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September 30, 2003

VIA FEDERAL EXPRESS EMAIL & FACSIMILE
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Dockets Management Branch
Food and Drug Administration
5630 Fishers Lane
Room 1061 (HFA-305)
Rockville, MD 20852
Re: Comments on ANDA Suitability Petition CP 2003P-0279

Request for a Change in Dosage Form from a Cream to a Topical Solution for
Fluocinolone Acetonide, Hydroquinone and Tretinoin

The Petition Should be Denied - Investigations Must Be Conducted To

Demonstrate The Safety And Effectlveness Of The Proposed Change In
Dosage Form

Dear Sir/Madam:

I am writing on behalf of our client, Hill Dermaceuticals, Inc., to provide comments on
the above referenced ANDA Suitability Petition requestiﬁg a change in dosage form ffofn a
cream to a topical solution for a topical combination product containing Fluocinolone Acetonide,
Hydroquinone and Tretinoin, 0.01%, 4% and 0.05% w/w, respectively. The approved reference
listed drug is Hill’s TRI-LUMA® Cream, NDA 21-112. The proposed change in d,(\)srag<eV form
raises some significant clinical safety and effectiveness issues that have not been addressed by

the Petitioner in the Suitability Petition. The Petition should be denied since investigations must
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be conducted to demonstrate the safety and effectiveness of the proposed change in dosage form.

The basis for Hill’s position is set forth below.

Background. TRI-LUMA® Cream is approved for the indication of short-term
treatment of moderate to severe melasma of the face, in the presence qf measures for sun
avoidance, including the use of sunscreens. As you know, melasma is a skin condition thatis
manifested by dark (hyper pigrnenfed) sﬁéts on the facial ‘;skin, especiélly on the chee:ks and

forehead. This condition usually happens with hormone changes.
Labeling Precautions Raise Issues About the Safety of a Topical Solution. The
current approved package insert and patient medication guide for TRI-LUMA® Cream contain

the following information in the PRECAUTIONS sections:

Application of TRI-LUMA® Cream should be kept aWay from the eyes, nose or

angles of the mouth because the mucosa is much more sensitive than the skinto

the irritant effect. If local irritation persists or becomes,severg, application of the
medication should mbc; discontinued and thehealth g%;;%provider cpnsulted.
Allergic contact dermatitis, blistering, crusting, and severe burning or s?velling of
the skin and irritation of the mucousmembranesoﬂhe eyes, nose and mouth

require medical attention.
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If the medication is applied excessively, marked redn’eszs, peeling or discomfort

may occur.

The proposed change in dosage form from a cream to a topical solution raises safety
issues that have not been addressed by the Petitioner. As the Agency well kﬁqws, the |
pharmaceutical characteristics of a topical solution dosage form include properties that affect the
fluidity and viscosity of the product and the ease of spreadability in comparison to a cream. It
will be much more difficult for a patient to control the application (;f a topical solution to the face
fo prevent it from coming into contact with the mucous membraries of the eyes, nose and mouth.
As noted in the PRECAUTIONS section of the Jabeling, contact of the drugs with the mucous

membranes of the eyes, nose and mouth can cause irritation and other adverse events, The
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Petitioner must conduct studies to demonstrate the safety of the topical solution dosage form.

The PRECAUTIONS section of the labeling also contains a statement that ifthe
medication is applied excessively, marked redness, peeling or discdnifort may occur. Given the
pharmaceutical properties of a topical solution, it will be much more difficult for a patient to

control the amount of medication in the topical solution dQSage form that is applied to the face.

This too can contribute to adverse effects. The Petitioner has not addressed this »?i%si,sqe in the
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Petition, nor has the Petitioner addressed the frequency of dosing to effect therapeutic
equivalence to the listed drug. Dosing frequency with a t;ipical solution with known irritants will

greatly affect adverse reactions.
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In addition, excipients commonly used as a vehicle in topical solutions contain materials =

that can be irritating such as PEG, alcohol and citric acid. The Petitioner has not identified the

excipients to be used in the proposed topical solution formulation. The Petitioner must con

safety trials to fully characterize the safety proﬂlé of the topical solution dosage form.
Based upon the above, the Petition should be denied since investigations must be

conducted to demonstrate the safety of the proposed change in dosage form.

