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section 201(p) of the Act for which air’
approved new drug application under
.section' 505 of the act-and Part 314 of this
chapter is required for marketing.

{c) A conipleted and signed “Notice of
Claimed Investigational Exemption for a
New Drug” (Form FD-1571), as set forth
in § 312:1 of this chapter, is required to
cover clinical investigations designed to
obtain evidence that any preparation
containing camphor which purports to
be or is represented as camphorated oil
or camphor liniment or any preparation -
containing camphor in excess of 11
percent for any use is safe and-effective
for the purpaose intended.

{d) Any such drug product in
interstate commerce after the effective
date of the final regulation that is not in
- compliance with this section is sub]ect

-, to reguldtory action.

Interested persons are invited to
submit their comments in writing
(preferably in four copies and identified
with the Hearing Clerk docket number
found in brackets in the heading of this
document) regarding this proposal on br
before November 25, 1980. Comments
should be addressed to the Hearing
Clerk, Food and Drug Administration,
Rm. 4-82, 5600 Fishers Lane, Rockville, -
MD 20857, and may be accompanied by
& supporting memorandum or brief.

'Comments may be seen in the above

office between 8 a.m. and 4 p.m.,
Monday through Friday.

In accordance with Executive Order
12044, the economic effects of this
proposal have been carefully analyzed.
and it has been determined that the
proposed rulemakmg does not involve

' majQr economic consequences as

~~defined by thatdrdér. A-copy bf the =

‘regulatory analysis: m&_ﬁﬁssmem..ww»w ”

supporting-this-determiratioris;orefile.> -
' * with'the'Hegring Cler k/Food and Drug -

Administration

Dated: September 15, 1980.

Jere E. Goyan,

Commissioner of Food and Drugs

{FR Doc. 8029964 Filed §-25-80; 8:45 am]

BILLING CODE 4110-03-%

21 CFR Part 341
{Décka't No. 76-MN-52]

Cold,  Cough _ Ailergy, anr‘,godnator, .

" and- Antiasthmatic Drug Products for -~ -

Over-the-Counter Human Use;
Reopening of the Administrative
Fecord

agencY: Food and Drug Administration.
ACTION: Reopening of admxmstratwe
record - —

susMARY: This notice advises that the
Podd and Drug Administration (FDA) is

~!

reopening the administrative record for
over-the-Counter (OTC) cold, cough,
allergy, bronchodilator, and
antiasthmatic drug products to allow for
consideration of recommendations on
camphor-containing drug products that
have been received from the Advisory
‘Review Panel on OTC Miscellaneous -
External Drug Products.

pATES: Comments by November 25,

1980; and reply%omments by December
26, 1980.

ADDRESS: Written comments to the
Hearing Clerk {(HFA~305), Food and
Drug Administration, Rm. 4-62, 5800 -
Fishers Lane, Rockville, MD 20857.

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Bureau of Drugs
{HFD-510), Food and Drug .
 Admiinistration; 5600 Fishers Lane; -
Rockville; MD 20857, 301-443--4960.
SUPPLEMENTARY INFORMATION: The
Food and Drug Administration (FDA]
published the report and proposed
monograph of the Advisory Review
Panel on OTC Cold, Cough, Allergy,
Bronchodilator, and Antiasthmatic Drug
Products (CCABA Panel) on OTC cold,
cough, allergy, bronchodilator, and -
antiasthmatic drug products for human
use on September 9, 1978 (41 FR 38312},
Interested persons could have filed
written comments regarding this
proposal by December 8; 1976, and
comments replying to comments by
January,7, 1977. After the closing of the
comment period followmg publication of
the panel report, iew data and

- information may be submitted for

inclusion into the administrative record -
anly through & petition to reopen the
- admintstrative record.. <~
Jnamnxm&publxsngd_mihe‘Eederdww
Register-of- March-21, 1980(45 ER.18400). . -
“*the-agency advised thal'if had reopened

s

" the administrative record for OTC cold,

cough, allergy, bronchodilator, and
antiasthmatiic drug products to allow for
consideration of data and information
that had been filed with the Héaring
Clerk's Office after the date the
adminigtrative record officially closed.
The agency concluded that any new
data and information filed prior to
March 21, 1980 should be available to
the agency in developmg a tentative
final order. -

