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Background - - -- . . _ . -. __ _____. -_-.. .- - ___.. _--.- _--- -.--- .- ---- - _ 
TheDental Plaque Sub~#otoftha NtmmonDrugs Advisov committeehas 
rerommendadthatthcr~adcombinatianofesscntialailsf~dinLi~terincbcplacedin 
Category I (aafa and ef%cthe) fh tho GOI&O~ of phquc and gingivitis The Advance 
NorlCsofPropoaedRul~(ANPR)~AntiplaqutlAntig~Dtug~is 
pending publiation, Althou&~ the Panel stated tbat combhiq an anticaries a@nt with 
anaDtigingivitiaagsatbaIo~~catnbination,no~cproductsorda~wen 
rewiowed. PfizorisproposingapmdWoontahiqListcrheco4biuedwithaodiWn 
flwrkb atk$ after completion of the uppmp&3 etadi6s, plane to submit 8 c&&s 
petition te amend the Anti&a, Final l&ule to include this product a8 an 
BndGBries/antigingivitiBiinss 

Meetiq Attendeea 

a Of&c of Drug Evaluation V 

chalrlca Galley, MD. 
Debbie Lumpkhu 
Robert Sherman 
Elaiaa~, 
Gdd lhhmow, P.D., J.D. 

of Dermatolonv and Dental Dnaa Products 

John ICeboy, D.D.S., M+l.A DentalTeamLeadcr 
Fred Hymn, DDXL, M.P.H I3on?alRwiower 
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Donald Jamen, Ph.D. 
Robi!ltKohler 
LJsiKumar,mD. 

Micheal Lynch, D.M.D., PhD. 
IhW tlM .PiEkill 
Mei-Miau wu, Ph.D. 

PatlcerHo~ 
MarlsBarry 
MichelMamoux 
arqg collier 
stephcuMcclan8ban 

GlaxoSmithlCline 
cumber1andswan 
Thcf % I sheet 
Rock&Gamble 
Procter &  Gamble 

. . 
Dr. Barneitt b&fly rev&d the iudies eubmittcd by Piizcx to tqpcwt the use of 
Liiterine with Fhtorkk A 2-weuk intrwd appliance (IOA) study and a 2-week 
experimental gingivitis tidy. Dr. Barnott stat& that the IOA study showed comparable . e&ctrveness b- the Listm ine with %ori& product and the monographed sodiun 
fluoride rinse. The experimantal gingivitis study examined the impact of fluoral on the 
antiginsivitis tiwtis of List&e. The c01~1usions from this study were that the 
addition of sodium fluoride did not s&ot the tigingivitis sEWhneas of the flxad 
mmbhation of esaeatial oils. Dr. Bamett stated that this msult is consistent with the 
published liter&UC showing that aodium fhaide is CBctive against caries with no 
impact on gingMi8. 



R  

---- _  _  _ . _  _  - 

O c T - e d - 2 w 2  m :m  D IU O F  O T C  D R tiG  P R O D  3 8 1  8 2 7  2 3 1 5  P . 6 4 4 7  

T h o  ~x low ingqu tW tions .wcreprov idaJbyPf i !zecandd iscuaged:  

P f lzerprcpsed th e  add i tio n  o fsnaw A n ti& m  a & w  i rgredie lz t  B cct ion to  b e  a d d e d  
to  2 1  cm  3 5 5 .10(a) (3 ) . b e tween  cIm u lt ( i i)  a n d  (i i i) as  fo l lows:  

A n  a q u a m  so lu t ion o f sod ium  fluo r ide  ac idulatuI  wi th a  m ixture o f bcnzo ic  ac id  
a n d  o d i u m  b e n m a te  to  a  ~ $ 3  o f app rox ima te ly  4 .2 , which  y ie lds a n  e f% tivc 
flu o r i d e  i on  concar t rot io l r  o f 0 .0 1  p e r c e n L  

._ ._- -  ---  -.-- --  -  .- IcDA -wspanaed - th a t-t-~ ~ -~ -~ .~ ~ -~ -~ ~ ~  a  n e w  sect ion 
o f th e  m o n o g r a p h , 2 1  C I? R  3 5 5 .2 0 , in  wh ich  comb ina tio n  p roduc ts wi l l  b e  d iscussed.  
T h e  # a te m a t shou ld  inc lude  th e  essen tia l  o i la  as  wel l  in  th is  d & & ion , as  th e  
benzo ic  a c d b n z o a te  u o h a tio n  was  n o t tes ted  a k m o  a n d  th e r e  ie  n o  in tent ion to  
m a r k e tborwic t idkmwatc  a lone  wi thout  rhc  ssseat ia)  oi ls. T h e  cu fn n f 2 1  C F R  
3 5 9 .2 0  w o u Id  bc  shi f ted to  2 1  C F R  3 5 5 .3 0 , 

p D A ~ ~ w h o thcrp fip o r p ~ to ~ fo fh ft8c tlve~ ion to n th a ~ tla a  
sod ium fluor ideorac idu la tcdsodiumf luor ide.  A h h o u g h P f izerhasnoobject ionto 
e i ther  choice,  th e  c o m p a u y  p inks  th a t scdi l rm  fluo r ide  b e  l isted as  th e  ac tive 
ing red ian t. 