The Change in Dosage Form to a Topical Sol,ut:ioni Has the Potential g‘g‘lﬁapact the

Pharm/Tox Profile of the Triple Combination

The Petitioner is proposing to change the dosage form to a topical solution; such a change
has the potential to impact the percutaneous absorption of each of the individual components.
The Petitioner must be required to conduct preclinical studies to demonstrate that the change in

dosage form has no impact on car¢inogenicity, mutagenicity and teratogenicity.

The Change in Dosage Form to a Topical Soluiign Has the Potential to Impact the

Safe and Effective Dose of Egggilngredieht of the Triple Combination

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

percutaneous absorption of each of the indiyi‘dugl‘qgmpohents. The Pétitionerﬂmuﬁstegi;c&mgp\sggtg \

that the change in dosage form does not have an impact on the safe or effective concentrationof

each ingredient in the combination. =
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The Petitioner Has Not Addressed How to Estabhsh the Bloequlvalence of the

Topical Solution Dosage Form to the Currently Approved Reference Llsted Drug, TRI-

LUMA® Cream

The Petitioner has failed to include any information in the,ﬁReht\iﬁpl;. on how to establish =
the bioequivalence of the topical solution dosage form to the currently appfove& reference listed ,
drug, TRI-LUMA® Cream, Given the proposed change in dosage form, a stﬁdy must be
conducted to characterize the percutaneous absorption of tretinoin, hydroqumone and
fluocinolone acetomde into the’systermc cu”culatlon‘ Whlle percutaneous absorption was very

minimal with TRI-LUMA® Cream, it is unknown with the change in dosage form.

Since the approved reference listed drug, TRI—LUMA@ Creare 1s intgnd@d/,fqg its local
effect, in order to establish the bj\oequivalence of a topical solution dosage form, a ét”udy with
clinical endpoints must be performed. Since the proposed change in dosage form could impact
the safety and effectiveness of the proposed product, the Petitioner should be required to
demonstrate the superiority of the proposed triple combination topica‘i solution against various
dyads in terms of efficacy at the eﬁd of 8 weéke, The preposed topicelﬁ selutio;l dosaée form
must also be of equal effectiveness in terms of change in’melasmé se?erity when compared to

treatment with the reference listed drug, TRI-LUMA® Cream, at the end of 8 weeks of

treatment. The proposed dosage form must also be studied in terms of effectiveness forthe =~~~

treatment of melasma after 8 weeks of use, as well as safety with use for longer than 8 weeks.
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The Petitioner Has Not Addressed Monitoring the Unintended Usage in Pregnancy

and Provide Measures on How This Can be Reduced =~

Since one of the ingredients in combination is tretinoin, which 1s a known ter@to geﬁ, the
Agency has required applicants to monitor the unintended usage of the drug in pregnancy and
provide measures on how unintended exposure to the drug during pregnancy can be reduced.

- The Petitioner has not addressed this matter and must be required to do.so.

In conclusion, the prop\osed change in ‘ddsag‘e form from a cream to a topical solution
raises some significant clinical safety and effectiveness issues that have not been addressed by
the Petitioner in the Suitability Petition. The Petition should be denied since investigations must

be conducted to demonstrate the safety and effectiveness of the proposed change in doéége form.

In addition, in any new drug application submitted for the proposed product, the
Petitioner must be required to (1) characterize the percutaneous absorption of tretinoin,

hydroquinone and fluocinolone acetonide into the systemic circulation; (2) demonstrate the

aRSa o b el

safety of the proposed dosage form; (3) demonstrate thgrsupen'ority/of the proposed triple

\\\\\\ ‘

combination topical solution against various dyads in terms of efficacy at the end of 8 weeks; (4)
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demonstrate equal effectiveness in terms of change in melasma severity when compared to
treatment with the reference listed drug, TRI-LUMA® Cream at the end of 8 weeks of treatment;
and (5) monitor the unintended usage of the drug in preglqéngy and provide measures on how

unintended exposure to the drug during pregnancy can be reduced.

