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R / DEPARTMENT OF-HEALTH & HUMAN SERVICES Public Health Service

§¢ o Food and Drug Administration

Rockville MD 2085

NDA 21-112

Hill Dermaceuticals, Inc. [- R)-21>0°
Attention: Jerry S. Roth,
President
2650 South Mellonville Ave.
Sanford, Florida 32773

Dear Mr. Roth:

Please refer to your new drug application (NDA) dated March 19, 1999, received March 22,

1999. submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for -

TRADENAME (fluocinolone acetonide, 0.01% / hydroquinone, 4% / tretinoin, 0.05%) Cream.s,
7 3

We acknowledge receipt of your submissions dated April 21, 29 (four), May 7, 10, 11, and 19.

June 4. and 23, August 19, and 27, September 9 (two), 13, 24, and 27, October 12, 25 (two).
and 28, November 4 and 8, December 16, 1999; and January 552000.

We have completed our review and find the information presented is inadequate, and the appli-
cation is not approvable under section 505(d) of the Act and 21 CFR 314. 125(b). The deficien-
cies may be summarized as follows:

Clinical/Statistical:

There is insufficient information to support the safety, efficacy, and contribution of each of the
three drug components of TRADENAME cream.

1. Because melasma is often a chronic condition, and because melasma may regress upon dis-
continuation of therapy with TRADENAME cream, the safety for long-term use should be as-
sessed (refer to the®*CH E1A Guidance Document for additional information).

2. A study with adequate sample size should be performed to determine the contact sensitiza-
tion potential of the TRADENAME cream.

3. Studies on systemic absorption and HPA axis function (adrenal suppression) should be pro-
vided to support the systemic safety of the TRADENAME cream.
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4. The contribution of each of the three drug components was assessed by comparing the
TRADENAME cream with each of three creams that each omitted a different active drug (the
three dyads). Superiority of TRADENAME cream over each of the three dyads has not been

established. Also, the TRADENAME cream appears to offer no compelling advantage over the
three dyads in local adverse events. '

Biopharmaceutics:

Data should be provided from in vivo studies to determine the systemic absorption and HPA axis
(adrenal) suppression for the proposed formulation.

Pharmacology/Toxicology: 3

T'he nonclinical information supplied was inadequate to support both the safety of the combina-
tion product and the proposed labeling. Mixtures may have emergent properties, properties not
shared by the individual components. Although some effects qf the individual components are
known. the long-term effects of the product on the skin and the effects of the product on repro-
ductive and developmental function are unknown. When assays appropriate for testing for de-
gradants are developed and applied, any new degradants arising from the interaction of the com-
ponents and present at > 0.1% of the concentration of the relevant active component(s) will need
to be qualified. To support approval of this product, the following should be conducted.

1. A chronic dermal application toxicology study in a nonrodent, preferably a minipig.

2. Reproductive and developmental toxicology studies of the combination product in the most
appropriate species.

3. Any new degradants present at > 0.1% of the concentration of the relevant active compo-
rent(s) will need tg. be qualified.

Chemistry: - ' , -

1. The drug substance information for hydroguinone does not contain information on the
manufacture, controls, packaging, and stability of this raw material. We acknowledge
receipt of this information as a Drug Master File on December 23, 1999. The information
is currently under review.



NDA 21-112
Page 3

(v ]

4

The finished product specifications should include a microscopic examination. The appear-

ance test is too subjective to assure that no phase separation has occurred and the product is
free of particles.

The finished product specifications should include a test for homogeneity (assay of the plll'od-
uct sampled from the top, middle and bottom of the tube).

a. The assay methods have not been shown to be stability indicating for the combination drug
product. The fluocinolone acetonide, hydroquinone and tretinoin and their degradation
products should be shown to not interfere in the assay methods. Without such validation,
we can not evaluate the results of your assay, the stability studies, and your proposed
expiration dating.

\

.'"-"',?.M

b. In addition, the _ «erm stability data are insufficient to support the proposed 4
—  expiration date. Additional data are required for the batches (Lot #5 981067,
98K073; 98K075) placed on stability. N

Please refer to the Guidance for Industry regarding the Container Closure Systems for Pack-
aging Human Drugs and Biologics. The description of the container/closure system should
include the following information:

a. A demonstration of the compatibility of the = ——— ﬁ
—_— with the finished product. To do this, we recommend that you conduct
_ ' sonthe it in contact with

the finished product.

b. The description of the cap, including the cap resin material, and drawings and specifica-
tions for the capsshould be submitted.

c. The composit—i;)n of the tube — . should be described. A DMF reference
may be appropriate. -

Within 10 days after the date of this letter, you are required to amend the application, notify
us of your intent to file an amendment, or follow one of your other options under 21 CFR
314.120. In the absence of any such action FDA may proceed to withdraw the application.
Any amendment should respond to all the deficiencies listed. We will not process a partial
reply as a major amendment nor will the review clock be reactivated until all deficiencies
have been addressed.
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Under 21 CFR 3 14.102(d) of the new drug regulations,
meeting or telephone conference with this Division to d
taken before the application may be approved.

you may request an informal
iscuss what further steps need to be

The drug product may not be legally marketed until you have been notified in writing that
the application is approved.

If you have any questions, call Victoria Lutwak, Project Manager, at (301) 827-2020.

Sincerely,

el

S

—

.‘ '
Jonat@ K. Wilkin, M.D.

Director

Division of Dermatologic and

Dental Drug Products

Office of Drug Evaluation V

Center for Drug Evaluation and Research

-
E 3
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cc: &

Archival NDA 21-112
HFD-540/Div. Files
HFD-540/Lutwak
HFD-540/Ko
HFD-540/Papas
HFD-540/Nostrandt
HFD-860/Lee
HFD-735/Freidlin
HFD-106/Riley
HFD-002/0RM
HFD-105/ADRA
HFD-830/DNDC Division Director
DISTRICT OFFICE

Concurrence:

HFD-540/Clinical TL/Walker
HFD-540/CHEM TL/DeCamp

HFD-540 PHARM TL/Jacobs
HFD-106"'MICRO TL/Cooney
HFD-880/BIOPHARM TL/Bashaw

HFD-725 BIOSTAT TL/Al-Osh
HFD-340/SUPV PROJ MGR/Kozma-Fornaro
Drafted by: vl/January 3, 2000

filename: NA letter-1-20-2000

NOT APPROVABLE (NA)

r
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NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST
NDA 21112  a/SE -

Drug TRI-LUMA

Applicant Hill Dermaceuticals

RPM__Victoria Lutwak Phone _310/827-2073

x505(b)(1)
0505(b)2)  Reference listed drug
OFast Track ORolling Review Review priority: xO S OP
Pivotal IND~——x< . — .
Application classifications: PDUFA Goal Dates: !
Chem Class Commbination Primary January 2572002
corticosteroid/depig. 'y
Agen/keratolytic -
Other (e.g., orphan, OTC) Secondary Lk

SR

A

Arrange package in the following order: Indicate N/A (not applicable),

X (completed), or add a

GENERAL INFORMATION: comment,

Ox User Fee Paid

O User Fee Waiver (attach waiver notification letter)
O User Fee Exemption

¢ User Fee Information:

¢ Action Letter xOAP O AE ONA

¢ Labeling & Labels
FDA revised lab&ling and reviews.....................occovveiivoiii
Original proposed labeling (package insert, patient package insert) .......... L)
Other labeling in class (most recent 3) or class labeling........................
Has DDMAC reviewed the labeling? ....................................
Immediate container and carton labels .....................cc.oveiiiiii,
Nomenclature review ..o

)

¢ Application Integrity Policy (AIP) O Applicant is on the AIP. This application (O is x[O is not on the
AIP.

Exception for review (Center Director’s memo)..............ccoeueeuveninnann...

OC Clearance for approval.................cooiiiiiiiiii e

Continu/e_q[i’
«/



¢ Status of advertising (if AP action) 0O Reviewed (for Subpart H — attach Ox Materials
review) . requested
in AP letter
¢ Post-marketing Cgmmitments

Agency request for Phase 4 Commitments........................................

Copy of Applicant’s commitments ..........................coovviiii

¢ Was Press Office notified of action (for approval action only)?.................. O Yes xONo

¢ Patent
Information [SOS(B)(1)] ..vovrininie i X

Patent Certification [SOS(B)(2)]... .. vvuiiniini e e

Copy of notification to patent holder [21 CFR 314.50 (i))(4)]........co.........

¢ Exclusivity Summary .............o.oooiiiii X

¢ Debarment Statement ............ooooeeiiii i X

¢ Financial Disclosure

¢ Minutes of MEetings ..............oeevuiiiniiiiiiiiiii e X Vol2

Date of EOP2 Meeting _No meeting
Date of pre NDA Meeting _No meeting

Date of pre-AP Safety Conference

¢ Advisory Committee Me€ting .................cceeuniiiiiniiiiiiniineieeieeaenenn. none

Date of MEEtING .....ouoviviiiiiii e

Questions considered by the committee ...................cccooveiiiiinininennn..

Minutes or 48-hg_ur alert or pertinent section of transcript ......................

¢ Federal Register Netices; DESI documents .........................ooeeiieinnnn..

CLINICAL INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment.

