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Dockets Management Branch (HFA-305)
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Re:  Proposed Monograph for OTC Antigingivitis/Antiplaque Drug Products
Docket No. 81N-033P
68 Fed. Reg. 32232 (May 29, 2003)

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:

L 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)

IL Both In Vivo and In Vitro Testing Should Be Required for Products Containing
the Fixed Combination of Essential Oils (p. 15)
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II.  The Monograph Should Inelude Professxonal Labehng for the leed Combmatlon {
of Essential Oils (p. 17) :

IV.  Corrections to the Essential Oils Effectiveness Section in the Panel Ii{eport (p. 20)
. . o . oL, o / . B
, P
I Oral Care Products Makmg Only éosmetlc-Relate Blaque élalms Are .
Properly Regulated as Cosmetlcs and Not as Drug nder the TD&C Ac B

The Food and Drug Administration (FDA) has long recognized that the OTC w

Drug Review does not extend to purely eeémetie/products and 1abeling cleurhs.; Oral care
products which are intended tbr the removal or reduétioh of dental platque;haté\’/eE long been
marketed to and used by consumers for purely cosmetic purposes such as cleamng the

teeth, improving appearance, ¢combating malodor and makmg the mouth feei fresh and |
clean. In the absence of claims that they are 1ntended to affect the structure or functlon of |

the body, or prevent or treat dental or gum dlseaSe, such products may only be regulated

oy e e - R r M “»""";F" e N i i
as cosmetics under the Federal Food, Drug, and .C;oﬂsmetieﬂ Act (FD&C Act). :

The Over-the-Counter Plaque Products Subcommlttee (the Suhcemérﬁittee) ‘

departed from the clear provisions of the FD&C Act when it recommended that all clalrns

: z a

regarding plaque reduction be classified as drug cleums, eVen wheu those elaigue are

explicitly limited to unambiguous and unequivocal cosmetic benefits. The

Subcommittee’s position would subject all produicts whose labeling refers to i“p’iai}ue”‘to
: D .
regulation as drugs on the theory that usefof that term'may be misleading a{ldjm'ay be

interpreted by consumers as drug claims. Pfizer urges FDA to reject the Subcommittee's

[ S
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speculation and to recognize that a product with properly qualified coSmetic claims
related to plaque is solely a cosmetic ‘and not adrug o

As discussed below, in order to be clas51ﬁed asa drug under the FD&C Act a

product must be “intended’” o affect the structure or a functlon of the body, or to prevent

4

or treat disease. Itis wellnsettled- that tﬁhgf"}pteg‘{ded us‘e” of a product is determmed with
reference to the totality of advertising and lébeling cwlairn‘s being made for that product
As these comments will sho'yy, the Subcommittee’s yiews are \iﬁcogsﬁi:sterltﬁgwlitlt the F D&C
Act, FDA regulations, and judicial and agericy p‘rece’dent.\ T}}ese corrtnrentjside&scrirber the \ B
relevant history of the “intended use” doctrine aitld; bfas’ed on “app]hication’o‘f t:hatdoctrme,
conclude that products makmg otvﬂy cosmetlc-re;atedplaque clarms remaln subject f& r
regulation solely as cosmetics.

DISCUSSION

A. Congress Intended To D1st1ngulsh Drugs From Cosmetics =~~~ |
On The Basis Of The Clalms Made For ’f‘hese Products

The FD&C Act deﬁne;s a “drug” as any article “jntended for use in the diagrros\is; |
cure, mitigation, treatment, or prevention, of disdase ” orany article “inter\l\deid' to' 1afvfect R
the structure or any function of the body” F D&C Act § 201(g)( 1)(B)&(C) A “cosmetlc”
is an article “intended to be rubbed, poured sprmkled or sprayed on, mtroduced into, or
otherwise applied to the human body or any part ‘thereof for cleansing, beautiifyirig, o
promoting attractiveness, or altering the appeérart;ce:” FD&C Act § ‘201’(i\)\(’ﬁ.}

The Subcommittee correctly observes that “[s]ome products may not clearly fall

under one definition or the other ” 68 Fed Reg at 32238 and the statute makes clear that |
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the terms are not mutually exclusive. FD&C A{;tA§“5‘O9. As is evident from?the cosmetic
definition itself, however, Congress contemplatied thafweyerjfai’t)icl‘gs‘thi\éh aire
“introduced into” the body, and which presumaibly work by having some inéidental effect
on the structure or function of the body, may bé properly cattggo;ﬁzed as cosmetlcs
Indeed, the definition was iﬁtenti‘onally “drawn in broad terms to include all substances
and preparations, other than ordinary toilet or héuéeﬁqld soap, infendéd for cjile,an;s‘ing, or
altering the appearance of, or promotipg the attrjactivnenéssfof the person,”whether “gsed
externally, orificially, or even‘int\ernally as in thje case of ,thf; use of arseniq fgr cleéring
the complexion.” S. Rep. No. 361, 74th Cong., jFls’cSess 31 935) S o
The structure-or-function deﬁfﬁﬁdn of drug was 'hot intended 'td’réeeilél%; /iféaiti‘énai o
cosmetic products. The rationale for addmg th1s deﬁmtlon to those already appeanng n

