
Fj 202-238-7701 

September 30,2003 

Dockets Management Branch 
Food and Drug Administration 
5630 Fishers Lane 
Room 1061 (HFA-305) 
Rockville. MD 20852 

Re: Comments pn Al$DA, Suitability Petition CP 2003P-0279 _, .:.a, ._a., / 

Request for a Change in Dosage Form from a Cream to. a,Topical Solution for 
Fluocinolone Acetqnide, Hydroquinone and, Tret&$n , 

The PetitiOn S&u@ -be Denied - Investigations Must Be Qqflucted To ,*a” *I I 3, d .**u I i’-‘,,, __ _ __ A.., /F,ji_^_^:_, _1 ..,, _, __ ,.,~ . Demonstraje ‘l&&&ty And Effectiven+,Of The Iproposed Change In 
DoSage Form 

Dear Sir/Madam: 

I am writing on behalf of our client, Hill Dermaceuticals, Inc., to provide comments on 

the above referenee~ ANDA Suitability Petition requesting a change in dosage form from a Ijj ),I G”: aI_ .-or;.gc.Sr*ri~~~~~ 

cream to a topical solution for a topical combination product containing Fluocinolone Acetonide, 

Hydroquinone and Tretinoin, O.Ol%, 4% and 0.05% w/w, respectively. The approved reference 

listed drug is Hill’s TRI-LmA@, Cream, NDA 21-l 12. The proposed change in dosage form >. 

raises some significant clinical safety and effectiveness issues that,have not been addressed by /- * 1 * _/ ( ,%* ,. *.,d ,. ,,?? .,” 

the Petitioner in the ,Suitability Petition. . ,%I-i,li..L_ The Petition should be denied since investigations must k/i. -- - .i ,,.,. I -L*- l<Ll%*1. “C_, “>j,, _ < */, b. *<, 
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be conducted to demonstrate the, safety and effectiveness of the proposed change in dosage form. 

The basis for Hill’s position is set forth be!oY. 

Background. TRI:LUMAB Cream is approved for the indication of short-te-rm , , _, _” ,. l,l,__ ..I,.x ,. I,._. 

treatment of moderate to severe melasma of the face, in the presence of measures for Burr* _ <_ , /. .., _./ _, -.* a/,1 ,/*j. S..^ ,,_L” ‘--,..--.rr‘~,” _, ,l , . . 

avoidance, including the use of sunscreens. As you know, melasma is a skin condition that is .ii(.ll/“I_l,_ _ 

manifested by dark (hyper pigmented) spots on the facial&in, especially on the cheeks and I ,. 

forehead. This condition usually happens with hormone” changes. . / . I, M . r a-.,* .s/h ” *,*.Iw,*L,+ea 

Labeling Precautions Ra&Issues About the Safety of a Topical Solutiop. The _,.. /I ~ ,‘_. is..,_ r.,nT ,,e 

current approved package insert and patient medication guide for TRI-LUMAQ Cream contain 

the following information in the P&.&CJ$UT~~$~ sections;. I’_,hI, > .-, 

Application of TRI-LUMAB Cream should be kept away from the eyes, nose or j_ I _ / A,, _._ ,,.’ 

angles of the mouth because,the mucosa is much more sensitive than the skin to I 3” XI .*> ,_,, v c .-as/ .‘,,.i_ /.- mr-iirrrr nn_ *1’ >, ,rh.“. * ,$+,a , .*i.i , ,A,*>. .i‘i.: b-,&y. ,$>. rj _! ‘.“‘: i ., A.:. I; < I _ 

the irritant effect. -If local irritation persists or becomes severe, application of the ,i .--c-ira*i.*i. )__.” 

medication should be discontinued and the health care provider consulted. < * )I~ 8 Id, -a_* / _ ,, / *. _j*/,f.*l”l,_la)7 ” “ A_ *i blp:~~ ~.r.:.m”x,i ,‘,,“$‘zi ,:*i _1 
Allergic contact de.rm,atitis, blistering, crusting, and severe burning or swelling of 

the skin and irritation of the mucous membranes of the eyes, nose and mouth ..% / ,,_$ I -“ ,*.- - “a,.- .+*“* d*w-xI T ii+, ,. -, .~rir~.,“,l”l “” (“I .“li ,_ I_ ., 

require medical attention. 