¢ Summary memoranda (e.g., Office Director’s memo, Division Director’s

memo, Group Leader’smemo) ...t N/A

¢ Clinical review(s) and memoranda ....................ccoiiiiiiiiiii i, X - -0%

Continued =

2



NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

-
NDA _21-112 o/ SE -

Drug TRI-LUMA Applicant _Hill Dermaceuticals

RPM__Victoria Lutwak Phone _310/827-2073

x505(b)(1)

[505(b)(2)  Reference listed drug h
OFast Track ORolling Review | Review priority: xOO S OP

Pivotal IND(s} ——

Application classifications: PDUFA Goal Dates: ‘
Chem Class Commbination Primary January 25¢2002
corticosteroid/depig. '
Agen/keratolytic ‘ v
Other (e.g., orphan, OTC) Secondary R
Arrange package in the following order: Indicate N/A (not applicable),
X (completed), or add a
GENERAL INFORMATION: comment.

¢ User Fee Information: [Jx User Fee Paid
O User Fee Waiver (attach waiver notification letter)
O User Fee Exemption

® Action Letter.. ..o, xOAP OO AE ONA
¢ Labeling & Labels )

FDA revised lab#ling and reViews................cccceeererereeseeeeeaaaneeeniii. X

Original proposed.labeling (package insert, patient package insert) .......... X July 2001

Other labeling in class (most recent 3) or class labeling........................ N/A

Has DDMAC reviewed the labeling? ............................. ... x0O Yes (include review) [ No

Immediate container and carton labels ......................cocoi X

Nomenclature reVIEW .........coiiiiiiiiiiiii e, X

¢ Application Integrity Policy (AIP) O Applicant is on the AIP. This application [0 is xOJ is not on the
AIP.

Exception for review (Center Director’s memo)............ccoeveveeneiniininn..

OC Clearance for approval..........c..oooiiiiiiiiiiiiii e,

Continued =

3



¢ Safety Update reVIewW(s) ..........cooouiiiiiiiiiii e X 1- -02

¢ Pediatric Information
x0O Waiver/pargigl waiver (Indicate location of rationale for waiver) O]
Deferred '
Pediatric Page.............cooooiiiiii X
O Pediatric Exclusivity requested? [ Denied [ Granted [J Not Applicable

¢ Statistical review(s) and memoranda ...................ooi X 12-19-01 &
, Addendum 1=, @
¢ Biopharmaceutical review(s) and memoranda............. e X 12-19-01 &
Addendum 1= %
¢ Abuse Liability review(s) ........ouirininiiii i NA
Recommendation for scheduling ...,
¢ Microbiology (efficacy) review(s) and memoranda ..................cccoenvnnen... NA
® DSTAUIS ..ot NA 1-10-02_
OClinical studies [ bioequivalence studies ........................c.oeevnen.. No issues ;
s
CMC INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment.
¢ CMCreview(s)and memoranda .............ccooveiiiiiiiiiieiiiieeeeene X 1-9-02
¢ Statistics review(s) and memoranda regarding dissolution and/or stability ...... NA
@ DM 1eVIEW(S) ..viniiiiii i e YUt Repied
¢ Environmental Assessment review/FONSI/Categorical exemption ............... X 1n RQoves
¢ Micro (validation of sterilization) review(s) and memoranda ...................... NA

¢ Facilities Inspectidn (include EES report)

Date completede—_current . Ox Acceptable [J Not Acceptable
& Methods VAABHON ....veevveeeeeeeeeeeeeeeeeee e, O Completed x Not Completed
PRECLINICAL PHARM/TOX INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment.
¢ Pharmy/Tox review(s) and memoranda .................ccoovviiiiiiiiiiiiiiieiinnnn. X 12-18-01
¢ Memo from DSI regarding GLP inspection (if any) ..............coooiiiiiiiiins NA

Continued =

%



¢ Statistical review(s) of carcinogenicity studies

.......................................

¢ CAC/ECAC report
[

........................................................................

APPEARS THIS way
ON ORIGINAL

re
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Eoraoor Ot | OMB No. 03106297
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION | USER FEE COVER SHEET

See Instructions on Reverse Side Before Completing This Form
PLICANT'S NAME AND ADDRESS ’

«+11 Dermaceuticals, Inc.

3. PRODUCT NAME

—

—
2650 South Mellonvalle Avenue 4. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPROVAL?
Sanford, FL 32773 IF YOUR RESPONSE IS *NO* AND THIS IS FOR A SUPPLEMENT, STOP HERE
7 AND SIGN THIS FORM.

IF RESPONSE IS 'YES', CHECK THE APPROPRIATE RESPONSE BELOW:

THE REQUIRED CUINICAL DATA ARE CONTAINED IN THE APPLICATION.
D THE REQUIRED CLINICAL DATA ARE SUBMITTED BY

REFERENCE TO
2. TELEPHONE NUMBER (/nciude Area Code) (APPLICATION NO. CONTAINING THE DATA).
(407 ) 323-1887
S. USER FEE 1.D. NUMBER 6. LICENSE NUMBER / NDA NUMBER
3673 17021112
7. IS THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.
[ ALARGE VOLUME PARENTERAL DRUG PRODUCT [ A s05(m)(2) APPLICATION THAT DOES NOT REQUIRE A FEE
APPROVED UNDER SECTION 505 OF THE FEDERAL (See item 7, reverse side before checking bex.)
FOOD, DRUG, AND COSMETIC ACT BEFORE 9/1/92 !
(SeX Expianatory) -
(] THE APPLICATION QUALIFIES FOR THE ORPHAN [ THE APPLICATION IS A PEDIATRIC SUPPLEMENT THAT -
EXCEPTION UNDER SECTION 736(s)(1)(E) of the Federal Food, QUALIFIES FOR THE EXCEPTION UNDER SECTION 736(a)(1)(F)
Drug, and Cosmetic Act the Federal Food, Drug, and Cosmetic Act Vi
(See item 7, reverse sice before checking bax.) (See item 7, reverse side before checking bax.) 4
[J THE APPLICATION IS SUBMITTED BY A STATE OR FEDERAL
GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED
COMMERCIALLY
(Se/ Explanatory)
FOR BIOLOGICAL PRODUCTS ONLY
[J wHOLE BLOOD OR BLOOD COMPONENT FOR [ A CRUDE ALLERGENIC EXTRACT PRODUCT
TRANSFUSION
[TJ AN APPLICATION FOR A BIOLOGICAL PRODUCT [ AN "IN VITRO® DIAGNOSTIC BIOLOGICAL PRODUCT
FOR FURTHER MANUFACTURING USE ONLY LICENSED UNDER SECTION 351 OF THE PHS ACT
D BOVINE BLOOD PRODUCT FOR TOPICAL
APPLICATION LICENSED BEFORE 9/1/82
8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? D YES E NO ' /JV
(See reverse sice X snswered YES) L

A completed form must be signed and accompany each new drug or blologlc product application and each new
supplement. If payment Is seffTby U.S. mall or courler, please include a copy of this completed form with payment.

Public reporting burden for this collection of information is estimated to average 30 minutes per response, including the time fo_r reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and compieting and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a person is not
Paperwork Reduction Project (0810-0287) required 1o respond 1o, a collection of information uniess it
Hubert H. Humphrey Building, Room 531-H displays a currently valid OMB control number.

200 Independence Avenue, S.W.
Washington, DC 20201

Piease DO NOT RETURN this form to this address.
A

JRE OF AUTHORIZED COMPANY REPRESENTATIVE DATE

5 " Paesivec 315/ 71

Comasd by Blomrasic Dosmmem: Serviens/USDHHS: (301) 60-343¢  EF

FORM FDA 3397 (5/98)
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noa ¢ 4/~ // 2~  pocusEnT 1D/LETTER DATE N-Dpc /M
: ETTIR DATE Z 4
APPLICANT NAME /11 @ermacw%/&z[s OC. fw?

PRONTCT NAME »  ———

SR SN ¢ Cobe b 1400 et s s g g s LirlT 4 inv

RS S s

)

¥COMPLETED

TRy

ABS

apreelod’ [

TN

2., ¥Y=Zs XNO CLINICAL DATA?

( [Check YBS if contains study repoXts or literature reports of what are .
explicitly or implicitly represented by the applicant to be adequate znd well-
concrofiec-trials ~ "Clinical.data do not-include data-used -to-modifyche
labelling to add a restriction that would improve the safe use of the d—uc
(e.g., to add an adverse reaction, contraindication or waramine to the i
labeling).]) . =

REF IF NO CLINICAL DATA IN SUBMISSION, INbICA‘IE IF CLINICAL
DATA ARE CROSS REFERENCED IN ANOTEER. SUBMISSION?

3. “¥RBS RDA BEING SFLIT FOR ADKINISTRATIVE CONVENTIENCE (OTEER TEAN
BUNRDLINC)? IF YES, list ALL NDA numbers, Treview divisions & indiczte those £f==
which application fees apply.

t

NOA & DIVISION N
N___ ‘FEE NO FEE
" /\ N_____ : FES No Fzo .
4. TES XO BUNDLING POLICY APPLIRD COBRECTLY? KO DATA ERTRY REQUIRED
N FOR RLEMERT '

(Check YES-if application is properly designated as one applicatioz or is
properly submitted as a supplement irnstead of zn original applicatiocn. Check
O i¢ applicaticn should be split into more thza= one application or submitted
‘as an original instead of a supplemeat. IF NO, list resulting NDA nu=bers, a=d
review divisions.] .

NDA & DIVISION gDA 4 . DIVISION
N
5. P S , PRIORITY OR STAMDARD? . Cm (//

SCSO  CONCO]

Cu. TBUTICN: ORIGINAL TO ARCEIVAL AFTER DATA ENTRY, ONE COPY EACHE ro_J
| DIVISION PILE.AND CDER, ASSOCIATE DIRECTOR FOR POLICY HFD-S




DEBARMENT CERTIFICATION (ITEM 16)

Pursuant to 21 lﬁC 335a(k)(1) the applicant. Hill Dermaceuticals. Inc.. in Sanford. FL did not

in connection with [this] application.”

