


























































lFederal Register l Vol. 59; No .. 27,/1 Wednesday, February 9, 1994 I Proposed Rules 61.13 

section LM., comment 33 for a 
discussion of appropriate testing 
.procedures.) 

R .. eferences 

(1l Attachment lI), CCl0013, Docket No. 
Dockets Management Branch. 

(2) Bames, C. P. 'et a1.. "Effects of Two 
Cetyip}'l"idinium Chloride-Containing 
Mouthwashes on Bacterial Plaque," C00013, 
Docket No. Dockets Management 
Branch. 

!3jIFDA, "General Guidelines for OTC Drug 
Combination Produc".s," September 1978, 
Docket No. 180-0322, Dockets Management 
8ranch. 

:3 1.. One comment stated that 
cetylpyridinium chloride and domiphen 
bromide are effective GTC oral 
.antiseptics and that an application 
(NDA 14-59B) fOJ" a product containing 
these ingredients had been approyed for 
18 years, i.e., up to November 17,1982, 
the date of the comment. The comment 
stated ithat NDA 14-598 established the 
safety and effectiveness of the active 
ingredients, cetylpyridinium chloride 
0.1)45 percentanddomipilen bromide 
[l.005 percent, and theircombination; 
and that the same combination is used 
today. The comment maintained that 
supplementation of the application and 
periodic reporting have supported and 
even :strengthened the proof of safety 
and effectiveness. In addition, the 
comment stated that extensive tests 
demonstrating the ability of a product 
containing cetylpyridinium chloride 
and domiphen bromide tD kill bacteria 
and Vliru.ses in vitro were reported to the 
Panel {Ref. l}and are included in NDA 
14-593. The comment also stated that 
NDA 14-598 contains the results of 
fll..!1lli,rOUS tests showing reduction of 
bacterial oounts after rinsi.ng with the 
pmduct and that the application 
contains data shOWing effectiveness of 
the product in temporarily relieving 
minor sore throat. The COIDIDent stated 
that although the bull<. of the material in 
NDA 14-598 is not publicly available, it 
is in the agency's :files and may be used 
by me agency to support these 
comments. Moreover, the comment 
contended that it regards the continuing 
validity of the application as conclusive 
evidencs of the product's safety and 
eUectiveness for use as an OTC oral 
ffiluseptic (Ref. 2). 

The agency notes that data contained 
i.n an application are confidential 
information covered by 21 CFR 20.61 
and are not publicly available. The 
sponsor of the application would have 
to affinn.atively submit these data as 
part of the public administrative record 
for the agency to consider them in this 
rulemaking proceeding. As the agency 
has indicated elsewhere under similar 
conditions concerning an antitussive 

drug product containing . 
diphenhydramine hydrochloride {48 FR 
48576 at 48582], determination by FDA 
that a new drug is safe and effective and 
the approval of an application for the 
drug are not .synonymous with a 
determination that a drug is generally 
recognized as safe and effective in the 
OTC drug review. See WeinbeI;ger v. 
Bentex Pharmaceuticals, Inc., 412 U.s. 
645,651 (1973). In .addition, the agency 
is aware that the commentor r-equested 
that approvql of NDA 14-598 be 
withdrawn because the product was no 
longer being marketed as a drug {Ref. 4). 

General recognition of the 
effectiveness of a drug in the OTC drug 
review must be based on adequate 
published orpubHdy available medical 
and scientific data. (United States v. 41 
Cases * .. ,. Nal"emco, 420 F.2d 1126 
(C.A. 5, 1970); United States v, An 
Article of Drug" " .. Mykocert, F. 
Supp. 571 (D.C. 1972); United States v. 
An Article of Drug" ,. .. Asper Sleep, 
CCH F.D, and Cosmo L .. Rep. 40,821 
Civil No. 70-C-196 (N.D. Ill, 1971); 
United Stutes v. An Article of Drug"' * 
.. (Furestorol Vaginal Suppositories' 294 
F. Supp 1307 (N.D. Ga. 14J6B).) There is 
not adequate information publicly 
available at this time to demonstrate 
that cetylpyridinium chloride, 
domiph.en bromide, or the combination 
of the two ingredients are generally 
I'Bcognized as effective for the category 
I indication proposed in this document. 
Therefore, the agency is unable to 
conclude at iliis Ume that these 
ingredients or a combination of these 
ingredients are generally recognized as 
effective oral antiseptic agents, and is 
proposing that they be Category m: for 
effectiveness. (See section I.E.. comment 
9; section lG., comment 13; and section 
I.L., comment 30.} 

References 

(1) OTC Vois .. 130078, 130118,130134, 
130160, and 130187. . 

(2) Attachment F, Comment No. COO013, 
Docket No. 8Jl.N-0033, Dockets Management 
Branch. 

(3) Attachment G. C9mm.ent No. CO0013; 
Docket No. 81N-{1033. Dockets Management 
Branch. 

(4) Letter from W. E. Cooley, The Procter 
& Gamble Ce., to ilie Division of 
Radiophannaceutice.l, Surgical, and Dental 
Drug Products, !FDA, NDA 14-598, dated 
January 5, 1990, OTC Vol. 130CfFM. 

M. Comments on Testing 
32. Addressing the Oral Cavity Panel's 

consideration of protocols fur testing . 
antiseptic mouthwashes. two comments 
stated that the measurement of plaque 
reduction is a valid technique to assess 
the antimicrobial activity of oral 
antiseptics, Noting that dental plaque is 

largely composed of living bacteria 
within a polysaccharide matrix, one 
comment contended that experts 
recognize that "antiseptic activity may 
be measured in the moum by taking 
counts of unattached organisms before 
and after treatment, or by measuring 
plaque differences among subjects 
receiving_either the test substance or a 
control." The comment mentioned that 
the Panel's minority report outlines a 
scheme of reasonable in viL1'O and in 

. vivo tests that are well accepted and 
have been shown to be satisfactory in 
demonstrating the antiseptic activity of 
mouthwashes (47 FR 22760 at 22893 to 
22901). The comment added that, in 
1978, the Oral Cavity Panel voted 
approval of the clinical protocols 
needed to support Category I status for 
oral antimicrobials for use in 
mmithwashes, and that a professional 
association of manufacturers concurred 
with that recommendation. The 
COIDIDent lil---ged mat these protocols be 
reinstated as the proof required to 
obtain Category I status for 
antimicrobial mouthwashes. 

Also citing the Panel's minority . 
report, the second comment stated that 
the majority of the Panel, at its next-to­
last meeting, voti:ld to reject the testing 
guidelines for demonstrating antiseptic 
activity that the Panel had 
recommended to industry over the 
course of several years and that the finn 
submitting the comment had relied 
upon to confirm its product's antiseptic 
properties. Although pointing out that 
the majority of the Panel evidently 
desired an objective test to justify 
plaque reduction as a criterion for 
establishing antimicrobial activity (47 
FR 22760 at 22841), the comment 
contended that such an ohjecti.ve test 
was originally prescribed by the Panel 
and successfully conducted for the 
finn's mouthwash product containing a 
combination of volatile oils. The 
comment stated that reductions in 
dental plaque biomass have been shown 
to correlate with reductions in dental 
plaque bacteria by objective weight 
measurement (47 FR 22894 to 22895) 
and that other equally valid ptaque 
reduction .measurements, such as area 
measurement, were also successfully 
conducted for the firm's product. The 
comment concluded that these "state of 
the art" plaque reduction measurements 
should be accepted as indices of 
antiseptic action. 

The agency is aware that the majority 
of the Panel stated that "the rationality 
of plaque reduction as a criterion of 
effectiveness of antimicrobial agents for 
use in the mouth and throat is highly 
debatable. and evidence of the validity 
of the method is scant. Plaque 
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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 inlended to 
treat sore mouth or sore throat," (47 FR 
22840). The agency agrees with the 
Panel and believes that plaque 
reduction has not been established as a 
valid ~echnique for determining 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, . 
or (2) for the temporary relief of minor 
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 
relieving sore mouth and sore throat 
symptoIIls. These testing guidelines are 
further discussed in section I.M., 
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 I. In revising the 
OTe drug review procedUres relating to 
Category m. published in the Federal 
R~gister of September 29,1981 (46 FR 
47730), the agency advised tliat 
tentative final and final monographs 
will not include recommended testing 
guidelines for conditions that industry 
wishes to upgrade to monograph status. 
Instead, the agency win meet 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 II. paragraph 
A.2.-:-Testing of Category II and 
Category III conditions.) 

