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1.3.5.2 Patent Certifcation

Desonide Gel, 0.05% Paragraph II Certification

The Sponsor, Skin Medica, seeks marketing approval of DesonateQY

Hydrogel, 0.05% in the treatment of atopic dermatitis via a 505(b )(2)

application.

Desonate(ß Hydrogel, 0.05% is protected under US Patent No. 6,387,383 B-1;
issued May 14,2002. Since the patent was filed on August 3,2000 and does
not claim priority from any earlier filed application, the expiration date of the
patent wil be August 3,2020.

To the best of Skin Medica's knowledge, any other patents relating to

desonide gel have expired and DesonateQY Hydrogel, 0.05% does not infringe

on any existing patents. There is not a patent in effect for Des OwenQY Lotion.

APPEARS THIS WAY

ON OlUGINAl .

PATENT CERTIFICATION 12/0612005
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Department of Health and Human Services
Food and Drug Administration

PATENT INFORMATION SUBMITTED WITH THE
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT

For Each Patent That Claims a Drug Substance
(Active Ingredient), Drug Product (Formulation and

Compositon) and/or Method of Use

Form Approved: OMB No. 0910-0513
.Expiration Date: 07/31/06

See OMS Statement on Page 3.

NDANUMBER

021844
NAME OF APPLICANT / NDA HOLDER

Skin Medica

The fol/owing is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act
TRADE NAME (OR PROPOSED TRADE NAME)
DesonatelI Hydrogel

.

ACTIVE INGREDIENT(S)
Desonide, micronized

STRENGTH(S)
0.05%, w/w

I..

DOSAGE FORM
Topical Gel

This patent declaration form-~is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).
Within thirt (30) days after approval of an NDA or supplement, or within thirt (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information .based on the approved NDA
or supplement The information submitted in the declaration form submitted upon or after approval. wil be the only information relíed
upon by FDA for lísting a patent in the Orange Book. .

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one
that does not require a "Yes" or "No" response), please attach an additional page referencing the question number.

FDA wil not list patent information if you fie an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each pátent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submittng any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.. .
1. GENERAL

.

a. United States Patent Number
No. 6,387,383

b. Issue Date of Patent
5/l4/2002

c. Expiration Date of Paten!
8/3/2020

d. Name of Patent Owner
Dow Pharmaceuticàl Sciences

Address (of Patent Owner)
1330 Redwood Way

City/State
Petaluma, California

zip Code
94954

FAX Number (if available)

707 . 793.o 45
. I.... .

Telephone Number E-Mail Address (if available)
707.793.2600 bchaudhuri§dowpharrnsci.com.

Address (of agent oj representative named in 1.e.)e. Name of agent or representative who resides or maintains
a place of business wihin the United States authorized to
receive not.ice of patent certifcation under section
505(b)(3) and u)(2)(B) of the Federal Food, Drug, and
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent
owner or NDA applicanUholder does not reside or have a
place of business within the United States)

0=

CitylState

zip Code FAX Number (if available)

Telephone Number E-Mail Address (if available)

f: Is the patent referenced above a patent that has been submited previously for the
approved NDA or supplement referenced above?

g. If the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date?

¡g Ves DNo

DVes ¡g No

F0Rl~~~ 35423 (7/03)
.

Page 1
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For the patent referenced above, provide the fol/owing information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2~ Drug Substance (Active Ingredient)
......:..... .'... ....

. .. .. .

.
2.1 Does the patent claim the drug substance that is the active ingredient in the drug product

described in the pending NDA, amendment, or supplement? ~Yes DNo
2;2 Does .the patent claini a drug substance that is a diferent polyorph of the active

ingredient described .in the pending NDA, amendment, or supplement? Dyes ~No .'.

2.3 If the answer to question 2.2 is "Yes," do you certify that, as of the date of this declaration, you have test data
i demonstrating that a drug product containing the polymorph will penorm the same as the drug product

described in the NDA? The type oftesi data required is described at 21 CFR 314.53(b). DVes DNo
2.4 Specify thepolymorphic fonn(s) claimed by the patentfor which you have the testresults described in 2.3.----

. .
2.5 Does the patent claim only a metábolie of the active Ingredient pending in the NDA or supplement?

(Complete the information in section 4 below if the patent claims a pending method of using the pending
drug product to administer the metabolie.) .DYes t8 No

2.6 Does the patent claim only an intermediate?

. DVes t8 No
2.7 If the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the

patent novel? (An answer is required only if the patent is a product.by.process patent.) DYes t8No.

3. .Drù,g Product. (Composition/Formulation)..
... ..:. ' ..,:.::.

:.'::.., ..
..:. ..""',:

.' ,
. ..

, ..
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA, .

amendment, or supplement? ~Yes DNo
3.2 Does the patent ciaim only an intermediate?

DVes ~No
3.3 If the paten! referenced in 3.1 is a product-by-process palent, is the product claimed in the

patent novel? (An answer is required only if thepatenlis a produqt-by-process patent.
. DVes t8 No

4. Method of Use
... . .. :.

Sponsors must submit the information In section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought For each method of use claim referenced; provide the following Information:
4.1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? ~Yes DNo . .......,....

4.2 Patent Claim Number (as listed in the patent) Doe the patent claim referenced In 4.2 claim a pending melhod
Claim No. 18, 19,20

I of use for which approval is being sought in the pending NDA,amendment, or supplement? .. . t8 Ves DNo
4.2a If the answer 104.2 is Use: (Submit indication or method of use infonnation as identifed specifcally in the approved labeling.)

"Ves," idenÜfy with speci- Indication: Atopiç Dermatitis
ficity the use with refer-
ence to the proposed

Directions: DesonatelI Hydrogel, 0.05% should be applied to the affected areas as a thin fim two timeslabeling for the drug
produc\. daily. As with other corticosteroids, therapy should be discontinued when control is achieved. If no

improvement is seen within 4 weeks, reassessment of diagnosis may be necessary.
,. .

.5. No Relevant Patents . . .
.

For this pending NDA, améndment, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product (fonnulalion or composition) or methodes) of use, for which the applicant is seeking approval and with respect to

DYeswhich a claim of patent infringement could reasonably be asserted if a persòn noilicensed by the owner of the patent engaged in
the manufacture, use, or sale of the drug product.

FO~~ 3542a (7/03)
l2/JJJìlll~oli"i;I~e ;

"
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6. Dei:hiration Certfication ..
... . . :. .

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under secuon 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensiüve patent informauon is submited pursuant to 21 CFR 314.53. i attest that i am familar with 21 CFR 314.53 and
this submission complies wit the requirements of the regulation. i verify underpenalty of perjury that the foregoing

..is true ànd correct. .
Warning: A wilfully and knowingly false.statement isa cnminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDAApplicanUHolder or Patent Owner (Attorney, Agent, Representative or Date Signed
other Authorized 0 ~ial) (Provide Information below)

'¿ 0.. -O.~ r~8/0o-
NOTE: Only an NDAapplicantiholder may submit this declaration directly to the FDA. A patent owner who is not the NDA applicantl
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.63(c)(4) and (d)(4).

Check applicable box and provide information below.

0 NDA ApplicanUHolder rg NDA Applicant's/Holder's Allorney, Agent (Representative) or other
Authorized Offcial

rg Patent Owner 0 Patent Owner's Attorney, Agent (Representative) or Other Authorized
Offcial

Name
Dow Pharmaceutical Sciences

.

Address .
CitylState

1330 Redwood Way Petaluma, California

zip Code Telephone Number
94954 707.793.2600

FAX Number (if available) E-Mail Address (if available)
707.793.0145 bcliaudhuri(gdowpharmsci.com

.

The public reporting burden for .thìs collection of infonnation has. been estimated to average 9 hours per response, including the time for reviewing

instmctions, searching. existing data sources, gathering and maintaining Uie data needed; and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this colleclion of information, including suggestions for reducing ihis burden to:

Food and Drug Administration
COER (WD-007)
5600 Fishers Lane
Rockvile, MD 2085.7

Aii agency may 1101 canduct or sponsor, mid a person is 1101 required 10 respond 10, a collectioii of
informalion unless it displays a curreiily valid OMB conlrol number.

------ --------

~

FORM FDA 3542a (7/03)
3542a

Page 3
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USOO6387383Bl

(12) United States Patent
Dow et al.

(10) Patent No.:
(45) Date of Patent:

US 6,387,383 Bl
May 14, 2002

(54) TOPICAL LOW-VISCOSIT GEL
COMPOSITION

(75) Inve~tors: Gordon J, Dow, Santa Rosa; Robert
W. Lathrop, Novalo; Debra A. Dow,
Petalnma, all of CA (US)

(73) Asignee: Dow Pharmaceutical Sciences,

Petaluma, CA (US)

(*) Nolice: Subject to any disclaimer, the term of thi

patent is extended or adjusted under 35
U .S.c. 154(b) by 0 days.

(21) App!. No.: 09/632,508

(22) Filed: Aug. 3, 2000

(51) Int. CI.7 ........................... A61K 7/00; A61K 47/00
(52) U.S. CI. ....................... 424/401; 5141772; 514/859;

514/886; 514/887
(58) Field of Search ................................. 424/4.01, 404,

424178.02,78.03,78.06; 514/772, 84,

859, 886, 861, 887, 863, 871

(56)

4,247,547 A
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4,514,385 A
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5,451,405 A
5,466,446 A
5,538,732 A
5,614,201 A
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(57) ABSTRACT

A composition is provided thai has a viscosity of less than
about 15,000 cP and a pH of about 3.0 to 9.0 for treating a
skin disorder in a human subject. The composition consists
essentially of (a) a therapeutically-effeclive amount of at
least one compound useful for treaiing such disorder, (b) a
pharmaceutically-acceptahle, lightly cross-linked poly-'

acrylic acid polymer compatible with the compound. (c)
optionally a .water miscible solvent, (d) optionally a

preservative, (e) optionally an oil phase component and
suitable surfactani, and (f) water. 'The composition is usful
for treating an inflammatory skin disrder, acne, or rosacea.
The low vicosity composition has an advantage of being

adminitered iiore accurately when combined with a con-
tainer that administers the composition as drops.

59 Claims, No Drawings
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TOPICAL LOW-VISCOSITY GEL
COMPOSITION

BACKGROUND OF TIE INVNTON

1. Field of Invention

This invention relates to a composition for treating a skin
disorder in a human, and a method of administering and
preparing such composition.

2. Background

Ski disorders are a common problem in cbildbood,
adolescence and adulthood. Skin disorders can include, for
example, .acne, inflammatory diseases such as atopic
eczem'a, or rosacea.

Acne vulgans is a follicular disase cbaractenzd by 15
pilosbaceous inllamma tions such as comedones, papules,

pustules, cysts and nodles. Chiefly a diseas of adolescence
(and often a cause of emotional distress), acne originates
endogenously and stems for multifactorial inlluence. Major
progressive factors in tbe developmenracne include byper- 20
keratosis of the follicular epitbelium, increased sebum

production, and proliferation of Propionibacteriwn acnes.
These factors are primary responsible for hyperkeratosis of
the follicle lining, including retention of keratin and sebum,
as well as the free fatty acid by-products of P. acnes 25

metabolization which can lead to inllamed acne papules and
pustules.

Altbough acne may als be infuenced byexogeneous and
hormonal factors, research has been centered around elimi-
nating P.acnes, the most common cause of inflammation. To
date, tbe pathogenesis of acne is not fully understood, and
tbere is currntly no cure for tbe diseas. Maiy systemic and
topical medications, such as tetracycline, have been usd to
manage and control acne. None, hòwever, is universallysuccessfuL. 35

Acne treatment is typified by "polypharmacY", whereby
physicians employee simultaneous treatment with a variety
of modalities. The searcb for improved acne treatments bas
been widespread and continuous during the past several 40
.decades. Enhanced cosmetic properties to encourage user
compliance, tbe use of topical therapies in place of systemic
drugs to reduce toxicity and side effects, and the introduction
of new drugs aDd formulations represent. the forèfront of
acne treatment advances.

The first us of a topical antibiotic, erylhromycin, for the
Ireatment of acne was reported by Fulton (Fulton, J. E. Jr.
and Pablo, G. Topical antibacterial therapy for acne. Study
of the family of erythomycins, Arch, Dermatol. 110:83-86,
-1974). Topicalidministration of ihis. potent agents ii,;the 50
advantage of reduced side effects, particularly those caused
by systemic drug effects, e.g., nausea, gastrointestinal upset,
diarrhea, and vaginal yeast overgrowth.

Lincomycin antibiotics have been employed in the topical
treatment of acne (U.S. PaL. No. 3,969,516). Lincomycin 55
was commercialid by Upjohn Co~ (now Pbarmacia &
Upjobn) as Cleocin T Solution, Gel, Lotion and Pledgets.
Cleocin T Gel was an improvement over Cleocin T Solution
because of the elimination of alcobol and the ease of
application to the facial skin for the treatment of acne. This 60
gel is based on carbomer 934, NF.

Atopic dermatitis is a polygenic disease with an inherited
predelection and strongly infuenced by environmental fac-
tors. The condition affects iofants, clildren, adolesnts and
adulls and is allergic in oature.The distribution is 65
symmetrical, typically involving the face, neck and flexural
areas. Atopic dermatitis is chronic, relapsing and usually.

6-29-05 US06387383BI

2
pruritic. Topical treatment frequently iticlùdes topical
corticosteroids, such as desonide, hydrocortisne 'valerate,
lIuocinolone acetonide, triamcinolone acetonide. betamelha-
sone valerate, hydrocortisone butyrate, ha!obetasol

propionate, betametbasone dipropionate, clobetasol
propionate, diforaosne diacetate, lIuticasne. propionate,
budesonide or the lie.

Rosacea is a chronic inflammatory eruption of the nose,
face and other flushing areas of the skin. The disease is most

10 common in middle aged women and is characterized by
erythema, papules, pustules, telangiectasia and enlarged
sebaceous glands. The cause etiology is not totally clear;
however vasomotor lability and menopause are predisposing
factors. The organism Demodex folliculoru is found fre-
quently in the contents of inflamed pustular follicles, and has
a possible role in tbis ski disorder. Treatments include

topical metronidawle and oral tetracycline type antibiotics.

SUMMAY OF THE INVNTON

One aspect of this invention is a composition having a pH
of about 3.0 to about 9.0 and a viscosity of less than about
15,00 centipoise (cP) for treating a skin disorder in a
bumansubjecl. The composition comprises (a) a
tberapeutically-effective amount of at least one compound
useful for treating such disorder, (b) a pbarmaceutically-

acceptable poly acrlic acid polymer compatible with the
compound, (c) optionally a water misible solvent, (d)
optionally a preservative, (c) optionally an oil phase and

30' surfactant, and (I) water.
Anotber aspect of the invention is a. composition

described above in combination with a container tbat accu-
rately adminiters a portion of the composition for topical

administration to a patient.
Another aspect of tbe invention is a composition

described above in combination witb labeliog instructions
for use in treating the skin disorder.

Still a not her aspect of the invention is a method for
treating a skin disorder in a human subject, which method
compnses administering a composition described above to
an affected area of tbe subject's ski having such disorder in
an amount and for a period of time suffcient to improve tbe
skn disrder.

Stil another aspect of the invention is a method for
45 preparig a composition of tbis invention by combining

water with a therapeutically-effective amount of a suitable
compound and the polymer and optionally.a water-miscible
solvent and preservative. If a lotion is desired an oil phase
isfÕiiedfoTiitegratioilwillllheaqueous- phase.-- ... .. .

Other aspects .of the invention may be apparent upon
further reading tbe specification and claims of tbe patent
application.

SPECIFIC DESCRIPTON

This invention provides a novel topical gel or lotion
delivery system for the treatment of skin diseass, particu-
larly acne vulgari. One unique aspect of the system is the
use of a polymeric Ilaleria! that provides a gel material tbat
bas a very low vissity but which is cosmetically.elegant

and aids in the adminitration process by prgviding a pour-
able composition. tbat flows through a dropper tip easily.

The Composition

One aspect of this invention is a composition having a pH
of about 3 to about 9 and a viscosity of less than about
15,00 cP for treating a skin disorder in a human subject.

10117/2005
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The composition comprises a therapeutically-effective
amount of at least one compound useful fnr treating such
disorder, a pharmaceutically-accptable, lightly cross-linked
polyacrylic acid polymer compatible with the
therapeutically-effective compound, optionally a water mis- 5,
cible solvent, optionally a preservative, and water. The
cnmposition may include a solutinn of the active compound
or a suspension. A lotion wil also include a
pharmaceutically-accptable oil phase emulsified with one
or more surfactants.

The compnsition is useful to treat skin disorders, e.g.
acne, rosacea,or inflammatory skin disases such as atopic
dermatitis. The composition wi include an active agent that
will be One compound alone nr two nr more compounds in

. combination. The active agent can be an antibiotic, a 15
cnrticosteroid, a retinoid, an anti-inflammatory imidawle, a
non~steroidal anti-inflammatory agent (NSAID), or a com-bination. .

An antibiotic is generally viewed as a drug that inhibits
the growth of an unwanted microorganism. Representative 20

examples of topical antibiotics include lincomycins, (e.g.
clindamycin), erythromycin, minocycline, and tetracycline,
and the pharmaceutically-acceptable salts, esters, or pro-
drugs thereof. Preferred is clindamycin phosphate.

A"retinoid" is a keratolytic drug related to retinoic acid 25
and generally includes chemical entities such as retinol and
irs esters and closely related naturally-occurring derivatives
and structurally-related synthetic analogs, This includes, for
example, retinol, retinal, tretinoin (all-trans retinoic acid), 30
isotretinoin, adapalene (6-(3-(1-adamantyl)-4-

methoxyphenyl)-2-naphtlioic acid), and the like. Of these,
tretinoin is preferred.

Generally, a topical corticosteroid is a compound that is a
structural modification of hydrocortisone (also known as 35
cortisol) and that shows topical anti-inflammatory activity.
Representative examples include those set forth in Table
65-1 at page 1575 of "Goodman & Gilman's The Pharma-
cological Basis of Therapeutics," Eighth Edition, McGraw-
Hill, Inc. (1993). Specific, non-limiting examples of topical 40
cortiocosteroids include those mentioned in the "back-
ground" section of this application. Preferred
corticosteroids, when used as a single active agent, include
diforasone diactetate, fluticasone propionate, halobetasol
priopionate, or budesonide. Halobetal propionate is most 45
preferred when used as a single active ingredient

Nonsteroidal anti-inflammatory agents (NSAIDs) are
compounds that suppress the inflammatory response when
topi"aIlLapplItcibyjnliibiling prQ.sl:glj!Jdin synthesisorby_
.other mechanisms of action. Examples may be found in 50
Goodman and Gilman, Ibid. Representative examples
include ibuprofen, indomethacin, diclofenac, and naproxen
and their salls. Preferred is diclofenac.

An anti-inflammatory imidazole is an imidazole com-
pound ihat suppresss a topical inflammatory response. 55

Metronidazole is a representative imidawle compound suit-
able for this invention.

In describing the details of the composition, the numerical
ranges given herein are those amounts that. provide the
functional results in the composition. Thus,lhe ranges are 60
generally introdUced \VtIUh~term "about' to indicate a
certaIn flexibilty in the range, i.e: :!0% or less at the lower
and upper 11Imeiical ranges given.

As mentioned, the active agent rna y be present alone or in
combina tion. For. example, .a topical antibiotic, such as 65

c1indamycinphosphate, may be combined with a topical
corticosteroid, Where a formulation is designed primarily

6-29-05 US06387383B1

for application to the facial area, to treat acne for example,
it is preferred to combine an antibiotic (e.g. clidamycin
phosphate) with a less potent corticosteroid, such as
desnide, hydrocortisone valerate, f1uocinolone acetonide,
hydrocortisone butyrate, or tramcinolone acetonide. The
topical antibiotic can also be combined with a retinoid, e.g
clidamycin phosphate and tretinoin or adapalene.

The composition of the invention wil include a polymeric
materialtlit will be presnt in an amount suffcient to bring

10 the viscosity of the Composition to a level of not more than
about 15,000 cP, preferably between about 100 and about
12,00, and more prderably between about 300 and about

10,00. The viscoity is determined at room temperature

(20-25° C.) using a Brookfeld viscometer model DV-I+,
spindle. #27 at 12 revolutions per minute (rpm). If the
measured vissity is less than.4,OO cp' spindle #21 should
be used intead of #27. By keeping the viscosity below about
15,00 cP, the advantages of more appealing cosmetic

characteritics and ease of accurate application through

improved flow and pourability are achieved.
The polymers that have been found .to be particularly

useful in the composition of the prèseÌJt invention are lightly
cross-lined polyacrylic acid polymers which are available

from B.F. Goodrich under the tradename CAROPOUID.
They are generically referred to as carbomers. The CAR-
BOPOL polymers are hydrophilic polymers based on a
polyacrylic acid structure. For use in the present invention
the lightly cross-linked polymers include CARBOPOL 910,
941,971, and 981 and CARBO POL EID 2050.

Either CARBOPOL 941 or 981 is particularly valuablè for
the presnt invention because the viscosity of a gel based on

CARBOPOL 941 or 981 is low relative to its concentration.
This feature is the result of the .low level of cross-linking
within the polymer structure in a neutralized aqueous sys-
tem. In contrast polyacrylic acid polymers which display a
high level of èross-ling, such as CARBO POL 980 or
974P, .produce gels wÌlh higher viscsity at comparable

concentrations.
A 05% solution of either CARBOPOL 941 or 981 at pH

75 has a viscsity measurement of from 4,000 to 11,000 cP
(Brookfield viscmeter at 20 rpm) compared to a viscosity
measurement of from 40,00 to 60,000 cP for a comparable
05% solution of either CARBOPOL 940 or 980 (reference:
B.F. Goodrich Product Guide, Biùletin 2).
. This lower-level viscosity feature of the lightly cross-

linked polyacrylic acid polymers, e.g, CARBOPOL 941 and
981, offers two advantages (0 the composition of the present

, invention.,Agel, made'fromone of these'lightly cross" liked
polymers provides beiier,ski feel and lubricity than a gel of
comparable viscity m~de from a highly crosslinked poly-
mer. Second, a low viscsity gel can be administered very

accurately by a dropper or drip-typ dispenser as compared
to other commercial products which are thicker gels that do
not provide as accurate an application. .

CARBOPOL 941 NF resin and its cosolvent polymerized
alternative, CARBOPOL 981 NF resin, provide permanent
emulsions and suspensions at low viscosities. The gels
produced with these resins have excellent clarity. ln ionic
systems, they performbelter than most of the other CAR-
BOPOL resins and at concentrations below 1.5% in solvent
systems. The polymers areavailablè from B.F. Goodrich

Specialty Chemicals, 9911 Brecksville Road, Cleveland,
Ohio 44414-3247,

CARBOPOL resins are polymers of acrylic acid
crosslinked with polyalkenyl ethers or divinyl glycoL. The
polymers are floculated powders of primary particles aver-
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aging about 0.2 micron in diameter- The flocculated powders
are agglomerates that average 2 lo 7 microns as determined
by Coulter Counter. These agglomerates cannot be broken
down into the pnmary, particle once produced.

Each pnmary particle can be viewed as a network struc- 5
ture of polymer chains interconnected by crosslin. With-

out the croslin, the primary particle would be a collection
of linear polymer chains intertwined but not chemically

bonded. These linear polymers are soluble in a polar solvent,
such as water. They swell in water up to 1000 times their 10

onginal volume (and ten times their onginal diameter) to
form agel, especially when ",xposed_toa pH environment
above about 4-6. Since the pKa ofthese polymers is 6.0~.5,

the carboxylate groups on the polymer backbone ionize,

resulting in repulsion between the negative paricles, which 15
adds to the swelling of the polymer. HigWy crosslinked

polymers of this typ do not dislve in water, rather they
form gels by forming homogeneous dispersions.

The glass transition temperature of CARBO POL resin is
1050 C. (2210 E) in powder foir. However, the 

glas 20
transition temperature drops dramatically as the resin comes
into contact with water. The polymer chains stari gyrating
and the radius. of gyration becomes bigger and bigger.

Macroscopically, lhjs phenomenon manifests itself as swell-~ ~
The aqueous composition of the invention, will optionally

include a water misible solvent and a preservative. The

water miscible solvent (i.e. a cosolvent) will be present if
needed, to assist in dissolving the active agent The cosol~ 30
vent may be a single component or a mixture. Examples

include those that are miscible with water such. as ethanol,

propylene glycol, glycerin, polyethylene glycol 
40, and the

like. Certain water-miscible solvents, such as glycerin or
propylene glycol, also add beneficial humectant properties 35

to the composition. Drug delivery and penetration int'. the
skin can be modified by the water-miscible cosolvent com-
position.

The.preservative useful in the composition is matenal that
aids in ensuring a stable composition and/or prevents growth 40
of bactena. Thus, a presrvative may be one or more of an
antioxidant, a chelator, an antibaclenal, Or the like. Suitable
preservatives include methylparaben, butylparaben,

propy Iparaben, benzyl alcohol, sorbic acid, imidurea,

thimerisal, propyl gallate, BHA BHT, cîtnc acid, disium 45
edetate, and the like. Another oplional additive is a fra-
grance. Generally, this will be present in a trace amount only
and has no effect on the functioning of the composition.

