Case 1:08-cv-02230 Document1l  Filed 04/18/2008 Page 1 of 10

UNITED STATESDISTRICT COURT
FOR THE NORTHERN DISTRICT OF ILLINOIS
EASTERN DIVISION

CONNETICS CORPORATION and STIEFEL )
RESEARCH AUSTRALIA PTY.LTD., )
)
Plaintiffs, )
)
V. ) Civil No.
PENTECH PHARMACEUTICALS, INC ) FILED: APRIL 18’ 2008
 INC, g 08CV2230 EDA
Defendant | JUDGE MORAN
) MAGISTRATEJUDGE VALDEZ
COMPLAINT

Plaintiffs, Connetics Corporation and Stiefel Research Australia Pty. Ltd. (collectively
“Connetics’), for their Complaint against Defendant Pentech Pharmaceuticals, Inc. (“Pentech”),
alege asfollows:

1 Connetics Corporation is a Delaware corporation having a principa place of
business at 3160 Porter Drive, Palo Alto, California 94304. Connetics Corporation is awholly-
owned subsidiary of Stiefel Laboratories, Inc., a Delaware corporation having a principal place
of business at 255 Alhambra Circle, Suite 1000, Coral Gables, Florida 33134.

2. Stiefel Research Australia Pty. Ltd. (“Stiefel Australia’) is a corporation
organized and existing under the laws of the State of Victoria, Australia, having its principal
place of business at 8 Macro Court, Rowville, Victoria 3168, Australia. Stiefel Australiaisa
wholly-owned subsidiary of Stiefel Laboratories, Inc.

3. On information and belief, Pentech is a corporation organized under the laws of
the State of Illinois, having its principal place of business at 3315 West Algonguin Road,

Suite 310, Rolling Meadows, Illinois 60008.
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JURISDICTION AND VENUE

4, Thislawsuit isacivil action for patent infringement arising under the patent laws
of the United States, 35 U.S.C. 88 271(e)(2)(A), and 21 U.S.C. § 355, et seq.

5. This Court has subject matter jurisdiction over this action pursuant to 28 U.S.C.
88 1331 and 1338(a), 35 U.S.C. § 271(e)(4)(B) and the Declaratory Judgment Act, 28 U.S.C.
88 2201 and 2202.

6. There exists an actual, justifiable case or controversy between Connetics and
Pentech, as to which Connetics requires: (i) adeclaration of rights by this Court, and
(i) injunctive relief against Pentech, to prohibit Pentech from continuing to violate applicable
laws and regulations to Connetics’ irreparable injury, as complained of herein.

7. Venuein thisjudicia district is proper pursuant to 28 U.S.C. § 1391(b)-(c) and/or
1400(b). Personal jurisdiction over Pentech in thisjudicial district is aso proper.

COUNT I - INFRINGEMENT OF U.S. PATENT NO. 6,126,920

8. On October 3, 2000, United States Patent No. 6,126,920 (“the ‘920 Patent”),
entitled “METHOD OF TREATING A SKIN DISEASE WITH A CORTICOSTEROID-
CONTAINING PHARMACEUTICAL COMPOSITION,” was duly and legally issued to
Medeva Europe PLC as assignee of the inventors named therein. A true and correct copy of the
‘920 Patent is attached to this Complaint as Exhibit 1.

9. On or about June 25, 2003, Medeva Europe PLC assigned all rights, title and
interest in the * 920 Patent to Connetics Australia Pty. Ltd.

10. On or about March 26, 2007, Connetics Australia Pty. Ltd. changed its name to
Stiefel Research Australia Pty. Ltd. Since that time, Stiefel Australia has been and isthe

assignee and owner of the * 920 Patent.
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11. Connetics Corporation is the owner of an approved New Drug Application under
Section 505(b) of the Federal Food Drug and Cosmetic Act (the “FFDCA” or the “Act”),

21 U.S.C. § 355(b)(1), for OLUX® Clobetasol Propionate Foam 0.05%, which is covered by the
‘920 Patent.

12. Pentech has filed with the Food and Drug Administration an Abbreviated New
Drug Application (*ANDA") pursuant to § 505(j) of the FFDCA, 21 U.S.C. 8 355(j), seeking
approval to engage in the commercial manufacture, use, offer for sale, or sale of a clobetasol
propionate foam 0.05% product. Inits ANDA, Pentech includes a certification pursuant to
8 505(j)(2)(A)(vii)(1V) of the Act alleging that the ‘920 Patent is invalid, unenforceable, or will
not be infringed by the manufacture, use or sale of the Pentech’s clobetasol propionate foam
0.05% product (a so-called “Paragraph 1V Certification”). Pentech’s ANDA was assigned
ANDA No. 90-133.

