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FILED

- 3 2007 IN THE UNITED STATES DISTRICT COURT
AUG % FOR THE NORTHERN DISTRICT OF ILLINOIS
%-23%-67 EASTERN DIVISION

MICHAEL W, DORNNG
CLERK, U.8. DISTRICT COURT

MEDPOINTE HEALTHCARE INC.,
Plaintiff,

07CV4769
JUDGE ST EVE

MAG. JUDGE NOLAN

V&.

COBALT PHARMACEUTICALS INC.,

Defendant.

i i T

COMPLAINT

Plaintiff MedPointe Healthcare Inc., for its Complaint against Defendant Cobalt

Pharmaceuticals Inc., hereby alleges as follows:

PARTIES

1. Plaintiff MedPointe Healthcare Inc. ("MedPointe") is a Delaware
corporation having a place of business at 265 Davidson Avenue, Somerset, New Jersey 08873,

2. Upon information and belief, Defendant Cobalt Pharmaceuticals Inc.
("Cobalt™) is a corporation organized and existing under the laws of Canada, having a place of
business at 6500 Kitimat Road, Mississauga, Ontario, Canada L5N 2BS.

3. Upon information and belief, Defendant Cobalt manufactures numerous
generic drugs for sale and use throughout the United States, including in this judicial district.

Upon information and belicf, Defendant Cobalt has appointed William A. Rakoczy, Esq., of
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Rakoczy Molino Mazzochi Siwik LLF, which is located at 6 West Hubbard Street, Suite 500,
Chicago, Tinois 60610, as its agent in Illinois for the receipt of any service of process in this

action.

NATURE OF THE ACTION

4. This is a civil action for the infringement of United States Patent No.
5,164,194 ("the '194 patent™). This action is based upon the Patent Laws of the United States, 35

U.S.C. §100 et seq.

JURISDICTION AND VENUE
5. This Court has jurisdiction over the subject matter of this action pursuant
to 28 U.S.C. §§ 1331 and 1338(a).
6. This Court has personal jurisdiction over Cobalt by virtue of, inter afia:
(1) its appointment of an agent in this judicial district for the receipt of any service of process in
this action; and (2) its systematic and ¢ontinuous contacts with this judicial district.
7. Venue is proper in this judicial district pursuant to 28 U.8.C, §§ 1391(b),

(¢) and (d) and 1400(b).
THE PATENT

8. On November 17, 1992, the '194 patent, titled "Azelastine Containing
Medicaments," was duly and legally issued to Asta Pharma AG as assignee. Since August 16,
2002, MedPointe has been, and continucs to be, the sole owner of the '194 patent and the sole
owner of the right to sue and to recover for any infringement of that patent. A copy of the '194

patent is attached hereto as Exhibit A.
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ACTS GIVING RISE TO THIS ACTION

9. Upon information and belief, on or after November 14, 2005, Cobalt
submitted ANDA 78-847 to the FDA under § 505(j) of the Federal Food, Drug and Cosmelic Acl
(21 U.8.C. § 355()).

10.  ANDA 78-847 seeks the FDA approval necessary to engage in the
commercial manufacture, use, offer for sale and sale of a generic azelastine hydrochloride nasal
spray product, 0.125 mg (base)/spray, for use in treating, inter alia, seasonal allergic rhinitis
("the Generic Product”). ANDA 78-847 specifically seeks FDA approval to market the Genene
Product prior to the expiration of the '194 patent.

11. ANDA 78-847 alleges under § 505() 2)(A)vii)(IV) of the Federal Food,
Drug and Cosmetic Act that the claims of the '194 patent are either invalid, unenforceable and/or
not infringed by the manufacture, use or sale of the Generic Product. McdPointe received
written notification of ANDA 78-847 and its § 505()(2)(A)(vii)(1V) allegation on July 10, 2007.