the predecessor 1906 Act was explalned as follows

There are products on the ma 9’( now that escape control glther under ‘
the definition of “food” or under the de of “dmgs inthe =
present act, such as slenderlzmg products reducmg products. Obesrcy
is not itself a disease 1n all instances and products advocated and sold
for the treatment of obesny, as a matter of fact, are not always subj ect

to the terms of this act,

“Foods, Drugs, and Cosmetics™: Hearings on S. 2800 Eefor@ the Senate Committee on
Commerce, 73d Cong., 2d Sess. 516 (1934) (stétéinent of W.G. Cafnpbell, Chlef of
FDA). A number of courts interpreting the strucfcufé—or—functiyorkl definition of the term

“drug” have underscored this narrow c‘oﬁ‘gf”'e?s\’sioﬁalﬂ purpose. E,q, ERSqmbb & Sons,

Inc. v. Bowen, 870 F.2d 678, 682~ 83 ®.C. Cir. 1989) (and cases cited therem)

Rodriguez, Cosmetlc or Drug'7 The Mmotaur s Labyrlnth Revmted 44 Food Drug Cosm. 7

'
i

b - ~r
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L.J. 63 (1989). Ultimately, the intended uses of a product dictate whether it willbe
regarded as a drug or a cosmetic, or both

As recently as 1998, the Umted States Court of Appeals for the Foutth C1rcu1t

observed that “no court has ever found that a product is 1ntended for use’ or 1ntcnded to\ ,’ .

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

product’s use.” Brown & Wllhamson Tobacco Corp V FDA 153 F. 3d 155 163 (4‘f’ Cir.

1998) (internal quotation marks omitted) (cmng Coyne Beahm Inc V. FDA 966 F

Supp. 1374, 1390 (M.D.N.C.. 1997)), afPd 6n ofhér grounds, 529 U.S. 120 (2000) see

also United States v. Undetermmed Ouantltles “Pets Smellfree 222 F 3d 23§ 240 S

(10" Cir. 1994) (“PSF’s claims [in labeling and promot10na1 materials] . . brmg

Smellfree within the scope of § [201](g)(1)(C).”); Umted States V. Storagc fﬁfﬁéées o

Designated Nos. “8” and “49.” 777 F.2d 1363, 1367 n.6 (9™ Cir. 1985) (fetying on “the

manner in which the products [were] promoted and advertlsed”m ﬁndlng that the

products were drugs under Section 321(g)(1)(C}); UnltedStafes v. An Arttcle o'f“Dc’/v’\i‘c’e( .

_“Amblyo-Syntonizer”), 261 F. Supp. 243, 244 (D. Neb. 1966) (éiﬁi‘éfes"“we;é“sq'lé‘to‘ -
“only those optometrists who take courses[fromﬁthedlstnbutor]concernlng thepurpose
and use of the device™). | |

This focus on intended uses rather than actual cffects has been conﬁnhed in other

- ‘T\

judicial decisions. For 1nstance in Natlonal Nutr1t10na1 Foods Assomatlon v Mathews

557 F.2d 325, 333-36 (2d Cir. 1977), the court held that FDA could not subJect dletary N
supplements containing high levels of Vttamtns A and D to regulatlon as drugs unlcss 1t

could identify labeling claims or other ‘?Y!Q@QQE?}& ,;%hdmgtehth@t thesc products were
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intended to function as drugs. Similarly, }in’Acti:on onSmokmg&Health(ASH) v. FDA,

655 F.2d 236, 239-41 (D.C. Cir. 1980), the court held that éigé;fgtte’s were not drugs o

simply because they affected the structure or function\of the'bod}} unless there was

evidence that the products were intended to be used for thls purpose By companson

r,,

where claims of therapeutlc beneﬁts or of structure ~or- functlon effects are made for

POREE SRR

common products, they w111 be regulated as drugs

i

The concept of “intended use” has also been apphed to medlcal dev1ces ; In a

recent comprehensive legal revrew of the FD&Cf Act and all apphcable Jud1c1al
precedent, FDA has remforced the position that a manufacturer s rnarketm g
representations deterrmne a product' "mtended use " Letter dated October 17 2002 to ‘/
Jeffrey Gibbs from Daniel E. Troy, Fi DA Chref éounsel »(October 7. ) 2002).
Distinguishing between identical, 1mp1antab1e d1g1ta1 transponders or “chlps -- one
providing access to 1nformat1on necessary to 1dent1fy hvestock and the other famhtatmg
access to information for use by medical professjlonais m treatlng patients - FDA found
that the intended use of each ch1p was the sole determmrng factor 1n decrdmg whether the
chips were covered by the FD&C Act. Specrﬁcally, FDA concluded that

FDA’s medical device jurisdiction .. extends only to such products

that are marketed by their manufacturers or drstnbutors with claims \

of effects on the structure or a function of the body. Tn the language -
of the statute itself, the product must be “1ntended to” affect the e

-~ oo - < 1=
e oo E R [

[
!