’ 
“..I -.I*. ‘. .-/r,*“. -‘.-( ‘-- 1: ,J :. ‘< ._j : “i’ .- 

* i Dockets Management Br I’((.( ::.: :-:, ,,j ! .__ 

September 30,2003 I^. .j. .,. . . “. 
Page 3 of 7 s 

;. ., 
If the medication is applied excessively, marked redness, peeling or discomfort 

may occur. 

The proposed change in dosage form from a cream t,o,, a topical solution raises safety 

issues that have not been addressed by the Petitioner. .- .” ‘, _.,‘, M .,‘” ‘I+,,*,s:.&* “lira As the Agency well knows, the Ir 

pharmaceutical characteristics of a, topical solution dosage form include properties that affect the 

fluidity and viscosity of the product and the ease”of spreadability in comparison to a cream. It 

will be much more difficult for a patient to control the application of a topical solution to the face, t, “(( *, ..~, x ,^ .L, ..~= , 

to prevent it from coming into contact $vith’the mucous membranes~ofthe eyes, nose’and mouth. - .,l”. ~-~ _ , ./.*.~,“- .._I/,xx.I,., L .<a.n, .dm,* ,.**.<#&.l de.Jui*. x4~l~%sr- ,,._ 

As noted in the PRE,~AUTTONS-secti,on,Qfthe labeling, contact of the drugs with the mucous .-zc 0 I ,/ 

membranes of the eyes, nose and mouth can cause irritation and other adverse events. The -. _- I. Al,~_““,.s..i.,,& i -_/;*,.**s/ d. “3s il’. _ ix:-1 c xr.! a / r.;i .;tS..l~~-r,n~M.‘J,, .‘ __ .:, _a ; ” _) 

Petitioner must conduct studies to demonstrate the safety of the topical solutipn dosage form. , 1-j ,‘I I ̂  .% 5.. .W8‘ll*r_ ‘.^1.. ~~~/*A~~I,~ ^i~.,~~*.wm;aniF,a~,d.s.. *,w^ii;&,airh”<,? / ,*^ ~ _ , 

The PRECAUTIQ&S section of thelabeling also contains a statement that if the I ,_/a_, ‘ ^.. hj. .\b, q$T.“->#,, , 

medication is-applied excessively, marked redness, peeling or discomfort may occur. G iven the 

pharmaceutical properties of a topical solution; it will be much more @ ifficult for, a patient to ” ! ,. _ ., __ : _, _ i_l .i”‘ . . 
control the amount ofWmed ickation. jn,the,‘topical solution dosage form that is applied to the face. 

Petition, nor has the Petitioner addressed the frequency of dosing to effect therapeutic -. ~( “i. “,,.(^( .a‘“..-.* +_*~.,,“*IV.~anl~ \,.. \,wr, 

equivalence to the listed” drug. Dosing frequency with a topical solution with l~wg,.i~tants $11, ,, 

greatly affect adverse reactions. _ __” . 1 :. . I 
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In addition, excipients commonly used as a vehicle, mt,opical solutions conta& materials AS.,” ,,,‘, j”.( 1 , 

that can be irritating such as PEG, alcohol and citric acid. , The Petit@ner has not identified the ia ,> .\.**r _,,, *,v /, i”l*p”*,), *$‘-’ .&‘.~.~:~,~~Y~a “6 i_~_ I, , i ;j ,,~, 
_,^, -,- 

excipients to be used in t-he proposed topical solution forr&&on., ThePe@oner must conduct .I *I;_. m, ,( ̂i ,,,,a ,?.,#A:~*,:. . _.,^ ,,1 _” ,; .,_ ,_ : .’ .” 
safety trials to fully characterize the safety profile of the topical solution dosage form. 

Based upon the above, the Petition should be denied since investigations must be _ > z u.7 > -_ / A_. _j.,l? 

conducted to demonstrate the safety of the proposed change in dosage, form. , _ x .A./ -‘VI ,, n .*w L..“.~(.- ir9,v 

The Change in I&sage Form to a Topical Solut$on,.Hqs t&GPq>ential to Impact t6e ., ,, ** “, /, de** . 