- ----.-------.- - . Apreferredcomposition, particularly-foithe .1reatment -of---

acne, wil exhibit a pH of about 3 to 9, preferably about 4 to 50
7, and most preferablya1 aboulS to 6. Thus, the composition
may also include a pH-adjusting agent as needed at a level
to adjust the pH to the desired range. Such agenls include
many pharmaceutically-acceptable organic or inorganic
bases, e.g., sodium hydroxide and tromethamine. The pH 55
chosen wil depend in part on the pH tolerance of the active
agent chosen for the composition. The examples provide
guidance for certain compounds and suitable pH values for
the compositions.

Another aspect of this invention is an emollient 60
emliodiment, i.e., a fluid emulsion or lotion. This aspect of
this invention is a composition having an internal oil phase
dispersed with the aid of at least one sudactant, e.g. an
emulsifier, in water. Suitable sudaclants are well known in
tbe art and include those referred to as anionic and nonionic 65
agents. These are descnoed in Remington: The Science and
Practice of Pharmacy, Nineteenth Edition, Vol. i at p. 251.

6-29-05 US06387383B i
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Representative surfactants include polysorbate 20, polysor-
bate 40, polysorbate 60, polysorbate 80, sorbitan laurate,
sorbitan. oleate, sorbilan stearate, polyoxyethylene stearate,
soium laureih sulfate, and laureth-lO. Oil phase compo-.
nents include thos that are commonly usd in the art such
as mineral oil, petrolatum, stearl alcohol, cetyl alcohol,
isopropyl myrtale, düspropyl adipale, steanc acid, white
wax, and the lie.

The followig Table sets forth operational and preferred
ranges of the vanous components for a gel composition
having an active ingredient, which may be a single com-
pound or a combination ottwOQrmorecompounds. The
term sudactant -means one or. more surfaClants, which
includes wetting agents and emulsifers.

TABLE A

%w/w

Component Oprational Preferred More Preferred

Active ingredient
Polyacrylic Polymer Açid
CosolvenL
PresrvaLlve
Sudactnt'*
Oil pbase*
WaLer
Base

0.005-10.0
0.05-3.0
0.a-70.0
0.a-3.0
O.Q..O
0.a-50.0

QSAD 100
.. QSpH

0.01-5.0
0.05-1.0
0.D-.0

0.01-1.0
0.a-5.0
O.a-~.O

QSAD 100
QSpH

0.05-2.0
0.1-0.5
0.a-25.0

0.05-0.25
0.a-3.5
O.a-ls.O

QSAD 100
QSpH

*Present for lotion

The following Table B sels forlh the operational,
preferred, and more preferred concentrations of representa-
tive active ingredients that can beneficially be used in
practicing our invention, whether alone or in combination.
The exact amount will be. readily determined by one of
ordinary skil by referencing standard texts such as the

Physicians Desk Reference or Goodman and Gilmann's
referred .to hereinbefore.

TABLEB

%w/w

Component Oprational Preferred More Preferre

Antibiotic 0.1-5.0 0.5-2.0 0.5-1.0
Corticosteroid 0.005-25 0.01-1.0 0.05-0.1
Retinoid 0.005-05 0.05-.1 0.025-0.05
(nudaole 0.1-5.0 0.5-2.0 0.75-1.0
NSAID 0.1-3.0 0.2-2.0 0.2-1.0

Tóllü¡ke,li-¡;mülsioiili:e:;lotion) fòrm of our invention
as broadly set forth in Table A, the surfactant and oil phase
component are included in the composition. The following
table illus1rates the manner in which the composition. is
modifed to form a lotion.

TABLEC

%w/w

Component Operational Preferred More Preferred

Surfactant
Oil phase

0.1'-.0
1.0-50.0

05-5.0.
2.5-25.0

i.a-J.5
s.a-15.0

The preferred formula of the composition would either be
preservative-free or have a decreased level of preservatives
as compared to matenal that is commercially available. This
is important because the presence of presrvatives in a

composition can result in irntation or allergic reaction of the
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skin. RedUcing the possibility of skin irrtation or allergic
reaction in a composition provides a beller product. Regard-
ing compositions that contain clindamycin phosphate, the
leading product is Cleocin T Gel. It is a clear visus gel that
tests have shown is not as well accepted as the less visus 5
material of the invention made with a more lightly cross-
lied polymer. By controlling the viscosity of the gel at a
low level it can be accurately dispensed from.a clear plastic
squeeze botHe rather than from an ointment tube. The
advantage is two-fold. One is accurate dosage control by 10

using a reduced orifice tip and improved product presenta-
tion for marketing: Inaddition,tesls have shown that thdess
viscous material is cosmetically more elegant and wil result
more regular use.

In preparing a composition of this invention general 15
formulation techniques known in !he art of pharmaceutical
scence wil be used. See, for example, Remington: The

Science and Practice of Pharmacy, Nineteenth Edition,
Mack Publishing Company (1995). Preparation of specific
formulations may be found in the examples. 20

To prepare a gel with two active ingredients where one is
suspended and the other is dislved, fist add the insoluble
active to a water-miscible ingredient, ora portion of !he
water with a surfactant, to disperse. Separately, dislve the 25
other active and any other preservative ingredients in the
puried water. Disperse the gelling agent in the aqueous

solution with appropriate stiring. Then add the dispersion of
the first active ingredient to the gel and mix well to blend.
Lat, add a pH adjusting agent 10 adjust the pH to the desired 30
range. The preparation of¡1 gel when both active Ingredients
are disslved is similar, varying only in the first step. First,

. add the active with lower aqueous solubility to a solvent,
blend of solvents, or water. Mix to disslve. Separately,

dissolve the other active and any preservative ingredients in 35
!he purified water. Disperse the gelling agent in the aqueous
solution with appropriate stirring. Then add the solution of
the first active to the gel and mix well to blend. Last, add a.
neutralizing agenl tò adjust the pH to the desired range.

For a combination of an antibiotic e.g: clindamyci phos- 40
phate with a retinoid, such as tretinoin, three formulation
approaches can be applied to a composition of the invention:
1) an aqueous gel, formed from a lightly crosslinked car-
bomer gellng agent, with the clindamycin phosphate dis-
solved and the tretinoin suspended; 2) an oil-in-water emii- 45
sion with the clindamycin phosphate dissolved in the water
thickened wi!h a lihtly cross-liied carbomer gellingagent

lInt!tI~Jr"tii9i!QIs1Yedj!laniniemalliquid_oil phase;and_
3) a solution consisting of water and water-miscible organic
solvents with the clindamycin phosphate and tretinoin both 50
disslved.

The following compositions are given as representative as
!he types of compositions useful in this invention.

Where the composition contains an antibiotic alone, for 55
example c1indamycin phosphate, the composition has a pH
of about 4 to 7 and contains

(a) about 05% to 2.0% wI'"" clindamycin phosphate,
(b) about 0.1 % to 0.4% w/w of the polymer,
(c) the base to adjust pH,
(d) about 15.0% to 25.0% w/w of a water miscible

solvent,

(e) less than about 0.2% w/w of a preservative, and
(g) QSAD puried water to 100% w/w.
Preferably such a composition has a pH of abont 5 to 6

and contains

6-29-05 US06387383Bl
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(a) 1.0 to 1.5% w/w clindamycin phosphate,
(b) 0.2% w/w of the polymer,
(c) the base to adjust pH,
(d) 15.0% w/w propylene glycol and 5.0% w/w polyeth-

ylene glycol 40,

(e) 0.1--.15% w/w methylparaben, and
(g) QSAD puried water to 100% w/W.
A gel composition where the antibiotic in clindamyci

phosphate and the retinoid is tretinom may contain

(a) (i) about 0.5% to about 2.0% w/w clindamycin
phosphate,- and -_. --

(ii) about 0.01% to about 0.05% w/w tretinoin;
(b) about 0.1 % to about 0.5% w/w of the polymer;
(c) the base to adjirst pH;
(d) about 10% to about 30% w/w of a water-miscble

solvent;

(e) les !han about 0.2% ofa presrvative; and
(g) QSAD puried water 100% w/w.
A lotion composition of clidamycin phosphate and tre-

tinoin usefully will contain

(a) (i) about 0.5% to about 2.0% w/w c1indamycin phos-
phate and

(ii) about 0.01% to about 0.05% w/w tretinoin;
(b) about 0.1 % to about 0.5% w/w of the polymer;
(c) the base to adjust pH;
(d) about 5% to about 30% w/w of a water-miscible

solvent;

(e) less than about 0.2% of a preservative;
(I) an oil phase in combination with at least one surfactant

to form an emiilsion; and

(g) QSAD purified water 100% w/w.

Treatment

Another aspect of the invention is a method for treating a
skin disorder in a human; which method comprises admin-
istering a composition to an affected area of the subject's
skin having such disorder in an amount and for a period of
time suffcient to improve the skin disorder, wherein the

composition is described in this patent application.
Preferably, the Composition is administered once a day over
the treatment period. Depending on the patient's
improvement, theireatment may extend for less thana week
to two months or more. The progress of improvement may
be monitored by the patient or by a physician.

The ski disorders which are treatable with the compoc

-sitionof the- invention include-acne vulgari, rosacea, and
various inflammatory conditions including atopic dermatitis.
A discusion of these conditions may be found in the Merck
Manual. For example, acne vUlgaris is an inflammatory.
diseas affecting hair follicles and sebaceous glands.

Leions are most common on the face, but the neck, chest,
upperback, and shoulders may als be affected.

The affected area of the subjectsski can be anywhere on

the body in which the skin disorder exists.. The amount of
composition and period of administration time suffcient to
improve the skin disorder will be dependent on the subject
and skin condition. Generally, a suffcient amount will be

60 squeezed from a dropper tip of a squeeze bottle or an eye
dropper onto the area affected and ribbed gently into the

ski. Usually, no mOre than a few drops wi be needed to

apply to an affected area.

Article of Manufacture

Another aspect of the invention is an article of manufac-
ture that compris a composition for treating a skin disorder

65
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as descnbed above in a suitable container, preferably in a
dropper boUle, in combination with labeling inslrctions.
The dropper boWe can be made qf any matenal, for
example, glass, ngid plastic, or flexible plastic. Other means
of administration are an eyedropper, or tube with a suitable
small orifice size, such as an extended tip tube. .

The composition of this invention may be, for example,
filled and packaged into a plastic squeeze boule (i.e., 42.g).
A suitable container-closure system for the package presen-
tation for thecomposiiion descnbedin Table D.

TABLE D

NOM.
INAL OVERFW
SIZE CAPACITY MATERIAL DESCRIPTION

MANFAC-
TIJRER

10z 46 cc Natural cylinder, round
polypropylene boule, 15/415
fiish. Wheaton B-21411
WbLte low density polyethylene
15 mm drpper tip plug,
Wheaton B-11048
White polypropylene exLended
Lip closure, Wheaton B-15044

Wheaton
Plastic
Product
1101
Wheaton
Avenue
Milville, NJ
08332

-J1e labeling instructions can come in the form of a 25
pamphlet, a label applied to or associated with the packaging
of the article of manufacture.

The labeling instructions provide for administenng a
composition of the invention to an affected area of a sub-
ject's skin having a skin disorder, in an amount and for a 30
period of time suffcient to improve the skin disorder. Printed
labeling instructions are functionally related to .the compo-
sition of the invention inasmuch as such labeling instruc-
tions describe a method to treat a skin disorder. The labeling
instructions are an important aspect of the invention in that 35
before a composition can be approved for any particular use,
it must be approved for marketing by the United States Food
and Drug Administration. Part of that proce includes

providing a label that will accompany the pharmaceùtical
composiiion which is ultimately sold. Wbile tbe label will 40
include a definition of the composition and sucb otber items
sucb as the clinical pbarmacology, mecbanism of action,
drug resistance, pharmacokinetics, absorption,
bioavailability. contraindications and the . like, it wi also
provide tbe necessary dosage, adrÍinistration and usage. 45
Thus, the combination of tbe composition with the dropper
boUle with appropnate treatment inslrctions is important

. -for the- proper-usage. of the drug once it gets-on.tbemarkeL
Such treatment instructions will describe the usage. in accor-
dance with the method of treatment set forth herein before. 50

Having now generally desribed this invention, the same
will be better understood by reference to cert.ain specific
examples which are included herein for purposes of illus-
tration only and are nol intended to be limiting of the 55
invention or any embodiment thereof, unless so specified.

In the following examples, the viscosity is determined at
room temperature (20-25° C.) using a Brookfeld viscom.
eter model DV-l+, spindle #27 at 12 revolutions per minute
(rpm). If the measured viscsity is les than 4,000 cP, spindle 60
#21 should be usd instead of#2T

EXAPLES

Example i

This example sets forth apourable gel composition of ihis
invention_ The procedure set forth in steps a-f produces a

6-29-05 US06387383Bl

composition according to Table i. The composition is

referred to as "Clindagel." An application to designate

Clindagel as a trademark has been filed.

TABLE i

COMPONE %wtw

10

Clindamyci phosphate, USP (equivalent to
1% clindamycin)
Methylparnben
CARBOPOL Q! 941 (or 981)
Propylene glycol
Polyethylene- glycol 400
Sodium hydroxide (10% solution)
Puried water

0.15
0.20

15.0
5.0

QS pH 5.3 to 5.7
QSAD 100.00

1.19

15

20

The vissity of this composition is about 1,00 cPo

a. Weigh approximately 90% ofthe punfied water into a
stainles steel kettle. Add the propylene glycol and
polyethylene glycol 40. Stir with propeller mixer.

b. At room temperature add methylparaben to step a) with
continued stirrig. Mix nntil disslved.

c_ While coniinuing to mix, add clindamycin phosphate to
step b). Mix until disolved.

d. While continuing to mix, add CARBOPOlÆ 981 or
941 slowly to step c), avoiding clumping. Mix vigor-
ously at room temperature until a uniform and lump-
free dispersion is achieved.

e. While mixing, add suffcient sodium hydroxide, 10%
solution, to achieve a pH of 5.3 to 5.7. Mix until
uniform.

f Add the remairing water to make 100% aod mix until
uniform.

Example II

This example shows the composition of a commercially
available prodnct containing dindamycin phosphate. The
product is sold t:y Pharmacia as Oeocin TQì Gel. The
components and amounts were analyzed to be as follows:

'DLE Il
COMPONENT %w/w

Clindamycin phoshàte
Carbomer 934 P

, Propytene glycol
Polyethylene gtyct 400

.SiXium hy(JiOide-------
Methylparaben
Allantoin
Purifed water

1.9
0.8
4.9

10.2
QSpH-'.4----

0.3
0.2

QSAD 100

The vissity of this composition is about 20,00 CPo

Example II

COmparison of Clindagel and Oeocin-TiI Gel

This example provides cliical data showing the advan-

tages of a composition of the invention. as compared to a
known ciiinmereialeomposition.

A multi-center investigator-blind clinical tnal was con-
ducted companng a composition of this inveotion (see
Example I) OIndagel, once daily, and Cleocin-TiI Gel (see

65 Example Il), twice daily (accrding to manufacturer's

directions), in acne vulgaris. Tbree hundred and twenty four
patients, half in each group, were treated for up to 12 weeks.

10/17/2005



NDA #021844
Dow Pharmaceutical Sciences, Inc

11
The investigator was "blinded" in that shelhe did not know
which treatment the patient used before the investigator
evaluated the condition of the patient's acne.

Evaluations included inflammatory lesion count, total
lesion count, physician's globàl asessment and ski-related
side effects. Papules and pustules were considered infam-
matory lesious. Total acne lesions included open and closed
comedones in addition to inflammatory lesions. The physi-
cian's global severity assessment was based on a nine-point
scale. At study end (12 weeks or last evaluation) it was 10
concluded that Clindagel used once a day was equal in
effectiveness to Cleocin-Til used twice daily and Clindagel
had signifcantly fewer side effects. The data on lesion
counts are summaried in Table nL

TABLE ii

Improvement in Acne Lesions at Endpoint: Clindagel TM Once Daily vs.

deocin. T Gel Twice Daily.

ACNE LESIONS

Clindagel TN Cleocin.T~ Gel
Once Daily Twice Daily
Percent Change from Baseline

(slandard deviation)
95% Confidence

Lower Bound

Inflammatory
Total

-50.90 (2.62)
-37.27 (2.44)

-50.02 (2.62)
-39.52 (2.44)

0.897
0.801

The physician's global assessment is summaried in Table
IV

TABLE IV

Summary of Number of Patients with a Two-Calegory Improvement
from Baseline in the 9-Point Physícian's Global Severity Asessment

at Endpoint

PHYSICIAN'S CliiidageJ TN Cleocin-T QY Gel 35
GLOBAL Once Daily Twice Daily 95% Confidence
Assesment Number of Patients Lower Bound

Improved by 2 84 84 0.833
categories
Same or Worsened 72 73 40

TOAL 156 157

The frequency of dermal sidè effects from Clindagel™ once
daily and from Cleocin-Til twice daily are tabulated in
Table V

TABLE V

Summary Results of F:requency of Adverse Events Comparing
Oindagel TM Once Daily and from aeocîn-T~1\ce Daily.

ADVERSE EVNTS

Category
ClindageJ TI
. Once Daily

Cleocin-TQl Gel Fisher's
1\ce Daily Exact Test

Number of patients
in safely evaluation
Number of patienls
witli at least one
skin/appendage
disorder reported
Freqency of local
advërsè- rëäcûÖns-

168 165

2 13 0.003

)-.2% 7.9%

Example IV
'This example sets forth the results of a user preference test

(with vehicles, not actives) comprising a composition of this
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invention is shown in Example I (with CARBOPOLil981)
with the commercialy available composition of Example II,
(with Carbomer 934 P). Table VI sets forth the formulation
compositions.

The study was conducted amongst a normal subject
patient population of 10 in order to evaluate the functional
and cosmetic attributes using a half-face, paired, and sym-
metrical design.

TABLE Vi

Component
Vehicle FormuJae:

%wlW
Clidagel Cleocl.-T Gel

15
Carbomer 934P
Cahomer 981
Propylene glycol
Polyethytene glycol 400
Sodium liydroxide
Methylparaben
Allantoin
Puried waler QSAD 100

0.8
0.2

15.0
5.0

qs to pH 5.5
n.15

4.9
10.2

qs to pH 5.4
0.3
0.2

QSAD 10020

. Test articles (gel vehicles) were identifed by blinded
identifcation code, thereby preventing test subject from

knowing the identity of the test articles being applied. Each
25 test pair involved test articles L vs. R, which were Used on

the left and nght sides of the face respectively. The test
articles assigned to Land R codes were vaned so that each
test article was randomly evaluated on Rand L test locations

30 and by order of applicalIon.
The subjects were equally balanced for sex_ Themean age

of the population was 34 years old within an age, range of
25-4 yèars.

The following attnbutes were assesd during and after
application: spreadability, feel/texture dunng application,
ease of application, ability to rub the gel into the skin, drYing
time on the ski, ski feel after application, overall cosmetic
preference, and usabilily of the product. Each gel was
evaluated for its functional and cosmetic attnbiites ona scale
of 1-6, with 1 being Unacceptable aud 6 being Excellent.

Of the nine subjects with a preference for one of the test
artcles, 67% preferred Clindagel vehicle over Cleocin- T

vehicle. The degree of preference of Clindagel over
Cleocin-T was judged "moderate" to "great" in 100% òf

45 those tested. The data are tabulated in Table VII.

TABLE VII

Vehicle-Preferençe-Bt Sübjoct: -----

50 Subject 3 4 8 10 TOAL

Age 26 39 44 42 25 28 42 35 33 26
Sex F F M M F F M F M M
CleocIn-T P P P NP 3
Clindagel P P P P P P NP 6

55
P = Preferred
NP = No Preference
F= Female

M = Male

60 There was a signifcantly higher score for Cldagel
vehicle than for Oeocin"T gel vehicle in four of the speci fic
attributes.. aud no significant difference in two of those
attributes (Table vin). CIndagel vehicle scored marks of
"Very Good" in thee of the six attnòule categones and

65 marks of "Good" in three other. Cleocin-Tgel vehicle scored.
marks of "Very Good" in one category, "Good" in four
categones and "Fair" in one category.
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TABLE VII

Freuency of Higher Scre of ClindageI Vehicle and Cleocin-T Gel
Vehicle

Forty percent of test subjects commented independently
that the Oindagel vehicle was "runny" or "waterey" upon
application. This was also refiectedin the "Ease of Appli- 20
cation" attribute, where Cleocin-T had a slightly higher
score. 50% of test subjects commented independently on
their face feeling "sticky" after application of the Cleocin-T
vehicle: 80% of test subjects indicated that they would use
the Clidagel vehicle as a facial medication product. Only 25

30% of those tested indicated that they wou)d use Cleociri-T
vehicle as a facial medication product.

Example V

Stability Study of ClindageFM witb Clindamycin
Phosphate as Active Ingredient

This example provides laboratory data showing stability 3Y
of Oindagel (Example I) for at least 18 months at 25° C.
Clindagel was tested for the stabilty of the active ingredient,
clindamycin phosphate, over time at controlled room tem-
perature (i.e., 25° C. and 60% rèlative humidity).AstabilitY-40
indicating, high pedormance liquid chromatography assay
was used to assess. remaining c1indamycin phosphate

potency, expressd as c1indamycin, during Ihe experiment.
Basd on the dala shown in Table IX, Cliudagel is projected
10 have a commercial shelf life of about 24 months.

Room Temperàiure Stability Assessment of Clindamyci Potency in
Clidagd TN 1 1 %.

Percent Clindamycin by Weight

Initia.l 1 month 2- months
12

months6 months

Clindamyci
Phosphate
,Assay

1.028 1.017 1.009 1.004 0.983
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Example VI

Oindamycin Phosphate-Tretinoin Combination
Composition

Section I
This section of tbis example descnbes two gel composi.

tions of the invention in which. the active ingredients are

clidamycin phosphate and tretinoin.
Two pourable gel compositions containing a combination

of c1indamycin phosphate and treíinoin were made accord-
ing to the invention. In Formulation A,the gel had a pH of
about 55 and a viscsity of about 6100 cPo In Formulation

B, the gel exhibited a pH of about 4.7 and a viity of

about 6,00 cPo See quantitative formulae in Table X. This
example ilustrates the utility of our invention in the prepa-
ration of pbysically and cbemically stable gel formulations.

TABLE X

Quantitative compositions of two combintion Clindamycin
Phosphaterrretinoin gel formulations:

30

A B
ComponenL %wlw %wfw

Tretinoin 0.025 0.025
Clindamycin Phosphate 1.21 1.21
Propyl Gallale 0.02
BHA 0.02
CitncAcid 0.05
Disodium Edetale 0.05 0.05
Polysorbate 80 5.0 0.08
PropyJeñe Glycol 5.0
PEG 400 20.0
Glyceri 10.0
Methylparaben 0.1 0.15
CARBO POL 981 0.5 0.5
Tromethamine (10% in waLer) QS to pH 5.5 QS to pH 4.5
Purifed WaLer QSAD 100 QSAD 100

Method of preparation: Formula A
a. Combine tbe propylene glycol, polyethylene glycol

400, and polysorbate 80. Add the trelinoin and stir to
dissolve.

b. In a separate container disslve the disium edetate,
methylparaben, and butylated bydroxyanisle in the

puried water.

c. Add the c1indamycin phosphate to the aqueous solution
of step b and stir to dissolve.

45 . d. Disperse tbe CAROPOL 981 into the aqueoussolu-
lbe estimatedsbelf life was calculated from the 95% tIon withhigh~speedstirring.

confidence interval around tbe least squares fit to tbe avail- e. Add tbe iietino~n dru~ pb~e. to the aqueous CAR-
able_data_.Theprojected sbelf-lifeis. the..time . at which..the-- ___. liQP.QL_~p."i;I-')n.:"Itl_ _"tiriig_Jl(J!"!jliJd.JliJ'

drug potency reacbes 90% of label claim (as allowed by tbe 50 tromethamine ~nd mix to form a homogeneous gel.
USP). The software used for the statistical analysis is named. Method of Preparation of Formula B
"SUMStat+" and is sold by Metrics Inc PO Box 4035 a. Combine the glycerin 

and polysorbate 80. Add the
Greenville, N.C. 27836, phone 252-752-3800. . , tretinoin and stir t~ wet. and disperse. . .

. b. In a separate container dissolve the propyl gallate, citnc
TABLE IX 55 acid, disodium edetate, methylparaben, and butylated

hydroxyanisle in the puried water.
c. Add the clindamycin phosphate to the aqueoii solution

'of step b and stir to dissolve.
d. Disperse the CARBOPOL 981 into the aqueous solu-

tion with higb-speed stirring.
e. Add the tretinoin drug phase to the aqueous CAR-

BOPOL dispersion with stirring and then add the
tromethaine and mix to form a homogeneous gel.

Section 2
65 This Section of this example describes two. additional

compositions that are slight modifications of Formulas A and
B, wherein the preservatives bave been changed or adjiited.

60
18

mont.hs

0.959
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The formulas are given below. C is similar to A, and D is
simila r to B.

TABLE XI 

C D
Component %w¡W %wlW

Clindamycin Phosphate 1.24 1.24
Tretinoin 0.025 O.o5
Propyl Gallate O.o
BHA 0.02
Citrc Acid 0.05
Disodiùm Edetate 0.05 0.05
Methyiparaben 0.15
Propylparaben 0.03
BeDZI Alcohol 1
Polysorbate 80 5 0.08
Propylene Glycol 5
PEG 400 20
Glycerin 10
TromeLhamIne (10%) qs to pH 55 qsto pH 45
CAROPOL 981 0.5 05
Purified Water. qsad 100 qsad100

In makng formula C, the 0.1 % methylparaben preserva-
tive in Formula A was replaced with 1.0% benzyl alcohoL. In
Formula D, 0.03% propylparaben was added as an addi-
tional preservative (because the combination of methylpa-
raben and propylparaben is sometimes a better preservative
system). Methods of preparation:

Formula C is prepared similarly to Formula A, except that
methylparaben would be omitted from step "b," and the 30
benzyl. alcohol would be added to step "a."