12, Cobalt's submission of ANDA 78-847 to the FDA, including the
§ SO5(M2HAY(vii)IV) allegation, constitutes infringement of the '194 patent under 35 U.5.C,

§ 271(e}(2)(A). Morcover, if Cobalt comimercially makes, uses, offers to sell or sells the Generic
Product within the United States, or imports the Generic Product into the United States, or
induces or contributes to any such conduet during the term of the '194 patent, it would further
infringe the '194 patent under 35 U.5.C. § 271 (a), (b) and/or (c).

13.  Cobalt had actual and constructive notice of the '194 patent prior to filing
ANDA 78-347.

14.  MedPointe will be irreparably harmed by Cobalt's infringing activities

unless those activities are enjoined by this Court. MedPointe does not have an adequate remedy
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at law. Both the balance of the hardships as between MedPointe and Cobalt and the public
interest further support this Court enjoining Cobalt's infringing activities.

15.  MedPointe has already sought to enjoin Cobalt's infringing activities
complained of in this Complaint in a first-filed action in the District of New Jersey, Civil Action
No. 3:07-cv-04017-JAP-TIB, filed August 22, 2007. Cobalt is properly subject to personal
jurisdiction in the District of New Jersey and that first-filed action should proceed to conclusion.
Upon information and belief, however, Cobalt may nevertheless contest junisdiction in that venue
in an effort to thwart the 30-month stay of any final approval of ANDA 78-847 under the Hatch-
Waxman Act. Given the possible consequences of such unjustified action, MedPointe had no
choice but to also file this Complaint in this judicial district, where Cobalt has indicated that it
would not ¢hallenge personal jurisdiction.

PRAYER FOR RELIEF

WHEREFORE, MedPointe prays for judgment as follows:

A. That Cobalt has infringed the '194 patent;

B. That, pursuant to 35 U.8.C. § 271(e)(4)(A), the effective date of
any approval of ANDA 78-847 under § 505(j) of the Federal Food, Drug and Cosmetic Act (21
U.8.C. § 355(j)) shall not be earlier than the expiration date of the '194 patent, including any
extensions;

C. That Cobalt, its officers, agents, servants and employees, and those
persons in active concert or participation with any of them, are preliminarily and permanently
enjoined from making, using, offering to sell or selling the Generic Product within the United
States, or importing the Generic Product into the United States, prior to the expiration of the '194

patent, including any extensions;
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D.

That MedPointe be awarded monetary relief if Cobalt

commercially makes, uses, offers to sell or sells the Generic Product within the United States, or

imports the Generic Product into the United States, prior to the expiration of the '194 patent,

including any extensions, and that any such monetary relief be awarded to MedPointe with

prejudgment intercst;

E.

That MedPointe be awarded the attorney fees, costs and expenses

that it incurs prosecuting this action under 35 U.8.C. § 285, and

F.
Court deems just and proper.

Dated: August 23, 2007

Of Counsel:

John M. Desmarais

Peter J. Armenio

Anne 8. Toker

KIRKLAND & ELLIS LLP
Citigroup Center

153 East 53rd Street

New York, New York 10022
(212) 446-4800

That MedPointe be awarded such other and further relief as this

Respectfully submitted,

ot A gt

Laura A. Hepbum

Jamal M, Edwards
KIRKLAND & ELLISLLP
200 East Randolph Drive
Chicago, IL 60601

Phone: (312) 861-2000
Fax: (312) 861-2200

Attorneys for Plaintiff
MedPointe Healthcare Inc.
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EXHIBIT A
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1
AZELASTINE CONTAINING MEOICAMENTS

This 4 a continuation of apphication Ser. NWo,
07726872, filed Mov. 9, 1988, now abandoned.

The present invention relates (0 the treatment of nasal
and eye (i4sues with zzelastine.

