0156 * 0.062 = .000969 = .097% ~ 0.1%

1 drop oil in 30 ml = 1/600 = 0.0016667 = 0.17%
1/1000 = 0.001 = 0.1%

'|6 drops in 5 ml = 6/100 = 6%

solutions per pint of water so that the

‘directions for use are more accurate.
The revised Panel’s directions for use

of camphor for steam inhalation in

§ 341.14(d)(2)(iv) of this final monograph

- are as follows: “For products containing

camphor identified in § 341.14(b)(1) for

_ steam inhalation use. The product

contains 6.2 percent camphor. Adults * -
and children 2 to under 12 years of age:

. :add 1 tablespoonful of solution, for each:

quart of water, directly to the waterina
hot steam vaporizer, bowl, or wash
basin; or add 1Y% teaspoonsful of .
solution, for each pint of water, to an
open container of boiling water. Breathe
in the-medicated vapors. May be:
repeated up to three times daily or as
directed by a doctor. Children under 2
years of age: consult a doctor.”
Following these directions-will result in
a concentration of 0.1 percent camphor
in the water of a vaporizer, bowl, or
wash basin.

The agency is including in
§ 341.74(d)(2)(v) of this final monograph
the following directions for use of
menthol for steam inhalation: “For .
products containing menthol identified
in'§ 341.14(b)(2) for steam inhalation
use. The product contains 3.2 percent
menthol. Adults and children 2 to under

. 12 years of age: add 1 tablespoonful of

solution, for each quart‘of water,

. directly, to the water in a hot steam

vaporizer, bowl, or wash basin; or add
1% teaspoonsful of solution, for each
pint of water, to an open container of
boiling water. Breathe in the medicated
vapors. May be repeated up to three
times daily or as-directed by a doctor.
Children under 2 years of age: consult a
doctor.” Following these directions will
resultin a concentration of 0.05 percent
menthol in the water of a vaporizer,

~ bowl, or wash basin.

The agency has also revised the -

definition for topical antitussive drugs-in-

§ 341.3(k), redesignated as § 341.3(c), to
read “A drug that relieves cough when
inhaled after being applied topically to
the throat or chest in the form of an
ointment-or from a steam vaporizer, or
when dissolved in the mouth in the form
of a lozenge or compressed tablet” to

“include use of a steam vaporizer for

camphor and menthol in this definition.
The agency’s detailed commernts and -

evaluation of the data are on file in the

Dockets Management Branch (Ref. 4).
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D. C omments on Dosages for OTC :
Antitussives = - :

7. One comment reques’ted'that the -
agency's proposed minimum effective
antitussive dose for menthol in a -
lozenge or compressed tablet dosage
form be reduced from 5:mgto-3 mg. The
comment submitted new data (study = -
CRD 81-10) in support of the 3 mg dose

‘ for menthol (Ref.1). In addition, the’ '

comment objected to the agency's
finding in the tentative final monograph
that study CRD 73-8, prev1ously
reviewed by the Panel, is not acceptable
to prove the antitussive effectiveness of
a dosage of less than 5 mgfor menthol in
a lozenge or compressed tablet dosage
form (48 FR 48585). The comment stated
that the agency’s contention that study
CRD 73-8 is unacceptable because
menthol was not studied as a single
ingredient, i.e., citric acid was included
in the-test lozenge but was not included
in the placebo lozenge, is inappropriate.
The comment explained that citric acid
should be considered an inactive, not an
active, ingredient. In addition, the
quantity. of citric acid included in each
lozenge(26.9 mg) was quite small and-
would not be expected to have any
significant therapeutic effect on cough.
The comment further argued that the

" Panel classified citric acid as an

“inactive and/or pharmaceutical
necessary ingredient” (41 FR 38318}.

The agency has reviewed the data and
concludes that they are insufficient to
support the antitussive effectiveness of
menthol in lozenge or compressed tablet
dosage forms at doses of less than 5 mg.
Study CRD 73-8 (Ref.-2) was a single-
blind, crossover, induced-cough study
involving 16 normal adult subjects, The
study compared the antitussive
effectiveness of lozenges containing 1
mg menthol, citric acid, and lemon
flavor in a-.candy base with a control
lozenge of the candy base (containing
FD & C Yellow No. 5) without menthol,
citric acid, or lemon flavor. Test subjects
were given six citric acid aerosol
challenges over a 1-hour period at 10-
minute intervals after a lozenge had
completely dissolved in the subject’s
mouth. The agency agrees with the
comment that in this study citric acid
can be considered an inactive
ingredient. However, the comment's
statistical analysis of the data showed
that the menthol lozerige had a v
significantly greater reduction in coughs
than the control lozenge for-only two of -
the six citric acid aerosol challenges (p
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< 0.05}- In_addition, the control lozenge
significantly.reduced cough counts when
compared to-baseline cough counts for
three.of the six citrie acid.aerosol
challenges. The comment stated thata -
three-way analysis-of variarce
indicated that the menthol lozenge - -
treatment produced a larger.overall
mean reduction in coughs that was
significantly different-from the control

lozenge (p < 0.005). The Panel reviewed

this study along with several other
induced-eough studies and eoncluded
-that none of the studie§ provided
sufficient data to classify menthiokas an-
. effective antitussive {41'FR 38350-to

38351}. In addition, the Patiel determined
. that induced-cough studies of this kind

are-not adequate alone to demonstrate
the effectivéndss of anf antitussive
ingredient. The agency coné¢urs.

Therefore, study CRD 73-8.is inadequate :

to ,demonsmte the-effectiveness of .- -
smenthol in a lozenge or compressed
~ tablet at doses of less than 5 mg.

v Study CRD 81—10 (Ref 1) was a single-
" blind, 3-day crossover study mvolvmg

'48 patients {age 18 to 66) with chronic
“cough due to stable’ bronchopu}monary
* disease. The study compared the
antitussive effectiveness of lozenges -
‘containing.3 mg menthol in-a candy
" base, a control lozenge of the eandy -
" base without menthol, and a lactose
“capsule placébo" Coughs and ceugh
" components were recorded on- tape

" recorders on three consecutive mornings’

and afternoons. Baseline cough counts
" were recorded for 1% hourseach .
‘morning and afternoon before '
medlcahon was given. ‘Medication was
* then given at hourly intervals for three -
“doses and coughs were recorded for an

“hour after eéach dose: On the first day or
" thiestudy,all patients were givena - ’

" lactose- capsule placebo for each dose.
On days’two'and three, accordmg to.a

“randomized schedule, patients also'were -

given either 4 fozenge containing 3 mg
.‘menthol in a.¢andy base or.a control-
" lozenge of the candy base wﬁhe)u.t

" merthol:.

< - The agpncy s statistical analysxs of the
raw data for stady CRD:81-10 shows -

.some discrepancies in p-values between -

:those-reported by the comment and
these caleulated by the ageney,-using -

:the same statistical procedure, i.e., the
nonparametri¢ ¢rossover model -~

‘developed by Koch (Ref. 3). The agency

‘found significant differences-between - -

.the:menthol'lozenge and-the:control - :
lozenge at only 2 out of 14 cough- -

. -counting-time periods for ¢ough counts

«. .and-only:1.out of 14 cough-counting time

.. periads for cough component counts in

contrast to the comment's-statistical .
analysis that found-significant . -

differences between the menthol

lozenge and the control lozenge at 3 out

of 14 cough-counting time periods for
cough counts and 2 out of 14 eough-
counting time periods for cough
component counts. -

- The apparent discrepancies iay be L
due to differences. v :
While the agency applied Koch's

procedure on the actual change in cough *

and cough component counts from the
morning baseline counts to the counts
following medication; the.comment may

-have used a logarithmic transformation. -

of the cough and cough-component data,

“-. The agency believes that the'data on the
- actual-change in cough and cough ~

compenent €atmts:is easier 1o interpret -
than those based on a logarithmic scale.
Further, because a nonparametric’ -
procedure was used to evaluate the
data, there is no clear rationale for using

-a logarithmic transformation of the data

for the analysis. In additien, the data
showed that, regardless of whether the
patients were usmg lozenges containing
3 mg mentholin a candy base, a-control
lozenge of the candy base without
menthol, or a'lactose ¢apsule placebo, -
patl_ents generally.obtained-a reductnon
in both:cough counts and cough"-

-.components during each cough- countmg

time period and cbtained greater
reductions in cough counts and cough

-components in the afternoon than in the

morning. Consequently, this study.is
insufficient to support the antitussive

effectiveness of a'3-mg dose of menthol .

in lozenges or compressed tablets.:

The agency concludes that the studies ;

above are inadequate to support the.

- antitussive effectiveness of dosages.of .
less.than 5 mg for menthol in lozenges. or
.compressed tablets-and is net including. .,

dosages less than 5 mg in thls fmal
monograph: ‘

The agency’s comments and
evaluations of the data are-onfile in the .
Dockets Management Branch- {Ref 4}
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8. Referring to- the agency’s chscussmn

on-benzonatate at-48 FR 48591, one’

- comment expressed congern that the: - *-

staterent "The drug should be marketed

in an appropriate dosage form that does

iot reledse it into the oral eavity™ * *."
could be mterpreted too restrictively.

