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ACTION: Notice of proposed rulemaking.

SUMMARY: The Food and Drug
Administration (FDA} is issuing a notice
of proposed rulemaking in the form of
an amended tentative final monograph
that would establish conditions under
which over-the-counter (OTC) topical
health-care antiseptic drug products are
generally recognized as safe and
effective and not misbranded. FDA is
issuing this notlce of proposed
rulemaking to amend the previous
notice of proposed rulemaking on
topical antimicroblal drug products (soe
the Federal Register of January 8, 1978,
43 FR 1210) after considering the public
commaents on that notice and other
information in the administrative record
for this rulemaking, FDA is also ’
requesting data and information
concerning the safely and effectiveness
of topical antimicrobials for use as hand
sanitizers or divs. This proposal is part
of the ongoing review of OTC drug
products conducted by FDA,

DATES: Written comments, objections, or
requests for an oral hearing on the
proposed regulation before the
Commissioner of Food and Drugs by
December 14, 1894. Because of the
length and complexity of this propased
regulation, the agency is allowing a
period of 180 days for comments and
objections instead of the normal 60
days. New data by June 19, 1995.
Comments on the new data by August
17, 1995. Written comments on the
agency’s economic impact
determination by December 14, 1994,
ADDRESSES: Written comments,
objections, new data, or requests for an
oral hearing to the Dockets Management
Branch (HFA~305), Food and Drug
Administration, rm. 1~23, 12420
Parklawn Dr., Rockville, MD 20857.
FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drug
Evaluation and Research (HFD-810),
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857,
301-594~5000.

SUPPLEMENTARY INFORMATION: In the
Federal Register of September 13, 1974
(38 FR33103), FDA published; under
§330.10(a)(6) (21 CFR 330.10(a)(6}), an
advance notice of proposed rulemaking .
to establish a monograph for OTC
topical antimicrobial drug products,
together with the recommendations of
the Advisory Review Panel on OTC:
Topical Antimicrobial I Drug Products -
{Antimicrobial I Panel), which was the
advisory review panel responsible for
ovaluating data on the active ingredients
in this drug class, Interested persons
were invited to submit comments by
November 12, 1974, Regly comments in

wagrernman dry 1y
response to comments fled in the inftial

comment period could be submitted by
Dacember 12, 1974. In response to
numerous requests, the agency issued a
notice in the Federal Register of ‘
October 17, 1974 (39 FR 37066) granting.
an extension of the deadline for
comments until December 12, 1974, and
for reply coriments unti! january 13,
16875,

in the Federal Register of January 8,
1978 (43 FR 1210), FDA published,
under § 330,10{a)(7), a notice of
proposed rulemaking to establisha -
monograph for OTC topicol
antimicrobial drug products, hased on
the recommendations of the
Antimicrobial | Panal and the agency's
response to comments submitled
following publication of the advance
notice o J:rop‘nsed rulemaking.
Interesied porsdns were invited to
submit objectians or requests for vral
hearing by Febguary 8, 1978, In response
to numerous requests to extend the time
period for submitting objections or
requests for oral hearing, the agency
issued a notice in the Federal Register
of February 3, 1978 (43 FR 4637) . .
granting an extensfon of the deadline to

‘March 8, 1678, During this time period, - 8 ]
- Register on May 21, 1982 (47 FR 22324),

the agency received 6 petitions that
requested reopening the administrative
record and 11 requests for an oral
hearing, In a notice published in the
Federal Register of March 9, 1979 (44
FR 13041}, the agenc?‘; deferred action
on the requests for a hearing, but
granted the petitions to reopen the.
record to allow interested persons to .
submit comments and any new or
additiona! data by June 7, 1979, and
reply comments by July 8, 1978, FDA
also stated its intent to publish an
updated (amended) tentative final

" monograph based on the review and

evaluation of new submissions and a
reevaluation of existing data.

{n a notice p,ubli‘sheg in the Federal
Register of October 26, 1979 (44 FR
61609), the agency again reopened the
administrative record for the submission
of new data by March 26, 1980, and for

™80
- 01

cominonts on the new data by May 27,
1980, This action was taken to permit
manufactarers to submit the results of
testing to FDA as expeditiously as
possible prior to establishment of a final

- monograph,

Subsequent to the June 7, 1979,
closing date for the eubmission of new
data, and prior to the October 26, 1979,
reopening of the administrative record,
data and information were submitted to

' FDA. In a notice published in the

Federal Register of March 21, 1980 {45
FR 18398}, the agency advised that {t

" hed reopened the administrative'record

for OTC topical antimicrobial drug
products to allow for consideration of
data and information thet had been filed
in the Dockets Management Branch after
the date the administrative record on

the tentative final monograph had

.officially cloged on March 6, 1978, The

agency concluded that any new data
and information filed prior to March 21,
1930, should be available to the agency
in developing a proposed regulation in

~ the form of a tentative final monograph.

In a notice published in the Federal
Register on January 5, 1982 (47 FR 438),
the agency advised that it had again
ened the administratsve record for

topical antimicrubial drug
products io allow for considoration of
the recommendations of the Advisory
raview Pane! on OTC Miscellaneous
‘ixternal Drug Products (Miscellaneous
External Panel) on mercury-containing
dmg produrts. Interested persons “vere
invited 12 +.  ~it comments by April 5,
1982, and rej., comments by May §,
1982, FDA stated that the proceeding to
develop & monograph for mercura
containing drug products would
merged with the general proceeding to
establish a monograph for OTC topical
antimicrobial druﬁ %mducts,

In a notice published in the Federal

the agency ac'vised that it had again
reopened’the administrative record for
OTC topical antimicrobial drug

_ products to allow for consideration of

the recommendations of the
Miscellaneous External Panel on alcohol
.drug produets, Interested persons were
invited to submit comments by August
19, 16882, ang! reply comments Ly
September 20, 1982. The notice stated
that the proceeding to develop e
monograph for alcohol drug products
would be merged with the general
procesding to establish a monograph for
OTC topical antimicrobial drug
products.

_ In the Federal Register of September
7. 1982 (47 FR 39406), FDA issued a
notice to reopen the administrative
record for OTC topical antimicrobial

drug products to allow for consideration

s
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of the Miscel’uneous External Penel’s
recommendations on topical
anlimiurotsial drug products used for the
treatment of diaper rash. The agency
discussed topical antimicrobial active
ingredients for this use in the Federal
Register of June 20, 1990 (55 FR 25246).

In accordance with § 330.10(a){10)}.
the data and information considered by
the Panels were put on public display
in the Dockets Management Branch -
(address abave), after deletion of a small
amount of trade secret information. In
response to the previous tentative final
monograph and the advance notice of
proposed rulemaking for mercury-’
containing drug products and the
advance notice cof proposed rulemaking
for alcohol drug products, 4 drug
manufacturers’ associations, 44 drug
manufacturers, 1 medical device
manufacturer, 1 drug distributor, 2
medical schools, 2 research laboratories,
1 law firm, and 1 consulting firm
submitted comments, Copies of the
comments received are also on public
display in the Dockets Management
Branch.

The advance notice of proposed
rulemaking, which was published in the
Federal Register of September 13, 1874
{39 FR 33103), was designated asa
“proposed monograph” in orderto
conform to terminology used in the OTC
drug review regulations (§ 330.10).
Similarly, the notice of proposed
rulemaking, which was published in the
Federal Register of January 6, 1978 (43
FR 1210), was designated as a “ten*ative
final monogra¥h." The presunt
document is also designated as a
“tentative final monograph.” The legal
status of each tentative final monograph,
however, is that of a proposed rule. The
present document is a reproposal
regarding health-care antiseptic drug
products,

This antimicrobial rulemaking is
broad in scope, encompassing products
that may contain the same active
ingredients, vut are labeled and
marketed for different intended uses.
For example, one group of products is
primarily used by consumers for “first
aid" and includes skin antiseptics, skin
wound cleansers, and skin wound
protectants. Another group of products,
antiseptic handwashes, are used by
consumers on a more frequent, even
daily, basis and includes products for
personal use in the home, such as when
caring for invalids and during family
illness. A third group of products is -
generally intended for use by health
professionals and includés health-care
personnel handwashes, patient
preoperative skin preparations, and
surgical hand scrubs.

‘separate tentative fina
.these products in the Federal

In order to oxpedite the completion of
the first aid section of the antimicrobial
monograph, the agenc{ published a

monograph for
ister
of July 22, 1991 (56 FR 33644). The.non-
first-aid uses of topical antimicrobials,

" now identified as “*health-care

antiseptics," are addressed in this
document. Although the amended-
tentative final monographs for first-aid
antiseptics and health-care antisaptics
are being published separately, both
categories will eventually be included
under part 333 {21 CFR part 333),

The agency also has decided that orc:

topical antimicrobial and topical -
antibiotic drug products should be
included within the same monograph.
Althouﬁl an advance notice of proposed
rulemaking to establish a monoggaph for
OTC topical antibiotic drug products
was published under part 342 {21 CFR
part 342) on April1, 1977 (42 FR -

- 17642}, the final moncgraph for those

products was-issued on December 11,
1987 (52 FR 47312) as a new subpart of
the OTC topical antimicrobial
monograph, part 333, subpart B

“Topical First Aid Antibiotic Drug

Products. Subpart A will cover first aid -
antiseptic drug Fmducts; subpart C will
cover antifungal drug products; subpart
D covers acne drug products; and new
subpart E will cover health-care
antiseptic drug products.

In‘this tentative final monograph
{proposed rule} to establish subpart E of

“part 333, FDA states {ts position on the

establishment of a monograph for OTC
health-care a;\t!qedptic drug products,
This document addresses only those
comments and datd concerning the
previous antimhicrobial tentative final
monograph that are related to “non-first
aid uses,” including products for
personal use in the home and products
used by health-care professionals,

This proposal constitutes FDA's
reevaluation of the January 6, 1978
tentative final monograph based on the
comments received and the agency's
‘independent evaluation of the
Miscellaneous External Panel's reports -
on OTC alcohol and mercury-containing
drug products and the comments
received. The following sections of the
January 6, 1978 tentative final
monograph for topical antimicrobial
drug products are being addressed in
this document: §§ 333.1,' 333.3, 333.30,
333.50, 333.85, 333.87, 333.97, and
333.99. The following sections of the
advance notice of proposed rulemaking
for alcohol drug products are being
addressed in this document: §§ 333.55
and 333.98. Modifications huve been
made for clarity and regulatory accuracy
and to reflect new information. Such

——

new information has bean placed on file
ia the Dock:-ts Managemeat Branch
{address above). These modifications are
reflected in the following summary of
the comments and FDA'’s resp.ases to

. them:. (Sea section L)

The OTC drug procedural regulations
{21 CFR 380.10?%@ thatr:xgay testing
necessary to resolve the safety or
effectiveness issues that formerly
resulted in a Category 11l classification,
and submission to FDA of the results of
that tesiing or any other data, must be

- done during the OTC drug rulemaking

rocess:before the establishment of a
final ‘mqnqgragh. Accordingly, FDA
does not use the terms “Category 1"
(generally recognized as safe and
effective and not misbranded),
“Category 11" (not generally recognized
as safe und effective or misbranded),
and “'Categoty 11" (available data are
insufficient to classify as safe and
efféctive, and further testing is re?uired)
at the final monograph stage. In place of

~ Category 1, the term *monograph

conditions” is used; in place of

" Categorjes 11 and 1I1, the term
. “nonmonograph conditions” is used.

This dogument retains the concepts of
Categories 1, I1, and IH at the tentative
final monograph stage.

The sgency advises that the
conditions under which the drug

" products that are subject to this

monograph would be generally
recognized as safe and effective and not

. misbrarided {(monograph conditions)
" will be sffective 12 months after the

date of publication of the final
monogr%;‘:h in the Federal Register. On
or after that date, no OTC drug product
that is subject to the monograph and
that contains a nonmonograph
conditian, i.e., & condition that would
cause the drug to be not generslly
recognized as safe and effective or to be
misbranded, may be initially introduced

_ or initially delivered for introduction

into interstate commerce unless it is the

. subject of an approved application or

abbrevisted application (hereinafter
called application), Further, any OTC
.drug preduct subject to-this monograph
that is repackaged or relabeled after tga
effective date of the monograph must be’
in compliance with the monograph
regardless of the date the product was
initfally introduced or initially

_delivered for introduction into interstate

commerce. Manufacturers are

encouraged to comply voluntarily with

gxe monograph at the earliest possible
ate.

In the advance notice of proposed
rulemaking for OTC topicar
aniimicrobial drug products (39 FR
33103), the agency suggested that the
‘conditions included in the monograph
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(Category 1) be effective 30 days after the
date of publication of the final
monograph in the Federal Register and
that the conditions excluded from the
monograph (Category 11) be eliminated
from OTC drug products effective 6
months after the date of publication of
the final monograph, regardless of
whether further testing was undertaken
to justify their future use. Experience
has shown that relabeling of products
covered by the monograph is necessary
in order for manufacturers to comply
with the monograph. New labels
containing the monograph labeling have
to be written, ordereg. received, and
incorporated into the manufacturing
process. The agency hds determined that
it is impractical to expect new labeling
to be in effect 30 days after the date of
publication of the final monograph.
Experience has shown also that if the
deadline for relabeling is too short, the
agency is burdened with extension
requests and related paperwork.

In addition, some products will have
to be reformulated to comply with the
monograph. Reformulation often
involves the need to do stability testing
on the new product. An accelerated
aging process may be used to test a new
formulation; however, if the stability
testing is not successful, and if further
reformulation is required, there could be
a further delay in having a new product
availuble for manufacture. The agency
wishes to establish a reasonable period
of time for relabeling and reformulation
in order to avoid an unnecessary =~
disruption of the marketplace that could
not only result in economic loss, but
also interfere with consumers’ access to
safe and effective drug products.
Therefore, the agency is proposing that
the final monogrt:iph be effective 12 -
months after the date of its publication
in the Federal Register. The agency
believes that within 12 months after the
date of publication most manufacturers
can order new labeling and reformulate
their products and have them in
compliance in the marketplace, If the
agency determines that any labeling for
a condition included in the final
monograph should be implemented
sooner than the 12-month.effective date,
a shorter deadline may be established.
Similarly, if a safety problem is
:-lentified for a particular
nommonograph condition, a shorter
deadline may be set for removal of that
condition from OTC drug products.

All "OTC Volumes™ cited throughout
this document refer to the submissions
made by interested persons pursuant to
the call-for-data notice published in the
Federal Register of january 7, 1972 (37
FR 235) or to additional information
that has come to the agency's aftention

OTC drug ‘mono%mphs are interpretive,

“preamble to the tentative final

' 31260). FDA reaffirms the conclusions .

- is no longer necessary to assign a CFR

since publication of the advance notice
of proposed rulemaking, The vélumes
are on public display in the Dockets
Management Branch: (address above).

L. The Agency’s Tentative Conclusions

on the Comments and Reply Comments

A. General Comments ’
1, Two comments contended that

sricritd LRSS 5L

as opposed to substantive, regulations.
One comment referred to statements on

_this issue subinitted earlier to other OTC

drug rulemakin, (Froqeedings.

The agency addressed this issue in -
parag‘m?hs 85 through 91 of the
preamble to the procedures for
classification of OTC drug products,
published in the Federal Register of
May 11, 1972 (37 FR 9464 at 9471 to

9472}, and in paragraph 3 of the

monograph for OTC antacid drug
products, published in the Federal
Register of November 12, 1973 {38 FR

stated in those documents. Court .
decisions have confirmed the agency's ™
authority to issue substantive
regulations by rulemaking. (Ses, e.g.,
National Nutritional Foods Association
v. Weinberger, 512 F.2d 688, 698 to 698
{2d Cir. 1975} and National Asseciation
of Pharmaceutical Manufacturers v.
FDA, 487 F. Supp. 412 (S.D.N.Y. 1980),
affd, 837 F.2d 887 {2d Cir. 1981}.)

2. One comment pointed out that
under “Subpart B—Active Ingredients"
of the tentative final monograph, no
CFR part number was assigned to the
category “'skin antiseptic.” Howaever,
part numbers were assigned to other
categories without any Category |
ingredients, with the term “reserved” in
parentheses. The comment requested
that this omission be corrected in the
amended tentative final monograph.

The omission pointed out by the ,
comment was an oversight. Howsver, it

part number to the category “skin
antiseptic,” because skin antiseptics -
have been included in broader
categories identified as first aid
antiseptics in the-amended tentative -
final monograph for first aid antiseptics
{56 FR 33644) and as health-care ;
antiseptics in this tentative final
monograph. {See section L.B., comment
3.) All Category I first aid antiseptic and-
health-care antiseptic active ingredients
have been listed in the amended ~ |
tentative final monograph undar subpart
A and subpart E, respectively.

B. General Comments on Antimicrobials

3. A number of comments objected to
the Panel's recommendation for separate

statements of identity in the labeling of

products containing the same -

_antimicrobial active ingredient. As an

example, several comments noted that

povidone-fodine has several

gqussipnql uses {health-care personnel
\andwash, skin antiseptic, and surgical
hand scrub) and marketing a product in

conformance with two-or more product

categorigs becomes difficult because

 thero are different labeling requirements

for each:drug product category. Some
comments requested FDA to combine
the drug product category designations
or to add a new multipurpose product

category that allows the combining of

labeling indications now included in

- several product categories. One

comment specifically recommended

_that the ,”fa?qncy consider changing

product class designations and/or

. adding a new product class “Multi

Purpose Skin Prep™ or “*Skin Prep,”
with the indications for use including
those listed under § 333.85 (health-care -

- personnel hand-wash), § 333.87 (patient

precpaerative skin preparation), § 333.90

. (skin antiseptic), and § 333.97 (surgical

hand scrub),
Another comment stated that the
word “'skin” was superfluous because

-allOTC antiseptics are intended only
-for use on the skin; still another
-commerit contended that the statement

of identity “antiseptic” is preferable to
*skin antiseptic" bacause these
products are used on cuts, scratches,
and mucous membranes as well as skin.
"In response to the advance notice of
proposed rulemaking and reopening of

- the administrative record for alcohol
gmg products for topical antimicrobial
T g

use published in the Federal

‘Register of May 21, 1982 (47 FR 22324),
‘one comment objected to the statement
.of identity in proposed § 333.98(a)

which read, “alcohol for topical
antimicrobial use,” {47 FR 22324 at
22332}, The comment stated that this

‘term would be confusing to the
- consumer and suggested the term

“antiseptic for the skin.”

-~ The agency agrees that OTC topical

antimicrobidl drug products need not
have multiple statements of identity. In

' -reviéwing the stalements of identity

recommended by the Antimicrobial I
Panel {39 FR 33103), i.e., health-care

-personnel handwash, patient

preoperative skin preparation, skin
antiseptic, surgical hand scrub, and the
‘statement of identity recommended by
the Miscsllaneous External Panel (47 FR
22324}, {.e., alcohol for topical
antimicrobial use, the agency has
determined that the general term
“antiseptic” broadly describes all
proposed product categories and reflects
the hasic intended uses of these

VorDate 22-MAY-94  10:40 Jun 18, 1004 Jxt 150257 PO 00000 Frm 00004, Frt 4701 Shmt 4702 ENFRIEMPITINEPTE  phrmGt




Federal Register / Vol. 59, No. 116 / Friday, June 17, 1994 / Proposed Rules

31405

products. The agency believes that the
statement of identity of “multiple
purpose skin prep” or “skin prep”
recommended by one comment would
not as clearly and succinctly describe
the use of these products as the
statement of identity “antiseptic.” As
discussed in section 1.B., comment 5,
the agency is also proposing an
additional term “antiseptic. handwash”
as a statement of identity to describe
products for home use,

As discussed in the first aid antiseptic
segment of this rulemaking (56 FR
33644 at 33647), the tertn “skin" has
been deleted from the previously
proposed statement of identity *‘skin
antiseptic.” Although several comments
felt that the word “‘skin™ was .
superfluous, the agency has no objection
to the statement “antiseptic for the
skin" or “skin antiseptic” appearing
elsewhere in the labeling of these
products as additional information to
the consumer or health-care
professional, provided it does not
appear in any portion of the labeling
required by the monograph and does not
detract from such required information.
(See section LI, comment 19.)

As stated in the first aid antiseptic
segment of this rulemaking (56 FR
33844 at 336847), the agancy believes
that the term “antiseptic” is readily
understond by consumers. The agency
also finds this to be true for health
professionals. The agency is therefore
proposing the term ‘‘antiseptic” as the
general statement of identity for all OTC
topical antimicrobial ingredients
included in this tentative final
monuvgraph. Further, FDA is also
proposing that manufacturers may have
an option to provide an alternate
statement of identity describing only the
specific intended use(s) of the product.
Specifically, the agenc(:jy is proposing
that the statament of identity for
antiseptic drug products in § 333.450(a)
read as follows: “The labsling of a
single-use product contains the
established name of the drug, if any, and
identifies the product as an ‘antiseptic’
and/or with the appropriate statement of
identity described in §§ 333:455(a),
333.460(a), or 333.465(a). The labeling
of a multiple-use product contains the
established name of the drug, if any, and
may use the single statement of identity
‘antiseptic’ and/or the appropriate
statements of identity described in
§§ 333.455(a), 333.460(a), and
333.465(a). When ‘antiseptic’ is used as
the only statement of identity on a
single-use or a multiple-use product, the
intended use(s), such as patient
precperative skin preparation, is to be
included under the indications. For
multiple-use products, a statement of
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the intended usa should also precede
the specific directions for each use.”
The agency believes that the proposed

labeling for these multiple-use products '

is flexible and provides manufacturers
with a number of options. However; the
agency rucognizes that some (
manufacturers may wish to label their
antiseptic drug products with all of the
allowable indications for a particular

active ingreédient and that this may give

rise to difficulties in incorporating all of
the information on a product’s various
uses in the limited spdce on an OTC
label. The agency wishes to point out -
that some pwortions of the proposed
indications are optional, i.e., the
examples included in both the
antiseptic and health-care personnel -
handwash indizations, and need not be"
incorporated in the labeling at all, In
addition, manafacturers are free to
design ways of incorporating all the
information on the various uses of their
drug product through the use of fla
labe!ls, redesigned packages, or package
inserts, ’ )

The agency is providing several .
examples of labeling for an antiseptic
product containing povidone-iodine
when labeled as a single-use orasa - -
multiple-use product, as follows:

1. \ﬁhen labeled as a singleuse
product, i.e., patient preoperative skin
preparation.

a. Established name: povidone-iodine.
_ b, Statement of identity {any of these
is acceptable): .

(1) “antiseptic™;

{2} “patiant preoperative skin
preparation®’;

(3) *“antiseptic/patient preoperative
skin Ipma aration.” )

c. Indications:

- (1) When only “antiseptic” is used in
the statement of identity:

“Patient preoperative skin
preparation: .

elps to reduce bacteria that
potentially can dause skin infection.”

{2) When patient preoperative skin
preparation is used as or included as -
part of the statement of identity: *Halps
to reduce bacteriathat potentially can
cause skin infection.”

d. Directions! (Insert directions in
§ 333;460&1).{)e -

2. When labeled as a multiple~use .
product, i.e., patient preoperative skin
preparation, antiseptic handwash or -
health-care personnel handwash, and
surgical hand scrub, .

a. Established name: povidone-iodine.

b. Statement of identity (any of these
is acceptable);

(1) “antiseptic™;

{2} "*patient preoperative skin
reparation, antiseptic handwash or
aaith-care personnel handwash, and

surgical hand scrub”;

- serubbing devices su
- sponges.that are impre
-approyved antimicrobial ingredients be

(3] “antiseptic/patient preoperative
skin preparation, antiseptic handwash
oz heglth-care personnel bandwash, and
surgical hand scrub.”

- ¢ Indications: Jrrespective of which

- statement of identity i$ used, the

following is required: “Patient

.preoperative skin preparation: Helps to

reduce bacteria that potentially can

. cause skin infection. Antiseptic

handwash: For handwashing to reduce
bacteria on the skin {which may be
followed by one or more of the

" following:after changing diapers, after

assisting ill persons, or before contact

. with a person under medical care or
- treatment}. Health-care personnel

handwash: Handwask to help reduce
bacteria that potentially can cause
diseage or For handwashing to reduce

- bacteria on the skin (which may be

followed by one or more of the
following: after changing diapers, after
assisting il persons, or before contact
with a person under medical care or

tregtment]), Surgical hand scrub:
" Significantly reduces the number of
" micro-organisms on the hands and
- forcarms prior to surgery or patient
y Ca (1]

m‘
" d. Directions: The following is
required: Patient preoperative skin

. preparation: (Insert directions in

§ 333.460(d).} Autiseptic handwash or
Lealth-care personnel handwash: {Insert
divections in § 333.455(c).) Surgical

-handscrubs; (Insert directions in
* §333.465(c).)

quaested that

as brushes or
ated with

4. One comment

included in the monograph. Another
comment requested clarification of the
agency's views on trays or kits that
contain povidone-iodine and disposable
instruments (scissors, forceps, and

" hemostats) packed in a sterile &ncknse.
a

which are designed to reduce

incidence of cross-infection in hospitals.
This tentative final monograph does

not provide for the use of devices such

- as-brushes or sponges impregnated with
-antimicrobials, or of trays or kits that

contain povidone-iodine and disposable
instruments, bocause the monograph is

- intendéad to regulate only OTC drug

active ingredients. Since these

" comments were submitted, the agency

has established procedures (see 21 CFR
part 3) des¢ribing how it determines
which agency component has primary
jurisdiction for the premarket review
und regulation of products comprised of
any combination of a drug and a device.
In addition, interested parties are
encouraged to read the following

. document {Ref, 1) for guidance:

“Intercenter Agreement Between the
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Center for Drug Evaluation and Research
and the Center for Devicesand
Radiological Health.” (See §3.5 (21 CFR
3.5).) This agreement is on file in the
Dockets Management Branch (address
abavel. .

(1} Intercenter Agreement Between
the Center for Drug Evaluation and
Research and the Center for Devices and
Radiological Health in OTC Vol.
230001, Docket No. 75N-183H, Dackets
-Management Branch: ‘

5. One comment expressad concern
that the tentative final monograph failed
to provide consumers with an
antibacterial skin cleanser for home use.
The comment noted that, in addition to
professional health care personnel,
many consumers have a need for_
cleansing products containing
antibacterial agents for the purpose of
promoting good individual and family
hygiene. Uses for such products include
the following: {1} To reduce bacteria on
the hands and face to a grealer extent
than can be accomplished with ordinary
soap, and to prevent accumutlation of
bacteria from potential sources of
contamination. The following exdmples
were cited: Cleansing oneself after
changing a baby's diaper, or after
assisting aged or ill members of the
household with their toilet needs, and

before greparing a family meal. (2) The -

added benefit of an antibacterial
cleanser for the minute cuts and
abrasions from shaving and other minor
traumas. {3) The need for an
antibacterial cleanser other than bar
soap on local parts of the body such as,
the face because soap (alkali salts of
fatty acids) can be irritating or too
drying for some individuals’ needs. The
comment recommended a new product
class under proposed § 333.90(a} (skin
antiseptic) to be identified as
“Antimicrobial {or Antibacterial)
Personal Cleanser” with claims such as
“decreases bacteria on the skin” and
“contains an antibacterial agent.” The
comment also suggested that the 10-day
maximum use limitation would not be
appropriate for this product class, but
use could be restricted to 5 or 10 times
daily.

Another comment recommended that
antimicrobial soaps be allowed to make
claims relating to general heaith care
and personal hygiene similar to the
claims allowed for health-care
personriel handwashes. The comment
stated that an antimicrobial soap will
reduce bacteria or the transfer of
potentially pathogenic micro-organisms
in the home and, therefore, serves as a
preventive health care aid in controlling
diseases.

A third comment requested the
addition of a fourth indication for

alcohol active ingxédienié in proposed

-§333.98(b) to allow use as an

antibacterial handwash to avoid cross-
contamivation from one individual to
another. The comment argued that:
products containing alcohols are-ofien

used as handwashes by athletic trainers -

to help prevent the spread of skin .
infections from one individual to
another in situations in which soap and

‘water are:not available, e.g., on the .
playing field.

A fourth comment asserted that

numerous other meaningful and truthful
indications can-be used which ephance

the safe and effective use ofa health-

care personnel handwash, For example,
the teims “*microbicidal cleanser” or

“antiseptic germicidal skin cleanser”
are appropriate and meaningful
terminology describing this use
indication. , o
The agency agrees that antibacterial or

-antiseptic personal cleanser products

are practical for home use, to help

prevent cross contamination from one

person to:another, especially after

‘diaper changing and caring for invalids

or ill family members. The agency also
agrees with one comment that claims
relating to genéral health-vare énd-* *
personal hygiene similar to the claims
allowed fer health-care personnel - -
handwashes may be suitable because

such claims explain the uses of these - -

products in lay terms.

" In the Federal Register of July 22, .
1991 (56 FR 33644}, the agency
separated the first aid antiseptic uses of
OTC topical antimicrobial drug -
products from the “non-first aid uses,”
in that document, the egency proposed

. that the following terms and categories

be deleted: skin antiseptics, skin wound
protectants, and skin wound cleansers;
and the ag‘ancﬁar‘oposed that the
appropriate lsbeling, instead, be
included in a new category called “first.
aid antiseptics” {56 FR 33644 at 33644).
Several uses proposad by ong comment,
i.e., “minute cuts and abrasions from =
shaving and other minor traumas, " are’
considered as describing “first aid uses”
and are adequately covered by the -
labeling provided for “first aid
antiseplics” in proposed §333.50(b) {56
FR 33677}, which contains the.
fénowing: “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,” “bacterial contamination," -

or "skin infection”) Vin minor cuts,
scrapes, and bumns.” The agency
halieves that the first aid indication fs
sufficiently broad {0 cover minute cuts
and abrasions from shaving and that it

" one recommended

is niot pecessary to include the words

“other minor travmas” in the

indications statement. \
Beyond the first aid uses described

- the first commiont, the agency recognizes

& néed for an OTC “antiseptic

_banidwash” product for repeated or
_daily use over an exten
© time for some of the other uses

- deseribed by the comment. The agency

period of

agrees with the comments that health-
care personnel handwashes are

.appropriate for such use because

submitted data from effectiveness

-studlies, for uses subject to this

rulemaking, were derived from
harndwashing tests similar to or the
same as tests described in the agency’s
previously proposed testing guidelines
(see: 43 FR 1210 at 1240), i.e., “Modified
Cade Procedure,” “Glove Juice Test,”
and “Test for Health-Care Personnel
Handwash Effectiveness.” The agency is

_proposing in this tentative final
. mox;mgragh in § 333.455(a) that a health-

‘carg personnel handwash can also bear

-a statement of identity of “antiseptic

‘handwash.” {See section LB., comment

- 3,) For products labeled for multiple

uses including both antiseptic

g pil
_handwash and first aid labeling cleims,

the general statement of identity would
be “antiseptic” as described in section

'LB., comment 3. The product would

then need to incorporate the monograph
1abeling for both antiseptic handwash as
well as first aid antiseptic.

The term “'cleanser” included in
claims vequested by the comments is not
approgpriate in this rulemeking because
it is considerad to be a cosmetic claim

in view of the fact that the Federal Food,

Drug, and Cosmetic Act {the act) defines
a cosmetic as “articles intended to be

» « % gnplied to the human body * * *
for cleansing * * *" (21 U.S.C.
321()(1)) and *hus may be misleading to
ronsumers. As discussed iu section L1,
mﬁm@f 1}2; dtizla terms "miaobhiihdal“
and “germicidal” may appear in the
labeling of OTC antiseptic drug

L pr?\dnc;s under certain conditions.

ceordingly, the agency is proposing

a8 the indication for products bearing
“the statement of identity “anﬁserﬁc
ilar to

handwash™ & genersl claim sim
one of the
dwashing to

comments, i.a., ™

"decrease bacteria on the skin.”

agency has determined that this claim
nay, at the manufacturer's option, be
followed by one or mote of the
following examples: “after changing
diapers,” "after assisting ill persons,” or
“before contact with a person under
madical care or treatment.”

. Descriptive siatements such as
“eontains antibacterial ingredients™ and
“for the purpose of promoting good
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considered to be examplos of statoments
not significantly related to.the safe and
effective use of the product and thus are
outside the scope of the rulemaking,
Such statements may be included in the
labeling of these OTC drug products
subject to the statutory provisions
against false or misleading labeling.

The agency has determined that the
indication proposed for antiseptic
handwash drug products is also
appropriate for health-care personnel -
handwashes and is also groposing the
following indication for health-care
personnel handwashes. “'For
handwashing to decrease bacteria on the
skin” (which may be followed by one or
more of the following: “after changing
diapers,” “after assisting ill persons,” or
“before contact with a person under
medical care or treatment.”) In addition
to the indication proposed above, the
agency is proposing that health-care
personnel handwashes may also bear
the following indication: “Handwash to
help reduce bacteria that potentially can
cause disease.” The agency is proposing
the statement “recommended for
repeated use” as an “other allowsble
indication’ for antiseptic or health-care
personnel handwash drug products (see
below).

The agency sees no reason to continue
to include "“antimicrobial soap” as a
separate product category. Soap is
considered to be a dosage form, and
specific dosage forms are not being
included in the monograph unless there
is a particular safety or efficacy reason
for doing so. Antimicrobial ingredients
may be formulated as soaps for some of
the uses discussed in this document,
e.g., handwash; however, the
designation “antimicrobial soap” is no
longer being proposed for inclusion in
the monograph. In addition, the agency.
considers the other product categories
that are being proposed to be more
informative to the users of these
products.

Based upon the comments, the agency
is proposing labeling appropriate for ~
professional or consumer uses as
follows:

Section 333.455 Labeling of Antiseptic
Handwash or Health-Care Personnel -
Handwash Drug Products.

(a) Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies .
the product as an “antiseptic,” as stated
above under § 333.450{a), and/or
“antiseptic handwash,” or *health-care
personnel handwash.”

{b) Indications. * * *

(1) For products labeled as a health-
care personnel handwash. *Handwash

individual and familyy hygiene" are

' epidermidis) getierally is the only

to help reduce bacteria that potentiaily
can cause disease™ or “For handwashing
to dacmasazbggterin -on the skin" {which-
may be followed by one or more of the
following: “after changing diapers,”
“after assisting ill persons,” or “before
contact with a person under medical
care or treatment,”) o
{2) For products labeled as an
entiseptic handwash. "*For handwashi

to decrease bacteria on the skin" (which

mav be followed by one or mors af tha

J R SWESNIVINS My MEAU R ARG Ui G
following: “after changing diapers,”
“after assisting ill persons,” or “before
contact with & person under medical
care or treatment.”)

(3) Other allowable indications for
products labeled as either antiseptic or
health-care Eérsonnel,kandwash. The
labsling of the product may also contain
the following phrase: “Recommended
for repeated use.”

Other labeling claims requested by the-

comments for first aid antiseptics are
not being included in the tentative final
monograph. The agency believes that
the general claim “for handwashing to
decrease bacteria on the skin” .
encompasses the variety of uses for
romating good individual and family .
ygiene. The agency tentatively -
concludes that the labeling statements
proposed above express the same
conecepts-as the labeling suggested by
the comments in language that can be
mora readily understood by the
consumer. :

C. Comments pn Definitions

6. One comment abjected to a portion -

of the definition for health-care )
personnel handwash in §333.3(d) of the.
tentative final monograph that states
that the antimicrobial agent is “broad-

spectrum" and *if possible, persistent.”

The comment argued that; because these
handwashes are used 50 to 100 times
daily, persistence of effect is_
unnecessary. The comment also
questioned the need for a broad-
spectrum antimicrobial; stating that

Staphylococcus epidermidis (S.

natural resident bacteria on the skin,
and other transient micro-organisms-are
more likely to be removed mechanically
by washing than by antimicrobial-
action. The comment suggested that the
choice to use or not {o use a broad: )
spectrum antimicrobial ingredient
should be left to the manufacturer.
Another comment pointed out that
the requirement for “broad spectrum”
activity is inconsistently applied in the
definitions for health-care personnel
handwash, patient preoperative skin -
preparation, and surgical hand scrub
{§ 333.3(d), (e}, and (i}, respectively)
because “broad spectrum’” activity is

" the broad-spectrum

mﬂnd&tﬂ“ for (1 firet twa clagsas and

only “desirable" for surgical hand

‘scrubs. The comment cited comment 93

{43 FR 1210 at 1224) and the testing

~ gggélima for safoty and efiectiveness of

{opical antimicrobials (43 FR 1239)

to show the agency's awareness of

possible shifts in microbial flora due to

~-alack of broad spectrum activity, The
ing - comment-urged that all three product
_classes include the requirement for each

yméz*ala to at least demonsirate in vitro
“cidal” activity against gram-negative
bacteria, fungi, and lipophilic and
hydrephilic viruses in addition to the
gram-positive activity. '

In §333.3(d) of the previous tentative
final monograph, a health-care

personnel handwash was defined as an
## & *antimicrobial-containing \
preparation designed for frequent use; it
reduces the number of transient micro-
organisms on intact skin to an initial

" baseline level after adequate washing,

rinsing, and drying, and it is broad-
spectrum; fast acting, and, if possible,

* persistent.” In the tentative final

‘monograph, the agency agreed with the
panmﬁ persistgnca. defined as
prolonged activity, is & valuable
attribute that assures antin:icrobial
activity diring the interval between
washings and is imporfant to a safe and
effective health-care personnel

" handwash (43 FR 1215). The Panel

explained that a property such as
persistence, which acts to prevent the
growth or.establishment of transient

micro-organisms as of the normal

_baseline or resident flora, would be an
" added benefit (39 FR 33103 at 33115).
_Althoughthe Panel did not propose

yersistence as a mandatory requirement
or a health-care personnel handwash,
the agency is retaining the words “if :
possible, persistent” in the definition in

 this smended tentative final monograph

because this is a desirable trait for these

" products,

" Regarding the comment's objection to
he . m requirement, the
Panel in its discussion of the normal

- skin flora stated that the predominant

niembers of the normal flora are:
positive cocci and diptheroids and not
S. epidermidis, as the comment
indicates. The Panel stated further that
a small'mumber of negative
species, such as coliforms and related
micro-organisms, as well as higher
forms such as yeast may also be
residents of the skin of healthy

-individuals (30 FR 33103 at 33107). In

its discussion of health-care personnel

handwash drug products, the Panel
acknowl that, in all likelihood, the
spocified effect of these products {i.e.,

removal of transient micro-organisms)

‘can be achieved with a well g‘u’;ulamd
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nonantimicrobial soap or detergent
product. However, the Panel concluded
that transient micro-organisms may
become part of the established
“resident” flora with time, and stated
that in a health-care situation, the fast,
effective removal of transient micro-
organisms is a requirement because they
may be pathogenic (39 FR 33103 at
33115). The Panel recommended that
health-care personnel handwash drug
products containing an antimicrobial
ingredient should be broad spectrum.
The Panel defined “broad spectrum” in
reference to microbiological activity as
meaning the antimicrobial has activity
against more than one type of micro-
organism, that is, activity against gram
positive and gram negative bacteria,
fungi, and viruses {39 FR 33115).
Because transient micro-organisms
present on the skin may include widely
diverse species, resulting from contact
with contaminated persons and
materials, the agency concludes that a
greater reduction of transient micro-
organisms on the skin can be achieved
if the antimicrobial containing drug
product used as a health-care personnel -
handwash provides broad spectrum
activity.

In addition, because the principal
intended use of these professional use
products iz the prevention of
nosocomial (hospital acquired)
infections, the agency believes that
these drug products should have
demonstrable antimicrobial activity
against a microbial spectrum that
includes the micro-organisms associated
with these infections. As discussed in
section LN., comment 28, the agencyis
proposing, in § 333.470(a)(1){ii) of the
testing requirements, a list of micro-
organisms that reflects a spectrum of -
antimicrobial activity pertinent to the
intended use of these drug products and
against which the products must be
tested. The agency is proposing the
following definition of broad spectrum -
activity in § 333.403(b) of this amended -
tentative final monograph: "*Broad
spectrum activity. A properly
formulated drug product, containing an .
ingredient included in the monograph,
that possesses in vitro activity against
the micro-organisms listed in
§ 333.470(a)(1)(11), as domonstrated by
in vitro minimum inhibitory
concentration determinations conducted
according to methodaology in
§ 333.470(a)(1}(ii).”” This methodology
has been developed by the National
Committee for Clinical Standards
{NCCLS) (Ref. 1), Although micro-
organisms in addition o those listed
may alzo bo used for testing, the agency
will use the test micro-organismne

VerDats 22MAY4  19:40 Jun 16, 1904 UM 150287 POQOOOD. FrmOOD0S Fmed?0l SWwid702 EAFFFMIPLINZPTZ pd)

identified in § 333.470(a)(1)(ii) for auy' '

necessary compliance testing.

The agency wants to emphasize that
in this amended tentative final '
monograph the broad-spectrum criterion
applies to final-formulated drug
products used as an antiseptic
handwash or health-care personnel
handwash, patient preoperative skin -
preparation, and'surgica! hand scrub.