' Eg, Nutrilab, Inc. v. Schweiker, 713 de 335 33738 (7th (o ‘
States, 264 F. 79, 81-82 (5th Cir. 1920) (water): Uit States v, An / Article’of Drug. U8, Fancy Pure Honey, 218
F. Supp. 208, 211 (ED. Mich." 1963), aff'd, 344F.3d 288 (6th Cir. 1965); United States v. 46 Cartons. . Fairfax
Cigarettes, 113 F. Supp. 336, 337 (D.N.J. 1953) . s

19833( srch ble \tablets) Bradlevv United
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structure or a function of the body. Itis well settled that i 1ntended
use is determined w1th reference to marketmg claims. ;

FDA October 17, 2002 Letter at 3. The letter stated ihat a foresesable effect on the

structure or function of the body is not sufficient to bring a product w1th1nthe deﬁnmon

of a drug where the product’s claims make no reference to such an effect. .

A e v e

B. Oral Care Product Claims Associated Only Wlth The Cosme‘uc
Benefits Of Plaque Reductlon Are SoleIV Cosmetlc Product Cla1ms

The FDA regnlétiené‘ihdweniifif(i'ng{'l'“cé"snajeije product cafté’gor{és"”géé’ofg’ﬁ;%é that
"dentifrices," "mouthwashes and breath frééheners," and "dther oral hygiene‘ pr\od\nets‘"\ \

fall within the definition of a cosrneuc 21 CF, R § 720 4(0)(9) Indeed an oral hyglene

e My YT
sy B SR s Shs M st

product has been classified since 1938 as a cosmenc 1f 1o drug clalms are made for it

For example, prior to the introduction of zﬂl_{ggd‘e\, \aH; tpqthpaste pljeducte 1n ?,h?i United
States were classified as cosmetics an"dm,not“ drugsbecausethey Weresoldsolely for the
purpose of cleaning or whitening teeth and freéﬁ:‘en‘invg”B}eﬂhthf “Even afterthé mtroducnon
of fluoride, non-fluoride dentifrices continue to be xreg'dl'éted'exelnﬁsi\\’/elﬁyﬁds‘:‘éoén{egiee: in |
the absence of disease claims even though theiry‘?abvility" to remove plaque and food debris

may have incidental disease-prevention effects. FDA also has classified ﬁféd"‘tieﬁéi

mouthwashes as cosmetics for many years becadée they claim only to freshein breath and

reduce malodor.? Similarly, the agency has conﬁrmedthat, aIthough ant1m16rob1al soaps o

2 FDA's OTC advisory panel on OraI Health Care Drugs affirmed that mouthwashes used for cleansmg and \
deodorizing the mouth are cosmetics in the absence of drug cIa1ms “47Fed. Reg. 22760, 2277879, §2843 44 (May =
25,1982).
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may reduce bacteria on the skin that cause disease, "[s]oap products that contain

. ‘ v . » - e I D A I N://m,‘—"«r’» ;w R eorit £, 4 Loy pat yw;’:(‘.'/hut'»wv»;wv g SN ARy el edei 0 e
" antimicrobial ingredients w111 be constdered 'cosmetics ' anf not 'drugs "if on Ly deodorant

t

claims (or other cosmetic claims) are made for the products.” 56 Fed Reg 33644 33648
(July 22, 1991). FDA also treats skin mmstunzers labeIed for cosmetrc uses as '

cosmetics, despite the fact that they prevent sk1n crack1ng, wh1ch can lead to 1nfectron 21 '

C.F.R. § 720.4(c)(12)(vi); United States v. An Artrcle . "Sudden Chtznze", 409 F.Zd/ 734,

741-42 n.10. These exampfes conﬁrm that a cosmetlc produztzs ﬁﬂoﬁt&;lkso 3rug srmply R

because it has collateral therapeutic beneﬁts or effects on the body s structure or

td
I ’}r»\ '

i

function.
The Subcommittee ignored the agency’s long-standing legal eiﬂnterpre;tation/with
regard to intended use classification when it recommended that “anyreferen?ceto the

control of dental plaque or its equivalerits, with or withont dualiﬁcation shohld be o

interpreted as a drug claim.” 68 Fed Reg. at 32239 The pubhcatron of a panel report as

1‘
an advance notice of proposed rulemakmg does not however represent the pos1t10n of

!

the agency. 68 Fed. Reg. at 32232 (“This document does not necessanly reflect the

1t. ). Indeed 1n a footnote to the

panel report, FDA spec1ﬁcally questloned the recommendatron concermng the

e j,

classification of antiplaque products, noting that “[t]he legal OplIllOI’lS of thls 501ent1ﬁc

agency’s position on any partlcular matter contamed

panel in this area may not and do not necessarily reflect FDA’s position.” 63 FedReg at