-The GCABA Panel concluded That“ -
camphor is safe but thé available’ dats "
were insufficient to determine whether it
ig effective when labeled for use as an
OTC expectorant, antitussive, and nasal
decongestant. The Panel placed
camphor in Category III (avanlable data
are ingsufficient to classify the ingredient
as Category I or Category II} for
different uses at different
concentrations: expectorant (topical-5

e g

percent ointment, steam inhalation-7
percent solution, lozenge-0.02 to 15
milligrams {mg)); antitussive {topical-5

.percent ointment, steam inhalation-7

percent solution, lozenge-0.02 to 15 mgl;

_ and nasal decongestant {topical-5.

percent ointment, steam inhalation-7. .~
percent solution’lozenge-0.02 to 15-mg).
Following the publicationi of this panel's
recommendation on camphor, the
Advxsory Review Panel on'OTC

: .Mlscellaneous External Drug Products
(Miscellaneous External Panel] also

reviewed camphér. The Miscellaneous
External Panel, however, concluded that
OTC products containing greater than
2.5 percent camphor have a low benefit-
to-risk ratio and recommended that
camphor be limited in OTC drug -

. products for external use to less than 25 .

percent. The Miscellaneous External ~

Panel also recommended that the

quantity of camphor in a paekage be

limited to a total of 380 mg per package,’

preferably in a child-proof container.
Because of the conflicting

" recommendations on camphor-

containing drug products, FDA has
concluded that resolution of thig issue-
would be in the public's best interest.
Therefore, the agency has concluded
that the Miscellaneous External Panel's’
recommendations should be available to
the agency in developing a tentative ‘
final order on cold, cough, allergy.—
bronchodilator, and antiasthmatic drug
products By this notice, FDA announces
that it is treating the data and
information on.camphor received from
the Miscellaneous External Panel as a
petition to reopen the admxmstratwe

- ‘record on cold, cough, allergy. .

bronchodﬁatorr&:imbas mahcﬂfug“'* -
BAGETERFD Fantng-ihe-petifton-by——
allowmg thes data arrd informatiomi=te 5.

- contained therein to be included in the

administrative record for OTC cold,

. cough, allergyi-bronchodilator, and

antiasthmatic drug products. This notice
serves to inform interested perséns of
these recommendations, which appeéar
below. This reopening of the

- adminisgtrative record relates only to the

ingredient camphor in OTC drug
products, Comments relating to portions

“of the Cold, Cough, Allergy,

Bronchodilator, and Antiasthmatic )
Proposed Monograph (41 FR 38312) other

So_than oz’;’a‘ﬂmphor Wwillnot-bevaceepted at. -~ -

this time.

Statement of the Advisory Review Panel
on OTC Miscellaneous External Drug’
Producis Concerning. OTC Drug
Producis Containing Camphor

The Advisory Review Panel on OTC
Miscellaneous External Drug Products
has reviewed the product camphorated

oil as well as numerous ather camphor-
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containing drug'products submitted 1o it.

On March 7, 1980, the Panel submitted

its recommendation on Camphorated Oil
and Camphor-Containing Drug Products
for Over-the-Counter Human Use which
requested that FDA remove cl
camphorated oil from the market
because it i3 unsafe due to the potential
for poisonings resulting from accidental

ingestion. o

The Panel ynderstands that the
agency is taking the necessary steps to
implement its recornmendation on
camporated oiland that this product
will soon be eliminated from thé OTC
marketplace.

Camphor-Containing Products

In reviewing the many camphor-
containing drug products submitted for
external use, the Panel found little

* scientific evidence for the therapeutic

use of camphor. The Panel is aware that
some manufacturers have recently
undertaken studies to show that

" camphor may have a counterirritant and

antipruritic effect, but these studies are
preliminary, and aditional workis™ "
needed to determine what, if any,
therapeutic benefil can be responsibly
attributed to camphor.

