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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-Counfer 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 (OTC) 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 
products 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 330.10(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 OTe 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 comII,lents 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 monograph. 
for OTC cold, cough, allergy, 
bronchodilator, and antiasthmatic drug 
products is being issued in the following 
segments: Anticholinergics and 
expectorants, bronchodila tors, 
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 (e). 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 
no longer using 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 
using instead the terms "monograph 
conditions" (old Category I) and 
"nonmonograph conditions" (old 
Categories 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 
monngraph 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, 198!!, 
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 objections, 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 reguiations.The 
comment referred to statements on this 

mic
Highlight

mic
Text Box
r



Federal Register I Vol. 52, No. 155 I Wednesday, August 12, 1987 / Rules and Regulations 30043 

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.zd 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 OTe 
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 chewing 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 temporary 
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 ta the public for use 
and abuse." One comment agreed w.ith 
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 of 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 
(Le., 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 OTe 
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 raieled 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 OTe use. 

Reference 

(1) Comment No. C00192. Docket No. 
76N-G52T. 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 directions 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 GTC 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 
"scientific understanding 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 muc.osal 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 (Le., 
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 ori the safety of camphor at 
different concentrations in different 
vehicles. The Advisory Review Panel on 
OTe 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. 3J. The third 
case was a 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 ingredient 
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 commenUhat 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 clinical 
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 vy-ere 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 OTe 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. 
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5. One comment stated that the safety 
nf eucalyptus oil requires additional 
investigation. The comment cited a 
recent journal article by Courtemanche, 
Li.-and Peterson (Ref.-l) concerning 
toxicity in children following accidental. 
ingestion of eucalyptus oil and stated 
that the agency should review this 
information before developing a final 
monograph for eucalyptus oil-containing . 
-products. 

A reply commentfrom 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 (roL) 
of reportedly pure eucalyptus 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 ointmt;!nt 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 comment (Ref. 1). 
and additional information by 
Courtemanche. Li, and Peterson (Ref. Z). 
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 ZO mL and even 30 roL (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 III. 

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 \\<;thin 
15 minutes. Forty-five minutes later the 
child was alert, smelled of the oil. had 
no abnormal respiration, and w8s given 
15 mh of ipecac syrup. During the next 
ZO minutes. the child's neurologic 
responses rapidly deteriorated. and the 
child became unresponsive to pain. A 
gastric lavage was performed, and 
within z hours the child was awake and 
oriented; no seizures occurred. and the -
respiratory status remained normaL 

. After reviewing the data, the agency 
'a-greeswith-thereplycomment 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 oinhnent 
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 OTe 
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 use in 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 and 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 camphor in the water of the 
vaporizer. In the first study (Ref.l), the 
individual antitussive effect of menthol 
and camphor vaporized in steam was 
compared to unmedicated steam. The 
study involved 40 normal adults (age 18 
and older), and cough 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. Z) involved 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 W1?ire significantly better than 
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unmedicated steam at redudngcough: 
menthol at 0 to 30 Ininutes (p <0.(3), 2112 
to 3 hours (p (; 0;01). lind overall; 0 to 3 
hours (p (; 0.02J; and camphor at IV2 to 2 
hours (p<0�03); 2V2 to 3 hours (pi;;; 
0.04), and overall. 0 to 3 houts (p< 0.06). 
The agency concludes tha(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 menthol in 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 oHhe 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 warning in 
§ 341.74(c)(5)(ii) of this final monograph. 

The Panel recommended directions 
for the individual use of camphor and 
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 use 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 IV2 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 finid 
monograph. the agency is speCifying the 
use of 1 V2 teaspoonsful of the initial 

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( dJ(2)(iv) of this final monograph 
are as follows: "For products containing 
camphOr identified in § 341.H{bj(l} 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 water in a 
hot steam vaporizer. bowl. or wash 
basin; or add IV2 teaspoonsftil 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)(vl of this final monograph 
the following directions for use of  
menthol for steam inhalation: "For 
products containing menthol identified 
in § 341.14{bj(2} for steam inhalation 
use. The product contains 3.2 percent 
menthol. Adults and children 2 to under 
12 years of age: addl

· 
tablespoonful of 

solution. for each quart of water, 
directly. to the water in a hot steam 
vaporizer, bow!, 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 
result in 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 comments and 
evaluation of the data are on file in the 
Dockets Management Branch (Ref. 4). 
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D. Comments on DosageS for OTC 
Antitussives 

7. One comment requested that the 
agency's proposed minimum effective 
antitussive dose for menthol in a· 
lozenge or compressed tablet dosage 
form be reduced from 5 mg t03 mg. The 
comment submitlednew 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 eRD 7:3-8. previously 
reviewed by thePanel. is riot acceptable 
to prove the antitussive effectiveness of 
a dosage of less than 5 mg for 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 age�cy 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 sirigle­
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 I-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 irierithol lozenge had a 
significantly greater reduction in coughs 
than the'controllozerige for only two of· 
the six citric acid aerosol challenges (p 
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.;; 0.05), In adrlition, the control lozenge 
significantly reduced cough counts when 
compared to' baseline cough counts for 
three of the sjx citric.acid aerosol 
challenges. The comment statkld that a 
three-way analysiso'f variance 
indicated that the mtinthol lozenge 
treatment produced a larger overall 
mean reduction in c�ughs that was 
significantly different from the control 
lozenge (p- .;; 0.005). The Panel reviewed 
this. study along with several other 
induced-cough studies and conduded 
that none 6fthe studies provided 
sufficient data to classify menthohsan 
effective antitussive {41FR38350to 

' . 