3//7/77 L 7/}/“

Date Jerry R. Rot%

President
Hill Dermaceuticals, Inc.

and will not u_se‘in any capacity the services of any person debarred under subsections (a) or (b).

A i)

APPEARS THIS WAY
ON ORIGINAL

4]
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19 January 199¢-

Ms. Marianna Arsts

Hill Pharmaceuticals

2650 S. Mellonville Avenue
Sanford, FL

Dear Ms. Arsts:

— provides contract —— Jyour firm. This letter
certifies that our firm does not and will not use any person debarred according to the
Generic Drug Enforcement Act of 1992 (USFDA) which requires that all New Drug ,
Applications contain: -

R Y
"a certification that the applicant did not and will not use in any capacity the services!_E)f
any person debarred under subsection (a) or (b) [section 306 (a) or (b)), in connectici
with such applications.” '
Section 305(k)(1) of the act (21 U.S.C.335a(k)(1)).

We are committed to perform all testing in compliance with GLP/GMP requirements.
Although the majority of analyses we perform are of a non-routine nature, the
functionality of the lab is dictated, wherever possible, by SOP's.

—_— is routinely inspected by auditors from our clients. Our last FDA
inspection was in March, 1998. No 483's were issued as a result of that
inspection. Our FDA Registration Number is ————

Please feel free to contact me again if you need further information.

Sincerely, oA )

[

C -
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Steps Taken to Minimize Potential Bias
of the Clinical Study Resuits

Please be advised that the following steps were taken to minimize the potential
bias of the clinical study results in the clinical studies entitled: “Efficacy and
Safety of TRI-LUMA, in the Treatment of Patients with Melasma (Study 28A and
Study 28B).

First, thirteen different investigational sites with primary investigators and sub-
investigators participated in the trials. The investigators, sub-investigators, and
patients were blinded throughout the course of the study. The investigators and
sub-investigators did not dispense the investigational products. A third party was
assigned to the dispensing of the investigational materials. Each patient was
scored at the initiation of the study as to the severity of their disease. During the
course of the study, at each patient visit, the investigators and sub-investigators
remained blinded as they conducted the patient evaluation. Finally, the blind was
broken only after the study was fully completed. :

In our view, the design and conduct of the studies were sufficient to minimize the
potential bias of the clinical study results.

a"# July 10, 2001

Jer oth Date
Hill Bermaceuticals, Inc.

-
=
-

APPEARS THIS WAY
ON ORIGINAL
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MVLE @o02-004
DEPARTMENT OF HEALTH AND WUMAN SERVICES Farm Agproved: OV Ne. X000 100K
Public Hearth Barvies Ermtresan Dere: X0UOXXK
Feed and Drup Adminiewation

CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO 8K COMYLETED BY APPLICANT

With respect to all covared oiinical studies (or spacific cinieal studies listed below (it appropriste)l sub-
mitted in suppor®Bt this spplication, | eertity to one of the statements below as aopropriats. | understand
that this certification ls made in complisncs with 21 CFR part B4 and that for the purposes of this
statement, a clinical investigator includes the spouse snd sach dependent child of the investigator es
definad in 21 CFR 84.2(a).

| Pleare mark the applicabie checkbes, |
(1) As the sponeor of the submitted studies, | oertity that | have not
arengement with the listed olinical invastigators (enter names of clinicsl investigators beiow or
sttach list of nemes to this form) wheraby the valus of compensation to the investigstor could be
i aftacted Dy the outcome of the study as defined in 21 CFR 54.,2(a). | siso certify that esch listed

clinical investigstor required to discloss 1o the sponsor whether the investigator haa a proprietary
| interest in this product or & significant equity in the sponsor as

defined in 21 CFR 54.2(b) did not
‘ discloss any such Interests. | further certity that no lsted investigator was the recipient of
! significant payments of other sorts as defined in 21 CPR 54.2(1).

‘ i Neil Brody, MD
|

entered into sny financial

Joshua Wieder, MD
i . 1ly, MD -
\ A. Paul Kally o
! Helen Torok, MD '
(2} As the applicant who is submitting a study or studies spons

orad by a firm or party other than &
spplicant, | certify thet besed on Informstion obteined from the sponsor or from participating
clinioal investigators, the listed clinical investigstors (sttach list of names to this torm) did not
participats in any financiel srrangement with the

sponsor ot m coversd study whareby the velue
of compensation to the investigator for conducting the study could be affacted by the outcome

ot the study (as defined in 21 CPR B4.2(s)); had no proprietary interest in this product or
significant equity intarest in the sponsor of the covered study (ss defined In 21 CPR 54.2(b)); and
W8S not the recipient of significent peyments of other sorts las defined in 21 CPR 54.2(f).

As the applicent who is submitting 8 study or studies sponsored by & firm or perty other than the
epplicant, | certity thet | have ected with due diligence to obtain from the listed clinica!
investigators (attach list of names) or from the sponsoce the Informetion tequired uncer 54.4 and
it was not poasible o do 80. The resson why this information couid not be obtained is stteched.

NAME e
Jexzy Roth President
[ RAN TORSATIZATION
Hill Dermacegticals; Inc.
e, .
T CSRATORE
Z)L/57
VA /
Paperwack Redustion Ast Siatumani
AS agexy mxy am

waiid OMB ol sember. Public rupenting burdan for Gis Dapurunsst of Hoakls s Homm Service
Sallazsion of SlurmaNes |5 SOUSMNS % Sverage | bowr pay renpawss. Emivding UEe for toviswing ::m:‘.m
wdmnnlﬂqdﬂ—nld_wwu

Pesie DO NOT RETURN s form = this address.

N




15:42 202 756 8087 MWLE Qo003 004
VEPAR I MBNT Ur FIAL | N AND FUMAN Ssrvicas FOITR ABBroveE: DESS No. XITUX-XXXX
foo0 and Drug Aaministratien ' Beve: IR

L DISCLOSURE: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

o 70 25 COMPLETED BY APPLICANT

-
The following information concerning lsaac Will:::f_ , who par-

ticioated as a clinical investigstor in the submitted study Double-blind Comparative Study

of —

» 8 new Formulation, for the treatment of Now of
=—ri8 \aizbmmsd in accordancs with 21 CFR part

64. The named Individua! has participated/in financial arrangements or holds tinancial interests
that are required to be disciosed as follow

| Please mark the applicable checkbozes. |

any financial arrangement sntered Into between the sponsor of the covered study and the
clinice! investigator involved in the conduct of the covered study, whereby the vaiue of the

| compensation to the clinical investigator for conducting the study could be influsnced by
ll the eutcome of the study; ‘

any significant paymenta of other sorts made on or after February 2, 1999 from the lpéﬁ-
sor of the coverad study such as a grant to fund ongoing research, compensation n t’e
form of aquipment, retainer for ongoing consultation, or honeorarla; .

‘.
any proprietary interest in the product tested In the covered study heid by the clinica!
investigator;

| sny signifisant equity interest as defined in 21 CFR 54.2(b}, held by the clinical Invasti-
i\ getor in the sponsor of the covared study.

Details of the individual's disciosable financial arrangements and interests are attached, along

with s description of steps taken to minimize the potential bigs of clinical study resuits by any
of the disciosed arrangements or interests.

NAME TR
Jerry Roth President
ﬁm:oﬁmﬁm

B4l D‘mc_eu:icall. Inc.
SIONA

P,
[ L
Paperwork Rodustion Act Dessument

confuct or Spomeor. 3nd & PErIOR 5 RoL requised © respoad 10, & osllewion of infermation ewiess & dapleys o eurrently valid OMB

woutrsl mamber. Public reperting bundea for Sis cultecuion of Iformases is eimmiad © Iwags 4 hours per upsass, itshelmg me for reviewny
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0396

Public Heatth Service Expiration Date: 3/31/02
Food and Drug Administration

CERTIFICATION: FINANCIAL INTERESTS AND

ARRANGEMENTS OF CLINICAL INVESTIGATORS
B

TO BE COMPLETED BY APPLICANT

With respect to all"covered clinical studies (or specific clinical studies listed below (if appropriate)) submitted
in support of this application, | certify to one of the statements below as appropriate. | understand that this
certification is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical
investigator includes the spouse and each dependent child of the investigator as defined in 21 CFR 54.2(d).

L Please mark the applicable checkbox. I

(1) As the sponsor of the submitted studies, | certify that | have not entered into any financial
arrangement with the listed clinical investigators (enter names of clinical investigators below or attach
list of names to this form) whereby the value of compensation to the investigator could be affected by
the outcome of the study as defined in 21 CFR 54.2(a). | also certify that each listed clinical
investigator required to disclose to the sponsor whether the investigator had a proprietary interest in
this product or a significant equity in the sponsor as defined in 21 CFR 54.2(b) did not disclose any

( such interests. | further certify that no listed investigator was the recipient of significant payments of
other sorts as defined in 21 CFR 54.2(f). -

:‘L‘- "?”1

PLEASE SEE ATTACHED

Clinical Investigators

(2) As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, | certify that based on information obtained from the sponsor or from participating clinical
investigators, the listed clinical investigators (attach list of names to this form) did not participate in
any financial arrangement with the sponsor of a covered study whereby the value of compensation to

\ the investigator for conducting the study could be affected by the outcome of the study (as defined in
21 CFR 54.2(a)); had no proprietary interest in this product or significant equity interest in the sponsor
of the covered study (as defined in 21 CFR 54.2(b)); and was not the recipient of significant payments

! of other sorts (as defined in 21 CFR 54.2(f)).