Accordingly, because camphor
appears to have liltle, if any, therapeutic
benefit, the Panel has reviewed the
safety of camphor and has come to some
conclusions in evaluating the camphor
benefit-to-risk ratio. B

The Panel's evaluation of camphor as
an ingredient in OTC drug products for
external use has led to the conclusion
that camphor should be classified as
Category II for safety in concentrations
of 2.5 percent or greater for any
therapeutic use, including antimicrobial,
antiseptic, analgesic, anesthetic,
antipruritic,counterirritant, rubefacient,
or “healing” action. The Panel .
concluded that products containing less
than 2.5 percent camphor may be placed

package contains less than a total ef 360
milligrams (mg) camphor. :
Numerous casgs of accidental
ingestion of products containing
camphor have been reported. The Pane!
reported many of these cases in its
recommendations on Camphorated Oil
and Camphor-Containing Drug Products
for Over-the-Counter Human Use (Ref.
1). In addition, the Panel would like to
point put the following cases: A Z-year-

" pld girl ingest&d appraximately one to

two teaspoonfuls of & liguid™ . . _
combination of 10.8 percent camph\m‘\
and 4.7 percent phenol. She showed
symptoms of anxiety, and her breath
had a camphor odor. She recovered (Rel.
2). A 2-year-old Loy swallowed

ly Y% ounce of camphor

“poisofiingl

in.Category I for safety, provided the -

spirit containing 10 percent camphor,
showed symptoms of burning in the
mouth and throat and difficulty in
breathing. He recovered dfter
hospitalization (Ref. 3). A 77-year-old
man swallowed 2 ounces of o
camphorated oil, had several grand mal
seizures and recovered after |
hemodialysis treatment {Rgl. 4). A 37-

- year-old man ingested approximately 3

ounces of camphorated oil, exhibited
symptoms of vomiting-and grand mal
seizures, was treated by resin
hemoperfusion and lipid hemodialysis, |
and released the following day {Ref. 5}.

The Panel's conclusion that camphor-
containing drug products are unsafe is
supported by recognized experts in the
area of camphor poisoning. These
experts include the following:

1. Carol Angle, M.D. (Ref. 8), past
president of the National Clearinghouse
for Poison Control Centers, who

_ recommended that any OTC medicine

containing camphor be limited to a
maximum concentration of less than 2.5
percent to reduce the risk of accidental

A

v

Camphor poisoning continues to be a
national problem. Statistics compiled by
the National Clearinghouse for Poison - .
Control Centers {Rel. 9) for the years
1971 through 1978 shéw a total of 4,956
incidents involving camphor-related
products. Of these, 4,541 were cases of
accidental ingestion with 1,185 toxic
reactions and 552 hospitalizations.
Additionally, 3,878 of the 4,956 incidents
occurred in children under 5 years of

"age; but; age was unspecified in 412 of
. the'4,956 incidents. Nor is there any

indication of abatement of the camphor-

"accidental ingestion problem. On the
" contrary, there has beén an increase in

the number of incidents with camphor-
related products in recent years, e.g., 805
in 1977 and 855 in 1978.

Comphor Spirit ' .

Statistics compiled by the National
Clearinghouse for Poison Control '
Centers record 21] incidents from 1971
through 1978 with camphor spirit, 180 of
which were accidentalingestions with
160 occurring in children less than 5

2. Harry Morton, Sc. D. {Ref. 7), a
member of this Panel, who states that if
a toxic dose of camphor is 30 mg/kg, a
normal 2-year-old weighing 12 kg could
suffer a toxic reaction with 380 mg '
camphor. The estimated minimum lethal
do'se of camphor in humans is 2 g for a
150 Ib. man (30 mg/kg) when ingested
ora*ly [Ref. 1),

