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SUMMARY: Tho 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 antiseptfc drugproducts are 
generally recognized as safe and 
effective and not misbranded. FDA is 
lseuing this notlce of proposed 
rulemaking to amend the previous 
notice of proposed rulemaking on 
topical antimicrobial drug prod~cte (see 
the Federal Register of January 6, 1978, 
43 FR 12lO),aftar consfdering the public 
commenta on that notice and other 
information in tho admlnIstrativo record 
for this rulemaking. FDA is also 
requesting data and information 
concerning the safety and ?ffecUveness 
of topical antimtcrobials for use as hand 
sanitizers or dips. 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 
CommWoner of Food and Drugs by 
December 1~3,1994. Because of the 
length and complexity of this proposed 
regulation, the agency is allowing a 
period of 180 days forcomments and 
objections instead of the normal 60 
days. New data by June 19,1995. 
Comments on the new data by August 
17,199s. Written comments on the 
agency’s economic impact 
determination by December 14,1QQ4. 
ADDRESSES: Writtm COmmentS, 
objections, new data, or requests for an 
oral hearing to the Dockets Management 
Branch (HFA-305). Food and Drug 
Administration, rm. l-23, 12420 
Parklawn Dr., Rockville. MD 20857. 
FOR FURTHER INFORMATION CONTACT: 
William E. Gilbertson. Center for Drug 
Evaluation and Research (NFD-810), 
Food and Drug Administration, 5600 
Fishers Lane, Rockville, MD 20857, 
301-594-5000. 

~~ENrARY INFOWATKbt& In the, 
Federal Register of September 13,~ 1974 
(39 FR 331a31, FDA ,publIshed, under 
$5 33tUO(a1(6) (21 CFR 33O‘lO(a}(6~~~ an 
adveqe notice :r$ proposed rulemaking 
to establish a mbnogra h for OTC 
topical antimicrobial rug products, B 
together with the &commendatiotis of 
thg Advisory .&eview Panel on OTC 
Top@@ Antimicrobial I Dreg Products 
(Antimicrob~~i <f Pan& which was tba 
advisory review panel bsponsible fan 
ovalu&ng dats’on the active ing~~e~ts 
in thtle drug cl&e, Interested persons 
were invited t&submit ccimments$y ’ 
November E2, -1Q74, Re Iy cotntients in 
response to carqmsnte I! ted in the fnltkl 
commtint peri& could be submitted by 
J33ceraber 12,1S74. In response to 
iumeroue rquf#s, the agency issued a 
notice in the F~er~~;R~ster of 
Cjctob;ar 17, tQTAl3QF’R370661 @WI&kg. 
an exlanaion of the deadltne for 
comments until D&ember 12,1974, and. 
for reply CommenZsuntil January 13, 
1978, - 

Enoio raph foi OTt5o~ical 
i3 

II 
ant&n crobial drug $roducts, based on 
the ~~mrnendati~~s af the 
A~ti~~c~obial E Pay@ and tho ~ge~~‘s 
ms awe to ~~mrnents submi~l#d 
fol owln publ~~ti~~ afthe rrdvance P 
notice o ! 
Intereste 4f 

tip;ased ruiemaki$g. 
,pe&$ns were invited to 

submit objectfans or requests for cd 
huartng by February 8,1878. In response 
to numerous requests to extend the Cime 
perind for subtitting objections or 
reque&s,for oral hearing, the agency 
issued a ndticir in the I;iiederarl Rggister , 
of Fe&uary 3,1978 (43 FR 4837) 
granting an :eqtension of tho deadline to 
March 8,1Q7& During this tiine 

g 
erlod, 

the a@ncy re#ved,& petitions-t et 
reqUested reopenfng the :adminis~tive 
recdrd and 11 r’equests for an oral 
hearing, In a @&ice published in the 
Federal Re&is@r of March 9.1879 (45’ 
FR 130411, the agent 
on the requests for a K 

deferred action 
sering, but 

granted the petjtions, to reopen the 
record to aHaw, interested poraons to 
submit co&men& and any new or 
additional data by June 7.1979, and 
reply cornme& by ruly 9, ‘1979. FDA 
also stated its, intent to publish an 
updated (Fended] tentative finlil 
monograph based oii the review and 
ekaiuation of hew submfssfons and a 
reevaluation of’exlsti& data.’ ’ 

in a notice publish9 (H in th? Federal 
R@ster of t%tober 26.1979 [Sll FR 
616#Q), the:agency again mopetied the 
administrative record for the submission 
of new data’by@arch 26,1980, and for 

comqonts on the new data by May 27, 
~~8~,~Thi~s action was taken to permit 
rn~u~act~~~ to submit the results of 
tusting to .FDA as expeditiot& as 
possible prior to establishment of a final 
~0n~raFb. 

Subsouiient to the June 7,ltt79, 
cf@ng d&e Fos the &bmlssion af new 
data. &d nrior to the October 26.197% 
~~p~~~~o~ the administrative record, 
data and ijrrformation were submitted to 
FDA. In a &.%fce published in the 

w of March 21,x880 (45 
e agency advised that it 

bad reo&ma~ the adniinistratiue‘record 
foiOTCttipiea1 antimicrobial drug 
pradycts. to allow for consideration of 
&ta snd information thet bad been filed 
in theii Doqkets Management Branch after 
the date the administrative.reconi on 
the tentiitfve final monograph had 
c@k~sfly clryed on Merch 6, iQ78. The 
agency Cakicluded that any new data 
aisd i~f~~~t~on filed rior toMarch 21, 
~8% shogld be availa % le to the agency 

drug +dr~rts. Interested 
iu;rlt,ed m .a. 

persons :vere 
n) tr comments by April I, 

Mi~lla~eous External Panel on alcohol 
drug products. Interested persons were 
invi%Sd t& submit comments hy August 
18; 1982, snd reply commenls ty 
Septemb& 20.1982. The notice stated 
rhkt the ptoceading to develop P . 
rno~~a~h for alcohol drug products 
would beimerged with the general 
proceoddiq to establish a monograph for 
OTC to&al antimicrobial druti 

fn the &deral Rexister of Seotember 
i, 29892 (47 FR 394$), FDA is&ed a 
not@ to r&pen the administretive 
record foi OTC topical antimicrobial 
drug products to 8110~ for consideration 
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of the MiscefLneous External Panel’s 
recommendalions on topical 
anlimi~rolial drug products used for the 
tresotmeul of diaper msh. The agency 
discussed topical antimicrobial active 
ingredients for this use in the’Federal 
Register of June 20,1996 (65 FK 25246). 

In accordance with § Y3O.XO(a)(lO), 
the data and information considered by 
the Panels were put on publicdisplay 
in the Dockets Management Branch 
(address above), 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 
advence notice of proposed rulemeking 
for alcohol drug products, 4 drug 
manufacturers’ associatidns, 44 drug 
manufacturers. 1 medic81 device 
manufacturer, i drug distributor, 2 
medical schools. 2 research laboratories. 
1 law firm, end i 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 13,1974- 
(39 FR 33103), was designated as a 
“proposed monogreph” in order to 
conform to terminology used in the OTC 
drug review regu!atiuns (§ 330.10). 
Similarly, the notice of proposed 
rulemaking, which was published in the 
Federal Register of January t&197% (43 
FR 1210), was designated es a “le*Wive 
final monogra 

P 
h.” The prewnt 

document is a so designated as a 
“tentative final monograph.” The legal 
status of each tentative fin81 monograph, 
however, is that of a proposed rule. The 
present document is a re$roposal 
regarding health-care antiseptic drug 
products. 

This antimicrobial rulemaking is 
broad in scope, encompassing products 
that may contain the same active 
ingredients, out are labeled end 
marketed for different intended uses. 
For example, one group of products is 
primarily usod 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 8 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 intonded for use by health 
professionals end includes health-care 
personnel handwashes, patient 
preoperative skin preparations, and 
surgical hand scrubs. 

In order to expedite the completion of 
the first aid section of the ~~rn~~~bial 
monograph., the agenc 
saparqte tentative f&s I 

published a 
monograph for 

.&se products in the Fedaral 
of July 22,l9$11@6 FR 33844) 
J’irst aid Uses-of totrical an~n~~~~b~als. 
now identf fieid as “health-care 
enlis%oti~s,‘” am’sddrassed In third 
docunient. &tbough the amended. 

comments and datd concerning the 
previous ~ti~i~~bial tentative final 
monograph that 8re related to “@on-first 
aid uses,” iticluding products for 
perstmal use-&n the home and products 
used by haalt&care professionals. 

T&s proposal constittites FDA’s 
feevaluation af the January 6.197% 
tentative fiaal monograph based on the 
,comment& received tid the agency’s 
.independont Liva’luation of the 
Misceilaneorts External Panel’s reoorts 
an CITC alcohol and mercury-co&ining 
drug prodacts and tht)zommenta 
received. TheifoHowicg sectfops of tbe 
J8miwy %, 187% tentative ff nai 
monograph for topic81 antimicrobial 
drug. products; are being addressed in 
this docUme#: 55 333‘1,333.3,33630, 
333.60, 333,%5,333.%7,333.97, and 
333.99. The.following sections of the 
advance notice of proposed rulemaking 
for alcohol dmg products are being 
addressed in this document: J§ 333.65 
and 333.9%. Modifications htive been 
made for ciivity and regulatory 8ccUticy 
and to &lee1 new information. S&h 

new infmmnetfon has bedn placed on file 
in the bo&+?s Management Branch 
-(addre~ above). These modifications are 
r&l&ad In the following summary of 
th* ~~~ernt~ and FDA’s ms~~~~sas IO 

“clrtti&ary 31” (not generally recognized 
a8 safe &cl sff&ive or misbranded), 
and “Gtago?y III” (avaifahle data are 
inauffi &it tti classify as. safe and 
ef&ctlvb. and further testing is reauiredl 
at tlia” finlet monograph stag:. In place oi 

‘the term “monograph 
” is used; in place of 

~t~~~es,ll and III, the term 
“n~~~~agrap~ conditions” is used. 
This &z:ument retains the concepts of 
Catenorl-ea~I, II, and III at the tentative 
~~8Srn~n~aph stage. 

The &ancv 8dvfae8 that the 
c~nditi~s,u~der which the drug 
products @at are subject to this 
monogr$ph would be generally 
~~~i~ed 8s safe and effective and not 
mi&a@led (monograph conditions) 
will lie leffgctiye 12 ,months aft& the 

I&cation of the final 
mopogr$ 
or after, tg 

h in the F&era! Regitiw. On 
at date, no OTC drUg product 

thlit is subject to the monograph and 
that% ~?~~a~s a nonmondgra h 
co~~iti~~, i.e., a ccmditian J: at would 
cau&a the drug to be not generally 
recogni&‘as safe and effective or to be 
misbede& may be initially introduced 
or initially delivered. for introduction 
into int~t6te commerce Unless it is the 
subject af an approved application or 
abbmvi8ted applitiation (hem&after 
dalled.a& lication), F&her, any OTC 
drug pro uct subject to-this monogra B h 
that: is repackaged or r&ah&d after tR e 
effectivci date of the monograph must be’ 
in comphance with the man‘ 
regardless of the date the pro T 

mph 
uct was 

initially,introduced or initially 
delivered for introduction into interstate 
cOmme&. hf8nUf8cturSrS are 
entouraged to corn 
the monograph at t E 

ly voluntarily with 

date. 
e earliest possible 

hi the advance notice of 
~l~rnak~~g.foF OTC P 

mposed 
topica 

~timi~~bla~ drug products (3% FR 
33@$), the agency suggested that the 
conditioils included in the monograph 

VaDale n-MAY.84 19:40 Jun 18.1994 JM 150257 PC?@3000 FmrO0002 Fmt47Ot Sfmt4702 ~:~~P~7~.P~ f&m01 



(~t%OrY 1) be effective 30 days after the 
date of publication of the fina1 
monograph in the Federal Register and 
that the conditions excluded born the 
monograph (Category II) be eliminated 
from OTC drug products affective 6 
months after the date of publication of 
the final monograph, regtidless of 
whether furthor testing was undertaken 
to justify their future use. Experience 
has shown that relabelin 
covered by the monograp % 

of products, 
is necessary 

in order for manufacturers to coniply 
with the monograph. New labels 
containing the mono 
to be written, ordere f 

raph labeling have 
, received, and 

incorporated into the manufacturin 
process. The agency htis determine ff that 
it is impractical to expect new labeling 
to be in effect 30 days after the date of 
publication of the fins1 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 aroducts will have 
to be reformulated td 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 havinS a new product 
available for manufacture. The agency 
wishes to establish a reasonable.period 
of time for relabeling and ref&rmulation 
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 monogra h be effective 12 
months after the cr ate of its publication 
in the Federal Register. The agency 
believes that within 12 months after the 
date of publicationmost 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.mdnth effective date, 
a shorter deadline may be established. 
Similarly, if a safety problem is 
;,ientified for a particular 
nonmonograph condition, a shorter 
deadline may be set for removal of that 
condition from OTC drug Products. 

All “OTC Volumes” cited throughout 
this document refer to the’submlssions 
made by interested parsons pursuant to 
the call-for-data notics published in the 
Federal Regis@t of iaouary 7.1972 (37 
FR 2351 or to additional information 
that has come to the agency’s attention 

since publication of the advmce notice 
of proposed rulemaking, tie vdIum&s 
are on pubtic.dispIay in the jets 
Management Bmnch$ddress &ov%), 

1, The Agency’s Ten~~~ve-~~cl~~on8 
on the cOmtnants and Raply $omm&q 
A. t+neral Ctimments 

1. Two comments contended that 
OTC drug mono aphs tire Interptitive, 
as @posed to,su starWe, ~~ula&Io~s. ‘g 
One comment referred to atat&ne&s on 
this’fssue~s@nitted darlier toather OTC 
dru rulexpekln 

t TJ ‘tt agency a %CP 
roceedings, 
resr;itd this issue in 

paragra hs 88 through 91 of the 
preamb P e to the procedures for 
classificatioa of UTC drug products, 
published in $he FPrdaTal Re@&w of 
May II, 1972.137 FR 94S4 at 9471 to 
94723, and @paragraph 3 of the 
preamble to the teritiative final 
monograph f& OTC antacid drug 
products, pub&shed’ in the Federa 
Re&ter df Novembsr XL1973 (36 FR 

FDA- &affirms the conclusiidns 
n those documents. Court 

d,eci$ions have,confirmed the agency’s -’ 
authority to lsjcue substantive 
regulations, by r&making,, (See, .e<g., 
Nutipnol Nutrjitidnal Foods A&oci&on 
v. Weinberget” .!il2’F.%d 688; 696 tw098 
[2d Cir. 1W8lBnd National Associufkm 
of Ph~aceuiicql lwanufactffrwa tF, 
FDA, 487 F, Srrpp. 412 (S.D.N.Y. lQ8@), 
aff’d, 637 F.2d 867 i2d Cir. 19819 

2. One comment pointed out that 
under “Subp& B-Active Ingredients” 
of the tentative fine1 monograph, no 
CFR part number,waai assigned to the 
cat&gory “skin antiseptic*” However. 
part numbers were ,msigned io other 
cateSori&i tithout anj Category I 
inaredients, w&h the term “reserved’” in 
p&titheses, The comment re 
that this omhsion &e correcte in the r 

es&d 

atnended tent&e final monograph 
The omission pointed out by the 

c‘omnent was .an.oveizdglit. How~var~ ft- 
is Rio longer rmcessary to assi@ a CFR 
paitnutiber to the category “skin 
antiseptic,” @use skin antif@ptics 
have been included in broader 
cateiorles identifi’ed as first aid 
antistlptics i&the,amehded tentative ’ 
B~~l~rn~~apb for first aid antiseptics 
[56.FR 33644) and as hiraith-care 
antiseptics in thistentative final 
mondgraph. [Se se&on I.E., comment 
3,) AH category I first aid antiseptic and. 
health-care antiseptic active fngrgc&nts 
have.been if&d.in the amended 
tentative final monogreph under subpart 
A ‘and subpart% r~.~pectively. 
B. Ceneml Comments on Antimicrob#al~ 

3. A number of comments objected to 
the yanel’a recommendation for separate 

staterne~~ of identity in the I&&$ of 
pedWs containing the same 
~~~m~~i8i titive inSredient, AS aa 
ex8ylf 
povf dp 

1% sevsr~l comments noted &at 
one-iodine has several 

Ii 
~~~~~~?n~l km8 @&h-care 
andwash, ektn antiseptic, an 8” 

~OZUMB~ 
surgical 

he@ scrub3 and marker@ a praduct in 
~O~f~~~ with two or more product 
categories becomes dffficult beceuse 
them Bwdlffitwnt labeling .requirements 
for ~a~h~d~g product category. Some 
co~rne~~ requested FDA to combine 
the, d& p&duet category designations 
or ta add a new multipurpose product 

q that allows the’ combining of 
ngngindications now included in 

several product titegories. One 
commeht specifically recommended 
that. the,& 
product ic ‘f 

rancy consider changing 
ass designatians andlor 

&Ming a new pro.duct class “Multi 
Purpose Slita Pep*’ or “Skin Prep,” 
with tha” ZtiZiications for use including 
tho& l#ed under § 333.86 @iedth-care 
.pe+nnd hand,washl, S 333.87 @@lent 
p~o~~r~ti~e skin prepyation), 5 333.90 
(skiij! anrisegtic), and 0 333.97 (surgical 
hat?d so&b). 

Another comment stated that the 
word,“skW wcis superfluous because 
all OTC pintlseptics are intended only 

: for use cm the skin: still another 
commerlt contended that the statement 
of Id&tity “antis?ptic” is preferable to 
‘Skin an!iseptic” because these 
pro&ctsare used on cuts, scratches, 
and mucous membranes as well as skin. 

~In,response to the advance noticedf 
pro$osed rulemaking and reopening of 
~~~drn~nte~ative record for alcohol 

for topical antimicrobial 
shed in the Federal 

.21,19132 (47 I% 22324), 
nt objected to the‘ statement 
n proposed 6 33,?Qt+[a) 
;“alcohol for topltil 

~timl~obial use,” (47 FK 22324 at 
22332). The comment stated that this 
tern. woWbe conhising to the 
ce~s~rn~r and suggested the term 
*‘~~~p~io for the skin.” 

7@3 ag+enyy agrees .&et OTC to ical 
~t~rni~b~~l d&g products n eel not 
have-multiple ,statenients of identity. In 

-r&viri~~ng the statements of identity 
~co~rne~d~ by the Antimiwbtal I 
Panel (39FR 331513), i.e., heelth-crire 
~~~~~~ hiuldwash, patient 
p~~per~v~ skin 
~tlse~t~~, s~rgirxa P 

reparation, skin 
hand scrub, and the 

s~~t~e~ of identity mcommended by 
the ~~~~ll~eous External Pan&l 147 FK 
233&& Le., alcohol for topicat 
~tirnlc~b~al use, the agency has 
dete~i~,ed that the general term 
“~~~p~~~” broadly de.scribes all 
pti 
the % 

oaed,p~u~ ca&gories and reflects 
R&C intended uses of these 



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 LB., comment 5, 
the agent 
additiona s 

is also proposing an 
term “antiseptic handwash” 

as a staterment of identity to describe 
products for home use, 

As discussed in the first afd-antiseptic 
segment of this rulemaking (56 FR 
33644 at 33647). the term”‘skin” has 
been doleted from the pr~ioualy 
nrooosed statement of Identitv “skin 
&&eptic.” Although $aver&dcomments 
felt that the word “skin” was s 
superfluous, the agency%has no objection 
to the statement “antiseptic for the 
skin” or “skin antiseptic” ap 
elsewhere in the labeling of J: 

earing 
ese 

products as additional information to 
the consumer or health-care 
professional, provided it do& not 
appear in any portion of the labeling 
required by the monograph and does not 
detract from such required Momration. 
(See section IL comment 19,) 

As stated in the first aid ehtiseptic 
segmant of this rulemaking (56 FR 
33844 at 33647). the agency believes 
that the term “antiseptic” is readily 
understood by consumers. The a ency 
also finds this to be true for healt fl 
professionals. The agency is therefore 
proposing the term “antiseptic” as the 
general statement of identit for all OTC 
topical antimicrobial ingre cl ients 
included ln this tentative final 
monograph. Further, FDA is also 
proposing that manufacturers may have 
an option !o provide an alternate 
statement of identity describing only the 
specific intended use(s) of the product. 
Specifically, the agent ’ is pro osing 
that the statement of i entity or cf P 
antiseptic drug ptoducts in tj 333.450(a) 
read as follows: “The labelin of a 
singie-use 
cstablishe t 

roduct contains t a e 
name of the drug, if say, and 

identifies the product as an ‘antiseptic’ 
and/or with the a 
identity describe c! 

propriate statement of 
in $9 33%455(a), 

333.460(a), or 333+65(a). The labeling 
of a multfplo-usa product contatns the 
established name of the drug, if any, and, 
m&y use the single statement of identity 
‘antiseptic’ and/or the appropriate 
statements of identity described in, 
$5 333.455(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, tho 
intended use(s), such as patient 
preoperative skin preparatiob, is to be 
included under tha Lndfcations. For 
multiple-us8 products, a statement of 

the intended use should also 
the sppSic directions fur e 

recede 
8:: 

Ths agency beIie=~~ that the ~r~~~d 
labe&g for the& multiple-use prod&s 
is flexible tidprovidas manufa&rers 
with a.numb& af a iions. 

8 
Huw$ver; ihe 

agency h;cogniMs at some 
manufacturer*may wishi to label their 
antiseptic drug Rroducts with all df the 
allowable i~~i~~t~o~a fbr a particular 
actfveingtidient and &at this niay g$m, 
rise ta diffictilti~~s in iticorporating all bf 
the information on a product’s vaziaus 
us8s in the limbed spice dn an OTC 
label. The agenay wishes to point out 
that some :iortiqns of the propoaeed 
indications ark optional, i.e., the 
exampbs incluefed in bath the 
antiseptic and freaiti~caie 
handdash indications, ‘an % 

ersonnttf 
need not be, 

incpgporated in the labeling et all, In 
addition, manufacturers are frse’to 
design ways ofincorpor+.i~gaiI~the 
inforqtion on $he‘yarious uses of their 
drug product through ti%e use ‘of fl$ 
labels, redesflfnt@ packages, or pat Ja 
ins&%, 

ge 

The agency Is rovfding several 
exampS8s. of labe ing for * antiseptic P 
prod&t bontaintng povidbne-iodine 
when labeled asa sin&~.~~ or as a 
multi b-use produ&as followd3: 

1. dhsn labeled as a einalariuse 
product, Le., patient preop&ative skin 
preparation. 

a. Established name: povidonsiadine, 
b, Statement of identtty (any of t&se 

is aizceptabl$: 
(1) “antisept@“; 
(2) “patient pwoperative skin 

pre aration”: 
(5; ‘~~tisep~~patient. p~opera~ve 

Sk: ~~~~~~~;‘* 
(1) When c&y, “antiseptic? is us@ in 

the statement ofjdentity: 
“Patfient pr8operatiire skin 

pre aration: - 
l! ellas to reduce bacteria that 

pote&&lly can clause skin infection.” 
(2) W&en patieint #eoperativs skin 

preparation is u&d as of included as 
part ofthe statetient nfidefitity: “‘Hflllps 
to reduce bacteria that potentially can 
cause skin infection.‘” 

d, I&e&ions.; (Insert directions in 
§ 333,4W(dl. 

b, 2, When la led es e mdtipte-use 
product, Le., pqtient prqopqra%ive skip 
prepar@ion, antiseptic h,Fndwash or ’ 
health-car8 personnel handwash, and 
surgicat hand scliib. 

a. Established name: povidone-Mine. 
b. Sttrtement of identity {any of these 

is acceptable): 
(11 “Imti!3Il tic”; 
Iz) f’patfen prqqerative skin P 

re 
RP 

aration, antiseptic handwash or 
ea th-oare personnel handwash, and 

surgical hand scrub’*: 

sh to help reduce 
t potentially can cause 

CflseeWa .mPor hapdwashing to reduce 
tiefeda im the skin (which may be 
firllokqcl by tine OF more of the 
foI~owing~a~~r @angins diapers, after 
a~s~st~~~ i@ Ip;efsons, or before contact 
with 5 pereon und8r m&co1 CBIEP or 
UoatmentI~ +rgical hand scrub: 
Si~~~~tly reduces the number of 
micro-oq&ni$ms on the hands and 
fomei~~s prior- to surgery or patient 
car?,” 

ii&d&l& the monugh 
ctiment r&quested clari 

‘5. Another 
Ii cation of the 

ag~~~~‘a v&w& on trays or kits that 
c+nt@p, @&done-iodine and disposable 
i&~ent~ fscissqrs, forceps, and 
~~~a~~ 

8 
acked in a sterkle 

wliich:m? esigned to reduce 1 
a&age, 
8 

incidence &f dko~s~tnfecticm in has It&. 
This tent&v@ final monograph -8 bes 

n~,~~~de far the use of devices such 
as.b~~bes~.~r iiponges imp-a&d with 
~~~rn~‘~~al~, or of trays ok kits that 
contain p~ido~~~~ne and diqjosable 
ins~men~s, bWause rhe man 
~~~end~ tq ~~~ate”o~ly OTC YE 

ph is 

active invents. Since these 
rg 

cor&m$nts pera submrtted, the agency 
has.ea~b~i~~ procedwss [see 2% CFR 
part 3) &s&&Q how it determines 
Which ~~~cy.,com~onent has primary 
jufisdi~tiorm for the pmmarket review 
end ~~la~~o~ of products comprised of 
any cmnbinat fan of a drug and a devioa. 
In addition,n, interested parties am 
encour~e~ to read the following 
d~u~~~t t&f, 1) for guidance: 
~‘I~~e~t~~ Agreement Between the 



Center for DN% Evaluetion and Researxzh 
and the Center-for Devices and ’ 
Radiological He&h.” (See f 3.5 (21 CF+R 
3.51.) This agreement is on file in the 
Dodtets Management Branch (address 
abova), 

(11 Intercenter Agreement Between 
the Center for Drug Evaluation and 
Research and +he Center for De&es and 
Radiological Health in OTC Vol. 
230001, Docket No. PBN-lEJH, Docksts 
Management Branch; 

5. One comment expressed 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 personodl, 
many consumers have a need for. 
cleansing products containing 
antibacterial agents for the purpose of 
promoting good individual and f+mily 
hygiene. Uses for such products include 
the following: (If To reduce bactQria on 
the hands and face to a gr+er e-&tent 
than can be accomplisheid with ordinary 
soap, and to prevent accumulation of 
bacteria from patent&l sourcQs of 
contamination. The following fWmpies 
wQre cited: Cleansing oneself after 
changing a baby’s diaper, or after 
assisting aged or ill members of the 
household with their toIlat needs, and . 
before 
sdded Ii 

reparing a family meal. (2) The 
en&t ofan antibacterial 

cleanser for the minute cuts and 
abrasions from shaving and orher 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 sslts of 
fatty acids) can be irritating or too, 
drying for some individuals’ ne$% The 
comment recommended a new product 
class under proposed 5 333.90(a) (skin 
antiseptic) to be identified as 
“Antimicrobial (or Antibacterial) 
Personal Cleanser” with claims such 8s 

‘*decreases bacteria on the skin” and 
“contains an antibacterial agenL”,The 
comment also suggested that the lo-day 
maximum use limitation would not be 
appropriate for this product class, but 
use could be restricted to 5 or 10 timas 
daily. 

Another comment recommende$ that 
antimicrobial soaps be allowed to make 
claims relating to general health care 
and pelgonal hygiene similar to tbs 
claims allowed For heel&care 
personnel handwashes, The comment 
stated that an antbnicroblal soap wit! 
reduce bacterJe or the transfer of 
potentially patboganic micro-ogenisms 
in the home and, therefore, servos 8s s 
preventive health care atd in contraIlIng 
hiseases. 

A third comment requested the 
addition of a fourth indication for 

aJcok5J 4qctJve JngredJQnt5 in propoeed 
§ 333:9?3fbl to allow us53 as en 

Severlil prieg pmposed by on3 &x&ammtt; 
i.e.. “minute &its and abrasions &iWi :’ 

tO&ACSUd0fh0WOldS 
urmw** in the 



individual and family h .g]gne** are 
~nddod to be twmp OS of etatomenta r 
not sfgnfRcantly related @the aafa and 
effncliw use of rho 
outside the SOPS o F 

roduct tid thus am 
the miem&ng. 