The comment suggested that the -
standard for determining if a-dosage
form is suitable should be whether the.
quantity of benzonatate released in the
oral cavity may cause significant
anesthesia, not whether any

‘benzonatate is'released ir the oral
“cavity. The comment stated that this

dosage form concern should not jusuf’y -
depriving the consumer of the :

. availability of an appropriately

formulated liquid dosage form of
benzonatate; noting that market .
research data have éstablished that the
consumer prefers a liquid dosage form

-of antitussive agents over other

available dosage forms
The agency has.

.benzonatate will be avallable by

prescription only, and therefore

. benzonatate is not included in this final

monograph. (See comment 2 above.)

-Any new dosage form for benzonatate
* must be the subject of an NDA or.a’
- supp}emental NDA.

.9. One.comment requested that the
directions for use for OTC oral. -
antitussive.drug products proposed in
the tentative final monograph be '

_modified to improve: (1) The OTC
..dosage schedules for adults and for

children 2 to 12 years of age and {2} the

. professional dosage directions for
~.. children under 2.years of age. The

- comment-specifically addressed the
-agency’s proposed dosage scliedule in

§ 341,74{d}(1}(iv) for dextroinethorphan
and dextromethorphan hydrobromide

. and recommended that-the dosage

schedules for children under the age of

- 12 have a greater subdivision of age
_.ranges than:the dosage schedules = -
-proposed:in the tentative final

monograph. For children under 12 years,

. the comment recommended eight .-

weight-based and age-related dosage

- ranges, with both age and weight ranges
. spemﬁed in-the labeling, to replace the
“agency 's.two proposed-age- based ranaes
- in the dosage schedule for

dextromethorphan. in addition; the -

* + gomment recommended that the dosage -
- range for-adults and children over- 127
i years-of age be changed from the
"~agency’s proposed 10 to 20 mg every 4
‘hours or:30hg every 6 to 8iours, to 20
i to-30mg every'4 te 6 hours. The -
- comment:submifted a report'and
Docket No. 76N-052T, Dockets 'V!anagemeni

literature references’in support of a safe -

-and effective dose range 0f 0.3 to 0:5
‘milligram per kilogram (mg/kg] for

dextromethorphan and in'support of
weight-based, age-related dosage -
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schedules for children under 12 years of
age in general (Ref. 1). R
The comment contended that, its
recommended dosage schedule provides
the foilowmg improvements.over the. -
agency's proposed dosage schedule: (1)
It consolidates dosages for adults and
forchildren under 12 years of age to a
single 4- to 6-hour schedule that brings
the dosage within the effective mg/kg
dosage range; (2) it provides more age
subdivisions for children under 12 years

of age to assure more consistent dosage

in a particular dosage range; (3) it
provides a weight-based dosage
schedule for children 2 to under 12 years
of age that supplements the age-based
dosage schedule; and (4} it provides an
age- and weight-based dosage schedule-
for children under 2 years of age for use
by health care professionals.

The comment explained thatage-
based dosage schedules with wide age
ranges are less sensitive to:.changes and
to differences in growth rate than are
weight-based schedules. For this reason,
dosage schedules that are based on
weight, or that are age-related but
closely tied to. weight, are considered by
the professional community to be more
accurate for calculating pediatric drug
dosages and are commonly ‘used by
physicians; In addition, in a report on
OTC internal analgesic, antipyretic, and
antirheumatic drug products published
in the Federal Register of July 8, 1977 (42
FR 35346), FDA's Advisory Review
Panel on OTC Internal Analgesic and
Antirheumatic Drug Products (Internal

"Analgesic Panel) recommended a
pediatric dosage schedule for internal
analgesics with six age intervals
between the ages of 2 to 12 years. These
dosing age intervals.for internal
analgesics were based on .
pharmacokinetie and clinical data and
were designed to provide a more
accurate dosage schedule for children
that is consistent with weight and
growth parameters for this age group.
The comment noted that OTC
antitussives and internal analgesics are
often combined and requested that the
agency adopt a children’s dosage
schedule for antitussives that is similar
to and consistent with the dosage
schedule for internal analgesics.

Another comment pointed out that
although the Internal Analgesic Panel
recognized that antitussive/analgesic
combination drug products are rational
therapy for concurrent symptoms (42 FR
35493), the dosage range proposed by
the agency in § 341.74{d)(1](iv) for
dextromethorphan for.children 2 to
under 12 years of age.is incompatible
with the pediatric. dosage schedule
proposed by the Internal Analgesic

Panel for aspirin and acetaminophen.

‘The comment argued that the Internal

Analgesic Panel'’s _recommended L
limitation of the maximum daily ..
pediatric doses of aspirin or
acetaminophen to no more than 5 dally

. doses would preclude a combination

drug-product containing an internal

_ analgesic ingredient and an antitussive

ingredient from providing the maximum
permitted daily dose of
dextromethorphan, and thereby deprive
the child of maximum antitussive
benefit. The comment presented the
following example: a liquid antitussive/
analgesic drug product foruse by
children 2 to-under 11 years of age could
be given no more than 5 times. a day
thus delivering a maximum of 50 mg
dextromethorphan. Because the
permitted maximum daily dose of
dextromethorphan is 60 mg, the child
would be “deprived” of an addltlonal 10
mg dextromethorphan.

The comment maintained that
dextromethorphan has a wide margin of
safety. Quoting the Cough-Cold Panel's
report and the agency's tentative final
monegraph, the comment stated that

.. “there have been no fatalities ‘even with

doses in excess of 100 times the normal
adult dose’ " (41 FR 38340) and “because
of its low order of toxicity,
dextromethorphan is probably the safest
antitussive presently available” (48 FR
48581). The comment argued that it is
both safe and sound therapy to permit
the total daily amount of
dextromethorphan proposed for children
to be administered in 5 rather than 6
does. Therefore, the comment urged that
the limitations on the amount of
dextromethorphan in a single dose be
increased to permit the pediatric patient
to obtain the maximum potential 24-hour
benefit of both the analgesic ingredient
and the dextromethorphan.

The agency concludes that the data
submitted by the comment (Ref. 1) do
not support changing the adult dosage
schedule for dextromethorphan from 10

‘to 20 mg every 4 hours, or .30 mg every 6

to 8 hours, to 20 to 30 mg every 4 to 6
hours as requested by the comment. The
comment itself notes that, although
results of clinical trials show that
dextromethorphan: is superior to a
placebo, there is no uniformity among
trials with regard to the dosage at which
statistical significance was: achieved. It
cited studies demonstrating that the
minimum effective dose ranges from 5
mg to 30 mg and, as shown in mmultiple
dosing trials, from 6 mg three times daily
to 20 mg every 4 hours for two doses,
and it stated that the discrepancies
among these results could be attributed
to study design, end point sensitivity,

and inter- and.intra-patient variability.
Additionally, the comment reanalyzed
the data from a published study (Ref. 2}-
to support its contention that 0.3 to 0.5:
mg/kg.is the optimum dose for '
dextromethorphan: The agency
questions the validity: of:using the
reanalyzed data to establish an effective
dose range for:dextromethorphan. The
study compared:the efficacy of 20 mg
dextromethorphan to an-active placebo
(codeine) and a placebo control, and its
results indicated that 20 mg of
dextromethorphan is equivalent to 20 mg
of codeine and both are superior to
placebo. The comment reanalyzed the
data by dividing the predetermined 20
mg dextromethorphan dose by the
lowest and highest patient weight to
obtain an effective dosage range of 0.25
t0.0.43 mg/kg (revised by the comment

"t00.3 to 0.5 mg/kg). However;, because

no dose other than 20 mg:was used, no
conclusions other than the effectiveness
of the 20 mg dose can be drawn. For
example, if a 15 mg dose had been used
and had been equally effective, then the
calculated effective range of
dextromethorphan would have been 0.1
to 0.32 mg/kg. Furthermore, the subject
population of this study is so atypical
(16 adult patients with chronic cough
due to pulmonary tuberculosis,
bronchial ¢arcinoma, or obstructive lung
disease) that the mg/kg dosage"
recommendation obtained from this
population should not be extrapolated to
a normal population.

The dextromethorphan dosage
schedule for adults and children over12
years of age allows for flexibility in
dosages so that manufacturers can write
directions for combination products that
are applicable to all 1ngred1ents in the -
combination. Therefore, in the absence
of data to demonstrate that these
proposed dosages are not effective or
that alternative doses are superior to the
proposed doses, the agency is including: -
in this final monograph. the
dextromethorphan dosage range it
proposed for adults and children over 12
years of age in the tentative final
monograph for OTC antitussive drug
products.

