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- JAN 24 1892

'ANDA 72-354 .

Owen/Galderma

Attention: Ms. Christine E. Shank
6201 South Freeway

PO Box 6600

Fort Worth,” TX 76115

Dear Madam:

Reference is made to your abbreviated new drug application dated
November 25, 1987, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act for DesOwen® (Desonide)
Lotion, 0.05%.

We acknowledge receipt of your communications dated November 1,
November 15, December 5 (two), December 13, 18, and 19, 1991
amending this application.

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 Anti-Infective Drug
Products has reviewed your bioequivalence testing and has
determined that the proposed drug product can be expected to have
the same therapeutic effect as that of the listed drug (Desonide
Cream of your firm).

Any significant change in the conditions outlined in this
abbreviated application requires an approved supplemental
application before the change may be made, except for changes
made in conformance with other provisions of Section 314.70 of
the Regulations.

Postmarketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80 and 314.81 of the
Regulations.

This administration should be advised of any change in the
marketing status of this drug.



For Initial Campaigns: We request that you submit, in duplicate,
any proposed advertising or promotional copy which you intend to
use in your immediate advertising or promotlonal campaigns.
Please submit all proposed materials in draft or mock-up form,
not final print. Submit both copies together with a copy of the
proposed or final printed labeling to the Division of Drug
Marketing, Advertising and Communications (HFD-240). Please do
not use Form FD-2253 (Transmittal of Advertisements and
Promotional Labeling for Drugs for Human Use) for this initial
submission.

For Subsequent Campaigns: We call your attention to Section
314.81(b) (3) of the Regulations which requires that materials for
any subsequent advertising or promotional campaign, at the time
of their initial use, be submitted to our Division of Drug
Marketing, Advertising and Communications (HFD-240) with a
completed Form FD-2253.

Sincerely yours,

Wttoll— ol

Rbéger L. Williams, M.D.

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
cc: ANDA #72-354

DUP/Division File
HFD-638/PSubramanian?ﬁ:zi“w;~w,;l
HFD-82 12-23°7,
HFD-320/PVogel

HFD-650/Dighe
HFC-130/JAllen

HFD-634/MSmela/RTrimmer .
HFD-632 /RPollock/VVashioWechkeo M2\a iEEEi),
HFD-600/Reading File -

R/D initialed by MSmelav«g»M;Qa/ \2-30-9¢
72354A06.1rt (apprltr) vA}aﬁ\

F/T by jkg/12-23-91
Approval Letter!

-

W“\DJ\(\’\) F‘k //,/.,//f—;/
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DESCRIPTION: DesOwens Cream, Ointment and
Lotion contain the topical corticosteroid desonide,
anonflucrinaled corticosteroid. It has the chemical
name: Pregna-1,4-diene-3,20-dione,11.21-dihy-

droxy-16,17-(( t-methylethylidene)bis(oxy)]-.

(11§3,16cc)-; the molecular formula: Cz4H3206:
molecular weight: 416.51; CAS-638-94-8. The
structural formula is:

Each gram of DesOwen Cream contains 0.5 mg of
desonide microdispersed in a compatible vehicle
bufferdsd to the pH range of normal skin. It contains
propylene glycol, polysorbate 60, emulsilying wax,
isopropyl palmitate, stearic acid, synthetic bees-
wax, citric acid, sodium hydroxide, and purified
waler. It is preserved with sorbic acid and polas-
sium sorbate.

Each gram of DesOwen Qintment contains 0.5
mg of desonide in a base consisting of mineral oil
and polyethylene.

Each gram of DesOwen Lotion contains 0.5 mg of
desonide in a lotion vehicle consisting of sodium
lauryl sulfate, light mineral oil. cetyl alcohol, stearyl
alcohol, propylene glycol, methylparaben, propyi-
paraben, sorbitan mor glyceryl

SE, edetate sodium, and purified water. May con-
tain citric acid and/or sodium hydroxide for pH
adjustment.

CLINICAL PHARMACOLOGY: Topical corticosteroids
share anti-inflammatory, anti-pruritic, and vaso-
constrictive actions.

The mechanism of anti-inflammatory activity of the
topicai corticosteroids is unclear. Various labora-
tory methods, including vasoconstrictor assays,
are used lo compare and predict potencies and/or
clinical efficacies of the topical corticosteroids.
There is some evidence to suggest that a recog-
nizable correlalion exists between vasoconstrictor
potency and therapeutic efficacy in man.
Pharmacokinelics: The extent of percutaneous
absorption of topical corticosteroids is determined
by many factors including the vehicle, the integrily
of the epidermal barrier, and the use of occlusive
dressings.

m::nicoslevoids can be absorbed from nor-
t skin. inflammation andior other disease
processes in the skin increase percutaneous
absorption,. Qcc!yslve dressings substantially
lrfcreasp hé p us mbsorption of topical

',‘.;fhpé,ﬂr}r? usjve dressings may be
sistan ug‘h:;;; sep Se:l!’)%SAGE ANOD’
DMINISTRATION L3 L &2

Once absorbed through the skin, topical cortico-
steroids are handled through pharmacokinetic
pathways similar 1o systemically administered
corticosleroids. Corticosteroids are bound to
plasma proteins in varying degrees. Corticoste-
roids are metabalized primarily in the liver and are
then excreted by the kidneys. Some of the topical
corticosteroids and their metabolites are also
excreted into the bile.

INDICATIONS AND USAGE: DesOwen (desonide)
Cream 0.05%, Ointment 0.05% and Lotion 0.05%
are indicaled for the relief of the inflammatory and
pruritic manilestations of corticosteroid-
responsive dermaloses.

CONTRAINDICATIONS: Topical corticosleroids are
contraindicated in those patients with a history of
hypersensilivity to any of the components of the
preparations.

PRECAUTIONS: General: Systemic absorption of
topical corticosteroids has produced reversible
hypothalamic-pituitary-adrenal (HPA) axis
suppression, manifestations of Cushing's syn-
drome, hyperglycemia, and glucosuria in some
patients.

Conditions which augment systemic absorption
include the application of the more potent steroids,
use over large surface areas, prolonged use, and
the addition of occlusive dressings.

Therefore, patients receiving a‘large dose of a
potent topical steroid applied 10 a large surface
area or under an occlusive dressing should be
evaluated periodically for evidence of HPA axis
suppression by using the urinary free cortisol and
ACTH stimulation tests. If HPA axis suppression is
noted, an attempt should be made to withdraw the
drug. to reduce the frequency of application, or lo
substlitute a less potent steroid.

Recovery of HPA axis function is generally prompt
and complete upon discontinuation of the drug.
Infrequently. signs and symptoms of steroid with-
drawal may occur, requiring supplemental sys-
temic corticosteroids.

Children may absorb proportionally larger
amounts of topica! corticosteroids and thus be
more susceplible to systemic toxicity (See PRE-
CAUTIONS - Pediatric Use).

If irritation develops, topical corticosteroids should
be discontinued and appropriate therapy
inslituted.

In the presence of dermatological infections, the
use of an appropriate antifungal or antibacterial
agent should be instituted. If a favorable response
does not occur promptly, the corlicosteroid should
be discontinued until the infection has been ade-
quately controlied.

information for the Patient. Patients using topical

corticosteroids should receive the following infor-

mation and instructions:

. This medication is to be used as directed by the
physician. it is for external use only. Avoid con-
tact with the eyes.

. Patients should be advised not 0 use this med-
ication for any disorder other than for which it
was prescribed.

. The treated skin area should not be bandaged
or otherwise covered or wrapped as 10 be occlu-
sive unless directed by the physician.

. Patients should report any signs of local
adverse reactions especially under occlusive
dressing.

. Parents of pediatric patients should be advised
not to use tight-fitting diapers or plastic panis on
achiid being treated in the diaper area. as these
garments may constilute occlusive dressings.

Lahoratory Tests: The following tests may be helpful

in evaluating the HPA axis suppression:
Urinary free cortisol test
ACTH stimulation test

Carcil is, Mi is, and Impai of Fer-
tility: Long-term animal studies have not been per-
formed to evaluate the carcinogenic potential or
the effect on fertility of topical corticosteroids.
Studies to determine mulagenicity with predniso-
lone and hydrocortisone have revéaled negative
resulls.
Pregnancy Calegory C: Corticosteroids are generally
teratogenic in laboratory animals when adminis-
tered systemically at relatively low dosage levels.
The more potent corticosteroids have been shown
to be teratogenic after dermal application in labo-
ratory animals. There are no adequate and well
controlled studies in pregant women on terato-
genic effects from topically applied corticosteroids.
Therefore, topical corticosteroids should be used
during pregnancy only if the potential benefit jus-
tifies the potential risk to the fetus. Drugs of this
class should not be used extensively on pregnant
patients, in large amounts or for protonged periods
of time.
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Nursing Mothers: it is not known whether topical .

administration of corticosteroids could result in
sufficient systemic absorption to produce detect-
able quantities in breast milk. Systemicaily admin-
istered corticosteroids are secreted into breast
milk in quantities not likely to have a deleterious
effect on the infant. Nevertheless, caution should
be exercised when lopical corticosteroids are
administered to a nursing woman.

Pedialtric Use: Pediatric patients may demonstrate
greater susceplibility to lopical corticosteroid-
induced HPA axis suppression and Cushing's
syndrome than mature patients because of a
larger skin surface area to body weight ratio.
Hypothalamic-pituitary-adrenal (HPA) axis
suppression, Cushing’s syndrome, and intracran-
ial hypertension have been reported in children
receiving topical corticosteroids. Manifestions of
adrenal suppression in children include linear
growth retardation, delayed weight gain, low

plasma cortisol levels, and absence of response 10
ACTH stimulation. Manifestations of intracranial
hypertension include bulging fontanelles, head-
aches, and bilateral papilledema. -
Administration of topical corticosteroids fo children
should be limited to the least amount compatible
with an effeclive therapeutic regimen. Chronic
corlicosteroid therapy may interfere with the
growth and development of children.
ADVERSE REACTIONS: The following local adverse
reactions are reported infrequently with topicat
corticosteroids but may occur more frequently with
the use of occlusive dressings. These reactions
are listed in an approximate decreasing order of
occurrence: burning. itching. irritation, dryness,
foiliculitis, hypertrichosis, acneitorm eruptions,
hypopigmentation, perioral dermatitis, allergic
conlact dermatitis, maceration of the skin, second-
ary infection, skin atrophy, striae. and miliaria.
OVERDOSAGE: Topically applied corticosteroids can
be absorbed in sufficient amounts to produce sys-
temic effects (See PRECAUTIONS).
DOSAGE AND ADMINISTRATION: DesOwen:
(desonide) Cream 0.05%, Ointment 0.05% or
Lotion 0.05% should be applied to the affected
area as a thin film two or three times daily depend-
ing on the severity of the condition. SHAKE
LOTION WELL BEFORE USING.
Occlusive dressings may be used for the manage-
ment of psoriasis o recalcitrant conditions.
If an infection develops, the use of occlusive
dressings should be discontinued and appropriate
antimicrobial therapy instituted.
HOW SUPPLIED:
DesOwen {desonide) Cream 0.05% is supplied in
tubes containing:

15 g NDC 0299-5770-15

60 g NDC 0299-5770-60
DesOwen (desonide) Qintment 0.05% is supplied
in tubes containing:

15 g NDC 0299-5775-15

60 g NDC 0299-5775-60
DesOwen (desonide) Lotion 0.05% is supplied in
bottles containing:

2 fl 0z NDC 0299-5765-02

4 fl 0z NDC 0299-5765-04
Storage Conditions: Store below 86°F (30°C). Avoid
freezing.
CAUTION: Federal law prohibits dispensing without
prescription.

Marketed by:

Owen/GALDERMA
LABORATORIES, INC.
Fort Worth, Texas 76134
Mtd. by: Dermatological
Products of Texas, Inc.
San Antonio, Texas 78296
OWEN and GALDERMA
are registered trademarks.

126500-0330 Revised: March, 1930
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(30°C), AVOID FREEZING. SHAKE WELL
BEFORE USING.

Usual dosage: Apply a smalt amount

fo affected areas 2 or 3 times daily.

See package insert for complete
prescribing information.

Contains: Active: desonide 0.05% wiw
(0.5 mg/g). Inactive: sodium lauryi sulfate,
light mineral oil, cetyl alcohol, steary!
alcohol, propylene glycol, methyiparaben;,
propylparaben, sorbitan monostearate,
glyceryl stearate SE, edetate sodium and
purified water. May contain citric acid and/or
sodium hydroxide for pH adjustment.

n
caumion: dm tpresc"p"o

Lot number and expiration date on botto:

of botile. J‘AN z ‘ m dlspe
Marketed by:

Owen/GALDERMA

LABORATORIES, INC.
Fort Worth, Texas 76134
Mid. by: Dermatological
Products of Texas, inc.
San Antonio, Texas 78296
OWEN and GALDERMA
are registered trademarks.
126496-0390

FOR TOPICAL USE. NOT FOR - NDC 0299-5765-02
OPHTHALMIC USE. STORE BELOW 86°F
(30°C), AVOID FREEZING. SHAKE WELL ®

BEFORE USING.
Usual dosage: Apply a smai! amount
to affected areas 2 or 3 times daily.

See package insert for complete .
prescribing information. lde)
Contains: Active: desonide 0.05% w/w deson

(0.5 mgrg). Inactive: sodium lauryl sulfate, -

light mineral oil, cetyl alcohol, steary! - 0
alcohol, propylene glycol, methylparaben, tlnn .
propylparaben, sorbitan monostearate, Io

glyceryl stearate SE, edetate sodium and
purified water. May contain citric acid and/or
sodium hydroxide for pH adjustment.

Lot number and expiration date on bottom
of bottle.

Marketed by:

Owen/GALDERMA
LABORATORIES, INC. ;
Fort Worth, Texas 76134 ,
Mtd. by: Dermatological

Products of Texas, inc.

San Antonio, Texas 78296 i
OWEN and GALDERMA i
are registered trademarks.
126496-0390

FOR TOPICAL USE. NOT FOR NDC 0299-5765-02
OPHTHALMIC USE. STORE BELOW 86°F

(30°C), AVOID FREEZING. SHAKE WELL

BEFORE USING.

Usual dosage: Apply a small amount
See package insert for complete
prescribing information.
Contains: Active: desonide 0.05% wiw ( deson I
light minerai oil, cetyl alcohol, steary!
alcohol. propylene glycol, methylparaben, lon
propylparaben, sorbitan monostearate, n
glyceryl stearate SE, edetate sodium and
sodium hydroxide for pH adjustment. OJ | 12y
e ra llOn
Lot number and expiration date on botts AN 2 ‘ m UﬂON Fed (prescrlp
of bottle.
Marketed by:
LABORATORIES, INC.
Fort Worth, Texas 76134
Mtd. by: Dermatological
San Antonio, Texas 78296 ol
OWEN and GALDERMA
are registered trademarks.

to affected areas 2 or 3 times daily.

(0.5 mgrg). Inactive: sodium lauryl sulfate, 05V
0.

purified water. May contain citric acid and/or

Owen/GALDERMA

Products of Texas, inc.

126496-0390
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FOR TOPICAL USE. NOT
FOR OPHTHALMIC USE.
STORE BELOW 86°F
(30°C), AVOID FREEZING.
SHAKE WELL

BEFORE USING.

Usual dosage: Apply a
small amount to affected
areas 2 or 3 times daily. See
package insert for complete
prescribing information.

Contains: Active: desonide
0.05% wiw (0.5 mg/g).
Inactive: sodium lauryl
sulfate, light mineral oil,
cetyl alcohol, stearyl
alcohol, propylene

glycol, methylparaben,
propylparaben, sorbitan
monostearate, glyceryt
stearate SE, edetate sodium
and purified water. May
contain citric acid and/or
sodium hydroxide for

pH adjustment.

Marketed by:

Owen/GALDERMA
LABORATORIES, INC.
Fort Worth, Texas 76134
Mid. by: Dermatological
Products of Texas, Inc.
San Antonio, Texas 78296
OWEN and GALDERMA
are registered trademarks.
110415-0390

NDC 0299-5765-02

®

_ newWBn

(desonlde)
Jotion Y-

2FL.OZ (59mL)

LOT:

EXPIRES:



FOR TOPICAL USE. NOT FOR NDC 0299-5765-04
OPHTHALMIC USE. STORE BELOW
86°F (30°C), AVOID FREEZING.

SHAKE WELL BEFORE USING. ;
Usual dosage: Apply a small amount :

to affected areas 2 or 3 times daily. :

See package insert for complete ; > nes .

prescribing information. .
Contains: Active: desonide 0.05% w/w lde)
(0.5 mg/g). Inactive: sodium lauryl ) ( d eSOn

sulfate, light mineral oil, cetyl alcohol,

stearyl alcohol, propylene glycol, . ' - 05%
methylparaben, propylparaben, sorbitan : on ]
monostearate, glycery! stearate SE, ‘ Iﬂtl

edetate sodium and purified water.
May contain citric acid and/or sodium
hydroxide for pH adjustment. o
Lot number and expiration date on =i f :'f
bottom of bottie. ‘- LN
Marketed by:

Owen/GALDERMA

LABORATORIES, INC.
Fort Worth, Texas 76134
Mfd. by: Dermatological
Products of Texas, Inc.
San Antonio, Texas 78296

OWEN and GALDERMA

s 4 FL.OZ. (118 mL)

SHAKE WELL BEFORE USING.

prescribing information.
Contains: Active: desonide 0.05% w/w
(0.5 mg/g). Inactive: sodium lauryl
sulfate, light minerai oii, cetyl alcohol,
stearyl alcohol, propylene glycol,
methylparaben, propylparaben, sorbitan on
monostearate, glyceryl stearate SE, lo I
edetate sodium and purified water.

May contain citric acid and/or sodium

hydroxide for pH adjustment.

Lot number and expiration dais: on

bottom of bottle.
Marketed by:

Owen/GALDERMA
LABORATORIES, INC.
Fort Worth, Texas 76134
Mfd. by: Desmatotogical
Products of Texas, Inc.
San Antonio, Texas 78296
OWEN ande(;ALEéERMA / .
are registered trademarks. 4 FL OZ ( 118

. OZ. mL)

126497-0390

Usual dosage: Apply a small amount )
to affected areas 2 or 3 times daily.
See package insert for complete

SHAKE WELL BEFORE USING.

Usual dosage: Apply a smail amount
to affected areas 2 or 3 times daily.
See package insert for complete D

prescribing information.
Contains: Active: desonide 0.05% wiw de
(0.5 mg/g). Inactive: sodium lauryl deSOﬂl

sulfate, light mineral oil, cetyl alcohol,

stearyl alcohol, propylene glycol, 05
methylparaben, propylparaben, sorbitan n“
monostearate, glyceryl stearate SE, Iotl

edetate sodium and purifiiad water.

May contain citric acid and/or sodium
hydroxidz2 for pH adjustment.

Lot number and expiration date on
bottom cf bottle.