(3) As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, | certify that | have acted with due diligence to obtain from the listed clinical investigators
(attach list of names) or from the sponsor the information required under 54.4 and it was not possible
to do so. The reason why this information could not be obtained is attached.

NAME TILE

Jerry S. Roth o President
[ FIRM/ORGANIZATION

Hill Dermaceuticals, Inc.

[ SIGNATURE DATE
W July 10, 2001

£/

v Paperwork Reduction Act Statement
An agency may not conduct or sponsor, and a person is not required to respond to, a collection of
information unless it displays a currently valid OMB control number. Public reporting burden for this m&;’gi‘;ﬁ:&ﬁ:ﬂmm Services
collection of information is estimated to average | hour per response, including ume for reviewing 5600 Fi Lane, Room 14C-03

instructions, searching existing data sources, gathering and maintaining the necessary dnu, and
completing and reviewing the collection of information. Send comments regarding this burden
estimate or any other aspect of this collection of information to the address to the nght:

Rockville, MD 20857

Cromnd by Elerwums Dususmon Serviss/USDHHS (301) 44)-2434 EF

FORM FDA 3454 (3/99)



Hill Dermaceuticals, Inc.
Sanford, FL 32773

e s,

NDA 21-112

LIST OF ALL INVESTIGATORS

Helen Mary Torok, MD.............................
-

Susan Taylor, MD.............ccooiiiiiiiiinnn,

Leslie Baumann, MD....................ccoovnan..
TerryJones, MD.........oooiiiiiiiiiiiiiian,

Joshua Wieder, MD.........ccooviiiiiiiiiiiiiinnn

Nicholas Lowe, MD................coooiiiviinnnn,
Michael Jarratt, MD............coiiviiiiae

Phoebe Rich, MD...............oocoiiiil.

HMT Dermatology Associates. Inc.
780 East Smith

Medina, OH 44256-2662

St. Luke’s-Roosevelt Hospital Center
Department of Dermatology

1090 Amsterdam Ave., Suite 11D
New York, NY 10025

.University of Miami

1295 Northwest 14" St., Suite K
Miami, FL 33125

.J & S Studies, Inc.

3201 University Dr. East, Suite 475
Bryan, TX 77802

100 UCLA Medical Plaza, Suite 730
Los Angeles, CA 90024

Clinical Research Specialists

2001 Santa Monica Bivd.,#490 West .

Santa Monica, CA 90404 ¥
DermResearch, Inc. f
8140 North Mopac, Bid 3 #120 A
Austin, TX 78759 T

Northwest Cutaneous Research
2222 NW Lovejoy, Suite 419
Portland, OR 97210

David Pariser, MD..........cccoooiiiiiiin, Virginia Clinical Research, Inc.

601 Medical Tower
Norfolk, VA 23507

Eduardo Tschen, MD....................ooeiin Academic Dermatology Associates

1203 Coal SE, Suite B
Albuquerque, NM 87106

Dale Martin, MD............cooooiiiiiiiiiiiien Skin Surgery Medical Group, Inc.

Alan Ment_er, MD...o oo
Jonathan \-A—-/_eiss, MD .................................
Stacy R. Smith, MD...............,

Howard [. Maibach, MD...............ccoooiiiee

Clinical Research Department

5222 Balboa Avenue, 6th floor

San Diego, CA 92117

Texas Dermatology Associates, PA
5310 Harvest Hill Rd., Suite 260
Dallas, TX 75230

Gwinnett Clinical Research Ctr., Inc.
2383 Pate St.

Snellville, GA 30078

Therapeutics Inc.

4180 La Jolla Village Dr., Suite #255
La Jolla, CA 92037

University of CA, San Francisco
Department of Dermatology

San Francisco, CA 94143-0989

Joseph Daddabbo, MD..................cciiiiniie Hill Top Research, Inc.

Main & Mill Streets
Miamiville, Ohio 45147

Bruce Miller, MD............ccocoiiiiiiiiiininnns Oregon Medical Research

9495 SW Locust St., Suite G
Portland, OR 97223-6683



_ Patent Submission Suggested Format
oe

form contains a format suggestion for submission of patent information for NDAs submitted under section 505 of the Federal
food, Drug. and Cosmetic Act. For more detailed information please referto 21 C.F.R. 314.53.

- Time Sensitive Patent Information

pursuant to 21 C.F.R. 314.53
for

NDA # 21-112

The following is provided in accordance with the Drug Price Competition and Patent Term Restoration Act of 1984

¢ Trade Name: —_—

e Active Ingredient(s): Fluocinolone Acetonide, Hydroquinone, Tretinoin

o Strength(s): Fluocinolone Acetonide (0.01%), Hydroquinone (4.0%), Tretinoin (0.05%)
o Dosage Form: topical cream preparation

¢ Approval Date: not yet approved

This section should be completed for each individual patent ‘

The applicant, Hill Laboratories, Inc.. declares that there are no patents (or patents nending) that cover the composition.‘;
formulation or method of‘use of T ~— DA 21-211. 7 ~—~——u nas been submitted fqr FDA approvaz—
"-

Expiration Date: 4.
pe of Patent — Indicate all that apply:
1. Drug Substance (Active Ingredient) Y N

2. Drug Product (Composition/Formulation) Y N
3. Method of Use Y N

if patent claims method(s) of use, please specify approved method(s) of use or method(s) of use for which approval is
being sought that are covered by patent:

Name of Patent Owner:

US. Agent (if patent owner or applicant does not reside or have place of business in the U.S.):

U.S. Patent Number:

Expiration Date: =

Type of Patent - Indicate I that a pply:

1. Orug Substance (Active lﬁgredient) Y N

2 Drug Product (Composition/Formulation) Y N
3. Method of Use Y N

Ptent claims method(s) of use, please specify approved method(s) of use or method(s) of use for which approval is
being Sought that are covered by patent:

Name of Patent Owner: ‘

* Agent (if Patent owner or applicant does not reside or have place of business in the U.S.):

Patent Number-

hhﬂon Date:




o
of Patent — Indicate all that apply:

Drug Substance (Active Ingredient) Y- N
Drug Product (Composition/Formulation) Y N
Method of Use _‘__Y ___N

tent claims method(s) of use, please specify approved method(s) of use or method(s) of use for which approval is
heing sought that are covered by patent:

e of Patent Owner:

.S. Agent (if patent owner or applicant does not reside or have place of business in the U.S.):

8. The following declaration statement is required if any of the above listed patents have
omposition/Formulation or Method of Use claims.

s format repeats to allow up to three patents. If there are additional patents, please copy and attach.

undersigned declares that the above stated United States Patent Number covers the composition,
jation and/or method of use of (name of drug product). This product is:

. currently approved under section 505 of the Federal Food, Drug, and Cosmetic Act:
OR '
. ) the subject of this application for which approval is being sought.

ORE e "1".

undersigned declares that the above stated United States Patent Number covers the composition,
ulation and/or method of use of (name of drug product). This product is:

. currently approved under section 505 of the Federal Food, Drug, and Cosmetic Act;
OR
. the subject of this application for which approval is being sought.

8 undersigned declares that the above stated United States Patent Number covers the composition,

lation and/or method of use of (name of drug product). This product is:
. currently approved under section 505 of the Federal Food, Drug, and Cosmetic Act;
OR
¢ — the subject of this application for which approval is being sought.

R;éario G. Ramirez / O
Oute: " /" PManck /999

;‘0 (Optional): Regulatory Affairs, Hill Laboratories, Inc.
one Number(Optipnal): (407) 323-1887

A“PV 9f the above information should be submitted to the NDA with the original application or as correspondence to
n G)dshpg NDA. For patents issued after the NDA is filed or approved, the applicant is required to submit the
tion within 30 days of the date of issuance of the patent.




PATENT AND EXCLUSIVITY INFORMATION (ITEM 13)

-

Patent Information (21 CFR 314.50(h) and 314.53(c)(3)}

1. Active Iﬁgredients: Fluocinolone Acetonide, Hydroquinone, Tretinoin

2. Strengths: Fluocinolone Acetonide 0.01%, Hydroquinone 4.0%, Tretinoin 0.05%
3. Trade Name: ————~

4, Dosage Form and
Route of Administration: topical cream preparation

5. Applicant Firm Name:

The applicant, Hill Dermaceuticals, Inc., is a corporate entity doing business in
the U.S. at 2650 S. Mellonville Avenue, Sanford, Florida 32746. K

6. Applicable Patent Number(s).

l'*'-‘ i ‘?"1

No relevant patents {21 CFR 315.53(c)(3)] - The applicant, Hill Dermaceuticals,
Inc., believes there are no patents which claim the drugs or the drug product or
which claim a method of using the drug product and with respect to which a claim
of patent infringement could reasonably be asserted if a person not licensed by the
dwner of the patent engaged in the manufacture, use, or sale of the drug product.

/o THarebo 1999 %GM

Date Rosario G. Ramirez
Regulatory Affairs
: : Hill Dermaceuticals, Inc.

Claimed Exclusivity [21 CFR 314.50 (j)] .

L. The applicant, Hill Dermaceuticals, Inc., claims three (3) years marketing
exclusivity upon approval of the drug product that is the subject of this new drug

application submitted pursuant to Section S05(b)(1) of the FD&C Act.