[N C .
. Lo e

32238.
Pfizer acknowledges that an antiplaque product properly may be subject to L» V

regulation as a drug where its labehng and advert1s1ng shows that it is offered to prevent o

i
[
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or treat oral disease or to affect the structiré or :fuhction of the oral cavity. bri‘the other -

hand, the relevant statutory provisions and FDA regulatlons clearly dlctate that 1f a

1

product -- including an antlplaque product --is 1ntended to he used solely for cosmetlc

B

purposes, it is subject to regulation as a gosmetrc, and only as a oosrpetlcf L

C. Claims That An Oral Care Product Provxdes Cosmetlc a

a claim qualify the product as a drug on the grounds ‘th‘at itel‘a:ihi’s to ffaffeot the s‘tructure
or any function of the body.” FD&C Act § 201(g)(1)(C). Although this has been the

subject of significant controversy with regard to anti-wrinkle claims for skin care

products, where the agency has asserted that suoh claims may reflect an inter)t toaffect

the structure or function of the body, 16 similar Hifﬁéitfty ié”po\s*e‘d“ by oral care !

making cosmetic plaque removal clarmsm In E. R Squlbb & Sons ‘the Umted States Court ‘,
of Appeals for the Dlstrrct of Cqumblar(Crrcult denled a ].i))et&ltlon; to revreyy FDA’ o
dec1s1on to w1thdraw approvals for several combmatlon drugs where the manufacturer
was unable to demonstrate any ‘therapeutic s1gn1ﬁcance to the clalmed effectrvehes‘e“ of
the antifungal component in suppressing candldal overgrowth"i‘n the im?iti‘{?%%“??? that
resulted from the effect of the antibiotic component of the comblnauon The§
manufacturer argued unsuccessfuhy that it need only demonstrate eftfectivehe/sléjvrith : |
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¢

regard to an intent “to affect the structure or any function of the body of man.” The court

concluded:

First, it is questionable whether a drug that acts only upon
non-human organisms that happen to reside within the
human body can properly be understood as affectlng the

“body of man” (as opposed to the ¢ preventron of dlsease in
man”) within the meanlng of the deﬁmtron Second

assuming that such organisms could be understood as part of
the human body, a drug that suppresses their growth does not
affect the “structure” or “functlon of the human body as the”

L i P

courts have construed those terms.
870 F.2d at 682. The court emphas1zed that the structure or—functlon prong ‘of the drug
definition “is relatively narrow and was not 1ntended to encompass all artlcles that mlght ’
have some remote physical effect upon the body.” Id.

After reviewing the available case law 1nterpretmg the structure or-functlon

definition of the terni “drug” and drscussmg Congress s Timit dhmtent in a

definition, the court in Squibb concluded as ‘foxltows:,

The suppression effect Squibb claims.. would srmply reduce
the number of non- human orgamsms res1d1ng within the
intestinal tract. Candlda organisms dre hardly part of the
physical “structure” of the human body, nor does the1r -
suppression affect any “function” of the body in the sense -
that articles that induce sleep or 1nh1b1t dlgestron do N

Mysteclin’s undisputed status as a drug, therefore ‘
appears to depend upon its bemg an artlcle “mtended for use o .
in the dlagnosm cure mltlgatlon treatment or preventron of :
disease in man....” .

Id. at 683. To be sure, this case did not mvoIve a dlspute over whether a product was o

properly classified as a drug or asa cosmetlc but the court s opmron makes 1t clear that
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any such dispute with regard to an antiplaque product would depend on the application of

the disease-related definition of drug rathérthanthestructure- ﬁ-funct'ic‘)n deﬁnition

Thus, the fact that cosmetlc clalms for the reductlon of pfaque are made 1n tile labehng ;
for oral care products cannot convert such clanns into drug clalms
The principal question in all cases concerns the intended uses of a ptoduct as

revealed in its labeling or advertising. Sudden Change 409 F 2d at 739- 42 Un1ted States )

v. An Article... “Line Away”, 415 F.24 369, 37172 Gd Cll‘ 1969), 21 c F R § 201 128

Without such a rule, nearly every cosmetlc product could be regulated as a dmg because :

Xw"\é

any product that touches the skm 1nherent1y affects the structure or functlon of th

in some respect.

