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Approval Package for:

Application Number 74873

Trade Name  Tretinoin Topical Solution USP, 0.05%

Generic Name Tretinoin Topical Solution USP, 0.05%
Sponsor _Copley Pharmaceuticals, Inc.
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BANDA 74-873

JUN 19 1558

Copley Pharmaceuticals, Inc.
Attention: I. Nudelman

25 John Road

Canton, MA 02021

Dear Sir:

This is in reference to your abbreviated new drug application
dated March 27, 1996, submitted pursuant to Seciion Echﬂ) of the

S PSR [P [ [ PV U N B - — .
Tederal Lo, '_),LL."l_], S Dosmatio Lo, {or Troeticois

Solutlieon USSP, 0.05%.

) S T SO e e
oelerfenfe L5 SLs0C hadd i 0D SN GiNuENTSs L L Ced Doconoo

1997; January 19, February 5, HMay 5, and May 20, 199%g.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Tretinoin Topical Solution USP, 0.05% to be
bioequivalent and, therefore, therapeutically equivalent to the
listed drug (Retin-A Liguid, 0.05% of Jochnscrn arnd Johnson
Consumer Products Inc.).

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promoticnzl copy which you ir-o7-13 Y7 uzZz in your
initial advertising or ronobizizl carmmed T e ’
proposed materials in d.:;: Lol Ea
Submit both copies togoilos wlii d =y el i :
printed lzbeling to th= DlaiSlC of Drug Marskoulng, Fldvocoiising,
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Page 2

and Communications (HFD-40). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use} for this initial submission.

We call your attentiomn to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be gubmitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-40) with a completed Form FD-2253 at the time
of their initial use.

Sincerely yours,

L. Williams, M.D.
Deputy Center Director for
Pharmaceutical Science
Center for Drug Evaluation and Research
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For Topical Use Only

' TRETINOIN
i 'TOPICAL
SOLUTION USP, 0.05%

il || Ill B

WWTMMM i3 used kv the wpical tosiment of ame wigarts,
" umimmmmssﬂmmwmm
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Molocular weighl (300 .44) and maioculer formuta (CaghgDy).
mmmaﬂ:mmmmumdmum.m
$upgests that topical ok cohezh of folicudar epitholial colls with decreasad microcom
formation, Addisionally, trotinoin stimulates mitotic activity and increased mmdmmmw@
extrusion of the comedones,

INDICATIONS AND USAGE: Tratinain Topical Sohtipn USP, 0.05% is indicaled lor topical appkcation in lhn
treaymant of acre vulparis. The salety and efficacy ol the long-term use of Uas product in the treaiment of ather
disorders have Not been astablishad,

CONTRAINDICATIONS: Use of the product should be discontirued i ypersensithity (0 any of the ingredients is

T 9 1998

noted,
PRECAUTIONS: Geaerat i 8 1GaCUon suQ@estng sensibvity of chermical irnlanon omairs, use of the auukicaran
shaudd Be disnontiogad . Exposure by sunlight imZwsing SuAlamss, SHould teg minimege! i (e s o i bner
and pal with sutlurn Shauld ter advised not ©© use INe producl urtl lully recovered because of heghtened .

susceplitilily to sunlight as a result of the use of irefingn. Patienis who may be required to have cansiderable sun
exposure due fo ottupation and thase with inherent sensilivity (2 lha sun should exemise parlicular caulion. Use ol
SUNSCTEYN D and pi e ing over treated areas is recommanded when expoiuia CAMNol bo avwided,
Weather extrames, such as wind or cold, alse may be iriarning 10 patienis under tresiment with tratimoin,

Tratinoin prepararion for acne raatment should be kepl away from the eyes, the mouth, ongtes of the nosa, and
mucaus membranes. Topical use may induce severe oGl erythema and peekrq ai the sile of application. |l the
degree of iocal UTHaboN warran(s, patients should ba dracied 1o use the Medicabon less equantly, fisconlinue use
temporarily, or thiconiinue vte altogether, Trelingin has been reported {o Cause Sevare TTHalon o eCZomatous Shin
and showld be used with utmasi cauton in patients with this candrion.

Driay tmeraghions: Concomilant topical medication, megicated or abrasive soaps and ceansers, saaps and
cosmelics thal hawe a siong drying eflec, and products with high concentrations ol aaahot, astiingents, spices or
lime should be vzed wih cauion because ol possible nteracion with tratmow. Parteuiar cawion should be
exercised in using preparations containing sullur, resorcingd, o salicylic acid with etinoin. I Alsa s advisable 10
“1est 3 patient’s skin unkil the efiects of such pieparations subside belore usa of fretinoin is begun.

