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On May 29,2003 the Food and Drug Administration published a proposed monograph 

for OTC antigingivitis/antiplaque drug products. 

Pfizer Inc has a considerable interest in this proceeding. Pfizer manufactures and markets 

important consumer products that will be covered by the final monograph that emerges from this 

proceeding. For that reason, Pfizer and, prior to its merger with Pfizer, the Warner-Lambert Co. 

made substantial submissions to the administrative record and participated in the public meetings 

of the advisory committees that considered OTC antiplaque and antigingivitis drug products 

during 1993-1998. 

At this time Pfizer is submitting the following comments: 

I. Oral Care Products Making Only Cosmetic-Related Plaque Claims Are Properly 
Regulated as Cosmetics and Not as Drugs Under the FD&C Act (p. 2) 

II. Both In Vivo and In Vitro Testing Should Be Required for Products Containing 
the Fixed Combination of Essential Oils (p. 15) 



The Monograph Shhu~~:‘mdir~~~~~~~~ssbnai I$beling for the Fixed: Combination 
of Essential Oils (p. 17) ” .” ’ ’ 

Corrections to the Essential Oils Effectiveness Section-in the Panel” Report (p. 20) i 

Drug Review does not extend to purely cosmetic products and labeling claims.] Oral care _. IX, I 
i 

products which are intended for the removal or reduction of dental plaque’havd long been , I 

marketed to and used by consumers for purely cosmetic purposes such as cleaning the 
,: j. : . , 
i.“’ 1 

teeth, improvingappe&ance, combating malodor, and making the mouth feei fresh and 
- ; : ( L 

clean. In the absence of claims that they are intended to affect the structure or bnction of _ <- 

the body, or prevent or treat dental or gum disease, such products may only be regulated 
: a .I.:, 1; ” ,. 

as cosmetics under the Federal Food,,D”@&and Cosmetics Act (F?%& Act). 1 /, “_ I ,. ” ’ i r 
The Over-the-Counter Plaque Pro&icts Subcommittee (the Subcom&ttee) ’ ’ J.“, -- 1 .‘ 

departed from the clear provisions of the FD&C Act when it recommended.tha< all claims 
a. * , _, ” 

I j i ,! 
regarding plaque reduction be classified as drug claims, even when, those claims are ,i y ; : I) 
explicitly limited to unambiguous and unequivoc’al cosmetic benefits. The‘ i : j _ ! : 
Subcommittee’s position would subject all products whose labeling refers to “iplaque” to 

: I’ 
regulation as drugs on the theory that use of that ferm’may be misleading and‘may be . 

1,’ -. “‘, f. -. ! ; : 
interpreted by consumers as drug claims. Pfizer urges FDA to reject the Subcommittee’s 

I_. ipi ;‘ 
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speculation and to recognize that a product with properfy qualified cosmetic claims * 

related to plaque is solely a cosmetic -and not ‘a drug. ’ ‘. ’ , j. 
As discussed below, in order to be classified as a drug under the FDkC’Act, a 

<I;.i,.i ,c t I ^ 
product must be “intended”‘to affect tl%structurebr, a function of the body,‘or to prevent 

1 
or treat disease. It is well settt’ed~ that the “intended use’l’ of‘a product is det,ermined with __ .,,.. L. “,.< * :i,, /, , I _- _I.,,,.’ 
reference to the totality’of advertising and labeling claims being made for that product. .i 

: _‘ 
As these comments will, show, the Subcommittee’s views are inconsistent with the FD&C _,“’ .“’ 

Act, FDA regulations, and judicial and agency precedent. These. comments’~describe, the 
” 

,: /. 
,L ,- 

relevant history of the “intended use” doctrine and; based on.application o’f that doctrine, 
” .,f. .,dl.~ j >_. 

,...__._ ,-, ,d,.. (, ,_,“,,(_ .. d‘i. ._; .,- s j ‘. :’ :. conclude that products making only cosmetic-related plaque claims remain subject to‘ I,_ ). . . _- I,,___ r: r;-:...a 

regulation solely as cosmetics. 
_, .<, ,.’ 

A. 

DISCUSSION 
1 

Congress Intended To Distinguish Drugs Prom Cosmetics * /(*__ ,?,& u.cuiaf,s!i ..dS” .,*a;,* nr: ,2r 6 I 
On The Basis OfThe Claims’i&&e For These Products 

,. II, ,?I j “. ‘- ‘: 
,I ( ,?., ; _ .i *, : _ ” . 

.’ ‘.‘S 

The FD&C Act defines a i’drug;i as any article “‘intended for use in the diagnosis, ‘. 
.: 

cure, mitigation, treatment, or prevention, of disease,” or any article “intended to’ affect .e . 

the structure or any function of the body” FD&C Act $%Ji(g)($)@)&(Cj. A%osmetic~’ 
, ^. r is an article “intended to be rubbed, poured, sprinkled, or sprayed on, introduced into, or 

“,,, ” ^,$/I _ I “I .” ..‘, j ~ I ‘. J: 
otherwise applied to the human body or any part’thereof for cleansing, beautifying, 

,_ _i 

promoting attractiveness, or altering the appearance.” FD&C Act Q 201(i)(l).’ “’ “’ ’ ” 
r * 

The Subcommittee correctly observes thai “[sjome products may not clearly fall 
,, I j“ a!..-“ . _  ,,_/, I .c:.. , r I’_.j,^ I, /’ : : ,_a ” 

under one definition or the other,‘;68 Fed. Reg. at 32238:.a&l the s&t& &iakes clear that 



the terms are not mutually exclusive. FD&C Act-$‘509. As is evident fromlthe cosmetic 

definition itself, however, Congress contemplated thateven articles which are 

“introduced into” the body, and which presumably work by having some in&dental effect ‘. ,; _ ,. 
_ .” 

on the structure or function of the body, may be properly categorized as cosbetics. 

Indeed, the definition was intentionaily “drawn Iin broad teqxs tb .includ,e alf subst&ces 

and preparations, other than ordinary toilet or household soap, intended for cleansing, or _. 
,_ .,‘ ._ ~‘:.: ., 

altering the appearance of, or promoting the attractiveness of the person,” whether “used 
:- 

externally, oriticially, or even internally as in the case of the use of arsenic for clearing 

The structure-or-function defimtion of drug was.not intended to reach &ditional 

cosmetic products. The rationale for-adding this definition to those ?lrea$y appearing in j‘ ’ , ,‘ / I _i d, . ,. L ,( 
the predecessor 1906 Act was explained as follo$vs: 

is not itself a disease in all instances and products advocated and sold 
for the treatment of obesity,‘as a matter of fact,. are not always subject 
to the terms of this act. 

