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Antlgmgmtls/ AntlpIaque'Ingredl
Ingredients

The Subcommiittee recommended that certam OTC 1ngred1ents revrewed 1n other i o
OTC Review ruIemakmgs but not the ant1g1ng1V1t1s/antlplaque rulemaklng be
permitted to be combined the pI‘Oposed CRAS/E antigi :

1ngred1ents (1 €. CPC nF an OM) SpeCIﬂcaIIy,k the Suhcommntee stated:
g w LB 1 ii T et

Yo ET,

"E. Combinatiori Drug Ifroducts .
"1. General Combinatic cy: The Subcomy

a reason for comblnrng active 1ngred1ents in certaln OTC drug pro uc . o
However, such combinations must b? based on a sound and loglcaI screntlﬁc o
rationale. The Subcom v

ip aque

: drug products. The Subcornrmttee believes that if is ratlonal to comblne'oral
health care ingtedients that meet the regulatory requirements as well as the criteria

adopted by the Subcommltte together with suitable inactive i 1ngred1ents

provided that: (a) Each actrve Ingredlent makes a contnbutron to the clalmed
effect, (b) the active 1ngred1ents are safe and effectlve and combmmg the )

- ingredients does not decrease the effectweness of any individual 1ngred1ent (c)
comblnlng the 1ngred1ents does not decrease the safety of the comblnatlon

compared to a single 1ngred1ent (d) the 1nact1ve 1ngred1ents are saf and do not
interact with or otherwxse mhbrt the effe ‘ eness of the active 1ngred1ents ©
there is a s1gnlf cant target populatlon that can beneﬁt from the use of the
combination, and (f) the,cornh,inaﬁgigﬁt_% contai a equate d1rect10ns for uSe and is
labeled with adequate warnmgs agamst uns use. g e L
"The Subcommittee concludes that the same gerteral pnncrples apply when an . A
active ingredient from a dlfferent phannacologlcal class rev1ewed by another
OTC drug advisory panel isc

tions u dbe evaluatef by FDA
accordmg to the combrnanon pohcy set forth rn the reports of both advrsory
panels and in accordance w1th the agency s regulatlons " (emphasw added)

330.10(1v), as follows:

"(iv) An OTC drug may coinblne two or more safe and effec ve actlve N
ingredients and may be generally recogmzed as safe and ef‘fectfve when each
active ingredient makes a | ntribution to the claimed’ e?‘% &c”t(s) ‘when comblmng ‘
of the active lng,redrents does not decrease the s sty or effectlveness of a any of
the individual active 1ngred1ents and when the comblnatlon when used Under
“adequate directions for use and warmngs agatnst unsafe use prov1des rat10na1

‘

i

:

B R SE
‘ i




&

_ concurrent therapy for a s1gn1ﬁcant proportton of the target populatlon.'
 (emphasis’ added) - S
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We note that FDA drssented frow

Subcommittee was only aske it 1
not aware of any marketmg hrstory of such com 1nat ns. (,}glgtble for the OTC drug
Review nor were such combmatrons were subtmtted for review.’

Jposition stating that the

ndati rts and that the agency is

While we generally favor the broad avallablhty of ratronal ‘ at ect ve’ smgle
ingredient and combmat1on O1¢ Ingredlents under the OTC Revrew our posmon is
nonetheless necessartly framed w1th1n the context of the ex1st1ng apphcable

SRR o

regulations. Under the reglrlatory foundatlonal“

ys e

cited in 21CFR 330. 10a(4)( fety is deﬁne‘ as:

evile,w -

"(i) Safety means a low 1nc1dence of adverse reactions or significant : srde effects
under adequate directions for use and warmngs agalnst unsafe use as Well as Iow
potential for harm which may Tesul rom ab nditio ide

~ availability. Proof of safety shall consist of adequate tests by me hods reasonably
applicable to show the drug s'safe 1 under the prescnbed recommended or

suggested conditions of use. This groof “shall 1nclu)de results of srg_ntﬁcant human

experience durln,sr rnarketm,t.7 General reco gmtlon of s safety shall ordlnahly be

based upon pubhshed studies which r ¢ rated by unpubhshed studies -

3@/3 Yoo ot TIRRLL

30. 10a(45(1)]’( (ernphasrs added)

and other data " [2 1 CFR

Na”

Thus, we conclude that to be consrstent W1tht e xf‘ ting regulations, 1nc1ud1ng the ~
recently promulgated material time and extent rule, ere has been an msufhment
showmg of ev1dence in the Subcommlttee s report (1 e, the ANPR) for the proposed
combinations to be perrmtted at this i in the OTC ant1 gmg1v1tts/ant1plaque
rulemaking as "Category i GRAS/E’“ combmattons L “The absence of data and the
'sole argument that the combmatlons are, "ratlonal" per FDA's c0mb1natron pohcy
does not meet the safety standard in the deﬁmtlon of safety under the OTC f{ewew

which is required under the same combmatlon pohcy cited by the Subcommlttee
[21CFR 330. lOa(4)( v

o -

[68FR3 2232] "The Subcommrttee was asked for its general recommendat nsonﬁ combmatxon products
in which antrgmglvrtls/antlplaque mgredlents are combmed with other :
APt Gy o W
Subcommittee recommended the foﬂowmg as ratlonal oral heaith care combmatlon products ( 1)An
antrglnglvnls/antlplaque active mgredlent combmed Wlth an antrcan acti e mgredlent (2) anq
antigingivitis/antiplaque active 1ngredlent combined w1th a tooth desens

ant1gmg1v1t1s/ant1plaque active 1ngred1ent combmed W1th an ant1car1es actxy ngr 1ent and a tooth
desensitizer active lngredlent

<o of
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oTC drug review, nor were such. combmatlons subxmtted to the’ Subcomnnttee /Therefore the agency is
drsscntmg from these recommendatrons at this trme Data are rteeded to es ’

f proposéd rulemakmg ‘fifé agency
invites supportmg data and mformatron demonstratrng that thése combmatlon products can be generally
recognized as safe and effectlve for OTC use. " :
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sion products hghbic Torhe




1 policy and spemﬁcally includes
g marketing" 21 CFR°330 10a(4)(1)
it can only be concluded that comblnatloniprodu ts have to be "subrmtte o the
rulemaking in the context of their intended use for comprehensz revi of 'iheif ‘

safety and * szgmf cant human experzenée durzng marketzng“ Suchc com
products could not qualify for potentlal monograpﬁ status if” they Wereksubmltted Wlth
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data used to sunnort only one mgrement Iﬂktu 1y umumauon m omer woras 11 a

fluoride-CPC product were bm1tte T 2 comprehenswé safety rewew by the
Subcommittee, then the safé y an ctive sst
of its dual 1ntended use and not just its ant1g1
sure for example that the condmons of use of the”secog
did not affect its safety and effectlveness We are una ware at t’h
review was tindertaken for a any one of the combmatlons S recont
Subcommittee, and therefore we concur at thls tlme vyltl"l TﬁA

our understandmg ofthe avallable data.