Formula D is prepared similarly to Formula B; propylpa-
raben would be added to step "b."

The Formula C gel.has a pH about 5.5 and a vissity

about 9000 cPo The Formula D gel has a pH about 4.6 and 35

a viscosity about 4100 cp.

Example VIi

Asssment of Chemical Stability of Tretinoin in
Formulations A and B from Example VI

This example provides laboratory data showing the sta-
bility of tretinoin in two compositions of the invention under
accelerated test conditions.

Tretinoin is known to be relatively unstable, therefore, the
chemical stability of these combination formulations. was

assssed in a 12-week accelerated stability study. The gels
-----were-packagei:-in amBer glass viai-;8 grams each, and

stored at 40° C. High performance liquid chromatography
assays were performed initially and at 2, 4, and 12 weeks
using the method for tretinoin cream (USP 24, page 1684).
Both compositions were found to retain their potency in tbis
accelerated study. Table Xli summarizes the chemical sta-
bility results.

TABLE XII

Accelerate Temperatuie (40° C.) SlabiliLy AssessmenL of
TrelmoÎn Polency in Fornulations A and B, Example VI.

TrçtÌDQLr cpncenlration TIME IN WEEKS

(%w/w) o

Formula A
Formula B

0.0210
0.036

0.0228
0.0231

0.0236
0.0234

0.0231
0.0234

6-29-05 US06387383B1
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Example VLLI

Composition of Combination Gel Formulation

This example teacbes bowto modify a known commercial
composition of Example II to include tretinoin.

A combination gel formulation of tretinoin 0.025%, and
clidamyci 1 % was made by spatulating tretinoin powder
and propyl gallate (an antioxidant to retard oxidative loss of

10 tretinoin) into Cleocin*T gel (Example 11). The quantitativeformula is shown in Tab.le XlI1.

TABLE XIII

Component Amount
15

Treiinoin
Propyl Gallate
aeocn cl T.gel

0.0074 g
0.0145 g

28.0000 g

28.0219'gTOTAL

20

The tretinoin and propyl gallate were accurately weighed,
placed on a glass plate, and intorporated into the Cleoci(ßT
gel with a spatula. During spatulation, the product was

25 protected from light. The resulting product was a smooth,clear light yellow gel with a pH of 5.7 and a viscosity of
about 20,00 cPo

Example iX

Pbysical Stability Studies of tbe Compositions of
Example VI (Formula A) and Example VII

This example compares a composition of tbe invention
(Example VI, Formnla A) with a modified commercial
composition (Example vii) with regards to crystal growth.

The physical stability of Example VI, Formula A and
Example VLLI, was assessed over a 4-week period at 5° c.,
40° C. and 50° C. The stabili!y evaluation was based on
careful physical examination for description at initial, 2

40 week and 4 week times. At study end, microscopic exami-
nation was performed to cbeck for precipitation of tretinoin
and crystalgrowtb. As illustrated in the data summary below
(Table XIV), tbe modified commercial formulation,
Cleocin(ßT gel, was physically unstable compared to a

45 composition of the invention, Example VJ (Formula A).

TABLE XiV

Deption: GIear Light Yellow-Gel

50 Initial 2 weeks 4 weeks 

Example VI
(Formula A)

5' C. Clear Oear Clear- no crystals
55 40' C. Clear Clea Gear - no cryslals

50' C. Clear CleaT Clear. -no cryslals
Example VIII 

5' C. Clear Hazy Hazy - Crslals 10 1200 microns
40' C. Clear Translucent Haz - Crystals tò 1200 microns
50' C. CJear Translucent Haz - Crystals to 1200 microns

60

12 Example X

This example sets fort a lotion composition of tbis
65 invention comprising two active ingredients: an antibiotic,

i.e., cIindarycin phosphate, and a retinoid, i.e., tretinoin.
The components for this lotion are set fortb in Table XIV

10/17/2005
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TABLE xiv

Component %wfw

Clindamycin Phosphate
Tretiain
Stearyl Alcohol
Diipropyl Adipate
PEG 40 Stearate (Myij 52)
Sorbila Stearate (Span 60)
Butylated Hydwxytoluene
Propylene Glycol
Methylparaben
Propylpa-rnben
CiiTÌcAcid
Dîodium EdeLate

CARBO POL 981
TromeLhamine (10%)
Purified Water

1.21
0.025
5.00
6-0
2.00
2.00
0.02
5.00
0.15
0.03
0.05
ojo
0.10
qs pH 55
qsad 100

The viscosity of this composition is about 7,000 cPo

Method of Preparation:
a. Combine the propylene glycol and purifed water. Add

the methylparahen, propylparaben, citric acid, and
disoium edetate ~nd stir to dissolve.

b. Add the c1indamycin phosphate to step "a" and stir to
disslve.

c. Add the Carpobol 981 to step "b" and stir to form a
homogeneous dispersion.

d. Warm step "c" water phase to between 600 C. and 700C. .
e. Combine thestearyl alcohol, PEG 4ü stearate, sorbitan 30

stearate, and butylated hydroxy toluene and warm to
melt at between 600 C. to 700 C.

f. Add the tretinoin to the diisopropyl adipate and stir to
dislve.

g. With high-speed stirrng add step "e" oil phase and step 35
"f' drug phase sequentially to step "d" water phas and
mix welL.

h. Cool emulsion with continued stirring.
i. Add the tromethamine solution and stir to form a 40

homogeneous emulsion. Cool to room temperalure
with continued stirring.

Example XL

This example sets forth a pourable gel composition of this 45
invention which gel contains a corticosteroid. Such formu-
lation is suitable for Ireating inflammatory ski conditions
such as atopic dermatitis.

Component % by weight

Halohelasol propionale~ micronized
Docuate sodium

CARBOPOL(j 981
Propylene glycol
Methylparaben
Propylparaben
T.romeLbamie
Pued water

0.05
0.10
0.3

12
0.1
0.02

QSpH 65
QSAD 100.00

The vissityofthi exJIiposition is about 6200cP.

a. DiSslve the' mefuyiparaben and propylparaben in the

propylene glycol al room temperature using a propeller
mixer.

b. Weigh 70% of the formula weight of purified water and 65
slowly add the solution from step "a" while mixing
with propeller mixer.

6-29-05 US06387383Bl
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c. Whie continuing to mix, add CARBOPOLti 981

slowly 10 step "b." Mix at room temperature until a
smooth and uniform dispersion is produced.

d. To 10% of the formula weight of water add the docuate
sodium and mix until fully disolved. To facilitate
disolution the mixture may be warmed to 40500 c.,
and then cooled to room temperature when disslution

is complete.
e. Dispers the micronized halobetasol propionate in step

"d" with a propeller mixer or preferably a homogenizer
of the rotor-stator type.

f. Add step "e" to step "e" using propeller mixer to

uiüforily disperse the drug materiaL.

g. Disslve the tromethamine in 10 times its weight in
purified water. While mixing; use the tromeihamine
solution to adjust the pH and thicken the gel. Continue
incremental additions until a pH of about 6.5 is

attaied.
h. Add water to make iOO% of the batch size and mix until

homogeneous with a propeller-type mixer.

10

15

20

Example XIi

This example sets forth yet another pourable gel compo-25 sition of this invention. The fonnulation contains metron-

idazole for topical application to the skin areas affected, for
example, with rosacea. .

Componenl % by weight

Metronidaole
Methylparaben
Propylparaben
CAROPOL (j 981
Glyceri
Trolamine
"Puifed Water

0.75
0.12
0.03
0.25
5.00
OS pH 8
QSAD 100

50

The vissity 'of this composition is about 4700 cP.

a. Weigh 90% of the formula weight of purifed water,
metronidazole, glycerin, methyl-paraben and propylpa-
raben into a suitable stainles steel container. Mix
vigorously at room temperature until all components
are dissolved. A propeller-type mixer.;' particularlysuitable. .

b. While continuing to mix, slowly add the CAR-
BQP_QIß..Mixuntil.aJumpofreedispersion.isattained.

c. Mix the trolamine. with an equal part of purifed waler.
Use this solution to adjust the pH to about 8 with
incremental additions while mixing.

d. Add the balance 6f the purified water to make iOO% and
mix until a homogeneous gel is produced.

55
Example XII

This exampleseis forth a pourable gel composition of thi
invention which gel coiitains a NSAID agent.

60

Component % by weight

Naproxen
Ocloxynol9
CAROPOL (j 981
Propylene glycol

1.00
0.10
0.30
5.00

1011712005
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(a) about 0.5% to 2.0% w/w clindamycin pbosphate,
(b) about 0.1% to 0.4% w/w of the polymer,
(c) the base to adjust pH,
(d) about 15.0% to 25.0% w/w of a water miscible

solvent,

(e) less than about 0.2% ww of a preservative, and
(f) purified water in a quantity suffcient to niake (QSAD)

100% w/w.

io 7. The composition of c1aii 6 having a pH of about 5.0The vissity of this composiiion is about 4200 cPo to 6.0, which composition consisls essntially of:
a. Mix the benzl alcohol, glyceri and propylene glycol (a) about 1.0 tol.5%w/wcJidaiycin phosphate,

together at roomtemperallreusing a propeller mixer. (b) about 0.2% w/w of the polymer,

b. Weigh 70% of the formula weight of purified water and (c) the bas to adjust pH,

slowly add the solution from step "a" while mixing 15 (d) about15.0% w/wpropylene glycol and about 5.0%
with propeller mixer. w/w polyethylene glycol 400

c..WhiIe continuing to mix, add CARBOPOLl1 981 (e) about 0.1~.15% w/w methylparaben, and
slowly to step "b." Mix at room temperature until a (g) QSAD puried water to 100% w/w.
smooth. and uniform dispersion is produced. 8. The composition of claim 3, wherein an antibiotic is

d. To 2-5% of the formila weight of water add the 20 combined with a corticosteroid, the antibiotic is c1indamycinoctoxynol9 and mix until fully dissolved. phosphate, and .the corticosteroid is desonide, hydrocorti-
e. Disperse the naproxen in step "d" with a propeller sone valerate, fluocinolone acetinide, hydrocortisone

mixer or a homogenizer. butyrate, or triamcinolone acetonide.
f. Add step "e" to step "c" using propeller mixer to 9. 11e composition of c1aii 3, whereiii an antibiotic is

uniformly dispers the drug materiaL. 25 combined with a retinoid, the antibiotic is c1indamycin
g. While mixing, use the sodium hydroxide solution to phosphate, and the retinoid is tretinoin.

adjust the pH. Continue incremental additions until a 10. The composition of c1aii 9 having a pH of about 4 to

pH of 3.0 to 3.5 is attained. 7, which composition is a gel consisting essentially of

g.Add water to make 100% of the batch size and mix until (a) (i) about 05% to about 2.0% w/w clindamycin30 phosphate, and (ii) about 0.01 % to about 0.05% w/w
homogeneous with a propeller ',type mixer. tretinoin;

Al publications and patent applications mentioned in this
specifcation are herein incorprated by reference to the (b) about 0.1 % to about 0.5% w/w of the polymer;

same extent as if each individual publication or patent (c) the bas to adjust pH;
applicatioIi was specifically and individually indicated to be 35 (d) about 10% to about 30% w/w of a water-miscible
incorporated by reference. solvent;

The invention now being fully descnbed, it wil be (e) less than about 0.2% of a preservative; and
apparent to one of ordinary skil in the art that many changes (g) QSAD puried water 100 w/w.
and modifications can he made thereto without departing 11. The composition of claim 1, wherein the compound is

from the spirit or scope of the appended claims. 40 a non-steroidal anti-inflammatory drg.
What is claimed is: 12. The composition of c1aii 11, wherein the compound
1. A topical aqueous gel composiiion having a pH of about is naproxen or diclofenac or a pharmaceutically-acceptable

3 to abont 9 and a viscosity of less than about 15,00 cP for salt thereof.

treating a skin disorder in a human subject, which compo- 13. The composition of claim 2, having a corticosteroid as
sition consists essentially of 45 the sole active agent.

(a) a therapeutically-effective amount of at least one i4. The composition of claim 13, wherein tbe corticos-
compound useful for treating such disrder, teroid is dilorasone diacetate, fluticasone propionate, halo-

(b) a lidrophili£.pharmaceutically~-"~t"lJk,ligliy~~t3S1 propionate,.~~ bude.so_~i~.._ _~~__~__
----~ross-linked polyacrylic acid polymer compatible with 1~. !le composItion or claim l', wherein the COrtiCOS-

the compound 50 tero1d IS halobetasol propionate.
'. 16. The composition of claim 1. in combination with a

(c) a p~arraceutically-a,:e~table bas to adjust pH, container that accurately administers a portion of the com-

(d) optionally a water miscible solvent, position for topical administration to a patient.
(e) optionally a preservative, and 17. The composition of claim 16 in combination with

(I) water. 55 labeling instrctions for use in treating the skn disorder.
2. The composition of claii 1, wherein the compound is 18. A method for. treating a skin disorder in a humari

an antibiotic, imidazole, retinoid, corticösteroid, or a non- subject,wliich method comprises topically administering an
steroidal anti-inflammatory drug (NSAlD). aqueons gel composition having a pH of about 3 to about 9

3. The composition of claim 2, wherein the compound is and a viosity of less than about 15,00 cP to an affected

an antibiotic alone or in combination with a cortcosteroid or 60 area of the subject's sk having such disorder in an amount
aretinoid;- . and for.a period of time suffcient - to. iinprovetheskin'

4. The composition of Claim 3, wherein the compound is disrder, wherein the composition consists essentially of
an antibiotic alone. (a) a therapeutically-effective amount of at least one

5, The composition of claim 4, wherein the antibiotic is compound usefu for treating snch disorder,
clindamycin phosphate. 65 (b) a hydrophilic, pharmaceutically-acceptable lightly

6. The composition of claim 5 having a pH of about 4.0 cross-linked polyacrylic acid polymer compatible with
to 7.0, which composition consists essentially of the pharmaceutical activé material,

-continued

Component % by weight

Glyceri
Benzyl alcohol
Sodium hydroxide, 10% solution
Purifed water

5.00
1.00
OS pH 3.0 10 3.5
QSAD 100.00

6-29-05 US06387383BI 10/17/2005
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(c) a pharmaceutically-acceptable base to adjust pH
(d) optionally a water miscible solvent,

(e) optionally a preservative, and(I) water_ ,
19. The method of claim 18, wherein the skin disorder is 5

an inflammatory skin disorder, acne, or rosacea.
20. The method of claim 19, wherein the composition is

administered once a day for the period of time suffcient to
improve the ski disorder.

21. The method of claim 19, wherein the skin disrder is 10

acne.
22. The methöd of claitn19, wherein the compotind öfthe

composition is an antibiotic, imidazole, retinoid,corticosteroid, or NSAlD. 15
23. The method of claim 22, wherein the compound is an

antibiotic alone or in combination with a corticosteroid, or
a retinoid.

24. The method of claim 23, wherein the compouod is an
antibiotic alone.

25. The method of claim 24, wherein the antibiotic is 20
clindamycin phosphate.

26. The method of claim 18, whereiu the composition has
a pH of about 4.0 to 7.0 and consists essentially of

(a) about 0.5% to 2.0% w/w clidamycinphosphate,
(b) about 0.1 % to 0.4% w/w of t1e polymer,
(c) a base to adjust pH,
(d) about 15% to 25.0% w/w of a water miible solvent,

(e) less than about 0.2% w/w of a presrvative,
(f) QSAD purifed water to 100% w/w. ..
27. The method of claim 26, wherein the composition has

a pH óf abont 5.0 to 6.0 and has the followig components:

(a) about 1.0 to 1.5% w/w clindamycin phosphate,
(b) aboul 0.2% ww of the polymer,
(c) a base to adjust pH,
(d) about 15% w/w % propylene glycol and 5 w/w %

polyethylene glycol 40,

(e) about 0.1-0.15% w/w methylparaben, and
(f) QSAD purifed water to 100% w/w.
28. The method of claim 22, wherein the compound is an

antibiotic in combination with a corticosteroid.
29. The method of claim 28, wherein the antibiotic is

clindamycin phosphate and the corticosteroid is desnide,
hydrocortisone valerate, fiuocinolone acetonide, hydrocor- 45
tisone butyrate, or triamcinolone acetonide.

30. The method of claim 23, wherein the antibiotic is
clindam)'cin phosl'hate and is combined with lretinoin.

31. The method of claim 30, wherein the composition is
a gel having a pH of about 4 to 7, consisting essntially of 50

(a) (i) about 0.5% to about 2.0% w/w clindamycin
phosphate, and (ü) about 0.01% to about 0.05% w/w
tretinoin;

(b) about 0.1 % to about 0.5% w/w of the polymer;
(c) the base to adjust pH;

(d) about 10% to about 30% w/w of a water-misciblesolvent; .
(e) less than about 0.2% of a presrvative; and
(g) QSAD puried water 100% w/w.
32: The method of claim 18; wherein the' compound is an.

NSAlD.
33. The method of claim 32, wherein the compound is

diclofenac or naproxen or a pharmaceutically accptable salt
thereof.

34. 11ie method of claim 19, wherein composition con-
tains a corticosteroid as the sole active agent.

6-29-05 US06387383B1.

35. The method of claim 34, wherein the corticosteroid is
diforasne diacetate, lluticasone propionate, halobetasol
propionate, or budesonide.

36. The method of claim 35, wherein the corticosteroid is
halobetasol propionate.

37. A method of preparing an aqueous gel composition
having a visosity of les than about 15,00 cP and a pH of
about 3 to 9 useful for treating a sk disorder in a human
subject, which method comprises

(a) combining water with a therapeutically-effective
amount of at least one compound useful for treating
such disorder and a hydrophilic, pharmaceutically-
acceptable, lightly cross-lined polyacrylic acid poly-
mer compatible with the compound,

(b) adjusting the pH to about 3 to 9, and
(c) optionally combining a water-miscible solvent and a

preservative to form the composition.
38. The method of claim 37, wherein the compound is an

antibiotic, imidazole, retinoid, corticosteroid, or a NSAlD.
39. The method of claim 38, wherein the compound is an

antibiotic alone or in combination with a corticosteroid or a
retinoid.

40. The method of claim 39, wherein the compound is an

25 antibiotic alone.
41. Ibe method of claim 40, wherein the antibiotic is

clindamycin phosphate.
42. The method of claim 41, wherein the composition has

a pH of about 4 to 7, and consists essntially of

(a) about 0.5% to 2.0% w/w clindamycin phosphate,
(b) about 0.1% to 0.4% w/w of the polymer,
(c) the bas to adjust pH, .
(d) about 15.0% to 25.0% w/w of a water miscible

solvent,

(e) less than about 0.2% ww of a preservative, and
(f) QSAD purified water to 100% w/w
43. The meth.od of claim 42, wberein the composition has

a pH of about 5 to 6, and consists essntially of:

(a) 1.0 to 1.5% .w/w clindamycin phosphate,
(b) 0.2%w/w of the polymer,
(c) the base to adjust pH,

(d) 15.0% w/w propylene glycol and 5.0% w/w polyeth-
ylene glycol 40

(e)O.1-u.15% w/w methylparaben, and
(f) QSAD purified water to 100% w/w.
44. The method of claim. 39, wherein the antibiotic is

combineâWi:li a corticosteroia;ihe antiDiOlcis clinaamycin
phosphate, and the cortcosteroid is desnide, hydrcorti-
sone valerate, fiuocinolone acetin ide, hydrocortisone

butyrate, or triamcinolone acetonide.
45. The method of claim 39, wherein the antibiotic is

combined with a retinoid, the antibiotic is clindamyein
55 phosphate, and the retinoid is tretinoin.

46. The method of claim 45, wherein the composition is
a gel having a pH of about 4 to 7 and consists essntially of

(a) (i) about 0.5% to about 2.0% w/w clindamycin
phosphate, and (ii) about 0.01% to about 0.05% w/w
tretinoin;

(b) about 0.1% to about 0.5% w/w of the polymer;
(c) the bas to adjust pH;
(d) about 10% to about 30% w/w of a water-miscible

solvent;

(e) less than about 0.2% of a presrvative; and
(I) QSAD purified water 100% w/w.

30

35

40

60

65
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47. The method of claim 38, wherein the compound is a
NSAID.

48. The method of claim 47, wherein the compound is
naproxen or diclofenac or a pharaceutically-accptable

sail thereof.
49. The method of claim 38, wherein the composition has

a corticosteroid as the sole active agent.
SO. The method of claim 49, wherein the corticosteroid is

dillorasone diacetate, lIuticasone propionate, halobetasol

propionate, or budesonide.
51. I1ie method of claim 50, wherein the corticosteroid is

halobetaslpropimiate,
52. The method of claim 37, which method further

compris placing the composition in a container from
which drops are accurately administered for topical admin- 15
istration to a patient.

53. The method of claim 52, which method further
comprise combining the container with labeling instruc-
tions for use in treating the skin disrder,

54. The composition of claim 13, wherein the corticos-
teroid is desonide.

5 55. The composition of claim 54, wherein the desonide is

present at about 0.01 % w/w to about 1 0% w/w.
56. The method of claim 34, wherein the corticosteroid is

desnide.
57. The method of claim 56, wherein the desonide is

10 present at about 0.01 % w/w to about 1.0% ww.
58. The method of claim 49, wherein the corticosteroid is

desnide.
59. The method of claim 58, wherein the desonide is

present at about 0.01 % w/w to about 1.0% ww.

* * * * *

6-29-05 US06387383Bl 10/17/2005



EXCLUSIVITY SUMMARY

NDA # 21-844 SUPPL# N/A HF#540

Trade Name Desonate (desonide) Gel 0.05%

Generic Name desonide gel 0.05%

Applicant Name SkinMedica

Approval Date, If Known pending

PART I is AN EXCLUSIVITY DETERMNATION NEEDED?

1. An exclusivity determination wil be made for all original applications, and all efficacy

supplements. Complete PARTS II and II of this Exclusivity Summary only if you answer "yes" to
one or more of the following questions about the submission.

a) Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
YES iz NoD

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7,SE8

505(b)(2)

c) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence
data, answer "no. ")

YES iz NoD

If your ariswer is "no" because you believe the study is a bioavailabilty study and, therefore,

not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not
simply a bioavailability study.

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

Page 1



d) Did the applicant request exclusivity?
YESIZ NoD

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

three

e) Has pediatric exclusivity been granted for this Active Moiety?
YESD NO IZ

If the answer to the above Question in YES, is this approval a result of the studies submitted in
response to the Pediatric Written Request?

IF YOU HA VE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. Is this drug product or indication a DESI upgrade?
YEsD NOIZ

IF THE ANSWER TO QUESTION2IS "YES,"GODIRECTLYTOTHESIGNATUREBLOCKS
ON PAGE 8 (even if a study was required forthe upgrade).

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

1. Single active ingredient product.

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

YEsD NoD

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

NDA#

NDA#

NDA#

2. Combination product.

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

YEsD NoD

If "yes," identify the approved drug product( s) çontaining the active moiety" and, if known, the ND A

#(s).

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should
only be answered "NO" for original approvals of new molecular entities.)
IF "YES," GO TO PART III.

PART III THREE~ YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

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

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If

i the application contains clinical investigations only by virtue of a right of reference to clinical

investigations in another application, answer "yes," then skip tô question 3(a). If the answer to 3(a)
is "yes" for any investigation referred to in another application, do not complete remainder of/
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summary for that investigation.

YES ~ NoD
,

IF"NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is necessary to support the supplement or
application in light of previously approved applications (i.e., information other than clinical trials,
such as bioavailability data, would besufficient to provide a basis for approval as an ANDA or
505(b )(2) application because of what is already known about a previously approved product), or 2)
there ate published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently would have been sufficientto support approval of
the application, without reference to the clinical investigation submitted in the application.

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

YES~ NoD
If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATUREBLOCK ON PAGE 8:

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

YES D NO~

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

YEsD NoD

If yes, explain:

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

YEsD NOrg
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If yes, explain:

(c) If the answers to (b)( 1) and (b )(2) were both "no," identify the clincal investigations

submitted in the application that are essential to the approval:

study 403 and study 105

Studies comparing two products with the same ingredient(s) are considered to be bioavailability
studies for the purpose of this section.

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

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

Investigation #1 YEsD

YESD

NOr8

NO~Investigation #2

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

,

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

Investigation #1 YEsD

YESD

NO~.

NO~Investigation #2

Page 5



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

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

study 403 and study 105

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of
the IN named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. Ordinarily, substantial support wil mean
providing 50 percent or more of the cost of the study.

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

Investigation #1

IN # 67548 YES i: NO 0
Explain:

Investigation #2

IN-#-6'"-54-8 ¥Es~IE-!-Ne-B
! Explain:

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

Page 6



Investigation #1
(. ..

YES D
Explain:

NO D
Explain:

Investigation #2

YES D
Explain:

NO D
Explain:

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that
. the applicant should not be credited with having "conducted or sponsored" the study?