Marketed y: nr
Owen/GALDERMA ‘

LABORATORIES, INC.
Fort Worth, Texas 76134

Mfd. by: Dermatological
Products of Texas, Inc.

San Antonio, Texas 78296
OWEN and GALDERMA
are registered trademarks.

126497-0390 4FL.OZ. (118 ml_)
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FOR TOPICAL USE. NOT
FOR OPHTHALMIC USE.
STORE BELOW 86°F (30°C),
AVOID FREEZING. SHAKE
WELL BEFORE USING.

Usual dosage: Apply a small
amount to affected areas 2 or
3 times daily. See package
insert for complete
prescribing information.

Contains: Active: desonide
0.05% w/w (0.5 mg/g).
Inactive: sodium laury!
sulfate, light mineral oil,
cetyl alcohol, stearyl
alcohol, propylene

glycol, methylparaben,
propylparaben, sorbitan
monostearate, glyceryl
stearate SE, edetate sodium
and purified water. May
contain citric acid and/or
sodium hydroxide for

pH adjustment.

Marketed by:

Owen/GALDERMA
LABORATORIES, INC.
Fort Worth, Texas 76134
Mtd. by: Dermatological
Products of Texas, Inc.
San Antonio, Texas 78296
OWEN and GALDERMA
are registered trademarks.
110416-0390

NDC 0299-5765-04

4 FL. OZ. (118 mL)

LOT:

EXPIRES:
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REVIEW OF PROFESSIONAL LABELING

ANDA

DRAFT
DATE OF REVIEW: December 24, 1987 &?- -
ANDA #: 72-354 “NAME OF FIRM: Oweﬁ Labs

NAME OF DRUG: Trade: DesOwen Lotion, 0.05%
Generic: Desonide Lotion, 0.05%

DATE OF SUBMISSION: November 27, 1987
COMMENTS:
General Comment: Potency Statement: To Chemist

We question the expression of potency as a percent

- weight/weight. USP monographs for lotions of similar products
express potency as a percent weight/volume. We feel that the

formulation should also be expressed as a percent
weight/volume. Please review and discuss with me.

Carton: Not Satisfactory

1. fl oz (rather than "Fl. 0z.") -

2. Usual dosage - 2 or 3 times (rather than "2 to 3 times")

3. Professional Samples Carton

",..860F (300C). Avoid Freezing."

Container: Not Satisfactory
(2 f1 oz, 4 fl oz, 8 mL Sample)

1. See A. 1. (2 fl oz, 4 fl o0z)
2. See A. 2.
Insert: Not Satisfactory

1. CLINICAL PHARMACOLOGY (Pharmacokinetics)
Paragraph 3, line 4 - Corticosteroids...

2. HOW SUPPLIED

Reyise "Storage" statement to read, "Store below 86°F
(300C). Avoid Freezing."




* RECOMMENDATIONS: =

1. Inform the firm of the above comments.

..‘.’. " -
© 2. Request the firm revise their labels and labeling. We cannot request
final printed copy until the gquestion regarding expression of potency
has been resolved ‘

3. For The Recnrd-

The "For topical use" phrase is used on labels of firm's other
products. This statement 1s acceptable per discussion by G.
Johnston and K Johnson. ) .

Gordof” Johnston

cc:
HFN-238
GJohnston/KJohnson/Je/12-28-87

rpl 1%§&”"
7699A/ pg 1-2 V*;;iz




.fR[VIEH OF PROFESSIONAL LABELING

f?iﬁ€:;i3 ,}iF5:$/f; R Orig. Amendment 7:'“
| o DRAFT o ,
DATE OF REVIEW: June 28, 1988 5" )
 ANDA #: 72-354 NAME oF FIRM: Owen Labs

_ NAME OF DRUG- Trade' Desowen Lotion 0.05% . .
@ ks Generic' Desonide Lotion 0. Szf*jj-*- o

—' ‘DATE OF SUBMISSION: dune 6,198 . SR
©COMMENTS: . SR S 2
Carton: - We question your content statement. Your composition statement -

lists citric acid and/or sodium hydroxide agpresent in the o
formulation. However, the carton labeling indicates that these . -
components may be present. Please comment. o

-

Container: See comment under carton labeling.

Insert: See comment under carton labeling.

LT

RECOMMENDATIONS:
1. Inform the firm of the above comments.

2. We cannot request final printed copy until the 1ssue regarding the ' '\ ’
composition has been resolved. ‘ *{N\

3. NOTE TO CHEMIST: Please review my comment to the firm and inform me :
if any change is required. , ST

! -
Z / it
s 3

cc: *? ¥ ; B
HFD-238 (@\}‘T& ~ A
GJohnston/KJohnson/je/6-29-88 1 O
7887A/ pg 8 ' ;.j
e
- 1\
3“\‘
Y
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REVIEW OF PROFESS;OﬂéLtAﬁsLING

Orig. Amendment£ DRAFT
DATE OF REVIEW: January 10, 1989 . -
ANDA #: 72-354  NAME OF FIRM: Owen Labs 4

NAME OF DRUG: Trade: Des Owen Lotion
' Generic: Desonide Lption 0.05%

DATE OF SUBMISSION: November 28, 1988
COMMENTS: |
Insert: Satisfactory
RECOMMENDATIONS :
1. Inform the firm of the above comments.
2. Request the firm prepare and submit final printed container labels
and carton labeling. We cannot request final printed insert labeling
until your Bio data has been found satisfactory and we have had a

chance for review and comment.

3. NOTE TO CHEMIST: If the Bio data has been found satisfactory prior
to issuing an action letter, I will revise our request for FPL insert

labeling. :
QLW s/
) Gordon Johnston
0 Ml
HFD-238 gl N ' B
Gd?hnston/KJohnson/jeIT-12-89
rp

8167A/pg 8
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 72-354

CHEMISTRY REVIEWS




CHEMIST'S REVIEW ANDA 72-354

3. NAME_AND ADDRESS OF APPLICANT
Owen Laboratories N
Divisions of Dermatological Products of Texas, Inc.

6201 South Freeway
Fort Worth, Texas 76134

4, AF NUMBER 5 SUPPLEMENT%S)
Waxman/Hatch rigina /25/87

6. NAME OF DRUG 7. NONPROPRIETARY NAME
Desowen Desonide

8. SUPPLEMENT(s) PROVIDE(s) FOR:
Original submission of a new application

9.  AMENDMENTS AND OTHER DATES: »
12/T1/87 New Correspondence (Type I DMF 1229 material not previously

submitted.
10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
Anti-inflammatory RX
13. DOSAGE FORM(s) 14. POTENCY
Lotion 0.05%

15. CHEMICAL NAME AND STRUCTURE
Pregna-T,4-diene-3,20-dione,11,21-dihydroxy-16,17-[(1-methylethylidene)bis

(oxy)1-,(114 ,16)

Formula: C24H32065 molecular weight: 416.5
aruoﬂ

17. COMMENTS
505(J){2)(A) information is satisfactory as per D. Rosen. Application
found acceptable as per the petition process. See letter dated 9/10/87
(Dr. Reinstein)., We await evaluation by Div. of Anti-Infectives of the
vasoconstrictor study.

18. CONCLUSIONS AND RECOMMENDATIONS
Not approvabIe with deficiencies identified.

19. REVIEWER: DATE r~OMPLETED
R/D I R.M. Patel 5/11/88
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CHEMIST'S REVIEW PAGE 2 -
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ANDA 72-354  CHEMIST'S REVIEW FOR ANDA OR SUPPLEMENT

~NAME AND ADDRESS OF APPLICANT: w
Owens Laboratories ’
Div. of Dermatological Products of Texas, Inc.
Fort Worth, TX 76115

PURPOSE OF AMENDMENT/SUPPLEMENT
6-6-88 Draft labeling and manufacturing and control information
6-24-88 Samples sent to Dallas for methods validation

PHARMACOLOGICAL CATEGORY NAME OF DRUG HOW DISPENSED
Anti-inflammatory DesOwen Rx

. (desonide)

DOSAGE _FORM POTENCY

Lotion 0.05%

SAMPLES

We await methods validation as per Dallas District. Quality assurance
testing of nds is ok as per companion application 71-425.

RELATED IND/NDA/DMF
71-425

LABELING
Not satisfactory - See labeling review as per G.Johnston 6-28-88.

BIOLOGIC AVAILABILITY
Not satisfactory - Firm is to provide more information. See letter dated
July 1, 1988.

ESTABLISHMENT INSPECTION
Satisfactory as per D.Sylvia 1-6-88

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

Not satisfactory

Firm has submitted Certificates of Analysis for the raw materials used in the
drug product. Firm was requested to define the term "suitable" in the
manufacturing instructions. The revision submitted contains more specific
times and temperatures; the equipment is specified only by terms like round
bottom as more specific identification. Firm should name specific equipment
used.,

PACKAGING
Satisfactory - See Chemist Review dated 5-17-88



CHEMIST REVIEW PAGE 2

- STABILITY f

Not satisfactory
Firm has submitted challenge condition stability data and cycling studies with

" a request for 18 months, Data are satisfactory. However, protocol should be
revised to express test stations in months rather then weeks.

REMARKS AND concwsmh

Not approvable (i;%%;Lfg _
BTArnwine //AO/P{

'r/d RPatel - 11-8-88
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ANDA 72-354  CHEMIST'S REVIEW FOR ANDA OR SUPPLEMENT

NAME AND ADDRESS OF APPLICANT:

Owen Laboratories o "
Div. of Dermatological Products of Texas, Inc.,
Fort Worth, TX 76115

PURPOSE OF AMENDMENT/SUPPLEMENT

{1/28/88 Draft tabeling and manufacturlng and control information
11/.16/88 Bio Material

4/18/89 Bio material and FPL

PHARMACOLOGICAL CATEGORY NAME OF DRUG HOW DISPENSED

Anti-infiammatory ’ DesOwen Rx
(desonide)

DOSAGE FORM : POTENCY

Cotion .

SAMPLES

Methods validation is satisfactory as per Dallas District, Quality assurance
testing of nds is ok as per companion application 71-425,

RELATED IND/NDA/DMF
/1-425

LABELING
Not satisfactory - Request for FPL cannot be made until bio data have been

found satisfactory as per G Johnston. see labeling review 1/10/89.

BIOLOGIC AVAILABILITY -
Not satisfactory - Firm has provided more information, We await evaluation by
Division of Anti-Infectives. -

ESTABLISHMENT INSPECTION
Satisfactory as per D.Sylvia 1-6-88

{COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
sgatisfactory

Firm has submitted Certificates of Analysis for the raw materials used in the
drug product. Firm was requested to define the term "suitable" in the
manufacturing instructions. The revision submitted contains more specific
times and temperatures; the equipment is specified only by terms 1ike round
bottom as more specific identification. Firm should name specific equipment
used, By amendment firm has identified equipment.

PACKAGING
Satisfactory - See Chemist Review dated 5-17-88



CHEMIST REVIEW PAGE 2

STABILITY o

patisfactory
Firm has submitted challenge condition stability data and cycling studies with
a request for 18 months. Data are satisfactory. Protocol has been revised to
express test stations in months rather then weeks.

REMARKS AND CONCLUSION
Not approvable

Brenda T. Arnwine @) /
jth: 0009j 5/12/89 $hald7
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2. ANDA 72-354 -
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3. - APP me /Address e:

owen/Galderma Laboratories, Inc.
Attention: Christine E. Shank
Manager, Regulatory Affairs

6201 South Freeway
PO Box 6600

Fort Worth, TX 76115
Tel. 617-293-0450;

PROPRIETARY NAME: DesOwen®R Lotion, 0.05%
NON-PROPRIETARY NAME: Desonide Lotion, 0.05%

AMENDMENTS and Other DATES:

A. FIRM: :
11-25-87
05-19-89
01-12-90
03-26-90
05-30~90
08-17-90
05-30-91
08-09-91
08-14-91

August.

B. FDA:
05-12-89
05-15-89
07-26-89
03-12-90
04-06-90
05-11-90
06-28-90
03-07-91
07-23-91

Fax 817-551-8079.

6.
7.

O Application.

NC re NA letter of 5-15-89.
NC
Amendment
Amendment
Amendment
Amendment
Amendment
Amendment

re telecon of 3-12-90
("NC") re telecon with Dr.S.Dugar.

re FPL
re telecons of 8-7 & 8th-1991.
re our conversation of 12, 13 & 14

3rd (last) CR.

NA re Biceg. & labeling

Clinical Review by Div. of Anti-infective D.P.
Telecon by S.D. to Ms.C.Shank at Owen.

Telecon by S.D. to Ms.C.Shank

Telecon by S.D. to Ms.C.Shank

Telecon by R.T. to Ms.C.Shank

Info. letter re contract manufacturer
Satisfactory labeling.

08-07-91
08-08-91
08-12-91
08~13-91
08-14-91

Telecon
Telecon
Telecon
Telecon
Telecon

re
re
re
re
re

batch records & stability data.

low temp. (35°) accelerated studies.
manuf. of containers.

subject of degradation products (DP).
change of limits of DP from % .

PHARMACOLOGICAL CATEGORY: Corticosteroid: anti-inflammatory

Rx or OTC:

Ry

RELATED ANDA/DMF's:
Desonide Cream (#19-048) & Desowen Ointment (#71-425)

Tridesilon®

DOSAGE FORM: lotion
0.05%

POTENCY :

(innovator product)



15. Chemical Name. 11,21-Dihydroxy-16,17-[(1-
methylethylidene)bis(oxy) ]-(118, 16a) -pregna~1, 4-diene~-3, 20~
dione. Also: Desfluorotriamcinolone Acetonide. C,4H3,50¢

i s
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C US a RE ENDATIONS:
Approval

EVIEWER:
Robert W. Trimmer, Ph.D.

Branch II, Div. of Chemistry II, OGD

Date Started: 8-02-91
Completed: 8-15-91
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1. EMIST'S TEW

2. ANDA 72-354

3. APPLIC Na ess:
Owen/Galderma Laboratories, Inc.
Attention: Ms. Christine E. Shank
6201 South Freeway
Fort Worth, TX 76115

6. PROPRIETARY NAME: Desowen® Lotion, 0.05%
7. NON-PROPRIETARY NAME: Desonide Lotion, 0.05%
2. e 3
A. FIRM:
11-25-87 O Application.
B. FDA: '
6/17-21/91 EI of Derm. Products of Texas facility.
10. PHARMACOLOGICAL CATEGORY: Corticosteroid: anti-inflammatory
1l. Rx or OTC: R,

12. RELATED ANDA/DMF's:
Desonide Cream (#19-048) & Desowen Ointment (#71-425)
Tridesilon® (innovator product)

13. DOSAGE FORM: lotion
14. POTENCY: 0.05%
17. CoO .
A Co ts to Included in Action Letter:

During the FDA inspection of your production facilities,
Dermatological Products of Texas, it was learned, among other
things, that at least two of your test batches were filled and QC
tested at an unreported plant in Fort Worth, Texas.

1. Please amend your application to includes all details
of this previously unreported filling operation at the ALCON
facilities including all equipment, container/closure systems
utilized, complete test batch records which includes the filling
process, etc.

Please be advised we await CGMP compliance status of
the ALCON facilities.

2. Please submit the time limits for the various phases of
production. This may be done on the master batch record.

3. Please note that your SOP #108.1010 is considered too
general. Please amend your application to include specific case
procedures or withdraw said SOP and after approval of this ANDA
you may supplement the application as per 21 CFR 314.70

(b) (2) (%).
B. General Comments:



A Clinical-Consult to David Bostwick regarding this new pH
range was found acceptable 2-8-1991.

A | P9 xg representative batch production record was
submitted (max. future production size), :

The reason for the use of 35° rather than 40° for
accelerated studies was stated, namely, that at 40° the emulsion

breaks down.

The followi r nts regardin 3 ems list
he Au th Me to t Office of Generic Dru
FDA 483 It

#1 & 2: The EI uncovered information showing that the bio
batches AHE-1911 & AIE-2059 were transferred to another plant
(ALCON) for filling; this facility is not a part of the contract
manufacturer of Dermatological Products of Texas (DPT) nor
Owen/Galderma the applicant.

We agree this is a violation and will issue the applicant a
NA letter requesting specific amendments to the filling issue and
will issue an EER for the ALCON facility. See above #17.A.

#3: The EI questioned the use of 15-30°C (59-86°F) as controlled
room temperature conditions and thinks the firm should do room
temp. stability studies at the higher point, namely, 30°C.

They also question the accelerated conditions of 35°.

a. Since last spring we have been recommending 25-30° (USP
15-30°) for room temperature studies but do not reject studies
that commenced before that time using 15-30°.

b. The accelerated studies were carried out at 35° instead
of the recommended 40° as the applicant stated that at above 37°
the lotion breaks up. In lieu of the 40° accelerated conditions
we accepted two years data at room temperature.

c. The need to change recorder charts to the proper
frequency and sign & initial charts is a CGMP matter.

#4: The EI report criticizes the firm for doing validation only
on |P® kg batches and questioning the validity of these results
for scaling up to a | ®® kg batch. Time limits are also
discussed.

a. The area of batch sizes falls within the OGD Guide #22-90
allow1ng a ten fold scale-up from test batch. The applicant has
agreed in writing to limit production scale-up to | ?% kg.

b. We agreed to tell the applicant to set time limits for
the various phases of production. See section #17.A. above.

#5: This involves rework procedures and we generally agree that
specific rework procedures need to be in the application or
supplemented after approval of said application. See #17.A.
above.

#6: Compliance wants the firm to establish a correct sanitation
procedure with validation data for equipment which is consistent
with the firm's SOP - CGMP issue.

Other points:



The EI criticized the firm for the lowered pH formulation.

In the application we received a satisfactory Medical
Consult for the change which change affprds increased stability
of the drug product and have satisfactory stability data. We
ourselves requested this change. '

#£2.

Compliance criticized the | “® kg batch ticket but we have a
commitment from the firm that | ®“ kg will be their largest
production batch size under the present approval package.

i18. ON SIONS E ATIONS
Not Approvable. MINOR Amendment.

19. REVIEWER:

Robert W. Trimmer, Ph.D. Date Started: 10-15-91
_Branchrgl,\ggv. of Chemistry I, OGD Completed: 10-16-91
cor Feon yaase TES
72-354/Division File WM&QP
72-354/Dup W \o\\%’\ﬁ‘
HFD-634 /RTr immer






MEMORANDUM Department of Health & Human Services
Public Health Service
Food and Drug Administration
Center for Dxug Evaluation and Research

Date: October 16, 1991

Subject: Comments for EIR of 6/17-21/91 (ANDA 72-354):
Dermatological Products of Texas
San Antonio, TX

Applicant:

Owen/Galderma Laboratories, Inc.
6201 South Freeway

Fort Worth, TX 76115

Drug Product:
DesOwen® Lotion, 0.05%

See FDA 483 Items in the Report of August 27, 1991

To: HFD-320
Through David Doleski
Attention: Ann L. deMarco

The following are our comments regarding the 483 items listed in
the August 27th Memo to the Office of Generic Drugs. -

FDA_483 Items.
#1 & 2:

The EI uncovered information showing that the test batches
AHE~1911 & AIE~-2059 were transferred to another plant (ALCON) for
filling; this facility is not a part of the contract manufacturer
of Dermatological Products of Texas (DPT) nor Owen/Galderma the
applicant. _

We agree this is a deficiency in the ANDA and will issue the
applicant a NA letter requesting specific amendments to the
filling issue and will issue an EER for the ALCON facility.