/07’(1/\4& /1997

v

The applicant makes reference to 21 USC 355 (c)(3)(D)(iii) in support of this

claim. -
-

Claimed Exclusivity - 21 USC 355 (c)(3)(D)(ii)

i

ii.

1ii.

New clinical investigations: The applicant certifies that to the best of its
knowledge the Phase III safety and efficacy clinical investigations included in
the application meet the definition of “new clinical investigation” set forth in

314.108 (a).

Essential to approval: The applicant is requesting 3 years of market

exclusivity for the product -, persuant to 21 USC

(c)(3)(D)(iii), based on the contained reports of new investigation, other than
bioavailability studies, sponsored by the applicant, that is essential to the

approval of this application. |

I"ﬁ’-' * ‘?"‘

Conducted or sponsored by: The applicant certifies that it was the sponsor
named in the Form FDA 1571 for Investigational New Drug Application
. ——— under which the new clinical investigation that are essential to

the approval of this application was conducted.

Date

- <
(i G Feoy
/ 4 ;

Rosario G. Ramirez

Regulatory Affairs
Hill Dermaceuticals, Inc.

rn

APPEARS THIS WAY
ON ORIGINAL



PAT_ENT AND EXCLUSIVITY INF ORMATION (ITEM 13)
-
Patent Information [21 CFR 314.50(h) and 314.53(c)(3))

l. Active Ingredients: Fluocinolone Acetonide, Hydroquinone, Tretinoin
2. Strengths: Fluocinolone Acetonide 0.01%, Hydroquinone 4.0%, Tretinoin 0.05%
3. Trade Name: TRI-LUMA

4. Dosage Form and
Route of Administration: topical cream preparation

5. Applicant Firm Name:

The applicant, Hill Dermaceuticals, Inc., is a corporate entity doing business in
the U.S. at 2650 S. Mellonville Avenue. Sanford. Florida 32746.

oL e I

6. Applicant Patent Number(s):

No relevant patents [21 CFR 315 :53(c)(3)] - The applicant, Hill Dermaceuticals,
Inc., believes there are no patents which claim the drugs or the drug product or
which claim a method of using the drug product and with respect to which a claim
of patent infringement could reasonably be asserted if a person not licensed by the
owner of the patent engaged in the manufacture, use, or sale of the drug product.

/% 200/ 6/?’*‘2{

Date Rosario G. Ramirez
. Director Regulatory Affairs
s : Hill Dermaceuticals, Inc.

Claimed Exclusivity [21 CFR 314.50(j))

1. The applicant, Hill Dermaceuticals, Inc., claims three (3) years marketing
exclusivity upon approval of the drug product that is the subject of this new drug
application submitted pursuant to Section 505(b)(1) of the FD&C Act.



2. The applicant makes reference to 21 USC 355 (c)(3XD)iii) in support of this
claim. -
-

Claimed Exclusivity — 21 USC 355 (e)}3)(D)(iii)

i New clinical investigations: The applicant certifies that to the best of its
knowledge the Phase III safety and efficacy clinical investigations
included in the application meet the definition of “new clinical
investigation” set forth in 314.1 08(a).

il Essential to approval: The applicant is requesting 3 years of market
exclusivity for the product TRI-LUMA cream, pursuant to 21 USC ‘

(c)(3)(D)(iii), based on the contained reports of new investigation, other -

hadias

than bioavailability studies, sponsored by the applicant, that is essential to

e

the approval of this application.
1ii. Conducted or sponsored b)}: The applicant certifies that it was the sponsor
named in the Form FDA 1571 for Investigational New Drug Application
~———— under which the new clinical investigation that are essential

to the approval of this application was conducted.

e v

Date Rosario G. Ramirez
Director Regulatory Affairs
Hill Dermaceuticals, Inc.

rn

APPEARS THIS WAY
ON ORIGINAL



EXCLUSIVITY SUMMARY for NDA # 21-112 SUPPL #

Trade Name TRI-LUMA: Generic Name _(fluocinolone acetonide,
0.01% / hydroquinone, 4% / tretinoin, 0.05%) Cream.

-
Applicant Name Hill Dermaceuticals HFD-540
Approval Date

PART I:

IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete
Parts II and III of this Exclusivity Summary only if you
answer "YES" to one or more of the following questions about
the submission.

a)

b)

d)

Is it an original NDA? YES/ x_ / NO / /

Is it an effectiveness supplement? YES / / NO /x A

If yes, what type(SEl, SE2, etc.)? }l
Did it require the review of clinical data other than tCJﬁ

support a safety claim or change in labeling related to
safety? (If it required review only of bioavailability
or bioequivalence data, answer "NO.")

YES / ®_/ NO /__ [/

If your answer is "no" because you believe the study is a
bioavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a bioavailability study,
including your reasons for disagreeing with any arguments
made by the applicant that the study was not simply a
biocavailability study.

-
[ 23

If it is aiéﬁpplement requiring the review of clinical
data but it is not an effectiveness supplement, describe
the change or claim that is supported by the clinical
data:

Did the applicant request exclusivity?

Page 1



YES /_x__ /NO /__/

If the~ answer to (d) is "yes," how many years of
exclu#vity did the applicant request?

Three years

e) Has pediatric exclusivity been granted for these Active
Moieties?

YES /__/ NO /_x__/

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. Has a product with the same active ingredient(s), dosage form;{
strength, route of administration, and dosing schedule !

previously been approved by FDA for the same use? (Rx to OTC):
Switches should be answered No - Please indicate as such). *
YES / / NO / x /
If yes, NDA # Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9.

3. Is this drug product or indication a DESI upgrade?

YES /__ / NO /_x__/

-
t 3

IF THE ANSWER TO QUESTION 3 Is "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9 (even if a study was required for the
upgrade) .

Page 2



PART II: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2, as appropriate)

[

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as the drug
under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates
or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex,
chelate, or clathrate) has not been approved. Answer "no" if
the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce
an already approved active moiety. -
YES /___/ NO /___/ Y
’_.
If "yes," identify the approved drug product(s) containing the}.
active moiety, and, if known, the NDA #(s). *

NDA #

NDA #

NDA #

2. Combination product.

If the product contains more than one active moiety (as
defined in Part II, #1), has FDA previously approved an
application under section 505 containing any one of the active
moieties in the drug product? If, for example, the
combination icontains one never-before-approved active moiety
and one previously approved active moiety, answer "yes." (An
active moief¥ that is marketed under an OTC monograph, but
that was never approved under an NDA, is considered not

previously approved.)
YES / _x__/ NO / /

Page 3



If "yes," identify the approved drug product(s) containing the
active moiety, .and, if known, the NDA #(s).

NDAs # lG%iE,17340,17522,17579,17955 Tretinion
19049,19963,20400,20404,20457

NDA # None, but it is in an OTC Hydroquinone
Monograph for a cream
skin-bleaching product

NDA # 12787,13960,15296,161061, Fluocinolone Acetonide
19452,20001

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. IF "YES," GO TO PART
III.

oty

thha gt

PART III: THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than biocavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant.”
This section should be completed only if the answer to PART II,
Question 1 or 2, was "yes."

1. Does the application contain reports of clinical
investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans
other than bicavailability studies.) If the application
contains clinical investigations only by virtue of a right of
reference to clinical investigations in another application,
answer "yes," then skip to question 3(a). If the answer to
3(a) is "yes" for any investigation referred to in another
application, do not complete remainder of summary for that
investigatidn. ‘

YES / _x_/ NO / /

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. A clinical investigation is "essential to the approval” if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the
investigation is not essential to the approval if 1) no

Page 4



clinical investigation is necessary to support the supplement
or application in light of previously approved applications
(i.e., information other than clinical trials, such as
bioavailability data, would be sufficient to provide a basis
for approval as an ANDA or 505(b) (2) application because of
what is already known about a previously approved product), or
2) there are published reports of studies (other than those
conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient
to support approval of the application, without reference to
the clinical investigation submitted in the application.

For the purposes of this section, studies comparing two
products with the same ingredient(s) are considered to be
bicavailability studies.

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the
applicant or available from some other source,
including the published literature) necessary to
support approval of the application or supplement?

AR !

YES /_x__/ NO /__/

If "no," state the basis for your conclusion that a
clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCK ON Page 9:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement that the publicly available
data would not independently support approval of the
application?

= : YES /___/ NO / x_ /

(1) If the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

YES /__/ NO /__/

If yes, explain:

Page 5



(2) .If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
indgpendently demonstrate the safety and effectiveness
of this drug product?

YES /___/ NO / x__/

If yes, explain:

(c) If the answers to (b) (1) and (b) (2) were both "no, "
identify the clinical investigations submitted in the
application that are essential to the approval:

Investigation #1, Study # Protocol 28A Efficacy & Safety
of TRILUMA in the treatment of Patients with Melasma of the
Face

Investigation #2, Study # Protocol 28B Efficacy & -
Safety of TRILUMA in the treatment of Patients with Melasma®
of the Face ‘
%
Investigation #3, Study # A

3. In addition to being essential, investigations must be "new"
to support exclusivity. The agency interprets "new clinical
investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not
duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a
previously approved drug product, i.e., does not redemonstrate
something the agency considers to have been demonstrated in an
already approved application.

(a) For each investigation identified as "essential to the
approval," has the investigation been relied on by the
agency *to demonstrate the effectiveness of a previously
approved drug product? (If the investigation was relied
on only to support the safety of a previously approved
drug, answer "no.")