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

aNnlot �dequate alone to demonstrate 
the effectiveness of an antitussive 
ingredient The agencYcOnturs. 
Therefore, study CRD 73-8 is inadequate 
to demonstrate the· effectiveness of 
menthol in a lozenge or compressed 
tablet at doses of hiss than 5 mg. 

StudyCRD 81:-10 (Ref. 'l}was a sing!e� 
blind. 3-day crossover study involving 
48 patients (age 18 to 66) withchronic 
cough dueto stablebrorichojmbnonary 
disease. The study compared the 
antitussive effectivi:Hl�ss of lozenges 
containing.3mg menthol in a candy 
base. a control lozenge ofthecandy 
base without Itien:thol. and a lactose 

· capsule pla�ebo�' Cough\l and cough 
components ' were recorded' on tape 
recorders on three consecutive mornings 
and afternoons. Baseline cough counts 
were recorded for 1 V2 hours each 
mornirigand afternoofr before 
medication was given. Medlcation was 

, thengiv£ln at hourly intervals for three 
doses and coughs were record�d for an 
hour after each dose� On the first day of 
the' study, all patients were giv�n a 
lactose capsule placebo fol' 'each dose. 
On days two and three., according to a 

· randomIzed schedule, patients'also'were . 
given eithercdozenge 'ct;>Ii11:tinjng3 mg 

· menthoUn a�andy baseotacontrol .. 
lozenge Of the ,candy. ba'se ' without ' 
menthoL , ' : ' . , .. . " . ' 

· The agency'sstatistlcalanafysisof the 
. raw data for study CRD.81-10 shows 

· some discrepancies in p-values betweel1l 
tnose.;r.eported by the cotNment and 
those calculated. by the agency,using 

· the same statistical procedure, i.e .. the 
nonparametric' crossover model ' 
developed by Koch (Ref. 3). The agency 

,found significant differences between 
. thementhol:lozenge and the.·control 
lozenge 'at only 2 out of 14 cough­
c01,mting'Hme periods for cough counts 

· and only 1 out of 14 cough·counting time 
�periods for Gough component: cOtlnts in 
contrast to the comment's statistical 
analysis that found significant 

differences between the menthol statement "The drllg should be marketed 
lozenge and the control lozenge at 3 Ol1t in an appropriate dosage form that does 
of 14 cough-counting time periods for riot release it into the oral cavity ' • '," 

cough counts arid 2 oUlof 14 cough- could be interpreted too restrictively. 
counting time periods for cough Th� comment suggested that the 
component counts. standard for determining if a dosage 

The apparent discrepandesmay be form is suitable should be whether the 
due to differences . in data analysis. quantity of benzonatate released in the 
While the agency applied Koch's oral cavity may cause significant 
procedure on the. actual change in cough anesthesia, riot whether any' 
and cough component counts from the benzonata!e is released in the oral 
morning baseline counts to the counts cavity. The commenfstated that this 
following medication. the comment may dosage form concern should notjustify 
have used a logarithmic transformation depriving the consumer of the ' 

. 
of the cough and cough component data. availability ofan appropriately 
The agency believes that thedafa on the formulated liquid dosage form of 
achial-ehal1ge incougb and ClOugh benzonatate;notingthat market 
componel1t cotmts is ,easier to interpret research data haveestablishea thaUhe than those based on alog<ll'ithmic scale. consumer prefers III liquid dosage fgrm Further, because a nonparametfic ofantitussive agents over other procedure was used to evaluate the available dosage forms. data. there is no clear rationalefor using The agency·.h._.as d,etermined tha. t a logarithmic transformation Qf the data 
for the analysis. In addition, the data benzonatate will be available by 
showed that, regardless of whether the prescription only, and therefore 
patients were using lozenges containing benzonatate is not included in th il> final 
3 mg menthol in a candy base, a ,control mon�graph, (See comment 2 above.) 
lozenge Qf the candy base without Any new dosage form for benzonaiate 
menthol, or a lactose capsule placebo.' mustbethesubject of an NDA ora 
p;ltients generaHyobtained a reduction supplemental NDA. 
in both cough counts and cough' 9 .. One comment requested that the 
components during each cough�counting directions for use for OTC or.al 
time period and. obtained greater . antitussivt) . drug products proposed in 
reductions in cough counts and cough the tentative final monograph be 
components in the afternoon than in the modified.to improve: (1) The aTe 
morning. Consequently. this study is . dosage schedules for adults and for 
insufficient to support the�antitussive. children 2 to '12 years of age and .(2) the 
effectiveness of a 3-mg dose of menthol professional dosage directions for' 
in lozenges or compressed tablets� . children under 2 years of age. The 

The agency concludes thatthe studies comrp.entspeciflcally addressed the 
above are ihadequate to support !he agency's proposed dosage schedille in 
antitussive effectiveness of dosages of § 341.74(d)(l)Ov) for dextroinethorphan 
less than 5 mg for menthol in lozenges or and dextromethorphan hydrobromide 

,compressed tablets and is notindudin.g: and recommended that the dosage 
dosages less than 5 mg in this final schedules for children under the age of 
monograph: 

. 
12 have a greater subdivision of age 

The agency's comments and ranges than the dosage schedules 
evaluations of the data are .on file in tne proposed in the tentative final 
Dot;kets Management Branch (Ref. 4}. monograph. For children under 12 years, 
References the comment recommended eight 