#3: '

The EI questioned the use of 15-30°C (59-86°F) as controlled
room temperature conditions and thinks the firm should do room
temp. stability studies at the higher point, namely, 30°C.

They also question the accelerated conditions of 35°.

a. Since last spring we have been recommending 25-30° (USP
15-30°) for room temperature studies but do not reject studies
that commenced before that time using 15-30°.

b. The accelerated studies were carried out at 35° instead
of the recommended 40° as the applicant stated that at above 37°
the lotion breaks up. In lieu of the 40° accelerated conditions,
we accepted two years data at room temperature.

c. The need to change recorder charts to the proper
frequency and sign & initial charts is a CGMP matter.



#4:

The EI report criticizes the firm for doing validation only
on |®® kg batches and questioning the validity of these results
for scaling up to a | ®“ kg batch. Time limits are also
discussed.

a. The area of batch sizes falls within the OGD Guide #22-90
allowing a ten fold scale-up from test batch. The applicant has
agreed in writing to limit production scale-up to | ®“ kg.

b. We agree to tell the applicant to set time limits for the
various phases of production in our NA letter. _

#5:

This involves rework procedures and we generally agree that
specific rework procedures need to be in the application or
supplemented after approval of said application and shall so
indicate in our NA letter.

#6:

_ The investigators want the firm to establish a correct
sanitation procedure with validation data for equipment which is
consistent with the firm's SOP. This is a CGMP issue. :

Other points:

#1. :

The investigators criticized the firm for the lowered pH
formulation.

We received a satisfactory Medical Consult for the change
which change affords increased stability of the drug product and
have received satisfactory stability data on the drug product
with the lower pH. We ourselves requested this change.

The investigators criticized the | ®% kg batch ticket but we
have a written commitment from the firm that | ®® kg will be
their largest production batch size under the present approval
package.

Robert Trimmer
Review Chenmist
Branch II, OGD

Michael Smela
Branch Chief
Branch II, OGD
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APPLIC . ugmg[AQQress[Telephone[fgg:

1

Owen/Galderma Laboratories, Inc.

Attentio
6201 Sou
Fort Wor
Tel. 817

PROPRIETARY NAME:
NON-PROPRIETARY NAME: Desonide Lotion,

n: Ms. Christine E. Shank
th Freeway
th, TX 76115

293-0450 or 551-8516; Fax 817 551-8079

0.05%
0.05%

DesOwen® Lotion,

AMENDMENTS and Other DATES:

FIRM:

11-25-87
*11-01-91
*¥11-15-91
*12-05-91

12-06-91

*¥12-13-91
*12-18-91
*¥12-19-91
B. FDA
06-17-91
'11-08-91
11-14-91
11-15-91
11-26-91

12-05-91

12-05-91

O Application.

Amendment

Amendment

Amendment from Owen w 15th mo. stability.

Telecon of clarification: Owen will make clear

container/closure descriptions ( -
correspond with description in Package

Specs, Ms. Shank will consolidate stab. data, &

will contact supplier for data for USP tests.

Amendment with USP data.

Fax Amendment with time limits.

Amendment with ®@ jnformation.

EI of Derm. Products of Texas facility.

Telecon to our San Antonio, TX office: J.Davis.
Telecon to Owen re ALCON facilities.

Telecon from Owen re ALCON facilities.

Telecon requesting stability data for new test
batches. '

NC Telecon stating 15th mo stab. data sent via Fax;
I told of need yet for time limits info & need for
COA's for c/c from DPT & USP tests - Biol.
Reactivity Test as per 21 CFR 211.84.

EI found acceptable.

PHARMACOLOGICAL CATEGORY: Corticosteroid: anti-inflammatory

Rx _or OTC:

RELATED

R

X

ANDA /DMF's:

Desonide Cream (#19-048) & Desowen Ointment (#71-425)

Tridesil
DMF #122

on® (innovator product)

9 Type I for DPT, Inc. of San Antonio, TX. o



13.
14.

17

A.

w

DOSAGE FORM: lotion
POTENCY: 0.05% | .

COMMENTS.

Comments to be Included in the Action Letter:
For Approval :

General Comments:

1. A Clinical=-Consult to David Bostwick regarding this new
pH range was found acceptable 2-8-1991 for the revision in
pH specification from Y

2. A | P¥ kg representative batch production record was
submitted (max. future production size).

3. The reason for the use of 35° rather than 40° for
accelerated studies was stated, namely, that at 40° the
emulsion breaks down. I would recommend granting an 18
month expiration dating based on this data alone; a 15th
month station was submitted to this point on the new bio
batch and 24 months on the old bio batches (old = batches
were the drug product was filled by an unauthorized
facility, namely Alcon).
4. Satisfactory USP testing of the B
containers which testing included section <87>
submitted 12-13-91,

5. This application was previously AP pending EI then
consequently found deficient in the 483. Since the 483 the
issues have been resolved.

Comments concerning the Last NA Letter (483 related):
"During the FDA inspection of your production facilities,

Dermatological Products of Texas, it was learned, among
other things, that at least two of your test batches were
filled and QC tested at arn unreported plant in Fort Worth,
Texas. Please amend your application to includes all
details of this previously unreported filling operation at
the ALCON facilities including all equipment,
container/closure systems utilized, complete test batch
records which includes the filling process, etc.

Please be advised we await CGMP compliance status of the
ALCON facilities.

Response to #1: Satisfactory.

Two of the batches identified in the ANDA (#AIE-2059 and

AHE-1911) were filled and tested at Alcon Labs and were done
basically to see if Alcon could handle such a operation.

(b) (4)



Since the applicant has stated there will no involvement at
all with the Alcon facilities we are to look now at just Derm.
Products of Texas, Inc. (DPT) manufactured test batches:

Three new test batches were produced of i kg each, using
the in-process pH adjustment outlined August 17, 1990, u31ng
(DPT) production scale equipment which included 0@ g
filling equipment and DPT quality control testing. These three
batches are considered representative standards for the

commercial production of the drug product. See section #25. o

The applicant certified that there will be no utilization of
the ALCON facilities for post-approval manufacture or quality
control for the commercial product (11-15-91).

2. Please submit the time limits for the various phases of
production. This may be done on the master batch record.
Response to Comment #2 re time limits: 8Satisfactory.
Amendment of 12-18~91 incorporated requested time
limitations for the different production phases.

3. Please note that your SOP #108.1010 is considered too
general. Please amend your application to include specific
case procedures or withdraw said SOP. After approval of
this ANDA, you may supplement the application for
reprocessing a batch of the drug product as per 21 CFR
314.70 (b) (2) (x)".

Response to #3: 8Satisfactory.

The applicant made a commitment that no reprocessing of any
batch will be performed without prior approval of a
supplement to the application.

18. CONCLUSIONS and RECOMMENDATIONS:

Approval. A min. 18 mo expiration dating is recommended
based on previous satisfactory 24 mo RT (old bio batches),
accelerated studies of 3 months at 35° + cycle studies at 4° to
35°.

19. REVIEWER:

19 ’ED%M (2-30-9¢( MM% n\so]‘t\

Robert W. Trimmer, Ph.D. Micggel J. Smela, Jr.
Branch II, Div. of Chem. I, OGD Branch Chief

Date Started: 11-16-91
Completed: 12-18-91

cc: ANDA 72-354
72-354/Division File
72-354 /Dup
HFD-634 /RTrimmer















CENTER FOR DRUG EVALUATION AND RESEARCH

 APPLICATION NUMBER:
ANDA 72-354

BIOEQUIVALENCE REVIEWS




ANDA 72-354 April 20, 1988

Consultative Review of Clinical Protocol

EA
s
5

Sponsor: Owen Laboratories
Forth Worth, Texas 76134

Product: DesOwen (desonide) Lotion, 0.05%

Formulation: Not provided
Indication: Corticosteroid-responsive dermatoses

Date of Submissiqn: November 25, 1987

Background: DesOwen Lotion has been found to be eligible for submission of an
Abbreviated NDA (ANDA) through an ANDA suitability petition. In order for the
ANDA to be approved, it is necessary that two studies be performed: a
vasoconstrictor protocol and a small clinical study in patients with diseased
skin to establish that the ANDA formulation is bioequivalent to the reference
product (in this case, DesOwen Cream 0.05%, which is the subject of the
approved NDA 19-048). The ANDA sponsor has submitted protocols for both
studies for comment prior to initiation of the studies.

Proposed Clinical Studies:
1. Vasoconstrictor Assay

The vasoconstrictor assay is to be performed by Dr. R. B. Stoughton in-
volunteer subjects. The protocol is a standard one amd is satisfactory.

2. Bioequivalency Protocol
The -investigator for this study will be H.I. Katz, M.D. Dr. Katz's
qualifications have not been provided.

A. Study design: This is an inveétigator—blindéd, randomized, paired
comparison of DesOwen Cream and DesOwen Lotion in 36 patients with
bilateral eczema.

B. Patient selection: Males and females with a minimum age of 6 with varying
degrees of bilateral eczema which could normally be treated with
low-potency topical steroids.

C. Treatment regimen: The medications are to be applied to affected areas
three times daily. One medication will be applied to the left side of the
body and the other to the right side. Medications will be color-coded
(1eft side blue and right side yellow). The study is to continue for
three weeks with four investigator evaluations; one prior to therapy and
weekly thereafter.



ANDA 72-354 -2 -

4. Effectiveness parameters: Patients will be evaluated for erythema,
scaling, excoriations, pruritus, oozing/weeping, and overall severity on a

. scale of 0-9 as follows: v
Clear Mild .  Moderate Severe
0 1, 2, 3 4, 5, 6 7, 8, 9

Evaluation: This protocol presents two major difficulties: the choice of
eczema as the disease to be treated, and the choice of a paired comparison
methodology.

Topical steroids are normally required to show effectiveness in both atopic
dermatitis and psoriasis prior to approval. If only one clinical study is to
be performed, the more difficult indication (psoriasis) should be studied,
since a product which is effective against psoriasis may be expected to also
be effective against atopic dermatitis. On the other hand, effectiveness
against atopic dermatitis does not necessarily indicate that a product will be
useful in psoriasis.

In addition, parallel groups of patients should be studied (one group on
cream, and the other on lotion). Use of the paired comparison technique
greatly increases the chance of medication mix-up, especially if the patients
themselves are to apply the drugs.

It is also felt that a global evaluation should be performed according to a
scale of improvement from baseline (rather than the overall severity score on
a scale of 0-9 as proposed by the sponsor). The global evaluation is intended
to view the improvement of the patient over the length of therapy. The
overall severity score would essentially reevaluate signs and symptoms which
have already been evaluated individually.

A small vehicle group should also be included in order to assess the clinical
effect of the excipients in the formulation. ,

Recommendation: The following general protocol is an example:

The study should be an investigator-blinded comparison of DesOwen Cream
(20 patients), DesOwen Lotion (20 patients) and lotion vehicle

(10 patients). Parallel groups of patients with psoriasis are to be
entered into the study for each treatment group in a randomized fashion.
The patients should be comparable in terms of disease state, demographic
characteristics, etc. The study should run for three weeks. Drug
applications are to be three times daily with investigator evaluations
prior to therapy and weekly thereafter.
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The effectiveness parameters proposed by the sponsor are satisfactory,
except that the "overall severity" rating of signs and symptoms should be
~replaced by a global evaluation using the folPow1ng “scale:

1 = "Cleared" - 100% clearance of signs, except for residual
discolorations.

2 = "Marked Improvement" - between 76% and 99% clearance of signs
monitored.

3 = "Moderate Improvement" - 50% to 75% clearance of signs monitored.
4 = "Slighf Improvement” - less than 50% clearance of signs monitored.

5 = "No Change" - no detectable improvement from pretreatment
(baseline) evaluation.

6 = "Exacerbation" - flare of sites monitored.

Data Reporting:

Data should be reported both in terms of weekly results and in terms of
"endpoint"; that is, one set of data should view all patients at the last
valid treatment visit. The endpoint evaluation is the best method of
assessing the effect of patient dropouts. Signs and symptom scores should be
reported individually and as a total score. Global evaluation should be
reported as noted above. The qualifications of the investigator and the
complete formulation of each test material should be submitted.

The proposed clinical protocol is not acceptable. Changes have been suggested.

T Vol

David C. Bostwick, Chemist

C C éUu-IhCL

C. Carnot Evans, M.D.

cc:
Orig ANDA

HFD-520

HFD-340

HFD-520/CCEvans
HFD—520/DCBostw1ck/11mlS/7/88

4018m

-~
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ANDA 72-354 Date Review Begun: July 26, 1989
Date Review Completed: July 26, 1989

W
&

Cli iew of
(referred i ion_of Generic Dr HFD-230)

Sponsor: Owen Laboratories
Fort Worth, Texas

Product: DesOwen (desonide) Lotion, 0.05%
FQrmulgtign:‘

Ingredient mg Per Gram Percent (w/w)

Desonide
Propyliparaben, USP/NF
Methyliparaben, USP/NF
Edetate Sodium
Sodium Lauryl Sulfate, USP/NF
Cetyl Alcohol, USP/NF
Glyceryl Stearate SE
(Self emulsifying)
Stearyl Alcohol, USP/NF
Sorbitan Monostearate, USP/NF
Propylene Glycol, USP
Light Mineral 0i1, USP/NF
Citric Acid, USP and/or
Sodium Hydroxide
Purified Water, USP

Indication: Corticosteroid-responsive dermatoses.

- Dates of Submission: June 6, 1988 (vasoconstrictor study). April 18, 1989
(clinical bioequivalence study).

Please see our previous review of this ANDA dated April 20,
1988. This product represents a 1ine extension (new formulation) for an
already approved topical steroid which was first marketed after 1962. Under
these conditions, two studies are necessary for approval of an ANDA: a
vasoconstrictor_assay and a limited clinical study in patients with
?30513§1s.‘ In this case, the reference drug is DesOwen Cream 0.05% (NDA
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Clinical Studies:

A. Vasoconstrictor assay.

Investigator: Richard Stoughton, M.D.
La Jolla, California

Method: Thirty healthy adults (16 males, 14 females) were entered into
the study. '

Three test materials were used: DesOwen Lotion, 0.05%, DesOwen
Cream, 0.05% and the DesOwen Lotion vehicle. Each subject was
treated with each test material on each forearm, giving a total
of six treatment sites per subject. Each site was approximately
3 cm in diameter, with 35 mg. of each test material being used.
A1l applications and readings were double-blind.

The test sites were protected by a nonocclusive plastic guard
~for 16-20 hours. The sites were then washed and readings for
vasoconstriction taken one hour later. The degree of
vasoconstriction was read according to the following scale:

0 = no pallor

1 = mild pallor

2 = moderate pallor
3 = maximum pallor

Results: Since both arms were used, there are twice as many readings as
patients.

Number of Patients per Blanching Score

Product 0 1 2 3 Mean Total Patients
DesOwen Lotion 4 19 28 9 1.7 30
DesOwen Cream 3 20 27 10 1.7 30
Vehicle 52 7 0 1 0.2 30

These data indicate that DesOwen Lotion and Cream are equivalent
in their vasoconstrictor activity.

B. Comparison of DesOwen Lotion, DesOwen Cream and Lotion Vehicle in B
Psoriasis.
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Investigator: Alan Greenspan, M.D.

TKL Research, Inc.
Maywood, N.J. 07607

This was a double-blind parallel-group comparison of DesOwen
Lotion, DesOwen Cream and the lotion vehicle in patients with
mild to moderate psoriasis. Thirty patients were entered into
each active treatment group and twenty were entered into the
vehicle group on a random basis. The patients were males and
females aged 20-77 years. The patients had not been on any
interfering topical medication for 7 days prior to initiation of

therapy.

The study was three weeks in length with evaluations made at
baseline and weekly thereafter.

The disease was evaluated for erythema, scaling, induration and
pruritis on a scale of 0 to 9 as follows: clear (none) = 0; mild
= 1, 2, 3; moderate = 4, 5, 6; and severe = 7, 8, 9. 1In
addition, a global evaluation was made to assess the overall
improvement/exacerbation of the disease at all affected sites.
This global evaluation was made at Weeks 1, 2 and 3. The
following grading system was used: 1 = clear; 2 = 76-99%
improvement; 3 = 50-75% improvement; 4 = < 50% improvement; 5 =
exacerbation of the disease. The following 1ist of definitions
was used in grading the signs and symptoms.

Erythema :
Mild: Faintest-detectable erythema; very light-pinkiéh color.
Moderate: Very distinguishable, dull redness.

Severe: Deep, intenée, beefy-red color.

Scaling

Mild: Barely-perceptible shedding, noticeable only on light
scratching. ' )

Moderate: Obvious but not profuse; some scales adhering to
clothing.

Severef Heavy scale production, obvious shedding upon removal
of clothing with imbedding of scales in clothing;
profuse shedding.
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Results:

Induration

Mild: A stight hardening or firmness of the tissue at the
site of psoriatic plaque.

Moderate: Marked hardening of the tissue at the site of a
psoriatic plaque; a thickened feel.

Severe: Gross hardening of the tissue at the site of a
: psoriatic plaque; feels like a lump on the skin.

Pruritus |
Mild: Occasional, slight itching; not really bothersome.

Moderate: Constant or intermittent itching; itching that is
somewhat bothersome; may or may not require treatment
for relief of symptom.

Severe: Bothersome iﬂ\aﬁng that has caused patient to obtain
treatment for Yelief. Excoriations of the skin from
scratching.

Safety was determined at the end of therapy by the investigator
and patient. Safety is defined as stinging/burning and general
irritation. The investigator assessed safety visually and
through patient interview.

Eighty patients entered the study and were analyzed for safety.
Nine patients failed to finish the study. Five discontinued for
"personal reasons". Two patients in the placebo group quit
because of exacerbation of their disease. One patient was a
protocol deviation and the last was hospitalized for an
unrelated back injury. HWe will analyze the data both in terms
of those patients who completed the study and in terms of the
last valid patient visit (endpoint analysis).

1. Signs and symptoms

a.

Test Product

Erythema

Average Scale Readings and % Reduction

Baseline Week 1 Week 2 Week 3 Endpoint
DesOwen Cream 3.80 3.1417%) 2.79(27%) 2.70(29%) 2.67(30%)
3.63 3.26(10%) 2.63(28%) 2.63(28%) 2.70(26%)

DesOwen Lotion .