D. The Rationale for the Subcommlttee s Recommendatton .
Violates the First Amendment to the Umted Sta es onstltutlon

The Subcommittee states that "[t]he claim that a product significantly reduces
dental plaque (statistically speaking) may mislead people into thmkmg thatthereductlon
1s therapeutically sigrﬁﬁcan\"k and thus that:

people may purchase a product with the nnstaken notxﬂon that _

a therapeutic benefit may be denved from its use instg ad of

‘seeking effective care for potential stgns ‘and symptoms of
disease. '
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68 Fed. Reg. at 32238-39. . This assertlon is contradlcted by an 1ndustry study that isa

l

part of the admlmstratrve record and does not meet the relevant burden of proof for a

finding by FDA that all plaque Clalms are drug cla1ms Thus the Schommrtte ef SV BoEen T

. . SO

statements must be understood as nothrng more than the unsubstantlated personal Vrews

of individuals who, while exp"ert on the is‘sue A\of ds%n’taltr_nnediﬁc‘itnea

TN o, At

knowledge, experience, or eXpertlse in the ﬁeld of consumer understandmg of product ) B

labeling. As such, these statements of the Subcommrttee carry no werght or credlbrhty

Evidence of 1ntended use must be 1nterpreted from the v1ewp01nt of consumers to( o

whom product claims are drrected. The proper focus is “how clalms are understood

by the buying public,” and whether the clalrns as S0 understood may farrly be sa1d to - |

represent that the product is a drug. Sudden Change 409 F. Qd at 7 42 Whenever Ff)A

i
ki

seeks to exert its statutory authorrty to regulate a product or class of products as drugs

P MA C.os

under the FD&C Act whether by rulemakmg or case—by-case enforcement actlon the

burden rests with the agency to estabhsh by objectlve factual ev1dence that the products e

‘I
.
r

at issue are in fact intended to be used as drugs As one federal court has stated

* Presentation of Plaque Statement Consumer Research conducted for CHISA/CTFA by Walker Research (June -
1994). 4

* See, e.g.. National Nutritional Foods Ass nv. Mathews 557 F.2d 325 (2d Crr \l 977) (d1spos1t1ve issue in’
challenge to rulemaking is adequacy of FDA's support - for classﬁ"ymg products sought to be regulated as drugs)
National Nutritional Foods Ass’n v. FDA, 504 F 2d d élr 1974) V denled FI0°US. 946 (. i 975) United
States v. 23 7/12 Dozen Botfles ... “Lee’s " ' 'F2d'83 .

Baby”) (FDA bears burden in mrsbrandmg action to show that labelmg contams representatlon alleged by FDA)

United States v. Articles of Drug, Eic., 263 F Supp 9157317 (D Neb. 1967) Vit Ra—(’Ifox”) (FDA bears burden of

proving drug status in misbranding act1on), ~General Accounting Office, Lack of Authority Hampers Attempts to
Increase Cosmetic Safety, HRD-78-139 (Aug. 8, f9‘78) a "3“2%(State ent by par t of Health, Edu ation, and
Welfare) (cosmetrc/drug determlnatrons by FDA requrre case-by-case eXammatron of facts to deterrm |

cic'ncie,”hav’e li‘ttle T

ofin. 1930) (“Lee’s Save the
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determinations of drug status are not left to FDA’s “unbrldled discretion to act to protect
the public health but must be in accordance w1th the statutory deﬁnltlons =
Given the long marketmg hlstory of oral care products makmg cosmetlc pIaque

claims, consumers are not hkely to mlsunderstand such clalms as promlsmg some

therapeutic effect. It is wholly inappropriate to predlcate an’ 1mportant agency decmon

on the Subcommittee’s unsubstantiated con'jecti\ire that cohéﬁm‘été are hkelyto ﬁﬁfcﬁase

such products “with the mlstaken notion that a therapeutlc beneﬁt may be denved from

5
i

its use.” 68 Fed. Reg. at 32238

The pertinent legislative history supports this position. \'}‘S{p'eciﬁcalfy,ftﬁe Senate: ;

Report accompanying the legislation that became the FD&C Actstates |

The use to which the product is fo be put will
determine the category into which it will fall. .. The =~
manufacturer of the article, tflrough his rgpreSentatlons in
connectlon with its sale, can determme the use to which the
article is to be put

i 5
R

S. Rep. No. 74~361, at 4 (1935) (emphasis added); see also “Foods,Drug,and R

Cosmetics™: Hearings on S. 2800 Before the Seﬁate CommltteeonCommert:e,at 51 7- 18

application). As the D.C. Circuit found, that i‘ntfénde‘_d’ﬁ‘se is determmedby ﬁianufactyret ‘
marketing claims “has now been accepte\d as a matter of statatofy interpretat\ioh*’“bjy the

federal courts. ASH, 655 F2d at,238-39 SR

O

> National Nutritional Foods Ass’ v. Matthews;' 557F.2d at 3“34-3’5.; o ‘
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Based on its finding that “effective control dt‘ gingivfti's [must] be(aéco‘rnpanied by R

effective control of dental plaque the Subcomrmttee 1llogrcally concludes that plaque C

‘i B
3‘ L v

reduction is inextricably t1ed in consumers mlnds to therapeutrc beneﬁts Whll

Subcommittee is correct thatby preventmg, removmg, or reducing plaque accumulation A

antiplaque products can help prevent canes and perrodontal dlseases it falls to recogmze -

cosmetic benefits are claimed, a product is solely a c‘ots:meticiunder the FD&C Act |