The agency wishes to point out that, 
as discussed in the call-for-data for 
antiplaque ingredients and claims (55 
FR 38560), the DentalPl"Oducts Panel 
win evaluate data regarding the safety 
and effectiveness of active ingredients 
contained in products displaying 
antiplaque and antiplaque-related 
chlims. 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 
reduction of plaque and plaque-related 
claims. Methods discussed by the ' 
comments and by the minority of the 
Oral Cavity Panel may be appropriate to 
demonstrate antiseptic activity of 

ingredients intended to reduce or 
prevent plaque. 

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 oral health care 
drug products that meet these 
guidelines. The cmnments stated that 
ilie guidelines provide for a statistically 
significant reduction in vivo combined 
with a 95-percent reduction in vitro of 
the organisms tested and, thus, provide 
proof of clinically useful antiseptic 
activity. 

One comment paraphrased an agency 
statement that was published in the 
tentative final monograph for OTC 
topical antimicrobial drug products (Le., 
first aid antibiotic drug products) (47 FR 
29986 at 29991 to 29992) as follows: 

_ The agency agrees with the comments that 
minor skin injuries, such as cuts and scrapes, 
are self-healing and that the body's healing 
mechanisms can handle some infections that 
might develop in these injuries. However, as 
the reply comment pointed out, some ~inor 
skin injuries do not heal without treatment 
and it is impossible to make that distinction 
at the time of injury. It is weH documented 
that applying topical antibiotics to skin 
wound lesions reduces the number of 
bacteria at the site of applicetion and serves 
as all 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 product is 
unnecessary. The comment felt that in 
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 I. The 
comment added that such 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 bums (47 FR 29986 at 
299991. 

The Oral Cavity Panel considered the 
presentations concerning guidelines for 
in vitro and in vivo testing (Refs. 1, Z, 
and 3) and made suggestions concerning 
requirements for conducting such 
studies designed to obtain data for 
reclassifying Category III ingredients to 
Category I for safety and effectiveness or 
both (47 FR 22750 at 22890 to 22893). 
The Panel suggested that preliminarj, 
weH-designed in vitro studies be 
required to demonstrate antiseptic 
effectiveness and that the data obtained 

from in vitro studies be verified a,'1d 
supported by in vivo animal and human 
studies. The Pat"lel stated that human 
model studies should be foHowed 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 III to 
Category I and provided suggestions for 
obtaining such data. 
Clinical Testing of OTC Oral Antiseptics 

The agency believes that data from i~ 
vitro testing alone are insufficient to 
establish that an oral antiseptic is 
generally recognized as effective in: OJ 
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 (39 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 I. 

The environment of the oral cavity is 
very different from that of the skin. The 
oral cavity supports one of the most 
concentrated and varied microbial 
popuJ.ation 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 
(E.ef. 5). The agency believes that, on the' 
fairly dry surface of the skin, a: 
reduction in microorganisms caused by 
the application of a topical a.'1tiseptic 
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 a site in the oral 
cavity, it is unlikely that this reduction 
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would result in a therapeutic benefit 
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 Z2766). Therefore, oral surfaces 
are constant! y bathed with saliva, and 
organisms are readily transp.orted 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 
contirmous reinoculation ofilie site 
with large numbers of microorganisms 
is likely to counteract any therapeutic 
benefit that might result from topical 
ru1ltiseptic llctlion in the oral cavity. 
Therefore. the agency tentatively 
concludes that clinical testing is 
necessary to demonstrate that an 
antiseptic ingredient truly has a 
fuerapeutic effect in the oral cavity. 

Clinical trialslo demonstrate the 
effectiveness b-f an OTe oral antiseptic 
ingredient should be well-designed and 
weB -cmiuolled. Such trials should be 
structured to closely approximate the 
dinicall situations for whlch a product 
is intended to be used and to 
subst!mtiate proposed claims. These 
studies should demonstrate that the 

~l:l(J)pically-applied antiseptic ingredient 
helps to prevent infection in minor 
wounds in the moutl:!. better than the 
vehicle alone. ' 
Ifn Viva TestingProcedures 

Three in vivo studies submitted to the 
Panel (lRef. 2), and mentioned by the 
comments, were designed to answer 
sp<ecific-questlons :raised by the Panel 
during its evaluation of in vivo testing 
guidelines for oral antiseptics (Ref. 1). 
The basic method used in ilie three 
studies (1Ref. 2) involved the use of 10 
normal subjects with no medical 
problems. The subjects were treated 
with cetylpyridinium. chloride (0.1 OJ!' 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 OJ:' her own control. The technique 
oonsisted 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, ana incubation under carbon 
dioxide, aerobic. and anaerobic 

conditions,) The results of all three 
studies indicated that cetylpyridinium 
chloride decreased the number of 
bacteria within]. minute after 
application on the cheek.. individual 
studies included the fonowing results: 
(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 counts; 
(2) a swab sampling procedure and a 
mop-plate counting method are 
sensitive, adequate methods to detect 
small decreases lin bacterial counts in a 
lO-subject panel, and decreases smaner 
than 2 logs or 100 fold are significant; 
(3) a temp1!ate is not necessary to limit 
the treatment area; (4) successive 
s!Lmples taken before treatment 
invariably decrease, as do samples taken 
after treatment with water while 
samples taken aRrer 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 lin the l.owerlayers; (5) 
sonication of swab samples increases 
the sensitivity of the method, but does 
not affect the estimate of antiseptic 
effectiveness; thus. this meiliod may be 
used optionally: (6) conventional 
plating metho~ and other well-tested 
plating methods are highly 
reproducible; and (7) although results 
for all three incubation environments . 
were essentially 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' lin vivo testing 
guidelines presented to the Panel for 
demonstrating the effectivenessCof a 
locally applied antiseptic ingredient 
(Refs. 1 and 2) represents. partial guide 
for helping to assess an ingredient's 
effectiveness as an GTC oral health care 
antiseptic, bur are not totally adequate 

" for that pID'pose, The agency believes 
that in vivo testing methods used to 
help demonstrate the effectiveness of 
oral health care antiseptic ingredients 
should stipulate the specific organisms 
to be tested, the acceptable decrease in 
bacterial numbers, and ilie period of 
time for wlhlch the antiseptic activity 
should persist The Panel's discussion 
oIin vivo testing did not include such 
information (47 FR 22760 at 22891). 
Such testing methods should also take 
into account the follow;ing: (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 florawi1hin the mouth, (4) when 

tissue is abraded, burned, or punctured, 
sites may be exposed that anow the 
binding of oral microorganisms that 
would not otherwise reside in that 
particular ecological niche, and (5) what 
shifts in the balance of the flora andlor 
colonization by otberspecies are to be 
expected if:the site is abraded or 
otherwise damaged. A spectrum of 
activity against a representative battery 
of organisms should be developed (I.e .• 
Candida albieaDs,representative 
actinomyces and streptococcal species, 
and other flora frequently isolated from 
the site). A thorough review ofilie 
literature should identify the 
appropriate microorganisms. 

In addition, the in vivo testing 
guidelines presented to the Panel (Ref. 
1) did not LTJ.clude adequate sampling 
intervals after treatment w;ifu the ural 
antiseptic .. Using the guidelines. a 
statistically significant difference was 
obtained between treatment of the cheek 
with the placebo and treatment with 
cetylpyridinium chloride; however. the 
length of time that the antiseptic effect 
persists past the :i-minute time interval 
used in the studies was not explored. 
The transient decrease in the number of 
bacteria at the l-minute interval after 
cetylpyridinium chloride application, as 
noted in the cOlI'.ment's studies (Ref. 2), 
is not unexpected. The ability to 
maintain such a decrease over a 
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 oral cavity, more appropriate time . 
intervals might be 1 minute, 10 minutes. 
30 minutes, 1 hour, 2 homs, and.4 
hours. 