13. On March 6, 2008, Connetics Corporation received from Pentech a letter titled
“Certification of Non-Infringement of United States Patent No. 6,126,920” in which Pentech
informed Connetics Corporation that it had filed ANDA No. 90-133 containing a Paragraph 1V
Certification with respect to the ‘920 Patent. Stiefel Australia received an identical
communication on March 11, 2008.

14. Because Pentech seeks approval of ANDA No. 90-133, and with such approval
seeks to engage in the manufacture, use, offer for sale, or sale of a clobetasol propionate foam
0.05% product covered by the * 920 Patent before the expiration date of the 920 Patent, Pentech
has infringed one or more claims of the ‘920 Patent pursuant to 35 U.S.C. § 271(e)(2)(A).

15.  Pentech’s manufacture, use, offer for sale, or sale within the United States, or

importation into the United States, of the clobetasol propionate foam 0.05% product described in
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ANDA No. 90-133 will also infringe, directly or indirectly, one or more claims of the ‘920
Patent.

16.  Thus, Conneticsis entitled to the relief provided by 35 U.S.C. § 271(e)(4).

17. Upon information and belief, Pentech’ s infringement of the * 920 Patent is willful
and deliberate with full knowledge of Connetics' rightsin the ‘920 Patent, rendering this case
exceptional under 35 U.S.C. § 285.

REQUEST FOR RELIEF

WHEREFORE, Connetics respectfully requests that:

@ Judgment be entered that Pentech has infringed one or more claims of the
‘920 Patent;

(b Judgment be entered that the manufacture, use, offer for sale, or sale
within the United States, or importation into the United States, of the clobetasol propionate
foam 0.05% product described in ANDA No. 90-133 will infringe one or more claims of the
‘920 Patent;

(c) Judgment be entered that the effective date of any approval of Pentech’s
ANDA No. 90-133 for a clobetasol propionate foam 0.05% product be not earlier than the
expiration date of the ‘920 Patent;

(d) Judgment be entered preliminarily and permanently enjoining Pentech and
its officers, agents, servants and employees, and those acting in privity or concert with them,
from engaging in the commercial manufacture, use, offer to sell, or sale within the United
States, or importation into the United States, of Pentech’s clobetasol propionate foam 0.05%
product;

(e) Judgment be entered that Pentech’ s infringement of the ‘920 and Patent is
willful and deliberate, and therefore, that thisis an exceptional case entitling Connetics to an

-4-
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award of its reasonable attorneys' fees for bringing and prosecuting this action, together with

interest, and costs of the action, pursuant to 35 U.S.C. § 285; and

()] Such other and further relief as this Court may deem just and proper.

Dated: April 18, 2008

John R. McCambridge (01812378)
Peter S. Roeser (6257273)

Mark A. Semisch (6281499)
GRIPPO & ELDEN LLC

111 South Wacker Drive

Chicago, IL 60606

Telephone: (312) 704-7700
Facsmile: (312) 558-1195
proeser @grippoelden.com

Of Counsdl

Andrew M. Berdon

Robert B. Wilson

Mark D. Baker

QUINN EMANUEL URQUHART
OLIVER & HEDGES, LLP

51 Madison Avenue, 22nd Floor

New York, NY 10010

Telephone: (212) 849-7000

Facsimile: (212) 849-7100
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By:

Respectfully submitted,

CONNETICS CORPORATION and STIEFEL
RESEARCH AUSTRALIA PTY. LTD.

o/ Peter S. Roeser
One of Their Attorney
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METHOD OF TREATING A SKIN DISEASE
WITH A CORTICOSTEROID-CONTAINING
PHARMACEUTICAL COMPOSITION

CROSS REFERENCE TO RELATLED
APPLICATIONS

This application is a 35 U.S.C. §371 filing of
PCT/GB96/00490, filed Mar. 1, 1996 which claims priority
of GB 9504265.1, filed Mar. 3, 1995,

FIELD OF THE INVENTION

The present invention relates to an improved composition
for the topical application of corticosteroid active substances
to the skin of a subject.

