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Detaled Comments

I. Clarlfymg Comments Relatmg to Testmg Methodology gﬁ:fl“eswt ﬁgdlf catlons, T
Test Framework for Ingredlents, and USP Reference §tandards | ‘

A. Test Mod;ficatrons V i

We endorse the Subcon f
testing is 1mportant to account for future advances in technplogy Indeed the B

Subcomnnttee clearly mdlcated its 1ntent not to' lockthe 1ndustry mto spemﬁc
methods of effectlveness testmg by statmg ' '

'points toﬁ consrder ;acceptable o
oncermng ‘the
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"The Subcomrmttee con81ders 1ts recommended
current approaches for arrlvmg at valid conclus
effectiveness of OTC antlglng1V1t1s/ant1plaq These 'points to
cons1der do not preclude the use of newer more fefined laboratoﬁ r”chmcal
technlques to estabhsh effectlveness " [68F 132246] (emphasrs added) =
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The Subcommittee further concluded n proposed SCCthl’l 356 92 "Testlng of
Anti gmg1v1tls/Ant1plaque Drug Products

products may requrre modlﬁcatron of the testmg procedures in t;h1ss'ectlon>
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add1t1on alternatlve assav methods ( 1nclud1ng automated proce Aures)

approach to new Vahdat technologie nd test modiﬁ ations. in the prearnbles of
the Tentative Final Monograph (TFM) and the Fmal Monogr h (FM)

However, we do not agree w1th the statement tha any proposed modrficatlon or
alternative assay method shall be submitted as a petmon [to the monograph] .

Rather we encourage FDA to elaborate the, agency S expectatlons for how new.
technologles are to be val'du d'in ) 3
and use the field inspections related to GMPs asthe means to ensure comphance
Our reasons for this approach are as follows: ‘ t
e Monograph amendments tradltlonally have low pnorrty, lEadmg to needless

delays. RS SR IR NN

o The monograph amendment process itself is 1engthy and not sultable as a
system for reasonably rapid responses to changes in manut'acturmg processes
driven by product development needs. v b




s A guldance that 1ncorporates a mechanis‘
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1 for companies plating new
technolog1es to optronally receive 1nput frorn FDA on proposed Valrdatlon o
protocols prior to 1n1t1at1ng changes in testmg methods Would help acrhtate
implementation of new technolo gles that are vahdated m hne w1th current Co
FDA thinking. - Cr oLk o~

o The inspection process allows a sultable mechamsm for companres to be held o
accountable. It is in the business and product development mterests of -
compames to market effectlve products Wlth perfo mance testmg In the ﬁnal‘ '\
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technology validation, and potentraﬂy an opportunlty to dlscuss Vahdatlon o
protocols on a tlmely basis before their Instrtutlon ﬁeld 1nspect10ns then
t-effective and effl

s

potentially hmder hrough unneeded defays thedevelopment of new

technologles

mixture (EOM) For CPC, the ANPR states e of three tests may be
undertaken to ensure the avallablhty of cetylpyrldmlum chIonde and crtes a ‘
reasonable analytrcal standard that products contamlng 72 to 76 peréentavaﬂable '

[68FR32284]. For CPC,a ‘choice Ihé foﬂowmg would be permitted: an
antlmrcrobral assay, the DlSk Retentlon Assay (DRA) or theﬁ eX v v1vo Piaque

antlmlcroblal assay or a short—term (2—week) experlmental gmgrvrtls cltnlcal -
study. i ; e
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We support this general type of approach of elaboratmg the optlons for test: ‘
methods to ensure the quality of generic products containing monogfa
ingredients, as this model for quality assurance has been used successfully for \

anticaries products.

short—term expenmental ‘model are sultable to quahfy a prdduct s1nc\eh they ensure o
the ava11ab111ty of active 1ngred1ents as proposed by the Subcommlttee and We o
urge FDA support these methods as statedy in the ANPR
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We note that this was a mafter of some dlscussmn among FDA 1ndustry andthe
dental cornmumty, represented by the AmencankDental Assomatlon (ADA) as to
 Phy develop reference

DA “ste‘pp”é’d in

to coordinate 'with USP to estabesh Tuori tifrice reference ‘stan dard

formulatrons that WOuld be made avarlable to manufacturers mterested 1n

B PR

manufacturing fluoride dentlfnces FDA made 1nformat10n concermng these
reference standards avallable on ﬁle m the\ ts Management Branch under’ a
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edures %or Fluorlde Ij fmfrlces
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We recommend that FDA 1n1t1ate a 31m11ar approach sooner rather than later in
the monograph development process for : antl gmgrvrtrs/anhplaque products For
ons th1 approach has already proven 1tse1f asan

»/testmg of mono graph

1ngred1ents