Several comments (Ref. 3) submitted
in response to the tentative final
monograph for OTC antihistamine drug
products published in the Federal
Register of January 15, 1985 (50 FR 2200)
requested that the agency revise
pediatric-dosages for OTC drug product
categories such as internal analgesics,
antitussives, nasal decongestants, and
antihistamines to-provide consistency:
among these rulemakings. The

- comments believed that the dosage.

schedules should provide: (1) Relatively
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fixed dosage forms, (2) sufficient
flexibility in the dosage schedules by .
‘basing the schedules on weight and age,
(3) the ability to correlate dosing with a
greater subdivision of standard age
breaks, and {4) ease of physician and
consumer use.
" Because several OTC drug
. rulemakings could be affected if
pediatric dosages are revised, the -
""agency has decided to publish a
separate docuiment discussing pediatric
_ dosages for OTE drug products and to -
defer all issues regarding pediatric
-dosages to that documrent. Therefore, the
portions of this comment regarding a
weight-based, age-related pediatric
dosage schedule for dextromethorphan
and the pediatric dosage for
dextromethorphan when combined with
an internal analgesic will be addressed
1in a future issue of the Federal Register.
Thus, the dosage schedule for
dextromethorphan proposed in the
tentative final monograph is included in
this final monograph; Should pediatric -
dosage schedules, in general, be revised
in the future, this monograph w1H be
amended accordingly. :
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' "10. One comment requested
- clarification of the professional labeling
section (§ 341.90(p)(3), redesignated as
§341.90(¢)(3)} concerning the distribution
of a calibrated dispensing device to
ensure accurate dosing when OTC drug :
products containing codeine are used in
children 2 to under 6 years of ¢ age (48 FR
48595). The comment stated that it
assumed “that the scope and intent of
[this] section is limited to professional
‘labeling instructions which the
dispensing professional is to provide
(along with.the calibrated device) to a
responSIb}e adult at the time the product
is delivered for use,” The comment
stated that it also assumed that it is not -
the intent of the proposed labeling to
.require marketers of codeine )
preparations to include calibrated
dispensing devices with each package of
their products. The comment stated that
. the use of codeine products in children
_under 6 years of age constitutes a small
percentage of the total use of these
products and argued that a requirement
" ‘to include a dispensing device -with:all
., codeine products would .unnecessarily

increase the cost of these drug products
to all consumers. The comment stated
that calibrated dispensing devices are
commercially available to pharmacists
and other health care professionals. The
comment suggested that the professional
labeling be amended to require that
health care professionals who dispense

codeine preparations for use by children
. under age 6 provide the calibrated

dispensing devices at the time the drug
is dispensed. The comment also

" requested that § 341.90{p){3} be
_‘amended to clarify that FDA intends for

marketers of codeine preparations to -
include professional labeling
instructions with their products that the
dispensing professional must provide
when use of the product will be by
children under 6.

The comment correctly states that the
agency did notintend that dispensing
devices calibrated by age or weight for
use in children 2 to under 6 years of age
be included in each OTC package of
codeine drug products.”The inclusion of
such devices could imply that OTC use’
of these products in children under 6
years ‘of age is appropriate without the
supervision of a physician. However, the
comment erred in assuming that FDA

- intends for marketers of codeine

preparations to include labeling
instructions with their products that the

- dispensing professional “must” previde

when the product will be used by
children under 6 years of age. The
agency-intends for marketers of codeine
preparations-to provide to health
professionals (e.g., doctors and
pharmacists) the specific dosage
information on codeine preparations
provided in § 341.90(p}(1), redesignated
as § 341.90(c)(1). This information in

§ 341.90(c)(1) can be provided in a
written form that the health care
professional can give to the child’s

- parent, or the health care.professional
can provide the information orally to the.

parent. Suchinformation should be
provided to the consumer only whena
physician has recommended the usé of
the product for-a chxld 2 to under 6-years
of age.

Once the dosing information has been
provided to a parent, the agency intends
for the health care professional either to
provide a dispensing device directly to
the parent or to instruct the parent to
obtain a dispensing device to administer
the product. The agency emphasizes that
if a manufacturer promotes to health

care professionals the use of its codeine

antitussive drug product in the 2 to

~under 6 years of age population, the
- manufacturer must relate the dosages

specified in § 341.90(c)(1) of this’
monography either to a dlspensmg

- device specifically designed for use with

its product, or to the use of
commercially available calibrated
dispensing devices, to ensure that
dosages for children 2 to under 6 years
of age are measured accurately. :

In order to make this intent clear, the
agency is revising § 341.90(p)(2).
redesignated as § 341.90(c)(2), to read:
“Parents should be instructed to obtain
and use a calibrated measuring dewvice
for administering the drug to the child,
to use extreme care in measuring the
dosage, and not to exceed the
recommended daily dosage” and is
adding to § 341.90(p)(1), redesignated as
§ 341.90(c}(1), the statement “the
manufacturer must relate these dosages
forits specific product to the use of the
calibrated measuring device discussed
in paragraph (3) of this section.” Also,

§ 341.90{p}{3), redesngnated as

§ 341.90(c}{3), isrevised to read A
dispensing device (such as a dropper
calibrated for age or weight} should be"
dispensed along with the product when
itis intended for use in children 2 to
under 6 years of age to prevent possible
overdose due to improper measuring of
thedose.” 7

The agency is-also expanding the
portion of the required OTC labeling
directions in § 341.74(d)(1)(ii) for the
antitussive use of codeine preparations
concerning children under 6 years of age
to read: *‘Children under 6 years of age:
Consult a doctor. A special measuring
device should be used to give an
accurate dose of this product to children
under 6 years of age. Giving a higher
dose than recommended by a doctor
could result in serious side effects-for
your child.” The agency believes that
the additional information will ensure
that parents will obtain and use a
calibrated measuring device when:
codeine products are recommended for
use in the 2- to under 6-year age group,
just as calibrated measuring devices are
used with other products, e.g.,
prescription llqu1d antibiotic produsts.
intended for use in this age group.

-E. Comments on OTC Antitussive -

Labeling ’
11. One comment noted its contihuing

- position that FDA cannot legally and

should not, as a matter of policy.

~ prescribe exclusive lists of terms from

which indications for use for OTC drugs
must be drawn, and should not prohibit
alternative OTC labeling terminology to
describe indications which are truthful,

not mxsleadlng, and mtelllglble to the

consumer. This comment’s views. were

‘presented in oral and:written testimony

submitted to FDA in connection with the
September 29, 1982, FDA hearmg on the
exclusivity policy.
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The comment stated: that the-agency’s
proposed “other allowable statements”
are in fact indications that are not
required. The comment contended that .
these allowable statements are.
beneficial to-consumers in choosing a

product appropriate for their symptoms.

and should be permitted in direct
conjunction with approved labeling
indications:

A second-comment believed that -
proposed § 341.74 would unnecessarily
limit the truthful and not misleading
language permitted in fabeling for
antitussive drug products whether the
aniitussive is used alone or in B
combination with a second Category I
ingredient from a second
pharmacological class. This comment
added that the agency's effort to
implement the exclusivity policy, by
providing in § 341.74{b}{2) for optional
alternative statements, does'not
adequately address the’legal problems.
associated with the exclusivity policy
inasmuch as there wauld remain a
preciusion against truthful and not
rﬁsleading statements. The comment, .
therefore, suggested that § 341.74 be
revised to indicate thal the alternative
statements-set forth in this section be
considered to be examples of acceptable
alternatives and not a legally binding
exclusive list. The comment claimed
that such a revision can be
accomplished by amending the first
paragraph of § 341.74(b}(2) to read:’

“Other Allowable Staterhents. In
addition to the regiired information
identified in-paragraph (b)(1) of this
section, the labeling of the product may
contain any of the following statements
or any similar statement which is
neither false nor mlsleadmg, provided
such statemients are neither placed in
direct conjunction with infermation N
required to appear in the'labeling nor
occupy labeling space with greater”

" prominence Or (‘onspmuousness than the
required information.”

A third comment stated that the

labeling indications in the tentative final®

monograph are more restrictive than
those recommended by the Panel
because the indications. are limited. to
the single phrase “temporarily alleviates
* ¥ * cough due to minor-throat and
brenchial irritation as: may occur with .
* *. the commen cold * * * orinhaled
irritants.” Therefore, the comment urged
that the “other allewable statements™ in
the tentative final monograph-as well as
other-alternative-language-suggested by

the comment be permitted foruse under:.-

the heading “Indications’in placeof or-
in addition:to-the statement-above to
allow more flexibility and consumer-

oriented language in-labeling. (See
. comment 13 below.)

In-the Federa}l 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 the final rule, the
labe!l and labeling of OTC drug products

-are required 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 describing
such indications for use that meets the
statutory prohibitions against false or
misleading labeling, which shall neithar
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 required
OTC drug labeling other than
indications for use (e.g., statement of
identity, warnings, and directions}) must
appear in the specific wording
established under an OTC drug
monograph.

In the tentative fmal monograph (48
FR 48593 to0 48594), supplemental
language relating to indications had
been ‘proposed and captioned as Other
Allowable Statements. Under FDA's
revised labeling policy (51 FR 16258),
such statements are included at the
tentative final stage as examples of
other truthful and nonmisieading
language that would be allowed
elsewhere in the labeling. In accordance
with the revised labeling policy, such
statements would not be included in a
final monograph. However, the agency.
has decided that, because these
additional terms proposed in
§ 341.74(b)(2) in the tentative final
monograph for antitussive drug products
have been reviewed by FBA, they
should be incorporated;, wherever

possible. in final OTC drug monographs. .

under the heading “Indications” as part
of the indications developed under that
monograph. In this case, the agency has
incorporated all of the “Other Allowable

. Statements” proposed in § 341.74(b}(2)

of the tentative final monograph in the
indications section in this final

' .. monograph. (See also: comment 12

below).

12.Referring to the ‘other allowable
statement’ proposed for antitussives in
8 341.74(b)(2)(v) of the tentative final
monograph, “alleviates * * * co.ugh
* * * to help you get to sleep,” one

comment proposed-that the following
alternate phrases also be permitted. to
make this phrase more meaningful to
consumers: “Alleviates *- * * cough

* * *tolet you sleep,” and “alieviates
* * *cough* * *toletyourest.”