PharmlTox Prsfi~~ of the Triple Combination 1 %‘ ““̂  ,“.,.-“r 

t . 
_ The Petitioner is proposing to change the dosage form to a topical solution; such a change 

has the potential to impact the percutaneous absorption of each of the individual, components. 

The Petitioner mustbe. required to conduct preclinical studies to demons@atethat the--change in 

dosage form has no impact on carcinogenicity, mutagenicity and teratogenicity. 

The Change in Dosage Form to a Topical Soluti.on fiaS %l$6 Potential to Impact the - .~ ,,, 3, 1s”e ,_I/, .” _,,. .*. h<‘(.,, -*“*. .“’ 1. ,~ > i i’ i _, ,,_ “;,.,) , 

Safe and Effective Dooe of Each Ingredient of the Triple Combination I j a” r,<** Y ?~~,.l.\~~ 

As previously noted, such a change in dosage form has the potential to impact the 

percutaneous absorption of each of the individual ,c,omponents. The Petitioner must demonstrate ,,- ‘l* 1* “~“.l-“I-.rrerii “/,l../ “_, 
,. ,_ 

that the change in dosage form does not have animpact on the safe or effecti-ve concentration of- _ .1 li .dAld ,,W1‘ _.,. “*~I_c~,_^/l~-_. ^ a”__, ., ,, ,_*,; 

each ingredient in the combination. - .* ,_\“.“IA,.YL _,. j. ,;. , ,.. .‘_.. _/ _ 1 _” _ , _,, I ), 
- _. 
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The Petitioner has failed to,include any information in the.,Peti&n, on how to establish -a. z .._/ +w_ ‘-lll .x, n / #_. se .d.% lrlii , ar?t,.ri ‘>,al.^l I,. !,I ,_ _ $. *hi~~~r,:‘~8.,~- $~a;,*. .*, <” I _*i,-_.j 

the bioequivalence of the topical solution dosage form to the currently approved reference listed 

drug, TRI-LU&IA@ Cre.am! “,Cive&e proposed change in dosage form, a study must be 

conducted to characteaze the percutaneous absorption of tretinoin, hydroquinone and e., “I I _” _” 

fluocinolone acetonide into%>the,,~systemic circulation. While percutaneous absorption was very 

minimal with TRI-LUMAB Cream, it is unknown with t&change in dosage form: x *./ “__~ 1 .” I. ,--,“e. **-ii k 

Since the approved reference listed drug, TRI-LUMAB Cream is intended for its local .,tl .__,.” /) _I”. ih / ,,_, x”. ,_ j .I 

effect, in order to establish the bioequivalence of a topical solution dosage form, a study with 

clinical endpoints must be performed. Since the proposed change in ‘dosage form could impact 

the safety and effectiveness of the proposed product, the Petitioner should be required to 

demonstrate the. superiority of the proposed triple combination topical solution against various 

dyads in terms of efficacy at the end of 8, weeks: The proposed topical’solution dosage form 

must also be of equal effectiveness in terms, of&urge in melasma severity when compared to “’ 
treatment with the reference listed drug, TRI-LUMA@ Cream, at the end of 8 weeks off i j... -1% *‘e. Y4.-.*.“..,&*,*+ .;/ s .>,.,&Pdc* 

treatment. The proposed dosage form must also- be studied in terms of effectiveness for the ‘“l‘.,.,l .,-6, .,,“, -, 1 ̂  _I j L<,“>., :: .a. 4 *,a ,.i~:i.“,,:>& ,,*-#&&ep: ?;“‘~f”, / .c,. ii ; ‘, i -._ ,~“” 

treatment of melasma after g weeks of use,-as well as safety &h uses for longer than 8 weeks. d^,. I. ,>*.Lh. .“,“/ .~. ,,> ” ,,;, .~< i .A*. rhwhi9ai>*wA4* , .^ ,.. ~: .-._, “, ..” 1 .^ 



. 