The agency also believes that it might 
be useful to use more than one 
incubation environment because some 
microniches in the oral cavity (e.g., the 
gingival crevice) support anaerobic 
growth, and organisms commonly 
isolated from the oral cavity include 
facultative anaerobes as well as strict 
anaerobes. One approach would be to 
use a nonselective medium under 
anaerobic and carbon dioxide 
conditions and several selective mema 
under appropriate conditions depending 
upon the microorganism of interest. 

In Vitro Testing Procedl1If!s 
The agency believes that the Panel's 

proposed in vitro testing guidelines 
represent a good starting pointJor~ the 
design of in vitro studies to help 
upgrade a Category n or Category Hi oral 
antiseptic ingredient to Category I (47 
FR 22760 at 22890 to 22891. However, 
all such testing should be designed 



6116 Fedel"al',!{egister I Vol. 59, No. 27 I Wednesday, February 9; ·1994 I Proposed Rules 

using the most current technology 
available. . .. . 

Although the agency offers the above 
comments on clinical, in vivo, and in 
vitro testing as guidance, specific testing 
guidelines for upgradingingrellients to 
Category I are not included in this 
monograph. (See part II. paragraph 
A.2.-Testing of Category II and 
Category III conditions.) Instead, the 
agency will meet with industry 
representatives or other interested 
parties at their request to discuss testing 

. protocols. Any party interested in 
conducting studies should request a 
meeting at its.earliest convenience. (See 
also section LM., comments 32 and 35.) 

'The above discussion applies only to 
the testing required to upgrade OTe oral 
antiseptic ingredients from Categories II 
or ill to Category!. In addition, the 
agency has t.entatively concluded that 
final formulation testing of OTC oral 
antiseptic drug products is necessary. 
For a further discussion of such testing, 
see part II. paragraph B,lO-Summary of 
the Agency's Changes. 
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34. Three comments disagreed with 
the Oral Cavity Panel's discussion • 
concerning chlorhexiderteas a standard 
for testing the effectiveness of oral 
antimicrobials~ Onecorinnent stated that 
the use of chlorhexidene is . 
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 chlorhexidene 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 fcir pathogens 
responsible for the production of sore 
throat and scire 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 OTCfirst aid 
antiseptic drug products) (56 FR 33644) 

includes chlorhexidene as a standard for 
topical antiseptics. However, since the 
comment was submitted, a , 
c.~lorhexidene antiseptic mouthwash 
has been approved for oral use in the 
U.S. (Ref. 1). . 

The Oral Cavity Panel's minority 
report recommended an in vitro test 
utilizing chlorhexidene as a standard 
and recommended that all antimicrobial 
oral products be compared to the . 
standard (41 FR 22760 at 22897). 
However, as discussed in section 1M., 
comment 32, the testing procedures 
recommended by the minority of the 
Pamel are not being accepted by the 
agency fortesting the active ingredients 
that are included in this segment of the 
oral health care drug products 
mlemaking. 

In its in vitro testing procedure for 
detennining the effectiveness of oral 
antimicrobials, the majority of the Panel 
l'ecommended the use of Ii 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 dighiconate, 0.2 percent 
in sterile water. is acceptable for this 
purpose." (41 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 t.o wheilier{)r not the orgar.ism 
is susceptible to the tesit ingredient. 
Furthermore. as discussed in prt II. 
paragraph B.10-Summary of the 
Agency's Changes, the agency is 
suggesting that the active ingredient, in 
II! suitable inactive medium, be used as 
a positive control. 

Reference 
(1) "Physician's Desk Reference," 47th ed., 

Medical Economics Data, Montvale, NJ, 1993, 
pp. 1867-1868. 

35. Two comments stated that the 
Oral Cavity Panel's guidelines for 
testing topically applied antimicrobials 
(41 FR 22160 at 22890 to 2289S) should 
permit variations in the methods used. 
One comment mentioned that variations 
should lSe allowed depending on 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 vivo 
antimicrobial activity (Ref. 1]. The 
comment described that method as 
"swabbing of the active ingredient three 
times using a template and comparing 
this to a control" 

The agency is notinduding 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-time. (See section I.E., comment 
8; section I.G., comment 12; and section 
I.M., comment 33 for a discussion of 
appropriate testing procedures.) 

The agency notes that the procedure 
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 wiH 
provide adequate proof of the in vivo 
effectiveness of an oral antiseptic. 

Reference 

(1) GTC Vol. 130153. 
35. Referring to the Oral Cavity 

Panel's discussion of in vivo testing, 
two comments disagreed with the 
suggested protocol for the determination 
of am antimicrobial ingredient's adverse 
effect on wound healing (47 FR2216Q 
at 22892). The comment felt that the 
procedure described by the Panel would 
be impossible to control if there were 
only one wound in the mouth. 
Expressing the opinion that, in order to 
compare the rate of b.eating, 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 rn;cu:rring 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 populations 
than humans. One of the comments 
added that if a product does not have an 
excessively high degree of wbstantivity, 
the risks of retarding wound healing are 
limited and such tests are unwarranted. 

The agency agrees with the comments 
that it would be aImostimpossible to 
find a representative population of 
human 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 
the testing for recategorization of 
Category ill oral health care ingredients 
(41 FR 22760 at 22782 to 22183), the 
design for a controlled study is 
described as one in whieh subjects who 
have similar conditions are divided into 
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a treated group and a placebo group. In 
the discussion cited by thecornments 
(47 FR22891), the Panel stated that 
control groups should receive treatment 
with inert vehicles that are identical in 
appearance, color, and consistency to 
the test materials. The agency believes 
that the general principles stated above 
can be coordinated 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 ~sition on animal studies .. 
Although believing 1hat 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 (47FR 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 does not believe 
that further wound healing studies are 
necessary for OTC oral antiseptic 
ingredients. As part of the rulemaking 
for OTe topical antiseptic drug 
products. the agency has reviewed many 
studies designed to show the effect of 
antiseptic ingredients on wound 
healing. The agency's conclusions on 
these data are stated in the tentative 

, final monograph for OTC first aid . 
antiseptic drug products (56FR 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 III oral 
antiseptic ingredients. i.e., 
benzalkonium chloride, 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 about 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-
tay period for relief of the symptoms of 
Jore mouth. (See section 1.K.. comment 
25.) In addition, the oral antiseptic 

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 oecause 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 
~ealing. 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 OTe drug product that is labeled. 
represented, or promoted for use as an 
oral wound healing agent (e.g., 
"promotes wound healing") is regarded 
as a new 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 
to collect enough 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 
specificWly responsible for the sore 
mouth/sore throat, in addition to 
correlation of reli~f of symptoms of sore 
mouth/sore throat with a decrease or 
elimination of the etiologic agent, could 
of itself be impossible to achieve; (3) 
complementaIy 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 approximated (47 FR 22890); (4) 
the test organisms originally approved 
by the Panel to demonstrate 
antimicrobial activity (the Hahn test). 
Streptococcus mutans, Actinomyces 

. viscosus, C. albicans and optionally. 
Pselldomonas 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 medically unsound but also 
unethical. 

In its discusSion of the data required 
for the evaluation of oral antiseptic 
ingredients (47 FR 22760 at 22890 to 
22893), the OralCavity 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 da..ta it considered necessa.ry 
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 II or 
Category ill 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 Panel 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 
preparaUonsapplied 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 effectiveness 
of an ingredient rests with the . 
manufacturer sponsoring the product. 

The agency is, however, proposing 
testing procedures for OTe 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 ofS. mutans. A. 
viSCOSIlS. and C. albicans as test 
organisms. (See Part II. paragraph 
B.1D-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 I oral antiseptic. 
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:u. The A,gem;y~sTentative CondlillSimltSl 
and Adoptionafthe Panel's R.~pori 

A. Summary of Ingredient Categories 
and Testing of Category II and D1tegory 
mConditions . 

1. Summary of Ingredient Categories. 
The agency has reviewejdl all claimed 

active ingredients submitted to the Ora! 
Ca'l!ity Pa.'!el, as weB lllS other data and 
iullformatillil avaHabh. at this time, amd 
has made Cine in ilie 
categori7.-ation antIseptic 
ingredients recommended by the Panel. 
As a convenience to the readeI', the 
following lIst is indmled as: III summary 
of the categorization of oral 8llLtiseptic 
ingredients recOJIfu"IHmded by the Panel 
and the pFClposed categorization by the 
agency. 