(Purchased studies may not be used as the basis for exclusivity. However, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YEsD NO rg

If yes, explain:
(

=================================================================

Name of person completing form: Shalini Jain, P A-C
Title: Regulatory Health Project Manager
Date: October 19, 2006

Name of Office!Division Director signing form: Susan Walker, M.D.
Title: Division Director

Form OGD-011347; Revised 05/1012004~ formatted 2/15/05

('"
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NDA # 021844
Dow Pharmaceutical Sciences, Inc

1 Administrtive Information and Product Labeling (US l

Page 1

1.3.5.3 Exclusivity Request

Pursuant to 21 CFR 314.108, Desonate(! Hydrogel, 0.05%qualifies for three

years of exclusivity, since a clinical investigation was essential in showing

effectiveness ofOesonate(! Hydrogel, 0.05% in twice-a-day applications for

the treatment of atopic dermatitis, and the clinical investigation was conducted

by the sponsor (as per IND No. 67,548).

.Pursu~nt to 21 CFR 314 and 505A of the Federal Food, Drug and Cosmetic

Act (21 U.S.C. 355a), Desonate(! Hydrogel, 0.05% also qualifies for an

additional 6 months pediatric exclusivity.

(

APPEARS THIS WAY

ON ORIGINAL

('\

Exclusivity Request 12/0612005



PEDIATRIC PAGE
(Complete for all fied original applications and efficacy supplements)

iIDA#: 21-844
Supplement Type (e.g. SE5): N/A Supplement Number: N/A

Stamp Date: 12/21/06 PDUFA Goal Date: 10/21/06

HF 540 Trade and generic names/dosage form: Desonate™(desonide) Gel 
0.05% 

Applicant: SkinMedica Therapeutic Class: 3S

Does this application provide for new active ingredient(s), new indication(s), new dosage form, new dosing regimen, or new
route of admnistration? *
X Yes. . Please proceed to the next question.
o No. PREA does not apply. Skip to signature block.

* SE5, SE6, and SE7 submissions may also trgger PREA. If there are questins, please contact the Rosemary AMy or Grace Carmouze.

Indication(s) previously approved (please complete this section for supplements only): N/A

Each indication covered by current application under review must have pediatric studies: Completed, Deferred, and/or Waived.

Number of indications for this application(s): 1

Indication #1: atopic dermatitis

Is this an orphan indication?

ì Yes. PREA does not apply. Skip to signature block.

X No. Please proceed to the next question.

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

o Yes: Please proceed to Section A.

X No: Please check all that apply: _Partial Waiver _Deferred lCompleted

NOTE: More than one may apply

Please proceed to Section B, Section C, and/or Section D and complete as necessary.

I Section A: Fully Waived Studies

Reaon(s) for full waiver:

o Products in this class for this indication have been studiedlabeled for pediatric population
o Diseaselconditiondoes not exit in children

o Too few children with disease to study
o There are safety concerns

o Other:

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



NDA21-844
Page 2

i~.ktion B: Partially Waived Studies

Age/weight range being partially waived (fill in applicable criteria below):

Min_ kg_Max_ kg~
Reason(s) for partial waiver:

mo.
mo.

yr._yr._ Tanner Stage_
Tanner Stage_

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

o Too few children with disease to study
o There are safety concerns

o Adult studies ready for approval

o Formulation needed

o Other:

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

¡Section C: Deferred Studies

Age/weight range being deferred (fill in applicable criteria below):

Min
) Max_ kg-kg~

mo.
mo.

yr._yr._ Tanner Stage

Tanner Stage

Reason(s) for deferral:

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

o Too few children with disease to study
o There are safety concerns

o Adult studies ready for approval

o Formulation needed

Other:

Date studies are due (mmdd/yy):

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

I Section D: Completed Studies

Age/weight range of completed studies (fill in applicable criteria below):

Min
Max_ kg~kg- mo. 3

mo.
yr._
yr. 18

Tanner Stage

Tanner Stage

Comments:

-1j there are aditional indications, please proceed to Attachment A. Otherwise, this Pediatric Page is complete and slwuld be entered
into DFS.



NDA 21-844
Page 3

This page was completed by:

(See appended electronic signature page)

ShaliniJain, PA-C
Regulatory Project Manager

FOR QUESTIONS ON COMPLETING TIllS FORM CONTACT THE PEDIATRIC AND J1IA TERNAL HEALTH
STAFF at 301-796-0700

(Revised: 10/10/2006)



NDA#021844
Dow Pharmaceutical Sciences, Inc

Administrative Information and Product Labeling (US)
Page 1

r....:j
..-. _ .1í- -

Dow Pharmaceutical Sciences
The D inTopicals R&D Since 19.7

DEBARNT CERTIFICATION

Skin Medica herewith certifies that the services of any persons debared under
Section 306(a) or (b) were not and will not be used in any capacity in conjunction with
this application.

S
)

Signed: 9~ir~
Barr . Calvarese, MS .
Dow Pharaceutical Sciences, Inc.
Vice President
Regulatory and Clincal Afairs

Date: Iz/¡z-/QSJ I

1330 Redwood Way 8 Petaluma, ieA 94954-1169 e (107) 793-2600 0 Fax (107) 793-0145 0 ww.dowpharmsci.com

debar-cert 12/12/2005



NDA #02t844
Dow Pharmaceutical Sciences, Inc

Administrative Information and Product Labeling (US)
Page i

Form Approved: OMS No. 0910-0396 
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date:.February 28,2006.

Food and Drug Administration

CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPL.CANT

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

I
Please mark the applicable checkbox.

I

C8 (1) As the sponsor of the submitted studies, I certify that I have not entered into any financial arrangement
with the listed clinical investigators (enter names of clinical investigators below or attach list of names to
this form) whereby the value of compensation to the investigator could be affected by the outcome of the
study as defined in 21 CFR 54.2(a). l also certify that each listed clinical investigator required to disclose
to the sponsor whether the investigator had a proprietary interest in this product or a significant equity in
the sponsor as defined in 21 CFR 54.2(b) did not disclòse any such interests. i further certify that no
listed investigator was the recipient of significant payments of other sorts as defined in 21 CFR 54.2(f).

I'
B SEE A TT ACHED LIST
g¡

. .~ ..

.s
~

.

:5
0

0(2) As the applicant who is submittng a study or studies. sponsored by a firm or party other than the
applicant, I certify that based on information obtained from the sponsor or from participating clinical
investigators, the listed clinical investigators (attach list of names to this form) did not participate in any
financial arrangement with the sponsor of a covered study whereby the value of compensation. to the
investigator for conducting the study could be affected by the outcome of the study (as defined in 21
CFR 54.2(a)); had no proprietary interest in this product or significant equity interest in the sponsor of
the covered study (as defined in 21 CFR 54.2(b)); and was not the recipient of significant payments of
other sorts (as defined in 21 CFR 54.2(f)).

0(3) As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, I certify that I have acted with due dilgence to obtain from the listed clinical investigators
(attach list of names) or from the sponsor the information required under 54.4 and it was not possible to
do so. The reason why this information could not be obtained is attached.

¡
NAME

I TITLE-Bari:y-M~Calvams8,MS
I Vice-President;-Regulatoryand-eli nical-Affairs-

FIRM I ORGANlZA liON

Dow Pharmaceutical Sciences, Inc.

SIGNATURE

I DATE

~! ......-;7Z l2/i/o5'/ ~ ¿;/¿¿' ,/?'/:,/- - ./ '/ //. ..~...__.
/'/ .

Paperwork Reduction Act Statement
An agency may nol conduct or sponsor, and a person is not required (0 respond to, a collection of

Deparment of Heallh and Human Services- - ._- ---- infonnation unless il displays a currently-valid OMB control n~mber. Public reporting burdenfor-ihis
Food and Drug Administmtioncolleclion of informatÎon is estimated (0 average l hour per response, including time for reviewing

instructions. searching existing daia sources, gaUiering artd maintaining (lie necessary data, and 5600 Fishers Lane, Room 14C-Q3

completing and reviewing ihe collection of information. Send. commenls regarding ihis burden. Rockville, MD 20857
estimate or any other aspect of lhis collection of information (0 the address to the right:

FORM FDA 3454 (2/03) CrCaied b,~ psc MciiìaArB~;udi lJUIl4.LJ.IU\l EF

3454 12/0212005
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)( § 552(b)( 4) Trade Secret I Confidential

§ 552(b)(4) Draft Labeling.

§ 552(b)(5) Deliberati~e Process
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NDA # 021844
Dow Pharmaceutical Sciences, Inc

Ádministrative Information and Product Labeling tUSl
Page i

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administrtion

Form Approved: OMB No. 0910-0396
Expiration Date: February 28, 2006

DISCLOSURE: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

The following information concerning. ~-- , who par-
N"II(! of diliÎcrf investigator

I
_ a-;'~"~ .,_~..._.,""".."",.-._~=,...-=__

ticipated as à clinical investigator in the submitted study . Nameo!
- ..... ..... . is submitted in accordance with 21 CFR part

diliicii!sIUr/y

;desonidegel 0.05% . . . .

54. The named individual has participated in financial arrangements or holds financial interests that

. are required to be disclosed as follows:

I Please mark the applicable checkboxes. I

o any financial arrangement entered into between the sponsor of the covered study and the
clinical investigator involved in the conduct of the covered study, whereby the value of the
compensation to the clinical ìnvestigator for conducting the study could be influenced by the
outcome of the study;

o any significant payments of other sorts màde on or after February 2, 1999 from the sponsor of

the covered study such as a grant to fund ongoing research, compensation in the form of
equipment, retainer for ongoing consultation, or honoraria;

o any proprietary interest in the product tested in the covered study held' by the clinical
investigator;

i; 'any significant equity interest as defined in 21 CFR 54.2(b), held by the clinical investigator in

the sponsor of the covered study.

Details of the individual's disclosable financial arrangements and interests are attached, along with a
description of steps taken to minimize the. potential bias of clinical study results by any of the
disclosed arrangements or interests. 'Te \f\".eYif:f~_tbr i': Q.f\ e.fY t\'ù~ 'ci ci

~oc'n6\d.lê of- k'~ ~ponsc('
.

NAME

~~----..-
I T1LE~.._.,

fiRM ¡ORGANIZATION

Dow Phanaceutical Sciences
.

SIGNATURE -- DATE

1/271a~
Paperwork Reduction Act Statement

An agency may not conduct or sponsor. and à person is not required to respond to, a collection of infonnation unless it displays a currently valid OMB
contrl number- Public reporting burden lor this collection of ¡nfoonation is estimated -toavcrnge .4 hours per response~ including time for reviewing
instrctions. sean:;hing existing data sources, gathering and maintaining the necessary data, and completing and reviewing the collection of infonnatioii.
Sendcomments-regarding this burden estimate-or any otheras;cct of this collection ofinforniatÎonto: -_.- -

Department of Health and Human Services
Food and Drug Admìnislration
5600 Fishers Lane, Room i 4-72
Rockvile. MD 20857

FORM FDA 3455 (2103) PSCM~i3AmeiOIJ443-IO!JO EF

.- - 12/08/2005
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NDA#02l844
Dow Pharmaceutical Sciences, Inc

Administrative Information and Product Labeling (USJ
Page 3

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administrtion

Form Approved: OMBNo. 0910-0396
Exiration Dale: February 28, 2006

l DISCLOSURE: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

. The following infonnation concerning r ,~
- Nnrne pI rJItif('..i1 in"esligtltor

\
, who par-

ticipated as a clinical investigator in the submitted study _.-" - ._--
-NuniCUJ

, is submitted in accordance with 21 CFR part;~
~-cT;iiClirSIU'fy

desonide gel 0.05% ¡

54. The named individual has participated in financial arrangements or holds financial interests that

are required to be disclosed as follows:

I Please mark the applicable checkboxes. I
.

o any financial arrangement entered into between the sponsor of the covered study and the
clinical investigator involved in the conduct of the covered study, whereby the value of the
compensation to the clinical investigator for conducting the study could be influenced by the
outcome of the study; .

o any significant payments of other sorts made on or after February 2, 1999 
from the sponsor of

the covered study such as a grant to fund ongoing research, compensation in the fonn of
equipment, retainer for ongoing consultation, or honoraria;

o any proprietary interest in the product tested in the covered study held by the clinical
investigator;

~ any significant equity interest as defined in 21 CFR 54.2(b), held by the clinical investigator in
the sponsor of the covered study.

Details of the individual's disclosable financial arrangements and interests are attached, along 
with a

description of steps taken to minimize the potential bias of clinical study results by any of the
disclosed arrangements or interests. 1ne \1'" e-:t: OIQ.to '\$ 0.1' e (y 't0j-e-- and\~odC~d.ii°t,.l-e ~~. '

¡TITLE _'__~NAMË~---
FIRM IORGANIZATION

Dow Pharmceutical Sciences

---_......---~~-_..._.-..- i DÎ¡;~'h5-
SIGNATURE'

Paperwork Reduction Act Statement

An agency may not conduct or sponsor, and a person is not required to resond to. a collection of information unless it displays a currently valid OMB
contrl number. Public reporting burden for this collection of information is estimated 10 average 4 hourS per response, including time for reviewing
instrciions.searching existing d;itisour~es. gathering and maintaining the necessary data, and completing and reviewing the collection ofinfom13tíon.
Send--cornments regarding-thisburden estimate or any o.ther aspect-of-thiscollection ofinfol11ation to:

Departent of Heatih and Human Services

Food and Drug AdminislTtion
5600 Fishers lane, Room 1L72
Rockvì1e, MD 20857

FORM FDA 3455 (2103) i"CMa~Ansl)(1)4.r109 EF- 12/08/2005
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NDA# 021844
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Administrative Information and Product Labeling (US J

Page 5

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administrtion

For Approved: OMS No. 0910-0396

Exiration Date: February 28, 2006

DISCLOSURE: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

.

TOllE COMPLETED BY APPLICANT
.

The following information concerning !
, , who par-

M",ie or dilikitl,uJvt!I¡J!/dor

ticipated as a clinical investigator in the submitted study f - -- -- --~-'---:------------- --- --- -- Múiieof
, is submitted in accbrdance with 21 CFR partO.05%ini'

dinkal stm6;-

54. The named individual has participated in financial arrangements or holds financial interests that

are required to be disclosed as follows:

I Please mark the applicable c1ieckboxes. 1

o any financial arrangement entered into between the sponsor of the covered study and the
clinical investigator involved in the conduct of the covered study, whereby the value of the
compensation to the è1inical investigator for conducting the study could be influenced by the
outcome of the study;

o any significant payments of other sorts made on or after February 2, 1999 
from the sponsor of

the covered study such as a grant to fund ongoing research, compensation in the form of

equipment, retainer for ongoing consultation, or honoraria;

o any proprietary interest in the product tested in the covered study held by the clinical
investigator;

¡g any significant equity interest as defined in 21 CFR 54.2(b), held by the clinical investigator in
the sponsor of the covered study.

Details of the individual's disclosable financial arrangements and interests are attached, along with a
description of steps taken to minimize the potential bias of clinical study results by any of the
disclosed arrangements or interests. "1~ \r'.¡e.s.t\.' ~b: \:; 0.1" e. f'":o~ o.\'

&roc'c\nd\W Oy \:e Uit~::eSfon~r~r~;
--O~GAl'lZÄTiOf\
Dow Pharceutical Sciences

SIGNATURE

I 

DATE

((2qo~~--------
Papenvork Reduction Act Statement

An agcncy may not conduct or sponsor, and a person is not required to resond.!o, a coliection ofinfonnation unless it displays a 
curently valid OMB
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NDA# 021844
Dow Pharmaceutical Sciences, Inc

Administrative Information and Product Labeling fUS l
Page?

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administrtion

Form Approved: OMS No. 0910-039ß
Expiration Date: Februaiy 28, 2006

DISCLOSURE: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

The following information conærning
NtlIIC (Jf (:/i"icil'lllfligflor

, who par-

ticipated as a clinical investigator in the submitted study ;. ~cif
0.05% V..-. ......-:=---...: \s submittedil1 accQrqancewitb21 CFR part
~~6;--'

---_....

54.. The named individual has participated in financial arrangements or holds financial interests that

are required to be disclosed as follows:

r Please mark the applicable clieckboxes. I

o any financial arrangement entered into between the sponsor of the covered study and the
clinical investigator involved in the conduct of the covered study, whereby the value of the
compensation to the clinical investigator for conducting the study could be influenced by the
outcome of the study;

o any signifcant payments of other sorts made on or after February 2, 1999 from the sponsor of
the covered study such as a grant to fund ongoing research, compensation in the form of
equipment, retainer for ongoing consultation, or honoraria;

o any proprietary interest in the product tested in the covered study held by the clinical
investigator;

l:-any significant equity interest as defined in 21 CFR 54.2(b), held by the clinical investigator in
the sponsor of the covered study.

Detàils of the individual's disclosable financial arrangements and interests are attached, along with a
description of steps taken to minimize the potential bias of clinical study results by any of the
disclosed arrangements or interests. ~e. \t\.i~r\eicU( \ ~ c.n e.pl'ùH~ n.nd.

'êl-oc.\c"'C4 ö~ the. S(onScc .

I TITLE

NAME""-~
FIRM / ORGANIZATION

Dow Pharmceutical Sciences

SIGNATURE DATE
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Paperwork Reduction Act Statement
An agency may not conduct or sponsor, and a person Îs not required to respond lOr 3' collection of informtion unles it displays a currently valid OMB

.. control number. Public reporting burden for Uiis collection of information is estimated to averge 4 hours per reponse, including time for reviewing
instrcIionsr SÇ3fching existi.ng.datasourcesr gatheing .3114rilptaining t.he__lltcess;ry_data. and completing and. reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect afthis collection of infoni13tion to:

Department of Health and Human Services
Food and Drug Administrtion

5600 Fishers Lane, Room 14-72
Rockvlle, MD 20857

FORM FDA 3455 (2/03) PSC Mn:i Ans 1301) ~.ß109 SF
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Team Leader Memo for NDA 21-844
Desonate (desonide) Gel, 0.05%

Letter date: 12/19/05

CDER Stamp date: 12/21//05
Applicant: Dow Pharmaceuticals.
Indication sought: mild to moderate atopic dermatitis in patients 3 months of age
and older

The applicant has requested approval for Desonate Gel for the topical treatmtent of mild
to moderate atopic dermatitis in patients 3 months of age and older. In support of this
indication, the applicant has submitted results from a two pivotal safety and effcacy trials
and two supportive safety trals. The applicant proposed the tradename Desonate
Hydgel, however the accepted tradename is Desonate (desonide) Gel, 0.05%.

Regulatory Background
The applicant pursued a 505(b )(2) pathway for their drug product, based on reliance on
published literature for nonclinical data needs. In an attempt to constrct a clinical bridge
to the Agency's findings of safety and efficacy for DesOwen Cream (reference listed
drug), using DesOwen Lotion as the comparator, the applicant conducted a three-arm
safety and efficacy trial (study 4-03). In this tral, Desonate Gel demonstrated superiority
to vehicle but failed to demonstrate non-inferiority to DesOwen lotion. Because the
applicant did not establish a clinical bridge for effcacy, a second tral was conducted in
which superiority of Desonate Gel to vehicle was demonstrated. The sponsor conducted
an open-label HPA axis suppression study with test product only; the sponsor did not
assess systemic desonide levels of either test or comparator. In addition to submitting
data from clinical and non-clinical studies that the applicant has conducted, the applicant
has submitted literature to address non-clinical data needs (the reader is referred to the
Pharmacology/Toxicology Review and Supervisory Memorandum by Drs. Barbara Hil
and Paul Brown, respectively).

Effcacy

The applicant submitted data from two randomized, well controlled studies to
demonstrate the safety and efficacy of their product used twice daily for four weeks for
the treatment of atopic dermatitis in patients 3 months of age and older. The reader is
referred to Dr. Kathleen Fritsch's biostatistical review and Dr. Elektra Papadopoulos'
clinical review for a thorough discussion of the trals and results. Both reviewers found
that the applicant convincingly demonstrated that their product, Desonate gel, is superior
to vehicle in the treatment of atopic dermatitis.

In brief, the pivotal trials were of similar but not identical design. The first, study 4-03,
was a multi-center, prospective, randomized, evaluator -blind, 'parallel group three-arm
study of 666 subjects aged 3 months and older who were randomized 3:3: 1 to receive
Desonate Gel, DesOwen lotion, or vehicle gel treatment twice daily for four weeks.
Effcacy was assessed at week 4 using an Investigator's Global Severity Score, a 6-grade
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scale incorporating eryhema, induration/papulation, and oozing/crusting. The primary
efficacy endpoint, treatment success, was defined as achieving a score of 0 or 1 on the

IGSS at week 4. The second, study 1-05, was a multi-center, prospective, randomized,
evaluator -blind, parallel group two-arm study of 20 i subjects aged 3 months and older
who were randomized 2: 1 to receive Desonate Gel or vehicle gel treatment twice daily
for four weeks. Efficacy was assessed at week 4 using the Investigator's Global Severity
Score, which in study 1-05 was a 5-grade scale incorporating eryhema,
induration/papulation, and oozing/crusting. The primary efficacy endpoint, treatment
success, was defined (in study 1-05) as achieving a score of 0 or 1 on the IGSS (clear or
almost clear) with at least 2 grdes of improvement at week 4. In both pivotal trals,
Desonate Gel was superior to vehicle gel in the treatment of atopic deimatitis. In
addition, post hoc analysis of study 04-03 using more strngent criteria for the primary
endpoint parallel to the criteria used iii study 1-05 (0 or 1 on iGSS and two-grade
improvement), demonstrated Desonate Gel was superior to vehicle gel in study 4-03
under these more strngent criteria.

In both pivotal trals individual signs of atopic dermatitis were assessed as secondary
endpoints. In study 4-03, erythema, induration and oozing/crusting were the individual
signs that were assessed, each on a four-category scale, and in study 1-05, in addition to
eryhema, induration and oozing/crusting, lichenification and scaling were also assessed,
each ona five-category scale. The secondary endpoints were analyzed as percent

reduction from baseline. For each of the individual signs in both pivotal trals, Desonate
Gel was significantly superior compared to vehicle gel.

The robustness of the pivotal tral data for the primary efficacy endpoints, as well as the
support and consistency of the results from the secondary endpoints, allow a
determination of effcacy.

Safety
The safety population included 465 subjects with atopic dermatitis who were treated with
Desonate Gel. The integrated safety data base included 425 subjects with atopic
dermatitis who were treated with Desonate Gel in phase 3 vehicle-controlled trals. There

were no deaths or serious adverse events attbuted to study drug. Treatment related

adverse events occurred in 2% of subjects treated with Desonate and 8% of subjects
treated with vehicle gel. The most common treatment-related adverse events occurred at
the application site (application site burning and application site pruritus). Collection of
adverse events and assessment oflocal tolerance did not reveal unexpected safety signals.

Special safety studies included a repeat insult patch test study to assess cumulative
irrtation and sensitization potential, and a hypothalamic-pituitary-adrenal (HPA) axis
suppression study. In the provocative repeat insult patch test study to assess cumulative
irrtation and contact sensitization potential (study 1-03), Desonate gel and vehicle gel
had similar cumulative skin irtation scores (454/7924 and 602/7928, respectively), and

0.3% sodium laurel sulfate (positive control) and DesOwen Lotion (comparator) had
roughly similar cumulative skin irrtation scores (3061/7928 and 4424/7928,
respectively). The presence of sodium laurel sulfate in the vehicle of the comparator,
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DesOwen Lotion, may explain the irrtation score for that product. Desonate Gel did not
produce significant cutaneous irrtation under the provocative conditions of study 1 -03.
In the challenge phase of study 1-03, one subject demonstrated sensitization to Desonide
Gel vehicle which was confirmed by re-challenge, and four subjects demonstrated
reactions consistent with sensitization to Desonate Gel which were not confirmed
because rechallenge was not completed. The occurrence of sensitization and probable
sensitization reactions to Desonate Gel and Desonate Gel vehicle under the provocative
conditions of study 1 -03 is not surprising, as Desonate Gel contains several known
sensitizers: desonide, methylparaben, and propylparaben. Desonate Gel labeling
contains information about the potential for sensitization with the use of Des onate Gel.

The HPA axis suppression study, study 3-03, enrolled 40 subjects, ages 6 months to 6
years, with moderate to severe atopic dermatitis affecting at least 35% body sudace area.
Subj ects were treated with Desonate Gel twice daily for four weeks, and underwent
cosyntropin stimulation testing oftheir adrenal axis at baseline and end of treatment. Of
37 evaluable subjects, one subject demonstrated adrenal suppression, based ona
stimulated cortisol level of .'18ug/dL (8. lug/dL) at the end of treatment. Repeat
cosyntropin stimulation testing to assess the reversibility of s.uppression was not
performed. Product labeling describes the risk for HP A axis suppression with use of
Desonate Gel in the CLINICAL PHARMACOLOGY and PRECAUTIONS sections.

The reader is referred to the clinical review by Dr. Elekt Papodopou10s and the
biopharmaceutics review and amendment by Dr. Tapash Ghosh for a fuller discussion of
the safety of this product.

Special Populations--Pediatrìcs
Atopic dermatitis is primarily a pediatrc disease. The two pivotal safety and efficacy
trals, as well as the special safety studies, were conducted in pediatrc subjects, the most
relevant population for this indication. Efficacy and safety can be extrapolated from the
pediatrc to the adult population, as the disease may persist into adulthood in a minority
of patients.

Post-marketing Commitments
From Dr. Barbara Hill's pharmacology/toxicology review: "The applicant commits to
conducting a dermal carcinogenicity study in Tg.AC mice with Desonate (desonide)
gel. . . (and)a study to determine the photoco-carcinogenic potential of Desonate
(desoiiide) gel 03-wee photosaety study in mice).