Investigation #1 YES / / NO /_x_ /
Investigation #2 YES / / NO / x /
Investigation #3 YES / / NO / /

Page 6



If you have answered "yes" for one or more
investigations, identify each such investigation and the
NDA in which each was relied upon:

-
NDA # Study #
NDA # Study #
NDA # Study #

(b) " For each investigation identified as "essential to the
approval," does the investigation duplicate the results
of ‘another investigation that was relied on by the agency
to support the effectiveness of a previously approved
drug product?

Investigation #1 YES / / NO / x /
Investigation #2 YES / / NO / x_/
Investigation #3 YES / / NO / / i

b3
If you have answered "yes" for one or more ' 3
investigations, identify the NDA in which a similar a
investigation was relied on: -
NDA # Study #
NDA # Study #
NDA # Study #

(c) If the answers to 3(a) and 3(b) are no, identify each
"new" investigation in the application or supplement that
is essential to the approval (i.e., the investigations
listed in #2(c), less any that are not "new"):

Investigation #1 , Study # 28A

Investigation #2 , Study # 28B

Investfﬁatibn'#__, Study #

. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or
sponsored by the applicant. An investigation was "conducted
or sponsored by" the applicant if, before or during the
conduct of the investigation, 1) the applicant was the sponsor
of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided

Page 7



substantial support for the study. Ordinarily, substantial

support will mean providing 50 percent or more of the cost of
the study.

(a) For’%ach investigation identified in response to
question 3(c): if the investigation was carried out
under an IND, was the applicant identified on the FDA
1571 as the sponsor?

Investigation #1 !

— . .../ ! NO / /  Explain:

Investigation #2

NO / /  Explain:

ket

(b) For each investigation not carried out under an IND or
for which the applicant was not identified as the
sponsor, did the applicant certify that it or the
applicant's predecessor in interest provided
substantial support for the study?

Investigation #1

YES / / Explain NO / / Explain

-
=

Investigation #2

YES / / Explain NO / / Explain

Page 8



Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant
should not be credited with having "conducted or
sponsored" the study? (Purchased studies may not be
used as the basis for exclusivity. However, if all
rights to the drug are purchased (not just studies on
the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or
conducted by its predecessor in interest.)

YES / / NO /x_/
If yes, explain:
X
!_.
4
Victoria Lutwak 12-30-01
§Ignature of Preparer v Date
Title: Project Manager . ‘$9
) \!
v
/$/
Signature of OF dr Division Director Date

|

"

cc: -
Archival NDA
HFD~- /Division File

HED- /RPM
HFD-093/Mary Ann Holovac
HFD-104/PEDS/T.Crescenzi

Form OGD-011347
Revised 8/7/95; edited 8/8/95; revised 8/25/98, edited 3/6/00
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EXCLUSIVITY SUMMARY for NDA # 21-112 SUPPL #
Trade Name TRI-LUMA Generic Name _{(fluocinolone acetonide,
0.01% / hydngquinone, 4% / tretinoin, 0.05%) Cream.

Applicant Name Hill Dermaceuticals HFD-540
Approval Date

PART I:

IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete
Parts II and III of this Exclusivity Summary only if you
answer "YES" to one or more of the following questions about
the submission.

a)

b)

Is it an original NDA? YES/ x_ / NO /__/
Is it an effectiveness supplement? YES /__ / NO /x___/
If yes, what type(SEl, SE2, etc.)?

Did it require the review of clinical data other than to
support a safety claim or change in labeling related to

safety? (If it required review only of biocavailability
or bicequivalence data, answer "NO.")

el e

YES / x / NO /__/

If your answer is "no" because you believe the study is a
bicavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a biocavailability study,
including your reasons for disagreeing with any arguments
made by the applicant that the study was not simply a
bicavailability study.

If it_is a supplement requiring the review of clinical
data but it is not an effectiveness supplement, describe
the change or claim that is supported by the clinical
data:

d) Did the applicant request exclusivity?

Page 1



YES / x_ /NO / /
- -

If the answer to (d) is "yes," how many years of
exclusivity did the applicant request?

Three vyears

e) Has pediatric exclusivity been granted for these Active
Moietiesg?

YES /__/ NO / x__/

IF YOU HAVE ANSWERED "NO"™ TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. Has a product with the same active ingredient(s), dosage form,
strength, route of administration, and dosing schedule
previously been approved by FDA for the same use? (Rx to OTC)
Switches should be answered No - Please indicate as such).

ey o

YES /___/ NO / x_/

If yes, NDA # Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9.

3. Is this drug product or indication a DESI upgrade?

YES /__/ NO / x_/

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE

SIGNATURE BLOUKS ON Page 9 (even if a study was required for the
upgrade) . -
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PART II: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer eithlgr #1 or #2, as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as the drug
under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates
or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex,
chelate, or clathrate) has not been approved. Answer "no" if
the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce
an already approved active moiety.

YES /__/ NO /__/

e od

If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

NDA #
NDA #

NDA #

2. Combination product.

If the product contains more than one active moiety (as
defined in Part II, #1), has FDA previously approved an
application under section 505 containing any one of the active
moieties in the drug product? If, for example, the
combination contains one never-before-approved active moiety
and one pré¥viously approved active moiety, answer "yes." (An
active moiety that is marketed under an OTC monograph, but
that was néver ‘approved under an NDA, is considered not

previously approved.)
YES /_x__/ NO /_ /

Page 3



If "yes," identify the approved drug product (s) containing the
active moiety, and, if known, the NDA #(s).
-
NDAs # 16921,17340,17522,17579,17955 Tretinion
19049,19963,20400,20404,20457

NDA # None, but it is in an OTC Hydroquinone
Monograph for a cream
skin-bleaching product

NDA # 12787,13960,15296,16161, Fluocinolone Acetonide
19452,20001

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. IF "YES," GO TO PART
III.

PART III: THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than bioavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant."
This section should be completed only if the answer to PART II,
Question 1 or 2, was "yes."

1. Does the application contain reports of clinical
investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans
other than bioavailability studies.) 1If the application
contains clinical investigations only by virtue of a right of
reference to clinical investigations in another application,
answer "yes," then skip to question 3(a). If the answer to
3(a) is "yes" for any investigation referred to in another
application, do not complete remainder of summary for that
investigation.

-— . YES /_ x / NO /_ /
IF "NO,"™ GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.
2. A clinical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the

investigation is not essential to the approval if 1) no

Page 4
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clinical investigation is necessary to support the supplement
or application in light of previously approved applications
(i.e., ingprmation other than clinical trials, such as
biocavailability data, would be sufficient to provide a basis
for approval as an ANDA or 505 (b) (2) application because of
what is already known about a previously approved product), or
2) there are published reports of studies (other than those
conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient
to support approval of the application, without reference to
the clinical investigation submitted in the application.

For the purposes of this section, studies comparing two
products with the same ingredient(s) are considered to be
bicavailability studies.

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the '
applicant or available from some other source,
including the published literature) necessary to
support approval of the application or supplement?

FOlt K

YES /_x__/ NO /  /

If "no," state the basis for your conclusion that a
clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCK ON Page 9:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement that the publicly available
data would not independently support approval of the
application?

YES /___/ NO / x_/

(1) JLf the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

YES / __/ NO/ [/

If yes, explain:
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(2) If the answer to 2(b) is "no," are you aware of
pubtished studies not conducted or sponsored by the
apsticant or other publicly available data that could
independently demonstrate the safety and effectiveness
of this drug product?

YES /__ / NO / x__ /
If yes, explain:
(c) If the answers to (b) (1) and (b) (2) were both "no, "

identify the clinical investigations submitted in the
application that are essential to the approval:

Investigation #1, Study # Protocol 28A Efficacy & Safety
of TRILUMA in the treatment of Patients with Melasma of the
Face

Investigation #2, Study # Protocol 28B Efficacy &
Safety of TRILUMA in the treatment of Patients with Melasma
of the Face

Investigation #3, Study #

3. In addition to being essential, investigations must be "new"
Lo support exclusivity. The agency interprets "new clinical
investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not
duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a
previously approved drug product, i.e., does not redemonstrate
something the agency considers to have been demonstrated in an
already approved application.

(a) For each investigation identified as "essential to the
approval, " has the investigation been relied on by the
agency to demonstrate the effectiveness of a previously
approved drug product? (If the investigation was relied
on only to support the safety of a previously approved
drug, answer "no.")

Investigation #1 YES / / NO / x_ /
Investigation #2 YES / / NO / x_/
Investigation #3 YES / / NO / /

Page 6
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If you have answered "yes" for one or more
investigations, identify each such investigation and the
NDA gp which each was relied upon:

NDA # Study #
NDA # Study #
NDA # Study #

(b) For each investigation identified as "essential to the
approval," does the investigation duplicate the results
of another investigation that was relied on by the agency
to support the effectiveness of a previously approved
drug product?

Investigation #1 YES / / NO / x_/
Investigation #2 YES / / NO / x__/
Investigation #3 YES / / NO / /

If you have answered "yes" for one or more
investigations, identify the NDA in which a similar
investigation was relied on:

Ottt

NDA # Study #
NDA # Study #
NDA # Study #

(c) If the answers to 3(a) and 3(b) are no, identify each
"new" investigation in the application or supplement that
is essential to the approval (i.e., the investigations

listed in #2(c), less any that are not "new"):
Investigation #1__, Study # 28A
Investigation #2_ , Study # 28B
InvegE}ga;iqn #__, Study #

. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or
sponsored by the applicant. An investigation was "conducted
or sponsored by" the applicant if, before or during the
conduct of the investigation, 1) the applicant was the sponsor
of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided
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substantial support for the study. Ordinarily, substantial

support wilkl mean providing 50 percent or more of the cost of
the study e

(a) For each investigation identified in response to
question 3(c): if the investigation was carried out
under an IND, was the applicant identified on the FDA
1571 as the sponsor?