Such statemants may be, included inthe 
labeling of these OTC drug products 
subject to the statutory provisions 
against .false or misleading labeling. 

The agsncy has determined that the 
indication proposed for antiseptic 
handwash drug products is also 
appropriate for health-care personnel 
handwashes and is also 
following indication for t: 

reposing the 
ealth-care 

personnei handwashes. “For 
handwashing to d%creese bacteria on the 
skin” (which may be followed by one or 
more of the following: “aRer changing 
diapers,” ” aRer assisting ill p%raons.” or 
“before contact with a person under 
medical car% or treatment.‘:) In addition 
to the indication proposed above, the 
agency is proposing that health-care 
personnsl handwashes may also bear 
the followin indication: “Handwash to 
halp reduce t acteria that potentially can 
cause disease.” The agency is proposing 
the statement “recommended for 
repeated us%” as an “other a)loweble 
indication” for antiseptic or health-care 
personnel handwash drug products (see 
below). 

The agency s%es 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 unIess there 
is a particular safety or efficacy reason 
for doing so. Antimicrobial ingredients 
may be formulated a9 soaps for som% of 
the us%s 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 ar% king proposed to bo more 
informative to the user+ of tbes% 
products. 

Based upon the comments, the agency 
is proposing labeling appropriate for 
professional or consumer uses as 
follows: 
Section 333,455 tabeling of Antisepfic 
Handwash or Heahh-Cam Personnel ’ 
Handwash Drv& Produsts. 

(a) Stotenrent ofidenflfy. The labeling 
of the product contains the established 
name of the drug, if any, and idantifies 
the product as an “antiseptic,” as stated 
above under fi 333430(a), and/or 
“antiseptic handwash,” ot “health-care 
personnel handwash.” 

$1 fndlcatlans. * * * 
(I ) nor ptaducts lab&d os a healih- 

care personnel handwash. “Handwash 

@I For pmhcfs labeled us an 
icmbial flora due to 

ant~%%~tic h@wush.- ‘Yor handwa@ng 
to dwmase bacteriaon the skin!’ (which’. 
may be followed by one or more of the 
fo!loWing: “after changing diapers,” 
“aRer as&tin@11 ‘p&sons,” or “before 
contact with a person under medical 
car% or tmatment.“) 

(3) ,Ot&r al@tiable Indications fir 
gqun: 

p~~du~ls iab&&akr ~~r~~~-a~~~~~p~~ or 
In sp 

&&ive activity. 
33$3(d) of the previous tentative 

for repeatad y%.” 
preparation designed for frecluent use; it 

tXb$r ~ab@ng &&mrJ raquested by the 
reduces tbs nninbor of transient $ricro- 

comments-for Rrst aid antiseptics&e 
~~i~$o~ &act &,$n to an $&t&d 

not bsfng included&t the tentaifve deal 
manogittiph; The agency believes that 
the general cl&G ‘tfor handwashing to 
decmse bacteria on the.skin” 
encompasses the variet of uses, for 

e 

K 
romcting guqd jndtvf d: ual and fainf)y 
ygiene. The a#en$zy tentativ%iy 

concludes that the-labeling s~te~e~ts 
propowd above express ihe game 

activity d$ring the interval between 

concapts as.th%,)abeling suggested by 
~a~~~~gs~~n~ is importunt to a safa and 

the commeilts in langua e that can be 
effective .&&h-cm personnel 

more readily understoo by the IB 
handtiasb E43 FR 12151. Th%Panel 

, 
consumer. 

expi~e~~~t a pmperty such 33 
.p~~en~, which a&s to 

F 
tivetit ihe 

C. C&men&on Dofnitions gqw&h or,.e#abLishm%nt o .trartsient 
6. dne comment objected to a portion _ 

of th% deffnftfon far‘heghhcare 
personnel ham&ash in § 333,3(d) of then 
tentative final monograph that #ate3 
that the ~~~~~ob~a!,egent is ‘“broed- 
spectrum” ena “if poasfble, pereistent2’ 
The comment argued that, because these 

the 

hmdwasheg ar% used 50 to 200 times 
daily, persist&e of affitct is 
unnecessary, Th5 comment also 
questioned the izeid for a broad. 
spectrum antiti&xobial; stating thnt 
StbPh~~~oea~§s:e~~~e~~d~s fS. 
epid~~~d~~.~~e~~~y is &s only 
niiturai~ mid&it, bacteria on the sWn, 

skin ttogil hxwl that tb% predorrdnant 

and oiber trariio~an~~micio-orgen~smsare 
Barnum 6f the non& Ilora arqram 

more likely to be removed mitcba&al~y 
p&it&e cqcci and diptheroids rued not 

by wephtng tfian,by antimiti~ial 
SW ~~~~~~~~~; as the comment 
fridieatits. “i’ho Penal stated i%&ber that 

action. The comment suggested .&tat the 
choice to use ornot to use a broad; 
sp?ctPum~entimfcrobial.ingred~e~~ . . . . ,- - , . shouldbe left totbe manufacturer. forms sue+ a$ ,yeast ma 

I 
BISO oe 

Another coinment 
the.,~~~~rn~~ for “ & 

dinted oyt that 
road s 

~~de~t~ of the &n of 
trum” 

e&hy 
III 



nonantimicrobial soap or detergent 
pduct. However, the Panel concluded 
that transient micro-organisms may 
become part of the establistipd 
“resident” flora with time. and stated 
that in a health-care sittiation. the fast, 
effective removal of transient micko- 
organkms is a requireinent because they 
may be pathogenic (39 FR 33103 at 
33 11.5). The Panel recommended that 
health-care p&sonnel handwash drug 
products containing an ‘kntitiicrobiaj 
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 againstgram 
positive and gram negative bacteria, 
fungi, and viruses (39 FR 33115). 
Because transient micr&organisms 
present on the skinmay include widely 
diverse species, resulting fram contact 
with contaminated personsand 
materials, the agency CO~C~U~MI 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 is the prevention of 
nosocomial (hospital acquired) 
infections. the apencv believes that 
these dru$ prod&% ihould have 
demonstrable antimicrobial activity 
against a microbial spectrum that 
includes the micro-organisms associated 
with these infections. As discussed in 
section I.N.. comment 28, the agency% 
proposing, in 5 333.47OCa!(i#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 9 333.403(b) of this amended 
tentative final monograph: “&ood 
speckurn uciivity. A 
formulated drug pr 0% 

roperly 
u&.containing an 

ingredient inctuded in the monograpli, 
that possesses in vitro activity against 
the micro-organisms listed in 
5 333.47O(a)(i)(ii), as damonstrated by 
fn vitro minimum irihibitory 
concentration determinations conducted 
according to methodology in 
5 333.47O(a)(l)jii).” This methodology 
has been developed by the National 
Cammittet, for Clinical Standards 
(NCCL9) (Ref. t), hkhough mlcm* 
nrganlrmr fn additton la those listed 
may atrrr, be used ftr tadlng, ‘I he rr#may 

lhn tnnt lnlt:rl)~tl~nlii~lrIr 

identified im !$%3.47p(a](~)(ii) for any 
necessary com$tknke testing. 

The rrgen~y~~infs to emphasize that 
in this amended.tentative final 
monoeph ttra broad-spectrum cr&rion 
applied to final-formulatbd drug , 
producTs used .asan antiseptic 
handwash or he&h+oare persannef 
handwash, pati$mt p?eopert&e”&n, 
preparation, and:surgidrti hand scrub. 
Althorigb the QWgory I active 
ingta+mts cu&ntly iindluded in this 
amend&i tenttit,iole fQ+nonograph & 
broad spectrum independent of 
formulation, sonle Cat&gory III 
~%~sep~ic,in~~~ents’ have limited 
spectm (activity .a i&t t&y gram 
positive bactkrk or example, 7 
chloroxylsnol @a8 Wtion 1.G.. 
cdmment %2l and triclosan [see section 
It,. comment 23&but wheti prop@y 
formukted in a.%nai product the 
spectrum can be brotideng,d fo int3ude 
additizlnal activity against the test 
rnic~-Q~a~~srns~ th8.tiby possibly 
enabli!& these ingredienta to becQm8 
category 1. A@&&h the.aaenQ’ @ggreeS 
with the’ ff rst CQmment t&at the 
manufa&uG r&jy use or not use a 
broad&pew @#e&M in a 
particu&++r h&&h-care antisgptic dfilg 
product, ~8’~~S~~~ prQduct must 
demonstrate in vitro activity against the 
spticifk rnic~~~a~i~rn~ listed in 
propoid 5 333*~7O~a~(l~(ii~ 

In response &the second comm@, 
that broadirpactxum wa&inconsistently 
applied In the d&nitions of the three 
$k+ld ChlSSes, the agency has 
reevaluated the‘i&ue’and b%lieV8S that 
all pwdkt &ass& sh&ld be &road 
ape&urn, ;As‘siefed iri th%~t?en&tive‘final 
monomph (43;FjX 1210‘8t lal$], I 
mainta#ning the balance amon qpe&s 
of micro-organistis constituting the 
normd skin flog* ismore likely to be 
threate&d.by us@ of antimicrobial 
products with i: limited spectrum. Ako 
rnwh of $18 data conckning ~e’~p~~d. 
of lafectk+n&n b~sp~tala~indicat~ t&at 
the use tif an ~timicioblal irvfth brqad 
spedtrum actkt$ wouM’h83p pn3ventf. 
this Issit sectidn HI;, con@nent 91i Bas@ 
on the reasons tisn@otzed abau8, the 
agency$s propos@g to include “brqd 
spectruxp” in tkk ,defiriitians of the three 
productklasseii iacluded in this 
tantatfve final ~~no~raph~ 

re5trict OTC tabeling claims to exact 
wordigg, tp the sxclusi~n of what the 

aqd effW&e Use of these products. 
Servekd comments maintained that 
rn”~,~~o~~~ have a constitutional 
X’@ht fQ US% Sr)J’ fl’llthfid, l%OllldS18adtng 
labelirtg Wdai t&&r& amendmslrjt. To 
aupp~ltt ,th$r position, the comments 
cite$ Big&W v, Vfirginiu, 421 U.S. 809 

itegieter of May 1,19W 

&al 
e-agency published a 

~~e.~~3ing its Iabe&ng palicy 



and nOnmisleading language that would 
be allowed alsowhere in the Iabeling. In 
accordance with the revised labehng 
policy. such statements would not be 
included in a final mono ra 

In preparing this amen w 
h. 

e tentative 
final monograph, the agency has 
mevaluated these “other allowable 
statements” to determine whether they 
should be incerporated, wherevor 
ptssible, as part of the indication5 
developed under the mono 

The agency has revfewe %  
raph, 
the “Other 

AiloivobTIe S~otements” 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 
3 333.97 for surgical hand scrub. The 
statement “recommended for repeated 
use” proposed for a health-oar8 - 
Oersonnel handwash has been included 
in this amended tentative final 
monograph as an “other allowable 
indication” in 

cf 
roposed $333.455 for 

antiseptic han wash or health-care 
personnel handwasb drug products. 
[See section LB.. comment 5%) 
* The terms “broad spectrum” and 
“fast-acting” (if applicable) were 
proposed as “Other Allowubie 
Sto:ernents” for all three of these 
product classes in the previous tentative 
final monograph. As discussed in 
section I.C., comment 8, the agency is 
proposing to include “broad sp8ctrum” 
in the definition of the tbree,product 
classes included in this amended 
tentative final monograph. Although the 
term “broad spectrum” is included in 
the definitions of these product classes, 
the agency doas not see a need to 
include this information in the 
“indications” for the58 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 
product5 as additional i’nfonnation 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 reauired 
information. Other pmvious~y*propOSed 
“Other Allowable Stutement’s.” i.e.. 
“‘contain5 antibacterial ingredient(s).” 
“cant&s antimicrobial Lngrodient(st,” 
and “nonirritating.” are not related in a 
significant way to tha safe and effective 
use of the50 roducts. The agency does 
not b8iiev8 t it at statement8 such as 
“contafns antibacterial ingredientfs)” or 
“contains antimlcroblal Ingredlentfs)” 

roducts intended 

portion of th8 l&elirrg required by. the 
monograph. ,&fkewiee, the t8l+t 
“n0~~~ta~ng.D~ may appear as 
additional j~F~ati~~ to the health- 
care professioual; provided it does not 

that is false or m@8adf+ - 
‘8. SaV8rd cou%m%nts rdauested that 

cetiain warnfngs mquitidin the 
labeling of OTC drug products marketed 
for the”$enereI public should, not,be 
required on such produds $iitributed 
only to health professionals a& iaWe 
pr ima@Ky for us&n W&h-care facilitfes 
as in proposed $$333.99 f’Professiona1 
labeling” (43‘F~~l210 at 1248and 
1249). ]EX~~&ECitSd W&8 tit8 
cautiatawy statements for “skin‘ 
antiseptic” tid “‘skin wound 
prOtectaW in proposed $5 333.f%N&9 
and .333,93[c)@] Wo not use this 
product for more than 10 days, If the 
fnfeotion (cond~~~o~~ worsens or 
pent5t&S see 
“skin woun d 

ctu@ physician,“’ and fay 
plistecttit’” in proposed, 

$j 333,93(-c)(7) Wo riot u* On ObrOme 
skin cetiditionss,5u0h as leg ulcer;s, 
diaper rash, or hand ~czmwi.” The 
comments stated that the profess@mal 
USQ of these producta sometimes differs 
from wnsumamse end that prodxmts 
wbicb are rnarke~d.0~1~ to health-Oare 
institut#ons and are digpensed aixd 
admintstemd by profe@onals should 
only c0ntain warnings that appty”t0 
professional use..C@e camment 
concludstd ~at,~~~~~.p~fea~~nal 
labeling to cont&@ a caution such a5 in 
proposed $333+93@)(7] could possibly 
subjeot the heahh-care facility and the : 

f 
hysiciiui-to unwsrranted roduot 

iabflityciaims,.although tft e particuhrr 
use of-the pro#rct under medical 
supervision is entirely justified and 
necessary for pmpsr treatment af the 
pstient.,One afthe comments stated that 
flexibility shciuid be provided ao that 
rna~~fa~t~~~ can utilf@ only those 
wamlngs that arti appropriate fof 
professional peisbn~el when packagtas. 
are ~st~~~erfi~~~ealth-~ro.facillMe~ or 
wham Stoptca? :~~t~mi~~b~al produot Is 
usad as plrrt of a $our@e of tmatmnt 
sefected:by ~o’cl~nicja~. 

In th&%deraI ~eg~~~ of,.~ove~~ 
12,1973‘(38 FP’%m0T,~the agency 

P 
u~ljshed the ttintativr, final rnoa~~h 

or M’Cantacid drug products, in 

whiob ths s7cEmxlpt ol athtcal labexfng for 
OTC drtiggwodirda was Amt dfsoussed 
in tzommsnt 58,s: 38 Pi2 31284. Thtu-8, 
lb8 ageti;csI st&d that the warnina 



the comment pointed out, rofessional 
use of these products is dl ferent than P 
consumeruse and, in some instaGes, 
use of the product on the above. .-_._ 
mentioned skin conditions under 
medical supervision may be justified 
and necessary for 
the patient. There P 

roper treatment of 
or&this cautionary 

statement is not being included in this 
tentafjve final mono raph. 

This tentative Rna monograph P 
addresses specifically the use of these 
topical antiseptic drug 
health-care professiomi P 

roducts by 
s and in health- 

care facilities. The labeling proposed for 
those products in this document 
represents that labeling which the 
agency believes healthbeare 
professionals need,10 properly use these 
products. Therefore, the agency believes 
that the warnin 
5 333.450(c) of tt, 

5 proposed in 
is tentative final 

monograph should appear in the 
Iabeling of’these products that are 
directed to health-care profesrionals and 
health-care facilities, even if the product 
is marketed principally to these sources 
only. However, the agency believes, that 
one of these warnings Fan be modified 
if the product is labeled “For Hospital 
and Professionel Use Only.” In such 
cases, the second sentence of the 
warning proposed in $333.450(~)(3,), 
regarding consulting e doctor, can be 
deleted. This concept is being included 
in this tentative final monograph, (See 
§ 333.450(d).) 

In responding ta the comments 
regarding the warnings in the 
“Professional labeling“ sectiw 
(8 333.99) of the previous tentative final 
monograph, the agency has determined 
that these warnings are no longer 
necessary. Accordingly, 5 333.9%isenot 
being included in this &mended 
tentative final monogmph. [See section 
I.D.. comment 9 for discussion of 
5 333.99(a), and section II., comment 21 
for discussion of 5 333‘99(b).,Also, see 
section Il.&, paragraph 14 in the first 
aid antiseptic segment of this tentative 
final monograph fS6 FR 33644 at 336761 
for discussion of $333.99(c).) 

9. Several comments made 
recommendations regaiding the 
requirement that professional labeling 
for t!l classes of OTC lopical 
antimicrobial drug products must 
contain the caution statement in 
proposed 5 333.99(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 exhple, qwalemary 

ammonium comp~~nd5 and trick&n, 
which ha+ been ~5o~l~ted with the 
owegrmlh ofg~am-~~ati~3 mi-cro- 

tsms, sper.WicaIly ~5eu~omo~os* 
commenls~oontended that rePort5 
tamination‘of benzalBojni~ 

&oride solutions with -Pseu~omone5 
and Entrshb~cteria species were 
basically the iesdlt‘of.misuse, im$rqx8f 
storage and diiutioir, poor technique, 
and coi&+mination with ~e~~~~n~ 
~hemicals$%re comment recommended 
that the 
§ $33.99 P 

roposed caution statementin 
a] should be changed,to read: 

“Improper use or overu5e * *- **“,and 
cltod the di5cussi.on Of the pMpO5e& 
warning for quaternary ~rno~i~ 
compounds by the agency at 43 PR-1237 
w$we the, hrase 
w@s inclu B 

‘.‘misus;e or bvew1.156~~ 
ed, Another comment 

objected to the caution, a~~i~g-~~~t it 
is based on theoretical considerations 
only andthem is no publish&l oliaical 
evidence ~.~pI~~ti~g quaternary 
ammonium conipounda. Still. another 
comment saated that its quaternary 
ammoniuni compound product pamed 
the commenIy used test for 
Ps&udomonasactivity. 

in defense Of triclosan”s imptication 
ixi ~~e~d~o~o~-o~e~ro~, on&3 
comment argued that ove@rowth was ’ 
just an u~~ro~en,hy~o~esl~ and ’ 
submitted the “Summary for Ba&r of 
Approval” from an approved tie&~ drug s 
8 plication (NDA) for chIorhe~fd~~e 
g uconate-(Ref. I) which included d&a P 
on a sk$n.flora study that in&&d & 
iqxeasing, continuous gram-negative 
growth onlylin the axillary &rea over,& 
6:month period, even‘though. 
chlorhexf@ne 1s active against gram- 
na alive &ro:organisms. The eommept 
re erred to FDA’s Divisian of Anti- f8 ~ 

a product. 
Several comment5 pointed outthat 

darxa on pavlrlone-itsdine have proven, 
-broad spe&xm effectiveness, ‘tiferring 
to the Centers for Disease’ControI and’ 
Pmvantion$ (CDC) recammendafion 
(Ref. 2) for using this ingredient for slrjn 
p~parati~:be~or~in~aven~u~ cathefer 
insertion and other.procediiri to 
reduce infection, ‘l$e comments alleo 
noted that& a study hy Houang et aI1 
(Ref. 31, in which 20 tranrifers of 7 gram- 
negative micro-on+sms (including 
Pseudomonix atwugkbsu (P. 
aerughxml) were made, the minimum 
inhibitory o$tientration aid not changti 
supporting the fact that repeated ~58 3f 
p~vldon~~~di~e would not result in 
resistant rn~e-o~~nisrns~ Par these 
ratsons, these comments ~~ornrne~~~ 

3.Waf shouldbe revisexl to’ 
povldone=iodine. 

Afh B thorough review and 
evaluation of the available data, the 
5gen,@ concludes that the Professional 
&tlyl&g. c&lion that overuse of an 
~tlrn~~obi~i drug product may cause 
an ove~o~ ofgram-negative micro- 
wgtw$uns is not neeesmry. In the 
previ-ous tentative Anal monograph (43 
l?R 22Wat lZl21, the agency slated its 
awarenass‘ of the theory that gram- 
~~attve~ba~~eria will replace gram- 
p&&&e bacteria that are reduced in 
n~ber or eliminated by use of 
~li~~obi8Is and encouraged research 
to ter& the validity of the theory. The 
sgency also recalled the Panel’s 
,h~~~S~ing.~e nead for research on 
m~~~bi~.0~010 y of the akin and its 
coqqm about ST e effect of ovoruse of 
~ti~Icr~bia1 drug products, especially 

K 
rod@& with a limited spectrum, in 
‘:o5pitals and other closed populations. 

Therefore, the agency proposed the 
~ref~5l~~al labeling caution in 
~333:9~~aI “for certain antiinicrobial 
in~~edie~s ap 
* * * used ip t 

roved for OTC drug use 
ealth-care facflities” (43 

RR 1323). However, the agency 
$mcIuded that the limited consumer 

agfmcy’s~revfew~oi numerous ikports 
and studies on quetetiary arnmoniuni 
cotipounds and other antimicrohials 

10) indicates that 
contamination, such 

appl 
f aseptic technique when 

shri f 
ing.intravenous infusions and 
igatfon kihre of the item5 used 

(bottles, tubing, diiatilled wafer used in 
ben&lkoniunt .&lorideI, werir 

and not overuse of 
benz@oni.um chloride. The’ agency 
di5cu5s$ this problem in the Previous 
tentft$ve final mOnograph and stated 
~~~~~~~~pe~s that prac&es in the 
beal~-~ fiicllity environments whem 
quate$nary ammoziium compounds are 
commonly used oftenfall short of’the 
rn~~~~~~~~s~~ toprevent 
outbox ofinfection. (See comment 61 
43 FR,IZ20 al 1218.1 Benzalkonium 
chloride 4s mart-prone to become 
c~~~i~ated for several reasons that 
were brytghi out in the studies: (1) 
Pseudbm~nas species am among the 
bacteria most resistant to surface-active 
agetils like quaternary ammo&m 
compounds, [2) The usual quaternary 
ammonium compound txmcentration 
appear lo bi, ineffective again5t some 
species, such as Pseudumanas tquckz. 



an wpism which Qs been seported to 
have been associated with hospital 
infections. One study showed that this 
organism survived 14 years in a salt _ 
solution preserved with OiO5 percent 
benzalkonium chloride. (3) Organic 
materials (gauze, cotton, cork in 
stoppers, soaps), inorganic matter, 
protein, and anionic substances 
inactivate quaternary ammonium 
compounds. (4) Hospital ‘ersonnel are 
unfamiliar with these pro & lems 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 “ov8rpo,” is the 
cause of benzalkonium chloride-being 
implicated in Pseudomontis 
contamination end that thereis a lack of 
data demonslrating “overus8” 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 Pseudomonbs 
overgrowth. The “Summary for Basis of 
Approval” from an approved NDA for 
chlorhexidine gluconate (Ref. 1) cites a 
skin flora study that indicated that the 
axilla was an aree where gram-negative 
micro-organisms continued to be 
isolated e Jen 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 surgtcal 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 

f: 
rowth of Pseudomonas’ 

because of the ack of moisture. In 
defending triclosan, the comment 
contended that this innredient is 
bacteriostatic and doegnot’eliminate all 
gram-positive bacteria; therefore, it 
would not predispose for gram-negative 
overgrowth. Triclosan has been 
implicated in Pseudomonas 
contamination because it is prim&y 
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 Serrafia 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 imj?Iicated in 
Pseudomonas hospital infections more 
frequently than povidone-iodine, but 

studies Sndicate that ‘dverusei~of these 
or any entfm3’crbbial has not been &e 
CtiUSei FS~U,~OFnonQs species may 
become domhant~becauseof inherent 
resistant factors which enable them‘to 
survive the effects of many antibiotics 
and antise 
addition, tK 

tf$s (Refs. 12,13, and..l4).‘In 
is genus is ubiqulto~~~-food 

in bq_h soil aw%yatar, and cm multi 
in almoat anyrinolst’snvi~nme~t”w~ J: 

ly 

even a trace cf nrganic material (Ref. 
151. 

The, agency bell8ves that the data and 
reports, ha+ not provid8d specific 
evidence that Mtpeated use of health- 
care antiseptics, inci~d~n~ 
benz~lkonium chloride and tri~losan. ’ 
havebrought ah&t overgrowthof gram- 
negatfve bactetia. ‘~a~lcul~lv 
Pskdomdtiaq. nit; sgiw$ a‘jjmes .wlth 
the c6mmenb $l-q~ improPer us8, failure 
of hospital 
labding in B 

eraonnel to use accord&~ to 
lc~lo~s~~ons~ptic 

techrilque la d$lutin$ and ,handling, arid; 
lack nf good qq@ity control~o enSum 
sterfBt$ of Rims in ‘Fantrict with 
antiseptics, such as sttnile distille& 
wateri hosinir. and recentacles,~ate 
rm onsfble,” ’ * 

;P h8 study by Houang et al, (Ref. S) 
show& that ~p~~~ in vitro expmum of- 

tentative final:monograph. If new _ 
information ir$lcates a need for,a’ 
cautiouary stat8ment, the agency will 
consider appropriate acticn at that t&n8 
ReEerences ’ 

(11 “Summary for Besir of Approval, 
Chlorhaxidine Cluconete~’ NDA,f&768, 
Comment No, St$QZZ, Docket No. 25N- 
Of&%, Dxkets M~~~~eme~t-Bre~~~ 

(2) “~~mrn~~et~o~~ far the Insartiou 
and Maintenance of Plssttc lntravsnows 



.314,X? 

percent alcohol formulated in an 
emolliented vehicle and dieponsed as a 
foam (Ref. 1) and requested that aloohol 
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 scrubl 
health-care personnel ha&wash, 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 
quickfy to decrease the number of 
micro-organisms on the skin surface. 
Erich minute that scrubbed hands and 
arms were immersed in approximately 
77 percent ethyl alcohol byvolume 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.8 topical 
antimicrobial preparation in 
concentrations of 50 to 98 nercent bv 
volume in an aqueaus sol&m, The- 
following indications were prdposed: 

(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 topicai antimicrobial 
use, in the Federal Register’of May 21, 
1982.47 FR 22324.) 

The submissions (Refs. 1 and 21 
included effectiveness data and labeling 
for a currently marketed product 
containing 62 percent ethyl alcohol 
formulated in an emoliiented 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 1.242). 
Statistical analyses showed microbial 
reduction to be highly significant. A 
glcve juice test showedthat,alcohol 
foam reduced the baseline number oi 
bacteria present in normal skin florai 
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 show~d~mi~obial.r~du~ion on test 
subjects’ liari&+ artifleially’ 
contaminated v+ith Sermtia ntarces&na 
(5. morcescensJ, Microbial reduction 
averaged 3.3 lo& after 5 treatmorns and: 
3.63 lugs after25 treatments. In vitro 
data, derived from studies usin& S. 
murcescens as the test ,bacteria,>howed 
that alcohol properly formulated in an 
emoll~ented~ve~~cie and dispensed as a 
foam, signi~ca~tly reduced the number 
of test ‘bacteria, in 20 percent serum, 
within,15 secdnds. * 

Based on these data and the 
f2onciuSions .of the Miscellaneous 
External Panel (47 F$? 223241; fhe 
agency concludes that alcohol, when 
properly formulated;is effective for use 
as a surgical hand scrub and antiseptic 
hand&ash or health-care personnel 
handwash. Because it is well 
established t~a~~alcohol alone does not 
provide persistence, the agency,notes 
that a preservative agent in the vehicle 
provided the persistent effeot to 
maintsin reduction izi the baseline,- 
number of bacteria for 6 heurs as 
reqriired to demonstrate efficacy as a 
sir 

ft. 
ioal hand,&rub drug product. 
e agency is including alcohpl in 

proposed § 3$3.416(a) (antiseptic 
handtiash or health-care personnel 
handwash), 5 333.412(al (patient, 
preoperative skin p~p~~tion~,.~d 
0 333,&4(a) (~u,~icalh~d scrubl,,as 
followa ’ ‘AlcohoI 60 to 95 percent by 
volume in an aqueous solution 
denatured aecordina to Bureau of 
Abohol, Tobacco a;;d Firearms 
regulations in- 2t CFR’part 20;” Further, 
the agency findfthe Miscellaneous 
External Ptiel’s proposed Category I 
indic+ion for QTC alcahol drug 
products, i.e., “for preparation of the 
skin prior to en injection” to be an 
appropriate indi-cation fdr patient I 
preoperative skin preparation drug 
products. Based.on thatPanel’s 
recommendatibns, the agency is 
including thisindication as an 
additiunal claim for alcohol d&g 
pro&&s in $ ~33.46O~J~~) of the 
proposed monograph, 18 addition, baeed 
on that.Panef’istmilar 
recammendatioris for isopropyl alcohol 
(47 FR 22324 a&‘22329and 22332)&e 
agency is propaging thisindication for 
OTC isopropyl ,alcohol drug products in 
5 333.460&)[3f. .$s discussed in section 
LM., comment’28; theagency is 
proposing new effectiveness criteri-e‘for 
dru 

T R 
products labeled for this use. 
e monograph will alsoetate that an 

alcohol”drug‘p@duct must be properly 
formuiated, such as the product in an 
emolliented w&i& dispensed as a foam 
discussod aboti, to meet the test 
requirements in 5 333.470. This means 
that altiohol when intended for certain 

uses must be able to demonstrate 
~~~~ve~~~ by certain tests proposed 
i~,~ie~e~~tive final monograph, as 
f~ll~~s~(~) Antiseptic or health-crsre 