Conclusion
In a two adequate and well-controlled clinical studies, in combination with supportve
safety and non-clinical studies, the applicant has demonstrated the safety and efficacy of
Desonate Gel applied twice daily for up to four weeks for the treatment of atopic
dermatitis in patients 3 months of age and older. I concur with the recommendations of
the multi-disciplinary review team lor approval for marketing.
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Jil Lindstrom, MD

APPEARS 'THIS WAY
ON ORlGiNAl

Page 4 of4



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

/s/
Jill Lindstrom
10/17/2006 11:32:14 AM
MEDICAL OFFICER

Stanka Kukich
10/17/2006 11:38:33 AM
MEDICAL OFFICER
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From: Katie Ditton (KDiton~dowpharmscLcomJ

.1: Thursday, September 14, 2006 8:06 PM

To: Jain, Shalini
Cc: Barry Calvarese

Subject: Desonate (NDA 021844)

Attachments: proposed-desonate-package-insert.doc; proposed-desonate-package-insert.pdf

Shalini,

Attached please find the revised Desonate PI. I have included the MS Word version and the PDF containing a clean
cçQR~ançlltie JegJioe.____

DPSI is officially submitting the updated labeling asSN0008 to the eCTD tomorrow. Included in that submission will be
the following:

3.5g Sample, 15g, 30g and 60g Carton text and artwork
3.5g Sample, 15g, 30g and 60g Container (Tube) text and artwork
Proposed Package Insert
Proposed Patient Information Sheet

In addition, DPSI accepts the Phase 4 commitment dates proposed in the 09/13/06 facsimile from the Agency.

Please let me know if you have any questions.

Regards,

)
~,f

Katie Ditton

Associate Manager, Regulatory Affairs
Dow Pharmaceutical Sciences
.1330 Redwood Way
Petaluma, CA 94954
707 -285-1540

..

'27/2006
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation III

FACSIMILE TRANSMITTAL SHEET

___J)ATE~ .9/12/06. fgrShalini Jain

To: Barr Calvarese .

From: Mary Jean Kozma-Fornaro

Supervisor, Project Management Staff

Division of Dermatology & Dental ProductsCompany: Dow

Fax number:
760448-3615

Fax number: (301) 796-9894/9895

Phone number: 707 793-2600 Phone number: (301) 796-2110

Subject: NDA 21-844 Phase 4 commitment comments for submission received August 30, 2006

Total no. of pages including cover:

í
Please see attached and submit agreement to listed timelines.

Document to be mailed: DYES 0NO

TArS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content ofthis communication is not authorized. If you have
received this document in error, please notify us immediately by telephone at (301) 796-
2110;. Thank you.

')



NDA 21-844 September 13,2006

The Division acknowledges receipt of the sponsor's proposed timeline forthe nonclinical

post-marketing commitments for Desonate (desonide) gel submitt~d to NDA 21~844 on
Augut 30, 2006. The revised timeline appears acceptable. However, actual dates are
needed for the timeline for tracking in the Post-marketing study database. Therefore, the
Division recommends the following timeline for the nonc1inical post-marketing
commitments which incorporates dates into the timeline that correspond with the time line
proposed by the sponsor.

i. The applicant commits to conducting a dermal carcinogenicity study in Tg.AC mice
with Desonate (desonide) gel.

4-week dose range finding study report
(plus TPA feasibility study): By May i, 2007

Study protocol submission: By November 1,2007

Study start date: By August i, 2008

Final report submission: By May 1, 20io

.,

) 2. The applicant commits to conducting a study to determine the photoco-carcinogenic
potential of Desonate (desonide) gel (l3-week photosafety study in mice).

3-week pilot study report (plus single dose SKH1-hr mice studies for PK,
irritancy and UVR response): By May i, 2007

Study protocol submission: ByAugust 1, 2007

Study start date: By February i, 2008

Final regort submission: By February 1,2009
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MEMORANDUM OF TELECON

DATE: August 17,2006

APPLICATION NUMBER: NDA 21-844, Desonide Gel, 0.05%

BETWEEN:
Name:
Phone:
Representing:

Bany Calvarese, Ph.D.
707-665-4610
Dow Pharmaceutical Sciences

AND
Name: Ernest Pappas, Chemist

Division of Pre-Marketing Assessment II, Branch II

SUBJECT: FDA requests an acceptance criteria (upper and lower limits) for viscosity to be
added to the Desonide Gel, 0.05% release and stability specifications.

BACKGROUND:
There were no limits in the release and stability specifications for the viscosity.

- CALL: At the request of the reviewing chemist, Ernest Pappas, and concurrence of the Branch
Chief, FDA's Chemist for Dermatology and Dental, Ernest Pappas explained to the firm that they
need to establish upper and lower limits in the release and stability specifications. The firm
stated that they did not have that information earlier but they do now and they will submit an
amendment to the fie and send an electronic copy to Linda Athey, FDA's Regulatory Health
Project Manager for Quality.

(See appended electronic signature page)

Linda Athey
Regulatory Health Project Manager for Quality



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

/s/
Linda D Mullins-Athey
8/18/2006 09:58:48 AM
PROJECT MAAGER FOR QUALITY



MEMORADUM Division of Medication Errors and Technical Support
Offce of Surveilance and Epidemiology

WO 22, Mailstop447, HFD-420

Center for Drug Evaluation and Research
.

.

To: Susan Walker, MD
Director, Division of Dermatology and DentalProducts
HFD-540

Through: Linda Ki-Jung, Phar, Team Leader

Denise Toyer, Pharm, DeputyDirector
Carol Ho1quist, RPh, Director
Division of Medication Errors and Techncal Support, HFD-420

From: Krsti C. Arwie, Pha, Safety Evaluator

Division of Medcation Errors and Techncal Support HFD-420

Date:

Subject:

August 8, 2006

OSE Review # 06-0173, Desonate (Desonide Gel) 0.05%; NDA 21 -844

This memorandum is in response to a May 11, 2006 request from the Division of Dermatology and Dental
Products (HFD-540) for a filal review of the propnetary name, "Desonate". Additionally, the package insert
labeling was submitted for review and comment. Revised container labels and carton labeling have not been
submitted at this time.

DMETS initially found the propnetary name "Desonate Hydrogel" acceptable from a safety perspective in
ODS Consult # 05-0102 dated August 18, 2005. Additionally, DMETS recommended that the Division contact
the CDER Labeling and Nomenclature Committee for acceptability of the dosage form "Hydrogel".
Subsequently, on December 12,2005, the Division sent two faxes to the sponsor communicating the following,
(1) DMETS had no objections to the use of the propnetary name, Desonate Hydrogel and (2) the following
comments from Chemistr, Manufactunng and Control (CMC):

"The Agency does not approve a trade name during IND stages, however, when you submit an NDA with
the tradename; Desonate Hydrogel, we have the following concerns:

. The term 'hydrogel' is not regulatory terminology for a topical dosage form and because of that

using the term as part of the trade name might he considered to he a.fanciful name which could
imply extra effcacy of the product.

. 'Desonate' sounds very similar to the established name, 'desonide', and our regulations strongly

discourages a trade name containing similar sylla.bles or alrea.dyapprove drugs or established
names."

The sponsor submitted a response to CMC'sconcerns in subsequent correspondences dated February 1,2006
and March 20,2006, and portions of their response were included in this request for consultation senHrom your
Division. Following discussions with your Division, we have confired that the sponsor wil not include
Hydrogel in their propnetary name. However, the sponsor states that UPSI stil maintains that "Desonateis not
misleading, confusing, or deceptively similar for the reasons listed in senal submissio.n 0044 to IND 67,548
dated February i, 2006, and consequently, would like to obtain FDA approval for Desonate". DMETS did.not
consider the similantybetween Desonateand Desonide to be a problem because desonide is the active
ingredient in Desonate. Thus, DMETS wil not respond to the sponsor's reqùestwith respect to the concerns of
confusion between Desonate and Desonide. We defer this review to CMC. DMETS will only review the
propnetaryname, Desonate, from a sound-alike and look-like perspective to other marketed products. In



reviewing Desonate, we have not identified any additional names that may have the potential for name
confusion with "Desonate" since our initial review of Desonate HydrogeL.

In the review of the package insert of Desonate, we have identified the following area of possible improvement,
which might minimize potential user errors.

Dosage and Administration Section: Revise the statement "Desonate (desonidegel) 0.05% should be
applied..." to read "Desonate(desonide gel) 0.05% should be applied as a thi film to the affected areas two
times daily and rubbedin gently." .

In sumar, DMETS has no objections to the use of the name, Desonate. Additionally, the Division of Drug
Marketing, Advertsing, and Communcations (DDMAC) finds the name Desonate acceptable from a promotional
perspective. Please submit the container label and caron labeling for review and comment when available. If you
have fuer questionsorneed clarfication, please contact Diane Smith at 301-796-0538.

APPEARS THIS WAY
ON ORIGINAL
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Kristina Arnwine
a /1 l /2 006 01: 22 : 0 a PM
PRUØ SAFETY OFFICE REVIEWER

Linda Kim-Jung
8/11/2006 02: 01: 44 PM
DRUG SAFETY OFFICE REVIEWER

Carol Holeiist
8/21/2006 04: 07i 43 PM
DRUG SAFETY OFFICE REVIEWER



MEMORANDUM OF TELECON

DATE: June 30,2006

APPLICATION NUMBER: NDA 21-844

BETWEEN:
Name:

Phone:
Representing:

Bany M. CaLvarese, VP Regulatory and Clinical Affairs
David Osborne, PhD, VP Product Development
Charles G. Chavdarian, PhD, Senior Director, Analytical Services
1-800-561-4946 Pass: 361249
Skin Medica

AND
Name: Ernest Pappas, Ph.D., Review Chemist

Division of Pre-Marketing Assessment II, HFD-540
Karl Stiler, Regulatory Health Project Manager
Division of Pre-Marketing Assessment II

SUBJECT: Clarification request related to the Chemistry section of the NDA submission;
agglomeration and homogeneity in-process testing.

FDA contacted Skin Medica for clarification and further explanation of Steps -- as shown
in Figure 2.3.P.3.3.1.1, Desonide Gel 0.05% ManufacturinR Process Schematic Flow Chart for
Registration Batches (, -' and Commercial Batches (_, _ ..J. Specifically, explanation as
to the absence of microscopic testing for agglomeration and the absence of a potency assay to
ensure homogeneity was requested.

Stei: -r)states "I- .:, ~ .. ~..o _
- . The FDA asked if a microscopic examination of the product at this point was

. feasible in order to verify the absence of agglomerates. Skin Medica stated that in Step d
Skin

Medica stated that desonide is very 1 _
. 'J

, -
--?

-

(containing Purified Water, Edetate Disodium Dihydrate,----
glycerine and Carbopol 981).

Skin Medica stated that" .

--
FDA stated that the reasoning given for Steps- i was clear. Skin Medica offered to send a



desk copy of Sections 2 and 3 with a cover letter detailing the location therein of the rationale for
the manufacturing process. FDA tharied Skin Medica, and the teleconference was concluded.

(See appended electronic signature page)

Moo Jhong Rhee, PhD.
Branch Chief

Division of Pre-Marketing Assessment II
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

REQUEST FOR CONSULTATIONPUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION . . .
. .... ...

TO (Divsion/Offce): FROM: Shalini Jain, Regulatory Project Manager
DDRE, HFD-430

...
. ...

DATE INDNO. NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT 

05/11/06 21-844 Original NDA 12/21/05
.. .

-. ..
.

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
DtJsonidtJ Gd 0.05% S 3 PDUFA Goal Date: 10/21/06
NÅMÉ OF FIRM:SKINrvi=DICA. .

.
....

REASON FOR REQUEST
.

. I. GENERAL . .
...

.
i: NEW PROTOCOL i¡ PRE,-NDA MEETING i; RESPONSE TO DEFICIENCY LEDER
r: PROGRESS REPORT t1 END OF PHASE II MEETING i: FINAL PRINTED LABELING
i: . NEW CORRESPONDENCE OJ RESUBMISSION CJ LABELING REVISION
i: DRUG ADVERTISING o SAFETY/EFFICACY i: ORIGINAL NEW CORRESPONDENCE
a ADVERSE REACTION REPORT o PAPERNDA i: FORMULATIVE REVIEW
ci MANUFACTURING CHANGE/ADDITION Ò CONTROL SUPPLEMENT X OTHER (SPËC/FY BELOw,: (PPI,Carton/Container, PI)
i: MEETING PLANNED BY . ......._..,... 0".

.. . II. BIOMETRICS .

. .
STATISTICALEVALUATIONBRANCH . . STATISTICAL APPLICATION BRANCH

..

o TYPEA OR BNDA REVIEW
i: . CHEMISTRY REVIEW

i: END OF PHASE II MEETING

i: CONTROLLED STUDIES i; PHARMACOLOGY

OJ PROTOCOL REVIEW i: BIOPHARMACEUTICS

. lE OTHER (SPECIFY BELOW); . . Q OTHER (SPECIFY BELOW):
... .

...

. . . ..~i. BIOPHAR/iACEUTICS .
..

i: DISSOLUTION ç¡ DEFICIENCY LEDER RESPONSE
i; BIOAVAILABILTY STUDIES t! PROTOCOL-BIOPHARMACEUTICS
i: PHASE IV STUDIES . . dl IN-VIVO WAIVER REQUEST .

dd.

IV. DRUG EXPERIENCE . .~
. .. .

til PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
r; REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY

ç¡ DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES i: SUMMARY OF ADVERSE EXPERIENCE
Q CASE REPORTS OF SPECIFIC REACTIONS (List below) CJ POISON RISK ANALYSIS 

OJ COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP
... ... .

V. SCIENTIFIC INVESTIGATIONS .

o CLNICAL .. Cl PRECLINICAL . . .
.

COMMENTS/SPECIAL INSTRUCTIONS:
/

See Sponsor comments below: (this was received as an eCTDand is in EDR)

DPSJ sent in the initial request for review of the Desonate trade name in Serial Submission 0037 to IND67,548 dated 19 April
2005.DPSI received comments from the Agency on 12 December 2005and replied to the comments in Serial Submission
0044 to IND 67,548 dated 01 Februáry 2006,

DPSI then submitted the trade name to NDA 021844 in Sequence Number 0002 dated 20 March 2006 and respectfully
requested a response to the proposed trade name by 03 April 2006. 

DPSI has taken all Agency comments into consideration in determining its reconimendation for a trade name for Desonide Gel
0.05%. DPSI has decided to remove the word "HydroGel" fromthe trade name.

DPSI still maintains that "Desonate" is not misleading, confusing, or deceptively similar for the reasons stated in 
Serial 

Submission 0044 to IND 67,548 dated 01 February 2006 and, consequently, would like to obtain FDA approval for:
.

Desonate™ (desonide gel) 0.05%
..



DPSI started the request for trade name review over a year ago because our packaging lead time and promotional campaign is
predicated upon this singular name. For the commercial realiies involved in launching a product (lead time to print,'etc.), we
would liketo proceed to develop our packaging and promotional launch materials. If we wait any longer, we wil suffer
commercial harm due to the delays imposed by the FDA. DPSI acknowledges the importance of this review and would
appreciate thati the FDA has any objections to our position, we respectfuliy request that it be made as soon as possible.

Can you please give us an update on the status of the review?

Note:

The sponsorSKINMEDICA is working with Dow Pharmaceuticals (DPSI)

SIGNATURE OF REQUESTER

Shalini Jain
METHOD OF DELIVERY (Check one)

o MAIL DFS o HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER

APPEARS THIS WAY
ONORlGlNAL
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
REQUEST FOR CONSULTATION

.

TO (Division/Offce):

Director, Division of Medication Errors and
Technical Support (DMETS), HFD-420
W022, RM4447 .. .

FROM: Shalini Jain, Regulatory Project Manager

.

..

DATE

05/11/06
INDNO. NDANO.

21-844
TYPE OF DOCUMENT

original NDA
DATE OF DOCUMENT

12/21/05
. .....

.-
NAME OF DRUG

Desonate Hydrogel (
Desonide gel 0.05%)

.. .

NAME OFFIR: S:KEDICA

PRIORITY CONSIDERATION

S
CLASSIFICATION OF DRUG

3

DESIRD COMPLETION DATE

PDUFA GOAL DATE
10/21/06.

. ..

REASON FOR REQUEST

i. GENERAL

NEW PROTOCOL
PROGRESS REPORT
NEW CORRSPONDENCE
DRUG ADVERTISING
ADVERSE REACTION REPORT
MAUFACTURIGCHANGEI ADDITON
MEETING PLANNED BY

~.'.."..... i. '~lr='¡lgF~ETING
.. SAFETYÆFFICACY

PAPERNDA
CJ CONTROL SUPPLEMENT

..

8'. RESPONSE. T.O DE.FIC. IENCY LETTERFINAL PRITED LABELING
§ LABELING REVISION
.... ORIGINAL.NEWC.ORR.. SPONDENCE

FORMLATIV REVIEW

12 OTHER (SPECIFY BELOW): Trade name review

...

. II. BIOMETRICS
.

.

STATISTICAL EVALUATION BRACH STATISTICAL APPLICATION BRACH
..