Carcmnogenesis: Long-term animal studies to delerming the carcinogenic polential of tretinoin have not been
percrmed. Studies m hairdess aIDin0 mica sugges! hal (relingin may accelerate e lumerigenic potential of weakly
carcinogenic kght from a solar simulalar. In ather stuaies. when ighlly pigmented hairless mice Ugated willh reliapin
wate sxposes 1o tarcnogenic doses of LIVE ignl, the incidence and rate of gevelopment of skin tumors was

' reduced. Due 1o sqgniicantly diferent exparimental conditions, no sirict © P of these disp data is
passitle. Alhough the sigaificance of Mese studies 1o man s 601 clear, patients shauld avoid of MiniMife axposuca
10 sun.

Fregnancy. Turatogemc eitects. Pregnancy Categury C. Qial \ravinowm Ras Dean Showm 16 ba leralogunic m1ats

when given in doses 1040 Times tho (apicat human duse, Ol Wl Sin RS heed Shoan 1o Ue B0LC i fais when
given v doses 520 timas tha fapwal human dase.
Tooical tretinain has nol besn shown 10 b lerdtogentc in rats and rabhils when gven in doues of 100 and 320 times
the lopical human dase, respeclively (assumag a 50 kg adult appras 250 mg ot 9,1 % ceam topicalty}. However, at
thesa tapical dozes, defayed ossiication of & number of bongs oocuired in both specis. Thase changas may be
considered varants of normal development and are usually correcied after wesrning. Thers are no adequate and
wall-cantrollad studes in pragnant women. Treunoin shoukd be used during preg y only if The p Ha) banefit
jusiities the patential risk to the fetus.

MNursing Molfrers: H is nof known whether this drug is excreted 4 human mik Because many drugs are excrated
in human milk, cavuon shaukd De gxefCised when refingin 1§ USAd by 8 ursing moghar.

TRETINQIN TOPICAL SOLUTION USP, (.05%
PATIENT INSTRUCTIONS
Acne Treatment
IMPORTANT
Read Directions Carelully Before Using
For Topical Use Only -
THIS LEAFLET TELLS YOU ABOUT TRETINGIN ACNE TREATMENT AS PRESCRIBED BY
YQOUR PHYSICIAN. THIS PRODUCT 15 TQ BE USED ONLY ACC DRDINf‘ TO¥YOUR MFTOR 5
INSTRUCTIONS, AND IT SHOULD NOT BE APPLIEY 172 - ERRRCILA L . e
TO OTHEA GROWTHS OR LESIOMS, THE LONG-T: - L L -
THIS PRODUYCT IN OTHER DISOROERS HAYE NOT L i ' Lo ciiw, e tond dvien s
QUESTIONS, BE SURE TO ASK YOUR DOCTOR. .
WARNINGS AND PRECAUTIONS

The effects ol the sun on yous skin. As you know, overexposure to natural sunlight or the
actificial sunlight of a sunlamp can cause sunburn. Overexposure 10 the 5un gver many years may
cause premature aging of the skin and even skin cancer. The chances of these effects oeourring
wil] vary depending on s‘fun type, the cdimale and the care 1aken {0 avoid overeaposure 10 the sun.
Therapy with trehnunnmay make your shin more susceplible 10 sunpurn and olher adverse eflects
of 1he sun, 50 unprotecied exdoLure 10 natural or andieial sunlight shouks be minimized.

Labaratory findings. When Izboratory mice are exposed 10 arhligial suniigh!. 172, oten deve'op
5+.1 fumors These sonlig=-ingueed fumsss ma; eppear more quitkly and in greaze numper . i~¢
mouse i3 also roscally treated with ihe act'.e ngredent in trelinoin. In some studies, under

v dilferent condilions, however, when mice trea!cd wilh the active ingredien! tretinoin were exposed

.. . to artificial sunkight, the indidence and rale of develfopment of skin fumors was reduced. There is

- no evidence to date thal fretinoin along will cause ihe developmen: of skin twmors in either
laberatory animals or humans, However, investigations in this area are contining,

Use caution in the sun. When outside, even on hazy days, areas freated with tretinoin should
ba protected. An eflective sunscreen should be used any lime you are augside (consult yous
physleian for a recammendation af an SPF levet which will provide you with the necassary high
leval of protection). For extended sun exposure, protecing cdotheid, be 3 RAL sauld be worn, Do
not use artificial suntamps while you are using tretinoin. Il you do Lecsme sunburned, slop your
therapy with tretincin until your skin has recovered.,

Avoid excessive expasure ta wind or cold, Extremas of climaie tend 10 dry of burn nofrmal
skin. Skin reated with tratinoin may be mora vulnerabie Lo these exiremnes. Your physician can
recommend ways 10 manage your acne treatment under such conditions.