BACKGROUND OF THE INVENTION

Corticosteroids, particularly in the form of the ester
compounds, arc uscd, inter alia, in the trcatment of skin
diseases in humans, such as eczema, infantile eczema, atopic
dermatitis, dermatitis herpetiformis, contact dermatitis, seb-
orrhocic dermalitis, neurodermalitis, psoriasis and inter-
trigo. Formulations containing such active substances have
conventionally been applied to the skin site in the form of
alcoholic solutions, lotions or creams. However, there is a
high degree of ineffectiveness with such formulations.
Lotions and creams are generally too viscous to allow
cfficicnt penetration of the active substance to the epidermis,
and solutions have a tendency to evaporate before penctrat-
ing the epidermis. In addition, conventional cream bases are
irritating to the skin, particularly over the often long expo-
sure that is required, and the fluidity of lotions often makes
the physical application difficult 1o control. Moreover, it is
necessary to rub such formulations into the target site to
improve the penetration of the active substance into the
epidermis, an action which itself produces irritation.

There has therefore been a very real need in the treatment
of skin disorders requiring trcatment with corticosteroids for
improved formulations which target the most effective cor-
ticosteroid to the skin site with improved delivery of active,
substance with decrcased inconvenicnce and irritation, and
increased ease of use for the patient.

The present invention provides an improved composition
which addresses this need.

In one aspect, the present invention provides a foamable
pharmaceutical composition comprising a corticosteroid
active substance, a quick-break foaming agent, a propellant
and a buffering agent.

Such a composition is applicd to the skin site (after :

foaming) as a foam which is a thermophobic (heat sensitive)
quick-break foam. On application 1o the skin, the composi-
tion is initially in the form of a mousse-like foam. The
quick-break foam slowly breaks down at the skin tempera-
ture 10 a liquid to allow the alcohol and active substance to
saturatc the trecatment sitc. Such a system provides cnhanced
penetration of the alcohol and active substance through the
epidermis. Because the composition is supplied as a mousse,
the semi-rigid hehaviour of the composite makes it easier to
handle and physically control. The foamed composition,
when applied, provides a thick ball of foam which disinte-
grates easily when spread, allowing proper coverage of the
skin site to be treated without premature evaporation of the
solvent. It has been found important to include a bullering
agent in the composition to stabilize the active isomer of the
corticosteroid active substance in the complex foamable
composilion, othcrwise the complex inleractions within the
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foamable composition may result in the instability of the
more aclive isomer.

DETAILED DESCRIPTION OF PREFERRED
EMBODIMENTS

Use of a quick-break foaming agent is required in the
present invention, Such agents are known. Suitable quick-
break foaming agents in the present invention are those
described in Australian Patent No. 463216 and International
Patent Application WO 85/01876. It is gencrally prelerred
that the quick-breaking foaming agent comprises an ali-
phatic alcohol, water, a fatty alcohol and a surface active
agenl. Particularly preferred is a quick-break [oaming agent
having the following composition:

(a) an aliphatic alcohol, preferably in amounts of 40~90%
w/w composition, more preferably 55-70% w/w, espe-
cially 57-59% w/w;

(b) water, preferably in amounts of 10-40% w/w;

(c) at least one fatly alcohol, preferably in amounts of
0.5-10% wiw; and

(d) a surface active agent, preferably an ethoxylated
sorbitan ester (as emulsifier), typically in amounts of
0.1-55% wiw.

In the quick-break foaming agent, the fatty alcohol may
be chosen from, for example, cetyl, stearyl, lauryl, myristyl
and palmityl alcohols and mixtures of two or more thereof.
Mixtures of cetyl alcohol and a stearyl alcohol such as
octadecan-1-ol have been [ound to be particularly preferred;
the ratio hbetween these lwo components may be adjusted to
maintain foam viscosily throughout the broadest possible
temperature range. In this situation, the stearyl alcohol
maintains the viscosity at temperalures above 20° C. whilst
cetyl alcohol maintains the viscosity below 20° C.

The aliphatic alcohol may preferably be chosen from
methyl, cthyl, isopropyl and butyl alcohols, and mixtures of
two or more thereof. Ethanol has been found to be particu-
larly preferred.

Surface active agents utilised in the quick-break foaming
agent may preferably be chosen from ethoxylated sorbitan
stearate, palmitatc, olcate, nonyl phenol cthoxylates and
fatty alcohol ethoxylates, and mixtures of two or more
thereof. Thus, for example, Polysorbate 60 (a mixture of
partial stearic csters of sorbitol and its anhydrides copoly-
merised with approximately 20 moles of ethylene oxide for
each mole of sorbitol and its anhydrides) has been found to
he particularly preferred. The surface active agent enhances
the [alty alcoho! solubility in the system and enhances foam
formation.