Antiseptic Active il1- PaJf),ei Agenql gradients 

Alcohol !II m 
Benzalkonium ch!oooe 111 III 
Benzethonium chloride m HI 
Benzoic acid' m III 
Bmicacidl Ii U 
18000ogiyooril1 IL II 
Camphor t~ Ii 
Carbamide peroxide in m lin 

anhydrousg!ycerln 
Ceta!konifJlTi chloride m m 
Cetylpyridinium chb· m fi! 

ride 
Chlorophylrll1 copper a In Ii! 

oolTIpfex 
Cresol ~i II 
Dequalirilum chloride Ul ill 
Oomlphen bromide Iii iii 
Eucalyptol III III 
ferric chloride II II 
Gentian violet IIi Ii 
Hydrogen peroxide In iii 
Iodine III Iii 
Menthol m ill 
Merale!n sodium II 1I 
lV,ethy~ sai1cyiate m III 
Nitrom8l'so ill II 
Oxyquiliolin6 , iii ttl 
Phenol preparations 111 un 

(phenol andioI' phe-
nolate sodium) 

Potassium chlorate ~n 10 
Povidone-Iodine III m 
Secondary m !II 

amyttricresols 
Sodium caprylate In m 

. Sodium dichromate Ii II 
Thymol prepa;soons 1M ill 

(thymol and thymol 
iodide) 

Tincture of myITtJ 11 II 
Tolubafsam til m 
2. Testing of Category II and Category m 
Conditions. 

The On!l CaVlity Panel recommended 
.testingguidl'!lliles for QTe orel health 
care antimicrobial drug prooucts (41 FR 
22760 at 22690 to 22893). The <J:genq:s 
position reg8l'di~fuese testing 

guidelines is discussed in Part I, 
paragraph E of this document. Interested 
persons may communicate with the 
agency about thesubm.ission of data and 
information to demonstrate the safety or 
effecti.venElss of any OTe o:rnl antiseptic: 
active ingredient or ronmtion included 
in the review by following the 
procedures outlined in the agency'lli 
poncy stai.ement published in the 
Fedierru Registel!' of September 29, 1981 
[46 FR 47740] ,ruld clarified AprH 11, 
:Jl983 (48 FR 141)501). 'That policy 
statementindudes procedures fQr the 
submission and review of pI'oposed 
protocols, agency meetings with 
industry or other interested peI'sllils, 
oodl agency comnnmlicatl!]nSl on 
submitted test data ood otheI' 
infonnati!]n. 

B. Sl1mmary of the Agency's Changes 

FDA has.ccmsfde:red the comments 
<mel. other relevant infmnltation and 
concludes that H will tentatJnrelY 8ldopt 
the antiseptic section of the ilial Cavity 
Panel's report and recommem:li.ed 
monograph with the changes described. 
in FDA's responses to the comments 
above and with other changes described 
in the sumrilary below. A summary of 
the changes made by the agency follows. 

:l.In order to be consistent with 
terminology used in the rulamakmg for 
OTe topical antiseptic drug product..s. 
the agency is proposing to replace the 
Panel's term "antimicrobiial" 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 tha Panel's 
definition for an antimicrobial agent in 
§ 356.3(c) of its recommended 
monograph (47 FR 22760 at 22927]. 
Instead, the agency is proposing to add 
definitions for the terms "antiseptic 

. drug" .and "oral antiseptic" to § 356.31 of 
this tentative final monograph. [Soo 
section I.K, comment ZO.) 

31. The Ora][ ('.wn1y Panel. concluded 
that gentian violet was safe for use in 
the oral cavity, but that there were ' 
Insufficient data available to permit 
final classification of its effectiveness as 
am oral antiseptic (47 FR 227160 at 228731 
to 22875). The Panel based :its safety 
determination mit severnl factors: (1) the 
oral Wso of gentian violet in mice and 
rats is 1.2 to It[) glkg; [2] it is nontmdc 
when applied to the mucous membll'ruill8 
mId sm; and ntian violet has been 
used orally in children and adults 
as an anthelmintic. HOWerlJ8r, the Panel 
noted that when gentian violet is 
in.gested, it may cause nausea.. vomiting. 
diarrhea, and lassitude, and that. 
intravenous injection ofilnpu.re 

prepa.-ationsmay produce a severe 
shock-like reaction. 

Regarding the use lOf gentianwil(lllet as 
IDl anthelmintic. in its n:port mit OTe 
anthelmintic drug products published 
in the Federal Register of Septemoor 9, 
:Jl000 {45 FR 59540}, the Miscellaneous> 
Internal. Panel reviewed ilieinfoimlltlon 
available to it reganlingthe safety of 
gentian violet and aclmowledgedboth a 
sca:rdty of acute toxicity data IL."ld i'a 
bJgh incidence ohmdesrrable sirde 
effects associa.ted with its clinical use m. 
children." That Panel also reviewed. 
reports regardL'18 the potential 
carcinogenicity of gentian viole1t and 
recommended .. that further testing be 
performed to resolve the carcinogenic 
concerns." Acco:rding to the 
Miscellaneous Inte..mal Panel,thesi1l 
concerns were notconvindng when 
weighed against the lack of adverse 
effects reported dming the long 
marketing history of gentian riolet. 
Thus, that Panel concluded that gentian 
violet was sme when used as directed. 
FDA, however, re'lriewoo the arvaHable 
data. relevant to the genetic toxicity of 
gentian. violet and @f.ated in its pre&J1J.ble 
to the Pane] 's report on OTe 
anthelmintic drug products that a 
definitive conclusion regarding the 
carclnogeruc.activity of gentian violtet 
could not be reached at ilim time. On 
ilie basis of the available evidence, the 
agency nominated. gentian violet for 
study in the NTP. The IIlgency 

. concluded that the potential risk of 
using gentian violet as an oral 
mithehnintic outweighed the benefits 
and rumounced its intent to classify 
gentian violet in Categoryll in the 
tentative final monographio: GTe 
anthelmintic drug products (45 FR 
49540). . ' 

In that tentative final monograph 
published in the Federal Register of 
August 24, 1982 {47 FR 31002 at 31063), 
the agency further discussed the genetic 
toxicity of gentian 'lriolet; and reaffirmed 
its earlier coodusionsrega:rding the 
safety of gentian vielet; In that proposal, 
gentian violet was classified. in Category 
lO! esan. oral anthelmintic. In the final 
rule published in the Federal R~ 
of August 1, 1986 ~51 FR 27156.at 
27758), the agency deternrlnedthat 
gentian violet is a: nonmonograph drug: 
for OTC anthelmintic use. 

In a proposed rule puhlished in the 
Fed/em! Register oIFebruary 13, 1990 
(55 FR 5:Jl94) regardingtbe safety of 
gentian violet in animal feed; FDA 
discussed the National Center for 
Toxicology Research's (NcrR) series of 
studies that provide additional new 
information 011 the toxicity and 
carcinogenicity of gentian violet, One 
lifetime swdy .(chrOnic study) showed 
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. ,gentian violet to be a ca.rcinogen in ' 
mice. Another lifetime study in: rats also 
resulted in a carcinogenic response. A 

-rt}sidue 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 
performed: Metabolism studies in rats 
and mice showed that orally 
administered gentian violet is absorbed. 
with the highest residue levels of the 
compound and its metabolites occurring 
inJat and liver. The proposal also 
discussed the results of an extensive 

, search 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 animal 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 
Ileeded to support an expert opinion 
that gentian violet is generally 
recognized as safe. In fact,FDA's 
iiterature survey generally found that 
gentian violet tends to have mutagenic, 
genotoxic, and other toxic properties. 
FDA believes where such incriminating 
studies exist, experts 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 " 
generallyr~cognized as safe for use in 
animal 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 recognized as 
safe nor prior sanctioned and is a food 
additive when added to animal fe,ed 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. 
87~78t). Therefore. gentian violet is a 
new ~l drug when used for any 

veterinarydTug purpose in food § 356.51(c)(1)(i) and (c)(l)(ii) with the 
animals. following warning found in § 356.64(c) 