Posalble probiems. The skin of cartam ssnmma individuals may become excessivaly red,

swnllan hlictarad ar recistad Wimee ne= =
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TRETINOIN TOPICAL SOLUTION USP, 0.05%
PATIENT INSTRUCTIONS
Acne Treatment
IMPOATANT
Road Diroctions Carefulty Bofore Lising
Far Topical Use Only .
THIS LEAFLET TELLS YOU ABOUT THETINOIN ACNE TREATMENT AS PRESCRIBED BY
YOUR FHYSICIAN. THIS PRODUCT IS TO BE USEC ONLY ACCOHINNG TO YOUR DOCTOR'S
TMSTRUCTIONS, ANO IT SHOULD NOT BE APPLIED TD OTHER AREAS OF THE BOOY OR
TO OTHER GROWTHS OR LESIONS. THE LONG-TERM SAFETY AND EFFECTIVENESS OF
THIS PRODUCT IN OTHER DISCRDERS HAVE NDT BEEN EVALUATED. IF YOU HAVE ANY
QUESTIONS, BE SURE T ASK YOUR DOCTOR,
WARNINGS AND PRECAUTIONS

The effects of the gun on your skin. As you know, overexposwve 10 natural sunlight or the
artificial suniight of a suniamp can cause sunbum. Overexposure to the sun ocver many years may
cause prematiire aging of the skin and even skin cancer. The chances of these effects oecurring
will vary depending on skin fype, the climata and the care taken to avoid overexposure 1o the sun.
Therapy with tretinoin may make your skin more suscaplible to sunburn and other adverse effects
of tha sun, so unprotecied exposure 1o natural or artificial sunlight shauld ba minimized,

Laboratory findings. When labosatory mice are exposed Io artificial sunfight, they offen develop
skir tumors. Theseé sunfight-induced tumors may appear more quickly and in greater number if the
mouse is also topically trealed with the active ingredient in fetinpin,  In somo studies. under
different concilions, however, when mice froried with the active ingradieal ralinoin were eposed
i Iz Sunhgnt, e NGklence amd £a10 OF Genehkopmen i ¢ 8K Iavions wils rodicod. Tiere s
no ewidenge o dafe ihal Feinoin alone will cause Ihe ceyelopiment of shin lumois in either
lavoratery animals or humans. However, invastigalions in this area are conlinuing.,

Use caution In the Bun. When outside, even on hazy days, areas freated with tretinoin should
be protocted. An effective sunscreen should be used any lime vou af¢ pudside (consul your
physician lor a racommendation of an SPF level winch will provide you with the necessary high
level of protection). For extended sun exposure. proteclive clothing, like 3 hat, should be worn. Do
not use ariifidal sunlamps while you are using tretinain. i you do become sunburned, stog your
theragy with Felingin unti your skin has recovered.

Avald excessive exposure to wind or cold. Extiremes ol climate tend 1o dry or burm normal
skin. Skin treated with tretinoin may be mare vulnerable 1o these exiremes. Your physician can
recommend ways 1o manage your acne treatment under such conditions.

Possible problems. Tha skin ol certam sensitive individuals may becoms axcessively red,
swollen, blistered or crusted. If you are experiencing severe or persistent inilation, discontinue the
usa of retinoin and consulf your physician.

There have been reports thal, in some palients, areas lreated with trelinoin developed a
temporary inciease or decrzase in the amaunt of skin pigment {colar) present, The pigment in
these areas returned o normal either when the shin was allowad 10 adjust Lo trelinain or therapy
was discontinued.