The propellant used may he chosen from conventional
acrosol propellants. Thus, one may select the propellant
from propane, butane, dichloro difluoro methane, dichloro
tetrafluoro ethane, octafluoro cyclobutane, and mixtures of
two or more thereof. It is necessary 1o select a propellant
most compatible with the entire system. It is particularly
preferred that the propellant be present in amounts prefer-
ably of 3-30% w/w, more preferably 3—10% wiw, especially
3-5% w/w. The maximum level of propellant will be deter-
mined as the amount miscible with the utilized water/
aliphatic alcohol ratio. In addition to acting as a propellant,
the propellant will also act as a solvent for the fatty acids and
active subslances in the aqueous/alcoholic system.

[t is possible that other additives may be used. Thus, it is
prelerred to add a humectant 1o reduce the drying eflects of
the aqueous aliphatic alcohol. Such a humectant may pref-
erably be present in an amount of 0.1-10.0% w/w, more
preferably 0.5-3.0% w/w. It is particularly preferred thal the
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humectant be propylene glycol, but other humectants such
as glycerine, panthenol and sorbitol may be used.

The composition of the present invention may be used to
deliver corticosteroid compounds which have utility in the
topical treatment of skin disorders. Thus, for example, the
composition of the present invention may be used to deliver
the following topically-effective corticosteroids:

fluclorolone acetonide
fluocinolone acetonide
fluocinonide

fluocortin butyl
fluocortolone preparations
fluprednidene acetate
flurandrenolone
halcinonide
hydrocortisone
hydrocortisone acetate
hydrocortisone butyrate
methylprednisolone acetate

alclometusone dipropionate
amcinonide

heclamethasone dipropionate
betamethasone benzoate
betamethasone dipropionale
betamethasone valeraie
budesonide

clobetasol propionate
clobetasone butyrate
desonide

desoxymethasone
difforasone diacelate
diftucortolone valerate mometasone furoale
flumethasone pivalate triameinolone acetonide
and pharmacologically effective mixiures thereof.

Compositions according to the invention arc cspecially

advantageous [or the topical administration to the skin of

human subjccts of hetamethasone and its derivatives such as
betamethasone benzoale, betamethasone dipropionate, and
belamethasone valerate. It is particularly preferred to use the
valerale ester, especially in the treatment ol psoriasis.

The corticosteroid active substance is preferably present

in an amount ol 0.01-1.0% w/w more preferably 0.05-0.2% *

w/w.

In view of the complexity of the composition, it has been
found that unexpectedly in order to ensure stabilily of the
active isomer of the corticosteroid in the composition and
thus to ensure delivery of the most active isomer to the
epidermis, it is necessary to buffer the composition by
including a suitable buffering agent. Suitable buffering
agents are acetic acid/sodium acetate, citric acid/sodium
citrate and phosphoric acid/sodium phosphate, and it is
desirable generally to buffer the composition to pH 3.0-6.0,
preferably 4.0-5.0 and 1o this end the buffering agent may
preferably be present in an amount of 0.01-1.0% w/w, more
preferably 0.05-0.2% w/w. It is particularly preferred to use
a citratc buffer system, morc preferably anhydrous citric
acid/polassium citrate, 1o buffer the composition to pH 4.5,
when betamethasone valerate is used as the active substance;
in this casc citratc buffering stabilises thc more active
17valerate ester over the less active 21-valerate ester in the
complex composition and ensures that the most effective

form of the active substance is cfficiently delivered to the

epidermis.

Preparation of the composition may be effected by con-
ventional means 5o as to produce a homogeneous solution of
fatty alcohol(s) (wax) in an alcohol/water base. The relative
proportions of the falty alcohol(s), water/aliphatic alcohol
and propellant arc conveniently controlled according to
conventional means so as 1o provide a homogeneous clear
solution and so as to allow the [ormation of a suitable
quick-break foam. Generally speaking the fatty alcohol(s),
surface active agent, aliphatic alcohol and humectant (if
present) are preferably mixed together with the corticoster-
oid active substance to produce an “Alcohol Phase”. An
“Aqueous Phase” is preferably produced by mixing lhe
bullering agent and water. These phases are then mixed,
preferably in the final container, in the required amounts.
The propellant is then added under pressure to produce the
composition according to the invention.
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In the case of betamethasone valerate, for example, it is
particularly preferred to use a composition comprising cetyl
alcohol and octadecan-1-ol as faity alcohols, together with
Polysorbate 60 surface active agent, with purified water and
cthanol as the aliphatic alcohol. The system is preferably
buffered with anhydrous citric acid/potassium citrate and the
propellant is preferably butane/propane. It is generally pre-
ferred to choose the proportion of the components to achieve
a fixed pressure in the container of around 50-70 psi.