" Although the Category I active

ingredients curréntly included in this
amended tentative final monograph are
broad spectrum independent of
formulation, some Category Il
antiseptic ingredients have limited
spectra {activity ve%ainsz only gram-
positive bacteria; for example,
chloroxylenol {see section LG.,

. comment 12} and triclosan {see section

LL., comment 23)), but when properly
formulated in a'final product the
spectrum can be broadened to include
additional activity against the test
micro-organisms, thereby possibly
enabling tlhes!e éngx;xd:ﬁnts to become
Category L. Although the agency agrees
with t}g first comment tha% the
manufacturer may use or not use a
broad-spectrum ingredient in a
particular health-care antiseptic drug
product, the finished product must
demonstrate in vitro activity against the
speécific micro-organisms listed in
proposed § 333.470{a){1)(ii). )

In response to the second comment,
that broad spectrum was inconsistently
applied in the definitions of the three
product classes, the agency has

" reevaluated the issue and believes that

all product classes should be broad.
spectium. As'stated in the tentative final
monograph (43 FR 1210'at 1212),.
maintaining the balance among species
of micro-organisms constituting the
normal skin florg is more likely to be
threatened by use of antimicrobial
products with a limited spectrum. Also
much of the data concering the spread:
of infections in hospitalsindicates that -
the use of an antimicrobial with broad
spectrum activity would help prevent -
this {se# section 1.D;, comment 9). Based
on the reasons mentioned above, the
agency is proposing to include “broad

" spectrum in the definitions of the three

product classes included in this
tentative final monograph.

Reference

(1) National Compmittee for Clinical
Laboratory Standards, *Mothods for Dilution
Antimictobial Suscaptibility Tests for

" Bacteria that Grow Aerobically—2d ed.;

Approved Standard.” NCCLS Document M7«
A2, 10:8,1990, o
D. Comments on Labeling

7. Savoral commonts contondod thal
FDA doss not have the autherity 1o

Testrict OTC labeling claims to exact
wording, to the exclusion of what the
comments:described as other “equally

- truthful claims for the products.” One

comment pointed out that numerous
other ineaningful and truthful
statements will provide useful

.information and will enhance the safe
and effective use of these products.
Several comments maintained that

- manufacturers have a constitutional

- right to use any truthful, nonmisleading -

“1abeling under the first amendment. To
support their position, the comments
cited Bigelow v. Virginia, 421 U.S. 809
(1875); Virginia State Board of
Pharmacy v. Virginia Citizens Consumer
Council, Inc., 425 U.S. 748 (1976);
‘Linmark Associates, Inc. v. Willingboro,
431 U.S. 85 (1977); Bates v. State Bar of

_ Arizona, 433 U.8S. 350 (1977); Federal
Trade Commission v, Beneficial Corp.,
542 F.2d 611, 97 S. Ct. 1679 (1977); and

© Warner-Lambert Co. v. Federal Trade

Commission, 562 F.2d 749 at 768 (D.C.

Cir. 1977).-

- In the Federal Register of May 1, 1986
{51 FR 16258), the agency published a
final rule changing its labeling policy

- for stating the indications for use of
OTC drug products. Under 21 CFR
330.1{c)(2}; the label and labeling of

- OTC drug products are required to
contain in 3 prominent and conspicuous
Yocation, either {1) the specific wording
on indications for use established under
an OTC drug monograph, which may

" appear-within'a boxed area designated

“APPROVED USES"; (2) other wording
“describing such indications for use that
- meets the statutory prohibitions against

false or misleading labsling, which shall

neither appear witghi a boxed area nor
be designated “APPROVED USES"; or

{3) the approved monograph language

- :onindications, which may appear

within a boxed area designated
“APPROVED USES," plus alternative
language describing indications for use
‘that is not false or misieading, which
-ghall appear elsewhere in the labeling.
All other OTC dr;x‘g labeling required by
a monograph or other regulation (e.g..
_statement of identity, warnings, amf
-directions) must ap in the specific

“_wording established under the OTC -

drug monograph or other regulation
where exact language lies

as
established and identified by quotation

-marks, e.g., 21 CFR 201,83 or 330.1(g).
- In the previous tentative final

monograph, supplemental language

. relating to indications had been

‘proposed and captioned as Other
Allowable Statements in §§ 333.85,
333,87 and 333.07, Under FDA's revised
labeling policy {51 FR 18258}, such
statomants are'included at the tentative
_final niage an examples of other truthful
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and nonmisleading language that would
be allowed elsewhere in the labeling. In
accordance with the revised labeling
policy, such statements would not be
included in a final monograph.

In preparing this amen%etf tentative
final monograph, the agency has
reevaluated these “other allowable
statements” to determine whether they
should be incorporated, wherever -
possible, as part of the indications
developed under the monograph., \

The agency has reviewed the “Other
Allowable Statements” proposed in the
previous tentative final monograph in
§ 333.85 for health-care personnel
handwash, in § 333.87 for patient
preoperative skin preparation, and in
§ 333.97 for sufgical hand scrub. The
statement “‘recommended for repeated
use” proposed for a health-care
personnel handwash has been included
in this amended tentative final
monograph as an “other allowable
indication” in &)ropos’ed §333.455 for
antiseptic handwash or health-care
personnel handwash drug products.
(See section 1.B., comment 5:)

The terms **broad spectrum’ and
*“fast-acting” {if applicable) were
proposed as ““Other Allowable
Statements" for all three of these
product classes in the previous tentative
final monograph. As discussed in
section L.C., comment 8, the agency is
proposing to include “broad spectrum”
in the definition of the three product
classes included in this amended
tentative final monograph. Although the
term “broad spectrum" is included in

the agency does not see a need to’
include this information in the
“indications" for these products.
Likewise, the term *‘fast-acting” is
included in the definitions of these
product classes, but the agency does not
see a need to include this information
in the indications for these products.
This type of information may appear
elsewhere in the labeling of these .
products as additional information to
the health-care professional, provided it
does not appear in any portion of the

" labeling required by the monograph and
does not detract from such required

information. Other previously proposed

*“Other Allowable Statements.” i.e.,
“contains antibacterial ingredient(s),”
“contains antimicrobial Ingredient(s),”
and “nonirritating,” are not related in a
significant way to the safe and effoctive
usa of these products. The agency doos
not believe that statements such as
“contains antibactorial ingredient(s)” or
“contains antimicroblal ingredient(s)"
are necessary on products intended
primarily for health professionals, but
has no objection to such statements

aptpee;ﬁng in the labeling as other
information not intertwined with any
portion of the labeling required by the
monograph. Likewisa, the term \
“nonirritating” may appearas .
additional information to the health- -

care professional, provided it does not

appear in any partion of the lebeling '
required by the monograph and does not
detract from such required information.
‘However, such statements aré subject to
the provisions of section 502 of the act

(21 U.8.C. 352) relating to lebeling that

is false or misleading. Such statements
will be evaluated on a product-by-

product basis, under the provisions of
section 502 of the act relating to labeling .

that is false or misleading.

‘8. Seyeral comiments requested that
certain warnings required.in the -
labeling of OTC drug products marketed
for the general public should not be’
requirad on such products distributed .
only to health professionals and labeled
primarily for use in health-care facilities
as in proposed §333.99 *“Professional
labeling” (43 FR:1210 at 1248 and
1249). Examples-cited wers the
cautionary staterpents for “‘skin’

. antiseptic” and “‘skin wound

protectant’’ in proposed §§ 333.90{:;)(5)

- and 333.93(c)(3) Do not use this

product for more than 10 days. If the
infection (condition) worsensor
persists, see your physician,” and for
“gkin wound pratectant” in proposed:
§333.93(c}(7) “Do niot use on chronic
skin conditions such as leg ulcers,
diaper rash, or hand eczema.” The

\ * comments stated that the professional
the definitions of these product classes, :

use of these products sometimes differs
from consumer.use and that products
which are marketed only to health-care
institutions and are dispensed and
administered by professionals should -
only contain warnings that apply to
professional use. One comment
concluded that réquiring professional
labeling to contain a caution such as in
proposed § 333.93(c)(7) could possibly -

rhysician ‘to unwarranted tgmduct
iability claims, although the particular
use of the product under medical
supervision is entirely justified and
necessary for proper treatment of the
patient, One of the comments stated that
flexibility should be provided so that
manufacturers can utilize only those -
warnings that aré appropriate for
professional personnel when packages
are restricted to health-care facilities or
where a topical antimicrobial product is
used as part of a course of treatment
solectod by theclinician. ‘

In the Federal Register of November
12,1973 (38 FR 31280}, the agency

ublished the tentative final monograph
or OTC-antacid drug products, in

which the concept of ethical labeling for
OTC drug products was first discussed

 in commmnt 56-at 38 FR 31264. There,

the agency stated that the warning
statements appearing on OTC dry,
Fmdui;ts, should be included in e
{professiona l{ labeling.

¥ cal
p
Subsequently, in the previous

tantative final monograph for OTC

‘toplcal antimicrobial drug products,

published in the Federal Reg of :
January 8, 1978 (43 FR 1210), the agency
fmppaed §.333.29 {"“Professional
abeling’”) which stated that the labeling
of products (covered by the monograph)
that is provided only to health
professionals and the labeling for those
products primarily used in health-care
facilities shiall include all of the
warnings required in each subsection of
the‘manograph, e.g., those in § 333.90
for “skin antiseptic” or § 333.93 for
“skin-wound protectamt.”
.. As described in the first aid antiseptic

- ssgment of the tentative final

monograph for OTC antimicrobial drug

- products, ?\ib&ished in'the Federal

Register of july 22, 1991 (56 FR 33644},
the agency has proposed deletion of the
categories cited by the comments, i.e.,

_“skin antiseptic” and “skin wound

protectant,” as separate drug categories

- and included them in a single drug
- product category identified as “first aid

antiseptic.” The cautionary statements
referred to by the comments are
addressed in that document.

In this decument, the agency is
addressing:the uses other than first-aid,

“i.e., health-care antiseptic uses, of

topical antimicrobial drug produets.
These products may contain the same -
antiseptic active ingredient(s) as the first
aid antiseptic drug products, but they

*are labeled and marketed for different
" uses. The cautionary statements
previously

?Mﬁos,ed in §§333.90(c)(3)

and 333.93{c)(3) addressed short-term

- first aid uses of products primarily
: %n;pa@ad‘as **consumer products.”
subject the health-care facility and the . T

hese prodicts were not principally
intended to be marketed ior hospital or

. professionsl use. Therefore, the agency
-agrees with the comments that such

cautionary statements do not apply to
professional use of antiseptic drug
Ymduds‘ arid need not appear in the
abeling of antiseptic products marketed

. as'antigeptic handwashes or health-care
_ 'pursonnel handwashes, patient

‘preoperative skin preparations, and
uu:‘g“m hand scrubs. Likewise the
agency believes that health-care

-antissptic drug products, marketed

principaily to health-care professionals,

. donol need to bear a cautionary

statement not to use the product on
chronic skin conditions such as leg
ulcers, diaper rash, or hand eczema. As
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the comment pointed out, professional
use of these products is dl@amm than
consumer use and, in some instances,
use of the product on the above-
mentioned skin conditions under
medical supervision may be justified
and necessary for proper treatment of
the patient. Therefore, this cautionary
statement is not being included in this
tentative final monograph.

This tentative final monograph
addresses specifically the use of these
topical antiseptic drug products by
health-care professiomifs and in health- .
care facilities. The labeling proposed for
those products in this document
represents that labeling which the
agency believes health-care -
professionals need to properly use these
products. Therefore, the agency believes
ihat the warnings proposed in
§333.450(c) of this tentative final
monograph should appear in the
labeling of these products that are
directed to health-care profescionals and
health-care facilities, even if the product
is marketed principally to these sources

only. However, the agency believes that -

one of these warnings can be modified
if the product is labeled *“For Hospital
and Professional Use Only.” In such
cases, the second sentence of the
warning proposed in § 333.450(c)(3),
regarding consulting a doctor, can be
deleted. This concept is being included
in this tentative final monograph, (See
§333.450(d).)

In responding to the comments
regarding the warnings in the
“Professional labeling” section
(§ 333.99) of the previous tentative final
monograph, the agency has determined
that these warnings are no longer
necessary. Accordingly, § 333.99is not
being included in this amended
tentative final monograph. (See section
1.D., comment 9 for discussion of B
§ 333.99(a)}, and section 1.]., comment-21
for discussion of § 333.99(b). Also, see
section IL.B., paragraph 14 in the first
aid antiseptic segment of this tentative
final monograph (56 FR 33644 at 33675)
for discussion of §333.99(c).) .

3. Several comments made
recommendations regarding the
requirement that professional labeling
for !l classes of OTC topical
antimicrobial drug products must
contain the caution statement in
proposed § 333.99(a), *Caution: Overuse
of this and other antimicrobial products
may result in an overgrowth of gram-
negative micro-organisms, particularly
Pseudomonas.” Some of the comments
stated that this caution statement should
be required only for antimicrobials
where there is valid scientific evidence
to show that such caution is’
appropriate, for example, quaternary

- . overgrowth-can

ammonium compounds and \!ricioaéxi.
which have been associated with the

‘overgrowth of gram-negative micro-

organisms, specifically Pseudomonas,

ree comments contended that reports

of contamination of benzalkonium
chloride solutions with Pseudomonus
and Enterobacteria species were
basically the result of misuse, improper
storage and dilution, poor technique,
and contamination with neutralizing -
chemicals. One comment recommended
that the proposed caution statement in

§ 333.99(a) should be changed to read:
“Improper use or overuse * * *and .
cited the discussion of the proposed -
warning for quaternary ammonium
compounds by the agency at 43 FR 1237
where the phrase “misuse or overuse”
was included. Another comment

objected to the cautjon, arguingthat it
is based on theoretical consideratioris -
. only and there is no published clinical

evidence implicating quaternary -
ammonium compounds. Still another
comment stated that its quaternary
ammonium compound product passed
the commonly used.test for
Pseudomonas activity.

In defense of triclosan's implication
in Pseudomonas overgrowth, one ,
comment argued that overgrowth was
just an unproven hypothesis and
submitted the “Summary for Basis of
Approval” from an approved new.drug -
application (NDA) for chlorhexidine
gluconate (Ref. 1) which included déta -

on a skin flora study that indicated an . - -

increasing, continuous gram-negative -
growth only in the axillary area over &
6-month period, even though . -
chlorhexidine is active against gram-
negative micro-organisms. The comment
referred to FDA's Division of Anti- .
Infective Drug Products as having:
recognized that gram-negative

' e adequately
controlled by restricting use to .
indications provided in the labeling of
a product. S )
Several comments pointed out that

- data on povidone-jodine have proven.

broad spectrum effectiveness, referring -

to the Centers for Disease Control and 1 y
* quaternary ammonium compounds are

Prevention’s (CDC) recommendation

_ {Ref. 2) for using this ingredient for skin

preparation before intravenous catheter -
insertion and other procedures to
reduce infection. The comments also.
noted that'iit a study by Houang et al,
(Ref. 3}, in which 20 transfers of 7 gram-
negative micro-organisms (including
Pseudomonas aeruginosa (P. .
aeruginosa)) were made, the minimum
irhibitory concentration did not charnge;
supporting the fact that repeated use >f
povidone-iadine would not resulf in
rosistant micro-organisms. For these
reasons, these comments recommended

-organisms is not necessary

that §333.99(a) should be revised to

clude povidone-fodine.

Afier a thorough review and
evaluation of the available data, the

[hd
SR

agency concludes that the professional

“labeling caution that overuse of an

antimicrobial drug product may cause
an overgrowth of gram-negative micro-
] . In the
previpus tentative final monograph (43
FR 1210at 1212), the agency stated its
awareness of the theory that gram-
nogative bacteria will replace gram-
positive bacteria that are reduced in
number or eliminated by use of
antimicrobials and encouraged research
to test the validity of the theory. The
agency also recalled the Panel's
highlighting the need for research on

‘micrabial acology of the skin and its

concern about the effect of overuse of
antimicrobial drug products, especially
roducts with a limited spectrum, in
10spitals and other closed populations.
Therefore, the agency proposed the
professional labeling caution in
§333,09(a) “for certain antimicrobial
ingredients approved for OTC drug use
* * * yged in health-care facilities™ (43
FR 1213), However, the agency
concluded that the limited consumer

. use of these products in the pofulatiun
ris

at large did not constitute a that
would:warrant such a label warning.
Although benzalkonium chloride has
been frequently implicated in
Pseudomonas hospital infections, the
agency's review of numerous reports
and studies on quaternary ammonium
compounds and other antimicrobials -
{Refs. 4 through 10) indicates that
specific causes for contamination, such
as lack of aseptic technique when
appiying intravenous infusions and
sterilization failure of the items used
{bottles, tubing, distilled water used in

. diluting benzalkonium chloride}, were

the problem and not overuse of
benzalkonium chloride. The agency

- discussed this problem in the previous
_tentative final monograph and stated

that it appears that practices in the
health-care facility environmerits where

commonly used often fall short of the
mininfum nacessary to prevent
outbreaks of infection. (See comment 51
43 FR 1210 at 1218.) Benzalkonium

. chloride is more prone to become

contaminated for several reasons that
were brought out in the studies: (1)
Pseudomonas species are among the
bacteria most resistant to surface-active
agenits like quaternary ammonium
compounds. (2) The usual quaternary
ammonium compound concentration |
appears to be ineffective against some
speciss, such as Pseudomonas cepacia,
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an organism which has been reported to
have been associated with hospital
infections. One study showed that this
organism survived 14 years in a salt.
solution preserved with 0.05 percent
benzalkonium chloride. (3) Organic
materials (gauze, cotton, cork in
stoppers, soaps), inorganic matter,
protein, and anionic substances
inaclivate quaternary ammonium )
compounds, (4) Hospital personnel are
unfamiliar with these problems and
with procedures for using quaternary
ammonium compounds safely and
effectively. Based on these reports, the
agency agrees with the comments that
“improper” use, not “overusa,” is the
cause of benzalkonium chloride being
implicated in Pseudomonas .
contamination and that there is a lack of
data demonstrating "overuse" to be the
cause, :
The agency also agrees with the
comment which stated that it was an
unproven hypothesis that overuse of an
antiseptic causes Pseudomonas
overgrowth. The “Summary for Basis of
Approval” from an approved NDA for
chlorhexidine gluconate (Ref. 1) cites &
skin flora study that indicated that the
axilla was an area where gram-negative
micro-organisms continued to be
isolated even though chlorhexidine
gluconate has shown gram-negative
effectiveness. The comment cited FDA's
Division of Anti-Infective Drug
Products’ recognition that for health-
care uses, such as surgical scrub and
health-care personnel handwash, there
would be no problem with
Pseudomonas overgrowth because the
hands are an area of the body not likely
to support the growth of Pseudomonas’
because of the lack of moisture. In
defending triclosan, the comment
contended that this ingredient is
bacteriostatic and does not eliminate all
gram-positive bacteria; therefore, it
would not predispose for gram-negative
overgrowth. Triclosan has been
implicated in Pseudomonas
contamination because it is primarily
effective against gram-positive bacteria,
has limited in vitro and in vivo activity
against gram-negative bacteria, and.no
activity against Pseudomonas (43 FR
1210 at 1232). One report showed that
triclosan was effective against some
gram-negative micro-organisms, but not
effective against Serratia and
Pseudomonas (Ref. 11). Pseudomonas
and Serratia resistance caused the
contamination, not overuse of the
antiseptic, ’
The agency agrees with the comments
that quaternary ammonium compounds
and triclosan have been implicated in
Pseudomonas haspital infections more
frequently than povidone-iodine, but

studies indicate that ‘overuse’ of these
or any antimicrobial has not been the
cause. Pseudomonas species may
become dominant because of inherent

‘resistant factors which enable them to

survive the effects of many antibiotics -
and antiseptics (Refs.- 12, 13, and_14). In
addition, tﬁ 3
in bath soil and water, and can multiply.
in almost any moist'environment ‘witg
ew)m a trace of organic material (Ref.
15). \

The agency beliaves thet the data and
reports have not provided specific
evidence that repeéated use of health-

" care antiseptics, including - -

benzalkonium chloride and triclosan,
have brought about overgrowth of gram-
negative bacteria, particularly
Pssudomonas. The agency agrees with
the comments that improper use, failure

of hospital personnel to use according to

labeling indications, nonaseptic

technique in diluting and handling, and
lack of good quality control to ensure
sterility of items in contact with
antiseptics, such as sterile distilled .
water, hosing, and receptacles, are
responsible, .~

he study by Houang et al, (Ref, 3)

shows that repeated in vitro exposure of \”:Mamfaon,‘gt ‘Nosocomial Pseudobacieremia.

- Positive Blood Cultures Due to Contaminated -
: génmlkbﬁ%grgé ;&n’tiaeptici." i]oumal of the
: . "~ Amnerican Med tion, 238:2407-
“development of resistance. The agency . : erjoan Medioal Association i

seven gram-negative micro-organisms,
including P, aeruginosa, in povidone-
iodine dilutions did not result in the

notes that CDC previously \
recommended povidone-iodine for use
in intravenouscatheter-and other.

“procedures {Ref. 2). However, thére has

een one repert from CDC(Ref. 16)

which:describeﬂ”?;@ixdo’mohpé’hospita} :

infections caused by intrinsically -
contaminated povidone-iodine

(contaminated during manufacture,

indicating fatlure of control of
microbiological contamination).
Cbmlplianca with the agency’s
regulations governing current good
manufacturing practice for finished
pharmaceuticals (21 CFR part 211} .

“should prevent intrinsic contamination.

Accordingly, the agency concludes
that a cautionary statément against
overuse is not needed in the
professional lab;eli;x:ig of health-care
ahtiseptic drug products. Therefore, the
previously proposed caution in

§ 333.99(a) is not being included in this .

tentative final monograph. If new -
information indicates a need for a-
cautionary statement, the agency will
consider appropriate action at that time.
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'E. Comment on Alcohol

10. One comment submitted data on
the safety and effectiveness of 62
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percent alcohol formulated in an
emolliented vehicle and dispensed as a
foam (Ref. 1) and requested that alcohol
be included in the topical antimicrobial
monograph as a surgical hand scrub,
health-care personnel handwash, and
hand degermer.

Data on the safety and effectiveness of
alcohol formulated in an emolliented
vehicle for use as a surgical hand serub,
health-care personnel handwash, and
hand degermer were submitted to the
Miscellaneous External Panel (Refs. 2
and 3). However, the data were not
reviewed or categorized for these uses
during that rulemaking. In reviewing
alcohol for short-term uses, that Panel
stated, *‘ethyl alcohol acts relatively
quickly to decrease the number of
micro-organisms on the skin surface.
Each minute that scrubbed hands and
arms were immersed in approximately
77 percent ethyl alcohol by‘volume was
found to be equivalent to 6.5 minutes of
scrubbing in water; if the skin was
scrubbed with the alcohol, the rate was
further increased’” {47 FR 22324 at
22328). The Panel found ethyl alcohol
safe and effective for use as'a topical
antimicrobial preparation in
concentrations of 60 to 95 percent by
volume in an aqueous solution. The
following indications were proposed:

(1) “For first aid use to decrease germs
in minor cuts and scrapes,”

{2) “To decrease germs on the skin
prior to removing a splinter or other
foreign object.”

(3) ““For preparation of the skin prior
to an injection.” (See the advance notice
of proposed rulemaking for OTC alcohol
drug products for topical antimicrobial
use, in the Federal Register of May 21,
1982, 47 FR 22324.) .

The submissions (Refs. 1 and 2}
included effectiveness data and labeling
for a currently marketed product
containing 62 percent ethyl alcohol
formulated in an emolliented vehicle
and dispensed as a foam used ** * *to
degerm hands * * *.” The agency has
reviewed these data, derived from
effectiveness testing as a surgical hand -
scrub (glove juice test) and health-care
personnel handwash, and finds that
they meet the procedures in the testing
guidelines in the previous tentative final
monograph {43 FR 1210 at 1242).
Statistical analyses showed microbial
reduction to be highly significant. A
gleve juice test showed that alcohol
foam reduce the baseline number of
bacteria present in normal skin flora,
after first use, by 1.87 logs, and, after
continued use for 5 days, by 2.36 logs.
The reduction of the baseline number of
bacteria was maintained for up to 6
hours under surgical gloves. A health-
care personnel handwash effectiveness

test showed microbial reduction on test
subjects’ hands; artificially T
contaminated with Serratia marcescens
(S. marcescens), Microbial reduction
averaged 3.3 logs after 5 treatments and:
3.63 logs after 25 treatments. In vitro
data, derived from studies using 8.
marcescens as the test bacteria, showed
that alcohol properly formulated in an
emolliented vehicle and dispensed as a
foam, significantly reduced the number
of test bacterig, in 10 percent serum,

"within 15 seconds,

‘Based on these data and the
conclusions of the Miscellaneous
External Panel (47 FR 22324); the
agency concludes that alcohol, when
properly formulated, is effective for use
as a surgical hand scrub and antiseptic
handwash or health-care personnel
handwash. Because it is well o
established that alcohol alone does not
provide persistence, the agency notes
that a preservative agent in the vehicle
provided the persistent effect to
maintain reduction in the baseline- -
number of bacteria for 6 hours as
requiired to demonstrate efficacy as a
siirgical hand scrub drug product,

e agency is including alcoholin
proposed § 333.410(a) (antiseptic
handwash or health-care personnel
handwash), § 333.412(a) (patient
preoperative skin preparation), and
§ 333.414(a) (surgical hand scrub),as -
follows: “Alcohol 60 to 95 percentby. .
volume in an aqueous solution
denatured according to Bureau of
Aleohol, Tobateo and Firearms
regulations in 27 CFR part 20.” Further,
the agency finds the Miscellaneous
External Panel’s proposed Category 1
indication for OTC alcohol drug ~
products, i.e., “‘for preparation of the
skin prior 1o an injection” to be an
appropriate indication for patient .
preoperative skin preparation drug
products. Based.on that Panel's
recommendations, the agency is
including this indication as an
additional claim for alcohol drug
products in § 333.460(b}{(2) of the
proposed monograph, In addition, based
on that Panel’s similar .
recommendations for isopropyl alcohol
(47 FR 22324 at 22329 and 22332), the
agency is proposing this indication for
OTC isopropyl alcohol drug products in
§ 333.460(b)(3). As discussed in section
LN., comment 28, the agency is o
proposing new effectiveness criteria for
drug products labeled for this use.

T%e monograph will also state that an
alcohol drug product must be properly
formulated, such as the product in an
emolliented vehicle dispensed as a foam
discussed above, to meet the test
requirements in § 333.470. This means
that aléohol when intended for certain

uses must be able to demonstrate
effectiveness by certain tests proposed
in this tentative final monograph, as
follows: (1) Antiseptic or health-care

' personnel handwash—§ 333.470(b}{2),

2) patient preoperative skin

' preparation—§333.470(b) (3), and (3)

surgical hand scrub—§ 333.470(b)(1). As
discussed:in section LB., comment 5,
the term “antiseptic handwash” in lieu
of “hand degermer” is being proposed
in the monograph as the statement of
idemityffqrt’ is type of product,

.'The labeling for the alcohol product
(Réf. 1) provides directions for use
without water rinsing, where water is
not readily available, as follows: “A

_*palmful’ {5 grams) is dispensed in one

hand. It is'spread on both hands and
rubbed info the skin until dry
(approximatély 1 to 2 minutes). A
smaller amount (2,5 grams) is then
dispensed into one hand, spread over

" ‘both hands to wrist, and rubbed into the
skin until'dry (approximately 30

séconds).” The agency concurs with

‘these ditections and is incorporating

them into.its proposed directions for use

- for OTC topical antiseptic drug
. products, including alcohol, formulated

for use without water in this tentative
final monograph. See proposed
§333.455(c} and § 333.465(c).

_References

" {1) Unpublished studies on emolliented

_ alcohol foam (62 percent alcohol), Comments

No. C105; G144, and CR7, Docket No. 78N- .

' 0183, Dockets Managoment Branch.

. {a) Microbiological evaluation of “Alcare
Hand Dagermer” on personnel in a newborn
intensive care unit, May 12, 1977,

“{b) Resulfs of a study of efficacy against
experimental contamination of human skin,

" June 20, 1978,

{c) Efficacy study with Vestal Foam results
~fa glove fluid study, January 27, 1975,
(d) Serratia marcescens sfficacy data for

. Aleare, February 20, 1978,

“{e) Amended labeling for Alcare Foamed

~ Alcohel, August 19, 1982.

~ {2) OTC Vol. 160277,
{3) OTC Vol. 160382,

4 F, Cornments on Chiorhexidine

CGluconate
11. Several comments requested that

_the agency include chlorhexidine
' gluconate as a Category | ingredient in

any amended tentative final monograph.
The comments submitted references and
data to establish general recognition of

“safety and effectiveness (Ref. 1), and

stated that chlorhexidine gluconate

. solution is'recognized in the “British

Pharmiacopeia” (Ref. 2} and is
formulated in a wide range of products

‘that have been successfully marketed to

& material extent and for a material
length of time in other countries. The

© comments asserted that when
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formulated in compliance with FDA’s
current good manufacturing practice
regulations {21 CFR part 211),
chlorhexidine products are safe and
effective for use as skin wound
cleansers, skin wound protectants,
patient preoperative skin preparations,
skin antiseptics, surgical hand scrubs,
and health-care personnel handwashes.

A reply comment argued that
chlorhexidine gluconate, currently
marketed in the United States unde.
approved new drug applications
(NDA's), is not eligible for an OTC drug
monograph because the ingtedient has
not been marketed within this country
to & material extent and for a material
length of time. The comment added that
variations in final formulations may
alter the safety and effectiveness of the
ingredient. The comment submitted
data (Ref. 3) to support this viewpoint
and requested that chlorhexidine -
gluconate be classified in Category 1L

In the previous tentative final
monograph {43 FR 1219}, chlorhexidine
gluconate (4 percent solution) was
neither addressed nor categorized as
Category 1, II, or Ill. However,
subsequent to the tentative final
monograph, the agency granted a
petiticn (Ref. 4) and in the Federal
Register of March 9, 1979, reopened the
administrative record to allow
interested persons an opportunity to
submit data and information {44 FR
13041). The comments (Ref. 1) and reply
comment (Ref. 2) were submitted in
response to thst notice. However, since
that time a majority of the comments on
chlorbexidine submitted in response to
the notice have been withdrawn (Ref. 5).
While the withdrawn comments remain
on public display as part of the
administrative record, they are no
longer being considered in this
rulemaking.

The agency has reviewed the
marketing history of chlorhexidine

gluconate and finds that although it has -

been marketed for professional or

hospital use under NDA's, insufficient -

data remain in the public administrative
record for this rulemaking to support
general recognition of safety and

effectiveness for OTC use. Accordingly, .

chlorhexidine gluconate 4 percent . -
aqueous solution as a health-care
antiseptic is a new drug and is not
included in thic tentative final
monograph.

References

{1) Comments No. C110, C116, C120, 6130.4

€131, C136, C137, EXT18, RC2, RC5, CP3,
LET12, LET14, LET16, SUP30, SUP33,
SUP38, and SUP40, Docket No, 75N-0183,
Dackets Management Branch,

‘Management Branch.

fentative final monograph. They argued

(?i‘f‘&ritish'%a"rmﬁcdpeiﬁ,’“ Vol. 1, Her
Majesty’s Stationery Office, London, pp. 100~
101, 1580, ‘ Lo

{3) Comments No. RC1 and RC4, Docket
No. 758-0183, Dockets Menagement Branch,

(4) Comment No. CP3, Docket No. 75Nw
0183, Dockets Mahagement Branch,

{5} Commaents No. WPL3, WDL4, snd
WDL5, Docket No. 75N=0183, Dockets

G. Comments on Chloroxylenol.

12. A number of comments disagreed
with the agency’s Category HI ,
classification of chloroxylenol in the

that a reevaluation of the data
previcusly submitted. to the agency - .
along with new data that have been
submitted (Refs, 1 through 16} would -
provide adequate justification for

classifying chiotoxylenol in Category 1

for safety-and effectiveness for use in’
antimicrobial soaps, health-care
personnel handwashes, patient
preoperative skin preparations, skin
antiseptics, skin wound cleansers, skin
wourd protectants, and surgical hand -
scrubs. Severci comments pointed out
that the Antimicrobial I Panel
unanimously concluded that
chloroxylenol is.generally recognized as .
safe for topical use in-athlete's foot and
jock-itch preparations. .

Based upon the submitted datd (Refs. .
1 through 16} and other information
reviewed by the Antimicrobial Pansls, - -
the agency concluded in the amended .
tentative final mn;mgmgh for OTC first
aid antiseptic drig products that'
chloroxylenol (0.24 percent ta 3.75 .
petcent) was safe but not effective for
short-term use as an OTC topical first
aid antiseptic (54 FR 33644 at 33658).
These data (Refs. 1 through 16) and new
data submitted under the agency’s
“feedback” pracedures (Refs, 17 through
30) are insufficient to support a A
Category I classification of the safety
and effectiveness of the ingredient for -
ather long-term uses, e.g., antiseptic
handwash or health-care personnel
handwash and surgical hand scrub. The
agency oencludes that chloroxylenol -
remains classified in Category 11l .as an
active ingredient for these uses. -
However, the ingredient would be
considered safe for short-term use as a
patient preoperative skin preparation
but remains in Category 1l due to a lack
of effectiveness data for this use.

In the previous tentative final
monograph (43 FR 1210 at 1222 anc
1238), the agency stated that the data
were insufficient to reclassify
chloroxylenol into Category I, and the
ingredient remained in Category 1l for
safety and effectiveness. Indicating.
concern about the absorption of
topically applied antimicrobial drug

- published'in the Federal.

pmdwtsasedre tedly by consumers

over 8 number of years, the agency
stated the following regarding the safety
of the ingredient:

Only the most superficial toxicity data in

. snimals were submitted to and reviewed by
_the Panel. The Commissioner concurs with

the Panel that toxicity inrodent and .

. nonrodent ipecies, substantivity, blood

levels, distribution and metabolism, as well
as any subsequen! systemic absorption

_studies must be characterized * * ». The
‘degres of abisorption of PCMX foliowing

topical administration has not been

* established, The target organ for PCMX

toxicity in animals also remains unidentified

.:and shoutd be shown in a long-term animal
- toxicity study.

' While safety data (Refs. 1, 2, 6, and 7)
are sufficient to establish safety for
short-term use such as for a patient

_ preoperative skin preparation drug
. praduct, these data-do not resolve

concerns abput long-term chronic

" toxicity. Conclusions on these data,

which were also reviewed by the
Advisory Review Panel on QTC

-Antinticrobial I Drug Products
" {Antimicrobial 11 Panel) in conjunction
- with-its review of OTC topical

antifupgal'drug products, were

} | Register of
March 23, 1982 (47 FR 12480). That
Panel, which evaluated the safety of the
ingredient foruse in OTC topical

_antifungal:drug products, categorized

‘chloroxylenol (0.5 to 3.75 percent) as
safe (Category I} for short-term use (up
to 13 weeks) and advised,

¥+ % rglatively low doses of .

_ chloroxylenol can be systemically

‘tolerated, at least over a 13-week period.

_'The Panel is concerned about the effect

of chrenic-administration ou the liver,
but does not consider that topical
application of chloroxylenol to small
areas of the skin over short periods of

" time would result in liver damage.” (47

FR 12480 at 12534). The agency
subsequently agreed with the Pancl's

" corniclusions concerning the safety of

using the ingredient in OTC topical

" antifungal drug products for the
. treatment of o :
ringworni {maximum treatment duration -

ete’s foot, jock itch, and

4 weeks) in its tentative final

~monograph for these OTC drug

products, published in the Federal
Register of December 12, 1989{54 FR
51136 at 51139). The agency
subsequently finalized these
conclusions in the final rule for OTC
topica] antifungal drug products
published in the Federal Register of
September 23, 1993 [58 FR 49890).
arding long-term chronic toxicity.
data and inforination provided by one

- manufacturer included final reports of

campleted studies and interim reports
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of incomplete studies (Ref. 2). The
information also contained a protocol of
a planned preclinical study (projected
starting and completion dates for
experiments) which identified a 2-year
rat feeding study. Because this stugy o
might resolve concerns about long-term
chronic toxicity, the agency requested
the raw data (Ref. 31); however, the
manufacturer declined to submit the
data, explaining that it is no longer
interested in marketing chloroxylenol,
that its study had not been completed,
and that the study was conducted prior
to establishment of the Good Laboratory
Practices regulations (Ref. 32).

In response to the agency’s
determination that data from a 2-year rat
feeding study were essential (Ref. 33}, -
another manufacturer submitted
additional information along with
copies of already available safety data
(Ref. 34). The manufacturer explained
that it believes that long-term safety
data, i.e., 2-year oral feeding study,
while not currently available, may not
be a necessity. Citing statements made
by the Panel, that its recommended.
guidelines for the safety testing of these
drug products were developed grimarily
for antimicrobial agents applied to the
entire body surface and that appropriate
tests should be chosen to reflect the
intended use of the antimicrobial drug
product {39 FR 33103 at 33135), the
manufacturer contended that the
guidelines were developed to address
the most extreme exposure to an
antimicrobial ingredient rather than to
describe the minimal requirements for
safety data that the Panel would find
acceptable. Noting the contrast between
the use of surgical hand scrubdrug
products (products used by adults in a
limited area of the body for.a specified -
time span) with lifetime application to .
the entire body in bar soaps, the
manufacturer contended that while the
use of a surgical hand scrub is
considered chronic use, the exposure to
the antimicrobial ingredient during such -
use is limited to the hand and half the
distance to the elbow. The manufactures
further suggented that one might simply
regard the use of health-care antiseplic
ingredients in handwashes and surgical
scrubs as repeated daily use in a limited
area of the body. .

The manufacturer contended that data
from a 2-year feeding study would rot
contribute any information on the long- .
term safety of chloroxylenol that is not -
already available from subchronic
studies (Ref. 35). In support of its
contention, the manufacturer submitted
data from subchronic animal toxjcity
and human bathing studies (Ref. 18}
previously submitied in response to the
tentative final monograph for OTC

. many of the subchronic studies of the

topical antimicrobial drug products and
to the Antimicrobial I Panel. The data
also included computer simulation
models {Ref. 36} of plasma levels of
chloroxylenol that might accur after
dermal applications of varying -
concentrations.of the ingredient. The

simulations, based on urinary excretion

data from human bathing studies,
predict a lack of potential for -
accumulation of the ingredient in

humans. Subsequent submissions from

the same manufacturer included a
review articleé on the toxicity of
chloroxylenol (Ref. 19), a retrospective
analysis of the value of chronic animal
toxicology studies of pharmaceutical.

compounds {Ref. 20}, and copies of all

available toxicity data for chioroxylenol.
(Ref. 21). Included in the toxicity data.
was a kinetic analysis (Ref. 37) of data -
from human and animal studies of the -
ingredient previously submitied to the
agency that also predicts that .
accumulation in humans is not likely to
accur at reasonable exposure levels.
Based on the above dataand - :
information, the manufacturer requested

that the agency reconsider the necessity

.of a long-term animal study. In response:

to the manufacturer’s request, a public

' meeting was held to discuss the

available toxicity data for chloroxylenol.
At that meeting, the agency noted that

ingredient are of limited usefulness -
because they were conducted using a
formiilated product that contained -

isopropy} alcohol, turpineols, and castor -

oil soap in addition to chloroxylenol. .
The kinetic mode used in the studies
was considered‘inappropriate. A one- .
compartment model, as.used in the -

analysis, is not relevant to chloroxylenal

due to.its lipcp{)i}ilic nature. The .
sgency's detatled comments are on file
in the Dockets Management Branc
(Refs. 38 and 39). .
After considering the manufacturer’s
comments and evaluating the data
available at the time, the agency

concluded that the information was not -

adequate to characterize the level of
absorption, the distribution, the
metabolism, and the excretion of
chloroxylenol fellowing topical

‘administration. In s 1988 letter io the

manufacturer (Ref. 40), the agency
stated: (1) That data from the human
bathing studies reviewed are highly
variable (absorption 0.5 t0.15.7 percent],
(2) the-analytical methodology used in
the studies had not been validated and

'3 that the small number of subjects

inciuded in the studies made-it difficult
to draw meaningful conclusions from
the reported results. The agency
commented further thet submitted

‘adequate-to

“reneate

" also included a dose ra

accumulation ions were not
 the toxicity that

might océur with repeated exposure to

-the ingredient because no data have
“been:submitted to suppon or validate
‘the model's assumptions in

charicterizing exposure and stated that
additional data are needed to justify,

. support, and verify the assumptions and
. data used.in the predictions. g:»uinting

out that accumulation is not the sole
issue of Jong-term toxicity. the agency

asserted thatlong-term toxicity may be

" related to repeated daily exposiire to

low Jevels of the ingredient over a
lifetime.

In that same letter, the agency stated
that it had reexamined the necessity for
a loig-term animal study besed on the
manufactirer’s assertion that use of the

“‘ingredient as an antiseptic handwash

a’ndisurgi"ealascmb 'should be as
yse 1o a limited area of the
body, and had concluded that data from

additional short-term studies conducted

- under actual use conditions (i.e., where

abrasion is followed by occlusion, with
the level of absorption, distribution,
metebolism, and elimination of the

' ingredient being shown under these

conditions) could provide adequate
inforsisation to determine whether or not
a long-term animal study is necessary.
Protacols for a pharmacokinetic surgical
scrub study fo develop such data were

" submitted to the agency (Refs. 41 and
42); however, to date the agency has not

received any data from such a study.
The agency's detailed comments are on
file in the'Dockets Management Branch

* (Refs. 43 and 44).

