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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

'21 CFR Parts 356 and 269
{Docket Mo. 81N-0033]
RIN 0505-AA06

- QOral Health Care Drug Products for
Over-the-Counter Human Use;
Amendment to Tentative Final :
Monograph to Include OTC Relief of
Oral Discomfort Drug Products

AGENCY: Food and Drug Administration,
HHS. '

ACTION: Notice of proposed rulemaking.

sumMARY: The Food and Drug
Administration (FDA) is issuing a notice
of proposed rulemaking amending the
tentative final monograph {proposad
rule) for over-the-counter (OTC) oral
health care drug products by adding the
conditions for which OTC relief of oral
discomfort drug products are generally
recognized as safe and effective and not
misbranded. FDA is issuing this notice
of proposed rulemaking after
considering the report and
recommendations of the Advisory
Review Panel on OTC Dentifrice and
Dental Care Drug Products and public
comments on the advance notice of
propesed rulemaking (published in the
Federal Register of May 25, 1982; 47 FR
22712) to establish 21 CFR part 354 and
after considering the tentative final
meonograph-on. ©FC-oral health care
drug products (published in the Federal
Register of January 27, 1988; 53 FR 2438).
This proposal incorporates the
rulemaking for OTC relief of oral
discomfort drug products into the
rulemaking for GTCroral health care
drug products and is part of the ongoing
review of OTC drug products conducted
by FDA.
DATES: Written-comments, objections, or
requests for oral hearing on the
proposed regulation before the
Commissioner of Foed and Drugs by
January 22, 1892. Written comments,
objections, or requests for oral hearing
on the combination of potassium nitrate
and an anticaries active ingredient,
identified in proposad § 356.26(h), by
November 25, 1891. Because of the
length and complexity of this proposed
regulation, the agency is allowing a
period of 120 days for comments and
objections instead of the normal 60
days. The agency is requesting
comments and cbjections regarding
roposed § 356.26(h) within a 60-day
period so that the marketing status of a
combination drug product containing

potassium nitrate and an anticaries
active ingrediexit-can be determined in
-an expeditions:manner. New data by -
September 24, 1992. Comments on:the
new data by November 24, 1992, Written
comments on the agency’s economic
impact determination by January 22,

- 1992,

ADDRESSES: Written comments,
objections, new data, or requests for
coral hearing to the Dockets Management
Branch {HFA-305), Food and Drug
Administration, rm. 1-23, 12420
Parklawn Dr., Rockville, MD) 20857,

FOR FURTHER INFORMATION CONTACT:

- William E. Gilbertson, Center for Drug

Evaluation and Research (HFD~216),
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857, 301-
295-8000.

SUPPLEMENTARY INFORMATION: In the
Federal Register of May 25,7982 (47 FR
22760), FDA published, under

§ 330.10(a)(6) (21 CFR 330.10(a)(6)), an
advance notice of proposed rilemaking
to establish a monograph for OTC oral
health care drug products, together with
the recommendations of the Advisory
Review Panel on OTC Oral Cavity Drug
Products {Oral Cavity Panel}, which was
the advisory review panel responsible
for evaluating data on the active

" ingredierits in‘the drug class. Interested

persons were invited to submit
comments by August 23, 1982. Reply
comments in response to comments filed

/in‘the initial comment period couldbe -

submitted by September 22, 1982.

In the Federal Register of July 30, 1982
(47:FR'32953), in'Tesponse to a request
for an extension of time, the commerit
period:-and reply comment period for

OTC:oralhealth care drug products

were extended to November 22, 1982
and to December 22, 1982, respectively.
In the Federal Register of December 28,
1982 (47 FR 57739}, the reply comment
period was extended to January 21, 1983,
The first part of the agency’s proposed

regulation, in the form of a tentative

final monogragph for OTC oral health

rcare (anesthetic/analgesic, astringent,
-debriding-agent/eral wound cleanser,

and demulcent) drug products was
published in the Federal Register of
January 27, 1988 {53 FR 2436).

In the Federal Register of May 25, 1982
{47 FR 22712), 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 relief

of oral discomfort drug products,
together with the recommendations-of
the Advisory Review Panel on OTC
Dentifrice and Dental Care Drug
Preducts (Dental Panel), which was the
advisory review panel responsible.for
evaluating data on the active ingredients

in‘'this drug class. Interested persons
‘were invited to submit comments by
August 23, 1982, Reply comments in
respense to comments filed in the initial
comment period could be submitted by

~September 22, 1982,

In the Federal Register of July 30, 1982
{47 FR 32952), in response tc a request
Hor an extension of time, the comment
‘period -and reply comment period for
‘OTCrelief of oral discomfort drug
‘products were extended to October 22,
1982:and te November 22, 1982,
respectively.

In:accordance with § 330.10(a){10}, the
:data and information considered by the
‘Pental Panel were placed on public
display in:the Dockets Management
Branch {address above}, after deletion of

sa.small amount of {rade secret

dnformation.

Inresponse to the advance notice of
proposed rulemaking on OTC relief of
:oral discomfort drug products, one drug
manufacturers’ association, ene
:professional association, one consumer
group, nine drug manufacturers, and two-
-health care professionals submitted
‘comments. Copies of the comments
received are on public display in the
Dockets Management Branch (address
abeve) under Docket No. 80N-0228 and
will be incorporated into Docket No. .
81N-0033.

The Dental Panel was charged to
review and evaluate dental and dental
:gare-drug;products including agents for ~._
‘ordl - mucosal injury and agents for the
relief of oral discomfort. Oral mucosal
injury drug products are OTC
preparations intended to relieve oral
soft:fissue injury by cleansing or
promoting the healing of minor oral
wounds or irritations (48 FR 33984).
Agents for the relief of oral discomfort
are. ©TC preparations to treat minor
trauma or irritations of a transient
nature to the gums or teeth (47 FR 22712
at 22717). The Oral Cavity Panel was
‘charged tc evaluate ingredients in OTC
preparations intended for use for the
temporary relief of symptoms due to
‘minor irritations, inflammations, and
‘other lesions of the mucous membranes
of the.oral cavity (47 FR 22760 at 22785).
‘Because of the overlap between the
rulemaking on OTC oral mucosal injury
-drug products and the rulemaking on
OTC oral health care drug products, the
agency incorporated that part of the oral
mucosal injury rulemaking that includes
oral wound cleansers into the tentative
final monograph for OTC oral health
‘care drug.products published in the
‘Federal Register of January 27, 1988 (53
‘FR.2438). Likewise, because the
ingredients-reviewed as relief of oral
discomfort agents and the ingredients
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reviewed as oral health care drug
products are indicated for similar
therapeutic purposes in the same area
{i.e., the oral cavity), in this document,
the agency is proposing to combine the
two rulemakings into the rulemaking on
OTC oral health care drug producis (21
CFR part 356). Accordingly, the advance
notice of proposed rulemakmg to
establish 21 CFR part 354 is being
merged into the rulemaking to establish
21 CFR part 356. The intent of the
combined rulemaking is to identify those
ingredients that are generally recognized
as safe and effective in temporarily
relieving the symptoms asscciated with
minor oral wounds or other irritations of
the mouth, gums, or teeth. Combining
these twe rulemakings into one will
result in more consigtent labeling on
these OTC drug products intended for
topical use in the oral cavity and in less
confusion for the manufacturers of these
drug products and for the consumer.

FDA is issuing the tentative final
monograph for QTC oral health care
drug products in several segments. This
document amends the first segment that
addressed OTC oral kealth care
anesthetic/analgesic, astringent,
debriding agent/oral wound cleaner,
and demulsent drug products (published
in the Federal Register of January 27,
1988; 53 FR 2436). A subseguent segment
of the tentative final monograph on OTC
oral health care drug products will
contain the agency's responses to
comments regarding oral health care
antimicrobial drug products and
comments on the drug or cosmetic status
of certain oral health care ingredients
and claims. This segment will be
published in a future issue of the Federal
Register. Another segment will address
comments received in response to the
advance notice of proposed mlemakmg
that results from the agency’s call-for-
data for antiplaque ingredients
published in the Federal Register of
September 18, 1990 {55 FR 38560).

The advance notice of proposed
rulemaking, which was published in the
Federal Register on May 25, 1982 {47 FR
22712), was designated as a “propoesed
monograph” in order to conform to
terminology used in the OTC drug
review regulations {21 CFR 330.10).
Similarly, the present document is
designated as a “tentative final
monograph.” In this tentative final
monograph (proposed rule) to amend
part 356 (proposed in the Federal
Register of January 27, 1988; 53 FR 2438},

_FDA states for the first time its position
on the establishment of a monograph
that includes OTC relief of oral
discomfort drug products. Final agency
ction on this matter will occur with the

publication at a future date of a final
monograph, which will be a final rule
establishing a monograph for OTC oral
health care drug products and will
include relief of oral discomfort drug
products.

This proposal constitutes FDA's
tentative adoption of the Dental Panel's
conclusions and recommendations on
OTC relief of oral discomfort drug
products, as modified on the basis of the
comments received and the agency’s -
independent evaluation of that report.
Modifications have been made for
clarity and regulatory accuracy and to
reflect new information. Such new
information has been placed on file in
the Dockets Management Branch
(address above) either under Docket No.
80N-0228 or 81N-0033. All information
on file under Docket No. 80N-0228 is
being incorporated into Docket No 81N~
0033. These modifications are reflected
in the following summary of the
comments and FDA’s responses to them.

The OTC drug procedural regulations
{21 CFR 330.10} now provide that any
testing necessary to resclve the safety or
effectiveness issues that formerly
resulted in a Category I classification,
and submission to FDA of the results of
that testing or any other data, must be
done during the OTC drug rulemaking
process before the establishment of a
final menograph. Accordingly, FDA will
no longer use the terms “Category I'
{generally recognized as safe and
effective and not misbranded},
“Category II” (not generally recognized
as safe and effective or misbranded},
and “Category III” (available data are
insufficient to classify as safe and
effective, and further testing is required)
at the final monograph stage, but will
use instead the terms “monograph
conditions” (old Category I} and
“nonmonograph conditions” {old
Categories Il and III}. This document
retains the concepts of Categories L, I,
and I at the tentative final monograph
stage.

The agency advises that the
conditions under which the drug
products that are subject to this
monograph would be generally
recognized as safe and effective and not
misbranded {monograph conditions} will

_be effective 12 months after the date of
publication of the final monograph in the
Federal Register. On or after that date,
no OTC drug product that is subject to
the monograph and that contains a
nonmonoegraph 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 veluntarily with
the monograph at the earliest possible
date.

In the advance notice of proposed
rulemaking for OTC relief of oral
discomfort drug products {47 FR 22712},
the agency suggested that the conditions
included in the monograph {Category I}
be effective 6 months after the-date of
publication of the final monograph in the
Federal Register and that the conditions
excluded from the meonograph {Category
11) be eliminated from OTC drug
products effective 6 months after the
date of publication of the final
monograph, regardless of whether
further testing was undertaken to justify
their future use. Experience has shown
that relabeling of products cevered by
the monograph is necessary in order for
manufacturers to comply with the
monograph. New labels containing the
monograph labeling have to be written,
ordered, received, and incorporated into
the manufacturing process. The agency
has determined that it is 1mpractxcal to
expect new labeling to be in effect 6
months after the date of publication of
the final monograph. Experience has
shown also that if the deadline for

- relabeling is too short, the agency is

burdened with extension requests and
related paperwork.

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

The agency wishes to establish a -

~ reasonable period of time for relabeling

and reformulation in order to avoid an
unnecessary disruption of the
marketplace that could not only result in
economic loss, but also interfere with
consumers' access to these drug

- products. Therefore, the agency is

proposing that the final monograph be
effective 12 months after the date of its
publication in the Federal Register. The
agency believes that within 12 months
after the date of publication most
manufacturers can order new labeling
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and reformulate their products and have
them in compliance in the marketplace.

If the agency determiines that any
labeling for 4 condition included in the

-final monograph should be implemerited
sooner than the 12-month effective date,
a shorter deadline may be established.
Similarly, if a safety preblem is
identified for a particular nonmonograph
condition, a shorter deadline may be set
for removal of that condition from OTC
drug products.

All “OTC Volumes” cited throughout
this document refer to the submissions
made by interested persons pursuant to
the call-for-data notice publisked in the
Federal Register of January 30, 1973 (38
FR 2781) or to additional information
that has come to the agency's attention
since publication of the advance notice
of proposed rulemaking for OTC relief of
oral discomfort drug products. The
volumes are on public display in the
Dockets Management Branch (address
above).’ ’

L The Agency’s Tentative Conclusions
on the Commentis

A. General Comments on Relief of Oral
Discomfort Drug Products

1. One comment contended that OTC
drug monographs are interpretive, as
opposed to substantive, regulations. The
comment referred to statements on this
issue submitted earlier to other OTC
drug 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 at 9471 to 9472) and
in paragraph 3 of the preamble to the
tentative final monograph for OTC
antacid drug products, published in the
Federal Register of November 12, 1973
{38 FR 31260). FDA reaffirms the
conclusions stated in those documents.
Court decisions have confirmed the
agency’s authority to issue substantive

. regulations by rulemaking. (See, e.g.,
National Nutritional Foods Association
v. Weinberger, 512 F.2d 688, 696-698 {2d
Cir. 1975) and National Association of-
Pharmaceutical Manufacturers v. FDA,

-487 F. Supp. 412 {8.D.N.Y. 1980), aff'd,
637 F.2d 887 {2d Cir. 1981).)

2. Ope comment was vitally ‘
concerned about certain aspects of the
Dental Panel's report and recommended
monograph because, if fhese
recommendations are adopted as
substantive rulemaking, the firm’s
ability to stay in business would be
drastically affected. Although agreeing
that OTC drugs should be generally
recognized as safe and effective and not
mishranded, the comment was

concerned that the direction taken by
that Panel and the agercy would
eliminate competitive differences
between OTC drug products available in
the marketplace. The comment argued
that these differences, which appear
small and inconsequential by scientific
standards, are of vital importance to the
consumer and also help maintain our
economic system. The comment further
argued that any system of review that
forces all marketed products to be equal
in composition and claims is to the
advantage of firms that can afford to do
the most advertising.

The comment named four of its OTC
drug products that would be affected by
the Dental Panel’s recommendations
and stated that these four products
represent about two-thirds of the
company’s total sales. The comment
stated that, if required, these four drug
products could be reformulated and
relabeled, but at an increased cost to the
company as well as to the consumer.
The comment added that it would be
prepared to document these costs at the

appropriate time. The comment claimed

that, unlike larger companies, its firm is
not equipped to do product testing and
that it is not easy to get dental people or
dental schools to perform tests at a
reasonable price on products such as
those manufactured by the company.

In a notice published in the Federal
Register of February 8, 1983 (48 FR 5806);
the-agency announced the availability of
an assessment of the combined
economic impacts of the entire OTC
drug review. Based on this assessment,
the agency has determined that no OTC
drug review rule, including this
proposed rule on drug products for the
relief of oral discomfort, is a major rule
as defined by Executive Order 12201.
Nor is any one OTC drug review rule
likely to have a significant economic
impact on a substantial number of small
entities, as defined in the Regulatory
Flexibility Act. The economic
assessment also concluded that the
overall OTC drug review was not likely
to have a significant economic impact
on a substantial number of small entities
as defined in the Regulatory Flexibility
Act. However, the assessment did
recognize the possibility that some
individual monographs might have a
significant impact on small firms.
Therefore, the assessment included a
discretionary regulatory flexibility
analysis that identified ways of reducing
-burdens on smali firms. The agency
invited public comment in the advance
notice of proposed rulemaking (47 FR
22712) regarding any impact this
rulemaking would have on OTC drug
products for the relief of oral discomfort.
Comments were to be accompanied by

appropriate documentation. Although

. comments were received on this matter,

no documentation was submitted with
this or other comments that would alter
the determination reached by the agency
in the economic assessment that there is
no legal basis for any preferential
waiver, exemption, or tiering strategy
for small firms compatible with the
public health requirements of the
Federal Food, Drug, and Cosmetic Act
(the act). In this proposal the agency is
again inviting public comment on the

. economic impact of the rule.

The agency recognizes that socme
changes in the current manufacturing
and marketing practices of OTC drug
products for the relief of oral discomfort
may result if the Dental Panel’s
recommendations are fully
implemented. In reformulating a number
of OTC drug products for the relief of
oral discomfort to comply with the final
monograph, there will be fewer active
ingredients used and, consequently,
some of the differences among these
products will disappear from the
marketplace. However, some product
differences in active and inactive '
ingredients will remain. In addition,
under the agency's revised labeling
policy for OTC drug products, scme

_labeling variations concerning claims

will be allowed. (See comment 12
below.) Firms will continue to be
permitted to market competitive OTC
drug products for the relief of oral
discomfort that either comply with the
conditions of the monograph or are the
subject of an approved new drug
application. ,

3. One comment objected to the
Dental Panel’s recommendation that
beeswax should not be included as an
inactive ingredient in products intended
for use in an open tooth cavity for the
relief of toothache (47 FR 22712 at
22726). The comment contended that the
Panel’s position that beeswax, because
of its occlusive properties, exposes the
consumer to unnecessary risks was

" based on opinion and not on data. The

comment added that the Panel was not
charged with reviewing inactive
ingredients and that, instead of
condemning beeswax, the Panel should
have expressed its concern and :
reccmmended that a study of ccclusivity
be conducted.

The comment submitted many
consumer letters and two in vitro
studies in support of the safety of
beeswax as an inactive ingredient in
toothache relief products (Ref. 1). The
consumer letters contained complaints
about the reformulation of a toothache
product from one that contains beeswax
to one that conforms to the Dental
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Panel's recommendations and does not
contain beeswax. The comment stated
that consumer response to the
reformulated product was highly
anfavorable, unlike the almost
;ompletely favorable response to the
beeswax formulation. The product was
subsequently reformulated to the
beeswax formulation in order to
maintain this product on the market.

The first submitted study involved an
apparatus for measuring the in vitro
transfer of air pressures of 25, 50, 75 and
100 millimeters of mercury from the
apex of the tooth, through a root canal
that was packed with cotion, {o an open
tooth cavity that was packed with
“toothache gum” containing besswax.
The purpose was to show that the gum
formulation does not hinder the transfer
of gas pressure and therefore is not
occlusive. The second in vitro study was
designed to measure the ability of Ci4-
glucose in an artificial saliva mixtare to
migrate from the bottom of a tooth
cavity through “toothache gum”
containing beeswax that was packed
into the tooth cavity. The comment
stated that the results of the studies
show that beeswax does not hinder the
fiow of soluble materials into and out of
tooth cavities and, except at very low
pressures, does not hinder the transfer
of gas pressure. The comment contended
that these studies demonstrating the
safety of using a “tosthache gum”
~onfaining beeswax in an open tooth

avity negate the Panel's “opinion” that
oceeswax would prevent the escape of
gases and fluids from a degenerating
pulp.

The agency agrees with the Dental
Panel that it is inappropriate to use
inactive ingredients that will form an
occlusive barrier in drug preducts for
the relief of toothache in an open tooth
cavity. The Panel believed, and the
agency concurs, that any ccclusive
agent such as beeswax should not be
included in such products because “the
use of occlusive agente * * *in a tooth
cavity ¥ * * exposes the consumer to -
unnecessary safety risks.” The Dental
Panel reasoned that “any agent which
acts as a physical barrier and does not
permit the escape of fluids and gases
from a degenerating pulp * * * may
result in increased pain and possible
spread of infection.” (See 47 FR 22712 at

22726.)

The agency finds that the submitted i in
vitro data described above cannot be
extrapolated {6 a vital or partially vital
tooth set in a bony socket surrounded by
soft tissue in an otherwise healthy
patient where the bacterial flora of the

-galiva is consfantiy changing. Therefore,
1 the ageney's judgment the submitted

data are inadequate to support the
safety of including beeswax as an
inactive ingredient in drug products for
the relief of toothache. The agency
concludes that in this situation clinical
studiés are necessary to demonstrate
safety and effectiveness of the product.
Such studies could be very short in
duration. -

The OTC drug review is an active, not
an inactive, ingredient review, and the
Dental Panel's recommendations
concerning inactive ingredients in
toothache relief drug products are not
included in this document. However,
agency regulations in § 330.1(e) (21 CFR
330.1{e}] state that one of the conditions
under which OTC drug products are
generally recognized as safe and
effective is that the product contain
“only suitable inactive ingredients
which are safe * * * and do not
interfere with the effectiveness of the
preparation.” The agency is concerned
‘that occlusive inactive ingredients such
as beeswax may compromise the safe
use of products for the relief of
toothache not only because they may
prevent the escape of fluid and gases
from a degenerating tooth pulp, but also
because they can form temporary fillings
that would encourage the consumer o
significantly delay treatment by a
dentist.

To support this position, the agency
notes that several of the consumer
complaints about the comment's
reformulation of its product o one that
does not contain beeswax were based
on the consumer's inability to use the
product to delay or completely avoid
seeking professional help in resolving
the underlying condition that caused the
toothache. The agency believes that a
toothache relief product in a dosage
form that lends itself to the formation of
a temporary filling that allows a
consumer to self-treat an open tooth
cavity on a long-term basis provides an
unwarranted opportunity for consumers
to misuse such products. In reguiating
drug products for the relief of toothache
-’that are subject to the final monograph,
the agency will consider whether
beeswax, or any other inactive
ingredient that lends itself to the
formation of a temporary filling,
compromises the safe use of toothache
products by preventing the escape of
fluid and gases from a degenerating
tooth pulp. If the agency makes such a
determination, appropriate rewulamry
action will be taken.

The agency’s comments and
evaluation of the data are on file in the
Dockets Management Branch {(address
above) (Ref. 2). ‘

References

(1} Comment No. C00006, Docket No. 80K~
0228, Dockets Management Branch.

(2] Letter from W.E. Gilbertson, FDA, to
B.L. Pritz, Grandpa Brands Company, coded
LET17, Docket No. 80N-0228, Dockets
Management Branch.

B. Comments on Specific Relief of Oral
Discomfort Drug Products

4. One comment from a pmfessiona!
association stated that the association
recognizes the use of benzocaine and
butacaine sulfate as safe and effective
for OTC use as analgesics for the oral
inucosa, but does not recognize the
effectiveness of phenolic preparations
for that use.

The association’s view of benzocaine

- and butacaine sulfate for use as oral

mugcosal anslgesics is in agreement with
the Dental Panel's Category 1
recornmendation {47 FR 22712 at 22757
to 22758). The Dental Pane! concluded
that penolic preparations of 0.25 to 1.5

- percent phenol and phenolate sodium, if

used as directed, are safe and effective
as oral mucosal analgesics for the relief
of oral discomfort {47 FR 22739 to 22740).
The Oral Cavity Panel also reviewed 0.5
to 1.5 percent phencl and phenolate
sodium {47 FR 22760 at 22814 to 22815)
and recognized the safety and
effectiveness of these ingredients as .
OTC anesthetic/analgesics for topical
use on the mucous membranes of the
mouth and threat.

In this amendment, the agency is
proposing to include oral mucosal
analgesics in the anesthetic/ anangesm
therapeutic category proposed in the
first segment of the tentative final
monograph for OTC oral health care
drug products. (See Part IL. paragraph
B.5. below.] The ingredients and labeling
for oral health care anesthetic/
analgesics included in this amendment
reflect the agency’s evaluation of both
Panels’ recommendations.

Affer evaluating both Panels’

. recommendations regarding the

effectiveness of phenol for topical use
on the mucous membranes of the mouth
and throat, the agency concurs with the
Panels’ conclusions that phenol is an
effective oral mucesal analgesic.
Further, the comment did not submit any
data or other information to support its
position that phenol is not effective as
an oral mucosal analgesic nor did it
offer any criticism of “the data used by
the Pansl to support the efferhvenes;a of
phenel as an oral mucosal apalgesic.
The Dental Panel recommended a
phenol concentration range of 0.25 to 1.5
percent for use as an oral mucosal
analgesic, whereas the Oral Cavity
Panel recommended 0.5 {o 1.5 percent
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for anesthetic/analgesic drug products.
Based on:the available information
concerning OTC drug products .
containing phenol, the agency is
proposing that the minimum .
concentration of phenol for use as an
oral mucosal analgesic be 0.5 percent
rather than 0.25 percent for the following
reasens: (1) The data reviewed by the
Dental Panel concerning 0.25 percent
phenol consist of a study that only lists
0.25 percent phenol in a table of topical
anesthetic drugs “which were partially
or totally ineffective” as providing
“numbness (incomplete)” in clinical
testing that involved the application of a
painful electrical stimulus to the tip of
the tongue (Ref. 1), and (2) other
references state that phenol possesses
topical anesthetic activity at a
concentration of 0.5 percent (Refs: 2 and
3). Therefore, the agency concurs with
the Oral Cavity Panel’s recommendation
and is proposing in this amendment that
the concentration range of phenol used
as an oral mucosal analgesic be 0.5 to
1.5 percent. .

For teething preparations, however,
the agency is proposing to limit the
concentration to 0.5 percent phenol
because no data for other
concentrations of teething preparations
were submitted to the Dental Panel or to
the agency. Because the first segment of
the tentative final monograph for OTC
oral health care drug products did not
address teething preparations, the
agency is including directions for use of
teething preparations in :

§ 356.52(d)(7){iii) of this amendment.
(See comment 36 below.)

References
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5. Three comments objected to the
Dental Panel's recommendation that
benzocaine be placed in Category IIl as
an agent for the relief of toothache. All
of the comments referred to a recent
published study in which benzocaine
was tested as an agent for the
temporary relief of toothache, and each
comment contained a short summary of
the results of this study (Ref. 1). Two of
the comments felt that the data
submitted to the Panel in support of the
effectiveness of benzocaine as a
toothache remedy were better than the
data for eugenol, which the Panel placed
in Category L.

One comment believed that there was '

a discrepancy between the standard of
effectiveness used to evaluate eugenol
and the standard used to evaluate
benzocaine and other ingredients. The
comment stated that the Panel did not
provide any reason why benzocaine is
not an effective toothache relief agent,
but simply stated that “there are
insufficient data to establish
effectiveness of benzocaine after
application into a tooth cavity, as an
agent for the relief of toothache, at the 2-
to 20-percent concentrations” (47 FR
22712 at 22730). The comment contended
that the amount of evidence in its
submissions to the Panel (Refs. 2, 3, and
4) was sufficient to support the
effectiveness of benzocaine and
requested that the agency place
benzocaine in Category I as an agent for
the relief of toothache pain, based on
these submissions and the additional
study by Sveen, Yaekel, and Adair (Ref.
1). One comment felt that the data in
support of benzocaine as a toothache
relief agent in a gel dosage form should
be extended to benzocaine in a poultice
dosage form. The comment felt that in
the absence of evidence to the contrary,
a poultice should deliver the drug as
well, if not better than a gel, because it
will not wash away easily with saliva. A
fourth comment agreed with the Panel’s
Category Il categorization of
benzocaine preparations based on the
lack of efficacy data.

The agency has reviewed the
effectiveness data on eugenol (Refs. 5
through 9) that were submitted to the
Dental Panel and has determined that
the data are insufficient to place eugenol
in Category I as a toothache remedy (see
comment 7 below). Therefore, in this
tentative final monograph the agency is
proposing that eugenol be classified in
Category III as an agent for the relief of
toothache.

The agency has also reviewed the
comment’s data plus other data (Refs. 2,
4, 5, 6, and 10 through 14) submitted to
the Panel in support of the effectiveness
of benzocaine as an agent for the relief
of toothache and agrees with the Panel's
Category III classification. The
submissions contained data from animal
studies that showed benzocaine to be a
safe and effective topical anesthetic.
However, there were no clinical data to
demonstrate benzocaine's effectiveness
in reducing pain due to a cavity in a
tooth. The data submitted to the Panel
were sufficient to establish benzocaine

~ as a Category'I oral mucosal analgesic,

but inadequate to establishits
effectiveness as an agent for the relief of
toothache. .

' The agency has reviewed the study by
Sveen, Yaekel, and Adair {Ref. 1), cited

by three of the comments-as evidence of
the effectiveness of benzocaine, and -
concludes that it dees not provide
sufficient evidence to reclassify -
benzocaine to Category I as an agent for
the relief of toothache. In the study, 49
patients who had a toothache resulting
from dental caries were given either a
gel dosage form containing 7.5 percent
benzocaine-or a placebo gel without any
medication: Of the 24 patients receiving
the gel containing benzocaine, 20 {83
percent) were reported to be relieved of
pain with an average onset time of 3.7
minutes. The placebo gel gave relief to
16 percent of the 25 patients who
received it.

One of the major problems with this
study involves the inadequate
documentation of efficacy
measurements, i.e., the rating scales
used to measure pain intensity and relief
are not defined. No details are given of
the actual scales used by the
investigator to determine the pain
intensity or the period of time that
actual relief was experienced. The
results only indicate that relief or no
relief was obtained. Paragraph 6 of the
methods and materials section of this
study indicates that the data were
collected by an investigator who
visually examined the patient’s tooth,
applied the benzocaine or placebo gel to
the tooth and surrounding gingiva, and
filled in the patient record form
recording any changes in the relief of the
toothache. However, no details are
given of the actual scales used to
measure baseline pain intensity or pain
relief, e.g., visual analog scales or rating
scales for pain intensity and pain relief.
Assuming a 2-point pain relief category
scale, as implied by Table II {Ref. 1), the
actual relief experienced could have
been trivial {slight relief) to substantial
{(complete relief). Additionally, the
details regarding the duration of pain
relief are inadequate. For the placebo
group, the investigator mentioned that
some subjects experienced pain relief
for 1 or 2 minutes, and four patients felt
pain relief for more than 10 minutes. For
the benzocaine group, however, the
investigator did not determine the
duration of pain relief at all.

Another problem is the lack of
assurance that levels of pain and other
patient characteristics affecting a
response were comparable between the
test and control groups at baseline. The
article did not compare the two
{reatment groups for baseline pain
intensity and for use of aspirin, codeine,
or other analgesic medications. It is
possible that the difference between
treatment groups regarding pain relief is
attributable to differences between the
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two groups in baseline levels of these
two factors. It is important that the
control and test groups have comparable
levels of pain severity at baseline
because the degree of pain relief is -
usually correlated with initial pain
intensity.

The randomization procedure for the
distribution of the medication was
unorthodex. It consisted of the
investigator randomly selecting a tube of
medication from a box containing an
equal number of active and placebo
tubes. This procedure is subject to
possible bias by the investigator;
especially if the contents of the tubes
were not carefully disguised. Any
knowledge of the identity of the specific
medication that a given patient has
received would have likely influenced
the investigator’s collection of data from
the patient, and hence made the
evidence much weaker. The use of a
random number list or card-shuffling
technique to assign medication in a
random fashion to consecutively
recruited patients would have been
simple and scientifically more desirable.

Under the results section (paragraph
4} of this study (Ref. 1), it is indicated
that some subjects disliked the taste of
“the applied substance.” It is
conceivable that the benzocaine may
have imparted a distinctive taste to the
gel that would have enabled beth the
patient and the investigator to identify
the tubes of medication containing
active drug. This would invalidate the
resulis of this study, especially in light
of the randomization procedure used.

In summary, the results of this study,
as summarized in Table II (Ref. 1),
provide some evidence for a pain-
relieving effect for benzocaine gel when
applied as described in the article. The
study design, however, was flawed and
as a result the study is not adequate to
support the reclassification of :
benzocaine from Category IIl to
Category:1 as an agent for the relief of
toothache. The two most critical
problems with this published study
involve the poor documentation of
efficacy measurements, e.g., the absence
of scales for determining pain relief and-
duration of relief, and the lack of
assurance that levels of pain and other
patient characteristics affecting the
response were comparable in the two °
groups at baseline. In any future studies,
the nature.of the scales used and the
patients’ reports of relief should be well
defined in order to determine the- -
magnitude of the clinical effect. The
“blindness” of the study should be
clarified by examination of the taste of
. benzocaine gel in comparison to 1ts
vehicle.

Based on its review of data submitted
to the Dental Panel and the article by
Sveen, Yaekel, and Adair {(Ref. 1)
submitted with the comments, the
agency is classifying benzocaine in
Category III as an agent for the relief of -
toothache in this amendment. If
additional data from well-designed
clinical studies that show benzocaine to
be an effective toothache pain remedy -
are received, the agency will consider
reclassifying benzocaine in Category I
as an agent for the relief of toothache.
At that time, the acceptable dosage
forms for benzocaine would be
determined.
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6. One comment noted that its
submissions of data to the Dental Panel
concerning products containing water-
soluble chlorophyllin are listed in the
Panel’s report under the heading ‘
“Submissions by Firms” {47 FR 22712 at
22714), but that water-soluble
chlorophyllin is not mentioned in the
report. The comment stated that
although chlorophyllin has been
classified primarily as a wound healing
agent, its mode of action has not been
conclusively defined and the literature
indicates that it produces beneficial
effects not necessarily explainable by -
its wound-healing properties. According
to'the comment, dental and medical
reports consistently refer to relief of
discomfort as a result of topical
administration of chlorophyllin and, in
thisz capacity, the ingredient is acting as
an analgesic in that it produces a
lessening of sensibility to pain.

The ecomment contended that the
Dental Panel defined “analgesic” so
narrowly that the definition excludes
chlorophyllin as well as other pain
relievers such as aspirin and
adrenocorticosteroid hormones. Stating

that the Panel defined an “analgesic
(topical)” as “an ingredient used in drug

* products for: surface application to

provide temporary relief of discomfort
by an anesthetic 'or analgesic effect” (47
FR 22718), the comment argued that the
Panel dealt solely with ingredients with
an anesthetic effect and did not include
any ingredients with an “analgesic”
effect in its review.

The comment added that a broader

‘ interpretation of what constitutes a
- topical analgesic is contained in the-:

advance notice of proposed rulemaking
for OTC external analgesic drug
products, which reads: “Some drugs
exert analgesic effects by eliminating a
pamful stimulus. These agents reduce
swelling of the tissues or they neutralize
noxious chemical substances that are
released by trauma, an infection, or
another process” {44 FR 69768 at 69777).
The comment believed that the drugs so
described could include chlorophyllin
because the clinical studies submitted
indicate that chlorophyllin provides
patients with relief of oral discomfort.
The commerit concluded by requesting
that water-soluble chlorophyilin be
included in a broadened category of
“oral mucosal analgesics” or in an
added category of “miscellaneous
agents for the relief of oral discomfort
so as to ultimately achieve Category I
status.

The agency acknowledges that the
comment did submit data regarding
water-soluble chlorophyllin to the
Dental Pane! for review and that,
although submissions concerning
chlorophyllin are listed in the Panel’s
report on OTC drug products for the
relief of oral discomfort, this ingredient
is not discussed in that document.
Because the data in the submissions
deal! primarily with the wound-healing
effects of chlorophyilin, it appears that
the Panel reviewed this ingredient only
as an oral wound-healing agent in its
report on OTC oral mucosal injury drug
products {published in the Federal
Register of November 2, 1979; 44 FR
63270 at 63286). Reference to the -
comment’s submissions in the list of
submissions appearing in the relief of
oral discomfort drug products report
appears to have been an error that
occurred as a result of the Panel's one

559

_large report subsequently being

subdivided into three separate reports
(i.e., anticaries, oral mucosal injury, and
relief of oral discomfort}.

The agency does not agree with the
comment that the Dental Panel’s
definition of “analgesic” is so narrow
that it would exclude pain relievers such
as aspirin and adrenccorticostercid
hormones. The Panel’s discussion of oral
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miicosal analgesics (47 FR 22712 at
22736) did not include those pain
relievers because no data were
submitted to the Panel regarding the use
of such drugs as oral mucosal
analgesics. Because the Dental Panel's
definition of “analgesic” is broad
enough to include any analgesic
ingredient regardless of its mechanism
of action, the agency does not see any
reason to change that definition.