tp 
er&onne~,-handwash--$333.47b(b~(2), 
21 pati& preoperative skin 

~~~~~ti~~§~33.4?~~~ t3), and (3) 
surgiW,hand scrub+ 333.47Ot.bJ[lJ. As 
di~~sed~~~ eectioa LB,, comment 5. 
$e term. “antiseptic handwash”’ in lieu 
of “hand d%germer” is being proposed 

yithout wa!er rinsing, where water is 
not randily available, as fallows: “A 
‘palm@1 (5 grams) is dispensed in one 
haisd.:It &spread on both hands and 
rubbed into the skin until dry 
(app~~xi~t~ly 1 to 2 minut&l. A 
smaller amount 12.5 nramsf is then 
di~p~se~‘i~~o one h”mti, spread over 
both hands to wrist, and rubbed Wo the 
skin until~~~a~p~~rnateiy 30 
s&cond8).” The agency concurs with 
~%s%,~r~t~ons and is incorporating 
them jnto.its proposed directions for use 
fo+OTC to@& antiseptic drug 
~~od~~ts~‘~nc~~di~g alcohol, formulated 
for,use wi&out water in this tentative 
final monograph. See proposed 
# 933.4%9] and $333.465(c). 
~efe~~~ 

(i) Un ublished studies on emolltentsd 
alcohol osm (%2 percent atcohol);Comments Pi 
I@. ClOt$ C&%4, end CR7, Docket No, 7sN- 
0183, D&k&t8 Manugoment Branch. 

[a) ~i~~oi~gic~ evahzation of “Akxm 
Wan& Dirger$ner” on personnel in a new%orn 
lntff~sk~.cap unit, May 12.1977. 

&a) Results of a study of efficacy against j 
experimentel confamination of human skin, ’ 
lune 20,19Z%. 

~(c).~f~~~~y study with Vestal Foam results 
d”,e gbve’flbid, rrtudy, January 27.1875. 

(d) Ser&e fmmescens eMracy data for 
Ahwe; Fetmakv 20.1978. 

Il. Several comments requested that 
the ag~~cy,include,~l~rhe~idine 
glucon@e as 8 Gategary I ingredient in 
any aiyendad. tentative final monograph. 
The comm;ernis submitted references and 
data to establish general recognition of 
safety and ~~~tivene~ (Ref. I), and 
stjited$mt chlorhe$dine gluconate 
solution Is r%cognized in the “British 
Pha~aco~eia” (Ref. 2) and is 
fomulated.in a wide range of products 
that have been successfully marketed to 
e mat&al Went and for a material 
length of ti&e,in other countries. The 
comments asserted that when 
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formulated in compliance with FDA’s 
current good manufacturing practice 
m@tlations (21 CFR part 211), 
chforhexidine products aresafe and 
effective for use as skin wound 
cleansers. skin wound prot&%a~%s, 
patient preoperative skin preparations, 
skin antiseptics, surgical hand scrubs, 
and health-care personnel handwashes. 

A reply comment argued that 
chlorhexidine gluconats, currently 
marketed in the United States unde, 
approved new drug applications 
(NDA’s), is not eligible for an OTC drug 
monograph because the ingredient has 
not been marketed within this country 
to a material extent and for a material 
length of time. The comment added that 
variations in fina formulations may 
alter the safety and effectiveness of thtr 
ingredient. The comment submitted 
data (Ref. 3) to support this viewpoint 
and requested that chlorhetidine 
gluconate be classified in Category 11. 

In the previous tentative final 
monograph (43 RR lZSO), chlorhexidine 
giuconate (4 percent solution) was 
neither addressed nor categorized as 
Category I, II, or III. However, 
subsequent to the tentative final 
monograph, the agency granted a 
petition (Ref. 4) and in the Federal 
Register of March t&1979, reopened the 
administrative record to allow 
interested persons an opportunity to 
submit data and information (44 RR 
13041). The comments (Ref. 1) and reply 
comment (Ref. 2) were submitted in 
response to that notice. However, since 
that time a majority of the comments on 
chlorb.exidine submitted in iesponse 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 glucanate 4 .percent 
aqueous solution as a health-care 
antiseptic is a new drug and is not 
included in this tentative final 
monograph. 
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G. Ctwwnents oq Chfwcwy~~n~l 
l& A numberof comments disagreed 

with the age&y‘s ,C&*ory III 
classiticaticm of -chloroxylenol in the 
tentative final snono&!aphi They argued 
that a, &evaluation of the data 
previausly s~~~tted”ta the agency 
along with new,data that have been 
subm~~ed-(oafs, 1 through $6) would 
p,rovide adeqsmte justification for 
classif$ng ch~~~~len~l in Category I 
for safety-and %~fec~ve~sa for use in. 
antimicrobial soaps, he&&are 
personneI h~d~a~~s, patieat 
preoperative s~‘~p~~tio~s, skin 
antisep&cs, skin wand cleansers, akin 
wound prutrictants, a&d surgical hand. . 
scrubs.‘Severcl cornmeats pointed “out 
that tb.e AntEmicrobial II Panel 
un~~ousIy ~ixt.h$ed that 
chloroxyIeno1 i&generally ,recognized as 
safe for topical use in-athlete’s foot and 
jock-i&h preparations. 

Based upon the submitted data (R&s. , 
1 through 16) and other information 
reviewed by the&dmicrohial Pan&, 
the agency concluded In the amended 
tentative final tiaijogra h 
aid antiseptfc ‘x&@ pro x 

for OTC first 
ucts that 

chIoror&&moI (t&24 percent to 3.73 
p&e&) was safe but not effective for 
short-term use ,&s an tBTC >opical first 
aid antiseptic (?I& F’R 33fi44 at 3SSS~~. 
These data (R&s. 1 &rot& IS) ‘and. new 
data s~~~it~e~ under the agency’s 
“feedback” procedures (R8fs. i 7 through 
35) are^insuffl@ent to support a 
Ctttegsry I clas@Bcattin of the safety 
a@ effectivene.ss &he ingredient ‘for 
other long-term uses, e.g., antiseptic 
hand&@ or &ealthcare personnel 
ha&wash and .s$&cai hand scrub. The 
age~cy~~nclu~~ that chloroxylenol 
remains ciadified in Category II1 as an 
active ingredient fof ‘these uses., 
However, tba in@edient would be 
considered safe for short-term use as a 
patiant ~~o~a~~iv~ skin p~~r~~i~~ 
but remains in C;stego,ry II1 due to a l&k 
of effe&veneG data for *is use. 

In the, p~~c~$‘t~n~a~i~e final 
rn~o~raph~(43~~R 1210 et r222 anti 
t23@, the agaqy stated that the data 
were ~nsuf~c~~~t.tQ mdsssify 
chloroxylenol S&O CatSgory I, and the 
ingredient remsbrecl in Catagpy ?XI for 
safety ande~ect~vena$s..:?adicsti~g, 
concern Bibout thn absetptton of 
topically apptI~d a~t~rni~b~~~ dru 



of incomplete Studi8S (Ref. 2). The 
information also contained a protocol of 
a Planned preclinical study (pro)ected 
starting and completidn dates for 
experiments) which identified a Z- 
rat feeding study. Because this stu d 

ear 
y 

might resolve concerns~about long-term 
chronic toxicity. the agency requested 
the raw data (Ref. 31); however, the 
manufacturer declined to s&m@ the 
data, explaining that it is no longer 
interested in marketing chlorOxyleno1, 
that its study had not beencompleted, 
and that the study was conducted prior 
to establishment of lfie Good Laboratory 
Practices regulations (Ref. 32). 

In response to the 8&8nCy’S 
determination that data fram a Z-year rat 
feeding study were essential (Ref. 33), 
another manufacturer submitted 
additional information along with 
copies of already available ‘safety data 
(Ref. 34). The manufadurer explained 
that it believes that long-term safety 
data, i.e., 2-jf8af oral feeding study, 
while not currently aveilabIe, 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 

x 
rimarily 

for antimicrobial agents applie to the 
entire body surface and that approprfate 
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 t0 
describe the minimal r8 uirements for 
safety data that the Pane would find 1 
acceptable. Noting the contrast between 
the use of surgical hand scrub drug 
products (products used by adults in a 
limited area of the body for:a sptified 
time span) with ‘lifetime applicatlou to 
the ontire body in bar soaps, the 
manufacturer contended that while the 
use oi a surgical hand scrub is 
considered chronic us8, the exposure to 
the antimicrobial ingredient duringsuch 
use Is limit8d to tho hand and half tha 
distance to the elbow. The manufacturer 
further suggr&ed that one might simply 
regard the use of health-care antiseptic 
ingredients in handwashes .and surgical 
scrubs as repeated daily use in a limited 
area of the body. 

The manufacturer contended that data 
from a z-year feeding study would not 
contribute any information on the long 
term safety of chloroxylenol that is not 
already avaIlable ftom subchronic 
studies (Ref. 35). In suppert Of fts 
contcrttion, the manufactur@ submitted 
data from subchronic animal toxicity 
and human bathing studiea(Ref, 13) 
previously submitted in response to the 
tentative final monograph for CTC 

to+&1 ~~~~bi~ d&j ~~~~~~d 
to the ~~tirn~~ia~ ‘Mam3L tiij data ’ 
also Wuded c;omputer slmul&on~ 
itlOd8lS if&f. 3@ dfpfifsma levels at 
chloroxylenol that might oacu~after 
d8miri ‘a~p~~~~iO~a Of Varying 
concentratfona.of the ingredient. The 
simtr~atforis, ba.sed on urinary, exoretion , 
data &MD huti@ bath@ stud& 
prsdfet a laqk.Tf potent&l for 
acct&miati~n of ‘the iugmdient in 
humans. Subsequent submissiona &om 
the same mar&&turer included a 
r8viW ‘artmle on the toxicity of 
chloraxyletipf (Ref. 181, i rotras@v% 
analysis of th4 value of,&Onic animal 
toxicatogy SW&s ~p~~ace~~~- 
~mp&tnda (Ref. ~a), and,cupies of ail 
avaihrble toti& &$a for ch~o~~~~~~~ 
(Ref. 31). Iriclvded in tba toxicity d&a 
~89 R k.inet&a.t!talysis (Ref. 37) &data 
from buman a&d animal stud&s of tBe : 
iuf@f8nt pritv$ousfy submitted to the 
agency that also pred5cts that 
accumulation iti hunlana is hot lfk&y t0 
06CtW at reaso$rable~axposur8 1ev8k 
&tsed on the ahOve data and 
information, t$m maxmfacturrtr requested 
that the agency moonaider the necessity 
of a long-term animal. study- In response ” 
to the manufacttirer‘s request, a,public 
meetirrg was held to discuss the 
ava~l~~le,to~~~~~ data for chloroxylenol. 

the agency noted that 
chronic: studias of.the 

ingredient are of limited usefuhseas 
because they ivere Conduqted using a 
formUIat&d pro&q that aan~~ned 
isiipropy~ ak&bl, turpine5Is, end castor 
oil,soap in +d+&ion to chlor~xylsnol. 
The k@etic,modd wed in thrr s&dies 
was c~nside~~diinappropriate. A ane- 
compartment miodel, as;used in the 
analysis, is not mlevant to chloroxylenol 
due tq.its lipo hilic nature. The 
agatwy’s datai e?i com,mo~~a~~~ on ffle Y 
in the ~ke~~an~ernent Branch 
(It&. 58 and WJ). 

After con~dsring,themanufacturer’s 
comments and evaluating the data 
avail&lo at the time* the agency : 
concluded thatIh8 information was not 
adaquete to c~~~~~ th8 hw.tf Of 
ab~r~t~on , thy #istriWion, the 
metabohsm, and th8 excretion of 
chlomxylenol ‘fallowing topical 

.adrn~~~at~t~o~. jg a Sl8;8 lelter 10 the 
manufacturer (Ref. 401, th&SJ+6~ 
stated: (I) That data from the human 
bathing studfss reviewed arehighly 
v&able (absorption 0.5 to 13.7 pnt~~t), 
(2) the:enalyti&~ methodol~.~d Ia 
the shelies hed not been validated and 
'$&i&-&t s&S1 numbr of subjects 
invaded I&h% atudI%s medeit diffmuh 
to draw rne~n~~fuS conchisiona fr5m 
tho rePorted reairhs. The 8 

r 
ney 

~omm~~ted~-f~ber that JU mittad 



metabolic activatiun. Statistially 
significant increases in the prcent of 
aberrant tolls were also seen at the 75 
pg!mL dose in the absqnce of metabolic 
activation and et the 75 and 150, pgjmk 
doses in the presence of metabolic 
activation. No dose resRonse was 
apparent in ei,ther the activated or 
nonactivated systems. The investigator 
concluded that the results were 
equivocal in the nonadtivated test 
system and suspect in the adtivated test 
system. ” 

The results of the in vivo mouse 
micronucleus assay demonstrated a 
statistically significant .increase in 
micronucleated polychronrat~c 
erythrocytes in female mice 24 and,72 
hours after oral dosing ‘with 259 and 633 
milligrams per kiiapiram (mgfkg) doses 
of chloroxylenol. However, no dose 
response was apparent. The investigator 
considered the results to be a statistical 
anomaly based on unusually low mean 
micronucleus values in the negative 
control group at&the Iack of a dose 
response. However, the agency believes 
that because the observed increases 
were significantly elevated over thvse.of 
the negative controls (PS 0.01) and were 
reproducible at two dose 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 froni 
historical controls is inappropriate and 
has not changed its position on the data. 
The agency’s detailed comments are on 
li!e in the Dockets Management Branch 

- (Refs. 46 and 47). 
In light of the new data [Ref. 39) and 

the issues that they raise, the agency has 
again reexamined the data requirements 
necessary to sup 
use of this ingre x 

oft the safe chroni,c 
ient. 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: (~).Human studies conducted 
under maximal use conditions, Le.. 
repeated use as a surgGd scrub use 
*&here abrasion is follotied bv 
occlusion, characte.tizing the*level of 
absorption. the distribution, 
metabolism, and dimination of the 
ingredient, (2) a lifetime dermal 
carcinogenicity study (up to 2 years) in 
mice, and (3) an appropriate human 
epidemfological 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 order to 

relate the data derived from chrotii 
animal study to,hnmans. the tifetfme 
dmnal ~n~~~k~ty stuily ~h~~i~ 
also inelud~ concomitant absorption, 
d~~b~t~~, metabolism, and e+tion 
studies, A @&&for an ~~-tnor& 
dernial c@cinogenicity study.h& been 
submitted to the-agency Q&f. 48). @I& 
Bgency’s detailed comments and 
ev’~~st~~~ of-the d&and proto& am ’ 
on file in.@ Dockets Man~e~ent 
Bmnch (R&f 477,’ 

Regar&g t&y effecfivemss of 
chloroxyletiol, the agency stated the. 
following b the prevjous t~ta~~~~~~ 
monograph “Q&ns for braed spec’tiun 
activity have been made * * :; 
howevet, the CZommlssioner finds that 
inadequate effeciivtiness data .wera 
s~bmitfed..M~y.s~~~es were old and 
not performed wi& rnode~..~ti~~~ 
testing pr@e.dures. * * * e~~t~v~~~ss 
testing both in vitro and in viva c;houfd 
be done ia riccordance with the 
Guidelines” (4%RR:l236). 

The a$‘ 
if 

#cable effectivenes$ data 
submit& :by the comments were 
derived from ip vivs qdin-vi 
(Refs. l~th&$ugh 7 and 13 thro 
along with data subsequent&su 
u&der the “feedback” procadums &%t& 
22+hrough 28 and ~0); 

Data from in viva alove iuice studies ’ 
(Refs. 1,‘2, iQ,‘and ,5$ d?~~~t~d~~~~ 
antiseptic activity of ;chlaroxy)en&n a I 
range of 3 to 375 percent when 
fffrmul3ted Sn an aqueous s~factant 
vehicb3. Chh~~~@rm~ formu~atiens are 
substantive %n @dr activity, i:e.,‘they du 
not produce anjnitial h~g~,~d~~t~o~ in 
the-nurnber.~ofbteria but after ,mpeate$ 
us4 (routine use), they reduce :&e 
baseline nmnber of bacteria and 
suppress ba@risll growth for 6 hours. In 
viva data for surgical hand scrub 
products container ~lo~~~~~~~‘?t 
concentratiens lo.wer than 3.percent am 
inauffkfitnf.. Aqueous solutions of 
chloroxylen+ in a pine oil vehicle 0:40, 
dilution of DettoP) consietently 
reduced more than 99 percent 
Staphykxkccus aui-ws [S. oumzs~. from 
the’hands of Zes~Subjects(Ref..26). .. 

In vivo’cuv scrubbing and.other 
ap~r~p~ato~~a~ @@f&+22,23, ind:24) 
W&ate thai chloroxyienol, in 70 
percent #k&hol, i$ fast acting cis 8 
patient pi+perativeskia p~~~ati~~. 
However, alcohol itself meets $te 
criteria fo& preoperative,skin 
preparatiof! ‘and is a sign’ifrcant 
contributor ‘for fast acting ~ontam~~a~’ 
reduction. The data are not s~~~ie~t. to 
demonstrate that chloroxylenol in this 
foimulaticin contributes to the tolat 
ant~micr~b~a~ effect, 

fn vitro study deta (Refs. 1,3.4,’ 6~1%. 
14.18, and W).show that ~~o~~le~~l 
in various vehicles ls effective e~~~~s~ 

caimtit >b$ supported. Theegency’s 
d&&d comments end evaluations of 

aemo&rGte an immediate reduction in 



parsonnel handwash and surgical hand 
scrub. The existing data are not 
adequate to extrepalate.aild assess the 
chronic ttxicity of chtoi~.~xylenal for 
long-term use. Before Chlor0xylsnol~may 
be g*nomlly mcagrtized~as effitctive, the 
agency Iwmnmattrkr theI crpptt, ,fW ftt 
vltra and in viva effectiiwesri d” ata be 
submitted. The data sh&ld include: 
results obtained Tram bqth in vitraand 
in viva iests as described in the testing 
procedures below. (See &&ion I&J., 
comment 28.) 

Ytsremnc68 
(I) Unpublished Clinical,Safety and 

Effectiveness Studies on Aqueous Soe 
Formulations. Comment No. OB7. I: D&c et No. 
75N-0183, Dockets Management Branch, 

(a) Controlled Clinical Study Comparing 
the Activity of Fresh, Camay Soap, and 
Phisohex Against the Natural Bsctedd Flora 
of the Hand. 

fb\ Antimicrobial Activitv of PCMX. 
Triclosan. and TCC. * 

[c) Repeated Insult Patch Testing of Fresh 
SUilp. 

(2) Unpublished Nonclinical epd Clinical 
Studies, end Prolo~ols, Comment No. 696, 
Docket No. 75N-0183, Dockets.Management 
Branch. 

(a) Part I: PCMX Toxicosis, fIneI re rts of 
compfsted sludies, interim reports o p” 
incompie(estudies. and PreclinlcaI Testing 
Protocol. 

(b) Part II: Complele Reports on CLinical 
Safetv end Efficacv and In VRro Effitcacy 
Studces. 

(3 J Unpublished Clinical Effectiveness 
Studies on Aqueous Soap Formulations, 
CammentNo.Cl22. Docket No. 75N-0183. 
Dockets Management Branch. 

(a) Protocbl and Rasulta oC A Glove Juice 
Hand Wash@ rust Performed with PHLQ 
Antimicrobjat Skin Chumsor. 

(b) Results of a Zona of Inhibition and 
Assoy Performed on Aged Samples of PHLO 
Antimicrobial Skin Cleanser. 

l&l Unoublished Cllnlcal Safetv and 
Ef&tiv~ness Studies tin Aque&; Soap 
Formulations, Comment No, Ci23, Qocker 
No. 75N-0183. Dockets Management Branch. 

(a) Bactericidal Activity of Ehveir 
Antiseptic Hand Soap. 

(b) D&m11 Jrritation Study. 
(c) Insult Patch Test. 
fdl Bacterial Kit1 Test. 
iei Hand-wnsh Elfertlveness Test. 
IS1 Unoublfahed In Vitro Effectiveness 

S&dies fiorfonned on Aqueous Soap 
Solutions. C%mment No. C125. Docket No. 
75N-0183, Dockets ?&nnagement Branch. 

(aj AOAC Available Chlorine Genicldal 
Equivalent Concentratiob Test. 

(b) The Antirpicrobial Activity of a Sample, 
(61 Published and Unpublished 

Nonclinical end Clinical Safety Studies, 
Comment No. SUPtl. Docket No. TSN-OlS% 
Dockets Mansgemenl Branch. 

t7’0 Comment No. SUPIZ, Docket No, 7sN- 

[&) Unpublished Clidical Safely an 
Effectiveness Studies; Cam*ent NO. SUPtO. 
Docket No. ZiN-0183. Dockets Menagemtsnt 
Bmnch. 

getit Bnnch. 
. H’J . 1. “The Effect of Veselinctn 

Branch. 
(17~Comment No. JX’iW, llocket.No. 75N- 

0183, Docka@ ~ana~men~ Bwnch. 
lieI ~rnmercf No. ‘SUP&f. Docket No. 

W. Ii, 



(41) Comment No. Cf6b Docket No. 75N- 
0183. Dockets Management Brat& 

02) Cornmeet NoTSUPSI. Docket No, 
75N-0183. Dockets Managclmmt Breach. 

(43) Letter from W. E. Gilbertson, PDA. to 
M. K. Bruch. Dexide. Inc.:coded t.ETg& 
Docket No. TJ~-OlBJ. Dacketis Management 
E~UCh. 

I44t Memonmdum of rneelinn betwfxzn 
re&&ntatives of &xide, fnc..%xro Corp.. 
and FDA, coded A&415. Docker No. 75N- 
0183. tikets Management Branch. 

(45) Comment No. Cl72. Docket No. 75N- 
0163. Lockets Management Bra$h. 

(46) Letter from W. E. Gi%ertsoa, FDA, to 
G. R. Kramzar, NIPA Labqrstaries. [nc., coded 
LE3’97, Docket No. ?SN-U183, Dockets 
Management Branch. 

(47) Letter from W. E. Gilbert?on, FDA to 
G. R Kmmzar, NlPA Laboratories, Inc.. coded 
Cl 74, Docket No. 75N-0183. Dockets 
Management Branch. 

(48) Comment No. C173, Docket No. 7!iN- 
0183. Dockets Management Branch. 

(49) Comment No, LETfj5, vol. 4,s. and 6. 
Uo&?;No. 7513-0183. Dockets Management 

(So) iWracken, A,. ‘W ’hcllveness af 
Uttradex ScrubSponge Determined In a 
Clinical Setting.” unpublished study, coded 
LiTTGS, vol. 6, Docket No. 75NGI83, Dockets 
Management Branch. 

(51) Letter from W, E.Gilbertson, FDA, to 
M. K. Bruch, Dexide. inc.. coded LET87. 
Docket No. 75NdlB3, Dockets Management 
Branch. 

(52) Letter from W. E. Giibertson. FDA, to 
M. K. Bruch. Daxide, Ire.. coded LETQD, 
Docket No. 75N-0183, &ckets Menagemont 
Branch. 

(53) Letter from M. K. Bruch, Deride. Inc.. 
to W. E. Gilbertson, FDA. coded LETQt. 
Docket No. 7SN-0183. Dockets Management 
Branch. 

ff. Comment on l-iexachloruphene 
13. One comment urged 

reconsideration of hexachlorophene as 
an OTC “handwashing agent and 
antimicrobial skin cleanser far use in 
the hospital, doctor’s office, and by 
adult consumers.” The comment stated 
that adequate data to support Ceteg~ry 
I Fiatus were submitted in twiponse to 
the advance notice of propo&d 
n&making. but were only superficiahy 
discussed by the agency in comment 61 
of the tentative final monograph. (See 
the Federal Register of Jam&y 6.1978. 
43 FR 1210 et iZ20.) The comment 
submitted additional data to support the 
safety of hexachlorophene, including a 
retrospective study on 3 percent 
hcxachlorophene in baby bathing (Ref. 
1 I and a study of hexachlarophene 
blood levels in infants receiving routine 
antiseptic skin cam (Ref. 21. The 
comment also indluded B 
comprehensive review srtido on the 
safety end offoctivaness of 
hnxechlorophona (Raf. 3). 

The agency has reevaluated the data 
discussed In comment 01 in tho 

also subtiitted, but no *ta were ’ 
include& In onestudy, 3 percent 
hexac~~o~p~~~ was tested as a \ 
swgicel sorub urrder exaggereted use 
condit@ns (Ref.‘+). Subjecta fnumber 
not specified) tvashed their hands and 
forearms in 26 mL ~~a~~o~p~ene for 
‘10 m inutes, 5 times daffy, 6 days a wee& 
for a total of 65 days. No signs of 
toxicity were reported. The blood IeveIs 
of he.x~~hloFo~~~ne.~a~~e.d a phWu 
wipm 3 diIys at’ mean lm.& of aXt7 j@ 

Tiw.lrgsncy ~b&ms that it would be 
nace*y ta f0.H ,a vsi-j t&ge group’af 
subject@ (the.nernber ,of diubjects 
required to obtain a statistically 
sigsiifidgnt mspti] with a. vari&y of &in 
cor$itiotts.to determine the true d 
of absorption. 4 aimif&r study revi 
by the panel (3QER 33.163 at 331W 
~pe~.~d’bJo~ levab of 6.3 pgImL or 

hieher* n thecother etudy, subJects washed ’ 
their hrwlds and faCe three times Badly 
for 3 v&&s with either 2 or 5 mL of 3 
pe~ent.hexechJ~o~h~e (Ref. 41. Bioad 
concentrations rtjacbed a plateau, +tWn 
7 days at mean levels of6.21 wJmL for 
the 2-mL group +md 022 &mL for the 
5-mLgrQy - . - 

Other e ditionul date contained onlv 

In order for ~e~ach~o~phene to be ’ 
switched to UTC status. ihe concerns ..~ 
expressed by .thp ;Anti$&robial I Pane1 
that he~e~h~o~~~e~e does nothave an 
adequbtb magln of ‘tifety for O’JX use, 
(39 pR ti3163 at 331.17) $houtd be. I 
qddressed. A&+X reviatrviqg !he 
submitted datp, the agency concludes 
lhet thtt sqfety u~,~~~~n~je~t for UPC 
use on infants has notbeen 
demonstr&ted~. Par CITY: status for use by 
ad&t* eny fuxthar submWon of data 
should ~~~c~~c~~~y ad&ss the safe QTC 
use of hexach~~~Phene lin adults. 

Based upon ttp discuifon above. the 
agency fs proposing that 
hexa~h~~~~he~~~rna~~ evatleble by 

. DockeI No. ?!m- 
Ot83. Sh&ts Mana~ent Ranch. 
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the agency has no record of any 
submission of these data tn 1974. 
Because this hand scrub was not 
previously reviewed or categorized as 
au 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. 11 and determined 
that iodine complexed by 8rnmonium 
ether sulfate and polyoxyethylene 
sorb&m monohiurate 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 leveis 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 !I mWkilogram (kg) of the test iodine 
complex was applied to the shaved 
backs of rabbits in one experiment. The 
method of occlusion, if any, was not 
stated, but the test material was washed 
off after 24 hours. In another 
experiment, 2 mL/kg of thetest iodine 
complex was compared with a 
povidone-iodine complex and both W~IB 

applied as in the first ex erfment. PBJ 
and total iodine in bloo Ep were 
detorminod at 0, GM, and 48 hours in 
both experiments. In all treated animals, 
the level of PBI was extremely high at 
certain times, primarily at 24 hours. 
Animals receiving the higher dose of 
iodine complex in the first experiment 
seemed to return to normal;sooner than 
those receiving the lower dose. AI1 
animals returned to normalby 14,days. 
Par purposes of comparison, the second 
experiment showed that serum total 
iodine increased from 1.4 to 30.7 
milligramsldeciliter (mg/dLl 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. Tn the second : 
study, 5 mL/kg of the test iodine 
complex was applied to the shaved 
becks of two groups of five rabbits each. 
In one group the shaved backs were 
occluded for 24 hour8 and in the other 
group, the shnvod backs were scrubhetl 
for 10 minutos followed by rinsing and 
occlusion. An additional group served 
as an untmeted control,group. Blood 
samples for Iodine determinations wure 
taken at 0.24, and 48 hoursand at 14 
days. AI1 five animals in the group in 

which the iodine complex remeined- 
occluded on int8ct skin for 24 hour&ad 
markedly eley&rd levels nLPBI and’ 
iodine at both 24 and 48 hours+ but were 
only slightly above n&ma1 at 34 days. 
For fb x0-min’utto scrub animals, the 
PBI levels W&e in&reased in two of five 
anim& at 24 bour$,.sIi I 
animals at $8 hours,.an P 

iIy in11$ Iv8 
.were normal at 

14days. 
A study to determine the effect on 

bloody PSI levels of a’routine scfubbtng 
pro&d- in vvfrich ex sure to the 
iodjnecomplax excea r ad normal use 
shoWed no alteration in PBI Ievels in 
four humans -who scrubbed twice daily 
(each tscrub con&sting oft~o 5 minute 
hand washes wish !%mLl for 26 
c~~sQ~~fivc’d,%ys. Also. no iait8tion wae 
observed. In’ a similaf study in which 
the s&j&s wore gloves for 2 hours 
after each scrub,, PBClevels were not 
increa&d, but‘total iodine. was-sli&tIy . 
increased. In two subjects, this in&ease ’ 
*ias gmater in the middle of the study, 
but the total iodine blood levelsv@ze 
n~r’~o~al.by”~e end-of the study+ 

A ~~a~.a~~~tI~~ study in &bi& 
the shaved-ba$l+ of four monkeys were 
rubbed. with t&I:? n&/kg of radioactive 
iodine comple%for 10 minutes, rinsed, 
wrap ed for 2 hours, and the animals 
sacrl P med after 24 hgurs,‘reveeled tb8t 
less than‘O.1 p@ceiit- of the’ application 
was moovemd iti the thyroid; the target 
organ for iodine. 

A e&day sub:acute derqral toxicity 1 
study .&as conducted in three grotips,o;f 
monkeys divided into one control group 
and two test groups. One test’grouhwas. 
scr$$~Z4d one&for 10 minutes t@iIy with 
0. I 7 r&L/kg at the fodirie surgica) scr-eb 
detergent pro&c% and 4e second group 
was s&&&d three times with 0.34 nL/ 
kg (once for to minutes and twice for 3 
minutes each d8y$ To,simulate the 
wearing of su@%al gloves,~the treated 
area dfeach animal,‘whlch consisted of 
a shaved .area ofthe back equlvaient to 
about %Q parwant of the body area? ~8% 
wrapped witba, rubber dam for 3Oto 90 
minutes. The study lasted 13 weeks 
duringt which -the animals were 
monitored. NaNher. test group showed 
any effects of:iodophor treatment exoept 
elevated FBI h@s in 4e high dose 
group, which peaked at one month. 
Also, there wiis.no significant effactoa 
the thyroid in tile treeted grou .s. 

The agbncy belleves this lo 8 Ins 
complex is safe for humans based nn the 
data from human, rabbit, and mankay 
iwdies, Tmt &da thawed vary lfttle 
iodine ~bs~~t~~n when the product w&r 
u&d as:a.sc~&,.~~l~~ble u 
(follatiing acute d~frmal P 

t8ke 
app icafton of 

radioactive iodtna complex1 by tlte - 
thyroid in m~~kays,.a~d 8n.uncha~~d 
thyroid weight.in test groups of 

mun~eys foRowing 90 days of subecute 
ep ~ics~~ns bf the iodine comptex &,. e comment submitlsd’data iFMn, 
one ‘k#iniqai study for evabtating 
~ff~~ve~~ as a iwrghxl baud Bcrub 
but&d s4t provide the testing protocoJ 
used; F&e -subjects scrubbed three times 
d&Iv for 5 dwvs w&b the iodothr 

stnd$ %tr&aI g@vos we6 wdm for 2 
@n$ afi$the first wash of 4e day. 
S,ubjrtcts! hands were sampled ouce each 

mductiorr 
,water end the percent 

inZha number of organisma 
recuvBm& The redudon~in 4s 
tiactetial population ranged from 89 to 
98‘ perkent> on 4e &st day. By 4e fifth 
day, &er$dnction ranged from 99 to 
rtXIp&ctit. Similarresults were 
Obtatti& i3n a comparative study on six 

gkms j&e test which is 

143 8% 1210 at 1242& 
a~t~~a~v~ methods mav be accentable. 

In 4epWdous, tentative frnaf 
~dn~ep~ [;43 FR 1235), the agency 
~~i~e~ tk@t elemental iodine 
~~~e~e~ w34 a surfactant type 
“tier’: mo~le reduzes the amount 
of immsd&te““liW’ iodine, because 
us&$ of the formulated iodine is &turd 
~~~~~co~Fl~%. Rfectliveness of all 
iodo~bors is dependent on the rekse of 
fme iodfnci as the active 



thus. its influence on aspects’of 
effectiveness. 

Based on the data submitted, the 
agency concludes that iodine 
compIexed by ammonium ether sulfate 
and poIyoxyethylene so&tan 
monolaurate is safe but additional data 
from appropriate studies are needed to 
establish general recognition bf 
effectiveness fdr use as a surgical hand 
scrub and health-care personnel 
handwash. The data should iilclude 
results obtained from both in vitro and 
in vivo testing procedures. (See section 
I.N.. comment 28.) 
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16. Several comments objected to the 
warning proposed for the professiona 
labeling for povidone-iodine and 
iodophor-surfactant products: “Caution: 
Do not use this product in the~preseace 
of starch-containing products. Starch 
can adsorb iodophors and the resulting 
complex can ‘cause serosal adliesions 
(abnormal union of the serous 
membranes) and other undesirable 
effects in the bddy” (43 FR 1210 at 
1221). The comments pointed’out that 
the study by Goodrich, Psine, and . 
Wilson (Rnf. 1) on which the Gaming Is 
basi?d 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 articlo by Goodrich, Prino, and 
Wilson on tha lebuling of nonsurfactnnt 
iodophors be n?ovaluatod and that 
p&done-iodine be exempt from the 

ting.to contact:of 
O&f comim&nt 

um$rous patierS in, 
the lite+~l~e de@ribing the .. 
antiadbeaivs elf+@ q$ p&done and 
povidirns-fbdirie ~nd~snb~itted nine 

surgeons’ gloves c$r& a waniing 
statem@ to the-effec! that the outside 
of.the gloves rnu&t;be cleansed of starch 
powder prior tg use, The tiamment 
concluded that FysA should require ,a 
warning label on the. lovqs, but not, ‘on 

ti prod~c~s~~o~~~~~~g t e d$ng. 
FDA h&s r&&$ated the article by 

Goodrich et al. (Ref. 11, considered @e 
addition@! cited ‘references (Ref. 2). and: 
examined curre&.poliq on ~he,Ia~~*g 
of United Stat& Phaimlzcopeia (U&2.)‘ 
AbSorI&bJa D&tig Powder 
,(cornstardh). Gob&ich, Piine,~atid 
Wilson (Ref. i), pT&ide,data from 
observations an4 arbitrary scoring of 
adh&ioas after ~@raperitone;al injec@on 
into 4 groups of 1% adult f&ale mice 
with: (11 Powder@ starch~su$ande$l in 
1.5 mL af nbrmaf saline, (3) powdered 
starch .treated ‘witl$5 mL of an iodophoti 
and washed threHlmes in saline befijr$ 
resuspension in X.6 mL normal salfne, 
(3) paw&red starch treated with 5 mL: 
of a lQ-pe~n~$ol~tion of suirfaktant 
wasbed three tit‘@ in s&tie and 
resuspended in ~$rnL of &hormal @ins 
and (4).normal saline (contrrti atiimals), 
The datti,do not in&cats any significant 
differen& between SUsperrsiuns of< t&e 

‘surfact& mixed wlith staiih and t&e., 
‘surfactanpiodop‘hgr mixed tiHh st@$. 
The agtingy’& ppl@y on the labelinpl of’ 
surgSca1 gloves.treBied with AbMbable 
Dusting Povvdcr U;S.P,. determined 
lupon evl\dencs pr&ented +rfng the 
Drug Effidacy %$y Implementa&& 
was p@ibhed ijn the Fed&rag Rh&ter of 
May 25,1971’(36: gR.9475). The. agency 
requi& the follr.$$ng st@ement on 
sut@ml ~loves.t~ated with Absbrbablo 
‘Dusting Powder *cIS,P.: “&~ti~t~:~&t&r 
donnin 
gloves tilt 

,, remove powder by wipittg 
aroughty with a sterilq wat 

sponge. sterile vctst towel, or other 
effective ~eth@d?‘~pr$ducts containing 
,Absorbable.DtM@g Powder U&P. for 
lubricat&g su?gicaf-gloves V&F 
,formtirly blassifiad 8s new drugs, but dre 
.now regatidcd as~t&nsitional devicss, for 
wMch p&market approval I$ requited 
under t~~,~~~~c~i,~evj~~ Amendments 
to tha Federal I%@$, Drtig, and Cosrn&c 
Ad (42 FR 63472 iit 63474). FDA’s 
Cantor far.Devicesind Radiological 

17; A ,htiberaf comments submitted 
Ilet-+ d&i iF: it to establish that 

‘.~o~ido~~~~,o~i~, 18 saC end effective as 
a &pic# ~~~ic~obial drug. The 
qomrmmts &quested that povidone- 
io&@e m@assified from Catego III 
t,o Ca@+y L as.8 topical antimicro P ial. 
ingredient f&r dae as en antimicrobial 
~a~~.h~~l~~,p8rso~el handwash, 
stzr@al .+8n$ aorub, patient 
p~pe~a~i~~~k~n .preparaMn, skin 
~~lae~~~c, skin wound cleanser, and 

‘I fwuse aaa.flrs? aid-antfseptic 
lfonner?~deolg~ated,skfn antiseptic, 
ski,4 wound &le&ser, and skin wound 
p~t0~t~~t]. _ _ _ 

8s considrrmd the now 
and other fnfdrmatiion in 



suPPOrt of the request to reclassify 
povidone-iodine from Category III to 
Category 1. On the basis of these data 
and information, the agency tentatively 
concludes that povidone-iodine should 
be reclassified from Category111 to 
Category I as a topical antiseptic 
ingredient for use in sur$cal hand 
scrub, pntient prooporative 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 a! 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 
heating. See comment 42 of that 
document (56 FR 33644 a! 33662). Also, 

r 
the Advisory Review Panel on OTC 
Antimicrobial 11, Drug Products 
reviewed povidone-iodine’s effect on 
wound healing in its report on topical 
antifungal drug products and koncluded 
that the drug did not affect wound 
healing (47 FR 12480 nt 12545). (2) The 
effect of povidone-iodine on thyroid 
function. In comment 41 of the tentative 
final mono 

f 
raph for OTC firstaid 

antiseptic rug,products (58 FR 33844 at 
3365!), the agency discusses studies 
that indicate that topically applied 
pavidone-iodine does not cause thyroid 
dysfunction. (3) The proposed w8rning 
about the interaction of starch- 
containing products with iodophors 
resulting in serosal adhesions’and other 
undesirable effects, i.e., “Caut.ion: 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 othor undesirabla 
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 I.]., comment 16.) (4) The 
agency’s concern regarding molecular. 
woights of povidone-iodine greater than 
35.000 daltons not being excrdtod by tho 
kidney and causing lymph noge 
changes. In section 1.1.. comment 18, the 
agency discusses a previously lproposed 
warning regarding this subject and 
dotorminoe, based on more rocnnt data, 
that larger povidone-iodine molecules 
are not a risk when the product is 
limited to the topical uses incl$ded in 
this tentative final mon 

The agency’s concern a “pb 
raph, 
out Ihe need 

for expiration dates (not to exceed 2 
years after manufacture) because of the 

lack of atability,data.for several‘ 
iodophor preparaiions, which relates to 
the eff6Etiveness ofihe product, can be 

discussed in comment 40 of the 
tentativefinal monogrrtph for OTC firs! 
aid antiseptic dru&produ$ (55 FR 
33644 a! 33fi61); #a on the stabiIiti of 
povido~a~iod~n~ and the proposed 2. 
ye8r ex&a:fon C+J arqrino longer 
considered needed in !his rulemaking 
proceedin 

A seam 2 8&lt3y.~OMWIl relating!o 
effeeiiveness was the rate ofrelease of 
“free“ iodine from thetiomplex.and 
whether there was evidence of 
germicidril activity over a period of time 
in ciinical application (43FR 1220 at 
1235). As discussed in the tenta‘tive 
Tonal monograph&r OTC topical acne 
drug produ&s @rr@rnen! 5,80 FR 2liZ 
at- 2173),iodine i&leased from the 
povidone-iodine &m&x within 
milliseconds, thus resolving this 

po\iidoncr-iodine’s,~e~c~da~ in vS!ro -‘. 
and antiseptic in viva effectiveness 
(Reb. 1 fhrcmgh l@and,concludes that _ 
tha data &rextff&&ent to reclassify-this 
~gkdie~t from Category 111 to categdry 

* A series of in vitro controlled ~sstudies 
(Ref. 1X%33, Volume 1) incl~udeda 
broad spectrum oftest ~~i~ro~o~~~srns 
which were associated with between 40 
to 80 perq& oS&chrj nosocqnJaI 
infectiona in the u&iary tract, surgical 

neumonla, ‘and bloodstream, 
~he.N~tlo~~l- ~o~orn~~l 

Survelllancti System (NNIS) 
,for. the per!od fro@ January 1985 to 
August 1888 (Ref. 3). In mtis!.instances,, 
these t~!,rnicro-~~~ls~s, 85 propoyd 
in !j 333&7O(a)42]@5 [see section LC., 
comment-61, were kiIIed afier 0.5 to 8‘ 
minutes exposure to povidone-iodine. A 

~mintmum I~hlbi~o~ cormontration 
[ME) study (Refj%-C133) using30 
culturufes,bath Arm&&m Type C%!Iture 
Collection (ATCC)and recent skin 
isolatas, was aIso.i&l.uded in this &es 
of in ~~~r~~~t~ldio~. The ret&s ln~~~~!a(l, 
a range for I@SG fr_o?n 87,prirts per 
million~(ppm) to.492 ppm for dilutions 
‘of povidor\s$odine setution and 83 ppm 
to 476 ppm for dilutiona of povidone- 
iodine surgical scrub depending on the 
test micr~o~an~s~. Tests with 
controls, neutralizer, and org&c load 

U&@ a$%&@ &h&ion method were 
inojuded in::&% study. 

G&e, Pr@ti%%s, and Pollack (Ref. 3) 
@&Wkii the duseeptibility of 2~. 
~li~~c.~~~sv~~t~ fro&r blood, urine, 
apritum, and wmlnd cx&t&eS~ !a ths 
b8ct~r~~ci~l s@vity of povidona- 
h&&e. The& c&l4 Ja&&es contained 
VVQF h~~~~~~~v~~~~rns included in 
~~.~~.~~ff~a~~2)~~i]. ResuRs indicated thhst 
2b(i”vfth%‘2%l v’ anisms tested (46 
perter@ xiwe kit 7 ed when 2 mL of a 
~ta~~~~i~~~ suspension containing lOa 
v~a~i~~s~~~s”~xpu~d to a 10 percent 
p~~~~o~e-ivdi~e soiutton fbr 25 
seconds. Povidone-iodine showed its 
highest ac!ivi!y agains! gram-negative 
isolates;. w&b 72 of the .84 isolates (75 
pe~e~~~ bein killed after a I&second 
exppsure. O;i s y 34 of the 234 (25 
pawqt). cram-Positive isolates were 
killed tinder:!he same conditions, 
$Iowevm, !%r!her !es!ing of organisms 
not ~lIed,a~er a 13.second exposure 
indj~t~.~e~ incze85es in exposure 
time to. SZQ crcjconds killed alt of the 

is!ant” tsoIe!es. The 
rporated the use of a 

ne~~~l.~~~d cuti!rois. 
The eFfe&&ress of a nvvidone- ~‘,. 

ivd&e f~~~~a!ion on micro-organisms 
in a~dlirri:i~al b!!ingwas demonstrated 
by h$eh& f&f+ 4). The”study inchrded 
200 %ubjects1wfth devubitus ulcera 

cvrd injury. Cultures 

du!$ng, and 
were taken prior to, 

upon compbtian of a once- 

po~itive-~~~~~~ for these 0 anisms. 
-P”fr~, We, end Wade fRe “r .5) 

cariductod an in viva gloved hand test 
thafjs suppnnive of the effectiveness of 
‘p~v~do~%~iv~ne as a surgical hand 
scrub. They examined the effects of 
sur$@ scrub duration and type of 
ant&pi& vn.the reduction vi resident. 
m&rob&l fivra. Thirty-four subjects 
s~~b~~~ with a 7,5 percent pvvfdvnee 
&dine f~~~~at~o~ oranother antiseptic 
formulaff on using either a 3 minute 
i~i!jal/~~i~~te consecutive scrub 
pro~~~~~,~~.a 3 minute InitialMO~ 
‘~~$~d smdx prcmdutu, Subjects were 
ass~g~e~,ta.v~e of four groups, and each 
jt&Up wgs a&igifed to-one of the .four 
treatments. ~Sgmphng was dvne by the 
glove juice nwtbd using a samph 
solution con!aini;ng a neutralizer, G eve “f3 
juice samples were taken from both 
bands ~m~e~i~tely before scrubbing 
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Ibaselinel, from the nondominant hand 
immediately after the initial scrub, 2 
hours after the initial surgi~el scrub but 
before the consecutive scrub (dominant 
hand), and 2 hours after on8 consecutive 
surgical scrub (dominant hand). No 
significant difference was found 
betwetln the two durations of scrubbing 
with povidone-iodine. Povidone-iodine 
produced an immediate 1.2 1ag10 
reduction on the dominant hand after an 
initial 5 minute scrub and a 1.0 logto 
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’s wideIy used 
povidone-iodine impregnated surgical 
hand scrub sponge/brush, evaluated 
both the immediate and persistent effect’ 
on the resident bacterial ilore 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 >106 organisms were randomly 
assigned to perform a total of 11 scrubs 
with the povidone-iodine impregnated 
sponge/brush. Glove juice samples 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 
loglo reduction of 1.2, and baseline was 
not exceeded et 3 hours,‘& days,2 and 
5, povidone-iodine produced immediato 
mean logto reductions of 2.2 and 2.8, 
respectively, and bacterial countsdid 
not exceed baseline at 6hours. 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. l=ClOS), 
omploying a method similar to the 
effectiveness testing procedures 
described in roposed !$333.p7Q(b)(2) of 
this amende B tentative final monograph, 
demonstrated the effectiveness of 
povidone-iodine 5 percent as Q health- 
care personnel handwash. Twenty-five 
consecu!ive handwashings were done in 

were &ma at the; comp&%ur af ev8ry 
fifth washing by:the.glove juice 
sam 13n methoif Boththedih.ttion 
fIu&udi ~~~.~ed~a Incorporated-a 
neutrahzer. Th8transisnt microbial 
flora of the was r8duced by an 

personn+ handwash drug product. 
Participation% the study followeda I- 
week prewash p&fad in ‘which study 
subjects used only a bland nonanti-Se;ptic 
soap. On day 1 of the study, samples 
were taken priorto’~oontar$nation and. ’ 
again after a s~~n.d.cont~ination . 
foflowed by a $&second~wash w&h a 
bland Cnantis8ptic soap, using the, 
glove:jyice sampl@ method., Following 
the post-wash @npling, subjects 
washed’ for ti;ni@&%s with povidons:’ 
iodSa8’to remov8 any ~&nalning 
inoculum. The,h~nds’~fthe.filst,three~ 
subjects.were contaminated with ,a 1 mL 
inocufum containing i X 1014 S. 
marcwc~ps, E;.iM’, h mmgfnosa, and 
Provid&iff stuwtii (k?,stuarti&T&3 
hands of the se+ other subjjts were \ 
contami,nsted with a 1 mL inoculum 
Containing 8 x’16$.* ta 2 X iOts S. 
marc&3rs aUl P. sttirrtii.‘:Inocu~a 
concentrations were det8rmined each I, 
test day in,a p~~~el-e~%~ment.,~.. 
days 3 or 4 and 5, th8 procedure 1~8s 
rePeated exctiptthat subjects were 
randomly assigned tdwash with either 
(1) the tseference antiseptic or the%st 
p~p~~t~un~ar.~2~,w8~ crossed over to 
the pmparetign not used the previous 
day. En the int&m between test days,. 
subjects followbid, the wesh and 
~rnp~~~g,pr~ed~ using only the 
nonandseptic soap. The,number of 
orgal?isihs included~in the 1 mL 
inoculum was taken as th8 baseline, and 
all reductions 681% cal@ited on’this 
basis. Neutralizers were Gorporated in, 
both the dilusnt and the ~ultute 
medium. Whtm&rmcted.for the aver@8 
log reduction produced by th8 
nonantiseptic sbap L4-IQtoi; the 
reducti~ns”pr~duced by povidon8: 
iodine rsnged from 7 to 4 logo. 

Studiss conducted bv Uflrch (Ref. 61 
and Newsom ~~~;M~~t~e~~ Qtd. $)‘a& 
supportive of t&effectiveness of‘ 
povido~e-~~jn~ forth&r tndlcation. 
Ulrioh [Ref. 6) co~d~~~eda study udng 
pov~do~e*iod~~e 7.5 percent’& 23 
subjects. Both bends of each subject 

neutralizer was also i&orpo@ed into 
tiiecukurfi nitium. Based ‘on the 

er the anti* tic wash. 
and Ouonu 3l.l fR8f. 103 



Produced a 3.2 log reduction, which 
was significantly sup3tior to the 
reduction achieved by the unmedicated 
up. Against p. aerugkrosu, povidone- 
iodine produced a 2.7 log reduction. 
However, !his was not significantly 
different from.the 2.2 log reduction 
demonstrated by the unmedicated soap, 

In a second set of experiments (Ref. 
10). the same authors assessed the 
effectiveuess of three antiseptic 
formulations, including povidone- 
iodine, and an umnedicatql soap in the 
removal of S anreus, S. sopropliykus, 
or E. co& from contaminated fingertips. 
Under conditions similar to those in the 
previous study, povidone-iodine 
demonstrated a S-log reduction in the 
baseline number of S. ourens. which 
was signiiicantly superior to the log 
reduction demonstra!ed by the 
unmedicated soap, Povidone-iodine 
produced an average 2.k log reduction 
in the number of S. sopraphyticus and 
a 2.8 reduction in the number of E. coli. 
However, nei!her of !hese reductions 
was significantly different from the 
reductions produced by the, 
unmedicated soap. 

Ro!!er (Kef. 11) eraluated 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 adonted bv the Austrian 
and German So&ie!ies for Hygiene and 
Microbiology. In this test model, the 
release of E. coli from the finger tips of 
artifkially contaminated hands was 
determined before and after a l-minute 
wash with povidone-iodine: The second 
model, based on agency 
recommendations for thetesting of 
health-care personnel hand&ashes; 
evaluated the release of the 8, co/i from 
all surfaces of artificially contaminated 
hands by the glove juice sampling 
method before and after a 1 minute 
wash with the ingredient. These 
comparkons showed no siguifkant 
difference in the reduction factor 
produced by povidone-iodine when 
tested with the two methods. Povidone- 
iodine whentested by the Vienna test 
method produced a 3.3 logte reduction 
from the baseline count. When tested by 
the second method, the ingredient 
produced a 3.2 loglo,reduc!ion. 

Rotter (Ref. 11) also used the Vienna 
test method !a assess the effectiveness of 
rubbing antiseptics ontd the hands 
versus washing with an antiseptic. Two 
povidone-iodine contaming 
formulations wore included: in the 
arzsessment. A watery solution of 
povidone-iodine with 1 percent 
available free iodfne rubbed onto !he 

skin produced i 4. log $0 reducti& 
W~hiti~ w@iG d&!e&etit fa~~~~n of 
the ~n~d~~nt,~r~d~~d a.33 lo&-’ 
reduction., Hotiever, !his reduction was 
not s~ti~i~Ji~-~ffe~~t from the 
rsdu~!kn pro@tGed by’waahing with a 
nonan!ise 

- Rotter, R 
!ic soap, 
ol~le~ ar@ Wewak (Ref. 12) 

used t& Viya test model to assess the 
effefedtiitaness WI po~diine-iodine 
liquidsoap re 

P! 
aration’ (cormtining ,0;75 

percen! avai ab e free iodine) far ’ 
hygienic ha~d.dis~~~e~tt~n. The 
su&$xts’ hands yere contsmtnated by 
immersing them up io !+he mid- 
me&c&pals in a br$h culture of E. co& 
The hands wei allowed to air dry far, 
3 minutes priorto a pretreatment 
sernpl~ng. Saqpling was e~o~li~b~d 
by rubbing the finger!& of each I&d 
fork 1 minute c&he”6a!tom of a Peir3 
dish dontaininga phosphete buffer 
sampling sotu!ion wI!bheutralizers. 
After a 2-n$mt& wash with&e 
povidone4odiine or liquid~soap followed 
by a ZQs&ond a;infe, the handi were 
again sampled. Average log valueiof the 
count~,from.~be right and lefthar@a af 
eaoh subject, we’+ caku@ted 1- and the 
difference (I& rbdu&!~n factorlwas 
dete~in~d~:~e:pov~d~ne~iodi~e~Iiq~id 
soap ~~~uls~~,~~ prudueed a 3.2 logk0 
reduc!ion in.!@ traneient oiganisms. ’ 

Wade tid CZe&~ll fRef. “13) 
evaluated the ~id~a~~ffec~ive~e~s of 
pov~d~~e~i~d~n~ agafnst ‘two dlfnioaf 
isolates, asseclafed with hospital 
outbreaks of irifection. An initial 
det~,~~~~tio~ dfthe-survival ofthe test 
organisms on untreated ,&nds of !hree ” 
subjects was ma~e~b~~ontam~n~!i~g the 
subjects fingers fi.psvirith either of the 
test organisms end sampling the 
indiviqlual flng4-s irnmed~at~l~‘a~~r 
contaminationand ai,l, 3.10, and 30 
minutes. The 5td9+~’ .hands were then 
pre!retmtod by performing three 3f)-- : 
secondkashesat 5 minute intervahz 
with vakious alcijh&i: and aqueous 
antiseptic test formulations, including a, 
7.5 pekent ~ovidQ~~,iodine 
formubkion kk(‘an urrmedtcated l&r 
snap. The contamin@m and sampling 
procedure was repeated, as before. All 
formula!ions .$+eretssted against b&h 
organisms, The ~median value of !hn log 
countsfor the t~~.s~b~~ts as each 
s~~~i~~g,~a§ ~~~tte~~ga~~st !ime,The 
sGvivai cu’kvea for ‘both organisms on 
hinds pretrested by washing with an 
unme#qated soap and un‘hands with i 
no p~t~a~.e~t~we~ similar* 
Pm!~~~rnen~~j~h po~~do~~-iodine 
resulted in cour& that wercr ~naista~t~~ 
less then far t~%.un~,ated hands and far 
the hotfds pre!,+tted by ~aahi~~~~~i~ 
an un~dt~te~~s~P and water’for both, 
organ&ms. After 30 miirules, hands 
pretreated. wtth the p~vidone.~o~ine 

” Vorhc~. and Moss (Ref. 161 
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ps8parations frquently used for 
dermatologic surgical procedures, A 60- 
second wipe with l-percent povidone- 
iodine was performed R 14 subjects 
after which aerobic andanaerobic 
cultures wefa taken at 6 and:60 minutes. 
The aerobic flora were reducxzd by 2.6 
and 2.5 log at 5 and 60 minutes, 
respectively. The reduction in Faerobic 
flora was resorted to b8 1:7 ion at 5 
minutes and 1.2 log at 60 ml&es. 

Leaper, Lewis. and Spdler (Ref. 18) 
compared the effectiveness of povidone- 
iodine impregnated &apes. povidone- 
iodine with a sterile drape, and 
conventional preoperative skin 
prsparatian with povidone-iodine for 
the reduction of skin ba&&. Forty-five 
subjects scheduled to undergo elective 
groin surgery w&e randomiid to one of 
the three treatments. Impression plates 
and skin swabs were taken immediately 
before and after surgery, and swabs tier8 
taken before and after skin incision and 
closure. Conventional preoperative skin 
prepping with povidone+xime 
produced the greatest reduction of the 
bacterial flora (240 colo&y taunts to 34 
colony counts, 2.3 log,~ reduction). 

Duignan and Low8 (Ref, 19) studied 
the effectiveness of povidonsiodine for 
reducing pathogenic bac!eria:in the 
vagina. A 1:lO solution of a povidona- 
iodine formulation containing 0.75 
percent aveilable free iodine was 
instilled into the vagina of 35 subjects 
and left in situ for 1 to 5 minutes. 
Aspirate c&uses were taken from the 
vagina before and after preo rative 

r disinfection and subculture :into 
thioglycollate broth containing 
neutralized. Povidane-$dind removed 
92 percent of the bacterddes ;species, 
anaerobic sttrrcptococci, gram negative 
bacilli, and Streptococcus pyogenes 
present prior to the preoperative 
disinfection. 

A surveillance report (Ref. l-Cl32) of 
hospital infections dowad that the use 
of povidone-iodine in prepxring 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 7.6 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 (me? 2.4 
percent). At the 9§ percant ctinfidenca 
level this is statistically significent. NO 
method date accompanied the report, 
except that the urethral moafus was 
cleansed with cwtton dipped in the 
nntisaotic solution before 
cathet&ization, 

The agency believes that theso studies 
and o?her published and publicly 

th& itiitiitr use. 
fn addition td the data reviawed 

,Bxpwrimenld Coatamination 
” Cumsnt TZaerupeutie 



considered for peritoneal lavage by 
surgeons.. One comment a.aued that 
labeling to warn against parentera use 
is clearly bevond the scooe of the OTC 
drug re;iew-and FDA’s r$ulaiory - 
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 
dtig applicitiions for those products. 

One comment sfated that povidone- 
iodine is gene6ally n&@&d as safe 
and effective for use in open wounds 
and a warning against such use would 
be contrary to clinical experience with 
this drug. In support of this position, the 
comment subniitted a controlled study 
in which thb surgical in&ions of one 
group were irrigstod befori, c!osure with 
10 percent povidone-iodine solution, 
and the surgical Incisions of the control 
group were irrigated beforit closure with 
saline solution (Ref. 1). The comment 
stated that the results of this study 
showed a significant decrease in 
infections when povidone4odine was 
used, and there were no affergic, 
adverse, or other deleterious effects 
following this use of ovidone-iodins. 

In response to the t5 o@issioner’s 
recotimendation for reseallch data (43 
FR 1210 at %235), one comm&it 
submitted an extensive r+ew 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. 21. 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 almost a 
quarter of a century is 37,900 daltons, 
and it presents no risk for any af the 
topical antimicrobial.uses covered by 
thi! tentative final monograph. - , 

The Panel recognized a relalionship 
between molecular size and nodular 
lymphatic changes accom$anyir@ 
exposure to povidone-iodipe, 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 thet pqvidone 
molacules~larger than 40,000 daltons 

&S&era1 comments contended thirt 
.theti are numebus orofessional &eS for 
~~~i~~~~i~in~, pajricularly .uses that 
involve medical-devices. that were not 