September 30,2003 
Page 6 of 7 

Since one,qf.ttg, ingredients in coml$nation j; t@$gin, which is a known ter$pgen, the 

Agency has required applicants to monitor the unintended usage of the drug in pregnancy and _ UI Ir_L. “.aarr;, “~u~“x-*x* *SC ‘* _. - ^ 0,-j, < ./ .‘; :. ‘, T , . .., *.; _, , , __ ( 

provide measure+ pn how unintended exposure to the d.Fg during pregnancy can be reduced. ;/ . *-*+ll”“hr h~*~bz-a, /_lNa*.a-* , 

* * * * * * ?c*,* * .* *;* * * * ! 

In conclusion, the proposed change’in d&age foti from & ilearn ‘to ti @pica1 ‘solution 
I 

raises some significant clinical safety and effectiveness is?,@ &s$, have not been addressed by.. 1 h . . . ‘* me 5.s -r,i’:.*..‘“,:?i-,‘.l- I*_,.. ..:: ,, 

the PetitionerVi.q tpe.Suitability Petition. Thd?etitip~ &&d. bedenip~,,sinc~~,,~~~&stigations must .a idl”,yI ,_l_)Vn+ ” 

be conducted to d~rnon~{~~~e, the safety and effe@ivegess.,pf f&e proposed change in dosage form: .xo i* s u .~,. 

-_ 

In addition, in any new drug application submitte&foy+t& proposed product, the , _ 

Petitioner must be required to (1) characterize the percut&eouS absorption of tretinqin, -,., , I_. ” 

hydroquinone and,flpocinolone acetonide into the .w .a”” L “,a,. systemic circulation; (2) demonstrate the Iml”lI(,.*, ‘I*-rr~,~“,*,~u-~~~.,~,~~~~, ., _,.” -. ..l*l*“- 6 _w s ;, ,_ ,,. , ._ .“, 

safety of the proposed dosage form; (3) demonstrate the superiority of the proposed triple I_ /* <I ,.,, , 1 .I ., : :_,,:I, *, (p” ,.; 

combination topical solution against various dyads in terms of efficacy at the end of 8 wee&s; (4) 



demonstrate equal effectiveness in terms of change in melasma severity when compared to ,_,., I_“_.n / .lYl ,I, I .% “** 

treatment with the reference. listed drug, TRI-LUMAB Cream at,the end of 8 weeks of treatment* *rh “2,. A+,“,, ,1 *am. -*“,fl<**.’ / . X(-^-,.>‘.*r. _i ___,./_ r..lm~i^.$I,- ,<>,T _,, ,._ 

and (5) monitor the unintended usage of the drug in pregnancy and provide measmes’on ho~w ^ *A.% , J j 1 , ,l..,. (. . I _I ,_ 1 _I ._ _ :. 

unintended exposure to the drug during pregnancy can be reduced. ., _ _) 

If you have any questions or need any additional information, please contact-me at (202) ” .” _*, /, ,,~. ( 
1 

238-7749. 

Sincerely yours, 

David L. Rosen, RPh., J.D. 

Enclosure: TRI-LUMAB Cream Package Insert and Approval Letter -“. Ii”., ,~, x _ - 1 “-.,,nlr,n~.,~r,*,r,-r 

cc: Jonathan I$. Wilki,n, M.D. 
Director, Division of Dermatological and Dental Drug Products 

Mr. Jerry Roth 
President 
Hill Dermac-eutic,als, Inc. 
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hat 
Co not use sunlamps while you use Tdl-LUMA Cream. ‘*>” ” 

J ‘,li 

Heat, wind and cold. Heat and cold feiid id dryer f?ftate 
may be more likely to react to heat and cold. Your do 

riia@ii&tn treated irJitiflit&j&&~~ 
ma under these conditions. 

~,~mriieftdways to manegb ybuf mat&- 

Other skfn~prcd~ts and midlchiki.‘Avoid p%duck&t ni$i$ & t@& ~$8 skin, these may k&de 
soaps and cleansers that are’mugh or cause drying: certain ashjngents.P#ft aL&ohol-contafning pro& 
ucts, soaps and toiletries containing alcohol, SpiCeS, orftme; or Certain med&atdffsoap&tampoos, and 
hair permanent products. Do nol use any other mu$i~clnes with TRI:LuMA t%#~@rle$s you have con- 
sljltsd your doctor. The medickies and prcduct you havk use&in thepast %y cat&e r&fness or peeling 
,vhen used v%6’TRlCI-LlfMA: 
iNhal are the possible side effects of TRI-LUMA Kim?’ 