The agency agrees with the statement
in the external analgesic drug products
report that “some drugs exert analgesic
effects by eliminating a painful stimulus.
These agents reduce swelling of the
tissues or they neutralize noxious’
chemical substances that are released’
by trauma, an infection, or another
process” (44 FR 69768 at 69777).
However, the agency does not consider
the submitted data adequate to
demonsirate that chlorophyllin is an
analgesic that acts in this manner. The
data contain little information on the
analgesic effect of chlerophyllin {Ref. 1).
The data consist of many studies on the
wound-healing effects and deodorizing
properties of chlorophyllin, but only part
of one article in the submissions. deals
with the analgesic effect of chlorophyllin
(Ref. 2). That article contains a number
of summarized clinical reports in which
patients with various dental problems,
e.g., extractions, gingivitis, stomatitis,
-and pyorrhea, were treated with a
chlorophyllin preparation. The studies
were conducted primarily to evaluate
the healing effect of chlorophyllin;
however, some observations were made
regarding chlorophyllin’s effect on pain,

The agency finds the clinical reports
inadequate to demonstrate the analgesic
effectiveness of chlorophyllin because
there are insufficient details regarding
the study designs; no information is
given as to how or under what
conditions the studies were conducted;
the studies were not well-conirolled or
blinded; there was no recorded
measurement of the condition of the
subjects at baseline; and no information
was given as to how relief of pain was
evaluated. Therefore, in this '
amendment, the agency is not including
chlorophyilin in an added category of
“miscellaneous agents for the relief of

" oral discomfort,” but is proposing that
water-soluble chlorophyllin be classified
as a Category IlI ingredient for use as an
oral mucosal analgesic.

References

(1) OTC Volumes 080043 and 080168.

{2} Taraporvala, P.V., “A Preliminary
Report on Therapy with Chlorophyll
{Chloresium) in Dentistry,” Journal of the
Indian Medical Profession, 4:1805-1911, 1957,

7. One comment agreed with the
Dental Panel's decision to place eugenol
in Category I as an agent for the relief of
toothache. Three other comments
questioned the Panel’s decision to place
eugenol in Category I for this use. One
of the comments stated that the Panel
was apparently aware of the capacity of
eugenol to damage viable tooth pulp
when it advised that eugenol should be
recommended only when there is
“persistent, throbbing pain,” because
intermittent pain might “indicate that -
the pulp is still viable, and eugenol may
compromise the pulp vitality in that
case” (47 FR 22712 at 22728). The
comment stated that a lay person with &
toothache might not be readily able to
distinguish the intermittent pain of &
viable tooth; thus, eugencl has the .
potential for harmful effects unless used
under professional supervision, is not an
appropriate product for self-medication,
and should not be permitted for OTC
sale. Another comment contended that
there was a danger with eugenol in that
consumers may misuse it, in spite of
adequate warnings on the label, by
applying it in an open cavity from which
a filling has been lost. The comment
stated that because it is known that
eugenol is-an irritant, one cannot be
assured that this problem can be
avoided.

Two of the comments questioned the
effectiveness data that the Dental Panel
accepted for eugenol. One comment
noted that the Panel stated that well-
controlled, published studies on the
effectiveness of eugencl for the relief of
toothache are not available, and that the
Panel considered the options of
acknowledged experts in endodontics,
who, however, did not agree with each
other on the advisability of making
eugenol available to the consumer as an
OTC toothache remedy (47 FR 22728).
The comment did not believe that the
Panel’s reliance on the opinicn of
experts in endodontics, as well as the
published opinions of other experts that
eugenol is'a dental analgesic or has a
topical anesthetic effect, is sufficient
under OTC drug regulations (21 CFR
330.10(a}{4)(ii)} to establish the
effectiveness of eugenol. The comment
contended that the conflict of the expert
opinion, as is evident from the Panel's
own statement, should indicate that
eugenol is not generally recognized as
safe and effective and should not have
been placed in Category L. The other
comment contended that the Panel’s
Category I recommendation on eugencl
was actually made with no data to
prove effectiveness.

The agency has reviewed the
information submitted to the Dental

Panel {Refs. 1 through 5} and the data
and information cited by the Panel (47
FR 22728) regarding the effectiveness of
eugenol. The agency has determined
that no data from any clinical studies
involving eugenol were submitted to'the
Panel (47 FR 22728). The Panel
recommended a Category I classification
of eugenol for the following reasons: (1}
The drug’s long history of use in

- periodontal dressing and as a toothache

remedy, (2] a belief that there is a need
for an OTC toothache relief product for
consumers, and (3) the opinion of an
expert in endodontics that eugenol be
retained for OTC toothache remedies
(Ref. 4). A second expert called by the.
Panel stated that toothache remedies
are basically not effective in correcting
the cause of the toothache and only
offer pain relief as a result of a placebo
effect {Ref. 5). This expert questioned
the consumer’s ability to determine
whether the toothache is of pulpal or
periapical {dentinal) origin, i.e., whether
there is irreversible damage to & tooth
with a persistent, throbbing pain or
reversible damage with a quick, sharp
pain occurring as a response to stimuli
such as heat or cold.

The agency does not find sufficient
evidence to exist to establish general
recognition of the effectiveness of
eugenol as a toothache remedy within
the requirements of the OTC drug
regulations (21 CFR 330.10(a)(4)(ii))."
There is a need for controlled clinical
investigations that demonstrate the
effectiveness of eugencl used for the
relief of toothache. Therefore, the
agency is reclassifying eugenol as an
agent for the relief of toothache from
Category I to Category I in this
amendment.
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8. Four comments cited a number of
published studies (Refs. 1 through 10) to
support the effectiveness of 5 percent
potassium nitrate as a Category I tooth
desensitizer. Some of these studies were
cited in the Panel’s report (Refs. 1 and
2); one was submitted to the Panel, but
not cited in its report (Ref. 3); arid one
was submitted to the Panel, reviewed as
unpublished data, and published
subsequently (Ref. 4). Some of the
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studies were published after the Panel
completed its work and thus were not

available to the Panel (Refs. 5 through

10}. One comment cited five of these
studies as the basis that a professional
association used to recognize the
usefulness and safety of a toothpaste
containing 5 percent potassium nitrate
for the relief of pain and discomfort from
dentinal! hypersensitivity (Refs 1
through 4, and 9).

One comment requested that the
Category Il classification of 5 percent
potassium nitrate be reexamined on the
basis of the “file record” and the new
data submitted by the comment (Ref.
11). The comment submitted two new
clinical studies and copies of four
clinical studies that were submitted by
another comment (Ref. 12). The
comment maintained that “substantial
evidence, as defined in 21 U.S5.C. 355,
consisting of adequate and weli-
controlled investigations™ clearly exists
for a toothpaste containing 5 percent
potassium nitrate in a compatible base.
The comment maintained that no further
studies on potassium nitrate are
necessary because abundant clinical
support is available to demonstrate the
safety and effectiveness of potassium
nitrate as a tooth desensitizing agent.

Another comment submitted five new,
unpublished studies involving 254

-subjects experiencing dentinal
hypersensitivity (Ref. 12}. The comment
maintained that these studies
demonstrate the effectiveness of 5
percent potassium nitrate in relieving
dentinal sensitivity.

The agency has reviewed the data and
concludes that there are sufficient data
from two well-controlled clinical studies
and three supportive studies to establish
the effectiveness of 5 percent potassium
nitrate as a tooth desensitizer.

In one study (Ref. 13), the
effectiveness of two 5-percent potassium
nitrate tocthpastes was evaluated using
methods recommended by the Dental
Panel {47 FR 22712 at 22756 to 22757) in
a placebo-controlled, 12-week; double-
blind, 3-way parallel comparative study
of 60 subjects. The hypersensitivity
levels of the subject were assessed by
two objective methods (i.e., thermal
stimulus and tactile stimulus) and by
subjective response. Reductions ini tooth
hypersensitivity cansed by the two
potassium nitrate dentifrices and by the
placebo dentifrice (the dentifrice base
without the potassium nitrate} were’
measured at the 2-week, 4-week, 8-
week, and 12-week intervals. The
reductions caused by the potassium
nitrate dentifrices were compared
statistically to the reductions caused by
the placebo dentifrice at each time

interval. When evaluated subjectively at

4 weeks, the two potassium nitrate
dentifrices caused mean reductions in
hypersensitivity of 42 and 41 percent,
and the placebo dentifrice caused a
mean reduction in hypersensitivity of 16
percent; at 8 weeks, the two potassium
nitrate dentifrices caused mean
reductions in hypersensitivity of 59 and
61 percent, and the placebo dentifrice
caused a mean reduction in
hypersensitivity of 23 percent; at 12
weeks, the two potassium nitrate
dentifrices caused mean reductions in
hypersensitivity of 75 and 69 percent,
and the placebo dentifrice caused a
mean reduction of 34 percent. When the
decrease in hypersensitivity was
assessed thermally by responses to a
cold air blast (60 pounds per square inch
(psi), 70 °F) from an air syringe, the two
potassium nitrate dentifrices caused
mean reductions in hypersensitivity of
46 percent (statistically significant) and
32 percent {not statistically significant)
at 4 weeks, and the placebo caused a 27-
percent reduction in hypersensitivity; at
8 weeks, the two potassium nitrate
dentifrices caused mean reductions in
hypersensitivity of 52 and 56 percent
compared to a 33-percent reduction
caused by the placebo; and at 12 weeks,
the potassium nitrate dentifrices caused
74 and 70 percent reductions in mean
hypersensitivity scores compared to a

" 48-percent reduction in hypersensitivity

caused by the placebo. When the
decreases in hypersensitivity were
measured by responses to the tactile
stimulation of a No. 23 dental probe, the
two potassium nitrate dentifrices caused
reductions in mean hypersensitivity
scores of 46 and 52 percent at 4 weeks
compared to the 24-percent reduction
caused by the placebo; at 8'weeks, the
two active ingredient dentifrices caused
mean reductions of 72 and 67 percent,
compared to the 36-percent reduction
caused by the placebo; and at 12 weeks,
the potassium nitrate products caused
mean reductions of hypersensitivity of
87 and 82 percent compared to a 54-
percent reduction caused by the
placebo. Except where noted above, the
reductions in tooth hypersensitivity |
caused by the active ingredient products
were statistically significantly greater
than the reductions caused by the
placebo {p. < .05).

In a second study (Ref 14); the
effectiveness of a 5-percent potassium
nitrate dentifrice and a 10-percent
strontium chloride dentifrice were
evaluated with a placebo in a 12-week,
double-blind, 3-way comparative study
of 45 subjects. The hypersensitivity
responses were assessed by thermal
stimulus and by subjective responses.
Reductions in tooth hypersensitivity
were measured at the 2-week, 4-week, 8-

week, and 12-week intervals. When the
decrease in mean hypersensitivity
scores was assessed thermally by
responses to a cold air blast (60 psi at 70
°F) from an air syringe, the potassium
nitrate dentifrice caused a 31-percent
reduction at 2 weeks compared to a 11-
percent reduction caused by the
piacebo. The reduction in
hypersensitivity assessed thermally and
caused by the potassium nitrate
dentifrice increased at each time
interval to a 81-percent reduction in
mean hypersensitivity scores at 12
weeks compared to a 14-percent
reduction caused by the placebo. When
the decrease in tooth hypersensitivity
was assessed subjectively, the 5-percent
potassium nitrate dentifrice caused a 34-
percent reduction from baseline scores
at 2 weeks, and the placebo caused a 4-

- percent reduction. This reduction in

hypersensitivity caused by the
potassium nitrate dentifrice increased at
each interval to 79 percent at 12 weeks
compared to a 32-percent reduction
caused by the placebo dentifrice at 12
weeks. The 5-percent potassium nitrate
dentifrice caused reductions in tooth
hypersensitivity that were statistically
significantly greater than the reductions
caused by the placebo at all tlme
intervals {p < .05).

In a third clinical study (Ref. 15}, the
desensitizing effect of a 5-percent
potassium nitrate dentifrice was
compared with a placebo dentifrice
using a double-blind, placebo- .
controlled, 8-week study of 32 subjects.
The subjects were restricted to
individuals who complained of
hypersensitivity following periodontal
surgery. The hypersensitivity levels
were assessed by measuring the
subjects’ response to a thermal stimulus
{i.e., a 1-second blast of cold air, 60 psi,
76 °F-+ 3 °F) from an air syringe and by
subjective evaluation. Subjectively, 78.6
percent of the subjects using the
potassium nitrate dentifrice reported
improvement at 4 weeks compared to
18.2 percent of the subjects using the
placebo who reported improvement. At
8 weeks, 92.9 percent of the subjects

" using the potassium nitrate dentifrice

reported improvement, and 54.5 percent
of the subjects using the placebo
reported improvement. When the
decrease in mean hypersensitivity
scores was assessed by measuring the
responses to thermal stimulus, the
potassium nitrate dentifrice caused a 57- -
percent decrease in hypersensitivity in 4
weeks. This decrease was significantly
greater than the 32-percent decrease
caused by the placebo (p=.03). At8
weeks, although the 65-percent decrease
in hypersensitivity caused by the
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potassium nitrate dentifrice'was not
significantly greater than the 48-percent
reduction associated with the placebo at
the p=.05 level, it was significant at the

=.1level and is thus supportive of
effechveness -

In addition to the above clinical
studies of 8 or 12 weeks duration, two 4-
week studies are supportive of the tooth
desensitizing claim for 5 percent
potassium nitrate (Refs. 4 and 16). In one
study (Ref. 4}, the effectiveness of a 5-
percent potassium nitrate dentifrice was
evaluated on 27 subjects in a double-
blind, parallel, comparative study.
Hypersensitivity levels were measured
by the response o an electrical stimulus
{pulp stethoscope), a thermal stimulus
{cold air blast of 60 psi, 70 °F), and by
subjective analysis. At 2 weeks, the
potassium nitrate dentifrice caused a
significantly greater desensitizing effect
than the placebo {p < .01) for all three
stimuli. This effect increased with
continued use of the desensitizing agent
during the 4 weeks of treatment and was
consistently greater than the effect
caused by the placebo (p < .05},
Subjective data demonstrated that 92
percent of the subjects using the
potassium nitrate dentifrice and 21
percent of the subjects using the placebo
reported relief at the end of 4 weeks.

The other 4-week study (Ref. 16} was
a double-blind, 3-way comparative,
parallel study of 60 subjecis that
compared the effectiveness of a 5-
percent potassium nitrate dentifrice, a

10-percent strontium chloride dentifrice, -

and a placebo dentifrice.
Hypersensitivity levels were measured
by the response to an electrical stimulus
{pulp stethoscope), a thermal stimulus
{cold air blast of 60 psi, 70 °F), and by
subjective evaluation. After 2-weeks use
and continuing through 4-weeks use, the
5-percent potassium nitrate dentifrice
caused reducticns in tooth
hypersensitivity that were statistically
significantly greater than the placebo
reductions at all time intervals (p < .05).
These results were observed for all
three stimuli.

The agency is also aware of a 12-
week, double-blind clinical study using
75 subjects in which the effectiveness of
two commercially available 5 percent
potassium nitrate dentifrices was
compared to a placebo {Ref. 21).
Hypersensitivity reduction was
assessed by a thermal stimulus (1-
second blast of cold air, 60 psi, 65 to 70
°F}. a tactile stimulus (dental explorer
No. 23}, and by subjective evaluation.
The scores from all three methods
showed a gradual reduction in tooth
sensitivity from baseline to each of the
succeeding time intervals, but there

were no statistically significant
differences between either of the
potassium nitrate dentifrices and the
placebo.

Regarding the safety of potassium

- nitrate, the agency is aware that recent

publications in the scientific literature
have expressed concern that nitrates
may be involved in the production of
certain forms of cancer (i.e., gastric and
liver cancer) when used at relatively
low concentrations on a chronic basis
{Refs. 17 through 20}. Ingested nitrates
can be converted in the oral cavity and
the stomach to nitrites, which in turn
can lead to endogenous nitrosation in
the stomach; however, the extent and
significance of the conversion of nitrate
to nitrite in the body is not clear.
Although, at this time, the data in the
scientific literature do not justify
changing the safety classification of
potassium nitrate, the agency invites
comments on this issue.

Based upon the evaluation of the
available studies, the agency is
proposing in this amendment to
reclassify 5 percent potassium nitrate
from Category III to Category I as a
tooth desensitizer. Directions for using
the dentifrice are discussed in comment
38 below.

The agency’s detailed comments and
evaluation of the data are on file in the
Dockets Management Branch (Refs. 22
and 23).
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9. Two comments recommended that
10 percent strontium chloride be placed
in Category I as a tooth desensitizing
ingredient. The comments maintained
that the effectiveness of 10 percent
strontium chloride is supported by
several adequate and well-controlled
studies (Refs. 1 through 7}, some of
which were submitted to the Dental
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Panel. One of these studies (Ref. 3) was
submitted to the Panel as unpublished"
material and was published after the
Panel was disbanded. One comment
maintained that the Panel did not
appear to challenge the design of the
studies that were submitted, but rather
questioned the results of the studies
based upon the variability of the
findings. The comment asserted that the
variability was due to the different
study designs utilized, as well as the
known differences in individual
responses to effective desensitizer
dentifrice products. The comments also
submitted a recently published study to
support the effectiveness of strontium
chioride as a tooth desensitizer {Ref, 8).
One of the comments submiited six
additional clinical studies (Refs. 9
through 14} which have become
available since the Panel dishanded.
The comment mentioned that these new
studies were conducted according to the
-Panel’s recommended guidelines. The
comment also submitied a statistical
- reanalysis of ene of the studies
submitted to the Panel (Ref. 15) and a
. statistical analysis of the combined data
{Ref. 16} of two of the submitted clinical
studies. In addition, the comment
included testimonials from four experts
who all stated that in their opinion,
#% % * 10% strontium chloride
hexahydrate in a desensitizing dentifrice
is a safe and:effective agent for the
treatment of dentinal hypersensitivity”
(Ref. 17). The comment maintained that
“substantial evidence” as defined in 21
U.S.C. 355, “consisting of adequate and
well-controlled investigations,” clearly
exists to support classification of 10
percent strontium chloride as a Category
1 tooth desensitizer.

A comment from a professional
association concurred with the Dental
Panel’s Category I classification of
stroniium chloride as a tooth
desensitizer. However, another
comment; submitted to the agency at a
later date, pointed out that on March 30,
1984, one commercially available 10-
percent strontium chloride hexahydrate
dentifrice was accepted by the
association as a safe and effective
desensitizing dentifrice {Ref. 18].

. The agency has reviewed all of the

submitted data and does not agree with
the comments that the data are
sufficient to classify strontiom chloride
in Category { as a tooth desensitizer.
The agency agrees with the Panel's
evaluation of the studies it reviewed (47
FR 22712 at 22755). The Panel stated that
these studies were conflicting and
inconclusive, and lacked early,
consistent, favorable, and statistically
significant results.

The statistical reanalysis by Wolf
(Ref. 15}, of a study that Uchida et al.
(Ref. 3) had previously submitted to the
Panel, compared the effectiveness of a
10-percent strontium chloride dentifrice
to the effectiveness of a placebo
dentifrice in relieving postperiodontal
surgical hypersensitivity to mechanical
stimuli, compressed air blast, and cold
water. A subjective assessment of the
degree of hypersensitivity for each
stimulus was:recorded. The published
study by Uchida et al [Ref. 3) reported
on data from 60 subjects; whereas the
statistical reevaluation of the study by
Wolf reported on data from 72 subjects.
This diserepancy is not explained. The
reanalysis of the data demonstrated that
when evaluated for sensitivity to air and
cold water stimuli, a significantly
greater number of treatment subjects
reported excellent improvement at
weeks 2, 4, and 8 when compared to the

- number of placebo subjects reporting

excellent improvement. The number of
teeth sensitive to these stimuli was also
reported to be significantly reduced. No
significant differences in sensitivity to
the mechanical {scratch) stimulus were -
observed between the treatment group
and the placebo group at any time
period. The agency notes that no raw
data were submitted with the
reanalysis, making it difficult to
determine exactly which results were
analyzed to establish the significant
differences observed between
treatments, and the statistical methods
used to analyze the data were not well
described. Additionally, the agency
believes that the mean sensitivity score
per subject, rather than using individual
teeth, should be the fundamental unit for
analysis because the teeth within a
patient’s mouth cannot be treated as
uncorrelated units. Therefore, the
agency concludes that neither the
published study by Uchida et al. {Ref. 3)
nor Wolf's reanalysis of the data (Ref.
15) provides adequate support for the
effectiveness of strontium chloride as a
tooth desensitizer. :
One study by Singh (Ref. ) was an 8-
week, double-blind, controlled clinical
study involving the responses of 60
subiects with posiperiodontal surgical
hypersensitivity to tactile (No. 23 dental
probe), and thermal {“gentle burst of
compressed air”) stimuli. Although the
data demonstrated that in all instances
the reduction in hypersensitivity
observed in subjects using the active
dentifrice exceeded that cbserved in
subjects using the placebo dentifrice,
only one significant difference was
noted. At 8 weeks, a statistically
significant superiority of the strontium
chloride dentifrice over the placebo

dentifrice was reported via a reduction
in the number of teeth responding to
thermal stimulation. However, because
the analyses based on the number of
teeth are inadequately described, the
validity of the results cannot be
determined. All other analyses of
measurements resulted in statistical
nonsignificance. :
Another study by Simring and Collins
(Ref, 10) was a 12-week, double-blind,
three-way, placebo-controlled
investigation of 75 subjects evaluating

- the effectiveness of a 10-percent.

strontium chloride dentifrice and a 5-
percent potassium nitrate dentifrice in
relieving functionally oceurring and
postperiodontal surgical
hypersensitivity. {For a discussion of the
effectiveness of potassium nitrate as a
tooth desensiiizer, see comment 8
above.) The subjects’ responses to.
tactile stimulation (No. 23 dental probe}
and thermal stimulation (an
unquantified burst of compressed air)

- were assessed. The study failed to

provide evidence of effectiveness..
Statistical significance was
demonstrated for only 7 out of 120
statistical tests. No significant
improvement was cbserved when the
mean sensitivity scores per subject were
the units of analysis. Significant
improvement could be demonstrated in
two-tests when individual teeth.were
used as the fundamental units of
analysis. However, as in the Singh study
discussed above, the agency does not
consider analyses based upon
sensitivity scores of individual teeth to
be valid. In the other five significant
statistical tests, the strontium chloride
dentifrice was significantly better than
the potassium nitrate dentifrice but not
significantly better than the placebo.

‘The agency concludes that these results

do not demonstrate or support the
effectiveness. of strontium chloride as a
tooth desensitizer.

In a statistical analysis, Wolf (Ref. 16}
combined the data from the study by
Singh {Ref. 9) and the study by Simring
and Collins {Ref. 10}. When the data
were combined, no significant
differences in tactile total pain scores
between the strontium chloride
dentifrice and the placebo dentifrice
were observed, Bignificant differences in
favor of the strontium chloride dentifrice
were noted for the number of teeth
reacting to tactile stimuli at 8 weeks (p
<0.05). Significant differences in
thermal sensitivity total pain scores
were observed in favor of the strontium
chloride dentifrice at weeks 4 and & {p
< 0.05). Significant differences in the
number of teeth responding fo thermal

-stimuli were ebserved in favor of the
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strontium chloride dentifrice at 4 weeks
(p <0.05) and at 8 weeks {p <0.01).
However, the agency concludes that this
pooled analysis is not valid. There is no
evidence that these studies were
designed with any prior intent to’
combine the data. Additionally, for
some unexplained reason, only the
results from 26 of 39 available patients
from the Simring study were combined
with the results of the Singh study.

A third study by Silverman and
Goldman (Ref. 11) was a 4-week,
double-blind, three-way, comparative,
parallel study of 60 subjects that
assessed the effectiveness of a 10-
percent-strontium chloride dentifrice, a
5-percent potassium nitrate dentifrice,
and a placebo dentifrice as tooth
desensitizing agents. The subjects’
responses to electrical stimulus {(pulp
,stethoscope) and thermal stimulus (1
second blast of cold air, 80 psi at 70 °F)
were measured and analyzed.
Subjective evaluations were also
recorded and analyzed. The 10-percent
strontium chloride dentifrice was shown
to be significantly better than the
placebo at only one time point and by
only one method of measurement (i.e.,
pulp stethoscope stimulus results at
week four). Although the results of this
study support the desensitizing
effectiveness claim for potassium nitrate
(see comment 8 above), they do not
support the desensitizing effectiveness
claim for strontium chloride.

Another study by Silverman {Ref. 12)
evaluated the effectiveness of a 10-
percent strontium chloride dentifrice in
a 12-week, double-blind, placebo-
controlled, comparative study of 90
subjects with hypersensitive feeth.
Hypersensitivity levels were assessed at
2-week intervals by thermal stimulus {i-
second blast of cold air, 60 psi at 70 °F),
tactile stimulus {No. 23 dental probe),
and subjective response. The strontium
chloride dentifrice caused decreases in
hypersensnti\nty. begmmng at the 2d
week and inecreasing continuously until
the 12th week; however, these decreases
in dentinal hypersensitivity were
statistically significantly greater than
the decreases in dentinal
hypersensitivity caused by the placebo
{p <.05) only at the 12-week assessment
period for thermal stimuli and subjective
response. The agency concludes that
this study does not support the
effectiveness of 10 percent strontium
chloride as a tooth desensitizer.

In the fifth study by Axelrod and
Minkoff {Ref. 13), the desensitizing
effectiveness of a 10-percent strontinm
chloride dentifrice and a 5-percent
potassium nitrate dentifrice was
compared to a placebo dentifrice in a 12-

week, double-blind, 3-way comparative
study of 45 subjects with dentinal
hypersensitivity. Hypersensitivity was
assessed thermally (1-second blast of
cold air, 60 psi at 70 °F) and evaluated
subjectively. Although the results of this
study clearly support the effectiveness
of potassium nitrate (see comment 8
above}, they do not as clearly support
the effectiveness of strontium chloride.
When measured thermally, the
strontium chloride caused a significantly
greater reduction in hypersensitivity
than the placebo at 4 weeks (p=.05), 8
weeks [p=.01), and 12 weeks (p=.01).
However, the subjective response scores
for strontium chloride showed no
significantly greater decreased in
hypersensitivity than for the placebo
dentifrice. The agency believes that
these data are partially supportive of the
effectiveness of strontium chloride as a
tooth desensitizer.

Another study by Axelrod and
Minkoff {Ref. 14) is partially supportive
of the effectiveness of strontium
chloride as a tooth desensitizing
ingredient. The desensitizing
effectiveness of a 10-percent strontium
chloride dentifrice was evaluated in a
12-week, double-blind, parallel,
comparative study of 61 subjects with
dentinal hypersensitivity.
Hypersensitivity levels were assessed
by thermal (thermally controlled cold air
stream) and tactile {Yeaple Probe)
stimuli and by subjective evaluation.
When hypersensitivity was measured
thermally, the strentium chloride
dentifrice caused significantly greater
reductions in hypersensitivity than the
placebo at 8 weeks (p=.02) and at 12
weeks (p=.0001) but not at 2 or 4 weeks.
When measured tactilely, the strontium
chloride dentifrice caused significantly
greater reductions in hypersensitivity

- than the placebo at 12 weeks (p=.02)

but not at any other time period. When
assessed subjectively, the strontium
chloride dentifrice caused significantly
greater reductions in hypersensitivity
than the placebo at 4 weeks {p=.004), 8
weeks {p < .001), and 12 weeks [p <
001].

A study by Johnson, Zulgar-'\lam, and

‘Koval (Ref. 8) was also submitted in

support of the effectiveness of 10
percent strontium chloride. The object of
the study was to evaluate an “electro-
ionizing” toothbrush for the treatment of
dentinal hypersensitivity. Only

.incidentally was the desensitizing effect

of strontium chloride tested. Strontium

chloride used with the “electre-ionizing™

brush without a battery produced
significantly more desensitization at 12
weeks than did the stannous fluoride
dentifrice used with the “electro-

ionizing” brush without a battery.
However, the results of a subjective
questionnaire, in which the subjects
were asked to note a decrease in
hypersensitivity, failed to demonstrate
significant improvement when strontlum
chloride was used. The agency
concludes that this study cannot be u<ed
to support the effectiveness of 10
percent strontium chloride as a tooth
desensitizer.

The agency believes that two of the
submitted studies (Refs. 13 and 14} are
partially supportive but do not provide
sufficient evidence of the effectiveness
of 10 percent strontium chloride as a
tooth desensitizer. Moreover, based on
the overwhelming predominance of
nonsignificant improvement in dentinal
hypersensitivity observed in the
submitted studies, the agency is
classifying strontium chloride in
Category Il as a tooth desensitizer in
this amendment.

The agency's detailed comments ard
evaluation of the data are on file in the

- Dockets Management Branch (Ref. 19).
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C. Comments on Dosages for Relief of
Oral Discomfort Drug Products

10. One comment expressed concern
about what it considered the Dental
Panel's arbitrary judgment that only
concentrations of 85 to 87 percent
eugenol are effective as agents for the
relief of toothache. The comment
contended that lower concentrations of
eugenal are.also effective for this use,
but stated that because of its limited
resources, other companies would have
to conduct studies to demonstrate the
effectiveness of concenirations of
eugenol below 85 percent for the relief
of toothache.

The Dental Panel's Category 1
classification of 85-to-87 percent eugenol
for the relief of toothache was based on
the opinion of experts in endodontics as
well as published opinions. of other
experts that engenol is a dental .
analgesic or has a topical anesthetic
effect {47 FR 22712 at: 22728). The
agency, however, does not agree with
the Panel’s conclusion regardmg 85to 87
percent eugenol and' is placing eugenol

for the relief of toothache in Category 11
in this tentative final menograph (see
comment 7 above). The Panel also
concluded that concentrations of less
than 85 percent eugencl may be effective
because 85.t0 87 percent eugenol is
recognized as effective (47 FR 22734),
However, because no supportive
effectiveness data were available, these
lower concentrations of eugenol were
placed in Category III. The agency
concurs with the Panel's classification of
these lower concentrations. of engenol.

 Other than data on a combination

product containing benzocaine (5
percent) and eugenol (less than 85
percent], the comment did not submit
any data in support of the effectiveness
of concentrations of eugenol at less than
85 percent {see comment 44 below), nor
did any other comment submit data that
demonstrate the effectiveness of these
lower concentrations, Therefore,
eugenol as. an agent for the relief of
toothache at concentrations less than 85
percent remains in Category IiL

11. Three comments disagreed with
the Dental Panel’s Category Il
classification of phenol in
concentrations up to 1.5 percent for the
relief of toothache resulting from an
open tooth cavity. The comments.
referred to a statement in the Panel’s
report in which two acknowledged
research experts in endodontics cited
phenol’s capacity to damage
odonteblasts by increasing the
permeability of dentinal tubules (47 FR
22712 at 22734). The experts further
stated that although phenol may stop
pain, its potential to produce pulp )
damage warrants its elimination from
toothache preparations. Citing the
minutes of the 5th and 15th Panel
meetings in support of their position, the
comments stated that the placement of
phenol in Category III for safety was
based on the Panel's misunderstanding
of the presentations made by the two
experts (Refs. 1 and 2). The comments
contended that the experts were
actually referring to the damaging
effects of phenol whenused at high
concentrations and that such effects: -
would noet oceur with concentrations of
0.5 to 1.5 percent. The comments
concluded that phenol concentrations
from 0.5 to.1.5 percent will not irritate
dental pulp, are safe for use in products
for the relief of toothache, and should be:
placed in Category I for safety.

The agency has reviewed the
references cited by the comments and
acknowledges that some parts of the
discussion concerning the damaging - .
effects of phenol to the pulp, dentin, and
dentinal tubules dealt with high
concentrations of phenol, However, it
cannot be determined from the minutes

of the Panel's meetings (Refs. 1 and 2}
exactly what concentrations of phenol
were being discussed in all cases. The
Panel pointed out that there is evidence
that some concentrations of phenol can
cause irreversible pulp damage (47 FR
22734), and there are no available data
demeonstrating that phenol in low
concentrations is safe for application
into an open tooth cavity. In view of the
uncertainty regarding the maximum safe
concentration of phenol to use as a
toothache relief agent for application
into an open tooth cavity, the agency
agrees with the Panel's conclusion that
phenal in concentrations up to 1.5
percent be placed in Category UL The
agency invites the submission of data to
support the safety and effectiveness of
phenol for this use.
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D. Comments on Labeling for Relief of .
Oral Discomfort Drug Products:

12. Noting its continued opposition to
the exclusivity policy, one comment
stated that FDA should not prohibit the
use of alternative OTC labeling
terminology to describe indications, if
that terminology is truthful, not
misleading, and intelligible to the
consumer. The comment’s views on this
subject were presented in oral and
written testimony submitted to FDA in
connection with the September 29, 1982,
FDA hearing on the exclusivity policy. A
second comment supported the position
of the first comment, stating that
severely limited wording for indications
should be avoided.

In the Federal Register of May 1, 1986
(51 FR 16258}, the agency published a
final rule changing its labeling policy for
stating the indications for use of OTC
drug preducts. Under 21 CFR 330.1(c)(2),
the label and labeling of OTC drug
products are required to contain in a
prominent and conspicucus 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 indieations for use that
meets the statutory prohibitions against .
false or misleading labeling, which shall
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neither appear within.a boxed area nor
be designated “APPROVED USES”; or
(3) the approved monograph language on
indications, which may appear within a
hoxed area designated “APPROVED
USES,” plus alternative language
describing indications for use that is not
false or misleading, which shall appear
elsewhere in the labeling. All other OTC
drug labeling required by a monograph
or other regulation {e.g., statementof
identity, warnings, and directions) must
appear in the specific wording
established under the OTC drug
monograph or other regulation where
exact language has been established
and identified by quotation marks, e. -8
21 CFR 201.63 or 330.1{g). .

In this amendment to the tentative
final monograph for OTC oral health
care drug products, supplemental
language relating to indications has
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 monograph 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 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 the
monograph. )

13, Three comments disagreed with
the Dental Panel’s recommendation that
the name and quantity of each inactive
ingredient be listed in the labeling of
OTC drug products for the relief of oral
discomfort. One comment stated that a
list of inactive ingredients in the labeling
would be meaningless, confusing, and
misleading to most consumers. The
comments noted that the act and present
regulations do not require that the
inactive ingredients of OTC drug
products be included on a'label and
argued that the Panel’s recommendation.
to list these ingredients-in descending
. order of quantity poses additional

problems because labels would have to
be changed as quantities of inactive
ingredients change.

The ageney agrees that the Federal
Food, Drug, and Cosmetic Act {the act)
does not require the identification of all
- inactive ingredients in the labeling of
OTC drug products. Section 502(e) of the
act (21 U.8.C. 352({e)) requires that all
active ingredients and certain other
ingredients, whether included as active

or inactive, be disclosed in the labeling.
The act also limits the requirement for
stating the quantity of ingredients in
OTC drug products to those specifically
mentioned in section 502(e). Although
the act does not require the disclosure of

.all inactive ingredients in the labeling of

OTC drug products, the agency agrees
with the Panel that listing of inactive
ingredients in OTC drug product
labeling would be in the public interest.
Consumers with known allergies or
intolerances to certain ingredients
would then be able to identify
substances that they may wish to avoid.

The Nonprescription Drug
Manufacturers Association (NDMA)
(formerly known as The Proprietary
Association), the trade association that
represents approximately 85 OTC drug
manufacturers who reportedly market
between 90 and 95 percent of the volume
of all OTC drug products sold in the
United States, has established
guidelines (Ref. 1) for its member
companies to list voluntarily inactive
ingredients in the labeling of OTC drug
products. Under another voluntary -
program begun in 1874, the member
companies of NDMA have been
including the quantities of active
ingredients on OTC drug labels. The
agency is not at this time proposing o
require the listing of inactive ingredients
in OTC drug product labeling. However,
the agency commends these voluntary
efforts and urges all other OTC drug
manufacturers to similarly label their '
products.