Based on the above, the agency of this document: "Do not use this 
concludes that gentian violet is not safe product for more than 7 days unless 
for use, as an oraiantiseptic. Therefore, directed by a dentist or doctor. If sore 
in this tentative final monograph, the mouth symptoms do not improve in 7 
agency is reclassifying gentian violet days, if irritation" pain. or redness 
from Category m to Category n. persists or worsens, or if swelling, rash, 

4. The agency believes that the safety or fever develops, see your dentist or 
data evaluated by the Panel are doctor promptly." (See section IX, 
sufficient to cOnClude that comment 25.) 
cetylpyridiriium chloride, domiphen 9. The agency is proposing 
bromide, and povidone-iodine are safe professional labeling in § 356.80 for the 
for use as OTC oral antiseptics when use of povidone-iodine as a dental 
labeled for short-term use (not to exceed preoperative preparation by health care 
7 days), However, there are insufficient professionals. (See section LK., 
data to demonstrate the effectiveness of comment 27.) 
these ingredients, and they are classified_ 10. The agency has determined that, 
in Category m. (See section I.E., because the final formulation of an oral 
comments 8 and 9; section I.G., antiseptic drug product can affect the 
comments 12 and 13; and section I.I., effectiveness of the active ingredient, 
comments 15 and 16.) final formulation testing of oral health 

5. The agency is proposing the care antiseptic drug products is 
following combinations in§ 356.26 (and necessary. Therefore, the agency is 
labeling for these combinations in ' proposing final formulation testing 
§ 356.66): (1) oral antiseptic and oral procedures be included in this tentative 
anestheticJanalgesic; (2) oral antiseptic final monograph. These testing 
and oral astringent; (3) oral antiseptic procedures are being put forth for 
and oral demulcent; (4) oral antiseptic comment in this document. 
and oral mucosalprotectant; (5) oral The Panel recommended that 
antiseptic, oral anesthetic/analgesic, and evidence be submitted.to verify that 
oral astringent; (6) oral antiseptic, oral each antiseptic ingredient is roleased. 
anesthetic/analgesic. and oral froIIl its vehicle when applied to 
demulcent; and (7) oral antiseptic, oral mucous membranes, but it did not 
anesthetic/analgesic, and oral mucosal include final formulation testing 
protectant. (See section I.L., comment procedures for OTC oral antiseptics in 
29.} its recommended monograph (47 FR 

6. The agency is proposing to revise 22760 at 22890). The agency, however, 
the statement of identity in§ 356.51(a} is aware that the final formulation of an 
of the Panel's recommended monograph oral health care drug product can affect 
(and including the revised statement in the activity of an antiseptic ingredient 
§ 356 .. 64(a) of this tentative final included in that product. Therefore, in 
monograph) as follows: "The labeling of keeping with the final formulation 
the product contains the established testing procedures proposed for first ajd 
name of the drug, if any, and identifies antiseptic drug products (Le., those 
the product as an 'oral antiseptic: or ,an applied to the skin) (56 FR 33644 at 
'antiseptic' (select one of the following: 33673) and those that will be proposed 
'rinse: 'gargle,' or 'rinse and gargle')." for health care antiseptic drug products 
(See section tK., comments 20 and 21,) (e.g., surgical scrubs) in a future issue of 

7, The agency is proposing the the Federal Register, the agency is 
following indication in § 356.64(b) of proposing procedures for testing the 
this tentative final monograph: "First final formulations of oral health care 
aid to help" (select one of the following: antiseptic drug products in this 
"prevent," ("decrease" ("the risk of' or tentative final monograph. TQ.ese testing 
"the chance of')), ("reduce" ("the risk procedures are based upon the in vitro 
of' or "the chance of")), "guard effectiveness testing procedures 
against," or "protect against") (select recommended by the Oral Cavity Panel 
one of the foHowing: "infection" or (47 FR 22760 at 22890 to 22893) and the 
"bacterial contamination") "in" (select first aid antiseptic testing procedures 
any of the following: "minor cuts," proposed by ,the agency in § 333.70 of 
"minor scrapes," or "minor oral the tentative final monograph for OTC 
irritation") (which may be followed by) first aid antiseptic drug products (56 FR 
"caused by" (select any of the following: 33644 at 33613). In general,the 
"dental procedures," "dentures," proposed testing procedures for first aid 
"orthodontic appliances," or antiseptic drug products have been 
"accidental injury"). (See section I.K., modified to account for the different test 
comment 22.) organisms required for testing the 

8. The agency is proposing to replace effectiveness of oral antiseptics. The 
the Panel's recommended warnings ip. agency has also taken into account all 
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• oomments pertaining to the OralCavity 
Panel's recOmmended mvitrote~g 
guidelines. {See section I.M., cOmments 

· 34 and 35.' , 
in the testing procedures included in 

the tentative .final monograph for arc 
rust aid antiseptic drug products, the 
agency proposed in §333.10(b)(2}(i) and 
(b)(2)(ii) a "neutralizednactivation of 
antiseptic test" and a ''neutralizeJreffect 
on bacterial viability test" (55 FR 33644 
at 33678 and 33619j. Differences in 
microbial plate OOWlts greater than 20 
percent hetween test and control 
cultures require that the overnll test 
results he discarded. Based upon new 
information, the agency is concerned , 
tblrt ill 2G-percsnt difference in microbial 
plate counts might 00 too restrictive. 

· There is Ii relatively large inherent 
variation in microbial platecoonts. In 
addition, because the criterion for 
fulfilling the requirements of the overall 
testing procedmes is a' 3-log1o reduction 
in viable organisms (Le., :99.9 percent), 
the agency now questions whether a 1 .. 
loglo (i.e.. 00 percent) difference might 
not be a more reasonable criterion for 
the differenoes in microbial plate counts 
for the neutralizer tests. Although the 

, agency is proposing the 20-percent 
criterion in this tentative final 
monograph for consistency with the 
OTe first ,aid 1illtiseptiC tentative final 
monograph, the agency requests 
comment on this matter, 

In addition, in §333.10(c}(S) of the 
GTe first aid antiseptic tentative final 
monograph, the agency proposed a"test 
organism antiseptic resistance test" in 
which the test organisms' resistance to 
phenol is determined in Qrder to ensure 
that the resistance oleach organism to 
antiseptia has not changed. {56 FR 
33679);-"rhe Oral Cavity Panel 
recommended that a O.2-percent 
chlorhexid:ine gluconate solutiOOl be 
used as a positive control to asSUlia the 
consistent susceptibility of the test 
organisms (41 FR 22760 at 22891). 
However, the agency believes that 
detennining an organism's resistance or 
lack of resistance to phenol or 
chlorbexidinegluoonate \las no bearing 
upon whether or not that organism's 
susceptibility to a particular test 
ingredient has changed. The mechanism 
61' action of the test antiseptic may be 
quite different than that of phenol or 
chlorhexidine gluconate. Because the 
"test organism antiseptic resistance 
test" is designed to dem.onstrate that the 
active ingredient is sti:llactive in the 
specific formulation under t.est,and the 
active ingredient has presumably 
already been shOlh"D to have in vitrocmd 
in vivo~tiseptic activit-jhy 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 posith'EI 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 docum.ent. After 
reviewing any submitted comments or 
data, the agency may revise the testing 
procedures prior to establishing a final 

. monograph. The agency also recownzes 
that the testing procedures may need. to 
be revis.ed periodically as newer 
techniques are developed and proven 
adequate. 
. 1:1.. For an active ingredient to be 

included in an OTe drug final 
monograph, in addition to info:rmaHon 
. demonstrating safety and effectiveness, 
it is necessary to have publicly avrulable 
sufficient chemical information that can 
be used by aU manumctureI'S to 
determine that the ingredient is 
appropriate for use in their products. 
Only some of the oral antiseptic active 
ingredients that the Panel eva.luated are 
standardized and characterized for 
quality and purltyandare included :in 
official[ compendia. Alcohol. 
benzalkonium chloride, benzefuonium 
chloride,benzoic acid, boric acid, 
camphor. camamideperoxide. 
cetylp)'Tidinium chloride, cresol, 
ge,ntian violet. hydrQgen peroxide, 
19i1lne, menthol. methyl salicylate, 
nitromersol, oxyquinoline sullate, 
phenol. povidone-liodine. tolu balsam. 
and thymol are 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 agency believes that it would be 
appropriate for parties interested in 
upgmding nonmonogmph ingredients to 
monograph status to develop with the 
United States Pharmacopoeial 
Convention appropriate standards for 
the quality and purity of any of these 
ingredients that e-re not already 
included in official compendia. Should 
appropriate standards fail to 00 
established, ingredients otherwise 
eligible for monograph status will not be 
included in the final monograph. 