P ~ p o in tcdont tha t tbc~~~used in thes tudyhasthesam8ingred icn ts~the 
L h ta i n e  p m d u c t r ev iewod  by  th e  P a n e l , b u t th e  a lcoho l  leve l  ia  lower , F D A  stated 
th a t w h e n  P fizer is ready  to  p e titio n  fo r  th e  inc lus ion o fJ&e r i ne  wi th F luor ide  in  th e  
m o n o g a p ) , th e  h m u l a  s tud ied shou ld  b e  th e  o n e  th a t is i nc luded  in  th e  m o n o g r a p h . 

P fizer a lso  p r o p o 8 e d  th e  add i tio n  o f 8ncwDkc tions  fo r  Use  scot ion  to  b e  a d d e d  to  
2 1 C F R  3 5 5 ,50(d) (z )  a ftu r  cu r ren t ( i i)  ( 14  fb l Iowa: 

For  ac idu la tcd sod ium  fluo r ide  so ludan  con ta i n &  0 .0 1  pe rcen t fluor idc  ion  
i d m ttifie d  in  3 5 5 ,1qa) (3 ) (TBD) . A d u l ts a n d  m  1 2  years  o r  o lder : Use  twice 
r daymom ingdn i~a i tabn lsh tn ~ y o u r te a th w th ~ ~ ta  R i m e fid l  
s t rong& fo r  3 0  seconda  wi th 2 0  m l (20  flu id  o u n c e  o r  4  tcaspoonfhls) .  D o  n o t 
m m lloivtheri tm . D o n o te a to rd r i nk&r30m inu te s a & r + d n g , 

F D A s ta tsdthatthis~ o 8 c d c b a n g a s h o u l d b s p l a o ~ i n s n e w ~ tia n o f~ o  
m o n o g r a p h  3 1  C F R  3 5 5 .6 0 , in  wh ich  dircct iolM  fb r  use  o f c0 lnb ina tio n  p roduc t8  wi l l  
be inch lded . ,. / ,. 

F D A  ques tio n e d  c&a in  tcxm ino logy  used  by  P & r in  th e  dkct ions th a t dif fers f? o m  
th e m o n o g r a p h  T h a p m p o a e d ~ o ~ u s ~ th b p h r a e e ’finse”inplaccof  
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BefomptowsdlngltoPD~awmmwtsontho6-i4o4thgingivid8 study,Pfizeraskedif 
the two %wook etadim  submitted would bo sufkient support of effectiveness so that then 
L-month study would not be nocesapry. 

FDA mponded that the 6-month Wyia tbc pivotal trial and the other studies are 
supportin. FDApmvidodthofbuowingwmmentsontho2-weokstudios. 

l Inmoral Appliauco Study - As pa the earlier agreement with the agency, tho IOA 
m&l  tidy was gomh@ed to support the addition of Limrine to the fluoride 
xtmahrhc does not negatively impm an fhmdde’o ability to help prevent 
demi~onofonamcl. Asaun&tbatthestbtistical~arwsound.the~ 
maulta mottheprapo~ificdrapbmda fir%  least as good as*‘thopositfve 
wntrol and supc&rtone@i~cantrol by 10% Sur&ceMimhardnees (SMH) 
m its. 

0 Ibperbm tal Gingivitis Study - The Experime4tal Gingivitis trial is suppoxtivc, 
but has om m#or problem . The C3ingival In&c (GI) n&&n was 14.8%, which 
did not meet tho guldy aGwptod guideli4es of 20% overall r&actiolL 

2 An tkpwpud matmant c&s for he S&Montb GingMtis S&t@ accepabb? 

. . , . . 
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Snbgmap efficacy andysis (by deqqqhb and basel ine cha~~~Mstics) should be  
plannedinthetial. 

The pmtocol (page 24) states that any changes in the planned statistkal metboda 
wouldbedocumen-i intbeinteg-dcWciWM&aIrepc& T%eprimary 
an&& metbeds &odd bo pTosp&ficd in the protocol to obtain FDA B 
It is diffid to nlakejudgments canccming statistical methodologies that am not pre- 
specif iui inthepmtocol,esthiswouldboareviavissue. 

Gemally, tbr one pivotal trial to be accept&lo fm q&tory pupores, it should be a  
fobutst, mnlticmter l&L The pXip0Sed StUdy is Shdulal to takb place in Ontario, 
Caudaasasinglecenterstudy. T W rialshouldbcm&icenter(3ccntergbutcan 
haveoneprimaryinv~gatnr). . . 



l P- abuld cbui@ a stabment rrndtr Ekction 7.4 of the protocol (page 9 of 
~3)inwhicJiitisstatedthat~examinrrwiUnathave~tothec~ 
repoti~untilthercomplctionofthcaxaminationii.” I 

._.________ -- --.- ---- .- __~__ .__. I .._. ---. -...-. --- _ ____ .______._ _._-. .-..-..--. - - _ - _ .- --.-.-----. I 

Action Itenu: 

1. MzurwillaubnGtaxwieed6-xnonthgingivitispro~l. 

2. FDA will pz~vide comments on tb mvisians. 

. . 

) . . 

TOT& P.En 