If you have any questions or need any additional information, please contact me at (202)

238-7749.

Sincerely yours,

oy

David L. Rosen, R.Ph., J.D.

Enclosure: TRI-LUMA® Cream Package Insert and Approval Letter

cc: Jonathan K. Wilkin, M.D.
Director, Division of Dermatological and Dental Drug Products

Mr. Jerry Roth
President
Hill Dermaceuticals, Inc.
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PATIENT INFORMATION o . What shoutd I tell my dector hefore taking TRI-LUMA?
For External Use Only. ) zz\ for ojz.zm_ajm :,mm. 1t you us, ..ﬂn,nsu:(_. ~=_=x.<;.wmwmﬁ,r~m\u\=»=_* En_. @;-.m nm\nms,i or w.u ==_u__i m: _a»_n__.ﬂs_\_ me_a da
TRI-LUMA™ Cream for. Your doctor will decide with you whether the benefils in using TRI-LUMA Cream will be greater tha

{fluncinolone acetonide 0.01%, hydraguinone 4%, tretinoin 0.05%j

Read this infarmation carefully before you begin treatmenl. Read the 583.@3 you get s_.e_ms_,“_ac
get more madicin. There may be new Enformation. This information does nol take the place of talking

with your doctor about your medical condition_of your treatment. If ou have any' questions about

TRI-LUMA (1ry-LOOM-ah), ask your doctar. Only your dactor ¢aii determine :va_.ﬂE_s?_m right for you.

What is the mast important information | should know atout TRI-LUMA Cream? *

e et i TR ESA B BT AT B A S B 1 3

-« Gently wash yaur face with a mild cleanser. Don't use a wash cloth to apply the cleanser, fust yo

Use of TRI-LUMA Cream in pregnant womer may earry the chance of having birth defects in the baby,
Telf your doclor if you are pregnant, may be pregnanl, or plan to becomia pregnant. Your doclor will talk

with you about the beneflks and risks of using TRI-LUMA during pregnaricy to help decid if the benafits

for you are greater than the risks, Yo iy decide to defay treatment until after your baby is born.
If you becoma pregndnt while faking TRI-LUMA Cream, tell your doctor right away. You should dis-

cuss the changes that your baby may be harmed. Using TRI-LUMA Creafn mmaz in pregnanty may be more

likely to praduce birth defects than using it later In pregnancy.

What is TRI-LUMA Cream?

TRI-LUMA {try-LOOM-ah) Cream is a medicing with three active components. You put TR(-LUMA Cream
on yous face to tréal a skin condition called melasma, Melasiia GoniSists of dark (hyperpigmented) spots
on facial skin, especially on the chesks and forehead. This condltion Usiiatly happens with hofmone
changes, X 5 CONCUICN, Aoaty Tappatls Wi annen

TRILUMA Cream Is for SHORT-TERM (up te 8 weeks) {reatment of amnﬂaﬁa severe mefasma af Bm

face. it is NOT FOR LONG-TERM (more than 8 weeks) or maintenance (continiious) treatment of melas-
ma. Milder forms of melasma may not need traatment with medicine. Melasma can also be managed by

staying oui of the sun or by siapping the use of birth control methiods that involve hormones
In studies, after 8 weeks of treatmenl w 0|

ith 5_‘.»_‘.,_@5 Cream, most patients had at ledst safme Irprove:

ama.mcsm_s,.::m:wmxmuamn_mﬁcvoaanmms_f%ﬁ:_:gnma%m_a8..\.5»__9:&._,:auﬂ
patieats treated with TRI-LUMA Cream, their melasma came back alter treatment, Jf the underlying cause
of melasma, such as the use of certain Birth controt pills or too much ‘Exiosiire 16 Stintight, are not
removed, melasma will Eame bao your' sl
melasma, but It s NOT a€ure.
Who should nal use TRI-LUMA Cream? ) «

Do not use TRI-LUMA if you are allergic to thé medicine ar dny of its Ingredisnis. See the end of this leaflet.
for a list of ingredients. o T

g-d €126 6+9 LO¥

~*ZRiGUNt of Sunfight to Worseh melasma. Melasma tan §eY worsd even if you don't get sunburn,

stop zmm.amnm TRI-LUMA Cream may Improve your

oul sieoianacewdag ITIIH

the risks. If possible, delay freatment with TRI-LUMA Cream until after the baby is born.

