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reduction, therefore, is not accepted by

this Panel as a criterion for determining
- effectiveness of antimicrobial agents for

oral health care products intended to
_ treat sore mouth or sore threat,” (47 FR
22840). Theagency agrees with the
Panel and believes that plaque ‘
reduction has not been established as a
valid technique for dstermining the
antiseptic effectiveness of ingredients
used for the types of indications being -
considered in this segment of the
tentative final monograph (1) First aid
to help prevent infection in the mouth,
ar (2) for the temporary relief of mmor
sore throat symptoms.

The agency believes that the types of

-tests suggested in the Panel’s testing

- guidelines at 47 FR 22760 at 22890 to

. 22893 are better suited to demonstrate
the effectiveness of antiseptic
ingredients in reducing the risk of
infection in the oral cavity or in
telieving sore mouth and sore throat

symptoms. These testing guidelines are .

further discussed in section LM.,
comment 33. However, as discussed in
the previous segments of this tentative
final monograph (see 53 FR 2436 and 56
FR 48302}, in developing this
monograph the agency is not addressing
specific testing guidelines for upgrading
ingredients to Category L. In revising the
OTC drug review pmcedures relating to
Category III, 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 mest with
. industry representatives at their request
to discuss testing protocols. The revised
procedures also state the time in which
test data must be submitted for
consideration in developing the final
monograph. (See also part I1. paragraph
A.2.—Testing of Categery II and
Category I conditions.)
 The agency wishes to point out that,
" as discussed in the call-for-data for
antiplaque ingredients and claims {55
FR 38560}, the Dental Products Panel
will evaluate data regarding the safety -
and effectiveness of active ingredients
contained. in products displaying
antiplaque and antiplaque-related
claims. A subsequent segment of the
rulemaking for OTC oral health care
drug products will cover that Panel’s
recommendations to the agency
regarding drug ingredients used for the
raduction of plague and plaque-related
claims. Methods discussed by the
cemments and by the minority of the
Cral Cavity Panel may be-appropriate to
demonstrate antiseptic activity of

ingredients intended to reduce or
prevent plague.

33. Two comments stated that
presentations had been made to the Oral
Cavity Panel concerning guidelines for
in vitro and in vivo testing of topical
antiseptics {Refs. 1, 2, and 3)-and that
these data were not considered or
included in that Panel’s discussion. The
comments contended that the guidelines

. were adequate to test ingredients for

effectiveness and to establish a first aid
antiseptic category for aral health care

. drug products that meet these
> guidelines. The comments stated that

the guidelines provide for a statistically
significant reduction in vivo combined
with a 85-percent reduction in vitro of
the organisms tested and, thus, provide
proof of clinically useful antiseptic
activity.

Cne comment pamphrased an agency

- statement that was published in the

tentative final monograph for OTC
topical antimicrobial drug products (i.e.,
first aid antibiotic drug products} (47 FR
29986 at 29991 to 298992) as follows:

The agency agrees with the comments that
minor skin injuries, such as cuts and scrapes,
are sclf-healing and that the body’s healing
mechanisms can handle some infections that
might develop in thesé injuries. However, as
the reply comment pointed out, some minor
skin injuries do not heal without treatment

. and it is impossible to make that distinction

at the titne of injury. it is well documented
that applying topical antibiotics to skin
wound lesions reduces the number of

- bacteria at the site of application and serves
as an adjunct to cleansing wounds.
The comment argued that, in view of the

- agency's medical assessments of topical

antibiotics as stated above, clinical
testing of each ingredient or preduct is
unnecessary. The comment felt thatin -
vitro data demonstrating that a
product’s active ingredient is effective
against the organism(s] likely to be
found at the site should be sufficient to
allow classification in Category L The
comment added that stich a decision .
would be consistent with the agency’s
“acceptance of all Category I topical

* antibiotics for the first aid indication to

help prevent infection in minor cuts,
scrapes, and burns (47 FR 29986 at
29999].

The Oral Cavity Panel considered the
presentations concerning guidelines for
in vitro and in vivo testing (Refs. 1, 2,

- and 3} and made suggestions concerning
requirements for conducting such
studies designed to obtain data for
reclassifying Category Il ingredients to

- Category I for safety and effectiveness or

both (47 FR 22760 at 22890 te 22893).

- The Panel suggested that preliminary,

‘well-designed in vitro studies be
required to demonsirate antiseptic
effectiveness and that the data obtained

from in vitro studies be verified and
supported by in vivo animal and human
studies. The Panel stated that human
model studies should be followed by
appropriate clinical trials. The Panel
included recommendations for in vitro
and in vivo testing procedures to

“indicate the types of data necessary to

upgrade ingredients from Category IIf to
Category I and provided suggestions for
obtaining such data.

Clinical Testing of OTC Oral Antiseptics
The agency believes that data from in
vitro testing alone are insufficient to
establish that an oral antiseptic is ,
generally recognized as effective i in: {1}
Decreasing the number of
microorganisms in the oral cavity and
thus helping to prevent or reduce the
chance of infection or bacterial
contamination in minor oral wounds, or
{2) temporarily relieving the symptoms
of minor sore throat or mouth. The
agency’s assessment of the effectiveness
of topical antibiotics in helping to
prevent infection in minor skin cuts, -
scrapes, and burns (47 FR 29986 at
29991 to 29992) is not relevant in

~evaluating the effectiveness of oral

antiseptic ingredients in helping to
prevent infection in minor wounds in
the mouth. Although demonstrated in
vitro antiseptic bactericidal or
bacteriostatic action is of predictive
value in projecting clinical efficacy for
antiseptics used on the skin (38 FR
33103 at 33110 and 56 FR 33644 at
33671}, the agency believes that such
activity alone is not sufficient to allow
classification of an ingredient in
Category L.

-The env1r0nment of the oral cavity is
very different from that of the skin. The
oral cavity supports one of the most
concentrated and varied microbial -
population of the body. The total
microscopic count of saliva has been.
given as anything from 43 million to 5.5
billion per mL with an average of about

‘750 million. The microbial

concentration of the gingival sulcus and
in plaque is at least 100 fold greater, or
approximately 200 billion cells per gram
of sample (Ref. 4}. Conversely, the skin,
for the most part, is an inhospitable
place for most microorganisms because
the secretions of the skin are acidic and
most of the skin contains little moisture
(Ref. 5). The agency believes that, on the
fairly dry surface of the skin, a
reduction in microorganisms caused by
the application of a topical antiseptic
will persist for some time and, thus,
may help to. prevent minor skin
infections. However, even if one could
demonstrate a reduction of
microorganisms on & site in the oral
cavity, it is unlikely that this reduction



" Federal. Register / Vol. 59, No. 27 / Wednesday, February 9, 1994 / Proposed Rules

6115

would result in a therapeutic benefit v
because the action of saliva would
reinoculate the site almost immediately.
- As the Oral Cavity Panel stated, . ;
* approximately 0.25 to 1 mL of saliva is
excreted per minute in the oral cavity
{47 FR 22786). Therefore, oral surfaces
are constantly bathed with saliva, and
organisms are readily transported from
one area of the mouth to another. This
may be particularly true of minor oral
irritations, cuts, and scraps where there
is an almost irresistible urge to probe
the site with the tongue. This
continuous reincculation of the site
with large numbers of microorganisms
is likely to counteract any therapeutic
benefit that might result from topical
. antiseptic action in the oral cavity.
Therefore, the agency tentatively
concludes that clinical testing is
necessary to demonstrate thatan
antiseplic ingredient truly has a
therapeutic effect in the oral cavity.
Clinical trials to demonstrate the
effectiveness of an OTC oral antiseptic
ingredient should be well-designed and
well-controlled. Such trials should be
structured to closely approximate the
clinical situations for which a product
is intended to be used and to _
substantiate proposed claims. These
studies should demenstrate that the
_topically-applied antiseptic ingredient
helps to prevent infection in minor
wounds in the mouth better than the
vehicle alons.
In Vivo Testmg Pmceduz‘es
Three in vive studies submitted to the
Panél (Ref. 2}, and mentioned by the
comments, wers designed to answer
specific-questions raised by the Panel
during its evaluation of in vivo testing. -
- guidelines for oral antiseptics {Ref. 1)
The basic method used in the three
‘studies {Ref. 2] involved the use 0f 10 -
normal subjects with no medical
problems. The subjects were treated
with cetylpyridinium chloride (0.1 or 1
percent) and a placebo {distilled or
deionized water). In some of the studies,
a template was-used to define the cheek
treatment area, and in other studies, no
template was used. Each subject served
as his or her own control. The technique
consisted of using a swab to sample the
cheek before treatment, treating the
cheek with the designated agent {i.e.,
active ingredient or placebo), and
sampling again 1 minute later. Samples
were mixed, serially diluted, plated,
incubated, and visible bacterial colonies
counted. A variety of mixing, plating
methods, and environmental conditions