In the case of tartar, the Subcommittee concludedthat all supragingival tartar

(calculus) claims are solely cosmetic in nature, T‘M(}lven“that isra{aﬁé"‘is"“a’isii’ééiiiéar‘af tartar,
it would be wholly illogical for a clalrn to prevent the source (plaque) ofa cosmetzc
problem (tartar) to be deemed a drug claim in the eyes of consumers o

Even if a cosmetic plaque claim Were t,o,”be shown tQt,E%lS? a potentlal for

reasonable consumers to be confused or to mlsunderstand the clalm recent judlc

decisions have unambi guously held that FDA is requn'ed by the Flrst Amendment to the “ -

i

United States Constitution to perrmt the use of quahﬁcat1ons or addltlonal explanatory

information, in order to assure that the clarm is not mrsleadmg, rather than bannmg the

. xs g

claim?® T hese decrslons allow FDA to ban a truthful and‘accurate c1a1m onIy 1f the ”

agency can show, with “emplncal ev1dence ? that no poss1ble quahﬁcatlon can prevent
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the claim from being misleading. As the ”"s‘iip‘?é’“fﬁé ébﬁrtihférrrieéi FDA 1n the( r’écén’t ﬂ
pharmacy compounding decrsmn “If the Fll‘St Amendment means anythrng, 1t means that

regulating speech must be a 1ast not ﬁrst resort 7 (

¢ N
i - ! N e j, .

In summary, use of the term “pIaque” does not render a produet clalrn a drug R
claim. Rather, such a determination must be made by reference to the “mtended use’ of
the product n question. Consstent ith FDA rguldions and Firs Amendmeni
principles, and in accordance with wen-jes,téb,lisi}gg‘ agency and judicial précﬁ?edehtf FDA
should set aside the Subcommittee’s assertions on this point, and should coﬁcludethat

oral care product claims associated with the cosmetic be;ne:ﬁtsiof plaque re?dﬁct:iofrf are

solely cosmetic productvclaims.

II. BothIn Vtvo and In Vztro Testmg Should Be Re"”

Proposed section § 356 92(b) states that “One of the followmg tests should be

i,

conducted” and then lists an in vitro mlcrobloIoglcal test and a chnlcal test to

“

demonstrate in vivo act1v1ty ThIS is 1nconsrstent w1th the ba51s of Warner’ ia ‘bert Co s -

. \.% «MI,_‘” o

® Pearson v. Shalala, 164 F.3d 650 (D.C. Cir. 1999), rehearmg deni od, T79F 3d 72 (D X Cir. 1999) (en banc) 130

F. Supp. 2d 105 (D.D).C. 2001), 141 F Supp 2d 105 (D e 2001) thtaléer V. 'fhompson 248 F Supp 2d 1
(D D.C. 2002). o

7 Thompson v. Western States Medical Center, 535 U.S.'357, 373‘%‘(2()'02)' o
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vivo tests should be required since in vifro tests alone, while able 0 confirm the
antimicrobial activity of a given formulation, are not necessarily iﬁdicéii{;é of the in vivo

antiplaque/antigingivitis activity of the formulation” This ‘is also inconsistent with

S RS

Section F of the Subcommittee report. 68 Fed. Regat 32240-41 .\
The overall purpose of the final fongulation L,tes,t me}hbds, is it\o zdetermme \fh(e_
comparable effectiveness of a final product formulatlon wé,r}\g;a;c\:liqiggllyv tc%@dl standar d
The test results should provide a reas@na?ﬂf: -expectation fhat( che; ;{mﬂte\stgd: new
formulation will have chmcaleffectlveness ‘comparable to that of ' the “standard
formulation containing the‘A same level df Category I Haét”ive , 1ngrédlent : T héw
Subcommittee recognized fhe mneed for sugl}j testing because Athemwéy;\a/product is

\ 7 . P / ML e o E A " . ' oy S N /
formulated can have a significant impact on the effectiveness of active ingredients. The in
N S R N f Pl o wew o Ty e T

vitro test confirms that the antimicrobial spectrum of activity of the fdi‘tﬁﬁlétf&h hasbeen \
retained and is required for reasons of bothproduct :éf)feétivéh”eé/s\aljdiy safety Wlthlong
term use. The in vivo test is ncqcssary becailseg a bloﬁlm, such as baqterlal pvlna'q\ﬁe:,u
presents a more rigorous challenge than do the plank@onié_ orAganribsms useh Aforniryz vitro

testing, and therefore this test will confirm that the clinical antiplaque/antigingivitis

effectiveness of the formulation has been retamedThus, the scientific rationale for
requiring both types of tests is based on the concept that the two tests separately address
two important product attributes, spectrum of antimicrobial activity, and in vivo clinical

effectiveness.

For antiplaque/antigingivitis products contammg the fixed \cwdrr‘r‘ii)inatio’h of

essential oils, it should be demonstrated that: L L,
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1. The final formulanon has the sarne zn vztro ant1m10rob1al spectrum of act1v1ty as
the standard and

2. The final formulation has a level of chnlcaHy relevant in vivo effectweness:/w
noninferior to the reference standard :
Representative protocols for the two methods were included in the 1998

’ ' e a e e e e g g 95 1 I
Warner-Lambert submission to the Subcommittee. This submission is referenced in the

1

Subcommittee report. 68 Fed. Reg. at 32241.