Vehicle

4.00 3.72(7%) 4.00(0%) 3.93(2%) 4.20(+5%)
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b. Scaling
Average Scale Readings and % Reduction
Test Product Baseline Week 1 Week 2 Week 3 - Endpoint
DesOwen Cream 4.37 2.83(35%) 2.75(37%) 2.44(44%) 2.40(45%)
DesOwen Lotion 4.63 2.85(38%) 2.19(53%) 2.15(54%) 2.27(51%)
Vehicle | 4.75 3.67(23%) 3.37(29%) 3.47(27%) 3.65(23%)

c. 'Induration

Average Scale Readings and % Reduction

Test Product Baseline Week 1 Week 2 Week 3 Endpoint

DesOwen Cream 3.67 2.86(22%) 2.61(29%) 2.67(27%) 2.57(30%)
DesOwen Lotion 4.10 3.19(22%) 2.74(33%) 2.41(41%) 2.53(30%)
Vehicle 4.15 3.89(6%) 3.71(11%) 4.07(2%) 4.1001%)

d. Pruritus

Average Scale Readings and % Reduction

Test Product Baseline Week 1 Week 2 Week 3 Endpoint
DesOwen Cream 3.33 1.72(48%) 0.93(72%) 0.79(77%) 0.73(78%)
DesOwen Lotion 3.23 1.37(58%) 0.89(72%) 0.69(79%) 0.90(72%)
Vehicle 3.55 2.50(30%) 1.93(46%) 2.40(32%) 2.65(25%)

2. Global assessment. He will present data for the end of the study
only.

Heek 3 Global Evaluation (Number of Patients and % of Total)

- 76 - 99% 50 -75% 50%
Test Product Improvement Improvement Improvement Exacerbation
DesOwen Lotion 10(37%) 6(22%) 9(33%) 2(7%) -
DesOwen Cream ~  7(26%) 9(33%) 11(41%) 0

Vehicle .0 3(20%) 9(60%) 3(20%)



ANDA 72-354 -6~

Safety Evaluation: In addition to the two placebo patients noted
above who suffered exacerbation of their disease, one patient on the
Cream formulation reported intense erythema following the initial
application of the drug. This resolved with no further consequences.

Effectiveness Evaluation: This study establishes that DesOwen Lotion
and DesOwen Cream are comparable in their clinical effect. Both
products are superior to the vehicle for the lotion. Differences
between the active products are not statistically significant.

Recommendation: The vasoconstrictor asséy and clinical study in psoriasis
establish that DesOwen Lotion is clinically bioequivalent to the previously
approved DesOwen Cream. We have no objection to the approval of this ANDA.

David C. Bostwick
Chemist

C— C énu- h/,a"

C. Carnot Evans, M.D.
Group Leader/DERM

-@M:.‘..;.Q AnDA-

HFD=948

HFD-520

HFD-520 '
HFD-520/DCBostwick:e1p/08/07/89
HFD-520/CCEvans
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ANDA 72-354 DATE OF REVIEW: February 8, 1991

Clinical Revi £ A i I
(Referred by Divigion of Generic Drugs., HFD-630)

Sponsor: Owen Laboratories
Fort Worth, TX

Product: DesOwen (desonide) Lotion, 0.05%
Indication: Corticosteroid - responsive dermatoses

Date of Submission: August 17, 1990

Background: This ANDA was approved in 1990. The sponsor has
determined that the finished dosage form is more stable at a pH
between ©®. than the ®® range which was originally
approved. The Division of Generic Drugs is reviewing an '
amendment to the ANDA which would change the acceptable pH range
to ®®  They have the following questions:

1. Would a lotion manufactured at the lower pH range be
acceptable on the skin?

2. Would the efficacy of the lotion be adversely impacted at
- such pH levels?

Material Reviewed: Standard references state that the prH of
normal skin is in the range of 4.0-7.0. Many topical lotion
formulations have pH ranges lower than that proposed for DesOwen
Lotion. Examples are ®@
which has a pH range of ©@ - and ®
, which has a pH range of @@

Neither of these applications exhibited unusual adverse
reactions in clinical testing which might be attributable to low
pH. Therefore, it is not expected that a lotion which has a pH
range of ®® would be unacceptable to the skin.

Further, there is no reason to expect the effectiveness of
the product would be changed or compromised by this relatively
minor pH revision.

Conclusions and Recommendations: There is no objection to a

revision in the pH specification for DesOwen Lotion from ®@

David C. Bostwick

W\wa % M Mo

Wiley Chambers, MD
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cc: . HFD-340
HFD-520
HFD-520/DCBostwick
HFD-520/WChambers
HFD-520/RCook
HFD-520/Alam
HFD-520/WDeCamp
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Memorandum of Telephone Conversation
between Jan.22,1992
Christine Shank, Owen/Galderma o -
and
RA Jerussi, OGD

Subject: ANDA 72-354, Desonide Lotion 0.05%
I spoke to Ms. Shank about two items:

1. This application has as a spec for the desonide drug substance,
residue on ignition of | ®“ whereas the previously approved ANDA
71-425 for desonide ointment 0.05% seemed to have a spec of ®® (in
the original submission). I was concerned which was correct. She
indicated that the | ®® was but we both searched and spoke again.
On page 0019 of the original submission for 71-425 it was listed as
®® and therefore was listed twice with two different values.
However, I disocvered Report 07 dated 6/89 which had it listed as
®® yhich she said is the spec.

2. The specifications for the desoniude drug substance do not
contain a test for organic volatile impurities.  However, the
vendors test the product for ®® and for batch
109023 found ®@ T pointed this out
to Ms. Shank. This data 1s on page 0015 of the origianl
application so I was not revealing confidential information. I
strongly urged her to get her firm to set limits for these @@
solvents and said that the amount of ®® js rather high nd
perhaps they should reduce it. This would be true for 71-425 also
and for all their NDSs. Limits for solvents are now in the USP and
FDA has set some limits for ®® golvents. Its about time
the firm got with it. I said this could be done without a
supplement since it is adding a spec.

Robert A. Jerussi,Ph.D.

I/AGNefJA 72-354 Orig. ﬂzfﬂa’z—qm %"‘“—Aw [ :/L/
N " " Dup/Div. File / ?2/
ANDA 71-425 Orig.

" " " Dup/Div. File
Dr. Trimmer, HFD-600
M. Smela, " "
Dr. Patel, " "

Dr. Jerussi, " "
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AIRBORNE EXPRESS ~ Owen/GALDERMA

: ® 6201 South Freeway
December 19, 1991 PO. Box 6600
' Fort Worth, Texas 76115

. . (817) 293-0450
Office of Generic Drugs CHRISTINE E. SHANK

CDER, FDA Manager i
Metro Park North Il

7500 Standish Piace, Room 150
Rockville, Maryland 20855

oo AT
g AR S R Iyt

R T I .
W] DRSS PREEIN

ATTENTION: Document Control Room
SUBJECT: " ANDA 72-354

DesOwen (Desonide) Lotion, 0.05%
Dear Dr. Trimmer:

Reference is made to our telephone conversations of December 18, 1991 and the two
Telefax transmissions made to you in support of the pending application for DesOwen -
Lotion, 0.05%.

Please find herewith, in duplicate, copies of the Telefax transmissions for formal
incorporation into the ANDA 72-354 document.

| would like to express my sincere appreciation of your time and consideration
extended in the review of this application. It has been a pleasure working with you.

Sincere regards.

Christine E. Shank
Manager, Regulatory Affairs

CES/dw

0 Ri Gi NAL | GENERIC DRUG.IS
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. Owen/GALDERMA

AIRBORNE EXPRESS 6201 South Freeway

PO. Box 6600
Fort Worth, Texas 76115
December 13, 1991 , (817) 293-0450
SE&E{ST]NE E. SHANK
Office of Generic Drugs Reulaory Afinirs
CDER, FDA
Metro Park North li
7500 Standish Place, Room 150 NDA ORIG AMENDMEK]
~ Rockville, Marylz-_md 20855 N oo / g
ATTENTION: Document Control Room
SUBJECT: ANDA 72-354
REFERENCE: Telephone conversation of December 6, 1991

Dear Dr. Trimmer:

Pursuant to our conversation of last Friday, efforts have been made to obtain as much
of the documentation on the containers and closures as is available at this time.

First of all, as promised, please find with this submission stability reports for the

2 fl. oz. and 4 fl. oz. sizes which have been updated with the 15 month test data and
have been corrected to accurately reflect the packaging component materials and the
fabricators (suppliers). The reports provided are from the "test batches" described in
my previous submissions.

Batch No. Stability Lot

Size
DECE 53540786 2 fl. oz.
DECE 53540787 4 fl. oz.
DFCE 53540789 2 fl. oz.
DFCE 53540790 4 fl. oz.
DFC - 53540792 4 fl. oz.
DFC 53540793 2 fl. oz.
You will note that for the lots which employ the containers made with L1

is identified as the fabricator. A letter
of authorization to reference their Drug Master File # % is provided. | apologize for
the error in identifying the supplier for these containers as it was simply a mistake in
our haste to provide the stability data and it was generally assumed that e
was the supplier. ‘

RECEIVED
DEC 1 6 1991

GENERIC DRUGS



AIRBORNE EXPRESS o
Document Control Room

Office of Generic Drugs

CDER, FDA

Page 2

After contacting ®® we were able to obtain
~ "Certificates of Compliance” for the containers used in the stability studies. | ©®©
was also kind enough to share with us their USP test results for the
®@ \which demonstrate comparative equivalency of
the materials.

You will also find enclosed the ®® Containers’ "Certificates of
Compliance"” and the Dermatological Products of Texas, Inc. inspection reports for the
®@ pottles used in the stability studies.

This and the IR scans provided in our December 5, 1991 submission is all the
documentation we have for the packaging components. We are of the opinion that
substantial verification of the components is provided and that the components as
specified are satisfactory for use with a topical lotion dosage form.

We appreciate your continued interest and consideration of the information provided
herewith. It is hoped that a final satisfactory decision can be reached in the review
of this application.

- Sincere regards,

S

Christine E. Shank
Manager, Regulatory Affairs

Telephone: (817) 551-8516
FAX: (817) 551-8079
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Requestor’s Name ﬁ/_) ?HL(M (/\ Phone _ -HL -~ J/S

ESTABLISHMENT EVALUATION REQUEST

Division of Manufacturing & Product Quality (HFD-320)
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—_
Application and Supplement No. 72_ {51
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.. Owen/GALDERMA

6201 South Freeway

AIRBORNE EXPRESS

PO. Box 6600
"Fort Worth, Texas 76115
December 5, 1991 (817) 203-0450
gHRISTINE E. SHANK
: anager .
Office of Generic Drugs Regulatory Affairs '
CDER, FDA

Metro Park North i

~ 7500 Standish Place, Room 150

Rockville, Maryland 20855

ATTENTION: Document Control Room
SUBJECT: DESOWEN® (desonide) Lotion, 0.05%

Dear Sir or Madam:
Please find enclosed (in duplicate) copies of the FAX transmissions provided to Dr.
Robert Trimmer on November 27, 1991 and December 5, 1991. These documents

are to be made a part of the official file for ANDA 72-354,

Sincerely,

Christine E.Shank
Manager, Regulatory Affairs

CES/pc
Enclosures

RECEIVED
DEC ¢ ¢ 1991
GENERIC DRUGS
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_, Owen/GALDERMA

DATE: December 5, 1991 " 6201 South Freeway
. PO. Box 6600
TO: Dr. Robert Trimmer Fort Worth, Texas 76115
(817) 293-0450
FROM: Christine Shank CHRISTINE E. SHANK
Regulatory Affairs : P‘

SUBJECT: ANDA 72-354 GmE mrS A

v R e B

REFERENCE: Telephone conversations of November 27 and December 4, 1991

Dear Dr. Trimmer:

Pursuant to our recent conversations please find with this transmittal additional data,
documentation, and information to support our request for approval of this pending
application for DESOWEN® (desonide) Lotion, 0.05%.

1.

Drug Master File reference letter for:
(b) (4)

IR scans of bottie samples employing the s

. Each represents a transmission spectrum on a portion of the bottle wall
prepared by ®@ technique described in technical procedure
63.0042000 provided in the original application submission.

Packaging description records from the MBRs for each of the 2 fl. oz. and 4 fl.
0z. stability lots (reference is made to our FAX of November 27, 1991) are
provided as documentation that the closure/liner system used is identical in
composition to that described previously in the application. A drawing
specification is also provided which details the component. Please note the
references to "part number” and "drawing number” are interchangeable terms
for component number 104058. |

RECEIVED
DEC 0 6 1991
GENERIC DRUGS



ANDA 72-354

Page 2

o

After talking with you yesterday, | was in contact with our technical support

personnel and was pleasantly surprised to learn that scheduled 15 month

stability test data from room temperature studies were available for the 2 fl. oz.
and 4 fl. oz. stability lots. | apologize as | was unaware of this scheduled test
station and in my absence from the office the last two weeks was obviously
unaware that this data was being generated. The réports transmitted with this
FAX are the raw data summaries for the following stability lots showing the 15
month test results and should be considered supplementary to the reports
provided in our November 27, 1991 FAX.

Stability Lot Cod Si
53540786 2 fl. oz.
53540787 4 fl. oz.
53540789 2 fl. oz.
53540790 4 fl. oz.
53540792 4 fl. oz.
53540793 2 fl. oz.

I can only ask, given the satisfactory stability profile this recent data
demonstrates, that you please consider again our request for a tentative 18
month dating.

| appreciate your renewed interest in the compliance issue of time limits for the
various phases of the ®® process. | have again consulted with our
technical support personnel and the production support staff at Dermatological
Products of Texas, Inc. and have been advised as follows:

Based on historical experience with the production of I



( Vo
R
g

ANDA 72-354
Page 3

Given that this information and explanation is not significantly different from
my November 1, 1991 response to comment 2, | must rely on the expertise of
the Dermatological Products of Texas, Inc. production personnel and their
ability to effectively and satisfactorily address the matter during the re-
inspection.

| think you will find that | have provided all the materials and information as agreed
in our last conversation. | trust your review of the|  ®“ DMF will also find things
in order. If there is anything you or | can do to help expedite the re-inspection of DPT,
Inc. | would welcome some suggestion or input in this regard. This is an anxious time
for us and obviously an approval for this application is eagerly anticipated. If there is
anything further | can do please do not hesitate to give me a call.

Your continued assistance and interest in this submission is greatly appreciated.

Sincere regards,

St Shats

Christine E. Shank
Manager, Regulatory Affairs

Telephone: (817) 551-8516
FAX: (817) 551-8079

File copies sent Airborne Express to OGD Document Control Room
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ATRBORNE EXPRESS

November 15, 1991

Office of Generic Drugs

CDER, FDA

Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855

ATTENTION: Document Control Room
SUBJECT: ANDA 72-354
DESOWEN® Iotion, 0.05%

Dear Dr. Trimmer:

NEW CORRESP,

\(OL~ 3./

. Owen/GALDERMA

6201 South Freeway

PO. Box 6600

Fort Worth, Texas 76115

(817) 293-0450 \

CHRISTINE E. SHANK S
Manager .
Regulatory Alfairs .

'Ihank you so much for telephoning me yesterﬂay with the update on the review for

this application.

As praomised, the following statement is offered to fully clarify the question of
Alcon Laboratories, Inc. involvement with regard to post-approval marufacture of

the drug product:

The applicant certifies that there will be no utilization of
the Alcon facilities for post-approval manufacture or quality

control of the commercial product.

If you should have any additional questions please do not hesitate to give me a

call.

Sincere regards,

Q&%@%@

Christine E.
Manager, Regulatory Affairs
Telephone: (817) 551-8516

CES/pc

ORIGINAL

REGEIVED
Noy 16 15

GENERIC DRUGS
£SP



e Z2L (WA e RPPRW AL

DEPARTMENT OF HEALTH & HUMAN smmczs ao r) (.P Public Health Service

Anundrnend ¥ WlwlB 2ox

& ‘ Memorandum
T3Date M iq ( Q q, . _
- From . Division of (/ALJ&( e 7 OGD i ’ HFD- / z > 2~
Requestor’s Name (4 | TRIMM & Phone X44-§3/ S

Subject ESTABLISHMENT EVALUATION REQUEST

To Division of Manufacturing & Product Quality (HFD-320)

Sterile Product Non Sterile Product
Application and Supplement No. 7L ~34 ¢

Brand Name (if any) %1,4_@%&2\@ #“3‘66\&/

Establishment Name, Dosage Form and Strength

Profile Class Code: ZIN

Priority Classification: ’Ygﬂ:[‘) "éf Aﬁ/)ﬂf’l/ﬂ’L. (See SMG BD-4820.3) ;

Applicant’s Name:

S -
address: (o201 S o iK ﬁzza,,%{ e (ectl, T L15

-~ N

Facilities to be Evaluated: (Name, full Address, DMF No., and responsibility) For HFD 320 Use
Status & Date of Inspection:

}ér_ﬁag»ﬁ%ﬁwﬁs {(Baas AC fafal |
2 =, Qu\é /wa%u Pyes 73" 2k ¥
y [\z(cu,“,é c/..'\[-o/;:huj fc{luvgd"/ KD?}J( M*(J

2 ®) @

24'. - B

Other Info?nixtion é‘r Special Requests: A&‘—‘ Mﬁ(ﬂ (‘lQngﬂ / RLLGA[’%«? /@(QV 74 “1&*/&

£ \ZQ/j\Lvu ywl-—h. )~
***************************************@m********* * % k******x ek e o o ok o K o

For HFD-320 Use Only: : Date Received: ’ [ a‘ [%\
CGMP Compliance Status of Facilities Evaluated: ﬁhu

CSO: _ﬂ@&g@g_@a@_ Dates@smpieted:... i&z S ijll

Distribution: Original and First Copy: HFD-320
Remaining Copies: Reguesting Otlice Use

R T s e
TR T

FORM FDA 3274 (3/90)

[
e
s
o
b
)i
82
B



~ RECORD _69 TELEPHONE CONVERSATION/MEETING ~ o‘m/ | = 1Y -GG /

W‘W’L el b pacily T

ff ‘V ‘%&o\ AL (Oxf {é.ec/ TELECON/MEETING

\ INITIATED BY

clefy | O | ERm
o wded 14{4 e £ et

. PRODUCT NAME

¢, Debbs (-9/
ﬁfﬁ[@. wuw‘f‘vé.ézewé o

Mﬂm 0@ e 2 A ”éﬂ‘[‘”ﬁ 5.0, Shank.
sl

TELEPHONE NO.