- More recently, the agency received
additional data fmaining to the safety
of chloroxylenol from another
manufacturer {Ref. 30). The data

- included an-assossment of the

ingredient’s mutagenic potential by a
series-of in vitro and in ?J:\(m assayg

(Ames test, unscheduled DNA synthesis
it rat primary hepatocytes.
ma

chiromosomal abertretions in Chinese
hamster avary cells, and an in vivo
mouse micronucleus assay), The data
! ] e-finding study
for a teratology study of the i ient
in rgts and the subsequent teratology
stu Ve X
“Two of the four mutagenicity assays

" included in the submission yielded
~ suspect or.equivocal results. The in
. vitro administration of 19, 38, 75, and

150 micrograms per milliliter {(ng/mL)

doses of chloroxylenol to Chinese

. hamster ovary cells produced a

statistically significant increase relative
to the solvent control in the mean

number of chromosome sberrations per

cell at the 75 and 150 pg/mL dose level

" ‘both in the presence and absence of
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metabolic activation. Statistically -
significant increases in the percent of
aberrant cells were also seen at the 75
ug/mL dose in the absence of metabolic

activation and at the 75 and 150 pg/mL

doses in the presence of metabolic
activation. No dose response was
apparent in either the activated or

. nonactivated systems. The investigator
concluded that the results were
equivocal in the nonactivated test
system and suspect in the activated test .
system. ’

The results of the in vivo mouse
micronucleus assay demonstrated a
statistically significant increase in
micronucleated polychrorn.atic
erythrocytes in female mice 24 and 72
hours after oral dosing with 250 and 833
milligrams per kilogram (mg/kg) doses
of chloroxylenol. However, no dose

response was apparent. The investigator

considerea the results to be a statistical
anomaly based on unusually low mean
micronucleus values in the negative
control group and the lack of a dose
response. However, the agency believes
that because the observed increases
were significantly elevated over those of
the negative controls.(p< 0.01) and were
reproducible at two doss levels, these
results should be considered equivocal.
The manufacturer has provided
additional information (Ref. 45} in
response to the agency's interpretation
of the results of the mouse micronucleus
assay. However, the agency continues to
believe that reliance on data from
historical controls is inappropriate and
has not changed its position on the data.
The agency’s detailed comments are on.
file in the Dockets Management Branch
{Refs. 46 and 47).

In light of the new data (Ref. 30) and
the issues that they raise, the agency has
again reexamined the data requirements
necessary to support the safe chronic
use of thisvingrezriam. The agency finds
it necessary to broaden the additional
testing requirements in order to clearly
assess potential risks associated with
chronic use of chloroxylenol. Therefore,
data obtained from the following are’
necessary: (1) Human studies conducted
under maximal use conditions, i.e.,
repeated use as a surgical scrub use’
where abrasion is followed by
occlusion, characterizing the level of
absorption, the distribution,
metabolism, and elimination of the
ingredient, (2) a lifetime dermal ’
carcinogenicity study (up to 2 years} in
mice, and (3) an appropriate human
epidemiological study performed to-
determine the effects on health-care.
professionals in countries, such as
England, where the ingredient has been
used extensively for a long period of

time are necessary. Further, in orderto

relate the data derived from the chronic
animal study to humans, the lifetime
dermal carcinogenicity study should
also inchide concomitant sbsorption, -
distribution, metabolism, and excretion
studies. A protocol for an 18-month
dermal carcinogenicity study has been
sitbmitted to the agency (Ref. 48). The
agency's detailed comments and e
evaluation of the data and protocal are
on file in the Dockets Management
Branch (Ref. 47).

Regarding the effectiveness of-
chloroxylenol, the agency stated the '
following in the previous tentative final
monograph: “Claims for broad spectrum
activity have beenmade * * *; - -
however, the Commissioner finds that |
inadequate effectiveness data were .
submitted. Many studies were old and
not performed with modern antiseptic
testing procedures. * * * effectiveness
testing both in vitro and in vivo should
be done in accordance with the =~
Guidelines” (43 FR:1238).

The apglicable effectiveness data
submitted-by the comments were -
derived-from in vivo and in vitro studies -
(Refs. 1 through 7 and 13 through16), -
along with data subsequently submitted -
under the “feedback” proceduires {Refs.
22'through 28 and 50)." ’ T

Data from in vivo glove juice studies -
(Refs. 1,2, 19, and 50) demonstrated the

" antiseptic activity of chloroxylenolina

range of 310.3.75 percent when = .
formulated in an aqueous surfactant -

. vehicle. Chloroxylenol formulations are
" substantive in their activity, i.e., they do -

not produce an. initial high reduction in
the number-of bacteria but after repeated
use (routine use), they reduce the '
baseline number of bacteria and .
suppress bacterial growth for 6 hours. In
vivo data for surgical hand scrub’
products containing chloroxylenol at
concentrations lower than 3 percent are
insufficient. Aqueous solutions of
chloroxylenol in a pine oil vehicle {(1:40
dilution of Dettol®) consistently . -~
reduced more than 99 percent :
Staphylocedcus aureus (S. aureus) from: -
thie hands of test subjects.{Ref. 25).

In vivo cup scrubbing and other
appropriate data (Refs. 22, 23, and 24)
indicate that chloroxylenol, in 70
percent alcohol, is fast actingasa
patient preoperative skin preparation. -
However, alcohol itself meets the
criteria for.a preoperative skin
preparation and is a significant
contributor for fast acting contaminant
reduction. The data are not sufficient to
demonstrate that chloroxylenol in this
formulation contributes to the total
antimicrobial effect. -

In vitro study data (Refs. 1,-3, 4, 5, 13,
14, 16, and 28} show that chloroxylencl
in various vehicles is effective against

T

gram-negative bacteria, i.e., Escherichia
coli (E. coli), P. aeruginosa, Proteus .
wvulgaris, and Klebsiella aerogenes (K.

' aerogenes). This anti-gram-negative

activity is formulation dependent.
il aqueous solutions of pure
chloroxylenol with no other additives

show that low concentrations (0.3 mg/
" mL} reduced 95 percent of some

Psgggtiamonas in :ge mmﬁustﬁs.
- Data régarding the antiseptic activit;
of chloroxylenol itself are not\adequatt{.

" - 'While the data are considered sufficient

to support in vitro effectiveness for the

finishied products, the a.ailable data are

inadegquate to show the contribution of
the cliloroxylenol. Because these

* finished products contain several
' additional ingredients, e.g., surfactants,

isopropanol, pine oil, or

- ethylenediaminetetraacetic acid (EDTA),

which coniributed substantial
germicidal activity, conclusions
regarding chloroxylenol's active
contribution to the product’s efficacy .
cannot be supported. The agency's
detailed comments and evaluations of
the submitted data are on filein the
Dockets Management Branch (Refs. 51
and 52). One:manufacturer has
responded te FDA’s concern.and
provided additional data (Rei. 53).
These data are currently being reviewed
by the agency and will be discussed in
the final rule for these drug products. In
summary, the data are sufficientto
suppert the in vitro and in vivo
effectiveness of the formulations tested.
However, additional data are needed to

" demonstrate that chloroxylenol
.contributes to the activity of these

formulations. In addition, data from
glove %uir;e studies indicate that the
antjmicrobial activity of chloroxylenol
is substantive in nature and does not
produce an initial high reduction of
bacteriz, but that repeated use of the
ingredient will uce a reduction in
bacteria as well as a suppression of the
baseline number of bacteria of the
normal skin flora for 6 hours. As
discussed in section LN., comment 28,

_ the Qgr:nc{ is proposing that all
- antimicro
- a8, & surgital scrub or health-care
-personnel handwash be able to
-demonstrate an immediate reduction in

ial products indicated for use

bacteria and is inviting comment on the
use of substantive antimicrobials in
health-care antiseptic drug products.
The agency, therefore, is proposing
that cliloroxylenol at the concentrations
evaluated [0.24 percent to 3.75 percent)

.be classified as Category I for safety and

Category 11 for effectiveness for short-
term use as a patient preoperative skin
preparation and in Category I for safety
and effectiveness for long-term uses, ie.,

: aﬁﬁse;}!?ic\hmdwash ot health-care
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personnel handwash and surgical hand
scrub. The existing data are not
adequate to extrapolate and assess the
chronic toxicity of chloroxylenol for
long-term use. Before chloroxylenol may
be generally recognized as effective, the
aguncy recommends that approprinte s
vitro and in vivo effectiveness data be
submitted. The data should include:
results obtained fron: both in vitro-and
in vivo iests as described in the testing
procedures below. (See section LN.,
comment 28.) '
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of Chlovéxylenol.” unpublished report,
Comment No. SUP47, Docket No. 7SN-0183,
Dackets Management Branch.

{37} Cabans, B.E., snd ED.
Purich,"Comparetive Mataboliam and
Pharmacokinetics of Chloroxylenol (PCMX)
in Animals and Man.” unpublished report,
Comment No. RPTE, Volume 7, Docket No.
75N~-0143, Dockets Management Branch.

{38} Letter from W. B. Gilbertson, FDA, o -

‘M. K. Bruch, Dexide, Inc., coded LET7S,

Dacket No. 75N-0183, Dockets Mansgement
Brunch.

{39} Memorandum of meeting between
representatives of Dexide, Inc., Ferro Corp..
and:FDA, coded MM11, Dockst No. 73N~
0183, Dockets Management Brench.

{40} Letter from W, E. Gilbertson, FDA, to

* M. K. Brich, Dexide, Inc.. coded LET89,
‘Docket No. 75N-0183, Dockets Management

Branch.
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(41) Comment No. C165, Docket No. 75N~
0183, Dockets Management Branch.

{42} Comment No. SUPS1, Docket No.
75N-0183. Dockets Management Branch.

{43) Letter from W. E. Gilbertson, FDA, to
M. K. Bruch. Dexide, Inc.. coded LET93,
Docket No. 75N-0183, Dackets Management
Branch. ‘

{44) Memorandum of meeling between
representatives of Dexide, Inc., Ferro Corp., -
and FDA, coded MM15, Docket No. 75N~
0183, Dockets Management Branch.

{45} Comment No. C172, Docket No. 75N~
0183, Dockets Management Branch, -

{46) Letter from W. E. Gilbertson, FDA, to .
G. R. Kramzar, NIPA Labarstories, {nc., coded
LET97, Docket No. 75N~0183, Dockets ‘
Management Branch.

{47} Letter from W. E. Gilbertson, FDA to
G. R. Kramzar, NIPA Laboratories, Inc., coded
C174, Docket No. 75N-0183, Dockets
Management Branch.

{48) Comment No. €173, Docket No. 75N-
0183, Dockets Management Branch.

{48) Comment No. LET65, vol. 4, 5, and 6,
Docket No. 75N~0183, Dockets Management
Branch. .

{50) McCracken, A., “Effactiveness of
Ultradex Scrub Sponge Determined in a
Clinica) Setting,” unpublished study, coded
LETSS5, vol. 6, Docket No. 75N-0183, Dockets
Management Branch. ,

{51) Letter from W, E. Gilbertson, FDA, to
M. K. Bruch, Dexide, Inc., coded LET87.
Docket No. 75N~0183, Dockets Management
Branch. .

{52) Letter from W. E. Gilbertson, FDA, to
M. K. Bruch, Dexide, Ire,, coded LET90,
Docket No. 75N~-0183, Dockets Management
Branch.

{53} Letter from M. K. Bruch, Dexide, Inc.,
to W. E. Gilbertson, FDA, coded LET91,

Docket No. 75N-0183, Dockets Management

Branch. -

H. Comment on Hexachlorophene

13. One comment urged
reconsideration of hexachlorophene as
an OTC “handwashing agent and
anlimicrobial skin cleanser for use in
the hospital, doctor’s office, and by
adult consumers.” The comment stated
that adequate data to support Category
I siatus were submitted in response to
the advance notice of proposed
rulemaking, but were only superficially
discussed by the agency in comment 61
of the tentative final monograph. (See
the Federal Register of January 6, 1978,
43 FR 1210 at 1220.) The comment
submitted additional data to suppurt the
safety of hexachlorophene, including a
retrospective study on 3 percent
hexachlorophene in baby bathing (Ref.
1) and a study of hexachlorophene
blood levels in infants receiving routine
antiseptic skin care (Ref, 2). The
comment also included a
comprehensive review article on the
safety and effectiveness of
hexachlorophene (Ref. 3}.

The agency kas reevaluated the data
discussed in comment 61 in the

tentative final monograph (43 FR 1226}
and evaluated the new data, and has
determined that the data do not warrant
changing the classification of
hexachlorophene as a prescription drug. .
The infamt data (Refs. 1 and 2) were
discussed in detail in the tentative final
monograph for OTC antimicrobial -
diaperrash drug products (55 FR 25246
at 25261 to-25263). ‘
Summaries of handwash studies were
also submitted, but no data were .
included. In one study, 3 percent
hexachlorophene was tested asa
surgicel scrub-under exaggeraled use

Ai¢i; af 1o v .
conditions (Ref. 4). Subjects (number

not specified) washed their hands and
forearms in 20 mil. hexachlorophene for -
10 minutes, § times daily, 6 days a week
for a total of 58 days. No signs of ,
toxicity were reported. The blood levels
of hexachlorophene reached a plateau:
within 3 days at mean levels of 0.07 ug/

ml. . b
“The sgency believes that it would be
necessary to testa very large group of
subjects {the number of subjects
required to obtain a statistically \
significant resuli) with a-variety of skin- *
condilions to determine the true degree
of absorption. A similar study reviewed
by the Panel (39 FR 33103 at 33118}
reported blood lavels of 0.5 pg/mlL or
higher. ’ ’

n the other study, subjects washed .
their hands and face three times daily -
for 3 weeks with either 2 or 5 mL of 3
percent hexachlorophene (Ref. 4). Blood
concentrations reached a plateau within
7 days at mean levals of 0.21 pg/mL for
the 2-mL group and 0.22 yg/mL for the
5-mlL grmg) -

Other additiorial data contained only.
a brief summary of the historical use of
hexachlorophene and primarily citéd
publications in the medical literature

(Ref. 5, The references yrovided no new
. information, Consequently, the agency
. has determined that hoxachloro
. will continue on prescription status

ene’

subject to the existing regulation in 21
CFR 250.250.
In order for hexachlorophene to be

- switched to OTC status, the concerns

expressed by the Antimicrobial 1 Panel
that hexachlorophene does not have an
adequate margin of safety for OTC use.
{39 FR 33103 at 33117) should be. :
addressed. After reviewing the

submitted data, the sgency concindes |
that the salety of this ingredient for OTC

" use on infants has not been

demonstrated. For OTC status for use by
adults, any further submission of data
should specifically address the safe OTC
use of hexachlorophene in adults.
Based upon the discussion above, the
agency s proposing that - ‘
hexachiorophene remain available by

VerDate 22-MAY-84  10:40 Jun 16, 1994 Kt 150257 POO000Q FrmODOI? Fmid70t  Simt 4702 CENFRENDITINZ.BTZ  plendt

(R T . o

prescriplion only, excepi when used as.
& preservative at concentrations of 0.1

_percent or less.

agency’s detailed comments and
evaluation of the data are cu file in the
Dockets Management Branch (Ref 6).

{1} Plueckhahn, V. D., and R. B. Coliins,
“Hexachlorophege Emulsions and Antiseptic
Skin Care of Newborn Infants,” Medical
Journal of Australio, 1:815-819, 1976.

{2} Plueckhahn, V. D., “Blood
Hexachlgrophene Concentrations in New-
Bomn Infants Undergoing Routing Antiseptic

. Skin Care with a 3% Hexachlorop

S ey - 3 - - - . *
Emulsion,” unpublished study contained in

" SUP13, Docket No. 75N-0183, Dockets

Marnagement Branch.

" (3} Plueckhakin, V. D., “Infant Antiseptic
Skin Cure with-Hexachlorophene Emulsions
and Powders,” unpublished study contsined .

ya SUP28, Docket No. 75N-0183, Dockets
. Wan 4

ment Branch. '
. {4) Comment No. SUP13, Docket No. 75N~
0183, Dockets Management Branch.
.| {8) Coramant No. €116, Docket No. 75N~
0183, Dockeéts Management Branch.

{6) Letter from W. E. Gilvertson, FDA, 1o
G. 8. Goldsiein, Sterling Drug Inc., coded
LET63, Docket No, 75N=0183, Dockets

" Managemeni Branch.
- L. Comments on lodine and lodophors

14, One comment pointed out that
poloxamer-iodine complex appeared to
be incorrectly included in the Category
11 list under “health-care personnel

-handwash'* (43 FR 1210 at 1227), while

it is. properly listed in Category Il for

- use.as a “health-care personnel

handwash™ (43 FR 1210 at 1229); The

. comment stated that deletion from the
- Category U list would correct the error.

The agency concurs with the

" comment that poloxamer-iodine
_complex for use as a health-care

ersonnel handwash was incorrectly
isted as Category I (43 FR 1227) and

-that the listing as Category 111 {43 FR

1229) was ¢orrect.
'15. One-comment submitted date on
the safety snd effectiveness of a “mixed

Jodophor” consisting of iodine

‘complexed by ammonium ether sulfate

.and polyoxyethylene sorbitan

monclaurate (Ref. 1). The comment
stated that this information had been
previously submitted in May 1974, but
that the ingredient had not been

.mentioned in the Panel’s report or in the

gg’qncyi:?tﬁpdsed monograph and .
requested that the agency include it in
the monograph. The comment pointed
out that the iodophor, forniulated as a
liguid hand scrub, is intended for use by
surgeons; food handlers, and others for
whom reduced bacterial skin flora is of
‘public health significance.

Regarding the comment's statement

 that the data were previously submitted,
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the agency has no record of any
submission of these data in 1974.
Because this hand scrub was not
previously reviewed or categorized as
an OTC topical antimicrobial drug
product, the agency reviewed the
product’s marketing history and
considers it appropriate to include this
product in the OTC drug review. The
agency has evaluated the data submitted
by the comment {Ref. 1} and determined
that iodine complexed by ammonium
ether sulfate and polyoxyethylene
sorbitan monolaurate is safe for use as

a surgical hand scrub and health-care
personnel handwash, but that there are
insufficient data available to determine
its effectiveness for these uses, ‘
Therefore, the ingredient is being
classified in Category III.

The data included several studies on
the absorption of the iodine complex,
blood levels of iodine, and the systemic
toxicity of the iodine complex. Protein-
bound iodine (PBI) and iodine blood
levels in rabbits were determined
following two studies of acute dermal
applications. In the first study, either.2 -
or 5 mL/kilogram {kg) of the test iodine
complex was applied to the shaved
backs of rabbits in one experiment. The
method of acclusion, if any, was not
stated, but the test material was washed’
off after 24 hours. In another
experiment, 2 mL/kg of the test iodine
complex was compared with a ,
povidone-iodine complex and both were
applied as in the first experiment. PBJ
and total iodine in blood were )
detormined at 0, 24, and 48 hours in
both experiments. In ail treated animals,
the level of PBI was extremely high at
certain times, primarily at 24 hours.
Arnimals receiving the higher dose of
iodine complex in the first experiment
seenied to return to normal sooner than
those receiving the lower dose. All
animals returned to normal by 14 days,
For purposes of comparison, the second
experiment showed that serum total
jiodine increased from 1.4 to 30.7
milligrams/deciliter (mg/dL) in the test
iodine complex group compared to from
1.23 to 37.9 mg/dL in the povidone-
iodine group in the 24 hours that the
application remained on. In the second
study, 5 mL/kg of the test iodine
complex was applied to the shaved
bucks of two groups of five rabbits each.
In one group the shaved backs were
occluded for24 hours and in the other
group, the shaved backs wore scrubbed
for 10 minutes followed by rinsing and
occlusion. An additional group served .
as an untreéated control group. Blood
samples for fodine determinations were
taken at 0, 24, and 48 hours and at 14
days. All five animals in the group in

four humans who scrubbed twice daily

“the subjects wore gloves for 2 hours

' near normal by the end of the study.

-rubbed with 0,17 mL/kg of radioactive

-0.17 mL/kg of the iodine surgical scrub

-ahout 10 parcent of the body area, was.

- minutes. The study lasted 13 weeks

which the iodine complex remained
occluded on intact skin for 24 hours had
markedly elevated levels of PBl and”
iodine at both 24 and 48 hours, but were
only slightly above normal at 14 days.
For the 10-minute scrub animals, the
PBlJevels were increased in two of five
animgls at 24 howrs, slightly in all five
animals at 48 hours, and were normal at
14 days. R

A study to determine the effect on
blood PBI levels of a toutine scrubbing .
procedure in which exposure to the
iodine'complex exceeded normal use
showed no alteration.in PBI levels in

(each scrub consisting of two 5 minute
hand washes with 5-mL) for 26
consecutive days. Also, no initation was
observed. In a similar study in which -

after each scrub, PBI levels were not .
increased, but total iodine was slightly -
increased. In two subjects, this increase '
was greater in the middle of the study, -
but the total iodine blood levels were

A dermal-absorption study'in which
the shaved backs of four monkeys were
iodine complex:for 10 minutes, rinsed,
wrapped for 2 hours, and the animals
sacriticed after 24 hours, revealed that

-less than 0.1 percent of the application

was recovered in the thyroid, the target .
organ for iodine. 3
'A 90-day sub:acute dermal toxicity -~ -
study was conducted in three groups of
monkeys divided into one control group-
and two test groups, One test group was.
scrubbed once for 10 minutes deily with

detergent product and the second group
was scrubbed three times with 0.34 mL/
kg (once for 10 minutes and twice for 3
minutes each day). To simulate the
wearing of surgical gloves, the treated
area of each animal, which consisted of
a shaved area of the back equivalent tor

wrapped with-a rubber dam for 30.10 90 -

during which the animals were
monitored. Neither test group showed - -
any effects of iodophor treatment except -
slevated PBI lovels in the high dose - "
group, which peaked at one month.
Also, there was no significant effect-on
the thyroid in the treated groups.

“The sgency belleves this iodine -
complox is safe for humans based on the
data from human, rabbit, and monkey
studios. Tost daia showad very littls
iodine absorption when the product was
used as'a scrub.negligible uptake
{following acute dermal application of
radioactive iodinie complex} by the
thyraid in monkeys, and an unchanged
thyroid waight in test groups of

‘effectiveness as a surgical

lmonkays following 90 days of sub-acute

applications of the jodine complex.
“The.comment submitted data from
one clinical study for evaluating
‘ hand scrub
but did not provide the testing protocol
used. Five subjects scrubbed three times
daily for § days with the jodophor
formulation {containing 1.1 percent
iodine); Four subjects completed the

- stidy. Surgical gloves were worn for 2

hours after the first wash of the day.

.Subjects’ hands were sampled once each
.day at the end of the 2-hour gloved

period usinga single-basin Cade

ethed. The initial sampling was used

to sstablish a baseline microbial count
for each subject. Study results were
reported as the number of organisms per
mL of basin water and the percent

" reduction in the number of organisms

recovered: The reduction in the '
bacterial population ranged from 89 to
98 percent on the first day. By the fifth

_ day, the réduction ranged from 99 to

100 percent. Similar results were

- obtained in 8 comparative study on six

subjects using povidone-iodine.
- Although it is clear that the test used

. .was not the glove juice test which is

.describedin the antimicrobial tentative

final monograph (43 FR 1210 at 1242),
_ alternative methods may be acceptable.

Howsever, because of the small number
of subjects included in the study, the

- data arenot sufficient to support the

Category Lclassification of this
ingredient for use as a surgical hand
scrub. Additional studies, of the type

‘described in § 333.470(b)(1) of this

amended tentative final monograph, are

- necessary to support the effectiveness of
this surfactant iodine complex for this

use.
-In'the previous tentative final

‘manograph (43 FR 1235), the agency
- ‘recognized that elemental iodine

complexed with a surfactant type

“cairier” molecule reduces the amount

“of immediate **free” jodine, because

miost of the formulated iodine is bound

. in'the:complex. Effectiveness of all

iodophers is dependent on the release of
free iodine as the active agent from the
complexing molecule which acts only as
4 carrier. The agency acknowledges that
iodine complexed with a surfactant is

- an-acceptable way of presenting jodine

as ari‘antimicrobial agent to the skin.
However, bocause most of the
formulated iodine may be tied up in the

* complex and-because the information

submitiod by the comment to support in
vitro efficacy {Ref. 2) dealt only with

aqueous-and/or tincturc solutions of free .
ioding, testing of the complete

. formulation is necessary to judge the
Aimportance of formulation on the

rolsase of the active ingredient and,
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thus, its influence on aspects of
effectiveness,

Based on the data submitted, the
agency concludes that iodine
complexed by ammonium ether sulfate
and polyoxyethylene sorbitan
monolaurate is safe but additional data
from appropriate studies are needed to
establish general recognition of
effectiveness for use as a surgical hand
scrub and health-care personnel
handwash. The data should include
results obtained from both in vitroand
in vivo testing procedures. (See section
LN., comment 28.) >

References

(1) Unpublished Nonclinical arid Clinical -
Studies on V.LS., Vestal lodine Scrub (iodine
complexed by ammonium ether sulfate and
polyoxyethylene sorbitan monolaurats),
Comment No. C106, Docket No. 75N-0183,
Dockets Management Branch.

(a) Acute Dermal Toxicity in Rabbits.

(b} Acute Dermal Application—Rabbits.

{c) Determination of the Influence of
Scrubbing with Vestal lodine Surgical Scrub
Detergent on the Protein Bound lodine Level
of the Blood.

(d) Determination of the Influence of
Scrubbing with Vestal lodine Surgical Scrub
Detergent on the Protein Bound lodine and
Total Serum lodine Levels in the Blood.

(e} Percutaneous Absorption of lodine in
Monkeys from the Dermal Application of an
lodine Surgical Scrub Detergent. -

{f) Three Month Sub-Acute Dermal
Toxicity Study in Monkeys with Vestal
lIodine Scrub Detergent.

{g) lodine Surgical Scrub Detergent,
Surgical Hand Scrub Study in Five Human
Test Subjects. ;

(2} Gershenfeld, L., “lodins,” in
“Disinfection, Sterilization, and
Preservation™ 1st ed., Lee and Febiger,
Philadelphia, pp. 329-~347, 1968.

16, Several comments objected to the
warning proposed for the professional
labeling for povidone-iodine and
iodophor-surfactant products: “Caution:
Do not use this product in the presence
of starch-containing products. Starch
can adsorb iodophors and the resuiting
complex can ‘cause serosal adhesions
{abnormal union of the serous
membranes) and other undesirable
effects in the body" (43 FR 1210 at
1221). The comments pointed out that
the study by Goodrich, Prine, and
Wilson {Ref. 1) on which the warning is
based is not well controlled, is
rudimentary, and lacks rigorous testing
that produces evidence which can be
statistically analyzed. The comments
contended that this article is not
sufficient basis for the warning. The
comments requested that the impact of
the article by Goodrich, Prine, and
Wilson on the labeling of nonsurfactant
iodophors be reevaluated and that
povidone-iodine be exempt from the
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'upon evidence presented during the'
Drug Efficacy Study Implementation;,

required waxqin%;te!ating' to.contact of
starch and iodophors. One comment
stated that there are numerous papers in_
the literature describing the -
antiadhesive effect of povidone and -
povidone-iodine and submitted nine
references dealing with humans and’
animals that support an antiadhesive
effect when povidone or povidone-
iodine is-used in intraperitoneal surgery
{Ref. 2). Another comment explaine

that starch is well known for producing
' granuloma and that every package of

surgeons’ gloves carries a warning
statement to the-effect that the outside
of the gloves mustbe cleansed of starch
powdaer prior to use, The comment”
concluded that FDA should require a
warning label on the gloves, but not on

. products containing the drug,

FDA has reevaluated the article by
Goodrich et al. {Rel. 1), considered the
additiondl cited references {Ref. 2}, and
examined current policy on the labeling

‘of United States Pharmacopeia (U.S.P.}’

Absorbable Dusting Powder

(carnstarch). Goodrich, Prine,.and

Wilson (Ref. 1) provide data from
observations and arbitrary scoring of
adhesions after intraperitoneal injection .
into 4 groups of 13 adult female mice
with: (1} Powderad starch suspended in
1.5 mL of normal saline, {2} powdered

starch treated with 5 mL of an fodophor
.and washied three times in saline before

resuspension in 1,5 mL normal saline,
(3) powdered starch treated with 5 mL.
of a 10-percent solution of surfactant
washed three times in saline and
resuspended in 1.5 mL of normal saline
and (4) normal saline (control animals).
The data do not indicate any significant
difference between suspensions of the

‘surfactant mixed with starch and the.
‘surfactant-iodophor mixed with starch,

The agency’s policy on the labeling of

‘'surgical gloves treated with Absorbable

Dusting Powder U;S.P,, determined

was published in the Federal Register of
‘May 25, 1971 (36 FR 9475). The agency.
requires the following statement on
surgical gloves treated with Absorbable
Dusting Powder U.8,P.: *Caution: after
donning, remove powder by wiping -
gloves thoroughly with a sterile wet =

'sponge, sterile wet towel, or other -

effective method.” Products containing
Absorbable Dusting Powder U.S.P. for .
lubricating surgical gloves were =~
formerly classified as new drugs, but are
now regarded as transitional devices, for
which premarket approval is required
under the Medical Device Amendments
to the Federal Food, Drug, and Cosmetic
Act (42 FR 63472 at 63474). FDA's
Centor for Devices and Radiological

‘Health is establishing categories for all

surgical devices, including surgical
gloves lubricated with powdered starch.
Any changes in the labeling for this

class of products will be dealt with in

a separate rulemaking procedure and

- separate Federal Register notice.

The agency believes that the user’s
removal of dusting powder from
surgical medical devices (rubber goods)
treated with Absorbable Dusting Powder

-U.8.P. decreases the incidence of

adhesions and is not persuaded that the
data in the article by Goodrich, Prine,

~ and'Wilson provide a sufficient
- seientific basis for a warning label.

Therefore, the warning about the
interaction of iodophors and starch-
containing products proposed in
commant 66 ofthe previous tentative
final monograph is not included in this
amended tentative final monograph.

" References

* {1) Goodrich, E.O., J.R. Prine,and . S.

. Wilson, “Jodized Starch Granules.asa Cause

of Siarch Peritonitis,” Surgical Forum,
25:372-374, 1974. :

-(2) Nonclinical and Clinical Safety Studies
on Postoperative Observations of Abrasions,
Comment No.'C111, vol. 4, tabs 6-14, Docket

‘No, 75N-0183, Dockets Management Branch.

1A %mm‘befof comments submitted
new data (Ref. 1) to establish that

~povidone-iodine is safe and effective as

a topical antimicrobial drug. The

‘comments requested that povidone-

jodine be reclassified from Category IIl
to Category { as a topical antimicrobial

" ingredient for use as an antimicrobial
“soap, héalth-care personnel handwash,

surgical-hand scrub, patient .
preoperative:skin preparation, skin
antiseptic, skin wound cleanser, and
skin'wound protectant.

_As discussed earlier in this document,
this amended tentative final monograph
addresses only topical antiseptics for
health-care antiseptic uses as a surgical

- hand scrub, antiseptic handwash or
- health-care personnel handwash, and

patient préogemtiv"e skin preparation.
As discussed in'section L.B., comment 5,

“antimicrobial soaps are no longer

included in this rulemsking. The agency
addressed the other use categories

. mentioned in.the comment in a separate

Federal Register notice for OTC first aid

" antiseptic drug products (56 FR 33644).

As discussed-in comment 38 of that
‘document {56 FR 33660), FDA has
tentatively concluded that povidone-
iodine should be classified in Category
Tforuse as a first aid antiseptic
{formorly degignated skin antiseptic,
skin wound cleanser, and skin wound
protectant). - .

The agency has considered the now
data submitted and other information in
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support of the request to reclassify
povidane-iodine from Category Il to
Category L. On the basis of these data
and information, the agency tentatively
concludes that povidone-iodine should
be reclassified from Category Il to
Category I as a topical antiseptic -
ingredient for use in surgical hand
scrub, patient preopsarative skin
preparation, and health-care personnel
or antiseptic handwash drug products,
The general safety aspects of
povidone-iodine that concerned the
agency in the previous tentative final
monograph {43 FR 1210 at 1234 to 1236)
are addressed elsewhere as follows: (1)
The effect of povidone-iodine on wound
healing. Based upon submitted data, the
agency concluded in the first aid
antiseptic segment of this rulemaking
that non-surfactant iodophor products
{povidone-iodine) do not delay wound
healing. See comment 42 of that
document [56 FR 33644 at 33662). Also,
the Advisory Review Pansl on OTC
Antimicrobjal 11 Drug Products
reviewed povidone-iodine’s effect on
wound healing in its report on topical
antifungal drug products and concluded
that the drug did not affect wound
healing (47 FR 12480 at 12545). {2) The
effect of povidone-iodine on thyroid
function. In comment 41 of the tentative
final monograph for OTC first aid
antiseptic drug products (56 FR 33844 at
33661), the agency discusses studies
that indicate that topically applied
povidone-iodine does not cause thyroid
dysfunction. (3) The proposed warning
about the interaction of starch-
containing products with iodophors
resulting in serosal adhesions and other
undesirable effects, i.e., “Caution: Do
not use this product in the presence of
starch-containing products. Starch'can
adsorb iodophors and the resulting
complex can cause serosal adhesions
(abnormal union of the serous
membranes) and other undesirable
effects in the body” (43 FR 1210 at
1221). The agency has reevaluated the.
proposal and decided that the warning
is not supported by the data. (See
section L1., comment 16.) (4) The
agency's concern regarding molecular
weights of povidone-iodine greater than
35,000 daltons not being excrdted by the
kidney and causing lymph node
changes. In section LI, comment 18, the
agency discusses a previously proposed
warning regarding this subject and
dotormines, basod on more recent data,
that larger povidone-iodine molecules
are not a risk when the product is
limited to the topical uses included in
this tentative final monogtx;aph;
The agency's concern about the need
for expiration dates (not to exceed 2
years after manufacture) because of the
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lack of stability data for several
iodopher preparations, which relates to
the effectiveness of the product, can be
satisfied by compliance with the current
good manufacturing practices o
regulations (21 CFR parts 210 and 211).
These regulations include, among other
things, i’acéuimnggms rg:fardin stability
testing and expiration dating (see
§§211.137 and 211.166). Therefore, as -
discussed in comment 40 of the

tentative final monograph for OTC first
aid antiseptic drug products (56 FR
33644 at 33661); data on the stability of -

_ povidone-iodine and the proposed 2-

year expiration date are no longer
considered needed in this rulemaking

. proceedin,

A s'ecor’agl\agancy concern relating to
effectiveness was the rate of release of
“free” jodine from the complexand .
whether there was evidence of
germicidal activity over a period of time
in clinical application (43 FR 12108t
1235). As discussed in the tentative
final monograph for OTC topical acne
drug products (comment 5, 50 FR 2172
at 2173), iodine is released from the
povidone-iodine complex within

- milliseconds, thus resolving this

concern. \

With regard to the effectiveness of
health-care antiseptic uses subject to
this rulemaking, the agency has

-reviewed the data and informationon
‘povidone-iodine’s germicidal in vitro -

and antiseptic in vivo effectiveness
(Refs. 1 through 19)-and concludes that -
the data are sufficient to reclassify this
ingredient from Category 111 to Category

—r

" A series of in vitro controlled studies

(Ref. 1-C133, Volume 1) included a

"broad spectrum of test micro-organisms

which were assogiated with between 40
to 60 percent of the nosocomial’
infections in the urinary tract, surgical :
wotnds, pneumonia, and bloodstreamn,
roported by the National Nosocomial

‘Infections Surveillance System (NNIS)
for the pariod from January 1985 to
'August 1988 (Ref. 2). In most instances,

these test- micro-organisms, as proposed
in § 333.470(a}{1)(1}) {see section 1.C.,
comment 6), weré killed after 6.5t0 5
minutes exposure {o povidone-jodine. A

‘minimum inhibitory concentration

(MIC) study (Ref."1~C133) using-30
cultures, both American Type Culture
Collection (ATCC) and recent skin
isolates, was also-included in this series
of in vitro studies. The rosults indicated
a range for MIC from 87 parts per :
million (ppm) to 482 ppm for dilutions
of povidona-iodine solution and 83 ppm
to 476 ppm for dilutions of povidone-
iodine surgical scrub dépending on the
test micro-organism. Tests with \
controls, neutralizer, and organic load

‘using a serial dilution method were

-included inthe study.

- Gocke, Ponticas, and Pollack (Ref. 3)
evaluated the susceptibility of 230.
clinical-isolates from blood, urine,

_sputum, and wound cultures to the
. bacteriocidal activity of povidone-

iedirie, These clinical isolates contained
over half the orgonisms included in

'§333.470(a){1){ii). Results indicated that

106 of the 230 organisms tested (46
percent] were killed when 1 mL of a

. standardized suspension containing 10°®

organisms was #xposed to a 10 percent
povidone-iodine solution for 15
seconds, Povidone-iodine showed its
highest activity against gram-negative
isolates, with 72 of'the 94 isolates (75

- percent] i;éixi% killed after a 15-second
.. 8xposure.

Only 34 of the 134 (25
percent) gram-positive isolates were
killed under:the same conditions.
However, further testing of organisms

. not killed after a 15-second exposure

indicated that increases in exposure
time o 120 seconds killed all of the
previously *resistant” isolates. The
study desigr incorporated the use of a

"neutralizer and controls.

The effectiveness of a povidone-
iodine formilation on micro-organisms
in a clinical setting was demonstrated
by Michae! (Ref. 4). The study included
100 subjects. with decubitus tlcers
following a spinal cord injury. Cultures-
of the wounds were taken prior to,

. during, and upon completion of a once-

a-day povidone-iodine treatinent. Prior

"to treatment, subjects had positive

cultures for the following organisms: S.
-aurgus (60 subjects}, Klebsiella/
Enterobacter species (20 subjects), £,
coli (15 subjects), and Pseudomonas
species:(15 species), Following an 8-to-
10 waek period of treatment with
povidone-fodine, cultures revealed that

~ 90 of the 110 subjects no longer had

positive-cultures for these organisms.
Pégeira, Lop, and Wade (Ref, 5)

.conductad an in vivo gloved hand test

that is suppaortive of the effectiveness of
povidone-iodine as a surgical hand

- serub. They examined the effects of

surgical scrub duration and type of.
antiseptic on.the reduction of resident
microbial flora. Thirty-four subjects -
serubbed with a 7.5 percent povidone-
ipdine formivlation or another antiseptic
formulation using either a 5 minute
initial/3' minute consecutive scrub
procedure-or a 3 minute initial/30.
spcond scruls procedure, Subjects were
assigned to one of four groups, and each
group was assigited to one of the four
treatments. Sampling was done by the
glove juice method using a sampli
solution containing a neutralizer. Glove
juice samples were taken from both

. hands immediately before scrubbing
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(baseline), from the nondominant hand
immediately after the initial scrub, 2
hours after the initial surgical scrub but
before the consecutive scrub {dominant
hand}, and 2 hours after one consecutive
surgical scrub (dominant hand). No
significant difference was found
between the two durations of scrubbing
with povidone-iodine. Povidone-iodine
produced an immediate 1.2 logo
reduction on the dominant hand after an
initial 5 minute scrub and a 1.0 logre
reduction on the dominant hand
immediately after the 3 minute initial
scrub. Baseline was not exceeded 2
hours after either the 5 or 3 minute
scrub. »

Aly and Maibach (Ref. 6) evaluated
the characteristics of two antimicrobial
impregnated surgical hand scrub
sponge/brush drug products. The study,
which included a widely used
povidone-iodine impregnated surgical
hand scrub sponge/brush, evaluated
both the immediate and persistent effect
on the resident bacterial flora of the
hands plus the effect of blood on the
persistent antimicrobial activity of the
surgical hand scrub drug products, In
the first phase of the study, 13 subjects
with left and right hand baseline counts
of >10¢ organisms were randomly
assigned to perform a total of 11 scrubs
with the povidone-iodine impregnated
sponge/brush. Glove juice sumples were
taken from the right hand of each
subject immediately following the first
scrub of the day and from the left hand
at either 3 or 6 hours. The entire
procedure was repeated on test days 2
and 5. A similar procedure was used in
phase two of the study, except that 2 mL
of bacteriologically sterile blood was
spread over the hands of 6 subjects
following the initial scrub, and
sampling occurred only at 3 and 6
hours. Neutralizers were incorporated
into the stripping solution, diluent, and
culture media. On day 1, povidone-
iodine produced an immediate mean
logio reduction of 1.2, and baseline was
not exceeded at 3 hours, On days 2 and
5, povidone-iodine produced immediatc
mean log;o reductions of 2.2 and 2.8,
respectively, and bacterial counts.did
not exceed baseline at 6 hours. While
counts for povidone-iodine approached -
baseline in the presence of blood,
counts did not exceed baseline at 6
hours on any day.