3.’The American Academy of .
Pediatrics Committee on Drugs (Ref. 8)
which concluded that: e

a. Camphor has potent, and serious
toxicologic actions, the ingestion of
relatively small amounts having proven
fatal. ‘

b. Although accidental oral ingestion
is the most common route of ‘
intoxication, significant quantities can
be absorbed percutaneously and via
inhalation. .
*_c. Transplacental transfer may be

a product which consists of a 8 to 11

. percent solution of caraphor in alcohol

{w/v]. This product'is currently official
in the United States Pharmacopeia and
National Formulary (Ref. 10). Camphor’
spirit was discussed specifically, -
although it was not submitted to any
OTC drug review panel for evaluation,
because this Panel believes that when
camphorated oil disappears from the
market, camphor gpirit may become a
substitute for it. This Panel also believes
that camphor spirit should be placed in
Category Il for safety because the -~
dangers from its accidental ingestion far
outweigh its doubtful usefulness:

Summary

. Based on the Panel's conclusion that
camphor in concentrations of 2.5 percent
and above has a low benefit-to-risk
ratic, the Panel recommends that

toxic to,the fetus, )
In its recommendations on

. Camphorated Oil and Camphor- -

Containing Drug Products for OTC,
Human Use (Ref.1) this Pane! pointed
out that camphor is readily absorbed
through mucous membranes,
subcutaneous tissue, and the
gastrointestinal tract. In small doses,
camphor combines with glucuronic acid
and is excreted via the kidneys. This
mechanism accounts for its unusually
high toxicity in fetuses and in newborn
infants because neigher hus developed
the process of glucuronidation and,
therefore, cannol detoxify camphor. The
Panel also described a progressive
symptomatology of severe camphor .
intoxication. o

yearsof age (Ref-11)- Camphor spiritig-—-

camphor be limited in OTC drug
products for external use to less than 2.5
percent and that the quantity of
camphor-in a package be limited to a
total of 360 mg per package which
preferably will be closed with a child
resistant lid.
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The OTC Volumes cited above are on +

!

.public-display in the Hearing Clerk's -
Office {(HFA-305), Food and Drug
Administration (address above).

Interested persons are invited to
submit their comments in writing
(preferably in four copies and identified
with the Hearing Clerk docket number

_found in brackets in the heading of the
document) regarding this notice on or-
before November 25, 1880. Comments
should be addregsed to the Hearing
Clerk (HFA-305), Food and Drug
Administration, Rm. 4-82, 5600 Fishers
Lane, Rockyille, MD 20857, and may be
accompanied by a supporting
memorandum or brief. Comments
replying to comments may also be
submitted on or before December 26,
1980, Comments may be seen in the
above office between 9 a.m. and 4 p.m;,
- Monday through Fnday

. - Dated: September 2, _1980
‘Williant F. Rnndolph, ) ‘
“'Actmg Associate Commi, zs:oner for
Regulatary A ffa;m
[FR Doc. 80-28065 Fllod 8-25-90; 1:45 am)
SILLING CODE 4110-03-3

.i,«, .+ recommendationsdncamphor, the--
. Advigorg.RewiewDBanslon OTC
l‘o{isc:f:m%us Extefnal Drug Product® 5514 revidiving the meny. camphor- =~

21 CFR Part 346 ~.
[Docket No. 80N~-0050]

Anorectal Dmg Products for Over-the-

Couriter Human Use; Reopening of the

Administrative Record .

_AGENCY: Food and Drug Admmzstratxon
Tl 'L’_’::f'%" . < 2

=~ KCTIONS Reopening of eﬂmxn15trat1ve '

record.

T S e s

sumMmARY: This notice advisés that the

Food and Drug Administration (FDA) {s |

reopening the administrative record for -

over-the-counter (OTC) anorectal dmg! :

products to allow for consideration of z
recommendations on camphor- .
contalning drug products that have been

\3

received from the Advisory Review
Panel on OTC Miscellaneous Extemai'
Drug Products.

DaTES: Comments by November 25, 1980
and reply comments by December 28,
1980.

ADDRESS: Written comments to the
Hearing Clerk (HFA-305)}, Food and
Drug Administration, Rm. 4-82, 5800
Fishers Lane, Rogkville. MDD 20857.
FOR FURTHER IN'URMATION—COMT&CT'

William E. Gilbertson, Bureau of Drugs
ITNLETM Fand and Mvae

LVAL LU AU & WAL RRRANE SR U

Administration, 5600 Fxshers Lane,
Rockville, MD 20857, 301-443-496C.
BUPPLEMENTARY INFORMATION: The
Food and Drug Administration (FDA)
published the report and proposed
monograph of the Advisory Review
‘Panel on OTC Hemorrhoidal Drug
Products on OTC ancrectal drug

= immmeducte-for himan 1gs oh Mav 27, 1880 .