The agency agrees that the two
statements.proposed by the comment
(i.e., alleviates * * *cough * * *tolet
you sleep.” and “alleviates * * * cough
* * *to let you rest”) are merely .
alternative ways of saying “alleviates
* * *gough* * * to help you get to
sleep” which appears in § 341.74(b}{2)(v).
of the tentative final monograph and are
truthfu! and not misleading statements.
However, the agency prefers to use the
word “help’ instead of “let” for
consistency with the previously
proposed indication and with the
indications used in the final rule for
OTC nighttime sleep-aid drug products.
Accordingly, the agency is revising the.
indication by adding the terms “to help
you sleep” and “to help yourest” as
follows: (Select one of the following:
“Alleviates,” “Controls,” “Decreases,”
“Reduces,” “Relieves,” or “Suppresses”)
(select one of the foliowing: “Cough,”
“the impulse to cough,” or “your cough”)
“to help you” (select one of the
following: “get to sleep,” “sleep,” or
“rest”} and is including the revised
indication in § 341.74(b)}{3){v) of this
final monograph. (See comment 11
above.)

13. Recogmzmg and appreciating the
agency's effort to provide alternative - -
wording in the indications statement set

forth in § 341.74(b), one comment urged

FDA to also recognize. the use of phrases
such as oc.curring with” or “associated
with” instead of “‘as may occur with.” In
addition, the comment believed that
flexibility must be-allowed in the
expression of indications for
antitussives because many products
containing antitussive ingredients are
combinations and thus label space is
often limited. The comment maintained
that the indications: section should
recognize not only alternative wording
but also alternative indications and
suggested the following example:
“temporarily (followed by one of the
permitted alternatives) cough due to
minor throat and bronchial irritations/or
cough due to minor bronchial irritation/
or cough occurring [*associated with the
common cold’ or ‘a cold” or ‘inhaled
irritants.”"
The agency agrees w1th the comment

that the phrases:* occurrmo with,”

“associated with,” or “as may occur
with!” may be used interchangeably. The
agency also agrees with the comment
that flexibility in the expression of - -
antitussive indications is desirable:
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Therefore, in this final monograph, the
agency is revising the statement of
indications in § 341.74(b) to include two:
indications as follows: (1) “Temporarlly
[select one-of the following:

“alternatives,” “calms,” “controls,”
“decreases,” “quiets,” “reduces,”
“relieves,” or “suppresses’’) “cough due
to” (select one of the following: “‘minor
bronchial irritation” or “minor throat -
and bronchial irritation”) (selectone of
the following: “As may occur with,”
“associated with,” or “occurring with")
(select one of the following: “a cold” or

“the common cold”) or “mhaled
irritants.”

(2) “Temporarily,” (select one of the
following: ‘‘alleviates,” “calms,” -
“controls,” “decreases,” “quiets,”
“reduces,” “relieves,” or “suppresses’’)
“cough” (select one of the following: “as
may occur-with,” “associated with,” or
“occurring with”) (select one of the
following: “A cold,” or “the common
cold,” or “inhaled irritants”).

14. One comment objected to the
“restrictive nature” of proposed
§ 341.74(a) inlimiting statements of
identity for cough medicines to “cough
suppressant” or “antitussive (cough
suppressant).” The comment urged FDA
to allow manufacturers the alternative
ways of describing the statement of
identity that are set forth in the agency's
regulations in 21 CFR 21.61, which
require that the label include the
established name of the drug, if any,
followed by an accurate statement of
the general pharmacologic category(ies)
of the drug or the principal intended
action(s) of the drug, and which provide
that, if the drug is a combination that
has no established name, the statement
of identity may be a prominent and
conspicuous statement of the general
pharmacological action(s) of the
combination or its principal intended

action(s) in terms that are meaningful to

laymen.

Although recognizing that the term
“cough suppressant” is a valid
statement of identity for antitussive drug
products, the comment stated that an
alternative statement siich as “controls
cough” is as accurate-and meaningful a
statement of the prineipal intended
actions of these drugs. The comment
further contended that the term
“antitussive’ is descriptive of the
general pharmacological category and is
equivalent to terms such as
“decongestant,” “analgesic,” and
“antihistamine;” which are used as
examples in § 201.61(b). The comment
emphasized the importance of a concise
and consistent statement of identity, -
particularly for drug ingredients used it
combination drug products. The -

comment therefore requested that the
proposed statement of identity in
§ 341.74{a) be amended to allow the

- term “antitussive” with or without the

addition of the term “cough
suppressant.” The comment also
suggested that the phrases “controls
non-productive cough,” “reduces dry,
hacking cough,”'and “calms and
controls dry coughing,” etc., are
appropriate statements of 1dent1ty for
combination drug products contammg
an antitussive agent and an expectorant
active ingredient.

Although the term “antitussive”
accurately describes the
pharmacological category of such drugs,
the agency believes, as discussed inthe
tentative final monograph on OTC
antitussive drug products (48 FR 48591),
that the term “cough suppressant” alone
or'in conjunction with the term
“antitussive” will be better understood
by consumers than the term :
“antitussive”” alone. The agency believes
that the statements of identity proposed
in the tentative final monograph are
concise, not confusing, and well
recognized by the consumer, and the use
of such terms is appropriate in the
labeling of combination drug products
containing an antitussive and other
ingredients. In addition, whenever
possible, the-agency prefers to use the
general pharmacologic category as the
statement of identity because
information on the principal intended
action of the drug product is provided in
the indications section of the label. In
this case, the wording “controls cough,”
requested by the comment as a
statement of identity, appears in the
indications included in § 341.74(b). In
instances where the term that describes
the pharmacologic category is not
appropriate as.a statement of identity,
the term for the principal intended
action is used. For example, the
statement of identity for an
antihistamine used as an OTC nighttime
sleep-aid is “nighttime sleep-aid.” For
these reasons, the agency has not
included the comment’s recommended

- change in the statemernt of identity. The

option of using either “antitussive
(cough suppressant)” or “cough
suppressant’ as the statement of
identity, as'proposed in the tentative
final monograph, is'in¢luded in this final
monograph.

Regarding the comment's
recommended statements. of identity for
a combination of an-antitussive active
ingredient and an expectorant active
ingredient, the agency notes that, to
minimize consumer confusion about the
labeling of similar marketed products,
the labeling of any combination product

- must contain the statement of identity
that is designated in the monograph for -
" each pharmacologic group in the ‘

combination product, e.g:, “cough
suppressant/expectorant.” The phrases
recommended by the comment,
“controls non-productive cough.”
“reduces dry, hacking-cough,” and
“calms and controls dry coughing,” are
not statements of identity but are

" descriptive phrases related to the

indications of antitussive drug products.
They may appear elsewhere in the
labeling of an OTC antitussive drug
product (but may not appear in any
portion of the labeling required by the
monograph and may not detract from
such required information) provided
they meet the provisions of section 502
of the act (21 U.S.C. 352) relating to
misbranding.

15. One comment from a pediatrician
stated that the tentative final
monograph implies that children under 2
years of age may be most vulnerable to
codeine and should not be given the
drug: however, nowhere in the labeling
for codeine is there a warning against
use in children under 2 years of age. The
comment emphasized that it is essential

“that the labeling state that codeine

preparations are “‘totalty unsuitable for
infants under the age of 2," and added
that the proposed statement “consult a
doctor” is.inadequate. The.comment
maintained that the vast majority of
physicians, other than trained
pediatricians, are not aware of the
hazards of codeine, and that if a
warning against the use of codeine in
children urider 2 years is not included in
the labeling, there may be a continuance
of annual deaths in infants due to
codeine’s respiratory depressant effects.
The agency agrees with the comment
that codeine preparations can be
hazardous when used in very young
children. A review of adverse reactions
reported to FDA from the years 1969 to

“ June 1986 reveals eight cases of

respiratory depression, apnea, coma, or
death associated with the use of
codeine-containing drug products in
children ranging in age from 3 months to
2% years (Ref. 1). The agency discussed
that hazards of codeine in children in
the tentative final monograph on OTC
antitussive drug products and proposed
that the label of codeine preparations
for OTC use limit use tochildren 6'years
of age and over (48 FR 48587). Thus; the
label does not provide dosage. -
information for children under 6 years,

. but states that a doctor must be

consulted. The use of codeine in
children 2'to under 6:years of age is
limited to: the 'supervision of a physician,
and dosage information for this age
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groupis comamed in the professional
labeling section of the monograph
(& 341.90) (48 FR 48588 and 48595).
However: no dosage information
regarding the use of codéine in children
unde 2 years was includedin § 341.90 -
in the tentative final monograph
Professional labeling is provided to.
health professionals, but not to the
oenerai,pmhc Because health .
profes»lon‘als'only will be pro‘vioed with
dosage instructions for thewse of |
codeine in‘children under B years, the
agency-believes that a statemént
concerning use of codeine'in children
under 2 years of -age should also be
included under professional labeling in
§:341.80, Such-a statement will '
adeeuately warn health professnona s
-about the hazards of codeine use in- very
young children; Therefore, the agency,,ls
including thefollowmv statementin °
§ 341 90{01(4) “Codeine is not
recommended foruse in children under °
2 years of age. Children under:2 years
y be more susceptible:to the"
Wesp‘ra*ory depressant effects of
codeine, including resplra*ory arrest,
c,ome, and iea*b ? ‘

Reference

1) Dezxartment of. Health aqd Human. .