moncijjraph, the agency rec,o$W3s that 
the @bfe&iont$ UEBS of ,povfdqnti-i&rie 
that are ,&$pdsed @safe and.efftii+e 
am i+ited to.ri’patiept preoparative- 
skin preparati&; %alth-~ personnel 
handwash, and surg-ical hand scrub. . 
Further exam&aGoli ofthe refe&mctt 
kit&d Pn the”@&@ tentative fix&f 
monagraph (R&f. 3) revijals that the “. 
reported aiiv&& tiff&& were due ta 
intravenous p,.papnteral ufie of 
povidbne. Based on-thomore recent 
data &d corpmanjs, the agency now 
believes t&at neither medium nor$rger 
mole&ar wei&t povidone-iodine * 
tiolecules pre~~nt~sk~when limit&d to‘ 
the topical usills included In this 
tentative f&al monogmpb. Larger. 
molg&ies ~f,,p~vidon~iodine wauld 
not &e abso&ed if thi drug is rise4 for 
these profe@%mal us&in accordance 
with t~e-~ono~~a~~” Thus, t+&e fs no 
need t’r the prefessianal lab&&to 
limit the m,olew!ar w&ht of pov$doW 
iodine product& or to require special 
tiarni$g+r$at<d to the mol&ular 
weight of’ povidone-iodine. Accortiingly,’ 
such labeling ,is not&&g included in 
this tentative final munograph. 