Reference

(1) “Voluntary Codes and Guidelines of the
OTC Medicines Industry,” The
Nonprescription Drug Manufacturers
Association, Washington, 1991, in OTC
Volume 13BTFM.

14. One comment stated that
excessive labeling requirements,
especially when products are packaged
in small containers, would increase
consumer cost. The comment requested
that only essential information be
required on the label.

The agency has reviewed the Dental
Panel's recommended labeling and,
whenever possible, has revised the
labeling so that only information

" essential for the safe and effective use

of the drug is required. The agency
believes that the labeling proposed in
this amendment is necessary to assure
proper and safe use of these OTC drugs
by the public. Accordingly, the agency
recommends that when any OTC drug
product is packaged in a container that
is toco small to contain all of the required
labeling, the product be enclosed in a
carton or be accompanied by a package
insert that contains the information

complying with the monograph, The

labeling provisions in 21 CFR Part 201
(e.g., §8 201.10(i), 201.15, 201.60, 201.61,
and 201.62) address various
requirements for labeling drugs
including drugs packaged in containers
too small to accommodate a label with

~ sufficient space to bear all the

information required for compliance

with various regulations. In those
instances where an OTC relief of oral
discomfort drug product is packaged in a
container that is too small to include all
of the required labeling, the product can
be enclosed in a carton or be
accompanied by a package insert that

. contains the information complying with

the monograph. Menufacturers are also
encouraged to print a statement on the
product container label, carton, or
package insert suggesting that the
consumer retain the carton or package
insert for complete information about
the use of the product when all the
required labeling does not appear on the
product container label.

The NDMA has recently promulgated
guidelines for industry to consider when
examining product labels for readability
and legibility (Ref. 1). These guidelines
are designed to assist manufacturers in
making the labels of OTC drug products
as legible as possible. The agency
commends this voluntary effort and
urges all OTC drug manufacturers to
examine their product labels for
legibility.

Reference

(1) “Points for Consideration in Examining
Product Labels for Readability and
Legibility,” The Nonprescription Drug
Manufacturers Association, Washington,
April 10, 1990, in OTC Volume 13BTFM,
Docket No. 80N-0228, Dockets Management
Branch.

15. Two comments concerned the

following statements from the Dental

Panel’s discussion under part C,
Labeling for OTC Drug Products for the

" Relief of Oral Discomfort: “The label

should include a clear statement of the
usually effective minimum and, where
applicable, maximum dose {or
concentration if more appropriate) per
time-interval. If dosage varies with the
consumer's age, the directions should be
broken down by age groups” {47 FR
22712 and 22719). One comment stated
that the wording should be modified to

. include a-gel dosage form and suggested

the following wording: “The
manufacturer should prov1de clear
instructions as to how the drug should
be used including where applicable a

. minimum and maximum dose, time

interval of use and child dosage form if :
applicable.” The other comment
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maintained that FDA regulations do not
require such labeling, particularly with
respect to topical dosage forms. The
comment stated that such a requirement
would confuse the patient and make it
difficult to market a product. The
comment requested that the agency
clarify that such labeling will not be
required.. .

The agency believes that the Dental
Panel’s discussion cited above is
consistent with agency regulations in 21
CFR 201.5 and § 330.10(a)(4)(v) regarding
the labeling of OTC drug products.
Directions for use of OTC drug products
should be clear, direct, and provide the
user with sufficient information to
permit safe and effective use of the
product. The agency agrees with the
Panel that minimum and/or max1mum
dosages (or concentrations if
appropriate), time intervals for doses,
and special pediatric labeling, if
necessary, are important for proper
usage by the consumer. The agency
believes that requiring such labeling on
OTC drug products for the relief of oral
discomfort is neither excessively
restrictive nor apt to be so confusing to .
the consumer that marketing of a
product would be precluded or hindered.
In addition, the agency points out that
the Panel’s statement (47 FR 22719) was
intended as a general, not a specific,
recommendation, and the wording is
comprehensive enough to encompass all
possible dosage forms including gels.
Therefore, the agency is not amending
the Panel's report as requested and, in
this amendment to the tentative final
monograph, is proposing directions for
use consistent with the Panel's
discussion and existing agency
regulations.

16. Four comments objected to the -
Dental Panel’s definition of an agent for
the relief of toothache as “an ingredient
used for the temporary relief of pain
arising as a result of an open tooth
cavity.” One comment believed that the
indication for agents for the relief of
toothache should reflect the use of these
products for pain “due to”

“associated with” toothache, but should
not be limited to instances in which the
pain is “throbbing” and “persistent.”
Two comments stated that pain
described as a toothache may be due,
among other causes, to cracked or
defective fillings, foreign or external
objects caught between the teeth or
‘between the teeth and gums, excessive
plague or calculus [calcified tooth
deposits), cracks in the dental enamel,
or trauma to the jaws or gums. Two of
the comments thought the definition was
too restrictive and ignored mucosal
{gingival) pain, which is generally

considered by. the lay public to be a
“toothache.” One comment proposed the
following definition: “An ingredient
used for the temporary relief of pain due
to an open tooth cavity or pain arising
from an aching tooth.” Ancther
comment suggested that the definition
should be broadened as follows: “An
oral discomfort agent for the temporary
relief of: ‘Toothache due to open cavity’
or ‘Pain arising from an aching tooth’.”
In support of extending toothache claims
to pain not associated with an cpen
tooth cavity, this comment and another
comment contended that a survey of 966
people [Ref. 1) demonstrated that
consurners do not limit their definition
of toothache pain to “pain arising from
an open tooth cavity,” but use the same
word “tocthache” generically to
describe any pain in or about the mouth,
jaw, and gums, as well as the teeth. One
comment added that topical analgesics,
such as benzocaine and phenol, are safe
and effective for the temporary relief of
“toothache,” even if the pain is not due
to an “open tooth cavity” and the dental
pulp is not irreversibly damaged.
Another comment objected to the
Panel’s not including a claim for pain
associated with toothache among the
claims for oral mucosal analgesics. The
comment requested that a claim for the
temporary relief of pain, commonly
referred to as “toothache pain” as
differentiated from pam due to an open
tooth cavity, be placed in Category I for
oral mucosal analgesic ingredients.

The Dental Panel began its general
discussion of agents for the relief of
toothache by describing the significance
of an open cavity in a tooth (47 FR 22712
at 22725), A normal, healthy tooth
contains a layer of protective enamel
directly above a layer of dentin. The
dentin encloses the soft tissues of the
pulp, which are very susceptible to any
irritation occurring in a cavity. Irritation
causes inflammation leading to either a
reversible or an irreversible stage of

pulp disease. A tooth in the irreversible

stage is characterized by a persistent,
throbbing pain. If the pain is
intermittent, rather than persistent, the
pulp damage may be reversible.

. The Dental Panel limited the
definition of an agent for the relief of
toothache to ingredients for the
temporary relief of throbbing, persistent
toothache resulting from a cavity. The
Pane! based its definition on the
assumption that, in general, agents that
have historically been used for the relief
of toothache are irritating to viable
dental pulp and should only be used on
a tooth with irreversible pulp damage.
Such agents should not be used on a
tooth with reversible pulp damage, i.e., a

tooth with intermittent pain, because:the
agent could exacerbate the condition
and cause the tooth to die. (Although the
Panel placed eugeno! in Category I as an
ingredient for the relief of toothache, the
agency is placing the ingredient in
Category Il for such use and,
consequently, there are no Category I
ingredients for the relief of toothache in
this document. See comment 7 above.)
“The agericy has received other

- comments which have requested a

Category I indication for benzocaine as
an agent for the relief of toothache (see
commient 5 above). The Dental Panel
placed benzocaine in Category IIl as an
agent for the relief of toothache. The
Panel considered benzocaine safe, but
the available data were insufficient to
show that benzocaine was effective in
relieving toothache pain after
application into a tooth cavity (47 FR
22712 at 22730). The agency has
reviewed both the data submitted to the
Panel and additional data submitted in
response to the Panel's report and finds
that the data do not support the
reclassification of benzocaine from
Category Il to Category I as an agent
for the relief of toothache. Although
benzocaine is far less caustic than
eugenol, it is not effective as an ancdyne
when instilled into a cavity in a tooth
with irreversible pulp damage.
Benzocaine is more effective in relieving
pain when it is applied to the oral
mucosa,

The agency has reviewed the results
of the consumer survey (Ref. 1} which
two comments contended showed that
toothache pain should not be restricted
to pain associated with an open tooth
cavity. The agency finds that this survey
shows that the American publlc uses the
word “toothache" in a generic sense to
indicate pain in or about the mouth; jaw,
and gums, as well as the teeth, but that
it does not support extending a
toothache claim to pain that is not
associated with an open tooth cavity. Of
the 82 percent of the respondents who

. reported ever having had a toothache, 65

percent had their toothache caused by a
tooth problem, i.e., pain caused by a.
cavity {41 percent), tooth decay (16
percent), or a cracked filling (8 percent).
When asked the location of the pain
experienced during their last toothache,
only 26 percent reported the pain as
located in the tooth itself, The survey
did not adequately address consumers’
ability to determine whether the pain is
due to a toothache. In fact, the survey
indicates that there is a great difference
between consumers’ perception of the
location of the *tocthache” pain and the
actual cause of the pain. Because
consumers who self-diagnose pain in or
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about the mouth are often unable to
determine the exact location of the
cause of the pain, it is important that
OTC drug products contain the proper
indications to assist them in selecting
the correct product, Therefore, the
agency believes that it is important that
the definition and indications for these
products be restricted to pain associated
with an open tooth cavity, a condition
readily recognizable to consumers, to
ensure proper use of these products,

With respect to the other comments'
contention that oral mucesal analgesics
are effective in relieving “toothache,”
oral mucosal analgesics are indicated
for such conditions as the relief of pain
due to minor irritation or injury of soft
tissue of the mouth but have not been
shown to be effective in relieving
“teothache” due to a cavity. In the
survey submitted by the comment, the
majority of respondents who had “pain
associated with a toothache” actually
had a problem with & tooth, e.g., a cavity
or decay. It would be inappropriate for
an oral mucosal analgesic to have an
indication for the relief of “pain-
associated with a toothache™ when the
pain is caused by a problem with the
tooth itseif and not the surrounding soft
tissue. Therefore, the agency agrees with
the Dental Panel that agents for the
relief of toothache should be resiricted
to ingredients placed in a tooth cavity to
relieve throbbing, persistent pain
resulting from an open cavity in the
tooth, Moreover, oral mucosal
analgesics that relieve pain arising from
an injury to adjacent soft tissue should
not be indicated for the relief of pain
due to a problem inherent to a tooth.
Accerdingly, the agency does not accept
the comments’ request to change the
definition of an agent for the relief of
toothache or'to place in Category I for
oral mucosal analgesic ingredients a
claim for the temparary relief of pain,
commeonly referred to as “toothache
pain” as differentiated from pain due to
an open tooth cavity. '

Reference

(1) Comment Na. C00007, Docket No. 86N~
0228, Dockets Management Branch.

17. One comment objected to the
Dental Panel’s recommendation that the
labeling of OTC drug products for the.
relief of oral discomfort indicate the
principal intended action of each active
ingredient {47 FR 22712 at 22718). The
comment indicated.that if a statement of
general pharmacolcgical activity is
present, a statement of principal
intended action of active ingredients
would often be simply redundant and
that the use of pharmacological terms

describing principal intended actions
might be confusing to some consumers.

The agency agrees in part and
disagrees in part with the comment. The
comment is correct in stating that if a
statement of general pharmacclogical
activity is present, then a statement of
principal intended action of active
ingredients would likely be redundant.
The agency has reviewed the Panel's
recommendation and believes that the
Panel was simply recommending that
each product for the relief of oral

. discomfort bear a statement of identity

in accord with 21 CFR 201.61, which the
Panel cited at 47 FR 22718. This
recommendation for OTC drug products
for the relief of oral discomfort is
censistent with the labeling for all OTC.
drug products in that 21 CFR 201.61
requires the statement of identity to be
in terms of the established name of the
drug, if any; followed by an acourate -
statement of the general
pharmacological category(ies] of the
drug or the principal intended action(s)
of the drug. The regulation further
requires that such statements shall
employ terms descriptive of general
pharmacological categoryfies) or
principal intended action{s], and cites as
examples the terms *“antacid,”
“analgesic,” “decongestant,”
“antihistaminic,” etc. The agency is
designating and proposing one or more
terms such as these as the “statement of
identity” for the varicus product classes
included in this tentative final
monograph after considering the Panel's
recommendations and other suggested
terms submitted in the comments. (See
comment 18 below.)

18. Two comments objected to the
Dental Panel's recommended
“Statement of identity” for tooth
desensitizers in § 354.65({a}. The
comments believed the recommended
term “tooth desensitizer” is overly
restrictive, not adequately descriptive,
and potentially confusing to consurmers

" because it could conceivably mislead

them by incorrectly suggesting a new
use for these products, such as
toothache relief or oral anaigesia. The
comments suggested that other terms
such as “toothpaste for sensitive teeth”
or “desensitizing toothpaste” should be
permitted. One of the comments added
that the term “desensitizing toothpaste”
had been used for over 20 years for one
of its products, has had wide
acceptance, and is readily understood.
A third comment objected to the Panel's
restrictiveness in proposing to allow
only one statement of identity in the
labeling of tooth desensitizer drug

‘products. The comment argued that FDA

should allow manufacturers the

alternatives set forth in existing agency -
regulations regarding the statement of
identity for OTC drug products {21 CFR
201.61), which state that the label shall
include the established name of the -
drug, if any, followed by an accurate
statement of the general

pharmacological category(ies] of the

drug or the principal intended action{s)
of the drug. If the drug is a combination
that has no established name, the
requirement may be satisfied by placing’
a prominent and conspicuous statement
of the general pharmacclogical action(s]
of the combinatiion or its principal
intended action(s), in terms that are
meaningful to laymen.

The agency agrees with the comments
that the term “tooth desensitizer” may
be misleading to consumers because it
may suggest to them that the product
can be used for purposes other than its
intended uvse, e.g., as a toothache
remedy or an oral analgesic. The agency
has reviewed the labeling of tooth
desensitizer drug products and agrees
that other descriptive terms could be
used. The agency believes that the most
descriptive term would be that the
product is a toothpaste {or dental gel)
for sensitive or hypersensitive teeth. The
agency believes that the term
“desensitizing toothpaste” is similar to
“tooth desensitizer” in that it may
sugges!t'to consumers that the product
can be used for conditions other than
the treatment of sensitive teeth, e.g., the
relief of toothache. As the Dental Panel
explained in its general discussion of
agents used to treat "hypersensitive”
(ultrasensitive] teeth (47 FR 22712 at
22748}, hypersensitivity in teeth
develops when the dentin is exposed to
the environment of the oral cavity. The
dentin, which contains the sensory
mechanism of the tooth, can become
ultrasensitive to various stimuli such as
temperature change, mechanical stimuli,
and certain chemicals. Because the
development of hypersensitive teeth is
complex and may occur for many

. different reasons, e.g., erosion or

abrasion of calcified structures, the
diagnosis of this condition should be
made by a dentist.

It is important that produsts
containing tooth desensitizing .
ingredients be clzarly labeled for this
purpose and not mistakenly used to
treat other conditions invelving the teeth
or gums. Thus, the agency is proposing
in this amendment that the statement of
identity recommended by the Panel in
§ 354.65{a) (which appears in §'356.62{a}
in this proposal) be revised as follows:
The labeling of the product contains the
established name of the drug, if any, and
identifies the product as a (insert dosage
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form, e.g., “toothpaste” or “dental gel”)
“for” (select one of the following:
“sensitive” or “hypersensitive””) “teeth.”

19. Referring to agents for the relief of
*oothache; one comment disagreed with

he Dental Panel’s Category Il
classification of labeling claims such as
“stops pain,” “soothes sore gums,” and
“alleviates pain” (47 FR 22712 at 22730)
and any claims that such a product
“provides soothing relief.” the comment
asserted that it failed to understand why
such terms are considered too vague
and maintained that the terms are useful
to the consumer and should be allewed,
as long as the product’s label contains
accepted indications for use as
recommended by the Panel in
§ 354.50(b).

- The Panel stated in its report that
indications for the use of an “agent for
the relief of toothache should be simply
and clearly stated and should provide
the user with a reasonable expectation
of results to be anticipated from use of
the product” (47 FR 22719). The agency
believes that the term “stops” on the
label of agents for the relief of toothache
could be misleading and subject to
misinterpretation by consumers. The
claim “stops pain” implies that pain wiil
not resume and does not provide the

' consumer with a reasonable expectation
- of the duration of relief provided by an
OTC drug product. Therefore, the
agency agrees with the Panel's Category
U classification of the labeling claim
stops pain.”

The agency believes that the term
*soothing” is a product attribute
describing certain physical and
chemical qualities of an OTC drug
product. However, such product

attributes are not indications for use, but

merely factual statements related to
product performance. The agency has no
objection fo the use of terms describing
certain physical and chemical qualities
of a drug, as long as these terms do not
imply that any therapeutic effect might
occur, are true and not misleading, and
are distinctly separated from labeling
indications. Terms describing a
product’s characteristics (e.g., color,
odor, flavor, and feel) may appear in the
labeling for the consumer's information.
The agency concludes that it is not
necessary to include terms such as these
in this amendment.

The agency believes that “alleviates™
is an acceptable term, and
manufacturers should have the option to
use this term in the indications for
toothache relief drug products. The
agency is therefore propesing to revise
the Panel's recommended indication for
relief of toothache drug products as
*ollows: “Temporarily” (select one of the

llowing: “alleviates” or “relieves”)

“throbbing, persistent tocthache due to
a cavity-until a dentist can be seen.”

_ The agency is not proposing any
Category I agents for the relief of
toothache in this amendment.
Consequently, the agency is not
including labeling for agents for the
relief of toothache in this document. In
the even that an ingredient for the relief
of toothache reaches monograph status
{Category 1), the agency will include
labeling, as discussed above, in the final
monograph. :

20. Two comments disagreed with the
Dental Panel’s placement of certain
claims in Category II, specifically, “For
temporary relief of cavity toothache” (47
FR 22712 at 22730 and 22742), ** * *
[R]elief from teothache due to cavities,”
“Eases pain due to cavities * * *” (47
FR 22730), and “Temporary relief for

toothache due to cavities” (47 FR 22742).

Noting that the Panel placed these
claims in Category II because the claims
could be considered “misleading and

~ unsupported by scientific data” (47 FR

22730}, one comment maintained that
some of these claims are simply
alternative ways of stating claims that
the Panel placed in Category I or are
statements that merely describe the
product's action. The second comment
argued that the claims “For temporary
relief of cavity toethache” and
“Temporary relief for toothache due to
cavities” are within the acceptable
parameters of the Panel’s recommended
indication for agents for the relief of
teothache in § 354.50(b) {47 FR 22758).
The comment added that, in light of the
agency's announced intention to ease
the so-called OTC “Exclusivity Rule,”
published in the Federal Register of July
2, 1982 (47 FR 29002}, these claims
should be classified as Category L
Two of the above labeling claims,
“* & * [R]elief from toothache due to
cavities” and “Eases pain due to
cavities * * *,” when evaluated by the
Panel, included the term “fast.” For a
discussion of terms that refer to the
onset of action of the drug, such as
“fast.” (See comment 25 below.)

The Panel recommended the following.

indication for agents for the relief of
toothache: “For the temporary relief of
throbbing, persistent toothache due to a
cavity until a dentist can be seen.” The
agency agrees with the Panel regarding
the importance of emphasizing that
eugenol, if it should become a Category 1
ingredient for the relief of toothache,
should only be used when *throbbing,
persistent pain” exists. {See comment 21
below.] In its general discussion of
agents for the relief of toothache and its
discussion of eugenol (47 FR 22712 at
22725 to 22727), the Panel stated that
irritating substances (e.g., eugenol}

should only be applied to a nonviable
tooth with irreversible damage

{characterized by throbbing, persistent

pain) because the application of an
irritating substance is likely to further
injure a viable tooth that has reversible
damage [characterized by intermittent
pain).

The agency considers the claims
proposed by the comments as not
providing.consumers sufficient
information for the safe and effective
use of these products because the claims
do not include the definitive terms
“throbbing” and “persistent.” For this
reason, and irrespective of the easing of
the exclusivity policy (see comment 12
above), the agency concludes that these
claims are not suitable alternative ways
of stating the claim proposed by the
Panel for agents for the relief of
toothache, nor are they statements
describing the product’s action.
Although the claims proposed by the
comment might be appropriate for
nonirritating agents for the relief of
toothache, no such agents are currently
classified in Category 1. {See comment
21 below.) The agency will further
consider such claims should a
nonirritating agent for the relief of
toothache attain Category I status. At
this time, however, because there are no
Category 1 ingredients for the relief of
toothache, the agency is not including
any “relief of toothache™ claims in this
amendment. In the event that an
ingredient for the relief of toothache
reaches monograph status (Category I},
the agency will include the Panel's
recommended indication in the final
monograph.

21. Two comments requested that the
indication recommended by the Dental
Panel in § 354.50(b), “for the temporary
relief of throbbing, persistent toothache
due to a cavity * * *,” be limited to 85
to 87 percent eugenol and not extended
to apply to any ingredient that may be
classified in Category I in the future,
One of the comments stated that limiting -
the use of toothache remedies to teeth
with persistent, throbbing pain is
unnecessary for nonirritating ingredients
such as benzocaine. The comment
maintained that patients cannot readily
assess their own level of pain and that
they will desire relief regardless of the
level of pain. Stating that there are
instances when a consumer desires
relief from a toothache that is causing
less than persistent, throbbing pain and
contending that the labeling proposed
by the Panel would discourage the use
of these products in such instances, the
comment maintained that there were no
facts to support such a stringent
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requirement for a drug as safe as
benzocaine.

The agency recognizes that all
ingredients that may become Category I
agents for the relief-of tocthache may
not be irritating and harmful to a viable
dental pulp. The Panel described the
types of toothache pain that
differentiate between a viable dental
pulp and a nonviable dental pulp. It
stated that intermittent toothache pain
indicates that the dental pulp is still
~ viable and that persistent, throbbing

pain indicates that the dental pulp is no
longer viable (47 FR 22712 at 22728). The

Panel recommended an indication for
throbbing, persistent toothache for

- eugenol, the only agent for the relief of

toothache that it put in Category I
ingredient, because it is known to be
irritating and potentially harmful to
viable dental pulp (47 FR 22727). The
agency, however, disagrees with the
Panel’s Category I classification of
eugenol used for the relief of toothache.
Therefore, in this amendment, the
agency is placing eugenol in Category I
and is not including any labeling for
ingredients for the relief of toothache
{see comment 7 above). If eugenol is
upgraded to monograph status (Category
1}, the agency will inciude the Panel's
recommended indication for eugenol in
the final monograph.

- The agency recognizes that the Panel
recoramended the same indication, i.e.,
the persistent, throbbing pain, for all
Category III active ingredients for the
relief of toothache. Other ingredients
may be safe for use in a viable tooth
when the toothache painisnot
persistent and throbbing, Therefore, the
agency agrees with the comment that
the indication *“for the temporary relief
of throbbing, persistent toothache”
would not be necessary for such
ingredients. If any Category III
ingredient for the relief of toothache is
upgraded to Category I, and if sufficient
data are submitted to the agency
demonstrating that the ingredient does
not further damage irritated, but viable,
dental pulp, the agency will consider an
appropriate indication that provides for
the safe use of the ingredient.

" 22. One comment believed that terms
for oral mucesal analgesics such as
“helps comfortable adjustment” and
“unaccustomed use,” which the Dental
Panel placed in Categery I, should be
allowed as Category I if used in '
conjunction with a Category I claim
such as “for the temporary relief of pain
due to minor irritation of soft tissue due
to dentures or orthodontic appliances.”

The Panel placed terms such as “*helps
comfortable adjustment” and

“unaccustomed use” in Category I on
the basis that they are vague and not

definitive of the condition for which
relief is sought (47 FR 22712 at 22742].
The Panel listed four indications that it
felt adequately describe the conditions
for which an oral mucosal analgesic
should be used (47 FR 22740). All of
these indications concern the
“temporary relief of pain” due to various
conditions, such as minor irritation
caused by dentures or injury of soft
tissue of the mouth. The Panel did not
believe that these Category I indications
would be improved by the addition of
terms such as “helps comfortable
adjustment” or “unaccustomed use,”
which are not directly related to
conditions causing pain. The agency
concurs with the Panel and thus rejects
the comment’s contention that these
Category II terms should be allowed in
an indication if used in conjunction with
a Category I claim.

23. One comment objected to the
Dental Panel’s recommended
requirement in § 354.55(bj(1}{iv} that the
indication for use of an oral mucosal
analgesic for the relief of pain due to
canker sores carry the statement “when
the condition has been previcusly
diagnosed by a dentist.” The comment
stated that canker sores are mucosal
lesions commonly diagnosed by
consumers, are generally self-limiting,
and seldom lead to complications. The
comment added that requiring an
individual to seek professional advice
prior to treatment of a canker sore with
proven safe and effective local
anesthetics is not in the best interest of
the consumer. The comment requested
that § 354.55(b)(1)(iv) be revised to read
as follows: “For the temporary relief of
pain due to canker sores.”

In the tentative final monograph for .
OTC oral mucosal injury drug products
(48 FR 33984 at 33988), the agency
discussed the self-treatment of canker
sores with GTC drug products. The
agency stated that, because the term
“canker sores” has been used in the
labeling of marketed OTC drug products
for many years, consumers have a
general understanding of the term and
do not require a professional diagnosis
by a dentist before using an OTC drug
product to cleanse a canker sore.
Additionally, in the first segment of the
tentative final monograph for OTC oral
health care drug products (53 FR 2436 at
2458), the agency propesed the following
indication for oral health care
anesthetic/analgesics in § 356.55{(b}(2}:
“For the temporary relief of pain
associated with canker scres.” Because
oral muccsal analgesics are being
combined with oral health care
anesthetic/analgesics in this
amendment (See part Ii. paragraph B.5.
below), the indication proposed in

§ 356.55(b)(2) will apply to oral mucosal
analgesic ingredients. The indication
appears in § 856.52(b}{2) in this
amendment. The agency believes that
this proposed indication responds to the
concerns expressed by the comment.

24. Referring to oral mucosal analgesic
drug products, one comment disagreed
with the Dental Panel's Category Il
classification of the labeling claims “For
* * * temporary relief of pain and
soreness due to minor irritation of teeth
and gums,” “For * * * effective relief of
sore gums,” and “For * * * temporary
relief of minor mouth or gum soreness”
(47 FR 22712 at 22742}, The comment
maintained that these claims are simply
alternative ways of stating claims that
the Panel placed in Category I or are”
statements that describe the product’s
action. The comment recommended that
these Category If claims be moved to
Category L

The above labeling claims, when
evaluated by the Panel, included the
terms “quick,” “rapid,” and “fast.” For &
discussion of terms such as these that
refer to the onset of action of the drug,
see comment 25 below. The Panel
classified the first two claims mentioned
by the comment in Category II because,
based on the available evidence, it
concluded that the claims are
misleading and unsupported by
scientific data (47 FR 22742}, The third
claim was also classified in Category It
because the Panel judged this claim to
be “too vague” and recommended that
“it must be more specific” (47 FR 22742].

The agency concurs with the Panel
and further considers the comment’s
versicn of the first cited claims, “For -

* * * temporary relief of pain and
soreness due to minor irritation of teeth
* * % {9 be unacceptabie because the
Category I indications for oral mucosal
analgesics do not include relief of pain
and soreness due to irritation of teeth.
Oral mucosal analgesics are intended
for use on soft tissues, and the agency
concludes that a claim related to
irritation of teeth is not acceptable for
products containing ingredients in this
class.

In the tentative final monograph for
OTC oral mucosal injury drug products,
published in the Federal Register of July
26, 1983 (48 FR 33984), the agency
proposed to replace the phrase *oral soft
tissues’ with the phrase “mouth and
gums.” The agency believes that the
phrase “oral soft tissues” lacks precise
meaning for most consumers and that
the phrase “mouth and gums” will be
more readily understood by consumers.
Therefore, in this amendment, the
agency is proposing to revise the
indications recommended by the Dental
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Panel in § 354.55(b}(1){i) and (iii} and
§ 354.55(b}{2} by using the phrase
“mouth and gums” instead of “soft
tissues,” “soft tissue of the mouth,” or
sral tissues.” Because of the
anilarities between oral mucosal
analgesics and oral health care
anesthetic/analgesic ingredients, the
agency is proposing in this amendment
to combine the two categories. (See part
11 paragraph B.5. below.) Therefore, the
agency is also propesing to combine
these revised indications for oral
mucosal analgesics and the indications
for oral health care anesthetic/
analgesics proposed by the agency in
§ 356.55{b) of the first segment of the
tentative final monograph for OTC oral
health care drug products and to include
these revised and combined indications
if § 356.52(b) of the amended tentative
final monograph.

25. One comment expressed concern
that all claims which state that a
product provides “fast,” “quick,” or
“rapid” relief have been placed in
Category IL The comment stated that
such claims should be Category I for any
product containing benzocaine because,
as the Dental Panel noted, benzocaine
“has an aimost immediate onset of
action” (47 FR 22712 at 22738). Claiming
that the effect is well known and is
evidenced in the scientific literature, the -
comment expressed its belief that a
“laim that a product containing

mzocaine provides “fast,” “quick,” or

capid” temporary relief of toothache
pain is founded in scientific fact and
should be allowed. A second comment
contended that terms such as “fast” and
*quick™ are not inherently misleading
and should therefore be permitted in the
labeling of products that can
demonstrate such onset of action
through scientific data. ,

Ag with all OTC drug products, relief
of oral discomfort drug products
containing benzocaine are expected to
achieve their intended results within a
reasonable period of time. However, the
specific period of time within which
relief of oral discemfort drug products
achieve these results is not related ina
significant way to the safe and effective
use of the products. Accordingly, terms
such as “fast,” “quick,” or “rapid”
would not signal any property that is
important to the safe and sffective use
of these products and these terms are
outside the scope of the OTC drug
review and will not be addressed in this
amendment. For other classes of
products in the OTC drug review,
however, statements relating fo time of
action may properly fall within the list

“terms covered by the monograph.

Excluding such terms from the
monoegraph does not imply that they
cannot appear in the labeling of a
product provided they meet the
provisions in section 502 of the act (21
U.S.C. 352) relating to labeling that is
false or misleading. Such terms will be
evaluated by the agency in conjunction
with normal enforcement activities
relating to that section of the act.
Moreover, any term that is outside the .
scope of the monograph, even though it
is truthful'and not misleading, may not
appear in the boxed area of the labeling
entitled “FDA Approved Uses” or “FDA
Approved Information” and may not
detract from such required information.
{See comment 12 above.]

26. Three comments objected to the
Dental Panel’s Category II classification
of the claim “Builds increasing
protection against painful sensitivity to
ccld, heat, sweet, sour, or contact,” and
clairs that imply a superiority in onset
of action, such as “quicker,” “more
quickly,” and “faster” for tooth
desensitizing ingredients (47 FR 22712 at
22751). The comments maintained that

" these claims should be classified in

Category 1 if they are supported by
adequate scientific documentation.

One comment stated that because
improving sensitivity scores with time is
commonplace in the various chemical
investigations of tooth desensitizing
ingredients, the claim “Builds increasing
protection * * *.” is valid. The
comment maintained that the Panel’s
reasoning that “This Claim implies a
slow mechanism of action.” (47 FR

22751} is-irrelevant to the claim’s

validity. However, another comment
stated that daily use of a tooth
desensitizing product for a period of
weeks does show a decrease in
hypersensitivity and that, accordingly,
there is indeed a slow mechanism of
action seen in the therapeutic responses
to tooth desensitizing ingredients during
a study. Therefore, the comment stated
that the claim “Builds increasing
protection * * *” is valid and
important information.

Regarding claims that imply a
superiority in onset of action, such as
“quicker,” “more quickly,” and “faster,”
one comment maintained that if data
demonstrate that one agent relieves ™
sensitivity in 1 week whereas another
agent relieves sensitivity in 2 weeks, the
first agent is obviously therapeutically
“faster” than the second. The comment
contended that this is important
consumer protection information that
should be encouraged when supported
by scund scientific data.

The OTC drug review establishes
conditions under which OTC drugs are

generally recognized as safe and
effective and not misbranded. Two
principal conditions examined. during
the review are allowable ingredients
and allowable labeling. FDA has
determined that it is not practical—in
terms of time, resources, and other
considerations—to set standards for all
labeling found in drug products.
Accordingly, OTC drug monographs
regulate only labeling related in a
significant way to the safe and effective
use of covered products by lay persons.
OTC drug monographs establish
allowable labeling for the following

‘items: Product statement of identity;

names of active ingredients; indications
for use; directions for use; warnings
against unsafe use, side effects, and
adverse reactions; and claims
concerning mechanism of drug action.
The agency believes that the claim
“Builds increasing protection against
painful sensitivity to cold, heat, sweet,
sour, or contact” is related to the
therapeutic effectiveness of the drug
product and is derived from data
concerning the mechanism of drug

* action. Data submitted to the agency in

support of the effectiveness of
potassium nitrate as a tooth desensitizer
(Refs. 1 and 2) indicate that the
desensitizing effectiveness of potassium
nitrate increases with time, up to 12
weeks. For example, in a 12-week study
by Axelrod and Minkoff (Ref. 3],
subjects using a dentifrice containing
potassium nitrate shcwed the following
subjective decreases in sensitivity: 15
percént at 2 weeks, 42 percent at 4
weeks, 50 percent at 8 weeks, and 75
percent at 12 weeks. The subjects
showed comparable decreases in
sensitivity when their tactile responses
and cold air responses were measured.
(See comment 8 above.} »
The agency believes that these results
indicate that potassium nitrate’s
effectiveness as a tooth desensitizer is
cumulative and that such information -
should be available to consumers
because it might take 2 or 3 weeks
before significant therapeutic relief is
obtained from the use of a potassium
nitrate dentifrice. Therefore, the agency
agrees with the comments that the claim
“Builds increasing protection * * *."is
appropriate for tooth desensitizers such
as potassium nitrate, which at this time
is the only Category I tooth desensitizer.
Therefore, in this amendment, the
agency is proposing the following
additional indication in § 356.62(b){2):
“Builds increasing protection against
painful sensitivity of the teeth to cold,
keat, acids, sweets, or contact.”
Howaever, the agency believes that
unspecified periods of Hime, such as
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“quicker,” “more quickly,” or “faster,”
implying prompt relief are not related in
a significant way to the safe and
effective use of tooth desensitizers and
thus are outside the scope of the OTC
drug review. As with all OTC drug
products, tooth desensitizers are
expected to achieve their intended
results within a reasonable period of
time. As discussed above, it might take 2
or 3 weeks before significant therapeutic
relief is obtained from the use of
potassium nitrate dentifrice. Therefore,
terms such as "quicker,” “more quickly,”
or “faster” do not seem to be .
appropriate for OTC tooth desensitizers.
For other classes of products in the OTC
drug review, such as bronchodilaters,
statements relating to onset of action
may properly fall within the list of terms
covered by the monograph.

