WD 2006/ 058022 PCT/ US2005/ 042362 COVPOSI TI ONS COVPRI SI NG AZELASTI NE  AND
METHODS OF USE THERECE BACKGROUND OF THE | NVENTI ON Field of the Invention

[0001] T invention is in the fields of phar

f or mul at p&?}@"@%@%ﬁ stry and pharmacol ogy. The inventi gﬁ(c\g@%é@go??&r elates to
conpositions corrprl sing azel astine or pharnmaceuti cal | y acceptable salts or
esters thereof, QMP qq@wgtl g@ rtal n enbodi ment s,
t he i nvention prOV| es onpri sing azel asti ne
hydrochl ori de fornul at ﬁ&rﬁ(ﬁﬁl or ocul ar solutions or
drops, as well as dosage for mul at| ons for oral and pul nonary delivery. The
invention also relates to nmethods of use of such conpositions in treating,
alleviating or preventing synptons associated with a variety of allergic
and non-allergic conditions. Related Art [00021 Azelastine is a
second-generation H ant &APKGROND QETHRINVEWIIEN i s used for its
anti-allergic, anti -asthmati c and anti hi stam ne properties. Azelastine is a
pht hal azi non aV| ng the follow ng structural formula: WO !
2006/ 058022 %&%@%ﬁ -2- C HZ NCH3 N O [0003] Azelastine can
be produced in a variety of salt fornms. The formnost frequently used in
phar mac cals ig azel astine. hydro ri.de, whi ch occur a white,

al nost @ﬁh 1 ess, chgRIesAnf W@B@\}/[\Héﬁlﬁ'\‘ﬁ ﬁﬂd%l%w%cw{’éﬁri%f‘&gl?’émﬁhe

chemi cal  nang, QP! stath A0 Rs Mvehlio ghibrdily rolbtds b hodipbdiaba2 1 none,  4-

comprising azelastine or pharmaceutically acceptable salts or esters thereof,
including azelastine hydrochloride. In certain embodiments, the invention

provides pharmaceutical compositions comprising azelastine hydrochloride
formulated for use as nasal sprays and/or ocular solutions or drops, as well as
dosage formulations for oral and pulmonary delivery. The invention also
relates to methods of use of such compositions in treating, alleviating or
preventing symptoms associated with a variety of allergic and non-allergic

conditions.

Related Art
[0002] Azelastine is a second-generation H1 antagonist antihistamine which is
used for its anti-allergic, santi-asthmatic and antihistamine properties.
. Azelastine is a phthalazinone derivative having the following structural
J formula:



[ (4- chl or ophenyl ) met hyl ] - 2- (hexahydro-I| - net hyl -1 H azepi n-4-yl)-, nono-
hydrochl oride and its nolecular formula is-CuH24CINSOHCI. Other salt forns
sui t abl f i n pharmaceutical conpositions incl Us®ed/easazne J~
enbonatéyoﬁﬁkgﬁaﬁ% reduced in bitterness conpared to ggglastine HC (see

U S. Patent No. 5,232,919 the disclosure of which is incorporated herein by
reference), - but which may al so be | ess effective than azel astine HCl. [0004]
Research has shown that azel astine ard-its physiologically acceptable salt
forms exhibit beneficial effects when the corresponding fornul ations are
applied directly onto the nasal nucosa and/or the conjunctival sac of the
eye (see U S. Patent No. 5,16%,194). Elim nation of synptons or noticeable
relief has thus been achievedlin allergic rhinitis (seasonal and/or
nonseasonal ), vasonotor rhiniftis and allergic conjunctivitis. [0005]
Despite its effectiveness, azél astine hydrochloride possesses a strong
bitter taste. This bitter tpg 5 so intense that it was found to ,be

unpl easant WD 2006/ 058022 P 0051042362 -3 even at a dilution of 1x106
(see U. S. Patent No. 5,164,194) The bitter taste was not thought to be a
problemin intranasal deliveryl of azel astine hydrochloride (see id.).
However, subsequent clinical studies have shown that the bitter taste of
azel astine hydrochloride is, ifttleed, an undesired elenent as a portion of
wn into the pharynx after intranasal

and undesired taste experience by

L]

+

the patient. For exa i eptigcals, Inc. (Sonmerset, NJ)
has reported in the A nsért that in clinical
studies, the bitter t3 et occufred statistically nore often

in pat)ients treated with™Asr6L7N(r) bna dsal Spray (containing 0.10% w v
azel astine hydrochl oride) verglus vehiclémlacebo (19. 7% vs. 0.6% . Likew se,
the fluid forned by a conbi natQon of an ocul arly admi ni stered nedicati on,
and induced tears secreted by tge | achrymal gl ands, drains via the

nasol achrymal duct into the nos( and ultimtely down the pharynx (see Day,

N., "Ophthal mc Dosage Forns," in: Pharmaceutical Prefornulation and
For mul ati on, . . a
[0003] Azelastine can be produced in a variety of salt forms. The form most

frequently used in pharmaceuticals is azelastine hydrochloride, which occurs

as a white, almost odorless, crystalline powder with a strong bitter taste. The

chemical name for azelastine hydrochloride is (£)-1-(2H)-phthalazinone, 4-

[(4-chlorophenyl)methyl]-2-(hexahydro-1-methyl-1H-azepin-4-yi)-,  mono-

hydrochloride and its molecular formula is” CxHzCIN;O-HCIL. Other salt

forms suitable for use in pharmaceuntical compositions include azefastine

™ embonate, which is reduced in bitterness compared to azelastine HCl (see

U.S. Patent No. 5,232,919 the disclosure of which is incorporated herein by
reference), but which may also be less effective than azelastine HCI.