Telt your doctor about all the otiier medicines and skin‘products you use, including prescription and no
ﬂﬂwmo%zg medlcines, cosmelies, and supplements. They may make your skin more sensilive to su
ight.

How should | use TRI-LUMA Cream? y

TAI-LUMA Cream should be used as instructed by your dactor.

To help yau use the medicina correctly, follow these steps:

m..ana.a:mam,_,au»Zc:;a:a?

< Apply TRI-LUMA Cream at night, at least 30 minutes bfora bedtime. )

+'Put a small amount {feasized or 1/2 inch or less) of TRI-LUMA Cream on your fingertip. Apply a th

oat orito the dl§colored spot(s). Include about 1/2 inch of normal skin surrounding the affected are

After you have Used the medicina for a while, you may find thal you need slightly fess to do the job.

« Aub the medicine lightly and uniformly into your skin. The medicine should bscome invisible almost
“onee. i you can still see il, you are using too much.

« Keap the medicing away from'the comers of your nose, your mouth, eyes and open wounds. Spread
away from thosa areas when applying it. )

« Do nat yse'more TRI-LUMA Craam or apply it mote often than recommended by your doctor. Too mu

_ TRI-LUMA Cream may irrilate your skin, waste medicine, and won't give you fasler or befter results

« Do nol cover thia treated area with anything after applying TRI-LUMA Cream.

= i your skin gets too irrilated, slap using TRI-LUMA Gream, and let your dactor know.

* To help avoid skin dryness, you may use 3 muisturizer in the morning after you wash your face.

» You may also use 2 moisturizer and cosmelics during the day.

Use 4 sunscreen of at least SPF 30 and a wide-bririthed hat over the trealed areas, It requires only asm

Only your doctor knows which other medicines may be helpful during treatment, and will tell you abe
themi it ngeded. Do not 1isé other hedicines unless your doclor approves them.

If you get stnburmed, stap using TRI-CUMA Cream until your skin is healed.

After stopping TRI-LUMA treatment, continue to protect your skin from sunlight.

What should | avoid while using TRI-LUMA Creain?

Stntight or uitraviolet light. Too much natural sunlight or artifidial sunlight from & sunlamp can cay
_sunbum. Dark skin paiches may become darker when the skin is exposed lo sunfight. You don't have

i
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stwinaled premalurely, and ancther ended in mistariage.
'ogic shudses e ol confirmed 2n increase in'binth daferts assteiatad vith the use of bopita trefincli,
there may b fimitations 1o the sersithity of epidemiolagic studies in the dztection of serlain fors ¢f
¥. such a5 subtie neuroiogic or intellizense deficts. -
<)
3l application study using TRILUMA Gream i pregoant rabbits, there was anincreass in the sumber
eaths and 2 decresse in felal waights in #ters trom dams breated opleallywith the Grug product.
Tagphicationstudy in pregnant rals treated with TRI-UUMA Cream during organogenesis there was evi-
arslogeniclty of he bype expected with retingi, These marphalogical lerations includd cieft palale,
+{onQue, open eyes, unblical herria, and retinal folding of dysplasia.
pplication study on the gestational and pasinatal effects of 2 10-{okd dilution of TRILUMA Cream in
sease inthe number of stilbom pups, lower pup body waights, aed delay in prepulia) separation were
An increase in over ackity was Seen In Som trealed Hilers at postnatal day 22.and i a8 teated -

‘nicE8acts: Pregrngy Galagory C: TRHLUMA Cream coatains he eralogen, Uetiois, which

11 & UVE WEEKS, @ R CORSISiet Wi effegs prunusly noled v aumals expesed in uler with eafing ¢
attls, Ko adeguats shdy of s ks gestalional and pestnarar efgets of the ful-strength TRELUR Cram has
teen peddormed,