BACKGROUND OF THE INVENTICON

Azrelastine 15 a phthalazinone derivative having the
following structural formuola:

<l

r—CH;

The chemical designation is: 4-(4-chlorobenzyl}-2-
{perhydro-1-methyl-azepine-£-vH-1- 2H)phthalazinone.
Acrelastine 15 used in parocular for prophyvlactic treas-
ment of asthma. Azelastine also has anti-slierpic snd
antihistaming properties, see CGernan Patent Mo. 21 64
058,

SUMMARY OF THE INVENTION

It has now been found that erclasting aond its physio.
logically acceplable salts display particulerly advania-
geous and surprising cffects when the corresponding
formulations are appligd directly in the nose and/or 1o
the conjunctival sac of the eve.

Elinunasion or marked relief has thes been achwved
aol only in allergy-related chinitis, bat alko in the nor-
mal common cold {caused, for example, by rhine vi-
ruses) as well as in the vasomoior cold and the symp-
1ams of illeess riggered thereby,

It 15 surprising in this conteat that local nasal applica-
tion alse has a favoruble effect on the mucous mem-
hrane of the eye (elimmation or relief of reddening of
the eye and of eye treitanon) so that the additional use of
eyve drops is frequently superfluous,

Other indications for the application/use of the in-
vention are, for example: non-specific ennjunctivitis,
allergy-related conmjuncitvitis, allergic blepharoedema,
catarrhal conditions in the eve of nosg, coryza.

Surprisingly, in addition, none of the tiredness that
arises with other apphcations was observed with use
according to the invention.

Furthermore the invention provides a way to over-
come problems which arise because of arelastine’s ex-
ceptionally penetiating, bitter taste. The degree of the
bitter taste 8 =0 intense that it 1s even found to be un-
pleasant in a dilution of 1 2 706. This problem has hith-
erto prevented oral application of azelastine salutions,
since patients refuse to take such azedastine solutions or
suspensions. It wa surprisingly found in trial subjects
that this bitter tasie was no longer in evidence when the
azelastine formulations of the invention were sprayed
into the nose, As a resclt, it is possible in this manner to
apply solutions or suspensions of azetestine and its salis
nasally without taste impairment. Morcover the hitter

5

1

20

5

55
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2
taste is barcly perceptible when the sprayed azelasting
solution o suspension runs down into the pharyna

Therefore, the object of the present invention is to
prawvide u well 1olerated and improved remedy based on
azelastine o its salts fin the treaiment both of the aller-
gy-related and vasamoror-related conditions o well as
rhino virus-related cold and its accompanying symp-
tonts.

A further objeet of the present invention is to provide
medical formulations which are adapied to direct appli-
cation to nasal and eye tissues.

The preferred embodiment of the invention is a sterile
and stable agueous salution of azclastine or ong of mare
of its salts which can be used in the form of drops,
ointments, creams, gels, insufflatable powders or, in 3
particularly preferred embodiment, in the form of a
spray {(preferably a nasal spray). The spray can be
forined by the vse of a conventiona! spray-syueezc bot-
tle or a pump vaporizer. In addition, it is also possible to
use vompressed gas aerosols. For example 0.03 o 3 mg
of azelastine basc should be released per individual
actuation.

Through the use of nasal drops or a nasal spray, the
dosuge of azelastine required for the treatment of the
cold is lowered approximately tenfold and hence the
incidence of the appearance of side effects 15 considera-
bly lower than in the case of the application of azelas.
ting in orally taken dosage forms such as tablets or syr-
ups which distribwie the active substance throughout
the entire body. In the treatment of a batal iHness such
as & ¢old, 4 low intidence of zide effects is particularly
impartant and thyes represents o considerable medical
advance.

Solvents which may preferably he used for the for-
mulations of the mvention are; watet, saturated ali-
phatic mono and polyvalent alcohols which contain 2-3
carbonr atoms (for exampie ethanol, sopropanoh, 1,2+
propylenc gtycol, glycerine), hqud polyglycols (molec-
ular weight 200 to 600).