. 

Commerce, 73d Cong., 2d S&s. 5 16 (1934) (statement of $.&. Campbell, ‘C*hief of 

FDA). A number of courts interpreting the structure-or-function definition of the term 
_., ‘__ : 

“drug” have underscored this narrow congressional purpose s, I$&&% &Sons, 

:’ ” ” .’ ’ > . . 
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regarded as a drug or a cosmetic, or both. 

As recently as 1998, the United States court of Appe&?or &e’Fourth Circuit 
’ i _ ’ 

<. ,’ I. 
” .,: 

observed that “no court has ever found that a pro&.& is ~‘intended for use’ 
I, j j , 1 )j., ,ii I1 * 
or ‘inten-ded to 

affect’ within the meaning of the [FD&C Act] absent manufacturer claims as to that 
I 

product’s use.” Brown & Williamson .Todacco ;& ,e,>y,,,::i >;l; >“, ‘“*J,.> >., _*‘9 . i ati ,:e ‘” , . v.Lpp.~,~‘f~y:j;db l 5s 
1 .“- 

s63 (4th Cir. 
.,, ,. - %’ 

1998) (internal quotation marks.omitted) (citing Covne @e&m, Inc. v FDA’ 966 P. / -I i.. _, *-9 
supp. 1374, 13go (M*D:N*C;~lg9i)), aFpd o;l.ojher ,_ 

& United States v. Undete&nined Ouantities . . .“ Pets Smeilf;ee ,) i2 FT3’aj lp5;y4$ -’ * .. 
,_ * ) ^ ., 1 i. , ^” , ,,, 

(1 Oth Cir. 1994) (“PSF’s claims [in labeling and Promot@nai materials] . . 1 bring % 

Smellfree within the scope of 5 [201](g)(l)(C).“); Unite& States v. Storage $&es ’ ’ _, 

Designated Nos. “8” and “49,” 777 F.2d i$#;^ $6’?,.“$‘(9th Cir. 1985) 
_,_ 

.I (relying on “the 
,, , 

manner in which the products’ [were] promoted and advertised;’ in finding”&& the ic _I~ _; ,.._. I.. I‘ “- 
, ,.~:c‘s** I i,. %,s,;4r”;.i :- ‘4.Y.i:i- d.. products were drugs under Section 321(g)(l j(C)Ji Chited States v. An A&$ of Device . 

I. 1 (.(“‘. 
. . “Amblvo-Svntonizer”) ) 26f F., supp. ~~4j,+244(D’*‘*geg @&) (articlegweresoid’to “- 

/-. .^ ,/ _ _’ 
I _^j .+. ,, ,‘,.. : “b,jiv (1 ~..‘“, .( :’ 111  

.: ,_,,/ ‘y” i.. /_ ,_. ,. )I .” -- 

“only those optometrists who take courses [from the distributor] concerning &purpose 

and use of the device”). 

This focus on intended uses rather than actual effects has been confirmed in other _ ” __ .^, .____ .,.“ .) Iv, 2.’ ; ~ ” /... I. ,_ 
judicial decisions. For’&&nce; in~~at&ral ‘~utrit~onai’&ods Association’v’! Mathews, __ i ” __,_. .“_, ‘ 

1 >i,‘, ,.$,, $‘“‘, ,’ ‘_  
557  F.2d 325,  3’33-36 (2d’ Cir, “1 9,‘7‘j, ~~~ed~~-~~i;t?dat~~~.~c~~id’ Jvt subject dietary ‘. 

” . ! 

I. * >i~ 

supplements containing high levels of Vitamins A and D to regulation as drugs unless it _ _’ 
,,_ ,__ _ I,), -, ,,. .,;, j y ;-- ,/ . . * 

could identify labeling claims or other evidence to indicate that these products were ,.. .1 i, *, ,* ,_ L ,_,. I.> y* .?” 1 3 , 
“. 



,._ .._ ,,.. ,.. ,. 
! ~ __ ._ -’ :... 
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j j “> 

intended to function as drugs. Similarly,~ inA&oh ‘bn*Smokin~’ &‘keal&ASki v. FDA, i , .: 
655 F.2d 236, 239-41 (D.C. %irI”l98cij, the-court ‘held&at cigarettes I;ere not drugs 1”. _ i ,, . > 

4 , 

simply because they affected the structure’or f&&t&of the’body unless there was , , ,_ ./c _) .ii.,.Si”i, :,aD,s, *a- ‘La “/?“.A ,-.- ,s ,,.’ i,. 2. / L _ j ” __ -, ~, ^ 
j ) _ j, , , ,,i .1_ 1 ;I, I, 

evidence” that ‘the products ‘were intended to be u&d for this purpose, 
, I _ 1”;’ I I-L _ ’ 

By co’mparison, - .’ / .1 ; . _ j : ._ ,, ,; 
where claims of therapeutic benefits or of strucmre-or-function effects are made for 1 _ x r_ “... -- - -- ,( . ? : /.. ,J ,i _. s/ <,~(,..P, i~j 
common products, they will be regulated’as’drugs.’ 

, ,  I  :&. _/ “-I 2: ‘-i ” 

The concept of “intended use” has also been applied to medical deviies. .., -_ ,, _^ In .a 
. 

. 

10 ” -e 1 i’ ‘.j- i iA+ ,.,^ ..**, *&~:~z&-:. :.::i (,-% i‘, I ‘i ̂ ,,” -*, ,__,,. & .,;““*“\- ., ,” L. .d *. ~. -.-.. - (” 
recent comprehensive legal review of the~FD&C” Act and all applicable judicial _ ,. a _ 

precedent, FDA has reinforced the position that ‘a ‘manufa&rer’s marketing :‘. -- ,; ‘__,, “.., ; ,.!, ^\, 
representations determine a product’s “intended use.‘; -Le$r,dated $tober i?,‘ib62’to ‘ ” 

; s~*,.r:s : ‘+:& = .;<. (’ .I 8: * ‘. ‘1’ ,’ Jef~~y Gibbs Eom D@ia‘8 ~~~~y,.pD;k,~~~~~~~~~:~~‘~~~tober 17, 28Gij:l>.. :< ‘ : ;’ :-‘,..‘” 
_, -., 1 \ ., 