" - were used {e.g., drop plate counting

method, standard plating procedures,
sonication, and incubation under carbon
. dioxide, aerobic, and anaerobic -

- conditions.} The results of all three

studies indicated that cetyipyridinium
chloride decreased the number of
bacteria within 1 minute after
application on the cheek, Individual
studies included the following resalts: -
{1) Subjects differ from each other by 10

" to 100 fold in their normal bacterial

counts, but vary little from 1 day to
another in their own bacterial coants;
(2) a swab sampling procedure and a
drop-plate counting method are

" sensitive, adequate methods to detect

small decreases in bacterial counts in a
10-subject panel, and decreases smaller
than 2 logs or 100 fold are significant;
{3} a template is not necessary to limit
the treatment ares; {4) successive
samples taken before treatment
invariably decrease, as do samples taken
after ireatrent with water while
samples taken after treatment with

~ cetylpyridinium chloride level off or

increase in successive samples,
indicating that the antiseptic killed
bacteria in the top layer of the oral
mucosa but not in the lower layers; (5) -
sonication of swab samples increases
the sensitivity of the method, but does
not affect the estimate of antiseptic
effectiveness; thus, this method may be
used optionally; (6] conventional .
plating methods and other well-tested
plating methods are highly
reproducible; and {7) although results

for all three incubation environments -

were essenftially the same, the effect of
some oral antiseptics could have
differing effects against types of bacteria
requiring specific gaseous =
environments; thus, three environments
should be used in future studies.

The agency concludes that the
techniques of the in vivo testing
guidelines presented to the Panel for
demonstrating the effectivenessof 2
locally applied antiseptic ingredient
{Refs. 1 and 2) represent a partial guide
for helping to assess an ingredient’s
effectiveness as an OTC oral health care
antiseptic, but are not totally adequate

_for that purpose, The agency believes -
that in vivo testing methods used to -

help demonstrate the effectiveness of
oral health care antiseptic mgrechents
should stipulate the specific organisms -
to be tested, the acceptable decrease in
bacterial numbers, and the period of

. time for which the antiseptic activity

should persist. The Panel’s discussion -
ofin vivo testing did not include such
information {47 FR 22780 at 22891).
Such testing methods should also take
into account the following: (1) The
normal flora of the site to be used in the

. study, (2) the complexity of the oral

flora, (3) the site-to-site variation of the
oral flora within the mouth, {4) when

tissue is abraded, burned; or punctured,
sites may be exposed that allow the
binding of oral microorganisms that .
wotld not otherwise reside in that
particular scological niche, and {5} what
shifts in the balance of the flora and/or
colonization by other species are to be
expected if the site is abraded or
otherwise damaged. A spectrum of
activity against a representative battery
of organisins should be developed (ie,,
Candida albicans, representative
actinomyces and streptococceal species,
and other flora frequently isolated from
the site). A thorough review of the
literature should identify the
appropriate microorganisms.

In addition, the in vivo testing
guidslines presentéd to the Panel (Ref.
1) did not include adequate sampling
intervals after treatment with the cral
antiseptic..Using the guidelinss, a
statistically significant difference was
obtained bstween treatment of the cheek
with the placebo and treatment with
cetylpyridinium chloride; however, the
length of time that the antiseptic effect
persists past the 1-minute time interval
used in the studies was not explored.
The transient decrease in the number of
bacteria at the 1-minute interval after
cetylpyridininm chloride application, as
noted in the comment’s studies {Ref. 2},
is not unexpected. The ability to
maintain such a decreasé overa
reasonable interval of time is more
significant and important, especially
when one considers the effect of the oral
environment. The agency believes that,
for demonstrating antiseptic activity:in
the cral cavity, more appropriate tims -
intervals might be 1 minute, 10 minutes,
30 roinutes, 1 hour, 2 hours, and 4
hours.

The agency alsc believes that it might
be useful to use more than one
incubation environment because sorme
microniches in the oral cavity {e.g., the
gingival crevice) support anaercbic
growth, and organisms commonly
isolated from the oral cavity include
facultative anaerobes as well as strict
anaerches, Une approach would be to
use a nonselective medium under
anaerobic and carbon dioxide
conditions and severa! selective media
under appropriate conditions depending
upon the microorganism of interest,

In Vitre Testing Procedures

The agency bélieves that the Panel’s
proposed in vitro testing guidelines
represent a good starting point for the
design of in vitro studies to help
upgrade a Category II or Category Il oral
antiseptic ingredient to Category I{47
FR 22760 at 226890 to 22891. However,
all such testing should be designed
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using the mest current technokzgy
available.
- Although the agency offers the above
comments on clinical, in-vivo, and in
vitro testing as guidance, specific testing
guidelines for upgrading ingredients to
- Category I are not included in this
monograph((See_part II. paragraph -
A.2~Testing of Category Il and
Category IIl conditions.} Instead, the
agency will meet with industry
repregentatives or other interested
parties at their request to discuss testing
. protocols. Any party interested in
conducting studies should request a -
meéeting at its earliest convenience. {See
also section LM., comments 32 and 35.)
The above discussion applies only to
the testing required to upgrade OTC oral
- antiseptic ingredients from Categories II
or II to Category L In addition, the
agency has tentatively concluded that
fina! formulation testing of OTC oral
antiseptic drug products is fecessary.
For a further discussion of such testing,
see part II. paragraph B lo—Sdmmary of
the Agency’s Ghanges

References

E‘l) OTC Vel 130117, Docket No. 81N~
0033, Dockets Management Branch.

{2) OTC Vol. 130132, Docket No. 81N—
0033, Dockets Management Branch.

{3) OTC Vol. 130163, Docket No. 81N~
0033, Dockets Management Branch.

{4) Burnett, G. W., H2l. W, Scherp, and G.

" 8. Schugter, “Oral Microbiology and
Infectious Disease,” The Williams and
Wilkins Co., Baltimore, 1976, p. 219.

{5} Tor‘tora, G.J., B.R. Funke, end C. L.
Case, ‘‘M’1i:rv:ﬂtm)lagyy An Introduction,” The
" Benjamin Cummings Publishing Co., Inc.,
Redwood City, CA, 1989, p. 502.

34, Three comments disagreed with
the Oral Cavity Panel’s discussion
- concerning chlorhexidene as a standard
for testing the effectiveness of oral
antimicrobials. One cammem stated that
the use of chlorhexideneis =

inappropriate and unnecessary for this .

class of products and that the proposed
guidelines for topically applied
antiseptics for use on the skin do not
include chlorhexidene as a standard.
The second comment stated that the use
of chlorhexidens as a standard is
unreasonable because its usefulness is
currently at issue, and the drug is not
yet accepted as a safe and effective oral
antiseptic. The third comment stated
that chlorhexidine is unproven as a
standard reference for pathogens
responsible for the production of sore
throat and sore mouth.

- The agency acknowledges that neither
the tentative final monograph for OTC
antimicrobial drug products (43 FR.
1210) nor the amended tentative final
monograph (now called OTC first aid
antiseptic drug products) (56 FR 33644)

includes chlorhexidene as a standard for -

topical antiseptics. However, since the
comment was submitted, a |
chlorhexidene antiseptic mouthwash
has been approved for oral use in the .
U.S. (Ref. 1).

The Oral Cavity Panel’s mmomty
report recommended an i vitro test
utilizing chlorhexidene as a standard
and recommended that all antimicrobial
aral products be compared to the
standard (47 FR 22760 at 22887).
However, as discussed in section LM.,
comment 32, the testing procedures
recommended by the minority of the
Panel are not being accepted by the
agency for testing the active ingredients
that are included in this segment of the
oral health caré drug products

-rulemalking.

In its in vitro testing pmcedurn for
determining the effectiveness of oral
antimicrobials, the majority of the Panel
recommended the use of a positive
standard control to validate the test
procedure by assuring the consistent
susceptibility of the test organisms. The
Panel's majority report stated that
“chlorhexidene dighiccma&e, 0.2 percent
in sterile water, is acceptable for this.
purpose,” (47 FR 22891). The agency

- does not agree with the Panel that

chlorhexidine is an appropriate positive
control for this purpose. Determining
whether or not an organism is
susceptible to chlorhexidine does not .-
correlate to whether or not the organism
is susceptible to the test ingredient.
Furthermore, as discussed in prt I,
paragraph B.10—Summary of the
Agency’s Changes, the agehcy is
suggesting that the active ingredient, in

‘@ suitable inactive medmm be used as

& positive control.

) Refe"‘e:nce

{1) “Physician’s Desk Reference,” 47th ed.,
Medical Economics Data, Maontvsle, NJj, 1993,
pp. 1867-1868.