(1) Fin�el, S.,and S. Z�ckerrnan,"Cotigh 
. weight�based and age-related dosage 

Drops"(Study CRD No. 81-10j, draft of ' .. ranges, with both age and weight ranges 
unpublishedsludy; Comrnent! No-. C00193 and' speCified in the labeling, to replace the 
Report,No.RPT004, Docket No; 76N-052T, .. agency's two proposed'age�based ranges 
Docketa Management Branch. . '  in the dosage schedule for 

(2) PackmanE.W." "Vicks Cough Drops."· dextromethorphan.ln addition; the 
(Study CRD No. 73-81, draft 9f unpubUs!Jed comment recommended that the dosage 
study. OTC Volume 040257. . range fOr adults and children over 12 . f3} Koch:, G,G .. �·Note:.1'heUse of Non-

' 
, years: of age be changed from the .. Pa'rametriCMethods in the StatIstic!!1 . '. 

Analysis arthe TwocPeriod Change-Over . -agency's proposed 10 to 20 mg every 4\ 
Design:' Biometrics. 28[2):577-"584, 1!'l72:' hours or 30 rug every 6 to 8 hours, to 20 
. (4)Letter f!'dm W-E. Gi\bertsen. IDA. to RJ. . to 30 mg every 4 t06hours.'The 
Hanus .. Richardson-Vicks, -Inc" codedLET092, comment ·submitted a report and 
Docket No. 76N-052T, Dockets Management literahire·teferences in support of a safe 
Branch. ' and effective dose range of 0.3 to 0;5 

B. Referring to the agency'sdiscussion milligram per kilogram (mg/kg)for 
onbenzonatate at 48FR 48591ione' dextromethoiphan and in support of 
comment expressed concern that the weightchased. age-related dosage 
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schedules for children under 12 years of 
age in general (Ref. 1). . . 

The comment contended that its 
recommended. dosage schedule provides 
the following i�provements.over the 
agency's proposed dosage schedule: (1) 
It consolidates dosages Jar adults and 
for children 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 that age­
based dosage schedules with wide age 
ranges are less sensitive to changes and 
to differences in growth rate than are 
weightcbased scnedu!es. 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 
pharmacokinetic 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 fhe Internal Analgesic 

Panel for aspirin and acetaminophen. 
The comment argued that the Internal 
Analgesic Panel's recommended 
limitation of the maximum daily 
pediatric doses of aspirin or 
acetaminophen to no more than 5 daily 
doses would prechlde 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 for use 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 additional 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 
monograph, 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 a.nd 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 multiple 
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 
mgjkg.is the optimum dose for 
dextromethorphan. The agency 
questions the ,validity orusing 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 
to 0.43 mg/kg (revised by the comment 
to 0.3 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 carcinoma. or obstructive lung 
disease) that the mg/kg dosage 
recommendation obtained from this 
population should not be extrapolated to 
a normal population. 

The dextromethol'Phan dosage 
schedule for adults and children over 12 
years of age allows for flexibility in 
dosages so that manufacturers can write 
directions for combination products that 
are applicable to all ingredients in the 
combination. Therefore,jn 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 document discussingpediatric 

. dosages for OTC drug products and to 
defer aU issues regarding pediatric 
dosages to that document. Therefore., the 
portions oUhis comment regarding a 
weight-based. age-related pediatric 
dosage schedule for dextromethorphan 
imd the pediatric dosage for 
dextromethorphan when combined with 
an internal analgesic will be addressed 
in 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 will be 
amended accordingly. 
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10. One comment requested! 
. clarification of the professional labeling 

section (§ 341,90(p)(3). redesignatl�d as 
§341.90(Q)[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 
responsible adult at the time the product 
is delivered for use." The comment 
stated that it  also assumed that it is not 
the intent oIthe propose� labeling to 
requIre marketers of codeine 
preparations to incl,ude c�librated 
dispensing devices with each package of 
their products. 'rhe comment stated that 
the use of codeine products in ·children 
under 6 years of age constitutes a small 
percentage of the t otal use of these 
products and argued that Ii requirement 
to include a dispensing device with;aU 

. 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 not intend 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.eThe inclusion of 
such devices could imply that OTIC use 
of these products in chHdren under I) 
years of age is appropriate without the 
supervision of a physician. However, the 
comment erred in assuming that FDA 
i.ntends for marketers of codeine 
preparations to include labeling 
instl'llcHons with their products that the 
dispensing professional "must" provide 
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 III 

written form that the health care 
professional can give to the child's 
parent. or the health car� professional 
can provide, the information orally to the 
parent. Such information should be 
provided to the consumer only when a 
physician has recommended the use of 
the product for a child 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 p opulation. the 
manufacturer must relate the dosages 
specified in § 341.90(c}(1) of this 
monography either to a dispensing 
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 dear. 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 de!Jice 
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). redesigna!edi as 
§ 341.90(c}(1J, the statement "the 
manufacturer must relate these dosages 
for its specific product to the use of the 
calibrated measuring device discussed 
in paragraph (3) of this section." Also, 
§ 341.90(p}(3). redesignated as 
§ 341.90(c](3). is revised to read'''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." 

The agency is also expanding the 
portion of the required OTe labeling 
directions in § 341.74(dJ(1}(ii) for the 
antitussive use of codeine preparations 
concerning children under 6 years of age 
to read: "ChHdren under 6 years of age: 
Consult a doctor. A special measuring 
device should be used to give an 
accurate dose of this product to chHdren 
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 wit.h other products. e.g., 
prescription liquid antibiotic products, 
intended for use in this age group. 