Distinguishing between identical,‘implantable digital transponders or “chips~’ -- one _,,_ . .‘, ‘ 
_ 

providing access to information necessary to identify livestock: and the other facilitating “I _. I ” (/ a ‘.,#l :. ;“* ,,: . ?“Y i :1>, : _, . ; , . . access to information for use by mediG professionals’m treatmg patients I :-‘)$A~found .” 

that the intended use of each chip was’the,sole determining factor in deciding whether the 
t ,. ,%. 

chips were covered by the FD&C Act., Specifically,‘??DA &ncluded that: ’ ‘t, 
.  

i I I  
;” 

FDA’s medical devicejurisdiction . . . extends only to such ‘products ” _.. : 
that are marketed by their.rnan~~~~tu~~rs:o;“~~s~~~utors with claims 
of effects on the structure or a function qf the’body. “I&he language ’ 
of the statute itself, theproduct must be “intend&l to” affect the ’ , ” ‘,py 3--> I ‘/ ““‘.:‘.‘B:, j ! * * i !i. II ~.~-‘. _* “1-‘, I, 
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. 
structure or a function of the body. It isitielI settled that intended 

i 
’ _ __. _^,/. I .i 

use is determined,with reference to marketing ciaimsl ’ ‘.’ -’ * ! ‘” ,” I_ ..,. /-. ,+!A., _ ii r ,.. . / 

/’ 1 I,a> ..:.., 
structure or function of the body is not sufEcient to.bring a product &thin-the definition 

. * , 
^_ ~ f 

of a drug where the product’s claims make no.refer,ence to such an effect. __’ 1’. .,I, I, , 
:_ 

“dentifrices,” ” mouthwashes and breath fresheners,” and “other oral hygiene products” j, ! ‘. .!? 1 
,L.’ :,, ;.I ‘, .__ 

fall within the definition of a’cosmetic. 21 c$j?.‘$~726~4@($r: ~~~dekd’l;~~~~h~~iene 
,-_ ., 

.I ̂  i I ,, ,~ : 

States were classified as cosmetics 
, ,” ,_. _/.^. - 

andnot drugti because they were sold solely for the ,. ,> : 
,+, I “ ,:_ I, .i ‘, j :,7-i- purpose of cleaning or whitening teeth and fresI;ening‘~~~~~hr~“~~en after t,he n-rtroduction 

” “) /. - _(, .? 
of fluoride, non-fluoride dentifrices co,ntinue to be regulated exclusively as cosmetics’in ,j ., 
the absence of disease claim,s even though their ability” to remove plaque and food’debris _i 

may have incidental disease-prevention effects. ‘FDA also has’*classi’fi’ed traditional ’ ’ 4:’ ./* ( _..” : __ ,... ‘, ,6 ,~. . ,) AT. o. j... . .“, 
mouthwashes as cosmetics for many years because they claim only to” freshen breath ‘and’ ’ 

“jJ. “i” LX .,.. ._, * reduce malodor.2 Similarly, the agency has con&med..that; a&oughh: antimicrobial soaps 
.I’ ,: 

_. ~_, r ,,\ r 1x,_ “i ./ _ ; : , 

* FDA’s OTC advisory pane?,?e Ox-al HeWi i=are ii~?~<s affi%ed chat &outhw&&s &eh ior &a&jig and ” C”<. .j ; _L *i-:* .,,, .1 &, .q.:m.i<d*:v, i’<? 
deodorizing the mouth are cosqeticb‘i~ &&$s8nck ck$ug cl&ms:’ “‘$?‘J?eii. Reg. 22760, 22778-79, @843‘:44-(May 
25, 1982). 

I 
* _) _ 
;. ,^ .‘I, .” 
1 . x. ., 
; ‘ 
_j 
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claims (or other cosmetic claims) are made for the products.” %Fed. Reg. 33644, 33648. 
,o / ; 

(July 22, 1991). FDA also treats,,skin moisturizers lalie~~d.~~~~~~~~t~~,use~ as, I’ ; ,. ;/ 
_ i... ,_ 

I,,” ,, ,I’., .‘ _‘. 

function. 
/ 

ignored 
,’ I ,, 

The Subcommittee the age~~~s.long-si~~bing’lkgal nrterpretatibn with + .,,a .., ., . . *, 
regard to intended use classification when it recommendedthat ~~a;lyre’f~~~~~~‘~~~t~~ “’ .. -1 ““._ t ; ,~ ;,-, , ,1”- su*_ _() _, : ( 

control of dental plaque or its equivalents,iirith or without qualification, should be , ..’ ,,/” ,: ̂ :~ 1, *- I_ _, r, *,” .-,: _, f ;.:...“, ’ /. 
interpreted as a drug claim.” 

J,>:,,;.*~ ,:* ;.:. i i ‘,‘.:( “.’ ;,:;: ‘68 Fed. Reg* at.3,&9:.+Th; .-;~~~;;t;on of a p$-~;kport a; .._ .; ,: 1 
I .I 
: I,/:_~ I$.: <,;+:9, :..~I”. A< ‘>. ,^ 

an advance notice of proposed rulernaking do&not, ho<e%ri represent the posmon of 
I 

l,J ” / i_ / ‘̂  
the agency. 68 Fed. Reg. at 32232 (“This document ,‘. . does, not necessariiyreflect the . 

I 

panel report, FDA spedificai~y questioned the recomm&rdat&on conce,rn~ng the ” 
; 

,.a. ,,. I_ ,“.I “. ti 
classification of antiplaque products;*no&g that’“[t]he’ legal op&ons.of this sc&ntific . _.” ,, 2,.‘“, . ..‘.. _* 

panel in this area may not and do not necessarily reflect FDA’s position,“’ %$’ l%d.‘Reg. at’ ; ..%. ,. I_ ‘) , _ , “5: ,.,l_, -,. “% i ,.‘< j ,, 
32238. 

!, ” ‘_ ,; ‘,,; “, s.. ,_ 

Pfizer acknowledges that an antiplaque product properly may be sub&t ‘to ’ ” “.’ * ” : .A ,-~,-:.I” ,_ _.,. ““‘ -” “., ” ,., . 
I 

regulation as a drug where its labeling and advet&&g shows that’it is, offere’d toVprevent . ,(” -, _ ̂ _~,“_.” ‘j ..,. _. _, ,~ .^ 6 
!, 
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” /  :  

or treat oral disease or to affect the structure or ifunction of the oral cavity. bn‘the other . / ,_j _” . .~. ““‘S,’ 
i . 

hand, the relevant statutory’ provisions and FDA regulations&&y dictite‘ that if a ’ ’ 
\ j ,,q,,. 1”” ,*I 1 \_ I _ 

including an antipIaque product -- 
/v_. / ,v. Ij 

product -- is intended to be-used 
_ ,; .:I I~ : 

_; solely for cosmetic 
1 :-- *’ 

purposes, it is subject to regulation asp a ,cosmet&, and only‘& a cosmetic., / ‘,’ i 
1 4 : I 

C. 