t$ the’ Panel & by the agency 
atbe jjnal maktgraph, These 

p~of$asi+al-uses include catheter cam, 
~ato~~~~~~e~e~ patientWn scrubbing 
@o$ ia @eOperaWe prepping, surgical 
site &a$&+ after stitching, mouth and 
tb~~t,~~abblng;.~a~e~t of the akin 
be&@ cqveiing ,& fracturb with B cast, 
-antf?eptii: @eatment af various scalp 
problems, atid intravenous site 

\ pre~~r~t~~~,. One comment added that a 
ph~a~at gr other health pr&f&siopai 
~8~~~~rnend ths use of povidone- 
-tcrdin,eas; a ,douche,, per&ma1 tiash; or 
’ ~h~~~) cdncentrate. The comments 
,~~u~~t~d t&t special Iabelin,o be added 
tq&e ti&ko’graph ta cover alI of thtrse 
uses, b&&:dfi% not submit data regarding 
the&& usea. 

Severat of&e professional uses 
ttm&i*l~ by the domments are not 
txmhed by this ruiem#ng, but they 
willbe add&Fed under other OF drug 
twjemakii+s. For example, the use of 
po~~~~~~~~n~ ‘for mouth and throat 
~wa~~~~is included -in the advance 

f nc@ze dfi 
oral Wl,, t!i 

rcjpes$d rulemaking for OTC 
care ,$rug.products, 

d in,the Federal 

dsrm&iti@, and< psoriasis drug products, 
pub&bed in the F&deral’Register of 
~ecQ~~~4,:1991”(56 FR 63554). The 
USB &i ~w~dnne-iodine as a douch& is 
addr&ae& in theadvanca notice-of 
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The Advisory Review Panel on 0~ 
Hemorrhoidal Drug Products stated that 
the inclusion of antiseptics in OTC 
anorectai 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 iikelihood that effective 
antisepsis could be obtained in the 
anorectal ar8a with antiseptics any more 
than with soap and water. Because no 
data wer8 submitted on povidone$odine 
as a perianal wash, the agency did not 
address this ingredient in the discussion 
of antiseptics in the tentative final 
monograph for OTC anorectal drug 
products when the agency evaluated the 
Panel’s conclusions. Similarly, the 
ingredient WBS not included in the final 
rule for OTC anorectel drug products, 
published in the Federal R+t&ter of 
August 3,lQQO (55 I% 31766). Parties 
intorested in this use of povidone-iodine 
can submit data and information as part 
of a citizen‘petition to amend the final 
rule for OTC anoroctal drug products. 
(See 21 CFR 10.30.) 

Several of the uses suggested by th8 
comments are related to the general 
category of patient preoperative skin 
preparation that was disctissed by the 
Panel, (See the Federal Register of 
September 13,1974,39 FR 33303 and 
3311p.) One example is the us8 “patient 
skin scrubbing pribr to reoperative 
prepping,” The agency ! elieves that this 
use can more simply be described by the 
indication “for preparation of the skin 
prior to surgery,” which is being 
proposed in §333.469(b](l)(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 us8 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 boina urooosed in 
3 333.46d(b)(l)(ii). ” * a 

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

such as “getiicido,” “germici,dal,” aAd 
“microbicidal” being used in 
profGssiona1 labeling because health 
professional? understand the meaning of 
these terms. However. the agency does 
not beiieve there is a need to include in 
the monograph avery one of these terms 
that might be used in the piofessionat 
labeling of~these products. These terms 
will be evaluitt’ed by the agenci on a 
product-by-product basis; under the 
provision of section 502 of the act (21 
U.S.C. 352) relatirtg to‘labeIing that is 
false or misI&ding, 
1. Comments on Quaternary Ammonium 
Compounds 

20, One comment requested that 
benzalkonium chloride be placed in 
Cat+ory I as.8 skin antiseptic, a patient 
preoperatititi skin preparation, and a 
skin wound.protect&nt, in addition to its. 
present Categary I classification as a 
skin wound’+eanser. In support of its 
request, the comment cited several. 
surgery.textbbobs and other retferences 
that ‘mcommend use of benzalkonium 
chloride at concentrations rang@ from 
1:750 to l:SpbD 868 preo eratfve skin 
preparation, surgical scru rl , skin 
antiseptic for venipuncture, and,fn 
urinary tract prodedups, especially in 
catheta~~d~patients (Ref. 11, The 
cotintent also submitted two studies an 
R product containing benzalkonium 
chloride af a concantration of l:l,Ot?O: 
(1) An in vitro study to demonstrate that- 
this produi%farmulatfon acts as a 
physiqal chemicalbarrier against 
conteiminati@n by micro-tirganistps, and 
(2) a study on induced wounds on the 

he agency determined in the 
tentative final.monogr~ph for OTC first 
aid antisepttc drug products that the 
safe and effe$ve concentration range 
for using 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 we& sufficient to establish 
safety for products intendad for short- 
term use, such as a first aid antiseptic 
drugproduct. The data submitted also 
support safety for use as a patient 
preoperative 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 
banzalkonium chloride for use as a 
topical antiseptic ingredient in patient 
preoperative skin preparations are not 
sufficient. The Antimicrobial I Panel 

placed this.ingredient in Category III for 
thisuse. &Sty 39 FR 33103 and 331153 
Thi,agemzy finds that the surgery 
textbook8 and other references cited by 
the.@om&mnt [Ref. 1) do not contain 
suf@cient information about quantitative 
and $u&tat-fve changes in the microbial 
florti of the treated skin amas. Before 
benvlkonium chloride may be 
genmmfiy ragarcted a8 efFective far us8 as 
a atient preoperative skin preparation, 
a f ditionsl in vitro and in vivq ,_ 
eff~~ve~esa data am needed, The data 
should include results obtained from 
both in Vitro and in viva testing 
procbdwes as described for patient 
preoperativ@ skiti preparation drug 
products, (See section I.N,, comment 
28.) 

Accordingly, benzalkonium chloride 
remains classified in Category III as a 
topical antiseptic ingredient for us8 as a 
patient preoperative skin preparation. 
R8~~~ 

(1) Connnent No. 6116, Docket No, 75N- 
0183, Dockets Management Branch. 

(e) Revk~w of Scientiftc Literature on the 
Safety and Effectiveness of Zephiren 
Chlortdeb as e “Skin Antiseptic” and 
“Patient f%operetfve Skin Prepwetfon’” for 
the ,~~~tive Cleansing‘ and Degerming 
&fora Suqery and Use of Medical Devices. 

(2~Un~ublished Clinical Wound Healing 
Studies o”n Madl-C&iki, Comment No. 
SUpI3, Docket No. 75N-0183, Dockets 
Ma~a~~~t Branch. 

(a) SIstItGcal Analysts of Data from 
Efficacy Study of MedKJuik as a Skin 
Wound Pwtectent in Humans. 

(b] Sturlies on Medi-Quik as a Wound 
ProGctant. 

21. Two comments objected to the 
praposed warning statement In 
$333.92~c)@) for concentrated products 
containing quaternary ammonium 
compounds. which states, “Dilute with 
distilled water before’use because acidic 
or hard water may render the product 
inactiice,” One comment contended that 
~is”propo.~d warning is pntjudicial to 
tha quaternary ammonium products that 
can act in acidic or hard water end 
noted t&t the existence of quaternary 
ammonium compounds that can act as 
antimicrobials in acidic or hard water 
was recognized in the tentative final 
monogmph (43 FR 1210 at 1219). The 
comment recommended that the 
labuling of products containing 
quaternary ammonium compounds 
incSude a statciment, based on 
ap~~op~ate laboratory tests, about the 
abiiity of the product to perform in 
acidic salutjons and the amount of 
water hardness (described as parts per 
milljon [ppm) calcium carbonate) in 
whi&h the product will continue to be 
effective. 



The 0th comment stated that several 
concentrated quaternary ammonium 
compounds (e.g., 50 parcent 
benzalkonium chIoride, ij.S,P.f 
mgistered with the Environmental 
Protection Agency (EPA) conform with 
the hard-water tolerance requirements 
and therefore can maintain activity at a 
water-hardness level of 600 ppm. The 
comment also stated that pH must be 
reduced below 3.5 before the 
effectiveness of quaternary ammonium 
compounds is decreased to any 
significant extent (Ref. 1). ,The t*ommont 
concluded that, because normal potable 
water supplies do not approach these 
levels for either hardness or acidity, the 
requirement in proposed (j 333.92(c)(6) 
for diluting only with distilled water is 
inappropriate and needless. 

In the tentative, final monograph, the 
agency acknowledged that hard water 
and acidity reduce the antimicrobial 
activity of quaternary ammonium 
compounds, but that there are some 
newer synthesized quaternary 
ammonium compounds that are not 
adversely effected by hard water and 
acidity (43 FR 1210 at 1228, 1219, and‘ 
1236). However, these newer quaternary 
ammonium compounds (e.g., a mixture 
of three benzalkonium halide 
compounds with varying chain lengths), 
while structurally related to 
benzalkonium chloride, benzethonium 
chloride, and methylbenzethonium 
chloride (the quaternary ammonium 
compounds which the Antimitirobial I 
Panel reviewed and which the agency 
proposed as Category~fIIl, were not 
reviewed or categorized by the Panel or 
the agency and are not included in this 
rulemaking. (See comment 58,43 FR 
2210 at 1219.) Further, the,agency notes 
that the 50 percent quaternary 
ammonium concentrates that conform 
with EPA standards are intended for 
germicidal uses and not for the 
antiseptic uses that are being considered 
in this rulemaking. 

The agency is aware that studies have 
shown that affects of acidic water on 
quaternary ammonium compounds 
occur only at dilutions containing less 
than the dosage concentration proposed 
in the tentative final monograph (Kef. 21. 
Higher concentrations minimize 
quaternary ammonium compound 
inactivation due to pH change (Ref. 3). 
However, ,it is well known that natural 
water supplies in different areas differ 
in acidity and hardness. As a 
precautionary measure, FDA believes 
that concentrates of’the ingredients 
considered in this rulemaking should be 
diluted in distilled water by consumers 
and health-care professionals;because 
information about water pH or hardness 
in any given area is not usually known. 

Nutiing the &mcentrated queterna-r+y 
ammonium compound praddts 
addressedin this rulen&ing with. 
distirled wetor ensures that inactivating- 
f%togt lue n0E encountered. Therefore, 
the agency Proposes to retain the 
warning sfatem.ont, “IMute with 
distidod water’before use because acidic 
or hard watermay render the prod&‘ 
inactive,” for diluting any Category I : 
quaternary ammoniu,li concentrate, ’ 
However, beo$rse ~11 the quaterna9 
ammonium cpmpounds remain in 
Category III at this time, the warni 
statement ,is not being lnciuded in 
tentative final monograph. 
Refe@QUXf+ 

(1) ?+vrence,C, A.,“Surface-Active 
Qus~arnary Atpmonium Germicides,‘ 
Academic Press Inc,, New’York, pp. 76-79, 
1950. 

(21 Kundsi,n, R, B., “‘investigatians on 
Dynamics of. Bactericidoi Action of Two 
Quatymy ?tnnnonit.tm Salts,” Amhlvep of 
surgffty, Q:789-797,, p4sa. 

(3) Soike, K, F., D. D.-Miller, and P; R, 
Ellikerr. “Effect of off of Solution on 
Gerrriictdel A&& of C&uernery 
&urtonium i%rmoutrds,” &emu1 ?fDaiv 
SCiC.?CC, ~s:76*);77i, 1952. 

K. Ccmment on’ Sodiuti Oxychlmuiem 
22, Qne~cotiment requested that 

sodium o~~chforosene be included in 
the monograph, for uw1:8s a topical 
antissptic for-treating iocalized 
infec@ons, to:romdve necrotici debris in 
massive infectftins, as a patient 
proqparatiue,Skl~.‘preparation and 
pastaperative‘atrrigant, and for the 
cleansing and disinfection of fist&& 
sinus tracts, einpyemas, a&wounds., 
The &mment.i~n+ded a number of 
references that’ recommended usqs of 
sodium o~chlorosene’(Ref. 11* The 
comment state4 that “* * * the 25 
years of niarketjng experience. the 
almost total absence of complaints, the 
number of pu,bIished articles, the. 
unustiat spectrum of organisms repsorted! 
on, all attest ,tct &the safety and efficacy 
of this product.” 

The~agent2yhas reviewed the data 
submitted and concludes that the 
available info&nation does notcontain , 
.any well-controlled c&n&al studies on 
thebflEtc&Sven0Bs of sodium 
oxy+lorosetm. In addition, no 
rnea~i~g~l,~i~nt~~~ information was 1 
pmsenjed in regard’to safety. .Clinical 
use f+ a period of years may provide 
corroborative&idenc+ but i~,i~ad~quate 
to support safa use. A good example is 
h~x~~hloro~be~~: this drug had been 
used~ OTC ftir many years beGye more 
thoro~~b.safe~y’ studies’ in animals 
show&hat the drug‘was not as safe as 
bad been assuatiedV The agency 
concfpdes that the data’are insufficient 

to ~rn~~~~~te the safely and 
.,eff~~~v~~ess of sodium oxychlososene 
for ~~$oPic-al antiseptic use and 
~e~f?~ pI%n%s this ingredient in 

9 f%&go~ III for bo?h safety and 
eflsctivemis. 

23. A number of comments submitted 
data and+nformation from 
mi~~b~~~ogical, mutagenicity, 
.rne~~~i.~rn~ cross-sensitization, photo- 
gen~jt~on, aad drug sxporience 

,+atud&s on &clo&n (Ref‘ f). The 
~~rnrn~~~~ stated that the data and 
mfo@,ation~ show that triclosan (up to 
1 ,O pm&t) is safe and effective and 
-that”,~~~~~~ should be placed in 
CMe&iyil for use in the categortes that 
+eret $+&red in the previous tentativw 
~nel~mo~o~aph,,i.e., &n.antiseptic, 
a~i~~,~~d.c~eanser,” skin- wound 
.p~~t~t~~, &rtimicrobial soap, heaith- 
care ~e~~~~~e~‘h~dwash, patient 
~~~~r~~iv~ skin preparations, and 
s~~~~a~ hand scrub. In eddftion. one 
~~rn~~~t,~ubrn~~ted information on 
tief&a&(U[o.l percent] for thetreatment 
ofdiaperrash and on trielosen (0.1 
peeing) combined with benz+caina for’ 
Be -~~t~0~ of sunburn (Ref. 2). 

C&e comment~i%om the manufacturer 
id tddosan objected to the agency’s 
expressed c~twxn, as stated in the 

,te&@tive final monograph (43 I?$% 1210 
at $23~ akd ?233), that there is a 
~r~li~era~~o~ of products containing 
~?.&&p3n marketed tothe American 
,~n~umer.(~f. 3). The comment argued 
rhat ~e,,~~%~cy’s concerns were without 
:fsctual basis and submitted sales data, 
heid ~o~~d~~tial under 21 CFR 
~~.~~(j~~~~~i)~~, showing that overal 
s~~e~~f-~~i~~n in th&,S. have in fact 
d~~~~d. from 19173 to 1977 and that 
sal&fr$ i.+e In bar soapsand 
deo#~~~~s have also dkclinad from 
5’973‘ to trS?7. The comment pointed out 
that tt he~.e~lusive U.S. patent rights 
~~r:~IE~o~‘~d that no Rcense has 

\ beeni&. will be, granted under these 
patents. Thecomment added that to the 
best of its knowledge triclosan is not 
used &i inane clothing, a use mentioned 
in the &n$ative final monograph at 43 
FR 2231. Thecotnment stated that if 
tridown %pIacod in Category I for use 



in antimicrobiaI,soaps, it would limit 
S&S Of triclosan to OTC use in 
antimicrobial and deodoet soaps, 
underarm deodorants, a&registered 
Environmental Prot=Uon Ag&ncy (WA) 
pesticide products. In the ktture, 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 drfice of 
Special Pesticide Review preparing a 
report on the proliferation of triclosan- 
containing products is in error, and that 
the erroneous statemen! apparently 
wsultod from a miscommunicat‘Ian 
between FDA and EPA staff. The 
comment concluded that the co&ens 
about proliferation raised by the agency 
in the tentative final monograph should 
not prevent triclosan from being placed 
in Cate 

fl 
ory I. 

Anot or comment from the 
manufacturer of Lriclosan submitSed 
validation reports and.raw data from II. 
2.year chronic oral toxicity study in 
rats, and carcinogenicity &d I 
repr,oduction studies conducted in mice, 
rats, rabbits, and monkeys by lndus]riaT 
Bio-Test Laboratories (@Tf,(Refs. 4,5, 
and 6) and asserted that its validation oi 
the studies shows that triclbsan is safe. 

Several commetits objected to.the 
aQencv’s restriction at 43 FR 1229 that 
a~tim&robial soaps containing triclosan 
can only be formulated in a bar soap to 
be used with’water (Ref. l)..The 
comments argued that such, a restriction 
was not applied to the other Category III 
uses of triclosan, i.e., skin tintiseptic, 
skin wound cleanser, and skin wound 
protectant, and that such a restriction 
was not recommended by the Panel in 
the advance notice of propr$ed 
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 6) 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 IRof, 7). 

The manufacturer subseauentlv stated 
its intent to no longer rely & thi’2-year 
chronic oral toxicity IBT study (Rtif. 8). 
and submitted a final report from a new 
t-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. df the long 
term use of triclosan as a health-care 

p~~ik&d Or $U@Cei ‘_ 

ha@@ub b&d on the m&r&& 
SWWVill Of&3 ~@&ial~ in &j&“fi% 
cWr+d and k&ted jpup5 and 
uncer@iiUs &out the dos$a& study 
conduct. The&fore, @ta $rom a&thei 
chronic exp,o$w study ti heceaij io 
asses+e safety of the Idng-&n usf) of 
tricl@&m~ The agency’s d&a&& 
comments &ii ~Yal~ari~n of iher daCa ara 
on. fifci in the &&ets ~a~~e~~n~ 
Bran& IRef: S$. A subsequ&t ” 
subr&sioa from the ~?arune m~~f~~~rer 
contaYned @e.final~ rep@rt of a two- 
geniwatlan atu$Iy of&e reproduct& 
toticfiy of t&lo&i $ti $ats (Ref. -11). 
Thesa data are Cur?enlly being retiewed 
by the-agan?y and Will be ‘ddEtiuz+d in 
the final rul++$‘&tbese drug prcidwcts. 
Triclosan remains classified as Ca;eg~ry 
111 for safety for ion -terni use. 

Theegency c&c uded in the f 
amended tentiidve @aI gonog-,a ..h fsr 
OTC G,rsst aid @&septic drug p” 0c.f uc$ 
f66 Eft 33644 &33‘665) tbet tr$h& (in 
coneeii(rations tip to.l.6 percenQ is Safe 
for sbbrt term ‘use as a first aid ’ 
antis&p& {fdmt;erly de&g+ated as,skin 
anti~s+tic, &iBwotind dleanser, and 
skin iniround protkctant). The-data 
revie*d (Ref, ~1 also support Qmsaf’iity 
of triclosan (Up -to 1.0 percent) for Use 
as a pr;lfient jirut@perafive skin 
preparatiim Hayevcy, with regard tO 
safety fof use asan antQept& han&vosh 
or ha&h-cam p$rsbn&ei hatidwtih agd 
surgic&+and ,Grub, trielosap remains 
6!assi@ed i~~~~~~ lit for aitfety:for 
Ion *term use+:& s,tated above. 

da 14h reg@d to eff&ctiveness, in the 
previotis -tentrr&e fi+l- monograph the 
agancjlclas&ied tricbsan a@ Category II 
for us@ as a hi&h-care personnel 
hmdtqsh, patiqnt ,p,reoperative skin 
preparation,,&d surgical.hand SC@ 
becau% tric$osan has limited.activ~ty 
ag~~~~-~~.~~~ative bacteria. For 
exam&, tricl+$ninls~tbe sub+& of a 
pste@p@ent No.Ji,6J6,256)-for Me in 
culture media for isolating 
Pseuihmbnai Beciiu~humrm skin Irr, 
regarded as & sujcre~b “cttltme med$ti,” 
the posiibilitylwas raised (43 FR 12~0 
at 1232) thai t&loaan tiight setactively, 
promote~over&wth of ~~eud~~on~~on 
the hqkds of%alth-care personnel: 
Based.irpon d&G reviewed, the agency 
advised’ that iti vitro data denionstht~ 
t&t tridosan$ antibacterial speGtr#m 
can be br0aaf2Ma, to be effective against 
Pseud~~on~s’~h~ tridosan is 
lIjr0 8& forriiulate$ with anidnlc 
snr actants to kwm.8 %ynergistic P 
mixttire.” Themjore, FDA reclaqifitid 
tricltisti (us to I.O‘pertient, with @he 
lotier llntit’ ta ~.~ete~~~~d) from 
Catogary LI to C&egary Ii11 for 
affectiveness. The agen‘cy further 
advised that ad&one1 studies are 

VefDate Z?htAY-$4 19:40 Jun 16, i994 Jkl lSO2S7 W Ot%$ Fnn 



1242.l The agency has the foiIowing 
comments regarding the pnit&ol for ‘the 
study: only ~5 subjects (an insufficient. 
number) were tested; a baseline count 
from 3 samphugs was-not established 
before the test; the Iogre 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 study RDP/l9/21 (February 2. 
19811.2 percent triclosan in a liquid 
soap vehicle reduced baseline counts of 
test bacteria E. coli ATCC 11229, P. 
oeruginosa 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 CAEfAVD 
(February 2, 19821, triclosan (unknown 
concentrations) in a liquid soap 
formulation, compared to a vehicle 
control, maintained reduction of 
baseline counts (within 10. -30,6d, 90, 
and 120 minutes) after artificia1 
contamination with K. oerogenes. In 
study 66D15-W221 (in OTC Volume 
020038). OS percent, 1 percent, and 2 
percent triclosan in IvoryR soap was 
compared to tvoryR 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 Spht-Use 
Modification of the Price-Cade Method, 
increased skin-degerming activity was 
shown after 3 days of repeated (la) 
applications of triclosaii 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, before triclosan 

1 

may be generally recagnized 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. B~CWSO of the 
nature of the intended uses of hcalth- 
care antiseptic drug products, th& 
agency believes it is essentiat 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 attributod to 
the tofal effect&mess ef the finisbcd 

Cor+tLtbn.c&rrbe detsrnrined. (gee 
sectiuy I&, c~msRc:~26.) 

Accord@$y, triciosan (up to i 
percent. with the lower &tit tobe 
determ$nedj i~,~j~g~~l~sl~ed as 
Category III foi p:s& in.heaRh+a& 
sn@septic 

3 
products as a~pitfertt 

preoperattve‘S ‘n, preparation, antiseptfc 
hand;wash or he&b-cai% personnel 
handwash, an4 surgiGa1 band s&t.& The 
agencjr’s concluslionsare summdwd 
below: 

Iqmi%gbm~~t Birch. 
(83 btemwindum of meeting betww?a 

. . rtQxd;ssntat I$es of Ciba-GeQy C0rP. and -PRA, 
t-.%mi#rit No-, hW7, kkcket Nd. 75hl-0183. 

I Mancl Scrub fffSf% ~4bikqts M&gamcat Branch, 

s&4&y. - 
isw3Yi%ow23 Z-Year #al 

E~Eff&tiven0$s. Adm~~ts~~on.~~ Rats:’ vol. I&I. XL& and 
Xf,JJI and “‘Determination of FAT Bar 023 if.8 

The agency has communicated further _. 3fm~d &f “&~~Pl~ Taken DuiinS a 
with EPA and‘&$s ascerta’ined ihrit :tl&re ~W~~~a~~mnCc Oral Toxicity/ 
is no speci Ficreporton ‘tha‘proliferaticn t&co@nioi& Study in Albino Rats.:’ vat. 
of tciclosan (R&f, 14),,Regarding,: ~~~,.~e~l No. tZPT2, DoEfret No. 75N- 

exclus&ra p.$ent. r,ights. the agency 0183,. Rock@s Management 3kiimh. 

advis3 that t&e& nrti’ncit amongthe 
(SOI bitter&m W. 3. Gillrrirtson, FDA, to 

J’er $tertsby; CibaMm Corp., coded 
dete~~n~n~~c~~t~ri~ to estab~~sh~g~~em3 ,$+gT&, &&et No. 75N..o183, &&+ts 
recogn{iJion df safety and effitivenes~, 
and tbrefore ca@not be used in the‘ 

tv$titmgqmant l$mncfi. 

evaluation. How&r, having rev.iewed 
‘6111 Copiaeq No. RPTf, Racket No. YSN- 

nap% t&ck+s ~aoage~e~~ RFcb+ 
@new data arong with the previously (12) I.&% from W.:E. Cilbertson, FDA. ta 
submitted data, the, a#~cy concludes ~ R’Ue~“~~r,, C$ba-G&gy C&p., coded‘LET34, 
that there is no tiroliferation problem t&&et ‘No. $SN-OI 83, Dackets Management u,;,L 
with trklosan. -’ 

FinaQy, the agency did not intendto, ’ 
restrict fornn&t-So& oftriciosan Jb bar 
soap. The agency has reviewed the 
Panelts recommen$n49tions and the. 
footnotes in the previous tentative@al 
mqno@&ph (43 FR I2?o at.1229) and: 
finds that t&&osan’under ‘“antimicrobial 
soaps” was ekoneously ‘marked- with 
the .mf&ence tP 01% %.$&o “Category 
III-onlywh+ f~~~Iat~d in a.bar sdap 
to be used WI*-water,” 

,24. &ecomment stated that the 
Pagei &d hot, reviirw safety and 

CL data aubmltted to it on 
chlarid;e 

The use of triclosan in products for 
the treatment crf “diaper rash was 
discus&d in the‘~tentative~final 
mo~o~~h.fo~~~timi~~Qbial diaper rag! 
drug products pnbl$hed on Jun$20, 
SWD ($5 FR 25236 at 25277 Co 25278); 
The uaeaf triciosan in products fur 
treating sunb.urn will be addressed in 
the Fed@+&1 RBipl+err 8t a later date% 
another ‘C’I’C drug r&making for drug 
products for th$s use. 
Referwccea 

the previous tentative 



in combination, as a patient 
Preoperatiite skin preparation, a skin 
antiseptic. or a skin wound protectant. 

The agency has previously reviewed 
data for first aid.antise tic uses of a.1 
percent mercufenoi ch oride and 0.1 7 
percent secondary amyltricresols and 
found the evidence insufficient to 
suppori their safety and effectiveness’ 
either as single fngredients or in 
combination (56 FR 3364.4 at 33668). 
Only safety data on animals were 
submitted by the comment (Ref. I): in 
general, 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 alsa lack 
sufficient detail to establish the 
effectiveness of mercufenol 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,equiyalent to 
phenol and should be catrtgorized 
separately from phenoLThe submitted 
safety data included a study by Broom 
(Ref. 2), who reported that 
amylmetacresol is relatively nontoxic 
and less toxic than hexylresorcinol iu 
rats and mice. 

No toxicity studies in humans were 
included in the information provided: by 
the comment. Wowevar, in the tentative 
final monograph for OTC external 
analgesic drug products, published in 
the Federal Register of February 8,1983 
(48 FR 5852 at 58581, the agency 
proposed that metacresol up to a 3.6- 
percent concentration be considered 
safe when combined with campher 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 thi 
short-term use of antiseptics as patient 
preoperative skin preparation drug, 
products. The submitted data are, 
however, inadequate to establish the 
efficacy of secondar amyltricresols. 

Data are also nee dy ed WdetePmine the 
safety and effectiveness of the 
combination of mercufenol chioride and 
secondary amyltricresols, Only animal 
safety data are available, nnd these 
studies were limited to determinations 
of the minimum lethal dose by various 
routes of administratlon (ROT. 1). The 
submitted information on marketing 
history is not sufficient to,provide 

px$kri~y active against g$ni-positive . p~v~~o~ of Venereal disease (syphilis 
organisms (Ref. 3j:,One in viva study tin and goaiotr;heal [Ref. il. The comment 
the”~ffectivitfiess.cyf~t~e comb&n&on as in~lo’ded-~ histoiical review and 
a patient preoperative skin prep.@it~on Infe~~~io~n on’ in vitrq activity of one 
shoWed a‘su~stantiaE.reduciion in‘the ’ .?fthe ingredients, Accarding to the 
skin micro&&a (Ref. 4). However, com@imt, in 18O5the$h9covery was 
because neutralizers werenot used, . mad5 &at calornel in combination with- 
bacticcidal activity cannot be fats is afi.effective germicide against 
di~~~e~f~at~~frorn residual 
bacteriostat@ activfty. In addition, the. 

T~~~~rnu.~af~~durn IT. pallidurn], the 
_ , causati$e organism of syphilis. Later, 

effect of the t!@-percent alcokol in &he caEkn?$wds $ated to be active against 
alcehol-acetone vehicle was not taken Ne!sseh Pnorrhoeae (M gonor’r~oe’oef 
intoconsider&n. Alcohol. 60 to $5 (the cawafive onanism of gonorrhea). 
percent, is iuCategory I for anti$eRtfc , This ~o~bI~a~o~.o~ ingredients and 
heaRh?care uses, 

Under the agency’s guidelines I& 
theindfcat4on of prevention of syphilis 
and ~o~~~~ea have not been reviewed 

CITEdrug ccmbination producta @ef,. 1 by any QTC advisory review Ranel. 
s), (&ttigary 1 active i~~d~en~s‘~~ e : HoWever, becausea~ claim is made 
same therapeutic c+egory that have : indk&ij$$ antimfcrobial.actiwity and the 
different mechanisms of action may be *_ ~~~~~c~nt~i~s calomel, which is 
~ombi#~~t~.~r0~t &e‘seme s~~pt~~s ~tr 
condition ifvhij c~m~j~atio~ r&&$‘the 

+ady ln$uded in&e rulemaking for 

CYl?C,combi~n~tion policy In all G&xts~ 
DTC toRIcal ~~mIc~I~1 drug 

and t&t combination is on a ~~~~~~s~ 
prpdqctp, the agenjr believes it is 
a~~~~p~at~ to IMOW this combination 

basis, equal to or better than eachqf.&e 
active ingm$ents used alone at its 

tid labeling claim ln this amended 

therapeutic dose. Accardi~~ly, both 
testable fkd monograph. 

Ths in v&-o effmveness test 
mercufenol uhlorido and secondary descr&& $n the comment (Ref. 11 is a 
~~3~c~s~~,a~d’~e combination of ition test comparing the : 
thaw ing&d+ts &e ,pl8-d ia Q&g+ ctivity of oalomel, phenol, 
III. The combination .~~ds~~~~~ . c silver salts against. S. onmu 
testing of the‘coimbined ingredients 
com$ared to;dach lndIvidual~a&e 

tar of activity ageinst 
~y~~~~i~.~ T pcrflidum) an& gonorrhea & 

ingredient toprstablisfi effectiveness of go~o~~~e~. According to the 
the ccmbfpat$m as a patient , ~u~~~~~~ the causative organisms am 
preoperative skin preparation, notviable in vitro and were not used in 

The ag~c~racomm~~ds that In-.viva 
end in vitro-~fTectiveiia“dats be 

the t~st~~g~,The agency points out that 

submitted; ‘@e data should be based on 
Ei i~~~~~si~~~ to-isolete and subculture 

both in vitro and in viva testing 
isolatesof fV. gonoirclhoerre for in vitro 

procedures as-described for patient 
~~~~~~~~a~ testiug (Ref. 2). but T. 