The agency emphasizes that even
though terms such as “quicker,” “more
quickly,” or “faster” are outside the
scope of the OTC drug review for this
class of products, they are subject to the
provisions in section 502 of the act {21
U.S.C. 352) relating to labeling that is
false or misleading. Such terms will be .
evaluated by the agency in conjunction
with normal enforcement activities -
relating to that section of the act. ,

Moreover, any term that is outside the
scope of the review, even though it is
truthful and not misleading, may not .
appear in any portion of the labeling
required by the monegraph and may not
detract from such required information.
However, statements and terms outside
the scope of the monograph may be
included elsewhere in the labeling,
provided they are not false or
misleading.
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27.One comment indicated that
excessive warning statements should be
avoided. It claimed that to preface
consumer advice that does not concern
life-threatening, or even dangerous,
situations with the word “warning”
simply encourages the reader to ignore
labeling which should be read.

The agency agrees that excessive
warning statements should be avoided.
For example, the Dental Panel’s
recommended warning “Children under
12 years of age should be supervised in
the use of this product” is not included .
in the warnings section of this proposal

because the statement appears in the
directions for use. However, concerning
the use of the term “warning,” section
502(f)(2) of the act (21 U.S.C. 352(f)(2))
provides, in part, that any marketed
drug must bear in labeling ** * * such
adequate warnings * * * as are
necessary for the protection of

users * * *’Furthermore,

§ 330.10{a){4}(v] of the OTC drug
regulations {21 CFR 330.10(a}{4}{v}}
requires that the labeling of OTC drug
products include “* * * warnings
against unsafe use, side effects, and

adverse reactions * * *.” Thus, the

agency concludes that it is insufficient
to limit statements in the “Warnings”
section of the labeling to life-threatening
or highly dangerous situations only.
OTC labeling must also warn against
unsafe use of the product and alert
consumers of possible side effects even
if not likely to be life-threatening or

-highly dangerous. The agency
-encourages consumers to read fully all

warnings information because the
statements included in this section of
the labeling are considered important to
the proper safe use of the product.

28. A number of comments objected to
the warning “Do not swallow” that was
recommended by the Dental Panel for

all drugs for the relief of oral discomfort.

Several comments stated that oral -
mucosal analgesics and agents for the
relief of toothache are placed on the
gums or in a tooth and therefore it
would be difficult for the patient not to
swallow some of the drug. Moreover, the
comments argued that because the drugs
have been found safe for use in the
mouth, such a requirement is illogical
and unnecessary. The commenis also
stated that this warning could
unnecessarily alarm consumers and
cause them to believe that swallowing
even small quantities of the product

. would result in substantial harm. One

comment believed that consumers might
misinterpret the warning to mean that
one should totally refrain from the act of
swallowing rather than to refrain from
swallowing excessive amounts of the .
product. Another comment stated that
the warning should not be required for
tooth desensitizers because such
products are used by adults, who do not
appreciably ingest identifrices. The
comment added that this warning
should be reserved for conditions where
there is a reasonable basis for concern
based on the safety record of the
ingredient or on the use pattern.

The agency agrees with the comments
that the warning “Do not swallow” is
not needed for drug products included in
this rulemaking for the relief of oral
discomfort. The agency believes that
products such as oral mucosal

analgesics, agents for the relief of
toothache, and oral mucosal protectants
that are directly applied in small
amounts to small areas of the oral
muceus membranes or to the teeth (e.g.
as a liquid or gel} do not require such a
warning. These products are not
intended to be used in large amounts in

“the mouth, and the small amount of drug

that an individual would undoubtedly
swallow would cause no harm.
Therefore, the agency will not include
the warning Do not swallow,” which
was recommended by the Panel for
agents for the relief of toothache, oral

‘mucosal analgesics, and oral mucosal

protectants in §§ 354.56{c){1){iv},
354.55(c){1}(iii), and 354.60(c}{3),
respectively. However, for oral mucosal
analgesics formulated as a mouthwash
{oral rinse); the agency believes that the
directions for use of the product should
state that the product should be spit out
after rinsing. The agency is including the
wording “* * * and then spit out” in the
directions for mouthwashes {oral rinses)
in § 356.52{d}(1)(i}, (d}{2)(1}, (d}(4)1),
{d)(5)(1), (A)(6)(i), (d)(7)(1)(A)} and (B, and
{d}(8){i) of this proposal.

Both tooth desensitizers and fluoride
dentifrices are used in the same manner,
i.e., brushed on the teeth with a
toothbrush.and then spit out. The Panel
did not recommend and the agency did
not propose a warning concerning the
avoidance of swallowing for fluoride
dentifrices because these products hav
a long history of safe use (see the
advance notice of proposed rulemaking
for OTC anticaries drug products
published in the Federal Register of
March 28, 1980 (45 FR 20666 at 20682)
and the tentative final monograph for
OTC anticaries drug products published
in the Federal Register of September 30,
1885 {50 FR 39854 at 39864)}].
Accordingly, the agency believes that
such a warning is not warranted for
tooth desensitizer drug products. In
addition, as stated by the comment,
tooth desensitizets are recommended for
adult use and not for children under 12
vears of age, thus there is litile
likelihood that the intended population
would ingest the product. The Dental -
Panel stated that, even in children aged
3 to 6 years, the large majority swallow
less than 0.5 gram of toothpaste per
brushing (47 FR 22712 at 22751). Adults
could be expected to swallow even less.
For these reasons, the agency is not
including in this proposal the warning
regarding swallowing that was
recommended by the Panel for tooth
desensitizer drug products in
§ 354.65(c}(2).

29. One comment objected to the
Dental Panel's statement in 47 FR 2271
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at 22726 that “most toothache remedies
are very caustic preparations which will
burn the oral mucosa” insofar as it
purports to apply to benzocaine. The
comment noted that benzocaine, as
stated by the Panel, “is one of the more
widely used and safest topical
anesthetics found in OTC preparations”
{47 FR 22737). The comment added that
the Panel found the irritancy and
sensitivity incidence of benzocaine were
at levels of other commonly used drugs
{47 FR 22738}, and that the Panel did not
believe'a warning as to that effect was
required for the ingredient. The
comment requested that, should
benzocaine be placed in Category I, the
“irritation” warning recommended by
the Panel in § 354.50({c){1)(iii} should not
-apply to products containing
benzocaine. ‘

The Dental Panel's statement referred
to by the comument was part of a general
discussion on toothache remedies, It is
not clear in the discussion to what
preparations the Panel was referring. It
is possible that the Panel was referring
to eugenol, which it stated is known to
be very caustic {47 FR 22727). In
addition, the Penal described this
statement as pertaining to “most,” not
“all,” toothache remedies. The agency

- believes that the Panel did not intend for
the statement to apply to benzocaine
because the Papel stated elsewhere in
its report that the incidence of
henzocaine irritancy equals that of other

.ommonly used drugs and is less than
that of the more frequently used
sensitizer {47 FR 22738).

The “irritation” warning in
§ 354.50{c)(1){iii) referred to by the
comment states, “If irritation persists,
inflammation develops, or if fever and
infection develop, discontinue use and
see your dentist or physician promptly.”
This statement was proposed.asa
general warning required for all
Category I ingredients in all classes of
drug products for the relief of oral
discomfort {i.e., agents for the relief of
toothache, oral mucosal analgesics, oral
mucosal protectants, and tooth
desensitizers). The warning statement
does not refer to any specific ingredient,
but rather refers to the condition that is
being treated. If the condition does not
improve or if it worsens, the consumer is
instructed to seek professicnal
treatment, Therefore, the agency does
not accept the comment’s claim that the
warning statement is not applicable to
benzocaine.

As discussed in comment 5 above,
benzocaine remains in Category Il as
an agent for the relief of toothache in
this amendment. However, even if

ifficient effectiveness data are

submitted to reclassify benzocaine to
Category I, the agency will still require
the general warning statement
recommended by the Panel in’

§ 354.50{c){1}{iii} of its report or a similar
warning.

30. Three comments cbjected to many
of the warnings proposed by the Dental
Panel for tooth desensitizer drug
products in § 354.65(c). Objecting to the
warning in § 354.65(c)(1) that states, “Do
not continue use beyond 2 weeks except
under supervisicn of a dentist.” All of
the comments argued that 2 weeks is not
an adequate trial period for the use of -
tooth desensitizers because the
effectiveness of desensitizing agents
may not be apparent after only 2 weeks
of regular use. Two of the comments
maintained‘that about 50 percent of the
population does not regularly visit or
have access to a dentist and, as a result,
makes use of OTC medications. These
comments stated that, in the absence of
a dental recommendation, 4 weeks,
rather than 2 weeks, is a more realistic -
trial peried for the use of a tooth
desensitizer. The comments stated that
they were aware of the Panel’s concern
that a diagnosis of hypersensitivity may
not accurately be made without
professional advice, but contended that
the majority of sufferers could make the
association between inciting factors and
the symptoms of hypersensitivity. One
comment recommended that the agency
combine § 354.65 (c){1) and (c}{4) to read
as follows: “If relief is not apparent after
4 weeks of regular use or if the intensity
of pain increases, see your dentist, as
this may indicate a sericus dental
problem.” The other two comments
suggested that § 354.65(c)(1) be revised

- to read as follows: “Do not continue use

beyond 4 weeks in the absence of relief
except as directed by a dentist. When
used on a daily basis, a decrease in
sensitivity should occur within the first 2
weeks and greater improvement wil}
occur as regular use continues.”

One comment requested that
proposed § 354.65(c}(5), which states
“See your dentist as soon as possible
whether or not relief is obtained,” be
revised to read as follows: “If relief is
not apparent after 4 weeks of regular
use or if the intensity of pain increases,
see your dentist, as this may indicate a
serious dental problem.” The comment
maintained that if sensitivity is
effectively reduced after 4 weeks, itis
unnecessary for the consumer to consult
a dentist. However, the comment added

- that if sensitivity is nof reduced after 4

weeks, a dentist should be consulted as

" soon as possible because a dental

problem may be present. One comment
recommended replacing §§ 354.65 (c}(4}

and {c){5) with the following “Caution”
statement: “Caution: Sensitive teeth may
require professional attention: See your
dentist if the problem persists or if
irritation occurs.” The other comment
recommended a similar statement:
“Caution: Sensitive teeth may require
professional attention. See your dentist
if the problem persists.”” Both comments
contended that the two warnings
proposed by the Pane! (§ 354.65 {c})(4}
and {c}(5)] are excessively and
unnecessarily alarming and that the
same purpese could be accomplished in
a less alarming manner by using a
caution statement similar to one
recommended above.

The agency agrees with the comments
that, when treating dental
hypersensitivity with a tooth
desensitizer, 4 wesks is a more
reasonable trial period than 2 weeks.
Clinical data submitted to the agency in
support of the Category I status of
potassium nitrate as a tooth desensitizer
clearly demonstrate that
hypersensitivity may be reduced after 2
weeks treatment, but the reduction
increases steadily and is more apparent
after 4 weeks treatment. {See comment 9
above.}

Although all of the comments
maintained that hypersensitivity can be
self-diagnosed and self-treated by the
consumer, the agency believes that a
professicnal diagnosis is necessary
before using a tooth desensitizer for
longer than 4 weeks. Dental
hypersensitivity may have many causes
including faulty resterations, cracked
teeth, or infected dental pulp (47 FR
22712 at 22750). Because none of these
conditions would be helped by a tooth
desensitizer {47 FR 22750), the agency
believes that a dentist’s evaluation and
treatment is necessary before using a
tooth desensitizer for longer than 4
weeks. The agency agrees with the
Panel that tooth desensitizers should be
available as OTC drug products for
temporary use until a dentist can be
seen or for longer use under professional
supervision (47 FR 22749). However,
because hypersensitivity may be caused
by conditions that require treatment by
a dentist, the agency concludes that 4
weeks is an adequate period of time for
a consumer to use a tooth desensitizer

. without professional advice evenif the

condition appears to improve.

The agency believes that the two
warnings recommended by the Panel in
§§ 354.65 (c})(4) and {c}{5) can be
combined with the warning
recommended in § 354.65{c){1) and
simplified into one warning which is
proposed in § 356.62{c) as follows:
“Bensitive teeth may indicate a serious
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problem that may need prompt care b ya

dentist. See your dentist if the problem

" persists or worsens. Do not use this
product longer than 4 weeks unless
recommended by a dentist or doctor.”
The agency has determined that the

" signal word “warning” rather than the
word “caution” will be used routinely in
OTC drug labeling that is intended to
alert consumers to potential safety
problems Therefore, the word -

“warning” will be used for the above

statement in this proposal.

31. Orie comment objected to the
Dental Panel’'s warnings recommended
for tcoth desensitizers in § 354.65(c)(3),
“Children under 12 years of age should
be supervised in the use of this
product.” The comment stated that the
oral toxicity of these products is very
low based on the amount of product
used for normal daily toothbrushing (of
which only 5 to 10 percent is actually
ingested) or even if the entire tube were
inappropriately ingested. The comment
-suggested that because tooth
desensitizers present a minimal health
risk to children upon ingestion during
normal use and because dentinal
hypersensitivity is primarily an adult
condition, the warnings in §§ 354.65
(c)(2) and (c}{3] are not appropriate for
tooth desensitizers and should be
deleted.

‘Three comments recommendea that
the agency delete the Panel's
recommended warning in § 354.65(c){6),
which states 'If irritation persists,
inflammation develops, or if fever and
infection develop, discontinue use and
see your dentist or physician promptly.”
Two comments contended that
irvitation, fever, and infection are not
relevant to the condition of, or the
products available for, sensitive teeth.
Two comments suggested that this
warning was unnecessarily alarming,
and cone of them added that the warning
would contribute to the consumer’s
negation of label precautions because of
their excessive use in unwarranted
situations:

All three comments suggested that the
Panel's recommended warning in
§ 354.56(c)(7), which states “Do not
exceed recommended dosage,” be
deleted because dentifrice products
have a universally accepted, standard
method of use and that their safety, as a
class, makes such a warning
unnecessary. Two comments stated that
the proposed warning appeared
excessive for the dentifrice product
category and should properly be
reserved for those products that require
it so as to avoid diluting the impact of
the message, while one comment added
that it is not possible or necessary to

establish a ‘recommended dosage for
dentifrices.

The agency agrees with the comments
that §§ 354.65 (c)(3), (c)(6), and (c){7) are
not necessary for the safe use of a tooth
desensitizer drug product. The toxicity
of the Category III tooth desensitizing
agents discussed in the Panel’s report is
low (47 FR 22712 at 22751 to 22756) and

‘products containing these ingredients

are not likely to be used to any great
extent by children under 12. Based upon
the new directions proposed by the
agency for tooth desensitizers stating
that a dentist be consulted for use in.
children under 12 (see comment 38
below]), the agency concludes that the
warning “Children under 12 years of age
should be supervised in the use of this
product” is redundant.

The agency reviewed the Panel's
evaluation of tooth desensitizing
ingredients (47 FR 22750) and did not
find any discussion that the consumer
should consult a dentist or physician if
fever, irritation, or infection are present.
The agency does not consider fever,
irritation, and infection as being related
to dental hypersensitivity and, therefore,
does not believe that a warning for the
consumer to consult a dentist or
physician if those symptoms are present
is necessary on a tooth desensitizing
drug product.

The agency concludes that the Panel's
recommended warning in § 354.65(c}{7)
“Do not exceed recommended dosage”
can be deleted. The agency believes that
consumers know how to use a dentifrice
and that it is unnecessary as well as
impractical to establish a recommended
dosage for a dentifrice.

Therefore, the agency is not including
the Panel’s recommended §§ 354.65
{(c)(3), {c)(8), and (c)(7} in this
amendment.

32. Several comments disagreed with
certain aspects of the directions
(§ 354.50{d)) recommended by the
Dental Panel for agents for the relief of
toothache (47 FR 22712 at 22758). Noting
that the proposed directions specify that
the medication should be placed on a
cotton pledget, the comments
maintained that a cotion pledget is
impractical for use with a gel, which is'
placed directly into a tooth cavity
without cotton. Therefore, the directions
should be modified to make it clear that
they do not apply to gel formulations.
One comment stated that the directions
should be limited to eugenol (85 to 87

. percent).

One comment argued that the
directions that restrict use of a
toothache relief medication to 1 minute
not more than four times daily are
inconzsistent with the Panel's

recommended testing requirements for
these drugs, which state that the cotton
pledget moistened with medication
should be removed after 5 minutes. The
comment added that the limitation on
the frequency of application is
impractical and unnecessary for this
class of products, and that use of the
drug should depend on patient
requirements.

The agency acknowledges that the
directions recommended by the Panelin
§ 354.50{d) may not be appropriate for
all ingredients and/or formulations
(such as gels). The directions (regarding

- use of a cotton pledget and limitation of

use to T minute not more than four times
daily) were written for products
containing 85 to 87 percent eugenol, the
only ingredient classified by the Panel
as a Category I toothache relief agent.
Eugenol can irritate oral mucous
membranes; therefore, it is necessary to
place engenol on a cotion pledget in
arder to confine the drug to the tooth
cavity, and prevent its spread to the oral
tissues. Likewise, the 1-minute time
limitation is necessary to prevent
irritation. Eugenol is classified in
Category Il in this amendment (see
comment 7 above). Because there are no
Category l'ingredients for the relief of
‘toothache, no labeling for this use is
included in this document. However, in
the event that eugenol reaches
monograp‘l status, the agencyis =~ 74
proposing to clarify part of the
directions for eugenol to instruct the
consumer to remove the cotton pledget.
The revised directions would be as
follows: ** * * Moisten a cotton
pledget with 1 or 2 drops of medication
and place in the cavity for
approximately 1 minute and then
remove * * *" As discussed below, if
other mgredlents for the relief of
toothache are reclassified to Category I,
the agency will propese directions that

are appropriate for those ingredients.

The Panel recommended that eugenol
be used not more than four times a day
{47 FR 22712 at 22728). The comment did
not submit any data in support of a more
frequent interval of using eugenol;
therefore, the agency has no basis for
changing the Panel’s recommendation.
The agency also points out that products
to relieve toothache are intended tobe -
used only for a short time until a dentist

‘can be seen. These products may

provide some temporary relief, but the
underlymg cause of the toothache
remains untreated. Unrestricted use of
such products may tend to cause an
individual to postpone-a necessary visit
to the dentist. Therefore, the agency . |
believes that it is in the consumer’s bes
interest for toothache relief agents to
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have a limitation on their frequency of
use. . :

33. One comment contended that the
age limitations in the Panel’s proposed
dosage for benzocaine as an agent for
the dental relief of toothache are in error
(47 FR 22712 at 22730). The comment
stated that the Panel must have
intended that this drug be limited to use
in individuals 12 years and clder rather
than the “2 years of age and older” as
stated in the Panel's proposed dosage.

The agency does not believe that the
Panel intended to limit the use of
benzocaine to individuals 12 years of
age and older in its proposed dosage for
this ingredient as a toothache relief
agent (47 FR 22730).The Panel
recommended that agents for the relief
of toothache are appropriate for use in
children under 12 years of age when it
stated that eugenol could be used in
children 2 years of age and older (47 FR
22758). The Panel also determined that
products containing benzocaine are safe
for use in children under the age of 12
years when it recommended directions
for the use of benzocaine as a teething
preparation in infants 4 months of age or
older (47 FR 22738). '

The comment did not submit any data
or present any rationale for limiting the
use of benzocaine as an agent for the
relief of toothache to individuals 12
years of age and older. Therefore, the
agency concludes that the Panel's
proposed dosage for benzocaine for use

's an agent for the relief of tocthache in
ildren 2 years of age and older is
appropriate and does not need to be
revised.

34. One comment requested that a gel
dosage form be included in the Dental
Panel's proposed dosage for benzocaine
for use as an agent for the relief of
toothache (47 FR 22712 at 22730). The
comment aiso explained that the use of
a cotton pledget would not be
appropriate for applying benzocaine in a
gel dosage form to an open tooth cavity.

The agency believes that a gel dosage
form may be appropriate for benzocaine
used as an agent for the relief of
toothache and agrees that the use of a -
cotton pledget to apply benzocaine in a
gel dosage form to an open tooth cavity
would not be necessary. However, the
ingredient benzocaine remains in
Category III for use as an agent for the-
relief of toothache in this amendment.
(See comment 5 above.) Until sufficient
data are submitted to reclassify this
ingredient to Category I for use to
relieve toothache pain, the agency is not
able to proposed directions that would
address the dosage form to be used.

35. One comment objected to the
Dental Panel's recommendation that

~oducts containing butacaine sulfate be

packaged in single-use units to contain

: no more than 30 milligrams (mg) of

butacaine sulfate each with no more
than six units per package {47 FR 22712
at 22719). The comment stated that to
repackage its butacaine sulfate dental

ointment (currently marketed as a 4-

percent ointment in % and 1 ounce (0z)
tubes) to comply with the Panel’s
recommendations would create a
number of problems, all contributing to
increased production costs. The
comment added that its present
collapsible tube supplier has stated that
it is not possible to provide a tube for
only 0.75 g of this drug product and thus
it would be'necessary to change the
package style. The comment stated that
due to the characteristics of this
prodiict, the best packaging alternative
available is a “form-fill-seal” pouch, for
which suitable material needs to be
identified. In addition; the comment -
stated that the size of the pouch, which
needs to be determined, may be too
small to permit printing of the required
labeling, so that separate closures would
have to be provided. The comment
claimed that it did not have the
capability in-house to solve those
problems and, thus, the firm would be
required to use a contract packager.

As an alternative to the Panel’s
proposed single-use unit package, the
comment recommefnded that its
currently marketed 1-oz tubes be
discontinued and the package of six Y-
oz tubes be maintained. Each %-oz tube
would provide 10 applications per tube
using a 2-inch ribbon per application
because the firm had determined in its
laboratory that 30 mg is obtained by
using this amount of its ointment from
the Y4-oz tube. Thus, the comment
recommended that the statement “apply
not more than a two inch ribbon” be
added to the directions section of the
labeling for these products. The
comment added that its product has
been marketed for over 40 years with
few reports of adverse reactions over
the last 31 years, none of which were of
a serious nature, and contended that its
recommended packaging and directions
for products containing butacaine
sulfate rationally resolve the problem of
package size limitations.

The agency has reviewed the adverse

- reaction reports that have been

submitted for dental products containing
butacaine sulfate {Ref. 1). A total of
three adverse reactions have beent
reported. These reports do not support
the Panel's recommendation to package

* and label 4 percent butacaine sulfate in

single-use units containing no more than
0.75 g of the product with no more than
six units per package. One woman had
an allergic reaction to the drug which

would not be unusual for a “caine”type
of local anesthetic. Because of such
allergic reactions, the Panel
recommended, and the agency is
proposing, the warning “Do not use this
product if you have a history of allergy
to local anesthetics such as procaine,
butacaine, benzocaine, or other ‘caine’
anesthetics.” One man experienced
edema and developed an ulcer in the
mouth while using the drug. This
marketing history of only three
relatively mild adverse reactions while
butacinae sulfate has been marketed in
a dental ointment without package size
limijtations supports the comment’s
contention that package size limitations
supports the comment’s contention that
package size limitations are not
necessary for the safe marketing of OTC
drug products containing this ingredient.
Therefore, the agency is not proposing
package size limitations for butacaine
sulfate in this tentative final monograph
and is revising the directions for use for
these products to delete reference to
single-use packaging.

The agency is also deleting the Panel’s
warnings recommended specifically for
butacaine sulfate in § 354.55(c}(4) of its

“proposed monograph because the

information in these warnings is
included in the directions for use for
these products in § 356.52(d}(3) of this
proposal. The Dental Panel’s
recommended direction “donot use
more than one unit at a time {each unit
to contain no more than 30 milligrams)”
contains the substance of the comment's
suggested phrase “apply not more than a
two inch ribbon” without being product
specific. Because the size of the opening
of a particular container and the
consistency of a particular drug product
will affect the amount of drug delivered
in a given “ribbon"-size of the product,
the agency is revising the directions to
require a dosage of 30 mg butacaine
sulfate per application which is relevant
to all drug products regardless of their
consistency or the size of the package
opening. The agency is also revising the
directions for butacaine sulfate for
clarity and to conform with the format
of other OTC drug monographs to read
“For products containing butacaine
sulfate identified in § 356.12(c)—The
product contains 30 milligrams
butacaine sulfate per dosage unit.
Adults: Apply (manufacturer should
state specific amount of product that
contains 30 milligrams butacaine
sulfate) to the affected area. Do not
apply again for at least 3 hours. do not
use more than three applications in 24
hours unless directed by a dentist or
doctor. Children under 12 years of age:
Consult a dentist or doctor.”™ ‘



48324,  Federal Register / Vol. 56, No. 185, | Tuesday, September 24, 1991 / Proposed Rules

Reference: _

(1) Department of Health and Human
Services, Food and Drug Administration,
“Annual Adverse Reaction Summary
Listing,” pertinent pages for the years 1976
through 1980, in OFC. Velume 13BTFM,
Docket Number 80N-8228, Bockets
Management Branch.

36. One comment objected to the
Dental Panel's limitation of phencl-
containing oral mueesal analgesic
products to two eategories, i.e., teething
preparations and dental rinses. The
comment stated that the other two
Category I oral mucesal analgesics,
bénzocaine and butacaine sulfate, do
not share this limitation. The comment
exprassed concern that products
containing phenel would be restricted to
a liquid dosage form, such as a dental
rinse only, while products containing
benzocaine and butacaine sulfate could
be marketed in dosage forms other than
dental rinses, such as sprays and gels.
The comment stated that sprays and
gels have been used for & long time by -
consumers and professionals for treating
conditions requiring topical analgesia,
that the Pane! did not provide reasons
why phencl was limited to teething
preparations and dental rinses, and that,
without scientific justification for this
limitation, the tentative final monograph
should provide for the eontinued use of
phenol-containing sprays and gels.

Some of the ingredients, including
phenol preparations, evaloated by the
Dental Panel in its report on OTC ralief
of oral discomfort drug products were
also evaluated by the oral Cavity panel
in its report orx OTC oral health care
drug products: (47 FR 22768} and by the
agency in the first segment of the
tentative final monograph for OTC oral
heslth care drug products (53 FR 2438).
Because of the similarities: and overlap:
between: these: twe rulemakings, the
agency has decided to combine them.
{See part li. paragraph B.1. helow.}
Therefore; the agency is amending the
tentative final monograph for OTC oral
health care drug products to include the
ingredients and indications reviewed by
the Dental Panel as ©FC drug products
for the relief of oral discomfort. Oral
mucosal analgesic ingredients are being
included as eral health eare anesthetic/
analgesic ingredients. {See part II.
paragraph B.5. below.) The agency
proposed directions for phenok

preparations iw § 356:55(d}{6}{i} (A} and »

(B} and § 356.55[d}{8)(}) of the tentative
final monograph. for ©TC oral health
care drog products that provide for solid
and nonselid dosageforms and for
direct application as well asfor use as a
mouthwash: {oral rinise} (53 FR 2436 at
2459), The agency believes that these

proposed directions answer the
comment’s concerns.

Because the first segment of the
tentative final monograph for OTC oral
health care drug products did not
address teething preparations, the
agency is amending the recommendad
directions for pheneol preparations by
adding the following directions for use
in § 356.52{d}{7}iii) of this proposal:
“For products intended foruse as a
teething preparation, the product is an
agqueous solution or suspension
containing phenol or phenelate sodium
equivalent to 0.5 percent phenol. For
infants and children 4 months to under
12 years of age: Apply to the affected
area. Use up to 8 times daily or as
directed by a dentist or dector.™

37..One comment made several
recommendations regarding the
directions for use recommended by the
Dental Panel for phenol preparations. it
stated that the Panel's recommended
directions for the use of phenol-
containing oral mucosal analgesics fail

o consider the differences in the

appropriate dosage limitations between
dental rinses and other desage ferms.
The comment agreed with the Dental
Panel’s recommendation that the toial
daily dosage of phenol ke limited fo a
maximum of 68¢ mg for adults and
children 12 years of age and older,
adding that this limitation is consistent
with the maximum daily dosage for
phenol-containing lozenges
recommended by the Oral Cavity Panel
{47 FR 22760 at 22928). However, the
comment indicated that the Dental
Panel’s phrasing of the directions in

§ 354.55(d)(4) may lead one o believe
that the daily dosage limitation applies

* to the amount of product that is used as

a rinse rather than the amount of active
ingredient that may be potentially
ingested: The comment emphasized the
importance of recognizing:that the
actual amount of product ingested
represents only a small portion of the
amount of liquid placed in the oral
cavity. To support its statement, the
comment submitied a number of studies
concerning the volume of mouthrinse
vsed under unsupervised conditions
{Ref. 1), the maximum absorption of
phenc! (Ref. 2}, and the duration of
anesthesia (Refs. 3 through 8). Based an
these studies, the comment stated that
the maximum amount of phenol
absorbed: during rinsing of the mouth
with & preparation containing ¥.4
percent phenol is 12 percent; the
maximum duration of anegthesia is 2
hours; and the mean volume of liquid
used by the subjects to rinse the oral
cavity i3.16.5 milliliters (mL). According
to the comment; if this velume of rinse is
used every 2 hours “areund-the-clock,”

the maximuny amount of phenol ingested
(348 mg) is well below the 600-mg limit
recommended by both the Dental Panel
and the Oral Cavity Panel for adulis and
children 12 years of age and older.

The comment also stated that age has
no influence on the duration of topical
anesthesia and that a dese frequency of
every 2 hours is also appropriate for
children 6 to 12 years of age. The.
comment suggested a volume limitation
of 15 mL for this age group and stated
that ringing with 15 mL of 1.4 percent
phenol every 2 hours "around-the-clock™
could resulf in a maximum absorption of
25 mg of phenol per dose, which would:
not exceed the 300-mg total daily dose
limit recommended by the Dental Panel
for children 6 to under 12 years of age.

The comment further contended that
the Dental Panel unnecessarily
restricted the dose frequency for phenol-
containing oral mucosal analgesic
solutions te a maximum of six times per
day. As an alternative, the comment
recommended that the maeximum single
dosage for adults be set at 50 mg every 2
hours, stating that a 50-mg dose used at
2-hour intervals would comply with the
maximum daily dosage of 666 mg phenol
recommended by theDental and Oral
Cavity Panels. The comment submitted
data to support its reecommendations
{Refs. 1 through 6). For children 6 te
under 12 years of age, the comment
stated that the maximum single dose
should not exceed 25 mg of phenol with
a 300-mg maximum daily desage of
phenol, The comment neted that these

- maximum dosage limits represent the

quantity of pheneol ingested and that it is
highly unlikely that a consumer would:
use a product “around-the-clock” (for 24
hour), but if this did eccur, the total
daily dosage would still be within the
acceptable safety limits. '

The comment requested that
§ 354.55{d){4) be revised to read as:
follows:

(4)(i) For products containing phenol
identified in § 354.12(c}. " Apply to
{spray on) the affected -area. Repest
every fwo hours if necessary.”

{ii) For products centaining phenol
identified in § 354 12(c) when used as a
dental rinse. “Rinse the affected area for
approximately 15 seconds themn expel

remainder. Repeat every two hours if

necessary.”

Some of the ingrédients, including
phenol preparations; evalwated by the
Dental Panel in fis report o OTC relief
of oral discomfort drug products were -
alsc evaluated by the Oral Cavity Pansel
in its report o OTC cral health care
drug products {47 FR 22788} and by the
agency in the first sagment of the
tentative final monograph for OTC oral
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" health care drug products (53 FR 2436).
Because of the similarities and overlap
between these two rulemakings, the
agency has decided to combine them.

See part IL paragraph B.1. below.)
cherefore, the agency is amending the
tentative final monograph for OTC cral
health care drug products to include the
ingredients and labeling reviewed by the
Dental Panel as OTC drug products for
the relief of oral discomfort. In this
amendment, the agency is proposing to
include oral mucosal analgesic
ingredients and labeling in the
anesthetic/analgesic sections of the oral
health care drug products tentative final
menograph. (See comment 36 above.)

* The agency addressed many of the
comment's concerns in the first segment
of the tentative final monograph for
OTC oral health care drug products and
proposed directions for phenol
preparations in § 356.55(d}(6){i} (a) and
(b) and § 356.55(d)(6)(ii) {53 FR 2436 at
2459). The agency discussed the
following concerns expressed by the
comment: for adults and children 12
years of age and over and for children
ages 6 to under 12, a maximum daily
dosage of phenol of 600 mg and 300 mg,
respectively {53 FR 2440 and 2441); a 2-
hour dosage frequency for the solid

dosage form (10 tc 50 mg of phenol} and

for dosage forms other than solid (0.5 to
1.5 percent phenol) (53 FR 2440 and

441); no restriction of rinsing volume

ot adults and children 12 years of age
and over; a proposal for a 10 mL
restriction of rinsing volume for children

6 to under 12 years of age (53 FR 2455); a -

rinsing time of at least 15 seconds for
both adults and children 6 years of age
and over; for direct application for
adults and children 2 years of age and
older, to allow the products to remain in
place for at least 15 seconds (53 FR
2455), and to change the term “expel
remainder” to “spit out” (53 FR 2438).
The agency believes that the above- -
referenced discussions and the proposed
directions for phenol preparations in
~ § 356.55(d)(6)(i) (a) and (b] and
§ 356.55{d){6)(ii) in the first segment of
the tentative final monograph for OTC
oral health care drug products answer
the comment’s concerns.
. The agency has reviewed the Dental
Panel's recommended term “dental
rinse” used in § 354.55(d)(4) and is
proposing to change the term to
“mouthwash {oral rinse)” in order to
better describe the use of the product
and to be consistent with the agency
proposal in the first segment of the
tentative final monograph for OTC oral
2alth car drug products.
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38. Three comments objected to the

directions proposed by the Dental Panel

for tooth densensitizers in § 354.65{d).
One comment stated that the sentence

- “For children under 2 years of age there

is no recommended dosage except under
the advice and supervision of a dentist
or physician,” is unnecessary. The
comment reasoned that children under 2
years of age, whose teeth are erupting
through the gum, would not use a
densensitizing toothpaste because
neither gingival recession nor
periodontitis would be present for the
period of time necessary to cause gum
recession or tooth erosion which lead to
dentinal hypersensitivity. The comment
added that the statement “Children
under 12 years of age should be
supervised in the use of this product,” is
likewise unnecessary in the directions
because the oral toxicity of tooth
desensitizers is low, and only 5 to 10
percent of the toothpaste is ingested
during actual brushing. The comment
maintained that because dental
hypersensitivity is primarily an adult
condition, a health risk to children
resulting from ingestion of a tooth
desensitizer is highly unlikely under
conditions of normal use. The other two
comments stated that the directions are
excessively wordy, considering the
familiarity of users with the product
category. They recommend the following
directions: “Use in place of your regular
toothpaste or as your dentist directs.
Consult your dentist for.use by children
under 12'years of age.”

The agency agrees with the comment
that dental hypersensitivity is primarily
an adult condition, that directions for
use by children are unnecessary, and

that these drug products need not be
used in children unless directed by a
dentist or doctor. Additionally, data .
submitted to the agency in support of
the effectiveness of potassium nitrate as
a tooth desensitizer (Refs. 1 and 2) (see

.also comment 8 above) indicate that at -

least a 1-inch strip of dentifrice should
be used twice a day for optimum
effectiveness. Based on the studies
conducted, the consumer should be
instructed to brush thoroughly for at
least 1 minute so that the potassium
nitrate is applied to all sensitive areas of
the teeth. Further, because of the
sensitivity of the teeth, the agency
believes that it should be suggested to
consumers that a soft bristle toothbrush
be used to apply the dentifrice.
Therefore, in this tentative final
monograph, the agency is proposing in
§ 356.62(d) that the directions for tooth
desensitizers read as follows: “Adults
and children 12 years of age and older:
Apply at least a 1-inch strip of the
product onto a soft bristle toothbrush.
Brush teeth thoroughly for at least 1
minute twice a day (morning and
evening) or as recommended by a
dentist or doctor. Make sure to brush all
sensitive areas of the teeth. Children
under 12 years of age: consult a dentist

~ordoctor.”