The solvent wsed 5 preferably water or miatures of
water with other physiologically acceptable solvents
{for cxample those mentioned above). Preferably, the
amount of the latter solvent i the aqueows miixiure
should not exceed 15% by weight.

The solutions or formulations preferably contain pre-
servatives and stabilizers. These include, for example:
cthylene diamine tetra-acetic scid (edetic acid) and their
alkali salts (for example dialkali salts such as disodiom
zalt, calcium salt, calcium-sodium salt), lower alkyl
p-hydroxybenzoates, chlorohexidine (for example in the
form of the acetate or gluconate), pheny! mercury bo-
tate. Furthermore, it 15 possible, fof eXample, to use
sodium-(2-  ethylmercurithic)-bepzoate  generally
known as “thimerosal” which may be present in an
amount of 0,001 to 0.05, preferably from 0.005 w 0.02,
for example 0.01% (weight/volume in lignd formula.
tions, otherwise weight/weight). Cther suitable preser-
vatives are: pharmaceutically useful guaternary ammo-
nivm compounds, for example cetylpyridinium chlo-
ride, 1etradecyltrimethy] ammonium bromide, generally
known as “cetrimide’”, benzyldimethyl-[2-[2-{p-(1,1,3,3
tetramethyl. butyl))phenoxylethoxyl-ammoninm chlo-
ride, generally known as “benzethonium chlonde™ and
myristyl--picoliniom  ¢hlotide. Each of these com-
pounds may he used in a concentration of 0.002 ¢o (.05,
for cxample 0.02% (weight/volume in liquid formuts-
rions, otherwise weight/weight}. Preferred preserva-
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tives amang the quaternary ammorium compouwnds are,
however, alkylbenzy! dimethy]l ammoniumn chloride
and mixtures thereof, for example the compounds pen-
crally known as “henzalkenium chloride”. These latier
consist of a mixture of the compounds of formula,

CH;

CH)—N—R [l By

CHy

in which R represents an alky] group having the for-
mula C,Hz,4 1, wherein o represents a whole number
from & to 18, The use of a mixure of compounds in
which n represents 10 w 14 is partieularly preferred and
in  particular the special compound in  which
R =C)3H2; “Benzalkonium chlonide™ and the com-
pounds of the above formiia can be used in concentra-
tions of 0.005 10 0.10, preferably of G005 to 0.05, for
cxample of 0.019% (weight/volume for liquid formula-
tions, otherwise weight/weight) and they may option-
ally be used in eombination with Q.2 o 2,0, for example
049 (weight/ volume) of 2-phenylethanol.

The formulations of the invention (solutions, suspen-
siuns as well as oily solutions or suspensions, cintinents,
emulsions, creams, gels, dosage aerosols) contain 0.0005
w 2, preferably 0.001 to 1, in particular 0.003 to 0.5%
(weight/weight) of azelastine (relatzd to the free azelas-
tine base). Should the azelastine be present-as a salt, the
amounts should he recalcutated as necessary o give the
smounts of azclasrine itsclf mentioned above. In the
vase of the eye drops, the same azelasting concentra-
tions apply a3 in the case of the nasal forms,

in the case of powders, the concentration of azefas-
tine hasc is 0.0005 10 7 percent by weight related to the
sohid carrier substances.

In the case of solutions, the dosage per nostril is, for
example, 0,0] w 0.2 ml, in particuiar 0.05 to 0.}5 ml
Such a dosage should be upplied onee to several times,
preferably 1 to 3 times dwily (oplivnatly atso hourly).

In the casz of use at the cye (eye drops) the dosage is
for example 1 drop (sbouat 0.03 ml) of the solutive or
corresponding amounts of the semi-solid formutation
farms.

Possible acid components (or azelasting salts are, for
example: hydrohalic seids {HCI, HBr), sulphuric acid,
phosphotic acids (HyP0);, metaphosphoric acid, poly-
phosphoric acids), nitric acid, organic mong-, di- oF
tricarboxylic acids of aliphatic, alicyclic, aromatic or
heterocyclic organic acids {(embonic acid, oitric acid,
tartaric acid), aliphatic and aromatic sulfonic acids (for
example camphorsulfonic acid).