E. Comments on OTC Antitussive 
Labeling 

11. One comment noted its continuing 
position that FDA cannot legally and 
should not. as a matter of policy, 
prescribe exclusive lists of terms from 
which indications for use for OTe drugs 
must be drawn, amI should not prohibit 
alterriative OTC labeling terminology to 
describe indications which are truthful. 
not misleading. and intelligible 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 hearing o:n 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 oonsumers 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 rabeling for 
antitussive drug products whether the 
antitussive is used alone or in 
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 would remain a 

preclusion against truthful and not 
misleading statements. The comment, 
therefore, suggested that § 341.74 be 
revised to indicate that 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 b e  
accomplished b y  amending the first 
paragraph of § 341.74(b)(2) to read: 

"OtherAJIowabie Statements. In 
addition to the reqnired information 
identified in paragraph (b)(l) of this 
section, the labeling of the prodNct may 
contain any of the following statements 
or any similar statement which is 
neither false nor misleading, provided 
such statements are neither placed in 
direct conjunction with info.rmation 
required to appear in the labeling nor 
occupy labeling space with greater 
prominence or conspicuousness 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 s ingle. phrase "ten,;porarily alleviates 
* * * cough due to minor throat and 
bwnchial irritaUon as may occur with 
* * the common cold· * * * or inhaled 
irritants." Therefore. the comment urged 
that the "other aBowable st'atements" in 
the tentative £ina,[ monograph as well as 
other alternative language .suggested by 
the comment be permitted for use under 
the heading "ImHcations" in pIace of or · 
in addition 10 the statement above to 
allow more flexibility and consumer-

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

In the Federal Registe r of May 1, 1986 
(51 FR 16258), the agency published a 
final rule changing its labeling policy for 
stating the indications for use of.GTC 
drug products. Under the final rule, the 
label 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 neither 
appear within a boxed area nor be 
designated "APPROVED USES"; or (3) 
the approved monograph language on 
indications, which may appear within a 
boxed area designated "APPROVED 
USES," plus alternative language 
describing indications for use that is not 
false or misleading. which shall appear 
elsewhere in the labeling. All required 
aTC 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 final monograph (48 
FR 48593 to 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 nonmisleading 
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 FDA. 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 a!so comment 12 
below) .  

12;  Referring to the "other allowable 
statement" proposed for antitussives in 
.§ 341.74{b)(2)(v} of the tentativ.e final 
monograph , "alleviates ' * * cough 
* * * to help you get to sleep." one 

comment proposed that the followL'1g 
alternate phrases also be permitted to 
make this phrase mor? meaningful to 
consumers: "Alleviates * * * cough 
* * * to let you sleep," and "alleviate s  
* * * cough * * * to  let you rest." 

The agency agrees that the two 
statements proposed by the comment 
(Le., alleviates * " • cough * * * to let 
you sleep." and "alleviates * * * cough 
• * * to let you rest") are merely 
alternative ways of saying "alleviates 
* * * cough * * * to help you get to 
sleep" which appears in § 341.74(b)(2)(v) 
of the tentative final monograph and are 
truthful 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 
aTC nighttime sleep-aid drug products. 
Accordingly, the agency is revising the 
indication by adding the terms "to help 
you sleep" and "to help you rest" 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. Recognizing 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 "occurring with" or "associated 
with" instead of "as may o ccur 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 lahel 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 alternative s) cough due to 
minor throat and bronchial irritations/or 
cough due to minor bronchial irritation/ 
or cough 'occurring'l'associated with the 
common cold' or 'a cold' or 'inhaled 
irritants.' H 

The agency agrees with the comment 
that the phrases "occurring 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) "Temporarily" 
(select one of the following: 
"alternatives." "calms," "controls," 
"decreases." "quiets," "reduces," 
"relieves," or "suppresses") "cough due 
to" (sel�ct 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,'" or "the common 
cold." or "inhaled irritants"). 

14. One comment objected to the 
"restrictive nature" of proposed 
§ 341.74(a) in limiting 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 such as "controls 
cough" is as accurate and meaningful a 
statement of the principal 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(bj. The comment 
emphasized the. importance of a concise 
and consistent statement of identity. 
particularly for drug ingredients used in 
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 
nOll-productive cough:' "reduces dry, 
hacking cough," and "calms and 
controls dry coughing. " etc., are 
appropriate statements of identity for .. 
combination drug products containing 
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 in the 
tentative final monograph on aTC 
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(bJ. 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 statement 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 included 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. 352J 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 "totaUy 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 under 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 feview of adverse reactions 
reported to FDA from the years 1969 to 
June 1986 reveals eight cases of 
respiratory depression, apnea. coma. Of 
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 propused 
that the label of codeine preparations 
for OTC use limit use to children 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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group is conta ined in the professional 
labeling section of the monograph 
( §  341.90) (4(j FR 48538 and 48595). 
However. no dosage inforrriation 
regarding the use of codeine in ch ildren 
under 2 years was induded in § 341.90 
in the tentative final monograph. 