Use other medication only on your physicians advice. Only your physician knows which
other medications may be helplut during lreaiment and v ill recommend e 1o you ¥ necessa
Follow the physicians inslruclions catelully tnoad o

dry of intitata your skin, Thess prepatanons may ingl: :
awcohol, spicues or #ime, ar cerlsn modicated 503ps. sh. L. ot
net alluw arpong glse 1 use s incdicaton,

Do not use other medications with Iretinoin which are not recommended by your doctor. The
medications you have used in \he past might cause unnecessary redness of peeling.

It you are pregnant, think yaou are pregnant or are nursing an infant: No studies have been
conducted in humans 10 estabiish the safety of tretinoén in pregnant woman. Il you are pregnant,
think you are pregnant, or are nuising a baby. cansult your phys.cian belore using this medication.

AND WHILE YOU'RE ON TRETINOIN THERAPY

Use a mild. non-medicated soap. Avord frequent washings and harsh scrubbing. Acne isn't caused
by dirl, 56 no matter how hard you scrub, you can'l wash it away. Washing oo Tiequenily o:
scrubbing oo raughly may at times actvally make your acne worse. Wash your skin gently with a
mild, bfand scap. Two or three tmes a day should be sufficient. Pat skin diy with a 1owel, Lel the
face dry 20 to 30 minutes before applying tretinoin, hemember, excessive ittltation such as
rubbing, too much washing, use of other medicalions not suggestec by your physician, atc., may
wOrsen your acne. .




ADVERSE REACTIONS: The skin ol cortain et indihvck may b =
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Dauige end Administration Section)]. Lt
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assackelel wilh gx085Siny Oral intaks of vitamin A
DOSAGE AND ADMINESTFATION: Tretioin Topicst Soluton USP, 0.05% shoukd be apptied ance g day. betors

employed, Cars thould be takeh Mot 10 oversalureie § 10 he axtard al the opicel SoMon would nan ino aees
whers rasimant 5 not IRtended.

AppRCKion nigy Chute o trantiory fesling of wirmm of Sigint stnging. In cCases whore & has been nacessary to
lemporarly discontinue therapy of to reduce the trequency of application, theragy may ba rasumad OF Wequency of
applicalion increased when the paients bedoss able to tokerain the reatrment

Aloritions of whithe, drug cohosntiation, ofF tose hequenty should be cloaely monilored by carsful chservation
of the chinical therapewtic rospanse and skin tolerance.

During the early weeks of thefapy. an apparent eracerhation ot inflammatory kesons may ocour. This 15 due 1o the
action of the medication on dees, previousty unsern lesicns and should nol be Consiiereq a reason W disconlinue
thempy.

Theagenic rosuils shtnig e noticed Alten twed 10 SNwesr s Dol et LA 08 mesets 5 LA Ea-10y IRy e o -Juu._r
heane: Gelmiie Devehfl ciieets are sam

L the 30T w3005 have 1espandad sahslaclonty, / Ma, be possitee 10 manain he impiovement with fess
requen 2pplcations, of oMer dosage loims

Patents treatod with trelinoin prop. jon Mady usa ics, bul ihe areas o be tealed should be deansed
uaghly Belore the meduation 15 appied. (See Precmtions)
HOW SUPPLIED B

Tretinoin Topical Solulkon USP, 0.05% 1a supplicd ax:
Tretinnin Soht

Trennoin Trevtmeoun
NDC Conde: Strength/Form Cry.
H245-655-85 0.05% Topical 28 mi
stlulinn

Stodage Conditigns: Store below 30°C (5°F),

Copley Phaimaceurical, inc.
Cantgn, MA

Hevised: MNovember, 1997
LEASOB4D0

MG 213286

HOW TO USE THETINOIN

To get the best results with trefincsn Inerapy, it is necessary to use il propetly. Forget abouwl the

WnstruChiIons given lor otner products and ihe agvice of Inends. Just stick 1o the special ptan your

doctor has laid oul for you and bé patient, Remembper, when Irefinoin is used praperly, many users

see improverment by 12 weeks. AGAIN, FOLLOW INSTRUCTIONS - BE PATIENT - DON'T START

AND STOF THERAPY ON YOUR OWN - IF YOU HAVE QUESTIONS, ASK YOUR DOCTOR.

To help you use the medication cotrectly, keep these simple insiructions in mind.

- Apply tretinain once daily before badtime, ar as directed

by your physician. Your physician may advise, especialiy il

your skin Is sensitive, that you sfart your therapy by

applying tretinnin evary other nightl. First, wash with a auay

S0 and ary veur e».n Aty WIT 20 1y 30 M

FlrimzatL” DIC'ATIOI' 175 000 g G -e 1

b comngiisly Oly in order to mnimize poss:

ierilation. -

1l is berer not (o use more than the amaount suggested by

your physician or 1o apply more frequently than mnstructed.