The total amowvnts of preservatives in the formuia-
tions (solutions, ointments, etc) is between 0.001 to
0.10, preferably .01 g per 100 ml of soletion/suspen-
sion or 100 g of formulation,

i the case of preservatives, the following amounts of
individual substances can, for example, be used:
thimero sal 0.002-0.02%;
benzalkonium chlorie 0.002 to 0.029% (in combination

with thimerp sal the amount of thimero sal is, for

example =0.002 to 0.0054%;};
chlorhexidine uoetate or gluconate 0.01 to 0.02%;
phenyl mercuric/nitrate, borate, acetete 0.002-0.0045,

15
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p-hydroxybenzoic acid ester (for example & mixtore of
the methy) ester and propyl ester 7 @ 3): 0.05-0.15,

preferably 0.1%.

The preservative used is preferably a combination of
edetic acid (for example as the disodium salt) and benz-
alkonivm chloride, In this combination, the edetic acid
is used in a concentration of 0,05 w 0,195, benzalkonivm
chioride heing used in @ concentration of 0.005 o
0,059, preferubly 0.019%. T

In the case of solutions/suspensions reference is al-
ways made to percent by weight/volume, in the case of
s0lid ot semi-zolid formulations to percent by weight/-
weight of the formuiation.

Forther auxiliary substances which may, for example,
be used for the formulations of the invention are: poly-
vinyl pyrrolidone, sorbitan fatty acid esters such as
sorbitan tricleate, polyethonylated sorbian fatty acid
exters (for example polyethoxylated sorbitan triclgase),
sorbimacrogol oleate, synthetic amphotensides {tri-
tons), ethylene oxide ethers of octylphenolformalde-
hyde condensation products, phosphatides such as leei-
thin, polyethoxyfated fats, polyethoxyleted oleotri-
glycerides, polyethoxylated fatty alcohols, In this con-
text, polyethoxylated means that the relevant seb-
stances eontaipy polyoxyethylene chains, the degree of
polymerization of which is generally hetween 2 to 40, in
particutar between 10 to 20, These substances are pref-
erably wsed to improve the solubility of the azelastine
companents,

In the case of dosage forms containing water, it is
optionally possible 1o use additional isotoniration
agents. Isotonization agenis which may, for example, be
used are: sacchargse, glucose, glycerine, sorbitol, 1,2-
propylene glveal, NaCl,

The wsotomization agents adjust the osmotic pressure
of the formulations to the same o0smOlLC pressure as
nasal secretion. For this purpose these substances are in
each case o be used in sngh amount that, for example,
in the case of a solution, a reduction in the freezing
point of 0.50° to 0.56° C, is attained in comparison to
pure water, In Example 1, for instance, such substances
wauld be used in sach an amount which is S0-08motic
with &8 g of sodium chloode (0.68%).

In Example 1, it is possible to use ipstcad of NaCl per
100t m} of solution, for example:

Glucose 1HzO 3.8]1 g ; saccharose 6.35 g ; glycerine
2.2 g; 1,2-propylene glycol 1.617 & ; sorhito] 3.84 g (in
the case of mintures of these substances correspond-
mgly less may optionally be gsed).

Moreover, it is possible to add thickening agents o
the solutions to prevent the splution from flowing out of
the nose too quickly and 1o give Lhe solution a viscosity
of about 1.5 to 3, preferably 2 mPas. Such thickening
agents may, for example, be: cellulose derivatives (for
example cellulose ether) in which the cellulose-hydroxy
groups are partially etherified with lower onssturated
aliphatic alcohols and/or lower unsaturated aliphatic
oxyalenhols (for example methyl cellulose, carboxy-
methyl cellulose, hydroxypropylmethyleellulose), gela-
tin, pelyvinylpyrrolidone, tragacanth, ethoxose (water
soluble binding and thickening agents on the basis of
ethyl cellulose), alginie acid, polyvinyl alcohol, poly-
acrylic acid, pectin and equivalent agents. Should these
substances contain agid groups, the corresponding
physiologically acceptable salls may also be used,