* Services, Food and Drug Administration,
“Anntial Adverse Reaction '%ummary Listings:

for the Years 1969 to June 1986, OTC’ Vomme

. 04TFM, Docket No, 76N-052T, Dockets

" Meanagement Branch. -

1e. One comment gontended that the
warning statements for antitussives
proposed in § 341.74{c}(1] (i) and {ii} and
{2} {i) and {ii) (48 FR 48584} are both
difficuit to understand-and redundant.
Referring to the limited lakeling space -
available, the'comment proposed that
these warning statements could be -
shortened. as follows;to mere simply
and clearly communication the warning
mformation to consumers, while still
, ref}ectin‘g the valid medical warningsz
(1) Foradults—"Do not takeé:this
product for chronic cough'such as oceurs
with smoking, asihma, or emphysema if
cough persists for more than one week,
or recurs frequently;-or is‘accompanied
by ex¢essive mucus, high fever,Tash or
stubborn headache, consnit'a doctor.” ©-
(2)- For children—"Do not administer
this product-for chronic ecugh such as
occurs with asthma. if cough persists for
more than one week. or recurs
frequeml}, ‘oris dccompaitied by
excessive mucus, high fever, rash 0f
stubbern headache, consult a dogtor.”
The. aopncy balieves that the warnings

proposed in § 341 74{e)1Y (i) and.(ii) and -

“{2y(i) and (1i) are ngither difficult to,

" understand nor vedundant 'U‘e

proposed warnings provide necessary
informatior for the'consumer to gafely
“and effectively use OTC anfitussive

drug products. Further, the labeling
proposed for these products is not
excessive, and there should be adeguate
iabeling space to list the required
m"ormatlon on the product label. _

- The agency has evaluated the revised
warnings suggested by the comment and
concludes that the warnings are not
sufficiently clear and informative:-For

" exaniple, the warning proposed in
§ 341.74(c){1){i) states, “Do not take* * * -
- for persistent or chronic cough * * * orif

cough is accompanied by excessive

’phlegm {mucus) unless directed by a+ - -

doctor.” The revision moves the phrase
“‘cough accompanied by excessive
mucus” from the “do not take”
restriction and includes it in the second
seittence of the warning where thereis
no such restriction. Thus, this revision -

-charges the intent of the warning and

makes it inconsistent with the Panel’s
recommendations. The Panel discussed
conditions in which there is-an
overproduction of secretions which
accumulate in the airway and produce -
thick sputum (41 FR 38338). Because the
suppression of cough by antitussives in
such instances would impair clearing of

. the airway and could be harmful, the -

Panelrecommended that antitussives
not be used under such conditions,
unless specifically directed by a-doctor.
The agency agrees with the Panel and. -
believes that consumers shouid be
warned against self-treatment of cough
with an antitussive when cough is
accompanied by excessive-mucus; thus,
the restrictive labeling “Do not take” is :
necessary.

The agency’s proposed warning
includes the term "“phlegm (m.}cus) " The
word “phlegm” is not included in the
comment’s revision. The agency
believes that both terms should be
included in the warning because
consumers do not'always use the terms
interchangeably and both'terms are

‘helpful to make the warning clearer to
The comment’s revision also -

CONSumers.
eliminates the-word “persistent” from
the first part of.the warning
believes that * perSIStent shou;d
remain, in addition to “chronig.”

“because the two words more broadly

describe the type of cough for which -

. OTC antitussives should not be used

without consulting a doctor:

-~ Additionally, the comment’s revision
“Do not take this product for chronic
cough such as occurs with smoking, -

-asthma, or emphysema” is a direct
restriction'against the use of antitussive 3

drugs in persons with these conditions,
However, the-agency’s version :nc}udes

the phrase “unless directed by a

doctor,” thus informing persons with ‘
these conditions that OTC antitussives

. The agency

might be used under a doctor’s
supervision.

“For the warning proposed in
paraoraph (i), the comment’s suggested
revision eliminates entirely the sentence
“A persistent cough may be a signofa

‘serious condition.” The ageney believes

that this statement provides important

information, helps to discourage self-
_treatment of a ¢ontinuous, lingering

cough with OTC antitussive drufJ
produots, and should be retained. -

: The proposed term “tends to recus” - -
has a wider scope than “recurs K
frequently,” the phrase suggested by he’ i
comment.- The phrase “tends torecur” is
broader because it encompasses coughs
that may occur very frequently (e.g.,
every few days ‘or weeks} to those that
occur less often, but still on a relatively -
freguent basis (e.g., every 1 or 2
months]}. An individual with any type of _ .

" cough that tends to recur, whether very

freguently or less frequently, should.
consult a physician: Therefore, the
agency is retaining the term “tends to
recur.” The ageney also believes that the

phrase “persistent headache” is more
- commonly used and-will be better
- understood by consumers than the
~‘comment’s suggested term “‘stubborn

headache.”
With regard to the warning for

‘antitussives labeled for children under. -

12 years of age, the agency believes that
although the comment’s use of the weord -
“administer” is correct, the word *‘give”

-is simpler; shorter. and more easzly

understood. Therefore, the word “give”
is being used in the labeling.- :

For the reasons above, the comment’s
suggested revisions are not accepted,
and the warnings for antitussives
proposed-in the tentative final
monograph are being included in this -
final monaograph. :

17. One comment objected to *he
proposed elimination of the term-
“caution{s)” in the labeling of OTC drug
products. The comiment claimed that to

‘the lay consumer there-is a distinct -

difference between the term:
“warning(s})” and the term “caution{s}."

* The comment claimed that a-warning:

preciudes use of a product under certain
conditions, whereas a caution does not
preciude use, but nay often alert the
consumer to a potential problem; e.g.,

[‘Caution: If irritation develops

discontinue use and consuit'a

_physician.”” Thus, the word “warning” is

harsher than the word “caution.” The
comment asserted that a “caution” may.
aiso be used to add emphasis, e.g.,

N "Caution: Use only as directed.” The
‘somment argued that it would

undoubied]y dilute fhe impact of
essemui warning statements if
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“cautions,” which require the consumer-
to take certain precautions while using
the'product. were intermingled with
“warnings,” which signal that the
product should not be used at all under.
specified circumstances. The comment
emphasized that although both types of
statements are usually used to call
attention to danger, the distinction is
important, particularly when products -
contain long lists of warnings. The
comment added that because the same
phrases may be warnings with regard to
one class of products and merely
cautions with regard to another; the
flexibility of both terms is essential in
order to prepare accurate and
comprehensible labeling.

Section 502{f){2) of the Federal Food,
Drug, and Cosmetic Act (21 U.S.C.
352(f){2)) states, in part, that any drug
marketed OTC must bear in labeling
** * *such adequate warnings * * *
are necessary for the protection of -
users.” ‘Section 330.10(a)(4)(v) of the
OTC drug regulations provides that
labeling of OTC drug products should
include “* * * warnings against unsafe
use, side effects and adverse reacations

**s{—n

as

The agency notes that historically
there has not been consistent usage of
the signal words “warning” and
“caution” in OTC drug labeling. For
example, in § § 369.20 and 369.21 (21
CFR 369.20 and 359.21), which list
“warning” and “caution” statements for
drugs, the signal words “warning” and

“caution’ are both used. In some
instances, either of these signa!l words is
used to convey the same or similar
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 dangers 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 potentiak safety
problems:.

I1. Summary of Signiﬁcant Changes
From the Proposed Rule.

1. The agency has determined that
benzonatate should not be available for
OTC use because of the negative
comments received, the possible .
hypersensitivity reactions to the drug,
including potential anaphylactic
reactions. and possible paralysis of the
oropharyngeal area. Therefore,

benzonatate is not included in this final
monograph. (See comments 2 and 8
above.)

2. In order to allow for.flexibility in. '
the expression of antitussive
indicatjons, the agency is revising and
expandmg the statement of indications
in § 341.74(b) to include two indications
as follows: (1) “Temporarily” (select one
of the following: “Alleviates,” “calms,”
“controls,” “decreases,” “‘quiets,”
“reduces,” “relieves,” or “suppresses”)
“cough'due to” (select one of the
following: “minor bronchial irritation” or
“minor throat and bronchial irritation”)
(select one of the following: “as may
occur with,” “associated with,” or
“occurring with,”) (select one of the
following: “a cold” or “the common

- cold”) or “inhaled irritants.”

(2) “Temporarily” (select one of the
following: “‘alleviates,” “calms,”
“controls,” “decreases,” “quiets,”
“reduces,” “relieves,” or “suppresses”)
“cough” (select one of the following: “as
may occur with,” “associated with,” or
“occurring with") (select one of the
following: “a cold,” “the common cold,”
or “inhaled irritants”). (See comment 13
above.) v

3. The agency is not including
proposed. § 341.74(b)(2), Other allowable
statements, in this final monograph but
is revising and incorporating the
statements proposed in that section of
the tentative final monograph (except
for the statements pertainingto
benzonatate in § 341.74(b)(3)(vii)) in the
indications section in this final
monograph. (See comments 11 and 12
above.)