Another study (Ref, 1~-C104),
employing a method similar 1o the
effectiveness testing procedures
described in proposed § 333.470(b)(2) of
this amended tentative final monograph,
demonstrated the effectiveness of
povidone-iodine 5 percent as a health-
care personnel handwash. Twoenty-five
consecutive handwashings were done in
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" repested except that subjects were

. all reductions were calculated on‘this

10 human subjects with & 5 minute rest
between washi;?f.\mfore each washing -
the hands were dipped in broth culture
containing 2.0 x,10° organisms {Bacillus
subtilis var. niger ATCC'9372) par mL; *
the contaminant was spread up over the
wrists to the foréarms. Bacterial counts
‘were done at the completion of every
fifth washing by the glove juice
sampling metliod. Both the dilution

fluid and growth media incorporated-a -
neutralizer. The transiernt microbial -
flora of the hands was reduced by an
average of 5.8 logs from baseline.

Dineen (Ref. 7} used a 7.5 percent
povidane-iodine formulation as a
reference antiseptic in'an open
crogsover evaluation of & health-care .
personnel handwash drug product,
Participation in the study followed a 1-
week prewash period in which study
subjects used only a bland nonantiseptic
soap. On day 1 of the study, samples
were taken priorito contamination and
again after a second contamination :
followed by a 15-second wash with a
bland honantiseptic soap, using the \
glovejuice sampling method. Following
the post-wash sampling, subjects
washed for 5 minutes with povidone-
iodine tu remove any remaining
inoculum. The handg of the first three
subjects were contaminated witha 1 mL
inoculum containing 1 X 10148, "~ - .
marcescens, E. coli, P. ceruginosa, and

- Providentia stuartii (P, stuartii). The

hands of the seven other subjects were
contaminated with a 1 mL inoculum
containing 8 X 10'4t0 2 X 10¥ 5.
marcescens and P. stuartii. Inocula. -

‘concentrations were determined each .

test day in a parallel experiment. On._
days 3 or 4 and 5, the procedure was-

randomly assigned to wash with either
(1) the reference antiseptic or the-test
preparation or {2) were crossed over to
the preparation not used the previous
day. In the intetim between test days, -
subjects followed the wash.and
sampling procedure using only the
nonantiseptic soap. The number of
organisms included inthe imL. :
inoculum was taken as the baseline, and .
basis. Neutralizers were incorporated in-
both the diluent and the culture )

log reduction produced by the
nonantiseptic soap (4-logie), the

- reductions ‘produced by povidone-

iodine ranged from 7 to 9 logio. ’
Studies conducted b{ Ulrich {Ref. 8)
and Newsom and -Matthews (Rel, 9) are

supportive of the effectiveness of
povidone-iodine for this indication.

* Ulrich {Ref. 8) conducted a study using -
. povidone-iodine 7.5 percent in 25 -

subjects. Both hands of each subjoct

unmedicated soap, followed by the

inoculation of the tips of the subjects’
- fingers and thumbs with 0.02 mi of &
- or P. aeruginosa. Following

"either & 30-second wash with 5 mi. of
medium. When corrected for the average a detergent or alcoholic antiseptic

" beads isnmarsed in 100 mL of nutrient

_Against S, oureus, povidone-iodine

. ware conmminatad with a stock c‘ulium

of Micrococcus roseus {2.75 x 10%
organisms per hand, the baseline count)
and allowed to air dry for 60 seconds.
This astificial hand contamination was
followed by & 15-second wash with 5
ml.of the povidone-iodine preparation,

-anid this same procedure was re
. until 25 contaminations/washes had

een performad. Glove fluid samples-
were takery after every fifth :

. contamination/wash. Dilutions of the
glove fluid'were made in a sterile

diluent that included a neutralizer. A
neutralizer was also incorporated into
the culture medium. Based on the '
average of both hands, the povidone-
iodine preparation produced a 4.9 and

- a 5.2 log reduction of the transient
 micro-organisms from baseline by the
5th and 10th wash, respectively. By the

end of the 25th wash the povidone-
iodine preparation demonstrated a 5.5

- logo reduction from the baseline
" bacterisl count.

* Newsom and Matthews (Ref. 9}
studied fest solutions containing 5 or 10
percent povidone-iodine on hands
artificially contaminated with an
overnight culture of E. coli. The
‘numbers of micro-organisms were

. measured before and immediately after
-hand disinfection with the test solution

in'15 subjects. Sampling of the hands

.was accomplished by kneading the

fingertips in a “recovery” broth that
included a nentralizer. A mean 4.4 log
reduction from baseline was reported
-for the'bacterial counts taken
immediately after the anﬁ'sagﬁc wash.
Ayliffe, Babb, and Quoraishi (Ref. 10)
svatuated the effect of various detergent
-and alcoholic antiseptic formulations

_lincluding a'7.5 percent povidone- ,
- iodine formulation) on the removal of S.
-aureus, Staphylococcus saprophyticus -

(S. saprophyticus), P. aeruginosa, or E.
cola'SMrcéyntamina!ed fingertips. In

‘one set of experiments, six subjects

performed an initial wash with an

broth culture containing either S. cureus

contamination, subjects performed

‘preparation, a 30-second wash with an
unmedicated soap, or no wash at all.
Bactorial sampling was accomplished by
rubbing the fingers and thumbs aon glass

broth containing neutralizers. All
treatmants were tested against each
-organism. Resalls were reported as the
log of the average number of viable
drganisms recovered from each subject.
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produced a 3.2 log reduction, which
was significantly superior to the
reduction achieved by the unmedicated
soap. Against P. aeruginosa, povidone-
iodine produced a 2.7 log reduction.
However, this was not significantly -
different from.the 2.2 log redution
demonstrated by the unmedicated soap.

In a second set of experiments (Ref. .
10). the same authors assessed the
effectiveness of three antiseptic
formulations, including povidone- ,
iodine, and an unmedicated soap in the
removal of S. aureus, S. saprophyticus,
or E. coli from contaminated fingertips.
Under conditions similar to those in the
previous study, pavidone-iodine
demonstrated a 3-log reduction in the
baseline number of S. aureus, which
was significantly superior to the log
reduction demonstrated by the
unmedicated soap. Povidone-iodine
produced an average 2.1 log reduction
in the number of S. saprophyticus and -
a 2.8 reduction in the number of E. coli,
However, neither of these reductions
was significantly different from the
reductions produced by the
unmedicated soap.

Rotter (Ref. 11) evaluated the
influence of differences in two testing
methodologies on the demonstration of
the effectiveness of povidone-iodine.
One test method used is the standard
test method (Vienna) for the evaluation
of drug products for hygienic
disinfection adopted by the Austrian
and German Societies for Hygiene and
Microbiology. In this test model, the
release of E. coli from the finger tips of
artificially contaminated hands was
determined before and after a 1-minute
wash with povidone-iodine. The second
model, based on agency
recommendations for the testing of
health-care personnel handwashes,
evaluated the release of the E, coli from
all surfaces of artificially contaminated
hands by the glove juice sampling
method before and after a 1 minute
wash with the ingredient. These
comparisons showed no significant
difference in the reduction factor
produced by povidone-iodine when
tested with the two methods. Povidone-
iodine when tested by the Vienna test
method produced a 3.3 log,e reduction
from the baseline count. When tested by
the second method, the ingredient ’
produced a 3.2 logo reduction. \

Rotter (Ref. 11) also used the Vienna
test method to assess the effectiveness of
rubbing antiseptics onto the hands
versus washing with an antiseptic. Two
povidone-iodine containing
formulations were included in the
assessment. A watery solution of
povidone-iodine with 1 percent
available free iodine rubbed onto the

skin produced a 4 logio reduction,
Was}xing with & detergent formulstion of
the ingredient produced a 3.2 logo
reduction. However, this reduction w
not statistically different fromthe
reduction produced by washing with a
nonhantiseptic soap, .

~ Rotter, Koller, and Wewalka (Ref. 12) ‘

. used the Vienna test model to assess the

effectiveness of a povidone-iodine
liquid soap mipar,a_tibn' {containing 0.75
percent available free iodine}for =~ -
hygienic hand disinfection. The «
subjects’ hands were contaminated by .
immersing them up to the mid- -
metacarpals in a broth culture of E. coli.
The hands were allowed to air dry for
3 minutes priorto a pretreatment’ . .
sampling. Sampling was accomplished -
by rubbing the finger tips of each hand
for. 1 minute on the bottom of a Petri
dish containing'a phosphate buffer
sampling solution with neutralizers.
After a 2-minute wash with the
povidone-iodine or liquid soap followed
by a 20-second ringe, the hands were'
again sampled. Average log values.of the
counts.from-the right and left- hands of. -
each subject wete calculated, and the
difference (log reduction factor} was
determined. The povidone-iodine liquid
soap formulation produced a 3.2 logio
reduction in the transient organisms. -
Wade and Casewell (Ref. 13)-
evaluated the residual effectiveness of
povidone-iodine against two clinical
isolates assaciated with hospital -
outbreaks of infection. An initial .
determination of the-survival of the test
organisms on untreated hands of three’
subjects was made by contaminating the
subjects’ finger lips with eitherof the
test organisms and samplingthe
individual fingers immedistely after
contamination'and at 1, 3, 10, and 30
minutes. The subjects’ hands were then
pretreated by performing three 30-- °
second ‘washes at 5 minute intervals
with various alcoholic and aqueous
antiseptic test formulations, including a
7.5 percent povidone-iodine = - . .
formulation and an unmedicated bar
soap. The contamination and sampling
procedure was repeated as before. All
formulations were tested against both
organisms. The median value of the log
counts for the three subjects as each
sampling was plotted against time. The
survival curves for both organisms on.
hands pretreatéd by washing with an
unmedicated soap and on hands with -
no pretreatment.were similar.
Pretreatment with povidone-iodine
resulted in counts that were consistently
less than for the untreated hands and for
the honds pretreated by washing with
an unmedicated soap and water Tor both.
organisms, After 30 minutes, hands

- pretreated with the povidone-iodine

- reduction in

formulation demonstrated a 2.5 log,e
reductioninthe number of viable
Enterococcus faecium and a 3.9
i ‘ number of viable
Enterobacter cloacae. .

Che agency concludes that these data
demonstrate the effectiveness of
povidone-iodine 5 to 10 percent for use
as a health-care personnel handwash.

- Many published studies referenced in
the sibmitted data and in the published
literature {Refs. 1 and 14 through 19) ‘
have evaluated the effectiveness of
povidone-iodine for use as a patient .
preoperative skin preparation. Although
the procedures followed are different
from those in the previous FDA testing

- procedures (43 FR 1210 at 1244) and

om those proposed in § 333.470 of this
amended tentative final monograph, the

- it tremion husnere bromen wueo,
- essential criteria have been met.

* Georgiade et al. (Ref. 15) evaluated the

 effectivensss of two povidone-iodine

formulations for use in the preoperative
skin preparation of 150 subjects

- scheduled for elective surgical

procedures. An initial sample for
culture'was taken from the unbiroken

-skin of the operation site prior to the use

of the-formniations, and a baseline
bacterial count was determined.

. Sampling was by a cup scrubbing
. méthod, using a sterile wash solution

that incorporated a neutralizer. The

" operative site was then gently treated for
. 5 minutes with a povidone-iodine

surgical scrub formulation and allowed
to dry. Following the initial

* disinfection, a povidone-iodine
~antiseptic solution was evenly ;{pﬁed
dry. The .

td the-site’and allowed to dr
'sample site was rinsed with sterile
water and a second sample for culture

- -was done. Upon completion of surgical
*_procedures lasting from 30 to 180

‘minutes, the sample site was again

" cultured and sterile dressings were

-applied. The reported mean post-scrub
reduction in the baseline number of
bacteria of the sample site was 30,509

. {45 logio reduction). This reduction was '

maintained through the surgery as
‘svidenced by the reported pos?:

.operative mean reduction of 30,613

rganisms,
- Vorherr; Vorherr, and Moss (Rel. 16)

compared three antiseptic preparations

- {including 10 percent povidone-iodine},
" in 150'female subjects {50 to each
. preparation) for effectiveness in

réducing the numbers of bacteria in the
perineum and groin. The mean log
reductions in bacteria aRer skin
preparation with povidone-iodine at 10

-minutes and 3 hours, respectively, were
- reported as 3.85/3.09 for the perineum

and 3.42/2:85 for the groin. Another
study by Dzubow et al. (Ref. 17)
evaluated three antiseptic skin
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preparations frei;uemly used for

dermatologic surgical procedures, A 60-

second wipe with 1-percent povidone-
iodine was performed in 14 subjects
after which aerobic and anaerobic
cultures were taken at 5 and'60 minutes.
The aerobic flora were reduced by 2.8
and 2.5 log at 5 and .60 minutes,
respectively. The reduction in anaerobic
flora was reported to be 1.7 log at 5
minutes and 1.2 log at 60 minutes.
Leaper, Lewis, and Speller (Ref. 18)
compared the effectiveness of povidone-
iodine impregnated drapes, povidone-
iodine with a sterile drape, and
conventional preoperative skin
preparation with povidone-iodine for

the reduction of skin bacteria. Forty-five .

subjects scheduled to undergo elective
groin surgery were randomized to one of
the three treatments. Impression plates
and skin swabs were taken immediately
before and after surgery, and swabs were

taken before and after skin incision and
closure. Conventional preoperative skin

prepping with povidone-iodine
produced the greatest reduction of the
bacterial flora (240 colony counts to 34
colony counts, 2.3 logio reduction)}.

Duignan and Lowe (Ref. 19) studied
the effectiveness of povidone-iodine for
reducing pathogenic bacteria in the
vagina. A 1:10 solution of a povidone-
iodine formulation containing 0.75
percent available free iodine was
instilled into the vagina of 35 subjects
and left in situ for 1 to 3 minutes.
Aspirate cultures were taken from the
vagina before and after precperative
disinfection and subcultured into
thioglycollate broth containing
neutralizers. Povidone-iodine removed
92 percent of the bacteroides species,
anaerobic streptococci, gram negative
bacilli, and Streptococcus pyogenes
present prior to the preoperative
disinfection.

A surveillance report (Ref. 1-C132) of
hospital infections showed that the use

of povidone-iodine in preparing patients

for catheterization significantly reduced
the rate of urinary tract infections., A 5-
year study showed that the rate of
urinary tract infections before October -
1977 ranged from 5.2 percent to 11.5
percent {mean 7.8 percent), but |
beginning in October 1977 when
povidone-iodine was the antiseptic
solution in use, the rate ranged from 1.0
percent to 4.0 percent (mean 2.4
percent). At the 95 percent confidence
Jevel! this is statistically significant. No
method data accompanied the report
except that the urethral meatus was
cleansed with cotton dipped in the
antiseptic solution before
catheterization,

The agency believes that these studies
and athar nihlichad and nubliclv

 available medical and scientific data

. comparable, the weight of the evidence
- shows that povidone-iodine is effective -

. and surgical hand scrub, reducing the

. Pollack, “In Vitro Studies of the Killing of

" “Comparative Evaluation of C

demonstrats that povidone-iodine is |
effective for use as a patient
preoperative skin preparation. Although -
all of the trials were not done the same
way, and thus they are not strictly -

both as a preoperative skin preparation -

normal microbia} flora by more thai 80
percent ‘and not showing any significant
quialitative selection among the normsl
species found on the skin. In
conclusion, povidone-iodine was

* effective against a wide spectrum of

pathogenic and normal skin micro-
organisms and maintained some-
suppressive effect on skin counts after - .
the initial use. = ’ :
In addition to the data reviewed
supporting the safety and effectiveness
of povidone-iodine for these
professional uses, the agency classified -
povidone-fodine 5 to 10 percent as

- Category 1 as a first aid antiseptic in the

tentative final monograph published in -
the Federal Register on July 22,1991
(56 FR 33644). Accordingly, the agency
is reclassifying povidone-iodine 5 to 10
percent from Category Ill o ‘Cat‘egag 1.
for use as a topical antiseptic ingredient
for use in surgical hand scrub, patient |

' preoperative skin preparstion, and

antiseptic handwash or health-care

‘ personnel handwash drug products.
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1abeling of povidone-iodine products
containing molecules greater than
35,000 daltons should include warnings

" against parenteral use and against

exposure of open surgical wounds or
deep wounds to the product. (See
comment 71, 43 FR 1210 at 1221.) Some

- of the comnyents contended that the

Panel recommended such warnings
because it felt there was widespread
misuse {unapproved use) of povidone-

- iodine solution by surgeons bathing the

peritoneal cavity with povidone-iodine
during major surgery and then cleansing
tiie area by rinsing. Another comment

718 Uirich. . A ~Clinical Study Comparing _Stated thiat because health-care

Hibistat (0.5% Chlorhexidine Gluconate in
70% 1sapropy! Alcahol) and Batadine .
Surgical Scrub {7.5% Povidone-lodine) for

personnel handwashes or surgical hand

- scrubs require a surfactant, such

products so formulated would never be
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considered for peritoneal lavage by
surgeons. One comment argued that
labeling to warn against parenteral use
is clearly beyond the scope of the OTC
drug review and FDA's regulatory
authority. Another comment stated that .
it is unnecessary to establish an
arbitrary molecular weight limit for
povidone-iodine because no parenteral
use of povidone-iodine is permitted in:
any of the approved labeling in the new
drug applications for those products.
One comment stated that povidone-
iodine is generally recognized as safe .
and effective for use'ir. open wounds
and a warning against such use would
be contrary to clinical experience with
this drug. In support of this position, the
comment submitted a controlled study
in which the surgical incisions of one
group were irrigated before closure with
10 percent povidone-iodine solution,
and the surgical incisions of the control
group were irrigated before closure with
saline solution (Ref. 1). The comment
stated that the results of this study
showed a significant decrease in
infections when povidone-iodine was -
used, and there were no allergic,
adverse, or other deleterious effects
following this use of povidone-iodine.
In response to the Commissioner’s
recommendation for research data (43 -
FR 1210 at 1235), one comment
submitted an extensive review of the
extent of scavenging of residual
povidone-iodine molecules by the
reticuloendothelial system and possible
lymph node involvement following use
in the abdominal cavity or in large
wounds {Ref. 2). The comment stated
that, based on these data, povidone-
iodine with medium molecular weights
should not be limited to use on intact
skin, nor should a warning be required.
Another comment stated that the
average molecular weight of povidone -
in the povidone-iodine that has been
used exclusively in topical
antimicrobial products for almosta
quarter of a century is 37,900 daltons, |
and it presents no risk for any of the
topical antimicrobial uses covered by
the tentative final monograph. :
The Panel recognized a relationship
between molecular size and nodular
lymphatic changes accompanying
exposure to povidone-iodine, but made
no decision on limiting the molecular
size causing such pathology. (See 39 FR
33103 at 33130.) In the previous . '
tentative final monograph, FDA
evaluated data provided in a comment.
(Ref. 3) that contended there should be
restrictions on the use of povidone-
iodine according to molecular size.
Published research cited in that
comment indicated that povidone
molecules larger than 40,000 daltons

-comment (Ref. 3), the agency proposed

" inappropriate use of povidone-iodine

" handwash, and surgical hand scrub.
‘Further examination of the reference’

_tentative final monograph, Larger. = -

cannot ba é&i&::éted“by the kidneys can :
cause nodules to-appear in the )
lymphatic system, and may induce

. cosmetic deformities in the area of

hesling skin wounds. Based on expert
opinion and the data provided in the

that a molecular weight of 35,000
daltons be established aa the safe-upper -
limit for povidone-iodine products-used .
parenterally, This calculation assumed
that a povidone-iodine molecule with
this molecularweight would be teo -
large to pass through the kidney. {Sge

. comment 71,43 FR 1210 at 1221.} FDA -

also noted its gwareness of the

products ini open wounds and in the = -
abdominal cavity during surgery. (See .
43 FR 1235.)To promote proper use of

- povidone-iodine products, FDA

proposed to recognize two categories of
such products. Products with povidone-
iodine molecular weights lessthan
35,000 daltons would be permitted for
general use, Appropriate labeling would |
place each product in its proper =~ =
category of use, The professional .
labeling of puvidone-iodine products .
containing molecules greater than -
35,000 daltons would also include-
warnings against parenteral use of and -
exposure of open surgical wounds or-
deep wounds to, the product. -

In this current tentative final
monograph; the agency recognizes that
the professional uses of povidone-iodine
that are proposed as-safe and effective -
are limited o2 patient preoperative -
skin preparation, health-care personnel -

cited in the previous tentative final .
monograph (Ref. 3) reveals that the
reported adverse effects weré due to
intravenous or parenterel use of
povidone. Based on the more recent
dats and comments, the agency now
believes that neither medium nor larger -
molecular weight povidone-iodine
molecules present risks-when limited to
the topical uges included in this ‘

molecules of pevidone-iodine would”
not bé absorbed if the drug is used for
these professional uses in accordance
with the monograph. Thus, there is no
need for the professional labelingto  *
limit the molecular weight of povidone-
jodine producis or to require special
warnings.related to the molecular,
weight of povidone-iodine. Accordingly,
such labeling is not being included in~
this tentative final monograph.

References

{1) Sindelar, W.F., and Mason, G.R.; )
“Irrigation of Subcutaneous Tissue With
Povidone-lodine Solutien for Preventionof -

No.C40,

Surgica! Wound Infeéﬁonﬁ." Sutgaiy.

. Gg';:gcailogy and Obstelrics, 148:227-231,

1
{2} Unpublished review of published snd

uppublished studies regarding | ph node

. ..changss and éffect on the reticuloendothelial
-system resulting from use of PVP-iodine on

‘Imtact skin, mucous membranes, and open

- wounds, Comment No, C111 (vol. Ill A),

’

cket' No. 26N~0183, Dockets Management

‘Branch,. -

(3) Unpublished review of published
$md§3 r?gax;@iﬁlg 'i’nm;iv;jenoug ;r, %arggtaml
use of polyvinylpyrrolidone (PVP}), Commient

5. Dockat No. 75N-0183, Docket
Management Branch. '

" 19. Several comments contended that

- there are numerous professional uses for:
- povidone-iodine, particularly uses that

involve medical devices, that were not
discussed by the Panel or by the agency
in the tentative final monograph, These
profassional uses include catheter care,
ostomy hyglene, patient skin scrubbing -
-prior to preoperative prepping, surgical
site cleansing after stitching, mouth and |
throat swabbing, treatment of the skin
‘before cavering a fracture with a cast,

-antiseptic treatment of various scalp

problems, and intravenous site

‘preparation, One comment added that a

pharmacist or other health professional

" may recommend the use of povidone-

‘jodipe as a douche, perianal wash, or

‘whirlpool concentrate. The comments
_requested that special labeling be udded

tothie manograph to cover all of these

‘uses, but'did not submit data regarding

-these uses.

- One comment also provided
professiorial labeling for povidone-
iodine used for urinary or intravenous

. catheter care procedures, The suggested
labeling included the following terms:
» “‘antiseptic,” “‘germicide,”
" “microbigidal,” and *for hospital and
- professional use.”

Several of the professional uses
mentioned by the comments are not

-« govered by this rulemaking, but they

will be addressed under other OTC drug
rulemakings. For example, the use of
‘povidone-iodine for mouth and throat

~ swabbing is included in the advance
" notice bf;&rdpesad rulemaking for OTC
- oral healt

h care drug products, |
published in the Federal Register of

_ May 25, 1982 (47 FR 22760). The use of

povidone-iodine for the treatment of
scalp problems is addressed in the final
rule for OTC dandruff, seborrheic -

. dermnatitis, and psoriasis drug products,

published in the Federal Register of
Dacamber 4,.1991(56 FR 63554). The
use of povidone-iodine as a douche is
addressed in the advance notice-of
proposed rulemaking for OTC vaginal
drug products, published in the Federal

-- Register of October 13, 1983 (48 FR

46694), -
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The Advisory Review Panel on OTC
Hemorrhoidal Drug Products stated that
the inclusion of antiseptics in OTC
anorectal drug products “is useful in
concept,” but “‘that proof of any
significant clinical benefit of claimed
antiseptic ingredients must be
demonstrated in clinical trials” (45 FR
35576 at 35659). That Panel believed
that, because of the large numbers of
micro-organisms present in feces, there
is little likelihood that effective
antisepsis could be obtained in the
anorectal area with antiseptics any more
than with soap and water. Because no
data were submitted on povidone-jodine
as a perianal wash, the agency did not
address this ingredient in the discussion
of antiseptics in the tentative finsl
monograph for OTC anorectal drug
products when the agency evaluated the
Panel's conclusions. Similarly, the
ingredient was not included in the final
rule for OTC anorectal drug products,
published in the Federal Register of
August 3, 1990 (55 FR 31766). Parties
interested in this use of povidone-iodine
can submit data and information as part
of a citizen petition to amend the final
rule for OTC anorectal drug products.
{See 21 CFR 10.30.) ‘

Several of the uses suggested by the
comments are related to the general
category of patient preoperative skin
preparation that was discussed by the
Panel. (See the Federal Register of
September 13, 1874, 39 FR 33103 and
33114.) One example is the use “patient
skin scrubbing prior to greoperativa
prepping.” The agency believes that this
use can more simply be described by the
indication “for preparation of the skin
prior to surgery," which is being
proposed in § 333.460(b){1)(i) of this
tentative final monograph. Other uses
are catheter care, ostomy hygiene, and
intravenous site preparation. Some uses
mentioned by the comments involve
postoperative situations {surgical site .
cleansing after stitching) or do not even
involve a surgical procedure {treatment
of skin prior to covering a fracture with
a cast or use as a whirlpool concentrate).
The agency believes that instead of
trying to identify in the product’s
labeling every possible situation where
use of the product would reduce the risk
of skin infection, this use of the product
can best be described by the general
indication *“Helps to reduce bacteria
that potentially can cause skin
infection,” which is being proposed in
§333.460(b){1)(ii).

The agency has considered the term
“for hospital and professional use only”
suggested by one comment and finds it
acceptable for professional labeling.
(See section 1.D., comment 8.} Likewise,
the agency has no objection to terms

such as "'germicide,” “germicidal,” and
“microbicidal’ being used in
professional labeling because health
professionals understand the meaning of
these terms. However, the agency does -
not believe there is a need to include in
the monograph every one of these terms
that might be used in the professional
labeling of these products. These terms
will be evaluated by the agency on a
product-by-product basis, under the
provision of section 502 of the act {21
U.S.C. 352} relating to labeling that is
false or misleading,

J. Comments on Quaternary Ammonium
Compounds

20. One comment requested that
benzalkonium chloride be placed in
Category I as a skin antiseptic, a patient
preoperative skin preparation, and &
skin wound protectant, in addition to its
present Category I classification as a
skin wound cleanser. In support of its
request, the comment cited several.
surgery textbooks and other references
that recommend use of benzalkonium
chloride at concentrations ranging from
1:750 to 1:5,000 as a preoperative skin
preparation, surgical scrub, skin
antiseptic for venipuncture, and in
urinary tract procedures, especially in -
catheterized patients (Ref, 1), The
comment also submitted two studies on
a product containing benzalkonium
chloride at a concentration of 1:1.000;
{1} An in vitro study to demonstrate that'
this product formulation acts as a
physical chemical barrier against
contamination by micro-organisms, and
{2) a study on induced wounds on the
arms of 10 healthy subjects to present
evidence that this product is
nonirritating and neither delays healing
nor favors the growth of micro-
organisms (Ref, 2)..

he agency determined in the
tentative final monograph for OTC first
aid antiseptic.drug products that the
safe and effective concentration range

- for uging benzalkonium chloride as a

first aid antiseptic has been established
as 0.1 percent to 0.13 percent. {See 56
FR 33644 and 33663.) Data submitted to
the Antimicrobial I Panel and by the
comment were sufficient to establish
safety for products intended for short-
term use, such as a first aid antiseptic
drug product. The data submitted also
support safety for use as a patient
precperative skin preparation, based on
the short-term use of the drug for this
purpose. However, the data reviewed by
the Panel and supplemented by the
comments to establish the efficacy of
benzalkonium chloride for use as a
topical antiseptic ingredient in patient
preoperative skin preparations are not
sufficient. The Antimicrobial I Peanel

placed this ingredient in Category IIJ for
this use. (See 36 FR 33103 and 33115.)
The agency finds that the surgery
textbooks and other references cited by
the cominent (Ref. 1) do not contain
sufficient information about quantitative
and gqualitative changes in the microbial
flore of the treated skin areas. Before

- benzalkonium chloride may be

generally regarded as effective for use as
8 patient preoperative skin preparation,
additional in vitro and in vivo |
effectiveness data are needed. The data
should include results obtained from
botb in vitro and in vivo testing
procedures as described for patient
preoperative skin preparation drug
products, (See section LN,, comment
no 3

&D.}

Accordingly, benzalkonium chloride
remains classified in Category lllasa
topical antiseptic ingredient for use as a
patient preoperative skin preparation.

References
{1) Comment No. C116, Docket No, 75N~

0183, Dockets Management Branch.

{2} Review of Scientific Literature on the
Safety and Effectivensss of Zephiran
Chiorideé as a “Skin Antiseptic” and

-+Patient Preoperative Skin Preparation” for

the Preoperative Cleansing and Degerming
Befors Surgery and Use of Medical Devices.

{2) Unpublished Clinical Wound Healing
Studies on Medi-Quiké, Comment No.
SUP13, Docket No. 75N-0183, Dockets
Management Branch,

{a} Statistical Analysis of Data from

Efficacy Study of Medi-Quik as a Skin

Wound Protectant in Humans.

(b} Studies on Medi-Quik as a Wound
Protectant.

21. Two comments objected to the
proposed warning statement in
§ 333.92{c)(8) for concentrated products
containing quaternary ammonium ,
compounds, which states, “Dilute with
distilled water before uss because acidic
or hard water may render the product
inactive,” One comment contended that
this proposed warning is prejudicial to
the quaternary ammonium products that
can act in acidic or hard water and
noted that the existence of quaternary
ammonium compounds that can act as
antimicrobials in acidic or hard water
was recognized in the tentative final
monograph (43 FR 1210 at 1219). The
comrent recommended that the
labeling of products containing
guaternary am:monium compounds
include a statément, based on
appiapriate laboratory tests, about the
ability of the product to perform in
acidic solutions and the amount of
water hardness (described as parts per
million {ppm) calcium carbonate) in
which the product will continue to be
effective.
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The other comment stated that several Diluting thé‘t:oncem‘rated juate : r V
al ) r Jiluting the ¢  quaterna; to demonstrate the safel

ggg::eg&aézd( gugtsegnar) ammonium amuionium compound products . i .effectiveriess of sodiflm %:;"ghlomsene
g 'plk . -g-};I percent addressed in this rulemaking with- ‘for OTC topical antiseptic use and

enzalkonium chloride, U.S.P.) distilled water ensures that inactivating- - therefore places this ingredient in
registered with the Environmental factors are not encountered. Therefore, - Category 11l for both safety and
Protection Agency (EPA) conform with the agency proposes to retain the . effectiveness.
the hard-water tolerance requirements  * warning statement, “Dilute with ~_'The agency’s detailed evaluation of

and therefore can maintain activity ata  distilled water before use becanse agidic - the data and information is on'file in the.
water-hardness level of 600 ppm. The  or hard water may render the product . ‘Dockets Management Branch (Ref. 2).

comment also stated that pH must be inactive,” for dilutingany Category I -
; g, fof ‘ ryl - References
-reduc'e d below 3.5 before the . Quaternary ammonium concentrate. “(1) Published in vivo and in vitro studies
effec!xvene;g 0,[ quaternary ammonium However, bersuse #ll the quaternary - suﬁrﬁitie&rhyf(}uardian C?xemica! ) e
compounds is decreased to any ammenjun compounds remain it~ Corporation, Comment No. C126, Docket No.
significant extent (Ref. 1). The comment  Category Ill at this time, the warning . 75N~0183, Dockets Management Branch.
concluded that, because normal potable  statement is not being included in this (2) Letter fiom W. E. Gilbértson, FDA. to
water supp};es do not approa,cl} these -tentative final monograph. " R. Rubinger, Guardian Chemical Cofporation, .
levels for either hardness or acidity, the Ref > CommentNo. ANS3, Docket No. 75N-0183,
requirement in proposed § 333.92(c)(6) e(e)t:.am c Surt ‘Dockets Managernent Branch.
for diluting only with distilled wateris __ (1)Lawrence, C, A., “Surface-Active . ; i
inappropriate and noedless. Quaternary Ammonium Germicides,” L Gomments on Triclosan
In the tentative final monograph, the ~ Academic Press Inc., New:York, pp. 76~79, 23. A number of comments submitted
agency acknowledged that hard water Ig(sz.’?xun dsin, R. B., “Investigations on ‘?;.mr:g% i‘gf?ég‘ag‘:l? fm:.‘ it :
s ¥ o s » : & 12s A%y &hey 3 3 N 1C 1] » agenk £
an;i ?C’d’}y rec{luce the antimicrobial Dynamigcs of Bactericidal Action of Two: ‘m'etabblikni cmss»smgiiizﬁti)én. photo-
activity ol quaternary ammonium Quaternary Amimonium Salts,” Archives of  gansitization, and drug experience
compounds, but that there are some Surgety, 81:768-797, 1960. ' _studies on triclosan (Ref. 1). The
newer synthesized quaternary 13} Soike, K. F., D. D. Miller, and P: R, Sommonts stated that the data snd
ammonium compounds that are not - Ellikerr, “Effect of pH of Solution on. ba ;’nm nis § ahe t§ ! }a a an
adversely affected by hard water and Germicidal Activity of Quaternary information show that triclosan (up to

idi / . Ammionium Compounds,” Journal of Dairy 1.0 percent) is safe and effective and
acidity (43 FR 1210 at 1218, 1218, and 0 pa ] of Dairy that triclosan should be placed in

1236). However, these newer quaterpary  Science, 35:764~771, 1952.- Category 1 for use in the categories that

ammonium compounds (e.g., a mixture k. Comment on Sodium Oxychloroserie” o ; ; ;
of three benzalkonium halide i n Y ‘ were defined in the previous tentative

: i . 22; One comment requested that .final'monograph, i.e., skin antiseptic,
ﬁfﬁ?ﬁfﬁﬁ‘ﬁ;‘ﬁ’ffﬁﬁﬁiﬁ’m" lengths), sodium oxychlorosene be included in  skin;wound cleanser, skin wound
benzalkonium chloride, benzethonium  the monograph for use'as atopical - protectant, antimicrobial soap, heaith-
chloride, and methylbenzethonium antiseptic for treating localized ~  care personnel handwash, patient
chloride (the quaternary ammonium mfectmqs. to remove necrotic debrisin - _preoperative skin preparations, and
compounds which the Antimicrobial] ~ massive infections, as a patient - surgical hand scrub: In addition, one
Panel reviewed and which the agency - PWQFQW"‘{Q§1$“?1P“°PNTMIQH and o i:gmrmm‘ﬁubmittad information on
proposed as Category 111}, were not postoperative irpgant,ja‘nd forthe =~ triclasan (0.1 percent) for the treatment
reviewed or categorized by the Panel or ~ Cleansing and disinfection of fistulae, ' of diaperrash and on triclosan (0.1
the agency and are not included in this ~ Sinus tracts, empyemas, and' wounds..  percent) combined with benzocaine for
rulemaking. (See comment 58,43 FR ~ The comment included a number of the treatment of sunburn (Ref. 2).

1210 at 1219.) Further, the agency notes references that recommended usage of Ot}e cqgnmgpi‘ﬁom the manufacturer
that the 50 percent quaternary " sodium oxychlorosene (Ref. 1). The . of triclosan objected to the agency’s
ammonium concentrates that conform - comment stated that “* * *the25 = - expressed concern, as stated in the
with EPA standards are intended for years of marketing experiencs, the ‘tentative final monograph (43 FR 1210
germicidal uses and not for the almost total absence of complaints, the - -at 1231 and 1233), that there is a
antiseptic uses that are being considered number of published articles, the: - proliferation of products containing

in this rulemaking. unustial spectriim of organisms reported _ triclosan marketed to the American
The agency is aware that studieshave  on, all attest to the safety and efficacy ~ ~consumer (Ref. 3). The comment argued

shown that effects of acidic wateron ~ of thisproduct.” - . . that the.agency’s concerns were without
quaternary ammonium compqunds ) The\\agency(has reviewed the data ifﬁCtﬂ@l bagis and submitted sales data,
occur only at dilutions containing less submitted and concludes that the ‘held confidential urider 21 CFR

than the dosage concentration proposed  availgble information does notcontain . 10.20(j}(2}(i){d), showing that overall

in the tentative final monograph (Ref. 2). ‘any well-controlled clinical studies on = . sales of triclosan in the U.S. have in fact
Higher concentrations minimize © the'effectiveness of sodium \ ~ decreased from 1973 to 1977 and that
quaternary ammonium compound oxychlorosene. In addition,no . sales for yse in bar soaps and
inactivation due to pH change (Ref. 3). - meaningful scientific information was * deodoranis have also declined from :
However, it is well known that natural  presented in regard to safety. Clinical 1973 to 1977. The comment pointed out

water supplies in different areas differ  use for a period of years may provide - - that it has exclusive U.S. patent rights
in acidity and hardness. As a corroborative e¢idence but is inadequate fortriclosan and that no license has
precautionary measure, FDA believes to support safe use. A good example is _been, or will be, granted under these
that concentrates of the ingredients hexachlorophene; this drug had been patents. The-comment added that to the
considered in this rulemaking should be used OTC for many years before more best of its knowledge triclosan is not
diluted in distilled water by consumers  thorough safety studies in animals used in infani clothing, a use mentioned
and health-care professionals, because  showed that the drug was not as safe as  in the {entative final monograph at 43
information about water pH or hardness  had been assumed. The agency. FR 1231. Thé comment stated that if

in any given area is not usually known.  concludes that the data are insufficient " - triclosen is-placed in Category { for use

VerDate 22-MAY-04  19.40 Jun 18, 1954 Jid 150257 POO0DDO Frm00026 Fmtd701 Simt4702 EAFRFMPIZINZPT2  phmoy



31427

Federal Register / Vol. 59, No. 116 / Friday, June 17, 1994 / Proposed Rules

in antimicrobial soaps, it would limit
sales of triclosan to OTC use in
antimicrobial and deodorant soaps,
underarm deodorants, and registered
Environmental Protection Agency (EPA)
pesticide products. In the future, sales
might be extended to include approved
new drug applications. The comment
also pointed out that the statement at 43
FR 1233 about the EPA’s Qffice of
Special Pesticide Review preparing a
report on the proliferation of triclosan-
containing products is in error, and that
the erroneous statement apparently
rosulted from a miscommunication
between FDA and EPA staff. The
comment concluded that the concerns
about proliferation raised by the agency
in the tentative final monograph should
not prevent triclosan from being placed
in Category 1.

Another comment from the
manufacturer of triclosan submitted
validation reports and raw data from a
2-year chronic oral toxicity study in
rats, and carcinogenicity and . ;
reproduction studies conducted in mice,
rats, rabbits, and monkeys by Industrial
Bio-Test Laboratories (IBT) (Refs. 4, 5, |
and 6) and asserted that its validation of
the studies shows that triclosan is safe.

Several comments objected to the
agency's restriction at 43 FR 1229 that -
antimicrobial soaps containing triclosan
can only be formulated in a bar soap to
be used with water (Ref. 1).. The
comments argued that such a restriction
was not applied to the other Category III
uses of triclosan, i.e., skin antiseptic,
skin wound cleanser, and skin wound
protectant, and that such a restriction
was not recommended by the Panel in
the advance notice of propased
rulemaking. The comments'suggested
that the footnote under *antimicrobial
soaps’ limiting triclosan to'bar soap was
probably intended to apply to
cloflucarban, which, like triclocarban, is
known for its *'physical and/or chemical
incompatibility.” '

With regard to safety, the agency
evaluated the validation reports to
support long-term use of the ingredient
(Refs. 4, 5, and 8) and advised the
manufacturer of triclosan that the IBT
studies were invalid because of
numerous problems. The agency’s
detailed comments and evaluation on
the data are on file in the Dockets
Management Branch (Ref, 7),

The manufacturer subsequently stated
its intent to no longer rely on the 2-year
chronic oral toxicity IBT study (Ref. 8),
and submitted a final report from a new
2-year chronic oral toxicity study in rats
(Ref. 9). The agency has determined that
the study data are unacceptable as the
sole evidence of the safety of the long- .
term use of triclosan as a health-care

the final rule for these drug praducts.

* for short term use as a firstaid =

. or heslth-care personnel handwash and

personnel handwash or surgical
handscrub based on the marginal
survival of the animals in both'the
control and treated groupsand
uncertainties about the dose and study
conduct. Therefore, data from another
chronic expostre study dre necessary to
assess the safety of the long-term use of
triclosan. The agency’s detailed: -
comments and evaluation of the data are
on filé in the Dockets Management .
Branch (Ref. 10). A subsequent

genoration study of the reproductive
toxicity of triclosan in rats {(Ref. 11).