In the event of the wse of hydroxyvpropy] cellulose,
0.19: hy weight are, for example, used for this purpose.
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It is also possible 1o add 1o the formulations taffer
substances such as citric acid / sodiem hydrogensul-
phate horate bufier, phosphates (sodium  hydruge-
narthophosphate,  disodium  hydrogenphospharte),
tromethamal or equivalent conventional buffers in or-
der. for example, 10 adjust the formulation to a pH value
of & to 7.5, preferably 6.5 to 7.1,

The amount of ciiric acid is, for example, 0.0} toQ.14,
preferably 0.04 to 005 g, the amaunt of disodium hy-
drogenphosphate 0.1 1w 0.5, preferably (0.2 t0 0.3 g per
HXD a1} of solution. The weights given relate in each case
tor the anhydeous substances.

In the case of solutions @nd susponsions, the maximum
total conceptration of eclive agent and buffer should be
less than 5%, in particular less than 2% {wcight-
Avolume).

For the nasal application a solution or suspension 1%
preferably used which is applied as an acrosal, i.e. in the
form of a fine dispersion in eir or in another conven-
tional carrier gas. for example by means of a conven-
tional pump viporizer.

Application ag a desage aerosol is, however, also
possible. 130sage aerosals are defined as heing pressure
puckings which contain the azelastine ar its salts in the
form of a solution or suspensian in a so-called propel-
lant. Propellants are pressurized liquid chlorinated,
fluprinated hydrocurbons or myixtures of various chlori-
nated, fluorinated hvdrocarbons gs well as propans,
biane, isobutane or mixtures of these among them-
selves or with chlorinatied, fluorinated hydrocarbons
whiclt are pasequs al atmospheric pressure and room
temperature, The pressure packing has a dosage valve
which. on scluation, releases a defined amount Of the
solution or suspension of the medicament. The subse-
quent very sudden vaporization of the propellant tears
the solution ar suspension of azelastine itto the finest
droplets or minuie particles which can be sprayed imo
the nose or which are available for inspiration into the
nose. Certain plastic applicarars are used Lo actuate the
valve and 1o convey the spraved suspension into the
nuse. Propellants that may, however, also be used are:
CO;, nitrons oxrde and compressed air.

In the case of application as a0 aerosol, it is also possi-
ble 1o use a conventional adapter.

When suspensions wre used, the maximum particle
siz¢ of the solid substances {azelastine +auxiliary sub-
stances) should not eaceed 30 um.

In thecase of use in the form of an insufflatable pow-
der, the maximumn particie size of the substances should
not be greater than 20 pm.

What occurs is, for example, a vaporizing of solid
azelastitie or its salts, Tn this case the azelastine or s salt
is, for example, mixed with inert carrer substances or
drawn up onto inert carrier substances. Carpier sub-
stances which may, for eiample, be wsed arc: sugars
such as glucose, saccharose, lactose and fructose. Also
starches or starch derivalives, oligossccharides such as
dextrins, cyclpdextrins and their derivatives, polyvinyl-
pyrrolidone, alginic acid, tylose, siticic acid, cellulose,
cellulose derivatives {for example cellulose ether), sugar
aleohols such as manmitol or sorbitol, caleium carbon-
ate, calcium phosphate. The concenteation of azelasting
is } part by weight of azelastine to 50 (o 200,000 parts by
weight of carrier substance (0.0005 1o 296 of azelastine).