35. Two comments stated that the
Oral Cavity Panel’s guidelines for
testing topically applied antimicrobials
(47 FR 22760 at 22890 to 22893] should

‘permit variations in the methods used.

One comment mentioned that variations
shounld be allowed depending cn the
ingredient being tested. As an example
of an appropriate variation, the other
comment suggested that a method that

~ had been submitted to the Panel would -
. provide adequate status of in vive

antimicrobial activity (Ref. 1). The
comment described that method as.’
“‘swabbing of the active ingredient three
times using a template and companng
this to'a control.”

The agency is not-including specific
guidelines for upgrading active
ingredients to Category I in this

_document. Instead, the agency will meet
~ with industry representatives at their
" request to discuss testing protocols and,

therefore, revisions may be made from

_ time-to-thme. {See section LE;, comment

8; section 1.G., comment 12; and section
EM., comment 33 for a discussion of
appropriate testing procedures.)

The agency notes that the procedurs
referred to by one comment calls for
volunteer subjects with no symptoms of
an oral disease state. The agency does
not believe this procedure by itself will
provide adequate proof of the in vivo
effectiveness of an oral antiseptic.

Reference

{1} OTC Vol 130153,

36. Referring to the Oral Cavity
Panel’s discussion of in vivo testing,
two comments disagreed with the
suggested protocol for the determination.
of an antimicrobial ingredient’s adverse
effect on wound healing (47 FR.22760
at 22892]. The comment felt that the
procedure described by the Panel wonld
be impossible to control if there were
only one wound in the mouth.

" Expressing the opinion that, in order to

compare the rate of healing, a controlled
study would require multiple wounds,
of comparable size and depth, in - -
comparable locations in the mouth, and

~ at a comparable stage in the healing

process, both comments considered it
virtually impossible to find such a-
situation occurring naturally in human
subjects. The comments agreed with the
Panel that such a study could be done .
in animals, but felt that animal studies
would be of little value because animals
have different microbial pepulations
than humans. One of the comments .
added that if a product does net have an

- excessively high degree of substantivity,

the risks of retarding wound healing are

limited and such tests are unwarranted.

The agency agrees with the comments
that it would be almest impossible to
find a representative population of -
buman subjects with multiple mouth
wounds so-that one wound could serve
as a test site and another as a control
site in the same subject, However, the
agency believes that the Panel was
referring to a “controlled study” as one
in which a population of subjects with
comparable wounds is divided into a
group that is treated with the test
ingredient and a group that receives a
control, such as the vehicle lacking the
test ingredient. In the Panel’s discussion
of general considerations applying to
{he testing for recategorization of
Category III oral health care ingredients
{47 FR 22760 at 22782 to 22783), the
design for a controlled study is
described as one in whi¢h subjects who -
have similar conditions are divided into
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& treated group and a placebo group. In
the discussion cited by the.comments
(47 FR 22891), the Panel stated that
control groups should receive treatment
with inert vehicles that are ideritical in
appearance, color, and consistency to
the test materials. The agency believes
that the general principles stated above
can be cSordinated so that well-
controlled studies to investigate the
adverse effects of oral health care
antimicrobial ingredients on wound
- healing could be designed according to
the Panel’s recommendations.

The agency disagrees with the
comments’ belief that animal studies are

- of little value and concurs with the
Panel’s position.on animal studies. -
Although believing that the final

. - appraisal of an oral antiseptic must be
done by clinical trials, the Panel
recommended that in vivo testing,
including animal and human models,
should be performed prior to clinical
studies {47 FR 22891). The agency"
agrees that an initial assessment of
safety and effectiveness of a drug should
be made using animal models before the
test formulation is given to humans in -
a controlled clinical study:

However, the agency doesniot believe
that further wound healing studies are
necessary for OTC oral antiseptic ;
ingredients. As part of the rulemaking
for OTC topical antiseptic drug
products, the agency has reviewed many
studies designed to show the effect of
antiseptic mgredlents on wound
healing. The agency’s conclusions on '
these data are stated in the tentative

*final monograph for OTC first aid
antiseptic drug products (56 FR 33644 at
33658, 33660, and 33662). Several of the

- first aid antiseptic ingredients for which

wound healing studies were submitted

- are also classified as Category il oral

antiseptic ingredients, i.e.,

~ benzalkonium chioride, iodine, and
povidone-iodine. The submitted studies
show that these antiseptic ingredients

-do not delay wound healing when used

" for a short period of time, i.e., 7 days,

on limited areas of the body. The agency

believes that these wound healing data
are also relevant to oral antiseptic

ingredients that are limited to a

maximum of 7 days of use on the
affected area of the mouth and throat.

The Panel was concerned abeut the lack

of data on possible adverse effects on
the oral mucosa resulting from the use

of oral antiseptic drug products on a

daily basis for-months at a time (47 FR

22760 at 22834). However, the agency is

proposing labeling limiting self-

medication with these products to a 7-
lay period for relief of the symptoms of

sore mouth, {See section 1.X., comment

25.} In addition, the oral antiseptic -

“to collect enou

ingredients are used in lower
concentrations than the first aid -
antiseptic ingredients and are in contact
with the affected area for a shorter time

- period following application. This’

occurs because the oral antiseptic
ingredients are mixed with the saliva of
the mouth and then expectorated.
Therefore, oral antiseptic ingredients

would not be expected to delay wound
healing. For the above reasons, the
agency concludes that additional
studies to demonstrate that oral

- antiseptic ingredients do not delay -
wound healing are unnecessary.
Further, according to 21 CFR 310.534(b),

any OTC drug product that is labeled,

represented, or promoted for use asan -

oral wound healing agent (e. g
“promotes wound healing’’) is regarded

-as anew drug and an approved
" . application is required before

marketing.

37. One comment stated that the Oral
Cavity Panel’s recommended studies to
prove that antiseptic mouthwashes aid
in the treatment of sore mouth and sore
throat are not feasible for the following
reasons: {1} It is not feasible to attempt
data in any reasonable
period of time from volunteers who
have symptoms of a sore throat or sore
mouth due to the unique infection with
a single pathogen in order to prove
specific activity of an antibacterial agent

{47 FR 22760 at 22779); (2) Koch’s

Postulates would be virtually
impossible to fulfill because proof of the
presence of the offending etiologic agent
specifically responsible for the sore
mouth/sore throat, in addition to
correlation of relief of symptoms of sore
mouth/sore throat with a decrease or -
elimination of the eticlogic agent, could
of itself be impossible to achieve; (3)
complementary animal studies
simulating these symptoms would be
difficult to perform without the
introduction of a systemic pathogen
and, under these circumstances, the
natural conditions specified as a
prerequisite for proof of efficacy could
not be approxxmated (47 FR 22890); (4}
the test organisms originally approved

" by the Panel to- demonstrate

antimicrobial activity (the Bahn test),
Streptococcus mutans, Actinomyces

-viscosus, C. albicans and optionally,: -

Pseudomonas aeruginosa, have no
precedent for use as test organisms for
antibacterial activity relating to

‘production of symptoms of sore mouth

or sore throat; and (5) such studies must

by necessity avoid the use of any

systemic antimicrobial agent and would
obviously create a situation which is not
only medacally unsound but also :
unnthlcai ' :

In its discussion of the data required
for the evaluation of oral antiseptic
ingredients {47 FR 22760 at 22890 to-
22893), the Oral Cavity Panel
recommended general principles
applicable to the design of experimental
protocols for demonstrating the safety
and efficacy of these ingredients. The
Panel did not consider its
recommendations for testing the
effectiveness of these ingredients to be
mandatory requirements, but presented
its recommendations merely to indicate .
the types of data it considered necessary
and to provide suggestions*for obtaining

such data. The agency is adopting this

approach and treating the Panel’s
recommendations as guidelines for

-obtaining data to upgrade Category Il or

Category I ingredients to Category 1.
However, in this tentative final
monograph, the agency is proposing -

“testing procedures for final formulations -
" containing Category I oral antiseptics.’