<3- ﬂ %6450

F@ﬁ"
/Q.@r/mﬁéw

4

-4/

FORM £0O 2587 (\\/77)

SIGNATURE Q W A OIVISION
Chemistr I 0GD
. ert W. Trimme M;/_r{"‘q’ y

DIVISION FILE
U, 5, COVERNAENT MEINTING OFF CF - I &2 70/ TI24



OATE
RECORD OF TELEPHONE CONVERSATION/MEETING ) p R
ety 8 @/
OA NUMBER

*, J-
"

'\J L et s ifk 4‘55 s
Lo m WW\) (0-(§-94q/
7%/\ 3&//1/7

ﬂ/uw/lzv‘ &

flice

g
%’»/ 5 A5
bl e

%(6«

A

{
SICNATURE

235

IND NUMBER

PRODUCT NAME

TELECON/MEETING
INITIATED 8Y MADE
O APPLICANT/ Qf 8Y TELE-
SPONSOR < PHONE

Q/FQA O i~ PERSON

FIRM NAME

&w@»p/ aldigute

NAME AND TITLE OF PERSON WITH
WHOM CONVERSATION WAS HELD

2ol DS

%ﬁ\/wc /"7[ “f

TELEPHONE NO.

PTS(B04528

4

Fobert W. Trinn?er, Ph'D;\L‘L

Duvision

Chemistry I 0GD

M FO 2587 (11/77)

DIVISION FILE
U S, COVERNAMENT RINTING OFF CE-tR CQ 97477124



| (gl”ﬁx/kdz}

. Owen/GALDERMA

6201 South Freeway
P.O. Box 6600

Fort Worth, Texas 76115
(817) 293-0450
CHRISTINE E. SHANK

Manager
Regulatory Affairs

AIRBORNE EXPRESS

November 1, 1991

Office of Generic Drugs

CDER, FDA

Metro Park North II | IL AT T Ty
7500 Standish Place, Room 150 I it L
Rockville, Maryland 20855 /¥ﬁ1

ATTENTION: Document Control Room
SUBJECT: ANDA 72-354
DESOWEN® Lotion, 0.05%

Dear Dr. Trimmer:

Reference is made to the October 23, 1991 deficiency letter for ANDA 72-354 which
was received by the applicant on October 28, 1991.

With respect to this submission, the responses are complete for each of the
itemized deficiencies. This amendment to the application is to be given
consideration as a minor amendment as directed in the October 23, 1991 agency
lTetter.

We appreciate your consideration of the information provided herewith and will
continue to keep you apprised of the compliance activities and developments.

Sincere regards,

//.7 o (G »/)

Chp sy s )
Christine E. Shank

Manager, Regulatory Affairs

CES/pc
Enclosures



ANDA 72-354

Owen/Galderma ‘

Attention: Ms. Christine E. Shank

6201 South Freeway

P.0. Box 6600 | 0CT 23 1991
Fort Worth, TX 76115

Dear Madam:

Please refer to your abbreviated new drug application dated
November 25, 1987 submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act for DesOwen® (Desonide)
Lotion, 0.05%.

Reference is also made to your communications dated March 26, May
30, August 17, 1990, May 30, August 9, and August 14, 1991
amending this application, and new correspondence of May 19, 1989
and January 12, 1990. We also acknowledge your telephone
conversation of August 9, 1991.

The application is deficient and therefore not approvable under
Section 505 of the Act for the following reasons:

1. During the FDA inspection of your production
facilities, Dermatological Products of Texas, it was
learned, among other things, that at least two of your
test batches were filled and QC tested at an unreported
plant in Fort Worth, Texas. Please amend your
application to include all details of previously
unreported filling and testing operations at the ALCON
facilities including all equipment, container/closure
systems utilized, complete test batch records which
include the filling process, etc. Please advise us if
you intend to utilize this facility post-approval.

Please be advised we await CGMP compliance status of
the ALCON -facilities.

2. Please submit time limits for the various phases of the
drug product production. This must be done on the
master batch record and mimic the process used to
prepare the bioequivalency batch.

3. Please note that your SOP #108.1010 is considered too
general. Please amend your application to include
specific case procedures including supporting data or
withdraw this SOP. After approval of this ANDA, you
may supplement the application for reprocessing a batch
of the drug product as per 21 CFR 314.70 (b)(2) (x).



The file is now closed. You are required to take an action

- described under 21 CFR 314.120 which will either amend or

withdraw the application. Your amendment should respond to all
the deficiencies listed. A partial reply will not be considered
for review, nor will the review clock be reactivated until all
deficiencies have been addressed. The response to this letter
will be considered a minor amendment and should be so designated
in your cover letter. If you have substantial disagreement with
our reasons for not approving this application, you may request
an opportunity for a hearing. .

Sincerely yours,

Bl e jeA 112919) Loasesiet |

2Ry

Rashmikant M. Patel, Ph.D. 162341

Director

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research

cc: ANDA #72~354

DUP/Division File
HFC-130/JAllen
HFD-600 Reading File

HFD-638/VSubramaniam W metY R, :
HFD-634/MSmela/RTrimmer/10/17/91 :;Qg;é&—kﬁ.
- HFD-634/VVashio/10/18/91 WW o[l 10-18-84)

R/D initialed by MSmela
cls/10/17/91/d:72-354.LTR *&
F/T by cls/10/18/91

Not Approvable

'O \‘Slql
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United States Government

~"MEMORANDUM

DATE: "August 27, 1991
REPLY TO: Ann L.deMarco, CSO/ICEB/DMPQ/HFD-320
SUBJECT: REVIEW AND COMMENTS FOR EIR OF 6/17-21/91, ANDA 72-354

Dermatological Products of Texas
San Antonio, Texas
CFN 16281114

TO: OFFICE OF GENERIC DRUGS ' h'
THRU ACTING CHIEF ICEB/DMPQ/HFD-320 8pﬂ '

This report was classified as Bureau Pending and was referred to HFD-320
for review and comment. The following comments relate to the items
listed on the FDA 483 and to the additional items discussed with
management that were not reported on the FDA 483. These comments are to
be forwarded with the EIR to the Office of Generic Drugs for their
evaluation. )

FDA 483 ITEMS:

483 #1&2 The CSO reports that two clinical lots formulated at the above
referenced firm in San Antonio were subsequently filled and
Q.C. tested at a different plant in Ft. Worth, Texas. :

Comments: According to the ANDA page 03-0088, commercial product is to
be manufactured only at San Antonio. Therefore, comparability
of the equipment and procedures between the bio batches and
commercial production could not be completed at this plant
site since filling of biobatches occurred elsewhere.

The following are additional comments based on the exhibits
submitted with the report. First, the batch records do not
show that the product was transferred from the formulation
tank into drums and transported to the Ft. Worth plant. They
also do not indicate that filling & Q.C. were performed off
the plant site. This information was uncovered by the CSO
through verbal comments made by the firm’s personnel which,
for at least one lot, was confirmed in a memo as having
occurred. This type of information should obviously have been

1



483 #3

Comments:

483 #4

Comments:

483 #5

Comments:

part of the official batch record.

Second, the commercial batch records submitted with this EIR
within Exhibit 26a, end after formulation. It is unclear
whether or not their firm has estadblished a filling procedure.
The ANDA and associated batch records should describe the
commercial process, including filling operations.

Three items (a,b,c) are listed here, all of which relate to
storage of stability samples. They indicate that the firm
needs to update its SOP with correct temperatures for
accelerated studies; it needs to change recorder charts at
proper frequency and sign and initial charts per SOP.

The CSO does not report any impact on data related to the 483
comments, therefore, they appear to be minor record keeping
deficiencies.

However, during a review of the firm’s SOP for storage of
stability samples (Exh 4), it was noted that the SOP states
that controlled room temperature samples can be stored between
A 86°F. We question the use of a [[] degree range for
storing controlled temperature stability samples. Any product
labeled with storage statements of ®® 86°F should be stored
at the highest temperature that will be stated on product
labeling, i.e. 86°F (which is 30°C).

This issue relates to a lack of time limits for various phases
of production which the firm should establish as part of its
process validation studies.

The following are additional comments relating to the
validation report submitted with the EIR in reference to this
483 point. The firm conducted validation studies on twc ©@®
Kg batches from which they have determined the mix times, etc.
They conclude that the "process" is validated. The commercial
batch size, however, ranges up to ®® Kg. We question if
the validation of a [®® Kg batch can assure proper parameters
of mix times, etc, for a full scale lot.

This 483 item references a minor record keeping discrepancy
for documenting rework of a non-conforming batch.

While the explanation of a record keeping deficiency appears
to be plausible, the key issue, we feel, concerns the presence
of a general rework provision in the ANDA, i.e. SOP #108.1010.
Rework procedures should be specific and be supported by data.
If this is not the case, then rework procedures should not be



Action:

approved as part of the ANDA. A supplement should be required

"if the need for rework would arise.

This item reports a discrepancy between the procedure actually
used for sanitizing equipment and that in the firm’s SOP.

The f£irm should establish a correct sanitization procedure and
should have validation data to support their choice.
Microbial controls for this topical product are important
since it is a water/oil emulsion which can support microbial
growth in the water phase.

OTHER DISCUSSIONS WITH MANAGEMENT NOT REPORTED ON THE 483

1.

Comments:

Comments:

The CSO states that the pH spec for the finished product was
changed from ®®_  The firm indicated that the reviewer
was aware of this change but could not produce any
documentation to confirm this. '

The CSO states in the report that there are no bioequivalence
studies to support the changed spec. This does not appear
correct since data in batch records submitted with the EIR
show that the two bio lots reviewed by the CSO (AHE-1911 &
AIE-2059) had pH values of ®® respectively. These
levels appear to correlate to the new specification.

The CSO noted that the commercial batch records report batch
sizes up to | ®® Kg but the ANDA states maximum batch size
will be | ®® Kqg.

Commercial batch records should be in agreement with ANDA
commitments before approval is granted.

Ll OZ e '?;)rqd""&‘c
Ann L. deMarco, CSO




ANDA ACTION LETTER ROUTING RECORD

ANDA # 72-35‘|

"AADA #

Original Rec'd date L//97/5/7
Amendment Date(s) QJM/W///‘?{{Z y//ﬁ

Dr’ug Nnes Ou_rf/\d( D_gsou. D—e_) Chemlstry Reviewer ﬁ T2 MM—I/L_/ 3/;_4/?‘6
Dosage Form LoTron) Supervisor _ g, PATCC 57/30/5¢
~ 3trength (0.05%, Bio Reviewer D. Bocsrwic DAHAEDP 9/
Applicant Qu-n Halderma Superviger C.¢JVALS D AT D i7- 17/ ¢
Manufacturing Site (s) Déuwmedrds Patent Certification /7 T 5‘/3,,/7/
Incdieth f TEXAS; Spn A Tom D 7 X /
Proposed Action  (AB/ AE §)7/5/
v/ v(T/
REVIEWER: RECEIPT ACTION /
1. R. Pollock, M.S. Date Z%[il Date 5//77/7/
Chief, Program Support Staff Initials Initials /4\—
Comments: fg Mc{c«#—( g, g/7/7/
2. S. Dighe, Ph.D. pate 9/27/9l pate €1272/9I
Director, Bioequivalence Initials f‘._?n";—z’ Im.tlals _She -
l.L\ 10{_07“ ‘i— PH I‘h )\M "kc ‘“cynv e od (‘ t t{, ’o len )’}vel-\-_:j:b
v oMmee Sl‘a-()‘.x cvv\C\ O\WQ,MLJ L('thnﬁfnc{tw Jl ( I h“—_‘]’\c b"\'ll}ﬁ'"' ‘L»t\'b e s
3. K. Johnson, M.S.% )\ Ph “ >, rbate ~ ju/ > ’% g‘ L v
Associate Director Initials «—'Q )_4—7—;_ m"t s hod
Office of Generlc Drug C\Jh )« }W{Z)
Comments: ﬁf% G le i SO G
TN e
. R. Jerussi, Ph.D. Date Date ’
Acting Director (Chem) DGD Initials Initials
Comments:
5. D. Hare Date Date
'~ Office of Generic Drugs Initials Initials
Comments:
6. Office Level Bio Review Date Date
Comments: Initials Initials
7. R. Williams, M.D. Date Date
Director Initials Initials
Office of Generic Drugs
Comments:

. ' LETTER SIGNED:

(Date) (C:Forms)
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ANDA Approval Summary

_72_242% @Wm/qwo&fwou

ANLA Numper gicant Name (vasioam fackes)
(CL/ :f&\(((dvp ‘ 0:0§z - 'wtl/ 2*‘/41/ 01.2/

Es abllshed Name: of Drug Dosage Form - Strength .- wnt:al’her size(s)

| Date’ Found Satisfaci:og Conm:ent
Labelmg _ o o 1-2%-9 Feee S,
* " . e p /- ¢ Id
Chemistry, Manufacturmg, and Qontrols S g5 ,‘7/ KUl ¢ At AN

- v ‘ 0 . 'l
S . - -{/L/ .
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Manufacturer - E').mshed Dosage Fom %g.,
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4 ®) @)
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@D‘ - ' §~65-9/ . - Rl I0D- @.«LM c;n{p& g/zc/u :
. Chenu.st Rev:.ewer 29 L .:_Date ERE Branch Chlef . : Date '
PQtltJ.Oﬂ Requu:ed - = _Y’esl : . ﬁ%&% ?/0&7 57,0 0/03/6'0
Li = d Drug Information 505(3)(2)(A) [Z/}/ 57 AL %m ///;5/: 7AM
pPatent Certification 505(3)(2)(B) /L/z/&') //?/3 pe Parends

. Date Patent/Exclusivity Expires (if applicable) M A

Bioequivalence Section

" Dissolution Required? / :
No Yes DB DGD
In vivo study(s) required? v/
. . No Yes g U( R
U%OW’L &49“'3’
Study(s) Found Acceptable ol Ivedisadhive ch/ﬂ' Z’% ﬁ;
' VS AW Dy e ko>
Warver-Request—Granted ?é.‘/(,e/u/rﬁw-—-fz 7/}05_/2 Q:sﬂés’lﬁﬁ
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Administrative Reviewer pate
© Approved : B L
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! Director, Division of Generic Drugs Date
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From: FDA605 Delivered: Wed 21-Aug-91 16:29 EDT Sys 157
Subject: DESONIDE-LOTION 1
Mail Id: IPM-157-910821-148361302

TO: Compliance Evaluation Staff (HFD-320)

~
INFO: MPQAS (HFC-120) c;f/ e
RFDD (HFR-MAl), Richard Davis . R3¢ yd
NS
| , . . /NS S
FROM: Mary Woleske, Acting District Director /N~ S
Dallas District (HFR-SW100) tA\\ﬁ /

DATE: August 19, 1991
SUBJECT: ANDA 72-354, Desonide Lotion 0.05%

Establishment: Dermatological Products of Texas, Inc.
San Antonio, Texas

Inspection of Dermatological Products of Texas, June 17-21, 1991, covered
ANDA 72-354, Desonide Lotion 0.05%, and the EIR was referred to HFD-3001
for evaluation. HFD-320 was advised of inspectional findings on 7/15/91..
Approval of ANDA will be dependent upon review of HFD-300. Dallas
District is not aware of any adverse information concerning the
manufacture of this product, and there is no ongoing inspection covering
the product. We considered firm acceptable in Profile Classes LIQ and OIN
during EI of 6/17-21/91.

(Robert J. Deininger for)
Mary Woleske
MW:JAK:esl

OUTGOING 08/21/#1 08/21/91 DAE

A
Lol
( S
RECEIVED 8/21/91 AT 4:35 P.M. JMD . QJ AN
T \ A
vy A -
P 7,0 \
| \ <
AN
'.‘. ‘N L"

Tt



AIRBORNE EXPRESS

August 14, 1991

O0ffice of Generic Drugs

CDER, FDA

Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855

ATTENTION:
SUBJECT:

Dear Sir or Madam:

Document Control Room
DESOWEN® Lotion, 0.05%

ORIGINAL

Owen/GALDERMA

6201 South Freeway
PO. Box 6600

Fort Worth, Texas 76115
(817) 293-0450
CHRISTINE E. SHANK

Manager
Regulatory Affairs

707«%"% A

Reference 1is made to telephone conversations with Dr. Robert Trimmer, FDA
Reviewer, on August 12th, 13th, and 14th regarding the subject pending ANDA for

DesOwen Lotion, 0.05%.

‘The enclosed communications are hereby formally submitted, in duplicate, as
confirmation of the documentation provided by FAX to Dr. Tr1mmer for h1s review

and consideration.

Sincerely,

s C /)
. Christine E. Shank
Manager, Regulatory Affairs

CES/pc
Enclosure

=

FCEIVED
Aus 14 1991
CENERIC DRUGS



NOTICE OF APPROVAL

NDA NUMBER

72-354

DATE APPROVAL LETTER ISSUED

NEW DRUG APPLICATION OR SUPPLEMENT

B FROM:

. i |Z Bureau of Drugs
Press Relations Staff (HFI-40)

[} Bureau of Veterinary Medicine

ATTENTION

Forward original of this form for publication only after approval letter has been issued and the date of

approval has been entered above.
TYPE OF APPLICATION CATEGORY
. SUPPLEMENT ABBREVIATED SUPPLEMENT
[ ORIGINAL NDA ~ D TO NDA _.Ei ORIGINAL NDA [:I, TO ANDA El HUMAN [] VETERINARY

~TRADE NAME (or Amé@:gmmd neme) AND ESTABLISHED OR NONPROPRIETARY NAME (if any) OF DRUG,
~
7 HOW DISPENSED

O;O‘%./ {
DOSAGE. N
Lo, 0.057 S mn

{JoTc

t(s), if tis

ACTIVE INGREDIENT(S) (as declared on label. List by established or nonproprietary name(s) and include
declared on label.)

Qegeonadle,

NAME Cm T .ﬂcz:\:jg\cify and St.'O)LA-QN&E - /ch
10 201 éldi FM&J@

po B 0D

Eort WOerflo, T 201S

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

CD‘(‘\(CCO S#W@L o\Q. | ‘ﬂ-a’@(c\a_ﬁ

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

FORM PREPARED BY_

DATE

qujkb.

B-15-@Q%]

FORM APPROVED BY

l NAME

Lcitd 0> LAy €1 vertr

DATE

g»—vc»-é?’

"FORM

FD 1642 (2/75)

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.

R
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RECORD OF TELEPHONE CONYERSATION/MEETING

NOA NUMBER

.l V\Me Shades af foen 2l b sainan maca[(cf 72 3§</

IND NUMBER

TELECON/MEETING

4_ %‘.'\/L’; WS‘\LO—@’, (G#S. 2. (/ %Z lg}ﬁoav MADE

05. WLJA;V\‘LFS WJM U\f’:&z—'}dﬁ 7‘20, O rFoa ) D::'::ssoa
7 Ua C/r,{,ép /\/\; PRODUCT NAME (
’\ME-« T SN 4 T fpple 7 DetOureafofean

%g/ﬂé W%,MWS. Py

FIRM NAME

o adel et 350 g o | e (Gutletunn
Cﬂ\:‘wxﬂ‘? . M V"ﬁt C“&J/
by Klcon o {rf / éb;j RANE AND TTTLE OF PERSGN WiTH

WHOM CONVERSATION WAS HELD
e {a:w
U e ——

\/\’/mo £330 a0 o
Qo M

TELEPHONE NO,

%(7'§9f~%§/é

N .