References

{1) Comment No. C00011, Docket No. 80N~
0228, Dockets Management Branch.

{2) Comment No. C00012, Docket No. 80N~
0228, Dockets Management Branch.

33. One comment requested that the
oral mucosal analgesic portion of the
tentative final monograph include a
section on professional labeling. The
comment noted that the Dental Panel
classified certain indications for oral
mucosal analgesics in Category II,
specifically post-extraction pain and the
pain of a gingivectomy. The comment
agreed with the Panel that these
indications are inappropriate for
consumer labeling, but maintained that
they are legitimate uses of local
anesthetics by the dental professional.
Requesting that the agency develop and
include in the tentative final monograph
acceptable labeling indications for use
only in promotion to professionals, the
comment suggested that such legitimate
indications include claims for relief of
pain associated with gingivectomy,
inserticn of immediate dentures,
pericoronitis, aphthous ulcers, infectious
stomatitis, Vincent’s infection, tooth
extraction and other oral surgery, and
for preinjection topical anesthesia.

The agency believes that some of tne
comment's suggested indications for
products containing topical anesthetic/
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analgesic {oral mucosal analgesic)
ingredients could be included in the
professional labeling section of the
monograph. The Dental Panel found that
a combination of a topical anesthetic/
analgesic and-a denture adhesive is a
rational combination because it may
enable a denture wearer to benefit from
the analgesic action, while the adhesive
helps to secure the dentures, and both
actions increase the comfort of the user
{47 FR 22712 at 22721). The Panel stated
that immediate dentures (dentures that
are placed in the mouth immediately
following the extraction of the natural
teeth as part of the surgical procedure),
particularly, may be wncondortable or
painful in some instances. The Dental
Panel recommended berzocaine,
butacaine suifate, and phenol
preparations {phenol and phenolate
sodium} ag Category I oral mucesal
analgesics, but not for these
professional uses.

Ship, Williams, and Osheroff (Ref. 1)
report that topical anesthesia has been
used, in dentistry, prior to injection of
anesthetic drugs: and for suppression of
the gag reflex in oral manipuiations.
They studied the anesthetic patency and
duration of effeet of topically applied
dyclonine hydrechleride when
compared with lidocaine hydrochloride
and four antihistamines. Test solutions
were applied with cotton-tipped
applicator sticks er as a mouth wash to
affected areas. Fifteen patients with
severe, recurrent aphthous stomatitis
were evaluated over a 6-month period.
The results showed exceilent depth of
anesthesia when 8.5 te 5 percent
dyclonine hydrochloride was compared
with 5 percent Kdocaine hydrochloride.
The mean duration of anesthesia was 45
minutes for dyclonine hydrochloride
with onset eccurring in 4 to 8 minutes.
No perceptible differences were noted in

the depth of anesthesia praduced by the

various corcentrations tested. No
adverse reactions were reported. The
mean duration ef anesthesia was 30
minutes for idecaine hydrochlozide,
with onset oeeurring in 3 to: 8 minuies.
Ping, White, and Spear {Ref. 2}
discussed the use of dyclonine
hydrochloride to control the severe gag
reflex which they considered necessary

to facilitate intraoral dental radiographs.

Dyclonine hydrochloride was used in
more than 300 patients during a 16-
month period. Patients rinsed their
mouths with 0.5 to 1 percent dyclonine
solution: for 40 seconds and: then
expectorated. After a short period of
time, full mouth periapical dental
radiographs were taken with complete. ;
absence of the gag reflex. No

appreciable increase in the effectiveness.

of the more concentrated dyclonine.
solution could be detected. Patients
rinsing their mouths with dyclonine
solution before intraoral radiographs
experienced every litile discomfort,
resulting in better radiographs. The
authors noted that, in prosthodentics,
the gag reflex also presents frequent
problems during the making of
impressions. The authors reported that
dyclonine mouth rinses gave excellent
results, but only a few patients were
studied. However, the extent and
duration of anesthesia were considered
unnecessarily extensive for the average
case. The agency lacks sufficient data to
ascertain whether anesthetic/analgesie
drugs like dyclonine are currently used
in prosthodontic procedures and invites
comments and data on such use.

Adriani and Zepernick {(Ref. 3}
compared the potency and effectiveness
of dyclonine hydrochloride with other
topical anesthetics in man by using
electrical current delivered by a nerve
stimulator. Their procedure involved
quantitating the amount of electric
current needed to elicit a response after
the topical application of 1 percent
dyclenine hydrochloride to a mucosal
surface. Several surfaces were studied,
with the tip of the tongue used for most
studies because of its sensitivity,
accessibility, and productien of the most
consistent results. When the duration
and effectiveness were considered on a
milligram for milligram basis in the.
study, the results showed good depih of
anesthesia when 1 percent dyclonine
hydrochloride was compared with 4
pereent lidocaine and 6 pereent
hexylcaine. The authors specifically
mentioned that 1 percent dyclonine
hydrochloride is an effective tapical
anesthetic that does not have adverse
systemic respenses characteristie of
other local anestheties.

Based on the above data, the agency
believes that dyclonine hydrochloride
can be used for the relief of discomfort
in patients with an excessive gag reflex
when having impressians of the teeth
made or during intracral radiography
and for preinjection topical anesthesia
under the supervision of a dentist or
physician. However, the ageney lacks
adequate data to support the use of

dyclonine hydrochloride for the relief of -

pain associated with gingivectomy,
insertion of immediate dentures, or tooth
extraction and the use of benzocaine,
butacaine sulfate, or phencl
preparations (phencl and phenolate
sodium) for any of the above uses.
Accordingly, the agency is amending the
section: on professional laheling that
was proposed for oral anesthetic/
analgesic ingredients in the first segment

of the tentative final monograph for
OTC oral health care drug products,

§ 356.80, to enable manufacturers to
provide health care professionals with
information about the additional
indications for products containing the
ingredient dyclonine hydrochloride.
However, these indications cannot be
used cn the consumer labeling of the
product because consumers cannot self-

diagnose and self-ireat these conditions.

1

The agency is proposing the foliowing
indications for products containing
dycleonine hydrochloride in the
professiconal labeling section of this
amendment: “For the temporary relief of

‘discomfort in patients with an excessive

gag reflex when having impressions of
the teeth made or during intracral
radiography” and “For use as & pre-
injection topical anesthetic on the oral
mucosa.”

Concerning the comment’s suggested
claims for relief of pain asscciated with
“other oral surgery,” the agency does
not find a sufficient basis to include this
indication in the professional labeling
for topical anesthetic/analgesic drug
products. The agency believes that the
term “other oral surgery” is ambiguous
and could imply that these topical
products may have an anesthetic effect
on deeper tissues than would be
affected by the superficial anesthetie
effect of topical anesthetic/analgesic
drug products. ,

In the first segment of the tentative

~ final monograph for OFC oral health

care drug products, the agency
determined that anesthetic/analgesie
drug products can be used for the relief
of pain associated with tonsilitis,
pharyngitis, stomatitis, and throat
infections which first must be diagnesed
by a dentist or doctor (53 FR 2436 at
2438 and 2439). Therefore, “stomatitis”
is included in this amendment as a
professional indication for oral
anesthetic/analgesic ingredients.

. Likewise, the agency believes that the

pain associated with Vincent's infection
{necrotizing ulcerative gingivitis or
trench mouth) could be alleviated by
OTC anesthetic/analgesic ingredients
after diagnosis by a dentist or doctor.

" Therefore, the agency is amending the

professicnal labeling in § 356.80fa} to
include “Vincent's infection.”

Regarding the cenditions of “aphthous
ulcers” {canker sores) and
“pericoronitis” (inflammation of the
gingiva surrounding the crown of &
partially erupted teoth, i.e., teething
pain) mentioned by the comment, the
Panel recommended these as OTC
indications in § 354.55{b), and the
agency has determined that these
conditions are self-diagnosable and self-
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treatable. Accordingly, the agency is
propesing the OTC indication “For
temporary relief of pain essoclated with
canker sores” for alt Category I oral
mucosal analgesic ingredients and the
QTC indication “For the temporary
relief of sore gums dus to teething in
infants and children 4 onths of age and
older” only for benzocaine and phenel,
_ for the reasons discussed above. {See
comments 23 and 36 above.}
References
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Medical Association, 182711716, 1964,

E. Commenis on Combination Drug
Products

40. Several comments chiected to the
Dental Panel’s Category IH classification
of combinations containing two agents
for the relief of oral discomfort from the
same pharmacotherapeutic group, but
with different mechanisms of action (47
FR 22712 at 22722). The comments
contended that this Category Il
:lassification is inconsistent with
recommendations made by the Topical

" Analgesic Panel and the Oral Cavity
Panel that a combination of the topical
analgesics phénol and benzocaine be
Category 1. Noting that phenol has a
slow onset but a long duration of action
as a topical analgesic, and that
benzocaine has a rapid onset but e short
duration of action as a topical analgesic,
the comments argued that these differing
pharmacologic activities for benzocaine
and phenol supplement one another.
Two of the comments added that further
testing of the combination of these
ingredients is unwarranted because both
ingredients have well-defined actions.
The comments requested that the
cambination of phenol and benzocaine
be a Category I combination for use as
an oral mucoss! analgesic,

The agency agrees with the comments
that the combination of benzocaine and
phenol can be classified Category I for
the relief of oral discomfort, In the Hrst
segment of the tentative final
monograph for OTC oral health care
drug products {53 FR 2436 at 2450 and
2451), the agency determined that the
combination of benzocaine and phenol

"e, oral anesthetic/analgesic

ingredients} conforms to the
requirements in 21 CFR 350,10 and io the
agency’s guidelines for OTC drug
combination products {Ref. 1) and
proposed Category | status, Bacause oral
mucosal analgesics {e.g., benzocaine
and phenol are being combined with
oral anesthetic/analgesics [See Part 11
paragraph B3 below], the combination
of benzocaine end phenol is Likewise
proposed as Category in this
amendment, '

Reference

{1) Food and Drug Administration,
“General Guidelines for OTC Drug
Combination Products,” September 1978,
Decket No. 78D-0322, Dockets Management
Branch.

. 41. Two comments stated that the
Panel's Category I classification of
combinations centaining more than two
Category I dentifrice and dental care
agent active ingredients in section IL
Paragraph D.8.e. of the May 25, 1982
advance notice of proposed relemaking
{47 FR 22712 at 22721) conflicts with the
Panel's Category I classification of a
three-ingredient combination containing
an oral mucosal protectant, an oral
mucosal analgesic, and an oral
antiseptic {47 FR 22720 to 22721}. One of
the comments recommended that the
agency make an exception for this
particular three-ingredient combination
and modify the Panel's ~
recommendations accordingly. The
second comment suggesied that there be
no limit to three active ingredients in
combination and that combinations of
two or more active ingredients be
permitted provided they are sound and
can be shown to be of value.

The agency agrees with the second
comment that three-ingredient
combinations need not be limited
provided they are supperted by
adequate data. Moreover, FDA agrees
that no fixed limit need be placed upon
the number of active ingredients in &
combination product if it can be shown
to be a rational, safe, and effective
combination with a suitable target
population. This position is consistent
with the FDA policy for OTC drug
combinaticn products in 21 CFR
330.10(a){4}{iv] and with the guidelines
for OTC drug combination products
{Ref. 1}. The various pansls placed
certain two- and three-ingredient
combination preducts in Category 1
because data were presented to support
their safety and effectiveness.
Regardless of the number of ingredients,
the agency will consider any
combination for Category I that mests
the regulation and guidelines mentioned
above. The proposed allowable

combinations are listed in § 356.20 of the
amendment, :
Reference i

(1} Food and Drug Administration,
“General Guidelines for OTC Drug
Combination Products, September 1978,

Deocket Mo, 78D-8322, Dockels Managemean!
Branch.

42. One comment stated that part of
the Dental Panel’s rationale for placing
the combination of an oral mucosal
protectant and a denture adhesive in
Category Il was not totally accurate.
The Panel had stated that the thickness -
of the film of the protectant would
interfere with the fit of the dentures [47
FR 22712 at 22722). The comment,
however, explained that the film would
probably not be thick enough to
irterfere with denture fit and suggested
that a more appropriate rationale would
be that the oral mucesal protectant “is
not needed because the denture already
covers the wound.” »

The agency agrees with the Panel's
rational that the oral mucesal protectant
would interfere with the action of the
denture achesive and that the added
thickness of the protectant would

‘interfere with the fit of dentures. The

agency also accepts the comment’s
suggested rationale that the oral
mucosal protectant is not nesded in a
product intended for use with dentures
because the denture already covers the
wound.

43. One commment disagreed with the
Dental Panel's Category HI classification
for the combination of an oral mucaesal

:protectant with an oral mucosal

analgesic claiming a prolenged duration
of action (47 FR 22712 at 22722 {0 22725).
The comment stated that the Panel was
net aware that the prolonged action of
benzocaine in an oral mucosal
protectant paste had been documented.
The conument briefly summarized: (1}
the reported persistence of mucosal
anesthesia by benzocaine when
dissolved in an emollient dental past
(Ref. 1}, {2) the safety and effectiveness
of this combination {Ref. 2}, and {3} the
prolonged retention of the paste in
various parts of the mouth {Refs. 3, 4,
and 5}. Staling that the “oral mucosal
protectant paste” with benzecaine is a

. marketed product that has been

“Accepted” by the American Dental
Association’s Council on Dental
Therapeutics since 1973, the commerd
added that a “prolonged action” claim is
approved for advertising in the Journal
of the American Dental Association and
submitted a copy of the advertisement
{Ref. 6). The comment concluded by
strongly urging FDA to reverse the
Dental Panel’s position on the
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“prolonged duration of action” claim for
this marketed oral mucosal paste
- containing benzocaine and to reclassify
this claim to Category I for this
combination.

The agency has evaluated the data. -
submitted by the comment and

concludes that they are not sufficient to

support the claim of a prolonged
analgesic action for benzocaine when

. combined with an oral mucosal
protectant. Some of the data (Refs. 3, 4,
and 5) indicate that the duration of
maintenance of the protectant paste in
various regions of the mouth averaged 1
to 2 hours, depending on the region of
the mouth to which the paste was
applied. A wide range of times has been
reported—from 10 minutes to 24 hours
{Rel. 5). However, benzocaine was not
included in the paste in these studies.

In one study in which benzocaine was
included in the paste {ref. 1), the'
investigator reported that the onset of
anesthesia, for the investigated group,
varied between 10 to 20 minutes and
persisted for 1 to 2 hours, but
benzocaine in a nonprotectant paste
was not included in the study.
Therefore, there is no way of
determining from this study whether the
ase of the protectant paste prolonged
the duration of action of the benzocaine.
In the other study in which benzocaine
was included in the protectant paste
. [Ref, 2), the effectiveness of the
benzocaine-protectant paste
combination was compared with the
effectiveness of the protectant paste
alone in reducing the pain and
discomfort associated with lesions of
the oral mucosa. The results showed
that the combination product was
significantly more effective than the
protectant paste in reducing the pain
caused by the mucosa!l lesions.

While the results support the
effectiveness of benzocaine as a
Category I oral mucosal analgesic
{which is the conclusion that the Panel
reached), they do not demonstrate
“prolonged duration of action” of the
combination product compared with the
oral mucosal analgesic without an oral -
mucosal protectant. Thus, the submitted
studies are inadequate because they do
not demonstrate that the combination.of
ingredients prolongs the analgesic effect
of the oral mucosal analgesic. Studies
must be designed and conducted to test
the duration of the analgesic effect of
the combination against its oral mucosal
analgesic component alone in a
nonprotectant vehigle, thus estabhshmc
that the oral mucosal protectant
prolongs the duration of action of the
oral mucesal analgesic.

The agency notes that the marketed
orotectant paste discussed in.the studies

{Refs. 1 through 5) was submitted to the
Oral Cavity Panel (Ref. 7}, but was not
submitted to the Dental Panel for
evaluation as a drug for the relief of oral
discomfort. The ingredients in the paste,
i.e., pectin, gelatin, and sodium
carboxymethylcellulose in a plasticized
hydrocarbon gel of 5 percent
polyethylene in mineral oil, were not
evaluated by the Oral Cavity Panel as
oral mucosal protectants. The pectin
and gelatin were evaluated as
demulcents {47 FR 22760 at 22916 to -
22919), and the sodium

carboxymethylcellulose and plastxcwed
‘hydrocarbon gel (polyethylene in

mineral oil) were considered inactive
ingredients (47 FR 22764). Thus, none of

" these ingredients is generally recognized

as a safe and effective oral mucosal
protectant.

- Concerning the advertisement
submitted by the comment, the
acceptance of an advertisement for an
OTC drug product in a scientific journal
cannot be interpreted as signifying that
the OTC drug or any claim made for it is
generally recognized as safe and
effective by the agency. The Federal
Trade Commission has the primary
responsibility for regulating OTC drug
advertising. FDA does, however,
regulate OTC drug advertising that
constitutes labeling under the act. Foran
OTC drug to be generally recognized as
safe and effective and not misbranded,
the advertising for the drug product must
satisfy the FDA regulations in § 330.1(d)
{21 CFR 330.1{d}}, which state that the
advertising may prescribe, recommend,

" or suggest the drug’s use only under the

conditions stated in the labeling.

In conclusion, the agency concurs
with the Panel and is proposing that the
combination of an oral mucosal
protectant with an oral mucosal
analgesic claiming a prolonged duration
of action for the analgesic be classified
as Category I
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44. One comment disagreed with the
Dental Panel’s recommendation thata -
combination drug product containing
benzocaine and eugenol be placed in-
Category I1I for the relief of toothache.

“The comment submitted data from two

short studies and claimed that the

- results confirm that a combination of

benzocaine and eugenol in a beeswax
dosage form is effective as a toothache
remedy {Ref. 1). The comment
acknowledged that no statistical
evaluation of the data was performed
and that; because of limited resources,
the studies would not be expanded to a
full clinical evaluation. Based on the
data presented, the comment requested
that the combination of benzocaine and
eugenol be categorized as generally
recognized as safe and effective as an
agent for the relief of toothache.

The agency has reviewed the data
from the two studies and has
determined that insufficient information -
is provided to evaluate the results of the
studies. There is inadequate information
concerning the conditions under which
the studies were conducted, the methods
used to randomly allocate the test and
control medications, and the category
scales for determining pain intensity. In .
addition, the design of the studies was
inadequate for determining that the
combination is equal to or better than
each of the active ingredients used alone
at its therapeutic dose. The activity of
the combination was only tested against .
a placebo preparation that consisted of
the gum base without any active
ingredients. The effectiveness of the
combination should also have been
tested against each individual ingredient
separately in order to determine the
contribution of each individual
ingredient to the combination’s activity.
When the study was expanded to ~
include an experimental formulation
containing eugenol, the eugenol was
present at twice the concentration
contained in the combination product.
These data are not adequate to establish
effectiveness of the combination
product. ‘

The agency concurs with the Dental
Panel's Category Il recommendation for
the combination of benzocaine and
eugernol and is so classifying that
combination in this tentative final
monograph. The Panel placed
benzocaine in Category Iil as an agent
for the relief of toothache on the basis of |
insufficient effectiveness data (47 FR
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22712 at 22730}, and adeguate data have
not been presented to establish that
benzocaine is effective in relieving
toothache pain (see comment 5 above).
Although the Panel placed engenol in
Category I for the relief of toothache, the
agency has determined that the data are
inadequate to demonstrate the
effectiveness of eugenol for thxs use and
is placing it in Category HI {see
comment 7 above). The agency invites
the submission of data from well-
designed, adequately-controlled studies
that show benzocaine or eugenol as
single active ingredients or in
combination with each other are
effective in reducing toothache pain.

Reference

(1) Comment €0D008, Dockst Ne. 801-0228,
Dockets Management Branch.

45, One comment expressed concermns
about the categorization of the
combination of benzocaine and
capsicumn and the combination of
oxyquins}%ine. benzocaine, and capsicum
for use in a dental poultice for the
temporary relief of nencavity toothache.

The agency agrees with the Dental
Panel that the combination of an oral
mucosal analgesic {benzocaine) and a
counterirritant {cepsicem) is Category I
for the relief of noncavity toothache
pain {47 FR 22712 at 22722). The agency
also agrees with the Panel’s Category |
classification of benzecaine {5 to 20
percent for use a8 an oral mucosal

inalgesic (47 FR 22725 and 22757 to
22758) and its Category 1 classification
of capsicum, equivalent to 0.01 to 802
percent capsaicin, for use on intact
(normal) oral mucosa as a
counterirritant for the relief of toothache
(47 FR 22731}. The Panel stated that “If a
Category I active iﬁgrﬁdi@ni or other
condition is present in @ combination
product containing ne Category I
ingredient or labeling, the combination
is classified as C&'egmy o {47 FR
22722).

In addition, the reguirements for QTC
combination drug products, set forth in
§ 330.10{a}{4)(iv) [21 CFR
330.10{a}{4){iv]] state that "an OTC drug
may combine twe ar more safe and
effective ingredients and may be
generally recognized as-safe and
effective * * *.” Category 1l or Category
Iil active mgredlemts are not permitted
in a Category I cembination product.
Therefore, if benzocaine is used as an
oral mucosal analgesic in combination
with a Category IH ingredient
{capsicum), the resalting combination is
classified as a Category Il product. One
product containing benzocaine and -
capsicum was submitted to the Dental
Panel. However, the submissions did oot

contain adequate data for the individual
ingredients nor any data for the.
combination preduct [Refs. 1 and 2).
Furthermore, the comment did not.
submit any pew data to support the
effectiveness of the combination of
benzocaine and capsicum for the relief
of moncavity toothache.

The agency has reviewed the labeling
of the product containing benzocaine,

- capsicum, and exyquincline that was
submitied te the Panel {Ref. 3} and
determined that the benzocaine is
included in the product as an eral
mucoszal analgesic, the capsicum as a
counterirritant, and the oxyguinoline as
an antimicrobial {antiseptic]. The
agency is proposing that this
combination of ingredients in a dental
poultice dosage form for the relief of
noncavity toothache be placed in
Category II. The Dental Panel classified
combination products containing a
counterirritant and an oral antizeptic
(e.g., oxyquinoline) in Category 1
because it found no rationale for a
combination product containing a
counterirritant and an oral antiseptic 147
FR 22712 at 22722).

The Dental Panel deferred the review
of oxyquinoline as an antiseptic to the
Advisory Review Panel on OTC Oral
Cavity Drug Products (47 FR 22715). The
Oral Cavity Panel classified
oxyquinoline in Category Wl as an
antimicrebial ingredient for topical use
on the mucous membranes of the mouth
and throat because of insuffivient safety

- data and no data from controlled in vivo

studies on its effectiveness as a broad-
spectrum antimicrobial agent (47 FR
22780 at 22880 to 22881). Despite the
Oral Cavity Panel’s Category il
recommendation for oxyquinoline as a
single ingredient, the agency concurs

with the Dental Panel's recommendation -
that the combination of a counterirritant’

and en oral antiseptic should be in-

_ Category IL A counterirritant should be
applied only “on intact {normal}” oral
mucosa {47 FR 22731). Because no
infection should be present at the site of
use, no antiseptic is necessary.
Accordingly, the agency is proposing
that the combination of oxyquincline,
benzocaine, and capsicum be classified
as Category IL -
References
{1} OTC Volume 080191,

{2} OTC Volmme 080214,

{3} OTC Volume 880093,

46. Expressing concern about the
status of chlorobutanol in its company’s
toothache relief product that contains a
combination of eugenol and

chlorsbutancl, one comment stated that
consumers have commented favorably

on the product. The commaent contended
that long time public usage and -
acceptance should be @onswiemd n t;‘w
evaluation of such producis and that
small companies should not be expected
to conduct elaborate tests on their
praoducts to prove effectiveness.
Although the Dental Panel placed
eugenol in Category 1 for the relief of
toothache [47 FR 22712 a1 22727}, the
agency has determined that the data are
inadequate to demonsirate the
effectiveness of eugeno! for this use and
is placing it in Category 1l in this
document {see comment 7 abovel.
Chiorobutanoc] was not reviewed by the
Panel. In the company’s submission o
the Panel [Ref. 1), chlorobutanol hydrous
(chloroform derivative) was listed as an
active ingredient on the product’s label;
however, chlorebutanocl was net listed
in the typed list of active ingredients in

. the submission nor were data submitied

on chlorobutanol for any sse: Thus, the
Parnel did not corsider this ingredient to
be an active ingredient and did not
classify it. Adeguate data demonstrating
safety and effectiveness are necessary
to support the use of this ingredient in
toothache relief produsts. Without such
data, the agency censiders _
chlorobutane! a Category I ingredient
for the relief of toothache. -

FDA’s standards for the effectiveness
of OTC drogs in 21 CFR 330:10{a}{4))
state that marketing experience and
testimonials alone are not adequale
proof of effectivenscss, which is 1o be
demonstrated by clinical studies. With
regard to the comment’s concern about
impacts of testing on small
manufacturers, this issue is discussed in
comment 2 above.

Reference
{1} OTC Volume 080003. i
47. One comment Teguested that &
combination dentifrice containing 3
percent potagsiom nitrate and an
acceptable Category T Huoride be
classified as Category 1 for the

_combined indication of tooth

desensitizing and denlal caries contrel,
provided that the product satisfies the
Laboratory Testing Profile {LTP) méeﬂa
required for Huoride-coniaining
anticaries dentifrices., Stating that data
submitted to the agency adeguately
support a Category I classification of
potassium nitzaie as a toeik
desensitizer, the comment maintained
that a potassium nitratef Thuoride
combination fully agrees with the
criteria for Category I combinations =~
cited by the Dextal Panel in its report on
OTC drug products for the relief of oral
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discomfort {47 FR-22712 at-22720). Those
criteria are as follows:

Two Category I active ingredients
from different pharmacotherapeutic
groups may be combined to treat
different symptoms concurrently if each
Category I active ingredient is present
within its established dosage range; the
combination is rational; thereisa .
significant target population that suffers
the concurrent symptoms; and the
combination is as safe and as effectwe '
© as each individual active ingredient -

used alone.

The comment noted the Category S
status of fluorides for use in dentifrices
for the prevention of dental caries and
the major significance to the field of
dental health of the effectiveness of the
fluoride on in lowering the incidence of
dental caries. The comment maintdined
that a combination product containing a
desensitizing agent and an anticaries
agent would benefit those consumers
who must use a desensitizing dentifrice
because the combination would permit
continued topical fluoride
administration while the consumer is
building and maintaining resistance to
dental hypersensitivity. The comment
added that the target population for the

-combination dentifrice consists of all
consumers who have hypersensitive
dentin, which is about 12 percent of the
United States adult {18 or over) -
population or more than 19 mxlhon
peaple.

Stating that it was unaware of any
synergistic toxicity that could arise from
the combination of fluoride and
potassium nitrate, the comment
maintained that the fluoride/potassium
nitrate combination drug product should
be as safe as the single ingredient
dentifrices. The comment submitied
toxicological data to confirm the safety
of the combination product formulation
(Refs. 1and 2). -

The comment maintained that the

‘effectiveness of potassium nitrate as a
desensitizing ingredient would not be
expected to be diminished in the :
presence of flucride. Citing the Merck

. ;Index, the comment noted that
potassium nitrate is a very soluble
inorganic salt, 1 g dissclving in 2.8 mL

-water {Ref. 3). Therefore, the comment
contended that potassium nitrate would
readily dissolve and saturate saliva to
provide bioavailable nitrate at a level
adequate for therapeutic effect,

regardless of the presence of fluoride in

:the formula. The comment submitted in

vitro data to support the bloavallablhty ‘

of the nitrate ion in dentifrices
containing fluoride and potassium
nitrate {Ref. 1), The comment also
submitted two human dental )
hypersensitivity clinical studies (Refs. 4

through 7) to suppeort its contenticns-
regarding the effectiveness of the
potassium nitrate/fluoride combination
drug product.

The comment noted that the LTP’s

- recommended by the Dental Panel in its

report on OTC anticaries drug products
{45 FR 20666 at 20677 to 20681) can be
used to demonstrate the effectiveness of
the fluoride ingredient in a fluoride/
potassmm nitrate combination drug
product in place of extensive clinical =

~ testing. The comment submitted data to

support the bicavailability of the
fluoride ion in a flucride/potassium

nitrate combination dentifrice (Refs.1 . -

and 2) and data pertaining to the
remineralization enhancement of teeth
by dentifrices containing potassium
nitrate and fluoride in combinations -
{Ref. 8).

The comment also submitted
statements from four experts, including
three former members of the Dental
Panel, who reviewed the material
submitted to the FDA by the comment
and concluded that two currently
available dentifrices containing

" potassium nitrate in combination with
_fluoride are generally recognized as safe

and effective and not misbranded for

~ the prevention of dental caries and the

treatment of dentinal hypersensitivity
(Ref. 9).

The comment recommended that FDA

revise the Panel's recommendation in
§ 354.20, “Permitted combinations of
active ingredients,” by adding paragraph

{f).as follows: *{f) Potassium nitrate 5%

tooth desensitizer as identified in

- section 354.16 and any generally

recognized as safe and effective.
fluoride-containing antlcames drug
product.”

The agency is proposing a Category 1
classification for potassium nitrate as a
tooth desensitizing ingredient in this
document (see comment 8 above), and
has proposed a Category I classification
for several fluoride ingredients as
anticaries agents in the tentative final
monograph for OTC anticaries drug
products published in the Federal
Register of September 30, 1985 (50 FR
39854 at 39872).

The agency agrees with the comment

that a combination dentifrice containing

5 percent potassium nitrate and a
Category I fluoride is a rational
combination. Furthermore, the agency -
concludes that the submitted data
support the safety and effectiveness of
this combination.

The first study {Refs. 4, 5, and 6) was
a 12-week, double-blind, 3-way
comparative parallel investigation of

_one dentifrice containing 5 percent

potassium nitrate combined with 0.76
percent sodium monoflucrophosphate,

one dentifrice containing 5 percent
potassium nitrate alone, and one
dentifrice base with no active

ingredients [the placebo). The study was
designed to measure the effect of these
dentifrices on hypersensitive teeth. The
primary study parameters were
subjective assessments by the
participants, tactile sensitivity scores
(measured by the Yeaple probe device),
and recorded responses to a preset cold..

-air stimulus (a 1-second blast of air &t 60 ‘
. pounds per square inch and 65 to 70 °F .

from an air syringe). A total of 68

_subjects with dentinal hypersensitivity

were randomly assigned to one of the
three groups and subsequently
completed the 12-week course of
treatment. Following baseline
assessments, the subjects were
observed at intervals of 2, 4, 8, and 12
weeks, Mean scores of all groups
demonstrated progressive improvement
throughout the 12 weeks of the trial,
Improvement in scores occurred more
rapidly with the two test dentifrices
than with the placebo. By the end of the
12-week study period, the scores of

‘those subjects using the potassium

nitrate/sodium monoflucrophosphate
and the potassium nitrate dentifrices
were roughly equivalent and
sxgmficantly better than those of the
subjects using the placebo dentifrice {p -

* £0.001). However, the study failed to

compare the effects of the combination
product against the desensitizing effects.
of sodium monofluorophosphate
dentifrice alone. Thus, this study does
not eliminate the possibility that fluoride
preparations, which the Dental Panel
classified as Category Il tooth
desensitizers (47 FR 22712 at 22751), are
potentially effective for hypersensmwty
treatment and that the sodium
monoflucrophosphate contributes to the
desensitizing effect of the’ combmatlon
drug product.

The second study (Refs. 5, 6, and 7}
was designed as a 12-week, 4-way, :
parallel, double-blind trial of four
treatment dentifrices. One dentifrice
contained 5 percent potassium nitrate
and 0.76 percent monofluorophosphate,
one contained 5 percent potassium
nitrate as the single active ingredient,
one contained 0.76 percent sodium
monofluorophosphate as the single
active ingredient, and the placebo
dentifrice was composed of the -
dentifrice base with no active
mgredlents As in the first study, the
primary effechveness parameters were
subjective assessments by the -
partmlpants, tactile sensitivity scores, -
and cold air stimulus scores. However,
although the first study measureda’
subjective response to a preset blast of
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cold air, the cold air scores in the .
second study were based.upon . -
_incremental tolerance to a thermally.
ad}usted stream-of mcreasmo}y cooler
air. A total of 60 subjects.completed the
study, As in the previous study, the .
potassium nitrate/sodium .
monofluerephesphate and the potassmm

nitrate dentifrices demonstrated similar

levels of effectiveness in reducing tooth
hypersensitivity. At the 2-week interval,
- both tactile and cold airscores for
.- groups receiving the potassium nitrate
containing dentifrices showed greater -
improvements than did correspundrng
scores for either the sodium: ¢
mo*xoﬂuomphosphate orthe placebo
dentifrices. By the fourth week, the
subjective assessments also
demonstrated the greater effectiveness
of the potassium nitrate products.
Although the tooth hypersensﬁwnty
scores of all groups decreased
throughout the period of the trial,
subjective, tactile, and cold air scores
indicated that the potassium nitrate and
the potassium nitrate/sodium
-monoflucrophosphate dentifrices -
provided greater benefit than did the
sodium monofluorophosphate or
placebo dentifrices. Results of statistical
tests of 12-week differences in mean
subjective and tactile scores indicated
:highly significant differences {p <0.01} in

favor of the potassium nitrate containing -

dentifrices when compared to the
placebo. Tests of the cold air seores,
however, in spite of noted differences,
did not demonstrate the same high level

of statistical sxgmficance (p=0.08 for the

pairwise comparisoi of the potassium
nitrate/sodium monofluorophosphate
dentifrice against the placebo, and
p=0.05 for the potassium nitrate’
dentifrice compared to the placebo).
Sub}ectwe and tactile score
comparisons at the 12-week interval of
the potassium nitrate/sodivm:
monofluorophosphate and the potassium

_nitrate dentifrices against the sodium -
monofluorophosphate dentifice were
highly significant (p'<0.01], while p~
wvalues for the 12-week cold air score.

“comparisons of the sodium

~monofluorophosphate dentifrice and the

 two potassium nitrate products were

- somewhat higher.(0.06 against the
potassium nitrate/sodium

" monofluorophosphate dentlfnce, and
0.04 versus the potassmm mtrate
dentifrice), The statistical tests
indicated that there was no dszerence at
week 12 in comparisons of the group
scores of the sodium
monofluorophosphate dentifrics versus
the placebo and of the potassium
nitrate/ sodmm monofluorophosphate

dentifrice versus the potassium nitrate
dentifrice. - :

These two studles produced
congistent results indicating that the
potassium nitrate/sodium

monoflicrophosphate and the potassium -

nitrate dentifrices are more effgctive-
tooth desensitizers than a placebo
dentifrice and that the two test,

- dentifrices provided similar therapeutic

effects over a 12-week test period. The
second study, in which an'additional

- group réceived the fluoride dentifrice,

demonstrates that after 12 weeks there
‘is very little desensitizing benefit
derived from either the placebo or the
sodium monofluorophosphate dentifrice.
Results from both studies indicate that
the benefit derived from the twa -
potassium nitrate products (with and
without the sodium
monofluorophosphate) is nearly the
same, and results from the second study
demonstrate that the difference in
benefit derived from the sodium
menofluorophosphate product compared
to the placebo is not statistically
significant after12 weeks-of continuous
use. This evidence supports the
conclusion that sodium
monofluorophosphate does not
contribute substantially to the effective,

- 12-week desensitizing relief derived

from the combination dentifrice

containing potassium nitrate and sodium

mongfluorophosphate.
When evaluating ingredients fm' them
-tooth desensitizing effectiveness, the
Dental Plan considered fluoride
preparations, including sodium fluoride,
sodium monofluorephosphate, and
stannous fluoride, as a group. It stated
that "Since the availability of the
fluoride ion is similar in all these
preparations, it would suggest that the
effectiveness data are also related in'a
similar manner” (47 FR 22712 and
22752). Therefore, the agency believes
that since monofluorophosphate does
not contribute to the desensitizing effect
-of the potassium nitrate/sodium
monofiuorophosphate dentifrice, other
Category I fluoride ingredients weuld
likewise not contribute to the .. =
desensitizing effect of a combination
desensitizing/anticaries dentifrice.
Regarding the anticaries effectiveness
_of the sodium monofluorophosphate

portion of this combination dentifrice, in -

_its report ont OTC anticaries drug
products published in the Federal
Register of March 28, 1980, the Dental .
Panel recommended LTP's Category I
anticaries ingredients in dentifrice |
formulations (45 FR 20666 at 20677). The
Panel stated that the extensive amount -
-of testing of anticaries dentifrices, which
has included laberatory animal testing

_and ¢linical testing, allows prediction ag

to which dentifrice formulations will be
effective. The Panel concluded that, if
certain analync ‘and biologic tests are
conducted on new formulations and
acceptable test values are achieved,
clinical testing of those formulations is.
not required. The analytic tests’
recommended by the Panel were.
theoretical total fluorine determination,
available fluoride ion determination, pH,
and specific gravity. The Panel also

. recommended that fluoride dentifrices

meet the requirements of two of the

following biologic tests: (1) Enamel
- solubility reduetion; {2).fluoride uptake

by enamek; and {3) ammal caries
reduction.