(See section LM., comments 32 and 35.)
The Parel recognized that it would be

. impossible to propose a single general
. protocol because of the diverse etiology

of oral inflammation. The Panel -
recommended that the data obtained in
support of Category I status for oral
antiseptic ingredients show that
preparations applied to the mucous
membranes of the mouth and throat act
~ topically and relieve symptoms caused
" by an infection by reducing pathogenic
microbial populations (47 FR 22760 at
22890), but it also recognized that
appropriate individual tests must be

- devised to demonstrate this for a

particular ingredient and that the
responsibility of selecting or devising
reliable methods for procuring .
acceptable evidence of the effec’aveness
of an ingredient rests with the
manufacturer sponsoring the. product

The agency is, however, proposmg

testing procedures for OTC oral
antiseptic final formulations in § 356.90

- of this tentative final monograph. In

those testing procedures, the agency is
accepting the Panel’s recommendations
regarding the use of S. mutans, A.
viscosus, and C, albicans as test ,
organisms. {See Part II. paragraph
B.10—Summary of the Agency’s
Changes.) These organisms are -
representative of organisms commonly
found in the oral cavity. The agency
believes that a decrease in the number
of these organisms in the proposed in
vitro testing procedures indicates that
the final formulation of a product has
not decreased the effectiveness of a
Category 1 oral antiseptic.
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I’L The Agency*s Tentative Conclusions
and Adoption of the Panel's Repart
' A, Summary of Ingredient Categories

and Testing of Category H and Cotegory
Il Conditions

1. Summary of &Lgred"zmt Categaries,

‘The agency has reviewed all claimed
active ingredients submitted to the Oral
Cavity Panel, as well as other data and
information available at this time, and
has made one change in the

tegorizetion of orel antiseptic
ingredients recommended by the Panel.
As a convenience to the reader, the
following list is included as a summary
- of the categarizatien of oral antiseptic
ingredients recommended by the Panel
and the proposed categ@mza tion by the
agency. '

Antiseptic Active I Paﬁeﬂ

aredients Agency
Alcohol : o i
Benzalkonium chiotide o . ]
Benzethonium chioride ]
Benzoic acid’ ' o it}
Beric acid T i I
Boroglyeerin S | i}
Camphor . ] -
Carbarnide peroxide in i i)
anhydrous glycerin
Cetalkonium chiorids ] A
Cetylpyridinium chio- - L}
ride :
Chiorophytlin copper | mo- ]
complex .
- Cresol . - [
- Dequalinium chioride il il
- Domiphen bromide i 1t
Eucalyptol R i
Ferric chioride U B
Gentlan viclet. I B
-Hydrogen peroxide - - i}
lodine . ] m
Menthol : ] i
Meralein sodium o o
WMathyl salficylate . - - Wi 1
Nitromerso ] B
Oxyquinoline .~ .-~ H i
Phenol preparations T ]
(phenol andfor phe- . .
notate- sodiurm) )
Potasslumn chiorate o ]
Povidone-iodine WM
Secondary o m -8
amyltricresols
. Sodium caprylate - #
" Sodium dichromate H S
Thymol preparations SO il
- (thymol and thymol
icdide)
Tincture of myerh L] oW

Tols balsam -~ i) -

' that gentian viclet was safe fo

2. Testing of Category Il and Category I
Conditions. '

The Orsl Cavity Patisl recommended
testing guidelines for OTC oral health
care antimicrobial drug products (47 FR
22760 at 22890 o 22893). The agency’s
position regarding these testing

gmdeh nes is discussed in Part I,

. paragraph E of this document. Iﬂtemsted

persons may communicate with the
agency about the submission of data and
information to demonstrate the safety or
effectiveness of any OTC oral entiseptic
active ingredient ar condition included
in the review by following the
procedures outlined in the agency’s
policy staiement published in the
Federal Register of September 29, 1981

- (46 FR 47740) end dmﬁed April 1,

1983 (48 FR 14050}, That policy
statement includes pmcedmes for the
submission and review of f proposed
protocels, agency meetings with
industry or other interested persans,
and agency communications on
submitted test data and @ther
information.

B. S vmmary of the Agency’s Changes
FDA has considered the comments

and other relevant information and

concludes that it will tentatively adopt
the antiseptic section of the Oral Cavity
Panel’s report and recommended

menograph 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. In order to be consistent with
terminology used in the rulemaking for
{TC topical antiseptic drug products,
the agency is proposing to replace the
Panel’s term “antimicrobial” with the

- term “antiseptic” in this tentative final
- monograph. {See section LA., comment

1) ‘
2. The agency is not including in this
tentative final monograph the Pagel's”
definition for an antimicrobial agent in
§ 356.3(c) of its recommended
monograph {47 FR 22760 at 22827).
Instead, the agency is proposing to add
definitions for the terms “antiseptic

-drug” and “oral antiseptic” to § 356.3 of

this tentative final monograph. (See
section LK., comment 20.)

3. The Oral Cavity Parel mnmldd@d
or use in
the oral cavity, but that there wers .
insufficient data available to permit
final classification of its effectivensss as
an oral entiseptic (47 FR 22780 at 22873
to 22875). The Panel based its safety
determination on several factors: (1) the
oral LD of gentian violet in mice and
rats is 1.2 to 10 gfkg; (2] it is nontosxdc
when applied to the mucous membrane
and skin; and (3} gentian viclet has been
used orally in both children and adults
as an anthelmintic. However, the Panel

‘noted that when gentian violet is
" ingested, 1t may cause nauses, vomiting,

diarrhea, and lassitude, and that
intravenous injection of impure

-gentian violet in Categor

preparations may pmduce a severs
shock-like reaction, :

Regarding the use of genh&u vzo'ﬁet as
an anthelmintic, in its report on OTC
anthelmintic drug products published
in the Federal Register of Septernber 9,
1980 {45 FR 59540), the Miscellansous
Internal Panel reviewed the information
available to it regarding the safety of
gentian viclet and acknowledged both
scarcity of acute toxdcity data and “a
high incidence of undesirable side
effects associated with its clinical use in -
children.” That Panel also reviewed
reports regarding the potential ‘
carcinogenicity of gentian viclet and
recommended “that further testing be
performed to resolve the carcinogenic
concerns.” According to the

" Miscellaneous Inﬁemai Panel, these

concerns were not convincing when
weighed against the lack of adverse
effects reported during the long
marketing history of gentian violet.
Thus, that Panel concludsed that gentian
viclet was safe when used as directed.
FDA, however, reviewed the available
data relevant to the genetic toxdcity of
gentian viclet and stated im its preamble

" to the Panel’s report on QTC

arithelminiic drug products thata
definitive conclusion regarding the
carcinogenic activity of gentian vioist
could not be reached at that time. On
the basis of the availeble evidencs, the’
agency nominated genttan viclet for
study in the NTP. The agency

.conciuded thet the potential risk of

using gentian violet as an oral
anthelmintic outweighed the benefits
and announced its intent to z;!a;ssify
T in the
tentative final monegraph for OTC
anthelmintic drug pmducts {45 FR
49540).

In that tentative final muﬂngmph
published in the Federal Register of
August 24, 1982 {47 FR 37062 at 37083),
the agency further discussed the genetic
toxicity of gentian violet; and reaffirmed
its eariier conclusions regarding the
safoty of gentian vielet. In that propssal,
gentian violet was classified in Category
If as an orel anthelmintic. In the final
rule published in the Federal Register
of August 1, 1986 (51 FR 27756 at
27758}, the agency determined that
gentian violet is a nonmonograph drug
for OTC anthelmintic uss. ,

In a proposed rule published in the
Federal Register of February 13, 1990
(55 FR 5194) mgardmg the safety of
gentian violet in animal feed; FDA
discussed the National Center for
Toxicology Research’s (NCTR) series of
studies that provide additional new
information on the toxicity and-
carcinogenicity of gentian violet, One
lifetime study {chronic study) showed
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gentmn violet to be a carcinogenin = -
mice. Another lifetime study in rats also
resulted in a carcinogenic response. A
-rosidue study showed that residues of
gentian violet occurred in the edible
tissues of chickens after they were
administered gentian violet.
Reproductive-teratology studies were
negative or inconclusive. A
multigeneration study in rats showed a
lower body weight, a dose-related
necrosis in the thymus, and a dose-
related effect on the kidneys in females.
However, a pairwise statistical

evaluation of these parameters was not -
v . 7 days). However, there are insufficient

perfomed Metabolism studies in rats
and mice showed that orally
administered gentian vioclet is absorbed,
with the highest residue’levels of the

compound and its metabolites occurring

in fat and liver. The proposal also
discussed the results of an extensive

“ gearch of the published literature
relevant to the safety of gentian violet
{55 FR 5194 at 5200}.

The agency concluded that even if the
chronic studies that had been performed-
by NCTR did not establish that gentian
violet is an enimal carcinogen, they did
not establish that gentian violet is safe.

" There is a paucity in the scientific
literature of the kind of studies that are
needed to support an expert opinion .
that gentian violet is generally
recognized as safe. In fact, FDA's
literature survey generally found that
gentian violet tends to have mutagenic,
genotoxic, and other toxic properties.
FDA believes where such incriminating
studies exist, experis generally agree
that chronic studies must affirmatively
show that the substance does not cause
cancer before it can be recognized as
safe (55 FR 5194 at 5201). The agency
concluded that gentian violet is not -
generally recognized as safe forusein
anima] feed or as a food additive. The
agency also concluded that gentian
violet for veterinary drug use in food
animals is not generally recognized as
safe and effective and is a new animal
_drug (55 FR 5201).