Too much may. irritale the skin, wasie medicanon and

won't give faster or baner results.

+ Keep the medication away from the cormners of the ngse,
mouth, eyes and cpen wounds. Spread away from these
areas when applying. 3

Tapcal Sa!umr- Teingin topical tolulien may be applied tc e shin whete acoe lesians

2 medication gue! . enure aflectec area. usiag afingerup, gauz2 2ac.

Fauze or cotton is emp:gyed. care should be taken not 10 oversaurate it B

& 1he gutent that 1he topical SOLoN wouia fun info areas where tsabment is Not intended

(such as corners of the mouth, eyes, and nose).

1t is recommended that you apply a moisiurizer or 3 moisturizer with sunscreen that will not

aggravale your acne [nonconedogenic) every marning after you wash,

WHAT TO EXPECT WITH YOUR NEW TREATMENT

Tretinoin works deep inside your skin and this lakes time. You tannat make Iratingin work any

taster by applying more than one dese each day, Sur an =« s - 5 O G hnQul May it leie

your skin, Be palizn,

Tners may be soma discomlan of peeding during the ey toryd 0F et enn Hema phians gso
natice thal their skin begins 1o take on a blush,

These reactiohs do nol happen 10 everyone. i they do, 1 1s jus! your skin adjusung to 1ratingin
and this usually subsidas within twd 1o four woeks. Thewa reactgas £an usvaly be minimized by
following instructions carefully. Should the affects become excossively ouDlesome, consull youwr

doctar.
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HOW TO USE TRETINOIN
Togummmmummwiismm usa & properly, Forget about the
immhmmmmm« Juﬂmmﬁua)odalplanm

in ly
500 Improvernaitt by 12 weelcs, AGAIN, FOLLOW INSTRUCTIONS - BE PATIENT - OON'T START
AND STOP THERAPY ON YOUR OWN - IF YOU HAVE QUESTIONS, ASK YOUR DOCTOR.
. . Tuhupyouusemsnmdﬁaﬂonmwﬂy.mepmesesmwhmmmhm. P
] o ' by your physician Your physician may msaaspoc\altyﬂ
: mshnmmmtyousmﬂmmorapyby
applying tretinoin every other night. First, wash with a mild
soap and dry your skin gently, WAIT 20 to 30 MINUTES
BEFORE APPLYING MEDICATION; it is important bor skin
to be completely dry in order 0 minimize possible
imitation.
1t Is better not 10 use more than the amaun suggested by
your physician of {0 apply more frequently than instructed.
Too much may irritate the skin, waste medication and
won't give laster of befter results.
¥eep tha medication away from the corners of the nose.
mouth, eyes and open wounds. Spread away from these
areas when applying. g
- Topicat Sgiutpa; Tretingin wpica) solulion may be appleid o tiee shin where acnc lzsons
appear, spreading the medicalion aver the entirg attected iea. using a hingerbp, gawse pad,
of colion swab. I gauze of conan is empioyed, care should be {aken rot lo oversalurale it - -
1o the axtent that the topical solution would run into areas whera treatment is not intended
{such as corners of the mouth, eyes, and nose).
- it is recommendad that you apply a moisturizer or a maisturizer with sunscreen that wilf not -
aggravate your acne (noncomedogenic) every morning after you wash.
WHAT TO EXPECT WITH YOUR NEW TREATMENT
Trelinoin works deep inside your skin and this takes tlime. You cannot make retinoin work any
taster by applying more than one dose each day, hut an excess amourt of tretinain Mmay irmtate
your skin. Be patient.
‘There may be same discomlort or peeling during the early days of ireatmenl, Some pauents alse
nolice that their skin begins 1o take on a blush.
Thesa reactions do not happen e everyona, If they do, it is jusl your skin adjusiing to trehnoin
and this usually subsides within two 10 four weeks. Thase 1eacrons can usually be minimized by
toltowing instructions carefully. Should the elfects become excessively Woublesome, consult youwr
doctor,
BY THREE TO SIX WELKS, some palients notice an appearance of new blemishes (papules and
pusiutes). Al this 5tage, i is smportant lo conlinue using the trelngin preparaton.
I tretingin is going to have a beneficial etect for you, ynu fho.M nalcs a continned improvement
) in your appearanca aftar G lo 12 weeks ol 1hcrapy Dunl . w0 mmEdine
P I RT L A T H TN R BT S R STl A frrrenitnant at the o “l ins ol

b i e

Once your acna s urndar n:cmrnl you should cunliruer 1+ da w0, L T
physican insiructs olherwise,
IF YOU HAVE QUESTIONS
Refer all questions of a medical nature to your doctor.