The previous section explained that an oral care product associated only with , _...;: l_l( ‘._ 1, , . ‘::. , .;B~ !-X-S I, /) I , / 
_. ., ( !,cr:,>~l,“: “f-i*“: -,:::I’:: ,’ 

cosmetic plaque reduction benefits does not imply any’therapeutic effect, Nor does such a&‘“*, .“,$:c*r,>*l;.* / ii _, I. 
% 

a claim qualify the product as a drug on the grounds’*that it claims to f‘affect the structure / .* ^,-i ,I. i I 
I ,I >,; “,$ ‘-2’. ,I 

or any function of the body.” FD&C Act $ 261’(s)(l)(C): Although thishas’been the 
z * : ),.” 

’ (. “__ (.‘ / ,t i 4 -,, 1 _ 
ai 

subject of significant controv&y with regard’to anti-&mkle claims for skin~care 
_ 

_; .;_ __,. ” 3, . ̂ ~ ̂’ i ,_, 
. . ; 

products, where the agency has asserted that such claims may reflect an intem’to~?&ect ‘-’ .- < ,-.. _ _ ., _ \ j ;i- ‘*~, ;2;&.“>;*1: ’ .‘& r^i/ . the structure or function of the body, no similar dif&hy is~poskd by oral care products __ ,i.-I, .j 

making cosmetic plaque removal claims, In E.R. Souibb &‘Sons,-the’Unit~.~: states’ Court “‘ j,, ,.._/_ (C ,,.,. /\ _,_,/ i,“,n..~ i 4+.. ‘:’ ~. ; (( “‘ “; ‘- 
,.. ‘-2 jl,_,,,. 

;, _ _i_ (, _.. ‘,iri :,I: :=,,. Jr ic .J:*k”*‘.‘ ,s.,,*:p > +<icli-,‘.l-r’ Y -< ,_ ,,i d :, ;; $,.;,;,:.:, :i,-.: ‘< ,>‘, >‘I: “.‘ ’ 

of Appeals for the D&ii% of Columbia Circuit denied a petition to review ,FDA-‘s 
( _ \ ? _ .+; ._.,. ^..“I,_ - I /A. 

?:< 7 
decision to withdraw approvals for several combination drugs’ihere the mz&facturer ,,q _’ 

_~_,“<, I, il( . . .,: ,, _ ,. I . *: :--“, il - ,L, i- , , was unable, to demonstrate any therapeutic sigr$cance to the claimed effectiveness of ’ ’ .._ _, .” .I -_ . s 
the antifungal component in suppressing candidal overgrowth?n the intesti,nal,tract that __ ..,., _) 
resulted from the effect of the antibiotic‘component bf the combination. The’ 

i- 
manufacturer argued unsuccessfully that it need only demonstrate effectiveness’with. d.’ 

/. I._ : 
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N o v e m b e r  2 4 ,2 0 0 3  
P a g e  1 0  

: 

rega rd  to  a n  intent “to  a ffec t ,th e ~ s t,m cture p r  ,an )  func tio n  o fth e  body  o f~ & & .~  T h e  cour t / ““1  :._ _  , 
conc luded : 

First, it is ques tionab le  w h e the r  a  d rug’th a t ac ts o m y  u p o n  
n o n - h u m a n  o rgan isms  th a t‘h a p p e n  to  res ide  ti% m i the -  j 
h u m a n  body  can  proper ly  b e  unde rs to o d  as  a ffec tin g  th e  ,, . , ..,, _ . ” ,I I‘, .““‘““:’ “e m ” ,e .,v.y -,_I 
“body  o f m a n ”” (as’o p p o s e d  to  th e  “p reven tto n  o f d isease’in 
m a n ”) wi th in th e  m e a n i n g  o f th e  d e fini t ion. S e c o n d ; * 
assuming  th a t such  o rgan isms  cou ld  b e  unde rs to & & s  pa r t o f“ ‘̂ &  ’ th e  h ,u m a n  body , a  A g  th a t sui;p;e;kes # & g ;c?G f& -; n ;;t . 

a ffec t th e  “structure” o r  % m ction”‘o f th e  h u m a n  body  as  the -‘ _  . ,*i_, 1  , ,. _  _ .,‘(_  *& & .“* $ .& + .h ,. to  Ix. 
cour ts ‘have  cons t rued those  te rms . 

~ -,>  ““X 1  ‘r 1 L ..‘7 <  ? ?  .“-“:ii-: i 

8 7 0  F .2 d  a t 6 8 2 . T h e  cour t emphas i’zed  th a t ‘th e : s t ructure-or - fun&n p r o n g & th e  d rug  I ,- 
d e fin i t ion “is relat ively na r row , a n d ? &  n o t in tended to  encompass  a l~a r$c&s ,~ th a t m igh t \ ^  I* *. .” 

have  s o m e  r e m o te  phys ica l  e ffec t u p o n  th e  body .? &  ‘” ” . 

A A e r  rev iewing  th e  avai l ,able,  case  law i,n te rp re tin g  th e  structure-or- funct ion * ,$  .F‘ 
_  * .% ,#  ? $ .“: .iS ~  ““\,,.a*: *;lf::‘,2 :;,“~  -1  ‘(., :,:,.:.l”l.“: : B ,.‘* _*. 

d e fin i t ion o f th e  te r m  % r~ $  ~ n n d - ~ ~ s c ~ ~ ~ h ~ ~ o n g r e s s ’s h m r te d - m te n t in  a d  d  
‘2 . 

i gg  th is  
I% . l i_ 

.” _  ““, ., d e fini t ion, th e  cour t in  S q u i b b  conc luded  as’fo l lo% s:~  ’ ‘” ~  ’ i ’ 1  I- , (., .:. .,j 

T h e  suppress ion  e ffec t S q u i b b  claim s.. .would  sim p ly reduce  
th e  n u m b e r  o f n o n - h u m a n  o r g a m s m s  r e & $ n g ~ ‘v&r in  - the 
intest inal  tract. Cand ida  o r g a r & m s ~ a r e  hard ly  pa r t o f th e  
phys ica l  c‘structure” o f th e ,h u m a n  body ;‘no r  does  the i r  
suppress ion  a ffec t any  “func tio n ” o f th e .body  in  th e ’ sense  _ . 