In the Federal Register of August 15,
1991 (56 FR 40502), the agency issued
a final rule amending its regulations (21
CFR 500.29) to declare that gentian .
violet is neither generally recogmzed as
safe nor prior sanctioned and is a food
additive when added tc animal feed for
any nondrug use. The agency also.
amended its regulations (21 CFR 500.30)
to reflect its determination that gentian

- violet is not generally recognized as
safe, not generally recognized as
effective, or not “grandfathered’ under
the Drug Amendments of 1962 (Pub. L.
87-781), Therefore, gentian violetisa -
new animal drug when used for any -

veterinary drug purpose in food
animals.

Based on the above, the agency
concludes that gentian violet isnot safe
for use, as an oral antiseptic. Therefore,
in this tentative final monograph, the
agency is reclassifying gentlan viclet
from Category III to Category 1.

4, The agency believes that the safety

' data evaluated by the Pane! are

sufficient to conclude that
cetylpyridinium chloride, domiphen
bromide, and povidone-iodine are safe
for use as OTC oral antiseptics when
labeled for short-term use (not to exceed

data to demonstrate the effectiveness of

these ingredients, and they are classified .
“in Category I11. (See section LE.,

comrmenis 8 and 9; section L.G.,
comments 12 and 13; and section LI.,
comments 15 and 16.)

5. The agency is proposing the
following combinations in § 356.26 {and
labeling for these combinations in
§ 356.66): {1) oral antiseptic and oral
anesthetic/analgesic; (2) oral antiseptic
and oral astringent; (3) oral entiseptic

and oral demulcent; (4) oral antiseptic
and oral mucosal protectant; (5) oral

antiseptic, oral anesthetic/analgesic, and

oral astringent; (6} oral antiseptic, oral
anesthetic/analgesic, and oral
demulcent; and (7} oral antiseptic, oral
anesthetic/analgesic, and coral mucosal
protectant. (See section LL., comment
29.}
8, The agency is proposing to revise

 the statement of identity in § 356.51(a)

of the Panel's recommended monograph
(and including the revised statement in
§ 356.84(a) of this tentative final .
monograph) as follows: “The labeling of
the product contains the established
name of the drug, if any, and identifies
the product as an ‘oral antiseptic,” or an
amlseptm (select one of the following:
‘rinse,’ ‘gargle,’ or ‘rinse and gargle’).”
{See section 1.K., comments 20 and 21.}
7. The agency is proposing the
following indication in § 356.64(b} of
this tentative final monograph: *“First
aid to help” (select one of the following:
“prevent,” (“decrease” (“‘the risk of” or
“the chance of”)), (“reduce’’ (“‘the risk
of” or “the chance of”’}), “guard
against,” or “protect against”} (select
one of the following; “infection” or
“bacterial contamination’) “in” (select
any of the fo}lowmg “minor cuts,”
“minor scrapes,” or “minor oral
m'xtatlon”) {which may be followed by}
“caused by (select any of the following:
“dental procedures,” “deritures,”
“orthodontic appliances,” or
*accidental injury”). (See section LK.,
comment 22.)
8. The agency is proposing to replace

- the Panel’s recommended warnings in

- §356.51(c)(1)(1) and (G)(1)(ii) with the

following warning found in § 356.64(c)
of this document: *‘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 promptly.” (See section LK.,
comment 25.) . .

9. The agency is proposing
professional labeling in § 356.80 for the
use of povxdone—mdme as a dental
preoperative preparation by heaith care
professionals, {See section LK.,
comment 27.) .

10. The agency has determined that,
because the final formulation of an oral
antiseptic drug product can affect the
effectiveness of the active ingredient,
final formulation testing of oral health
care antiseptic drug products is
necessary. Therefore, the agency is

- proposing final formulation testing

procedures be included in this tentative
final monograph. These testing
procedures are being put forth for
comment in this document

The Panel recommended that
evidence be submitted to verify that
each antiseptic ingredient is released .
from its vehicle when applied to
1nucous membranes, but it did not
include final formulation testing
procedures for OTC oral antiseptics in
its recommended monograph (47 FR
22760 at 22890). The agency, however,
is aware that the final formulation of an
oral health care drug product can affect
the activity of an antiseptic ingredient
included in that product. Therefore, in
keeping with the finsl formulation
testing procedures proposed for first aid
antiseptic drug products (i.e., those
applied to the skin) (s6 FR 33644 at -
33673) and those that will be proposed
for health care antiseptic drug products
{e.g., surgical scrubs) in a future issue of -
the Federal Register, the agency is
proposing procedures for testing the
final formulations of oral health care
antiseptic drug products in this
tentative final monograph. These testing
procedures are based upon the in vitro
effectiveness testing procedures
recommended by the Oral Cavity Panel
(47 FR 22760 at 22890 to 22893) and the
first aid antiseptic testing procedures
proposed by the agency in §333.70 of
the tentative final monograph for OTC
first aid antiseptic drug products (56 FR
33644 at 33673). In general, the
proposed testing procedures for first aid
antiseptic drug products have been - -
modified to account for the different test
organisms required for testing the
effectiveness of oral antiseptics. The

‘agency has also taken into account all
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. comments pertaining to the Oral Cavity
" - Panel's recommended in vitro testing
* guidelines. {See secti@n M., c@ms
34 and 35.)

In the testing procedures inciuded in

the tentative final monograph for OTC
first aid antiseptic drug products, the
agency proposed in § 333, 70(2)}(2)(1} and
(b}{2}ii) & “neutralizer indctivation of

- antigeptic test” and a “neutralizer effect

on bacterial viability test” (56 FR 33644

at 33678 and 33679}, Differences in
microbial plate counits greater than 20
percent between test and control
cultures require that the overall test
results be discarded. Based upon new
tnformation, the agency is concerned
that a 20-percent difference in microbial
plate counts might be teo restrictive.
"There is a relatively large inherent
variation in microbial plate counts. In
addition, because the criterion for
fulfilling the requirements of the overall
testing procedures is a 3-log;e reduction
in viable organisms {i.e., 99.9 percent},
the agency now questions whethera 1= -
logsg (i.e., 90 percent) difference might
not be & more reasonable criterion for

the differences in micrebial plate counts -

" for the neutralizer tests. Although the
. agency is proposing the 20-percent

- ¢riterion in this tentative final

monograph for consistency with the

OTC first ald antiseptic tentative final

monograph, the agency requests
" comment on this matter.
- In addition, in §333.70{c}(5} of the
- OTC first aid antizeptic tentative final
monograph, the agency proposed a “test
organism antiseptic msistan’cev test” in
which the test organisms’ resistance to
phenel is determined in order to ensure
that the resistance of each organism to
antiseptics has not changed {56 FR
33679} The Oral Cavity Panel
- recommended that a 0.2-percent
-chlorhexidine gluconate solution be
used as a positive control to assure the
consistent susceptibility of the test
' organisms (47 FR 22780 at 22891}
However, the agency believes that

determining an organism’s resistance or

lack of resistance to phenol or
chlorhexidine gluconate has no bearlng
upon whether or not that organism’s
susceptibility to a particular test
ingredient hes changed. The mechanism
“of action of the test antiseptic may be
quite different than that of phenol or
chlorhexddine gluconate. Because the
“test organism antiseptic resistance

test” is designed to demonstrate that the -

active ingredient is still active in the
specific formulation under test, end the
active ingredient has presumably
already been shown to have in vitro and
. In vivo antiseptic activity by itself, the

- proper control is the active ingredient
alone. Therefore, the agency is

suggesting that the active ingredient, in
a suitable inactive medium, be used as
a positive control,

The complete testing procedures are
included in § 356.90 of this tentative -
final monograph. The agency invites
specific comment at this time on the
final formulation testing procedures
proposed in this document. After
reviewing any submitied comments or
data, the agency may revise the testing
precedures prior to establishing a final

- monograph. The agency also recognizes:
that the testing progedures may need to
be revised periodically as newer
techniqutes are developed and proven
adequatse,

" 11. For an active ingredient to be
included in'an OTC drug final

" monograph, in addition to infomnativon

-demonstrating safety and effectiveness,
it is necessary to have publicly avatiable
sufflicient chemical information that can
be used by all manufacturers to
determine that the ingredient is

-gppropriate for use in their products.