The composition of the present invention may be con-
taincd in and dispensed from a container capable of with-
standing the pressure of the propellant gas and having an
appropriate valve/nozzle for dispensing the composition as
a foam under pressure. If the container is made of a metal
material likely to suffer corrosion under the action of the
composition, the composition may include a corrosion
inhibitor as an additive. Thus, the presence of a corrosion
inhibitor may be necessary if the container is made of tin
plate. Suitable corrosion inhibitors include organic acid
salts, preferably chosen from sorbic acid, benzoic acid,
sodium benzoate and potassium sorbate. If used, the corro-
sion inhibitor may be present in amounts of 0.1-15% wiw,
more preferably 0.1-3% w/w. In the present invention,
aluminium cans are preferred as containers, particularly
when utilising the above-mentioned composition for
hetamethasone valerate as the corticosteroid active sub-
stance; in this case there is no corrosion problem and there
is no need for the inclusion of a corrosion inhibiting agent.

In use, the composition is sprayed, producing a semi-solid
form (a foam or mousse) which is suitable for the topical
application 1o the site of interest, eg the scalp when treating
dermatological conditions of the scalp. On application, heat
from the skin causes the mousse to break down into liquid
form, thus releasing the aliphatic alcohol and corticosteroid
active substance which penctrate the skin site, leaving a low
amoun! of residue, many times lower than those obtained
when delivering active substance from a crcam base. This
route of administration facilitates the ease of specific local
application, and the composition according to the invention
provides a convenienl, controllable and efficient vehicle for
delivering topically aclive corticosteroids to the skin. ‘This
gives greater physical control compared to conventional
topical corticosteroid formulations, minimises rubbing of
the target site and allows the alcoholic vehicle to penetrate
the skin to deliver the active substance to where it will have
the grealest effect.

The composition of the present invention may be used in
treating skin diseases which are conventionally treated with
corticosteroid active substances. Thus, the composition may
be used in the treatment of, inter alia, eczema, infantile
cezema, atopic dermatitis, dermatitis herpetiformis, contact
dermatitis, seborrhoeic dermatitis, neurodermatitis, psoriasis
and intertrigo. 'The composition is especially useful in the
trcatment of scalp psoriasis in human subjects.

The present invention will now be illustrated by means of
the following non-limiting Example:

EXAMPILE
Betamethasonce valerate composition

A betamethasone valerate formulation having the follow-
ing composilion was preparcd:
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a buffering agent effective to stabilize the active isomer

agains! isomerization to a less aclive isomer.
5. The method according to claim 1, further characterized
% wiw in that the amount of the corticosteroid active substance is

Betamethasone Valerate 0.12 s from 0.01 to 1.0% w/w of the composition.
Celyl Alcohol BP 1.10 6. The method according to claim 1, further characterized
Octadecan-1-ol BP 0.50 in that the corticosteroid active substance is a topically

Polysorbate 60 BP 0.40 . . .

Eihonol $779 effective corticosteroid selected from alclometasone
Purified Water 13.60 dipropionate, amcinonide, beclamethasone dipropionate,
Propylene Glycol BP 2.00 10 betamethiasone benzoate, betamethasone dipropionate,
Citric Acid Anhydrous BP 0.073 betamethasone valerate, budesonide, clobetasol propionate,
g‘::;s;‘;’;:()g::w 2:%7 clobelasone bulyrale, desonide, desoxymethasone, diflo-
_ rasone diacetate, diflucortolone valerate, flumethasone
100.00 pivalate, fluclorolone acetonide, fluocinolone acetonide,

Cetyl alcohol (HYFATOL 1698, Efkay Chemicals
Limited, London), octadecan-1-ol (HYFAI'OL 1898, Efkay
Chemicals Limited, London), Polysorbate 60 (CRILLLET 3,
Croda Chemicals, North Humberside) and ethanol in the
correct proportions were mixed and heated to about 45° C.,
with continuous stirring unlil the mix became clear.
Betamethasone valerate BP (Roussel Uclaf, Virtolaye,
France) was slowly transferred into the mix, again with
continuous stirring until the mix became clear. (Alcoholic
Phase)

Purificd water was separately hcated to 45° C. and anhy-
drous citric acid BP and potassium citrate BBP transferred to
the watcr, with continuous stirring until dissolved. (Aqucous
Phasc)

The Alcoholic and Aqucous phases were cach filicred .

through 75 micron screens and the requircd weights filled
ino a can (aluminium, cpoxy lincd) al room temperature.
After attaching a valve, the butane/propane propellant
(Propellant P70) was added to the mix in the can to the
required weight, and an actuator added to the valve.