that Is wrkten’fqr healtn prolessian$s. - . 
tnDredients: fRI-LL@A, Cf~~m,cptjtalns lluo&iolone acetonide. hydroqufnone, and trelfnoin as active 
ingredients, a~~ienfj ~s~tfiefolfowktg‘& the cream base:. butyfated hydroxyloluene, cetyl alcohol, citricacid. 
glycerin. g&my) stemate. magnesium iluniinum sillcate, melh)l gluceth-10, methytparaben, PEG-100 
stearate, PhXi@Pa&!m, purllied waler. sodium “metabisulffte. s!earfc acid Bnd steatyl alcohol. 

o suffites. They may l&o tmubfe hiiatbiruj or iever@ asttuaa attacks, wblsh cau ba life-t&&n- 
no. 
Vhile You use Tfjf-LUMA Cream. your skfn may develop mild ta moderate redue&, p&21$, &nIng, dty- 
ess, or Itching. I i r*r __,“<I”_-~ ;..-I”_ -_^( 
RI-LUMA Cream contains a corIlcostoroi,$l rnedtutne~as cne of~ti~~~~~omponents, TG~ fo(fov&g side 

Ma~ted.hy!. . . J ‘1,’ .I-” 

ffects have been reported wlvl application of corlibostemld‘mepiei~~~ lo the skfit: ttchirig,‘irrt&ion, dry. Galderma Lab&atarfes, l..R 
eas, infection of the halr follicles. acne, change in sldn color, Inflammation around the mnutfi, aflerglo Fort Worth, TX ?61j? USA 
on reactron, skin infectian. skln thin%@, stretch marks, and sweat problems. Manufactured byz 
LOP usfng TRI-LUMP Cteam and cyrtad your docfor If yKir‘hai?d Hill tiboratories, Inc. 
SeVern or continued IriiWdn,~bilstering, oozing, scaling, or crusting‘ Sanford, FL 32f73 USA 

1 * 
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NDA 21-l 12 ~. . . . I 

Hill Derm.aceuticals Inc. _ _.> . . . . I 
Attention: ‘RgsayiG., 0, &I&Z, M.D. 
Director, Medical/Regulatory 
2631 South Melkvi!le Ave. ~ ,___ ._ _ 
Sanford, Florida 32773 ’ ” +’ 

, ” 

Dear Dr. Ramire?: 

Please refer to your new drug application @DA) dated March 19,1999, received March 22, 1999, 
submitted ,wder section 505(b) of the Federal Food, Drug, and Cosmetic Act for TRI-I.&J&l& ,. .~.. “(__,l ” _ x1*^ x _ _ 
(fluocinolone +etor;ljde, 0.01% / hydroquinone, 4% / tretinoin, 0.05%) C&am. 

We acknowledge receipt of your submissions @cd August 16,2l(tsvo), 22, September 4, 18, 19, 
26, October 25, Novemberl,and,?Z; D&ember 10, 18,20,2001; January 10 and 15,2002; and 
facsimile trwgmissions dated Se$Z$ber 17 ann.20; and November 16 and 22,2001; and -.-I, *-*,M,.* c‘%,s” .,.I.e,-,M 
January 1 S(two), 2002. Your submi&g..$J,ply 20,2001, cotistituted a complete response to our 
January 2 1,2000, action letter. : ~ -, 

This new drug application provides for the use.ofx@-&$&$& ((ffuocinolbne,ac@o,nide, 0.01% / 
hydroquinone, 4% / tretinoin, O.OS%j Cream for the.+&@$~~, tye~Q$~$~ofnoc&$te to sevire j ,_“‘,^. Sib” *a,, x-l 
meIasma of the faQe, in the”gresence of measures fee sun gyqi,&gce, including the use of sunScreens. 

We have completed the review, $ tb,& application, as am&nded,“z+nd have concluded that ,adequate 
information has &~.pi&e&ed to demanstra~e,~~~,the_~g product is iafe and&&$?< ?<c ,$sk .s 
recommended in the agreed upon enclosed lab+#ng text. Accordingly, the application i$ &ppio+ed . ,.“S. .,* ,*w .,,, ,,a_ 
effective on the date of thjs fcger. j /,_. .%. 