_ Only some ¢of the oral antiseptic active

ingredients that the Panel evaluated are
standardized and characterized for
quality end purity and are inchuded in
official compendia. Alcchol, -
benzalkontum chloride, benzethonium
chloride, benzoic acid, boric acid,
camphor; carbamide peroxide,
cetyipyridinium chloride, cresol,
gentian viclet, hydmgan peroxide,
iodine, menthol, methyl salicylate,
nitromersol, oxyquinoline sulfate,
phenol, povidone-iodins, tolu balsam, -
and thymol ars currently included as
‘articles in the U.S.P. (Ref. 1}. The
remaining oral antiseptic active
ingredients are not adequately
characterized and would need to be if
data are submitted to upgrade them to
monograph status,

The sgency beliaves that it would be
appropriate for parties interested in
upgrading nonmonegraph ingredients to
monograph status to develop with the
United States Pharmacopoetal
Convention appropriate standards for
the quality and purity of any of these
ingredients that ere not already
included in official compendm Should
appropriate standards fail to be ,
established, ingredients otherwise

-eligible for monograph status will not be

included in the final monograph

Reference

(2} “United States Pharmacopsia XX
National Formulary XVIL,” United States
Pharmacopeial Convention, Inc., Rockvills,

MD, pp. 34, 148, 149, 219-220, 223, 268, 603,

683, 703~-703, 821822, 954, 1061, 1119,
1390, 1904-1905, 19086, 1921—‘1922 1947~
1648, ‘1955 1991, 1889. E

The agency has examined the

"sconomic consequences of this

proposed rulemaking and has
determined that it doss not require
gither a regulatory impact analysis, as
specified in Executive Order 12865, or

a regulatory fexibility apalysis, as

defined in the Regulatory Flexibility Act
{Pub. L. 96-354). This rulemaking for
OTC oral antiseptic drug products is not
expected to have an impact on small
businesses.

This proposed rule doss not include
any Category I ingredients. Some
ingredients are in Category II {not
generally recognized as safe and
effective), but most are in Category I

_ {more data needed to establish safety
~and effectiveness). If data are not

submitted to upgrade these ingredients
te monograph status, OTC products
containing oral antiseptics will not
bepermitted to display antiseptic drug
cleims in labeling. However, most of
these products could remain in the
marketplace. After relabeling, many
products could be marketed as
cosmetics; others could bs marketed as
OTC oral wound cleansing drug '
products. After reformulation and’
relabeling, a few products could be sold

as OTC oral anesthetic/analgesics, Many

OTC products containing oral

antiseptics are labeled for use to reducs

or prevent the accumulation of dental

plﬁue Unless & safoty concern axises,

ucts may remain on the

market uzml ‘the agency’s evaluation of
tiplaque and antiplaque-related

p ucts is completed.

The impact of the proposed rule, if
implemeénted, appears to be minimal.
Therefore, the agency concludes that the

" proposed rule is not a major rule as

defined in Executive Order 12868,

Further, the agency certifies that this

gmposeﬂ ruls; if implemented, will not .
ave a significant economic impact on

" a substantial number of small entities as

defined in the Regulatory Flexibility
Act.

The agency invited public comiment
in the advarice notice of proposed
rulemeaking regarding any impact that
this rulemaking would have on OTC
oral antiseptic drug products. No
comments on economic inipacts were
received.

The agency invites public comment
regarding any substantial or significant
economic impact that this rulemaking -
would have on OTC oral antiseptic drug
products. Comments regarding the
impact of this ralemaking should be

accompanied by appropriate.

documentation. The agency will
evaluate any comments and supporting

- data that are received and will reassess
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the ecenomic impact of this rulemeking
‘in the preambie to the finalTule. -

The sgency has determined under 21
“CFR 25. 94(«:}(6} that this action is of a
~type that does not individually or '

cumulatively have a significant effect on
the buman environment, Therefore,
neither an environmental assessmient
nor an enwmnmental mpact statement
is required.

Interested persons niay, on or before .
Auvgust 8, 1994, submit to the Docksts
Management Bratich {address above)
writien comments, objections, or
requests for orel hearing before the
Commissioner on the proposed
regulation. A request for an oral hearing
- must specify points to be covered and

time requested. Written comments on
the agency’s economic impact
determination may be submitted on or
before August 8, 1994. Three coples of
all commients, objections, and requests
are to be subrnitted, excopt that
individuals may submit one copy.
Comments, objections, and requests are
to be identified with the docket number
found in bracksts in the heading of this
document gnd may be accompenied by
‘a supporting memorandumn or brief.
Comments, ohjections, and requests may
be seen in the office ebove between g -
‘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 .
February 9, 1995, may ‘also submit in
- writing new data demonstrating the
safety and effectiveness of those
conditions not classified in Category L.
Written comments on the new data may
- be submitted on or before April 10,
1995, These dates are consistent with
the time perieds speciﬁed in the
agency’s final rule revising the
procedural regulammg for reviewing .
and classifying OTC drugs, published in
the Fedem{] Register of September 29,
1981 (48 FR 47730). Three coples of all
data and comments on the data are to be
submitted, except that Individuals may
submit one copy, and all data and
comiments are to be identified with the
docket number found in brackets in the
heading of this document. Data and
. comments should be addressed to the
- Dockets Management Branch. Received
- data and comments may also bé-seen {n
- the office above between @ a.m. and 4
p-m., Monday through Friday,

In establishing a final morograph, the
- agency will ordinarily consider only

- data submitted prior to the closing of -
the administrative record on {insert date’
14 months after date of publication in
the Federal Register). Dats submitted
after the closing of the admindstrative

record will be reviewed by the agency
only after a final monograph is

“published in the Federal Register,

unless the Commissioner finds good
cause has beén shown that wmams

4earher comsidemtnon

List of Sub}ems in 28 CFR Part 358

Labeling, Over-the-counter drugs.

Thersfore, under the Federal Food,
Drug, end Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs, it is proposed that -

21 CFR part 358 {as proposed in the
Federal Register of May 25, 1982 (47 FR
22760}, the Federal Register of January
27, 1988 (53 FR 2436}, and the Federal
Register of September 24,1991 {568 FR-
48302)) be amended as follows:

PART 356—ORAL HEALTH CARE
DRUG PRODUCTS FOR GVER-THE-

COUNTER HUMAN USE

1. The amhemy citation for 21 CFR
part 356 eonﬁmues to read as follows:

Authority: Secs, 201, 501, 502, 503, 505, .
514, 701 o ﬂme Federal Food, Drug, and

Cosmetic Act (21 1.8.C. 321, 351, 352,353,
355, 360, 371}

2.'Section 356.3 is amended by

§356.3 Definitions.

L T TS SRR N

{m}). Antnsepﬁc drug. In accordance
with section 201{o)} of the Federal Food,
Drug, and Cosmetic Act {21 U.S.C. :
321(0}},, “The representation of a drug,
in its labeling, as an antiseptic shall be

* considered to bs a representation that it

is a germicide, except in the case of a
drug purporting to be, or represented as,
an antiseptic for inhibitory use as a wet
dressing, ointment, dusting powder, or
such other use as involves pmkmged
contact with the body.” -

{n) Oral antiseptic. An annsepum
containing drug product applied
* topically ta the oral cavity to help
prevent infection in wounds caused by
miner oral izritations, cuts, scrapes, or
injury following minor dental

- procedures.

3. New §356.11 is added to suhpam B
to read as follows:

'§356.11 Antiseptics.

Povidone-iodine provided to health
professionals (but not to the gememl
pubtlic).

4. Section 358. 26 is amended by
edding néw paragraphs {1}, ), &), (1);

{m]}, {n}; and {o} to read as follows:

§356.26 Permitted combinations
ingredlents. y

* * * [y *®

(1) Any single oral antiseptic active

- ingredient identified in §356.11 may be.

combined with any single orsl

- anesthetic/analgesic active ingredient

jdentified in § 356.12. B

(j} Any single oral antiseptic active
ingredient identified in § 356.11 may be
combined with any single ¢ral

astringent active mgredmm memnﬁed in
. §356.14.

(k) Any single oral. antiseptic active
ingredient identified in § 356.11 may be
combined with any single oral ~
demulcent active ingredmem idemnﬁed
in § 355.18.

(1) Any single oral ant}sepﬁm active
ingredient identified in §356.11 may be

" combined with any single orael mucosal.

protectant active ingredient identified i in
§356.20.

(m) Any single oral antisepnc acﬁve
ingredient identified in § 356.11 may be

" combined with any single orsl

anesthetic/analgesic active ingredient
identified in § 356.12 and any single
oral astringent active ingredient

: kdenﬁﬁed in § 356.14.
adding new pamgmphs {m}) and {n} m o
: read as f@llows , )

{n) Any smgle oral antiseptic &@twe
ingredient identified in §356.11 may be
combined with any single oral

- anesthetic/analgesic active ingredient

identified in §356.12 and any single
cral demulcent active ingredient

" jdentified in §456.18.

{o} Any single oral antiseptic active
ingredient identified in § 356.11 may be
combined with any single oral ‘

: a.nesthenc/analgesm active mgm&mn%
- identified in § 356.12 and. any single

oral mucosal pmtectam active
ingredient identified in § 356.20.