/

(b) (4)

f
SIGNATURE

% FPKND ‘UWT : %&OA:‘II 06)

FORM FO 2587 (11/77)

DIVISION FILE
U, S. GOVERNMENT mNTNG OFFCE - 8 & CQ2.976/7124




Y e

Owen/GALDERMA

6201 South Freeway
PO. Box 6600

Fort Worth, Texas 76115
(817) 293-0450
August 9, 1991 CHRISTINE E. SHANK

Manager .
Reguiatory Affairs

AIRBORNE EXPRESS o

Office of Generic Drugs
CDER, FDA v B2 ST
Metro Park North II Pis iEeNE, S ;
7500 Standish Place, Room 150 0 U

Rockville, Maryland 20855

ATTENTION: Document Control Room
SUBJECT: ANDA 72-354
DESOWEN® Lotion, 0.05%

Dear Sir or Madam:

Reference is made to telephone conversations with Dr. Robert Trimmer, FDA
Reviewer, on August 7th and 9th regarding the subject pending ANDA for DESOWEN®
Lotion, 0.05%.

Pursuant to these conversations, the applicant submits herewith the requested
information for Dr. Trimmer’s review and consideration.

Sincerely,

<Z;22b22Q5é41§§S?E§;%21z144:1
Christine E. Shank |
Manager, Regulatory Affairs

CES/pc
Enclosure

DESK COPY: Dr. Robert Trimmer
HFD-634, Room 229
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Date

From

Subject

To

(b) (4)

LOTS

/%%ﬂm
ﬁs 7 % Public Health Service

§ & HUMAN SE

y Memorandum
T 7249

- Division of (/)/GMT / 7/ / ) A HFD- ¢ 2 (/ —
Requestor’s Name Eéﬁ /R 1 AME // Phone &,'9.; 1 3/7('
ESTABLISHMENT EVALUATION REQUEST

Division of Manufacturing & Product Quality (HFD-320)

v

Sterile Product Non Sterile Product
Application and Supplement No. ‘72 ;54 A
Brand Name (if any) 374 @(&\C‘V\/

Establishment Name, Dosage Form and Strength W M l'V\J D O g’/

: Profile Class Code: Qs /\)
Priority Classification: 3L @/’04/!!@ ‘6‘ /4& (See SMG BD-4820.3)
Applicant’s Name: [)W / ' T ; |

Address: b 20 ( M Fr&k"&m )C}Hé‘ k/ﬂ‘f

 TK S
o /

Facilities to be Evaluated: (Name, full Address, DMF No., and responsibility) For HFD 320 Use
-~ - ®)@Date of Inspection:
f o \Y P
or o 12,.52 de\(%) Me :
1.5 7 X Tt ! ’
g D - (b)_(4i (b) (4)
7/ - ran - - —

4.

5.

Other Information or Special Requests:

3 % 3 2k 3k ok e 3k ok e 3k ok ke b 3k ok 3 ke ok ol ok ksl 3k 3 ok K 3K Sk 3k Sk kK 3k sk ok 3¢k ok ke K ok ke sk 3k ke ok ke ok skook sk ok ok ko sk ok ko ok k ok ok ok k k k kR kk kR kR

For HFD-320 Use Only: Date Received:,

AUG
CGMP Compliancg Z‘t:ms of Facilities Evaluatgaw M‘—M Wuap +&7} gl

CSO: WAL 7 Date Completed: 21L¢ ‘i/ -

Distribution: Original and First Copy: HFD-320
Remaining Copies: Requesting Office Use

FORM FDA 3274 (3/90)
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CERTIFIED MAIL P 672 235 188 (}Jﬂ

Return Receipt Requested
May 30, 1991

Owen/GALDERMA

6201 South Freeway
PO. Box 6600

. . Fort Worth, Texas 76115
Office of Generic Drugs (817) 293-0450

CDER, FDA CHRISTINE E. SHANK
MPN 'II HFD-GOO ;l’:q"n:lﬁ‘;:m Affairs .
5600 Fishers Lane

Rockville, Maryland 20857

RE: ANDA 72-354/AMENDMENT P "
DesOwen (Desonide) Lotion, 0.05% / /‘/ . S

Dear Sir or Madam:

Reference is made to our pending Abbreviated New Drug Application for DesOwen
(Desonide) Lotion, 0.05%. Reference is also made to your correspondence dated
March 7, 1991 (copy enclosed), requesting additional information regarding
Dermatological Products of Texas, Inc. (DPT, Inc.) as a contract manufacturer for
Owen/Galderma Laboratories, Inc. (Owen/Galderma).

Piease find enclosed the information and commitments requested in your March 7,
1991 correspondence. In addition, we are providing Final Printed Labeling which has
been revised to accurately reflect the manufacturer and distributor relationship now
in effect between DPT, Inc. and Owen/Galderma.

Further, with regard to the approval process for this application, we have been in
contact with both the Dallas District Office and the San Antonio Resident Inspection
Post concerning the scheduling of the pre-approval inspection. We are now
anticipating the inspection of the DPT, Inc. operations relative to production of this
product to be conducted during the week of June 17.

It is our sincere hope that you will find the enclosed information and commitments
satisfactory and complete. And, it is anticipated that this submission along with a
.satisfactory pre-approval inspection report will serve to complete the review and
approval process for this application. If, however, there are any questions, | would
appreciate a call (817) 551-8516. '

Sincerely,

~ /’er{O

TRooh,

Christine E. Shank \ j,\wa, Comm| eted

Manager, Regulatory Affairs trs D ohebond t‘*‘/ RECEIVED

CES/pc . | + ey HT

oo

Enclosures ° JEVE R 2

GENERIS naus

e R I

’\ x\{ “

/'3p‘l
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ANDA ©72-354 = 87-644

80-426 84-698 :
80-442 87-204 .-
80-443 71-425 i

NDA 19-106
AADA 62-522

Owen/Galderma

Attention: Christine Shank
6201 South Freeway

P.0.Box 6600

Fort Worth, TX 76115

Dear Madam:

Reference is made to your correspondence dated November 27,
1990, informing the Agency that the manufacturing plant in

San Antonio, Texas, used in the production of certain of your
approved products has been purchased by Dorman-Feik Acquisitons
Corporation and that the site will continue to manufacture those
products under the approved specifications in the above
referenced applications. The new owners will operate this
facility under the name of Dermatological Products of Texas.

Reference is also made to the January 15, 1991 telephone
conversation between yourself and Mr. John Dawson, Review
Support Staff, Office of Generic Drugs concerning this matter.

Please be advised that the Agency views Dermatolgical Products
of Texas as a contract manufacturer. Since there has been no
transfer of the applications to that group, you must supplement
all of your applications for this change. You should provide
the following information as a part of those supplemental
applications:

1. A commitment from the contract manufacturer that all
commitments made in the applications will be followed
in the manufacture, control and testing of the drug
product. A commitment should also be provided
indicating the contract manufacturer will notify the
application holder prior to initiating any change that
would require prior approval under 21 CFR 314.70 and
that such changes will not be implemented prior to
obtaining Agency approval for the proposed change.

2. Identify the responsible individuals at the contract
facility.

3. Provide information regarding any change in equipment.

—~



4. The applicant may provide right of reference to the
contract manufacturer, should the information in the
applications be the same information that would be
required to be submitted by the contract manufacturer
to verify that the promises, equlpment and conditions
of manufacturer are the same as those in the
applications.

5. The contract manufacturer must address env1ronmenta1 v
assessment considerations. £

6. Please provide a complete description of functions of
the contract manufacturer in regard to the functions
previously conducted by the applicant and the functions
‘now to be performed by the contract manufacturer (e.gq.,
will the contractor be responsible for manufacturing,
packaging, labeling and testing as was the applicant?).

Please be aware that the applicant is responsible for submitting
all required information in proper format to the applications.

In addition, upon review of the information listed above the
Agency may determine that additional information will be required
prior to approval of any supplemental application requesting such
a change.

You should prepare and submit supplemental applications for each
of the applications for which this change is pertinent. Please
let us have your response promptly.

Sincerely yours,

) 2;@,“_,_,; 3/@/‘?/
o | Actlng Direct

Divisions of Chemlstry I and IT
Office of Generic Drugs
Center for Drug Evaluation and Research

cc: ANDA 72-354 87-644
80-426 84-698
80-442 87-204
80-443 71-425

NDA 19-106

AADA 62-522

DUP/Division File

HFD-82 '
HFD-634/RPatel/RTrimmer/2-15-91 (2 copies)
HFD-634 /RPatel/RPermisohn/2/15/91
HFD-634 /RPatel /KFurnkranz/2/15/91
HFD-634 /RPatel/SSherken/2/15/91
HFD-634 /RPatel/JPeichocki/2/15/91
HFD-633 /Kishore/PSchwartz/2/15/91
HFD-635/JHarrison/VWalton/2/25/91
HFD-635/JHarrison/RAdams/2/15/91
HFD-632/RPollock/2-15-91

HFD-600/Reading File '
R/D initialed by GJohnston ,
bcw/2-15-91/72354mul.tra , [
F/T by bcw/3-1-91 3/"[ 1

Transfer of ownership
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ATRBORNE EXPRESS MAIL
#824-076-514

August 17, 1990 _.Owen/GALDERMA

6201 South Freeway
PO. Box 6600
Fort Worth, Texas 76115

s . (817) 293-0450
Division of Generic Drugs CHRISTINE E. SHANK

ATTENTION: Document Control Room Manager
HFD-630, Room 17B-20 et e
Food and Drug Administration

Center for Drug Evaluation and Research

5600 Fishers Lane /?CL
Rockville, Maryland 20857 !

o
ol
o

-

RE: ANDA 72-354/Amendment BDACRIG Slvnvnn2ily
DESOWEN (Desonide) Lotion 0.05%

Response to Chemistry Review Comments

Gentlemen:

Reference is made to a telephone conversation with Dr. Robert
Trimmer and Dr. Joseph Piechocki on June 28, 1990 regarding the
pending application for DesOwen (Desonide) Lotion, 0.05%.

The applicant submits herewith a response to each of the four
comments described by and discussed with Drs. Trimmer and
Piechocki. We anticipate that the reviewer will recognize the
significant improvements made with regard to the chemistry for
detection of potential degradation products and the significance
of the proposed product pH profile. If, however, the reviewer
wishes to discuss any technical questions or concerns with our
chemist, I will be happy to make arrangements for a conference
call. Please do not hesitate to contact me if I can be of
assistance (817)/551-8516).

Sincerely,

Christine E. Shank
CES/st

RECEIVED
AUG 20 1950
GENERIC DRUGS
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| Owen ALERCREME

, . OWEN LABORATORIES
- ALLERCREME HYPO-ALLERGENIC COSM?TICS

DIVISIONS OF "
DERMATOLOGICAL PRODUCTS OF TEXAS, INC.

CHRISTINE E. SHANK
Manalgu i
Regulatory Affairs

AIRBORNE EXPRESS May 30, 1990
A/B 519859222 . sw poLEE=

| oR 6 M
Division of Generic Drugs

Attention: Document Control Room
~ HFD-630, Room 17B-20
Food and Drug Administration
Center for Drug Evaluation and Research
5600 Fishers Lane
Rockville, Maryland 20857

RE:  ANDA 72-354
DESOWEN (Desonide) Lotion 0.05%

Gentlemen:

Reference is made to two telephone conversations on April 6, 1990 and
May 10, 1990 with Dr. Sumer Dugar regarding the pending application for
DesOwen (Desonide) Lotion, 0.05%.

In the conversations, Dr. Dugar commented that since it appeared that
the desonide in DesOwen Lotion may be degrading the applicant should
identify the degradation product, set limits and provide for routine
analysis. Based on the data and information currently available to the
applicant, please find enclosed a response¢ to the comments. If, after
Dr. Dugar has had an opportunity to review the enclosed information,
there are any technical questions or concerns which he would Tike to
discuss with our chemists directly, we would be happy to make
arrangements for a conference call.

If, of course I can be of further assistance, please do not hesitate to
give me a call (817/551-8516). =

RECEIYED
Sincerely yours,

@w% z 3 MAY 3 1 1550

Christine E. Shank GENERIC DRUGS
CES/db :
Enclosure Desk Copy: Dr. Sumer Dugar
%
™
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OWEN/ALLERCREME
6201 SOUTH FREEWAY FORT WORTH, TEXAS 76134 (817) 293-0450

AN ALCON/NESTLE, LOREAL AFFILIATE
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~ Owen o ALERCREME

OWEN LABORATORIES
ALLERCREME HYPO-ALLERGENIC COSMETICS

DIVISIONSOF "
DERMATOLOGICAL PRODUCTS OF TEXAS, INC.

CHRISTINE E. SHANK
Manager
chulgtory Affairs

AIRBORNE EXPRESS
A/B 470615434

March 26, 1990

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Generic Drugs (HFD-230)
Attention: Document Control Room 17B-20
5600 Fishers Lane

Rockville, Maryland 20857

RE: ANDA 72-354
DESOWEN (Desonide) Lotion 0.05%

Gentlemen:

Reference is made to a telephone conversation on March 12, 1990
with Dr. Sumer Dugar regarding the subject drug product.

Dr. Dugar relayed five additional review comments to which we are
responding with this submission. Please find enclosed, by
itemized comment, the requested information and data.

We sincerely appreciate the opportunity to discuss these concerns
directly with Dr. Dugar and eagerly anticipate the conclusion of
the review for this application.

Sincerely,

@MM e
: izt Yl

Christine E. Shank

CES/db
Enclosure

Desk Copy: Dr. Sumer Dugar

S
I~
DPT

OWEN/ALLERCREME
6201 SOUTH FREEWAY FORT WORTH, TEXAS 76134 (817) 293-0450

AN ALCON/NESTLE, LOREAL AFFILIATE
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AIRBORNE EXPRESS
A/B 204541562

January 12, 1990 ™ ALCON LABORATORIES, INC.
6201 SOUTH FREEWAY

FORT WORTH, TEXAS 76134-2099
(817) 293-0450  TELEX 758320

Bruce Burlington, M.D.

Acting Director

Office of Generic Drugs 0032’55
Food and Drug Administration . N &f/j

Center for Drug Evaluation and Research (HFD-230) 0£¢0

5600 Fishers Lane

Rockville, Maryland 20857

RE: ANDA .72-354
DESOWEN (Desonide) Lotion 0.05%

Dear Dr. Burlington:

Reference is made to our pending Abbreviated New Drug Application (ANDA
72-354) for DESOWEN (Desonide) Lotion 0.05% submitted on November 25,
1987. Please find with this letter, for ease of reference, a
chronology of activities relating to this application.

Our application for DesOwen Lotion 0.05% is pending final FDA action
which has now exceeded the 180 day statutory requirement. The
application was complete with our amendment of April 18, 1989 including
bioequivalence results and final printed Tabeling. Generic Drugs
advised us in October 1989 of their receipt of the bioequivalence
review by the Anti-Infective Drugs Division recommending approval.

This was the last substantive information we have been given despite
numerous calls expressing our concern with regard to final review and
approval action. It was finally suggeSted to us by Mr. Rosen last
Friday that a written inquiry be made. While we are keenly aware of
the diversions and distractions affecting activities within the Generic
Drug Division we are quite anxious to know what to expect concerning
this imminently approvable application. I would be pleased to take
whatever action may be appropriate to move the application to final
approval. If a telephone call or meeting can help resolve the impasse,
I am available at (817)551-8920.

Sincerely, .
, ) 4 _ -
. 4(/@/%/ “H— RECEIVED
William H. Hubregs, Ph.D. AN 46
CES/db

QRENERLT D00 39
cc: Document Control Room 17B-20 (HFD-230) |
File -



DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION
FOO00 AN’D ORUG AOMI“ESTRAT'ON ‘ Y.
) (Diw‘.doa_lomcei'D “B sSTIHC A " HED-S20 FROM: [

Dy ] ANTi TWrecTrre Drug Prodicetss— | Div o8 Gewnernic “DPups

onvs .. U INO NO. VYV J«Woawo. / ., | TYPE OF OOCUMENT OATfOF/)?:U%?NT
¥ (89 A 72-354 Udrecowstricto Ay C[4[€

NAIAE OF ORUG \WRAT'ON CLASSIFIC&T!T(‘)N OF ORUG lDES.RED CdMPLETION OATE
Deso u..-em( VS onide O-05T0 (oTiome :
NAME OF FIRM - —

(wen CABRS

REASON FOR REQUEST -

1. GENERAL
O newprOTOCOL O ere-nDA MEETING ] RESPONSE TO DEFICIENCY LETTER
0O rROGRESS REPORT O eno OF PHASE 11 MEETING O FtNAL PRINTED LABELING >
0 NEW CORRESPONDENCE O mesuamission ’ O LasetInG REVISION
0 0RUG ADVERTISING O saFervsereicacy O ORIGINAL NEW CORRESPONDENCE
0 AOVERSE REACTION REPORT O earen nDA U FORMULATIVE REVIEW .
0 MANUEACTURING CHANGE/ADDITION a CONTROL SUPPLEMENT O oTHER (Specify below)

0 MEETING PLANNED BY

’ it. BIOMETRICS

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH
0 rYPE A OR 8 NDA REVIEW ’ a CHEMISTRY
O END OF PHASE 11 MEETING -0 pHARMACOLOGY
0 CONTROLLED STUDIES U sioPHARMACEUTICS
O erOTOCOL REVIEW O otHer
O otHeER : :
; 1. BIOPHARMACEUTICS
O otssowLuTion .- a DEFICIENCY LETTER RESPONSE
O-sl0AavalLABILITY STUDIES . O pROTOCOL— BIOPHARMACEUTICS -7
O prase v sTtuoies ‘ O in—vivo waveR REQUEST ol .
(V. DRUG EXPERIENCE
0 eHAsE 1V SURVEL LLANCE/EPIDEMIOLOGY PROTOCOL 0 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
C. 36 USE ag. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 0 SUMMARY OF ADVERSE EXPERIENCE
O case REPORTS OF SPECIFIC REACTIONS(List delow) O potson RiSK ANALYSIS

O companaTive RISK ASSESSEMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS _

0O cuntcac J erecuinicaL <

"JCOMMENTS/SPECIAL INSTRUCTIONS(A frach additional sheets if y)

Plrase. Aureies o aseconsticeto dossy and prnde g

| o7 fasegu Hbaaid o~ )
o e s
,, oobody ' g

SIGNATORE O "m - Y43 0/93 . METHOD OF oéuvemr (Check one)
C nNBg2s HFD’ZBL O maitL B[‘HAuo

St ATURE OF RECEIVER SIGNATURE OF DELIVERER

FORM FOA 3291 (7/83) g : — ' T



1
OWEN LABORATORIES

ALLERCREME HYPO-ALLERGENIC COSMETICS

~-Owen LERCREM&

DIVISIONS OF
DERMATOLOGICAL PRODUCTS OF ‘l’EXAS INC.