4. The panel recommended placing
camphor-and menthol for steam
inhalation in Category Il because there

. were insufficient data to demonstrate

effectiveness. The agency has reviewed
new data and determined that the
clinical studies support the
reclassification of the individual
ingredients from nonmonograph to
monograph status as OTC antitussives
for steam inhalation. Because the
agency agrees with the Panel’s
recommendation concerning the
warning for using camphor and menthol
in‘a steam vaporizer, the agency is
including the statement, “For steam
inhalation only. Do not take by mouth,”
in § 341.74(c)(5)(ii) in this final
monograph. The agency is also including
directions for use of camphor and
menthol individually.in a hot steam
vaporizer in § § 341. 74[ )(2) (iv)-and.(v)
in this final monograph. In addition, the
agency has revised the definition for
“Topical antitussive:drug” in § 341.3(k),

redesignated as § 341.3{c), to include use

of a steam vaporizer for camphor and .

menthol in this final monograph. (See .
comment 6 above.) -

5. The agency has revised and
combined several warnings:in
§ 341.74(c) that were proposed as. -,
separate warnmgs for products labeled

- for use only.in children under 12 years

of age; for use only in adults, or for use
in adults and children under 12 years of
age. The agency hasrevised and
combined these warnings for clarity and
to eliminate unnecessary repetition of
warnings in the monograph: This change
in format has also resulted in deletion of
the proposed section entitled “For
antitussive produets labeled for both
adults and children.”

The agency has removed the warning
concerning persistent.cough as the sign
of a serious condition from sections with
specific labeling only for adults or only

-for children under-12 years of age and

specified this warning in § 341.74(c)(1)
as a general warning required for all

~ antitussive drug products.- The agency

has revised the headingin § 341.74(c) for
warnings for antitussives labeled for
adults to read “Fororaland topical
antitussives labeled for adults or for
adults and chiidren under 12 years of
age” to clarify that the warning “Do not
take this product for persistent or
chronic cough such as occurs with
smoking, asthma, or emphysema, or if
cough is accompanied by excessive
phlegm (mucus) unless directed by a
doctor” is required for products labeled
for both adults and children under 12
years of age as well as for adults only.
The agency has removed the warning
concerning constipation for drug

‘products containing codeine from

sections that specify separate labeling
for adults or for children under 12 years
of age.and specified this warning in

§ 341.74(c)(4)(i) as a general warning for
all drug products containing codeine. To
eliminate unnecessary repetition of
information in the labeling of drug
products containing codeine, the agency
has revised and combined the warnings
required for codeine products labeled
for adults-and children under 12 years-of
age that warn against use of such
products in adults-and children with a
chronic pulmonary disease or shortness
of breath or in-children who are taking

* other drugs and included the revised

warning in § 341.74(c){4)(iv) of the
monograph.

The agency has also:deleted -the
warning “For external use only. Do not
give by mouth or place in nostrils” for
products containing camplor or menthoti
that was proposed for products labeled
only for use in children.under 12 years.
of age. The agency is requiring the
warning “For external use only. Do not
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~take this by-mouth-or place in nostrils” .-

- that.was.proposed for.preducts:labeled
. only for adult use, for all.products:

- whether they are labeled only for aduits, .

only for children under 12 years of age,
or-for adults and chlldren under 12 years
. of age: .-
.. 6. In order: to assure that parents will
obtain and use a calibrated measuring .
device when codeine produets-are used

© in children 2.to under 6 years of age;:the -

agency is expanding that portion of -

~ § 341.74(d){1}{ii) concerning chndren

. under 6 years of age to- read: “Children’
-under 6 years of age:Consult a doctor: A

* special measuring device should be used -

to give an accurate dose of this product
- to children under 6 years of age. Giving -
a higher dose than recommended by a
- doctor could result in serious side
effects for your. chlld (See comment 10
above.)
7. In order to c!arrfy the professmnal

labeling for produets containing eodeine, - -
. product approved on October 8, 1982,
under an NDA (Ref: 2) contained.as its .

_ the ageney is revising § 341.90(p}{2),

" redesigmated as § 341.90{c}{2). to read

" “Parents should be instructed to obtain .
*and usea calibrated measuring device
“for adrmmstermg the drug tothe child,
to use extrerne care in:measuring the

recommended daily dosageand is -

§'341.90{c}{1),/the statement 'the
manufacturermust telate these dosages

. forits specific product tothe use of the

- calibrated measuring device discussed -
. in paragraph {3} of this section.” Also,

§ 341.90(p)(3}. redesignated as~ ' -
-§:347.90{c)(3), is revised to:read “A
dispensing device {such as:a dropper -

- calibrated for age and weight) should ‘be
dispensed alongwith the product when

. itis intended for use:-ih children 2 to-

under 6 years-of age to-prevent possnble

: overdose due to improper measuring of

the'dose.” {See-comment 19:above:}:

.- Furthermore; the: agency is includinga, =
- statement coneerning the hazards of

--codeine use in-children-under 2 years of

o age under professionallabeling in.” -
: §_f341.90{@]{.4).‘;{_Se_e,comment; Isv:aboye.), :

::8.'The-agency isdeleting the word -
S hxgh ‘(in referenceto fever) fro- the
-«warning for antitussives proposedin. -
§.341.74(c){(1)(ii)and (2)(ii}of the

- tentative final menograph. Fever canbe
- »-defined as'a:body temperature above

:-the'nermal teniperature of 98.6 °F (37

*C).In-the same or.different disease

- states, however, fevers pay vary: - -

. significantly. Fever may be'low grade,

- moderate, high; intermittent, or

~--sustained. The-particular eharacteristics
-of a fever:depend.on-the disease-state,

- ~‘and, in'many-cases, the stage of

+ developmentof the disease; The word -
*high™ has been deleted:from:the -

‘ ‘dextromethorphan hydrobromide. ‘

warning because the agency believes:
that it is important for the consumes-to
recognize the presence of fever
regardless of whether the fever is high -

- or low.

9.In order to clarify the dosage
directions for dexiromethorphan and
dextromethorphar hydrobromide, the

._agency is adding the following '

statement to § 341.74(d}{1}{iii}: The
dosage is equivalent to

antitussive drug products containing

- dextromethorphar that were marketed -

at the time of the Panel’s review

contained the hydrobromide salt of thls B

ingredient, and the dosages were based

*-on this salt. The agency is unaware of
“any.drug products that contained

dextromethorphan at the time of the -
Panel’s review. A compendial =
monograph for dextromethorphan did .

not become official until 1985 (Ref. 1). . ‘

Further, a sustainedrelease drug

active ingredient dextromethozphan

polistirex. The dosage for that product is

equivalent to the dosage for

_ dextromethorphan-hydrobromide. To be
<. consistent with the drug products
- reviewed by the Panel and appraved by
- adding t0-§:341.90(p}(1), redesignated-as”

the agency under the NDA, the ageney is -

" clarifying that the dosages for drug -
" products containing dextromethorphan

be equivalent to the dosages for

References
(1) "The United States Pharnracopeia :

XXI—The National Formulary ¥VI,” United .

States Pharmacopeial Convention. Inc.,
Rockville, MD, pp.-298-299, 1985.- - -
(2) LetterfromR. Temple, FDA, to L. - -

- ‘Gundersen, Pennwalt Corporation, contained -
- announced the availability of an -

in OTC Volume 04TFM, Docket No. 76N~ .. -

: ’052T Dockets Management Brangh.

"10.Ina separate rulemaking, - L

‘ paragraph (b) of 21 CFR 1308:15'was " :
- redesignated as paragraph (c) (February -
© 28,1985; 50 FR 8104). Therefore, the ©

-agency has revised § 341.14(a){2}) by

replacing the reference to paragraph {b):: - ,
F 5 paragrap »( ) i :.concludes that notone of these rules, ;

qncludmg this final rule for OTE ST _
antitussive drug prouucts, iS 4 major SR

of § 1308.15 with a reférence to -

: paragraph{c) of § 1308.15.-

.-11. The agency has redesignated -

§ 341.3(j) as § 341. 3(b} and § 341 90{0‘ as :

§ 341.90(b).

agency is issuing a final monograph-
establishing conditions under which
OTC antitussive drug products are

. generally recognized as safe and .+

- effective.and not misbranded. .= 7o
Specifieally, the followingingredients

-~ are included in this final'rule for.OTC - -

- antitussive use: chiophedianol

hydrochloride; codeine ingredients - .

. f{codeine, cadeine phosphate, and

codeine sulfate used only in
combination in accordance with' .

©. §§ 329.20 (a}, 341.40; and 13083. 15[0}}
_ ‘dextromethorpham, dextromethorphan
' hydrobromide, camphor, and menthol..

All other-ingredients for OTC

. antitussive use in this rulemaking are
.+ . considered nonmonograph ingredients;
- dextromethorphan hydrobromide. The e

i.e., beechweod creosite, benzonatate,
camphor.lozenges, caramiphen ,
edisylate; carbetapentane citrate; cod - :

. liveroil, diphenhydramine = -
‘hydrochloride, elm bark, ethylmorphme
‘hydrochleride, eucalyptol/eucalyptus

- oil, horeheund, hydrocodone bitartrate,

menthol lozenges fless than 5 mgand -

-greater than 10 mg}, mentho}l - .
.- mouthwash, nescapine, noscapine
-hydrochloride, thymol, and turpentize: .. . :
..ol Any drug product marketed for use - -

as an OTC.antitussive drug product that .
is not in confermance with the. . . -
monograph (21 CFR Part 341) will be..

. considered a new drug withinithe . ...
. meaning of section 201(p) of the Federal
.. Food, Drug, and Cosmetic Act (21 U.S.C.