5. Now §356.64 is adde& to subpax& Ci
to read as foﬂuws'

§358.64 Labeﬁmg M’ oral amssep%%@ drug
products.

(a) Statement of idemit‘y., The }}aheﬁng
of the product contains the established
name of the drug, if any, and identifies
the pmduct as an “oral antiseptic,” or
an “‘antiseptic” {select one ef the i
following: “‘rinse,” “gargle,” or “rinse
and gargle”}. :

(b} Indications. The labelin
product states, under the heedi
“Indications,” the following: "Fmsﬁ aid

of the

-+ to help’” (select one of the following:

“prevent,” {*'decrease™ {"the risk of”’ or
“the chance of )}, [“reduce” {“the risk - ;
of"-or*'the chance of ")), “guard °
against;” of “‘protect against”} (select
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one of the following: *“infection” or: -

. **bacterial eentamination”) “in” (s'eled _

any of the follo'wmg: “minor cuts,”
“minor scrapes,” or “minor oral
irritation”) (which may be followed by)
*‘caused by” (select any of the followmg
*‘dental procedures,” “dentures,”
“orthodontic appliances,” or
“accidental injury™). :
(c) Warnings. The labeling of the

product contains the following warnings

under the heading “Warnings™: “Do not’
use this product for more than 7 days
unless directed by a dentist or doctor; If
sore mouth symptoms do not improve -
in7 days, if irritation, pain, or redness
‘persists or worsens, or if swelling, rash,
or fever develops, see your dentist or
doctor promptly.”

{d) Dxmctzons {Reserved]

6. Section 356.66 is amended by
adding new paragraphs (b)(3}, (b)(4)
. (b)(s}, B)(6), (b){(7), (b)(8), (b){9), (c}(1),
{c)(2}, (c)(3), a.nd {c}(-i) to read as .
foliows

§ 356.65 Labei&ng of combinatlon drug
products. -
L * o* * W

D)* * * L

{3} For pemuﬁed combmatzons
identified in § 356.26(i). In addition to
any or all of the indications in
§356.64(b), any or all of the indications

~in §356.52(b)(3), (b}{4), and (b)(5)
should be used.

{4) For permjited combinations
identified in § 356.26(j). In addition to
any or all of the indications in -

§ 356.84(b), the following indication for
oral astringent active ingredients should
be used: “For temporary relief of
occasional minor irritation, pam, and
SOTE MoUl
{5) For permitted combinations
identified in § 356.26(k). In addition to
--any or all of the indications in - .
§ 358.64(b), the following indication for
oral demulcent active ingredients
should be used: “For temporary rélief of
minor discomfort and protection of '
irritated areas in sors mou ’

{8) For pem’u'tted combinatioris
identified in § 356.26(1). In addition to
any or all of the indications in ‘
§ 356.64(b), any or all of the indications
in § 356.60(b){1), (b)(2), and (b)(3)
should be used. "

(7) For penmtted' combinations

identified in § 356.26{m). In addition to’

any or all of the indications in
§ 356.64{b), any or all of the indications
in § 356.52(b)(3), (b}{4), and (b)(5)

- shouid be used. Tke following

‘indication for oral astringent ai:tive
- ingredients should be used: “For
temporary relief of occasional minor
* irritation, pain; and sore mouth:*:

(8) For pemitted"combinatio‘ns '
identified in § 356.26(n). In addition to

- any or all of the indications in

§356.84(b), any or&ll of the indications

in §356.52(bj(3), (b)(4), and (d)(5)

should be used. The following
indication for oral demulcent active
ingredients should be used: “For
temnporary relief of minor discomfort
and protection of m'ltated areas in sore

‘mouth.”

(9) For permitted combinations

. identified in § 356.26{0). In addition to

any or all of the indications'in
§ 356.64(b), any or all of the indications

. in § 356.52(b)(3), (b)(4), and (b)(5) and in

§356. 68{‘9}(1} (b)}2), and (b)(3) shouid
beused.

(C ® ® %

(1) For permztted combinations
identified in § 356.26(i). In addition to
the warnings in § 356.64(c), the -
warnings in § 356.52(c)(2), {c}{3), and
(ci{4), if applicable, should be used.

-{2) For permitted combinations
identified in § 356.26(j). The warnings
in § 356.64(c) should be used. =

{3} For permitted combinations

N identiﬁed in § 356.26(k). The warnings
in § 356.84{c} should bs used.

A{3) For permxt*ed combinations
zdentﬂﬁed in § 356.26(k). In addition to

" the ‘warnings in § 356. 64{c), the

warnings in § 356.52(c)(2), (c)(3], and
{c(4), if applicable, should be used.

7. Section 356.80 is emended by
adding new paragraph {d) to read as
follows:

§356.80 Professional labeling.
* *® - * ®

{d} The labeling of aqueous products
containing povidone-iodine identified
in § 356.11 provided to health
professionals (but not to the general
public) may contain the following:

(1) Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as an *oral antiseptic,” or

‘an* anhsephc" {select one of the

following: “rinse,” “gargle, or “rinse
and gargle”).
(2} Indications. The labeling of the

- .product states under the heading

“Indications,” the following: “For
preparation of the eral mucosa prior to
injecticn, dental surgery, or tooth
extraction.”

{3) Directions. The labeling of the
preduct contains the following
information under the heading
“Directions:” For products containing
povidone-icdine identified in § 356.11;
the final product to be applied is a 0.5

" percent aqueous solution.

Manufacturers may also market-a more
concentrated solution provided that:it

contains adequate directions te dilute -
the product to a 0.5 percent aqueous -
solution. “Apply 10 to 20 milliliters of
solution to the operative site. Instruct
the patient to rinse for 30 seconds and
then spit out. Weit 2 minutes, and apply

‘another 10 to 20 milliliters of solution

to the operative site. Instruct the patient
to rinse again for 30 seconds and then.
spit out. With a standard syringe and &
blunt, angulated needle, irrigate the

. operative site and the surrounding

gingivel mucosa for 1 minute with 10 to°

20 milliliters of the sclution. Instruct

the patient to spit out the solution after
the irrigation procedure.”

8. New subpart D consisting of
§ 356:50 is added to read-as follows:

Subpart D—Final Farmu!aﬂon Testlng
Procedurss

§356.80 Testing o! o:a! antisepticdrug -
products.

An oral antiseptic drug product in a

- form suitable for topical application will

be recognized as effective if it contains
an active ingredient included in

-§356.11 and if, at its lowest

recommended use concentration, it
decreases the number of bacteria per
milliliter in Streptococcus mutans
{ATCC No. 25175}, Actinomyces
viscosus (ATCC No. 19246}, and ™~
Candida albicans {ATCC No. 18804)
cultures {available from American Type -
Culture Collectien {ATCC), 12301
Parklawn Dr., Rockviile,’'MD 20852} by

3 logic within 10 minutes at 37 °Cin the
presence of 10 percent serum in vitro.
Oral antiseptic drug products must meet
the specified requirements when tested
in accordance with the following
proecedures unless a modification is
approved s specified in paragraph (e)
of this section.

{2) Laboratory facilities, equzpment
and serum reagent—{1} Laboratory .
facilities. To prevent the contamination
of test microorganism cultures with
extraneocus microorganisms, perform the-
test using aseptic techniques in an area
as fres from contamination as p0531ble
Because test cultures of microorganisims
may be adversely afiected by exposure
to ultraviolet light or chemicals in
aerosols, do not test under direct
exposure to ultraviolet light or in areas

- under aerocsol treatment. Do

environmental tests to assess the
suitability of the testing environment

- frequently enough to assure the validity

of test results. .
{2) Equxpment Use laboratory

. equipment that is adequate for its”

intended use. Thoroughly cleanse the
equipment after each use to remove any
antiseptic residues. Keep the equipment

. covered when not in use. Sterilize clean
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glassware intended for holding and .
transfempg the test organisms in ahot
gir oven at 200 to 220 °C for 2 hours,

- Use volumetric flasks, pipsts, or -
accurately calibrated diluting devices
when diluting standard and sample
solutions. Use plastic or glass Petri
dishes having dimensions of 20 X 100
millimeters. Uss covers of suﬂable
material.

(3} Serum Reagexnt—-Use inacﬁwaied
fetal bovine serum without added
preservatives and/or antiinfective
products.