Reference 

(1) ''United States Pha..'"macopeia XXII­
National Formulary XVII," United States 
Pharmacopeia! Convention. Inc., Rockville, 
~,pp.34,146,149,219-220,223.268,605, 

663,703-703,821-822,954,1001,1119, 
1390.1904-'1905,1906,11)21-1922,1947-
1948,1955,1991,1989" 

The agency has examined the 
economic consequences of this 
proposed rulemaldng and has 
detemrined that it does not :require 
either a regulatory impact analysis, as 
specified in Executive Order 12866, or 
a regulatory flexibility anaJysis. as 
defined in the Regulatory Flexibility Ad 
(Pub. L. 96-'354). This rulemaking for 
OTC oral antiseptic drug products !s not 
expected to have an hnpa¢ qn small 
businesses. 

This proposed rule ~oes not :include 
any Category I ingredients. Some 
ingredients are in Category n (not 
generally recognized as safe and 
effective), but most are in Category ill 

. (more data needed to establish safuty 
and effectiveness). If data are not 
submitted to upgrade these ingreruents 
to monograph status. arc prooucts 
containing oral antiseptics will not 
bepernrltted to display antiseptic drug 
claims in labeling. However, most of 
tJlese products could remain in the 
marlcetplace. After xelabeling, many 
products could be marlceted as 
cosmetics; others could be marketed as; 
OTC om} wound cleansing drug 
products.,Aft6Jr reformulation and· 
relabeling. a few products cooid be sold 
as OTC oral anest.heticlanalgesics. ~1 
arc products containing oral 
antiseptics are labeled for use to·:reduce 
or prevent the accumulation of dental 
plague. Unless a safety concern arises. 
such products may remain· on the 
market until the ag8ncy's evaluation of 
anUpiaquean4 antlplaque-relatad 
products is completed. 

The impact of the proposed rule, if 
implemimted. appears to be min1malt. 
Therefore. the agency cOncludes that the 
proposed:rule is not a major rule as 
defined inExecUtlve Order 12866. 
Further, th~ agency certifies that this 
proposed rule, if implemented, ,,,ill not 
have a significant economic impact on 
a substantial number of small entities as 
defined in the Regulatory Flexibility 
Act. 

The agency invited public comment 
in the advance notice of proposed 
rulemaking regarding any impact that 
this rulsmaking would have on OTe 
oraJ antiseptic drug products. No 
comments on economic impacts ,wre 
:received. 

The agency invites public comment 
regarding aJiy substantial or significant 
economic impact that this rulemaldng 
would have on OTCOl'al antiseptic drug 
products. Comments regarding the 
impact oithls rulemaking should be 
accompanied by appropriate 
documentation. The agency will 
evaluate any commentS and suppoE'i:b!g 
data that are received and will reassess 



Federal Register JVolS9, No. 2'11 Wednesday,February 9. 1994 /Proposed Rules 6121 

the eConomic impact of this mlemaking 
In the preamble to the finalmle. 
_ The agency has determined under 21 
CPR 25.24{c}t6) thatthis action is ofa 
type that does not individually or 
CUl.""lIlulatiwely hawe a significant effect on 
the human environment. Therefore, 
neither an environmantalassessmeliht 
nlOr an environmental impact statement 
is requIred. ' 

Interested persons may. on or before 
A:ugust 8, 1994, submit to the Dockets 
Management Branch (address above) 
written comments, objections, or 
requests for oral hBaring before the 
Commissioner on the proposed 
regulation. A request for SA ornlt hearing 
must specify points to be covered Illld 
time requested. Written commenis QU 

the agency's economic impact 
determination may be submitted on or 
before August 8, 1994. T.hJree copies of 
all comments,objoctions,and requests 
are to besuoIilitted,ooclOOpt that 
individuals may submit one copy. 
Comments, objectlons,and reqUests are 
to be identified with the docket number 
found in brackets m the heading of this 
document and may be accompmrled by 
a supporting memorandum or brief. 
Comments, objectioIflS,and:requests may 
be seen in the office abOve betwoon 9 

, a.m. and 4 p.m .. Monday through 
Friday. Anyscbeduled omI he3ringwiU 
be announced in the Federal Register. 

Interested persons. on or before 
February 9, 1995; mayia}Sil> submit in 
writingnewdwmaemorumrntingUw 
safety and effectiveness of those 
conditions not classified IuCategory I. 
Written comments on the new data may 
be submiUedon or before April 10, 
1995. There dates me consistent with 
the time periods specified in the 
agency's final rule :revising the 
procedUll"al regulations for reviewing 
and classifying arc ~ published :In 
the Federal Register of September 29. 
1981 (46 FR 4113.0). 1'bree copies of aU 
data and cmmnehts on the data are tlO be 
submitted. except that mdhriduals may 
submit one copy, mdall data OO\1d 
comments B1"e, to be JidentiJmed with the 
docket number found in brackets in the 
heading of this document. Data and 
comments showd be addressed to the 
Dockets Management Branch. Recmved 
datS!! and comments may also be seen lin 
the office above between 9 a.m. and 4 
p.m., Monday through Friday. 

ill establishing a final! monogrn.ph~ the 
agemcy win ordina.-Uy consider on!y 
data submitted prior to the closing of 
the administmtive record ·on (insed: dare 
14 months after dare of publication in 
the Federal Register). Data submitted 
after, the closing of theadministmtive 

record witlbe reviewed by the agency 
onJly after a final monograph is 
pubUshed in the Federal Register, 
unless the Commissioner finds good 
cause has bOOn shown that warrants 
earlier COI11sideration. 

List of SubjoctS in 21 CFR Pm 356 

Labeling. Over-tblHXllll!lter drugs. 

Therefore, under the Federal Food, 
Drug. and Cosmetic Act and under 
~uthority delegated to thelCommissionar 
of Food omdDrugs, it is proposed that 
21 CFR part 356 fas proposed in ilie 
Federal Register of May 25, 1982 (41 FR 
22160), the Federal~ster of Jomuatry 
21,1988 (53 FR 2436). and the Flllderal 
Register of Septemoor 24,1991 (56 FR 
483(2)) be amended as follows: 

PART 356-0RAL HEAL TIt CARE 
DRUG PRODUCTS FOR OVER-THE~ 
COUNTER HUMANI USE 

1. The a>,;dhorlty citation for 21 CPR 
part 356 continues to read as Janows: 

Authority: Sees. 201, 501, 502,503. 505. ' 
510, 701 ot the Pedanil Food, Drug, and 
Cosmetic Act t21 U.S.Co 321.351.352, 353, 
355, 360, 371}. 

2..Soctlon 356.3 is amended by 
adding new paragraphs (m}and{n} to 
read a,s follows: 

(mlAntiseptic drug. In accordance 
with section 201(0).of the Pedarol)"ooo, 
Drug, and Cosmetic Act !Zl U.S.Co 
321(0)). "Therep:resentatian ala drug. 
in its labeling, as an anti:septic shall be 
considered to be a :rep:resantationthat it 
is a germicide, except in th~ 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 liS involves prolonged 
contact with the body:' ' 

(n) Orai antiseptic. An IllltiseptiC~ 
contmningdrng product appli.ed 
topically to the oral cavity to help 
prevent infection in wounds caused by 
mi.nor ora! iFritatiOJl$,rnts. SlClralpes, or 
injury following minor dental 
procedures. 