Copley Pharmaceutical, Inc.
Cantan, MA

Ravised: November, 1997
LEASOG400

MG #13286
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Warning: Keep out of 1each of childien.
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Pharmacist Please Nate
The Combined Insert

Unless otherwise instructed by
Physician, dispense prescription with
Patient Package Insert anly.
Remave Physician Packa_ge Insert
al perforation.

package insert).

Soe end flap for lot numbar and
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( copley Pharmaceutical, Inc.
Canton, MA 02621
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P NDC 38245-655-85

TRETINOIN |
TOPICAL ;

0.05%

Condains lrelinain 0.05% by weight and
alcohol 55% {denatwied villh fert- -butyt
aglcohol and brucine suifale). Also contains -
the inactivea it edignls por st

. SOLUTION USP,

tdioa g, o LAl sz g1y Cul 400 ¢
! CAUTION: Federal taws arohibits .
I dispensing without [.ou: .. it PN
| : S e
i For Topical Use : Nl
5 ! ®
L
i 28 mL | .
. | .
I I R
! ( Copley Pharmaceutical, Inc. | .
1 Canton, MA G2G21 i
I - Y-
i

|
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10.

12.

13.

CHEMISTRY REVIEW NO. 2

ANDA # 74-873
NAME AND ADDRESS OF APPLICANT

Copley Pharmaceutical, Inc.
25 John Rd
Canton, MA 02021

LEGAL BASIS FOR SUBMISSION

The firm certifies that, in their opinion and to the best of their knowledge, there
are no patents that claim the listed drug referred to in this application or that
claim a use of the listed drug. Also indicated that there is no exclusivity period
has been granted to Retin-A-Liquid.

SUPPLEMENT({s) 6. PROPRIETARY NAME

N/A N/A

. NONPROPRIETARY NAME 8. SUPPLEMENT(s) PROVIDE(s) FOR:

Trelinom MIA

AMENDMENTS AND OTHER wmico;

Original 3/27/96

Amendment 4/18/96

Amendment 12/29/97

Amendment 2/5/98

Arperdment-oréiS6—

Amendment 5/5/98

Amendment 5/38/98

PHARMACOLOGICAL CATEGNRY 11. Pxor0™ ™

—

Treatmant of zcne vulzaris R

RELATED IND/NDA/DMF(s).

N e ahewa e mhew L.t 01 L
" RN Cri R R N - - -

"DOSAGE FORM 14. POTENCY

Solution 0.05%




15. ICAL NAME AND STRUCTURE

Tretinoin. -Retinoic acid. C,H,,0,. 300.44. 302-794. Keratolytic. USP 23,
page 1572.

CH3 CHy O

H3C CHy ;
WOH
CH

3

16. RECORDS AND REPORTS

17. COMMENTS

18. CONCLUSIONS AND RECOMMENDATIONS

The application is approvable.

19, REVIEWER: 0TS COMPLETED:

Nashed E. Nashed, Ph.D. 5/20/98

Supervisor: Paul Schwartz, Ph.D. 5/20/98

ce: ANDA 74 873
Division File
Field Copy

Endorsements: » 7
HFD-627/N Nashad, Ph.0 /5.7~ " F”M?:} W .
HFD-627/P.Schwarlz, Ph.D./5-Lu-L _ -
XANEWAFIRMSAM\COPLEY\LTARSGREV/ 4-613.2
F/T by: bc/5-27-98
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OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE
SIGN-OFF FORM

ANDA: 74-873 SPONSOR : Copley Pharmaceutical
DRUG & DOSAGE FORM : Tretinoin Topical Solutioq USP, 0.05%
TYPE QF STUDY: 5D SDF MD O'cl’xer‘-.;
STUDY: DAcceptable XNot Applicable
DISSOLUTION : DAcceptable XNot Applicable
WAIVER: .-\r.-\l:ccpthu CNot .»\pplical:.-lu
REVIEWER: Hoainhon Nguyen BRANCH: I -
INITIAL: DATE :

S//S’/ 99"

BRANCH CHIEF : Yih-Chain Huang, PL.D. BRANCH :

INITIAL . DATE :
DIRECTOR: Dale onner, Phann.).