th a t a r t icles th a t i nduce  s ikep o r  inhibi t  d iges tio n ~ d o :‘ ‘“.“-’ .^  , < *.. .- ..I 

M ystecl in’s und ispu te d  status as  b  d rug , 
3  

the re fo re  . b ”.,.+ ‘j,iIi,‘r”i ,. * V /L  appea rs  to  d e p e n d  u p o n  its be ing  a n  a r t ich?‘in tended fo r  use  ~ I I !“,< , ,-,-,~ .. _ .’ ‘,r’:.li~ ~ ::,,i. :, _  . 1  
in  th e  d iagnosis ,  cu re , m it igation; t reatment,  o r  p reven tio n  o f i, 

d isease  in  m a n . . . .” 
,^  ,_  . 

/ 

p roper ly  c lassi f ied as  a  d i -ug  ‘or  as  a  c o s m e tic, b u t th e  cour t’s o & ion  m a k e s  it c lear  th &  . ” ,) ,,{ I “.’ : 
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4 . I  

“’ 

any such dispute with regard to an antiplaque product ,would depend on the’application of >. / ._ ./) ^. 
i ‘__ :“;;+;,I-~ .I>.. -;, ii;, I+ :i,,r *’ ,._ 

the disease-related definition’of drugr&&‘&u-~ the- s,tructure-or-function d$nition. ” ,, 1, ̂ _ _, . “‘L’. , :- .,; -‘,-:j,,.,,Y,.,. I,_. ,.; _, 
Thus, the fact that cosmetic claims-for the reduction ofp&que “are’n;ade~l”;~~~i~~eling “‘ 

‘, _, ,_ ._ ,, ” .I_: il :i.;;,;, ,! ,,“bi~ ,A< : ,,ljl -“‘̂ .i: “,/ ,“‘.,:,*& ~~,.*>,r-~,.~P~l’.$i I 

for oral care products cannot convert such claims into-drug claims. ‘ ;.,,> ::;;“‘ ;““.,* ;_ ,-g 
..l .““.‘! -. 

The principal question mall cases concerns the intended uses of a product as 
_I .” 

,..J .I>- -e”.> ~ ,f‘ ~y$w 1 p .+ $‘a-. E , , “I 
3 ‘, 

P Y .,.. *:,..; ” .” revealed in its labeling or advertising. -Sudden Change, 409’P.id~at %$42;?Umted States ___. _._ 

v. An Article.. . “Line Away”, al3 .F:idT6g, .,gTllii (jd‘cir/~1g69j; Liz “c~y~~~‘g”ro’f~f2g~ .i 

.“I” 11, <..I I ,1.. ,. ” _.. 0 
Without such a rule, nearly-every cosmetic product could bkregulated as a’&& because 

.” I. ,‘ 

in some respect. >. I 

The Subcommittee states that “[t]he claim that a product significantiy reduces ” I‘ 3 a* .-; 
dental plaque (statistically speaking) may mislead people into thirikmg that*the reduction ‘_ -, . . .,,,, ‘; .y: ~ L - (,,._ ‘ 

is therapeutically significant” and thus that: 
I w .-- 

p~e-ople may purchase a product with the mistaken notion that a therapeutic benefit‘may b’e,dk~ibe~“f~~~i’;i~~“~~~,..~~~~~~~ ;f““ 
_ J;.?L,,L K,,,,,.f ‘&_i~wanw~~:. )S /% _ . : seeking effective care for’potentia~s$gns and symptoms of 

“. : 1 ,’ _( 1 

disease. 4 / “+ . 
; 4 
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determinations 
,*I r, 

_. ‘-: ‘1 . 

of drug status are not left to FDA’s “unbridled discretion to act to protect a” ,. i j,,.. 
“” “:“” .1_, . . 

the public health but must be in ‘accordance’tiith the statutory de&&ions.“s~ 
I . . . a: ,. . _ .x.. ‘: ,, :a _. 

Given the long marketing history oforal care p&$&s making%smetic plaque 

__I~_ : .~Lil e,: j .._ claims, consumers are not ljlpiy to misunderstand su&Cla&s^as promismg some ‘- ’ 
2‘” 

therapeutic effect. It is wholly inappropriate to’predicate an important age&y decision ,“. 
; ~. qj i Ii?:, ; .s on the Subcommittee’s unsubstantiated conjecture that c6nsurners “are likely to purch&e 

,” 
‘j 

_. ,f 

such products “with the mistaken notion that a therapeutic benefit may’be’derivedWfiom . .,, I -, ,; ._ ,,_ :i, _, ):I : ;: ._I 
its use.” 68 Fed. Reg. at 32238. 

/ 

The pertinent legislative history supports this position ‘Spe&ically, the Senate _ . ,j _. I 
Report accompanying the legislation that becamk.-th,~j$C~~~~‘t~~te;::.,‘“~ i: 1 ‘< . ._,. 

. -_ _-,.; . .a , _^’ _i _/, , /_ _ , -:’ 
* 

The use to which the product is to be put will . 
! “._; ,. . 

determine the category into which if.G;*rfalI :““: ., ‘*Tfiz .‘.l’ ,> I_ .,y . . ,” !,, 1 ,$ i s _“~ 
’ “. I‘ ,xI k” .: manufacturer of the a&&; &rough his representations in 

connection &th its sale, can determine the u&to tihich the : ^ 
article is-to be put. :‘- _- ‘,’ ” I” j,. ,-‘. ~ : 

S. Rep. No. 74-361, at 4 (1935) (emphasis added); see-also “l?oods; D&.&and :.. ._ .‘. .’ 
.” ._ 1 _’ 

application). As the D.C. Circuit found, that intended use is determined by manufacturer ,, :/,“I “/ ,; ..*:A <. / ]. 
marketing claims “has now been accepted as a matter of statutory interpretation’by the 

;,’ ” ’ :’ _ , i ,,.. jl 
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;  I  