~ TYPE A OR B NDA REVIW

1: END OF PHASE II MEETING
l= CONTROLLED 

STUDIES

~~~~~~~~~E~;'IE~LO\V'

,

§:l~\~~~;~SSTUDIES

~: . CHEMISTRY REVIEW
PHARCOLOGY

: BIOPHARACEUTICS
........ OTHER (SPECIF BELOW):

... II. BIOPHARMACEUTICS

§ Eí~1rÆ¥~r;:ii~s
IV. DRUG EXPERIENCE

.

.

~.... PHASE IV SURVEILLANCEÆPIDEMIOLOGYPROTOCOL
..........D. RU. G. USE e.g. POPULATION E.XP.OSU... RE, AS.SOCIAT. E.D. DIA. GNO..SES

: CASE REPORTS OF SPECIFIC REACTIONS (List below)
',:. COMPARTIVE RISK ASSESSMENT ON GENERIC DRUG GROUP/,~-':';'. - ,." " ",'._ ",'- ,_.. .... ." .. ,', '_ .. '.:" '_, "",' .. .... ... .. '-, ,. c. '.. '. .... ',_ _, _.. ;',._..',' .- c'." : \:.:,'.. _' ., :.: ., ". " .. '-:,',_,,'0-," " .' ...." "'.. .. :.: ,_ ,', .: ..." .,..... ..

.' .J;:.CLINICAL

.

V. SCIENTIFIC INVESTIGATIONS.. ~-_"'.

rtPRfCIJNICAL

COMMENTS/SPECIA INSTRUCTIONS: See sponsor comments below, this was received as an eCTD and is in EDR

DPSI sentin the initial request for review of the Desonate trade name in Serial Submission 0037 toIND 67,548
dated 19 Apri12005. DPSI received comments froin the Agency on 12 December 2005 and replied to the comments
in Seria1S11bmission 0044 to IND 67,548 dated 01 February 2006.

DPSI then submitted the trade name to NDA 021844 in Sequence Number 0002 dated 20 March 2006 and
respectfully requested a response to the proposed trade name by 03 April 2006.
DPSI has taken all Agency comments into consideration in determining its recommendation for a trade name for
Desonide Geì 0.05%. DPSI has decided to remove the word "HydroGel" from the trade name.
DPSI stil maintains that "Desonate" isnot misleading, confusing, or deceptively similar for the reasons stated in
Serial Submission 0044 to IND 67,548 dated 01 February 2006 and, consequently, would like to obtain FDAi:pprqval for: ..

..



Desonate™ (desonide gel) 0.05%
DPSI started the request for trade name review over a year ago because our packaging lead time and promotional
campaign is predicated upon this singular name. For the commercial realities involved in launching a product (lead
time to print, etc.), we would like to proceed to develop our packaging and promotiona11aunch materials. Ifwe wait
any longer, we wil suffer commercial harm due to the delays imposed by the FDA. DPSlacknow1edges the
importance of this review and would appreciate that if the FDA has any objections to our position, we respectfully
request that it be made as soon as possible.
Can you please give us an update on the status of the review?

PDUFADATE: 10/2106
ATIACHMENTS: Draft Package Insert, Container ahd Carton Labels
CC: Archival INDINDA
RFD. !Dìvisìon Fìle
RFD- /RM
. RED. lReyiewerslld TeamLeaders

NAME AND PHONE NUMBER OF REQUESTER

Shalini Jain

301-796-0692

METHOD OF DELIVRY (Check qne)
lS DFS ONLY i: MAI i: HAND

SIGNATURE OF RECEIVR SIGNATURE OF DELIVRER

5/28/05

APPEARS THIS WAY

ON ORIGINAL
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service

Food and Drug Administration
Rockvile, MD 20857

FILING COMMUNICATION
NDA21-844

Dow Pharmaceutical Sciences
Attention: Barr M. Calvarese, MS
Vice President, Regulatory Affairs
1330 Redwood Way
Petaluma, CA 94954-1169

Dear Mr. Calvarese:

Please refer to your December 19, 2005 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Desonide Gel, 0.05%.

We have completed our filing review and have determined that your application is suffciently
complete to permit a substantive review. Therefore, this application has been filed under section
505(b) of the Act on January 30,2006 in accordance with 21 CFR 314.lOl(a). "

'¡.¡/

In our filing review, we have identified the following potential review issues:

Chemistry and Manufacturing Controls:
1. A statement regarding facilities" readiness for inspection was not provided.
2. It is noted in the label/labeling section that the dosage form "gel" is not included in the

proposed established name for the drug product, and the word ''HydroGeI™,, appears as a
part of the trade name. The word ''HydeI™,, may not be acceptable as a part of the
trade name.

Pharmacology/Toxicology:
A comprehensive time line for the conduct of the nonclinical studies to evaluate the dermal
carcinogenic and photoco-carcinogenic potential of desonide gel, 0.05%, as post marketing
commitments was not submitted.

Biostatistics:
The details of the calculations for the confidence intervals for the noninferiority
comparisons in Study 7001-G3HP-04-03 need to be clarified.

. We also request that you submit the following information:

Chemistry and Manufacturing Controls:
1. Please provide a statement regarding facilities' readiness for GMP inspection.
2. The proper dosage form nomenclature for the proposed drug product is "gel". Therefore,

the word "Gel" should be a part of the established name for the proposed drug product.
Please submit labeling incorporating the proper dosage form nomenclature of "gel".



NDA21-844
Page 2

Pharmacology/Toxicology:
Please provide a comprehensive timeline for conduct of the nonclinical studies to evaluate
the dermal carcinogenic and photoco-carcinogenic potential of desonide gel, 0.05%, as
postmarketing commitments (i.e., conduct of dose range finding studies, submission of
nonclinical protocols, initiation of studies and submission of final study report).

Biostatistics:
Please submit details (such as the exact formulas) of how the
Walds confidence intervals with Yates' continuity correction were calculated in Study
700l-G3HP-04-03.

Please respond only to the above requests for additional information. While we anticipate that
any response submitted in a timely manner wil be reviewed during this review cycle, such
review decisions wil be made on a case-by-case basis at the time of receipt of the submission.

If you have any questions, call Maria M. Anderson, Regulatory Project Manager, at (301) 796-
2110.

Sincerely yours,

(See appended electronic signature pagel

Stanka Kukich, M.D.
Acting Division Director
Division of Dermatology and Dental Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
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Stanka Kukich
2 /28/2 006 0 i : 09 : 52 PM



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation III

FACSIMILE TRANSMITTAL SHEET

DATE: 2/16/06 For Maria Anderson

To: Barr Calvarese From: Mary Jean Kozma-Fomaro
Supervisor, Project Management Staff

Division of Dermatology & Dental ProductsCompany: Dow

Fax number: 760448-3615 Fax number: (301) 796-9894/9895

Phone number: 707 793-2600 Phone number: (301) 796-2110

Subject: NDA 21-844 Chemistry Information Request

Total no. of pages including cover:

Please provide the formulation compositon, formulation #,and lot # for the drug product batches used in
the Phase 3 pivotal clinical studies. If the information has already been provided in the NDA, please point
out where it is.

Document to be mailed: DYBS 0NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If Y()ll ~r:e not the adgressee, ()r êlPe.rsonallttiQrj~egtQ.gel¡yerttijsqQ~yme!1ttQttie
addressee, you are hereby notified that any review, disclosure, dissemination, eopying, or
other action based on the content of this communication is not authorized. If you have
received this' document in error, please notify us immediately by telephone at (301) 827-
2020. Thank you.

\¡

/
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Mary Jean .Kozma Fornaro
2/16/2006 10:10:19 AM
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NDA REGULATORY FILING REVIEW
(Including Memo of Filng Meeting)

NDA # 21-844 Supplement # NA Effcacy Supplement Type SE-

Trade Name: Desonate Hydrogel
Established Name: Desonide gel
Strengths: 0.05%

Applicant Skin Medica

Agent for Applicant Dow Pharmacueticals

Date of Application: December 19, 2005
Date of Receipt December 21,2005

Date clock started after UN: NA
Date of Filing Meeting:. January 30, 2006
Filing Date: February 19,2006
Action Goal Date (optional): NA User Fee Goal Date:

October 21, 2006

Indication(s) requested: atopic dermatitis

Type of Original NDA:
OR

Type of Supplement:

(b)(1) 0

(b)(l) 0

(b)(2) x

(b)(2) 0
NOTE:
(1) If you have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see

Appendix A. A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA
was a (b)(1) or a (b)(2). if the application is a (b)(2), complete Appendix B.

(2) If the application is a supplement to an NDA, please indicate whether the NDA is a (b)(1) or a (b)(2)
application:

o NDA is a (b)( I) application OR o NDA is a (b)(2) application

TherapeutiC Classification: S x

Resubmission after withdrawal? 0
Chemical Classification: (1,2,3 etc.) 3

Other (orphan, OTC, etc.)

P 0
Resubmissionafter refuse to fie? 0

Form 3397 (User Fee Cover Sheet) submitted: YES x NO 0

User Fee Status: Paid 0 Exempt (orphan, government) 0
Waived (e.g., small business, public health) X

12/20/05

NOTE: If the NDA is a 505(b)(2) application, and the applicant did not pay afee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required. The applicant is
required to pay a user fee if: (1) the product described in the 505(b)(2) application is a new molecular entity
or (2) the applicant claims anew indication for a use thatthat has not been approved under section 505(b).
Examples of a new indication for a use include a new indication, a new dosing regime, a new patient

population, and an Rx-to-OTC switch. The best way to determine if the applicant is claiming a new indication
Version: 121 i 512004

11is is a locked document. If you need to add a comment where.there is no field to do so, unlock the document using the following procedure. Click the
'View' tab; drag the cursor down to Toolbars '; click on 'Forms. ' On the forms toolbar, click the lock/nlock icon (looks like a padlock). This wil
allow you to insert text outside the provided fields. The form must then be relocke to permit tabbing through the fields.



NDA Regulatory Filing Rey;iew
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for a use is to compare the applicant's proposed labeling to labeling that has already been approved for the
product described in the application. Highlight the diferences between the proposed and approved labeling.
If you need assistance in determining if the applicant is claiming a new indication for a use, please contact theuser fee staff '
· Is there any 5-year or 3-year exclusivity on this active moiety in an approved (b)(1) or (b)(2)application? YES 0 NO x

If yes, explain:

. Does another drg have orphan drug exclusivity for the same indication? YES o NO x

· If yes, is the drg considered to be the same drug according to the orphan drug definition of sameness

(21 CFR 316.3(b)(13))?
NA o NO 0

YES

If yes, consult the Director, Division of Regulatory Policy II, Offce of Regulatory Policy (HFD-007).

· Is the application affected by the Application Integrty Policy (AlP)?
If yes, explain:

YES 0 NO X

YES 0 NO X

YES X NO 0
YES X NO 0

YES X NO 0

· If yes, has OC/DMPQ been notified of the submission?

· Does the submission contain an accurate comprehensive index?

· Was form 356h included with an authorized signature?
If foreign applicant, both the applicant and the U.S. agent must sign.

**Need foreign applicant signature
· Submission complete as required under 21 CFR 314.50?

If no, explain:

· If an electronic NDA, does it follow the Guidance? NI A 0 YES X NO 0
If an electronic NDA, all forms and certifcations must be in paper and require a signature.
Which parts of the application were submitted in electronic format? ALL AND REQUIRD PAPER

FORMS SUBMITTED IN HARD COPY

Additional comments:

· If an electronic NDA in Common Technical Document format, does it follow the CTD guidance?

N/A 0 YES X NO 0
I · Is itanelectronic CTD (eCTD)? N/A LD YES I X NO ¡=o

If an electronic CTD, all forms and certifications must either be in paper arid signed or be
electronically signed.

Additional comments: VERIFIED

· Patent information submitted on form FDA 3542a? YES X NO 0

· Exclusivity requested? YES, 3 Years NO 0
NOTE: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is
not required

Version: 12/15/04



NDA Regulatory Filing Review
Page 3

· Correctly worded Debarment Certification included with authorized signature? YES X( NO 0
If foreign applicant, both the applicant and the U.S. Agent must sign the certifcation.
** NEED FOREIGN APPLICANT SIGNATURE

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(I) i.e.,
"(Name of applicant) hereby certifes that it did not and wil not use in any capacity the services of

any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
with this application." Applicant may not use wording such as "To the best of my knowledge. . . . "

· Financial Disclosure form included with authorized signature? YES X NO. 0
(Forms 3454 and 3455 must be includrd and must be signed by the APPLICANT, not an agent.)
SIGNED BY APPLICANT
NOTE: Financial disclosure isrequiredfor bioequivalence studies that are the basis 

for approval.

· Field Copy Certification (that it is a true copy of the CMC technical section)? Y X NO 0

· PDUF A and Action Goal dates correct in COMIS? YES X NO 0
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

· Drug name and applicant name correct in COMIS? Ifnot, have the Document Room make the

corrections. Ask the Doc Rm to add the established name to COMIS for the supporting IND if it is not
already entered. YES

. List referenced IND numbers: 67548

. End-of-Phase 2 Meeting(s)? Date(s) NOVEMBER 20,2003
If yes, distribute minutes before filing meeting.

NO 0

. Pre-NDA Meeting(s)? Date(s) REQUESTED BUT CODED AS
GUIDANCE: FEBRUARY 10,2005

If yes, distribute minutes before filing meeting.

NO 0

Project Management

. Was electronic "Content of Labeling" submitted?
If no, request in 74-day letter.

YES X NO 0

. Risk Management Plan consulted to ODS/IO?

All labeling (PI, PPI, MedGuide, carton and immediate container labels) consulted to DDMAC?
WILL CONSULT AETER FILING MTG YES X NO 0

o
o
o

N/A X YES 0 NO

.

. Trade name (plus PI and áll labels and labeling) consulted to ODSIDMETS? Y
WILL CONSULT AFTER FILING MTG
MedGuide and/or PPI (plus PI) consulted to ODS/DSRCS? N/A X

X NO

. YES 0 NO

. If a drug with abuse potential, was an Abuse Liability Assessment, including a proposal for
scheduling, submitted?

N/A :x YES 0 NO D.

If Rx-to-OTC Switch application: NOT APPLICABLE

Version: 12/15/04
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. ÖTC label comprehension studies, aU OTC labeling, and current approved PI consulted toODSIDSRCS? NI A D YES 0
Has DOTCDP been notified of the OTC switch application? YES 0

NO D

NO D.

Clinical

. If a controlled substance, has a consult been sent to the ContröUed Substance Staff?
YES 0

NA
NO D

Chemistry

. Did applicant request categorical exclusion for environmental assessment? YES X NO DIf no, did applicant submit a complete environmental assessment? YES 0 NO DIf EA submitted, consulted to Florian Zielinki (HFD-357)? YES 0 NO D

. Establishment Evaluation Request (EER) submitted to DMPQ? YES 0 NO DCHEMISTRY REVIEWER WILL INITIATE

. If a parenteral product, consulted to Microbiology Team (HFD-805)? YES 0 NO D

APPEARS HHS,

ON OR¡G¡¡~M

Version: 12/15/04
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ATTACHMENT

MEMO OF FILING MEETING

DATE: JANUARY 30,2006

BACKGROUND: Desonide first approved in the 1970s for treatment of steroid responsive dermatoses.
Topical formulations that are approved and available are cream, ointment, and lotion. This application is a gel
formulation and studied a pediatric population for treatment of atopic dermatitis.
ATTENDEES: Mary Jean Kozma Fornaro, Stanka Kukich, Jill Lindstrom, Bindi Nikhar, Shalini Jain, Paul
Brown, Barbara Hil, Shulin Ding, Kathleen Fritsch, Mat Soukoup.

ASSIGNED REVIEWERS (including those not present at fiing meeting) :

Discipline
Medical:
Secondary Medical:
Statistical:
Pharmacology:
Statistical Pharmacology:
Chemistry:
Environmental Assessment (if needed):
Biopharmaceutical:
Microbiology, sterility:
Microbiology, clinical (for antimicrobial products only):
DSI:
Regulatory Project Management:
Other Consults:

Reviewer
J. Porres/reassigned to E. Papadopoulis
B. Nikhar
M; Soukoup
B. Hil

E.Pappas
NA
T. Ghosh
NA
NA

M.Anderson

Per reviewers, are all part in English or English translation?
If no, explain:

YES X NO D

CLINICAL FILE X REFUSE TO FILE D

. Clinical site inspection needed?

Planned clin/stat future meeting will determine
. Advisory Cómmttee Meeting needed? YES, date if known

YES D NO D

NO X

. If the application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permt review based on medical
necessity or public health significance?

'N/A x YES D NO D

BIOPHARMACEUTICS FILE X

REFUSE TO FILE D

REFUSE TO FILE D

REFUSE TO FILE D

YES D NO X

CLINICAL MICROBIOLOGY N/A X FILE D

STATISTICS N/A D FILE X

. Biopharr. inspection needed?

Version: 12/15/04



PHAACOLOGY N/A D FILE X

NDA Regulatory Filing Review
Page 6 

REFUSE TO FILE 0
YES 0 NO X

REFUSE TO FILE 0
0 NO 0

YES 0 NO 0

. . GLP inspection needed?

CHEMISTRY FILE X

· Establishment(s) ready for inspection? NEED ADDRESSES
. Microbiology

ELECTRONIC SUBMISSION:
Any comments:

REGULATORY CONCLUSIONSIDEFICIENCIES:
(Refer to 21 CFR ~14.101(d) for Hling requirements.)

o The application is unsuitable for filing. Explain why:

x The application, on its face, appears to be well-organized and indexed. The application
appears to be suitable for filing.

o No fiing issues have been identified.

x Filing issues to be communicated by Day 74. List (optional):

ACTION lTEMS:

1.0 If RTF, notifY everybody who already received a consult request of RTF action. Cancel the EER.

2.0 If fied and the application is under the AlP, prepare a letter either granting (for signature by Center
Director) or denying (for signature by ODE Director) an exception for review.

3. X Convey document fiing issues to applicant by Day 74, March 3,2006.

Mary Jean KozmaFomaro, Chief
Proj ect Management Staff for Maria
Anderson

Regulatory Project Manager, HFD-

Version: 12/15/04
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Appendix A to NDA Regulatory Filng Review

An application is likely to be a 505(b )(2) application if:

(1) it relies on literature to meet any of the approval requirements (unless the applicant has a
written rìght of reference to the underlying data)

(2) it relies on the Agency's previoúsapproval of another sponsor's drug product (which maybe
evidenced by reference to publicly available FDA reviews, or labeling of another drug
sponsor's drug product) to meet any of the approval requirements (unless the application
includes a written right of reference to data in the other sponsor's NDA)

(3) it relies on what is "generally known" or. "scientifically accepted" about a class of products to
support the safety or effectiveness of the particular drug for which the applicant is seeking
approval. (Note, however, that this does not mean any reference to general information or
knowledge (e.g., about disease etiology, support for particular endpoints, methods of analysis)
causes the application to be a 505(b)(2) application.)

(4) . it seeks approval for a change from a product described in an OTC monograph and relies on
the monograph to establish the safety or effectiveness of one or more aspects of the drug
product for which approval is sought (see 21 CFR 330.11).

Products that may be likely to be described in a 505(b )(2) application include combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations), OTC monograph
deviations, new dosage forms, new indications, and new salts.

If you havè questions about whether an application is a 5Q5(b)(l) or 505(b)(2) application,. please
consult with the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

APPEARS THIS WAY

ON ORIGINAL

Version: 12/15/04
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Appendix B to NDA Regulatory Filng Review
Questions for 505(b)(2) Applications

1. Does the application reference a listed drug (approved drg)? YES x NO 0

if "No, " skip to question 3.

2. Name of listed drg(s) referenced by the applicant (if any) and NDN ANDA #(s):
DES OWEN LOTION ANDA 72354 which used the innovator Desowen Cream N 19048 for approval via a
suitability petition. (Discussed with Don Hare)

3. The purpose of this and the questions below (questions 3 to 5) is to determne if 
there is an. approved drug

product that is equivalent or veiy similar to the product proposed for approval and that should be
referenced as a listed drg in the pending application.

(a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) application that is
already approved?

YES o NO X

(Pharmaceutical equivalents are drg products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt 

or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of 

the active drug ingredient over the identical dosing
period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including potency and, where applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR 320. 

1 (c))

if "No, " skip to question 4. Otherwise, answer part (b).

(b) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES 0
(The approved pharmaceutical equivalent(s) should be cited as the listeddrug(s).)

NO 0

if uYes; " skip to question 6. Otherwise, answer part (c).

(c) Have you conferred with the Director, Division of Regulatoiy Policy II, Office of Regulatoiy Policy(ORP) (HFD-007)? YES 0 NO 0
if UNo, "please contact the Director, Division of Regulatory Policy IL ORP. Proceed to question 6.

4. (a) Is there a pharmaceuticalaltemative(s) already approved? YES X NO 0

(Pharmaceutical alternatives are drg products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its Own respective compendial or other applicable standard of identity,
strength, qualìty, and purity, including potency and, where applicable, content uniformity, disintegration times
and/or dissolution rates. (2l CFR 320. 1 (d)) Differentdosage forms and strengths within a product line by a
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.)

if UNo, " skip to question 5. Otherwise, answer part (b).

(b) Is the approved pharmaceutical altemative(s) cited as the listeddrug(s)? YES X
(The approved pharmaceutical altemative(s) should be cited as thelisteddrug(s).)

NO 0

Version: i 2/15/04
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NOTE: If there is more than one pharmaceutical alternative approved, consult the Director, Division of
Regulatory Policy II, Offce of Regulatory Policy (ORP) (HFD-007) to determine if the appropriate
pharmaceutical alternatives are referenced.

If uYes, " skip to question 6. Otherwise, answer part (c).

(c) Have you conferred with the Director, Division of Regulatory Policy II,
ORP?

YES 0 NO 0

If uNo, " please contact the Director, Division of Regulatory PolicyIL ORP. Proceed to question 6.

5. (a) Is there an approved drg product that does not meet the definition of "pharmaceutical equivalent" or

"pharmaceutical alternative," as provided in questions 3(a) and 4(a), above, but that is otherwise very
similar to the proposed product?

YES 0 NO 0

If 

UNo, " skip to question 6.

If uYes, " please describe how the approved drug product is similar to the proposed one and answer part

(b) of this question. Please also contact the Director, Division. of Regulatory Policy II, Offce of
Regulatory Policy (HFD-007), to further discuss.

(b) Is the approved drug product cited as the listed drug? YES 0 NO 0

6. Describe the change from the listed drg(s) provided for in this (b)(2) application (for example, "This
application provides for a new indication, otitis media" or "This application provides for a change in
dosage form from capsules to solution"). Dosage form is a Gel

7. Is the application for a duplicate of a listed drug lind eligible for approval under YES 0
section 505(j) as an ANDA? (Normally, FDA wil refuse-to-file such NDAs
(see 21 CFR 314.101(d)(9)).

NO x

8. Is the extent to which the active ingredient(s) is absorbed or otherwise made YES
available to the site of action less than that of the reference listed drg (RLD)?
(See 314.54(b)(l)). If yes, the application should be refused for filing under
21 CFR314.10l(d)(9)).

o NO x

9. Is the rate at which the product's active ingredient( s) is absorbed or otherwise.YES 0
made available to the site of action unintentionally less than that ofthe RLD (see
21 CFR 314.54(b )(2))? If yes, the application should be refused for filing under
21 CFR314.l0l(d)(9).

NO x

10. Are there certifications for each of the patents listed for the listed drg(s)? YES 0 NO x
All patents and exclusivity expired
11. Which of the following patent certifications does the application contain? (Check all that apply and

identify the patents to which each tye of certification was made, as appropriate.)

o 21 CFR314.50(i)(1)(i)(A)(1): The patent information has not been submitted to FDA.

(Paragraph I certification)
Patent number(s):

x 21 CFR 314.50(i)(l)(i)(A)(2): The patent has expired. (Paragraph II certification)
Version: 12/15/04
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o
Patent number(s): NO ORANGE BOOK LISTINGS

o 21 CFR 314.5D(i)(1)(i)(A)(3): The date on which the patent will expire. (Paragraph II
certification)
Patent number(s):

o 21 CFR 314.50(i)(l)(i)(A)(4): The patent is invalid, unenforceable, or wil not be infringed
by the manufacture; use, or sale of the drug product for which the application is submitted.
(Paragraph iv certification)
Patent number( s):

NOTE: IF FILED, and if the applicant made a "Paragraph iv" certifcation (21 CFR
314.50(i)(1)(i)(A)(4)), the applicant must subsequently submit a signed certifcation stating
that the NDA holder and patent owner(s) were notifed the NDA. was filed (21 CF R
314.52(b)) The applicant must also submit documentation showing that the NDAholder and
patent owner(s) received thenotifcatioll (21 CFR 314.52(e))

o 21 CFR 314.50(i)(1)(ii): No relevant patents.

o 21 CFR 314.50(i)(l )(iii): The patent on the listed drug is a method of use patent and the
labeling for the drg product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not
claim any of the proposed indications. (Section viii statement)
Patent number(s):

D 21 CFR 314.50(i)(3): Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CFR 3l4.50(i)(1)(i)(A)( 4) above).
Patent number(s):

D Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.
Patent number(s):

12. Did the applicant:

· Identify which parts of the application rely on information (e.g. literature, prior approval of
another sponsor's application) that the applicant does not own or to which the applicant does not
have a right of reference?

YES x NO D
· Submit a statement as to whether the listed drug(s) identified has received a period of marketing

exclusivity? Patent certification states no existing patent/exclusivity

YES D NO x

· Submit a bioavailabilitylbioequivalence (BAIBE) study comparing the proposed product to the
listed drug?

N/A D YES x NO D
· Certify that it is seeking approval only for a new indication and not for the indications approved

for the listed drug if the listed drug has patent protection for the approved indications and the
applicant is requesting only the new indication (21 CFR 314.54(a)(I)(iv).?

Version: 12/15/04
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N/A x YES 0 NO 0

13. If the (b)(2) applicant is requesting 3-year exclusivity, did the applicant submit the following information
requirçd by 21 CFR 314.50(j)(4):

· Certification that at least one of the investigations included meets the definition of "new clinical
investigation" as set forth at 314.108(a).

YES x NO 0

· A list of all published studies or publicly available reports that are relevant to the conditions for
which thè applicant is seeking approvaL

YES x NO 0

· EITHER

The number of the applicant's IND under which the studies essential to approval were conducted.

IND# 67548 NO 0
OR

A certification that the NDA sponsor provided substantial support for the clinical investigation(s)
essential to approval if it was not the sponsor of the IND under which those clinical studies were
conducted?

YES 0 NO 0

14. Has the Associate Director for Regulatory Affairs, OND, been notified of the existence of the (b)(2) application?
Kim Colangelo and Racquel peat notified

YES x NO 0

APPEARS THIS WAY

ON ORIGINAL
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NDA # 021844
Dow Pharmaceutical Sciences, Inc

Administrative Information and Product Labeling. (US ~

Page 1

PRESCRIPTION DRUG Form Approved, OMB No. 9910-l297
ExplraHon Dale: December 31, 2006.

DEPARTMENT OF HEALTH AND HUMAN SERVICES
USER FEE COVERFOOD AND DRUG ADMINISTRTION

. SHEET
See Instructions on Reverse Side Before Completing This Form

A completed form must be signed and accompany each new drug or bIologic product appllcallon and each new suppleent. See exceptions on the
reverse side. .If payment Is sanl by U.S. mail or coUrier, pleasè include a copy of thIs completed form. wilh payment. Payment Instructions and fee rales
can be found on COER's websile: hllp:lIww.fda.govlcderlpdufaldefault.htm

1: APPLICAN'S NAE AND ADDRESS 4. BlA SUBMISSION TRACKING NUMBER (STN) 1 NDA NUMBER
Skin Medica 021844
5909 Sea Lion Place, Suite H
Carlsbad, CA 92008 5. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPROVAL?

I'YES DNO
IF YOUR RESPONSE IS "NO" AND THIS IS FOR A SUPPLEMENT, STOP HERE
AND SIGN THIS FORM.

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

18 THE REQUIRED ClINICAL DATA ARE CONTAINED IN THE APPLICATION.

2. TELEPHONE NUMBER (Include Area Code) 0 THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO:

( 877 ) 944-1412 .

(APPLICATION NO. CONTAINING THE DATA).
3. PRODUCT NAME B. USER FEE J.. NUMBER

Desonide Gel, 0.05%

7. IS THIS APPLICATION COVERED BY ANY OF THE FOllOWING USER FEE EXCLUSIONS? IF SO, CHECK TlE APPLICABLE EXCLUSION.

0 A LARGE VOLUME PARENTERAL DRUG PRODUCT 0 A 505(bI(2) ~PPLlCATlON THAT DOES NOT REQUIRE A FEE
APPROVED UNDER SECTION 505 OF THE FEDERAL

(See Item 7. reverse side belore chechlng box.)FOOD, DRUG, ANO COSMETIC ACT BEFORE: 9/1/92
(Self Explanatory)

~

0 THE APPLICATION QUALIFIES FOR THE ORPHAN 0 THE APPLICATION IS SUBMlnED BY A STATE OR FEDERAL