Because these LTP's represented a
new concept with many technical issues
yet to be resolved, they were not
included in the Panel's proposed
monograph or in the agency’s first
segment of the tentative final
monograph on OTC anticaries drug

- products published in the Federal
‘Register on September 30, 1985 (50 FR

39854). Instead, the agency held an open

. public meeting on September 26 and 27,
*-1983, regarding unresolved technical

issues concerning the LTP's and

“reopened the administrative record to

include the proceedings of the public
meeting and to allow comments on

matters raised at the meeting. In the -
second segment of the tentative final

- monograph for OTC anticartes drug

products published in the Federal
Register of Jine 15,1988 (53 FR 22430},
the agency considered information  *
generated at the public meeting and in
comments and stated that the
raquirement of lengthy clinical trials to
demonstrate anticaries effectiveness of

“fluoride dentifrices is no longer

warranted. Having determined that ~ ~
demonstration of the availability of the
fluoride ion in the formulation and -

- satisfaction of the biological testing

requirements are the most important’
testing criteria for predicting the

effectiveness of a fluoride dentifrice, the

agency stated that appropriate
laboratory testing is adequate-to assure
the effectiveness of fluoride dentifrices
containing Category I ingredients. The
agency proposed that fluoride
dentifrices meet.or exceed the soluble
fluoride ion level specified for each
particular ﬂuonde ingredient listed i in
the monograph and meet the test
requirements of any two of the -
biological tests recommended by the
Dental Panel in its report (53 FR.22435).

. However, the agency has not evaluated

the comments received to date on this
proposal.
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The agency believes that a dentifrice
- product containing an ingrédient '
included in the anticaries monograph,
i.e., sodium fluoride, sodium Lo
monofluorophosphate, et stannous
fluoride, that satisfies the requirements
of the LTP’s has demonstrated anticaries
effectiveness. Therefore, the agency has -
tentatively determined that the LTP's
could be used to demonstrate the
anticaries effectiveness of the fluoride in
any combination dentifrice containing 5
percent potassium nitrate and a
Category I fluoride ingredient. The -
agency is not currenily aware of any
chemical evidence predictive of an -
interaction between potassium nitrate
and any Category I fluoride ingredient
that would alter the bioavailability or
effectiveness of either ingredient. In
addition, based upon the available
evidence; the agency also believes that
the combination of 5 percent potassium
nitrate and a Category I flueride .
ingredient does not decrease the safety
of either of the individual active
ingredients. Such a combination would
provide rational concurrent therapy for
a significant target population when
used under adequate directions for use
and warnings against unsafe use.
Therefore, an acceptable dentifrice
containing 5 percent potassium nifrate
and any Category I fluoride ingredient in
* combination would need to meet the
requirements of the final monographs for
OTC anticdries drug products and for
OTC relief of oral discomfort drug
products, S
The agency is therefore proposing to
include the combination of 5 percent
potassium nitrate and any Category }
fluoride ingredient labeled for the relief
of hypersensitive teeth and for the

prevention of dental caries as Category I

in this amendment to the tenfative final
monograph for OTC oral health care
drug products.

The agency notes that ne OTC drug
advisory review panel considered this
combination. In accordance with the
agency's Compliance Policy Guide
7132b.16 fwhich describes the agency’s
enforcement policy regarding the
marketing of OTC combination drug
products not reviewed by an OTC drug
advisery review panel} (Ref. 10), this
specific combination may not be

marketed until the Commissioner states

‘by notice in the Federal Register that the
combination has been tentatively
determined to be generally recognized -
as safe and effective and that OTC
marketing of the combination will be
permitted under specified conditions..

' Before markefing may begin, the'
comment period must have ended and
‘another Federal Register notice mnst

have been published setting forth the

. agency’'s determination concerning :
marketing before publication of the final -

rule. The comment period for this
document is 120 days. However, the
agency is requesting comments and-

objections regarding the combination of -
" potassium nitrate and fluoride in a

dentifrice drug product in a shorter
period of 60 days so that the marketing
status of such a combination drug
product can be determined in an
expeditious manner. Any such
marketing that might be allowed,
pending issuance of the final

monograph, is subject to the risk that the-

Commissioner may adopt a different
position in the final monograph that

-could require relabeling, recall, or other

regulatory action.

The agency’s detailed comments and
evaluation of the data are on file in the
Dockets Management Branch (Ref. 11]).
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48. Referring to the table summarizing
the Dental Panel's categorization of

active ingredients {47 FR 22712 at 22725),

where the combination of sodium
fluoride, strontium chloride, and edetate

‘disodium is listed as a Category Il tooth
desensitizer, one comment suggested

that sodium flucride and sfrontium
chloride be deleted from this item in this

" table, The comment stated that edetate
-disodium is the Category Il ingredient

and that-the combination becomes -

disodtum. , :

Category I because of the use of edetate

The Panel reviewed a combination
drug product eontaining 0.44 percent
sodium fluoride, 10 percent strontium
chloride, and the chelating agent edetate
disodium (Ref. 1}, and stated that the
purpose of the edetate disodium in this
drug product was to maintain the
ingredients sodium flouride and
strontium chloride in solution by ,
chelating the strontium and preventing
the formation of insoluble strontium
chloride (47 FR 22750). [In reviewing the
data submitt{ed to the Panel (Ref. 1), the
agency has determined that the Panel’s
report erroneously stated sirentium
chloride at page 22750, and that it
should have stated strontium fluoride.}
The Panel listed edetate disodium as an
inactive ingredient (47 FR 22715) and did
not review this ingredient as a single
active ingredient. The Panel listed both
sodium fluoride and strontium chloride
as active ingredients (47 FR 22715),
reviewed each of these ingredients as
tooth desensitizers (47 FR 22751), and

. placed both ingredients in Category IIl.

The Panel also placed combinations of
two tooth desensitizers in Category III
{47 FR 22722},

Because the presence of the inactive
ingredient edetate disodium is crucial o
maintain the integrity of the .
combination drug product containing
sodium fluoride and strontium chloride,
the agency considers edetate disodium a
pharmaceutical necessity in this product
and concludes that it was appropriate
for the Panel to review this product as a
separate specific combination. The
agency also agrees with the Panel's
Category II determination that this
specific combination drug product is
unsafe for OTC use because the 0.44
percent sodiwm fluoride concentration

‘represents a safety risk without proven

benefit as a tocth desensitizer {the Panel
had recommended 0.22 percent sodium
fluoride dentifrice as safe for daily use
as an anticaries agent (45 FR 20666 at
20682)) and because the chelating
properties of the inactive ingredient
edetate disodium may cause
decalcification of teeth (47 FR 22750).
The agency believes that the Panel's
intent to place sodium fluoride and

strontium chloride as single ingredients -
- in Cagetory Hi, to place the combination

of 0:44 sodium fluoride and 10 percent

-strontium chloride containing edetate

disodium in Category II, and to place.
combinations of two tooth desensitizers

. in Category IH is clearly stated in the
Panel’s report and that modification of

the Panel’'s summary table is
unnecessary. . SR

Reference
. (1) OTC Volume 080010.
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" - F. Comments on Testing Guidelines

49. Two.comments requested that the
Bental Panel’s “Data Required for
Evaluation” guidelinés (47 FR 22712 at
22756) be reconsidered. The comments

felt that some of the protocol
requirements were napproprxate,

- unrealistic, unachievable; obsolete, or in

variance with widely accepted

. methodology. Specific changes were

suggested, .

‘The agericy has not addressed specific
testing guzdﬂlmes in this’ docwnent In
revising the OTC drug review
' procedures relating . to Category I,

- published in-the Federal Register of
.September 29, 1981 (46 FR 47730), the
agency advised that tentative final and
final monographs will not include
recommended testing guidelines for

. conditions that industry wishes to
upgrade to monograph status. Instead,
the agency will meet with industry
representatives at their request to

. discuss testing protocels. Therefore, the

spectific changes suggested by the

. comments are not being addressed in
this document. The revised procedures
also state the time in which test data
must be submitted for consideration in
developing the final monograph. (See
also part IL paragraph A.2. below.}

. 50.'Several comments objected to
seven aspects of the Dental Panel’s
recommended testing guidelines for
reclassifying agents for the relief of
toothache in Category 1 as follows:

{1} The criteria for the selection of
patients, specifically the limitation of
patient selection to only those with

“severe pain or only those between the
ages of 20 and 50 years; the comments
stated that patients of any age should be
allowed to- pa;txclpate in the study.

(2} The requirement of & positive
control in the testing guidelines; the
comments stated that the only Category
I ingredient that could be used as a
positive control is eugenol, an aromatic,
and that use of this ingredient as a
positive control is impractical and
would not allow adequate blinding of a
study.

{3} The use of a sequential analysis
design for the testing of agents for the
relief of toothache; the comments stated
that such a design is impractical
because-it requires the pairing of
patients to receive two different

. treatments within as short a period of

- time as possible, not to exceed 1 day.

Because patients with toothaches are

difficult to obtain, the comments argued

that, in many instances, less than two

patients with toothache will be sesrniin a

clinic during 1 day.

(4] The method of data analysis; one
comment contended that the data

collected in a study should be analyzed
by standard statistical methedology
rather than the statistical methodology
used in sequential analysis because, in
studying a toothache relief drug product,
the investigater cannot normally use the’
same individua!l for two different
products, :

{5} The blinding technique; one
comment stated that the Panel's
recommendation that, as a blinding
technique, eugenol be placed on the
tongue of all patients when this
ingredient is used as a control in testing
would serve no useful purpose and

- would only confuse the patients.

{6) The Panel's recommendation that
the relief of pain last “at least 20
minutes” before the treatment is
considered effective; the comments
stated that shorter periods of relief from
pain are significant and should be

“considered adequate to demonstrate
effectiveness. ’

7 The Panel's recammendahon thai
pain be measured as “tolerable” or
“intolerable;” one comment stated thaﬁ'

it has been standard practice in testing

to use pain scales with more than two

. points of pain discrimination which -
reliably measure pain reduction. The
comment contended that the use of a.
reliable pain scale would obviate the
need to follow the Panel's :
recommendations to pair patients with
the same pain intensity over a short time
interval.

Several comments also objected to
four aspects of the Panel's
recommended testirig guidelines for
upgrading a Category I tooth
desensitizer to Category I as follows:

. (1) The Panel’s criteria for selecting
patients, specifically that each of the
three studies should include persons
with the same type of sensitivity and
that at least one of the three studies
must be on persons with Type I
sensitivity, defined as hypersensitivity
due to periodontal surgery. The
comments urged deletion of the
requirement that a minimum of 6 weeks
pass following periodontal surgery
before patients who underwent such
surgery are admitted as subjects in a
study; also, the comments requested thafl
the selection of patients be made on the
presence of subjective pain of dentinal
hypersensitivity and on the basis of
sound professional judgment. One
comment was not aware of any data
that suggest that the condition of
dentinal hypersensitivity differs
depending on its cause (e.g., cervical
erosion, abrasion, gingival recession,
periodontal surgery) and urged the
agency to coniine the focus of testing to
the condition of dentinal

- hypersensitivity and not to its causes.

The comments objected to.the Panel's
recommendation that persons selected
for test and placebo trials should be of
the same sex and be reasonably similar
in age, in number of sensitive teeth, and
in the mean sensitivity score {47 FR
22712 at 22756). The comments argued

- -that adding sex and age pairing

requirements and pairing subjects with
teeth having near-identical

hypersensitivities unduly compound the -

problem of timely completion of clinical

© investigations utilizing large numbers of-

subjects. The comment contended that
hypersensitivity does not appear to be
correlated with either patient age or sex.
" {2} The requirement of a paired
sequential study design (47 FR 22756).
The comments were opposed to a paired
sequential design for these studies and

" suggested that sex, age, and sensitivity

equivalence for test and placebo trials
‘be specified for groups of patients in
study designs other than paired
sequential analysis. The comments
recommendéd that persons selected for
test and placebo trials should be
reasonably similar in the mean
sensitivity score so far as is practical.
(3} The Panel's recommendation that

" teeth which may be included in the

study be limited to incisors and
premolars in both arches as well as
recommendations concerning how many
teeth should be examined during each
patient evaluation. One comment
recommended deleting the requirement
that all teeth be examined each time
after the initial examination establishes
which teeth are sensitive and which are

" npot and urged that only the

hypersensitive teeth should be
evalnated on subsequent examinations.
Also, the comment felt that molars
should be allowed to be included in the
study if the investigator is able to
identify one or mere of them as
hypersensitive teeth.

{4} The Panel's recommendation that
in studies involving tooth desensitizers
both the test and placebo materials must
be indistinguishable regarding taste,
consistency, and appearance {47 FR
22756). The comments believed that the
requirement for the placebo to be
“indistinguishable™ from the active
ingredient is unreasonable and
suggestad terminology used in the
tentative final monograph for OFC
antiperspirant drug products (47 FR
36482 at 38500). The comments
recommended the use of the terms “as
similar as possible” to replace
“indistinguishable” and the addition of
the phrase “as judged by sensory
evaluation procedures” to the
guidelines.
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Coraments on the testing guidelines
for reclassifying agents for the relief of -

- toothache and for reclassifying tooth
desensitizer objectied to the Panel's .
recommencdation that three investigators.
at three separate institutions, preferably
academic institutions, should perferm

- studies required to upgrade a Category

111 ingredient to Category I (47 FR 22756}.

Two comments believed this

reqmrﬂmem I8 unnecessary bECaUSE one -

mivlticlinical, double-blind study or two
separate studies are sufficient to prove
efficacy. One comment recommended
that the requirement for the number of
studies should be consistent with FDA's
traditional rule that ftwo well-controlled
clinical studies are adequate for
demonstrations of efficacy. Two
comments believed that “the limitation
to an academic setting” was undaly
restrictive and should be deleted. The
comments felt that flexibility should be

_ allowed for the use of clinics or private
practices which can mobilize adequate
numbers of patients and demonsirate

. clinical experfence suitable for these

studies.

The comments concluded that certain

of the testing guideline requirements are -

inappropriate and unachievable, that
ethers are not realistic or representative
of the present state of the art, and that
the goal of demonsirating effectiveness
can be properly realized by other
clinieally acceptable protocels. The
comments requested that other
acceptable procedures should be
allowed.

The agency has not addressed speciﬁc
testing guidelines in this document. In
revising the OTC drug review
pmcednres relating to Calegory I,
published in the Federal Register of
September 29, 1981 {46 FR 47730}, the
agency advised that tentative final and
final monographs will not include
recommended testing guidelines for
conditions that industry wishes to .
upgrade to monograph status, Instead,
the agency will meet with induastry
representatives at their reguest to
discuss testing protecols and the nwmber
of studies needed to upgrade Category
I conditions to Category I. Therevised
procedures also state the time in which
test data must be submitted for

. consideration in developing the final
monograph. {See also Part II. paragraph
A.2. below.) Thus, under the current
agency approach, acceptable procedures
other than those recommended by the
Dental Panel may be allowed.

51. Two comments objected te the
Dental Panel's recommendation that a
cross-over design be used for studies to
demonsirate the effectiveness of an

.agent for the relief of teothache 47 FR

- 22712 at 22735} for the following

reasons: {1) It would be difficult or

impossible to utilize the same patient for.

a second drug treatment if the first drug

- freatment relieved the patient’s
. toothache; and {2) ethically, the panem .

toothache should be professionally
treated as soon as possible. The
comments requested that the ageney
delete this requirement for testing
agents for the relief of tosthache.

 The Panel's recommended testing
guidelinés are not being included in this
proposal. {See comments 49 and 50
above.) The Panel recommended that a
sequential analysis study design be used
to demonstrate the effectiveness of
agents for the relief of toothache. The
agency believes that the comments may
have misinterpreted the Panel’s
recommendation. A sequential analvsxs
design does not involve multiple test
treatmenis of the same patient as is
required by a cross-over study design. In
a sequential analysis design, patients
are paired randomly over a time interval
that is as short as possible. Each patient
of the pair receives only one fest
treatment. Ope patient receives one type
of treatment and the second patient
receives the other type of treatment. The
resulis obtained from treating each of
the patients in the pair are then used as
the unit of comparison for the two -
different treatments. Successive pairs of
patients are sequentially analyzed until
statistically significant differences
between the two treafments are
achieved. The agency concludes that the
Panel’s recommended festing guidelines
for agents for the relief of toothache
would not require a cross-over testing
design.

52. Regarding the Dental Papel S
recommended testing guidelines for
agents for the relief of toothache {47 FR
22712 at 22736}, one comment stated that
the mode of application of {oothache
relief drugs should not be specified
because the method of application will
depend on the ingredient andfor

- formutation. Ancther comment stated

that the testing procedures should allow
for the use of other dosage forms as
appropriate. The comment further stated
that because a consumer cannot always
be expected to find kis or her tooth
gavity, it is more practical to apply the

ingredient to the total tooth surface;

therefore, clinical studies should be
designed te support the efficacy of
agents for the relief of tocthache for use
in and arouad the tooth.

In the revision of the OTC drug review

‘procedures relating to Category [,

published in the Federal Register of

September 28, 1981 {46 FR 47730} and
clarified April 1, 1983 (48 FR 14050}, the
agency advised that, regarding testing
procedures, tentative final and final
moneographs will not inclade

recommended testing guidelines for

conditions that industry wishes to
upgrade to monograph status. Instead,
the agency will meat with industry
representatives af their request to
discuss testing protocols. {See also Part
11 paragraph A.2. below.) The Pauel did
provide for testing a gel desage form in
its testing guiﬁeiines {47 FR 22736), but
the agency recognizes that the Panel's:
recommended testing procedures do not
include all possible methods of
application and dosage formulations.
The agency will consider the use of any
appropriate testing procedure even
though it may differ from that
recommended by the Panel. The Pagpel's
testing criteria are considered to be
recommendations fo the agensy; -
however, test designs that areused in
stndies submitied in support of the
safety and effectiveness of Category I

" conditions are evaluated on their own

meris rather than on how well they
meet the Panel's reguirements. Thus,
when Category HI ingredients are tested
for safety and/for effectiveness and

-subsequently upgraded to Category L

the agency will propose directions for

use that are consistent with the manner

of application used in the testing
procedures. if clinical studies
demonstrate the safety and efficacy of
agents for the relief of toothache-for use
in and around the tooth, directions for
such use will also be included in the
monogragph.

11, The Agency's Tentative Conclusions
and Adeption of the Dental Panel's
Report

A. Summary of Ingredient Categories

. and Testing of Category I and Cofegory

HI Conditions
1. Summary of ingredient categories

The agency has reviewed all claimed
active ingredients submitted to the
Dental Panel, as well as other data and
informatiion available at this time: and
has made some changes in the
categorization of relief of oral
discomfort active ingredients
recommended by the Panel. Asa -
convenience to the reader, the following
list is included as a summary of the
categorization of relief of oral
discomfort active ingredients
recommendead by the Panel and the
proposed calegorization by the agency.
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Active ingredients Panet Q Agency

1. Agents for the relief
af toothache:
Benzocaine
Banzyl alcohot i) it
Butacaine sulfate........ .
Capsicum (as a

counterirritant).
Capsicum forusein | Bl B
an open foath . )
cavity).
Cresol . Hi
Creoscte v} HiE it
Eugenol (85 0 87 | SR i
parcenty.
Eugenat (1 to 84 L1 SO 34
percent). ’
Manthel..... ol B 1
Methyt saiicylate it i
Phenot preparations L SO, ]
{phenol and/or
phenoiate sodium).
Thymol preparations | Bl [
{thyrnol and thymol
iodide).

. Oraf mucosal
anaigesics (Topical
anesthetics):
Benzocaine §
Banzyl aicohol il
Butaceine sulfate { f
Camphor ] ]
Chiorophyllin (water- | Not reviewed....... i

soluble)
Cresol it i
Methyl salicylate H ]
Phenol preparations | ———— b
{phenol and/or
phenolate sodiurm},
Thymol preparations | Hh....eeceeeccine.s i
{thymol and thymaol
iodide}.
Oral mucosal
protectants: -
Benzoin preparations | Foecoieereervanans §
{benzoin tincture
‘and compound
benzoin tincture).

N

O

Myrrh, fluidextract......... 11 O i
¢ Tooth desensitizers:

Citric acid and 1 S it
sodium citrate in .
poloxamer 407
{Pluronic F-127
gel).

Fiuoride preparations | Hho...o.oevoeevneenn] i
{sodium fluoride,
sodium
monofiuorophos-
phate, and
stannous fluoride).

Formaldehyde [ T it
soiution,

Potassium nitrate

Sodium fluoride (0.44
percent), strontium,
chioride, and
edetate disodium
{in combination).

Strontium chioride ........ 1 SO, 31}

! The Panel recommended that beeswax should
not be included as an inactive ingredient in products
intended for use in an open tooth cavity, and the
agency concurs, .

2. Testing of Category I and Category Il

conditions

The Parel recommended testing
guidelines for agents for the relief of
sothache {47 FR 22712 at 22735) and for

tooth desensitizers (47 FR 22712 at
22756). The agency's position regarding
the Panel's testing guidelires is
discussed in comments 49, 50, and 51
above. Interesied persons may
communicate with the agency about the
submission of data and information to
demonstrate the safety or effectiveness
of any relief of oral discomfort
ingredient or condition included in the
review by following the procedures
cutlined in the agaency’s-peolicy statement
published in the Federal Register of
September 28, 1981 (46 FR 47740Y and
clarified April 1, 1983 {48 FR 14850}. That
policy statement includes precedures for
the submission and review of proposed
protocols, agency meetings with
industry or other interested persons, and
agency communications on submitted
test data and other information.

B. Summaory of the Agency’s Chahges

FDA has considered the commenis
and other relevant information and
concludes that it will tentatively adopt
the Dental Panel’s report and
recommended monograph with the
changes described in FDA’s responses
to the comments above and with other
changes described in the summary
below. A summary of the changes made
by the agency follows.

1. The Dental Panel was charged to
review and evaluate dental and dental
care drug products including agents for
oral mucosal injury and agents for the
relief of oral discomfort. Oral mucosal
injury drug products are OTC
preparations intended to relieve oral
soft tissue injury by cleansing or
promoting the healing of minor oral
wounds or irritations (48 FR 33984 at
33984]. Agents for the relief of oral
discomfort are OTC preparations to
treat minor trauma or irritations of a
transient nature to the gums or teeth (47
FR 22712 at 22717). The Oral Cavity
Panel was charged to evaluate
ingredients in QTC preparations
intended for use for the temporary relief
of symptoms due to minor irritations,
inflammations, and other lesions of the
mucous membranes of the oral cavity
(47 FR 22760 at 22765). Because of the
overlap between the rulemaking on OTC
oral mucosal injury drug products and
the rulemaking on OTC oral health care
drug products, the agency incorporated
that part of the oral mucosal injury
rulemaking that includes oral wound
cleansers into the first segment of the -
tentative final monograph for OTC oral
health care drug products published in
the Federal Register of January 27, 1088
{53 FR 2436}. Likewise, because the

- ingredients reviewed as relief of oral

discomfort agents and the ingredients

reviewed as oral health care drug
products are indicated for similar
therapeutic purposes in the same area
{i.e., the oral cavity), in this document,
the egency is merging the advance
notice of propesed rulemaking for OTC
relief of oral discomfort drug producis
into the tentative final monograph for
OTC oral health care drug products
{proposed as 21 CFR part 358). The
intent of the combined rulemaking is i«
identify those ingredients that are
generally recognized as safe and
effective in temporarily relieving the
symptoms associated with mineor oral
wounds or other irritations of the mouth,
gums, cr teeth. Combining these two
rulemakings into one will result in more
consistent labeling on the OTC drug
products intended for topical use in the
oral cavity and in less confusion for the
manufacturers of these drug products
and for the consumer.

2. The agency is not including § 354.1
“Scope” of the Dental Panel’s
recommended monograph for relief of
oral discomfort drug products in this
proposal because the proposed “Scope”
(§ 356.1) of the tentative final
monograph for OTC eral health care
drug products adequately covers all oral
health care dreg products including
relief of oral discomfort drug produsts.

3. 8o that the definition of an oral
health care drug will include agents for
relief of oral discomfort, the agency is
proposing to amend § 358.3(a) of the
tentative final monograph for OTC oral
health care drug products by adding the
words “gums,” and “teeth,” and the
phrase “miner irritations of the gums™ to
read as follows: “A drug product applied
topically for the proper care of the oral
cavity, including the temporary relief of
symptoms of the gums, teeth, mouth, and
throat, for example, minor irritation of
the gums, occasional mouth soreness, or
minor sore throat.” .

The agency is also adding a definition
for the term “‘deniifrice” in § 356.2{h} of
the definition section of this propeosal.

In this proposal, the agency is
incorporating the definitions found in
§ 354.3 of the Dental Panel's
recommended monograph for OTC relief
of oral discomfort drug products into
§ 356.3 of the amended tentative final
monograph for OTC oral health care
drug products. However, the agency is
not including the definitions for an
“agent for the relief of oral discomfort”
or for an “oral mucosal analgesic” found
in § 354.3(a} and § 354.3(c}, respectively,
of the Dental Panel's recommended
monograph for relief of oral discomfort
drug products. The definition for an’

- “gral health care drug” in § 356.3{a) has

been revised to include agents for the
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relief of oral discomfort. {See part 11
paragraph B.3. above.} Oral mucosal

-analgesic ingredients are being included -

- in this amendment as anesthetic/
analgesic ingredients, and the definition
for an “anesthetic/analgesic” in

© §'856.3(c) of this amendment adequately
defines this therapeutic group.
Individual definitions are renumbered.

. accordingly.

4, Although the Dental Panel
ciass:fled 85 to 87 percent eugenol in
Category I as an agent for the relief of
toothache, the agency has determined
that the data are inadequate to
demonstrate effectiveness of this -
ingredient and reclassified the
ingredient in.Category Il for this use.
{See comment 7 above.}

5. In this proposal, the agency is not
including the agents for the relief of
toothache that were recommended by
the Dental Panel in § 354.10 of its

" monograph. Section 356.10 of this
_proposed monograph is reserved for
agents for the relief of toothache should
any be classified in Category Iin the
future.

6, The agency is including oral
mucosal analgesics, § 354.12 of the
Dental Panel's recommended
monograph, in the therapeutic category
of OTC oral health care anesthetic/
analgesics in § '356.12 of this proposal.’
Some of the same ingredients. (i.e.,
benzocaine, benzyl alcohol, and phenoi)
were reviewed as oral mucosal v
analgesics by the Dental Panel and as
anesthetic/analgesics by the Oral
Cavity Panel. Oral mucosal analgesics
and anesthetic/analgesics are intended
for the temporary relief of pam caused
by minor irritations or injuries of the
oral mucosa. Therefore, the- agency
believes that these ingredients should be
considered to be one therapeutic »
category. In this proposal, to eliminate
duplication and overlap, the agency is
proposing to combine the indications,
warnings, and directions recommended
in § 354.55 for oral mucosal analgesics -

by the Dental Panel with the indications,

warnings, and directions proposed by
" the agency for anesthetic/analgesics in
§ 356.55 of the first segment of the
_ tentative fihal monograph for OTC oral
health care drug products. The'
combined indications, warnings and
directions for anesthetic/analgesic
active ingredients are found in § 356.52
of this proposal. Additiopally, the term
“oral'mucosal analgesic” is replaced by
_the term “anesthetic/analgesic” in this
‘proposal.

7. The Dental Panel classified benzyl

alcohol in Category III as an oral
mucosal analgesic {47 FR 22712 at 22743
to 22744). The Oral Cavity Panel
classified benzyl alcohol in Category I

as an anesthetic/analgesic it its report
(47 FR 22760 at 22809 to 22810), and the
agency agreed with the Category I
classification in the first segment of the

“tentative final monograph for OTC oral

health care drug products (53 FR 2436).
Therefore, in this proposal, the agency is
including benzyl alcohol as a Category 1
anesthetic/analgesic in § 356.12(b).

8. Although butacaine sulfate was not.
reviewed by the Oral Cavity Panel, the
Dental Panel classified it as a Category 1
oral mucosal analgesic, § 354.12(b}. The
agency agrees with the Dental Panel’s

. Category I classification and is,

therefore, including butacaine sulfate in
this proposgl in 356.12(e) as an
anesthetic/ analgesm

9. The agency is including oral
mucosal protectants, § 354.14 of the

Dental Panel's proposed monograph, in

§ 356.20 of this proposal.

10. The agency is including 5 percent
potassium nitrate as a Category I tooth
desensitizer in § 356.22 of this
amendment. {See comment 8 above.)

11. The section containing package
size limitations, § 354.18 of the Dental
Panel’s recommended monograph, is

" being revised and is included in this
. amendment in § 356.24. The agency is

not including the package size
limitations for butacaine sulfate that

. were recommended by the Dental Panel

in § 354.18(a) of its report. Additionally,
the agency is revising the directions for
use for butacaine sulfate by deleting any
reference to single-use packaging. {See
comment 35 above.)

12. The Dental Panel classified several
combination drug products in Category I
and included them in § 354.20 of its
proposed monograph at § 354.20. The

" agency is deferring consideration of

recommended § 354.20(b}, (c), and (d) to
the antimicrobial segment of the -
rulemaking for OTC oral health care
drug products because these
recommended combinations all contain

- antimicrobial ingredients. The agency is

proposing to add the Dental Panel's

remaining Category I combinations in
354.20 (a} and (e} to the combinations
proposed by the agency in § 356.20 of
the first segment of the tentative final

‘monograph for OTC oral health care

drug prodiicts and to include the,
combinations in this amendment in
§ 356.26.

13. Because oral mucosal protectants
are not indicated for use in sore throat,
the agency concludes that when )
anesthetic/analgesic ingredients are
combined with oral mucosal protectants,
the indication for anesthetic/analgesics
in § 356.52(b)(1), “For the temporary
relief of occasional minor irritation,
pain, sore mouth, and sore throat,”
should hot be used. The agency also

notes that the indication in
§356.52(b)(7), “For products containing
* * * when used in denture adhesive
products * * *,” is not applicable to
combination preducts containing
anesthetic/analgesics and oral mucosal
protectants because the Panel stated in
its report that the use of an oral mucosal

- protectant in a denture adhesive is

irrational {47 FR 22712 at 22722} -
Therefore, the agency is proposing to
include in § 356.66, “Labeling of
combination drug products,” the
following: “For permitted combinations
[of oral mucosal protectants and
anesthetic/analgesics] identified in

§ 356.26(c). Any or all of the indications
in § 356.52(b)(2), (b}(3), (b}{4). (b}(5), and
(b){6) should be used.”

14. The agency has reviewed data and
information submitted in support of the
safety and effectiveness of a dentifrice
containing fluoride {sodium
monofluorophosphate) and potassium
nitrate for the claims of prevention of
cavities and tooth desensitization and
has determined that the data are
sufficient to demonstrate the
effectiveness of this combination.

- Furthermore, the agency has determined
that any Category I fluoride may be

used in combination with potassium
nitrate as long as the product
demonstrates anticaries effectiveness.
Therefore, in this proposal, the agency is
proposing a Category I classification for
the combination of any Category I
fluoride ingredient and potassium
nitrate used for the prevention of
cavities and tooth desersmzatlon (See -
comment 47 above.)

15. The warning “Children under 12
years of age shouild be superwsed in the
use of this product” in
§§ 354.50{c)(1}{vi), 354. 55[0)(2} and
{c){4){i), 354.60(c)(5), and 354:65{c){3) of
the Dental Panel’s recommended
monograph is not included in the
warnings sections of this proposal
because the statement appears in the
directions for use for all products
formulated as mouthwashes {oral
rinses). (See comments 27 and 31
above.)

16. The agency is not including in this
proposal the warning “Do not swallow"”
that was recommended by the Dental
Panel in §§ 354.50(c)(1){iv).
354.55(c)(1)(iii), 354.60(c){3), and
354.65(c}(2). However, for anesthetic/
analgesics formulated as mouthwashes
{oral rinses), the agency is including the
wording “* * * and then spit out” in the
directions in §§ 356.52(d){1}{(i). (d){2)(i),
(d){43(3), (AX5)(D), (d)(8)(H), (d}7)(i)(a} and
(d){73(3)(b}, and (d)(8)(i) of this proposal.
{See comment 28 above.)
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“17. The labeling for-agents for the
relief of toothache recommended by the
Dental Panel in § 354.50 is not being .

" included in this proposal. Section 356.50
in this praposal is reserved for the
labeling of agents for ihe relief of -
toothache in the event that any
ingredients are classified in Category 1

. in the future. -

.. +18.The agency is not including in this
proposal the Dental Panel's
recommended statement of identity for
oral mucesal analgesics in § 354.55(a).
Oral muicosal analgesics are included as
part of the therapeutic category
identified as anestheticfanalgesics in
§ 356.52 (see Part I, paragraph B.5.
above), and the statement of identify |
proposed by the agency in § 356.52(a} is
sufficient. :

19. The agency is proposing to revise
the indications recommended by the
Dental Panel in § 354.55(b}(1)(i} and
(bj{1}{iii) and § 354.55(b){3} by using the
phrase “mouth and gums” instead of
“soft tissues,” “soft tissue of the mouth,”
or “oral tissues.” The agency is
including the revised indications in
§ 356.52(b}(3), (b}(5), and {b}(7) of this
proposal. (See comment 24 above.)

20. Because canker sores do not
require professional diagnosis before
self-treatment; the agency is not
including in this proposal the indication
recommended by the Dental Panel in
§ 354.55(b)(1){iv}. The indication
proposed in § 356.55(b}{2] of the first
segment of the tentative final
nonograph for OTC oral health care
drug products is being included in this
amendment in § 356.52(b)(2). (See
comment 23 above.)

21. The warnings recommended for
oral mucosal analgesics by the Dental
Panel in § 354.55(c)(1}{i) and {c}{1)(ii} are
not being included in this proposal. The
agency believes that the intent of those
warnings is fulfilled by the warnings
proposed for anesthetic/analgesics by
the agency in § 356.55(¢}(1} and (¢}{2) of
the first segment of the tentative final
monegraph for OTC oral health care
drug products and is proposing those
warnings for anesthetic/analgesic
ingredients in § 356.52(c}(1]} and (c}{2).