B a s e d  o n  its find ing  th a t “e ffec tive con trol o f gingivi t is [m u s t] b e ’accompan ied  by  ’ ,~ . (_  _  ,. I /“.,_ ~ _  i \_  ‘(,_ __ l  I,>  -‘. 1  :*, *,j; .‘,:‘“‘ ,1 1 , ;- -, /I . ” 
^!, _ _  ,.,” ,,I . j  .A.“, I ;*. . -, ,~ .~  -; ,, .-“*\z. / i, , , l.~  

e ffec tive con trol.of d ln ta l  p l aque ,” th e  S u b c o m m i tte e  i l logical ly conc ludes  “th a t $ q u e  _ _  - :.: : .., : _  j, )  : “_  _  , 1. ;\ 
.- i .: ” ,* ..:.. “, ,I,;, :: 

r educ tio n  is inextr icably tied -  in  consumers’.m inds to  th e r a p e u tic b e n e fits.: W h i le th e  :I. ,l. 1  -‘ _  tj ;-\ ‘j ,~  ,,, ./ ~ ~ ,. ,> . ,” I % ?  , ,di: 7 : njli-*,.;;-,*r W ,‘ ,_ , /, ;i‘rl -> . , ,. ; ” _  -4 , _  _ ,_ ,_  .;“.‘._ I ” , 
S u b c o m m i tte e  is correct  th a t,by  p reven tin g , r emov ing , o r&& ic ing  p laqJe^accumu la tio n , 

1  (  I-i, 1  .“’ ,‘,,..‘l x 
1  I, 

a n tip l aque  p roduc ts can  he lp  ‘p reven t car ies a n d  pe r i odon ta l’diseases;  it ‘fai ls to ’recogn ize  
.  _  3 ,  _ / s  ^  _ .  , %  : _  ), . ,  ,^  _  i - .  1  _  

. I _ r  ,- .: *, ” :. :< ; ‘-.* -, ~ , : ** e  : .* , L .-, .:& I I .i _ I _ , (.. _  _  , 
th a t a n tip l aque  p roduc ts a l&have  we l l ~ recogmte d  c o s m e trc b e n e fits. For  examp le ;‘., ~ ’ -’ 

I ‘_ (_  1  
p l aque  reduc tio n  leads  to  c leaner  a n d ’whi te r  te e th , less’fo r m a tio n  o f uns igh tly’& ta r ; a  _ ,, ~ 2 ’ _ ,x_..I x -  > ’ 

:;e & > ,, .,‘li-i,. :- -9  1*1  ,*.il C L %  “.. 6 ,:’ A S < ” I‘. ,4 W S ,^  I 2 & ..,;,.. .3*  “i”“, <  ,I l-“*Is-- N o , -,k, .) ,. 
c leaner - fed ing  m o u th ; smc@ ~q- -xJmg  te e th , a n d  t?eshe r  b rea th . 

>  ,,,, .r,~ .;,..:,.~ ,j~ ‘ ,) x . ._  .’ f 
.), W h e n , o ,n r$ these  ^  ” ‘, ,I,, 

” : I_  * ‘? “ “,,.l,, _ ,_ . ‘ _ _ ‘,,_  ,I .: ‘. : “-” I ‘“‘E -,’ , 5  
c o s m e tic b e n e fits a re<c la imed  a  p roduc t is~so ie ly’a ~ c o s m e tic unde r  th e  -$‘D & C .A ct. 

I. -/ ,” 
” ’ *.. * ~ . _ ^ . 9  ‘3  , _ . _ _  * ,” ._  .., (_  .j_ . “.qav~ iy”,~  ,“,~ .‘,. * I’,. I .’ -* _ .1  

In  th e  case  o f ta r ta r ; th e  S u b c o m m i tte e  &nc lud ,< l t& t -al i  sup iag ing iK$Gtar  .’ I^  ‘- : 1 . / ! ! “‘; ,.r, $ .*.‘,a*  /,,,” 3 ;; ,, (ca lcu lus)  c laim s a re  sole ly  c o s m e tic ‘i;l.,.-t;cil :.G i~ $ < a ‘@  $- -“k’ is a  precursor .of  ( &  , ‘.‘. 
., r  “I ..*,* ,” : “, 1 , . 

*_  
it wou ld  b e  whol ly  i l logical  

“ ;,. 
fo r  a  claim  to  p reven t th e  source  (p laque)  o f a  & s m e tic *_  ^  , \, ,^  / !- 

p rob lem (tartar) to  b e  d e e m e d , a  d rug  claim  in  th e  eyes  o f consumers , ‘1  ^ ~ -  . -” 
; ’ 

/ ,_  $  I, 1 1 1  i ii 
: ihk”b  :b ;gi;“l; Y .G a li f icatibn’ &  p rkven t ,, , .1  , >  

^  ,_  ” , , _  I’“” 

agency  c’a n  show , wi th “empi r ica l  ev idence ,” 

,I/ * * _  I i 
d  
! 
i . . 



November 24,2003 
Page 15 

‘.” /  “,” 

regulating speech must be a last - not ‘first k.resock:‘r7 . _, “: <’ 

claim. Rather, such a determination must be made by reference to the “intended use” of I 
” #.. ,  1. .  , ,  ..” .  

the product in question. Consistent v;iih l?D-A regulations and First ~A&$&&$ _ ! _I .,- I 1 e-,r j_ *“““i;..‘*,, .“I-ii..“,, ,*.;,+::j : 
, ,, 

principles, and in accordance, .Fvjth”well-est~~~ish~~ agency z&d judicial precedent, FDA Ij/ ,. ,, 
: 1 .;ir ,’ <:. should set ~~~4e.the”.Su~c,~mmittee’s assertions on this”point,I and should~ conclude that L ,. _( /_ ‘t‘ _. _A. ,.(, ~ ‘,., &^ $ ;‘, - ; :, 

oral care product claims associated with the‘cos;metic benefits” of plaque reduction are 
/ : -. ‘. . -1. .~ 

solely cosmetic product claims. 
: _. 

: _  

,( :. . . 

/ 

i  

section § 356.92(b) states’ that “‘&‘of’ the folloking ‘t’ests’ should be c 
&. )_(.I. 2; .  I  , , ,  , ,  , I ,  ,. i* 

then lists an’ in vitrb ,microbiological test, and a.“clm&al” test’ to “’ 
<’ 

* I _: *.,,-..i ., 

Proposed 

conducted” and 

(%, 

(D.D.C. 2002). . 