p~o~e~~tiv~~~l~ ~~p~~tiun’,d~g 
po~j~um cmn6k”be gr&% in vitro (Ref. 

products. [S&e section I.N.,cor&nent 
31, ‘l’bs #geitey does not cont&+r the fn 
vitn, test against S. aureffs to be 

26,) ads&at+ ts-support‘s claim of 
Refaqnces p~ve~f~~,of syphilis and norrhea. 

‘p 
[1)0-f% Vcd. f.l20093. 

In a”~~a~ rulemaking, or~mehcury- 
co~aIot~g kirug products. for topical 

(Z)BWOItt, Wf A.. ‘A NOIs 011 thtt TOXiCSty a~~~~ic~~al use, ~l,o& was 
bf Amyl-meto~creeol,” Bsirish ~oofmf o[ 
~xpct’imc3ntulAatt 12:327-333,W.Z rev~i?ive& I$ ‘the Miscellan~us External 

f3)Dunn,C. C.,"6e~icidelPnopertiesof ‘~Panel(4:7 FR 436 at 440). Thet Panel did 
Phexiolic Compxiunds,” tndustrioE and 

_ 
note ihal calomel “hgis been WXSI in the 

Engincfddg Ghemfstrj, ZRS09-0I 2,~193R+ past by~inumztion [rubbing into the skin) 



as a prophylactic against venereal 
disease * * *” but placed the 
ingredient in Category It becaum 
“calomel may be safe as a topical 
antimicrobial agent, but it is not 
effective for this purpose,‘” 

Although it is apparent that calomel 
30 percent would be considered an 
active ingredient, it is not dear 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 thosu 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 safa 
and effective for use in the prevention 
of syphilis and gonorrhea. Preliminary 
in vitro testing against IV, gonorrhoeo~ 
should be conducted before any human 
clinical trials are done. Then, favorable 
results from IWO 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 drugproduct can 
be recognized to be safe and effe,ctive 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 II in this amended tentative 
final monograph. 

The agency’s detailed comments and 
evaluation on the data are on file inthe 
Dockets Management Branch (Rdf. 4). 
RfhWWOS 

(1) Comment No. C158, Docket No. 75N- 
0183. Dockets Management Branch. 

(2) Morello, I. A., and M. Bebnhoff, 
“Neisseria and Brunhamefla,” in “Menual of 
Clinical Microbioloav.” 3rd ad.. edited bv E; “I 
tit. Lennette, American Societyfor * 
Microbiology. Washington, pp. .ll t-122, 
1980. 

13) Buchanan, R. E.. and N. E. Gibbons. 
“&r&y’s Manunl of Determinative 
Bacteriology,” 8th ed., William& and Wilkins 
CO., Baltimore, p. 176,1974. 

(4) Letter from W, E. Gilbertson, FDA. to 
M. Lowenstein, The Sanitube Co., coded 
LFTGR, Docket No. 75N-0183, Dockets 
Mnnagcmant Branch. 

N. L’wzwzI~~~~ on Tasting 

26, fVumer&s comm&s addressed 
,-r ~&@hcM m-&ect dose s&o&j 

the agency’8 niodific&& in. tba 
bi UmJ f$r the muiiipher ‘ and in t&j 

Papet:s proposed testirlg guid&inos (43 
ab.wic;e clr qmqhte data, B 2 0thfoJd 

,-d&L ~s~~r~o~~ be ap lied when 
FR WlO r+t 1239 to i&Q), the ag&c;r’s ; ; ‘~~~4~~~ t&3 anjmal hj 8R est no-effect 
statements bn; @uri formulation tasting, ,d*koman~ and at 43 FR 1213 (~33 
(43 FR 121331224, and 12401, and 
speci~fic protd6ols for u&rading an 

commont$SQl, the ager@y 5(at&ht 

ont~~~~robiabyld~~~t from’ Category _’ 
-modS$+m* of Ihe safety factor wit1 be 
4~~~~~.“f~~ ~p~~~~~~~~die~ts wbers 

.I11 td tiMegory 1.(43 FR 5242 lo 124Ii), juust~f#e;it by risk-benefit c&sidemtiona. 
Stating that tbetesting guidehnes warn’ Ooe ~agpspt suggested that a ‘&rfety 
un&ar in some p&ces and. point&g out fact@r of lWs than’ IQQ-foldbe’adceptable 
inconsistenci&s’betwean the’g~~d~~~~~s’ ” When s&$‘ntific inves@tion of good 
and the agency$ r&p&es to comn+rts ~~a~i~y~$~~~~ that the test animals u&d 
at 43 FR f2t1 tmd 1223 to 1227, a in~~~~b)i~hi~g the no-effar dose are 
number of comknmrriquested * sirni~s~“~o~,b~~s with ret+ct to 
clari~~~tion oripr~posed modificatfons j ~~t~b~i~~ &iotmnsformation and 
of a number of$tems in the guidelinea pb~~~~~i~etics~ and/or Iissue 

Sffy~al comments rac$ested spec@ ’ a~~~~b~~~~~. Another commc4nt stated 
infdrmation or submjtted protocob for that.a mom masoned and practical 
testing Category IlI:ingred~ahts,‘One a~p~ach.~~~uld be to require 
com@mt requested that manufactur&-s ca#cu~4tkq of certain, safety factors as 
be permitted to,dete,rndne which reca 

“r +&la, 
me&d& and indicate in a gent&al 

protocol to &how ,to establhb safety&r iils$hat rk$c-bone& ratios based 
effectiveness of an in 
of comments obje+x 

redfent. 
cf 

A rinmber- on ~~~,~ct~~ would determine the 
to the agen,Ey’s ~Iati~~;~r~~s of the product. 

considaratio~n,oF the‘testing gu~~e~~~~$ Thi, agency’does not findany conflict 
as final, and urged revisions in the __ -’ in ihe various statements induded in 

th& ~~v~~s. t0.c tative. final monograph; guidelines for publica>ion En~the ~~d~~~. : s 
Begiii~~r. “safety factor calculations w&e, 

Tho’agency ecknowltidges that there inc~ud&j .$wtkely as a general guideiine. 
were some in&&sistenciei in thetesting. The ~~~~~‘~ ~npanse to comment 19 at 
gutdelrnes for &fety and effectiventiss , 43 FR Z2%3 @Jicsted that the agency 
proposed in th$ previotrs-t@at$vc final, ~ou~~“~~~~.a minfi-num. of a MM-fold 

4afefy ~~~~r,a~~~i%d to the exposure rule. Thaagency dws not corisider the, I d )- -.J 
prev~t$us te~~~~‘g~~~l~n~s as final. That we +, 

‘agency is clarifjling in thisameaded- 
f. ‘. g r mgrodients in .products labeled 

r r psatiad daily use., However, the 
tentaWe fira& ~o~o~aph,~~t,al~,~~l : agr@y err@ consider.modifications of 
forrnBations Will b’required tomeef~ 

, the a&etyrfador for specific ingredients 
the sp&&ications in thti final. M&Q )us~i~~d by risl+enefit 
monograph:As stated-in ssction’l&., co~~i~~~~n~ and where quests are 
comment 29, the, agtrncjris proposing , h~si&on suh,mi#ed data. While the 100~ 
testing procedurei in $333.470 for 

s fol$ ~f~t~ fa:ctor was a general 
evaluating ths‘active ingredient in pure ~u~d~~i~e.jn the previous tentative, final 
form a4 Nell as In ffi.e.complete mon,ograpk the agency does not find a 
form@tion. 3%~ agenoy recommends ire+d- ,io iti#ude a general guide&m in 
that manufactumrs u&e these procedums “.. 

~~~.~~~~e~ tentative final monwph. 
for testing ~~~~~~l,~e~u~~tio~s of 

28; @xif#eWs carbmeqrs requested 

products intended for heath-care 
darification.of the criteria required to 
sst,ahRsh Qffe’@iveness for each 

antiseptic use ~.a~u~ac~um~ma~ 
prop&,e other appropriate testing 

~~~~c~6~i~l~ product class: One 

PrOCerjwSS. subk?ct to a 
comment stated that the “Testing 

as requoatad. ‘She data gQ-., ncy,ovaluationi ~~~~~i~~” section seems to indicate 
om these t,osts ’ 

are na~,tequfre~~to.be’su~mit~d”to WA 
that If mey bk necessary to determfnu 

by the manufec@r~r, How+rver,,the 
the effect of the v&J& on the active 

agency mbnds to use these proc&rr~ 
-i@r@mjt; The comment contended 

fof:any necessary compliance, testing, 
Xbat- t~?~,~F~v~s~an is confusing ,because 

2 Ia +$WQ can3fwnts ;poinXecl out an 
t&f 

P fina 
kanrble cliscussion in the tentative 

ap~ar~nt.co~~ct in theagency’s 
-~~n~~~b.j,ndi~t~ that vehicle 

statmnants concerning safety factor 
,. -te&ng wih not b&,necessaw *** * * 

calcufations~as folloius:, At *333X 1240, 
“w~Nsad~~ucrta.dat~~arssv~flabls on the, 

the agency conchrdsd~ that amir?;inium 
act~v~.i~~~~~~t~ &ma.” (See 45’FR 

of a IoQ-fold safety factor should a@ly 
IPQat p24,) Another comment stated 

to the exposure dose for ingmdienfs 
‘t&t the Gde handwashing test can onlg 
be #~d~c~ed:if the &&nhzrobr’al is 

labeled for r&Rested daily use; at43 RR @aced in a vehicle and noted that the 
1241 I the agqx~ st@d that if the qaf~iy 
factor is extrapolated from an ‘animaI 

~~~rnlc~o~~a~~ is never used by 

speci& to msn; considering .&+w.I 
c~~~~~~,iti,its raw form; there&r-e, 

_ aiFk~ay tasting on the raw %nt~rn~c~bi~l 



ingredient should not he require& A 
third comment stated that tlie overall 
antimicrobial effectivetiess of a topically 
applied product is a funcrion of the total 
formulation rather than a singl& 
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 tlie.doTinitEon of an 
antiseptic in section 203(o) 6f the act (21 
U.S.C. 321(o)), 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 showinlj that the 
preparation produces a quantitative 
reduction in the levels of normal skin 
flora and/or inhibition of bacterial 
growth in vitro. Two comments painted 
out that the ‘*:riodifled Cede Procedure” 
handwashing test (43 FR 1210 et 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 1.5~100 per hand be the 
only criteria for subject sekdtion, and 
that minimal hand count reduction be 
defined in the test protqcolsfor surgical 
hand scrub and health-care personnel 
handwash products. Another comment 
suggested that modification bf the 
“Sampling technique and times” 
(paragraph 6) of the pro?ocol, 
“Effectiveness Testing of Surgical Hand 
Scrub (Glove Juice Test)” (43 FR 1243) 
was needed‘becausa the protocol did 
not indicate the volumri of sampling 
solution but only stated that the volume 
* 1 * should be “kept constant” for all 
tests. The comment recomm&nded:that 
the agency specify a range of 50 to 100 
mL of sampling solution in @der to 
provide consistent and ieproducible 
results. 

The agency has carefully reviewed the 
comments, existing data, and other 
information, ahd is clarifying the 
effectiveness &it&a for health-care 
antisantics in this tenlativo final 
monoiraph. 

In order for an antiseutic ineredient to 
be generally recog&ed as eff&ivc for 
use as an antiseptic handwash or health- 
care personnel handwash, patient 
preoperative skin preparatian, andjor 
surgicd hand scrub, it must have 
existing data from well designed ctinical 
studies demonstrating offocrivunasa. The 
ngoncy believes {hat it is important to 
correlate effectiveness daata from clinical 
studies with effectiveness daia from in 
vitro studies on the activity of the 

monogriph, the agency is proposing that 
the in .vitro a~ti~ie~o~lal atit%ity:of ihe 
aritiseptic inw$entt. &a vehicle; a& 
the for$ufated ,pro$uct tie cha+~eri~d 
by the det&nii&&on f their 
anti midrubial. sgsc&tmt~ and by minimal 
inhibit&y con6xr~tratlon.detltnnilietinns 
performed ag+@ selected drganistns 
I.&+$ ~~~~do~o~ @abIished,by t&e 
Nation@ Corn&tee-for clinical 
Laboratories Stiiridards @JCCLS) (Ref. 1). 
Because the p~~~ipal,i~~end~ use of 
these ~~al~h-c~.a~tisep~i~ drug’ 
prbducta is the creventiorr of 

‘_ 

nqsocomiai or hosp@al acquired. 
infect&&s, the ?g?ncy ~o@ud&sthat 
these pr~du~s,s~ould~be able to 
demonstrate in vitro activity against 8: 
microbial spectmm thit $lects $is 
use. Since 19’10, fim Mtional 
Nosocomial In%&ioti &veillanca 
System- {NNIS) ht$s coIleded and:’ 
analyzed date r&.;nosoi;oinial packet 
report& to the ~r&~4-farL?iseasq 
Cuntrel by. a $imber, sf ~osp~tals~~~o 
perform prospeit@e svrveilla&3 00 
nosqcbmial itif@$ioirS, T&M data 
provide an indic@icin of tfra most. 
freilusn~ly’oceuiting’pattrtagana at four 
major sites of no@comiaL tnfecticjn-the 
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af SUCK methods. However. any time-kill 
studies submitted to Wagency am to be 
conducted on a lo-fold dilution of the 
forndated producf agains< the ATCC 
strains idetitified in 5 333.4?0(a)(1)(ii) of 
the proposed testing r&guiations and are 
to include enumeration.at times,at D, 3. 
6. I). 12.15. and 30 minutes. 

With regard to proof of clipicel 
effectiveness, the agency is proposing 
specific criteria foi final-formubibns of 
antiseptic handwashes or health-care 
personnel handwashes, patient I 
preoperative skita preparations, and 
surgical hand scrubs that- are based on 
thu rucommondatlone of the Parrul aad 
agency experience in evaluating the 
effectiveness of these types of dr@ 
products, as foHows. 

For antisevtic handwash or health. 
culw pcrsanittl handwash rodlIct5, the 
agency is proposing the To P lowing 
criteria: (21 A Slogto reduction of the 
indicatot organism on each hastd within 
s minutes after the first wash and (2) a 
3-logro reduction in the indicator 
organism on each hand within 5 
minutes after the.tentb wash, when 
tested by a modification of the standard 
procedure for the evaluation:of health- 
care personnel,handwash fotiuiations 
published by the American Stiiety for 
Testing and Materiels (ASTM) (Ref. 5). 

For patient preoperative skin 
preparations, the agency is proposing 
the following criteria: (1) A 2-10&o 
reduction of the microbial flora per 
square centimeter of an abdominal test 
site, (2) a J-loge+ reductian of the 
microbial flora per square cetitimeter of 
a groin test site within 10 minutes from 
a matched control area, and (3) the 
suppression of bacterial grou\ifh 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 Wieves that the reviiied 
effectiveness criteria more closely 
reflect the conditions of product use, 
i.e., on a number of $ffQrenthody sites, 
each supporting different numbers of 
resident skin flora. Inadditi~n, although 
persistence of effect was not 
recommended by the Panel as a 
requirement for these drug products, the 
agency believes that persistence of 
antimicrobial effect wouXd s~~ppress the 
arowth of residual skin fiora not 
” 

removed by preoperative prcppmg as 
well as transient micro-0rRanisms 
inadvertently added to the operative 
field dtrring.the course of surgory+nd 
reduce the risk of surgical wound 
infection. Based on the @aposed 
effectiveness criteria for this product 
class, the agency is proposing a &vised 
defhitfon of a patient preofirativeskin 



provide protocols that ti appropriate 
for the final formulatio& testing of&e& 
drug products. The proposed prot&olb 
describe, in detail, study cpnditions arid 
materials to be used and address th(J 
concerns raised by the comments. For 
instance. the proposed-protocol,for the 
testing of surgical hand sc&b products 
includes a baseline criterion for subject 
selection of equal to, or greater than, 1.5 
x lo3 bacteria per hand and specifies 
that a 50 to 100 mL voIume of sampling 
is to be used. The proposed protocols 
also specify reqtfirements tpr a number 
of areas not addressed by the testing 
guidelines proposed in XheIprevious 
tentative final monograph. For example, 
thay addrevs statisticaf tis@bcts of study 
design and data analysis, and the use of 
neutralizers. A positive contd is 
included in the protocols as a means of 
validating the testing ytocedure, 
equipment, and facilities. The agency 
believes that the proposed protocois for 
the testing of these products provide a 
consistent approach to the’effediveness 
testing of health-care personnel. 
handwashes, surgicalhand scru& and 
patient preoperative skin preparations. 
The agency is incorporatinb’the above 
criteria and tostfng requirements in 
proposed 5 333.470 of this tentative 
final monograph and invites specific 
comment on theni at this time. After 
reviewing any submitted comments or 
data, the agency may revise th& testing 
requirements and procedurss pri’or to 
esteblishing a final monog-ph. The . 
agency also recognizes that the Cast 
procedures may need to be’revised 
periodically to reflect new information 
and newer techniques that yre 
developed and proven adequate. 
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is prqx$aiq~~ tentative 
cation f$r OTC health-care. 

antiseptic &ive iftgr&ents. 
Mtiixy of th& i+ 

$“d 
ients inc1ude.d in 

the ta~u~atio~~~ ow ati in CWqoxy ix 
and Category@ because of no data br 
a. lackof data on use as a-health-care 
antis$ptic. Mr+wever, att the ingredients 
have.be@ inch@6d as a~conV&Wce to 
the reader, Tlx&$gentiy S‘pec~ficalIy 
invites comment and additional d@‘on - 
these ingredl~nts. 

The-advtic+ ‘notice~of ppposed 
rulemaking forklcohol drug &n@ductS, 
for topic&l a,nti&@bili3 OTC human 
USB (47 FR 22324, h$ay ?1,1982) is 
belng;kxorpor$ed into this an&ndekj 
tontafivo final mrxxo&a 
,p~opcised.m0&@3aph, tl: 

h, In th@t’ 
e Miscetlanar>us 

~&t&r& P&ei $eco~mljnded t&at’ 
alcoW 60 to:SS pfxce+by vo&rne in 
an aqueous s&Won denatured. 
accor&ng to.B+eau of dlcohol, 
Tab&co, and ,~~~e~~s.~gu~~ti~o~s af 27 
CFR $art: 2l’and isoprapyi a&ohol Sq to 
91,3 parxxnt by volume in an aquaous 
soiuWn be cl&+?ed as Category f for) 
top~c~~antjm~c~ob~~~ use. The following 
in&&ions weti proposed: 

(I) “!For ffrst aid .use ta docmaao. germs 
in minor cuts.etid scrapes,” 

Based upoh submitted data and the 
df the Miscellaneous 

1, th‘B agency is including 

scrub, 
ry f s~cal hand 

g&3&t preoperative skin 
pr% #rntiiFn,.and antiseptic hangwash br 
Jym % t&cap-p&s-e1 htidwash fsee 
sectfbn I.E., cdmment 101; While no 

~oxri~&ai;la~ the.agenky fs inch&xi the 
Fan&s &ommende# indication “for 



to reduce bacteria that pat&ally can 
cause skin infection.” 

The agency has evaluated standard 
textbooks ad published d’ata on the 
effectiveness of isopropyl glcohol used 
topically on the area prior to an 
injection (Refs. 3,4, and 5). The 
minimum effective concentration of 
isopropyl aIcoho1 for this use is 70 
percent. Further,‘the agency is not 
aware of any informatitin concerning the 
use of isopropyl alcohol bdlow 70 
percent fcr this indication. Therefore, 
the agency is proposing to include 
isopropyl alcohol 70 tb 91.3 percent in 
Category I for use as a patient 
preoperative skin ,preparatkon for the 
limited indication “foti tha,preperation, 
of the skin prior to an injection”. 

The Miscellanepus External Panel 
recommended that d&g products 
containing alcohol and isopmpyl 
alcohol bear the following warning: ” 
“Flammable, keep away from fire or 
flame,” (47 FR 22324 at 223303. The 
agency concurs with the Panel’s 
recommended warning and is proposing 
this warning in $333,4!%(c)(4) of this 
tentative Final monognph.‘In order to 
ensure the warnin’g’s prominence, the 
agency is further proppsing that it 
appear in boldface type and a& the first 
warning immediately folloving the 
heading “WARNINGS”. 

The agency is aware af ten reparts 
(Refs. 6 and 7) of first and secorid begtie 
bums occurring in patjents undergoing 
electrocautery procedures. The bums 
were caused by the ignition of the 
isopropyl alcohol in patient 
preoperative skin preparations 
containing chlorhexidine glueon@ qr 
povidone-iodine in 70 percent isopropyl 
alcohol. The.reports indicate that these 
incidents have occurred despite the 
presence of detailed tiarnings 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.‘S and 9). 
Based on these reports, the.agency 
tentatively concludes that patient 
preoperative skin preparations 
containing isopropyl 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 piedperative skin 
preparations c&taining iso$ropyl 
alcohol in concentrations of 30 percent 
or more bear, the following label 
warning: “Do not use with 
electrocautery procedures.” The agvncy 
is further proposing that the proposed 
warning immediately follow the 

rehlas&ipd f&m” Category f1 to Category fotiUlsttt$ is a b&r soap (39 FR 33103 
111 for isffectivq@s? as @@aid ant&q@ &t’$StZ4 and. 331261. No safety and 
ingredients< I$@ !%(FR.39644 at 3367333 ~ffuct.iv,e~~ss date for the use of 
Becau& no c@monts; aa&, or. 
information F rooeiyed, and because 

clofu$arb@n in the other haalth-cara 

the agtjncy is nol aware &any health; 
~tisept~c~~~g product classes were 

’ 
caM shtiseptic ~6s for these 

s~b~t~~.t~~he OTC drug review; no 
, data wer&eviewed by the Panel; and no 

ingrudientg,‘bnzyl &ah01 and dais tier+ .receiued by the ,egency. 
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recognized as safe for OTC daily topical 
use in a concentration of 13 percent. 
However, no effectiveness data were Ii conlmeri~ SLi of&e prf#ous 
submitted for any health-care antiseptic 
uses of this ingredient and the agency is 

tenta,3bw @a! Pt)onogr6ph (43 .I% lgZ$). 

classijling triclocwban in Category JJI as 
the a@mcy d~farredclassification.4f .’ 
Stierail ing@hltS to Thai ~i~el~a~~. 

an antiseptic handwash or:haalth-care 
personnel handwash. patient 

~xfa~al”P~~~l~ AI1 qf t’& ingedienta 
hava &km t$a&ifigd w&the ex~eptiun 

preoperative skin preparation, and of rq@hyl &o~ol and gentian violet 1” 
surgical hand scrub. In the previous 
tentative final monograph; the agency 

and &percept ~oh&ion$. ‘I?+ 
~i~~~Ia~a~us,~,~~a~ Paz@1 at its 38th 

,e~~tio~~y’~~ the a@ticy iii ;a 

placed the combination of cioflucarban qeetitig pJ+ceq methyl:alcohotin 
~~~~~~~~~a~~ Riq&ger notice. (Sea 

and triclocarban in Category III (43 FR Ctiteg~ry II?esarr OTCtopical 
_ ~~~o~l~~o~p~~ nrleni&ng for 

