
NDAZI-112 

Hill Dertiaceuticals, Inc. 
Attention: Rosario G,wirez, M.D. 
Director, Medical/Regulatory 
2650 South Mellonvilje Ave. 
Sanford, Florida 32773 

Dear Dr. Ramirez: 

Please refer to your new cjrug application (NDA) dated March 19, 1999, received March i2, 1999, 
submitted under sec3io.n $QS(b) of the Federal Fosd; Drug, and Cosmetic Act for TRI-L!$$A , 
(fluocinolone acetonide, 0.0 1% / hydroquinone, 4% / tretjno’in, 0.05%) Cream. _ j . 

We acknowledge receipt of your submissions dated August 16,2l(two), 22, September 4, 18, 19, 
26, October 25, Novembg 1 and 22, December IO, l&20, ZOOr”, JariuEitj;‘lO and 15,200i;‘atid 
facsimile transr@s,ion,s dated Z$ptember 17 and 20, and November 16 ari&22; 2001.; and 
January 18(two), 2002. ‘q&y subn&ion .of.July 20; 2001, dotistituted a complete response to our 
January 2 1,2000, action letter. 

This new drug application provides for the use sf ,TN-b,w ((fluocinolone acetonide, 0.01% / 
hydroquinone, 4% / tietinoin, 0.05%) Cream for the short-term trea@&n+,cfmodr.ate to.severe .* I/” L 1 il . . _^ ..,. .*, _,,a,.. ,,>.A , ,, 
melasma of the face, in the presence of measures for sun avo,ii+gGe, including the use of sunscreens. 

We have completed the review of this application, as amended, and have concluded that adequate 
information has &en presented to demonstrate &@ the @rug product is safe’and effecti,yg:fqr us,? as 
recommended in.the,+greed upon enclosed laberig‘text. Accordi@$ the &$licition is approved 
effective on the date of this, I$$~: _ ^ __ - . . . . .._ . . 1 . a^ 

The final printed labeling (FPL) must be identical to .$e en@psed,. l&&g (text for the package insert, 
text for the patient package insert, immediate container.@ >c~Y@ jll$sj.. Ma&etir$ thb protiuct with 
FPL&af is riot ide~~j~~l:~~“theappioved labeling text may render the product misbranded and an 
unapproved new drug. 

Please submit @e copies of final printed labeling (FPL)$ecfro@!l~ .fccoF$ng,to thy @dance for 
industry titled Providing ReguZizto~y’Sub~&!&n~ i@@-onic Format -‘ND;4 (January 1999). a . 11.” ^_ / -. “0 ,S/“,. -ix;, _, _‘,*^, ,w, a” 
Alternatively, you may submit 20 gaper copies of the FP;L as sponp$ jt is $@!al&but no more than 30 I (xd-/^ ,*.... ,e_*- ._,,.; , ,. 
days after it is printed. P!e,ase indiyidualfy mount ten of the copies on-hitivy-weight pap&r or similar 
material. Fpr adminis~~~~ye,~purposes, this submission sh,ou?d.~~.~esignated “FPL for approved NDA 
21-l 12.” Approval of this subrnj&&~ by FDA ishot required’before the labeling is yse$ 
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W e  rem ind  you  o f your  pos tm a r k e tin g  study c o m m i tm e n ts in  your  facs imi le  t ransmiss ions~dote d  . ,. 
January  1 8 ,2 0 0 2 . These  comrn i t rn.e~~,ayeI: isted be low :;, II. ,a /, 

1 . T h e  App l i can t c o m m i ts to  th e  col lect io,nof p regnancy  o u tcom e  d a ta  ar is ing from  th e  use  o f 
TR I -LUMA C r e a m  in  p regnancy , m o n i to r  h e  un in’te n d e d .u & g e  in  p regnancy , a n d  p rov ide  
measu res  h o w  th is  can  b e  reduced ...T h e  A fip l icant  will submi t ap ro toco l  f0 r”review.y 

P ro toco I S u b m ission: W ith in  3  m o n ths  o f th e  d a te  o f th is  letter ,” ~ 1  .,“.” _ <  “__ j_  ,i _ . j 

2 . T h e  App l i can t c o m m i ts to  pe r fo rm ing  de rma l  c&cinogenic i ty  tes tin g  o f th e  c o m b i n a $ o n  d rug  
p roduc t. 

P ro toco l  S u b m ission: 
S tudy  S ta r t: 
F ina l  Repo r t S u b m ission: 

W ith @  4  m ,o p ths  o f th e  d a te  @ “his letter , _ j  .( _ , /..,. ,‘_  , ._ _ ^  _ , j/ ,- 
W ith in  6  m o m &  o f th e  d & e  o f th e  approva l  o f th e  p ro toco l  -q .., ‘S .. .,,e l j  i.- ,III. _*  a .,, 
W ith in  1 2  m o n t&  a fte r  ihe  study co tip le tio n  

In  add i tio n , th e  A p p Iicant wi l 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 0  
as  soon  as  each  study is comp le te d , a n d  p rov ide  S a fk?, U p d a tes  in  these  & & -missions.  I’ 

T h e  A g e n c y  reminds  th e  App l i can t o f the i r  c o m m i tm e n t to  p rov ide  a  fina l  repo r t o fi th e  1 2  m o n ths  
s torage stabil i ty o f t ret inoin in  h u m .a n  p lasma  o n  o r  b e fo re  A u g & % ‘O 2 . 