0
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DETAILED DESCRIPTION OF PREFERRED
EMBODIMENTS

The invention is Mustrated by the followinp exam-
plet

EXAMPLE 1

Masal spray or nasal drops or eye drops with 9.1%
azelastine hydrochloride as active ingredient

The following are dissolved, in the following order,
inta .00 kg of water: 10 g of azelastine hydrochloride,
5 g of edetic acid disodium salt. 2 Hx0, 68 g of sodium
chioride, 1.25 g of alkylbenzyldimethylammonium
chioride (benzalkoninm chloride), 4.38 g of citric acid,
64,8 g of sndium monohydrogen-phosphate. 12 Ha0 as
well as 10 g of hydroxggmpylmtthyl cellulose.)!

1!

I Commercially available produer, far example methoge) E4M pre-
mium.

The solution obtained is diluted 1o 10.05 kg =10 liters
with waler. The sohrtion is filtered through a membrane
Gher of pore size 0.2 pn fter carefmt mixing, the first
500 mi of filtrate being discarded. The Bltrate has a pH
valug of 6.8 +£0.3. This is filled into plastic bottles
which are closed with a conventional spray insert or

5 into plastic or glass battles which are closed with a

conventional pump sprayer, In the latter case, pumps
with nasal spray inserts are, for example wsed, which
spray about 0.14 ml of solution per sctustion. T this
manper, 014 mg of azelasting hydrochloride are
sprayed into the nose per actuation in the form of the
sojution.

1If the above abtained filtrate i filled into the bottles
with dropper pipeties conventionally used for nasal
drops of eve drops, the solution can be dripped into the
nose OF eye using & dropper pipette.

EXAMPLE 2
MNasa) ointment with 0.1% of azelasting hydrochloride

5 ki of polvoxyethylene stearate?, 8 kg of cetylstearyl
aleohol (Ignette 0), 20 kg of white Vaseline, 15 kg of
liquid paraffin and 0.5 kg of silicon ol are melted to-
gether in a heatable vessel. 126 g of p-hydroxybenzoic
acid methyl ester and 53 g of p-hydroxybenzoie acid
propyl ester are dissolved in the melt (temperature of
the meht 80° C.). Subscquently, a solution heated 10 70*
C. of U.1 kg of azelastine hydrochionide, 140 g of p-
hydroxzybenzoic acid methy] ester and 60 g of p-hydrox-
vhenroic avid propyl ester in 51021 kg of punfied
water are emulsified with the aid of a high speed stirrer
and the emulsion obtained is stitved wntil cold and re-

peatedly hcmogbenized at reguolar time intervals,
Palyonyethytene. d0-mesrate. solid, white 1o eream-colored mase, [.27
ca. 11 F. 40" 44" C. Salidification point ca. 48" €.

The cintment §s filled into tubes which have a cubular
extension beyond the thread and are thus particularly
suitable for applying the vintinent into the nose.

EXAMPLE 3

Dosage acrosol giving off 0.5 mg of azelastine
hydrochlonide per stroke

About B0 kg of a mixture of 70 parts by weight of
diftuorodichloromethane and 30 parts by weight of
1,2dichlorotetrafluoroethane are coanted 19 about —55°
. in an appropriaie cooling vessel. A mixture of 0,086
kg of precooled sorbitantrioleate and 0.8600 kg of pre-
cooled trichlorafluoromethane arg dissolved with stir
ring into this mixtare at — 55" C. O.0688 kg of micron-
jzed azelasting hydrochloride and 0.0688 kg of micron-
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ized lactose are then tncorporated in portions into the
solation thereby ohtained with intensive stirring. The
1otal weight of the suspension thereby abizined is made
up to 9.547 kg through addition of mare of the mixture
of 70 parts by weight of difluoradichlaromethane and
30 pars by weight of 1,2-dichlorotetrafluorocthane
coaled 10 abowm —557 C.

Following closure of the vooling vessel the suspen-
sion is again cooled 0 about —55° O under intensive
stirving, Ivis then ready 1o be filled.