22. The agency is not including in this
proposal the warnings recommended
- specifically for butacaine sulfate by the
Dental Panel in § 354.55({c}{4) because
the information in these warnings is

included in the revised directions for use -

of butacaine sulfate in § 356.52(d}{3} of
this proposal. {See comment 35 abave.)
23. The directions for use of )
benzocaine proposed by the agency in
§ 356.55(d}(1) and {d){2) of the first
segment of the tentative final :
mornograph for OTC oral health care
‘rug products are being included in this

proposal in § 356.52(d}(1})(i} and {d}{1){i) -
‘as directions for use of benzocaine. The
directions recommended for benzocaine -
- 'by the Dental Panel in § 354:55{d}{1) -
‘have been slightly revised by the agency
-and are being included in this propesal

ag the directions in § 356.52{d}{1){iii} for
using benzocaine in a teething
preparation. :

"24. The.agency is revising the
directions recommended by the Dental
Panel for butacaine sulfate in '

§ 354.55{d)(2) to eliminate the reference
to package size limitations. The agency
is including the revised directions in

_ §356.52(d}(3) of this proposal. {See

comment 35 above.)

25. The agency is proposing that the
minimum effective eoncentration of
phenol for use as an oral health care
anesthetic/analgesic be 0.5 percent
rather than 0.25 percent as
recommended by the Bental Pane} and
is including the minimum effective
concentration of 0.5 percent in
§ 356.52(d)(7) of this proposal. {See
comment 4 above.)

26. As a result of combining oral
mucosal analgesics and oral health care

anesthetic/analgesics, the agency is not -

including the directions for use of
phenol as-an oral mueosal analgesic
recommended by the Dental Panel in

§ 354.55(d) (3) and (d){4]. The directions
proposed for use of phenol as an

- anesthetic/analgesic by the agency in

the first segment of the tentative final
monograph for OTC oral health care
drug products in § 358.55{d){6}(i) (a} and
(b} and § 356.55{d}(6}(ii) are being
proposed in § 356.52{d)(7}{i} and
{d}(7)(ii). (See comment 36 abave.)

27. The agency is proposing to limit

‘the concentration of phenol in teething

preparations to 0.5 percent phenol.
Additionally, the agency is proposing to

- revise the direction it propesed in

§ 356.55(d)(6) of the first segment of the
tentative final monograph for OTC oral

. health care drug products by adding

directions for the vse of teething
preparations and including those
directions in § 356.52(d}{(7}(iii) of this
proposal. (See comments 4 and 36
above.)

28. The agency is including in
§§ 356.52(d{1}{iv), (d){3)(ii), and
{d}(7}(iv) of this proposal the directions
for the use of benzocaine, butacaine,
and phenol in dental adhesives that
were recommended by the Dental Panel
in % 354.55{d)(5).

29. The agency is including in § 356.60
of this proposal the labeling
recommended by the Dental Panel for
oral mucosal protectants in § 354.60.

30. The agency is proposing to revise
the indication recommended by the
Dental Panel for oral mucosal

.protectants in § 354.60(!)](4} “For
' protecting recurring canker sores when

the condition has been previously
diagnosed by a dentist” by deleting the
phrase “when the condition has been
previously diagnosed by a dentist.” The -
agency has determined that canker
sores do not require professional
diagnosis before self-treatment: (See
comment 23 above and part IL
paragraph B.21. above.} The revised
indication is included in § 356.60(b}{4) of
this proposal. o

31. The agency has determined that’
the wording of the warning propesed in
the first segment of the tentative final
monograph for OTC oral health care
drug products in § 356.70(c) for
debriding agents/oral wound cleansers
is also appropriate for oral mucosal
protectants. Therefore, the agency is
proposing to combine §§ 354.60{c}{1)
and {c}{2} of the Dental Panel's
recommended monograph into the
following revised warning for oral
mucosal protectants {(included ir this
amendment in § 356.60{c}{1)}: Do not
use this product for more than 7 days
unless directed by a dentist or doctor. I
sore mouth symptoms do net improve in
7 days; if irritation, pain, or redness
persists or worsens; or if swelling, rash,
or fever develops, see your dentist or
doctor promptly.”

32. The agency is revising the labeling
recommended for tooth desensitizers by
the Denial Panel in § 354.65 and is
including the revised lebeling in § 356.62
of this proposal,

33. The agency is proposing that the
statement of identity for tooth
desensitizer drug products
recommended by the Dental Panel in |
§ 354.65(a) be revised to provide a
choice of dosage forms and a choice
between the words “sensitive” and
“hypersensitive.” (See comment 18
above). The revised statement of
identity is included in § 256.62{a) of this
proposal. '

34. In order to clarify and shorten the
language of the monograph the agency
has revised the indication recommended
by the Dental Panel for tooth
desensitizers in § 354.65(b) as follows:
“Helps reduce painful sensitivity of the
teeth to cold, heat, acids, sweets, or
contact.” The revised indication is
included in § 356.62{b){1) of this
propesal.

35. Because the desensitizing effect of
potassium nitrate has been
demonstrated to be cumulative, the
agency is proposing in this amendment
that the following additional indication
for tooth desensitizers be included in
§ 356.62(b}(2): "'Builds increasing
protection against painful sensitivity of
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the teeth to cold, heat, acids, sweets, or
contact,” (See comment 26 above.)

36. The agency is combmmg and
simplifying the warnings recommended -
for tooth desensitizers by the Dental -
Panel in § 354. 65(0][1}, {c)(4), and (c)(5)
into one warning "Sensifive teeth may .
indicate a serious problem that may °
need prompt care by a dentist. See your
dentist if the problem persists or .
worsens. Do not use this product longer

"than 4 weeks unless recommended by a
dentist or doctor.” The agency is
proposing to include the revised warning
in § 356.62{c) of this proposal. (See
comment 30 above.} :

37. Because the agericy does not. - -
consider fever, irritation, and infection .
to be related to dental hypersensitivity,
the warning recommended for tooth
desensitizers by the Dental Panel in
$ 354.65(c)(6) is not being included in
this proposal. Addltlonally, the agency
is not including the warning . ,

* recommended by the Dental Panel in
§ 354.65(c}{7), “Do not exceed
recommended dosage,” in this.
amendment. (See comment 31 above.}
- 38. The agency has revised the®
directions for use for tooth desensitizers
- recommended by the Dental Panel in
§ 354.65(d) and is proposing to. include.
. these revised directions for use in
~ §356.62(d) of this proposal. [See
- comment 38 above.} :
- 39. The agency is proposing new
§ 356.68, “Labelmg of Combination Drug
Products” in which labeling specific to
combination drug products containing
oral health care ingredients is described.
40. The agency is proposing toinclude
professional labeling for products
containing dyclonine hydrochloride in
§ 356.80(b). The agency is also amending
the professional labeling proposed in -
§ 356.80(a) of the first segment of the
tentative final monograph for OTC
health care drug products to include
“Vincent's infection.” {See comment 39
above.)
41.In an effort to 51mphfy OTC drug
labeling, the agency proposed in a
number of tentative final monographs to
substitute the word “doctor™ for -
“physician” in OTC drug monographs on
the basis that the word “doctor” is more
commonly used and better understood
~by consumers. Based on comments
received to these proposals, the agency
has determined that final monographs
and other applicable OTC drug -
- regulations will give manufacturers the
option of using either the word
* “physician™ or the word “doctor.” That
option is proposed in § 356.48(a).
42; Combining the rulemaking for
relief of oral discomfort drug products

with the rulemaking for oral health care .

drug products resulted in the

redesignaticn of many section and
paragraph numbers. As a convenience

_to the reader, the following chart is

included to show how all of the section
and paragraph numbers have been. .
redesignated.

REDESIGNATED SECTION AND PARAGRAPH
NuMBERS OF THE TENTATIVE FINAL
MONOGRAPH FOR ORAL HEALTH CARE

DRUG PRODUCTS AMENDED. BY ADDING

THE INGREDIENTS AND LABELING FROM
THE RULEMAKING FOR RELIEF OF ORAL
DiscOMFORT DRUG PRODUCTS |

Paragraph
- Paragraph Paragraph
number in this | number n the | numBer in the
or oral heait! :
-care drug drug products dls'goodndfggt a’;’g

products {53 FR 2436) P 929712)
856.3(8) verrorenenns 356.3(a)

356.3(b) . 354.3(a)

356.3(c) 356.3(b) 354.3(b)
354.3(c)

:356.3(d) L) 356.3(c)

356.3(¢) ... .| 356.3(d).

feisT e L OU— 356.3(e)

356.3(g) 356.3(f)

356.3(h) nersresenn 356.3(Q)

356.3(0} seaenrnrserares 356.3(h)......

356.3() ; 354.3(d)

356.3(K) . 354.3(e)

386.10 i 354.10

{reserved).

: veer] B56.10{@) vcrcernen] 354.12(a)
356.12(b) cveerecvrnns 356.10(D) ...ccrenrens .

356.12(c) 354.12(b)

356.12(d) 356.10(c) :

356.12(e). e 356.10(d)...

356.12(f).. | 356.10(0)... .

356.12(g). .4 356.10-{f)... ..| 354.12(c)

356.12(h) 356.10(g)

356.14. 356.14,

356.16 356.16.

356.18 356.18 -

356.20(a) . 354.14(a)

356.20(b) 354.14(b)

356.22 [eorsseasussnstssasasnacssssann 354.16
(reserved).

: : 354.18(a)
356.24. " 354.18(b)
356.26().....ccrnn. 356.20(a) ...ureeriven
356.26(D) ..oornruse 356.20(b) ...rvrreienee
356.26(c) 354.20(a)

354.20(b)
354.20(c)
354.20(d)
' 356.26(d) 354.20(s)
356.26(e) - 366.20{c)
356.26(f).. .| 356.20(d).. "
356.26(g) 356.20(8) ..cvverseren
356.26(h)
356.48(@@)............. 356.50(a)
356.48(b)..c0ivicnn. | 356.50{b).. N
856,50 @ i 354.50
(reserved).
354.55(a)
" 856.52(8) ecrererennd] 356.55(a)..curervinnd}
356.52(b)(1) ........ 356.55(0)(1) ... |
356.52(b)(2) ........ 356.55(b)(2) .vv.nnn.
354.55(b)(1)(iv) ... o
356.52(b)(3) ... .. B54.85(b) (1)
356.52(b){4) .....
354.55(b){(1){iH)
356.52(b)(5) ...
354. 55(b)(1)(ala) I .
356.52(b)(6) ... .| 354.55(b){(2)
354.55(0)(3)

356.52(b)(7)

REDESIGNATED SECTION AND PARAGRAPH
MNUMBERS OF THE TENTATIVE FiNAL
" MONOGRAPH FOR ORAL HEALTH CARE
DRuUG PRODUCTS AMENDED BY ADDING
THE INGREDIENTS AND LABELING FROM
THE RULEMAKING FOR RELIEF OF ORAL
DiscoMFORT Drua Probucts—Con-
tinued

Paragraph :
Paragraph Paragraph N
numbe? in this | number in the :ﬁggﬁ;"éﬂgf
amended TFM TFM feroral | of oral
for oral health health care discomfort drug
care drug " drug products products (47
products (53 FR 2436) R 2271 2)
356.52(0}(1) ........ 356.55{C){1) .......
356.52(CH2) ...u.n- 356.55(C)(2) ........
i 354.55(c){1){)

354.55(c)(1)iD) -
354.55(c)(1)(i)

356.52(EN3) ool crvemrsersoessrmsrossinree 354.55(c)(1)(iv}
354.55(c)(2)
G56.52(CHA) crvrroleroserrersonerseriseseess 364.55(c)(3)
354.55(c){4)
356.52(c){(5) 354.55(c)(5)
356.52(c)(6) .| 354.55(c)(6)

356.52(A)(1)(7) .| 356.55(AN1)(i).....| 354.55(c)(1)
356.52(c)(1}{i) ... 356.55(c)(1)i) ...

356.52(AN 1) croeerermrerrresrmrsersrnsenee
356.52(c)(2)) .....| 356.55(A)2)(1) oo
356.52(d)(2)i) ...| 356.55(a)(2)() ....
T Y 354.55(d)(2)
356.52(d){4) ..onin 356.55(d)(3) oo
356.52(A)(5) ......n 356.55(d)(4) ........
356.52(C)B) crne 356.55(c)(5) .ooone-

356.52(c)(7)()a) | 356.55(d)(E)a)|
356.52(d)(7)(i)(b) | 356.55(d)E)i)(b) | 354.55(d)(4)
356.52(c)(7)i) ..., 356.55()(6Hi) .l -
356.52(d)(7) i) . .-} 354.55(d)(3)
356.52(d){7)(iv .1 354,55(d)(5)
356.52(c)(8) v
356.54
356.56
356.58.
356.60(a) 354.60(a)
356.60(0) 354.60(b)
356.60{c)(1) .| 354.60(c}{1)
356.60(c)1) - .1 354.60(c)(2)
354.60(c)(3)
356.60(C)2) wrerrer i eevevmesssinimnnsosins 354.60(c)(4)
354.60(c)(5)
356.60(c) 354.60(d}
356.62(a) 354.65(a)
FEBE2(D)(1) crerre] eercrmsmrrecsreessessrives] 354.65(b)
B56.62(BHD) wvcvvredcresramresrermsseesssseee
356.62(c) 354.65(c)(1)
354.65(c)(2)
354.65(c)(3)
356.62(C) 354.65(c)(4)
356.62(c) 354.65(c)(5}
: 354.65(c)(6)
; 354.65(c)(7)
356.62(d). 354.65(d}
356.66 356.78
356.80(@)..ciuivren 356.80(a) curnr
356.80(D)........ :
356.80(C).nrmcreneen 356.80(D) orvivern] :

The agency is also designating
proposed subpart D of the monograph as
subpart C and is placing the labeling
sections under subpart C.

43; For an active ingredient to be
included in an OTC drug final
monograph, it is necessary to have
publicly available sufficient chemical
information that can be used by all
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manufacturers to determme that:the

ingredient is appropriate for use in their. .

prdd’uct«sﬁ. Most of the active'ingredients
that the Dental'Panel and theOral -
Cavity Panel classified as Category [ are

. standardized and characterized for:

. quality.and purity and are included’in .

official compendia. Alum, benzocaine,

- benzy! alcohol, carbamide peroxide,
.compound benzoin tincture, dyclonine

- hydrochloride, geietm, glycerin,

o hydrogen peroxide, menthol, pectin,

‘phencl; salicyl alcohol, sodium -
‘bicarbonate, and zing chlaride are
included as articles in the current :
United States Pharmacopéia {U.S.P.] or
National Formulary (Ref. 1)/ Although
* benzoin fincture was ihcluded as an
article in U.8.P. XV (Ref. 2}, it is not
included in the' current U.S:P. The
remaining ingredients (i.e...butacaine -
sulfate, elm bark, hexylresmcmol
potassium nitrate, and sodium perboxate
monohydrate) are not adequately
characterized. :
The agency believes that it would be
appropriate for interested parties to
develop with the United States
‘Pharmacopeial Convention appropriate
standards for the quality and purity of
the oral health care ingredients that are
not already included in official
compendia. In this tentative final
monograph, butacaine sulfate, elm bark,
hexylresorcinol, potassium nitrate, and
sodium perborate monchydrate are
proposed in Category I. However, ,
should interested parties fail to provide
necessary information so that
appropriate standards may be
es’(abhshed these ingredients will not -
-be included in the final monograph. The
" same standards should also be
developed for any Category Hor Il
ingredients for which data are submitted
~for mclusmn in the final monograph.’

" References

. " (1) “United States Pharrnacopela XXI—
National: ‘Formulary XVIL," United States

‘Pharmacopeial Convention, Inc., Rockville,

MD, 1989, pp. 41, 147, 150, 223 to 224, 485, 611,

€63, 821.1021, 1061, 1236, 1252, 1ﬁ62 1906, and .

1932,

{2} ‘United States Pharmacopexa Xv,”
United States Pharmacoperal Canvent;cn,
Inc., Wa shmgton‘ p. 81, 1955.

The agency is proposing to remove the

-existing warning and caution statement
recommended in § 369.20 for “toothache
‘preparations.” That statement reads
“For temporary use only until'a dentist

can be consulted.” If ingredients for the -

- relief of toothache are included in the

final monograph, the existing statement .

in § 369.20 will be superseded by the -
requirements of the final monograph on -
.QOTC oral health care drug products
(part 356, subpart C}. If ingredients for

T

the relief of toothache are not mcluded
in the final monograph, products -

containing these ingredients will néed 5 '

new drug application for: manketmg, and
there will:be no need for the existmg
statement to appear in §'369. 20.

Hl Recent Developments

A. Additionel Warning{s) for: Pma’ucts .
. Indicated for Relief of Sore Throat -

In March 1996, the agency became
aware of four reports from the United -

'Kirigdom (U.K.) of life threatening
" pharyngeal spasm that were related to a

phenol-containing OTC oral spray tsed
for the symptomatic relief of sore throat
{Ref. 1), All cases occurred when people
who may have had epiglottitis used the
anesthétic/analgesic oral spray, One
person died, with the cause of death
listed as acute epiglottitis. The 6nly
difference in the formulation between
the OTC drug product used in the UK.
and a similar product marketed in the”
United States [U.S.} is that the drug |
product used in the UK. contains 0.0145
percent tartrazine as a coloring agent,
and the drug product marketed in the
U.8. has not contained tartrazine since
1980. The manufacturer of the product
informed the agency that the British
Conmittee on Safety of Medicines -
{C5M) ‘was reconsidering the future .
marketing of the phenol—contammg OTC
drug product (Ref. 2).

Subsequently, the CSM permxtted .
continued marketing of the phenel-
containing OTC oral spray so long as
certain labeling changes were made in
both consumer and prefessional labeling
(Ref. 3). The revised labeling states that
{1} the product is not for use in children.
under 12 unless recommended by a. -
doctor; (2] the product should not be. .
used and a doctor consulted if thereis a
difficulty in breathing, if breathing is..
noisy, or if there is a severe difficulty in
swallowing; and (3) the product should’
ot be used without consulting:a doctor

. if sore throat is severe, has lasted for

more than 2 days, or is accompanied by

high fever, headache, nausea, or-

vomiting. . s
The agency requested mformatlon o

- from the company on any seriovs

adverse drug experience reports. that it
had received from consumers.in the

U.8., regarding either anaphylactic-] hke .7 _‘

reactions. or swelling of the throat or -, .

- larynx area leading to difficulty.i in
: breathmg related to the use of the

phenol-containing OTC oral health care

'drug product. The company conducted a

review cf its data base for the years

1963 to 1990, found a total of 18 reports,

and submitted these reports to the
agency .(Refs. 4 and 5). The reports

. indicated that adverse reactioris

~occurred both with and without -

tartrazine in the product. The’ company

“also prov1ded the agency with U. S dmg
experience reports; specifically
“anaphylactic-like reactions ot swelhng
- of the threat or larynx area resulting in
*-difficulty in breathing, forits OTC. dmg
 produets indicated for sore throat that
" contain anesthetic/analgesic mgredlents'
. ‘other than phenol (i; e, mentol and ’
- benzocaine) (Ref. 5).

The agency contacted manufactnrers ’

bof the major brands of OTC oral hiealth -

care drug products containing Category [

. -anesthetic/analgesic ingredients (i.e.,

benzocaine, benzyl alcohal, dyclonine

" hydrochloride, hexylresorcinol, menthsl,

phenel, and salicyl alcohol} (Ref. 6). In

" addition, the agency contacted the’

manufacturer of 4 major brand of an
OTC oral health care drug product
containing tartrazine (Ref. 6). FDA
requested:these manufacturers to
provide any reports received regarding
airway obstruction or anaphylactic-type
reactions associated with these
products. .

The agency has analyzed the

- information received along with

information already in its spontaneous
reporting system. Duplicative reports,

- L.e,, indusiry reports identical with FDA

reports, were excluded. A case was

- included in this analysis only if there

was documentation of swelling of the =
threat, larynx, or epiglottis and/or

- regpiratory difficulty. Reports in which it -

was noted that the product became
ledged in the throat resulting in -
mechanical obstruction of the airway

.- were not included. The agency has -

documented 4 cases involving
benzocaine, 3 cases involving benzy!

_ alcohal, 38 cases involving dyclonine

hydrochloride, 3 cases involving
hexylresorcinol, 8 cases involving )
menthol, 24 cases involving phenol, and
0 cases involving salicyl alcohol. In '’

" some cases, only one anesthetic/

analgesxc ingredient was involved; in

. others, more than one anesthetic/ .
; analgesic ingredient was involved. In

addition, the agency has documented
nine cases involving tartrazine in

'+" combination with a Category IIl

.. antimigrobial ingredient (i.e.,

. ';cetylpyrzdlmum chloride). Ii three of

‘these cases, the product also contained

i 'benzyl alcohol. In two. of the cdses, the’

" produet also contained benzocaine (Ref -
6).

The manufacturer of the phenol-
containing OTC oral spray discussed '

_ above recently informed FDA' (Ref 7)

that it'intends to enhance the warning

- statement currently proposed for - _
v anesthetm/analgesm ingrédients in the

tentative final monograph for OTC ora} -
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health care drug produects {53 FR 2436 at
2458) on all dosage forms of its OTC oral
health care drug products containing
any anesthetic/analgesic ingredient and
indicated for the relief of sore throat.
The manufacturer included a synopsis
and evaluation of adverse experience
reports involving OTC oral health care
anesthetic/analgesic drug products and
a review of the chamcterlshcs of
epiglottitis. _
The manufacturer stated that the most
prevalent symptoms of epiglottitis are
sore throat (oftensevere), dysphagia
{difficulty in swallowmg) fever, and
dyspnea (difficulty in breathing). It
noted that two of the four symptoms
. {i.e., severe sore throat and fever) are
already addressed in the warning .
proposed by the agency in the OTC oral
health care tentative final monograph
(53 FR 2436 at 2458}, as follows: “If sore
throat is severe, persists for more than 2
days, is accompanied or followed by
fever, headache, rash, nausea, or
vomiting, consult a dector promptly
* *'*” The manufacturer noted that this
warning does not refer to dysphagia or
dyspnea. With regard to dysphagia, the
manufacturer stated that pmhmmary
research indicates that there is
considerable consumer confusion with
respect to difficulty in swallowing.
Typically, consumers equate the
discomfort or pain of .swailﬁwing that
accompanies even a minor sore throat
with difficulty in swallowing. Patients
with eplglottms. however, frequently
experience dysfunction of the epiglottis
that does not allow them to swallow
normally, The manufactorer stated that
consultations with otolaryngologists
indicated that when consumers do
experience true difficulty in swallowing,
as is exhibited by an inability to
swallow their own saliva {as can oceur
with epiglottitis), they are exiremely
_ unlikely to use an OTG oral anesthetic/
analgesic. The manufacturer, therefore,
concluded that the addition of “difficulty
in swallowing” to the warning statement
for OTC oral health care anesthetic/
analgesic drug products would not -
convey a clear or meaningfil message to
consumers, but rather it would likely -
prevent the. appropmate use of sm;h
products,
However, the manufacturer
- maintained that dyspaea or difficulty in
- breathing is well understoed by the .
consumer. Therefore, although
specialists in otolaryngolegy have
advised that adult epiglotiitis patients’
- experiencing such symptoms are -
-unlikely to use any‘OTG sore throat
product, the manufacturer believes that
the addition of this symptom to the
warning statement-adds a further

measure of assurarnice that OTC oral
health care anesthetxc/analgesm drug
products will not be usedin

‘inappropriate situations.

The manufacturer concluded that the
currently proposed warning statement
for OTC oral health care drug products
{see above) could be clarified by making
a few simple changes, thereby providing
futther assurance that such OTC drug
products will not be misused. The
manufacturer proposed a revised
warning as follows:

If sore throat is severe, or is accompamed
by difficulty in breathing, or persists for more
than 2 days, do not use and consult a docter
promptly. If sore throat is accompanied by or
followed by fever, headache, rash, nausea, or
vomiting, consult a doctor promptly. If sere
mouth symptoms do not improve in 7 days,
see your doctor or dentist promptly.

The manufacturer further stated that it
intends to phase in this enhanced
warning statement on all of its oral
anesthetic/analgesic drug products as
current labeling inventory is exhausted
(Ref. 7).

The agency believes that the number
of adverse event reports involving either
anaphylactic-like reactions or swelling
of the throat or larynx area leading to
difficulty in breathing and related to the
use of oral health care drug products
indicated for relief of sore throat
symptoms demonstrates the need for
labeling to highlight this potential
problem, Epiglottitis is a severe, rapidly
progressive infection of the epiglottis
and surrounding tissues that may be
guickly fatal because of sudden
respirafory cbstruction by the inflamed
structures {Ref, 8). Its incidence is
highest in children 2 to 5 years of age,
but it may occur at any age. Sore throat,
hoarseness and, usually, high fever
develop abruptly in a previcuely healthy
child. The patient should be hospitalized
immediately if epiglottitis is suspected
(Ref. 7). The agency believes that the
labeling on all OTC oral health care
products indicated for use in relieving -
the symptoms of sore throat should alert
consumers to the possibility that they
may need immediate medical attention
if certain'symptoms are present.
However, at this time, the agency is not
including such language in this tentative
final monograph, but instead is
requesting comment on how best to
convey such information to consumers.

There are several questions that need"
to be addressed. The warhing statement
proposed in §§ 856.52{c)(1), 356.54(c),

- and 356:58{c}{1} of this amendment for
ingredients indicated for use in relieving:

the symptoms of sore throat (i.e.,
anesthetic/ analgesxcs, astringents, and ~
demulcents) is as follows: “If sore throat

Federal Register / Vol. 56, No. 185 / Tuesdéy.. September 24, 1991 / Propesed Rules

is severe, persists for more than 2 days,
is accompanied by or followed by fever;
headache, rash, swelling, nausea, or .
vomiting, consult a doctor promptly -

. * = '*The agency seeks comment on

whether * ‘difficulty in breathmg ” “noisy
breathing.” or “difficulty in swailowmg
should be added to this waming. If so, .
how should the warning be worded to
best alert consumers to these potentia!
problems?

The agency notes that the warning
statement required by the CSM for the
phenol-containing oral spray discussed
above states that the productis *Notto - -
be used by children under 12 years of
age unless recommended by a doctor.”
The directions for use being proposed in
this amendment indicate that children
under 12 years of age should be
supervised in the use of liquid dosage
forms. Solid dosage forms may be used
by adults and children 2 years of age
and older without supervision, except
for phenol-containing products, which
may only be used by adults and children

8 years of age and older. Because the
incidence of epiglottitis is highest in
children aged 2 to 5 years (Ref. 8), the
agency seeks comment on whether the
use of products indicated for the relief of
sore throat should now alsc be limited
to adults and children over a certain age
e.g., 6 or 12 years.

Finally, the agency would like
comment on whether any revised
warning statements should apply enly to-
products containing anesthetic/
analgesnc ingredients, or should such
warning statements apply to any- OT1C
drug product that 4s indicated for
treating a sore throat. The agency
believes that any revised warning
statement should apply to any OTC oral
health care drug product used to ireat a
sore throat.

Based on comments received, if
necessary, the agency will'propose
revised labeling for OTC oral health
care drug products indicated for the
relief of soar throat in an amendment to
this tentative final monograph.

References

(1) Letter from M. D, Young, The Procter &
Gamble Co., to M. D. Tyson, FDA, dated
March 2, 1960, in OTC Volume 13BTFM. -

(2) Minufes of Meeting between
Richardson-Vicks, Inc,, The Procter & Gamble -
Co., and FDA, dated March 5, 1990 in OTC
Volume 13BTFM. .

(3) Letter from R. A, Stolt, Richardson-

" Vicks; Iric., to D. Barash, FDA, dated june 15
1990, in OTC Volume 13BTFM.

{4) Letter from K. A. Stolt, Richardson-

* Vicks, Inc., to ). Barash, FDA, dated March 9
1680, in OTC Volume 13BTFM.
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{5) Letter from R. A. Stolt, Richatdson-

Vicks, Inc., to D. Barash, FDA, dated August-

2. 1999, in OTC Volume 13BTFM, .~

. {6) Sumnary of Adverse Reaction Reports
Regarding Airway Obstruction/ -
Anaphylactic-type Reactions Associated with
Oral Health Care Anesthetic/Analgesic
Products, Food and Drug Administration,

"~ March 11, 1991, in OTC Volume 13BTFM.

{7} Letter from R. A. Stolt, Richardson-

Vicks, Inc., to W, E. Gilbertson, FDA, dated .

February 19, 1991, in OTC Volume 138TEM.
{8) “Acute Epiglottilis,” in “The Merck
Manual of Diagnosis and Therdpy,” ed. by R.
Berkow and A. ]. Fletcher, Merck, Sharp &
Dohme Research Laboratories, Rahway, NJ,
' 1987, pp. 2020 and 2021.

B. Artificial Seliva Drug Products

The agency has recentiy become
aware of several currently marketed
artificial saliva drug products that are
indicated for use as mouth moisteners
and oral jubricants for individuals with
permanent or temporary salivary gland
disfunction (i.e., xerostomia). These
preparations are designed to mimic -
natural saliva both chemically and
physically (Ref: 1). They usually consist
of an aqueous solution containing a
thickening agent, a humectant, and
electrolytes usually found in saliva.
Their consistency approaches that of
normal saliva, and their electrolyte
levels are adjusted to'approximate those
of natural saliva (Ref. 2). They da not
stimulate saliva production and, thus,
must be considered as replacement
therapy, not as a cure for xerostomia
{Ref. 1).

Xerostomia, a condition in which
saliva production is severely limited or
completely arrested, has a various
etiology and may be either temporary or
permanent depending upon the cause
{Ref. 2). Temporary xerostomia is often
a side effect caused by the ‘
administration of various classes of
drugs {e.g., antihistamines,
decongestants, diuretics, and
antihypertensives). The condition
disappears when drug therapy ceases.
Permanent xerostomia may be caused
by exposure of the salivary glands to
radiation therapy for the treatment of
malignant neoplasms of the head or
reck, or it may be a symptom of an
autoimmune disease such a8 Sjogren’s
syndrome. The adverse effects of '
chronic xerostomia include stomatitis,
burning tongue, reduced denture
wearing time, difficulty in swallowing
and speaking, disturbed sleep patterns,
rampant caries, and periodontal disease -
(Refs. 1 and 2). , ' L '

The agengcy believes that artificial
saliva praducts could be potentially -
useful for individuals suffering from

* ~ either temporary or permanent -

xerostomia. However, no submissions

. No comments on‘economic impacts

were made to the Panel or the agency
regarding these products, nor is'the -
agency aware of any specific data that
would establish general recognition of

safety and effectiveness. Therefore, the :

ageney invites specific data and
information regarding the use of
artificial saliva drug products.. After
review and evaluation of the data
submitted, the agency will consider
artificial saliva drug products for-
inclusion in the final monograph for -

OTC oral health care drug products. . < -
References v L
(1) Baker, K. A., “Oral Health Products,” in

“Handbook of Nonpreseription Drugs,” 8th
Ed., American Pharmaceutical Association,
Washingion, 1990, pp. 667, 668, and 679.

{2} “Accepted Dental Therapeutics,” 39th
Ed., American Dental Association, Chicags,
1982, pp. 52, 53, 54, and 324. e

~The agency has examined the
economic consequences of this proposed
rulemaking in conjunction with other
rules resulting from the OTC drug
review. In a notice published in the
Federal Register of February 8, 1983 (48
FR 58086), the agency announced the
availability of an assessment of these
economic impacts. The assessment .
determined that the combined impacts
of all the rules resulting from the OTC
drug review do not constitute a major

rule according to the criteria established

by Executive Order 12291. The agency

" therefore concludes that no'one of these

rules, including this proposed rule for
OTC relief of oral discomfort drug
products, is a major rule. ‘

The economic assessment also
concluded that the overall OTC drug
review was not likely to have a
significant economic impact on a
substantial number of small entities as
defined in the Regulatory Flexibility Act
(Pub. L. 96-354). That assessment
included a discretionary regulatory
flexibility analysis in the event that an
individual rule might impose an unusual

- or disproportionate impact on small

entities. However, this particular
rulemaking for OTC relief of oral
discomfort drug products is not expected
to pose such an impact on small
businesses. Therefore, the agency
certifies that this proposed rule, if
implemented, will not have a significant
economic impact on a substantial
number of small entities.

The agency invited public comment in
the advance notice of proposed .
rulemaking regarding any impact that
this rulemaking would have on OTC .
relief of oral discomfort drug products.

were received. Any comments on the:
agency’s initial determination of the
economic consequences of this proposed

rulemaking should be submitted by
january 22, 1992, The agency will
evaluate any comments and supporting
datd that are received and will reassess
the economic impact of this rulemaking
in the preamble to the final rule. ‘
The agency has determined under 21 *

" - CFR 25.24(c}{6] that this actionis of a

type that does not individually or
cumulatively have a significant effect on
the human environment. Therefore,
neither an environmental assessment
nor an evironmental impact statement is .
reguired. :

Interested persons may, on or before
January 22, 1992, submit to the Dockets

. Management Branch written comments,

objections, or requests for oral hearing
before the Commissioner on the
proposed regulation. Written comments,
objections, or requests for oral hearing

.on the combination of potassium nitrate . -

and an anticaries active ingredient,
identified in § 356.26(h}), by November
25, 1981. A request for an oral hearing

- must specify points to be covered and
time reguested. Written comments.on

the agency’s economic impact :
determination may be submitted enor -

‘before January 22, 1992, Three copies of

all comments, objections, and requests

_are to be submitted, except that

individuals may submit one copy.
Comments, objections, and requests are
to be identified with the docket number
found in brackets in the heading of this
document and may be accompanied by
a supporting memorandum or brief,
Comments, chjections, and requests
may be seen in the office abave between
9 a.m. and 4 p.m., Monday through
Friday. Any scheduled oral hearing will
be announced in the Federal Register.
Interested persons, on or before
September 24, 1992, may also submit in
writing new data demonstrating the

~ safety and effectiveness of those

conditions not classified in Category 1.
Written comments on the new data may
be subrmitted on or before November 24,

© 1992, These dates are consistent with

the time periods specified in the

" agency’s final rule revising the - o
- procedural regulations for reviewing and
~ classifying OTC drugs, published in the

Federal Register of September 29, 1981
(46 FR 47730). Three copies of all data”
and comments on the data are to be

" submitted, except that individuals may

submit one copy, and all data and

- comments are to be identified with the
.docket number {ound in brackets in the
. heading of this document. Data ard

comments should be addressed to the

- . Dockets Management Branch. Received .
. data and comments may also be seen in

the office above between S a.m. and 4.
p.m.. Menday through Friday.
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In establishing a final monograph, the
agency will ordinarily consider only
data submitted priorto the closing of the
administrative record on November 24,
1992. Data submitted afier the clesmg of:

: the administrative record will be
reviewed by the agency only after a
final monograph is published in the .
Federal Register, unless the
Commissiener finds good cause has
been shown that warrants earlier
consideratien.

- List of Subjects
21 CFR Part 356

Labeling, Oral health care drag
pmducts, Over-the-counter drugs.

:21 CFR Part 369

Labeling, Medical devices, Over-the-
counter drugs.

Therefore, under the Federal Food,
Drug, and Cosmetic Act and under -
authority delegated to the Commissioner

of Food and Drugs, it is proposed that 21

CFR part 356 {as proposed in the Federal
Register of May 25, 1982 {47 FR 22712)
and the Federal Register of Jaguary 27,
1988 (53 FR 2436})) and 21 CFR part 369
be amended as follows:

1. Part 356 is revised to tead as
follows: -

PART 356—0ORAL HEALTH CARE
DRUG PRODUCTS FOR OVER-THE
COUNTER HUMAN USE

Subpart A—General Provisions

Sec.
356.1 = Scope.
356.3 Definitions. >

Subpart B—Active ingredients

356.10 Agents for the relisf of toothache.
56 12 - Anesthetic/analgesics. .

356.14 Astringents,

356.16 Debriding agent/oral wound
cleansers.

338.18 Demulfents.

356.20 Oral mucosal protectanis.

356.22 Tooth desensitizers.

356.24 Package size limi{ations.

356.26 ~ Permitted combinations of active
ingredients,

Subpart C~—Labeling

356.48 Labelmg of oral health care dmgv
prodacts.

356,50 Labelmg of drug preducts for the
xelne,x of toothache.