PAUBULLG 4V AURITER UOU Vil avaidy

{45 FR 35578). Interested persons could
have filed written comments regarding
this proposal by August 25, 1980, and .
comments replying to comments by
-September 24, 1880. After the closing of
the comment period following
publication of the panel report, new
data and information may be submiited
for inclusion into the administrative
record only through a petition to reopen_
the administrative record.

The Hemorrhoidal Panel concluded
that camphor is not generally recognized
as safe and effective for use as an OTC
external and intrarectal counterirritant.
Concentrations o£1.8 to 7.0 percent
camphor were reviewed by the
Hemorrhoidal Panel. Following the
publication of this panel's

§ oaTRNS -

" "(Miscellanecus External Panel) also-
reviewed camphor. The Miscellaneocus
External Panel concluded that OTC
products containing greater than 2.5
percent camphor have a low benefit-to-
risk ratip and recommended that .
camphor be limited in OTC drug
products for external use to less than 2.5
percent. The Miscellaneous External
Panel also recommended that the
quantity of camphor in a package be
limited to a total of 380 mg per package,
preferably in. & child-proof container.
Avonuse camphor is currently

~hrm=marketed irOTC anorectal drug

‘products, FDA has concluded that
resolution of this issue would be in the
public’s best interest. Therefore, the
agency has concluded that the

" Miscellaneous External Panel's
recommendations ghould be available to
the agency in develdping a tentative
final order on anorectal drug producta
By this notice. FDA announces that it is

treating the data and information on
camphor received from the
Miscellaneous External Panel as a
petition to reopen the administrative-
record on anorectal drug products. FDA .
is granting the petition by allowing the ..
data and information contained therein
to be included in the administrative
record for OTC anorectal drug products.
This notice serves to inform interested
persons of these recommendations,
which appear below. This reopening of
the administrative record relates only.to
the ingredient camphor in QTC drug
products. Comments relating to portions

« of the Anorectal Proposed Monograph .
{45 FR 35576) other than on camphor wxll
not be accepted at this time.

Statemaent of the Advisory Review Panel
on ©TC -Miscellaneous External Drug
Products Concerning OTC Drug

. Products Coptaining Camphor. ..

The Advisory Review Partl on OTC
Miscellaneous External Drug Products . .
bas reviewed the product camphorated
oil as well as numerous other camphor-
containing drug products submitted to it.
On-March 7, 1880, the Panel submitted
its recommendation on Camphorated Oil
and Camphor-Containing Drug Products
for Over-the-Counter Human Use which
requested that FDA remove
camphoz‘ated oil from the market
because it is unsafe due to the potential
for poisonings resulting from accidental
ingestion. The Panel understands that
the agency is taking the necessary steps
to implement its recommendagon on
camphorated oil and that this product
. will soon be eliminated from the OTC. .
marketpiace s,

ST L w7 PTG

Camphm;,‘_ ,ngtwmng,gzrbs@:&hw mem
containing drug products submitted for
#xternal use, the Pane! found liftle |
scientific.evidence for the therapeutic '
_use of camphor. The Panel is aware that
some manufacturers have recently
underiaken studies to show that

camphor may have a counterirritant and
antipruritic effect, but these studies are ——
preliminary, and additional work is
needed to determine what, if any,
therapeutic benefit can be reqponmbly
attributed to camphor.

Accordingly, because camphor
appears.to have little, if any, therapeutic -
benefit, the Panel has reviewed the
safety of camphor and hag come to some
conclusions in evaluating the camphor
benefit-to-risk ratio.

The Panel's evaluation of camphor as
an ingredient in OTC drug products for
external use has led to the conclusion
that camphor shoild be classified as
Category Il for safety in concentrations
- of 2.5 percent or greater for any