-321{p}) and misbranded under section. -

, 502(a) of the act (21 U.S.C. 352(a}}.and -

B may not be marketed for.this use unless . :

it is the subject of -an. approved

~application.

NO cominents were recenred in -

.. -response to the agency’s request for -
. specific comment on the economie:
" ‘impact of this rulemaking (48 FR 485/6}.
.. The agency has examined the economic

consequences of this final rulein * ~ -

conjuriction 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, '

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 accerding to

. . 'the criteria established by Executive.

©Order 12291. The agency therefore . . .

rule. i
The €conomis assessment also

S 1 ) B The Agency'’s Fmal Conc[usmns on "Oonduded that the overall OTC dru_g e

‘ 'OTC Antitussive Drug Products . ;
Based on the available evidence, the o

review was not ;ﬁcely tohaved "

T sngmfrcant economie impact on a.
:substantial number.of small-entities as -

i ~- defined in the-Regulatory Flexibility Af‘t. :
+Pub: L. 96-354. That assessment P

included a discretionary Regulatory

‘Flexibility -Analysis in-the event thatan-- -~
‘individiialrule might-impose an: unusual: - -

or disproportionate impact on small
entities. However, this particular . .
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rulemaking for OTC antitussive drug
products is not expected to pose such an
impact on small businesses. Therefore,
the agency certifies that this final rule.
will not have a significant economic

impact-on a substantlal number of small. :

entities. *

“The agency is. removmg portrons of -
§369.20, § 369.21, and the exemption for
certain drugs limited by NDAs to- .
prescription sale in § 310.201(a)(14)

- applicable to dextromethorphan

. hydrobromide because‘these portions of
those regulations are superseded-by the -
requirements of the antitussive final
monograph (Part 341). The items being
removed include §310.201(a)(14), the
reference to paragraph{14) of

§ 310.201(a) in the entry for *“ ‘COUGH-.
DUE-TO-COLD’ PREPARATIONS" in

§ 369.20, and the term ;
“DEXTROMETHORPHAN
HYDROBROMIDE" as well as the
reference to paragraph (14) of =

§ 310.201(a) from the eritry * ‘COUGH-
DUE-TO-COLD" PREPARATIONS
(DEXTROMETHORPHAN
HYDROBROMIDEAND
CARBETAPENTANE CITRATE)" and
by removing the entry. . :
“DEXTROMETHORPHAN. :
HYDROBROMIDE PREPARATIO’\YS" in
§ 369 21..

List of Subjects
21 CFR Part 310

New drugs, Prescription exemption.
21 CFR Part 341 o

Labeling, Over-the-counter drugs,
Bronchodilator drug products. ‘

21 CFR Part 369

OTC drugs, Warning and caution
- statements. '

Therefoze, under the Federal Food,
Drug, and Cosmetic Act and the
Administrative Procedure Act,
Subchapter D of Chapter I of Title 21 of -
the Code of Federal Regulations is
amended as follows:

PART 310—NEW DRUGS
1. The authority citation for 21.CFR

Part 310 is revised to read as follows:

Authority: Secs. 502, 503, 505, 701, 52 Stat.
1051, 1052, 1053, 1055 as amended- (21 U.S.C.
352, 353, 355, 371) 5 U.S.C. 553; 21 CFR 5.10
and 5.11.

" §310.201 [Amended]

2.In Subpart C, § 310.201 is amended

by removing paragraph {a)(14) and
reserving it for future use.

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

3. The authority citatlon for 21 CFR
Part 341 (established in the Federal
Register of October2, 1986; 51 FR 35326)
is revised to read as follows

. Authority: Secs. 201(p] 502. 505, 701, 52

‘Stat. 1041-1042 as amended, 10501053 as
* amended, 1055-1056 as amended by 70 Stat.

919 and 72:Stat. 948 (21 U.S.C: 321(p), 352, 355,

-371);'5 U:S.€.553; 21 CFR 5.10 and 5:11.

" 4.1n-Subpart A, §341:3'is amended by
adding paragraphs (b) and (c), toread as
follows:
§341.3 ,Deflnmo,ns. ,
W * * * * B

-(b) Oral antitussive drug. A drug that
is taken'by mouth and acts systemically
to relieve cough.. .

(c) Topical antitussive drug. A drug
that relieves cough when inhaled after
being applied topically to the throat or
chest in the: form of an ointment or from
a steam. vaporizer, or when dissolved in
the mouth in the form of a lozenge or
compressed tablet.

5. In'Subpart B, §'341.14 is added, to

. read -as follows:

§ 341.14 - Antitussive active ingredients.
The active ingredients of the product
consist of any of the following when
‘used within the dosage limits and in the
dosage forms established for each
ingredient in § 341.74(d):
‘(@) Oralantitussives. (1)

- Chlophedianol hydrochloride:

(2) Codeine ingredients. The following
ingredients may be used only in
combination in accordance with
§§ 329.20(a) and 341.40and 21 CFR
1308.15(c).

(i) Codeine.

(ii) Codeine phosphate.

(iii) Codeine sulfate.

(3) Dextromethorphan.

(4) Dextromethorphan hydrobromide.

(b) Topical antitussives: .

(1) Camphor. '

(2) Menthol.

6. In Subpart C, § 341.74 is added; to
read as follows:

§ 341.74. Labeling of antitussive drug
products.

(a) Statement o f identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as a *‘cough suppressant’’ or
an “antitussive (cough suppressant).”

{b) Zndications. The labeling of the -
product states, under the heading
“Indications;" any of the phrases listed
in this paragraph (b), 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), subject to the provisions of
section 502 of the‘act relating to
misbranding and the prohibition in
section 301(d) of the act against the

.introductionor delivery for introduction

into interstate commerce of unapproved
new drugs in violation of section 505(a)

. of the act.

1) “Temporarrly (select one of the

following: “alleviates,”.“calms,”
controls," ‘'decreases,” “qulets, -
“reduces,” “relieves,” or “suppresses”’)

“cough due to” (select one of the
following: “minor bronchial irritation” or
“minor throat and bronchial irritation”)
(select one of the following: “as may
occur with,” “associated with;” or -
“occurring with”) (select one of the
following: “A cold™ or “the common
cold”) “or inhaled irritants.”

(2)“‘Temporar11y (select-one of the
following: ““alleviates,” “calms,”
“controls,” “decreases,” “qulets. )
“reduces,” “relieves,” or “suppresses”)
“cough” (select one of the following: *‘as
may occur with," “associated with,” or -
“occurring with") (select one of the . -
followmg “A cold,” “the common cold,”

r“inhaled-irritants"). e

[3) In addition to the required :
information identified in paragraphs (b)
(1) and(2) of this section, the labeling of
the product may contain any (one or
more) of the following statements:

(i) “Cough suppressant which
temporarily” (select one of the
following: *Alleviates,” “controls,”
“decreases,” ‘‘reduces,” *relieves,” or

“suppresses") “‘the impulse to cough.”

(u) “Temporarily helps you cough
less.”

(iii) ’Temporarrly helps to (select one
of the following: “Alleviate,” “control,”
“decrease," “reduce,” “relieve,” or

“suppress’) “the cough reflex that
causes coughing.”

(iv) “Temporarily" (select one of the
following: “Alleviates,” “controls,”

- “decreases,” “reduces,” “relieves,” or
“suppresses’’) “the intensity of
coughing.”

(v) (Select one of the following:
“Alleviates,” “Controls,” “Decreases,”
“Reduces,” “Relieves,” or “Suppresses”)
(select one of the following: ‘‘Cough,”
“the impulse to cough,” or “your cough”)
“to help you” (select one of the
following: “Get to sleep.” “sleep,” or .
“rest”).

(vi) For products containing -
chlophedianol hydrochloride, codeine

- iIngredients, dextromethorphan, or

dextromethorphan hydrobromide .
identified in § 341.14{a) (2), (2), (3}, and -
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(4). *Calms the cough control center and
relieves coughing.”

(vii) For products containing
chlophedianol hydrochloride,
dextromethorphan, dextromethorphan’
hydrobromide, camphor, or menthol
identified inr § 341.14{a} (1), (3), (4) and
(b) (1) and (2)..(a) "'Nonnarcotic cough -
suppressant for the temporary” (select
one of the following: *alleviation,”
“conirol,” “decrease,” ‘reductien,”
“relief,” or “suppression”) **of cough.”

(b) (Select one of the following:
“Alleviates,” “Controls,” “Decreases,”

. “Reduces,” “Relieves,” or “Suppresses")
*‘cough impulses without narcoties.”

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

(1) For oral and topical antitussives.
“A persistent cough may be a sign of a
serious condition. H cough persists for
more than 1 week, tends to recur, oris .
accompanied by fever, rash, or
persistent headache, consult a doctor.”

(2) For oral and topical antitussives
labeled for adults or for adults and
children under 12 years of age. “Do.not

- take this product for persistent or
chronic eough such as occurs with
smoking, asthma, emphysema, or if
cough is accompanied by excessive
phlegm (mucus) unless directed by a
doctor.”

(3) For ora! end topical antitussives
labeled only for children under 12 years
of age. “Do not give this product for
persistent or ¢hronic cough such as
occurs with asthmaorif coughis
accompanied by excessive phlegm
(mucus) unless directed by a-doctor.”

(4) Oral antitussives—i{i) For products
containing codeirie ingredients
identified in § 341. 14{0}{2) “May cause
or aggravate constipation.”