W e  a lso  acknow ledge  your  a g r e e m e n t o n  January  1 8 ,2 0 0 2 , to  i m p l e m e n t changes  wi th in six m o n ths  to  
revise. the con ta iner  a n d  car ton labe l  to  show  (1)  wh i te  space  b e tween~ the ing& i i’e r &  Ii& $  g n d ’th e  
“S to rage” cond i tio n  l ine; a n d  (2)  th e  es tab l i shed  n & e  wil l  b e  a t Ieas tX ’ttie  s ize b f‘lhk < a d e tia t$ e . 

S u b m it c l in ical  p ro toco ls  to  your  IND fo r  th is  p roduc t. S u b m it nonc l in ica l  a n d  chemis tjr, 
m a n u fac tu r ing , a n d  con trols p ro tticois i& ill 

,_ , , ,, _  i _ \_  I /. 
s tudy A n a l  repo r ts &  t& % ^ m A .‘ % ; & % % tid n ,‘unde r  2 1  

C F R  3  1 4 .8  I(b)(2)(vi i )  a n d  3  1 4 .8  1  (b)(2)(vi i i ) ,  you  shou ld  inc lude a  status S u r n r n tiry o f each  
c o m m i tm e n t in  your  annua l  repo r t to  th is  N D A . T h e  status s u m m a r y  shou ld  inc lude expec te d  
s u m m a r y  comp le tio n  a n d  fina l  r epo ti submiss ion’d & e s ; @ changes  in  p lans  .G ince. the last annua l  
repo r t, a n d , fo r  c l in ical  studies, n u m b e r  o f p a tie n ts e n te red  into each  study. A ll submiss ions , inc lud ing  
s u p p l e m e n ts, re lat ing to  these  pos tm a r k e tir$, s tudy c o m m i tm e n ts m u s t b e  ~ ~ o m i n ~ ~ tly’r iabe led‘;’ _ I’ ’ 
“P o s tm a r k e tin g  S h d y  P & to c & ‘; ” ” ‘” ” P o s f& ~ i p & .g  & d $  F ina , Repo r t , o r  “.* _ ‘_ .. ,., _ j  .‘i.‘“..,~ ~ ..‘-“.“.ii p ;it;;;-+ i;f;*icg 

S tu d y  C o r r e s p o n d e n c e .” 
,,.:.. 

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 d . A t th e  p resen t tim e , it is th e  pol icy o f 
th e  C e n te r  n o t to  wi thho ld  approva l  because  th e  m e thods  a re  be ing  va l i d&&d : ‘& T & % e & s &  vt%  expe i ;t 
your  con tin u e d  coope ra tio n  to  reso lve  any  fir& lG rn ti th a t m a y  b e  iden tifie d . )_  

B e  adv ised  th a t, as  o f Apr i l  I, 1 9 9 9 , al l  appl icat ions fo r  n e w  ac tive ing red ien ts, n e w  d o s a g e  fo rms , n e w  0 , 
indicat ions,  n e w  rou tes  o f admin is t.ra tio n , a n d  n e w  dos ing  reg imens  a re  requ i red’to  c o n & n  a n  , 
assessmen t o f th e  sa fe ty a n d  e ffec t iveness o f th e  p roduc t in  ped ia tric p a tie n ts un less  th is  , requ i rement is 

wa ived  o r  d e fe r red  (63  F R  6 6 6 3 2 ) . W e  a re  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 _,,.L “. 
number of patients is too small. 

In addition, please submit three copies of the introductory promotional materials that you propose to 
use for this product. AI1 proposed materiaIs should be submitted in draft or mock-up form, not final 
print. Please submit one copy to this Division and two copies of both the promotional Materials and 
the package insert directIyto: ” ’ 

,. - 

Division of Drug Marketing, Advertising, and Communications, I-IFD-42 
Food and Drug Administration ’ 
5600 Fishers Lane 
‘Rockville, Maryland 20857 

Please submit one,market package of the drug product when it is availabIe. 

We remind you that you must comply with the requirements for an approved NDA set forth under 
21 CFR 314.80 and 314.U. _ 

If you have any questions, please call Victoria Lutwak, Project Manager, at 301-828-2073. 

Sincerely, 

Jonathan K. Wilkin, M.D. 
Director 
Division of Dermatologic & Dental Drug Products 
Office of Drug Evaluation ‘V ’ 
Center for Drug Evaluation and Research 

Enclosure 



f . 
‘ 

--.-l-.r----lurr---.-~-~~-..~-~.-~~. -~--+--.-+?=E?--- m-m~.-uu*+.~~~~~+mn 
This: is @ reprtderitation of .qn eiectronic~record”, t@, yv& signeb ‘electron&df$ and 
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\ ,<,’ “._. _._^ “” r 

--------------.------- 
Jonathan Wilkin 
l/18/02 06:24:25 PM . . 
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