121~ at 1230) to be “used in antimicrobial in&edient for both $&sty 
,~~~~.~~nat~ saIicyIa!lilIdes as 

antimicrobial soap l * *I’. No 
actihor,~n~Iveingredisints in drug 

additional data were submitted on this 
and effectiveness.(IXef. 1). Howevar, &is :,and cot@& produots (septicmirar 13, 

combination. Therefore, the 
class@%tion was not included in the, 
advance notica: of proposed x~Iarn~~~ 

FR331031 and the advance 
; 

combination of cloilucarban and for $YIC alcohr31 drug pr$ucti.Tbe~ 
triclocarbanremains’in Category III for, 
antiseptic handwash or health-care 

agency agags with this classification. 
d is not aiare of eny- 

personnel handwash uses. g a 
Based upon the Panel’s 

d inQTCdrt$‘~ 

recommendations on phenol, in the 
products, except aa s-deh&urant. ’ 
tZqnt.ian violet was reviewed by the - 

previous tentative final monograph, the 
agency classified phenol less than 1.5 

Advisbry R&i&v Panel on OTC &al- 
Qvit$ Drug IJt$ducts slid p&cad “fn 

percent as Category III and> phenol 
greater than%.5 percent ai;Category II 

Category III based on the lack of 
ef~ect~~ene~~d~ta for u? as a topicai 

for use as a health-care penonnel 
handwash, patient preoperative skin 

antimjcrobfkl &I the m.pcouS : 

preparation, and surgical hand scrub (43 
mem#ranes of ,the mot&. The agency& 
not a&are of ‘airy dita on the use of,. 

a &&nn& of Wcategorf~tion of 

FR 1227 and 1229). Hexylmsorcinol was gentiti’violet as a healthkare arktigq&k 
h&8&* @ntlseptic &We ingIr&I~enls 
~“~~o~by~~e,~n~. 

Active ingredient 

Alcohol 60 to 95 percent* . . . . . . . . . . . . . . . . . . . . . *..*...* . . . . . * . . . . . * .,.. +.,... t ,.... *,* I,....,.....,. s.. 
Bentalkonium chk?Me ,,., . . . . . . . *.I.. . . . . . . . . . ‘ . . . . . . *.a . . . . . . *..* i.... ,..,.I).” . . . ..t *..*.m ..I, ** I.,.,. 
Senzethonium chkMe . . . . . . . . . . . . . . . ..I.. . . . . ‘.*...*“..*..1.** . . . . . . . * ,..I. * . . . . . . . ...* 4 . . . . . . *.:r.e. 
ChlorhexiWe gluconate* . . . . . . ‘. I,....................... * . ..I.. *) . . ...” . . . . . . . . . . . . . . *.*..,* . ...” . . . . . 
yrgY&y L.......................................,....... L .I..... *,.* . . . . . . IA.... ,...,... *,.* . . . . ,I. I.,... 

. . . . . . . . . . . . . . a... .,.. ** . . . . . I....... . . . . . . . . . . . . . .*..*......**.*..* . . . . . * . . . . . . . . *L . . . . . . . . . . * . . . . 
Fluorosalan . . . . . . . . . . . . . . L . . . . . . . . a . . . . . . . . . . ..1....*.*..*..... . . . . . . * I.... *....‘,.*~‘..‘..t..... *r...ir . . . . ..I 
Hexachlwophene . . . . . *a...* r....,................ *I*...**...” ..I.... *...*..**s..* *,..., ** I.... *..,*...I*.,. 
Hexylresofdnol . ..* . . . . . . . . . . I ..I.. * ..,I., . . . . . . . . . . . . . . . . . . . . . . ‘ . . . . . . . . . . . *..*.w I.....,...... * . . . . . * . . . . . . 
lodine AcNve fqpdientsr 

Iodine wnptex (phusphala ester ol alkylarybxy 
Iodine tincture U.S.P .,...‘.. **.*...* . . . . . * .,..... . . . . . . . . . . . . ..“,1 . . . ..I.... *...‘(.““...~ I.... *1 
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bdine ioptcal stliuum U.$.P ........... . .................. 
PhenoxVoalV fathuleneaxv) ettwnaam- 

.............................. .&,,., 

fpO-f--fWW?&X 
. ..-;. .............................. 

............... .k .................... .............. ..-. . ..-. 
ovidocre-laaneStoYOp8rc~ 

...... 
......................................... .. 

thqcoyiium- iodh8 cximgex ’ 
Le.. ............ 

......... . ...................... “.“Sl..... ........ 
ksofmpyr 8koholTo-91.3percent2 ................... :u*w ......... ............... n.*....* 
M%rcurenolchlciride~ ............. ..” .............. ............... U  
Methylberu~nl:dJoride 

.................... ri ....... 
........... .... :““““‘.“““. ......... .1...... ............... 

phenof (bs8 llwt 1.5 pkrcmt) .............................. St.. ............................. 
Pil8nol @n?.tqer lit8Nt .5 +&ent) .......................................................... 
~~~~~~S? ...................... ,.; ............................................ 

........................................ .$.. .... . ...... . ............... 
-3 

I- 
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n ................................... 
em 

?. ................................... .sF.yd.. ........... 
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Wg-g& oxyquinoline benmate, tMhspc&~ne . . arM phqd d&y* 

Mercxrf;rtol ctllotide 8d secondary 8mYuricrW8 in 50 

*t$rbye . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  .  . . . . . . . . . . . .  .+.. . . . . .  . .T  . . . .  

Aknhol48to59percent 
Hydrogen peroxide topical solution U&P. / 
bopropyl8kohol!xJ to 99 peroent 

‘~ni;tions 



2. Testing of Category II and Category131 
Conditions 

proced&s outlined in the age&y’s 
Rubhshed~in the- “,: ’ 

~~~j~ the previous tentative final 
m h withthechanges describ$ 

Required testing procedures for Tlf s&p&et 29, p81 
and &Wied April 1, ’ ’ 

% nwpoll3e3 to th~‘cQrmnmlis 
evaluating the effectiveneis of the 
complete formulation of a health-care ~tseS(48 qw4o5o)~qlat-~i9~cy 

With other changes de&tbed 

antiseptic drug product are included.in statqnsnt i+udes prkedures for the 
arybelow.Asummaryof 

proposed $333.470, These effectiveness submission ax$ @ie# of proposed 
~~~~~~~ made by the agency in &is 

_, anwkb$l tentative final:monograph 
testing procedures can al& beused to pr~t~o~s,.~~~~~ m~eetings With 
demonstrate the effectiveness of active indtitry or other~interested peqons, 

fOli,tWtl. 

ingredients not in a final formulation. and’@3nc~ ,cornrnuni~tions on 1; AZ1 ,uf:the sectian numbers for 
Suggested safety testing is described in submittedtest data ana other ’ htx@mpm antisept@s iq the p”vious 
the previous tentative final monograph information, . .-tenta~~~ iinal mouograpb have been 
(See43 f% 1210at1240 to 1242.) ‘~de~i~s~ed in tbts amendment. As a 

Interested personsmaycommunicate B, Srrmm& 6% tha Agency’s 
~a~I~~i~~~~~ci~d1~~ Chmges -in &3 

( ~~t+hpi&nq to the reader, the foRowing 
with the agency about the submission of ehsti is &rclud%l to show these 
data and information. to demonstrate the 

poneri ~~co~me~~ot~~~s o& in’rhe . redesjW4tions. 

safety or effectiveness of any health-&e Age&cy’s prv?&W ~ecornme~d~tj~~s 
antiseptic ingredient or condition FJ.IA has considered the comments 
included in the review by following the and other r&~&t infonatbn &d is 

REDESIGNATED SEC~N NUMBERS OF THE TE~ATIVE FINAL ~~~‘,~~R ~~.~G~~L OpbC; PR~MH~T~ 

Ok! section No. 

Oeneral Provisions: 
333.1 + . . . . . . . . . . . . . . . . . . . . . . . . . . . . * . . . . . . . I. . . . . . . . . . . . . . . . . . . . . *.. 

$ectir,mn&w3 ’ 

. . . . . . . . .  . . . . . . . . . . .  s .  . . . . . . . . . . . . . . . . .  . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  ..‘t . . . . . . . . .  . . .) .  . . . .  n . . . . . . . . . . . . . . . . . .  .  .  

Actlve l@rcKlients 
Antim@Wf$ f&fig 

.......................... ..;...; ...... . ....................................... . ............ 
” ........... y........ ........... i .. ..i.. .... ttt ..... . .. r.n .; ................................................ 

P#ti~~t”~r~r~~~ Skin” P@yatiorl ...... tr;. ........................... . ........... 
su~~~~,~a~~~~~~ll~ 

... ..*...‘...rr~......L....t 
. ..L ................. ..... ......... .......... ..i ............................................ 

Antimk@W $r&$ . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  . . . . . . . . . . . .  .  . . . . . .  .  . . . . . .  .y....‘..<. . . . . . . . .  .  . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  

~e~~~~~~~l~a~~h ......................... ............... . . ................................. . . . ... 
~t~nt~,~~~~ Skin Pmparitl~ ..................................................... n**. .... ..". ............. 
su@~;Hti f$+b ...................................... . ....... . .... . ............. > 
PfOfbSS~l Labwg 

.’ ................................. .." .... 
................................. (..?. .*.& .............. r**.* .............. . ........................ *i 

In addition, a number of format changes 
have heen mede that ,&re donsistent with 
the format used in recently published 
tentative final and final monographs. 

2. The agency is proposing the term 
“antiseptic” as the g+tneri$ statement of 
identity fotthe product categorfes of 
patient preoj?erative skin preparation, 
surgical hand scrub, and health-care 
personnel handwashdrug products, The 
agency is also providing maq~facturers 
the optionto provide alternative 
statements pf identity describing only 
the specific intended use of the prodtmt, 
e.g.. surgicctl hand scrub. When the term 
“antiseptic” is used as the only 
statement of identity on e’single-use or 
a multiplo-use produ,ct, the intended 



antiseptic as follows: “An antiseptic 
containing drug product applied 
topically to the skin to help prevent 
infection or to help prevent cross 
contamination,” The agdncy has also 
pr~p~d revised definitions for patient 
preoperative skin preparations and 
surgical hand scrubs that reelect the 
agency’s proposed effectiveness criteria 
for these products. [See section I.N., 
comment 28.) In addition, thelagency 
has made minor revisions in the 
definitions of a healthicare personnel 
handwash, patient preogerative skin 
preparation, and surgical hand scrub to 
reflect therevised terminology being, 
used in this amended tentative fmai 
mono raph. 

5. T a esgency is adding to this 
amended tentative final monograph a 
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 
~333.47O(al(1l(iil, as demonstrated by 
in vitro minimum inhibitory 
concentration determinations condu$ted 
according to methodology established in 
5 333.470(a)(l)(iil. The agency is 
proposing to include”broad spectrum” 
in the definitions of the three product 
classes included in this tentative final 
monograph. (See section IC, comment 
6.1 

6. The agency has reviewed the Orfter 
Allowable Staten-rents proposed in,.the~ 
previous tentative final monograph in 
$333.55 for health-quo personnel , 
handwash. in $333.87 for patient 
preoperative skin preparation, and in 
tj 333.57 for surgical hand scrub and 
determined that statements s&h 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.profeasionaIs. 
Therefore, the agency is not including 
these statements in this amended 
tentative final monograph. The 
statement “recommended for repeated 
use,” proposed for a health:care 
personnel handwasb, has been-included 
as an “other allowable indication” in 
proposad Q 333,455. The terms “brotid 
spectrum” and “fast acttng” are 
included in the definitions of allthree 
product classes end the agency does not 
see the need to include this information 
in the reouired labeling. (See section 
I.D., corn&tent 7.) - 

7. The agency is proposing revised 
indications for patient preoperative skin 
preparetions in order to mare precisely 
describe the intended uses of these 

JW%lUiZiS. +I% preirious in&&& 
“kiIl5 micr&organisms,” m%ct &e oondit,ions usad when the 
“a~t~bacs~~~~~.‘~ and ~~ant~ic~QbiaI” are 
notbeing imjluded. &iketiise; the 
itldiC@Uo&&ills micro-o~&&m~,~J 
“ba~e~O~~~t~~*“ add “‘ba&eri&&‘* ’ 
previously pdaposed:for su$&l hand, 
scrubs are not beingioclu’ded in this 

: 

amended tetitative frn~l moraogra$h. 
The agency’believes~tl# these ta~,~~ 
product a&r-ibutes~and not indi@&iona 
foruse and should not be indud& as 
indications’in the labeling of these 
pro&acts, 

5. Based on the recommendations of ,It 2 
th~~iscall~~ou~ ~~te~~~.~~~~.i~ the : , G.A.J.. “Surgical Scrub tid 
adVance nirtEce ot~rpposed ~@emaking Skin Di+&&ction,” Infection Control. 5:23-, 
for,OTC alqoiiol drug products@7 FIG- :. 27P w@% 
zzsz4 at P2@?l,,’ rbesaggldy ia prqxx3ing (2) Makl,.D~G., “‘I-h, Use of An~htptke for 
“f~~pre~a~~~o~ c&he skin prior to ‘ati ~~,~d~~$h~g-b~ ,Nedhal Pars~nnal,” 
injection” asan indi&ation f&r OTC ~a~ra~~,fchernofhe~~~ 1:3-11, 1989. 

alcohol a@ l~op~opyl alcohol drug * 
@)Qjjjarvi, J., “Hfective&qs of Maud 

pro&lcts. 
Wash&g aed DiiainfectionMethods in 

?.,Tha .agency is proposin in 
Re~oy&tg ‘@ansiwt Bacteria After PatSent 

5 338.450&f of his amends % ~tentitive 
Nt$+g;” C$nhcidgct Unfvesiity fournbl oj 

final monograph the following 
fi&teny~ 8~~~93-203.1980. 

. (41 Leyden, J. et ol., “Subungual Bacteria of 
wa&ting at&&nits (or ril heal 

enera the;H~n~ Contribution tq the Glove Juice 
+3ntiaeptii: &tg +ducts: 

8, +cam T~~~~~~a~ of AntimicroW Detergents.“: 
[I] “For’etierrral use only.‘” ,&$&c&a Con&d Hospitui Epidemiology, 
(2) “Do no: web *e eyes.” lffZ#%+t54; X989.~ 
(3) ‘“Dlr~~~tirme use if irritatioti and 

redne~s~develops; If doridition p&i&i 
13. T$te,agtmcy is aware that some 

~manuf&ctuwm provide technical 
fur mare rh&q72 pours coast& a 
do~~or.“‘T~~,agen~y is ,further propusing 

~i~~~r~~ti~n relatingto the antimicrobial 

that’the seeohd iientenca of the 
activity, oftheir health-care a&septic 

pro$osed @ni&.in (3) above maybe 
drug @ducts in the form of ‘technical 

deleted for products Iabeled “‘For 
i~~~~~bn bulletins. The agency 

Ho&pita1 and’P@$essional Use Duly.” 1 
~~~~~~‘such bufletins to.be labeling 

(See seck@i I.D., comment 8‘1 In 
under t$+$rovidons of the act. Section 

, , ~Z~,~~~~~f~~e act‘(Zl U&C, 321(m)) 
addition to the general warnings 
projrosed forQI’Chealt.h-caie a&zap& 

defiaeg’ the term “labeling” as “all labels 

drug products, the agency, fe propo&g, 
&d other Witten, printed, orgraphic 

the folJowi,m$ warning‘for patgent 
m&r (11:yp.m any artf&~or any of the 

praoperative~skin ~pmparations 
containin~~~p~~y~ alcohol identified 
in $33%41$fd): “Do~qot use this 
product w~~~I~~~~ute~ 
prooedur&‘The pr~~~s~“w&~i~ is 
based on reports &burns ass,o&at 
with the useof isopropyl alcohol 
eontai~inlt-gatittpreffperative skin 
prqrarations ~~~.al~t~c~ut~~ 
procedures, @ee se&or? IXA,; paragra 
1-Sumqa,q of Ingredient Catego&xs 

10. Based on its review of‘the~ 
pub&shed l&ratui_e {Refs, i,j!, ,and 3); 
theagency h&a determined that the way‘ 
in which ha~I~~,~~antisepfic’druS, 
pr@!ucts,.a,m used,e,$, merhodof 
application, duration of scrnb or was 
or tG in o&jun~tion with a devica 
(such ass s&ub brush), co~~b~tas to 
the effecti&ess of these ‘drug prod 
Theiefore; Mead of proposing 
din&ions for ‘use,of these products 
in&de fi.qed scrub or wash durati 
methods ofapplicaridm the agency is. 
proposing in 50 333455fcl,333MK$dk 
and ?35.465{4 dim&ions for use that : 



ProPosrd monograph be included in the 
labeling of these OTC drug products. it 
the present time, claims of product 
effectiveness against organisms other 
than those included in 
5 333.470(aJ(lJ(iiJ 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 33662J, 
the agency has reevaluated the labeling 
for iodine tincture ss 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 I.D. comment $J The’ 
warnings proposed in 0 333.99 (bf and 
(c) of the previous tentative final 
monograph are not being included in 
this amendment becauss these warnings 
apply to quaternary ammonium 
compounds which currently am not 
Category I for health-care antiseptic 
uses. (See section I.J., comment 20.) 

14. The agency is not including the 
warning proposed by the Miscellaneous 
External Panel in §333.&(cJ(ZJ far 
products containing isopropyl alcohol, 
“Use only in a well-ventilated area: 
fumes may be toxic.” As discussed in 
section 1I.B.. paragraph 32 of the 
segment of this rulemaking covering 
first aid antiseptics (56 FR 33644 at 
335561, the agency invites comment on 
the need for such a warning,, including 
any reports of adverse reactions due to 
inhalation. that have no! yet been 
brought to,the agency’s atteition. 

15. In aneffort 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 basisthat the word “doctor” is 
more commonly used and better 
understood by consumers. Based on 

’ 

ma)~~Jty of the comments‘on 
chlorhexidine gl.uconateas a health-care i 
antiseptic, suff@ent &ta upon which to : 
ma&e 8 safety aind effectiveness 
determinaiion anit no longorpresent in. 
the.~~~~l~~~ (See sectionI.F~, _ 
coiriment Il.) 

17. The aganc 
submitted on oh oroxylenoI and is 4 

‘.has reviewed the data 

classifying chlor@xylenol~.24-percent to 
3.75 p@centas Gategory’ f9r safety&id 
Catqgury III for e:ffectiveness for short- 
term use (patient preoperative skin 
preparelion) and”Cabgory III for bath 
safety and e~~~~~e~~ss for .lon&term 
~ses~~~~ti~~ic &a,ndwash or heatth- 
care pa~sonn~~~andwash and surgloel 
hand scrub); @ee section LG., cornmen 
12,) 

18. In 5 333,30(a)of the previous’ 
tentative final m$mogTaph. the’ agency b 
included Unit~d~~tates Fharmacopeia 
(U~S,P.) s~c~~~a~i~s for iodine 
tincture and iopitial soIuiionW In this 
~end~~‘te~t~t~~e fin~I’rno~~ra~~,‘t~a 
agency fs~identif@-$ these Category I 
patient preoperajive products as todine 

’ , 

tincture U.&P, and iodine topical 
sollnion U.S.P. 