0. 5ic0' [0 Tnkaepret these animal stihes on teralogenlolly with TRILUMA Credm, begauss the avaiability
o ﬁ ma& apleations i these shudies coutd net be assured, 2nd comparisen with ehnical desing is nat
plssibla.

pregnacies have a 6k af i defect, bse, or cther adserse evend seqgardiess of drog pasune. Typicaly, est

ays predict effzels dn hurmans. Evan f bumas dala are zvakable, Sich data ey not be soffcient fo determing
“whielhas thev is an creased risk Yo she felus. Orug effects on behaviar, cogrite faxetian, sndfznlty inthe of-
g are parbieu'ady d il fo assess.

4 Worsing Rethers:Cotlicastertids, when Syslemicaty admin'stered, sppear in buman k. H1s not o hethar

topical appécation of TRELUMA Craam could resull n suffcient systemic absorpdion 1 produce delectablz quan-

“Fiaman milk, caution shoutd be ewercised whn TRILUMA Creaon s admiv'steredta a nursing women. Care shoukd
b teken to &v0'g conlact Debween the in'ank being nursed and TRMLUMA Cream.

- Pedialii; Usa: Satity and effectiveness of TRELUMA Crearn n pedialric patients hate nod becn estabiishad
:Gerlalol Use: Chivicat Studias of TRILAINA Cream did not inehad sufficient nimber of Subjects aged 65 and eer
1o Geteoming whether Mey resgiand diferently from yownger subjects. In Qevers), dose selevtion for an eldery

Incldence and Frequency of Trealmant-relaled Adverss Eveats with TRI-LUMA
Cream In 3¢ least 1% or mose of Patlents (N=161)

ies of ingreased felal risk from drug exposure rely heavily on arimg data. Haeever, animal shudies do nal -
jes of Ruocinelons aceloride, hydroquinene, or trfingin in humen mik. Betavse many drugs &2 secretzd iy |

“ispaiont shavld b catiws, usualy starting o the fow end of vee dosing range, refecling the grester frequency of
55 screased hapalc, renal or candat functicn, and of concomard dissas or olher dug theray. ’
%maﬁaﬂ REACTIONS: i the controlled civicattrils, adversa evenls weee toesloved nthe 161 palients whoused
AITRHUNA Cream once daly during an B-wesk irealuent period. There were 102 (53%) patienls who experienced
43t east one brealment-relaed adverse event during thase studies. The ost frequendly repvted evants ware ey
63, desquamation, burning, dryness, and proritus a1 the 3z of apphcation. The majority of these events were

mid to mogerals in Severiy. Advers evends repartad by at feast 1% of palients and judged by the Wvestigators |
200 be masonably velatad o ireatment seith TRIHL.OMA Ereamm from the sontrolled einical tukes are sumamarized ™~
dinGoreasing order of frequency) as fokons:

.. severs burning of swelling of your skin _ .

Buisuadsp 810531 ueiuod Si) SACWEY

W% an open-abel long-Lerm sately sludy, patients who Kave had cumubative treatment of metsma with TRMLUMA
Cream for & moaths Shawed a similar pattecn of adverse events 35 b0 tha B-wesk tudles,

“The following locat adverse seactions have been repertadinfreguently with topical corcostereids, They may occur
-mote frequeatly with the use of occhushve dressings, espacally vith Nigher polency corticosternids. These reas
“Stons are Fsted in an appruiale decreasing et of oocumence; buming, cting, ination, diyness, focusts,
sacrtiloim enuptions, hypopigmentation, perioral deemelis, allegic cantact demmatifs, sacendary Tnfection, sk
gteophy, shriae, and mifaria,

b Cream tonlaing byroquinone, which may produce exagenous ochrangsis, a grads) blue-Hack dark-
~<ening of the s, whose oceuese should promph discontinualion of thesagy,

Cutantaus tiypersensiivity to the astive ingradients of TRIELUMA Ceeam has beea reparicd in the lteratige. fn a
patch tes study to detesmine seositzation potentialin 221 healtny vohwnisers, Uree vodunteers deveiaped stosie
ity reactions to TRILUMA Gream or s components.