‘These data are currently being reviewed .

by the-agency and will be discussed in

Triclosan remains classified as Category
I for safety for long-term use.
The-agency concluded in the
amended tentative final monograph for -
OTC first aid antiseptic drug products
(56 FR 33644 at 33665) that triclosas {in.
concentrations up to-1.0 percent) is safe

antiseptic (formerly designated as skin
antiseptic, skin'wound cleanser; and-

" skin wound protectant). The data

reviewed (Ref. 1) also support the safety-
of triclosan (up to 1.0 percent) for use
as a patient preoperative skin .
preparation. However, with regard to_
safety for use ag an antigeptic handwash

surgical hand scrub, triclosan remains
classified in Category Il for safety for
lo%étqrm use, as stated above:

ith regard to effectiveness, in the
previous tentative final monograph the
agency classified triclosan as Category Il
for use as a health-care personnel
handwash, patient preoperative:skin
preparation, and surgical hand scrub
because triclosan has limited activity
against'gram-negative bacteria. For
example, triclosan is the subjectofa -
pédtent{patent No. 3,616,256} for use in
culture media for isolating
Pseudomonas. Because human skin is.
regarded as a superb “‘culture medium,”
the possibility'was raised (43 FR 1210
at'1232) that triclosan might selectively -
promote overgrowth of Pseudomonason
the hands of health-care personnel. -
Based upon data reviewed, the agency
advised that in vitro data demonstrate
that triclosan’s antibacterial spectrum
can be broadened, to be effective against
Pseudomonas when triclosan is
properly formulated with anionic
surfactants to form.a “synergistic .
mixture.” Therefore, FDA reclassified
triclosan (up to 1.0 percent, with the
lower limit to be determined) from
Category II to Category HI for
effectiveness. The agency further
advised that additional studies are

" skin wougd protectant). The
“detailed comments are or file in the

nﬂeded befm tziciosnn can be generall
ized as effective for specific usesy

>y ,E; N i ~ B
i.e., surgical hand scrub, health-care

" personnel handwash, patient

preoperative skin preparation, and ﬁrst A

. gid uses (formerly designated as skin

antiseptic; 'skin wound cleanser, and

s
Dockets Management Branch (Ref. 12).

- In response to the agency’s comments

submission from the same manufacturer (Ref. 12), the manufacturer of triclosan

contained the final report of a two-

requested. further guidance, and
asserted, “The overall antimicrobial -

7 - effectivenbss of a topically applied

product is'a function of the total
formulation rather than a single

“ingredient. Although it is impassible to

anticipate:and test all possible
formulations, adequate in vivo

- evaluations of triclosan-containing
* fofmulations for specific end uses are
- available to fully justify Category I

status for triclosan as an active

- ingredient in surgical hand scrubs,
“health-care personnel handwashes, and
" antimicrobial soaps.” The comment

submitted effectiveness data from four
ini vivo studies on formulations of
triclosan {Ref. 13). These data included

_three-previously unsubmitted studies
. {RDP/19/23 (June 24, 1981), RDP/19/21
_ (February 2, 1981), and CAB/AVD

_ {February.2, 1982])), and one previously
-, submitted study {66-D15-W221, OTC
- Velume 020038) that had been reviewed
-~ by the Panel (39 FR 33128). In study
: RDP/19/23 {June 24, 1981), following

modified glove juice test procedures, a
tgst produet (0.5 percent triclosan in 60
percent n-propyl alcohiol} and a control

_ {66 percent n-propyl alcohol) were

compared:for reduction-of normal
‘baseline flora and persistence of that
redugtion for 3 hours on the hands of 15
test subjects. The test product (0.5
percent triclosan in 60 percent n-propyl

- -alcohol] and the control (66 peicent n-

propy! alcohol) immediately reduced

_ approximately 99.5 percent of the
_baseline number of bacteria. After 3
_hours, 0,5 percent triclosan in 60

rcent n-propy! alcohol suppressed the
aseline count better than the vehicle
conttoly for example the test product
-allowed about a onefold increase in’
bacterial count within 3 hours, while

_ the vehicle control (60 percent n-propyl

alcohol).allowed an approximately

~twelvefold increase. Although the test
" used was riot the glove juice test

described in the antimicrobial tentative
{inal monagraph, alternative methods
are acceptable, provided criteria meet
those of the glove juice test procedures

* described in the guidelines. (See
““Effectiveness Testing of Surgical Hand
_ Scrub [Glove Juice Test),” 43 FR 1210 at
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1242.) The agency has the following
comments regarding the protocol for the
study: only 15 subjects (an insufficient -
number) were tested; a baseline count -
from 5 samplings was not established
before the test; the log;e reduction in
bacteria from baseline was determined
after 3 hours, but not after 6 hours; and -
the results of the test were not analyzed
statistically. '
In studvy RDP/19/21 (Fabhruary 2

A UMMy AAAL T STk s (FCUIMULY &,
1981). 2 percent triclosan in a l'ivquid
soap vehicle reduced baseline counts of
test bacteria E. coli ATCC 112209, P.
aeruginosa ATCC 15442, and
Staphylococcus species on the hands of
human test subjects by 1 log greater than
the water control after 2 minutes of
handwashing. In study CAB/AVD
(February 2, 1982), triclosan (unknown
concentrations) in a liquid soap
formulation, compared to a vehicle
control, maintained reduction of
baseline counts (within 10, 30, 60, 90,
and 120 minutes) after artificial
contamination with K. eerogenes. In
study 66-D15-W221 (in OTC Volume
020038), 0.5 percent, 1 percent, and 2
percent triclosan in Ivory®R soap was
compared to Ivory® soap without
triclosan, as a control, to show
reduction of baseline counts on the
hands of five human test subjects after
5 days. Using the Quinn Split-Use
Modification of the Price-Cade Method,
increased skin-degerming activity was
shown after 3 days of repeated (10)
applications of triclosan as compared to.
the control. However, the number of test
subjects (5] is not adequate to
demonstrate general recognition of
effectiveness. (See the “Modified Cade
Procedure,” 43 FR 1210 at 1243.)

The agency concludes that the data
{Ref. 13} discussed above indicate that
formulations of triclosan significantly
reduce the baseline count of bacterial
skin flora. However, belore triclosan
may be generally recognized as an
effective health-care antiseptic for use in
antiseptic handwash or health-care
personnel handwash, patient
preoperative skin preparation, and
surgical hand scrub drug products,
additional in vivo data, i.e., glove juice
test data, are needed. The in'vivo data
should correlate with data obtained
from in vitro studies. Because of the
nature of the intended uses of health-
care antiseptic drug products, the
agency believes it is essential to assure -
the effectiveness of the active
ingredient, triclosan, in final
formulations. To demonstrate -
effectiveness in vitro, information is
needed on the germicidal activity of the
vehicle alone, so that the germicidal
contribution of triclosan attributed to
the total effectiveness of the finished

formulation can be determined. (See
section LN., comment28.) .
Accordingly, triclesan (up to 1
percent, with the lower limit to be
determined) is being classified as -
Category II for use in health-care
antiseptic d:yilpr,oducts as a patient
preoperative skin prepatation, antiseptic’
handwash or heslth-care personnel
handwash, and surgical band scrub. The

agency's conclusions are summarized

below: :

Shortterm use | ‘Long-term (repeated/daily) .

Patient Pre- | Antiseptic  Handwash. or
operative’ ‘Health-Care  Personnel -
Skin Frepa- | . Handwash NISE.
ration HE. | Surgical Hand Scrub HHSE,
S=Safety, S
E=Effectiveness.

The agency has communicated further *
with EPA and has ascertained that there -
is no specific report on the proliferation
of triclosan {Ref. 14). Regarding -
exclusive patent rights, the agency
advises that thesc are' not among the
determining criteria to establish general -
recognition of safety and effectiveness, .
and therefore cannot be used inthe
evaluation. However, having reviewed
the new data along with the previously -
submitted data, the agency concludes .
that there is no proliferation problem
with triclosan, * .

Finally, the agency did not intend-to'
restrict formulations of triclosan to bar
soap. The agency has reviewed the -
Panel’s recommendations and the
footnotes in the previous tentative final
monogtaph (43 FR 1210 at'1229) and.
finds that triclosan ‘under “antimicrobial ;
soaps’’ was erroneously marked with
the reférence to the footnstc “Category |
Hl-only when formulated in a-bar seap
to be used with water.”

The use of triclosan in products for.
the treatment of diaper rash was
discussed in the tentative final
monograph for.antimicrobial diaper rash
drug products published on June 20,
1990 (55 FR 25246 at 25277 to 25278},
‘The use of triclosan in products for
treating sunburn will be addressed in
the Federal Register at a later date'in
another OTC drug rulemaking for drug
produets for this.use. \
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. M. Comments on Combinations
 Active Ingredients

' 24. Onecomment stated that the

Panel did not review safety and
effectiveness data submitted to it on

- mercifeno] chioride

{orthohydroxyphenylmercuric chlorids}
0.1 percent and secondary

. amyltricregols 0.1 percent as single

ingredients-and in combination for use

- as.a patient preoperative skin

- _preparation, skin antiseptic, and skin

" wound protectant (Refl. 1). The comment
~added that'the agency did not discuss

these ingredients aloneor in

~ combination in the previous tentative
- final monograph.

‘The comment asserted that secondary
amyltricresols, mentioned in the
h

not equivalent to phenol because of
chemical differences and differing

“antimicrobial properties, formulation

concentrations, and patterns of use. The

-comment requested the agency to make

decisions on the safety and effectiveness

of this ingredient when used alone, or
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in combination, as a patient
preoperative skin preparation, a skin
antiseptic, or a skin wound protectant.
The agency has previously reviewed
data for first aid antiseptic uses of 0.1
percent mercufenol chloride and 0.1
percent secondary amyltricresols and
found the evidence insufficient to
support their safety and effectiveness’
either as single ingredients or in
combination {56 FR 33644 at 33668).
Only safety data on animals were
submitted by the comment {Ref. 1); in
geuneral, these studies were conducted
on a very small number of animals, did
not detail methodology, and did not
adequately describe results (physical
condition of the animals). The
submitted in vitro studies also lack
sufficient detail to establish the

.effectiveness of mercufenal chloride.

Secondary amyltricresols is a mixture
of isomeric secondary amyltricresols,
which are derivatives of phenol, and has
pharmacological properties similar to
phenol. The agency agrees with the
comment that the mixture of secondary
amyltricresols is not equivalent to
phenol and should be catvgorized
separately from phenol. The submitted
safety data included a study by Broom -
{Ref. 2), who reported that
amylmetacresol is relatively nontoxic
and less toxic than hexylresorcinol in
rats and mice.

No toxicity studies in humans were
included in the information provided by
the comment. However, ih the tentative
final monograph for OTC external
analgesic drug products, published in
the Federal Register of February 8, 1983
(48 FR 5852 at 5858}, the agency
proposed that metacresol up to a 3.6--
percent concentration be considered -
safe when combined with camphor and
that a 3-to-1 ratio of camphor to
metacresol reduces the irritating
properties of metacresol. Although
cresols may cause some irritation when
applied to minor wounds, the agency
believes that secondary amyltricresols at
the concentration requested (0.1
percent) would not present any safety
concerns, particularly considering the
short-term use of antiseptics as patient
preoperative skin preparation drug.
praducts. The submitted data are,
however, inadequate to establish the
efficacy of secondary amyltricresols.

Data are also needed to determine the
safety and effectiveness of the T
combination of mercufenol chloride and
secondary amyltricresols, Only animal
safety data are available, and these
studies were limited to determinations
of the minimum lethal dose by various
routes of administration (Ref. 1). The
submitted information on marketing
history is not sufficient to-provide

‘secondary amyltricresols has been in

single ingredients; that is, mercufenol -

 primarily active against gram-positive -
. orgahisms (Ref, 3): One in vivoe study on

_active ingredients used alone at'its

gehami reg:dgnitinn: of the safety of these »

-ingredients. The data contained isolated
_reports of the combination of - oo

mercufenol chloride and secondary =
amyltricresols causing occasional skin
irritation, such as burning and blistering -
{Ref. 1), adverse-effects that need tobe ~
more fully studied. . ’
‘Most of the-effectiveness work on the
combination 6f mercufenol chloride and

vitro. The combination is reported to -
combine the antibacterial activity of the

chloride which is primarily active
against gram-negative organismsand -
secondary amyltricresols which is

the effectiveness of the combination as
a patient preoperative skin preparation -
showed a substantial reduction inthe -
skin,microfloia (Ref. 4). However, -

. because neutralizers were not used,

bacteriocidal activity cannot be -
differentiated from residual .
bacteriostaticactivity. In addition, the -
effect of the 50-percent alcohol in'the
alcohol-acetone vehicle was not taken
into-consideration. Alcohol, 60 to 95
percent, is in Category I for antiseptic
health-care uses, = = S
Under the agency’s guidelines for |
OTC drug combination products (Ref. .
5), Category Lactive ingredients from the -
samg therapeutic category that Have =
different mechanisms of action may be
combined 1o treat the same symptoms or -
condition ifthe combination mests the
OTC combination policy in all respects.
and the combination is on a benefit-risk - -
basis, equal to or better than each of the

therapeutic dose. Accordingly, both

“mercufenol chloride and secondary

amyltricresols and the combination of
these ingredients are placed in Categery
L. The combination needs further =
testing of the combined ingredients
compared to each individual active
ingredient to establish effectiveness of
the combination as a patient
preoperative skin preparation. . .
The agency recommends that invive
and in vitro effectiveness databe .
submitted. The data should be based on
both in vitro and in vivo testing -
procedures as-described for patient

* 'preoperative skin preparation'drug
-products. (See section LN., comment

28.)
References - -

{1)}OTC Vol. 020093.

{2} Broom, W, A., "A Note on the Toxicity
of Amyl-mieta-cresol,” British Journal of -
Experimental Pathology, 12:327-331, 1831, -

{3} Dunn, G G., “Germicidal Properties of
Phenolic Compounds,” Industriol and”
Engineering Chemistry, 26:609-612, 1936,

. prevention of syphilis and

{4} Maddock, W, G., and L. K. Georg,
“Further.Experience with Mercresin,”
American Journal of Surgery, 45:72-75, 1939.
_ {5) Fogd and Drug Administration, 1
“‘General Cujdelines for OTC Drug
Combination Products,” September 1978,
Docket No. 78D-0322, Dockets Management
Branch.

25. One comment submitted data on

" a combination drug product containing
- calomel {mercurous chloride) 30 :
__percent; oxyquinoline benzoate, and

trolamine {riethanolamine) combined

~with fatty acids to form a scap

compound, plus a phenol derivative

. that is currently marketed over:the-

counterand is indicated for use in the -

- prevention of venereal disease (syphilis
‘and gonorrhea) (Ref. 1). The comment
_ included a historical review and

information on in vitro activity of one

«of the ingredients. According to the

commient, in 1905 the discovery was
made that calomel in combination with-
fats is an effective germicide against
Treponema pallidum (T. pallidum), the

causative organism of syphilis. Later,
_ calomiel was stated to be active against
.. Neisseria gonorrhoeae (N. gonorrhoeae)
" {the causative organism of gonorrhea).

" This combination of ingredients and
the indication of prevention of syphilis
and gonorrhea have not been reviewed

" by any OTC advisory review panel.

However, because a claim is made

" indicating antimicrobial activity and the
- product.contains calomel, which is

alrdady included in’‘the rulemaking for .

- OTC topical antimicrobial drug .
. products, the agency believes it is

appropriate to review this combination

" and labeling claim in this amended

tentative final monograph.

. Thein vitro effectiveness test

described in the comment (Ref. 1) is a
zone of inhibition test comparing the
germicidal activity of calomel, phenol,

' - and-organice silver salts against S. aureus
as an indicator of activity against

_syphilis {T, pailidum) and gonorrhea {N.

. gonorrhoeae). According to the

' submission, the causative organisms are

not'viable in vitro and were not used in
the testing: The agency points out that .
it is-possible toisolate and subculture

" isclates of N. gonorrhoeae for in vitro
" antimicrobial testing (Rel. 2), but T.
- pallidum cannot be grown in vitro (Ref.

3), The agency does not consider the in
vitro test against S. aureus to be
adequate to-support a claim of

norrhea.

" In a-separate Tulemaking lor mercury-
containing drug products for topical -

-antimicrobial use, calomel was
reviewed by the Miscellaneous External.
Panel {47 FR 436 at 440). That Panel did

note that calomel “has been uszd in the
past by fnuriction (rubbing into the skin)
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as a prophylactic against venereal
disease * * *" bul placed the
ingredient in Category Il because
“‘calomel may be safe as a topical
antimicrobial agent, but it is nat
effective for this purpose.”

Although it is apparent that calomel
30 percent would be consideredan
active ingredient, it is not clear from the
available information whether the other
ingredients in the combination ‘
{oxyquinoline benzoate, trolamine, and
phenol derivative) are also considered .
active ingredients, nor are the
concentrations of these other
ingredients stated in the submission and
no data have been submitted to the OTC
drug review on these ingredients in
relation to the prevention of venereal
disease. In the absence of any data, none
of these ingredients are considered safe
and effective for this use.

The comment did not submit any in
vivo data from clinical studies to-
demonstrate that the combination of
calomel, oxyquinoline benzoate,
trolamine, and phenol derivative is safe
and effective for use in the prevention
of syphilis and gonorrhea. Preliminary
in vitro testing against N, gonorrhoeae
should be conducted before any human
clinical trials are done. Then, favorable
results from two well-controlled clinical
studies in humans conducted by ‘
qualified investigators in two -
geographic locations (at least one should
be within the United States of America)
are needed before any drug product can
be recognized to be safe and effective in
preventing syphilis and gonorrhea.
Interested individuals should consult
with the agency before initiating any
testing. In conclusion, the agency is
proposing that this combination of
ingredients indicated for the prevention
of syphilis and gonorrhea be classified
Category 1 in this amended tentative
final monograph.

The agency’s detailed comments and
evaluation on the data are on file in the
Dockets Management Branch (Ref, 4).
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- FR 1210 at 1239 to 1240}, the agency’s =

specific protecels fur upgrading an

testing procedutes in §333.470 for

N. Comments on Testing

26. N umarqtis comments addressed
the agency’s modifications in the
Panel’s proposed testing guidelines (43 -

statements on final formulation testing.
(43 FR 1211, 1224, and 1240), and .

antimicrobial ingredient from Catego:

Stating that the'testing guidelines were.
unclear in some places and pointing out
inconsistencies’bétween the guidelines -
and the agency’s responses 1o comments
at 43 FR 1211'and 122310 1227,a
number of comments requested . = -
clarification or proposed modifications
of a number of items in the guidelines. -
Several comments requested specific -
information or $submitted protocols for °
testing Category Hl ingredients, One’
comment requested that manufacturers
be permitted 1o determine which - |
protocol to follow to establish safety or
effectiveness of an‘ingredient. A number.
of comments objected to the agency’'s -
consideration of the testing guidelines
as final, and urged revisions inthe .~ -
guidelines for publi¢ation in'the Federal. -
Register. S S
The agency acknowledges that there -
were some inconsistencies in the testing .
guidelines for'safety and effectiveness -
proposed in the previous tentative final.

rule. The agency does not consider the - 4

previous testing guidelines as final. The
agency is clarifving in this amended .
tentative final monograph that all final |
formulations will be required tomeet .
the specifications in the final =
monograph. As stated-in section LN,
comment 28, the agency is proposing -

evaluating the active ingredient in pure
form as well as in the complete .
formulation. The agency recommends .
that manufacturers use these procedures -
for testing the final formulations of =
products intended for health-care
antiseptic use, Manufacturers may
propose other appropriate testing . 4
procedures subject to aﬁency,evaluation;,/
as reqisostod. The data from these tests. . -

-are not required-to be submitted to FDA

by the manufacturer. However, the
agency intends to use these procedures
for:any necessary compliance testing,
27. Two comments pointed out an_
apparent conflict in the agency’s
statements concerning safety factor -
calculations-as follows: At 43 FR 1240,
the agency concluded that a minimum
of a 100-fold safsty factor should apply
to the exposure dose for ingredients
labeled for répested daily use; at 43 FR
1241, the agency stated that if the safely. -
factor is extrapolated from an animal
species to man. considerine surface

- -testing wil not be necessary
. ‘where adeguate data are available on the
_ active-ingredients alone.” (See 43 FR

1210-at 1224.) Another comment stated
‘that the Cade handwashing test can only

area, 1he>l;ig;l3ast no-effect dose should
* be used for the mulfiplier, and in the

absence of complete data, a 100-fold -

-safety factor should be applied when
‘translating the animal highest no-effect
.dosetoman; and-at 43 FR 1213 (see
comment:19), the agency stated that -
‘modifications of the safety factor will be
" allowed for specific ingredients where

. ¢ indanivy 3')' v 2%y N . s &
Mo i‘)ategary’ i 43 FR 1242 to \1‘246}./ iustiﬁ&d b}' risk-benefit consxderauons.

One comment suggested that a safety
factor of less than 100-fold be acceptable .
when scientific investigation of good

_quality shows that the test animals used
. in‘establishing the no-effect dose are

similarto humans with respect to

. metdbolism (biotransformation and

pharmacekinetics) and/or tissue
susceptibility. Another comment stated

* that.a miore reasoned and practical -

approach. would be to require
ealculation of certain safely factors as

‘recommended, and indicate in a general

guideline that risk-bonefit ratios based
on these factors would determine the
relative’merits of the product.

"'The agency does not find any conflict

. in the various statements included in

the previous tentative final monograph.
The safety factor calculations were,

“included merely as a general guideline.

The agency's response to comment 19 at

43 FR 1213 indicated that the agency
" would retiin a minimum of a 100-fold

safety factor applied to the exposure
ose for ingredients in products labeled
for répeated daily use. However, the
agency will consider modifications of
the safety-factor for specific ingredients

‘where justified by risk-benefit
. considerations and where
. based on submitted data. While the 100-

.fold safety factor was a general .

-guidsline-in the previous tentative final
- monograph, the agency does not find a

uests are

need to irclude a general guideline in

. this amended tentative final monograph.

'28. Numerous comments requested

- clarification of the criteria required to

establish éffectiveness for each
antimicrobial product class. One

*.comment stated that the “Testing

Guidelines" section seems to indicate
that it may ba necessary to determine
the effect of the vehicle on the active

- ingredient. The comment contended
- that'this provision is confusing because

the preamble discussion in the tentative
final' monograph indicates that vehicle

& “e @ w

be conducted if the antimicrobial is

- placed in a vehicle and noted that the

antimicrobial is never used by
consumers in-its raw form; therefore,
afficacy tagtino nn the raw antimicmnmhial
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ingredient should not be required. A
third comment stated that the overall
antimicrobial effectiveness of a topically
applied product is a funciion of the total
formulation rather than a single
ingredient. Another comment added
that if an individual product
formulation must be tested, and/or the
testing of a product vehicle is
considered essential, then such testing
requirements must be specifically
described. Citing the definition of an
antiseptic in section 201{o) of the act (21.
U.S.C. 321{0)), one comment asserted
that the definition requires that the
antimicrobial product kill or inhibit the
growth of micro-organisms on the skin.
The comment proposed that efficacy can’
be demonstrated by showing that the
preparation produces a quantitative
reduction in the levels of normal skin
flora and/or inhibition of bacterial
growth in vitra, Two comments painted
out that the “.viodified Cade Procedure”
handwashing test (43 FR 1210 at 1243)
specifies a one-log reduction of bacteria,
but the procedure fails to indicate how

many uses or days of use of test product -

should produce the reduction. Other
comments requested that no upper limit
be set for bacterial hand counts, that the
lower limit of 1.5%108 per hand be the
only criteria for subject selection, and
that minimal hand count reduction be
defined in the test protocols for surgical
hand scrub and health-care personnel

handwash products. Another comment .

suggested that modification of the
‘*Sampling technique and times"
(paragraph 6) of the protocol

“Effectiveness Testing of Surgical Hand .

Scrub {Glove Juice Test)’ (43 FR 1243)
was needed because the protocol did
not indicate the volume of sampling
solution but only stated that the volume
* *» * should be “kept constant"” for all
tests. The comment recommended that
the agency specify a range of 50 t0-100
mL of sampling solution in order to
provide consistent and reproducible
results. :

The agency has carefully reviewed the .

comments, existing data, and other
information, and is clarifying the
effectiveness criteria for health-care
antiseptics in this tentative final
monograph.

In order for an antiseptic ingredient to .

be generally recognized as effective for

use as an antiseptic handwash or health- .

care personnel handwash, patient
preoperative skin preparation, and/or
surgical hand scrub, it must have
existing data from well designed clinical

studies demonstrating effectiveness. The'

agency believes that it is important to
correlate effectiveness data from clinical
studies with effectiveness data from in
vitro studies on the activity of the
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. monograph, at 43 FR 1240, “* * * there’

., monograp

-nosocomial or hospital acquired .
- infections, the agency concludes that

~ provide an indication of the most.

. scrub; and patient preoperative skin

vehicle and dctive ingredient .
individually, so that the germicidal
contribution.of the antiseptic ingredient -
lo the total formulation can be fully -~
characterized. As stated in the testing
guidelines in the previous tentative final

should be demonstration that the
formulated product is better than the -
vehicle.alone. Testing of the complete
formulation of Category Il ingredfi’émé \
* * * g necessaly tojudgethe
importance of the vehicle in the release
of the-active ingredient as well as the -
influence of formulation on aspects of -
affectiveness * * *.”" The agency
believes that information on.the in vitro
activity of the active ingredient alone ° -
helps to characterize its antiseptic

. activity independent of formulation and
clivity indepancent of Jormu’atlon anc _filamentous dermatophytic fungi or

helps to further define formulation’
effects on the antimicrobial ingredient.
Therefore, the agency is proposing that .
in vitro studies:of the antimicrobial ~
activity-of health-care antiseptic drug
products covered by § 333.470{a}{1}{1}
and (a){1)(ii) be:conducted on the active -
ingredient, the vehicle, and the final
formulation. Manufacturers are to have
such data in their files for products®
cpntaiﬁ}n%‘ingrédiems included inthe

In this amended tentative final.
monograph, thé agency is proposing that. .
the in vitro antimicrobial activity of the
antiseptic ingredient, the vehicle, and
the formulated product be characterized -
by the deterniination of their R
antimicrobial spectrin-and by minimal
inhibitory concentration determinations.
performed against selected organisms
using methodology established by the
National Committee.for Clinical = -
Laboratories Standards (NCCLS) (Ref. 1}.
Because the principal intended use of |
these health-care antiseptic drug’ '
products is the prevention of

these products should be able to ]
demonstrate in vitro activity againsta: -
microbial spectrum that reflects this
use. Since 1970, the National )
Nosocomial Infection Surveillance
System (NNIS) has collected and,
analyzed data on nosocomial pathogens
reported to the Centers for Disease
Control by a number of hospitals'who
perform prospective surveillanceon
nosocomial infections. These data

frequently occurring pathogens at four
major sifes of nosocomial infection—the .
urinary tract, surgical wounds, lungs
{pneumonia), and bloodstream. The
agency believes that heslth-care

personnel handwash, surgical hand

- commonly-

~Nlist-of micrs $
TR amred.ifeNfEcy
' 3.433.4/018) 1) 10e

‘concludes that this proposed list
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preparations should be able to
demonstrate in vitro effectiveness

against these pathogens as wall as the
normal resident skin flora. Therefore,

* ‘the agency is proposing that micro-

organisms associated with the most
; 1g nosocomial -
infections and those found most often in

_.nogocomial infections of high risk

patients as reported by the NNIS, for the

‘period from January 1985 thro

Aligust 1968 (Ref. 2), be included in the
-0rganisms to be tested in
agency further -

identifies a broad spectrum of

" _antimicrobial activity that is also

appropriate for home use antiseptic
handwash products.
Theagency notes that neither

viruses are included in the NNIS report.

-More recent studies (Refs. 3 and 4) have

-reported.small numbers of nosocomial

-infections associated with both of these

“organisms.However, the new studies do

- not provide sufficient information to

. assess the relative importance of these

' arganisms as a cause of nosocomial

-infection. Therefore, the agency is not

“proposing fo include filamentous

_ ~dermatophytic-fungi in the list of micro-
“organisms to be tested, as proposed in

the previous in vitro effectiveness
testing guidelines (43 FR 1210 at 1241}
and is continuing to propose that
viruses also not be inclided. The agency
recognizes thdt the list of organisms to
be tested may-need updating to assure

' that it remains reflective of current

trends-in the microbial etiology of

“nosocomial infections. The agency
" -intends to update the list as new

information becomes available. Further,
the agency invites the submission of

- comiments and specifically data on the

role of other organisms, particularly

_ “viruses and filameritous dermatophytic
_fungi, in nosocomial infections.

In addition to the chaiacterization of

‘the in vitro:spectram of activity, the

-agency believes that information on how
rapidly these antimicrobial drug

- products achieve their antimicrobial
-effect is nedessary. As a'means of
“indicating how quickly thess ﬁproducts,

achieve their antimicrobial eflect, the

“agency is proposing in vitro time-kill
“curves of gi? formulated drug product

as. part.of the testing requirements. The
agency-acknowledges that there is

‘currently no accepied or standardized

method that may be used in conducting
this type of study and invites the
submission of ;pxxosi;d‘ methods that
may be.considered as applicable to this
‘test. In § 333.470(a){1)(iv) of the
proposed testing regulations, the agency

-provides guidance on the development

—————
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of such methods. However, any time-kill
studies submitied to the'agency are to be
conducted on & 10-fold dilution of the
formulated product against the ATCC
strains identified in § 333.470(a}{1)(ii) of
the proposed testing regulations and are
1o include enumeration at times at 0, 3,
6.9, 12, 15, and 30 minutes.

With regard to proof of clinical
effectiveness, the agency is proposing’
specific criteria for final formulations of -
antiseptic handwashes or health-care
personnel handwashes, patient
preoperative skin preparations, and
surgical hand scrubs that are based on
the recommendations of the Panel and
agency experience in evaluating the
effectiveness of these types of drug
products, as follows. '

For antiseptic handwash or health-
care personnel handwash products, the
agency is proposing the following
criteria: (1} A 2-logse reduction of the
indicator organism on each hand within
5 minutes after the first wash and (2} a
3-logso reduction in the indicator
organism on each hand within 5
minutes after the tenth wash, when
tested by a modification of the standard
procedure for the evaluation of health-
care personnel handwash formulations
published by the American Society for
Testing and Materials (ASTM) (Rel. 5).

For patient preoperative skin
preparations, the agency is proposing
the following criteria: (1} A 2-logio
reduction of the microbial flora per
square centimeter of an abdominal test
site, (2) a 3-logio reduction of the )
microbial flora per square centimeter of
a groin test site within 10 minutes from
a matched control area, and (3) the
suppression of bacterial growth below
baseline for 6 hours, when tested by a
modification of the standard procedure -
for the evaluation of patient ’
preoperative skin preparations
published by the ASTM (Ref. 6). The
agency believes that the revised
effectiveness criteria more closely
reflect the conditions of product use,
i.e., on a number of different body sites,
each supporting different numbers of
resident skin flora. In addition, although
perssistence of effect was not
recommended by the Panel as a
requirement for these drug products, the
agency believes that persistence of
antimicrobial effect would suppress the
growth of residual skin flora not
removed by preoperative prepping as
well as transient micro-organisms
inadvertently added to the operative

field during the course of surgery and
reduce the risk of surgical wound
infection. Based on the proposed
effectiveness criteria for this praduct
class, the sgency is propesing a rovised

definition of a patient preoperative skin

. according o the same procedure used’io.

- on this'intended use of alcohol drug .~ - :
e e ooy 8 oromosing 1. 8 partof patient care. The agency stated

"agency is proposing the following

~ of the microbial flora.on-each-hand

" alcohol {séction LE.. comment 10}, -

* 12), and triclosan (section LL., comment-

preparation drug product in
§ 333.403(c)(2] of this amended tentative -
final monograph as follows: “A fast- ~
acting broad-spectrum persistent
antiseplic-containing preparation that
significantly rediices &eznum‘ber;o{

" micro-drganisms on intact skin.™

As discussed in section LE., comment
10, the agency-is proposing the o
indication “for the preparation of the .
skin prior to an injection” for OTC
alcohol and isopropy! alcohol drug
products. The agency is further

 proposing that prodacts labeled for such

use demonstrate.sffoctiveness by-testing
demonstrate the éfléctiveness of patient
preoperative skin preparation drug =
products not labéled for this use. Based .

products, the:agency is proposinga 1-

" Inthat sﬁméf‘mﬂ»rhula,‘ the agency

acknowledged that hexachlorophene
containing surgical scrub drug products
dre substantive in their action and do

" pot produce an initial high reduction
~ but. with'répea

vith' ted use are effective in
reducing the resident skin flora and

‘suppressing bacterial growth in the

user's-glove for up to 6 hours. Based on
alack of available products capable of-

producing both an initial high reduction
" intheresident skin floraanda

prolonged microbial suppression
marketed at the time of £e agency's

action ont the ingredient in 1972, the

agency agreed with the

recommendations of its Antimicrobial 1
Panel and concluded that the ingredient
should continue to be marketed for use

as a surgical scrub and for handwashing

108‘0 mduction ln the mjcrobiai fiora’ per its‘n‘ﬁnﬁrﬂi‘ {0 mﬂﬁaef it criteria for

square centimeter of a dry skin test sité

_ within 30 seconds of product use as the. “benefit 3@%" as new
. effectiveness criteria for these products. :

For surgical hand scrub products; the

criteria: {1) A 1-log;o reduction of the
microbial flora of each hand from the- .-
baseline count within 1 minute, {2)"
suppression of bacterial growth on-each - -
hand below baseline for 6 hours on the-
first day, (3) a 2-logo réduction of the
microbial flora on each hand within 1
minute of product use by the end of the
second day, and (4) a 3-logic reduction

within 1 minute of product use by the
end of the fifth day, when tested by a
modification of the standard procedure
for the evaluation of sirgical hand scrub .
products published by the ASTM:(Ref.
7). ’ ’ , N
Based on glove juice test data for

surgical hand scrub use of povidone-
iodine {section 1.1, comment 17),

chloroxylenol (section 1.G., comment -

23), the agency concludes that

. formulated products containing certain ’

ingredients, i.e., chloroxylenol and .
triclosan, are substantive in their-action .
and do not produce a high (1-log')

- initial reduction, but afier repeated usg

for up to 5 days do reduce the baseline
count and suppress the count in the

for use as a surgical scrub should meet

_ a standard for initial reduction. A one-

log reduction was-found acceptable as
the minimal level of reduction suitable.

" for a surgical scrub in a handwashing

test. {See *“New Drugs Camtaining

- Hexachlorgpherie,” published in the .
. Federal Register of December 20, 1977;

42 FRG63771.).

" formulation was pro

‘gvalusting such products in light of risk-
gm ucts

‘containing atiributes become

" available (42 FR 63771).

" Since that final rule was issued in
1977, data have been submitted to the
_agency demonstrating the effectiveness

_of surgical hiand scrub formulations

capable of producing an initial 1-logso
reduction and a suppression of

.- microbial growth in the wearer’s glove
 for up 10.6 hours. (See section LE.,
. comment 10 on alcohol and section L.,

comment 17 on povidone-iodine.} The

-agency notes that the persistence of the
~antimicrobjal effect demonstrated by an

alcohol-containing su:gicbl\ hand scrub
(was provided by a
preservative agent in the vehicle. Based
on'the new data, the agency has
concerns about the risk associated with
the initial use of substantive surgical

‘hand scrub formulations, and with the

use of these formulations after extended

" lapses in their routine use. Therefore,

the agancy is proposing that all surgical

"hand scrub formulations must -

demonstrate an injtial one-log reduction

* in:the bacterial flora. The agency invites

‘cornment on the use of substantive

" | anlimicrobials in health-care entiseptic

drug products. Based on the revised
offectivenass criterion for these drug
produgts, the ggency is proposinga

revised definition of a surgical hand
) ] - scrub drug product in §333.403(c)(3} as
user's glove. In aseparate final rule, the
. agency stated that-any-product indicated

follows; “An antiseptic containing
preparation that significantly reduces

- the number.of micro-organisms on

intact skin; it is broad spectrum, fast
acling, and persistent.” .

‘The agency believes that the modified
ASTM procedures for the testing of
Haalth-care or antiseptic handwashes,
surgical hand scrubs, and patient

reoperative skin preps being proposed

or inclusion in the testing requirements
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provide protocols that are appropriate
for the final formulation testing of thase
drug products. The proposed protocols
describe, in detail, study conditions and
materials to be used and address the
concerns raised by the comments. For
instance, the proposed protocol for the
testing of surgical hand scrub products
includes a baseline criterion for subject
selection of equal to, or greater than, 1.5
x 103 bacteria per hand and specifies
that a 50 to 100 mL volume of sampling
is to be used. The proposed protocols
also specify requirements for a number
of areas not addressed by the testing
guidelines proposed in the previous
tentative final monograph. For example,
they address statistical aspects of study
design and data analysis, and the use of
neutralizers. A positive control is
included in the protocols as a means of
validating the testing procedure,
equipment, and facilities. The agency
believes that the proposed protocols for
the testing of these products provide n .
consistent approach to the effectiveness
testing of health-care personnel. :
handwashes, surgical hand scrubs, and
patient preoperative skin preparations,
The agency is incorporating the abave
criteria and testing requirements in -
proposed § 333.470 of this tentative
final monograph and invites specific
comment on them at this time. After
reviewing any submitted comments or
data, the agency may revise the testing
requirements and procedures priorto
establishing a finel monograph. The
agency also recognizes that the test
procedures may need to be revised
periodically to reflect new information.
and newer techniques that are
developed and proven adequate.
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IL The Agency's Amended Tentative - -
Final Monograph L
A. Summary of Ingredient Categ@ries
and Testing of Category. Il and Category
1l Conditions - ) ' .

‘The agency eKns:ca:qfully reviewgé: the
claimed active ingredients submitted to .
this administrative record (Docket No.

-75N-0183), which includes the -

following: the advance notice of
proposed rulamaking (39 FR 33103) and
previous tentative final monograph (43
FR 1210) for OTC topical antimjcrobial -
drug products, the advance notice of -
proposed rulemaking for OTC fopical
alcohio!l drug products (47 FR 22324), .
and the advance notice of proppsed,
rulemaking for OTCtopical mercury-
containing drug products (47 FR 436).
Based upon the available information,
including clinical and marketing .
history, as wellas the recommendations
of the:Miscellaneous External Panel, the
agency is propasing a tentative
classification for OTC health-care
antiseptic active ingredients.

_ Many of the ingredients included in
the tabulation-below are in Category I
and Category Il because of no data or

a lack.of data on use.as 8 health-care
antiseptic. However, all the ingredients
have been included as a convenjence to -
the reader. The.agency specifically :

-invites comment and additional data'on -

these ingredients. _ :
The-advance notice of proposed
rulemaking for alcohol drug products,
for topical antimicrobial OTC human
use (47 FR 22324, May 21, 1982)is
bejng incorporated into this amended -
tentative final monograph, Ii'that -
e Miscellaneous
External Panel recommiénded that-

-alcohiol 60 to 95 percent by volume in

an-aqueous sojution denatured -

-according to Bureau of Alcohol,

Tobacco, and Firedrms regulations at 27

. GFR part 21°and isopropy! alcohol 50 to |

91.3 percent by volume in an agueous
solution be classified as Category I for
topical antimictobial use. The following
indications were proposed: o

" (1) “For first aid use to decrease germs
in minor cuts.and scrapes.”

" (2)*To decrease germs on the skin

 prior to removing a splinter or other

forsign object.”

- {3)*For preparation of the skin prior

to.an injection.” {See the edvance notice

" of proposed rulemaking for OTC alcohol -
drug:products for topical antimicrobial

use, in the Federal Register of May 21,

1982, 47 FR22324.)

_ Based upon submitted data and the
conclusions:of the Miscellaneous

-External Panel, the agency is including

alcoho! as a Category I surgical hand
scrub, patient preoperative skin .
preparation, and antiseptic handwash or

~ health-care personnel handwash (see
* section LE,, comment 10} While no
- gommments submitted data on health-care

uses.of isopropyl alcohol, the agency

-notes that one comment (Ref. 1) from a

manufaciurer requested that the OIC
alcohiol drug products monograph
provide the labeling indication,
‘“antibacteria]l handwash.” The same
manufacturer provided a submission
{Ref, 2)t¢ the Miscellaneous External

. Panel.on a combination product. -

containing isopropyl alcohol 50 percent
and oxyquinoline sulfate 0.125 percent

~_ for use asa germicidal-fungicidal wash.
. ‘Howasver, the Panel disbanded before it
- wag able'io review the submission,

which contained labeling for a currently .
‘marketed product and in vitro studies of |

" ‘the product’s bacteriocidal activity. No

in-vivo effectiveness data were
submitted for the use of isopropyl

- alecohol as an antiseptic handwash or

health-care personnel handwash,

‘patient preoperative skin preparation, or
- - surgical hand scrub.
" ‘Based on the lack.of data for the use

of isopropyl alcohol as an'antiseptic
handwash or health-care personnel

_ handwash and surgical hand scrub, the
. agency s placing the ingredient in

Category 1! for these uses. The agency -
invites.data on these uses of isopropyl
alcohol. As discussed ‘in section LE.,

- comment 10, the agency is including the

Panel's recommended indication “for
the preparation of the skin prior to an

- injection’” as an additional Category 1
- indication for patient preoperative skin

preparations containing alcohol. Basod
on'the Panel’s recommendations, the

. agency is also proposing isopropyl

alcoliol as a Category I patient

. preoperative skin preparation for this

indication. However, based on the lack

“of‘data on the use of isopropyl alcohol

for-more general patient preoperative
skin preparation use, the agency isnot
proposing isopropyl alcohol as Cateﬁry ,
I for the other patient preoperative skin
preparation indications included in

-§333.460(b){1), i.e., “for the preparation

of the skin prior to surgery” and “helps
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to reduce bacteria that potentially can .
cause skin infection.” .