7 Thompson v. Western States Medical i=@ter, ~35?LJ.S:‘%7,3~3 ‘(26&. ‘* ‘.’ ’ ” i* ” ’ 
:.. _ , I__ ; ., : . 

I -. 
* “.. 
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! __j,; .c,_/, % :. ,-, ; r :... ,~ 8 
e;. 

vivo tests should be required since Zn vitrd -tests alone, while able“ to icon&% the”’ _ I f ” ‘.. .~. j 1 _, __ ,T ; , “‘ ..I ., ~.>, - ,,,: ,.-F ,; ,,<<‘ ,,, .:,8“.. >>I , sir -i: )( “,* .! ,/ 3 
‘I/,j.,/ .,. ,:i. ,/ ;. ,I.-. ,,. _ i ., _,. ,” $. “:‘.“T,,‘ ii I.‘. I, I” I -i 2 

antimicrobial activity of a given formulatron, are notZnecessarily indicative of the in vivo J-‘, 

antiplaque/antigingivitis activity of’ the forrt$ation;” , r”$ ;;s’ ,& .~,iiic;hsi;;~ent~ wii;l; 
. .-j ‘- 

The overall purpose of the final formulation test methods is to ~jdetermine the ,. ,r :r ^(>I ‘_ 2” 
comparable effectiveness of, a final product formulation and a .c _,,_, .!,a (i. .” __ _ I __ / I ‘, clinically tested standard. . . . . (; !:- . . ‘ ,) I‘ : - 
The test results should provide a reasonable expectation that the untested new ,I, “ i 

formulation will have ‘c@&%l ’ effectiveness ‘comp&&% to I that of the standard __,_ .“L.l.il,~^r.s.i *. / . ̂ ,. .,,_ I 

formulation containing the same levels of Category -i: active ingredient. The 
‘__ ,,,j,,“,. ,, .I_ ,_._ ;.. ,. (,. 

Subcommittee recognized the need for such testjng because the way ‘a product is _) _. “.. “P,‘O i. ..’ % :,., : ,, 
formulated can have a significant impact on the:effectiveness of active ingredients. The in ’ 

., / 2, ;, : “II, j ,1 _. ,I_,, .: “1 
;,_ her;-’ ” ,, ,_ 

vitro test confirms that the antimicrobial spectrum’ of act&&y “of the’ forr%h$on has been ~ 

retained and is required for reasons of,&& product ‘effe&eness and< ‘safety ,$ith long ‘, ,, / ,I ,j : _^- ,, 
term use. The in vivo test is necessary because, a biofilm, such as” bac&r[al plaque, 

.’ 1 
presents a more rigorous challenge than do the planktonic organisms used for in vitro ^‘i x 

:;.‘,,*-, 
testing, and therefore this test ‘will confirm that, the. cln$cal,V annplaque/antrgingivitis 

h. *j _. ;* ._j )., . .,:-*. .“” .: - i ?&. ,,__,“‘.* I “%i ,“/ >; ,,,, 2 
effectiveness of the formulation ‘has’ been retamed. .rThus, the &em&c ’ rationale for ..I ,. ,; 
requiring both types of tests is based on the* co.ncent that the two tests separately address “. _ . .( .,%1 ,” _*. i 
two important product attributes, spectrum of antimicrobi&actjvity; and ii v~v~~clinical 

i,: ,. * ‘, 
effectiveness. , 

For antiplaque/antigiri~~~~tis“prb~ucts ‘c&tan@& the .Kxed combination of 

essential oils, it should be demonstrated that: j , , , : 
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,, _‘., I, _ i”_c ,.^ -# * _> ,“__j. ,_^ I ^ * I., 
Subcommittee report. 68 Fed. Reg. at 32241. 

_. ,, 
: 

; “/+ _*, 

$.,~ *  .? !_I .  ~,u~‘,,-,“~;’ . :  . .  A. 
indication, “For the &h’i~~~~~‘~f $%%“~e~o’sc$ized bacteria durmg d&&i piocedures.” _, ,, ,.. ,_ . i . _ ,., , * - 

controlled clinical studies. These ,stud$ dej@trated that.tinsing fdr ‘30 @~&ds with 2’0 _‘_ ,, _ j _ , 2.. ,,.I, _ 

ml. of Listerine A$iseptic mouthrinse prior to ‘a representative aerosol-prddicing dental .‘ -i ._,, -, 
,) &#.;A, x I _ 

procedure dan result in st&,i+ca~Uy ‘&g&ficant “reductions ifi “$%I%‘ ae;o&?ji+I gactkria I: I. ,^ 
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j.. ,,ll’ 1 ^’ ,.” ,) *._ 

: _> j.. “:, ‘̂ “.*a. 

procedural rinsing was’ intended as ,a cempon&t of ‘an off&e .infect~o~,,~~~.!,,reghe~ ’ :, .,” _ ‘~_ )x /. ; 
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. . 

addition to the earlier recognition of a role for preprocedural rinsing in infection control _I UI .j ‘ ,_,I ‘I ,I_ ,/_ ,, ., _, 
regimens; two other organizations have supported this procedure ‘in’. more recent i ,I . 2 I. ,_ (. ; (_ ‘3 _ ,j” ; _a,. 
recommendations. In its “Infection Control in Dentistry Guidelines,“‘the Office of Safety t , , : : “, ,j ,\ ,. 
and Asepsis Procedures Research Foundation’states in Section 4, Mouth Rinses: “‘1T2-‘ :.“,,? _. I,,: _^ _,.._ ,, ‘ ,_ _. .1’_ r 

A pre-procedure mouth ;inse ‘shdul~ 6k;&.sed. tb, ,&@ ii;e nu~~~~~~f~~i~~~~~~,~~n 1‘ * 

. -‘,:; ‘~-;~“2‘~,“,;- ;J;’ y*y< :‘,L.‘::{;Q ~~~;~p. ‘” . ,: 3  .A<;. _  ;’ 1  - , the patient’s mouthiJ The m‘yig .~;;yx.~;g;~f~layT;;. residual ac~lvity to help 

maintain reduced microbial levels_thro,u~hout the appointment. 
j . ̂  a,> ,/ “, 1 i,, 

,. :.,, ‘, , / ._. ,., ,“_/ i,,.??.” .:.:, i _.,. <. 
,/I I , ,‘/ ,. In its JuIy ‘2, 2o03‘ afift bpdi;i-df‘its ‘~$-“;nm;;$+d fFeitio; -ebgttrb;Q.Piz..fiies ,fbi 2 ‘. . I) 