356.52 Labeling of anesthetic/ apalgesm drug
pmdums

356.54.- Labeling of astringent dmﬂ produ:ts

356.56. Labeling of debriding agem/ oral
wound cleanser drug pmducts

356.58 Labeling of demulcent driig products.

356.60 Labeling of oral mucoesal protectant

rug products.
35662 Labeling of tooth desensitizer drug
. _products.

356.66 Labeling of cumbmahon drug

products.

'356.80 Professional labeling.

Authority: Secs. 204, 5061, 502, 503, 505, 510,
701 of the Federal Foad, Drug. and Cesmetic
Act (21 U.8.C. 321, 351, 352, 353,-355, 360, 371}

 Subpart A—General Provisions

§356.1 Scope.

{a} An over-the-counter oral health
care drug product in a form suitable for
topical administration is generally

- recognized as safe and effective and is

not misbranded if it meets each
condition in this part and each general
tondition established in § 330.1 of this
chapter.

{b) References-in this part to

. regulatory sections of the Code of

Federal Regulations are to chapier 1 of
title 21 unless otherwise noted

§ 356.3 Definitions.

As used in this part:
(a} Oral health care drug. A drug
product applied topically for the proper

- gare of the oral cavity, including the

temporary relief of sympioms of the
gums, teeth, mouth, and threat, for
example, minor irritation of the gums.
occasional mouth sereness, or miror

sore throat.

{b) Agent for zﬁhe relief of tooihache.
An mgrednem used for the temporary
relief of pain arising as a result of an
open tooth cavity.

(c) Anesthetic/analgesic. A substance
applied topically to an epithelial surface
{e.g.. skin or mucous membrane) that
relieves pain without necessarily
abolishing other sensations (analgesic}
or a substance applied topically that
completely blocks pain receptors
resulting in a sensation of numbness and
abolition of response to painful stimuli
{anesthetic).

(d) Ankydrous glycerin, An ingredient

that may be prepared by heating

glycerin U.5.P. at 150 °C fer 2 hours to
drive off the moisture content.

{€) Astringent. An agent that causes
contraction of the tissues or arrest of
secretions by coagulation of proteins on
a cell surface.

{f) Debriding agent/oral wound
cleanser. A nonirritating agent which
causes or assists in the removal
{physically or chemically) of foreign
material or devitalized or contaminated
tissue from or adjacent to a minor oral
wound or a traumatic or infected lesion
to expose surrounding healthy tissue
and does not delay wound healing.

{8} Demulcent. A bland, inert agent
that soothes and relieves irritation of
inflamed or abraded surfaces such as

- IUCous membranes.

{k) Dentifrice. A substance used with
a toothbrush to clean the accessible
surfaces of the teeth. It is an abrasive-

containing desage form for delivering an
active ingredient to the teeth.

(i) Mouthwash {ora rinse). A solutien -
used for rirising the mouth; not ' .
necessarily for medicmui purposes.

(i) Oral cavity {mouth). The cavity of
the mouth and associated structures,
including the cheeks, palate, oral
miicosa, glands where ducts open into it,
the teeth, and the fongue.

(k) Oraf mucosal protectant, An
ingredient which is a pharmacolegically
inert substance which forms an
adherent, continuocus; flexible, or
semirigid coating when applied to the
oral mucous membranes. The ceating
protects the irritated area from further
irritation due to the activity of oral
structures. .

(1) Tooth desensitizer. An ingredient
which acts on the dentin {o block
perception of these stimuli which are
usually not perceived by subjects with
normal teeth but which are perceived by
patients with dental hypersensitivity.

Subpart B—Active ingredients

§ 356,10 Agents for the relief of
tosthache.

§ 356,12 Anesthetic/anaigesics.

The active ingredient of the product
consists of any of the fellowing when
used within the dosage limits and in the
dosage form established for each
ingredient in § 356.52{d).

{a) Benzocaine.

(b} Benzy! alcohok

{c) Butacaine sulfate.

{d) Dyclonine hydrochﬁomde

(e} Hexylresorcinol.

{f) Menthok:

[g) Phenol preparations {phencl and/
or phenolate sodium).

{h] Salicy! alcohel,

§ 356.14 . Astringents.
The active ingredient of the product

‘consists of any ‘of the following when

used within the dosage limits and in the -
dosage form established for each
ingredient in § 356.54{d).

(a) Alum. .

(b) Zinc chleride.

§ 356.18 Debriding agent/oral wound
cleansers. :

The active ingredient of the product
consists of any of the following when
used within the dosage limits and in the
dosage form established for each -
ingredient in § 356.56{d).

{a) Carbamide peroxide in anhg, drous
glycerin,

(b) Hydrogen ;peroxxde

{c) Sodium bicarbonate. :

{d} Sodium perborate monchydrate.

\
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§ 865.18 Demulcents.

The active ingredient of the pmduti
consists of any of the fellowing when
used within the dosage limits and in the
dosage form established for each
ingredient in § 356.58{d}):

{a) Elm bark.

(b} Gelatin.

{c) Glycerin.

{d) Pectin.

§ 358.20 Oral mucosal protectants.
- The active ingredient of the product
consists of any of the following when
used within the dosage limits and in the
dosage form established for each
ingredient in § 356.60{d). ,

(&) Compound benzoin tincture, U.S.P.
XIX, ‘

{b) Benzoin tincture, U.8.P. XV.

§3856.22 Tooth desensitizers.

The active ingredient of the product
consists of potassium nitrate wheén used
within the dosage limits and in the
dosage form established in § 356.62{d].

§ 356.24 Package size limitations.

Products containing benzomn
preparations identified in § 3586.20
should be j@ackaged in well-closed
containers in a guantity of 30 mmilliliters
or less.

§ 356.26 Permitted @@mbana&a@ns of active
ingredients.

{a) Any single anesthetic/analgesic
active ingredient identified in § 356.12
may be combined with any single
astringent active ingredient identified in
§ 256.14.

{b) Any single anesthetic/analgesic
active ingredient identified in § 356.12
~ may be combined with any single
demulcent active ingredient ldem!ﬁed in
§ 356.18.

(c] Any single oral mucosal protectant
active ingredient identified in § 356.20
may be combined with any single.
anesthetic/analgesic active ingredient
identified in § 356.12.

(d} Any single anesthetic/analgesic
active ingredient identified in § 356.12
may be combined with any generally
recognized safe and effective denture
adhesive.

{e) Benzocaine ndenm;ed in § 356.12(a)
.. may be combined with menthol
identified in § 356.12.{f).

{f) Benzocaine identified in § 356.12{a)
may be combined with phenal
preparations identified in § 356.12 (g).

{g) Oral health care and cough-cold
combinations. See § 341. 40 of this
chapter,

(h} Potassium nitrate identified in
§ 356.22 may be combined with any
single anticaries active ingredient
identified in § 355.10(a) of this chap%tzel

Subpart C—Labeling

- §356.48 Labeling of orai health care drug

preducts.

{a) The word physician may be
substituted for the word doctor in any of
the labeling statements in this part.

(b} Indications, warnings, and
directions for use, respectively,
applicable to each ingredient in the
product may be combined to eliminate
duplicative words or phrases so that the
resulting information is clear and
understandable, Gther truthful and
nonmisleading statements, describing

" only the indications for use that have

been established and listed in this part,
may also be used, as provided in

§ 330. 1{@}{2] of this chapter, subject to
the provisions of section 502 of the
Federal Food, Drug, and Cosmetic Act
{the acl] relating to mishranding and the
prohibition in section 301{d) of the act

- against the introduction or delivery for

introduction into interstate commerce of
unapproved new drugs in violation of
section 505{a) of the act.

- §356.50 Labeling of drug products for the

refief of toothache.

§ 356.52 Labeling of anesthetic/analgesic
drug products,

{a) Statement of identity, The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as an “oral anesthetic,” an
“oral anesthetic/ansalgesic,” or an “oral
pain reliever.”

{b} Indications. The labeling of the
product states, under the heading
“Indications,” any of the phrases listed

_below:

{1} “For the temporary relief of
occasional minor irritation, pain, sore
mouth, and sore throat.”

(2} “For the temporary relief of pain
associated with canker sores.”

(3} "For the temporary relief of pain
due to minor irritation or injury of the
mouth and gums.”

(4) “For the temporary relief of pain
due to minor dental procedures.”

{5) "For the temporary relief of pain
due to minor irritation of the mouth and
gums caused by dentures or orthodontic
appliances.”

(8} For products containing
benzocaine identified in § 356.12{a) or
phenol identified in § 356.12(g) when
iised as anesthetic/analgesics for
teething pain. “For the temporary relief
of sore gums due {o teething in infants
and children 4 months of age and older.”

(7} For products coniaining any
iﬁgrediem identified in § 356.12 when

used in denture adhesive pmducts. “For

the temporary relief of pain or

_discom{ort of the mouth and gums dune

to dentures.”

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

{1} Forall products containing any
ingredient identified in § 356,12 labeled
with-only the indication in § 356.52(bj){1)
or with the indication in § 356.52( b}( 17
plus any of the indications in . .

§ 356.52(b)(2), (6)(3)..(B)(4), (b)(5). [E){6),
or (b)f7). “If sore throat is severe,
persists for more than 2 days, is
accompanied or followed by fever,
headache, rash, swelling, nausea, or
vomiting, consult a docter promptly. If
sore mouth symptoms do not improve in
7 days, or if irritation, pain, or redness
persists or worsens, see your dentist or
doctor prompily.”

{2} For all products containing any
ingredient identified in § 356.12 labeled
with any of the indications in
§ 356.52(bj(2), {b)i3), (b)(2). (b)(5), (bJ(ﬁi
or (b){7) but not with the indication in
§ 356.52(b){1). “Do not use this preduct

- for more than 7 days unless directed by

a derntist or doctor. If sore mouth -
symptoms do not improve in 7 days; if
irritation, pain, or redness persists or -
worsens; or if swelling, rash or fever
develops, see your denhst or doctor
prompily.”

{3} “Do not exceed mcommended
dosage.”

{4) For ol products containing any
ingredient identified in € 356.12 {aj and
{c). “Do not use this product if you have
a history of allergy to local anesthetics
such as procaine, butacaine, benzocaine,
or other ‘caine’ anesthetics.”

{5) For all products lobeled with the
indication identified in § 356.52({b){6).
“Fever and nasal congestion are not
symptoms of teething and may indicate
the presence of infection. If these
symptoms persist, consult your doctor.”

(8) For all products containing any
ingredient identified in § 356.12 when
used in denture adhesive products. “See
your dentist as soon as pessible.”

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

{1) For products containing
benzocaine identified in § 356.12{a)—{i)
For dosage forms other than solid, the
product fs a &- o 20-percent solution or
suspensipn. Adults and children 2 years
of age and elder: Apply to the affected
area. Gargle, swish.around in the mouth,
or allow to remain in place at least 1
minute and then spit out, Use up 104
times daily or as directed by a dentist or

doctor. Children under 12 years of age

should be supervised in the use of the
product. Children under 2 years of age:
Consult a dentist or doctor.
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(ii) For solid dosage forms, the
product containg 2 to 15 milligrams
benzocame Adults and children 2 years
of age and older: Allow praduct to

" dissolve: slowly in the mouth. May be
repeated every 2 hours as needed or as
directed by a dentist or doctor. Children
under 2 years of age: C()usult a dentist
or dogtor,

{iii} For pmdaﬂts mtended’ to bs use d’
as teething preparations, the product is
a 5- to 20-percent solution or -
suspension. Apply to the affectediarea
not more than feur times daily or as
directed by a dentist or doctor. For

infants under 4 months of age there isno

recommended dosage or treatment
. - except under the advice and supervision
of a dentist or doctor, ,

{iv] For denture adhesive products the
product contains 5 to 20 percent
benzacaine. Apply on area of denture
that comes in contact with sore gums.

{2) For products containing benzyl
alcohol identified in § 856,12(b)—(i) For
dosage forms other than solid, the

© product is ¢ 0.05- to 10-percent solution
or suspension. Adults and children 2

“years of age and older: Apply to the
affected erea. Gargle, swish around, or
allow to remain in place at least 1
minute and then spit out. Useupto 4
times deily or as directed by a dentist or
doctor. Children under 12 years of age
should be supervised in the use of the
preduct. Children under 2 years of age:
Consult a dentist or doctor.

{ii} For solid dosage forms, the
product contains 100 to 500 milligrams
benzyl alcohol. Adults and children 2
vears of age and older: Allow product to
digsolve slowly in the mouth. May be
repeated every 2 hours as needed or as
directed by a dentist or doctor. Children
under 2 years of age: Consult a dentist
or doctor.

(3] For products ccmfazm‘ng butacaine
sulfate identified in § 356.12(c}—{i} The
product cantams 30 milligrams
butacaine sulfate per dosage unit,
Adults: Apply (manufacturer should
state specific amount of product that
contains 30 milligrams butacaine
sulfate) to the affected area. Do not
‘apply again for at least 3 hours. Do not
use more than three applications in 24
hours unless directed by a dentist or
doctor. Children under 12 years of age:
Consult a dentist or doctor.

{ii) For denture adhesive products the
produet contains 30 milligrams
butacaine sulfate per dosage unit, Apply
on area of denture that-comes in contact
with sore gums:

(4) For pmdz:cts containing dyﬂ!onme
hydrochloride identified in § 356.12{d}—
(i) For dosage forms other than solid, the
product is a 0.05- to 0.10-percent
selution or suspension. Adults and

children 2 years of age and older: Apply
- to the affected area. Gargle, swish
around, or allow to remain in place at
least 1 minute and then spit out. Use up -
to 4 times daily or as directed by a
dentist or doctor. Children under 12
years of age should be supervised in the
use of this product. Children under 2

years of age: Consult a dentist or doctor.

(ii) For sclid dosage forms, the
product contains 1 to 3 milligrams
dyclonine hydrochloride. Adults and
children 2 years of age and older: Allow
product to dissolve slowly in the mouth,
May be repeated every 2 hours as
needed or as directed by a dentist or

" dector. Children under 2 vears of age:
Consult a dentist or doctar.

~ {B) For products contair rzmg
hexylresorcino! identified in
§ 356.12(e}—{i} For dosage forms other
than solid, the product is a 0.05- to 0.1-
percent solution orsuspension. Adults
and children 2 years of age and older:
Apply to the affected area. Gar gle,
swigh around, or allow to remain in
place at least 1 minute and then spit out,
Use up to 4 times daily or as directed by
a dentist or doctor. Children under 12
years of age should be supervised in the
use of this product. Children under 2
vears of age: Consult a dentist.or doctor.

{ii) For solid dosage forms, the
product contains 2 to 4 mitligrams
hexylresorcinol Adults and children 2
years of age and older: Allow product to
dissolve slowly in the mouth. May be
repeated every 2 hours as needed or as
directed by a dentist or doctor. Children
under 2 years of age: Consult a dentist

_or doctor.

(6) For producis containing menthol
identified ir § 356.12(f}—{1) For dosage
forms other than solid, the product is a
0.04- to 2-percent solution or suspension.
Adults and children 2 years of age and
older: Apply to the affected area.
Gargle, swigh around, or allow to
remain in place at least 1 minute and
then spit out. Use up to 4 times daily or

.as directed by a dentist or dactor.
Children under 12 years of age should be
supervised in the use of this preduct.
Children under 2 years of age: Consult a
dentist or doctor.

(ii} For solid dosage forms, the
product contains 2 to 20 milligrams
menthol. Adults and children 2 years of
age and older: Allow preduct to dissolve
slowly in the mouth. May be repeated
every 2 hours as needed or as directed
by a dentist or docter. Children under 2°
years of age: Consult a dentist or doctor.

{7} For products containing phenol
preparations identified in § 356.12(g)}—
{i) For dosage forms other than solid, the
product is an aqueous solution or

. sugpension containing phenol or
D

phenolete sodivm equivalent to 0.5 to 1.5

percent phenol—{A) For direct
application. Adults and children 2 years
of age and older: Apply to the affected
area, allow to remain in place for at
least 15 seconds. and then'spit out. Use -
every 2 hours or as directed by a dentist .

“or:doctor. Children under 12 years of age

should be supervised in the use of this
product. Children under 2 years of age: .
Consult a dentist or doctor. ‘
(B} For use as a mouthwash foral
rinse). Adults and children 12 years of
age and older: Gargle or swish around
the mouth for at least 15 seconds and .
then spit out. Use every 2 hours or as
directed by a dentist or-doctor. Children
6 to under 12 years of age: Apply 10
milliliters to the affected ares; gargle, or
swish around the mouth for at least 15

_ seconds and then spit out. Use every 2

hours or as directed by a dentist or
doctor. Children under 12 years of age
should be supervised in the use of this
product. Children under 6 years of age:
Consult a dentist or doctor.

{ii) For solid desage forms, the
product {lozenge or tablet] containg
phenol or phenolate sodium eguivalent
to 10 to 50 milligrams phenol. Adults
and children 12 years of age and older:
Allow the product (lozenge or tablet} to
dizsolve slowly in the mouth. May be
repeated every 2 hours or as directed by
a dentist or doctor. Children 6 to under
12 years of age: Allow product {lozenge
or tablet] to dissolve slowly in the
mouth. May be repeated every 2 hours,
not to exceed 300 milligrams phenol in
24 hours, or as directed by a dentist or
doctor. Children under 6 years of age:
Consult a dentist or doctor.

(iii) For products intended foruse as a
teething preparation, the product is an
agueous selution or suspension
containing phenol or phenolate sodium
equivalent to 0.5 percent phenel. For
infants and children 4 months to under
12 years of age: Apply to the affected
area. Use up to 6 times daily or as
directed by a dentist or doctor.

{iv} For denture adhesive products,
the product contains phenol or
phenolate sodium equivalent to 0.5 to 1.5
percent phenol. Apply on area of
denture that comes in contact with sore
gums.

(8] For products containing salicyl
alcohol identified in § 356.12(h}—{i} For
dosage forms other than solid, the
produce is a 1- to 8-percent solution or
sugpension. Adults and children 2 years
of age and older: Apply to the affected

_area. Gargle, swish around, or allow to

remain in place at least 1 minute and
then spit out. Use up to 4 times daily or
as directed by a dentist or doctor.
Children under 12 years of age should be .
supervised in the use of ths product.
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Children under 2 years af age Consuiﬁ 8

dentist or doctor.

(i} For solid dosage forms, tf:e ,
product contains 50 to 100 milligrams
salicyl alcohol. Aduits and children 2.
years of age and older: Allow product to
dissolve slowly in the mouth. May be
repeated every 2 hours as needed or as
directed by a dentist or docter. Children
under 2 years of age: Consult a denhsl
or doctor,

§ 356.54. Labeling of astnngem dvug
products.

{a) Statement of ldentlty The labeimc
of the product contains the established
name of the drug, if any, and identifies
the product as an “oral astringent.”

(b} Indications. The labeling of the
product states, under the heading
“Indications,” the following: “For
temporary relief of occasional minor
irritation, pain, sore mouth, and sore
throat.” ,

{c} Warnings. The labeling of the .
product contains the following warnings
under the heading “Warnings™: For alf
products containing any ingredient
identified in § 356.14. “If sore throat is
severe, persists for more than 2 days, is
accompanied or followed by fever,
headache, rash, nausea, or vomiting,
consult a doctor promptly. If sore mouth
symptoms do not improve in 7 days, see
your dentist or doctor promptly.”

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

{1) For products containing alum
identified in § 356.14{a)}, the product is a
0.2- to 0.5-percent aqueous solution,
Adults and children 2 years of age and
older: Apply to the affected area.
Gargle, swish around, or allow to
remain in place at least 1 minute and
then spit out. Use up to 4 times daily or
as directed by a dentist or doctor.
Children under 12 years of age should be
supervised in the use of this product.
Children under 2 years of age: Consult a
dentist or doctor.

{2) For products containing zine
chioride identified in § 356.14(b), the
product is a 0.1- to 0.25-percent agueous
solution. Adults and children 2 years-of

-age and older: Apply to the affected
area. Gargle, swish around, orallow to -
remain in place at least 1 minute and
then spit out. Use up to 4 times daily or
as directed by a dentist or doctor.
Children under 12 years of age should be
supervised in the use of this product. -

Children under 2 years of age: Cons«u}& a

{entist or doctor.

§ 356.56 _ Labeling of debriding agent/oral

wound cleanser drug produicts.
{a} Statement of identity. The labeling
of the product contains the established

name of the drug, if any, and identifies .

the pmduct as an “oral debriding agent”
or an “oral debriding agent/oral wound
cleanser.” .

{b) Indications. The labeling of the
product states, under the heading '
“Indications,” a‘ny'of the phrases listed
below: {1} “Aids in the removal of
phlegm, mucus, or other secretions
associated with occasional sore mouth.”
: (2} “For temp@rary use in cleansing -
minor wounds or minor gum '
inflammation resuiting from minor
dental procedures, dentures; orthodontic
appliances, accidental injury, or other
irritations of the mouth and gums.”

{3) “For tempmary use to cleanse
canker sores.’

{4) Other wllowable statements In-
addition to the required information
specified in paragraphs {a), (b}, {c), and
(d) of this section, the labeling of the
product may contain any of the

following statements, provided such
statements are neither placed in direct
conjunction with information required to
appear in the labeling nor occupy
labeling space with greater prominence
or conspicugusness than the required
information.

(i} ““Assist in the removal of foreign
material from minor wounds.”

(ii) “Physically removes debris from
minor oral wounds.”

{c) Warnings. The labeling of the
product contains the following warnings

* under the heading “Warnings": For all

products containing any Ingredient

‘identified in § 356.76. *Do not use this
product for more than 7 days unless
directed by a dentist or doctor. If sore
mouth symptoms do not improve in 7
days; if irritation, pain, or redness
persists or worsens; or if swelling, rash,
or fever develops, see your dentist or
doctor prompily.”

(d} Directions. The labeling of the
prodiict contains the following
information under the heading
“Directions™

{1) For products containing carbamide
peroxide identified in § 356.16(a), the
product is a 10- to 15-percent solution in
anhydrous glyverin-—{i} For direct
application, Aduits and children 2 years.
of age and cider: Apply several drops
dlrectly to the affected area of the
mouth. Allow the medication to remain
in place at least 1 minute and then spit
out. Use up to four times daily after
meals and at bedtime or as directed by a
dentist or doctor. Children under 12 -
years of age should be supervised in the

_‘use of this produét. Children under 2

years of age: Consult a dentist or doctor.

(i) For use as a mouthwash {foral
rinse). Adults and children2 yearsof -
age and older: Place 10 to 20 drops onto
tongue. Mix with saliva. Swish-around
in the mouth over the affected area for

~at least 1 minute and then spit out. Use

up to four times daily after meals and at
bedtime or as directed by a dentist or
doctor. Children under 12 years of age
should be supervised in the use of this
product. Children under 2 years of age:
Consult a dentist or doctor.

(2} For products containing hydrogen
peroxide identified in § 356.16(b), the
product is a 3-percent aqueous
solution-—{i) For direct application.
Adults and children 2 years of age and
older: Apply several drops te the
affecied area of the mouth. Allow the
medication to remain in place at least 1
minute and then spit out. Use up to four
times daily after meals and at bedtime
or as directed by a dentist or doctor.
Children under 12 years of age should be
supervised in the use of this product.
Children under 2 years of age: Consult a
dentist or doctor. '

(i) For use as an oral rinse. Adults
and children 2 years of age and older:
Mix with an equal amount of warm
water. Swish around in the mouth over
the affected area for at least 1 minute
and then spit out. Use up to four times
daily after meals and at bedtime or as
directed by a dentist or docior. Children
under 12 years of age should be
supervised in the use of the product.
Children under 2 years of age: Consult a
dentist or doctor. o

{8) For products contdining sodium
bicarbonate identified in § 356.16(c).
Adults and children 2 years of age and
older: Prepare a solution by mixing % to
1 teaspoon in ¥ gless {4 ounces) of
water. Swish around in mouth over
affected area for at least 1 minute and
then spit out. Use up to four times daily
or as directed by a dentist or dector.
Children under 12 should be supervised
in the use of the product. Children under
2 years of age: Consult a dentist or
doctor.

(4} For products containing sodium
perborate monohydrate identified in
§ 356.16(d). Adults and children 6 years
of age and older: Dissolve 1.2 grams of
sodium perborate monohydrate.in 1
ounce {30 miililiters) of warm water. Use

- immediately. Swish solution around in

the mouth over the affected area or
gargle for at least 1 minute and then spit
it out, Do not swallow. Use up-to 4 times
daily after meals and at bedtime or as
directed by a dentist or déetor. Children
under 12 years .of age should be '

-supervised.in the use of this prodw;t

Consult-adentist or doctor for use in
children under 6 years of age.
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§ 356.58 . Labetmg of demu!cent drug
. produc’cs

(a). Stateniént of Identzty The labehng

- ‘of the product contains the established .

name,cf the drug, 1f any, and identifies
- the product as an “oral demulcent.”

(b} Indications. The labeling of the

product states; under the heading

. “Indications,” the followmg “For -
' temporary relief of minor discomfort and
protection of irritated areas m sore
mouth and sore throat.” .

{c) Warnings. The labelmg of the
product contains the following wammgs
under the heading “Warnings™

(1) For products containing elm baz‘k
Identified in § 356.18. “If sore throat is
severe, persists for more than 2 days. is
accompanied or followed by fever,
headache, rash, nausea, or vomiting,
consult a doctor promptlv H sore mouth
symptoms do not improve in 7 days, see
your dentist or dector promptly.”

(2) For products containing glycerin

" identified in § 356.18(c). “Do not use full
- strength. Dilute with two or three
volumes of water.”

{d) Directions. The labeling of the
product centains the following
information under the heading .
“Directions™;

(1) For pmducts containing elm bau‘s
identified in § 356.18(a); the product is
0t0 15 percent elm bark in a solid
dosage form. Adults and children 2
years of age and older: Allow preduct to
dissolve slowly in the mouth. May be
repeated every 2 hours as needed or as
directed by a dentist or doctor. Children
under 2 years of age: Consult a dentist
or doctor.

(2) For products containing geiatm
identified in § 356.18(b)—I(i) For dosage
forms other than solid, the product is a
5- to 10-percent solution or suspension
containing a sufficient quantity of
gelatin to form a semi-solid state.
Adults and children 2 years of age @nd
older: Apply to the affected area.
Gargle, swish around in the mouth, or .
.allow to remain in place for at least 1

. minute and then spit out. Use as needed

-or as directed by a dentist or doctor.

-+ Children under 12 years of age should be
supervised in the use of the product.

.. Children under 2 years of age: Consult a
dentist or doctor. -+ :

(ii} For solid dosage farms, the

Fproduct containg a sufficient quantity of

- ..gelatin to form a solid state. Adults and

.children 2 years of age and older: Allow

product to dissolve slowly in the mouth.

May be repeated as needed or as
directed by a dentist or doctor. Children
under 2 years of age: Consuh a dentist
or doctor.

{3} For products containing g]yce:zm
identified in § 356.18(c). Adults and
. children 2 years of age and older: Apply

a solution containing glycerin diluted
with 2 or 3 parts of water to the affected
area. Gargle, swish aroundin the mouth,
or allow to remain in place for at least'1
minute and then spit out: Use as needed
or as directed by a dentist or doctor.

Children under 12 years of age should be

supervised in the use of this product.:

Children under 2 years of age: Consulta -

dentist or doctor.
{4) For products containing pectin

. Identified in § 356.18(d)—{3) For dosage -
" Consuit a donust or doctor.

forms other than solid, the product is a
solution or a gel containing a sufficient

. quantity of pectin to form a semi-solid

state. Adults and children 2 years of age
and older: Apply to the affected area.
Gargle, swish around in the mouth, or-
allow to remain in place for at least 1
minute and then spit out. Use as needed
or as directed by a dentist or doctor.
Children under 12 years of age should be
supervised in the use of the product.
Children under 2 years of age: Consulta
dentist or doctor.

{ii) For solid dosage forms, the
product contains a sufficient quantity of
pectin to form a solid state. Adults and
children 2 years of age and older: Allow
product to dissolve slowly in the mouth.
May be repeated as needed or as
directed by a dentist or docter. Children
under 2 years of age: Consult a dentist
er doctor,

§ 356.60 Labeling of oral mucosal
protectant drug products.

{a) Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as an “oral mucosal
protectant.”-

(b} Indications. The labeling of the
product states, under the heading -

“Indications,” any of the phrases- listed
below:

{1) “Forms a coatmo over a wound *

{2} “Protects agamet further
irritation.”

(3} "For temporary use to protect
wounds caused by minor xrntatlons or
injury.”

(4) “For protectmg recurring canker -
sores.’

{c} Warnings. The labeling of the

- product contains the following warnings

under the heading “Warnings™:

" {1} “Do not use this product for more
than 7 days unless directed by a dentist
or doctor. If sore mouth symptoms do
not improve in 7 days; 1f irritation, pain,

' or redness persists or worsens; or if

swelling, rash, or fever develops, see

. your dentist or doctor promptly.”

{2) “Do not exceed recomrnended
dosage.”

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

“Directions™: For products containing -
compound benzoin tincture or benzoin
tiricture identified in § 356.20(a) and (b},

‘ the product is compound benzoin.

tincture, U.S.P- XIX or benzoin _ﬁnctui"e, :
{2.8.P. XV. Adults and children 6 months
of age and older: Dry the affected area.

- Satprate a cotton applicator with

medication. Apply the undiluted
medication directly to the affected area.
Do not-use more often than every2
hours. Children under 6 months of age:

§356.62 Labelmg of tooth dasensstzzer
drug products.

‘(8] Statement of identity. The Iabeimg
of the product contains the established
rame of the drug, if any, and identifies
the product as a (insert dosage form;
e.g., “toothpaste” or “dental gel") “for”
{select one of the following: “sensitive”
or “hypersensitive”) “teeth.”: :

{b} Indications. The Iabehng of the
product states, under the heading
“Indrcahons,” any of the phrases listed
below:

{1} “Helps reduce pamfui sensitivity of
the teeth to cold, heat acxds‘ sweets, or
contact.”

{2} “Builds increasing protectzon
against painful sensitivity of the teeth to
csld, heat, acids, sweets, or contact.”

{e) Wernings. The labeling of the
product contains the following warning
under the heading “Warnings.”
“Sensitive teeth may indicate a serious
problem that may need prompt care by a
dentist. See your dentist if the problem
persists or worsens. Bo not use this
product fonger than 4 weeks unless
recommended by a dentist or doctor.”

{d) Directions. The labeling for
products containing potassium nitrate .
identified in § 356.22, as a 5 percent.
dentifrice, contains. the following
information under the heading. .
“Directions™: Adults and children 12

. years-of age and older: Apply at leasta

1-inch strip of the product onto a soft -
bristle toothbrush. Brush teeth'
thoroughly for at least 1 minute twice a
day {morning and evening) or as
recommended by a dentist or doctor,
Make sure to brush all sensitive areas of
the teeth. Children under 12 years of '
age: Consuli a dentist or doctor. -

§ 355.66  Labeling of combination drug
products.

Statements of identity, md‘catmns,
warnings, and directions for use,
respectwely, applicable to each active
ingredient in the combination drug
product may be combined fo eliminate
duphcatwe words or phrases so that the
resuiting information is clear and

. understandable.
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(a) Statement of identity. For a
combination drug product that has an
established name, the labeling of the
product states the established name of
" the combination drug product, followed
by the statement of identity for each
ingredient in the combination, as
established in the statement of identity -
sections of the applicable over-the-
counter (OTC) drug monographs. For a
combination drug product that dogs not -
have an established name, the labeling
of the product states the statement of
identity for each ingredient in the.
combination, as established in'the
statement of identity sections of the
applicable OTC drug monographs,
unless otherwise stated below.

{b} Indications. The labeling of ihe
product states, under the heading
“Indications,” the indication(s} for each
ingredient in the combination, as
established in the indications sections of
the applicable OTC drug monographs,
unless otherwise stated in this -
paragraph. Other truthful and
nonmisleading statements, describing
only the indications for use that have
" been established in the applicable QTC

drug monographs or listed in this
-paragraph, may also be used, as = -
provided in § 330.1{c}{2) of this chapter,
subject to the provisions of section 502
of the Federal Food, Drug, and Cosmetic
Act (the act) relating to misbranding and
the prohibition.in section 301{d) of the
act against the introduction or delivery
for introduction into interstate ,
commerce of unapproved new drugs in
violation of section 505{a) of the act. In
addition to the required information
identified above in this section, the
labeling of the combination drug product
may contain any of the “other allowable
statements” (if any) that are identified
in the applicable monographs, provided
such statements are neither placed in
direct conjunction with information
required to appear in the labeling nor

occupy labeling space with greater
prominence or conspicuousness than the
required information.

(1) For permitted combinations
identified in § 356.26(c). Any or all of the
indications in § 356.52(b)(2), (b}{3},
{b)(4), (bj(5}, and (b)(6) should be used.

(2) For permitted combinations -
identified in § 356.26(g). The indications
in § 341.85(b}{4) of this chapter should
be used.. .

{c) Warnings. The labeling of the
product states, under the heading .

. “Warnings,” the warning(s) for each -
" ingredient in the combination, as
_ established in the warnings sections of
- the applicable OTC drug monographs,

unless otherwise stated in this
paragraph. - :

(d) Directions. The labeling of the
product states, under the heading
“Directions,” directions that conform to
the directions established foreach
ingredient in the directions sections of
the applicable OTC drug monographs,
unless otherwise stated in this
paragraph. When the time intervals or
age limitations for administration of the
individual ingredients differ, the
directions for the combination product:

{1} May not contain any dosage that

-exceeds those established for any
* individual ingredient in the applicable

OTC drug monograph(s), and

{2) May not provide for use by any age
group lower than the highest minimum
age limit established for any individual
ingredient.

§ 356.80 .Professional iabeling.

(a) The labeling of products
containing oral health care anesthetic/
analgesic active ingredients identified in
§ 356.12 provided to health professionals
{but not to the general public) may
contain the following indication: “For
the temporary relief of pain associated
with” (select one or more of the
following conditions: *“tonsilitis,”

“pharyngitis,” “throat infections,”
“Vincent's infection,” or “stomatitis.”}

{b) The labeling of products
containing dyclonine hydrochloride
identified in § 356.12(d)} provided to
health professionals (but not to the
general public) may contain the
following indications:

(1) “For the temporary relief of
discomfort in patients with an excessive
gagreflex when having impressions of
the teeth made or during intraoral
radiography.” S ’ :

{2} “For use as a preinjection topical
anesthetic on the oral mucosa.”

- fc) The labeling of products containing -

oral health care debriding agent/oral
wound cleanser active ingredients
identified in § 356.16 provided to health
professionals {but not to the general
public) may contain the following
indication: “For temporary use in the
cleansing of gum irritation due to
erupting teeth (teething}.”

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

2. The authority citation for 21 CFR
part 369 continues.to read as follows:

" Authority: Secs. 201, 801, 501, 502, 503, 505, -
5086, 507, 701 of the Federal Food, Drug; and

Cosmetic Act {21 U.S.C. 321, 331, 351, 352, 353, -

355, 356, 357, 371).

§369.20 [Amended]
3. In subpart B, § 369.20 Drugs;
recommended warning and caution

statements is amended by removing the
entry for “TOOTHACHE

PREPARATIONS.”

Dated: July 1, 1991.
David A: Kessler,
Coinimissioner of Food and Drugs.
[FR Doc. 91-22749 Filed 9-23-91; 8:45 am]
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