III. The Monograph Shouid ‘
Combination of Essentlal Oils o

On August 20, 1998, Warner—Lambert forwarded a submlssmn ‘to the

Subcommittee in support of professmnal labehng for L1ster1ne Ant1sept1e;?w1th the%f
indication, “For the reductlon of Vlable aerosohzed bactena dunng dental procedures i
The submission contained research reoorts and oreele—reV1eWed Mpubl1catmn889 10 for four
controlled clinical studies. These ,stud;es demonstrated tha«t\rmsmg for 30 seconds w1th 20

ml. of Listerine Antiseptic mouthrmse pl‘lOl‘ to a representatlve aerosol—producmg dental 1

procedure can result in statistically 31gn1ﬁcant reductlons in v1able aeroso‘hzed bacterla

® Fine DH, Mendieta C, Barnett ML et al. Efﬁcaoy of preprocedura( ; ir}s\ ng thh an antlsepnc 1n reducmg vxable
bacteria in dental aerosols. J Periodontol 63: 821-824; 1992 o .

® Fine DH, Yip J, Furgang D'et al. Reducmg bacterla in dental aerosols Pre procedural use of an antlseptlc
mouthrinse. ] Am Dent Assoc 124: 56-58, 1993, ’ o S

' Fine DH, Furgang D, Korik I et al. Reduction of Vlable Bacterla m dental aerosols by preprocedura'l rmsmg ‘with
an antiseptic mouthrinse. Am J Dent 6: 219-221, 19937~ T

%Na
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Molinari, JA, J Am Dent Assoc 1991; 122 33 41y and in recommended guldehnes for

dental school clinics (“Recommended cllmcal guldehnes for 1nfecuon control 1n dental

‘faﬂx - BN vt

education institutions, J Dent Educ 1991 55 62I 627)

Y;.T"'!Q&Wmm DR s ear L o

The Subcomlnlttee dlscussed the submlsswn at 1ts October 22’ 1998 rneetlng It was

recognized that, while pre-procedural rinsing WrthL1stenneAntrseptrcmouthnnse had a

significant effect on Viable&éer‘Oécl’iz’edﬁ'béycferiéj“;‘éjﬁu‘dfe?denions’c ating t thlswould in
turn reduce disease transnnssmn had not been conducted Indeed fea31b1hty and ethical
considerations might well preclude the conduct of such a study Accordrngly, 1t was o

agreed that the professional 1ndlcat10n should be accompanled by the phraSe “Effect on ] )

disease transmission not det_f‘ermined.”z Dr. Lmda Katz from the FDA /,ha;tgtffie /

ce of this is |

Yok

would be analogous to the inclusion of the ceveat “] hnlcalrel

i

unknown” in prescription labeling, The Subcommlttee however voted not to accept thlS

professional labeling claim - 1ntended exclusrvely for dental professmnals

§
PN

We hereby request that the FDA cons&iﬂder thrs *iglsue'rfbr se{zeral \r‘\egs«bns. First, the -

clinical studies c1tedaboveandsubmlttedtoFbAc _arigi‘“‘"&‘é}}iaﬁé’fia%é‘ theeffectlveness
of preprocedural rinsing with the essential oii;édﬁiaihiﬁg““rﬁaﬁthﬁﬁ“se‘ m 31gnrﬁcant1y

reducing the level of viable aerosolized bacteria for meaningful time periods. Second, in
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addition to the earlier recognition of a role for preprocedural rinsing in infection control
regimens, two other organizations have supported this procedure ‘in‘”rnor“e recent

recommendations. In its “Infectron Control in Dentlstry Guldehnes > the Ofﬁce of Safety

and Asepsis Procedures Research F oundatlon states m Sectlon 4 Mouth Rmses

A pre-procedure mouth rinse should be used to reduce the 1 number of 1 nicrobe: in’
the patient’s mouth. " The mouth rinse should ‘have re51dua1\ activity to help

maintain reduced mrcroblal levels throughout the appo1ntment \

In its July 2, 2003 draft update of 1ts Recommended Infectlon Control Practlces for

,utc‘/ﬁ Ca O

Dentistry, the U.S. Centers for Disease Control and Preventron states that

studies have shown that a pre—procedural nnse Wlth a Iong—lastmg antrrmcrobral

(e.g., chlorhexidine gluconate, essential orls pov1done 1od1ne) can redice the

level of oral microorganisms generated durlng dental procedures with rotary
instruments (e.g., dental handpieces, ultrasonic scalers) ...... Pre—proceﬁwraf mouth
rinses may be most beneficial before a procedure usmg a prophyiaxrs cup or b
ultrasonic scaler because rubber dams cannot be used to minimize aerosol and

spatter generation; unIess the  provider has an ass1stant hrgh—volume evacuatron is

not commonly used.