. ., >.* 

. 

The final printed labeling (FPL) must be identical-& the encjo+ed jal@ing (text for the package insert, 
text for the patient package”insert, immediate~con@@er and carton labels).’ ‘R;ia&ting th&Fibbluct with _.-1 -“,r*/l*l*.s~ i ‘>smh ?,/l .,%.*.a 
FPL that is not jtjentical to ihe aF@&i iabeling ‘t&t tiajl render the product rnisbr&ded at$@ i,_” *,i., .,,* ,,., $a 
unapproved new drug. 

Please submjt the copies of final printed labeling (FPL).electronically &&ding to the guidance for 
industry titled Provi&zg Regulatory Submissions~ip!_Electpcmic Format - NDA (January i’yg’!$ ” .. v-,6 >,, l**,c,,I -_,ml _ ,. 
Alternatively, you may submit.20 papeX: copies of the FPL ai soon as jt: js ,avail@$e but no more thm 30 -,.. .., . Y, I?# .(i .* *h ‘3 ,,., “, 
days after it is printed. l?!eg$&,jndividually mount ten of @he iopies on heavy-weight paper or similar L. ix.,.*‘~nryrr”& 
‘material. For administrative purposes, this submission should be designated’“FPL for approved NDA ” ” I ., ._l..l a.- .?hj ,I‘.,d,r.** 3.. . . ., ‘I~~y.~<&.w. ,-ST I.-,-+,+ms\~,. , ” 
2 l- 112.” Approval of th@ ,sgbrnj;sigG by FDA is not requirtid before the labeling is used. 
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W e  remind  you  o f your  pos tina rke tin g  study c o m m i tm e n ts in  your  facs imi le  t ransmiss i&& ~ & te d  
January  1 8 ,2 0 0 2 . These ,com m & n e n ts a re  l isted l ie low: “_ 1 .1  . . . . -*... ..L _ . -“.,,*~ iil’*+ .i < > , .*> <  ,,_ ., x _ _ , <  “_  _ )  ._ _ ,_ _  L , ;_ , ., I 

2 . T h e  App l i can t c o m m i ts to  pe r fo rm ing  de rma l .& rcinogenic i ty  tes tin g  o f th e  comb in@ ion  d rug  
p roduc t. 

In  add i tio n , th e  App l i can t wil l  p rov ide  to  th e  A g e n c y  th e  comp le te  study repor ts fo r  S tud ies  2 9  a n d  ,3 O  
as  soon  as  each-s tudy  is comp le te d , a n d  p rov ide  S a & $  U fid r&s  in  these  sub ;m issions. 

T h e  A g e n c y  reminds  th e  ‘App l i can t o fthe i r  c o m m i tm e n t to  p rov ide  a  fina l  repor t o n  th e  1 2  m o n $ h s  
s torage stabil i ty o f t ret inoin in  h u ti&  $ & I~  o n ’or  tie fo re  A u g u s t ‘2 6 0 2 : “ ’ .. .’ 

W e  a lso  acknow ledge  your  a g r e e m e n t b n  January  l& 2 0 0 2 , to  imp lemenr  changes  wi th in S ix m o n ths  to  
rev ise th e  con ta iner  a n d  car ton ,labe l . tg  sbqw ,[l j wh i te  space  b e & & n & e  i n & % iienlcs- Ii& g  a n d  th e  ,,,. ,__c II ;_ ,., I -_  
“S to r a g e ” cond i tio n  l ine; a n d  & j;tb e ’e&bds l i ed  n z u n e  wil l  b e  a t Ieas t ~ ~ ~ ~ ~ ~ ~ ~ e ~ ~ th e ~ t rade~a . ^ . ” ..“I, .,. ,~  

S u b m it c l in ical  p ro toc ,o ls$o  your  IND f&  th is  p r o d & %  S tiljm it r iot icl inical a n d  chemis try, 
m a n u fac tu r ing , & id  