"DOSAGE AND ADMBKISTRATION: TRI-AUMA Cream shautd be spplid ence taly atright, N showid be appked ol
Jeast 30 s befors bedime.

enlly wash the face and neck with 2 mild cleanser, Rinse and gat the skin dry, Apply a thin fim of s cam o
“Ihe hypergigmenled areas of melasma nciuging about 1/2inch of ncemal appearing skin surrounging each fasion,
<Rub kghidy and uformfy into the Skin, Do nat use oochsive dresting,

During the day, use 2 sunscreen of SPF 30, and wear protective clothing. Avoid stigh eposure, Patiznts iay
use mowlurizers and/or cosmelics during the day.

‘HOW SUPPLIED: TR UMA Cream i suppled In 33 g aliminam 1abs,

NDE 0299-5950-30.

Storage: ¥eap tighlly closed. Store2 corlrobed room femperature 68° o 71°F {20°25°C).

Protect from freezing.

Wanulattuted by:

T Labaratories, lnc.
Sanford, FL 32773 1iSA

200110102 Revised: January 2002
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What are the possible side effects of TRI-LUMA Cream?

 people alfergic
lite-threaten-

a sulfites. They may have (rouble breathing or severd asthina altacks, whith can ba

ny.

B T R TR NP

S

in TRI-LUAA. This Tnthude

23

L very few patients may get severe allergic reaclions fro

LUMA Cream, your skin may develap mild ta moderala redness, peating, buning, dry-

Vhile you use TRI-

‘Marketed by:

ss, or itching.

TX 76177 USA

Manujacw}ed by:

Galderma Labaratories, L.P,
FLA2T73 USA

Hil{ Laboratories, Inc.

Fart Worth

Sanford, FL 8 L
'20011-0102 "Revised January 2002

irtitation, dry-
, allergic

itching,

change in skin color, inflammation around the mouth

stretch marks,
t your doctor if

et v

problems.

‘acHive companants, The follawing side

{fects have bean reported wilh application of corticastarold medicines 1o the skin:

ess, infection of the hair follicles, acne,
<in reaction, skin infection, skin thinning

top using TRI-LUMA Cream and conta

AU
ave

of its
and sweat
h

you

g, eazing, scaling, or crusting

“bilsterin

RI-LUMA Cream contains a cortitosterofd medicine a5 one

severe or continued irritation,
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b*m Food and Drug Admmistratnen
Rockville MD 20857
NDA 21-112

Hill Dermaceuticals, Inc. \
Attention: Rosario G. Ramirez, M.D.
Director, Medical/Regulatory

2650 South Mellonville Ave. =~
Sanford, Florida 32773

Dear Dr. Ramirez:

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 TRI-LUMA
(fluocinolone acetonide, 0.01% / hydroquinone, 4% / tretinoin, 0.05%) Cream.

We acknowledge receipt of your subm1ssmns dated August 16, 21(two) 22, September 4, 18, 19,
26, October 25, November 1 and 22, December 10, 18, 20, 2001; January 10 and 15, 2002 and
faesumle transmissions dated September 17 and 20 and November 16 and 22, 2001; and

January 18(two), 2002. Your submission of .Iuly 20 2001, cons‘ututed a complete response to our
January 21, 2000, action letter.

This new drug application provides for the use of TRI-LUMA ((fluocinolone acetonide, 0. 01%/
hydroquinone, 4% / tretinoin, 0. 05%) Cream for the short-term treatment of moderate to severe
melasma of the face, in the presence of measures for sun avoidance, mcludmg the use of sunscreens.

We have completed the review of this apphcatxon, as amended, and have concluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use as
recommended in the agreed upon enclosed labelmg text. Accordmgly, the apphcatxon is approved
effective on the date of this letter.

The final pnnted labeling (FPL) must be 1dentlcal to the enclosed labelmg (text for the package msert
text for the patient package insert, immediate container and carton labels). Marketing the product with
FPL that is not identical to the approved labeling text may render the product mlsbranded andan
unapproved new drug.