Investigation #1 !

— NO / / Explain:

Investigation #2

———

NO / / Explain:

t— e tem e = e— 4

(b) For each investigation not carried out under an IND or
for which the applicant was not identified as the
sponsor, did the applicant certify that it or the
applicant's predecessor in interest provided
substantial support for the study?

Investigation #1

YES / / Explain NO / / Explain

-
B

L

e P S U

Invéstigation #2

YES / / Explain NO / / Explain

= b= s tem bem s

Page 8
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(c) ngaithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant
should not be credited with having "conducted or
sponsored" the study? (Purchased studies may not be

used as the basis for exclusivity.

However, if all

rights to the drug are purchased (not just studies on
the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or
conducted by its predecessor in interest.)

Victoria Lutwak

YES / _/ NO /x_/
If yes, explain:
12-30-01
Signature of Preparer Date
Title: Project Manager
Signature of Office or Division Director Date

-
t

CcC: ]
Archival NDA ™
HFD- /Division File

HFD- /RPM
HFD-093/Mary Ann Holovac
HFD-104/PEDS/T.Crescenzi

Form OGD-011347

Revised 8/7/95; edited 8/8/95; revised 8/25/98, edited 3/6/00
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Jonathan Wilkin
1/18/02 05:09:02 PM
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- Justification for Full Waiver of Pediatric Use Information

&

(1)  The proposed drug product ——~-— 15 designed to treat
hyperpigmentation of the chloasmic or melasmic types that occurs only in sexually
mature females (viz., after use of oral contraceptives, surgical manipulation of the mature
gonads, and in peri-menopausal females). In very rare instances, this condition may be
seen in the adult male who has a very strong family history of this disorder. However,
this form of hyperpigmentation is rare in males.

2) It is rare to find precocious puberty in females in the population and
exceedingly rare to find one whose hormonal status has been altered by the above factors.
Therefore, even in rare cases of precocious puberty, one will not find the pigmentary
disorders described above. Thus, an available population of pediatric and adolescent
individuals with this disorder is virtually impossible to find.

3) There are no other know hyperpigmentary disorders that can be found in -
the pediatric and adolescent populations for comparative study of this proposed drug
product. - ——

ket U

Please let us know if you need any additional information to support the full
waiver of pediatric use information for — for the treatment of
hyperpigmentation of the chloasmic or melasmic types.

APPEARS THIS WAY
. ONORIGINAL



Request for Full Waiver of Pediatric Use Information

-

Pursuant to 21 CFR 314.55(c)(1) and (2), Hill Dermaceuticals, Inc., hereby requests a full
waiver of pediatric use information requirements for the product *

Hill Dermaceuticals hereby certifies that:

l. The product does not represent a meaningful therapeutic benefit for
pediatric patents over existing treatments and is not likely to be used in a
substantial number of pediatric patients because Cutaneous Melanosis
does not affect the pediatric population; and

2. Necessary studies are impossible or highly impracticable because the

number of adolescent patients (ages 12 — 16) suffering from Cutaneous
Melanosis is extremely small and geographically dispersed.

3/)1/95

Jerry Ro\/ Date

Hill Dermaceuticals, Inc.

ORL 2 W
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PEDIATRIC PAGE

{Complete for aft ariginat spplications and afl efficacy supplements)

-
NOAREA # 21~ 12 Supplement § _ &— Circle one: SE1 SE2 SE3 SE4 SES SES
Fluo(in ore acent Ol 9 ANOLYUL | PorS, 4%
HFD 4>  Trade (generic) namefdosage form: = Q> ¢ 4 m‘))ﬁr:ﬁ[t: go hb Attion: AP’ A m

Appiicant (|| QovrnacooliTeclly  Toc  Therapautic ClassCombyig Fo (’bz'r.;'os e Jdeps age v/
K& g O\ v <

Indication{s} previously approved

Pediatric labefing qf approved indication(s) is adequate ___ inadequate L~

Indication in this application [RLTenT DF C(UTH RS MO\GADSLS go\ Sl bper T €7 -
(For supplements, answer the fallowing questians in relation to the proposed indication.)

J)a 1. PEDIATRIC LABELING IS ADEQUATE. Appropriate information has been submitted in this or previous ‘
applications and has been adequately summarized in the labeling to permit satisfactory labafing for all pecﬁamc!'
subgroups. Further mformation is not required. f
f) _f: 2 PEDIATRIC STUDIES ARE NEEDED. There s potaential for use in children, and further information is reqmrud'fu
permit adequate labeling for this use.
ul
___a A new dosing foufatlon is needed, and applicant has agreed to provide the appropriate farmulation.

b. The applicant has committed ta doing such studies as will be required.

—_ {1) Studies are ongoing,

__ (2} Protocols were submitted and approved.

___. {3) Protacols were submitted and are under review.

—_ (4) 1 no protocol has been submitted, explain the status of discussions on the back of this form.

c. if the spansor is not willing to da pediatric studies, attach copies of FDA's written request that such
studies be done and of the sponsor's written respanse to that request.

\ 3. PEDIATRIC STUDIES ARE NOT NEEDED. The druglbiolegic product has little potential for use in children.
Explain, on the bck of this-form, why pediatric studies are not nesded. Fn S Dama cgé\ s ki~

Ih adellks N
4, EXPLAIN. If nore o( the above apply, explain, as necessary, on the back of this form. ,f' e "';“ 5

hdd-sv-u\. d"!é
't occ.u‘- o

Cwe sb“‘ l"! /‘J &\V

'EXPLAIN, AS NECESSARY. ANY OF THE FOREGOING ITEMS ON THE BACK OF THIS FORM.

Signature of Preparer and Title (PM, CSO, MO, other) Uate be 340, J
® . AN SIVJcrs
cc:  Orig NDA/PLA # Q ‘_l | Z’,_ / /‘)/ D on
HFR -SY D [Div File . . ~ ){ 1[00 ) )
NOAIPLA Action Package v ¢ ' cod-
HFD-510/GTroendle (plus, for COER APs and AEs, copy of action letter and labeling) fo ““t/ A

. ey
NOTE: A new Pediatric Page must ha completed at the time of each action even though one was :
prepared at the time of the last action.

-



Pediatric Page Printout Page 1 of 1
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PEDIATRIC PAGE (Complete for all original application and all efficacy supplements)

-

NDA Number: " 021112  Trade Name: TRI-LUMA CREAM

Supplement Number: 000 Generic Name: FLUOCINOLONE ACETONIDE/HYDROQUINONE/TRET
Supplement Type: V N Dosage Form:

Regulatory Action: NA

COMIS Indication: TREATMENT OF INDIVIDUALS WITH CUTANEOUS MELANOSIS
Original NDA Action Date: 1/21/00 '

Indication # 1 For the short-term treatment of moderate to severe melasma of the face.
Comments (if any): full waiver

Ranges for This Indication

Lower Range Upper Range Status Date
Adult Aduit Waived

Comments: There are too few children with this condition to study.

This page was last edited on 1/18/02

Signature Date

Ay od

APPEARS THIS WAY
= ONORIGINAL

http://cdsodedserv2/peds/pedsview.asp?Source=Peds&Document_id=1961491 1/18/02



Page 1 of |

Lutwak, Victoria L

To: DRTL-CORP (E-mail)

Cc: Victoria L Lutwak (E-mail)
Subject: a change neede-’a in comis

For NDA 21-112and - ——  {if needed), pleasemake the following change:

e ———

COMIS Indication : Treatment of individuals with cutaneous ' \/
Please change from -—=——  to melasma. S
< ———
Thank you.
Vickey Lutwak

ol e

Lutwak, Victoria L

From: Smith, Jacquelyn*

Sent:  Monday, January 14, 2002 7:37 AM
To: Lutwak, Victoria L; CDER-DRTL-CORP
Subject: RE: a change needed in comis

Vickey,
Updates have been completed

Thank You,
Jackie

"
i
:
o
=.
Q
3
]
3
g
Q
®
:
i

From: Lutwak, Victoria L
-— s Sent: Saturday, January 12, 2002 12:37 PM
_ To: CDER-DRTL-CORP
Cc: Lutwak, Victoria L
Subject: a change needed in comis

For NDA 21-112 and —-

COMIS Indication : Treatment of individua
Please change from  ___

Thank you.
Vickey Lutwak

1/12/02
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PEDIATRIC PAGE
(Complete for all APPROVED original applications and efficacy supplements)

“"DA/BLA # : NDA 21-112 . Supplement Type (e.g. SES): Supplement Number:

.«amp Date:_July 25, 2001 Action Date:____January 18, 2002

g
HFD_540 _ Trade and generic names/dosage form TRI-LUMA (fluocinolone acetonide ,
0.01% / hydroquinone, 4% / tretinoin, 0.05%) Cream.
Applicant: _Hill Dermaceuticals Therapeutic Class: _combination corticosteroid/depig. Agent/keratolyic

Indication(s) previously approved: none

Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.

Number of indications for this application(s):__1

Indication #1: for the short-term treatment of moderate to severe
melasma of the face, in the presence of measures for sun avoidance,
including the use of sunscreens.

Is there a full waiver for this indication (check one)?

Qv Yes: Please proceed to Section A.

’V“... . ul "14, -

O No: Please check all that apply: Partial Waiver Deferred Completed
NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and complete as necessary.