DIVISION OF BIOEQUIVA JENCE

[NITIAL : DATE :
m // 7/58%
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ANDA 74-.873

Copley Pharmaceuticals, Inc.

Attention;. W.E. Brochu, Ph.D. -

25 John Road JUL 3 | ®so
Canton Commerce Center

Canton MA 02021

Dear Sir;

Reference is made to your abbreviated new drug application subimitted pursuant to Section 505 )
of the Federal Food, Drug and Cosmetic Act for Tretinoin Topical Solution USP, 0.05%.

The Division of Bioequivalence has completed its review and has no further questions at
this time.

Please note that the bicequivalency comments expressed in this letter are preliminary. The above
bicequivalency comments may be revised afler review of the entire apnlication, uper consideration

"~ s e ey, Ve

of the chemistry, manufacturing and cnntrals, micrebictoeg falinlor femho wal oo
T-}l 3 - o ¥ -—

1ssues. A revised delemuination ey 12quiic aluwiweas bl omaion A il o
that the proposed formiation s notappicvalle.

Sincerely yours,

. Chan, Ph,
Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research




Tretinoin Topical Solution USP, 0.05% Copley Pharmaceutical
ANDA# 74-873 : Canton, MA

Reviewer: Hoainhon Nguyen Submission Date:

WP # 74873w.396 March 27, 1996

Review of Waiver Request

The firm has requested a waiver of in vivo l:wioavaila.]:)i.].ily requirements {Eor its Tretinoin
Topioa.l Solution USP, 0.50%, in accordance with 21 CFR 320.22 (]3) (3).

Comments:
1. The test procluct is a Lopical solution.

2. The test procluct contains tretinoin as the active clrug ingreclient in the same
concentration as the RLD product, Retin-A Liqujd 0.05%, manufactured ljy
Dermatological Division Ortho Pharmaceutical Corp..

3. The test prucluct contains the seine inective ingrctlicnls as e ML Comparatice
T R e g - A '
. 1 - .
[ormulations are not to Lo o .liazd] f.]u'u'.:b'rl Lo
Ingredients Copley's Retin-A
Yow/w Yow/w

Tretinoin 0.0625° 0.05
Polyethylene Glycol 400 e
Butylatecl Hydroxytoluene
Alcohol Denatured with

tert-Butyl Alcohol and Brucine
Includes a 29% Manufactunng Excess for Procluct S]-xe” Ltfc E\Puallon Dalm *

=g

Recommendatmns:

The Division of Bioequivalencé agrees that the information submitted by Copley
Pharmaceutical demonstrates that its Tretinoin Topical Solution USP, 0.05%, falls
under 21 CFR 320.22 (17) (3) of the Bioavailaloility/Bioequivalence Regulatiomé. The

Division of Bioequivalence recommends that the waiver of in vivo bioava.i_labi_]_ity s‘cucly




be granted. The test product is deemed bicequivalent to Retin-A Liquid 0.05%
manufactured lny Dermatological Division Ortho Pharmaceutical.

1
Hoainhon Nguyen

Division of Bioequivalence

Review Branch I

RD INTTTALED YHUANG
FT INITIAL

COIICUIZ

Leith C]:xa.n, PL.D. i

Director, Division of Bioequivalence

Hnguyenﬂi’m/oz- 16-9()/wp# 74873w.396

cc: ANDA # 74.873 {ongma] duplicate), HFD-630, HED-600(Hare), HED-

HEDIET ' d, ET"‘H tn\ Dy s 700 D, il
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APPROVAL PACKAGE SUMMARY FOR 74-873

ANDA: 74-873 -

FIRM: Copley Phammaceutical, inc.

DRUG: Tretinoin

DOSAGE: Solution

STRENGTH: 0.05%

CGMP STATEMENT/EIR UPDATE STATUS: EER is acceptable 3/17/98

BIO STUDY/BIOEQUIVALENCE STATUS: Bio waiver was granted 7/25/96.

METHODS VALIDATION: The drug product is compendial

STABILITY: The firm has provided three months accelerated stability data at 40°C for
1 0z amber glass bottle in upright position and inverted position. Also

submitted 24 months room temperature stability data at 25-30°C in
upright and inverted positions. in addition freeze-thaw data was included.