[0004] Research has shown that azelastine and its physiologically acceptable

ﬁ salt forms exhibit beneficial effects when the corresponding formulations are

applied directly onto the nasal mucosa and/or the conjunctival sac of the eye

(see U.S. Patent No. 5,164,194). Elimination of symptoms or noticeable relief

has thus been achieved in allergic rhinitis (seasonal and/or nonseasonal),

vasomotor rhinitis and allergic conjunctivitis.
[0005] Despite its effectiveness, azelastine hydrochloride possesses a strong

bitter taste. This bitter taste is so intense that it was found to be unpleasant



Buffalo Grove, IL: InterpharmPress (2002)). Such post-nasal drip caused by
t he ocul ar adm ni st r?t I on of conpositions conprising azel asti ne _
hydrochl ori de therefore can also induce a bitter and %3%%§@%§2t aste

experi eNe@208¢/038482 patient. Ukai et al. (US Patent No® di scl ose

the use of polyvinylpyrrolidone and/or copol yvidone to mask the taste of
bitter ~y nedicanents, including azelastine. 10006] There renains a need
for a therapeutically effective dose.9f azel astine hydrochloride,
particularly for nasal, ocular, or pulnonary delivery, which possesses a
nore desired taste and/or has a reduced ability to drip down into the

h ft i nt I I dwi ni st ' h i.n ' tient
Dcceptabi | i PYeTafict ARIAN o el (i5e 1000 PBisBoBD. PeshLibodhe cabmdRe 4 BR EF
R oF 1 AQ0VERIgflNa6 000 B pF e’ 25kl iR RITOUS R 0P OS LT NS,
particul arly stable arnmaceut rcal conpositions, comprising azel astine

and/ or one &ydrodilbde B2 id)R b OEMeedubseqaat elhiodll seudied hiaveghowasther s t her eof ,
particularly azelastine hydrochloride. In certain enmbodinents, 'the

phar maceut i 8 bitemigatsiof iaggiastine birgrorblaridmis, thdeedo po upHesired clamentag | y
acceptabl e carrj.ers _,or, excipignts articularly oneg or, nore ch carriers
or excipien sp{rh§? %lt?éheugréqdﬁiaﬁ?q1 “P%‘B’mﬁ‘%‘&gl#g’% ﬁ‘g"c@‘r‘?pBE?‘?%r?ﬁ nto a form
sui t abl e f OfipttaRbdad NAhRinisHeliorY Geading 18- an WhleaBRItOSRd BdeSIPEP asBPPr 0Oaches, or

for ophthalmc delivery, e.g., via ocular “drops, or for pulnonary delivery,
e.g., Via acxpsricatd dydthei patientl (fvd saxample; dviediainta déharmeeatticdsblndi ment's, the

cesont i a1y (berel; 8 e e R, b SREEhI® 2uEe sl higft dgal w°OnS! St N9
phar maceut i ¢ahibal MEHEEDRDIReSBIE a@Fer®SdvRAt odciREE RhtiétRrNY nake 88&I ast i ne

hydr‘?;chl oride (HCl)) to provide a therapeuticall effective dose of
azel-dsti ne, pra@ﬂmmated:mthiMLm@ame@E@Bﬂépsw éoutasmsg 8r10% wér eof , and one

o PN LTREL Gk RES R BRI MR B B icneL”
the fluid formed by a combination of an ocularly administered medication, and
induced tears secreted by the lachrymal glands, drains via the nasolachrymal
duct into the nose and ultimately down the pharynx (see Day, N., "Ophthalmic
Dosage Forms," in:  Pharmaceutical Preformulation and Formulation,
Buffalo Grove, IL: Interpharm Press (2002)). Such post-nasal drip caused by
the ocular administration of compositions comprising azelastine hydrochloride
therefore can also induce a bitter and unpleasant taste experience by the
patient. Ukai e al. (US Patent No. 6,576,677) disclose the use of
polyvinylpyrrolidone and/or copolyvidome to mask the taste of bitter

9,

medicaments, including azelastine.