-I (3, The ageng‘has reviewed the. 
submitted data& hex~~~loropha~~ and 
concludes that the data do not address 
the safeiy concerns ‘&P&sad by the‘ 
Antlmititibid IPanel on this-in&i& 
There&e, the &$mcyfs Propdsing,that 
h~xao~~orop~~~~~ remain avaW&.by .’ 
prestiriptlon only. (See section I,H.;- 
commerjt 13,) 

~~~~~~~~?n properly formuIi&ad- 

20. The agency. hasevaluated a 
. nay be .eff&iue, data that meet ,the 

‘imixediodvphoil’ honsistin .of iodine 
~,-~~igwhi de&ri&d in section LN., 

& 
c~~~~~~ 2&&e needed to establish 

completed by arpmon&m e w sulfate’. 
and poIyox+h$ene so&tan 
monobiurate and found it iQ be safe for 
use as a surgiczal hand scrub and healtb- 
we petsontiel handwash, but them qre 
insuf&ient data.available to determine x 
its eff&tiveness for the”se uses. 
Theref&re, it, is being $assiiIed in 
CtitegoryIII; (See sectlorj II., comment 
15.) -The other iodine-surfatitant 
com.pl~xes-claas~~ed by the 

wash and surgical’hand 
s&ubl~,, (Sees&ion IZ; comment 23. J 

Antimicrobial I Panel remain in I 25. The t&wy iq proposing a number 
Category 113 furhealth-care uses due to of~t~~r~~I health-care antiseptic 
a lack &data. 

21. The’agency is including govidone- 
Ingr$lientsin this,documant. All of the 

iodine 5 to 10 percent as a Category I 
I ~n~~e~~ Wudcd in this proposal as 

healthare antiaeatic inaredient for&e 
~t~g~~~I hea&h-caWWiseptic 
i~a~die~t~‘~~ standardized Andy 

comments to these proposali, the 
aaencv 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 

as’s s~~ical,ha~^d~scrub~“patient : 
pmmpex9ltive Ml; @t+&tion,~and 
antiseptic hand$ash:or health-care 
pereonnel’handwash (See section II.,, 
comment 17..l As discussed in suction 
I.I., ‘cax+m 1-b: tbs agehcy ifi ndt 
including the. yarning about the 
interaction of,iodbphors and~starcb- 
cantainlng ea.mPounds proposed in 



drug final monograph, in addition to, 
information demonstrating safety and 
effectiveness, it ‘is nwess+y to have 
publicly available srifficient 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 nonmontigraph ingredient% to 
monograph status to develop with the 
United States Pharmacopeial 
Convention appropriate standards for 
the quality and purity of healtli-care 
antiseptic ingredients that are not 
already included in official compendia. 
However, should interested, parties f&l 
to provide necessal’y information so that 
appropriate standards may be 
established, ingredients otherwise 
eligible for monograph status will not be 
included in the final monograph, 
Reference 

(I) “United States Phortnacopeia XXI&- 
Notional Formularv XVII,” United States 
Phannocopiinl C&ention, Inc., RockviIle, 
MD. 1989. pp. 34.703.731. and 1119, 

26. The agency is proppsing testing 
requirements for patient preoperative 
skin preparation, antiseptic handwash 
or health-care personnelbandwash, and 
surgical hand scrub drug products in 
5 333.470 of this tentative final 
monograph. As part of the effectiveness 
criteria for a patient preoperotjve skin 
preparation, the agency fs proposing’ 
new testing requirement? for products 
labeled with the proposed indication 
“for the preparation of the skin prior to 
an injection,” (See,section I.N., 
comment 28.) 

27, The agency acknowledges that 
deodorancy is considered a cosmetic 
claim. However, some deodorant soap 
products also bear antimicrobialxlaims, 
The agency stated in comment 10’tif the 
tentative final monograph for OTC first 
aid antiseptic drug prodticts (56 FR 
33644 at 33646) that deodorant soap 
products making antimicrobial claims 
are considered to be drugs and that the 
testing guidelines for antimicrobial 
claims would be addyessed in this 
rulemaking. Any deodorant soap 
product corltaining a monograph 
ingredient may be labeled with 
antimicrobial claims provided the 
product meets the testing.requiroments 
for health-care antiseptic drug products 
or surgical hand scrubs as de&bed 
under proposed 0 333.470. 

The agency stated in t&e previous 

rufemaking i-OF OTC topical 
~t~~~crQ~~~1 drug pro$ucts. 

the e+ed by 
tti3 tem’ppposed 

tentative fin6l mondgraph for’topical 
Accordi&&, the &gexicy.inv$%s the 
submiqi$n of da% publish&x 

for ;e#ovei is the entry for “ALCOHOL 

antimicrobial drug products (43 FR $220 __ ~1~~1~bll~h~d; atid any dh~r ~~f~~at~~n 
RUB‘EUNC COMPOUND” in zj 36ti.23 s 

nt 1244) that nctual claims of pertinent t+,thhs,use of tapical 131. A~%ly~ts of lmpaets 
dsodornncy should cortnlnto the ant~rn~~rob~~~ ~~~,~~~~~ts in htlnd has oxaniinad rho impacts af this 
microbfal reductian nthievad’in a s~nitf~~~6 oriilpa, The agart6y Blso ad rule un&r Gxactrtfve Order. 

” - 
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12866 and the Regujatory Flexibility Act 
(Pub. L. 96-334). Executive Order 12866 
directs agencies to assess all costs and 
benefits of available regulatoii 
alternatives and, when ragulation is 
necessary, to select regulatojr 
approaches that maximize net benefits 
(including potential economic, 
environmental, public health%nd safety, 
and other advantaees: di&ibutive 
impacts: and equifvy). Th&.agency 
believes that th‘is DrDDosed rule is 
consistent with th;l r+$gulatory 
phi’losophy and principles identified in 
the Executive Order, In addition, the 
proposed rule is not a significant 
regulatory action as defined by the 
Executiie Orde‘r and, thus, isnot subject 
to review under the Executive Order. 

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 generglly recognized as safe 
and effective for use in OTC health&care 
antiseptic drug,products from the 
previous proposal and, if fina)ized 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 manufact&ers of, 
products containing ingMidierits not x 
included in the proposed monograph. 
due to a lack ofdemontirated 
effectiveness, in performing the tests 
that would,demonstrate effeciiveness,so 
the ingredients can be includ*d in the 
final rule. The testing procedtires will 
also provide manufacturersg&dance on 
testing requirements for regulatpry 
compliance. Products that contain 
ingredients for which safety &d 
effectiveness are not esta#lished will 
require reformulation, The proposed 
monograph includes ingmdients that 
may be used if reformulaiion becomes 
necessary. All products will need some 
relabaling. One year will be provided 
from the date of publicatidn of the final 
rule for any necessary relabeling or 
reformulation. Accordingly, the agency 
certifies that the proposed rule wikk not 
have a significant economic impact on 
a substantial number of sniall entities. 
Therefore, under the Regulatdry 
Flexibility Act, no further analysis is 
re uired. 

9 he agency invites public comment 
regarding any’substantial or iignificant 
econom+ impact that this rulemaking 
would have on OTC health-c&e 
antiseptic drug:products. Ty$es.of 
impact may in&de, but are ribt limited 
to, costs associated with product testing, 
relabeling, repackagitig, or 

impact of this r&making in the 
p&am& to tIie&al ruI& 

The atiencti b&i detetiined under 2% 



333.45O Labeling of health-care antiseptic 
drug yoducts. 

333.455 Labeling of antiseptic handwash or 
he.M-cart: personnot-handwash drug 
products. 

333.460 Labelingof patient preoperative 
skin preparation drugproducts. _ 

333.465 Labeting of surgical hand scrub 
drug products. 

333.470 Testingof health-camantiseptic 
drug products. 

Subpart E4leaith&ztre Antiseptic 
Drug Products 
g 333.401 stops. 

(a) An over-the-counter health-care 
antiseptic drug product in a form 
suitable for topical administration is 
generally recognized asaafe iind 
effective and is not misbranded if it 
meets each of the conditions in this 
subpart and each .of the general 
conditions established in Q 330.1 of this 
chapter. 

(b) References in this subpart to 
regulatory sectfons of the Code of 
Federal Regulations are to chapter I of 
title 21 unless otherwise noted. 
5 333.463 Definitions. 

As used in this subpart: 
(a) Antiseptic drug. In accordance 

with section 201(o) of the Federal Food, 
Drug, and Cosmetic Act~(the act) (21 
USC. 321(o)), “The representation of a 
drug, in its labeling, as an antiseptic ’ 
shall be cons&red to be a 
representation that it.is a germicide, 
except in the case of a drug purporting 
to be, or represented as, an antiseptic for 
inhibitory use as a wet dressing, 
ointment, dusting powder, or such other 
use as involves prolonged cdntact.with 
the body.” 

(b) Brood spectrum activity. A 
properly formulated drug product, 
containing an ingredient included in the 
monograph, that possesses in vitro 
activity against the micra-organisms : 
listed in 5 33347Q(a)(l)(ii), as 
demonstrated by in vitro minimum 
inhibitory concentration determin,ations, 
conducted according to methodology 
established in 5 333.47O(a)(l)(ii). 

(c) Health-care antise@ic. An 
antiseptic containing drug product 
applied topically to the skin: to, help 
prevent infection or to help prevent 
cross contamination. 

(I) Antiseptic handwash qr health- 
care personnel handwash drug product.’ 
An antiseptic containing preparation 
designed for frequent use; it reduces the 
number of transient micro-organirjms on 
intact skin to ti initial basehne level 
after adequate washing, rinsmg, and 
drying; it is broad spectrum; fast acting 
an& i’i possible, persistent, 

(2) Patient meoDerative skin 
p&&ration &ug j>roduct. A fnst acting, 

regulat.&s in @%ZFR part 2b; or .‘: single usit a&septic drug product 
‘~)‘~~vid~~~~od~n~ 5.to $0: pdrcfmt. contains ilhe%tbeiing identified in 

~~%EL&~. 33&66, or 333,465. as 

The active ingredient of the product 
cons&i of any&the foIlowingwi.th~n ’ 
the sp,ecified c~~ce~t~a~j~n establish&d 
for each ingredient properly ~~~~l~te~ 
to m&et the test ~e~u~~~e~~s in 

(e) RovidoneGodine’Sto 16 percent., 

Ve#afe 22.MkY-94 19~46 Jun t&1994 JM SO267 PO MXLOO ‘Frm 0t$2 F.M4701 $imf:i%$? 
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additional labeling for pro+cts labeled 
for “Hospital and Proftjssioaal F.,IS~ 
Only.” 

5 3X&* , Labelinglof a@k%#lc handwash 
QC hsalth-cars pera~naet handwash drug 
products. 

(a) Stutement ofidentity. 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 J 333.450(a), and/or 
“antiseptic hrindwash,” or “health-care 
personnet handwash.” 

(b) Indjcotions. The lribeling of the 
product states, under the hehding 
“Indications,” any of the phrases listed 
in this paragraph that are applicable to 
the product. Other truthful snd 
nonmisIeadin‘g statements, describing 
only the indications for use that have 
been established atid listed in paragiaph 
(b) of this section, may also be used, as 
provided in B 330.l(c)(ZJ of this chapter, 
subject to the provisions of section 502 
of the Federal Food, Drtig, and.Cosmetic 
Act (the act) tilatihg to.mist@ading and 
the prohibition in section 301(d)‘of the 
act against the introduciion or delivery 
for introductioninto interstate 
commerce of unepproved new drugs in 
violation of section 505(a) of the act. 

(1) For products labeled as a heulth- 
care personnel handwosh. “HandMash 
to help reduce bacteria that potentially 
can cause disease” or “For fiandwashin$ 
to decrease bacteria on the skin” (whiizh 
may be followed by one or *ore of the 
following: “after changing mapem,” 
“after assisting ill pers&s,“:or “before 
contact with a person under medicai 
care or treatment.“) 

(2) Forproducts labeled ai an 
antiseptic handwash. “For handwashing 
to,decrease bacteria on the skin” (which 
may be followed,by one or more of the 
following: “afier changing diapers,” 
“after assisting ill persons,‘! or~“bfore 
contact with a person under medical 
care or treatment.“) 

(3) Other allowable indications for 
products labeled as either antiseptic or 
healthecare hondvqsh. The labeling of 
the product may also contain the- 
following phrase: “Recommended for 
repeated use.” 

fc) Directions. The labeling of the 
product contains the followjng 
statements, under the, heading 
“Directions,” that reflect the conditions 
used when the-product was destcid 
according to § 3333470&)(2~; 

(11 For products to be used with wales. 
“Wet hands and forearms. Apply 5 
milliliters (teaspoontul).or palmful to 
hands and forearms. Sorub thoroughly 
for” (insert wash duration used when 
tested according-to §333.47$@~1(2)). 
(Insert any~applicable statements about ’ 



tested according to 5 3~3.47o(b)(1), if 
different from the Jirst); 

(21 For products to be us&d without 
water. “Clean under nails with a naiJ 
pick. Nails should’be maintained with 
a 1 millimeter f&e edge. Place a 
‘palmful’(5 grams) of rodutit in one 
hand. Spread on both f: ands, pa3ing 
particular attention to the nails, cuticles. 
and interdigital spaces, and rub.into the 
skin until dry (apprdximateJy I to 2 
minutes), Place a smaller amount (2.5 
grams) into one‘hand, spread over both 
hands to wrisi, and rub intq the skin 
until dry (approximately 30 seconds),” 
9 333.470 Tsstlng of he~lth=cafc anaimptlc 
drug products. 

(n] General testing criteria, The 
procedures in this section itre delifgned, 
to characterize the effe,dtiveness of 
antiseptic drug prqducts formui@ed for 
use as an antiseptic handw&sh or health- 
care personuel handwash, patient 
preoperative skin preparatibn, and 
surgicel hand scrub, Requests for any 
modifications tif the teljtillg procedures 
in this section or alterrlative asLay 
methdds are to be submitted in 
accordance with paragraph /d) df this 
section. 

(1) In v/fro le&n~. Tho fallowing tast8 
must be porftjrmod using the antigeptlc 
ingredient, the vehicle, and, Ihe finished’ 
product for all drug prbduct classes: 

[i) Determine the in vitro 
antimicrobiai sp’ectrum of the active 
ingredient, tho vehicle, a&the final 
formulation using both standard 
cultures and recently isolatgd 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,bd fresh 
clinical isolates), are ta be selected. 

(ii) Determine the minimal inhibitory 
concentrations fMIC) using 
methodology established by the 
National Committee for Clinical 
Ltiboratory Standards and entitled 
“Methods for-Dilution~Anti@cr?bial 
Susceptibility Test for Bacteria that 
Grow Aerobically,” Documi?nt M?-A2, 
2d ed., 30:8, 1990, which is, 
incorporated by reference iv accordance 
with 5 U.S.C. 552(s) arid 1 CFR part 51. 
Copies are available from the National 
Committee for Clinical Laboratory 
Standards, 771 East Lancaster Ave., 
Villarrova, PA 19085, or may be 
examined at the Center for Drug 
Evaluation and Research, 7520 Standish 
PI., suite 201; Rockville, MD, or the 
Office of the Federal Register, 800 North 
Capitol St. NW., suite PO@ Washington, 
DC. Twenty-five fresh clinical isolates 
2nd 25 laboratory strains of the 
organisms listed in this section are to be 
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Qpitol St. NW.. suite 700. ~ash$ngton. 
DC. 

(D) The.procedure to be used is. to 
incorporate the recommendations 
described on page 1,004 of the chapter 
in the “Manual of Clinical 
M icrobiology” cited in paragraph’ 
(n)ll)W(Cl of thls‘sactian 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 36 m inutes, the time-kill studiesare 
to focus on these time frames and are to, 
include enumerations at times 0,,3,6.9, 
12.15,20, and 30 m inutes. iEnumerate 
the bacteria in the samplin& 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 35th St. NW.. 
Washington, DC ZOOo!$ but using 
soybean-casein digest agar’and a 
suitable inactivator for the antim icrobial 
where necessary, The suitability-of the 
inactivator is to be demonstrated using * 
a procedure such as described in E 
1654, “Test Methods for Evaluating 
lnactivators 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.S.C. 552(a) and 1 
CFR part 51. Copies are availablefrom 
The American Society for Testin 

! 
and 

Materials, 1916 Race St., Philade pbia, 
PA 19lo3-1187. or may be examineil at 
the Center for Drug Evaluation and 
Research (HFP810). 5660 Fishers Lane, 
Rockville, MD, or at the Office of the 
Federal Register, 800’North,CapitolSt. 
NW., suite 7001 Washington, DC. The 
battery of organisms selected is to 
represent the resident m icrobial flora 
most commoniy encouritered under 
actual use conditions of the test product 
and the transient m icrobial flora most 
likely to be encountered by.heelth-care 
professionals in ciinical settings. 
Therefore, the m icro-organisms to be 
used in these time-kill studies are to be 
the standard piTCC strains identified in’ 
paragraph (a)(l)(G) of this section. The 
drug concentration to be tested should 
be a tenfold dilution of tho finished 
product. 

(2) In viva fesfing. The following tests, 
approximating use conditionsfor the 
clinical evaluation of each label claim  of 
the finished product, are to be carried 
out using the finished prod&t for the 
product classes s 

(i) Test motho cf 
ecified. 
for the evaluation of 

surgical hand scrub drug pcoducts. The 
procedure to be used (paragraph 



(2) Bacterialogical p.ipets., Pip& of 
10.0 and 2.2 or 1.1 milliliter capacity are 
recommended. 

13) Water-dilution butties. Any 
sterilizable glass container having a.150 
to 200 milliliter dapacity and tight 
closures may be used. 

141 Baseline coMoJ soap- :A liquid 
castile soap or other liquid soap 
containing no antimicrobial, 

[S) Gloves. Sterile loose fitting gloves 
of latex, unlined, not possessing 
antimicrobial properties. 

(6) Testformulation. 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, usedirections 
provided in paragraph (bJ(lJ(iiiJ(JJ(3J of 
this section. 

(7) Positive contxvlfo~ulation. 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 Q.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. ’ 

[ii) A definitive recommendation 
regarding the inclusion ofan inactivator 
prior to the final wash cannot be made. 
The questions of whether residual 
neutralizer on the shin-will reduce the 
effectiveness of the test formulation in 
subsequent washes and result inhigher, 
than expected bacterial cou+and 
whether or not samples canbe 
processed rap-idly 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 e-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 ta 
pH 7.2 and containing an antimicrobial 
inactivator sp~ffic forthe !ost 
formulation. Adjust pH with 0.1 Normal 

tqt;&y @5 pexerit t&t level = 1.96: 
.’ 2% co~~Fo~ds to the power of th$ :, 
ted:- @r:Sl, p-eweq power = 24-2; end 
- D is ~~-~~i~l.‘~~e~~~ of 

~i~~~~ce,to.~ ruled out: t&y 20 : 
p*nt of t&e active central’s mean 
md~~i~~,.~rn baseline at a speciik 
time,:For%&emple, data&om a number 
~f,gl~ve.j~i~ studies submitted.over the 
g&t few years to ‘the agency as part of 
al3plikatiun~ undoer part.314 of this 
~h~~~e~‘~~~,~~ewed to obtain 
~~~~~t~~~‘~la~ive to the variance of 
the &ff&nc& from baseline lor count 
mductio& data, For 128 standard 
dtivijatiens extracted, it was noted that 
~O,~~~~t Of the values are between .90 
a,tid:&lg;; 25 percent am less t&n .QO; 
.qd ‘25 p&amt are greater than 1.12. 
T4~~~~is’~orn ;4Q to 1.73; the 25th 
~~~~~i~~ st’andard deviation is 0;86. 
tjm rn~d~~ .&mdard deviation is 1.03, 

natureof their constituents, some test 
s~~~~‘~~.d scrubs will require not 
anly the use of an active controlarm but I 
rlsd use 6f ci vehicle control arm and 
p&ha+ & pktmbb control a~rm to 
d~~~~~t~at~~~~~y. The schematic 
lay& Msa#kpling times is given in 
Table 1 as follows: 

-: 



TABLE P.-RANDOMIZATION 
JECTS FOR SURGICAL HAN 
EFFEC~TIVENESS TEST 

-l---- Hours 
Subjects 

‘ha 3 

(h)(f)(iii)(F) of this section). Fi’rst, 
of forear%% un&$r! #unn&ng. tap Water 38‘ 
to’42 *C for godsends. MaintaWhands~ 

Day 6 . . . . . . . . . . . . . . . . . . ‘ . . . . . . . . . . . . . . . . . . . ...*.... . . . . . . . .a...* . . . . . . *.* . . . . . 

The schematic layout of 
randomization of subjects in bJocks of.6 
is given in Table 2; in Table 2, R refers 

&Jcjwii two-thirds of fox&m. 
na&@bbands, the lower two- 
,fomQms, and the brush for 30 

randomly divide the N subjects into as 
many treatment groups as thare are 

higher t&in elb~~.d~~~ this 

products to be tested In,). Secondly, 
procedtare and $t%~~‘~utl~~ed in 

randomize the n, subjects within each 
paragraphs ‘~)~~)~~i~(I)~31; 

treatment group in blocks of six subjects 
Eb)(~Hit4Tr)(4)r!,?ina: (b](1 )(iiiNI)(s) of tbb 
sectien,’ ’ 

in accordance with the subject 
allocation scheme in Table 2 of 

[$I Wash band,eiand forearms with 

paragraph [bMii)W of th3s mSm until 
haselins~$ontrol soap for l&seconds 

all n( patients are randomized‘to 6 
~~~~~w$t~r as~~~~r%d,~~,d%ve~~~ 

hours. Repeat this process for each of (4) ~Kikme hy&and fm&ns f@ 90 
seconds.under tapwaterto thoroughly 

. ; 
the other treatment groups. 

(H) Count determnotiuns. NO sooner 
than 12 hours, nor longer than 4 days 

remove-& ia&&, : 

after completion of their-beseline 
(5) Dad nibbw $pves used in 

determination, subjects perform the 
sarn~lf~~~hand~ and secure gloves at .‘ 

initial scrub witb the test formulations. 
Wrist, 

(@Surgjcel six& tedmigue to f.w imd 
Determine the bacterial.popul&on on 
the randomly designatedhand of all- 

prim Id ~~c~etiti~ +mp&ng~ If 1 RBt;cmai 

subjects assigned to hour %a in Table 2 
procedure o&&d in ~~~~aP~s 

of paragraph (b)(iii)(G) of this section 
~~~~~~~~IJ(Z) eyd ‘~~~l)(l~ij(~J~~J of this 

immediately (within 1 minute) after (2) Perform sur#cal wrub with test 
scrub with the appropriate scrub formulation in &&dance V;ith _ Y 
formulation. Determine the bacterial di~c~io~~-~~~sb~d With the test 
counts on the designated hands at 3 and 
6 hours after scrub. Determine bacterial 

formulatfan. “rf r&instructions are 

population by sampling hands and 
proyidod with~ttie test <ormdation, use 

enumerating the bacteria inthe 
the l~-~~~~t~,‘?~~ proc$uti .: 

sampling solution as specified in 
described in para&aph ,~~~~)~i~i)(~)(3~ of 
this section, : 



Association, Ina, 101s 15th St, NW., 
Washington, DC 2OQO5) but using 
soybean-casein digest agar and a 
suitable inactivator for the antimicrobial 
where necessary. The suitability of the 
inactivatoeis 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 USC.: 552(a) and 2 
CFR part 51. Copies are avail&b&from 
The American Society for Testin and 
Materials, 1916 Race.% Philade 7 phia, 
PA 19103-1187, or may be examined at 
the Center for Drug Evaluation and 
Research, 7520 Standish$L, suite 201, 
Rockville, MD, or at the Qfficeof 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 20 k 2 “C for 48 hours bafbre 
readin 

IM) !!hmninotion of reduction 
odtai&d. (I) At each sampling interval, 
determine changes from baseline counts 
obtained with test material. 

(2) For a-morere8listic:appraisal of. 
the activity of products, all raw data 
should be konve’rted to common(base 
10) logarithms. Reductions should be 
calculated from aversge of the 
logarithms, This will also facilitate 
statistical analysis of data. ’ 

(N) Compartson ciftest’materiuh with 
a positive confd material. (I) In order 
to validate the testin procedure, 
equipment, and faci I! ities; it~is required 
that the test formulation be compared 
with an active control formulatiou. 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 fro-m that 
.of the test formulation, Both tsst and 
control formulations are ‘to be run 
concurrently. Identity of the : 
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 countsobtained 
with control material at each samplirig 
interval. 

(0) Stofistical anuJyses. Either of the _ 
statistical approaches to the evaluation 
of the deta detailed in paiagraph 
(b)(i)(iii)(O) of this section is 
acce table. 

(IfTreat data as a binomial response, 
That is, if a subject achieves the target 
reduction, it is judged a success: if nat, 

met:hod for &is evalut&“rt +f antiseptic 
or h%alth~~~~ $er~omiel handwa& +u@ 
p$lucts des&ibed,in paragraph 
~]~2~(i~i~~~~~~ section, reduces the, 
nuiirber ofthe indieatar o~a~i~~ ou 
each hand, 2 Zogta within 5 minutes a%r 
the first wash a~d~d~mons~8tes a, 3: 
logcb reduction of the indicator 
org;aniCm on eatih h”and within 5 
minutes ifterthe tenth wash. 

(Al Apparatus.--1 21 Cc&my Counter. 
An,yl of several typesmay be.uaod, 



hydrochloric acid or 0.3 
hydroxide. 

Nor& sodium 

( 10) Plating medium, Soybean-casein 
digest agar plus a suitable inactivator. 

(31) Broth. Soybean-casein digest: 
1,000 milliliters per 2-liter fllisk is 
recommended. 

(Cl Test Organism. (1) Serratia 
murcescens ATCC No. 1&756’tavaihble 
from ?imerican Type Cultum~Colle&ion. 
12301 Parklawn Dr., Rockville, MD 
20852) is to be used as a marker 
organism. This is a strain having stable 
pigmentation. 

(21 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 sensitivityprofile of 
the strain should be determined. If the 
strain is not sensitive to Centamicin, 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 withthe tast formulation, the 
panelists’ hands are to be sanitized by 
scrubbing witha 70 percent ethanol 
solution. The purpose of this alcohol 
scrub is to destroy any residue1 Serratia 
marcescens. 

(4) Preparaticfn of marker dulture 
suspen2on. From stock culture 
inoculate Serratia marcescens ATCC 
No. 14756 in a 2-liter flask t&ntaining 
1,000 milliliters of Soybean-casein 
digest broth. Incubate for 24 $4 hours 
at 25 “C. Stir or shake the suspension 
before each aliquot withdraival. Assay 
the suspension for number oforganisms 
by membrane filtration te&nique or 
surface inoculation at the be&ming and 
end of the use period. Do not use a 
suspension for more than 8 hours, 

(I)) Test panelists. Recruit a sufficient 
number of healthy adult ,maIe 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 :subje&s 
per product being testedro satisfy the 
statistical criteria of the clinical trial 
design. 

(E) Preparalion of volunteers. Instruct 
the volunteers to avoid contact with 
antimicrobiais (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 avbided; Vahmteers are to 
be provided with a kit of 
nonantimicrobial personal care products 
for exclusive use during the test and 

data aub:m,ittedta; the agency as part of i 
applications under Part $34 of this 
chapterfor the& :&$g.produnts range. 
from 6.8.1 to ~~$‘~~~~he~rn~d~~ atafidard I 
deviatiori is 0.7%, The sample s&e ;. 
estima~iim equ~&on;‘Sn ‘paragrsph 
(h)(1l(ii9(F~ of thl$ se&on tiay be used 
tti estimate sr+&e s&es required. Par 
example, assumethe a+ivecontrol~ ’ 
hand scrub pro&me~ ark immediate 
mean log redw)i$n of24 and: ths t?st 
haad scrub is:ta be within ,20 percent~of 
this, i;e, D=OX~[f SZ=i);71, then n=$6 
subject&$er &m bf ~e”s~~~.‘Be~u~ : 
blo’cks of G‘are ~~u”m~~nded, the ‘. 
sample.&e ~~~a~~e~~ arm is 54 
subjects, 8 

test anri:control,f~~u;lations, except 
that a golution ~f,n~n~~rnic~ia~, _ - 1. -_I_ 



Research. 7530 Standish PI, suite 201. 
Rockville, MD, or at the Of& ofthe 
Federal Register. 800 NorthCapitol St, 
NW.. suite 708. Washington, DC, 

[ii] if neutralization is not 
accomplishedby dilution, include in 
the sampling solution used to coIlect 
bacterial samples from the hand 

the 

following the final wash with the test 
formulation an antimi&,obial inactivator 
specific for the test formulation being 
evaluated. 

(I) Enumemfion of bacfen’o in 
sumpling,solation. (1) Enumerate the 
Serratia marqescens in the sampling 
solution using standard microbiological 
techniques, such as mambrane filter 
technique or surface inoculation 
technique. Prepare sample dilutions in 
dilution fluid. Use Soybeancasein 
digest agar with suitable inactivator 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 
Standards,” vol. 11.84; 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 Materials, 19.16 
Race St., Philadelphia, PA 19193-1187, 
or may be examined atthe Center for 
Drug Evaluation and Research, 7526 
Standish Pl., suite 20X,-Rockville, h4D. 
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 30 
count only the red pigmented Serratia 
marcescens. 

(2) [Reserved1 
(J) Deter@nafiun of reduction. 

Determine at eachsampling intarval 
changes from basehne counts obtained 
with test material. 

(K) Compahon with a pdsjfive 
control material. (1) In,ordty to validate. 
the testing procedure, equipment, and 
facilities, it is required-that the test 
formulation be compared with an active __ . . 
control formulation, This will~raquire an 
aquivalent number of panelists to be 
assigned to tbe control forniulation on a 
random basis. All test parameters will 
be equivalent for both formulations, 
although tho handwesh procadu~ for 
the established formulatiotr may be 
different from that of the test 
formulation. Both test and $ontrol 
formulatiuns.are to be run concurrently. 
The identity of the formulations used by 
panelists is to be blinded from.thosa 
individuals counting plates arid 
analyzing data. 



popuhtion of 3 logto org+misms per 
SqUW CtU@imeter of skin, 

(2) Trqatment and control sites are to 
be located contrahW~~ to e&h other. 
Each site is to be 5 by 5 centimeters. 

(D) Test panefists. R8cruit healthy 
adult m tilo and fern& human 
vohinteers whohave no Glinical 
evidence of dermatqsis, open wounds, 
or other &in disorders tliat may affedt 
the ia:Rgrity of the sfudy, and in . 
sufficier:.t numbers &jr fermulation 
being testad to &ttrr@+ thq et,atietlcal 
criteria of the clinical trial design, 

(E) Prepraffan o~voftintecrrs. El) 
Instruct the volunteers toavoid cotitact’ 
with antiniicrobials cother than the t&t 
formulation) for the duration of thei test. 
This restriction incltides,antimicial 
containing atitiperspirants, deodorants, 
shampoos, Iotions, soaps’, and materittls 
such as acids, bases,,solvents.‘3athing 
in chlorinated pools and:hot tubs 
should beavoided. 

(2) Volunteers are to be provided with 
a kit of nonantimicrobiall personal c+ 
products for exclusive use duririg 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 tiay be t&ken 
but the skin sites to be used’in tha study 
are to be excluded. 

(3) If the skin sites to be used include 
areas that would mqnire :shavin$ p+ior 
to surgery, for example, tbe groin Gte, 
these sites should be shaved nb later 
than 48 hours prior to thi3 application of 
test ftirmulatio~ or microbi&samyiling. 

141 After volunteers have refrained 
f&m’ using antimicrobials for at least 2 
weeks, obtain an estimate of bas&line 
bacterial populatlbn from one groin and 
one abdominal site at h&t 72 hours 
prior to entering subjects into the study. 
Sampling and en*erat@ techniqu?s 
described in paragraphs (b)(S)(iii)()) and 
(b$)(iii)(K) of this section are to be 

(bjF3aaed on tha initlel astlmate of 
baseline bacterial population, select 
sufficient numbers of subjects with high 
bacterial counts per formulation birig 
tested to satisfy the statistical @erici of 
the clinical trial design. 

(F) Studjt design and mncfamfzatfon. 
Subjetits admitted ta the.study are twbe 
identified 9s to whether they meet the 
groin portion or abdomen portion of the 
study, or both. Opce a subject is 
admitted to the study, treatments are to 
be randomly isigned to’one 
contralateral groin site, for subjects 
identified as belonging tb this study 
group and similar treatments @I% to be 
randomly assigned,to left or right side 
of the abdominal area, for gubjects 
identified 1as belong@8 to t)i8 abdominal 
study group. This method of ehooai?l;: 



(3) For patient pm.prative.s,Jcin 
Pntparation antiseptic drug products 
MfM according to 5 333,4QO(b](2), 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 te&nique just prior to 
application of the preoperative skin 
preparation to the.corresponding 
contralateral site. Thirty seconds after 
application, semple the treated site 
using the same sampling technique. 

(J) h$icrobiologicol,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 Into the 
scrubbing Cup and rub the skin with a 
sterile rubber policeman for 1 minute 
using moderate pressure. Aspirate the 
wash fluid and pIace in a sterile,test 
tube. Place a second 2,5-milliliter 
aliquot of sampling solutionin 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 bacferia in 
sampling solution. (I) Enumerate the 
bacteria in the sampling solution by a 
standard plate count procedure such as 
that described in “Standard Methods for 
tha Evaluation of Dairy Prodtytk’ 
(available from American Public: Health 
Association, Inc,, l-035 15th St. NW., 
Washington, DC 20005) but ushg 
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 Antimicrobisl Agents 