Professional labeling is provided to 
health professionals, but not to the 
genera l publlc. Because health 
professioni:!Is only will be provided with 
dosage instruction's Jor the use of ' 
codeine in children under 6 years , the 
agency'believes that a .statemimt 
concerning lise 'of codeine in children 
under Z yeaJ;'s of age should also be 
included under profes.sional labelingin 
§ 341 .90. Such a statement will 
adequately warn health professionals 
about the hazards of codeine use in very 
young c;hildren. Therefore, the ",geney is 
including the folloi,ving sta teinent in 
§ 341.90(c}(4):' ··Codeine is not 

. 

recom:nended for use in children under '  
2 years of age.  Children under 2 years 
may be more susceptible: to the 
respiratory depressant effects of 
codeine, induding respiratory arrest, 
coma, and dea th ." 

Reference 
(1) Department of Health and Human 

Services: Fogd and Drug Administration, 
"Annual Adverse Reaction Summary Listings' 
for the Years 1969 to lUTI,8 1985;" OTC Volume 
04TFM, Docket No. 76N-052T, Dockets 
Mdnagement BNnCn. 

16 . .one comment contended that the 
warning statements for antitussives 
proposed in § 341.74(c}{1} (il and (Ii) and 
(2) (il and (ii) (48 FR 48594) are both 
difficult to understand and redundant 
Referring to the limited labeling space 
available, thf! comment proposed that 
these wan1ing statements could be 
shortened, as foHows; to more simply 
and clearly communication- the warning 
information to consumers , while still 
reflecting the valid medical warnings: 

(l} FQr adults�" Do not take this 
product for chronic cough such as occurs 
with smoking, asthma, or emphysema. If 
cough persists for more than one week, 
or recurs, frequenHy; or is accompanied 
by excessive mucus, high fever, rash or 
stubborn headache, consult a doctor." 

(2) For childl'en�"Do not administer 
this product for chron ic cOllgh such as 
occurs with asthnw. U cough persists for 
more than one week,. or recurs 
frequently, or is accompanied by 
excessiv8 !T1UCUS, high fever; rash or 
stubborn headache. consult a doctor;" 

The agency believes ·t:h�lthe·warnings 
propose'd in § 341.74(c)(1) [i) and (ii) and 
{2} ti} and iii) Ilre n?Hh?f difficult to 
unders'ta!1d nor .redundanL The , 
proposed warnings provid� necessary 
informatiort for the consumer to safely 
and effeCtively use OTC antitussive 

drug products. Further, the labeling 
proposed for these prodttcts .is not 
excessive , and there should be adequate 
labeling space to list the required 
information on the product label. 

The agency has evaluated the revised 
warnings suggested by the comment and 
concludes that the warnings are not 
sufficiently dear and informative. For 
example, the warning proposed in 
§ 341.74(c)(1)[i) states, "Do not take ' • ;, 

for persistent or chronic cough • •  , or if 
cough is accompanied by excessive 
phlegm (mucus) unless directed by a 
doctor." The revision moves the phrase 
' �collgh accompanied by excessive 
mucus" from the "do not take" 
restriction and includes it in the second 
sentence of the warning where there is  
no such restriction. Thus, this revision 
changes 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 inlltances would impair clearing of 
the airway and could be harmful, the 
panel recommended that antHussives 
not be used under such conditions, 
unless specifically directed by a doctor. 
The agency agrees with the Panel and 
believes that consumers should be 
warned against self-treatment of cough 
with an antitussive when cough is 
accDmpanied by excessive mucus; thus, 
the restrictive labeling "Do not take" is  
necessary. 

The agency's proposed warning 
includes the term "phlegm (mucus)." 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 
consumers. The comment's revision also 
elimihates the word "persistent" from 
the first part of the warning. The. agency . 
believes that "persistent" should 
remain, in addition to "chronic," 
because the two words more broadly 
describe the type of cough for whlch 
GTC anti tussives should not be use 1 
without consulting a doctor . .  

Additionally, the comment's revision 
"Do not take this productfor chronic 
cough such as occurs with smoking, 
asthma. or emphysema" is a direct . 
restriction against the use of antitussive 
drugs in persons with these conditions., 
However, the agency's version includes 
the phrase "unless directed by a 
doctor," thus informing pe!'sons with 
these conditions that OTC antltussives 

might be used under a doctor's 
supervision . 

For the warning proposed in 
paragraph (ii), the comment's suggested 
revision eliminates entirely the sentence 
"A persistent cough may be a sign of a 
serious condition:' The agency believes 
that this statement provides important 
information, helps to discourage self­
treatment of a continuous, lingering 
cough with OTC antitussive drug 
products , and should be retained. 

The proposed term "tends to recm" 
has a ,vider scope than "l'ecurs 
frequently," the phras e  suggested by the 
comment. The phrase "tends to recur" 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 
frequent basis (e.g., every l or 2 
months}. An individual with any type of 
cough that tends to recur, whether very 
frequently or less frequently, should 
consult a physician. Therefore, the 
agency is retaining the term "tends to 
recur." The agency also b elieves 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 word 
"administer" is correct, the word "give" 
is simpler; shorter, and more easily 
understood. Therefore, the waru " 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 monDgraph. 

17. One comment objected to the 
proposed elimination of the term · 
"caution(s)" in the lab eling of OTe drug 
products. The comment claimed that to 
the lay consumer there is a distinct 
difference, between the term , 
"warning(s )" and the term "caution(sJ." 
The comment claimed that a warning . 
predudes use of a product under certain 
conditions', whereas a caution does nol 
preclude use, . but Inay often alert the 
consumer to a potential problem, e .g. ,  
"Caution: If irritation develops 
discontinue use and consult a 
physici an." Thus, the word " warning" is 
harsher than the word "caution:' The ' .  
comment asserted that a "caution" may 
alsD be used to add emphasis. e.g., 
"'Caution: Use only as directed." The 
comment argued thcit it �ould 

. 

undoubtedly dilute the impact of 
essential 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 hot be used at all under 
specified circumstances. The comm.ent 

. 