The agency has evaluated standard -
textbooks and published data on the
effectiveness of isopropyl alcohol used
topically on the area priortoan =~
injection (Refs. 3, 4, and 5). The
minimum effective concentration of
isopropyl alcohol for this use is 70
percent. Further, the dgency is not
aware of any information concerning the
use of isopropy! alcohol below 70
percent for this indication. Therefore,
the agency is proposing to include
isopropyl alcohol 70 to 91.3 percent in
Category 1 for use as a patient ‘
preoperative skin preparation for the
limited indication **for' the preparation
of the skin prior to an injection””.

The Miscellaneous External Panel
recommended that drug products
containing alcohol and isopropyl -
alcohol bear the following warning:
“Flammable, keep away from fire or
flame,” (47 FR 22324 at 22330). The
agency concurs with the Panel'’s
recommended warning and is proposing
this warning in § 333.450(c}(4) of this
tentative final monograph.In order to .
ensure the warning's prominence, the
agency is further proposing that it
appear in boldface type and as the first
warning immediately following the
heading “WARNINGS”.,

The agency is aware:of ten reports
{Refs. 6 and 7) of first and second degree
burns occurring in patients undergoing
electrocautery procedures, The burns
were caused by the ignition of the
isopropyl alcohol in patient
preoperative skin preparations
containing chlorhexidine gluconate or -
povidone-iodine in 70 percent isopropyl
alcohol. The reports indicate that these:
incidents have occurred despite the
presence of detailed warnings in the
products’ labeling cautioning that the
products are flammable until dry and
should not be allowed to pool on body
surfaces or should not be used in
conjunction with electrocautery
procedures until dry {Refs. 8 and 9).
Based on these reports, the agency
tentatively concludes that patient
precperative skin preparations
containing isopropy! alcohol in
concentrations of 70 percent or more
cannot be adequately labeled to allow
the safe use of these drug products in
conjunction with electrocautery
procedures. Therefore, the agency is
proposing that patient preoperative skin
preparations containing isopropyl
alcohol in concentrations of 70 percent
or more bear the following label
warning: “Do not use with
electrocautery procedures.” The agency
is further proposing that the proposed
warning immediately follow the
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flammable w&x‘hing baiﬁg»»pmposéd in .
§333.450(c)(4).” ’ .

. The agency is not currently aware of ~

any similar incidence occurring with. '
other nonemollient patient preoperative

‘skin preparations containing aleohol in

similer coneentrations. Therefore, at this
time the agency is not proposing that " -

'patient preoperative skin preparations

containing alcohol identified in -

§333,412(a) bear a warning concerning

the use of these products’in conjunction
with electrocautery procedures.
However, the agency will consider
extending the warning to patient
preoperative skin preparations
containing alcohol if new information-
indicates that this is necessary. The

agency invites specific comment and - -

data on the saféty of both alcoholand
isopropyl alcphol containing patient -
preoperative skin preparations in o
conjunction with electrocdautery
procedures. :
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The Panel also stated that benzyl
alcohol and chlorobutanol were safe,
but recommended that the ingredients
be categorized as Category Il for
effectiveness. However, in the first aid

" antiseptic segment of this rulemaking

these alcohol ingredients were
reclassified from Category Il to Category
It for effectiveness as first aid antiseptic

ingredients: (See 56 FR 33644 at 33673.)°

Becauss no contments, data, or
information were received, and because
the agency is not aware of any health~
care antiseptic uses for these
ingredients, benzyl alcohol and

. beent

chlorobutanol are not being classified in
this rulemaking for heaith-care
antiseptic drug products.

‘The agency published an advance

- notice of proposed rulemaking for
-mercury-containing drug producis on

January 5, 1982 (47 FR 436). That

notice; based upon the
‘recommenditions of the Miscellaneous

External Panel, proposed to classify
OTC mercury-containing drug products

for tapical antimicrobial use as not

generallyrecognized as safe and-

- effeétive and as being misbranded. The
- agency received no comments. The
_ Panel classified the mercurial

ingredients, as a group, in Category IJ;

“ some for lack of safety, some for lack of -

efficacy, and others due 10 a lack of both
safety and efficacy. However, in the first -
aid antiseptic segment of this amended
tentative final monograph, several
‘mercury-¢ontaining OTC topical
antimicrobials have been réclassified
from Category 11 to Category III for
effectiveness, Mercurial ingredients
placed in.Category I for safety were not

~ reclassified. The ingredients reclassified
". are calomel, merbromin, mercufenol -

chloride, and phenylmercuric nitrate.

"This change-was made in keeping with
the revised effectiveness criteria for the
" drug product category “first aid
" antiseptic,” which were not available at

the time the Miscellaneous External
Panel eviluated the effectiveness of
mercurial ingredients. (See 56 FR 33644

" 84'33572.} The agency is unaware of any .

‘clinical data or marketing history for the
use of mercury-containing drug
products as health-care antiseptics.
Cogtsé(%uem}y, these drugs have not
classified as-health-care o
antiseptids. In addition, the agency has
reviewed submitted data on two

. combirnations containing mercurial

ingredients and proposes a Category Il
classification for these combinations.

"(See section LM., comments 24 and 25.)
- Inthe previous tentative final ’
‘ »mqnqgmgh, the agency-concluded that
 cloflucar

ucarban and triclocarban are not
generally recognized as safe and
effective for use &s'a patient

- gmbger&tive:skin preparation, surgical

and scrub, and health-care personnel

- handwash. The Panel reviewed safety
. anid effectivenass data on these

ingredients formulated as a bar soap and
classified them in Category Illas a

" health-care personnel handwash when

formulated as a bar soap (39 FR 33103

8t 33124 and 33128). No safety and

effoctiveness data for the use of
clofucarban in the other health-care
antiseptic drug product classes were

+ submitted to'the OTC drug review; no
- data-ware feviewed by the Panel; and no

data were received by the agency.
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Cloflucarban is therefore conmdgred o
be outside this monograph except as a
health-care personnel handwash
(formulated as a bar soap), Accordingly,
cloflucarban remains Category lfasa |
health-care antiseptic for useas a
patient preoperative skin preparation
and surgical scrub and Category 11l as an
antiseptic handwash or health-care
personnel handwash. :

Additional safety data and
information were submitted to the
agency on triclocarban formulated as a’
soap. As discussed in the segment of
this rulemeking covering first aid
antiseptics (56 FR 33644 at 33664), the
agency has reviewed a chronic toxicity
study and other information and
determined that triclocarban can be
recognized as safe for OTC daily topical
use in a concentration of 1.5 percent.
However, no effectiveness data were
submitted for any health-care antiseptic

uses of this ingredient and the agency is .

classifying triclocarban in Category Il as
an antiseptic handwash or health-care
personnel handwash, patient
preoperative skin preparation, and
surgical hand scrub. In the previous
tentative final monograph, the agency
placed the combination of cloflucarban
and triclocarban in Category Il (43 FR
1210 at 1230) to be “used in
antimicrobial soap * * *". No
additional data were submitted on this
combination. Therefore, the
combination of cloflucarban and
triclocarban remains'in Category III for
antiseptic handwash or health-care
personnel handwash uses.

Based upon the Panel's
recommendations on phenol, in the
previous tentative final monograph, the
agency classified phenol less than 1.5
percent as Category Ill and phenol-
greater than 1.5 percent as Category I
for use as a health-care personnel
handwash, patient preoperative skin
preparation, and surgical hand scrub (43
FR 1227 and 1229). Hexylresorcinol was

ufnn ﬁ'nxnﬁtﬁnﬂ Trx (oebivmesins BHE B2 at:0

SRI30 LAdESLIGA-IT LAEEOTY xu or uwae )
uses in the previous tentative final

monograph {43 FR 1229). No additional -

data were submitted on health-care
antiseptic uses of phenol and
hexylresorcinol and their classifications
are unchanged in this amended -

‘tentative final monograph. In the,

previous tentative final monogxaph the
agency classified triple dye (A
combination of gentian violet briftiant .
green, and proflavine hemisulfate) in

* Category Il'as a health-care personnel

handwash, patient preoperative skin
preparation, and surgical hand-scrub -
based on a lack of safety data (43 FR

. 1238); No additional data have been
subm:tted and the mgredwm remains in_

[ g Py AT, 73 Ry OO S Y

LAIEREOrY ll IUI uﬁmm'cmfe Bnusepuc
uses, . .

In comment 85 of the previous
tentative final monograph (43 FR 1223)
the agency deferred classification of .

External Panel: All of the ingredients. -

have been classified with the exception
- of methyl alcohol and gentian violet 1-

and 2 percent solutions. The

Miscellaneous Externial Panal at its 38th,
. thenotice of pro

meeting placed methyl alcoholin
Categury Il:as-an OTC topical
antimicrobial ingredient for both safety -

and effectiveness (Ref. 1). However, this. .

classification was not included in the

advance notice of proposed nilemaking

for OTC alcohiol drug products. The'
agency agrees with this classification.

Further, the agency is not aware of any =

use of methyl-alcohol in OTC drug
products, except as a-denaturarit.
Gentian violet was reviewed by the
Advisory Review Panel on OTC Cral
Cavity Drig Products and placed in
Category I based on the lack of

effectiveness data for use as a topical .~

antimicrobial on the mucous -

membranes of the mouth. The agéncy is,

not aware of any data on the use of .

gentian violet as a health-care &m;sephc :

‘and plaaex this ingredient in Camgory 114

fo; tixis Alse.
: feront

w Tm:m of the Proceedings of the
am!: Maeﬁnggz‘ the Advisory Review Panel
OTC Miscellaneous External Drug

. ,Pmducis A;mlzo 1980; pp. 121-~123.

. Flaorosalan was not classified as an

- OTCtoy ical antimicrobial ingredient in
_ the pm%ous tentative final monograph

Decause the. stated that ﬁnnl
regulatory action had been taken

##” %+ the halogenated salicy ]amhdes

pnrtrcularl . ﬂuorosalau (21 CFR

' 310.508)* * *" (43 FR 12102t 1227).

‘Although no comments were received,
the agency notes that fluorosalan was
not addressed in the final rule for

,halqganafedsshcylnniﬁdes {21.CFR

310.508); published in the Federal
Register of October 30, 1975 (40FR -
5027}, In reviewing the Antimicrobial I

" Panel’s recommendations, the agency
several ingredients to the Miscellaneous

‘has deterimined that the Panel dxd not
‘intend to inclide fluorosslan in the

‘group of halogenated salicylanilides

which it recommended be handled more
expeditiously by the agency in a
separate Federal Register notice. (See
rulemaking for
certain halogenated salicylanilides as

. active or inactive ingredients in drug
‘and cosmetic products (September 13,
1974, 39 FR33102) and the advance
-notice of proposed rulemaking for OTC
" topical antimicrobial drug products

(Seprember 13,1974, 39 FR 33103 at
33120).) The agency affirms the
recommendation of the Antimicrobial I

" ' Panel (39 FR 33121) that fluorosalan be

classified as Category H for use in
-antiseptic handwash, health-care

- personnel handwash, patient

pmpemive skin preparation, and
ur%) and scrub drug pmducts

The foﬂowing charts are included as
a summary of the categorization of
health-care antiseptic active ingredients
pmposad by:the agency.

TOPICAL ANTIMICROBIAL INGREDIENTS ! Sumnv OF HEALTH-CARE Atms&rmc ACTIVE INGREDIENTS .

’ ‘Anﬁsamc handwash
Active ingredient ] P‘g&?ﬁm{%’ﬂm { or heaﬁmwa h-care per- | Surgical hand scrub
Aicohol 60 to 95 percent? - i N ]
Benzalkonium chioride !NE« THSEs. - WISE’
Benzethonium chioride HME - mse MSE
Chlorhexidine gluconate? (%) ) &
Chioroxylenol NE }ltSE ‘ INSE
Cloflucarban n JWSE - it
Fluorosalan Al il ]
Hexachiorophene 0 L] i
Hexylresorcinol . ME Sjme WE
lodine Active Ingredionts: : :
lodine complex (ammonium ether sulfate and potyaxyemylene sorbi- | NA - Mg WE
b dml i { alkylaryloxy polyethyl gl ol} WiE THE ' HE
lodine complex {phusphate. ester of alkylaryloxy polyethylene glyc: - i
lodine tincture U.S.P 7 i ‘NA- NA
W

VerDote 22-MAY-34  19:40 Jun 16,1994 k150257 POOOOD0. FimOO0SS Fmid70t SImtd702 EAFREMPITNZFYE plomdl

v
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ToPICAL ANT!MICROBIAL INGREDIENT st SUMMAFW OF HEALTH-—CﬂRE Awnsefmc Aﬁﬂvﬁ INWGENYS-—CW

Active ingredient I W"’W 7W
nmnpwsosuanSP g AR S ¥ | : . m L 'NA
mwilv(eﬁwbneoxy)ethamwtﬁne : . :l:E I - I we
Pov-doneaodnes:ow;)ercem ceiirerns ‘ IlE ) . :“&' ) , :”E
Undecoylium chioride iodine complex .. rvemsirsensecnsonnen | WE {me HE
Isopropy! alcohol 70-81.3 PErcent? ........u.wmmmiussssusees ] : g HiE
Mercutenol chioride? : esnean . HE - ‘ INA , NA
Meﬂ!ybenzethommchlonde resrssnassessansas : senssesnsensonenenies | HHE N HISE
Phenol (less than 1.5 percent) e : e . - pmSE. MSE
Phenol {greater than'1.5 percent) . . L[} A fl
amyltricresols 2 ’ : - msg - tmg . ME
Sodium oxychlorosene 2 . . JISE o - | MmSE MSE
Tribromsalan 3 , e | I qn #
Triclocarban ~ - . , {me o fme : e
Triclosan ; ' HE - | sE MSE
Calomel oxyquinoline benzoate, tnethanolarmne. and phemi danva- [ ’ < INAC NA
Mercufenol chioride and secondary amy!tricresols m 50 percant aieo-v MSE. . I'NA ) 1 NA
Tnple Dye ' e’ i ANA NA

—All igg:eaents {uniess otherwise noted) in Antimicrobial-| Dfug Pmducts Advance: Noﬁea of | Pmposoa ﬂulaﬂudng (39 FR 33103) and Ten-
mzw—a-hflt tegonized o 12t1eev)tauv final aph, but tegotized thts mathemammmw
ot cal zed in previous monograph, but cal in-this a
&N?egont App‘ed y An:uqﬂzreﬁler%wmp'gdmuim Notice_of Proposed A hmkmg (39 FH 33163) and in Certsin: Halogsmbd
al zed in ul
Salicylanilides.as Active or Inactive ir weats in Drug and aosmt.c Prmm 40 FR! 50527)
4—S=safety; E=effectiveness .
s—Determined by the agency to be a “new drug”.

SUMMARY OF TOPICAL ANTIM!OROBML ACTNE mentimENTs -NOT Am:ﬂ&ss&a m THiS RULEMAKING

ingredients not classified as health-care antiseptic ingmdems but generally. recognized as safe and eﬂacﬁva for’ ‘OTC firstaid use within the-es-
tablished concentration(s) (see 56 FR 336‘44) . )

Alcohol 48 to 59 percent \
Hydrogen peroxide topical solition U.S.P.
isopropyi alcohol 50 to 69 percent
. Gombinations ) ,
Eucalyptol 0.091 percent, menthol 0.042 percent; methy‘ salicy!ate 0.055 percent, and thymot 06&3 pewem in 26.9 percent aboho!.
Comp!axes

Camphorated metacresol (3 to 10.8 percent camphor and 110 3& pomem metacrasal) in. a ratio of3:1

Camphorated phenol (10.8 percent camphor and’ 4.7 percent pheml ) in ligm mimral oﬂ. U,S.P . vahicle -

ingredients not classified asCategory las aheaﬂh-care anﬁsepﬁcbecausemeagency isnotawamolw heaﬂh-cam awsepﬁc uses for these
ingredients.

Sﬁ'ggie Wadnems

Ammoniated mercury

Benzyi alcohol

Calomel {Mercurous chloride)
Chiorobutanol

Gentian violet

Merbromin

Mercuric chioride (Marcury chioride)
Mercyric oxide, ye“ow

Mercuric salocylaze

Mercuric sulfice, red

Mercury
Mercury oleate
Mercury sulfide

Methy! alcohol
Nitromersol

VerDate 22-MAY-04  19:40 Jun 16, 1904 Kt 180257 POOODO0 FrmD0038, Fme4701 Simed702 EAFREMPIZNZPTZ Ol
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SUMMARY OF TOP!CAL ANT!M!CROBIAL ACTNE IN@RED!EM'S NOT ADﬂRESSEﬂ N TH!S ﬂULEMAKNG—-ConﬁﬂDGd

Para-chioromercuriphenol

Phenylmercisic nitrate

Thimerosal

Vitromersol

Zyloxin . .
Combinations and/or Complexes

2. Testing of Category Il and Category 11i
Conditions

Required testing procedures for
evaluating the effectiveness of the
complete formulation of a health-care
antiseptic drug product are included in
proposed § 333.470. These effectiveness
testing procedures can also be useéd to
demonstrate the effectiveness of active

. ingredients not in a final formulation:

Suggested safety testing is described in
the previous tentative final monograph,

{See 43 FR 1210 at 1240 to 1242.)

Interested persons.may.communicate
with the agency about the submission of
data and information to demonstrate the
safety or effectiveness of any health-care
antiseptic ingredient or condition
included in the review by following the

procedures onﬂinad inthe agency s
policy statement published in'the
Fedéeral r of September 29, 1981
(46 FR 47740) and clarified April 1,
1983 (48 FR-14050). That policy
statement includes procedures for the
submission and ‘review of proposed
protacols, agency meetings with
industry or other interested persons,
and agency communications on’ -
submitted test data and other
information. -

B, Summwy of the Agency s

Conclusions Including Changes in the
Panel’s Recommendations and in'the ~
Agency's Prewous Recommendations

FDA has c;pns:dered the comments
and other re}evant mfomxat:on and is

- amending the pmvmus tentative final

munogmph with the changes d
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 in this
_amended tentative final monograph
follows,

1. All of the section numbers for

" health-care antiseptics in the previous
_tentative final mouograph have been

‘redesxguated in this amendment. As a

- -convenience to the reader, the following
. chart is included to show these
‘ redesigmtmns

REDESIGNATED SECTION NUMBERS OF THE TENTATIVE FINAL MONQGRAPH FOR' Awﬂmcaoew. DRUG PRODUCTS

Ofld section No. Sectton’na_me ) seﬁgm

- General Provisions: . .

T 3331 Scope .. 333.401
333.3.. | Definitions Acﬁva Ingzedtents 333.403
333.20 Arfimicrobial Soap ... . ; -Daleted:
333.30 Patient Pradperaﬂve Skin: Preparation 333410
333.50 Surgical Hand 8cmb Labeling ....... s 333.410
333.80 Antimicrobial Soap Deleted:
333.85 Health-Care Pemomel Handwash 333.455
333.87 ‘Palient Preoperative Skin Prepafatfon 333.460
333.97 Surgical:Hand Scrub 333465

. 333.99 .Professional Label{ng . 1 Deleted,

In addition, a number of format changes
have been made that are consistent with
the format used in recently published
tentative final and final monographs.

2. The agency is proposing the term
“antiseptic’ as the general statement of
identity for the product categories of
patient preoperative skin preparation,
surgical hand scrub, and health-care
personnel handwash drug products. The
agency is also providing manufacturers
the option to provide alternative

statements of identity describing only

the specific intended use of the product,
e.g. surgical hand scrub. When the term
“antiseptic” is used as the only
statement of identity on a single-usa or
a multiple-use product, the intended

VerDate 22.MAY-D4  16:40.um 16, 1094 UKt 190257 POOO0 FrmO0037 Fmid701 Simid702 EAFREMPITINZPTR phmot

statement of" idantity “antiseptic

\use(s) isto be included as part of the

indications. For multiple use products
the agency proposes that a statement of
the intended se(s) should also precede
the $pecific directions for each use. (Sea
section LB., comment 3.) ,

3. The agency is proposing that the

handwash’" may also be used fora
health-care personnel handwash. The
agency is proposing to expandthe

* indications proposed for health-care
\personnel handwash drug products in

the previous tentative final monograph
to read, “Handwash to help reduce
bacteria that'potentially can cause
disease" or “For handwashing to

.decrease bacteria- on the skin® (which .

] et

'may be ionowad ‘by one or more of the
" following: “afer changing diapers,”
Mafter assisting ill persons,” or “‘before

_contact with a person under medical

,care.or treatment.”) The agency isalso
- “proposing “recommended for repeated

use™ as gnother allowable indication for

K this product class. (sae section I.B.,

comment 5.)
4. The agency has mplaeed the

prevmusfl{ ‘proposed definition of an
antimicro

- definitian of an “antiseptic” drug that is
,conisistent with the definition of an

ial (active) ingredient with a

antiseptic in section 201(o) of the

. -Federal Food, Drug, and Cosmetic Act
* {21.U.S.C. 321{0)). The.agency is also
including a definition for a health-care -

Wm it s borsie o wsic s 90 R —— s
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antiseptic as follows: “‘An antiseptic
containing drug product applied
topically to the skin to help prevent
infection or to help prevent cross
contamination.” The agéncy has also
proposed revised definitions for patient
precperative skin preparations and
surgical hand scrubs that reflect the
agency's proposed effectiveness criteria
for these products. {See section L.N.,
comment 28.) In addition, the-agency
has made minor revisions in the
definitions of a health‘care personnel
handwash, patient preoperative skin
preparation, and surgical hand scrubto -
reflect the revised terminology being
used in this amended tentative final
monograph. o ‘

5. The agency is adding to this
amended tentative final monographa .
definition’of broad spectrum activity as
follows: A properly formulated drug’
product, containing an ingredient
included in the monograph, that
possesses in vitro activity against the
micro-organisms listed in .

§ 333.470(a)(1)(ii), as demonstrated by
in vitro minimum inhibitory
concentration determinations conducted
according fo methodology established in-
§ 333.470{a)(1}(ii). The agency is
proposing to include “*broad spectrum”
in the definitions of the three product
classes included in this tentative final
monograph. (See section 1.C, comment

6. The agency has reviewed the Other
Allowable Statements proposed in the.
previous tentative final monograph in
§ 333.85 for health-care personnel
handwash, in §333.87 for patient
preoperative skin preparation, and in
§333.97 for surgical hand scrub and
determined that statements such as
“contains antibacterial ingredient(s),”
*“contains antimicrobial ingredient(s),”
and “non-irritating,” are not related in
a significant way to the safe and
effective use of these products and are
not necessary on products intended
primarily for health-care professionals.
Therefore, the agency is not including
these statements in this amended
tentative final monograph. The
statement “recommended for repeated
use,” proposed for a heajth-care
personnel handwash, has been included
as an “other allowable indication” in
proposed § 333.455. The terms “broad
spectrum” and “fast acting” are’” -
included in the definitions of all three
product classes and the agency does not
see the need to include this information
in the required labeling. (See section
- I.D., comment 7.) )

7. The agency is proposing revised
indications for patient preoperative skin *
preparations in order to more precisely
describe the intended uses of these

VerDato 22-MAY-84  19:40 Jun 16, 1994 JKt 150257 PO000O Frm.00038 - Fmt 4701 Simtd702 EAFRFMPIZINZPT2  plrmd)

* products,

* and 333.465(c) directions for use that

- pradutts. The previous indications

“kills micro-organisms,”

“antibacterial,” and “antimicrobial” are -

not baing included, Likewisa, the
indications *'kills micro-organisms,”
“bacteriostatic,” and “‘bactericidal”
previously proposed for surgical hand.
scrubs are not being included in this

"amended tentative final monograph. -

The agency belioves that thess terms are
product atiributes and not indications.

- for-use and should not be included as -

indications in the labeling of these - - -

8. Based on the recommendations of
the Miscellafiecus External Panel in thé
advance notice of proposed rulemaking

for OTC alcohiol drug products {47 FR - ..
- 22324 at 22832}, the.agency is proposin;

“for preparation of the skin priortoan
injection”’ gs:an indication for OTC
alcohol and isopropyl alcohol drug:
products, : ’ o
-9.The agency is propos,ing in

§ 333.450(c) of this amended tentative
final monograph the following general
warning statements for all health-care
antiseptic drug products: -

(1) “For' external use only.”

(2) Do not usein the eyes.’”

{3} “Discoritinue use if irritétion and

redness develops, If condition persists
for more than 72 hours consulta -
doctor.” The:

deleted for products labeled “For
Hospital and Professional Use Only.” -

(See section 1.D., comment 8.) In.
-addition to the general warnings

proposed for,OTC health-care antiseptic
drug products, the agency is proposing
the following warning for patient - -

- precperative;skin preparations

containing.isopropy! alcohol identified
in § 333.412(d): “Do not use this
product with electrocautery

procedures.’ The proposed waming is -
‘based on reports of burns associated

with the use of isopropyl alcchol
containing patient preoperative skin

_ preparations with electrocautery -
procedures. (See section IL.A,, paragraph.

1--Summaty, of Ingredient Categories.}
10. Based on its review of the”
published literature (Refs. 1, 2, and 3);
the agency has determined that the way
in which health-care-antiseptic drug
products ase used, e.g., methodof
application, duration of scrub or wash,
or use in conjunction with a device
{such as a scrub brush), contributes to
the effectiveniess of these drug products.
Therefore, instead of proposing -

directions for use of these products that .

include fixed scrub or wash durations or

methods of application, the agency is - .

proposing in §§ 333.455(c), 333.460(d),

J agency is further proposing
- that the second sentence ofthe =~ =
proposed warning in (3} above may be' -

reflect the conditions used when the
antiseptic product was tested according
t0.§333.470(b). In addition, based on
data indicating that the largest

- bioburden of the hands lies in the

subungual region (Ref. 4), the agency is

| proposing that the directions for use of
. surgical hand scrub drug products
" include the following instructions for
. the trimming and cleansing of the nails:
- “Clean-under nails with a nail pick. -

Nails should be maintained with a 1

millimeter free edge.”
{1} Ayliffe, G.A.L. “Surgical Scrub and

Skin Diginfection,” Infection Control, 5:23--

‘27, 1984,

{2} Maki, D.G., *'The Uss of Antiseptics for

- Handwéshing by Medlcal Personnel,”
. Journol-of Chemotherapy, 1:3-11, 1989.

‘(3)Ojajarvi, J., “Effectiveriess of Hand

- Waghing and Disinfection Methods in

Removing Transient Bacteria After Patient

- Nursing,” Cambridge University journol of

Hygiene, 85:193-203, 1980.
~(4) Leyde, J. et al., “Subungual Bacteria of
the Hand: Contribution to the Glove Juice

- Test; Efficacy of Antimicrobialﬂetérgams.“i

Infection Conirol Hospital Epidemiology,

| 10:451-454, 1989,

11. The agency is aware that some
‘manufdcturers provide technical

" dnformation relating to the antimicrobial

activity of their health-care antiseptic
drug products in the form of technical

‘information bulletins. The agency

considers such bulletins to be labeling
undér the provisions of the act. Section

- 201{m)-of the act (21 U.S.C. 321(m))
" defines the term “labeling” as “sll labels
- and other written, printed, or graphic

matter {1).upon any article or any of the
containers or wrappers, or(2)
-accompanying such article.” As
labeling, technical information bulletins

+ are subject to the OTC drug review.

The agency has no objection to the
inclusion of technical information

* relating to the antimicrobial activity of -
~ these O1 ‘
" of products intended for health-care

- professionals only. Therefore, in this

C drug products in the labeling

amended tentative final monograph the

:agency is proposing that manufacturers

have the option of including data

_derived from the in vitre and clinical -

effoctiveness tests included in § 333.470

- of the proposed monograph as

- ‘additional labeling for products labeled

. and marketed “For Hospital and ‘
Professional Use Only.” In order that

- such additional information provide a

standardized comparison of the
effectiveness of these OTC drug

_products, the agency is further
_propasing that only data on the
“antimi¢robial activity of these OTC drug

products derived from the effectiveness

© tests included in §333.470 of this
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proposed monograph be included in the
labeling of these OTC drug products. At’
the present time, claims of product
effectiveness against organisms other
than those included in '
§333.470(a)(1)(ii) will require an NDA
containing information supporting the
deviation from the monograph in accord
with §330.11. ‘

12. Based on the wound healing data
from studies of test wounds in
laboratory animals that were discussed
in the first aid antiseptic segment of this
amended tentative final monograph
(comment 37, 56 FR 33644 at 33662},
the agency has reevaluated the labeling -
for iodine tincture as a patient
preoperative skin preparation and is not.
including the warning *Do not apply
this product with a tight bandage, as a
burn may result.” ,

13. The agency has determined that
data and reports have not provided
specific evidence that repeated use of
health-care antiseptics has brought
about overgrowth of gram-negative
bacteria, particularly Pseudomonas.
Therefore, the previously proposed
caution in § 333.99(a) concerning this
overgrowth is not being included in this_
amended tentative final monograph,
{See section 1.D, comment 9.) The’
warnings proposed in § 333.99 (b) and
{c} of the provious tentative final
monograph are not being included in
this amendment because these warnings
apply to quaternary ammonium
compounds which currently are not
Category 1 for health-care antiseptic
uses. (See section 1.]., comment 20.)

14. The agency is not including the
warning proposed by the Miscellaneous
External Panel in § 333.98(c)(2) for
products containing isopropy! alcohol,
*Use only in a well-ventilated area; \
fumes may be toxic.” As discussed in
section ILB., paragraph 32 of the
segment of this rulemaking covering
first aid antiseptics (56 FR 33644 at
33556), the agency invites comment on
the need for such a warning, including
any reports of adverse reactions due to
inhalation that have not yet been
brought to the agency’s attention.

15. In an effort to simplify. OTC drug -
labeling, the agency proposed in a
number of tentative final monographs to
substitute the word ‘““doctor”; for
“physician” in OTC drug monographs
on the basis that the word *doctor” is
more commonly used and better
understood by consumers. Based on
comments to these proposals, the
agency has determined that final
monographs and any applicable OTC
drug regulations will give manufacturers
the aption of using the word ‘
“physician” or the word “doctor.” This .

-

" included United States Pharmacopeia

amended tentative final monograph
propoges that option in §333.450(e)..
16. Based on.the withdrawa] of the
majority of the comments on -
chlerhexidine gluconate as a health-care.

make a safety and effectiveness
determination dare no longoer present in.
the rulemaking. {See section LF., -
comment 11.) © o ) .
17. The agency has reviewed the data’
submitted on chloroxylenol and is . ~
classifying chlorexylenol 0.24 percent to

* 3.75 percent as Category I for safety and

Category I for effectiveness for short-’
term use (patieit preoperative skin.
preparation) and Category HI for both
safety and effectiveness for long-term
uses {antiseptic Handwash or health-
carepersonnel handwash and surgical -

hand serub). (See section 1.G., comment -

12} -
18. In §333.30{a) of the previous’
tentative final monograph, theagency

(U.8.P.) specifications for iodine -
tincture and topical solution. In this

- amended.tentative final monograph, the -

agency is identifying these Category 1

patient preoperative products as jodine -

tincture U.S.P, and jodine topical
solution U.S.P. ~ ‘
19, The agency has reviewed the

submitted data.on hexachlorophenie and

concludes that the data do not address -
the safety concerns expressed by the

Antimicrobial I Panel on this ingredient. -
' Therefore, the agency is proposing that

hexachlorophene remain available by
prescription only. (See section LH.,
comment 13.)

20. The agency has 1avalimtéd a

“mixed iodophor” consisting-of iodine .
complexed by ammonium ether sulfate

and polyoxyethylene sorbitan
monolaurate and found it fo be safe for.
use as a surgical hand scrub and health-
care personnel handwash, but there gre
insufficient data available to deterniine-
its effectivenesy for these uses,
Therefore, it is being classified in
Category Il {See section LI, comment

* 15.) The other jodine-surfactant '

complexes classified by the
Antimicrobial I Panel remain in
Category 11 forhealth-care uses due to
a lack of data. ‘ o
.21, The agency is including povidone-
fodine 5 to 10 percent as a Category [
health-gare antiseptic ingredient for use
as a surgical hand scrub, patient..
preoperative skin preparation, and
antiseptic handwash or health-care
personnel handwash. {See section L1,

* comment 17.) As discussed in soction
‘LL, comment 18, the agency isnot

including the warning about the
interaction of ioddphors and starch-
containing compounds proposed in ~
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- agency is

, pfxt)i{es;ﬁgflona“fl liabgiifn to limit the

g tHLOL . mojecular weight of povidone-iodine.

antiseptic, sufficient data upon which to - Spacial wamnins relited to th iodxqe or
- molecular weight of povidone-iodine.

" comyent 66 of the previous tentative

\ /,qumongfmph {43 FR 1221). The
S

o-not including

special warnings related to the.

{See section LI, comment 18.)

22, The agency has evaluated the data
- submitted on benzalkonium chloride
. and-deternined that the ddta are not

sufficient to-establish the efficacy of this

_ingredient as 4 patient preoperative skin

preparation. (See section L]., comment

- 20.} No data were received on other
- health-care uses of this ingredient or
" “health-care uses of the two other

uaternary:ammonium compounds
{benzethonium chloride anc
methylbenzethonium chloride)
clagsified by the Antimicrobial I Panel.
Accordingly, quaternary ammoniun
compounds rémain in Category Il as

" health-care antiseptics."

23. The agency has reviewed data

- submifted on sodium oxychlorosene, an

ingredient fiot previously classified for

- OTC topical antiseptic use, and is
/p!aéiri&:higmgm&iem'in Category HI
. for both saf ,

* . section LK., comment 22.)

fety and effectiveness. (See

24. The sgency has reclassified-

-triclosan up to 1 percent from Category
‘11 to Categary Il as a health-care
/‘ax;t’;;apﬂp forse as a patient

reoperative skin preparation, antiseptic
ané vash or hoaith-care personnel -

_handwash;’and surgical hand scrub.
“While submitted data indicate that
triclosan—~when properly formulated—
- may be effective, data that meet the.

- ‘criteria degcribed ju section LN., .

comment 28-are needed to establish
sffectiveness. In addition, based upon
submitted safety data and other

-information, the agency has reclassified

the ingredient.from Category 1l to

_Category 1 for safety for short-term use
-85 a'patient preoperative skin
" preparation. Triclosan remains
" classified in Category 1l for long-term
, us&,{antisagﬁc handwash or health-care

personnel handwash and surgical hand

sérub). (Ses-section I.L., comment 23.)

25. The agency is proposing a number

- of Category I health-care antiseptic
“irigredients in this document. All of the
- ingredients includcd in this proposal as
" Category I health-care antiseptic
.ingredientsiare standardized and,

characterized for quality »n-" purity and
ase ingluded as arficles in the current

" United States Pharmacopeia or National
~ Formulary {U.8.P./N.F.) (Ref. 1).
- However, a number of other ingredients

being considered in this rulemaking,

. &:.g., triclosan and triclocarban are not

listed in the U.S.P./N.F. For an active -
ingredient to be included in an OTC
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fir}}g final monograph, in addition to
information demonstrating safety and
effectiveness, it is necessary to have
publicly available sufficient chemical
information that can be used by all
manufacturers to determine that the
ingredient is appropriate for use in their
products: )

The agency believes that it would be
appropriate for parties interested in
upgrading nonmonograph ingredients to
monograph status to develop with the
United States Pharmacopeial
Convention appropriate standards for
the quality and purity of health-care
antiseptic ingredients that are not =
already included in official compendia.
However, should interested parties fail
to provide necessary information so that
appropriate standards may be
established, ingredients otherwise

eligible for monograph status will not be.

included in the final monograph.

Reference

{1) “United States Pharmacopeia XXIl—
National Formulary XVIL," United States '
Pharmacopeial Convention, Inc., Rockville,
MD, 1989, pp. 34. 703, 731, and 1118,

26. The agency is proposing testing
requirements for patient preoperative
skin preparation, antiseptic handwash
or health-care personnel handwash, and
surgical hand scrub drug products in -
§333.470 of this tentative final '
monograph. As part of the effectiveness
criteria for a patient preoperative skin
preparation, the agency is proposing’
new testing requirements for products
labeled with the proposed indication
“for the preparation of the skin prior to
an injection.” (See-section LN.,,
comment 28.) :

27. The agency acknowledges that
deodorancy is considered a cosmetic
claim. However, some deodorant soap
products also bear antimicrobial claims,

The agency stated in comment 10 of the

tentative final monograph for OTC first
aid antiseptic drug products (56 FR
33644 at 33648) that deodorant soap
products making antimicrobial claims
are considered to be drugs and that the °
testing guidelines for antimicrobial -
claims would be addressed in this
rulemaking. Any deodorant soap
product containing & monograph
ingredient may be labeled with
antimicrobial claims provided the
product meets the testing requirements
for health-care antiseptic drug products
or surgical hand scrubs as described
under proposed § 333.470.

The agency stated in the previous
tentative final monograph for topical

antimicrobial drug products (43 FR 1210

at 1244) that actual claims of
deodorancy should corrolate the
microbial reduction achieved in o

_provided satisfactory data to enable the "

- hérid sanitizers.and dips have been -
- matketed ds‘hand cleansers for use by

- has:come to the agency’s attention that

- rulemaking for OTC topical -

meodified Cade handwashjng test to an-
“‘adequately designed and executed
test.” Several comments to that proposal,
objected to such'a correlation of =
deodorancy and‘microbial reduction.-
However, none of the comments -

agency to include any testina
monograph'as a standard for
deodorancy due to antimicrobial

- activity. Specific testing for i
antimicrobial claims for deodorancy has . .

not yet been developed. The agency
intends to review any comments or )
methods submitted for such a purpose
in response to this publication and

_invites comments:and data on this topic.

" 28. The Panel’s evaluation of OTC ~
topical antimicrobial drug products'did’
notinclude an evaluation of the-use of
these products by the food industry as’
hand sanitizers or dips, Historically,

food handlers in federally inspected - =

" meat and poultry processing plantsand . |

in food handling establishments. -
Regulation of these products has been

" under the jurisdiction of the U; &.

Department of Agriculture. However, it

many of these products include label -
claims that the agency considers drug
claims, I.e., “antibacterial handwash,”
“kills germs and bacteria onvcontact,” or
“effectively reduces bacterial flora of the -
skin'. (See comment 10 of the tentative .
final monograph for OTC first aid "~ -~

antiseptic drug products (56 FR 33644 at -

33648).) Examination of the labeling of -
these products.(Ref. 1) has led the
agency to coniclude that the intended”
use¢-of these products, i.e., the reduction
of micro-ofganisms on human skin for -

caused by contaminated food, makes-
them drugs under the provisions of the -

 act, Section 201(g){1) of the act (21 .
U.S.C. 321(g)(1)) defines a “drug” as an.

article “intended for use in the

diagnosis, cure, mitigation, treatment; or -

prevention of disease inman ¥ * *.”
“The:safety and effectiveness of active:

‘ingredients in these products for drug

use needs to be demonstrated. -
Therefore, the agency is including
evaluation of the safety and

effectiveness of topical antimicrobial -
- active ingredients indicated for use as

hand sanitizers or-dips in the

antimicrobial drug products.
Aceordingly, the agency invités the
submission of data, published or
unpublished, snd any othor information
portinend o the use of topical ’
antimicrobigl ingrodients in hand
sanitizors or dips, The agency also

invites comment on applicable

\ ndexecuted effectiveness standards for these
deodorancy test, such as controlled sniff -

products. These data and information
will facilitate the agency’s review and
aid in its determination as to whether:
these OTC drug products for human use

.are safe, effective, and not misbranded

under their recommended conditions of
use. This evaluation will provide all

“interested parties an opportunity to

present for consideration the best data
and information available to support the
stated claims for these products. The

agency suggests that all submissions be

in'the format described in 21 CFR
330.16{a)(2). \

- Inorder to be eligible for revie
tder the OTC drug review procedures,
the ingredient must have been marketed

‘in a hand sanitizer or dip to a material
- extent and for a material time (21 U.SiC.
«-321(p}2}). The submission of data

should include information that

" demonstrates that the ingredient(s) has
“been marketed as a hand sanitizer or dip

to a material extent and for a material
time. Products with ingredients under
consideration in the OTC drug review

-may.be marketed {at the same dosage

strength and in the same dosage form)

. underthe-manufacturer’s good faith
_ bilief that the product is generally

recognized as safe and effective-and not
misbranded and in accord with FDA’s

. enforcement policies related to the OTC

drug review. (See FDA's Compliance
Policy Guides 7132b.15 and 7132b.16.)
Such products are marketed at the risk
that the agency may adopt a:position
requiring relabeling, recall, or other
regulatory action. ’

* “The agency notes that antimicrobial
hand sanitizers/dips marketed for use in

. food handling/processing are typically
i OFgamisms on fum 110r ° “Jabeled fora variety of other ‘
the purgose ‘of the pravention of disease -

antimicrobial uses that may include
various animal *drug” uses and the
disinfection of inanimate objects. These
other uses of hand sanitizer or dips will

- not’be.included in the agency’s

evaluation as part of this rulemaking.
Reférence

'{1) Labeling for hand sanitizer products; in
OTCVol. 230001, Docket No, 75N-183H,
Dockets Management Branch.