4 oo

Add1t10na1 evidence supports the effectrveness of the essentr 1”011 contamrng mouthrmse V

in producing significant reductions in sahvary bactena for up 05 hours11 12

4

Thus, clinical studies ’CIearEf’support ’the effét:ti\'}eness‘of rmgmg*w& the essential

-

oil-containing mouthrinse in si gniﬁcantly reductng the 1év‘é’1 of v{able aerosglisz’ed

bacteria during dental procedures and the usefulness of preprocedural nnsrng as a

rrrrr
Ik

component of a dental office infection control regrmen is now Well accepted As it is not

uncommon for professional labehng to be mcfuded in FDA OTC drug monographs \ize o

' DePaola LG, Minah GE Overholser CD et al Effect of an antrseptrc mouthnnse on sahvary rrncrobrota Am J
Dent 9: 93-95, 1996, o
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monograph. The professionail laheliné should 1nclude the indication: “For the reducti‘on“‘

For the record, we are submlttmg the followrng edltonal changes to the panel

report section on the effectlveness of the fixed combmatlon of essent1a1 01Is (68 Fed Reg

«i» RN
i -

at 32252-56) to correct factual errors and reﬂect conﬂsrstency 1n the prese‘ntatlon of \study o

results:

68 Fed. Reg. at 32252, third colurnn last paragraph In:the ﬁrst sentence “seven -

should be changed to “elght‘” the numher of studles uItlmately reV1ewed by ‘the

Committee.

o1 1, e,

68 Fed. Reg. at 32253 first column last paragraph The mean glhgrval lndrces% o

listed are not correct and not consrstent with Table 5. The ﬁrst sente ce should

read, “Mean gmglval index scores for the 127"subJects Who complete months
of the study were as follows: 1.31 for the essentlal 011 group, 1.37 Por the Vehrcle v
control group, and 1.46 for the ‘water control group

,,,,,

68 Fed. Reg. at 32254, first par: P ) p‘aragraph‘un or Table

6): To be consistent with the Vpresentatron of the results of the prewous study,
sentence should be 1nserted at the start of the paragraph as follows “At 6 months

2 Jenkins S, Addy M, Wade W et al. The magmtude and duratlon of the e?fects of om e thrmﬂseproducts on o
salivary bacterial counts. J Clin Perlodontol 21 3?9‘7“}4 M / TR e e

40f 1665
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In accordance with these comments we are requesting that FDA:

o

the essential oil mouthrinse gingival 1ndex score was stausucally mgmﬁcantly‘

i

lower than the control by 34%.” .' R \ ‘f

PN
e ,’

68 Fed. Reg. at 32254, third column second paragraph (paragraph under table’ 6)
The sentence, “The specific ‘teeth used were not cited in this report” should be
changed to, “Supragrnglval plaque vuas collected frorn all four ﬁrst molars (or, if

absent, from the adjacent tooth)

4 - . ot e v

" 68 Fed. Reg at 32254 thrrd column last paragraph (paragraph under Table 8)

The words “a statistically significant” should be inserted as follows “at'6

months showed a score for the essentlal orls (O 90)chat was a statlstlcally ‘

significant 22 4% less than the control score (. f6) 4

68 Fed. Reg. at 32255 “Table lO “Group colurnn “Essentral

should be changed to “Chlorhexrdlne Gluconate,

68 Fed. Reg. at 32255 third column, second:paragraph (paragraphu under ‘Table”z:

10): The last sentence should read “Both active groups Were statrstrcally
significantly dlfferent from the control at 6 months ” N

68 Fed. Reg. at 32255 first column second paragraph frorn bottorn (paragraph:l o
under Table 11): The second sentence should be revised to. read, “The results

showed that the mean “gingival index’ “scor

| mean bleedrng 1ndex scores for

the essential oil and the essential oil vamant groups were statrstlcally significantly -

lower than the control group at 6 months erth respectlve percent grngrval index
score reductions of 21.4% and 23.3%.” =

[

68 Fed. Reg. at 32255, third column last paragraph The second sentence should 4

read, “Some of these studles used younger populatrons welghted wrth dental
students.”

oy

Conclude that oral care product clalms assocrated only Wrth the cosmetrc beneﬁts
of plaque reduction are solely cosmetrc product clalms

y - ! i

2 S

,‘y 1\

In accordance with the scientific ratronale presented in Warner-Lambert s Apr11 emn o

27,1998 submission to the Subco ttee? require both in vivo and m vitro final
formulation testing of products contalmng the ﬁxed cornbma‘uon of essentral oils

Review the scientific data and 1nclude in the rnonograph a professrwal lﬁahelrné o

section for the fixed cornbrnatron of essentlal orls
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* Note the corrections to the panel report section on essential oil effectlveness and
include these in the record '

Thank you for your consideration of these comments. Please qohtéét me if you

have any questions or require any further information.