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

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 § § 359.20 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 signal 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 

. 

aiert consumers to potential safety 
problems. 

H. 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 
expanding 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 ofthe 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.) 

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 sta tements pertaining to 
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 III 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 non monograph to 
monograph status as GTC 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)(iiJ 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(d)(2) (iv) and (vl 
in this final monograph. In addition. the 
agency has revised the definition for 
"TopkaJ antitussjve drug" in § 341.3(k), 
redesignated as § 341.3(c), to include use 
of a stearn vaporizer for camphor and 

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

5. The agency has r�vised and 
combined severai warnings in . 
§ 341.74(c) that were proposed as . 
separate warnings 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 has revised and 
combined these warnings for clarity and 
to eliminate unnecessary repetition of 
warnings in the monograph. This ch�nge 
in format has also resulted in deletion of 
the proposed section entitled "For 
antitussive products 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 heading in § 341.74(c) for 
warnings for antitussives labeled for 
adults to read "For oral and topical 
antitussives labeled for adults or for 
adults and cbiidren 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 Gamplor or menthol 
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 b:t Iflouth or place in nostrils�' 
· that was proposed for products . labeled 

only for adult use,for all products . whether they aJ:e .labeled only .for adults, 
only foJ;' children unde.f I? years of age, 
or for adults and children l,lnder 12 years 

· of age. 
6. In order to assure that parents will 

obtain and use a ,calibrated measuring 
device when codeine products are used 

· in children 2 to under 6. years ofage. the 
agency is expanding that portion of 
§ 341.7:4(d)(1}(ii) cqncerning cWldrenr 
under {) years ·of Ilge to read: " Children 
under 6 years of agel-Consult a doctor, A 
special measuring device should be used 
to give an accurate dose of this product 
to childr.en under 6 years of age, Giving . 
a higher dpse than recommended. by a 
doctor could result in serious .side 
effects for your child." (See comment 10 
above.) .

, 
. 

. 
7. In or.der to clarify thfl ptofessional 

labeliQg for products containing codeine, 
· the agency is revising § 341.90(p}(2). 
· redesignated as § 341.90(c}(Z). to read: 

"Parents should birinstructerl to obtain 
and usc a calibrated measUring device 
for administering the drug to the child, 
to use extreme care in measuring the 
dosage, and DoHo exceed the 
recommended daily dosage",· and is 
adding to § 341:90(p }(1). redesignated as 
§ 341.90(c}{1},.the statement ':the . 
manufacturer mus1 relate. these i:losages 
for its specific product to the use oUhe 
calibrated measuring device discussed 
in paragraph {3l oHhis section;" Also, 
§ 341.90(p )(3). l'edesignated as ' . 

§ 3.41.90(c)(3J. is revised to read " A 
dispensing dl:wi'cc(such as ·a dropper 

. calibrated for age and weight) should be 
dispensed along with the product when 
it is intended for use in childreri 2 to ' 
under 6 years of age to· prevent possible 
overdose due to improper measuring of 
the dose!' tsee commenHO ahove,) · 
Furthermore; the agency is including B . 
statement concerning the Jjazard� .of 
codeine use in·chHdren under ,2 years , of 
age under professional labeling in 
§ ·341.90{�H4}. (Stle comment15 aboye.) 

· ,8. The agency: is deleting the wotd 
'�high'" (in reference to feVer) from<the 
warning filr antitussives proposed in 
§. 341.74{cl{1l{iiland (2)(ii}ofthe 
tentative final monograph. Fever can be 
defined as a body temperature above 
the normal temperature of.9S;6 "F (37 
°C). ln the same or different disease 
states. hOWever. fevers Il)ay va,ry 
signifioantly. Fever may be low grade , 
modentte. high, intermittent. or 
. sustained. The·.particulaf -characteristics 
of a fever depend on the disease state; 
and. in ma,'ly casesAhe,stage of 
development.of ,the ·disease; The word 
"high" has been deleted from the 

warning because the agency ,believes ' 
that it is important for the consumerto 
recognize the presence of fever 
regardless of whether the fever is high 
or low. 

9. In order to clarify the dosage 
directions for dextromethorphan and 
dextromethorphan hydro bromide, the 
agency is adding the following 
s tatement to § 341.74(d)(1}(iii): The 
dosage is equivalent to 
dextromethorphan hydrobromide. The 
antitussive drug products containing 
dextro.methorphan tbat were marketed · 
at the .time of the Panel's review 
contained the hydrobromide salt of this , 
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 co.mpendial 
monograph for dextromethorphan did 
not become official until 1985 (Ref. 1). 

Further, a sustained release drug 
, product approved on October 8, 1982. 

under an NDA (Ref. 2) Gontained as its 
active ingredient dextromethorphan 
poHstirex. The dosage for that product is 
equivalent to the dosage for 
dextromethorphan hydrobroniide. To be 

, . . consistent with the drug products 
revhlwed by the Panel and approved by 
the agency under the NDA. the agency is 
clarifying that the dosages for drug 
products containing dextromethor.phan 
be equivalent to the dosages for 
dextromethorphan hydro bromide. 
References 

.-

{1} "The United States Pharm·acopeia 
XXI-,-The National Formulary xvr,": United 
Sfates Pharmacopeial Conventitm, .lnc., 
Rockville. MD, pp. 298-299. 1985. 