The composition, on being sprayed from the can onto the
skin, produces a thermophobic foam which breaks down
under heating from the skin to rclease the active to the
epidermis. The presence of the citrate buffer stabilizes the
17-valerate configuration of the betamethasone valerate over
the less active 21-valerate configuration, thus producing a
composition which efficaciously delivers active to the epi-
dermis and which is particularly suitable for the treatment of
psoriasis, especially scalp psoriasis.

What is claimed is:

1. A method of treating a skin discase susceptible 1o
trecatment with corticosteroid active substances, said method
comprising administering topically 1o a paticnt in nced
thereof, an cffective amount of a foamable pharmaccutical
composition comprising a corticosteroid active substance, a

quick-break foaming agent thal comprises an aliphatic .

alcohol, water, a fatly alcohol and a surface active agent; a
propellant; and a buffering agent present in an amount
sufficient to provide a pH within the range of 3.0 10 6.0,

2. The method according to claim 1 wherein the skin
disease is selected from the group consisting of eczema,
infantile eczema, atopic dermatitis, dermatitis herpetiformis,
contact dermatitis, seborrheic dermatitis, neurodermatitis,
psoriasis and intertrigo.

3. The method according to claim 2 for treating scalp
psoriasis in human subjects.

4. A method of treating a skin disease susceptible to
treatment with corticosteroid active substances, said method
comprising adminislering topically to a patient in need
thereof an effective amount of a foamable pharmaceutical
composition comprised of a quick-break foaming agent that
comprises an aliphatic alcohol, water, a faity alcohol and a
surface active agent a propellant; an active isomer of an
isomeric corticosteroid active substance; and an amount of
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fluocinonide. fluocortin butyl, fluocoriolone preparations.
fluprednidene acetate, flurandrenolone, halcinonide,
hydrocortisone, hydrocortisone acetate, hydrocortisone
butyrate, methylprednisolone acetate, mometasone furoate,
triamcinolone acetonide, and pharmacologically effective
mixtures thereof.

7. The method according to claim 6, further characterized
in that the corticosteroid active substance is betamethasone
valerate.

8. The method according to claim 1, further characterized
in that the aliphatic alcohol component is selected from the
group consisting of methanol, ethanol, isopropyl alcohol,
butyl alcohol, and mixtures thereof.

9. The method according 1o claim 8, further characterized
in that the aliphatic alcohol component is ethanol.

10. ‘The method according to claim 1, further character-
ized in that the fatty alcohol component is selected from
cetyl, stearyl, lauryl, myristyl, and palmityl alcohols, and
mixtures thereof.

11. The method according to claim 10, further character-
ized in that the fatty alcohol component is a mixture of cetyl
alcoho! and stearyl alcohol.

12. The method according to claim 1, further character-
ized in that the surface active agent is sclected from the
group consisting of cthoxylated sorbitan stearate, ethoxy-
lated sorbitan palmitate, cthoxylated sorbitan olcate, nonyl
phenol ethoxylates, fauty alcohol ethoxylates, and mixtures
thereof.

13. The method according to claim 1, further character-
ized in that the bulfering agent is sclected from the group
consisting of a citrate huffer, an acctic acid/sodium acctate
buller and a phosphoric acid/sodium phosphate bufler.

14. The method according to claim 13, [urther character-
ized in thal the buflering agent is a citrate bufler.

15. The method according to ¢laim 1, further character-
ized in that the foamable pharmaceutical composition com-
prises:

% wiw
Betamethasone Valerate 0.120
Cetyl Alcohol BP 1.100
Octadecan-1-0l BP 0.500
Polysarhate 60 BP 0.400
Ethanol 57.790
Purified Water 33.690
Propylene Glycol BP 2.000
Citric Acid Anhydrous BP 0.073
Potassium Citrate 0.027
Butane/Propane 4.300

100.000