EXCEPTION UNDER SECTION 736(aI(1)(E) of the Federal Food, GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED
Drug, and CosmeUc Act COMMERCIALLY
(See item 7, revere side before chei;Ing iix.) (Sel Explanatory)

B. HAS A WAIVER OF AN APPLICATION FEE BEEN GRATED FORTHIS APPLICATION?

DYES l8NO
(See lIem B, mverse side if answere YES)

Public reportng burden for this collection of Information Is estimated to average JOnilnules per response, Including the tlma for reviewing

instructions. searching exlslln9 data sources, gathering and maintaining the data needed, and completing and reviewing the collection of tnfomiallon.
Send comments regardIng thIs burden esllmate or any other aspect of this collection of Informallon, IncludIng suggesllons for reducIng this burden 10:

Department of Health andHumBn Services Food and Drug Adminlstrllon An agency may not conduct or sponsor, and a parson is not
Food and Drug AdmInistration COER, HFD-94 reuired to respond to, B collection of Information unless IICBER, HFM-99 and 12420 parklawn Drie, Room 3046 dlspleys a currenlly valid OMB conlrol number.
1401 Rockvile Pike Rockville, MD 20652
Rockvile, MD 20852-1448

,
SIG7)E OF AUTHORIZED COMPANY REPRESENTATIVE

I TITlE i DATE¿ a-- Vice President, Regulatory & Clinical Affirs 11130/2005
Dow Pharmaceutical Scienc.es, Inc.

FORM FDA 3397 (12/03)
I"SC Ml'l. An1liuU+U.1091 EF

user fee 12112/2005
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service

Food and Drug Administration
Rockvile, MD 20857

IND67,548

Dow Pharmceutical Sciences
Attention: Barry Calvarese, MS
Vice President, ReguIatory and Clinical Affairs
1330A Redwood Way
Petaluma, CA 94954-1169

Dear Mr. Calvarese:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) of the
Federal Food, Drug, and Cosmetic Act for Desonide Gel, 0.05%

We also refer to the meeting between representatives of your firm and the FDA on February 10, 2005. The
purpose of the meeting was to discuss the briefing document submitted January 10,2005.

- - The offcial minutes of that meeting are enclosed.

If you have any questions, call Jacquelyn Smith, Regulatory Project Manager, at (301) 827-2020.

Sincerely,

(See appended electronic signature page)

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

Enclosure



MEMORAUM OF MEETING MINUTES

Meeting Date: February 10, 2005 Time: 1 PM

Location: 920 I Corporate, N225

Application: IND 67,548, Desonide Gel, 0.05%

Subject: Guidance Meeting

Meeting ID: 14441

Sponsor: Dow Pharmaceutical Sciences

Meeting Chair: Jonathan Wilkin, M.D., Division Director, DDDDP,HFD-540

Meeting Recorder: Jacquelyn Smith., Project Manager, DDDDP, HFD-540

FDA Attendees, Titles, and OffcelDivision:

Jonathan Wilkin, M.D., Division Director, DDDDP, HFD-540
Markhm Luke, M.D., Team Leader, Dermatology, DDDDP, HFD-540
Joseph Porres, M.D., Medical Officer, DDDDP, HFD-540
Ramesh Sood, Ph.D., Team Leader, Chemistry, DNDCII, HFD-830
Joel S. Hathaway, Ph.D., Chemistry Reviewer, DNDCII, HFD-830
Barhara Hil, Ph.D., Pharmacology/Toxicology Reviewer, DDDDP, HFD-540
Mohamed Alosh, Ph.D., Biostatistics Team Leader, DBII, HFD-725
Mat Soukup, Ph.D., Biostatistics Reviewer, HFD-725
Shiowjen Lee, Ph.D., Biostatistics Reviewer, DBII, HFD-725
Tapash Ghosh, Ph.D., Clinical Pharmacology and Biopharmceutics Reviewer, DPEII, HFD-880
Jouca Bull, M.D., Director ODE V, HFD-I05
Jacquelyn Smith, Regulatory Project Manager, DDDDP, HFD-540

External Constituent Attendees and Titles:

Gordon J. Dow, Pharm, Founder, Chief Technical Officer
Barr M. Calvarese, MS, Vice President Regulatory and Clinical Affairs
Charles G. Chavdarian, Ph.D., Senior Director of Analytical Services

"

Sarmstha Basu, Ph.D., Project Manager (via teleconference)

Ron Trancik, Vice President, Research & Development, Skin Medica
A.I. Acker, Associate Manager, Regulatory Affairs, DPS (via teleconference)
Shawna Lemke,_Associate Manager, Regulatory & Cliical Affairs (via teleconference)

Dianne Denton, Executive Director, Strategic Marketing, Ski Medica



Purpose:

To provide general guidance on content and format of the investigational New Drug
Application under 2 i CFR 312. The briefing document provides background and questions for
discussion.

Chemistry, Manufacturing and Controls:

The sponsor has provided a summary of information regarding the drg substance and drg
product, as well as an outline ofthe stability studies currently being conducted and the projected
extent of data availabLe at the time ofNDA submission. The sponsor had only one CMC-related
question: "Does the outlined stability program meet with the Agency's approval?"

The planned stability protocol proposed for the NDA submission appears to be adequate. The
design conforms to or exceeds the ICH recommended design. The post-approval stability plan is
not adequate, however, as it does not describe the frequency of initiating stability studies.
Routinely, a minimum of one lot per year of a marketed package size is expected to be placed on
stability after approval, though a given product may have a higher frequency depending on its
individual stability characteristics. This should be revised in the NDA submission to address this
expectation.

Not all of the CMC comments from the End-of-Phase-2 meeting were addressed in this briefing
package. We have the following comments:

i. The proposed drug product specification has been revised to a somewhat lower impurity level
for the identified' - impurity, but this Level is still set at NMT -1 without

apparent justification. CMC Response # 1, regarding qualification of impurities at the specified
Levels, has not been submitted for CMC review. If these data have been submitted, the sponsor is
asked to provide the date and page numbers of the pertinent submission. We expect that actual
lot analyses of pre-clinical or clinical triaL lots are necessary to qualify any specified impurity.

2. In the release specification for desonide drg substance, the acceptance criterion
for particle size ,is "mean particle size less than ." This does not serve as a limit for
maximum particle size, which wefeel is important since the drg substance is r_ .

-, I.e. , A maximum limit for particle size should be added
to this specification acceptance'test.

3. In the release specification for desonide ( jdrg substance, the Related Substances
tests for "any single impurity". Have any impurities been identified? Ifnot, has any attempt been
made to identify unkown impùrities? Referring to.r- " recurring impurities in the drug
substance should be individually specified, whether identified or unidentified, and the acceptance
limit justified on the basis of observed levels. Thi specification item should be revised to
address these concerns.

4. In the release specification for Desonide Gel drug product, the acceptance criterion for particle
size is "NL T '.~11ó L TE ! -, and NL T -)% L TE ~ , ." This does not serve as a

2



limit for maximum particle size, which we again feel is important since the drg substance is
, i.e. . .. ~. A maximum limit for particle size

should be added to this specification acceptance test.I
-1

Pharmacology/Toxicology:

Sponsor's Question:

Does the Agency agree that the information provided in tils package is sufficient to support the
505(b)(2) fiing for Desonide?

Agency Response:

The nonclinical toxicology information provided in the Pre-NDA package appears to be sufficient
to support the submission ofa 505(b)(2) NDA for Desonide gel, 0.05%. The adequacy of this
information for fiing a 505(b)(2) NDA application wil be determined after submission of the
NDA.

The Division recommends that the Sponsor include a timeline for conduct of the previously
agreed upon Phase 4 dermal carcinogenicity study in Tg.AC mice with Desonide gel in the NDA
submission.

The Division acknowledges that the Sponsor has changed their
(-..,"-~--

The Sponsor now
proposes conduct of a 13 week photosafety study in rats as a phase 4 commtment. WilIe this
strategy may be acceptable, the adequacy of the proposed study wil be determined after review
of the study protocol. The Division recommends that the Sponsor include a timeline for conduct
of the study to determine the photoco-carcinogenic potential of Desonide gel, 0.05%, (a 13-week
photosafety study in rats) in the NDA submission.

Clinical Pharmacology & Biopharmaceutics:

Sponsor's Question:

Does the Agency require an electronic version of the data (SAS data set) contained in the report
from phase 2 clinical study, "A Multi-Center, Open Label Evaluation of the Adrenal Suppression
Potential of TopicaUy Applied Desonide Gel 0.05% in Pediatric Subjects with Moderate to
Severe Atopic Dermatitis?

Agency Response:

Skin blancilng (vasoconstriction) and HPA-axis suppression study results will be reviewed in
detail during NDA review. Electronic data set for these studies will be helpfuL. The sponsor is

3



requested to include line listings of amount of drug used and involved body surface area of each
patient in these studies.

The sponsor also needs to address the systemic exposure of Desonide and its metabölites
following application of final market formulation of Desonide Gel, 0.05% under maximal usage
condition in the target patient population.

Clinical:

Sponsor's Question 1:

On March 10, 2004 the clinical reviewer sent the following comment: "Effcacy: to be
determined as success, patients who at baseline present a PGS score = 2 need to present at
the end of treatment a PGS score = 0, and patients who at baseline have a PGS score = 3
need to have at the end of treatment a PGS score = 0 or 1."
The Sponsor believes that this more rigorous definition is now the primary endpoint and that non-
inferiority has been established in the ITT group at the 2-week time-point. Is this acceptable?

Agency Response:

No, tius type of analysis was not pre-specified. Per the protocol, pre-specified time to assess
effcacy is after 4 weeks of treatment. The criteria for determination of success, as described by
the sponsor, is to be applied at 4 weeks, rather than at 2 weeks.

The sponsor stated plans to conduct an additional 4-week vehicle controlled study, which would
be acceptable.

Sponsor's Question 2:

The safety profie of Desonide gel 0.05% as shown in the Phase 3 study and the HPA Axis study
is comparable to that of the Reference product. The Phase 3 study was well designed and
executed. This study provides strong support for the safety and effcacy of Desonide gel 0.05%
in the treatment of mild to moderate atopic dermatitis in children. Given the relatively large
sample sizes of this study and the significant superiority of a
4-week dosing regimen compared to a 2-week regimen, a second independent pivotal trial
demonstrating effcacy compared to placebo would appear superfluous. If a second
Phase 3 study were conducted comparing Desonide gel 0.05% to vehicle and the same trend of
superiority of 4-week treatment compared to 2-week treatment is maintained, is a 4-week
treatment labeling claim achievable?

Sponsor's Question 3:

Does the Agency agree that the clinical data presented are adequate to support the fiing of a
505(b)(2) application for Desonide?

Agency Response (Questions 2 & 3):

The clinical informational needs for an NDA are as follows (whether the application is a 505(b)1
or a 505(b)2):

a) Derml safety studies with the final to-be-marketed drg product, of which you have
conducted a combined irritation/sensitization study. As desonide gel, 0.05% absorbs light in the

4



UVB spectrum, photoiritancy and photosensitization studies will be needed on NDA submision.
The results of the topical safety study should be reported as line listings and as the number of
patients experiencing a positive reaction, rather than the cumulative index. ~,

b) HP A suppression study with the final to-'be-marketed drug product. Systemic levels
should also be determined in such a study (see comments above under Clinical Pharmcology).

c) Pivotal safety and efficacy studies conducted with the final to-be-marketed drug
product (see below).

If the application is submitted as a 505(b) i two independent studies demonstrating superiority to
vehicle at the pre-specified time of assessment. In the second Phase 3 vehicle controlled study,
the investigators, centers, and patients should be different from those who participated in previous
studies of desonide gel.

If the application is submitted as a 505(b)2 with a bridge for both safety and efficacy:
One multi-armed study (product, vehicle, and reference listed drg product) demonstrating
superiority to vehicle and non-inferiority to a reference listed product at the pre-specified time of
assessment. (A small ersatz vehicle for the reference listed drug product may also be included for
blinding purposes if desired.) If the pre-specified time of assessment is 4 weeks, to achieve a
labeling claim of 4 weeks the assessment should be conducted at 4 weeks.

If the application is submitted as a 505(b)2 with a bridge for safety only:
Two independent studies demonstrating superiority to vehicle at the pre-specified time of
assessment are needed. In addition, a comparative bridging study to the reference listed product
demonstrating lack of superiority is needed to allow the Agency to use its findings for local safety
for the reference listed product. The study to compare to the reference listed product may be
incorporated into the study design for one of the two pivotal clinical studies if desired. Also,
systemic safety may be inferred if an HPA axis suppression study and/or desonide blood levels
comparing test and reference products show no greater systemic exposure with your test product.

Sponsor's Question 4:

Does the Agency agree that the proposed formats for line listings, draft table, and statistical plan
for the Phase 3 study are adequate?

Agency Response:

The Biostatistical plan should agree with the pre-specified plan for primary analysis (please see
Biostat comments below).

The summry tables of the subject baseline data in your proposed amended statistical plan omit
the total signs and symptoms scores. It is recommended that your line listings include the signs
and symptoms scores at baseline, at Week-2, and Week-4 (with individual sign & symptoms and
total).

Please include in the list of ITT patients a column indicative of the number of treatment
applications for each patients. Patients who were dispensed medication but never used it should
be listed here with treatment applications = "0"

The Sponsor should provide site-breakdown of the data from the pivotal multicenter study.
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It is recommended that the Sponsor provide efficacy and safety subset analysis fòr each of the
following populations in their studies:

a) Racial background

b) Age Groups (including pediatric and geriatric)
c) Gender

Sponsor's Question 5:

A total of approximately 319 patients with atopic dermatitis and 257 healthy subjects wil have
been exposed to Desonide Gel, 0.05%, during the clinical development program. Do 319 subjects
with atopic dermatitis exposed to Desonide Gel, 0.05%, for 4 weeks provide sufficient exposure
to support the safety of the proposed new product?

Agency Response:

The Sponsor should describe how long term safety evaluation is to be addressed by the studies
conducted or data available. The Sponsor is reminded ofIeH EtA guidelines for chronic use
products.

The sponsor could extend the new Phase 3 trial beyond the 4 weeks to provide long term safety
data for review.

To support the long term safety, the sponsor may supply for review data from the open public
literature or other sources. Then a determination could be made as to whether other studies could
be needed.

Sponsor's Question 6:

Dow plans to submit only the case report forms of patients who died, experienced a serious
adverse event, discontinued the study due to an adverse event, or who dropped from the Phase 3
study. Does the Agency fin this acceptable?

Agency Response:

The case report forms of patients who died, experienced serious adverse events, discontinued the
study for any reason should be submitted for all studies conducted in support of this NDA rather
than just from Phase 3 studies. The Sponsor should provide annotated Case Report forms with the
data sets.

Per patient line listings should be provided for all reports of serious adverse events in addition to
the case report.

Additional Clinical Comments:
Please clarify whether the Phase 3 clincal study and the dermal safety studies were conducted
with the final to-be-marketed product

The Sponsor should provide any investigator training materials.

The PDF documents should be editable rather than image based

6



It would be helpful to the reviewer if the Sponsor would also provide MS Word files ofthe
proposed labeL

In a new Phase 3 vehicle-controlled study, the inclusion criteria could be an IGA score of
"moderate." There should be congrence between the entry criteria of "moderate" and the
baseline signs and symptom scores for the secondary endpoints.

Biostatistics:

Sponsor's Question 4:

Does the Agency agree that the proposed formats for line listings, draft table, and statistical plan
for the Phase 3 study are adequate? .

Agency Response:

The formats of draft table and statistical plan for the Phase 3 trial are generally acceptable. Please
refer to clinical comments for the format of line listings.

The following are statistical comments concerning the meeting briefing.

1. Comments on the primary effcacy endpoint and non-inferiority margins which were
conveyed to the sponsor before:
a. The Division's recommended primary efficacy endpoint is the proportion of patients with

"clear" or "almost clear" at Week 4 in Investigator's Global Severity Score that has at
least a 2-point improvement from baseline.

b. For non-inferiority assessment of Desonide Gel to Desowen Lotion with respect to the

primary effcacy endpoint, the Division had made comments that the proposed non-
inferiority margin of 10% was equivalent to maintaining only about 33% of treatment
efficacy over vehicle with the sponsor's assumption about the expected success rates of
20% vs. 5% for active vs. vehicle (EOP-2 meeting and SN-008). The Division had
recommended that the sponsor considered a smaller non-inferiority margin and re-
calculated the sample size needed for the triaL.

For non-inferiority assessment with respect to the secondary effcacy endpoints, the
sponsor used a margin of 15%. The DivIsionhad requested the sponsor to provide the
justification for using different non-inferiority margins, and estimates of treatment effect
for the secondary effcacy endpoints at the IND stage (7/15/04 and 10/19/04).

However, no information was received from the sponsor concerning these points.

2. If the sponsor plans to submit an NDA, please include the following items in the NDA:
a. For the dichotomized Investigator's Global Severity Score, efficacy results by imputing

missing at week 4 as failures in one analysis and as successes in another analysis.

b. Subgroup results for the primary and secondary efficacy endpoints by race, where race is
categoried according to the Guidance, but not White vs. non-White.
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c. For the Phase 3 trial, please also submit copies of

· original study protocol and amendments;

· original randomization list generated prior to the start of the study;
· list of ITT patients with treatment assignment and time/date of emollment for each

individual according to patient's ID.
· electronic SAS data sets in transport file format and, SAS data dictionary that

describes the variables used in the data sets.

Project Management:

L For applications submitted after Februar 2, 1999, per 21CFR 54.3 and 21CFR 54.4, an
NDA applicant is required either to certify to the absence of certain financial interests
of clinical investigators or disclose those financial interests.

2. The Sponsor is reminded to please submit appropriate patent certification at the time
of NDA submission.

3. Comments shared today with the Sponsor are based upon the contents of the
briefing document, which is considered to be an informational aid to facilitate
today's discussion. Review of the information submitted to the NDA might
identify additional comments or informational requests.

APPEARS THIS WAY

ON ORIGINAL
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MEMORANDUM OF MEETING MINUTES

Meeting Date: November 20, 2003 Time: 10:00 AM

Location: 9201 Corporate, N225 Meeting ID: 11641

Topic: IND 67,548, Desonide Gel, 0.05%

Subject: End-of-Phase 2 Meeting

Sponsor: Dow Pharmaceutical Sciences

Meeting Chair: Jonathan Wilkin, M.D., Division Director, DDDDP, HFD-540

Meeting Recorder: Jacquelyn Smith., Project Manager, DDDDP, HFD-540

FDA Attendees:

Jonathan Wilkin, M.D., Division Director, DDDDP, HFD-540
Markham C. Luke, M.D., Ph.D., Team Leader, Clinical, DDDDP, HFD-540
Joseph Porres, M.D., Clinical Reviewer, DDDDP, HFD-540
Michael Albert, M.D., Clinical Reviewer, DDDDP, HFD-540
Wilson DeCamp, Ph.D., Team Leader, Chemistr, DNDCII, HFD-830
Mohamed Alosh, PhD., Team Leader, Biostatistics, DBII, HFD-725
Shiowjen Lee, Ph.D., Biostatistian, DBII, HFD-725
Dennis Bashaw, Pharm.D./Team Leader, Pharmacokinetics, OPE II, HFD-880
Barbara Hil, Ph.D./Pharmacology Reviewer, DDDDP, HFD-540
Jiaqin Yao, Ph.D., Pharmacology Reviewer, DDDDP HFD-540
Jonca Bull, M.D., Director, ODE V, HFD-105
Terri Rumble, R.N., B.S.N, Associate Director of Regu1atoiy Affairs, ODE V, HFD-105
Jacquelyn Smith, Regulatory Project Manager, DDDDP HFD-540

Sponsor Attendees:

Gordon 1. Dow, PharmD, Founder, Chief Technical Officer
Karl Beunter, M.D., Ph.D., Chief Medical Officer (via te1econf~rence)
Barr M. Calvarese, MS, Vice President Regulatoiy and Clinical Affairs
Charles G. Chavdarian, Ph.D., Senior Director of Analytical Services
Elena Serbinova, Ph.D., Associate Director of Regulatory Affairs

. -- - .--

Dianne Denton, Executive Director, Strategic Marketing, Skin Medica
Sarmistha Basu, Ph.D., Project Manager (via teleconference)



Purpose:

To provide general guidance on content and format of the investigational New Drug
Application under 21 CFR 312. The briefing document provides background and questions for
discussion.

Chemistry, Manufacturing and Controls:

Sponsor's Question #1:
Does the Agency agree with the proposed CMC plan?

Agency Response: Yes, subject to your response to the following comments regarding your
briefing package:

1. The proposed regulatory specifications and methods for desonide gel, 0.05%

(briefing book, Table 1.7; pg. 13) reported limits for the degradation products
'_ , individual unkowns, and total unkowns, as NMT -)%,
NMT -'Y, and NMT_ Yo, respectively. These limits appear to be too high. Per
Guidance for Industry (Q3B. "Impurities in New Drug Products"), these impurities
should be adequately tested and qualified during the product development to assure
their safe use during the clinical studies. The acceptance criteria in the specification
should be related to the level at which each impurity is qualified.

Sponsor Response:

The impurities wil be qualifed at the stated levels by the time of the NDA
submission.

FDA Response:
This is not necessarily satisfactory. We wil defer to the pharmacology reviewer on
the timing of such a submission, since this qualifcation data may be needed earlier,
possibly prior to the phase 3 studies.

2. The stabilty protocol plan as submitted in the briefing package (item 1.8.2, pp. 13-

17) should be followed for the primary stabilty batches. It appears that the results of
the stability data as reported in the IND submission (VoL. 1; pg. 0239) for the
desonide gel, 0.05% for use in Phase I/II clinical studies to support of the NDA
fillng, did not follow this stabilty protocol. Specifically, two batches (#742 and #
743), were not assayed for' ~ and other related degradants. In this
regard, these data should not be considered as your primar stabilty batches; only the

stabilty data as collected per your stabilty protocol in the briefing package are
considered as the primary stabilty batches.

Sponsor Response:

The stabilty protocol has been amended. The data on the referenced batches does
include the degradants.

Additional CMC Comments from the IND:
1. A page is missing in Volume 1 (original IND submission, between pgs. 0147 and

0148).
2. The drug substance specification listed related substances for a single impurity

(original IND, vol. 1, pg. 144, Table 7.2) as NMT-:%. This specification does not
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conform to the USP requirements for reporting unlabeled impurities in excess of
0.1 % when a chromatographic method is used.

Sponsor Response:
They recognize the USP requirement for unlabeled impurities. A revised

specifcation wil be submitted shortly.

3. During phase 3, please clarify the in-process control fOr the pH stated in the original
IND submission (voL. I, pg. 147). This should be related to the pH required for the
stabilty of the ~ ~ in the drug substance. This wil assist in establishing the

criticality of this parameter.
4. Please consider adding an in-process control at the end of step 3 of the manufacturing

procedure (voL. i, pg. 147) for the ''- since the manufacturing step
indicates that' _ ~ ll

5. Please note that COER has a Data Standards Manual that provides definitions and
standards for dosage form descriptions, in addition to the dosage form descriptions
published in USP. An effort is currently under way to develop a unified set of terms
to be used in describing topical dosage forms, along with objective criteria for their
determination. We recommend that you keep abreast of these efforts, which were
discussed at a meeting of the Advisory Committee for Pharmaceutical Sciences on
March 12,2003. Ultimately, this work may require revision to the labeling
description of your dosage form.

Sponsor Response:
They believe their product is a gel. Is this comment just advisory?

FDA Response:
Our purpose is only to keep you iriormed of our ongoing efforts (in collaboration
with USP) to establish objective and consistent criteria for dosage form descriptions.

6. In our telecon on August 7, 2003, we committed to provide you with comments on

your stability protocol dated July 11,2003, and included in your submission of
August 4, 2003. Our comments ~ry:
· The testing of the.. g size at - ¡nonths at both . 1. indicated that

testing for assay and degradation compounds; -- ) is optional; this testing
should be routine.

· The testing schedule for the l5g and 60g sizes appears adequate to support your
proposed expiration, depending upon our review of the data.

7 . Your bracketing proposal as described in your August 4 submission is

acceptable.

Pharmacologyrroxicology:

Pharmacology/Toxicology Question 2:

The following toxicology tests were conducted with the proposed new formulation:

· Primary eye and skin irritation studies in rabbits
· Primary eye irrtation studies in rabbits
· In Vitro Bacterial Reverse Mutation Assay
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· In Vitro Mammalian Cell Gene Mutation Test

· In Vivo Mammalian Eryhrocyte Micronucleus Test

Summaries from these studies are included in this document. The Agency agreed with Dow's
proposal to use nonclinical pharmacology and toxicology data available from the literature (using
Medline and Toxline databases) for Desonide to support the registration of this product.

Does the Agency agree that the information provided in this package is suffcient enough to
support the 505(b)(2) NOA fiUng for Desonide Gel 0.05%?

Pharmacology/Toxicology Response to Question 2:

I) . No carcinogenicity studies have been conducted for desonide. Treatment of corticosteroid
responsive dermatoses is considered a chronic indication. Therefore, a dermal

carcinogenicity study for desonide gel is recommended as a phase 4 commitment. The
sponsor is referred to the existing ICH guidelines (ICH-SIA, ICH-SIB, ICH-SIC, ICH-
SIC(R)) and COER guidance for industry (Carcinogenicity study protocol submissions)
available that discuss recommendations for conduct of carcinogenicity studies.

2) No studies have been conducted to determine the photoco-carcinogenic potential of desonide
gel. Treatment of corticosteroid responsive dermatoses is considered a chronic indication to a
sun exposed treatment area. Therefore, a study to determine the photoco-carcinogenic

potential of desonide gel is recommended as a phase 4 commitment. The sponsor is referred
to the COER guidance for industry titled "Guidance for Industry - Photosafety testing" for
additional guidance.

3) The need for the recommended dermal carcinogenicity study for desonidegel and the study
to determine the photoco-carcinogenic potential of desonide gel can be waived only if it is
determined that potential safety concerns for desonide gel would limit its use so that it is not
used chronically. In this case, the desonide gel label would need to contain appropriate

restriction guidelines for the potential safety concerns.

4) These recommendations have been previously relayed to the sponsor via fax on 7-16-03 after
review of the original INO submission. The sponsor did not provide their plan to address
these recommendations in the briefing package. It is requested that the sponsor inform the
division of their plan to address these recommendations prior to an NOA submission.

Discussion during the meeting:

The Sponsor stated that they accept the Pharmacology/Toxicology recommendations. The
SponsOr informed the Division that they did not submit their plan to address the dermal
carcinogenic potential and photoco-carèinogenic potential of desonide gel, 0.05% in the End of
Phase 2 briefing paclcage because these studies would be Phase 4 commitments. The Sponsor
inquired whether conduct of the dermal carcinogenicity study in a transgenic animal model
would be acceptable. The Division informed the Sponsor that their proposal would be acceptable
and requested that the Sponsor submittheir plan to the INDlor evaluation. The Sponsor stated
that they wil submit their plan to the IND prior to the NDA submission.

The Sponsor informed the Division that they wouldlike to conduct a -