LABELING REVIEW STATUS: Labeling is satisfactory 2/11/98.
STERILIZATION VALIDATION: N/A

BATCH SIZES: The firm has provided the master formula and manufacturing
instruction for the scale-up batcHRIQK=9IBand a copy of the
executed batch record for(§IG{de lot # 655202. The firm will be

using the same drug substance manufacture[(JIEN(se) The DMF
is satisfactory and using the same equipment and manufacturing

procedure. -

COMMENTS: The application iz approvaile.

5 wr)ak

Reviewer: Nashed E. Nashed, Ph:D. Date: 5/20/98

Supervisor: Paul Schwartz, Ph.D. _ T

XANEWFIRMSAMICOPLEYWLTRS&REW74-873.SUM
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
. Public Health Service
. FOOD AND DRUG ADMINISTRATION

ESTABLISHMENT EVALUATION REQUEST

REQUEST TYPE {Check Onsj DATE PHONE NQ. _

® Original O FollowUp O FUR April 29, 1996 (301)594-1841 | e

REQUESTOAS NAME: Anna Maria Weikel DIVISION: Office of Generic Drugs MAIL CODE: HFD-629
APPLICATION AND SUPPLEMENT NUMBER: ANDA 74-873 .

BRAND NAME: ' ESTABUSHED NAME: Tretinoin Topical Solution

DOSAGE STRENGTH: 0.05% | sverie OYes ® No
PROFILE CLASS:: LIQ Jj‘RlDRITY CLASSIFICATION (See SMG CDEA-4820.3)

APPLICANT'S NAME: Coplay Pharmacautical, Inc,

APPLICANT'S ADDRESS: 25 John Road

Canton Cammerce Center
Canton, MA 02021-2897 ;

COMMENTS : I ayird i
f =

FACILITIES TO BE EVALUATED DMF NUMBER/  FKEY

(Narme and Completa Addrass] RESPONSIBILITY PROFILE CODE  CIATS ID

1. Applicant- Manufacturing
and testing -
facility lig

(b)4)CO)

Distnbution: Onginal and  Ci .
ce: ANDA 74-873 HFD-629/Div File, HFD-617/JWilson, D-617/TAmaes, HFC.629;/ 5 immons HFD-629/GJSmith ©
5 ‘leveerforms\748723
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APPLICATION NUMBER 74873

CORRESPONDENCTE




. ', \
H ’ \\
! 25 John Road

! Canton, Massachusetts 02021
61§ 821-6111
Matlroom Fax: (617) 821-4068

March 27, 1996

Mr. Douglas Sporn

Director, Office of Generic Drugs D
Center for Drug Evaluation and Research PR e
Food and Drug Administration

Metro Park North II- BiATS
7500 Standish Place

Room 150 T T
Rockville, MD 20855-2773 R

RE: ANDA Submission
Tretinoin Solution; Topical, 0.05%

Dear Mr. Sporn:

Copley Phurmaceuucal, Inc. (Cepd 00 0, . Ly sabmits fory L L L iew aud
approval our Abbreviated New 7. .o Ajplication (ANDA)Y 1o, ..ol 0 D utiong
Topical, 0.05% that is bioequivaicnt to the lisied drug, Retin-A® qumd UUD%
manufactured by Dermatological Division Ortho Pharmaceutical Corporation pursuant to

NDA #16-921.

This application is submitted in accordance with the guidelines sct focd in Scetion 25705
of the Federal Food, Drug, and Cosmetic Act and consists of one velume. Copley 1
filing an archival copy (in a blue {older) of the ANDA that contins ol the nfors o
required in the ANDA and a technical review copy (in a red folder) which contains ail the
information in the archival copy.

(7 =l e eseti;oe g wanver, oo SrrT Tt ern eann s

Cio, w9 4) 37527362 (1ax).




This also certifies that, concurrently with the filing of this ANDA, a true copy of the
technical sections of the ANDA (including a copy of the 356h form and a certification
that the contents are a true copy of those filed with the Office of Generic Drugs) was sent
to the New England District Office. This “field copy™ was contained in a burgundy
folder.

Thank you for your prompt handling of this submission.

Sincerely,
\
o

P
Ve

Director, chuiatofy Affairs

~

[ N

Enclosures:
Avotloa Oy o (Llee Gl
Monufioie g Secton Ged f0000 )
Aol Uesion (2 oorivr, sy L