~ .,. .‘A  .-/- .,.., I”;.,. 1 1 . , 
con trols p ro toco ls  an&a l l  L & K &  ‘f& l ~ e $ d r ts & ‘& h is m /K .’ In  a & iiG ioii,~  u n d e r  2 1  

C F R  3  1 4 .8  I (b)(2)(v i i )  a n d  3 ’1 4 .8  l(bj( i)@ i), you  G o u ld inc lude  a  status s u m m a r y  o f each  .- , .I ., .-. “,, ~  .*. , * “1 ,“, **, “, ,,tX I:“,,X ”. * a*  ,; 
c o m m i tm e n t in  your  annua l  repor t to  th is -m;b . “? & e  & & $ < m m a r y  shou ld  m & d e  expec te d  

, 

s u m m a r y  comp le tio n  a n d  fina l  repor t sub tiissioii d a tes , any  changes  in  p lans  s ince th e  I& t annua l  
repor t, a n d , fo r  cl in ical  studies, n tibe r  o f p a tie n ts e n te red  into” each  studjr.  A ll submiss ions , inc lud ing  
s u p p l e m e n ts, re la t ing to  these  pos tm a r k e tin g  study ct> m m itg e n &  m u s t b $ p r o m i n e n tly l abe led” _  
“P o s tm a r k e tin g  S tudy  P i;o t?bdo l  II, h P & & & ~ ~ i& g ~ fJ& d y  lii’l;,‘;la l  R & p o r t”, (j, ttpo iha rk&ng  

1  <  
S tudy  Cor respondence .” 

V a l idat ion o f th e  regu la tory  m e thods  has  n o t b e e n  comp le te +  A t th e  p resen t tim e , it is th e  pol icy o f 
th e , C e n ter  n o t t9  ~ j.j& o j$, approva l  b & c a u s e  th e  m ,& &  ,g e .h i@  G a l ida&d . N & e r ;th & % , w e  expec t 
your  con tin u e d  coope ra tio n  to  reso lve  any  p rob lems  th a t m a y  b e  iden tifie d . 

B e  adv ised  th a t, as  o f Apr i l  1 , 1 9 9 9 , al l  appl icat ions fo r  n e w ’ ac tive ingiedi$s,  r iew’- d & a g e  fo rms , n e w  
indicat ions,  n e w  rou tes  o f& r i$$gg tjp n , a n d  i iew dos ing  reg imins  a re  requ i red  to  con tq in  a n  x, 
assessmen t b f th e  sa fe ty a n d  e ffec tivet$ss ~ o f ihe  p r o d &  iti j$d&r ic  p a tie n ts un less  th is  r equ i remen t is 

wa ived  o r  d e fe r red  (63 . F &  4 _ 6 6 3 2 ) . W e  are  wa iv ing  th e  ped ia tric study requ i remen t fo r  th is  ac tio n  o n  
. 
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- _ 
this application as the necessary studies are impossibIe or highly impractical to conduct because the ^ ,, 
number of patients is too small. 

. -, .: _“_ - ,.__ ., $ .‘ 1 
._ 

In addition, pIease submit three copies of the introductory prom&onal niateritils that you propose to 
use for this product. AH proposed materials shdtild%e submilted in drati or mock-up form, not final 
print. ‘Please submit one copy to this DiCiision and two copies of both the promotiotial tiatkials and 
the package insert dir&y tdi 

,- ,. . _ 

Division of Drug Marketing, Advertising, @Ed Commtinications, FD-42 
Food and Drug Administration . 
5600 Fishers Lane 
RockvilIe, Maryland 20857 

Please submit one market package of the drug prOduct when it is available. ” 
i I- .‘, 

We remind you that you must comply with the reqtiirementi’ for an approved NDA &‘forth under .;, 
21 CFR 314.80 and 314.51. 

If you have any questions, please &l”Vi&%ia LGtiak, ProjitctMana&$t 301-8&2873. _ ., 

SincereIy, 

$eC appmdwl eiwtronic si~mture ptrgf?) I ., . . .: “,-“: 

Jonathan K. Wi[kin, M.D. Dirg;;& 

Division oiDem@ologic 82 Dental Drug Products 
Office of Dtig‘E$aiuatibh 3 
Center for Dug Evaluatioti ‘and Research 

Enclosure 
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