Please submit the copies of final printed labeling (FPL) electronically according to the guidance for
industry titled Providing Regulatory Submissions in Electronic Format - NDA (Januvary 1999).
Alternatively, you may submit 20 paper copies of the FPL as soon as it is available but no more than 30
days after it is printed. Please individually mount ten of the copies on heavy-weight paper or similar
material. For administrative purposes, this submission should be designated "FPL for approved NDA
21-112." Approval of this submlssxon by FDA is not reqmred before the labeling is used.
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NDA 21-112
Page 2

L

We remind you of your postmarketing study commitments in your facsimile traﬁsmissiohms\;doted
January 18, 2002. These commitments are listed below:

1. The Applicant commits to the collection of pregnancy outcome data arising from the use of
TRI-LUMA Cream in pregnancy, monitor the unintended usage in pregnancy, and provxde
measures how this can be reduced The Apphcant will subrmt a protocol for rewew

Protocol Submission: Within 3 months of the date of this letter

2. The Applicant commits to performing dermal carcinogenicity testing of the combination drug
product.

.....

Protocol Submission: Wlthm 4 months of the date of this letter

Study Start:’ ‘ ,
Final Report Submission: Wlthlh (\1 2 months gﬁegtﬁﬁgﬁtgdy completxon

In addition, the Applicant will provide to the Agency the complete study reports for Studles 29 and 30
as soon as each study is completed and provide Safety Updates in these submlssxons

The Agency reminds the Apphcant of their commitment to provide a fi nal report on the 12 months
storage stability of tretinoin in human plasma on or before August 2002 )

We also acknowledge your agreement on January 18, 2002, to xmplement changes thhm six months to
revise the container and carton label to show (1) white space between the mgredxcnts listing and the
“Storage” condition line; and (2) the estabhshed name will be at least A t;he size of the tgadepame B

Submit clinical protocols to your IND for this product Submit nonclinical and chemistry,
‘manufacturing, and controls protocols and all study final reports to this NDA. In addition, under 21
CFR 314. 81(b)(2)(vn) and 314. 81(b)(2)(vm) you should mclude a status summary of each
commitment in your annual report to this NDA. The status summary should include expected
summary completion and final report submission dates, any changes in plans since the last annual ‘
report, and, for clinical studies, number of patients entered into each study. All submissions, mcludmg
supplements, relating to these postmarketing study commitments must be prominently labeled '
"Postmarketing Study Protocol", "Postmarketmg Study Fmal Report" or "Postmarketmg
Study Correspondence."

Validation of the regulatory methods has not been completed At the present time, it is the policy of
the Center not to withhold approval because the methods are being validated. Nevertheless, we expect
your continued cooperation to resolve any problems that may be identified.
Be advised that, as of April 1, 1999, all applications for new active ingredients, new dosage forms, new
indications, new routes of administration, and new dosing reglmens are required to contain an i
assessment of the safety and effectweness of the product in pedxatrxc patxents unless tl'us requxrement is

waived or deferred (63 FR 66632). We are waiving the pediatric study requirement for this action on
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NDA 21-112
Page 3

this application as the necessary studies are impossible or h1gh1y unpractlcal to conduct because the )
number of patients is too small o

In addition, please submit three copies of the mtroductory promotxonal materials that you propose to
use for this product. All proposed materials should be submitted in draft or mock-up form, not final
print. Please submit one copy to this Dmsmn and two coples of both the promononal matenals and
the package insert directly to:

Division of Drug Marketing, Advertising, and Communications, HFD-42
Food and Drug Administration o

5600 Fishers Lane
Rockville, Maryland 20857

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

We remind you that you must comply with the reqmrements for an approved NDA set forth under '
21 CFR 314.80 and 314.81.

If you have any questions, please call Victoria Lutwak, Project Mauaéo?;zét 301—82:8?-)2(.)73.‘
Sincerely, |
{See appended eloc-/troiyu’c-"sz:g”pqt{zfre'page} \
Jonathan K. Wllkm M.D.
Director
Division of Dermatologic & Dental Drug Products

Office of Drug Evaluation V
Center for Drug Evaluation and Research

Enclosure
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