'29. The agency is proposing to remove
a portion of § 369.21 applicable to OTC
health-care antiseptic drug products

. when the final monograph eventually
_ hecores effective because a portion of
- the regulations will be superseded by

the final monograph. The item proposed
for removal is the entry for “ALCOHOL
RUBBING COMPOUND” in §369.21.
HI. Analysis of Impacts

FDA has examined the impacts of this
proposed rule under Executive Order.
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Act
(Pub. L. 96-354). Executive Order 12866
directs agencies to assess all costs and
benefits of available regulatory ‘
alternatives and, when regulation is
necessary, to select regulatory
approaches that maximize net benefits
(including potential economic, -
environmental, public health and safety,
and other advantages; distributive
impacts; and equity}. The agency
believes that this proposed rule is
consistent with the regulatory :
philosophy and principles identified in
the Executive Order, In addition, the
proposed rule is not a significant
regulatory action as defined by the
Executive Order and, thus, is not subject

tn wourtars ssnAdan tha Punmirdioa Mindan
W PTVIEW unluct uilu LATtulive wior,

The Regulatory Flexibility Act
requires agencies to analyze regulatory
options that would minimize any
significant impact of a rule on 'small
entities. This proposed rule increases
the number of ingredients tentatively
classified as generally recognized as safe -

12866 and the Regulatory Flexibility

and effective for use in OTC health-care .

antiseptic drug products from the
previous proposal and, if finalized as
proposed, would reduce the need for
further safety and effectiveness testing -
for a number of health-care antiseptic .
drug products. The detailed testing
procedures included in the proposed.
rule should assist manufacturers of
products containing ingredients not
included in the proposed monograph,
due to a lack of demonstrated ’
effectiveness, in performing the tests.
that would demonstrate effectiveness so
the ingredients can be included in the
final rule. The testing procedures will
also provide manufacturers guidance on
testing requirements for regulatory
compliance. Products that contain
ingredients for which safety and
effectiveness are not established will
require reformulation. The proposed
monograph includes ingredients that
may be used if reformulation becomes
necessary. All products will need some
relabeling, One year will be provided
from the date of publication of the final
rule for any necessary relabeling or -
reformulation. Accordingly, the agency
certifies that the proposed rule will not
have a significant economic impact on
a substantial number of small entities.
Therefore, underthe Regulatory
Flexibility Act, no further analysis is
required.

he agency invites public comment
regarding any substantial or significant
economic impact that this rulemaking
would have on OTC health-care
antiseptic drug products. Types.of
impact may include, but are niot limited
to, costs associated with product testing, -
relabeling, repackaging, or
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from the date of publication of this
proposed rulemaking in the Federal
_ Register will be provided for comments
on this subject to be developed and.
submitted. The agency will evaluate any
. comments and supporting data that are
received and will reassess the economic '
impact of this rulemaking in the B
preamble to the final rule,
CFR 25.24(c)(6):that this action is of
* type that does not individually or ~
cumulatively have a significant effect on
the human environment. Therefare;
neither an environmental assessment -
nor an environmental

" Dockets Management Branch, written

- copies of all comments, objections, and:

. a.m. and 4 p.m;; Monday through ,
~ Friday. Any scheduled oral hearing will

-effectiveness of those conditions not
" classified in Category 1. Written

- and all data and comments are tobe -

reformulatinn Dhmirants sanheadic - it
RIAIK AR LAAM S A SRR s MINATLIARIT I xpgcuu;ua I8 -

impact of this rulemaking on OTC ™
health-care antiseptic drug products
should be acéomg:niagi by appropriate -
documentation. Because the agency has
not previously invited specific comment
on the economig impact'of the OTC
drug review on health-care antiseptic-
drug products, a period of 180 'days.

o ananed has datavminad indan 214
AALO O ull\‘y AR08 ULAUTIMIITW UATROE & i

; ifmnpact statement
is required. C o \
Interested persons may, on or before

December 14, 1994, submit tothe, -

5.

comments, objéctions, or requests for
oral hearing before the Commissioner on

* the proposed regulation. A request for .

an oral hearing must specify points tobe -
covered and time requested. Written
comments on the agency’s economic .
impact determination may be submitted .
on or before Decémber 14, 1894. Three

reguest’}s’mé to be submitted, except that
individuals may submit one copy. -
Comments, objections, and requests ars

" to be identified with the docket iumber

found in'brackets in the heading of this
document and may be accompanied by

“ a suppofting memorandum or brief. .

Comments, objections, and requests may °

be seen in the office above between 9

be announced in the Federal Register. -
Interésted persons, on or before hine -

19, 1995, may also submit in writing

new data demonstrating the safety and -

comments on.the new data may be

* submittéd on or before Augist 17, 1995, -
These dates are consistent with thetime -

periods specified in the agency’s final

rule revising the Mc?rq’cedaralmgnlati@ns .
for reviewing and classifying OTC .~
drugs, published in the Federal Register:

. of September 28, 1981 (46 FR 47730).

Three copies of all data and comments
on the data are to be submitted, except
that individuals mhay submit one copy, -

identified with the docket number

found in brackets'in the heading of this - .-

[r—

i o A

docum em.z Data and comments should

* be addressed to the Dockets )
" Management Branch. Received data and

comments may also be seen in the office .

- above-between 9 a.m. and 4 p.m.,

Monday through Friday.
- In establishing a final monograph, the

agency will ordinarily consider only
data submitted prior to the closing of

the adiinistrative record on August 17,
1635 Nats submittad after the clacine of

S ATUNT s ATIERNE DB M AALATAAL RSN BAAKY WARATAALE RTR

the administrative record will be

‘ reyiewed by the agency only after a final

monograph is published in the Federal

- Register, uhless the Commissioner finds

good causehas been shown that

-warrants edrlier consideration.

Therefore, the agency is proposing to

“amend 21 CFR part 333 by adding new
-subpart E, consisting of §§333.401
_through 333.470, and to amend 21 CFR

part 369 by amending § 369.21 in order

~ toestablish conditions under which -

OTC health-care antiseptic drug

_products ate generally recognized as
. safe,mdipf{act\ive‘ and not misbranded.

sk ofSubjots
~ 21°CFR Part 333

Labeling, Qver-ihavcpunter drugs,
Incorporation by reference.

-21 CFR Part 369

Lébdlihgv,Mndical devices, Over-the-
counter drugs.

" Therefore, under the Federal Food,

. Drug, and Cosmetic Act and under

" authority delegated to:the Commissioner
- of Food and Drugs, it is proposed that

/21 CFR parts 333 and 369 be amended

as follows:

' PART 333--TOPICAL ANTIMICROBIAL
‘PRUG PRODUCTS FOR OVER-THE-

COUNTER HUMAN USE ’

 1.The authority citation for 21 CFR

part 338 is revised to read as follows:

* Autherity; Secs, 201, 501, 502, 503, 505,

$10; 701 of the Federsl Food, Drug, and

-Cosmetic Act (21 U.S.C. 321, 351, 352, 353,

355, 380, 371). .

-2, New subpart E, consisting of
~§§.333:401 through 333.470, isadded to

read as follows:
Subpart E-~Heaith-Care Antissptic Drug
roducts

‘Sec..

333.407

333403 Definitions,

333.410 'Antiseptic handwash or health-care
, - personnel handwash active ingredients.

333412 " Patient preoperative skin

" . preparation active ingredients. -

Scope.

|333.414 Surgical hand scrub active

" ingredients,
-333.420 ‘Peimitted combinations of active
" ingredients. [Reserved]

L} - m " ' ”‘
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333.450 Labeling of health-care antiseptic
drug products. .

333.455 Labeling of antiseptic handwash or
health-care personnel-handwash drug
products, '

333.460 Labeling of patient preoperative
skin preparation drug products. .

333.465 Labeling of surgical hand scrub
drug products. ’

333.470 Testing of health-care antiseptic
drug products. )

Subpart E—~Heaith-Care Antiseptic
Drug Products

§333.401 Scope.

{a) An over-the-counter health-care
antiseptic drug product in a form
suitable for topical administration is
generally recognized as-safe and
effective and is not misbranded if it.
meets each of the conditions in this
subpart and each of the general ‘
conditions established in § 330.1 of this
chapter. \ ,

{b) References in this subpart to

. regulatory sections of the Cade of
Federal Regulations are to chapter [ of
title 21 unless otherwise noted,

§333.403 Definitions.

As used in this subpart: \

{a) Antiseptic drug. In accordance
with section 201{c) of the Federal Food,
Drug, and Cosmetic Act.{the-act) (21
U.S.C. 321(0)), “The representation of a -
drug, in its labeling, as an antiseptic
shall be considered tobea
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 prolonged contact with
the body."” )

{b) Broad spectrum activity. A
properly formulated drug product,
containing an ingredient included in the
monograph, that pessesses in vitro
activity against the micro-organisms
listed in § 333.470(a){1)(ii), as
demonstrated by in vitro minimum
inhibitory concentration determinations.
conducted according to methodology
established in § 333.470{a)(1)(ii).

{c) Health-care antiseptic. An
antiseptic containing drug product
applied topically to the skin'to heip
prevent infection or to help prevent
cross contamination.

(1) Antiseptic handwash or health-
care personnel handwash drug product..
An antiseptic containing preparation
designed for frequent use; it reduces the
number of transient micro-organisms on
intact skin to @n initial baseline level
after adequate washing, rinsing, and
drying; it is broad spectrum, fast acting
and, if possible, persistent, o

(2) Patient preoperative skin
preparation drug product. A fast acting,
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broad spectrum, and persistent

antiseptic containing preparation that - -

significantly reduces the numberof =
micro-organisms.on intactskin,

(3) Surgical hand scrub drug product.
An antiseptic containing preparation
that significantly reduces the number of
micro-organisms on intact skin; it is
broad spectrum, fast acting, and
persistent. o
§333.410 Antiseptic handwash or hegith-
care personnel Kandwash active -~ - -
ingredients. s

The active irigredient of the product

_consists of any of the following within

the specified concentration established
for each ingredient properly formulated.

" to'mest the test requirements in

§ 333.470, and fhe product is labeled
according to §§ 333.450 and 333.455:.

(a) Alcohal 60 to 95 percent by
volurme in an aqueous solution -
denatured according to Bureau of
Alcohol, Tobacco and Firearms:
regulations in 27 CFR part 20; or

(b) Povidone-iodine 5 to 10 percent.

§333.412 - Patlent preoperative skin
preparation active ingredients. :

‘The active ingredient of the product
‘consists of any of the following within ~
the specified concentration established -
for each ingredient properly formulated -

to meet the test requirements in

§333.470, and the praduct is labeled - .

according to:§§ 333.450°and 333.460; -
(a) Alcohol 60 to 95 percent by
volume in an aqueous solution
denatured according fo Bureau.of
Alcohol, Tobaceo and Firearms -
regulations in'27? CFR part 20; -
(b) lodine tincture U.S.P;
(c) lodine topical solution U.8.P.;
{d) Isopropyl alcohol 70 10.91.3 '
percent by volume in an aqueous

solution; and ,

() Povidone-iodine 5to 10 percent.

§333.414 - Surgical hand scrub active
ingredients. ; :

The active ingredient of the product
consists of any of the following within ~ -
the specified concentration established
for each ingredient properly formulated

to meet the test fequirements in'
§333.470, and the product is labeled
according to §§ 333,450 and 333.465!
* (a) Alcohol 60 to 95 percent by -
volume in an aqueous solution
denatured according to Bureau of
Alcohol, Tobacco and Firearms' =
regulations in 27 CFR part 20; or .

(b) Povidone-iodine 5 to.10 percent. .
§337.420 Permiited combinations of
active Ingredients. o

[Reserved]
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antiseptic drug products.
.- (8) Statement of identity. The labeling

* of a single-use product contains the
"/ established name of the drug, if any, and -
identifies the product as an “antiseptic™
- -andfor with the appropriate statement of
- identity described in §§ 333.455(a),
" 333.460(a), or 333.465(a). The labeling

P

of a multiple-use product contains the
established name of the drug, if any, and

' may use the sirxgle statement of identity

*antiseptic” and/or the appropriate

- staternents of identity described in

"'$§ 333.455({a}, 333.460(a), and ,

. .333.465(a). When “antiseptic’ is used as
* the only statement of identity on a

single-use-or a multiple-use product, the

_intended use(s), such as patient

graoperativa;;skin preparation, is to be
neluded under the indications. For

-multiple<use products, a statement of
- the intended use should also precede

the specific directions for each use.
- {byiIndications. The labeling of a

" single use antiseptic drug product

contains the labeling identified in
§§333.455, 333.460, or 333.465, as
-appropriate. Multiple-use products

', contain the labeling from any two or all

‘threa of §§ 333.455, 333.460, and
333.465. Indications, warnings, and
directions applicable to each intended

'use of the product may be combined to -
- eliminate duplicative words or phrases

.so that the resulting indications,

- warnings,.and directions are clear and

* - understandable. *

{c) Warnings. The labeling of the

- product contains the following warnings
. under the heading “Warnings™:
. .-{1) “For external use only.”

“{2)“Donot use in the eyes.”
{3} ‘Discontinue use if irritation and
redness develop. If condition persists

. for more than 72 hours consult a
- &Oc{\{;r'" N

(4) For products containing any

“ingredient identified in §§333.410(a),
- 333.412(a) and (d), and 333.414(a). The

following statement shall immediately

_ follow the heading *“Warnings™:

“Flammable, keep.away from fire or
flarie.”" [sentence in boldface g-pel
_:(d) The second sentence of the

-warning in paragraph (c)(3) of this
- section-may be omitted from the

labeling of products labeled “For

« Hos?im} and Professional Use Only.”
{e}.

The word “physician’ may be

substituted for the word “doctor” in any
“of the labéling statements in §§ 333.455,
- 333.460, and 333.465.

{f) Optional labeling information.
TFechnical information relating to the

. antimicrobial activity-of products that is
- limited: to data derived from the in vitro -

.and clinical effectiveness tests included

- in§333.470 may be included as

e it v metn

P

L 'V"""W
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additional labeling for products labeled
grl“Hospital and Professional Use
n y. (3] -

§333.455 Labeling of antiseptic handwash
or heaith-care personnel handwash drug
products. - .

(a) Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as an “antiseptic,” as stated
above under § 333.450(a), and/or ,
“antiseptic handwash,” or “‘health-care
personnel handwash.” ,

(b) Indicutions. The labeling of the
product states, under the heading
“Indications,” any of the phrases listed
in this paragraph that are applicable to
the product. Other truthful and
nonmisleading statements, describing
only the indications foruse that have
been established and listed in paragraph
(b} of this section, may also be used, as '
provided in § 330.1{(c)(2] of this chapter,
subject to the provisions of section 502
of the Federal Fnod, Drig, and Cosmetic
Act {the act) relating to-misbranding and
the prohibition in section 301{d} of the '
act against the introduction or delivery
for introduction into interstate ‘
commerce of unapproved new drugs in
violation of section 505(a) of the act.

(1) For products labeled as a health-
care personnel handwash. “Handwash
to help reduce bacteria that potentially
can cause disease” or “For handwashing
to decrease bacteria on the skin" (which
may be followsd by one or more of the
following: “after changing diapers,”
*“after assisting ill persons,’ or “before .
contact with a person under medical
care or treatment.”) \

{2) For products labeled as an
antiseptic handwash. *For handwashing
to decrease bacteria on the skin" (which
may be followed by one or more of the
following: “after changing diapers,”
“after assisting ill persons,” or.“before
contact with a person under medical
care or treatment.”) ,

(3) Other allowable indications for
products labeled as either antiseptic or
health-care handwash. The labeling of
the product may also contain the”
following phrase: “Recommended for
repeated use.” S .

“(c) Directions. The labeling of the
product contains the following
statements, under the heading ‘
“Directions,” that reflect the conditions.
used when the product was tested
according to § 333.470(b)(2);

{1) For products to be used with water.
“Wet hands and forearms. Apply &
milliliters (teaspoonful) or palmful to
hands and forearms. Scrub thoroughly

for” (insert wash duration used when
tested according to § 333.470(b)(2)).
(Insert any applicable statements about -
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-also usin, a device, such as a
brush.) “Rinse and repeat.” . -
(2) For products to be used without
water. “Place a ‘palmful’ (5 grams) of

product in one hand. Spread on both
hands and rub into the skin until'dry
(approximately 1 to 2 minutes). Place a

scrub -

.smaller amount(2.5 grams) into ohe. -

hand, spread pver both hands to wrist, .

and rub into the skin until dry -

V(apuprqx’imatpl{;ao ‘seconds)” or “Wet
g

hands thoroughly with product-and -

allow to dry without wiping.” =~~~ -

§333.460  Labeling of. patient precperative

“skin preparation drug products. R
(a) Statement of identity. The labeling.

of the product contains the established:
name of the drug, if any, and identifies
the product as an *“antiseptic,” as stated
under §333,450(a), and/or “patient.
preoperative skin preparation.”
(b) Indications. The labeling of the -

product states; under the heading: .
“Indications,’’ any of the phrases listed
in paragraph (b} of this section. Other"
truthful and'nonmisleading statements,

'describing only the indications for use

that have been established and listed in

this paragraph, may also be used, as°
provided in §.330.1(6}(2) of this chapter,” .
subject 1o the provisions of section 502

- -and {e):that are intended to remain on
the skin after ap‘f)lfcation. “Clean the
.area. Apply product to the operative site
priorto surgery" (insert method of
. application, including any device used,
- ‘when tested according to § 333.470
-© (b)(3).) If appropriate; insert “Diy and
 repeat procedure.” A
", .'{2) For products containing any
ingredient identified in § 333.412(b) or
{c] that are intended to be removed from
. the skin after application. “Apply
_product to the operative site prior to
surgery” (insert method of application,

" including any device used, when tested

according 10§ 333.470(b)(3).) “When
product dries, remove immediately with

70 percent alcohol, or use as directed by
§333.465 -Labeling of surgical hand scrub
‘drug products.

_ ' '{a) Statement of identity. The labeling

- ofthe praduct contains the established
~ name of the drug, if'any, and identifies

. ‘the product.asan “antiseptic,” as stated

. above under § 333.450{a), and/or

- “*“surgical‘hand serub.”

= . (b)Indication. The labeling of the

- < product states, under the heading

“Indication,” the following:

. **Significantly reduces the number of

violation of section 505(a) of the act.

of the Federal Food, Drug, and Cosnietic
Act (the act) relating to misbranding and.
the prohibition in section 301(d) of'the -
act against the:introduction or delivery -

for introduction into interstate

commerce of ynapproved new drugs in
(1) For produtts containing ;

ingredients identified in §333.412 (a),

(b), {c), and fe). {i) “For preparation of -

the'skin prior to surgery.”

-(1}) “Helps reduce bacteria that -

potentially can cause skin infection.” .
{2) For products containing alcohiel

identified in'§333.412(a). In addition to

_the'indications listed in §333.460(1), .

the labeling may also include the =
statement “For preparation of the skin
prior to-an injsction.” o

(38) For products containing isopropyl -
aleohol-identified in § 333.412(d). "“For
preparation of the skin priortoan -
injection.” . - | o -

{c) Warnings. For products containing
70 percent or more isopropyl alcohol -
the following warning shall ’
immediately follow the warning .
statement in § 333.450(c}(4): "Do not use:
with electrocautery proceduies.”

{d) Directions, The labeling of the -
product contains the following
statements, under the heading
“Directions,” that reflect the conditions
used when the product was tested
according to §333.470(b)(3):

‘(1) For products contairiing any-
ingredient identified in § 333.412{a), (d),

micro-organisms on the hands and
forearms prior to surgery or patient

- care.” Other truthful and nonmisleading
" statements, deéscribing only the
-indications for use that have been.

- established and listed in paragraph (b)
“of this section; may also-ba used, as

. provided in § 330.1(c}{2) of this chapter,

"~ subjeet to:the provisions of séction 502

of the Federal Food, Drug, and Cosmetic
* Act {the act) relating to misbranding and
. the prohibition in section 301(d) of the
- act against the introduction or delivery
for introduction into interstate
commerce of unapproved new drugs in
violation of section 505(a) of the act.
-(c) Directions. The labeling of the

* product contains the following .-

_statements, under the heading

. “Directions,” that reflect the conditions

. used-when the product was tested
- aceording to § 333.470(b)(1):
{1)-For producis to be used with water.
_“Clean under nails with a nail pick.
Nails-should be-maintained with g 1

* millimeter free edge. Wet hands and

forearms. Apply 5 milliliters
{teaspoonful) orpalmful to hands and
forearms..Scrub thoroughly for (insert
scrub duration used when tested
according to § 333.470(b)(1)) “with a
sterile” (insert applicable device),
“paying particular attention to the nails,
cuticles, and interdigital spaces. Rinse

- and repeat scrub”. (if applicable, insert

instructions for second scrub used when
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tested according to § 333.470(b)(1), if
different from the first),

(2) For products to be used without
water. ‘Clean under nails with a nail
pick. Nails should be maintained with
a 1 millimeter free edge. Place a
‘palmful’ (5 grams} of product in one
hand. Spread on both hands, paying
_ particular attention to the nails, cuticles,

and interdigital spaces, and rub into the-
skin until dry (approximately 1 to 2
minutes). Place a smaller amount (2.5
.grams) into one hand, spread over both
hands to wrist, and rub into the skin
until dry (approximately 30 seconds).”

§333.470 Testing of health-care antiseptic
drug products. ‘

(8) General testing criterig. The .
procedures in this soction are designed
to characterizé the effectiveness of
antiseptic drug products formulated for
use as an antiseptic handwash or health-
care personnel handwash, patient
preoperative skin preparation, and
surgical hand scrub. Requests for any
modifications.of the testing procedures
in this section or alternative assay '
methods are to be submitted in
accordance with paragraph (d) of this
section,

(1) In vitro testing. Tho following tosts
must be performed using the antiseptic
ingredient, the vehicle, and the finished
product for all drug product classes:

(i} Determine-the in vitro
antimicrobial spectrum of the active -
ingredient, tho vehicle, and the final
formulation using both standard
cultures and recently isolated strains of
each species. A series of recently
isolated mesophilic strains, including
members of the normal flora and-
cutaneous pathogens (50 isolates of each
species, half of which must be fresh
clinical isolates}, are to be selected.

(ii) Determine the minimal inhibitory
concentrations (MIC) using
methodology established by the
National Committee for Clinical
Laboratory Standards and entitled -
“Methods for Dilution Antimicrobial
Susceptibility Test for Bacteria that
Grow Aerobically,” Document M7-A2,
2d ed., 10:8, 1990, which is
incorporated by reference in accordance’
with 5 U.S.C. 552(a) and 1 CFR part 51.
Copies are available from the National '
Committee for Clinical Laboratory
Standards, 771 East Lancaster Ave.,
Villanova, PA 19085, or may be
examined at the Center for Drug
Evaluation and Research, 7520 Standish
PL, suite 201, Rockville, MD, or the
Office of the Federal Register, 800 North
Capitol St. NW., suite 700, Washington,
DC. Twenty-five fresh clinical isolates -
znd 25 laboratory strains of the
organisms listed in this section are to be
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- determination.of the evolution ofa -

included. All-ini vitro tests must include
the American Type Culture Collection” -
(ATCC) reference strains (available from
American Type Culture Collection,
12301 Parklawn Dr., Rockville, MD
20852) specified in paragraphs
(@)(1)Gi)A) and (a}(1)(i)(B) of this
section. The agéncy requires that these

organisms be Used in testing unless data

can be presénted to the agency that
other organisms are equally
representative of organisms associated -
with nosocomial infection. There must
be no claims, either direct or by o
implication, that a product hasaany.. -
activity against.an organism or thatit -
reduces the number of organisms for
which it has not been tested. The

following organisms are.t6 be i;;ciuélfed,x :

(note; special media and environmental:
conditions may be required): .
. {A) Gram negative organisms:
Acinetobacter species; Bacteroides
‘fragilis; Haemophilus influenza,
Enterobacter species; Escherichia coli
(ATCC Nos, 112249 and 25922);

Klebsielld specles, including Klebsiella - -

prieumonia; Pseudomonas aeruginosa
(ATCC Nos. 15442 and 27853); Proteus -

‘mirabilis; and Serratia marcescens

(ATCE No. 147586).

(B) Gram positive organisms: ,
Staphylococcei: *Staplé}{,owck:us‘aureus :
(ATEC Nos. 6538 and 29213); - ‘
Coagulase-negative Staphylococei: -
Staphylococcus epidermidis (ATCC No,
12228), Staphylococcus hominis,

Staph ylacacch‘haemogtbfcus. and’
Staphylococcus saprophyticus;
Microedceus luteus (ATCC No. 7468); -
and Streptococei: Streptococcus ~
pyogenes, Enterocaccus faecalis (ATCC.
No. 29212), Enterococcus faecium, and .
Streptococcus, pneumoniae. - )

' (C) Yeast: Candida species and
Candida albicans. . '

(iii} Determine the-possible

" development of resistance to the

chemical. Two approaches to

determining the emergence of resistance _vari \ {
" the development-of a method have been,

to a particular dntimicrobial are to be -
used. The first approach involves.a

point mutation by the sequential -

" passage of an organism through

increasing concentrations of the
antimicrobial included in the culture
medium; The.second approachisa -
thorough survey of the published .
literature to determine whether -
resistance has been reported.fer the
antimicrobialingredient. The survey is
to includoe information on the microbial
contamination.of marketed products '
containing the antimicrobial ingredient’
in quastion irrespective of drug - ]
concentration, The survey is to-coverall
countries in which products containing
the active ingredient are marketed. Any’

- the test product as assessed

information submitted in a foreign
language should include a translation.
Altgrnate approaches to determining the
devalopment of resistance can be ‘

. submitted as a petition in accord with
~§10.30 of this chapter. The petition is
-to contain sufficient data to show that

the alternate approach provides a
reliable indication of the development
of resistance to a particular '
antimicrobial ingredient.

{iv) Time-kill studies. (A} The

-assessment of the in vitro spectrum of

the antimicrobial provides information
oun the types of genera and species that

~ maybe considerod susceptible under
. the conditions of the test procedure

described in paragraph (a)(1)(ii) of this

“section, However, information is also
- required that allows an assessment of

‘how'rapidly the-antimicrobial product

- .produces its effect. Such information .

‘may be derived from in vitro time-kill

"curve studies using a selected battery of

organisms and a specified drug
‘concentration. )

(B) The satisfactory performance of

o tes A by the
_results.of the MIC studies, the time-kill
studies, and the simulated in vivo
clinfcal trials of organisms representing

" the resident microbial flora ¢an then be

‘used to assess the effectiveness of the
test product for the transient microbial -

-flora most commonly encountered in

‘the clinigal setting. This procedure is
‘required because methods, other than

- the health-care personnel hand test, do

‘not exist for agsessing the in'vivo

. effectiveness of test products versus the
- transient microbial flora. '

'(C) It is. recognized that a generally
accepted or'standardized method that
may be used in conducting in vitro

" ‘time-kill'studies is not availsble, but the

agency. encourages the submission of
proposed methods that may be

~ considered applicable to this test. Many

variables-that should be considered in

addressed for antibiotics and are'also

" applicabla to these products. Such

variables are described by '
Schéenkiiecht, F. D, L. D. Sabath, and

- . €. Thomsberry, “Susceptibility Tests:

Special Tests,” in the “Manual of
Clinical Microbiology,” 4th ed., edited

“by E-H. Lennette stal., American .
- ‘Society for Microbiology, Washington,
-pp. 1,000~1,008, which is incorporated

by reference in accordance with 5 U.S.C.
552(a) and 1 CFR part 51. Copies are
available from the American Society for.
Microbislogy, Washington, DC, or may

~ ba examined at the Center for Drug

Evaluation-and Research, 7520 Standish
PL., suite 201, Rockville, MD, or at the
Office of the Federal Register, 800 North
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g.gitol St. NW., suite 700, Washinétdn./

(D) The procedure to be used is to
incorporate the recommendations
described on page 1,004 of the chapter -
in the “Manual of Clinical
Microbiology" cited in paragraph
(a)(1)(iv)(C) of this section with the
following modifications. Because the
time frames of greatest interest for
antiseptic drug products intended for . -
health-care personnel handwash,
surgical hand scrub, and patient
preoperative skin preparation use are'1 -
to 30 minutes, the time-kill studies are
to focus on these time frames and are to
include enumerations at times 0, 3, 6, 9,
12, 15, 20, and 30 minutes. Enumerate
the bacteria in the sampling solution by
a standard plate count procedure such
as that described in **Standard Methods
for the Evaluation of Dairy Products”
(available from American Public Health
Association, Inc., 1015 15th St. NW,, |
Washington, DC 20005}, but using
soybean-casein digest agarand a L
suitable inactivator for the antimicrobial
where necessary. The suitability-of the
inactivator is to be demonstrated using
a procedure such as described in E
1054, *Test Methods for Evaluating-
Inactivators of Antimicrobial Agents
Used in Disinfectant, Sanitizer, and
Antiseptic Products,” in “Annual Book’
of ASTM Standards,” vol. 11.04, which
is incorporated by reference in
accordance with 5 U.5.C. 552(a) and 1
CFR part 51, Copies are available from
The American Society for Testing and -
Materials, 1916 Race St., Philadelphia,
PA 19103~1187, or may be examined at
the Center for Driig Evaluation and
Research (HFD-810), 5600 Fishers Lane,
Rockville, MD, or at the Office of the
Federal Register, 800 North Capitol St.
NW., suite 700, Washington, DC, The
battery of organisms selected is to
represent the resident microbial flora
most commonly encountered under
actual use conditions of the test praduct
and the transient microbial flora most
likely to be encountered by health-care
professionals in clinical settings.
Therefore, the micro-organisms to be
used in these time-kill studies are to be
the standard ATCC strains fdentified in’
paragraph (a){1)(ii) of this section. The
drug concentration to be tested should
be a tenfold dilution of tho finished
product. ’ ’

{2} In vivo testing. 'The following tests,
approximating use conditions for the
clinical evaluation of each label claim of
the finished product, are to be carried
out using the finished product for the.
product classes specified. -

{i) Test methad for the evaluation of .
surgical hand scrub drug products. The
procedure to be used (paragraph
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. Philadelphia, PA 19103-1187, or may

" Testing and Materials, “Standard Test

(b)1)iii) of thissection) isa’ . -
modification of the standard testing -
procedure for the evaluation of surgical
hand scrub-drug products published by
the American Society for Testing and
Malerials, “Standard Method for
Evaluation of Surgical Hand Scrub
Formulation, Dusignation E 1115, in
“The Annual Book of ASTM =~
Standards,” vol. 11.04, American

‘Society for Testing and Materials,

Philadelphia, gg 201-204, 1986, which "
is incorporated by reference in - -~
accordance with 5 U.S.C. 552(a) and 1
CFR part 51. Copies are available from
The American Society for Testing and
Materials, 1916:Race St..‘Philaﬁg?pﬁia;’;ﬂ
PA 19103-1187, or may be examined at
the Center for Drug Evaluationand
Research, 7520 StandishPL, suite 201, -
Rockville, MD, or at the Office of the .
Federal Register, 800 North Capitol St.
NW., suite 700, Washington, DC., -
(ii] Test method for the evaluation.of
health-care antiseptic handwash or
health-care personnel handwash drug
products. The procedure to be used, -
(paragraph (b}{(2)(iii) of this section) is a. /
modification of the standard testing
‘procedure for the evaluation of health-
care antiseptic handwash drug products .
published by the American Society for -
Testing and Materials, “Standard ~
Method for'the Evaluation of Health -
Care Handwagh Formulation,
Designation E1174,” in “The Annual -
Book of ASTM Standards,” vol. 11.04,
American Society for Testing and ~
Materials, Philadelphis, pp. 209-212, -
1987, which is incorporated by .~ . .
reference in accordance with 5 U.5.C.
552(a)and 1 CFR part 51. Copies are

.available from The American Society for

Testing and Materials, 1916 Race St., -

be examined at the Center for Drug

-Evaluation and'Research, 7520 Standish’
- PL., suite 201, Rockville, MD, or at the -

Office of the Federal Register, 800 North
glépitnl St. NW., suite 700, Washington,

{iii) Test method for ihé‘e\ialuatig’n,afj .
patient preoperative skin preparation
drug products. The procedure to be used

. (paragraph (b){3)(iii) of this section)isa

modification of the standard testing. -
procedure for the evaluation of patient
preoperative skin preparations. =~
published by the American Society for

Method for the Evaluation of a Patient
Preoperative Skin Preparation, ~
Designation 1173, in “The Annual
Book of ASTM Standards,” vol, 11.04,
American Society for Testingand .
Materials, Philadelphis, pp. 205~208,
1987, which.isincorporatedby . -
reference in a¢cordance with 5 U.S.C.
552(ay and 1 CFR part 51. Copies.are

-Phi

’ &Vﬁilﬂblﬁkom'!'he American Society for

Testing and Materials, 1916 Race St.,
hiladelphia, PA 19103-1187, or may

be.examined at the Center for Drug

Evaluatian and Research, 7520 Standish

- PL, suite 201, Rockville, MD, or at the
" Office of the Federal Register, 800 North
g%pigdts:; NW., suite 700, Washington,

- [b) Specific testing criteria—(1)

_Effectiveness testing of a surgical hand
“scrub. A surgical hand scrub drug
product in finished form suitable for

topical application will be re
effective provided that the formulated
drug product at its recommended tse
concentration: s
~ {i} Contains an ingredient in §333.414
(@or). ’
* (iiy Demonstrates in vitro activity

as

- 'against organisms as described in

paragraph (a)(1)(ii) of this section.
{1i{) When tested, in vivo, by the test -~

- procedure for the evaluation of surgical

hand scrub drug products in paragraph

- {b){1)(iii}-of this section, reduces the _
- numnber of bacteria 1-logio on each hand

within 1 minute and the bacterial cell

‘ count on.each hand does not

subsequently exceed baseline within 6

-hours enthe first day, and produces a

2-logo reduction of the microbial flora -

- on each hand within'l minute of
- product use by the end of the second

-day of enumeration, and a 3-logio

. reduction of the microbial flora on each
. hand within 1 minute of product use by
" the end of the fifth day when compared

to the established baseline.
. ' (A) Apparatus-(1) Colony Counter.

.- Any of several types may be used.

- (2} Incubator. Any incubator capable
_of maintaining a temperature of 3012 °C.
. maybeused. . ‘

. (3) Sterilizer. Any suitable steam

-sterilizer capable of producing

conditions of sterility is acceptable.
" (4) Timer {stop clock). A timer that
‘can be read in minutes and seconds.

" (5) Hand washing sink. A sink of

sufficient size to permit panelists to

~wash without touching hands to sink
-gurface or other panaelists.

(8} Water faucet(s). Water faucets

‘ should be located above the sink ata
‘heightthat permits the hands to be held

higher than the elbows during the

. washing procedure. (It is desirable for-
the height of the faucets to be
- adjustable.)

" (7) Tap water temperature regulator

_and temperature monitor. Device{sj to '

‘monitor and regulate water temperature
{04032 °C.

(B} Materials and reagents—{1) Petri
dishes. Petri dishes for performing

“standard plate count should be 100 by

15 millimeters.
——
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(2) Bacteriological pipets. Pipets of
10.0 and 2.2 or 1.1 milliliter capacity are
recommended. ‘ S

(3) Water-dilution bottles. Any
sterilizable glass container having a 150
to 200 milliliter capacity and tight
closures may be used. ,

{4) Baseline control soap. A liquid
castile soap or other liquid soap
containing no antimicrobial.

(5) Gloves. Sterile loose fitting gloves
of latex, unlined, not possessing
antimicrobial properties. A

(6) Test formulation. Directions used
to demonstrate the effectiveness of the
test formulation are to be the same as™
those proposed for the use of the
product including the use of a nail
cleaner and/or brush, if indicated. If no
directions are available, use directions
provided in paragraph {(b}(1)(iii)(J)(3) of
this section.

(7) Positive control formulation. Any
surgical hand scrub formulation
approved by the Food and Drug
Administration is acceptable.

(8) Sampling solution. (i) Dissolve 0.4
gram potassium phosphate, monobasic,
10.1 gram sodium phosphate, dibasic,
and 1 gram Triton X-100 in 1 liter
distilled water. Adjust to pH 7.8 with
0.1 Normal hydrochloric acid or 0.1
Normal sodium hydroxide. Dispense 50
to 100 milliliter volumes into water
dilution bottles, or other suitable
containers, and sterilize for 20 minutes
at 121 °C. Include in the sampling
solution used to collect bacterial
samples from the hand following the

final wash with the test formulation an -

antimicrobial inactivator specific for the
test formulation being evaluated. :

{(iN A definitive recommendation
regarding the inclusion of'an inactivator
prior to the final wash cannot be made.
The questions of whether residual
neutralizer on the skin will reduce the
effectiveness of the test formulation in
subsequent washes and result in higher
than expected bacterial counts and
whether or not samples can be
processed rapidly enough to avoid a
decreased bacterial count due to the
continued action of the test formulation
should be considered when the decision
concerning the use of a neutralizer in
sampling solutions used for bacterial
collection prior to the final wash is
made. Whatever the decision, to
facilitate the comparison of results
across studies, the investigator is to
indicate whether or not a neutralizer has
been included. ( ‘

(9) Dilution fluid. Butterfield's
phosphate buffered water adjusted to
pH 7.2 and containing an antimicrobial
inactivator specific for the tost
formulation. Adjust pH with 0.1 Normal
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. criteria of the clinical trial design,

. care products-far exclusive use during

_cannot be avoidad.

‘count determination, After washing, -

hydrochloric deid o 0.1 Normal sodium
hydroxide. ~ \ T
(10) Soybean-casein digest agar, .

Supplemental polysorbate 80 {0.5't0 10 _
-grams/liter) is to be added to the agar to

stimulate the growth of lipophilic-
organisms. A‘suitable antimicrobial .
inactivator is also tobe added. |

(11} Fingernail cleaning sticks. -
. |12) Sterile hand brushes (required
only if specified for use with test - - - -
formulation). Products that specify the -
use of a device in conjunction with the -
antimicrobial are to include this =

information in the product labeling, The 4
. " "Zp corresponds to the power of the ..

‘device is an integral part of the'study. -
If gauze is to be.used, then the product
labeling is to reflect this condition of
use. . . '
{C) Fest panelists. Panelists shall =
consist of healthy adult male and female:

-volunfeers whohave no evidence of -

dermatosis, have not received ,

antibiotics or taken oral contraceptives
2 weeks prior to the test, and who agree

to abstain fron these materials as :
described in paragraph (b}{1)GDN2)
of this sectidn until the conclusion of
thetest. -~ - - o

(D) Preparation of volunteers. (1) At

least 2 weeks prior to start-of the test, - -

‘enroll sufficient subjects per product
being tested to satisfy the statistical

{2) Instruct the volunteers to avoid
contact with antimicrobials (other than -
the test formulstion} for the duration of .
the test. This restriction includes -
antimicrobidl containing. ) .
antiperspirants; deodorants, shampoos, -
lotions, soaps, and materials such'as -
acids, bases, and solvents. Bathing in
chlorinated pools and hot tubs is to be
avoided. Volunteers are to be provided *
with g kit of nonantimicrobial personal -

the test and rubber gloves to be wormn
when contact with antimicrobials'

- (E)} Selection of evaluable subjects.
After panelists have refrained from-

using antimicrobials for at least 2.weeks, -

perform wash with'baseline control -
soap. Subjects are not to have washed °
their hands 2 hours prior to the-baseline

deterniine the firstestimate of the.
baseline population by sampling both -
hands and enumerating the bacteriain
the sampling solution. This is day 1 of
the “haseline period,” Repeat this
baseline determination on days 3.and 7,
days 3-and 5, or days 5and 7 of the
“baseline period" to obtain three
estimates of the baseline population.
Any subjects-exhibiting counts greater -
than or equal to-1.5X105 after the first
and second estimates of the baseline

—

powinﬁém&e obtained can be

- ‘assigned 1o products in accordance with

the randomization plan described
‘below. Sufficient evaluable subjects
must be enrolled per arm to satisfy the
statistical conditions of adequacy with

.~ atleast-BO percent power and a test level’

- of 5 percent, - L \
. "_[F):Number of subjects. The number

* of subjects required per arm of the study
.can be estimated from the following
equation: n228%Z,2+Z,)?/D2, where:

8 is your estimate of variance;
- Zus corresponds to-the level of the
test: for a'5 percent test level = 1.96; -

test; for 80 percent power = .842; and

"~ Dristhe clinical difference of

significanceto be ruled out; say 20

~ . -percent.of the active control’s mean
_reduction from baseline at a specific

time. Forexample, data from a number -

- of glovejuice studies submitted over the’
“past.few years to the agency as part of

applications under part 314 of this
chapter were reviewed to obtain
information relative to the variance of

. ‘the difference from baseline for count
_ reductiondata. For 128 standard

deviations extracted, it was noted that
50 percent of the values are between .90

~ and 1.12; 25 percent are less than .90;
“and 25 percent are greater than 1.12.
. ‘The range is from .49 to 1.73, the 25th
*  percentile standard deviation is 0.86,
- the median standard deviation is 1.01, .

and the 75th percentile standard’
deviation is 1.20. The-larger the

¢ standard deviation, the larger the

sample size required to rule out a
difference.of clinical importance.