CHRISTINE E. SHANK
Manager
Reg:glory Affairs

CERTIFIED MAIL P-127-239-622
Return Receipt Requested

1 E i " Az ﬂl\!\h
'\ S5 20 5
0 Vl & m:{b 1“ ?‘

May 19, 1989

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Generic Drugs (HFD-230)
Attention: Document Control Room 17B-20
5600 Fishers Lane

Rockville, Maryland 20857

RE:  ANDA 72-354
DESOWEN (Desonide) Lotion 0.05%

Gentlemen:

We acknowledge receipt on May 18, 1589 of your lTetter dated May
15, 1989 regarding the subject Abbreviated New Drug Application.
Reference is also made to our amendment dated April 18, 1989.

Pursuant to the provisions of 21 CFR 314.120(e) the applicant
extends to the Agency sufficient but reasonable time to compiete
the evaluation of the Clinical Bioequivalence Study submitted in
an amendment to the application on April 18, 1989.

As regards labeling for the drug product, Final Printed
container, carton and insert labeling (twelve examples each) were
also provided in the April 18, 1989 amendment submission. It is
our understand1ng that these ilems have been received by the
Agency and are in gqueue for review.

In anticipation that the April 18, 1989 submission will be found
satisfactory and conplete the requirements for approval of this
application, we hope to hear from you scon.

Sincerely yours,

SN, RECE 2D

Christine E. Shank At o o

CES/db o Sk SNERIC

Enclosures D)A( GENERIL ) uL:J
OWEN/ALLERCREME

6201 SOUTH FREEWAY FORT WORTH, TEXAS 76134 (817) 293-0450
AN ALCON/NESTLE, LOREAL AFFILIATE
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ANDA 72-354

R
Owen Laboratories 3
Division of Dermatological Products of Texas, Inc.
Attentfon: Ns, Christine Shank
6201 South Freeway
Forth Worth, TX 76134

Dear Madam:

Please refer to your abbreviated mew drug application dated November 25, 1987,
submitted pursuant to Section 505(j) of the Federal Food Drug. and chmetic
Act for DesOwen {desonide) Lotfon, 0,05%.

We acknowledge receipt of your communications dated November 16 and 28, 1988
and April 18, 1989 amending the application,

‘The application is deficient and therefore not approvable under Section 505 of
the Act for the following reasons:

1. VWe await the evaluation of the Clinical Bfoequivalence Study recently
submitted., We will communicate with you upon completion of the
evaluation,

2., Please prepare and submit final printed container labels and carton
labeling, The package insert labeling as submitted fs satisfactory,

but we cannot request final printed insert labeling until the Bio

data have been found satisfactory and we have had a chance for review
and comment,

The file 1s now closed., You are required to take an action described under zi
CFR 314,120 which will efther amend or, _withdraw the application, or {f. ‘you

have substantial disagreement with-6ur reasons for not approving thtq

application, you may request an opportunity for a hearing,

EEELY

Sincerely yours,

Marvin Seife;”M.D,
Director

Division of Generic Drugs

0ffice of Drug Standards

Center for Drug Evaluation and Research

cc:
HFD-230, HFD-234 5 k
BTArnwine 5/10/89 ' S,
R/D INIT. BY RPate]/MSeife

jth: 0009 5/12/89

Gr.So\ndten . L?

N o QO |

Nt (e &%) \
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OWEN LABORATORIES Q{tj
ALLERCREME HYPO-ALLERGENIC COSMET;%GS% o
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CHRISTINEE SHANK ( VBJ} "3

GUAISTINE NDA ORIG AMENDMENT

FEDERAL EXPRESS
A/B 1337332

Owen

DIVISIONS OF %;
DERMATOLOGICAL PRODUCTS OF TEXAS, IN

RRLYAN ERTLITY MATERIAL EPL

April 18,. 1989

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Generic Drugs (HFD-230)
Attention: Document Control Room 17B-20
5600 Fishers Lane

Rockville, Maryland 20857

RE:  ANDA 72-354/Amendment
DESOWEN (Desonide) Lotion 0.05%
CLINICAL BIOEQUIVALENCE STUDY
INAL PRINTED LABELING

Gentlemen:

Reference is made to our pending abbreviated new drug
application, ANDA 72-354, for DesOwen (Desonide) Lotion 0.05%.
Reference is also made to your letter dated November 14, 1988 and
our response dated November 28, 1988 specifically as regards the
matter of the Clinical Bloequ1va1ence Study for the the drug
product.

Please find enclosed the Clinical Monitor’s Summary Report for
the study conducted in patients with psoriasis comparing the
proposed drug product, DesOwen (Desonide) Lotion 0.05%, with the
listed drug product, DesOwen (Desonide) Cream 0.05%, to
demonstrate bioequivalence. This study was conducted under
Protocol C-88-52 submitted to this app]1cat10n on November 16,
1988.

Also, please find enclosed Final Printed 1abeling for the drug
product. The Archival copy contains 12 examples of each item.
Extra examples are provided in both the Technical Review and the
Bioequivalence Review copies of this submission.

SX4
X
]:?Iilj

OWEN/ALLERCREME
6201 SOUTH FREEWAY FORT WORTH, TEXAS 76134 (817) 293-0450

AN ALCON/NESTLE, LOREAL AFFILIATE



Owen Laboratories, Inc.

ANDA 72-354, DesOwen (Desonide) Lotion 0.05%
April 18, 1989

Page 2

This submission constitutes completion of the outstanding issues
relating to this application. We sincerely hope the Agency will
undertake to expedite the review of this additional information
to complete the approval of the application.

Sincerely yours,

Q{%ﬂw ol }&zézm/u

Christine E. Shank

CDS/db 5‘?‘;:::1‘*!\‘ ":_';f. ""7'.';—\
Enclosures e d VT
APR 20 1

f‘.’f::‘..”""i;n ~
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Owen ALERCREME® ¥4

OWEN LABORATORIES
ALLERCREME HYPO-ALLERGENIC COSMETICS

DIVISIONS OF . -
DERMATOLOGICAL PRODUCTS OF TEXAS, INC.

CHRISTINE E. SHANK

lideagn:gcl;w Affairs
CERTIFIED MAIL P 834-850-879
Return Receipt ested

NDA ORIG AMENDMENT

BRAFT T el

November 28, 1988

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Generic Drugs (HFN-230)
Attention: Document Control Room 17B-20
5600 Fishers Lane

Rockville, Maryland 20857 -

RE:  ANDA 72-354/Amendment
DesOwen (Desonide) Lotion 0.05%

Gentlemen:

We acknowledge receipt on November 22, 1988 of your letter dated
November 14, 1988 regarding our pending ANDA for DesOwen Lotion
0.05%.

Please find enclosed herewith a response to each of the itemized
review comments. The actions which are_pending for completing this
application review are submissions for final printed labeling and
the bioequivalence study results. These items will be provided
when the bioequivalence study is completed.

Sincerely, |

@Mﬁ%@ RECEIVED

Christine E. Shank DEC 6 oo

Enclosure ENERIC DRUGS
~ s

~
DPT

OWEN/ALLERCREME
6201 SOUTH FREEWAY FORT WORTH, TEXAS 76134 (817) 293-0450

AN ALCON/NESTLE, LOREAL AFFILIATE



Owen ALERCREME

OWEN LABORATORIES
ALLERCREME HYPO-ALLERGENIC COSMETICS

DIVISIONS OF
DERMATOLOGICAL PRODUCTS OF TEf(AS INC

CHRISTIN E E. SHANK

Rq;ulalory Affairs
" *~ !""\l
CERTIFIED MAIL P 834-850-872 NDA £2°0 A5z {DMENE
t ceipt uested

November 16, 1988

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Generic Drugs (HFN-230)
Attention: Document Control Room 17B-20
5600 Fishers Lane

Rockville, Maryland 20857

RE:  ANDA 72-354/Amendment
DesOwen (Desonide) Lotion 0.05%

Bioequivalence Study Protocol

Gentlemen:

Reference is made to your letter dated July 1, 1988 regarding the
bioequivalence study protocols submitted in our Abbreviated New Drug
Application for DesOwen (Desonide) Lotion 0.05%. Reference is also
made to a previous review letter dated May 18, 1988 requesting
submission of our evaluation of the vasoconstrictor study for the
subject drug product.

Please find enclosed herewith a new clinical study protocol,
designated Protocol C-88-52, which proposes to compare the new drug
product, DesOwen Lotion 0.05%, with the Tisted drug product, DesOwen
Cream 0.05% in patients with psoriasis to demonstrate bioequivalency.
In accordance with the Division of Anti-Infective Drug Products
recommendations, the study will include a lotion vehicle comparison,
global evaluation, randomized parallel groups of patients, and will
be investigator blinded.

The study will be conducted under contract by TKL Research, Inc.,
Maywood, New Jersey. A copy of the responsibilities agreement with
this contract facility is provided. Also provided is a curriculum
vitae for Allan H. Greenspan, M.D. the investigator designated to
conduct the study. The submission also includes formulation
composition statements for each of the test materials as requested.

5
A
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OWEN/ALLERCREME
6201 SOUTH FREEWAY FORT WORTH, TEXAS 76134 (817) 293-0450

AN ALCON/ NESTLE LOREAL AFFILIATE



Dermatological Products of Texas, Inc.

ANDA 72-354

DesOwen Lotion 0.05%

November 16, 1988 L -
Page 2 -

With regard to the vasoconstrictor assay, the applicant provided a
complete evaluation of the study results in the June 6, 1988
amendment to the application. This submission was made in response
to the Agency’s comments and requests for additional information in
the above referenced May 18, 1988 letter.

We would sincerely appreciate hearing from the Agency as soon as
possible if there are any significant omissions or deficiencies in
this new protocol as we intend to commence with the study this
month.

Your time and consideration in review of this amendment is
appreciated.

Sincerely, §%§§€}§§?ii§§§§
Qb
Christine E. Shank coiihi DRUGS
CES/db

Enclosure



_ANDA 72-354 - it

NV 1 4 1988

Owen Laboratories o
"Divisfon of Dermatological Products of Texas, Inc.

Attention:

Christine Shank

6201 South Freeway
Fort Worth, TX 76134

Dear Madam:

Please refer to your abbreviated new drug applicatfon dated November 25, 1987
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic
Act for DesOwen (desonide) Lotfon, 0.05%.

We acknowledge receipt of your communications dated June 6 and 24 1988
amending the application,

The application is deficient and therefore not approvable under Section 505 of
the Act for the following reasons:

1.

2.

3.

We await the submission of the additional information requestéd as
per our communication dated July 1, 1988 regarding the
bicequivalence of the drug product,

Please revise the stability protocol to express the test stations in
months rather than weeks.

We acknowledge the revisions made in the manufacturing instructions
with more specific information. However, it would be preferred {if
the specific names of the equipment are given.

It fails to include in the labeling the following:

Carton: We question your content statement, VYour composition
statement lists citric acid and/or sodfum hydroxide as
present 1in the formulation. However, the carton
labeling 1indicates that these components may be
present, Please comment,

Contafner: See comment under carton labeling,
Insert: See comment under carton labeling.

He cannot request final printed copy until the issue regarding the
composition has been resolved.

~




APage‘z
5. We await evaluation of the matﬁodsaﬁy the Dallas District Laboratory,

The file 1s now closed, You are required to take an action described under 2}
CFR 314,120 which will efther amend or withdraw the application, or if you
have substantial disagreement with our reasons for not approving this
application. you may request an opportunity for a hearing. ,

Sincerely yours,

) e e
Marvin-Set M.D.
Director
Division of Generic Drugs

Office of Drug Standards
Center for Drug Evaluatfon and Research

A

cc:
HFD-234 @/
GJohnston/Pate1/BTArnwiné/zlééF.
r/d Patel/MSeife

mib 11/10/88 (1892b)

not approvable

6% J
(//0 \‘
‘ . 'Q/(X\\\v@



Owen | ALERCREME

OWEN LABORATORIES
ALLERCREME HYPO-ALLERGENIC COSMETICS

DIVISIONS OF
DERMATOLOGICAL PRODUCTS OF TEXAS INC.

CHRISTINE E. SHANK

Manager
Regulatory Affairs

CERTIFIED MAIL P 469-888-949
Return Receipt Requested

June 24, 1988

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Generic Drugs (HFN-230)
Attention: Document Control Room 17B-20
5600 Fishers Lane

Rockville, Maryland 20857

RE:  ANDA 72-354/Amendment
DesOwen® (Desonide) Lotion 0.05%
Samples Submission for Methods Validation

Gentlemen:

i

We acknowledge receipt, on June 14, 1988, of your Tetter dated June
“7 8, 1988 requesting submission of finished dosage form samples for
methods validation.

Please find enclosed a complete copy of our correspondence to Mr.
James Burkel, HFR-SW160, and the information materials provided with
the samples submission.

Sincerely,
Christine Shank

CES/db
Enclosure

s
)
DPT

OWEN/ALLERCREME -
6201 SOUTH FREEWAY FORT WORTH, TEXAS 76134 (817) 293-0450

AN ALCON/NESTLE, LOREAL AFFILIATE



Owen ‘Laboratories AN DA 7 A — 3'5 L{
Division of Dermatological Products of Texas, Inc.
Attention: Ms. Christine Shank : _

P.O. Box 6600 L JuL 1 188
Fort Worth, TX 76115 |

Dear Madam:

Reference is made to your abbreviated new drug application subnii.tted pursuant
to section 505(3) of the Federal Food, Drug, and Cosmetic Act for DesOwen
{Desonide) Lotion 0.05%. ,

Reference is also made to the protocols you suomitted to establish the
bioequivalence of the above product. The protocols have been reviewed by the
Division of Anti-Infective Drug Products, HFN-815, and they have the following
coments? -

"Proposed Studies:

1. Vasoconstrictor Assay
The vasoconstrictor assay is to be performed by Dr. R. B.
Stoughton in volunteer subjects. The protocol is a standard one
and is satisfactory.

2. Eczema Protocol
The investxgator for this study will be H.I. Katz, M.D.;
Dr. Katz's qualifications have not been provided.

A. Sstudy design: This is an investigator-blindedq,
randomized, paired comparison of DesOwen Cream and
DesOwen Lotion in 36 patients with bilateral cream,

B. Patient selection: Males and females with a minimum
age of 6 with varying degrees of bilateral eczema
which could normally be treated with low-potency
topical steroids.

C. Treatment regimen: The medications are to be applied
to affected areas three times daily, One medication
will be applied to the left side of the body and the
other to the right side. Medications will be
color-coded (left side blue and right side yellow).
The study is to continue for three weeks with four
investigator evaluations; on prior to therapy and
weekly thereafter.

3. Effectiveness parameters: Patients will be evaluated for
erythema, scaling excoriations, pruritus, oozing/weeping, and
overall severity on a scale of 0-9 as follows:

Clear Mild Moderate Severe
=0 1,2, 3 4, 5, 6 7, 8, 9



page 2

Evaluation: This protocol presents two major difficulties: the choice of
eczema ae the disease to be treated, and the choice of a paired comparison
Topical steriods are normally required to show effectiveness in both atopic
dermatitis and psoriasis prior to approval. If only one clinical study is to
be performed, tne more difficult indication (psoriasis) should be studied,
since a product which is effective against psoriasis may be expected to also
be effective against atopic dermatitis. On the other hand, effectiveness
against atopic dermatitis does not necessarily indicate that a product will be
useful in psoriasis.

In addition, parallel groups of patients should be studied (one group on
cream, and the other on lotion). Use of the paired comparison technique
greatly increases the chance of medication mix-up, especially if the patients
themselves are to apply the drugs.

It is also felt that a global evaluation should be performed according to a
scale of improvement from baseline (rather than the overall severity score on
a scale of 0-9 as proposed by the sponsor). The global evaluation is intended
to view the improvement of the patient over the length of therapy. The
overall severity score would essentially reevaluate signs and symptoms which
have already been evaluated individually.

A small vehicle group should also be included in order to assess the clinical
effect of tne excipients in the formulation.

Recommendation: The following general protocol is an example:

The study should be an investigator~-blinded comparison of DesOwen Cream
(20 patients), DesOwen Lotion (20 patients) and lotion venicle (10 '
patients). Parallel groups of patients with psoriasis are to be entered
into the study for each treatment group in a randomized fashion. The
patients snould be comparable in terms of disease state, demographic
characteristics, etc. The study should run for three weeks. Drug
applications are to be three times daily with investigator evaluations
prior to therapy and weekly thereafter.

The effectiveness parameters proposed by the sponsor are satisfactory,
except that the "overall severity®" rating of signs and symptoms should be
replaced by a global evaluation using the following scale:

1 = "Cleared" ~ 100% clearance of signs, except for residual
discolorations.

2 = "Marked Improvement"™ -~ between 76% and 99% clearance of signs
monitored.

3 = "Moderate Improvement" - 508 to 75% clearance of signs monitores.

4 = "Slight Improvement®™ - less than 50% clearance of signs
monitored,

5 = "Exacerbation" - flare of sites monitored.

~



page 3

A
Data Reporting: R

Data should be reported poth in terms of weekly results and in terms of
"endpoint™; that is, one set of data should view all patients at the last
valid treatment visit. The endpoint evaluation is the best method of
assessing the effect of patient dropouts. Signs and symptom scores snould be
reported individually and as a total score. Global evaluation should be
reported as noted above., The qualifications of the investigator and the
complete formulation of each test material should be submitted.®

Please revise the protocol incorporating the above comments and resutmit it
for our review, 1In addition, you are requested to contact Mr., David Rosen at
301-443-0193 to discuss the Eczema protocol.,

Y yours

s

Center for Drug Evaluation and Research

%@ H.D.

Directot

HFD-232 |
DRosen f@‘aﬁiﬁ

k1/6-28-88/1557b
letter



Owen ' ALERCREMED 2

OWEN LABORATORIES
ALLERCREME HYPO-ALLERGENIC COSMETICS

DIVISIONS OF - N
DERMATOLOGICAL PRODUCTS GF TEXAS, INC.

CHRISTINE E. SHANK

Manager
Reguhlory Affairs

CERTIFIED MAIL P469-888-946
Return Receipt Requested

NDA ORIG AMENDMENT

June 6, 1988

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Generic Drugs (HFN-230)
Attention: Document Control Room 17B-20
5600 Fishers Lane

Rockville, Maryland 20857

RE: ANDA 72-354/Amendment
DesOwen® (Desonide) Lotion 0.05%

Gentlemen:

Reference is made to your letter dated May 18 1988 regarding the subJect
abbreviated new drug application.

Please find enclosed a response to each of the itemized review comments.
In anticipation that the information provided will be found satisfactory,
we hope to hear from the Agency soon regarding the other actions required
for approval of this application.