With continued stirving the suspension is flled into
the conventional suitable alutminuvm monoblac tins. The
monabtoe tins are closed immediately after the suspen-
sion has heen filled vsing conventional dosape valves
which release (.05 ml of suspension per valve aciuatian.
Actuation of the valve thus releases 0.5 mg of azelasting
hydroehloride, Presentation is effected in conjunction
with a conventional applicator which permits introduc-
tion of the active substance imto the nose of the patient,

EXAMFLEL 4
Eye drops with 0.05% of azelastine hydrochloride

140 g of polyvinylalcoho! (1rade name for example:
Muowiol 26-88 / Hoechst AG, Frankfurt 8G) are stirred
into 4 liters of cold water for injgction purposes, the
suspension is heated to 90° C. and left at this tempera-
tuie Tor 45 minules. After conling. the solotion obtained
iz mixed with the following salutions:

5 g of azclasting hydrochloride in ) Jiter of water for
injection purposes, 0.2 @ of phenyl mercuric nitrate in 2
liters of water for mjeclion purposes, 70 g of sadiom
chloride wn 1 liter of water for injection purposes.

The mixture is adjusted to 2 pH valug of 6.8 through |

addition of G.1 N sodium hydroxide solution, mixed
with a solution of 15 g of sodivm dihydrogen phos-
phate.? HyO and 21 g of disodiom hydrogen phos-
phate.2 Hz( in | liter of water for injection purpases
and filled up to 10 Jjters with water for injection pur-
pioses,

Following careful mixing the solution is filtered
through @ membirane filter of pore size 0.2 pm with glass

10

an

40

fiber preshlter and filled into sterile eye drop bottles -

under asepdic conditions after discarding a ficst 500 ml
of filtrate.
What s claimed is:

50

53

63

B

1. A methot for the teeatment of irritation or disors
ders of the nose apd eve which comprises applying
directly to nasal tissues or 1o the conjunctival sac of the
eyes a medicament which contains a member selected
from the group consisting of azelastine and its physio-
togically acceptable salis,

2. A method as set forth in claim T in which the medi-
cament ¢ontaing D00 to 29 (weight/weight) of
azelasting or an amount of 4 physiologically accepiable
salt of azelasting which contains £,0005 to 35 (weight/-
weight)y azelasting,

3. A methed as set farth in claim 2 in which the medi-
cament contains 0.00] to 1495 (weight/weighr) of azelas-
tine or an amaunt of a physiologically acoeptable salt of
azclasting which contains 0.001 to 196 {(weight/weight)
azefastine,

4. A method as set forth in claim 1 which the tnedi-
cament contajns 0.003 o 0.5% (weight/weight) of
azelasting or an amount of a physiologically acceptablc
talt of azelastine which contajns 0003 10 05%
(weight/weight} azelastine,

5. A method as s=t forth in claim 1 in which the medi-
cament cantains a pharmaceutically usable preservative
in an amount of 0031 to 0,19,

6. A method as st forth in claim 1 in which the medi-
cament is a sohntion,

7. A meihod as set forth in claim 1 in which the medi-
CAMCNE i5 an AQueans solution.,

& A method as set forth in eloim 1in which the medi-
cament is a sodution which containg 0.031 to 0055
{wetght/volume of sotution} of sodivm-2-(ethylmer-
curithio)benzoate or 0,001 to 0.[9% (weight/volume of
solution) of alkylbenevldimethy] ammonivm chloride.

%. A method a5 s¢t forth in claim 1in which the medi-
cament is applied by spraying.

10, A method as set forth in claim 1 in which the
medicament is applied as drops.

11. A mcthoad as set forth in claim 1 in which the
medicament is a powder,

11. A method for the treatment of 2 patient suffering
from allergy-related, or vasomotor or rhino-related
colds or symptorms which comprises applying dirgctly
10 the patieat's nasal tissiees or to the conjunctival sac of
the patient’s eye a medicement which contains 2 mem-
ber selected [fom the group conststing of gxelasrine and

its physiologically acceptable salts,
LT T
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