- Assuming that the active contro!
.. surgical hand scrub produces a mean
‘log reduction of 2.5.at hour 3 and the

‘test kand: scrub is to be within 20

- _percent of this, i.e., D=0.5, and if S?=
. 1.02, then n=64 subjects per arm of the

study. Because blocks of six are

- recommended, the sample size-per arm
_ is 86, The Sy=1.44 corresponds to the

75th-percentile in the data set. This
gives a sample size of 90 subjects per

- arm. Thetotal number of evaluable

subjects required for a successful trial
will depend ‘upon the estimate of

“* variance available and the number of

products that need testing. -

- {G) Study design. A randomized,
blinded, parallel arm design is to be .
used o test the products, Due to the
nature of their constituents, some test
surgical hand scrubs will require not
only the use of an active control-arm but
alsouse of 4 vehicle control arm and

. perhaps a placebo6 control arm to
. demonstrate-efficacy. The schematic

layout of'sampling times is given in

“Table 1 as follows:

TR
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TABLE 1.—SAMPLING TIMES FOR SURGICAL HAND SCRUB EFFECTIVENESS TEST
' D" | T Hours
. -
oo =k
y : ‘
Day 3or5 g(( ;(( ;((
Day 5or7 X X X

The schematic layout of
randomization of subjects in blocks of 6
is given in Table 2; in Table 2, R refers
to right hand and L refers to left hand
as follows:

TABLE 2.—RANDOMIZATION OF SuB-
JECTS FOR SURGICAL HAND SCRUB -
EFFECTIVENESS TEST

Hours
Subjects
1o 3 6

L
R
L R,
R
............. L

............. R L
4

Assume N evaluable subjects are
enrolled (the issue of determining N, the
sample size, is discussed in paragraph
(b)(1)(iii}(F) of this section). First,
randomly divide the N subjects into as
many treatment groups as there are
products to be tested (n,). Secondly,
randomize the n, subjects within each
treatment group in blocks of six subjects
in accordance with the subject
allocation scheme in Table 2 of
paragraph (b)(11i}(G) of this section until
all n, patients are randomized to 6
hours. Repeat this process for each of
the other treatment groups.

(H) Count determinations. No sooner
than 12 hours, nor longer than 4 days
after completion of their baseline
determination, subjects perform the
initial scrub with the test formulations.
Determine the bacterial population on
the randomly designated hand of all
subjects assigned to hour Yeo in Table 2
of paragraph (b}(iii)(G) of this section
immediately (within 1 minute) after
scrub with the appropriate scrub
formulation. Determine the bacterial
counts on the designated hands at 3 and
6 hours after scrub. Determine bactérial
population by sampling hands and
enumerating the bacteria in the
sampling solution as specified in

-interval between serubs: Perform one’
‘times with each-formulation, once on:
“days 1and 5 and 3 times per day on’
_samples following the singlé scrubsof -
" days 1'and 5 and {ollowing'the first’ ‘
‘scrub on day 2, This procedure mimics’ -
\t);_[;)ical usage and ‘permits determination.
)
“reductions.

determinations. { ) Volunteers clean
~under fingernails with nail stick and

‘procedure and steps outlined in
_paragraphs (b)(1)(ii){1)(3), V

‘baseline control soap for 30 seconds

-seconds under tap water to thoroughly

(D)(1)(iH)(D)(2) and (b)(1)(i)T)(2) of this

.described in
. this section,

. AR AARA ML SERRET A ARAAN P ABAEY ' Pk 2R

paragraphs (b)(1)(1ii)}(K) and (b)(1)(ii)(L)

of this section. Repeat this scrubbing - = -

and sampling procedure thenext day -
‘(day 2), O day 3, repeat the sampling
'procedure after scrubbing withthe -
‘formulations two additional times on

day 2 and three:times per day on day

3 and day 4, with at least'a 1-hour.

scrub on-day 5, prior to sampling. In ,
summiary, the subjects scrub a-total of 11

days 2, 3, and 4. Collect bacterial

oth' immediate and longer-term .

{1} Washing “teél;\nique Jor ba’seliné )

clip fingernails toless than or equal'to .

-2 millimeter free gdge. Remove all |
_jewelry from hands and arms. .

(2) Rinse hands'including two thirds -
of forearth under running tap water 38 .
to 42 °C for 30 seconds. Maintain hands.
higher than elbows during this ‘

(b)(l\)“(iii‘iitl)(ﬂ,’ and. (b){1)(ii}1)(5) of this . L/
section. : ' .

(3) Wash handslﬁnd forearms with

using waler asrequired to develop
lather, T : V
(4) Rinse hands and forearms for 30
remove-all lather. .
{5} Don nibber gloves used in
sampling hands and secure gloves at

procedure outlined in paragraphs
section.’ ‘ ‘

(2) Perform surgical serub with test
formulation in accordance with |
directions furnished with the test

formulation. If no'instructions are
‘provided with'the test formulation, use -

the 10-niinute’scrub procedure.
paragraph (b)(1)(ii1)()(3) of -

Bk 2YAS EAETRPL

“han

. (3) Perform 10-minute scrub
procedure gs follows: ) .
{1).Dispense formulation into hands.

.. (4N Set and start timer for 5 minutes-

{time required for the steps described in

- ‘paragraphs (b)(1)(iii)())(3)(iif) throu,
' Fﬁ}fi%{?fi}mﬁs)tviig of this sgclztion‘. g

{ifi) With hands, distribute

- formulation over hands and lower two-
_ thirds of forearms. :

. (i) If scrub brush is to be used, pick

. up'with finger tips and pass.under tap
_to-wet. wi’ﬁi%;ut rinsing formulation from

‘hands. .

_ {v).Alternatively, scrub right hand and

*Jower two-thirds of forearm and left

liand and lower two-thirds of forearm.

. (v} Rinseboth hands, the lower two-
thirds of foredrms, and the brush for 30
seconds. o

(vii) Place brush in sterile dish within

*‘easy.reach.

_ (viiiY Repeat the timed 5 minute scrub
in paragraphs (b)(1)(iii)(N(3)(iif) through
(b)Y )EDH3)(vii) of this section so that
each hand and forearm {s washed twice.
The second:-wash and rinse should be
limited to the lower one-third of the
forearims and the hands,
(ix) Perform final rinse. Rinse each
d and forearm separately for 1
‘minute per hand. :
(x)} Don rubber gloves used in
sampling hands and secure at wrist.

- - (K) Sampling techniques. (1) At
‘specified sampling times, aseptically

sdd 50ta 100 milliliters of sampling
solution to glove and hand to be

-sampled, and fasten glove securely
above wrist,

" {2) ARer adding sampling solution,
uniformly massage all surfaces of hand

* for 1 mintte, paying particular attention
wrist. . : -to the area under the nails.
 (-Surgical scrub technique to be used -

- prior to bacterial sampling: (1) Repeat

. (3) After massaging, aseptically
sample the fluid of the glove. Transfer

_ immediately ameasured volume of the

sample to a‘serial dilution tube
containing a suitable antimicrobial

‘inactivator.©

-{LY Enumeration of bacteria in

__sampling sglution, Enumerate the

bacteria in the'sampling solution by a
standard plate count procedure such as
that described in *Standard Methods for
the Evaluation of Dairy Products”

. (available fxepm American Public'Health

KA RIS BTN wikaanie
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Association, Inc., 1015 15th St. NW.,
Washington, DC 20005) but using
soybean-casein digest agar and a
suitable inactivator for the antimicrobial
where necessary. The suitability of the -
inactivator is to be demonstrated using
a procedure such as described in E
1054, “Test Methods for Evaluating -
Inactivators of Antimicrobial Agents
Used in Disinfectant, Sanitizer,and
Antiseptic Products,” in “Annual Book
of ASTM Standards,” vol. 11.04, which
is incorporated by reference in
accardance with 5 U.S.C. 552{(a) and 1
CFR part 51. Copies are available from
The American Society for Testing and

Materials, 1916 Race St., Philadelphia, -
PA 19103-1187, or may be examined at -

the Center for Drug Evaluation and )
Research, 7520 Standish PL., suite 201,
Rockville, MD, or at the Office of the
Federal Register, 800 North Capitol St.
NW., suite 700, Washington, DC.
Prepare sample dilutions!in dilution
fluid. Plate in duplicate. Incubate plated
sample at 30 + 2-°C for 48 hours before
reading. :

(M) %etermination of reduction
obtained. (1) At each sampling interval,
determine changes from baseline counts
obtained with test material,

{2) For a-more realistic appraisal of
the activity of products, all raw data .
should be converted to common (base .
10) logarithms, Reductions should be
calculated from average of the
logarithms, This will also facilitate
statistical analysis of data.

(N) Comparison of test materials with
a positive control material, (1) In order .
to validate the testing procedure, -
equipment, and facilities, it is required
that the test formulation be compared
with an active control formulation. This
will require an equivalent number of
panelists to be assigned to the control
formulation on a random basis, All test
parameters will be equivalent for both
formulations, except that the scrub
procedure for the established
formulation may be different from that
of the test formulation. Both test and
control formulations are to be run
concurrently. Identity ofthe -
formulations used by panelists are to be
blinded from those individuals counting
plates and analyzing data.

(2} To validate the assay, compare
changes from baseline counts. obtained
with control material at each sampling -
interval. : '

{O) Statistical anulyses. Eithar of the -
statistical approaches to the evaluation
of the data detailed in paragraph
(b)(1)(iii}(O) of this section is
acceptable. ‘

{1) Treat data as a binomial response.’
That is, if a subject achieves the target
reduction, it is judged a success; if not,

~ using one skin scrub achieve.a 2-log

* scrubs achieve the same degres of

90 percent range, then the varianceis .

- same power as one gets. for 80 percent
| success rates. ’ ‘

" using the Student’s t-test or similar’

. be-increased considerably to.retain the

it is & failure; ‘A potential problem :
this'approach is that information may be
lost; For example, if at the 1 minute
time frame, a large number of subjects

reduction and those on the other scrub

" attain only a 1-log reduction, the

binomial procedure will indicate both
reduction. Ifit is believed that the -

binomial‘approach causesJossof =
information by not including numerical

-response data, then the alternate .~

statistical analysis deéscribed in

is applicable, If the success rate is in'the

relatively sinall, sample size.

' requirements are relatively small, and
.confidence intervals are reasonable.

However, if the success rates.drop to the
70 percent range, then relatively large
sample sizes are required to pbtain the

" (2) Another option is to treat the log
counts as numerical data and evaluate

procedure, The large variance that

usually occurs with this type of data
may cause problems with tests of

significance and constructionof =~
confidence intervals. However, Monte
Carlo technigues indicate that if entry is
limited to subjects that exhibit1.5x10% ~
to 108 counts, then the reductionsare

“rather homogeneous and the large

variance problem is alleviated. If the -
variances are large, the sample size must

same level of the test, same power, and
same differenice to be ruled out. . ’
(2) Effectiveness testingof an
antiseptic handwash or health-care . .
personnel handwash. An antiseptic

‘handwash or health-care personnel

handwash drug product in finished

- form suitable for topical application will

be recognized as effective provided that
the formulated drug productat its -

_recommended use concentration:

K

(i) Contains an ingredient in § 333.410 -

(a)or). - S
(ii} Demonstrates in vitro activity
sgainst organisms as described in
para %sh {a}{1)(i1) of this section.
(ii%r hen.tested, in vivo, by-the test"
method for the evaluation of antiseptic
or health-care personnel handwash drug
products described in paragraph

. (b)(2)(iii) of this section, reduces the

number of the indicator organism on
each hand 2 logo within § minutes aftor.
the first wash and demonstrates a 3:
loge reduiciion of the indicator

- organism on each band within §

minutes afterthe tenth wash.
{A) Apparatus.—{1) Colony Counter.

_Any of several types may be used,

‘and 1 gram
- distilled water. Adjust to ph 7.8 with 0.1

(2) Incubator. Any incubator dap#ble

’ afmai;fuamin%:\temparamre of 2542 °C
. “may-be used. This temperature is

reguired to assure pigment production

- by the Serratia marcescens.

+. (3] Sterilizer, Any suitable steam
-sterilizer ‘capable of producing
-conditions of sterility is acceptable.

- {4) Timer [stop clock). A timer that

can beread in minutes and seconds,

- {5} Hand washing sink. A sink of
-sufficient size to permit panelists to
-wash without touching hands to sink
: § enalysis described - sarface or other panelists.
aragraph (bj{1}{1i1)(0)}{2) of this section . /
Ak { (2) of this ‘should be located above the sink ata
‘height that permits the hands to be held

16) Water faucet(s). Water faucet(s)

-higher than the elbows during the

washing procedure. (It is desirable for

-the height of the faucet(s) to be
“adjustable.)

- 7Y Tap water temperoture regulator

" and température. monitor. Device(s) to

monitor and regulate water temperature

" to 403132 °C,

.{B) Materials and reagents.—(1)

" Bacteriological pipets. Pipets of 10.0
© and 2.2 or 1.1 milliliter capacity are
. recommended.

“{2) Water-dilution bottles. Any
sterilizable glass container having a 150

-10:200 milliliter capacity and tight

closures may be used,
" {3) Erlenmeyer flask. A 2-liter

capacity for culturing test organism is
‘recommended.

{4) Buseline control soap. A liquid

- castile’ soap or ather liquid soap

contaijting no antimicrobial.
- {8} Test formulation. Directions used

- to'demonstrate the effectiveness of the

_ - test formulation are to be the same as
_those proposed for the use of the
_product. If no directions are available,
" use-digections. provided in paragraph -

(b)(2)(ii1)(H)(8) of this section.

' {6) Positive control formulation. Any
haalth-care personnel handwash
formulation approved by the Food and

Dr{ug Administration is acceptable.
. ¥

Gloves/bags. Sterile loose fitting’
gloves'of latex, unlined, possessing non-
antimicrobial properties or sterile

- polyethylene bags are to be used.

{8) Sempling solution. Dissolve 0.4
gram potassium phosphate, monobasic,
16.1 gram: sodium phosphate, dibasic,
Triton X-100 in 1 liter

Normal hydrochloric acid or0.1 Normal

“sodium hydroxide. Dispense 50 to 100
‘milliliter volumes into water dilution

bottles, or other suitable containers, and

- sterilize for 20 minutes at 121 °C.

" {9) Dilution fluid. Butterfield's
phosphate buffered water adjusted to

" .pH 7.2 and containing an antimicrobial
* inactivator specific for the test

formulation. Adjust pH with 0.1 Normal
—
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hydrochloric acid or 0.1 Normal sodium
hydroxide,

(10) Plating medium. Soybean-casem
digest agar plus a suitable inactivator.

(11) Broth. Soybean-casein digest:
1,000 milliliters per 2-liter flask is
recommended.

(C) Test Organism. ( 1) Serratia
marcescens ATCC No. 14756 (available
from American Type Culture Collection,
12301 Parklawn Dr., Rockville, MD
20852) is to be used as a'marker
organism. This is a strain havmg stable
pigmentation.

{2) The application of micro-
organisms to the skin may involve a
health risk. Prior to applying the
Serratia marcescens strain to the skin,
the antimicrobial sensitivity profile of
the strain should be determined. If the
strain is not sensitive to Gentamicin, do
not use it. If an infection occurs, the
antibiotic sensitivity profile should be
made available to the attending
clinician.

(3) Following the last contamination

and wash with the test formulation, the .

panelists’ hands are to be sanitized by
scrubbing with a 70 percent ethanol
solution. The purpose of this alcohol

scrub is to destroy any residual Serratia -

marcescens.

(4) Prepamt:on of marker culture
suspension. From stock culture
inoculate Serratia marcescens ATCC
No. 14756 in a 2-liter flask containing
1,000 milliliters of Soybean-casein
digest broth. Incubate for 24 + 4 hours
at 25 °C. Stir or shake the suspension-
before each ahquot withdrawal. Assay
the suspension for number of organisms
by membrane filtration technique or
surface inoculation at the beginning and
end of the use period. Do not use
suspension for more than 8 hours.

(D) Test panelists. Recruit a sufficient
number of healthy adult male and
female human volunteers who have no
clinical evidence of dermatosis, open
wounds, hangnail, or other skin
disorders that may affect the integrity of
the test, and enroll sufficient subjects
per product being tested to satisfy the
statistical criteria of the clinical trial
design.

(E) Preparation of volunteers. Instruct
the volunteers to avoid contact with
antimicrobials {other than the test
formulation) for the duration of the test.
This restriction includes antimicrobial
containing antiperspirants, deodorants,

shampoos, lotions, soaps, and materials

such as acids, bases, and solvents.
Bathing in chlorinated pools and hot -
tubs is to be avoided. Volunteers are to
be provided with a kit of
nonantimicrobial personal care. products

freanvelitaiva noa during tha tact and

rubber gloves to be worn’ whm caniact
with antimicrobials cannot be avoided.,
(F) Number of subjects required. The
standard deviations for antiseptic - ‘
handwash or health-care. personnel -
handwash obtained when an inoculant.

. such as S&’I‘I‘IJUO ‘marcestens is US&d are

more homogeneous than those for

surgical hand scrub products discussed. -
 in paragraph (b}(1)(iii)(F) of this section. -
- The standard deviations extracted from
. data submitted to the agency as partof

applications under part 314 of this
chapter for these drug products range.
from 0.31 to 0:92; the median: sttmdard
deviation is 0.71. The sample size -~
estimation equation in paragraph

- (b)(1)(ii1)(F) of this section may be used
to estimate sample sizes reqmrad Fm‘y

example, assuma the active control
hand scrub praduces an immediate -
mean log reduction of 2.0 and the tzst
hand scrub is:to be within 20 percent- of

' this, i.e:, D=0.4. 1 $2=0.71, then n=50 -
. submcts ‘per arm of the study. Because -
" blocks of 6 are recommended, the .

samplé size per treatment arm is 54
subjects. :
(G) Study desf,gn Randomxzatmn of
subjects-to time, periods and’ treatment
to hands will be accomplished in -
accordance with the plan presented -

previously,

{H) Pmcedure. (1) !mna] wash. Aftar ,
panehsts have refrained from using.

- antimicrobials for at least 7 days, -

. perform a 30-second’ practice wash i in
- the same manneras is described for the.
 test and control formulations, except
 that a solution of nonantimicrobial

' bland sorp is used. This procedure .

removes oil and dirt and: famxhanzes the
panelxsts with the washing technique.

(2) Contaminant suspension and hand
contarmination. The contaminant is a
liquid suspension of Serratia
marcescens containing at least 108 -
organisms per milliliter. Five milliliters -

. of the contaminant culture are.

dispensed onto the hands then rﬁbbed
over the surfaces of the hands, not
reaching above the wrist: Application . -

" and spreading should involve about 45

seconds. The-hands are then held still :

_ away from the body and allnwed to air.

dry for 2 mnnutas
i!:n Contamination schedule. The
panelists’ hands are contaminated with

* the-marker organism according to the

foliewmg schedule:

() Prior to the baseline bacterial
sample collection,

(i1} Prior to ali 10 washes with the test
material,

(4) Baseline recovery. Baseline sample

- is takeni‘after contamination of the

hands to determine the number of
marker organisms zmrvivingh n the

handa o ftor waching with a hazeline )

- Ouﬁ
) thassact ion.

. demonstrated using
the-one described in E 1054, *“Test

" Antimicrobial
' Disinfectants, Sanitizer, and Antiseptic
., Produgcts,” in “Annual Book of ASTM

pmsmph

wm fullow the rooeéuxes
in parasraph (bH2)(i5)H)E) of

{5) Wash and rinse procedure. The

“wash and rinse procedure described as
_ follows is for all washes with the test
o formuilatic

A speciﬁed volume of the
test formulation is dispensed onto the

ﬁ{hands and rubbed over all surfaces,

takmgmutmn not to lose or dilute the

' substance..Afier the material is s read,
" asmall amount of water is ad
 the tap and the hands are completely’
‘}lmtherad fora.g
“lowerthird of

from

gciﬁed time period. The
forearm-is also ’
washed. After completion of the wash,

- hands and forearms are rinsed under tap
- water.at 402 °C for 30 seconds. A total
- nf 10 washes with the test formulation

is involved. Bacterial samples are taken
fqllowmg ﬂ:ha 1st, 3rd, 7th, and 10th

: wash

5 Bactenal samplmg. After the 1st,

3rd; 7th, and 10th washes, place rubber

gloves or polyethylene bags used for -

- s&mpling on the right and left hand.
~ Sampling shéuld occur within 5

. minutes after-each of these-'washes. Add

, [ 50 to 100 milliliters of sampling.
. solution to-each glove and secure gloves
- above'the wrist. After adding sampling

solution,: uniformly massage all ces
of the-hand for 1 minute, paying

particular attention to the area under the -

"nails. After massaging aseptically,

sample the fluid of the glove.
immediately a measured volume of the

- sampling fluid to & test tube containing

_asuitable antimicrobial inactivator.

- () Because contamination, product
use, and snumeration are conducted
-sequentially within a time period of less

~ than a day, an inactivator included in
_ the samplmg_amluﬁon prior to the final
- wash may.a
Therefore, no inactivator for the

the test results.

antimicrobial in the handwash
formulation is to be included in the

) sampl’mg solution prior to the final

wash. The 50 to 100 milliliters of
sampling fluid may be sufficient to

dilute’out the activity of the

antimicrobial; however, this should ba
a procedure such as

Methods for Evaluation Inactivators of
Agents Used in

Standards;” vol. 11.04, which is
incorporated by reference in accordance
“with 5 U.8.C.-552(s) and 1 CFR part 51. -

“Copiesm gbie obtained from The
* American
Materials, 1916 Race St., Philadelphia,

ociety of Testing and
PA 19103-1187, or may be examined at

“the Contar far- nnm Ramlnnﬁnn and



31450

Federal Register / Vol. 59, No. 116 / Friday. June 17, 1994 / Proposed Rules

Research, 7520 Standish PL., suite 201,
Rockville, MD, or at the Office ofthe -
Federal Register, 800 North Capitol St
NW., suite 700, Washington, DC.

(i1} If neutralization is not
accomplished by dilution, include in
the sampling solution used to collect the
bacterial samples from the hand
following the final wash with the test
formulation an antimicrobial inactivator
specific for the test formulation being
evaluated.

(1) Enumeration of bacteria in
sampling solution. (1) Enumerate the
Serratia marcescens in the sampling
solution using standard microbiological
techniques, such as membrane filter

tarhnicng n fara i 1) i
technique or surface inoculation

technique. Prepare sample dilutions in -
dilution fluid. Use Soybean:casein
digest agar with suitable indctivator as -
recovery medium. The suitability of the,
inactivator for the antimicrobial should
be demonstrated using a procedure such
as described in E 1054, “Test Methods
for Evaluating Inactivators of
Antimicrobial ‘Agents Used in .
Disinfectant, Sanitizer, and Antiseptic
Products,” in “Annual Book of ASTM
Standadrds,” vol. 11.04, which is ’
incorporated by reference in accordance
with 5 U.S.C. 552(a) and 1 CFR part 51..
Copies are available from The American
Society of Testing and Muterials, 1916
Race St., Philadelphia, PA 19103~1187,
or may be examined at the Center for
Drug Evaluation and Research, 7520
Standish PL., suite 201, Rockville, MD,
or at the Office of the Federal Register,
800 North Capitol St. NW., suite 700,
Washington, DC. Incubate prepared
plates 48 hours at 25¢2 °C. Standard
plate counting procedures are used to
count only the red pigmented Serratia
marcescens. ,

(2} [Reserved]

(1) Determination of reduction.,
Determine at each sampling interval
changes from baseline counts obtained -
with test material.

{K) Comparison with a positive
control material. (1) In order to validate
the testing procedure, equipment, and
facilities, it is required that the test
formulation be compared with an active
control formulation. This will require an
equivalent number of panelists to be
assigned to the control formulation on a
random basis. All test parameters will
be equivalent for both formulations,
although the handwash procodure for
the established formulation may be
different from that of the test
formulation. Both test and control
formulations are to be run concurrently.
The identity of the formulations used by
panelists is to be blinded from those

individuals counting plates and
ariuly siang dutas

'1.5x108 to 10°¢ organisms. Therefore, .

_preopérative skin prep

_number of bacteria 1 logiq per

" "(A) Apparatus.—(1} Colony Counter.

* to 200 millilites ;capgci'ty and tight

: (2)/ To validafe the assay, camlmm, ét: .

oach samplirg interval, changes from .- cylinders,

baseline counts-obtained with test
material to changes obtained with
control material. o
(L) Statistical analysis. Because.the
hands are inoculated prior to sampling
it is possible to generate counts of :

reductions are less variable and.
evaluation of the log counts using the
Student's t- test or similar procedure is

recommended, - S
(3) Effectiveness testing of a patient
preoperative skin preparation. A patient

aration drug = -
progiugt in §n§she§ ,fm“;‘n f;iita‘%ﬁé :?or

iopical appiications will be recognized ,
as effective provided that the formulated
drug product at'its recommended use
concentrations . I
(i) Contains an ingredient in §333:412 -
(&). (b% (C), (d)* or (e)'v - ) R
(i) Demonstrates in vitro activity
against organisms as described in:
paragraph (a)(1]{ii) of this section. '
(i'%hei;’ tested, in vivo, by the -
standard testing procedure for the L
evaluation of patient preoperative skin
preparation drug products described in
paragraph (b){3)(iii).of this section and -

labeled according to § 333.460(b){1).0f .

this section, reduces the number of

an abdomen test site'and 3 logio per ™ -
square centimeter on a groin test site .
within 10 minutes after product useand
the bacterial cell count for each test site .
does not subsequently-exceed baseline 6

hours after product use. When labeled: .

according to §333,460(b)(2) and tested,
in vivo, by the standard testing
procedure described in paragraph

(b)(3)(iii) of this section, reducesthe

centimeter squared on a dry skin test .
site within 30:seconds of product use.

Any of several {ypes may beused.
(2) Incubator: Any incubator capable

may be used.’ . : .

- {3) Sterilizer..Any suitable steam-
sterilizer capable of producing =~
conditions of sterility is acceptable. . -

(4) Timer (stop clock). A timer that
can be read in hours and minutes.

(5) Examining table. Any elevated
surface such asa 3-by- 6-foot table with -
mattress or siinilar padding to allow
uuhéaét to recline, ‘

(B) Materials-and reagents.—~{1)
Bacteriological pipets. Pipets of 10.0

“and 2,2 or 1.1.milliliter capacity are

recommended.” {
(2) Water-dilution bottles. Any -
sterilizable glass container having a 150°

wloavrss rag s raoadd.

‘suitable ﬂf{;
‘and asuita

- (3) Scrubbin, , eqps.,éterile gllau
, s, height approximately 2.5
centimeter, inside diameter of

_ convenient size to place on anatomical

area 1o be sampled, Useful sizes range
from approximately 2.5 t0 4.0
centimeters. Sampling should be
canducted as described in paragraph

®X3NIiI{]) of this section.

14Y. Bubhor nnlicoman Thaca eonan ha
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. faghioned in the laboratory or purchased
from most laboratory supply houses.

() Test formulation. Directions used

© to.demonstrate the effectiveness of the

test formiulation are to be the same as”

" . those praposed for the use of the
.. 'product. .

(6} Positive control formulation. Any
‘patisnt preoperative skin preparation

" ‘formulation approved by the Food and .
Prug Adsiinistration is acceptable.

{7} Sterile Drape or dressing. A sterile
drape or dressing should be used to
cover treated skin sites.

- . (8Y Sampling solution. Dissolve 0.4

gram potassium phosphate, monabasic, -

-0.1 gram sodium phosphate, dibasic and

1 gram Triton X-100 in 1 liter distilled -

. ‘'water. Include in this formulation an

inactivator specific for the antimicrobial
in the test formulation. Adjust to.pH 7.8
with 0.1 Normal hydrochloric acidor

‘bacteria 2 logsoper square centimeter on - -1 1yormal sodium hydroxide. Dispense

50 to 100-milliliter volumes into water
dilution bottles, or other suitable

- containers, and sterilize for 20 minutes

8t122°C, \
" {9)-Dilution fluid. Butterfield’s -
phosphate buffered water adjusted to

pH 7.2 and containing an antimicrobial

‘inactivator specific:for the test

-formiulation, Adjust pH with 0.1 Normal

*hydrochloric acid or 0.1 Normal sodium
" hydroxide. \

((19)\Plbtih'gquz’um.uSoybaanvcaseih |

«digest agar plus a suitable inactivator.

. :(C} Test and control skin sites. (1) The.

. skin sites selected for use in evaluating
‘the effectiveness of the pre-operative
of maintaining a temperatire of 30¢2 °C. . Skin preparation are to represent body .
o - .~ areas that are common surgical sites and
- are to inchide both'dry and maist skin

areas. The sites are to possess bacterial
populations. large enough to allow '

‘demonstrations of bacterial reduction of

. up 106 2 log,¢ per square centimeter on
- dry skin sites and up to 3 log,o per

square centimeter on moist sites. A

-skin area is the abdomen
table moist area is the groin.
For the effectiveness testing of patient
preoperative skin preparation antiseptic’
drug products labeled according to

. §333.460(b)(2), a dry skin site such as

the arm, from the shoulder to the elbow,’
or the posterior surface of the hand

- below the wrist is to be selocted. The

ol A his bastad and b havn n hamtanial
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population of 3 log,o organisms per
square centimeter of skin. :

{2) Treatment and control sites are-to
be located contralateral to each other.
Each site is to be 5 by 5 centimeters.

(D) Test panelists. Recruit healthy -
adult male and female human -
volunteers who have no clinical
evidence of dermatosis, open wounds,
or other skin disorders that may affect
the integrity of the study, and in :
sufficier:t numbers per formulation .
being testod to satisfy the statigtical
criteria of the clinical trial design.

(E) Preparation of volunteers. (1) -
Instruct the volunteers to aveid contact
with antimicrobials (other than the test
formulation) for the duration of the test.
This restriction includes:antimicrobial
containing antiperspirants, deodorants,
shampoos, lotions, soaps, and materials
such as acids, bases, solvents. Bathing
in chlorinated pools and hot tubs

- should be avoided. : )

(2) Volunteers are to be provided with
a kit of nonantimicrobial personal care
products for exclusive use during the
test. Volunteers are not to shower or tub
bathe in the 24-hour period prior to the
application of test material or microbial
sampling. Sponge baths may be taken

but the skin sites to be used in the study .

are to be excluded. .

(3) If the skin sites to be used include

areas that would require shaving prior
to surgery, for example, the groin site,
these sites should be shaved no later
than 48 hours prior to the application of
test formulation or microbial sampling.
(4) After volunteers have refrained
from using antimicrobials for at least 2
weeks, obtain an estimate of baseline
bacterial population from one groin and
one abdominal site at least 72 hours

prior to entering subjects into the study. -

Sampling and enumeration techniques
described in paragraphs (b)(3)(iii}()) and
(b}(3)(i1i}(K) of this section are to be
used.

(5) Based on the initial estimate of
baseline bacterial population, select
sufficient numbers of subjects with high
bacterial counts per formulation being
tested to satisfy the statistical criteria of
the clinical trial design. L

(F) Study design and randomization.
Subjects admitted to the study are to'be
identified as to whether they meet the
groin portion or abdomen portion of the
study, or both, Once a subject is i
admitted to the study, treatments are to
be randomly assigned to'one -
contralateral groin site, for subjects -
identified as belonging to this study -
group and similar treatments are to be
randomly assigned to left or right side
of the abdominal area, for subjects .
identified as belonging to the abdominal
study group. This method of choosing -
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" samiple foreach subject in the

collected from the groin areas. The

" sizes required for this case. Standard"

subjects and sampling sites fits the'
paired comparison statistical design. .
‘Randomizition of subjects to time . -
periods and treatment to left of right.
side is to be accomplished in . - ~

accordance with the plan similar to that

presented for surgical hand scrub
ptoducts, L o
(G) Number of subjects required and -

 statistical analysis of data. (1) Two .

ways to statistically evaluate. .
effectiveriess of'a préoperative scrub ,
product are prosented, The first depends
upon calculating the averagoe logio
reduction from baseline. Thisis. - -
accomplished by obtaining the ~. .
difference in log counts for each paired
apgiepria%,@ sampling time frame. This
will facilitate subsequent statistical = ..
«evaluation:of resulting data. It is usually

faitly easy to enroll subjects with-counts-

1x10°% or greater when working with the

groin areas; It is anticipated this method.

will primarily be used to'evaluate data

saniple size estimation equation-given
earlier may be used to estimate sample -

dﬁﬁﬁﬁ(ﬂi&f@t Pi'e«ﬂpfﬂl'ali\{e scrub - ;
products-aretelatively homogeneous:

when inclusion criterion require counts .

of 1x10%.or greater. The standard .~
deviations.extracted from files:;range - -
from 0.82 t0'1.72; the median standard '
deviation was 0.98. When counts in the:

‘range of 1x105 to 1%10% were used, the -
standard deviation ranged from 0,78 to
' 1.22, with a median value of 0.98. Using  preoperative skin treatment to the
* corresponding contralateral site. Ten

* minutes after treatment, sample one

: treated groin site and one treated -

" abdominal site on one-third of the

- subjects using the same sampling

- technique. Thirty minutes

. posttreatment, sample another one-thirc
Because bloeks.of 6 are recommended; . of the subjects as before, and 6 hours-
the sample size per treatment arm is 96
‘subjects,” \ \

the sample size estimation equation -
given in paragraph (b)(1)(iii)(F) of this .
section and assuming the active control -
preoperative scrub produces an - :

immediate mean log reduction of 2.0,

and test scrubris to be within 20.percent:.

of this, i.e;, D=0.4,-and 520,98, gives _
n=87 subjects per arm of the study. -

{2) The second method for evaluating

- the data depends upon establishing an

eniry target bacterial population of

. greater than 250 colony forming units. stric
juare .. groin.area should avoid activities or
. pasitions that'would cduse untreated
- skin.sites to contact treated sites or

per square centimetér and a target

“reduction criterion that a successful -

scrub reduces bacterial counts to below
25.colony forming units per square
centimeter, A successful scrub product

is to provide this da%ree of reduction‘in.

at least 90 percent of the subjects tested..
Using the normal binomial confidence
interval approach, it can be shown that .
if the standard preoperative scrub . -
product achieves'a 90-percent success
rate and it is desired to rule out success
rates less than 85 percent for the'new
product with-power of 80 percent then
329 subjects per arm are required. If it

is desired to rule out success rates less
than 80 percent, then the sampie size is

- only 100 per arm, Again, since blocks of

6 pr some multiple thereof, are
reconynended, the sample size is 102

- subjects per study arm.
' {3) In both cases described in
g &@ﬂ%ﬁﬁlﬁh& (b)(3) (i1 }{G) 1) and

b)(3)(111)(G)(2) of this section,

- effectiveness js judged based on
" ecdlenlation of 85 percent confidence
“intervals on the difference of the
- “success rate for ctandard scrub product

minue success rate for test scrub

- produet.”

" {H) Treatment application procedure.

Apply treatment according to label

- directions or as stated in the proposed

directions for test. formulation. The -

. contro] product is to be used according

to the labeling directions.

. “(1-Sampling schedule. (1) For patient

preoperative skin preparation antiseptic
drug products lab‘elecg according to

.- §333,460(b)(1), the treatment is

- randoinly assigned to one contralateral
- groin site and one contralateral
. . abdominal site on-each of the subjects.

The assignment is to be balanced such

: that as equal number of right and left

sites in each anatomical area receive
treatment. The untreated contralateral
sites serve as control sites to éstablish

. baseline populations. Collect a baseline

bacterial sample: from one untreated .

_groin site and from one abdominal site

on each subject using the scrubcup .
technique just prior to application of th

posttreatment, sample the remaining
one-third of the subjects,

{2) Between the:time of treatment
allocation and the 6-hour sampling
interval, the subjects movements shoulc
be restricted. Subjects treated in the

clothing, Positions that might be
appropriate are lying on the back or
sitting with the legs extended without
flexing from the trunk. To allow subject

- some degree of mo:bilig'betweén the
" time of treatment and t}

' ' e 4-hour
postirsatment sampling, the treated skir

- areas should be loosely draped with a
sterile nonocclusive dressing. This
. material is to be applied in such a

manner as to protect the treated skin
sites from contact-with untreated skin.
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(3} For patient preoperative skin
preparation antiseptic drug products
labeled according to § ass.-gago(bm). the
treatment is randomly assigned'to -
contralateral dry skin sites on each of
the subjects. The assignment is to be
balanced such that an equal number of
right and left sites in each anatomical
area receive treatment. The untreated
contralateral site serves as a control site
to establish baseline populations.
Collect a baseline bacterial sample from
an untreated site on each subject using
the scrub cup technique just prior to
application of the preoperative skin
preparation to the corresponding
contralateral site. Thirty seconds after
application, sample the treated site
using the same sampling technique.

{J) Microbjological methods. Samples
for bacterial enumeration are obtained
by the detergent scrub cup technique.
Hold a sterile scrubbing cup firmly to
the skin. Aseptically pipet 2.5 milliliters
of sterile sampling solution intothe
scrubbing cup and rub the skin with a
sterile rubber policeman for 1 minute
using moderate pressure. Aspirate the
wash fluid and place in a sterile test
tube. Place a second 2,5-milliliter
aliquot of sampling solution.in the scrub
cup and rub the skin again for 1 minute
with the rubber policeman. Pool the two
washes and enumerate the bacteria.

(K) Enumeration of bacteria in
sampling solution. (1) Enumerate the
bacteria in the sampling solition by a
standard plate count procedure such as
that déscribed in *'Standard Methods for
the Evaluation of Dairy Products”
{available from American Public Health
Association, Inc., 1015 15th S8t. NW,,
Washington, DC 20005) but using
soybean-casein digest agarand a
suitable inactivator for the antimicrobial
where necessary. The suitability of the
inactivator is to be demonstrated using
a procedure such as described in E'
1054, “Test Methods for Evaluating
Inactivators of Antimicrobial Agents

“Materials, 1916 Race St,, Philade
PA 19103-1187, or may be examined at

Used in Disinfectant, Sanitizer, and

of ASTM Standards.” vol, 11.04, which
is incorporated by roference in -

_ accordance with 51.8.C, 852(a) and 1

CFR part 51. Copies are available from
The American. Sociaty for Testiri§ and
phis,

the Center for Drug Evaluation and. - .
Research, 7520 -Standish-Pl., suite 201,
Rockville, MD, orat the Office of the
Federal Register, 800 North Capitol St,
NW., suite 700, Washington, DC.

Prepare sample dilations in dilution

fluid. Plate in duplicate. Incubate plated

sample at 30 + 2°°C for .48 hours before .
reading, « : o
{2) Determine changes from baseline

" counts obtained with the test material at
- each sampling interval foreach =~ -
" anatomical site. For-a more realistic’

appraisal of the activity of products, all - method provides results of equivalent

raw data should be converted to -

_ common (base 10} logarithms.

Reduction should be calculated f;o& the

average of the logarithms. This will also-
facilitate statistical analysis of data.

(L) Comparison of test material with -

control material. (1} In order to validate.
the testing procedure, equipment, and
facilities, it is required that the test

_material be compared with anactive -

control msterial. The number of test
subjects will depend-upon the number -
of control postireatment sampling =
intervals chosen and the levelof -
statistical significance desired forthe "
test results. The identity of the
formulations used by panelists should
be blinded from those individuals
counting plates and analyzing data,

(2) To validate the assay, compare, at
each sampling interval, changes from -
baseline counts obtained with the test

‘'material to changes obtained with the

control materials, " o
{c) Effects on microbial flora. The
agency notes that, if there issome
reasonable scientifi¢ indication that the:
activity of-an ingredient will affect the -

'PART 369—INTERPRETATIVE

cdin L cta ind " micrabial ﬂh}a,ia‘h ,
Antiseptic Produgts,” in “Annual Book - ra and threby cause s

shift in the composition of this flora,

. 6.g., an increase in the fungus or virus

lavel that might result in greater harm,
-then further %"f@ty and sifectiveness
testing will.be required.

" (d) Test madificotions. The

formulation or mode of administration
of certain prodiicts may require
madifications of the testing procedures
iri thiis section. In addition, alternative
assay methods (including automated

- procedures} employing the same basic-

chemistry and microbiology as the
methods included in this section may be
used. Any proposed modification or

_alternafive assay method shall be
© submifted as a petition under the rules

ostablished in §10.30 of this chapter.
The petition should contain data to

_ support the modification or data
*  demonstrating that an.alternative assay

accuracy. All'information submitted
will be sulz{’;eqt to the disclosure rules in
part 20 of this chapter.

STATEMENTS RE WARNINGS ON.

‘DRUGS AND.DEVICES FOR OVER-
“THE-COUNTER SALE

3. The authority citation for 21 CFR

- part; 368 continues to read as follows:

Authority; Secs, 201, 301, 501, 502, 503,
505, 506, 507, 701 of the Faderal Food, Drug,
and Cosmetie Act {21 U.S.C, 321, 331, 351,

-352, 353, 355, 356, 357, 371).
© §360.21 . {Amanded)

4. Section §369,21 Drugs; warning

and cautlon statements required by
_regulations is'amended by removing the

entry for “Aldohol Rubbing
Compound.™

- Dated: May 24, 1994.

Michael R, Taylor,
-Deputy Commigsioner for Policy.

[FR Doc. 84-14503 Filed 6-16-94; 8:45 am]
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