(2) Letter from R. Temple; FDA, to L. . 
Gundersen. Pennwalt Corporation, contained 
in OTC Volume 04TFM. Docket No. 76N-
052T. Dockets Management Bran�h. 

. W. In a separate rule making, 
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) . 
of § 1308.15 with .a reference to 
paragraph (c) of § 1308.15. 

. 11. The agency has redesignated 
§ 341.3(j) as §3U3 (b) and § 341.90('0) as 
§ 341.90(b). 

III. The Agency;s Final Conclusl,;ms on .; 
OTC Antitussive DnIg Products ·. 

. 

Based on the available evidenoe. the ' 
agency is issuing a final monograph 
establishing conditions under which 
OTC antitussive drug products are 
generally recognized as safe and .. . 
effective· and not misbranded . . . .. . 
Specifically, the following ingredients .. , ' .. 
are included in this final rule for OTC 

antitussive use:. chlophedianol 
hydrochloride. codeine ingredients 
(codeine. codeine phosphate, and 
codeine sulfate used only in 
combination in accordance with ' . . 
§ § 329.20 (a). 341.4f1. and la08.15Ccn, 
dextromethorphan, dextromethorphan 
hydrobromide; camphor, and menthoL 
All other ingredients for OTe 
antitussive usein this rulemaking are 
considered no.nmonograph ingredients, 

. i.e., beechwood creosite. benzonatate, 
camphor lozenges, caramiphen 
edisylate, carbetapentane citrate; cod 

. Hver oil, diphenhydramine 
hydrochloride. elm bark. ethylmorphine 
hydrochloride, eucalyptoll eucalyptus 

JIj 

oil, horehounp •. hydrocodone bitartrate, 
menthol lo;c;enges t!ess_ than 5 mg and 
greater than 10 mg), menthol ­
mouthwash, 110scapine, noscapine 
hydrochloride, thymol, and turpfmtine . . 
oiL Any drug product marketed· for use 
as an OTGantitussive drug prodUcUnat 
is not in conformance with the 
monograph (21 CFR Part 341) will be 
considered a new drug within the 
meaning of section ZOl(p) of the Federal 
food. Drug. and Cosmetic Act {Z1 U.S.C. 
.321 (p n and misbranded under section 
502(a) of the act (21 U;S.C. 352(a)) .al1d . 
may not'be marketed for this use unless 
it is the subject of an .approved 
application. 

No comments were received in 
response to the agency's request for · 
specific comment on the economic 
impact of this rule.making (48 FR 48576). 
The agency. has examined the economic 
consequences of this final rule in 
conjunclion with other rules resulting 
from the OTG drug reviewl In a notice 
published in the Federal Register of 
Februaty 8. 1983 {48 FR 5806), the agency 
announced the availability of an 

. 

.assessmenJ of these eoonomic.impacts. 
The assessment determined that the 
combined impacts of all the rules . 
resulting from the orc drug review do 
not constitu.te a major rule according ,to 
the criteria. esta bUshed byExecutive .  

. , ,Order 12291. The agency thffi-dore 
conc�udes thatnot one ofthese r.ules, 
including this final rule for OTC 

. antitussive drug products.is a major 
rule. 

The economiC assessrrienials.o 
conolude!! thatthe overall GTG drug 
review was not likely to have a 

. 

significant economic impact on a .  
substantial number ofsmall entities as 

. defined in the Regulatory FlexibHity Act. 
: Pub�.L 96-354. That assessment 
included a discretionary Regula:tory 
Flexibility Analysis in the even1 that an 
'individilal,rule might,impose an; unusual · 
or disproporHonate impact on stnaH 
entities. liewe.ver, this particular . 
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rulemaking for OTC antitussive <irug 
products is not expected to pose such an 
impact on small businesses. Therefore, 
the agency certifies that this final rule 
will not have a signi'ficaht economic 
impact' on a substantial number .of small 
entities . .  

The agency is. removing portions 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-COW' PREPARATIONS 
(DEXTROMETHORPHAN 
HYDROBROMIDEAND 
CARB.ETAPENT ANE CITRATE)" and 
by removing the entry 

. 

" DEXTROMETHORPHAN 
HYDROBROMIDE PREPARATIONS" in 
§ 369.21 . .  

List of Subjects 

21 CFR Part 310 

New drugs. Prescription exemption. 

21 CFR Part 341 

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

21 CFR Part 369 

OTC drugs. Warning and caution 
statements. 

Therefore, 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 Regula Uons is 
amended as follows: 

PART 310-NEW DRUGS 

1. The authority citation for 21 CFR 
Part 310 is revised to read as follows: 

Authority: Sees. 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 citation for 21 CPR 
Part 341 (established in the Federal 
Register of October 2, 1986; 51 FR 35326) 
is revised to read as follows: 

Authority: Sees. 201(pJ, 502. 505, 701, 52 
Stat. 1041':'1042 as amended, 1050--1053 as 
amend�d. 1055-1056 as amended by 70 Stat. 

919 and 72 Stat. 948 ("21 U.S.C. 321(p). 352, 355. 
371); 5 U.S:C. 553; 21 CFR 5 . .10 and 5;11. 

4. In Subpart A, § 341.3is amended by 
adding paragraphs (bJ and (c), to read as 
follows: 

§ 341.3 Definitions. 
* * * * 

(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 appUed 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): 

(a) Oral antitussives. (1) 
Chlophedianol hydrochloride. 