3. New § 356.11 isaddoo to subpart B 
to:read as!oUows: , .. 

§ 356.111 Antiseptics. 

Povidone-iodine p.r(nrided to health 
professionals (but not to the geneml 
public). 

4. Section 356.26 is amended by 
adding new paragraphs tl), (j},(Ic). UJ. 
(m},,(n), and (.o) to read as follows: 

§356.26 Permitted co~of actJIve 
ingredjents. .. .. 

(i) Any single oml antiseptic active 
ingredient identified in§ 356.11 may be 
combined. with any single mal 
rulesthetidanalgesic active ingrooient 
identified. in § 356.12. 

m Any single oral OOltiseptiC active 
ingredient identified in § 356.11 may be 
combined with any single oml 
astringent active ingredient identified in 
§356.14~ 

(k) Any single Orslantisepticactive 
ingredient identified in § 356.11 may be 
combined \O\;tl! any single oml' . 
demulcent active ingredientidentilfied ' 
in §3SS.1B. 

(1) Any single oral antiseptic active 
ingredient identified in § 356.11 may be 
combined with any single oral mucosal, 
protectant active ingrediant identified in 
§356 .. 20. 

(m) Any single oral antiseptic active 
ingredient identified in § 356.11 may be 
combined with any single oral 
anesthetictanalgesic active ingredient 
identified. in § 356.12 and any single 
oral! aStringent active ingredient 
identified in § :}56.14. 

(n) Any single oml antisaptkactiv<e 
ingredient identified in § 356.11 may be 
combined with any single oral 

. anesthetic/analgesic activeingoodient 
identified in § 356.12 and any single 
omI demulcent active mgrediem 
identified in §356.18. 

to) Any,singlaoi:ahntiseptic actiw 
ingredient identified in § 356.11 ms, be 
combined with aD}' single omI 
anesthetic/analgesic active ingrndien~ 
identified'in § 356.12 and any single 
oml mucosal protectantactiv8 
ingredient identified in § 356,20. 

5. New § 356.64 is added to subpart C 
to read as fonaws: 

§ 355.64' L~lng of 0I\'aII sntIseptlic ~ 
products. 

(8) Statement of identity. The labeling 
of fue product conUrlns ilie established 
nmne of the' dJrug, if any. and identifies 
ilie product as an "oral antiseptic," OJ' 
an "antiseptic" (select one oftha . 
following: "rinse," "gmgle," m "rinse 
OOld gargle"J. 

(b) Indications. The labeling of the 
product states, u."'u}er the hooding 
"Indications," the foUowing:''First sid 
to help" {se1ectone of the foUoWing: 
"prevent," ("<klcrease" ("the risk of" or 
"the chance of')). {''reduce'' ( .. the risk . 
of' or "tbechance or)); "guard 
against," or "protect against"} (seied: 
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one of the folloWing: "infection" or . 
"bacterial contamination") "in~' (select 
any of the following: "minor cuts," 
"minor scrapes," or "minor oral . 
irritation") (which may be followed by) 
"caused by" (select any of the following: 
"dental procedures." "dentuies~" 
"orthodontic appliances," or 
"accidental injury"). 

(c) Warnings. The labelmg of the 
product contains the follOwing warnings 
under the heading "Warnings": "Do not 
use this product for more than 7 days 
unless directed bya 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." . 

(d) Directions. [Reserved] 

6 .. Section 356.66 is amended by , 
adding new paragraphs (b)(3). (b)(4), 
(b)(5), (b)(6), (b)(7), (b){B), (b)(9), (c)(1), 
(c)(2), (c)(3), and (c)(4) to read as 
follows: 

§ 356.66' labeling of combination drug 
products. ,. .. 

(0)" .. ,. 
(3) For permitted combinations 

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) 
shmild be used~ 

(4) For permitted combinations 
identified in § 356,26{j), In addition to 
any or all of the indications in 
§ 356.M,(b), the following indication for 
ora'lasmngent active ingredients should 
be used: "For temporary relief of 
occasional minor irritation, pain. and 
sore mouth." 

(5) For permitted combinations 
identified in § 356.26(k). In addition to 
any or all of the indications in 
§ 356,64(b). the following indication for 
Oral demulcent active ingredients 
should be used: "For temporary reBefof 
minor discomfort and protection of 
irritated areas in sore mouth." 

(6) For permitted combinations 
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 permitted 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) 
should be used. The following 
indication for oral astringent aCtive 
ingredients should be used~ "For 
temporary relief of occasional minor 
irritation, pain, and sore mouthy 

(8) For permitted combinations 
identified in § 356.26(n). 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. The following 
indication for oral demulcent active 
ingredients shoUld be used: "For 
temporary relief of minor discomfort 
and protection of irritated 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 
§ 356,60(b)(1). (b)(2), and (b)(3) should . 
be used. 

(c)" ., .. 
(1) For permitted combinations 

identified in § 356.26(ij. In addition to 
the warnhlgs in § 356.64(c). the 
warnings in § 356.52(c)(2). (c)(3), and 
(c)(4), if applicable. should be used. 

(2) For permitted combinations 
identified in § 356.26(j), The warnings 
in § 356.s4(c) should be used. 

(3) For permitted combinations 
identified in § 356.26(k). The warnings 
in § 356.64{c) should be used. 

(4) For permitted combinations 
identified 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 amended by 
addlng n.ew paragraph (d) to read as 
follows: . 

§ 356.00 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 "antiseptic" (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 oral mucosa prior to 
injection. dental surgery, or tooth 
extraction ... 

(3) Directions. The labeling of the 
product contains the following 
iriformation under the heading 
"Directions:" For products containing 
povidone-iodine 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 thatit 

contains adequate directions to dilute 
the product to a 0,5 perceIitaqueous 
solution. "Apply 10 to 20 milliliters of 
solution to the operative site, Instruct 
the patient to rinse for 30 seconds and 
then spit out. Wait 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 a 
blunt, angulated needle, irrigate the 
operative site and the surrounding 
gingival mucosa for 1 minute with 10 to 
20 milliliters of the solution. InsL-uct 
the patient to spit out the solution after 
the irrigationprocedUI'j3," 

8, New subpart D consisting of 
§ 356.90 is added to read as follows: 

Subpart D-Flnal Formulation Testing 
Procedures 

§ 356.90 Testlng of oral antiseptic drug 
products. 

An oral antiseptic drug product in a 
fonn 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 tA TCC No. 18804) 
cultures (available from American Type 
Culture Collection (ATCC), 12301 
Parklawn Dr" Rockville,'MD 20852) by 
3 10glO within 10 minutes at 37°C in the 
presence of 10 percent serum in vitro. -
Oral antiseptic drug products must meet 
the specified requirements when tested 
in accordance with the following 
procedures unless a modificatfon is 
approved as specified in paragraph (e) 
of this section. 

(a) Laboratory facilities. equipment, 
and serum reagent-(lj Laboratory 
facilities. To preventthe contamination 
of test microorganism cultures with 
extraneous mieroorgimisms, perform the 
test using aseptic techniques in an area 
as free from contaminatiQn as possible. 
Because test cultures of microorganisms 
may be adversely affected by exposure 
to ultraviolet light or chemicals in 
aerosols, do not teSt under direct 
exposure to ultraviolet light or in areas 
under aerosol treatment. Do 
environmental tests to assess the 
suitability of the testing environment 
frequently enough to assure the validity 
of test results. " 

(2) Eqi1ipme~t;tJSe 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 
transferring the test organisms :in a hot 
air oven at 200 to 220 "C for 2 h01llS., 

. Use volumetric flasks, pipets, or 
acCW'ately calibrated diluting devices 
when diluting standard andsrunple 
solutions. Useplastlc or glass Petri 
dishes having dimensions of 20 X 1010 
millimeters. Use covel'S of suitable 
materialo 

(3) Serum Reagent-Use inactivated 
fetal bovine serum witho1lJ1t added 
preservatives and/or ;mllinfective 
products. 

(b) Culture media and d1Jufting 
fiwds-{l) Culture media. Use Brain 
Heart Infusion Medium flOr culture 
medilll and diluting fluids. Prnpare ilie 
medium <ll.S follows: . 