{b) Culture media «md diluting
fluids——{1) Culturs media. Use Brain
Heart Infusion Medium for culture
media and diluting fluids. Pmpam the
medivm sg follows:

B;ain Heart anusé@n Medﬁum -

Calf Brain,

infusion -

from 200 grams
Beef Heart,

Infusion S

from 250 grams
Peptone 10 grams
Sodium chio- )

ride 5 grams
Disodium ,

phosphata 2.5 grams
Dextrose 2 grams -
Water, dis- : o .

tilled 9.8. to 1,000 mifiifiters

Mix thoroughly. Heat with frequent
agitation end boil for 1 minute. Sterilize
by autoclaving at 121 °C for 15 minutes,
In lieu of preparing the media from the
individual ingredients, the media may
bs made from dehydrated mixtures
which, when reconstituted with
distilled water, have the same or
equivalent composition as media
prepared from individual ingredients.
Media prepared from dehydrated
mixtures is to have growth-promoting,
buffering, and oxygen tension-
controlling properties equal to cr better
- than media prepared from individual
. ingredients. Adjust the pH of each
medium with 1 Normal hydrochleric
acid or sodium hydroxide before
sterilization, if necessary, so that the. -
medium will have a final pH of 7.4 after
sterilization.

(i) Medium A& [w:rthout meutmbzers}
Use Brain Heart Infusion medium :
corresponding to that described in
paragraph (b}{1] of this section.

(ii) Medium B. Brain Heart Infusion
agar medium. Same as Medium A,
except for the additlon of 15 grams of

‘gar per liter. -
%) Medium C. Same as chluhng flutd
“cept for the addmon of 15 grams of
“erliter,

{iv) Medium D. Same as diluting fluid
2, except for the addition of 15 grams of
agar per liter.

(2} Diluting ﬂuﬂds——\s) Diluting fluid
1. Diluting medium for neutralizing

«quaternary ammonium and phenolic
antiseptic ingredients. Same as Medium

A, except for the addition of 5 grams of
lecithin and 40 milliliters.of p@lysorba’ie
20 per liter, ‘

(i1} Diluting fluid 2. Dﬂunng medium

: for neutralizing fodophor antiseptic -

ingredients. Same as Medium A, except
for the addition of 5 grams of sodium

- thicsulfate per liter.

{3) Neutralizers. When neutralizers

* are added to culture media and diluting

fluid, ﬁeﬁorm the following tests.

{1} Neutralizer inactivation of
antiseptic test. Assay the nautmﬁzer
efficacy for the test antiseptic as follows:
Prewarm the test antiseptic, culture '
medium, test culture, and serum 0 37
°C by mcubatmg appropriate volumes of

all solutions in & water bath at 37 °C for

5 minutes. Mix 0.8 milliliterof
antiseptic {for controls use 0.8 milliliter
of sterile water) with 9.0 milliliters of

- culture medium comammg an .

appropriate antiseptic neutralizer
followed by the addition of 0.2 milliliter
of the test culture in 50 percent serum.
Incubate the mixtire of cells, seruin,
antiseptic, and neutralizer at 37 °C for
10 minutes, Remove aliquots, dilute,
and assay for surviving bacteria by the
plate-count assay method using diluting
and plating media containing
appropriate neutralizers, if required.
Results obtained showing differences
greater than 20 percent bestween test and
control cultures indicate that the
neutralizer used to inactivate the test
antiseptic is insffective. Reject results
obtained from tests employing

" ineffoctive neutralization procedurss,

(i) Neutralizer effect on bacteria
viability test. Test the effectof -
neutralizers used to inactivate antiseptic
active ingredients on cell viability by
diluting aliquots of each test organism
culture in Medium A {without

_neutralizer), s pemﬁed in paragraph

{b)(1)(i} of this section, and in the
appropriate diluting fluid (neutralizing
medium]}, specified in paragraph (b){2)
of this section. Determine the number of
bacterie in aliquots of appropriate -
dilutions by the plate-count assay
method utilizing growth agar medium
containing the same neutralizer
concentration as the diluting medium,

‘Determine neutralizer effectsoncell . -

viability by comparing. the relative .. -

number of microorganisms: growing.on.

Medium B, specified in paragraph -

- (b)(2)(ii) of this section, with and

without added neutralizers. Results
obtained showing differences greater-

than 20 percent between, cultures
diluted in medium with and without
neutralizers indicate that, at the
concentration utilized, the.antiseptic .

- neutralizer alters the determination of

viable ceils in the test cultures, Reject
rasults obtained from tests in which the
neutralizer employed alters the -
determination of viable cell number&
{c) Test ozgamsms——{l}Uss cultures
of the following microorganisms:
{1} Streptococcus mutans (ATCC Nao.

25178).

(ii) Actinomyces viscosus [ATCC No.
19246).

(iii} Candida albicans (ATCG No.
18804) )

{2) Preparation of suspension.

- Maintain stock cultures on Medium B

agar slants by monthly transfers,
Alternatively, cultures may be
lyephilized and stored at -70 °C.

- Incubate new stock transfers-2 days at

37 °C; then store at 2 to 5°C: Incubate
Streptococmzs mutens and Aciinormyces
viscosus enaerobically. Incubate
Candida albicans aerobically. From
stock culture, inoculate tubes of - :
Medium A and make at least 4 but less.
than 30 consecutive daily transfers in
Medium A, incubating at 37 °C, before
using the culture for testing. Use a 16-
to 18-hour culture of Streptococcus
mautans end Candida aibicans and a 32-

" to 36-hour culture of Actinomyces
. viscosus grown in Medium A at 37 °C

for the test.

(3) Determination of cell nuinber in
broth cultures, Prepare serial 1:10
dilutions of each culture in Medium A
and determine the number of cells per
milliliter of culture by the plate-count -
assay method. Do not use cultures
stored at 4 °C for more than 48 hours for
assay. Do not use cultures containing
less than 109 cells per milliliter..

(4) Plate-count assay. For each culture
to be assayed, pipet 1.0 milliliter of each
prepared dilution into each of two
sterile Petri plates. To each plate, add 20
milliliters of sterile Medium B that has
been ‘melted and cooled to 45 °C (if
neutralizers are required, use the
corresponding agar growth medium
with the appropriate neutralizer), Mix
the sample with the agar by tilting and
rotating the plate and allow the contents
to solidify at room temperature. Invert
the Petri plates and incubate at 37 °C for
48 hours. Following incubation, count
the number of developing colonies. Use
Petri plates cnntaming' betwseen 30 and
300 colonies in calculating the number
of bacteria per mﬂhhter of) ongmal '
culture. ‘

(5). Test orgnmsm antlsepttc resistance
test. To ensure that antiseptic resistance
properties.of each organism have not .
changed substantlally, determine the
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susceptibility of each organism to the
active ingredient(s) being tested, in a
suitable inactive medium; using the
testing procedures in this section. The
orgenisms are satisfactory if the number -
of organisms per milliliter are reduced
by 3 logio within 10 minutes at 37 °C

" in the presence of 10 percent serum.

{d) Test procedures—(1}) Method 1~
(i) Method validation. This test is valid
only for those antiseptics that are water
soluble end/or miscible and that can be
neutralized by ene of the subculture
media specified in paragraphs (b){2)(i}
and {B){2){ii) of this secticn or that can
be overcome by dilution, '

{ii) Bactericidal assay procedure.
Prewarm all test solutions by incubating
appropriate volumes at 37 °C in a water
bath for 5 minutes. Pipet 1.0 milliliter
of serum, 1.0 milliliter of-appropriate
bacterial test culture, and 8.0 milliliters
of the test antiseptic product atits
. recommended use concentration into a.
medication tube and mix well, Incubate
at 37 °C for 10 minutes. Remove

triplicate 1-milliliter sample aliquots
and dilute in Medium A containing
appropriate neutralizers. Determine the
number of surviving organisms per
milliliter of test culture by the plate-
count method using plating media
containing appropriate neutralizers, if

- required.

{iii) Bacteriostatic assay procedure.
Prewarm all test golutions by incubating
appropriate volumes at 37 °C in a water
bath for 5 minutes. Pipet 1.0 milliliter
of serum, 1.0 milliliter of appropriate

- bacterial test culturs, and 8.0 milliliters

of the test antiseptic product at its
recommended use concentration into a
medication tube and mix well. Pipet 1.0
miliiliter aliquots of this test mixture
into triplicate medication tubes

containing 100 miililiters of Medium A -

without neutralizers and mix well.

-Incubate at 37 °C for 48 hours and

dstermine the number of organisms per

milliliter of culture by the plate-count.

method. )
(2) (Reserved)

{e) Test medifications. The
formulation or mode of administration

- of certain products may require

modification of the testing procedures
in this section. In addition, alternative -
assay methods {including automated
procedures) employing the same basic
chemistry or microbiolegy as the
methods described in this section may
be used. Any proposed modification or
alternative assay method shall be
submitted as a petition under the rules
established in § 10.30 of this chapter.
The petition should ‘contain data to
support the modification or data
demonstrating that an alternative assay
method provides results of equivalent
accuracy. All information submitted

_will be subject to the disclosuire rules in

part 20 of this chepter.
Dated: December 10, 1593.
Michael R. Taylor.
Deputy Cominissioner for Policy.
{FR Doc. 9422862 Filed 2-8-94; B:45 am]
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