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

A
and 21 CPR 

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 of 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) Indications. 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) ofthe act againstlhe 
introduction or delivery for introduction 
into interstate commerce of unapproved 
new drugs in violation of section. 505(a) 
of the act. 

(1). ''Temporarily'' (select one of the 
follOWing: "alleviates," "calms," 
"controls," "decreases," "quiets," 
"reduces," "relieves," or "suppresses") 
"cough due to" (select one ofthe" 
following: "minor bronchial irritation" or 
"minor throat and bronchial irritation") 
(select one ofthe 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 wtth") (select one of the · 
following: "A cold," "the common cold," 
or "inhaled irritants"). 

(3) In addition to the required 
information identified in paragraphs (b) 
(I) and (2}ofthis 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." 

(ii) "Temporarily helps you cough 
less." . 

(iii) "Temporarily 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 
chIophedianol hydrochloride, codeine 
ingredients, dextromethorphan, or 
dextromethorphan hydrobromide 
identified in § 341. 14(a) (1), (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 in § 341.14(0) (1), (3), (4) and 
(b) (l) and (2}. (a) "Nonnarcotic cough 
suppressant for the temporary" (select 
one of the following: "alleviation," 
"control." "decrease," "reduction," 
"relief," or "suppression") "of cough." 

(b) (Select one of the fonowing: 
"Alleviates," "Controls," "Decreases," 
"Reduces," "Relieves," or "Suppresses") 
"cough impulses without narcotics." 

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

(1) For oral find topieal antitussives. 
"A persistent cough may be a sign of a 
serious condition. If cough persists for 
more than 1 week, tends to recur, or is . 
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 cough such as occurs with 
smoking, a sthma, emphysema. or if 
cough is accompanied by excessive 
phlegm (mucus) unless directed by a 
doctor." 

(3) For oral and topical antiwssives 
labeled only for children.under 12 years 
of age. "Do not give this product for 
persistent or chronic cough such as 
occurs with asthma or if. cough i s  
accompanied by excessive. phlegm 
(mucus) unless directed by, a doctor." 

(4) Oral antitussives-{i) Far products 
containing codeine ingredients 
identified in § 341.14(0)(2). "May cause 
or aggravate constipation." 

(ii) For products containing codeine 
ingredients identified in § 341.14{a){2} 
when labeled only for adults. "Do 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 Jabeled only/or children under 12 
years of age, "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 § 341.14{a)(2} 
when labeled for use in adults and 
children under 12 years of age. "Adults 
and children who have. a chronic 
pulmonary disease or shortness of 
breath, or children who are taking other 
drugs. should not take this product 
unless directed by a doctor." 

(5) Topical antjtussives-(i} For 
products containing camphor or menthol 
identified in § 34U4{bJ {I} and (2) in a 
suitable ointment vehicle. "For external 
use only. Do not take by mouth or place 
in nostrils." 

(ii) For products containing camphor 
or menthol identified in § 341. 14{b) (lJ 
and {2} for steam inhalation use. "For 
steam inhalation only. Do not take by 
mouth.-" 

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

(1) Oral antitussives-{i) For products 
containing chlophedianol hydrochloride 
idenllfied 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 containing codeine 
ingredients identified in § 341.14{a}(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 dextromethorphOll 
hydrobromide identified in § 341.14{a) 
(3) and (4). The dosage is equivalent to 
dextromethorphan hydrobromide. 
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 24 hours, or as 
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 
exce ed 30 milligrams in 24 hours, or as 
directed by a doctor. Children under 2 
years of age: consult a doctor. 

(2) ·Topical antitussives-(i) For 
products containing camphor identified 
in § 341.14{b){1) in a suitable ointment 
vehicie. The product contains 4.7 to 5.3 

percent camphor. Adults and children 2 
to under 12 years of age: Rub on the 
throat and chest as a thick la-yer. 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. I4{b}{2} in a suitable 
ointment vehicle. The product contains 
2.6 to 2.8 percent menthol. Adults and 
chiidren 2 to under 12 years of age: Rub 
on the throat and chest as a thick layer. 
The area of application may be cov.ered 
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 contaLrling menthol 
identified in § 341. 14{b}{2} in a lozenge 
or compressed tabJet. 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 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 water in a hot 

, steam vaporizer, bowl, or wash basin; or 
add 1 % teaspoonsful of solution, for 
each pint of water, to an open cvntainer 
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. 

(v 1 For products -containjng 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. 
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(el 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 (cl, to 
read as follows: 

§ 341.90 Professiooal labeling. 
* * * 

(b) For products containing 
chlophedianol hydrochloride identified 
in 341.14(0)(1). Children 2 to under 6 
years of age: oral dosage is 12.5 
milligrams every 6 to 8 hours, notto 
exceed 50 milligrams in 24 hours. 

(c) For products containing codeine 
ingredients identified in § 341.14(0)(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 use of the 
calibrated measuring device discussed 
in paragraph (c)(3) of this section. If age 
is used to determine 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 respiratory 
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: 

i\uthority: Sees. 502, 503, 506, 507, 701, q2 
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, 371J: 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 
CARBET APENT ANE CITRATE) and by 
removing the entry 
" DEXTROMETHORPHAN 
HYDROBROMIDE PREPARATIONS." 

Dated: May 2, 1987. 

Frank Eo Young, 

Commissioner of Food and Drugs. 
[FR Doc. 87-18144 Filed 8-11-87; 8:45 am) 
BILUNG coDE 4160-01-M 
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