-~,~-~~~~~~.~~=~
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Biopharmaceutics:

In the current package the sponsor does not address the in vivo biopharmaceutic needs of this
application that were outlined during the Pre-IND meeting in 2001. The sponsor should provide
an update on the status of both the requested vasconstrictor and HP A axis trials for this product.

Clinical:

Clinical Question 3. The sponsor is proposing a Phase 3 non-inferiority study comparing

DesonideGe1 0.05% to the reference listed drug (RLD) DesOwen Lotion. The proposed protocol
is provided in Attachment 1-4.

Does the Agency find the design of this study acceptable to support a 505(b)(2) NDA.?

Agency Response:
To obtain the indication "corticosteroid-responsive dermatosis", a pivotal study in atopic
dermatitis and another in psoriasis wil be needed.

During the meeting, the Sponsor clarifed that only the indication of "atopic dermatitis" is being
pursued.

The proposed protocol seems generally appropriate for a Phase 3 study.

The following are comments to the proposed draft protocol:
3.1.Study arms: A Desowen Lotion simulated vehicle arm may be used for blinding purposes.
During the meeting, the Sponsor clarifed that a simulated vehicle arm for the RLD wil likely not
be added to the protocol because the investigators wil be blinded to the treatment. However, the
Sponsor wil take this under further consideration.

3.2. Inclusion criteria: To faciltate dellonstration of efficacy, it is recommended that, for study
entry, a minimum BSA involvement greater than the proposed 5% is recommended.
During the meeting, the Sponsor stated that consideration wil be given to requiring a IO% BSA
at baseline for study entry. The Agency suggested that, to facilitate demonstration of effcacy, a
minimum score for erythema, induration, and oozing/crusting be required for study entr. In any

case, no patient should be enrolledlhat could be defined as success at baseline.

3.3 Exclusion criteria:
3.3. i It is recommended that patients who have taken antihistamines within 1-2 weeks prior to
study entry be excluded because their effect may interfere with assessment of effcacy. During
the meeting it was further clarifed that the use of antihistamines would make it difcult to make
claims on effcacy for pruritus for desonide gel. The 

Sponsor clarifed that pruritus will not be
evaluated as an effcacy endpoint.

3.3.2. Please provide a rationale for excluding patients who 
previously failed topical steroid

therapy. Phase 3 studies should mimic clinical use and accept "all comers"except when safety
reasons would dictate otherwise.

5

..



4. Treatment: Please identify the amount of medication to be dispensed to each patient and, to
assess actual use, provide for weighing of returned unused medication.

Clinical Question 4. The reference listed drug (RLD) in the proposed Phase 3 non-inferiority
study is DesOwen Lotion. The proposed primary endpoint for this study is Desonide Gel 0.05%
non-inferior to DesOwen Lotion in the percent of subjects who clear (Score=O) or almost clear
(Score=l) at Week 2, as judged by a 0-5 point dichotomized Evaluator's Global Severity Scale.

Does the agency agree with this endpoint?

Agency Response:
4.1 During the meeting the Agency clarifed that, as specifed in the protocol, the primary

endpoint for this study is that desonide gel 0.05% should be superior to its own vehicle and
non-in.frior to Des Owen Lotion in the percent of subjects who clear (Score=O) or almost
clear (Score=l) at Week2, asjudged by a 0-5 point dichotomized Evaluator's Global
Severity Scale.

4.2 The use of the EASI score as a secondary effcacy criteria is not acceptable. The assessment
of the individual signs and symptoms would be a more valid reflection of actual disease
activity. The following are recommended: erythema, induration, and oozing/crusting.

Clinical Question 5. The Sponsor is proposing to include a claim of ;_",,_, properties

for Desonide Gel 0.05% in the Description section of the package insert stating "Desonide Gel
0.05% is a. .. -. aqueous gel suitable for use in adults and
children (3 months of age or older). In addition to its .~ , , Desonide Gel 0.05%
possesses.' ~ . properties". In order to substantiate this claim, the Sponsor is proposing
to conduct two studies in patients with mild to moderate atopic dermatitis: i) a Controlled Usage
Study to evaluate vehicle effects on . using.", :_..;. .', .

measurements, and ii) a biophysical assessment of the potential of Desonide Gel
Vehicle.

Do these two studies support inclusion of a ..
insert for Desonide Gel 0.05%?

" claim in the package

Agency Response:
5.1 itself is a cosmetic rather than clinical claim. It would be diffcult to design a
study to support a . claim unless the can identify the ingredient responsible for the

effect, and can design a protocol to demonstrate such effect and its contribution in the treatment
of atopic dermatitis.

During the meeting the Sponsor clarified further that the intent was to indicate in labeling. that the
gel formulation (which are usually considered to be~) was not .- The Agency
indicated that the - effect should be evaluated during clinical trials as part of adverse events.

Patients should be evaluated for dry skin or xerosis as part of the side effects (local safety) of the
medicatioq (for both the product and vehicle).

5.2 '
20 1. 57(c).

, - r is not a recognized medical claim. The Sponsor was referred to 21 CFR

5.3 The Sponsor was referred to 21 CFR 201.10: Drugs; misleading statements:
(c) The labeling of a drug may be misleading by reason (among other reasons) of
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(4) The ftaturing in the labeling of inert or inactive ingredients in a manner that creates an
impression of value greater than their true functional role in the formulation.

5.4 £.--"..._". _.-- I study wil not mitgate local safety
evaluations for ~_.--. and would not have regulatory utilty.

5.3 Protocols provided as a synopsis do not provide sufficient detail for the Agency to offer
comments.

5.4 Claims of multiple clinical effects. If you are considering claiming multiple effects, the drug
product may need to be considered as a "combination" and the contribution of each vehicle
ingredient would need to be assessed, as described in. 21 CFR 300.50(a)(1).

Additional Clinical Comments:

For the NDA, the following wil be needed:
1. Topical clinical safety studies of irritancy and sensitization.
2. HP A suppression studies. As an action item from the meeting, the item was discussed

üiternally and it was determined that for the desonide containing drug product, the study
could begin with children in the age 3-6 years old, and then progress to the next lower
age group, adding appropriate safety measures as needed. The HP A axis suppression.

data may be extrapolated to older patients. It is recommended the duration for the HP A
suppression study be four weeks. Further recommendations are included as an addendum
below.

3. Atopic dermatitis is considered a chronic condition affecting primarily children. For this
type of indication long term safety studies on suffcient numbers of patients are needed,
as per ICHEla. This information could be derived from an open study, continuing

treatment on patients enrolled for the Phase 3 pivotal triaL. .
4. It is recommended that the non-inferiority margin be reduced, in agreement with the

Agency, to allow for a 1O% margin.

During the meeting, the Sponsor considered extending the treatment to 4 weeks to facilitate
demonstration of effcacy. The Sponsor further stated that, at this time, they were unable to
adequately evaluate the relative effcacy of their product. The Agency commented that a
comparative Phase 2 study may help to obtain an idea of the effect, and to select the appropriate
sample size for pivotal trials.

¡Addendum:
The RLD should be used as per labeling, and therefore, the treatment during effcacy studies
should be for 2 weeks.)

To facilitate review of submissions, include Word (or other editable) type documents for the
protocols which are being submitted.

The comments provided here are based on the brief submitted for this meeting. Please submit an
SPA of the final protocol to obtain additional comments from the Agency.

Please identifY the IRE and investigators, and provide a copy of the consent form.

(Addendum: The following are additional recommendations for the conduct of HPA suppression
studies:
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The following information should be collected and submitted to the Agency:
I) Each patient identified by identifier number, age, height, and weight.
2) The dose of cosyntropin used.
3) Baseline cosyntropin test results (pre-dose and 30 minute post-dose serum cortisol

concentrations). Baseline concentrations of cortisol both before and after
cosyntropin administration must be in the normal range, i.e. potential study
subjects who have previously been receiving corticosteroid therapy, and who
demonstrate evidence of HP A axis suppression at baseline/screening, should be
excluded from a clinical trial designed to assess the impact of a new
corticosteroid drug product on the HPA axis. - Before such patients may be
studied, the previously administered corticosteroid must be tapered and recovery
of the HPA axis documented by cosyntropin stimulation testing prior to study
entr. Any concomitant medications which may affect cortisol levels of the
accuracy of me?Surement should be noted.

4) End-of-treatment (and intermediate-time-point, as appropriate) cosyntropin testing
results. See below regarding repeated administration of cosyntropin in the same
subjects.
5) Demonstration of recovery of the HPA axis in patients with abnormal cosyntropin
stimulation testing during and/or after conclusion of the study.
6) Precise time intervals between cosyntropin stimulation and blood draw for cortisol
measurements (alternatively, cosyntropin stimulation clock time and blood draw
clock time could be recorded).
7) Name and address of laboratory along with laboratory reference values for
baseline cortisol concentrations (and stimulated concentrations, if listed).
8) For dermatologicaHy applied topical corticosteroids, information about the percent
body surface area applied and frequency of application. Topical corticosteroids for
treatment of steroid-responsive dermatoses should be studied in patients with
diseased skin.

Strict adherence to dosing and timing of cosyntropin administration and blood drawing is
importt; any deviations during the study need to be described. Cosyntropin

administration and blood draws for serum cortisol should be performed as labeled, i.e. at
baseline and 30 minutes after stimulation.

Administration of cosyntropin to the same subject repeatedly at intervals less than four
weeks may result in higher stimulated cortisol levels after each successive cosyntropin
injection, leading to invalid data. Evaluation of HP A axis function should be pedormed
at baseline and at the end of treatment at a minimum. For studies longer than 4 weeks,
cosyntropin testing should be performed no more frequently than every four weeks. J

Biostatistics:

Clinical Questions #3:
The sponsor is proposing a Phase 3 non-inferiority study comparing Desonide Gel 0.05% to the
reference listed drug (RLD) DesOwen Lotion. The proposed protocol is provided in Attachment
1-4.

Does the Agency find the design of this study acceptable to support a 505 (b )(2) NDA?
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Agency Response:

Sponsor's populations analyzed, missing data handling, and proposed statistical methods seem
acceptable. The following are statistical comments in regard to the proposed Phase 3 study.

1. For blinding purose, a 4iJi arm DesOwen Lotion simulated vehicle may be included in the

study. This treatment arm needs not be large and does not involve in any statistical analyses.

2. With the sponsor's assumptions about the expected response rates for success in Evaluator's
Global Severity score (i.e. 20% vs. 5% for active vs. vehicle), the proposed non-inferiority
margin of 10% is equivalent to maintaining only about 33% of treatment efficacy over
vehicle. The sponsor should consider a smaller non-inferiority margin. Consequently,
sponsor's sample size/power needs to be re-calculated.

3. The use ofEASI score as a seconda effcacy endpoint is not acceptable to the Division.
Please see clinical comments for the secondaiy effcacy endpoints that are suitable for
labeling.

4. Sponsor's plan of recruiting 653 patients from 20-30 study centers might not achieve the
objective of minimum 10 patients per arm per center. The Division recommends that the
study should be planned to enroll minimum 10 subjects per treatment arm per center to assess
a meaningful center effect.

5. The sponsor indicates that a separate randomization code wil be used to enroll a minimum of
280 pediatric subjects (page 55 of the protocol). Does this mean that stratification wil be
used? Please provide details about the randomization.

Administrative Comments:

1. For applications submitted after Februaiy 2, 1999, per 21 CFR 54.3 and 21 CFR

54.4, an NDA applicant is required either to certifY to the absence of certain
financial interests of clinical investigators or disclose those financial interests.

2. The Sponsor is encouraged to submit the protocol to the IND as Special Protocol

through the 45-day Special Protocol Assessment (SPA) mechanism for Agency
review, comment and agreement, prior to study initiation.

3. Comments shared today with the Sponsorare based upon the contents of the briefing
document, which is considered to be an informational aid to facilitate today's discussion.
Review of the information submitted to the IND might identifY additional comments or
informational requests.

4. The Pediatric Final Rule (21 CFR Parts 201, 312,314 and 601; Regulations Requiring

Manufacturers to Assess the Safety and Effectiveness of New Drugs and Biological
Products in Pediatric Patients; Final Rule) is no longer in effect and therefore the
provision in the regulation allowing theFDA to grant or deny waivers/deferrals no longer
exists. However, FDA stil encourages sponsors to conduct the appropriate pediatric
studies to provide important information on the safe and effective use of this drug in the
relevant pediatric populations.
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NDAIFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

NDA 21-844 Sup lement Number

Drug~ Desonate™ (desonide) Gel 0.05% Applicant: SkinMedica

RPM: Shalini Jain HF- 540 Phone # 301 - 796-0692

Application Type: ()505(b)(l) (X) 505(b)(2)

(This can be determined by consulting page 1 of the NDA
Regulatory Filing Review for this application or Appendix
A to this Action Package Checklist.)

Listed drug(s) referred to in505(b)(2) application (NDA #(s), Drug
name(s)):

If this is a S05(b)(2) application, please review and
confrm the information previously provided in
Appendix B to the NDA Regulatory Filing Review.
Please update any information (including patent
certifcation information) that is no longer correct.

(x) Confirmed-and/or corrected

._:~:___~ppl_i_~~t,~?~~~~~_~.!ric~~!~~.~:

_..__.~._____~~~ie~PEi~Eity_.________... .________.__.________...________ _......_._.______ .... .__..___..._________.___._._ _(~l._~.~~~~~4._Ç )!,ri()ri~l..._ ._...__

....-...-...--~..,--~~~~~.~~.ÇNpA~()~!y)_.........._.__ ..........__.._..............__...____.........._ .........._____....__._..._...__.~....._..__._....... ._......._. __...........__..__......._.....· Other (e.g., orphan, OTe) N/A.. User Fee Goal Dates October 2l, 2006
.:. Special programs (indicate all that apply) (x ) None

Subpart H
() 21 CFR 314.510 (accelerated
approval)
() 21 CFR 314.520
(restricted distribution)

( ) Fast Track
( ) Rollng Review
( ) CMA Pilot 1
( ) CMA Pilot 2

.:. User Fee Information
-.----.--.-----_.__.__..__.._...._____..._.__.._._h._._..._..___.__._.._.._.~__.__.____..____________._.__...____._._______ ...__._._._._.._._..___.___....__.....___....__.___..__.__._.,____._.__...

· User Fee ( ) Paid UF il number
.._._..._------.-._--_.._----_...._..._.._---_._....__.-_.-----.....-.--_.._._.....__..-.._..._-_._---- ..._.._..._._-_.....~._.._._._--_._~_...__._~--.-._._--_._---~._._-_._---_._.__...-._---~_....._.__...__._--_.

· User Fee waiver
(x) Small business

( ) Public health
() Barrier-to-Innovation

() Other (specify)

...._---_.._--- ..._.__..__.....-_.._....-._-_._...-....__._-..-._-_._-...._- .. ....._-_..._-_.._..._.._._-_.__.._..__._._---_.._--_.-_...._.._----_._.._._.._-.--_._---_._....__._--_.....-._-,._-------~....__.._--_...-

· User Fee exception
_..---_._.....__.._---_._--_._._.__.~....

( ) Orphan designation
( ) No-fee 505(b)(2) (see NDA

Regulatory Filing Review for
instructions)

( ) Other (specify)

Application Integrity Policy (AIP)
--.__..__._-_._._-_._._.._.._-_.._._--~-_._.._._.._-------_.._._._--_.._..._.._---_._..._------_._-_.__.~~_.._---~.,._--_...._-_._--_..._._--_..._-_.__._---_...-

· Applicant is on the AIP

Version: 6116/2004



NDA

r~~~J_._...______...____ ---.--....--.-.------....-----.------...---_______.__.___._._____._..__.__._.____..___...._.__.___..___.___..._.._.___..._...._.-. _ ..---..-----.-.-_.______.__._c..____.ì___.._____..._..__

1__~==~ =~:~~-;~~~~~~~;;,:¿,~.,==_=_-=___~~==-*= ~)NO_==-=____
· OC clearance for approval N/A

.:. Debarent certtfication: verified that qualifying language (e.g., wilingly, knowingly) was (x) Verified
not used in certification & certifications from foreign applicants are cosigned by US agent.

.:.. Patent
-....--..-..-.-----..---~-..._..--.~.--.._-.--.-_..__.....---.-.--.-~-----_..---..._-_.--..-.-----.-....-_.._____._....._.__...___.h....__._____._._....____._

· Information: Verify that form FDA-3542a was submitted for patents that claim () V 'fi dth d l: h' hI' h x en iee rug ior W iC appro va is soug t.
--------;- p~t~t~~rtifi~_;i~~ -(SOS(b )Ô)-appii~~ùo~~~ V~rify tIi~t -;-~~;ti-fi~ti~~-;~~-- -----.- -i-icFR3f¡-sôcij( 1 )(i)(Ar-- -- ---

submitted for each patent for the listed drug(s) in the Orange Book and identify (x) Verified (paragraph II cert.)
the type of certification submitted for each patent.

._..__._._.__..._-------_..__.._---._-_.._---.._._---~_._-_...__._..---_._.__.._._---_._--_._...._.__._--_.-._..._..__....__.._..~-_..._._-_._.._-_.~-_.._---.._.._.._._-

· (505 (b )(2) applications ) If the application includes a paragraph II certification, it
cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
a roval).

· (505(b)(2) applications) For each paragraph IV certification, verify that the
applicant notified the NDÀ holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or wil not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA hölder). (If the application does not include
any paragraph iv certifcations, mark "N/A" and skip to the next box below

(Exclusivity)).

21 CPR 314.50(i)(l)
LHi!2_Jli!~L_________._______.__
Paragraph II certifcation
submitted

(x) N/A (no paragraph IV certification)
() Verified

· (505(b)(2) applications) For each paragraph IV certification, based on the
questions bèiow, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(I) Have 45 days passed since the patent owner's receipt of the applicant's
notice of certification?

o Yes o No

(Note: The date that the patent owner received the applicant's notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CPR 314.52(e))).

If "Yes," skip to question (4) below. If "No," continue with question (2).

(2) Has the patent owner (orNDA holder, if itis an exclusive patentlicensee) () Yes
submitted a written waiver of its right to file a legal action for patent
infringement after recetving the applicant's notice of certification, as
provided for by 21 CPR 314.107(f)(3)?

ONo

If "Yes, " there is no stay of approval based on this certifcation. Analyze the neXt
paragraph iv certifcation in the application, if any. If there are no other
paragraph iV certifcations, skip to the next box below (Exclusivity).

If "No, " continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

o Yes () No
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(Note: This can be determined by confirming whether the Division has
received a written notice from the applicant (or the patent owner or its
representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45~day
period (see 21 CFR 314.107(f)(2))).

If "No, " the patent owner (or NDA. holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (I) to waive its
right to bring a patent infngement action or to bring such an action. Afer the
45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, ifit is an exclusive patent licensee) () Yes
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(f)(3)?

If "Yes, " there is no stay of approval based on this certifcation. Analyze the next
paragraph iv certifcation in the application, if any. If there are no other
paragraph iv certifcations, skip to the next box below (Exclusivity).

If "No, " continue with question (5).

(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the applicant for patent infringement within 45 days of
the patent owner's receipt of the applicant's notice of certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the applicant(or the patent owner or its
representative) stating that a legal action was fied within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been fied within this 45-day
period (see 21 CFR 314.107(f)(2)). If no written notice appears inthe
NDA file, confirm with the applicant whether a lawsuit was commenced
within the 45-day period).

If "No, " there is no stay of approval based on this certifcation. Analyze the
next parag raph iv certifcátion in the application, if any. If there are no other
paragraph iv certifcations, skip to the next box below (Exclusivity).

If "Yes," a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the Director, Division of Regulatory Policy Il Offce
of Regulatory Policy 

(HFD-007) and attach a summary of the response.

() Yes

( )No

()No

.:. Exclusivity (approvals only)

· Exclusivity summary

· Is there remaining 3-year exclusivity that would bar effective approval of a
505(b)(2) application? (Note that, even if exclusivity remains, the application
may be tentatively approved ifit is otherwise ready for ap roval.)

· Is there existing orphan drug exclusivity protection for the "same drug" for the
proposed indication(s)? Referto 21 CFR 3I6.3(b)(J3) for the definition of "same
drug" for an orphan drug (i.e., active moiety). This definition is NOT the same
as that used for NDA chemical classifcation.

.:. Administrative Reviews (project Manager, ADRA) (indicate date of each review)

No

( ) Yes, Application #
(x)No

RPM-lOll 7/06
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. Proposed action
._._~-"-------"'-_.'-_.------'-_..__.'-"----------,--~..._._---_._._..._._..__._--.-._-_._._---_._--_......_------_.__._.._--_.__.----_._._--~

· Previous actions (specify type and date for each action taken)
(X ) AP () T A () AE 0 NA--_._--._-----_._._-~._-_....__.._--_..._.....
N/A

.:. Public communications

( ) Materials requested in AP letter
( ) Reviewed for Sub art H

· Status of advertising (approvals only)

· Press Offce notified of action (approval only) () Yes (x) Not applicable

-(-x)Nö-ÏÏe--------------------------~-
( ) Press Release
() Talk Paper
( ) Dear Health Care Professional

Letter

· Indicate what 'types (if any) of information dissemination are anticipated

~.~__~~~~~~_Cf~cka~~_~~~~_'_~_ati~~!_!?~~age ins~~~~~~ appl~ab~~~_~~~g~~~~_~~~~!?!?~~~~~~L__
· Division's proposed labeling (only if generated after latest applicant submission October 17,2006

...__..._._.._.._......__.__.?tlá.Q~1it.g)__.________.____________.__._.__...__._._..__....________._._..__.__...._.__.___._._.__..__..____.____.___..____ ..______.__._...___.__..._._....______.__..______.______._____..__

· Most recent applicant-proposed labéling October 18, 2006
.--.---..--.....----..-.-.-.-..--..-......---..-.--..-_..._....._._.._~____...__.._._..._.._._____H_...______...___.__._..___.___..__._.__._~_...._...._._._.._..._......_..._.._._'._H___ .._._......_....___..______.._ _._~_._.___..__......__...__.._.._...._.___._.._....._._......__.__._..__._...__._...._..___

· Original applicant-proposed labeling September 6,2006
----.---------;--L;b~ii;;g~~~¡~~~-(i;~I-~di-;;g-DDMAC:_DMETS~DSRCS)-;~d...;~-i-~~ï~~-~i--------....-- ....DDMAC-9ii3/Õ-6,-DMETSS/8/06

..________.___!~_l?~!!gg_!!~~t~nE~.(i.'!rJ_j,r!!J~_r!:(!!!!~_'!l!.~lJtl!iyLo:!!ç!_'!~l!!i'!8~)_._ _ ............___________~_!i!~5lQ~ _ ___._.__..____..._.._________.__

· Other relevant labeling (e,g., most recent 3 in class, class labeling) N/A
.:. Labels (immediate container & carton labels)

_ _.__..__.____~____~~~~~~~J:r?l?~~~~?~I!'_iLs~~~~~~?_~~~rJ~~es~_aEP~!c~~_~~_~~~~J_~~!_____________ _~?~~__________....____._.__..________._

· Applicant proposed October 17,2006
-_._--_....._.._._..._.._._-_..__._-_.._--- ..._.__.....---~..,_........._..._._----..._-_.__..._---_.._._._-_....._-~---~----_..-.- ..........__._.__..._---_._....._-_._..__......_._....-_.__..._...._..._.- ..._._._._._---_._.._.._.._._-.----_...._--_._-~_._~--._---_._...__._.~-_.__..__.-

See DMETS, Chemistry and
DDMAC reviews

. Reviews

.:. Post-marketing commitments

. Agency request for post-marketing commitments September 12,2006 (fax)
..._--_...__......_...__.._._._-.-_..__._._._._._---.---_...~_.__......_._-------;.__.._..._--_.._._..._-_..._-_._._._......_-------.__.._..._-_..__..__..__.__....._.__.._._. -_..__._--------_.-._--.._--_...__._.__.._---_...._._-....._--_..__..._._.

Documentation of discussions and/or agreements relating to post-marketing
commitments September 13, 2006

.

.:. Outgoing correspondence (i.e., letters, E-mails, faxes)

.:. Memoranda and Telecons

.:. Minutes òf Meetings

September 12,2006 (fax)

6/30/06 & 8117106

· EOP2 meeting (indicate date) November 20, 2003
.~-.----.---..--------.-..-----~---..--._....-_......--.___.___._._~._..__.._..____..__~__.______......_._..._______0.__..- ...___._'____._____._.__._____ _________._--_...._.._....._._.___.__..__._..._...___.....____._~__.__.___

· Pre-NDA meeting (indicate date) Februar 10,2005 .
-.--.-..-.---......---.---.---..----.-------......-..-..~~._.._..__..__..._...__....______.._____..__._.___H___.~_._.._____.._._.._.~____...___...._.___.____....__..._._,._.._.~_._.. ._____._._.__._.___...___._..__.____._.__~__..___.__.....__

· Pre-Approval Safety Conference (indicate date; approvals only) N/A
-_.._--_..._--_._.._.-._..__...._.__.._~~._._--_._._.-_.__.._~._--'.__.__.._-----._-----_.__.._.._..._..__._-_._--_...__.__._--_._.._._._.__...__._- -_..__._-_.__.._..._.._--_.__..._.._-_._._._------~,-----_.__..· Other N/A
.:. Advisory Committee Meeting
..--.--.----....,..--..-..----.,.-..-.-----....---..----.--.---,-.-___._-'__._____._.__..__________0.._._._.._.___.___.____.____________1-_________..._______· Date of Meeting N/ A

.~-_._._-_._..._-----_._-_..._-_.__..-..._-_.._._-.-.-._....._._--_..__._-.---_.,.--_._---~-_._--_._.----_._--_._--------'.__._..__...._._-_.._._----_._------- -_._-_._.._----_.._..._-------_..----_._-----_....-_.--_._---_.-· 48-hour alert N/A
.:. Federal Register Notices, DESI documents, NASINRC reports (if applicable) N/A
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· Categorical Exc1usion (indicate review date)
___.w_...._~._.._.__._.._._...._._______.._____.._._._..___._._._.._._._..._._._.___.........._...___.___.._..______.__..___.__.__.__.___.__.__...._..._____.._. _._.___'_"__'_'."___"'__'_'_"."__'.__ __..._.___.._...._..__..._..._....._.~~_.._.___.___..__.._.__....__.....___.__.._..______.

· Review & FONSI (indicate date of review)
.-.__..__....._._._._..._.__.__...._..._........._-_.-.._,.._-_........_-'.._.._-----_._.__.__._--_...._.._........_-_._._-_.._.-.------_._---_._--_..._--_..__._..._._--_...._--_._---_._._---_.._.__._---.--- . ......._-_...._.._-_.........._....._..._._~-_._-_...-- ...~_._--._._...._.._._._.._._--.__..

· Review & Environmental Impact Statement (indicate date of each review)
.:. Microbiology (validation of sterilization & product sterility) review(s) (indicate date for

each review)
.:. Facilities inspection (provide EER report)

.:. Clinical review(s) (indicate date for cach review)

.:. Microbiology (efficacy) review(s) (indicate date for each review)

.:. Safety Update review(s) (indicate date or location ifiiicorporated in another review)

.:. Risk Management Plan review(s) (indicate datellocation ifincorporated in another rev)

.:. Pediatric Page(separate page for each indication addressing status of all age groups)

.:. Demographic Worksheet (NME approvals onZy)

.:. Statistical review(s) (indicate date for each review)

.:. Biopharmaceutical review(s) (indicate date for each review)

.:. Controlled Substance Staffreview(s) and recommendation for scheduling (indicate date
for each review)

.:. Clinical Inspection Review Summary (DSI)
.-.-.-.--....--.-...-..--..-..-------...----...-..--.---.-...------.-.-.-.-...-.-...----,...-....--.--.-..-.___._ ..._.~..____.._......_..__H.____...._______~._._._.____.___.__.___...____.__..

· Clinical studies

.:. CMCreview(s) (indicate date for each review)

.:. Environmental Assessment
.....__.---_..__.__....._----_.__.__...-...__.._.._-_._.__.._-_._.._--.._..__...._-----_....._.__._--_.._._...__..._....._---_._..._--_..-._._--_...._.._._-_._..-_._--_..__._.._...-.--_..__.-.._._-----

.:. Methods validation

Octobe 17, 200

N/A

See clinical review

N/A

October i 8, 2006

N/A

Octobe 2,200
April 28, 2006 & September 22,
2006

N/A

See CMC review

See CMC review

See CMC review

N/A

Date completed:

( ) Acceptable
() Withhold recommendation

(x) Completed
( ) Requested
( ) Not et re uested

.:. Pharmltox review(s), including referenced IN reviews (indicate date for each review)

.:. Nonc1inical inspection review summary

.:. Statistical review(s) of carcinogenicity studies (indicate date for each review)

. .:. CACÆCAC report

De 2 l, 20 It Aug 30,20
N/A

N/A

N/A
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