._‘ ,’ /” I A.‘:, x 
Dentistry, the US. Centers for Disease Control.‘and Preventionstates that: ’ t.,.., , :<*‘ n ._ .i ., “.,I)j_. ~.<,,.‘ ““.*^“, i-, a., .,, / . . ,) ] _ ,. ,^ ““, 2’ i 1 ‘L .: x, ;1 : ,*” $ : ;...: $.,~i “ 

studies have shown that a pre~procedural rinse &rth a long-rastmg antimicr&X ‘. (e.g., chlorhexidine gluconaie, esskntial ‘biis,“j;;;‘~~~~~~~~~~~~~j,,c$n .&h&;& i 

level of oral microorganisms generated ~~~ng’deiit’gi~pi~~dures tiiih~roiary x ,r\ *~‘&d _‘S ,w,: _) “,,+ ., “‘ , “>.- :. instruments (e.g., dental ‘handpieces, ult&onic s&le~s) ..:, :. .P%proce?!&al mouth . 
,* “-,i”l ii;^;“r. P. ?. . . ,“, rinses may be most beneficia‘l before‘s’ procedure using a prophylaxis cup or . 

ultrasonic scaler because rubber dams cannot beused to minimize’akrosol and +. * *,.,_; ~.‘ ,.- ,.. e,,-.12,- 4, ,_ . * .:**.*&-q,: -&, =C”. IJ I._ 
spatter generation; unless the” providei has an asslstant, hrgh-volume‘evacuation is 
not comm.only used: 

_ 
? c _,_. _. ,” _I ,.:. ,“.. j ,,.,; “” 1.: (’ 1 * 

Additional evidence supports the effectiveness’of the‘essenti~ oii~contam& mouthrinse ” . 
.” 

oil-containing mouthrinse in significantiy re&&ng the level “of viable aeros&&d 
3. ,” _ 

-,.., ~ “, I “.15’ ,l:::h” ~“SS. .,” ,.,( ,_lil ,i i(:, **. ‘-<*A ‘““.., ,, -,; )_ ,” )” I _; >y” j’. , 
bacteria during dental procedures and the usefulness of preprocedural i&&g as a ” ” ‘. ,. ,) “I’. (... ~, .,II, ” ,;,1,,~ ,,,;“:” 1 / 
component of a dental office infection contrel regimen is now well accepted. As it is not a . . 



,’ ! (‘4 ,.. . ., < . .-. ‘. 

68 Fed. Reg. at 32253, first co~urnn, last paragraph: The’mean ‘gin&&i indices .’ ’ 
‘ x; .* I .; ~ _“.. I_,.‘_ ._,’ 

listed are not correct i and not consistent with Table ‘S: The”&st sentence “shourd~ .“‘) ‘,y,;Z (1 “‘” ““4&1: .,^& ̂;;:,J!., “. “__ “‘ll.,~J\ \-“;‘“,f+,. ,.,-.i,,,.s-, ‘~ ,,_, 
read, “Mean gingival index scores for-.&e’ 127*subjects who completed 6 months of the study were as foll&ws; 1 $3 1 f,& & d-.fna&~-f 2g-i .yyi f’&‘fhe .+ebicie 
control group, and ! $6, fork the water controi’gro’up. ? : _, . . )I<_“, 4. *.^a,” :.a”*’ .=/ . 
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.I^ . ^_ ,/ at. ,‘ -, ),i . . _ .‘, . ‘: .“jI,‘+.;.‘. i. -z ,_: .( ,.‘.. . .,-, .^ .,,. -i. j ‘_I “’ 1( ” I ‘, . / I’ - 
68 Fed. Reg. at 32255, f&t ,cplumn,.second’paragraph from bottom (paragraph 
under Table 11): The second‘sentence‘should be revised to read “The’ results j I ,_/ “,( +.m ‘” U^ *xi”** a... “. . 2, , ., UI\“,~ ,. 1 showed ‘that tie’ Ille~~~~~~~v~~~~~~~““~~~~esa;;d mean b*eeding index ScOreS for’ 
the essential oil a;d: t$e essential oii.va~~~~“~~~~~~‘~I;~~‘~ta~~fftically significantly 

lower than the conti-ol group at 6 month.., % , .“/ ,. ; ,,.idi /,.r-‘,,# 
~$h’\r@pec?i’vk percent gingival index 

score reductions of~p.4% and 23:3’%.i’“:‘“-.“ “_ i: ” ‘.’ , d’ 
.,_ “_ .L;‘_s : ,. ‘.~i . .,_.~,:_ 68 Fed. Reg. at 32255, $“d~.c&YLG; px.ijigaph: Th” -id ‘;;;tence.syuld 

.$,,V.,> I’- _.;, ..l.,, ” j._._ ‘.i ., read, “Some- of these’ studies “used younger populations v&&e8 with ’ dental. 
students.” .‘i” .’ ,A .^-’ _ 1 ,~ .:, “, *. (” “,. i: : .* ,“‘ _, :: ,,:.: i 1, 5< -j ‘: _:. 3 -, p, j 

In accordance with these comments we are requesting that PDA: 
2 ^ / ‘” : .^ 

< ___ _/,I. “, “, “. x I I; .’ -.::‘i xL ~,., (,, * .-“) ,‘ , ,, . . ,,, ‘,‘,~. ^i_ 
l Conclude that oral care product claims associated o&with the cdsmetic benefits 

of plaque reduction are solely cosmetic pro~duct claims -” ’ 
I! i 

,,;.* ,;.: A” .: 
I‘ 

.; ,;. _:._ ,a ‘7  y *. ,~‘, “” ;” .i. - ,.“. .- ‘.,._ 

.& :, *,;, & :>., :“.,;, _i :, .., 
l Review the scientific data and includ~c in’ the monograph a professional labeling 

section for the fixed combination of es&.itial’,oils ~_,- .s-- ., .‘>d ._,‘ il, ., F *. I, 
.__L.\,,‘ _.. ““. ;-. : iii ._ -“I<. 
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N o v e m b e r  2 4 ,2 0 0 3  ’ 
P a g e  2 2  

_  , :_-*  1 ., -: 
1  $  ‘, 

; 
l  N o te  th e  co rn+ i~xx tP , th e  pane l  repo r t sect+ ?  o n e s s + @ l oi l  e ff+ t iveness, a n d  

inc lude these  in  th e  record  “-.’ 
‘*, .-  ,  .  

Thank  you  fo r  your ,consider@ o n  o f th & e  c q & m e n ts. _*-\: ,‘T . _ ,‘, P lease  co$a{ t m e  if you  

have  any  ques tions  o r  requ i re  any  fu r the r  infoti& & . 

/ .  ,  - . ;_  

_  I  

:“” : 