(iv) Medium D. Same as diluting fluid 
2, exceptJor the additicn of 15 grruns of 
agar per liter. .. 

(2) Diluting fluid~i) Diluting fluid 
1. Diluting medium fer n6utrallirlng 
quaternary runmoruum and phe.nolic 
antiseptic ingredients. Same as Medium 
A, except for the addition IOf 5 grruns of 
lecithin and 40 milliliters of polysorbate 
20 Poer liter. 

bi) Dilutingfluid 2. Diluting medium 
for neutralizing iodophor antiseptic 
ingredients. Same as Medium A, except 
for the addition cf 5 grams of sodium 
thiosulfate per liter. . 

(3) Neutralizers. 'When neutli'alizerg. 
m'6 added to culture media and wluting 
fluid, perform the following tests. 

(i) Neutrolizer ini1ctivatiD~of 
antiseptic test. Assay the neutran~r 
efficacy for the test antiseptic as foHows: 

Brain Heart h.f!JSioo Medium Prewann the test antiseptic, culture . 
medium, test culture. and serum to 3:7 

Ca.1f 8rain!, "e by incubating appropriate volumes of 
infusion aU solutions in a water bath at 31°C fer 
from 200 gmrM ·5 minutes. Mix 0.8 milliliter of 

Beef Heart, 1 . 'IIi" Infusion antiseptic (for contro s usa 0.8 ml uter 
from 250 grams of sterile water) with 9.0 milliliters of 

Peptone 10 grams culture medium containing an 
Sodium ciOO- appropriate antiseptic neutralizer 
. ride 5 gmms fonowed by the addition of 0.2 milliliter 
Disodlum of the testcultur8 in 50 percent se.t?Um. 

phosphate 2.5 grams Incubate the IIlixture of cells, serum, 
Dextrose .2 grams - antiseptic, and neutralizel'at 3'1 "C for 
Water, ODS- 10 minutes. Remove aliquots, dilute. 
_tl_·I!..:.edI.:.-___ ~--q.:...-$..-t-o-1.:..,O-0-O-m-I-!ii-m-e-rs and assay for smviving bacteria by the 

Mix thoroughly. Heat with frequent 
agitation and boil for 1 minute. Sterilize 
by autoclaving at 121°C for 15 minutes. 
In lieu Qf preparing the mema from the 
individual ingredients, the mema may 
be 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 grQwth-promoting, 
buffering, and oxygen tensiOD­
controlling properties equal to or better 
than mema prepared from individual 
ingredients. Adjust the pH Df each 
memum with 1 Nonnal hydrochloric 
acid Dr sodium hydroxide before 
sterilization, ifnecessary. so that the 
~edium win have Ii final pH Df 7'.4 after 
sterilization. 

(i] Medium A· (without neutralizers). 
Use Brain Heart Infusion medium 
corresponding to that described in 
paragraph (b}(1) ofthis section. 

(ii) MediumB. Brain Hearl: Infusion 
agar medium. Same as MediUmA. 
except fDl' the additionaf 15 grams of 
~ar per liter. . .... . " . 
~ii) Medium C. Same, as dilutingflu!d 

'cept for the addition of 15 grams of 
~rlitel'. 

plate-count assay method using diluting 
and plating mewa containing 
approprtate neutralizers, if required. 
Results obtained showing differences 
greater than 20 percent between test and 
control cultures indicate that the 
neutralizer used to inactivate the test 
antiseptic is ineffective. Reject results 
obtained from tests employing 
ineffective neutralization procedures. 

(li) Neutralizer effect IOn bacteria 
viability test. Test the effect of . 
neutralizel's used to inactivate antiseptic 
active ingredients on cell viability by 
diluting aliquots of each test organism 
culture in Medium A (without 
neutralizer), specified in paragraph 
(bl(l)(i)-ofthis section, and in the 
appropriate diluting fluid (neutralizing 
medium), specified in paragraph (b)(2) 
of this section. Determine the numbsr of 
bacteria 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 effects on cell . 
viability by comparing the relative 
number of miCroorgariisms.growingon 
Medium B. specified in Paragraph 
(b)(l}(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 thal.a! the 
concentration utilized, the antiseptic . 
neutralizer alters the determination of 
viable cells in the test cultW'es. Reject 
results obtained from tests in which ilie 
neutralizer employed altern the. . 
determination of viable cell numbers. 

(e) Test or,ganisms-{lj UsecuHures 
of ilie follOwing microorganisms: 

(i) Streptococclls mutona (ATCC No. 
25175). 

(if) Actinomyces viscosus (ATa:: No. 
19246). . 

(m) Candida albicOllS (ATCC No. 
188(4). 

(2) Preparotion a/sllspension. 
Maintain stock cultu.res on Memmn B 
agar slants by monthly transfers. 
Alt;;rrnatively. cultures may be 
lyophilized and stored at -70CC. 
Incubate new stock transfers··2 days at 
31 "Cj thell store at2 to 5°C. Incubate 
Streptococcus mutans and Actinomyces 
viSCOSIlS anaerobically. Incubate 
Candida albicans aerobically. From 
stock culture, inoculate tubes of 
Medium A and make at least 4 but less 
ilian 30 consecutive daily mmsfel'S in 
Medium A, incubating at Sl°C, before 
using ilieculture for testing. Use III 118-
to Hi-hour culture of StreptocoCClls 
ml1tans and Candida al'bicans and a 32- . 
to 30-hour culture of Actinomyces 
viSCOSllS gl'ovllnm Medium A at 31 "C 
for the test. 

[3) Determination of cell fm.moe!' in 
broth cultures. Prepare serial 1:10 
dilutions of each culture in Medium A 
and determine the number of cells pel' 
milliliter of cultwe 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 QC (if 
neutralizers are required, use the 
corresponding agar growth medimn 
with the appropriate neutralizer), lIrfix 
the sample with the agar by tilting and 
rotating the plate and allow the contents 
to solidify at room temperatW'6. Invert 
the Petri plates and incubate at 31°C for 
4shours. Following incubation, count 
the number of developing colonies. Use 
Petri plates contailling between 30 and 
300 colonies in caltulating thenumbeF 
of bacteria per millilitel' of original 
culture. 

(5) Test organism antisepti.cresistance 
test. To ensure that CUltiseptic resistance 
properties of each organism have not 
changed substantially. det~ix:l~ 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 
organisms are satisfactory if the number 
of organisms per milliliter are reduced 
by 310glO within 10 minutes at 37°C 
in the presence of 10 percent serum. 

Cd) Test procedures-ell Method 1-
(i) Method validation. This test is valid 
only for those antiseptics that are water 
soluble and/or miscible and that can be 
neutralized by one of the subculture 
media specified in paragraphs (bJ(2)(i) 
and (b)(2)(ii) ofthls section or that can 
be overcome by dilution. 

(il) Bactericidal assay procedure. 
Prewarm all test solutions by incubating 
appropriate volumes at 37 DC in a \Vater 
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 proouct at its 
recommended use concenL-ation into a 
medication tube and mix well. Incubate 
at 37 "C for 10 minutes. Remove 

triplicate i-milliliter sample aliquots 
and dilute in Medium A containing 
appropnateneutralizers. 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 solutions by incubating 
appropriate volumes at 37 °C in a water 
bath for 5 minutes. P~pet 1.0 milliliter 
of serum, 1.0 milliliter of appropriate 

. bacterial test cu.lture. and 8.0 milliliters 
of the test antiseptic product at its 
recommended use concentration into a 
medication tube and mix well. Pipet 1.0 
milliliter aliquots of this test mixture 
into triplicate medication tubes 
containing 100 milliliters of Medium A 
without neutralizers and mix well. 

. Incubate at 37°C for 48 hours and 
detennine the number of organisms per 
milliliter of culture by the plate-count. 
method. 

(2) (Reserved) 

(e) Test modifications. 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 microbiology 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 disclosure rules in 

, part 20 of this chapter. 

Dated: December 10, 1993 . 

Michael It. Taylor, 
Deputy Commissioner for Policy. 
IFR Doc. 94-2262 Filed 2-'-8-94; 8:45 am) 
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