S1ncere1y,
quzz&,féwé’ k) RECEIVED
Christine E. Shank
REEL 1985
CES/db Juk 81
GENFRIL DRUGS

2
X
) DPT

OWEN/ALLERCREME -
6201 SOUTH FREEWAY FORT WORTH, TEXAS 76134 (817) 293-0450

AN ALCON/NESTLE, LOREAL AFFILIATE



cc:

HFN-230, Hrmgs@é/;/ﬂ ,

RPatel/BTArnwin
R/D INITIALED BY RPatel/MSeife
mstephens: 6/3/88 (SOEﬁs)

Samples

ANDA 72-354

. Owen Laboratories : .
/ Attention: Christine E. Shlnk PR
6201 South Freeway h
Fort Worth; Texas 76138 S JN 8 88

B

Dear Madam:

Reference 1s made to your abbrevtated new drug applicltion :ublitted pursuant

to Sectfon 505 of the Federal Food - Drug, and wmtic Act for DesOwen
(desonide) Lotion, 0.05%,

In order for our laboratory to validate your submitted nethodology. send the
foilouing nateria!s to the address below.

Materials to be sent:

1. Fin1shed dosage form - Send three times the amount needed to perform
the required testing, Identify the lot number of the material sent,

2. A Certificate of Analysis for the lot sent,

3. Internal and Reference standards - Send three times the amount
necessary to perform the required testing, (If you do not send the
standard and the District doesn't have {ft, the analysis wfl! be
delayed).

4, Impurity Standards - send samples of standards for any 1mpur1t1es
for which you test the dosage form,

5. Representative chromatograms and/or spectra ({f applicable).

6. Completed Material Safety Data Sheet (Form OSHA 174),.

Address:
Food and Drug Administration
Attention: Jim Burkel, HFR-SW160
3032 Bryan Street .
Dallas, Texas 75204 :
These materfals must be sent within 20 days of receiving this letter. If you
cannot send these materials by this date, please notify the ANDA by letter.
Send copies of all correspondence regarding the samples requested to the ANDA.

We recommend that you send the samples by registered mﬂ/return~ ﬁéceipt
requested. .

QXiA?Vé | I Division of ceneric prugs
0ffice of Drug Standards
~. Center for Drug Evaluatien and Research
‘ /

i
i



Public Health Service

"’ﬂ"‘u% . .
C ‘DEPARTMENT OF HEALTH & HUMAN SERVICES
TranneC - Memorandum
Date ‘ %%y
from-. Scientific Coordinator e
Division of Field Science (HFC-141)
subject Validation Assignment: ANDA # 72-35Y
Drug: QeSewnné Lo07rA)
Firm: oweaA) <¢a8oasrorrss RoRT WoRYA, T¥
To )
. BRDY  ARNML (HFN- 239)
The subject -ANDA validation has been assigned. Please instruct the firm to
send the appropriate samples, methods, and standards as soon as possible to
the following laboratory(ies). '
1. Laboratory: Jdaces d.s7R:c” (HFR- Sw/60)
Tests: USP Methods: _
Firm's Methods: ASSAY ¢ Paks &érd
Special equipment or reagents needed to be supplied by firm:
2. Laboratory: (HFR- )
- Tests: USP Methods:
" Firm's Methods: =

Special equipment or reagents needed to be supplied by firm

Thank you for your cooperation. .
| MRogee S s

Thomas S. Savage

cc: R-M. Po72C  (HFN-239)
T BurkeL (HFR- Swréo)
(HFR- )

-~
—



Gwen . ALERCREME

)
OWEN LABORATORIES (/
ALLERCREME HYPO-ALLERGENIC COSMETICS

DIVISIONS OF N R
DERMATOLOGICAL PRODUCTS OF TEXAS,INC. % ©

CHRISTINE E. SHANK

Manager
Regulatory Affairs

CERTIFIED MAIL P469-888-957 ' ‘May 6, 1988
Return Receipt Requested

Food and Drug Administration

. Center for Drug Evaluation and Research

t .Division of Generic Drugs (HFN-230) m o

Attention: Document Control Room 17B-20 f‘k[z.gg ﬁe‘e. ‘ts
5600 Fishers Lane o

Rockville, Maryland 20857

RE:  ANDA 72-354/Amendment
DesOwen® (Desonide) Lotion 0.05%
STABILITY DATA SUBMISSION

Gentlemen:

As a first order of consideration the applicant requests that, prior to
initiating the review of ANDA 72-354 for DesOwen® Lotion 0.05%, the
Agency give priority to completing the review of our pending application .
for DesOwen® (Desonide) Ointment 0.05% (ANDA 71-425). The DesOwen
Ointment application was submitted on July 14, 1986 and has undergone a
complete and thorough Review, Comment, and Amendment process in the
intervening time. Our last amendment was ’submitted on January 27, 1988

. which should enable completion of all the review activities and allow for
final approval of this application. We greatly appreciate %he Agency's
consideration of this request.

With regard to ANDA 72-354 for DesOwen (Desonide) Lotion 0.05%, the
applicant submits herewith in accordance with our commitment, the current
available stability data from the three month accelerated studies
described in the protocol found in Item 3.B.(9) of the original
application submission. A summary of the studies conducted to date and a
proposed expiry dating for initial production batches are provided on the
following page. _

Thank you for your time and consideration in review of these applications.

Sincerely, RECEIVED

%@W MAY 12 13

Christine E. Shank

- ENERIC DRUGS
CES/db 5)% ‘ Desk Copy: David Rosen
Enclosure ~ (HFN-230) Room 17B-25
i D T
P
OWEN/ALLERCREME

6201 SOUTH FREEWAY FORT WORTH, TEXAS 76134 (817) 293-0450
AN ALCON/NESTLE, LOREAL AFFILIATE



ANDA 72-354

Owen Laboratories -~

pivisions of oe:matolog;:al Products of Texas, Inc.

Attention: Christine Shan -
6201 South Freeway ' MAY 18 988
Fort Worth, Texas 76134

Dear Hadam'

Please refer to your abbreviated new drug app!ication dated Novembar 25 1987,
submitted pursuant to Section SOS(J) of the Federal Food Drug, and COSQetic
Act for DesOwen (desonide) Lotion, 0.05%,

He acknowledge receipt of your communfcation dated December 11, 1987 amending
the application,

The application 1s deficient and therefore not approvable under Section 505 of
the Act for the following ressons:

1. It fails to define the 'suitable' equipment used in the
manufacturing instructions. Please fdentify each piece of equipment

used throughout the manufacturing process in 1ieu of stating
suitable,

2, It fails to incJude Certificates of Analysis for each of the raw
materfals used In the drug product, Please submit the Certificates
of Analysis fram either the vendor or the Quality Control laboratory.

3, Ye await the submission of the challenge conditfon stabflity data
and data from cycling studfes,

4, e also await the evaluation of the vasoconstrictor study to show
the biocequivalence to the reference product.

5. It 1s recommended that the potency of the drug product be expressed
as a percent weight/volume rather that weight/weight., Please
comment.

6. It faills to include in the labeling the following:

Carton: Not Satisfactory
1. 1 oz (rather than *F1. 0z.")

2. Usual dosage - 2 or 3 times (rather than "2 to 3
times®)

3. Professional Samples Carton

~ (..%Sgggoézg°C). Avoid Freezing,”
. no :



- ANDA 72-354 o
E Sk

R -

Container: Not Satisfactory o
{211 oz, 4 f1 02, 8 i&'Sample)'

1. See A, 1, (2 fl oz, 4 N oz)‘
Insert: Not Satisfactory

1.  CLINICAL PHARMACOLOSY (Pharmacokinetics)
Paragraph 3, line 4 - Corticosteroids...

2, HOW SUPPLIED

Revise "Storage® statement to read, "Store below
86°F (309C). - Avoid Freezing."®

' Please revise the labels and labeling as above, We cannot request
final printed copy until the question regarding expression of
potency has been resolved, )

The file is now closed. You are required to take an action described under 21
CFR 314.120 which will efther amend or withdraw the application, or if you
have substantial disagreement with our reasons for not approving this
application, you may request an opportunity for a hearing.

Sincerely yours,

- Marvin Seife-M.D.

¢ Director
Division of Generic Drugs
Office of Drug Standards R
Center for Drug Evaluation and Research

’ cc: HFN-230, HFN-234 (%;5/
: GJohnston/RPatel/B rnWine/7FF ‘
Al R/D INITIALED BY RPatel/MSeife-
. ;/M% mstephens: 5/17/88 (4966s)
' Not approvable

(o
Wl{ i



Owen AILERCREME

OWEN LABORATORIES 0
ALLERCREME HYPO-ALLERGENIC COSMETICS _ z

DIVISIONS OF N
DERMATOLOGICAL PRODUCTS OF TEXAS INC.

CHRISTINE E. SHANK

Manager
Regulatory Affairs

CERTIFIED MAIL P-555-982-209

Return Receipt Requested m W maﬁ

December 11, 1987

Food and Drug Administration
Center for Drugs and Biologics
Division of Generic Drugs
Attention: Document Control Room
HFN-230, Room 17B-20

5600 Fishers Lane

Rockville, Maryland 20857

RE: ANDA 72-354/Amendment
DesOwen® (Desonide) Lotion 0.05%

Gentlemen:

Reference is made to a recent (December 2, 1987) telephone
conversation with Mr. Robert Pollock, CSO, Generic Drugs Division,
regarding the subject Abbreviated New Drug Application submitted on
November 25, 1987.

In accordance with Mr. Pollock's request, we are amending our
application to delete references to the Type I Drug Master File #1229
for Dermatological Procucts of Texas, Inc. In place of the DMF
reference, a revised "Manufacturer" section (Item 3.B.(4), page
03-0088) is provided with this submission. The revised section
provides a general description of the manufacturing and laboratory
facilities, identifies major equipment and lists the qualifications of
the key management personnel.

Also provided are a new listing of all document references (addendum
to Form 356h) and a new page 03-C090 which have been revised to delete
the DMF 1229 reference.

S1ncere1y yours.

v/” et ’%ﬁé&xj w;(,/c/

Christlne Shank ]

CES/db - .
Enclosure N '
OWEN/ALLERCREME

6201 SOUTH FREEWAY FORT WORTH, TEXAS 76134 (817) 293-0450
AN ALCON/NESTLE, LOREAL AFFILIATE
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: é oepARTMENT_;or HEALTH-& HUMAN SERVICES - W ny

Memorandum
By T '
DATE: 12-2-87
TO : Division of Manufacturing & Product Quality (HFN-320)
FROM: Divisionof Gene?j..c Drugs HFN- 230
Requester'sName _ Margo Bennett : Phone - 443-0193
ESTABLISHMENT EVALUATION REQUEST
Sterile Product | Non Sterile Product XX
Application and Supplement No. 72-354
Brand Name (if any) DesOwen

Establishment Name, Dosage Form and Strength

Desonide Lotion, 0.05%

Profile Class Code: LIQ
Priority Classification: . (See SMG BD-4820.3)
Applicant’s Name: Owen Laboratories, Div of Dermatological Products of Texas, Inc.
Address: 6201 South Freeway, Fort Worth, TX 76134

Facilitiesto be Eval uated: (Name, full Address, DMF No., and respons:bmty)

<5  omev w«»ﬂ;laZM/OMIDZT

applicant at 307 E. Josephine St., San Antonio, TX 78296 or 5303 Distribution Drive,

For HFN-320 Use

Status & Date of Inspection:

" 2. San Antonio, TX

AC /o//*//X 7@)“

e

Other Information or Special Requests: _J

(b) (4)

For HFN-320 Use Only: Date Received /,R// 3;/ 5 7 /7] ‘/A/ /A

Date lom pleted

_wstributioni 'Orig-;inal First Copy: HFN-320
‘ Remaining Copies: Requesting Office Use

FORM FDA 3274 (6/86)

2

(b) (4)




NOA T2

’ Owen Labo' tatodéﬁ
pivision of Dermatqlogical on&:cts of 'mxas, Inc. .

. Attentiont Ms, Chr¥tine snmk e DEC A S8
-«szolsoumrremy A .
Port Worth, T2 76134 ) :_-
'Dear Madam ' E

We ackmwledge the receipt of your abbreviated new dtug application submitted
pursuant to Section 505(j) of the Pedetal Food, Drug, and Cosmetic Act for the
following:

NAME OF DRUG: DesOwen {Desonide) Lotion, 0.05% °
DATE OF APPLICATION: Novewber 25, 193'7
DATE OF RECEIPT: November 27, 1987

We will correspond with you further after we have had the opportunity to
_review the application. ,

Please identify any communications concerning this application with the ANDA
number shown above,

| | yours,
| ﬁxﬁs SN
- in Seife

Director

 Division of Generic Drugs ‘
Office of Drug Standards :
Center for Drug Evaluation and. Research

cc:

DUP HFN-230 ‘oJ 4

Rosen/Patel )

k1/12-03-87 :
 Ack 1165b

¢
i
i




RO TERCO

O aLic neaLTw sevice. REQUEST FORCONSULTATION A
: FOOD AND DRUG ADMINISTRATION - _
w oF Ant-Tabene Drwos Flis | "D of Gemerie Brogs %3,
omrfa P 2 [? P m.o NO. NDA ﬁ?a "55'5‘ DVE OF Wuv /d// " oxrj 7':35' éa;m’

TS e (Beside):

PRIORITY CONSIDERATIO']CLASSIFICATION OF ORUG Z

DESIRED %MPLETION DATE

NAME OF FIRM /oﬂﬂr\ ﬂ-ﬂ&l?#

Owen
LADS

REASON FOR REQUEST

1. GENERAL

0O neweproOTOCOL

) PROGRESS REPORT
) NEW CORRESPONDENCE

0 oRUG ADVERTISING

O ADVERSE REACTION REPORT

0 MANUFACTURING CHANGE/ADDITION
3 MEETING PLANNED BY

O prRe-NDA MEETING

O eND OF PHASE 11 MEETING
0 Resusmission

O safeTv/EFFICACY

0O parer NDA

0 conTROL SUPPLEMENT

[ RESPONSE TO DEFICIENCY LETTER
O FINAL PRINTED LABELING
" O LABELING REVISION
0 ORIGINAL NEW CORRESPONDENCE
{J FORMULATIVE REVIEW
OTHER (Specify below)

11. BIOMETRICS £

STATISTICAL EVALUATION BRANCH

STATISTICAL APPLICATION BRANCH

O vvYPe A OR 8 NDA REVIEW
0 eND OF PHASE 11 MEETING
O cONTROLLED STUDIES

O eroTOCOL REVIEW

O otuHer

0O cHeMISTRY

0O pHARMACOLOGY

O B1OPHARMACEUTICS
O orHER

! 1iIt. BIOPHARMACEUTICS

O otssoruTion .-
O-si0avaiLABILITY STUDIES
O pHASE 1V STUDIES

O bEFICIENCY LETTER RESPONSE
0O prROTOCOL- B10PHARMACEUTICS
O in—vivo WAIVER REQUEST '

IV. DRUG EXPERIENCE

O pHasE 1V SURVEILLANCE/EPIDEMIOLOGY PROTOZOL

O cASE REPORTS OF SPECIFIC REACTIONS(List below)

0O oruc use e.g. POPULATION EXPOSURE, ASSOCIA TED DIAGNOSES

0 ReVIEw OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
0 sUMMARY OF ADVERSE EXPERIENCE
(0 POISON RISK ANALYSIS

0O companaTIVE RISK ASSESSEMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

O cunicac

-

0 rrecuLINICAL c

Please

#s
bl

/ arD

AWML 5510n 72

. COMMENTS/SPECIAL INSTRUCTIONS(A rtach additional sheets if necessary)

/}'széé LOMMENTS

ho  VAS0cons7viczor

pProsRD/ MU

on

elvwien ¥

/5/05¢(AW61M€(, % W P’lO&&/&r.
/W?g YY) ﬁ/p/:'ccchd N s fovad dt?:éec, /6/

e ANOR /ETfﬁDw )OW‘E/O .

METHOD OF DELIVERY (Check one)
O man, O'wano

RE OF RECEIVER

H>93 11825

SIGNATURE OF DELIVERER

FORM FDA 3291 (7/83)




 DEPARTMENT OF HEALTH & HUMAN SERv|css e

| Lo - .. Memorandum
| ' ER agPATE: ol 12-2-87
TO :Ai).ivision of Manufacturing&ln'Prc‘)ddct' Qﬁélity(HFN-Bzo) } o |
FROM: Division of %ic Drruqs"-. ) L HFN- 230
Requester':Na‘r-ne Marco Bermett Phone___- 443-0193
ESTABLISHMENT EVALUATION REQUEST
Sterile Product ' ‘Non Sterile Product XX
Application and Supplemer;t No.  72-354 | T
Brand Name (if any) DesOwen .
Establishment Name, DosagelForm and Strength | Desonide Intion,‘ 0.05%
Profile Class Code: LIO
Priority Classification: | e IR (See SMG BD-4820.3)
Applicant’s Name: Owen Laboratories, Div of Dermatological Products of Texas, Inc.
Address: 6201 South Freeway, Fort Vorth, TX 76134
Facilities to be Evaluated: (Name, full Addres# DMF No., and respbnsibilit}) ' For HFN-320 Use

Status & Date of inspection:

1. applicant at 307 E. Josephine St., San Antonio, TX 78296 or 5303 Distribution Drive,
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CERTIFIED MAIL P-555-982-161
Return Receipt Requested

November 25, 1987

Food and Drug Administration
Center for Drugs and Biologics
Division of Generic Drugs
Attention: Document Control Room
HFN-230, Room 17B-20

5600 Fishers Lane

Rockville, Maryland 20857

RE: Abbreviated New Drug Application Submission for
DesOwen® (Desonide) Lotion 0.05%

Gentlemen:

Pursuant to the provisions of 21 CFR 314.55(c)(1) the applicant,
Owen Laboratories Division of Dermatological Products of Texas,
Inc., is pleased to submit herewith an abbreviated new drug
application for DesOwen® (Desonide) Lotion 0.05%.

In accordance with the provisions of 21 CFR 314.55(d)(2), the
applicant filed a Citizen Petition requesting a determination of
ANDA suitability for the drug product. The petition was reviewed by
the Agency and approved on September 10, 1987 thus satisfying the
requirement under 21 CFR 314.55(c)(1) that an ANDA will be accepted
if the Agency has made a separate finding of suitability. Copies of
the Petition approval letter are provided in this application
immediately following this cover letter and in the Human
Pharmacokinetics and Bioavailability Section.

The application provides a complete description of the subject drug
product and adequate information with respect to the manufacturing
and control operations to assure that the product meets all
applicable standards for identity, strength, quality and purity.

The applicant provides a protocol for conducting three month A
accelerated stability studies and a commitment to report the data as
soon as it becomes available.
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In addition, the!egplicant will perform two bioequivalency studies
in accordance with the conditions of the Petition approval letter.
The applicant submits for review the protocols for a vasoconstrictor
assay and a bio study in patients which compare the subject drug
product, DesOwen Lotion 0.05%, with the 1isted drug product,
DesOwen® (Desonide) Cream 0.05%.

The applicant extends appreciation for the time and consideration
spent in review of this application and hopes to hear from the
Agency soon with regard to the bioequivalency protocols.
Sincerely yours, ,

Christine Shank

CES/db
Enclosure

RECEIVED
NOV 27 1987

GENERIC DRUGS
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