(ii) For products contammg codeine
ingredients identified in § 341.14{a)(2}
when labeled enly for aduits. “Bo not
take this product if you have a chronic
pulmonary disease or shortness of
breath unless-directed by a doctor.”

{iii) For products containing codeine
ingredients identified in § 341.14(a}(2)
when labeled only for children under 12
yearsofage. Do not give this product

.to children. who have a chronic. © ... .
pulmonary disease, shortness of breath,
or who are taking other drugs unless
directed by a doctor.”

(v) For products containing codeine
ingredients:identified in § 341.14fa)(2}
when labeled for use in adults and
children under 12 years of age. **Adults
and children who-have a ehronic
pulmonary disease or shortness of
breath, or children who are taking other
drugs, should not take this product
unless directed by a docter.”

{5) Topical antitussives—{i} For
products containing camphor or menthol
identified in § 341.24{b} (1).and (2)ina
suitable ointment vehicle. "For external
use only. Bo not take by mouth or place
in nostrils.”

(if) For products containing camphor
or menthol identified in § 341.14(b) (1}
and (2) for steam inhalation use. “For
steam inhalation only. Bo not take by
mouth.”

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

(1) Oral antitussives—(i) For preducts
containing chlophedianol hydrochloride
identified in.§ 341.14(a)(1). Adults: oral
dosage is 25 milligrams every 6 to 8
hours, not to exceed 100 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 6 to 8
hours, not to exceed 50 milligrams in 24
hours, or as directed by a doctor.
Children under 6 years of age: consult a
doctor.

(ii) For products eontaining codeine
ingredients identified in § 341.14(aj(2).
Adults: Oral dosage is 10 to 20
milligrams every 4 to 6 hours, not to
exceed 120 milligrams in 24 hours, or as
directed by a doctor. Children 6 to under
12 years of age: Oral dosage is 5 to 10
milligrams every 4 to 6 hours. not to
exceed 60 milligrams in 24 hours, or as
directed by a doctor. Children under 6 .

- years of age: Consult a-doctor. A special

measuring device should be used to give
an accurate dose of this product to
children under 6 years of age. Giving a
higher dose than recommended by a
doctor could result in serious side
effects for your child. -

(iii) For products containing
dextromethorphan or dextromethorphan

.. hydrobromide identified in § 341.14(a)

(3) and (4). The dgsage is equivalent to
dextromethorphan hydrobrornide.
Adults: Oral dosage is 10 to 20
milligrams every 4 hours or 30
milligrams every 6 to 8 hours, not to
exceed 120 milligrams in 24 hours, or as
directed by a doctor. Children 6 to under
12 years of age: Oral dosage is 5 to 10
milligrams every 4 hours or 15
milligrams every 6 to 8 hours, not to:
exceed 60 milligrams in 24hours, oras
directed by a doctor. Children 2 to under
6 years of age: Oral dosage is 2.5 to'5
milligrams every 4 hours or 7.5°
milligrams every 6 to 8 hours, not to
exceed 30 milligrams in 24 hours, or as
directed by a doctor. Children under 2
years of age: consult a doctor. B,

(2) Topiecal antitussives—(i) For
products containing camphoridentified -
in § 341.14(b)}(1) in a suitable ointment
vehicie. The product contains 4.7 te 5.3

percent camphor. Adults and children 2
to under 12 years of age: Rub on the
throat and chest as a thicklayer. The
area of application may be covered with
a warm, dry cloth if desired: However,
clothing should be left loose about the
throat and chest to help the vapors rise
to reach the nose and mouth.
Applications may be repeated up to
three times daily or as directed by a
doctor. Children under 2 years of age:
consult a doctor.”

(ii} For products containing menthol
identified in § 341.14(b)(2) in a suitable
ointment vehicle. The product contains
2.6 to 2.8 percent menthol. Adults and
children 2 to under 12 years of age: Rub
on the throat and chest as a thick layer.
The area of application may be covered
with a warm, dry cloth if desired.
However, clothing should be left loose
about the throat and chest to help the
vapors rise to reach the nose and mouth.
Applications may be repeated up to
three times daily or as. directed by a
doctor. Children under 2 years of age:
consult a doctor.

(iii} For products containing menthol
identified in § 341.14(b}{2) in a lozenge
or compressed tablet. The product
contains 5 to 10 milligrams menthol.
Adults and children 2 to under 12 years
of age: Allow (lozenge or compressed
tablet} to dissolve slowly in the mouth.
May be repeated every hour as needed
or as directed by a doctor. Children

~ under 2 years of age: consult a doctor.

(iv} For products containing eamphor
identified in § 341.24(b){1) for steam
inhalation use. The product contains 6.2
percent camphor. Adults and chiidren 2
to under 12 years of age: Add 1
tablespoonful of solution, for each quart
of water, directly to the water in a hot

" steam vaporizer, bowl, or wash basin; or

add 1% teaspoonsful of solution, for -
each pint of water, to an open container
of boiling water. Breathe in the
medicated vapors. May be repeated up
to three times daily or as direeted by a
doctor. Children under 2 years of age:

. consult a doctor.

(v) For products-containing menthol
identified in § 341.14(b){2) for steam ‘
inhalation use. The product contains 3.2-
percent menthol. Adults and children 2
to under 12 years. of age: Add 1
tablespoonful of solution; for each guart
of water; directly to the water in a hot

~ steam vaporizer, bowl, or wash basin; or

add 1% teaspoonsful of solution, for
each pint of water, to an open container
of boiling water. Breathe in-the
medicated vapors.-May be repeated up
to three times daily or as directed by a
doctor. Children under 2 years of age:
consult a-doctor.
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(e) The word “physician” may be
substituted for the word “doctor” in any
of the labeling statements in this
section. )

7. In Subpart C, § 341.90 is amended
by adding paragraphs (b) and (c), to
read as follows:

§341.90 Professional labeling.

* * * w* *

(b) For products containing ‘
chlophedianol hydrochloride identified
in 341.14{a)(1). Children 2 to under 6
years of age: oral dosage is 12.5
milligrams every 6 to 8 hours, not to
exceed 50 milligrams in 24 hours.

(c) For products containing codeine
ingredients identified in § 341.14(a)(2).
(1) Children 2 to under 6 years of age:
Oral dosage is 1 milligram per kilogram
body weight per day administered in

four equal divided doses. The average
body weight for each age may also be
used to determine dosage as follows: For
children 2 years of age (average body
weight, 12 kilograms), the oral dosage is
3 milligrams every 4 to 6 hours, not to
exceed 12 milligrams in 24 hours; for
children 3 years of age (average body
weight, 14 kilograms), the oral dosage is
3.5 milligrams every 4 to 6 hours, not to
exceed 14 milligrams in 24 hours; for
children 4 years of age (average body
weight, 16 kilograms), the oral dosage is
4 milligrams every 4 to 6 hours, not to
exceed 16 milligrams in 24 hours: for
children 5 years of age (average body

weight, 18 kilograms), the oral dosage is
4.5 milligrams every 4 to 6 hours, not to
exceed 18 milligrams in 24 hours. The
manufacturer must relate these dosages
for its specific product dosages for its
specific product to the usé of the
calibrated measuring device discussed
in paragraph (c)(3) of this section. If age
is used todetermine the dose, the

- directions must include instructions to
reduce the dose for low-weight children.

(2) Parents should be instructed to
obtain and use a calibrated measuring
device for administering the drug to the
child, to use extreme care in measuring
the dosage, and not exceed the
recommended daily dosage.

(3) A dispensing device (such as a
dropper calibrated for age or weight)
should be dispensed along with the
product when it is intended for use in
children 2 to under 6 years of age to
prevent possible overdose due to
improper measuring of the dose.

(4) Codeine is not recommended for
use in children under 2 years of age.
Children under 2 years may be more
susceptible to the respiratory depressant
effects of codeine, including resplratory
arrest, coma, and death:

PART 369—INTERPRETATIVE
STATEMENTS RE WARNINGS ON
DRUGS AND DEVICES FOR OVER-
‘THE-COUNTER SALE

8. The authority citation for 21 CFR
Part 369 is revised to read as follows:

Authority: Secs. 502, 503, 506, 507, 701, 52
Stat. 1050-1052 as amended, 1055~1056 as
amended, 55 Stat. 851, 59 Stat. 463 as
amended (21 U.S.C. 352, 353, 356, 357, 371}; 21
CFR 5.10 and 5.11.

§369.20 [Amended]

9. In Part 369, § 369.20 Drugs;
recommended warning and caution
statements is amended by removing the
reference to paragraph (14) of
§ 310.201(a) from the entry “ ‘COUGH-
DUE-TO-COLD’ PREPARATIONS.”

§369.21 - [Amended]

10. In Part 369, § 369.21 Drugs;
warning and caution statements
required by regulations is amended by
removing the term
“DEXTROMETHORPHAN ‘
HYDROBROMIDE" and by removing the
reference to paragraph (14) of
§ 310.201(a) from the entry *“ ‘COUGH-
DUE-TO-COLD’ PREPARATIONS
(DEXTROMETHORPHAN
HYDROBROMIDE AND
CARBETAPENTANE CITRATE) and by
removing the entry
“DEXTROMETHORPHAN .
HYDROBROMIDE PREPARATIONS.”

Dated: May 2, 1987.
Frank E. Young,
Commissioner-of Food and Drugs.
[FR Doc. 87-18144 Filed 8-11-87; 8:45 am]
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