<tion A: Fully Waived Studies

Reason(s) for full waiver:

Q Products in this class for this indication have been studied/labeled for pediatric population
QO Disease/condition does not exist in children

O v Too few children with disease to study

() There are safety concerns

Q Other:

If studies are fully waived, then peaiatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Age/weight range being partially waived:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for partial waiver:

() Products in this class for this indication have been studied/labeled for pediatric population
Q) Disease/condition does not exist in children
Q Too few children with disease to study



NDA 21-112
Page 2

{ There are safety concerns
Q  Aduit studies ready for approval
O Formulation needed ~
[ 2
O Other:

If studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS.

Section C: Deferred Studies

Age/weight range being deferred:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for deferral:
Products in this class for this indication have been studied/labeled for pediatric population

Disease/condition does not exist in children
Too few children with disease to study

."“.‘I L] "0 "‘l" -

There are safety concerns
Adult studies ready for approval

oooooo

Formulation needed
Other:

Date studies are due (mm/dd/yy):

If studlies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section D: Completed Studies

Age/weight range of completed studies:

Min kg mo. yr. Tanner Stage
Max kg ; mo. yr. Tanner Stage
Comments: -

If there are additional indications, please proceed to Attachment A. Otherwise, this Pediatric Page is complete and should be entered

into DFS.

This page was completed by:
Victoria Lutwak
Yoo appesded Clectronic sienatire page!

Regulatory Project Manager
DD sign off on 1-18-02 DFS 1-18-02
cc: NDA



NDA 21-112
Page 3

HFD-960/ Terrie Crescenzi
(revised 1-18-02)

FOR QUESTIONS ON Cg_MPLETING THIS FORM CONTACT, PEDIATRIC TEAM, HFD-960
301-594-7337

APPEARS THIS WAY
ON ORIGINAL
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NDA 21-112
Page 4

- ' Attachment A

(This attachment 1s to be completed for those applications with multiple indications only.)
-

Indication #2:

Is there a full waiver for this indication (check one)?

Q) Yes: Please proceed to Section A.

O No: Please check all that apply: Partial Waiver Deferred Completed
NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and complete as necessary.

Section A: Fully Waived Studies

Reason(s) for full waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

._.“'_. . ‘f‘v‘

Too few children with disease to study
There are safety concerns
Other:

o000

y studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Age/weight range being partially waived:

Min kg mo. yr. Tanner Stage
Max kg : mo, yr. Tanner Stage

-
E

Reason(s) for partial waive_r:_

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

oooo00o

““tudies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
plete and should be entered into DFS.




NDA 21-112
Page 5

L4

Section C: Deferred Studies

Age/weight range being deferred:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for deferral:
Products in this class for this indication have been studied/labeled for pediatric population

Disease/condition does not exist in children
Too few children with disease to study

There are safety concerns

Adult studies ready for approval
Formulation needed

Other:

oy

ooo0o000o0
;'h‘-"""?’""

Date studies are due (mm/dd/yy):

‘udies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section D: Completed Studies

Age/weight range of completed studies:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage
Comments:

-
E

If there are additional indicationﬁleasé copy the fields above and complete pediatric information as directed. If there are no
other indications, this Pediatric Page is complete and should be entered into DFS.

This page was completed by:

JSvee uppended clectronic signature page/

Regulatory Project Manager

~~: NDA
HFD-960/ Terrie Crescenzi
(revised 1-18-02)



NDA 21-112
Page 6

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT, PEDIATRIC TEAM, HFD-960
1.594-7337 . :

-

&

APPEARS THIS WAY
ON ORIGINAL
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-
Request for Full Waiver of Pediatric Use Information

Pursuant to 21 CFR 314.55(c)(1) and (2), Hill Dermaceuticals, Inc., hereby

requests a full waiver of pediatric use information requirements for the product
TRI-LUMA.

Hill Dermaceuticals, Inc. hereby certifies that:

1. The product does not represent a meaningful therapeutic benefit for
pediatric patients over existing treatments and is not likely to be used
in a substantial number of pediatric patients because Melasma does
not affect the pediatric population: and

1

T e

2. Necessary studies are impossible or highly impracticable because the
number of adolescent patients (ages 12-16) suffering from Melasma is
extremely small and geographically dispersed.

07;% July 10, 2001

Jerry Rpth Date
Hill Défmaceuticals, Inc.

"

 APPEARS THIS WAY
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-

-
Justification for Full Waiver of Pediatric Use Information

(1)  The proposed drug product, TRI-LUMA, is designed to treat
hyperpigmentation of the chloasmic or melasmic types that occurs only in
sexually mature females (viz., after use of oral contraceptives, surgical
manipulation of the mature gonads, and in peri-menopausal females). In very
rare instances, this condition may be seen in the adult male who has a very
strong family history of this disorder.

(2)  ltis rare to find precocious puberty in females in the population and
exceedingly rare to find one whose hormonal status has been altered by the
above factors. Therefore, even in rare cases of precocious puberty, one will not '
find the pigmentary disorders described above. Thus, an available population of Y
pediatric and adolescent individuals with this disorder is virtually impossible to §~
find. ,

L 4

w

(3)  There are no other kndwn hyperpigmentary disorders that can be
found in the pediatric and adolescent populations for comparative study of this
proposed drug product, TRI-LUMA.

Please let us know if you need additional information to support the full
waiver of pediatric use information for TRI-LUMA for the treatment of
hyperpigmentation of the chloasmic or melasmic types.

"

~ APPEARS THIS WAY
ON ORIGINAL



HED-54¢

-/é DEPARTVENT OF HEALTH & HUMAN SERVICES ng

Food arz Z:.3 Aamunistration
Rockv:ie %'C 20857

A. Paul Kelly, M.D. _

Martin Luther King Jg Charles R. Drew Medical Center :

12021 South Wilmington Avenue MAR 29 2000

Los Angeles, California 90059

Dear Dr. Kelly:

Between December 6 and 16, 1999, Ms. Yumi J. Hiramine, representing the Food and Drug
Administration (FDA), met with you to review your conduct of a clinical study

(Protocol #24) of the investigational drug 7 == performed for Hill Dermaceutical, Inc.

This inspection is a part of FDA's Bioresearch Monitoring Program, which includes inspections
designed to validate clinical studies on which drug approval may be based and to assure that the
rights and welfare of the human subjects of those studies have been protected.

From our evaluation of the inspection report the documents submitted with that report and your ‘{
February 16, 2000, written response to the items listed on Form FDA 483, we conclude that you §
did not adhere to all pertinent federal regulations and/or good clinical investigational practices ;
governing your conduct of clinical investigations and the protection of human subjects. We note -
that at the conclusion of the inspection, Ms. Hiramine presented and discussed with you her
inspectional observations. The discussion included your failure to: 1) conduct the study in
accordance with the approved protocol in that nine subjects were enrolled in the study despite not
meeting the inclusion criteria of a moderate to severe hyperpigmentation; and 2) maintain

adequate records in that adverse events were not adequately reported in the case report form for
subjects # 5 #14 #31 #32 #83 and #114. We acknowledge your responses and your promise to
make corrections/changes in your procedures to ensure that the findings discussed above are not
repeated in any ongoing or future studies.

We appreciate the cooperation shown Investigator Hiramine during the inspection. Should you
have any questions or concerns about any aspect of the clinical testing of investigational drugs,
please contact me at (301) 594-1032.

:
Sincerely yours,
— -

" Antoine El-Hage, Ph.D. \
Branch Chief
Good Clinical Practices II, HFD-47
Division of Scientific Investigations
Office of Medical Policy
Center for Drug Evaluation and Research
7520 Standish Place
Rockville, MD 20855
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Dgar Dr. Torok:

Between November 5 and 26, 1999, Mr. Frederick M. Lochner, representing the Food and Drug
Administration (FDA), met with you to review your conduct of a clinical study (protocol #24)
of the investigational drug’ performed for Hill Dermaceutical, Inc. This inspection is
a part of FDA's Bioresearch Monitoring Program, which includes inspections designed to
validate clinical studies on which drug approval may be based and to assure that the rights and
welfare of the human subjects of those studies have been protected.

From our evaluation of the inspection report, the documents submitted with that report and your
January 3, 2000, written response to the items listed on Form FDA 483, we find several

1

departures from federal regulations and/or good clinical investigational practices governing your ¥
conduct of clinical investigations and the protection of human subjects. We note that at the '
conclusion of the inspection, Mr. Lochner presented and discussed with you inspectional

INIEA o o

observations. We acknowledge your response and we wish to emphasize the following:
1) You treated 12 subjects prior to study protocol approval and without an IND in effect.

2) You failed to conduct the study in accordance with the relevant protocol in that:

a) randomization of 17 subjects was not allocated in sequential order;

b) subjects #12, #13, #13, #17, #23 were purposefully allocated to the test medication;

c) subjects #35, #80, #85, #89, #83 #98 and #17 were enrolled despite not meeting the
inclusion criteria;

d) subjects #4 and #96 were enrolled in the long term phase of the study despite not
meeting the criteria of reaching an efficacy score of one at the end of the initial eight
weeks of treatment; and

e) not all photographs of lesions were taken for subjects #1, #8 # 11,# 14, #15, #16 and #44.

3) You failed to mainjain adequate drug accountability records to include the receipt,
distribution and return of study medication.

4) You failed to obtain [RB approval for the recruitment ads.

5) Inadequate consent process in that the consent form used in the study did not include:
a) a statement of the approximate number of subjects involved in the study; and
b) a statement of how the subject will be compensated preferably stating that payments to
subjects for participation in the study will be prorated and not contingent on completion
of the study, if available.