0006} There remains a need for a therapeutically effective dose of azelastine
hydrochloride, particularly for nasal, ocular, or pulmonary -delivery, which
possesses & more desired taste and/or has a reduced ability to drip down into
the pharynx after intranasal or ocular administration, thus improving patient
acceptability and compliance. |



Is a taste-masking agent that masks the bitter taste associated with
azelastine or its salts or esters such that the bitter taste experienced by
a patienfo pGRe,,admi ni stration of the pharmaceutical ponps:osA4s6t o the
patient, I's” reduced or elimnated, thus enhancing the organol eptic
acceptance of the conposition when applied to the nasal, ocular, oral or
pharyngeal nucosa. In preferred such enbodi nents, the taste-naslong agent
is selected fromthe group consistindg-of sucral ose, thaumatin (e.g.,
Talin(r)) sucrose, saccharin (including the salt fornms: sodium cal cium
etc.), fructose, dextrose, com syrup, aspartane, acesulfanme-K, xylitol,
sorbitol, erythritol, ammmpj mfm g W’F mati n, neot ane,

manni tol , eucal yptus oil, cglrﬂr;p or ,Mgvn?ml@ura N(;Itrlbgft ificial flavors or
flavoring agents (for exanple nmenthol, mnts, wvanilla, orange, etc.), or
conbi nal0deTis of tThe Presedt énwhtisw Ccproa@ent compobhiohs,C plagichlarlyr ethbler ed such
enbodi nents provide _such pharmaceutical, WO 2006/ 058022 PCT/ UsS2005/ 042362 -5
conposi t i onPlepmageraeal  epsmpostioas,naRPHYNG FEMlesting 4nd/OF| Ree O RO sui t abl e

0. 01% 1 o abdiprtREEAI Eomi i B0 Y SerobitlostsRel) Hdke 206 o
TSt pr ef er alrochloferb B tccRai5HnbetifHBR! 1. PElinabbutichE chbGHHGRIMOS i 0N,

Addi tional such enbodi nents may further conprise one or nore additional
flavoring agdmpsise sapshom snore phannacentically, acoeniahle carmera rejeexcipients, The

conpositions_of the present invention.preferably can be for ated for

adm ni st rat ipc?ﬁmﬂ}'iﬁaéﬁrawco‘f’r E%rﬁuglﬁ ycagil?rPo(Ht &lell}éﬂté! ﬁ’&?n"ﬁe b'ﬁ%o’fl limted to
i ntranasal , ﬁﬁﬂﬁlﬁﬁn% tHedompdHiEi6A linto S NEHAYle fstinfthsdshPddlRaryaRg. t he |ike.

[ 00 I n addi ti onal enbodi ments, ‘the invention provides thé intranasal or

ocul al phar n¥ie @enoseladr spoay epproaches atdfor oplshalmik: doliveryhe.gh visregeularr t her

conpri se one, Qr nbke _agents at _reduce or.prevent postnasal drip of the
conpositi on_sdIP?ﬁ’ 8 %Q“gﬁ%l}ﬂ%i‘% ne‘gnﬂaaiﬁg%legfwfi%ul ar admini stration of
the comoesyi tionsn Cedriai N 238GENAOBABdIIMARS, MBE CATRAMIGE. pldvidexanpl e, one
or nore viscosity-increasing agents that increase the viscosi t% of the

azel asti ne- Wemadentica comppeigonsicomprismgt(etoasisiing easentiallyrof) svitableg agents for
use 1n concentrations of azelastine, or a pharmacentically acceptable salt or ester
thereof (such as azelastine hydrochloride (HCI)) to provide a therapeutically
effective dose of azelastine, or a pharmaceutically acceptable salt or ester
thereof, and one or more pharmaceutically acceptable carriers or excipients,
wherein at least one of the pharmaceutically acceptable carriers or excipients
is a taste-masking agent that masks the bitter taste associated with azelastine

or its salts or esters such that the bitter taste experienced by a patient, upon

(

administration of the pharmaceutical composition to the patient, is
reduced or eliminated, thus enhaﬁcing the organoleptic acceptance of the
composition when applied to the nasal, ocular, oral or pharyngeal mucosa. In
preferred such embodiments, the taste-masking agent is selected from the
group consisting of sucralose, thaumatin (e.g., Talin®) sucrose, saccharin
(including the salt forms: sodium, calcium, etc.), fructose, dextrose, corn
syrup, aspartame, acesulfame-K, xylitol, sorbitol, erythritol, ammonium
glycyrrhizinate, thaumatin, neotame, mannitol, eucalyptus oil, camphor, and
natural or artificial flavors or flavoring agents (for example menthol, mints,
vanilla, orange, etc.), or combinations of two or more of such agents.

Particularly preferred such embodiments provide such pharmaceutical



accordance wth this aspect of the invention include, but are not limted
to, polyvinylpyrrolidones (PVP) (preferably having a nol ecul ar wei ght of
about 10, O bout 360, 000, as well as m xtures coptpi& or nore
grades o Oéﬁ%dﬁﬁmaar wei ght of PVP), cellul ose derivatlvegQ%Pﬁ%?ﬂ%ing, but
not limted to, hydroxyethyl cellul ose, carboxynethyl cellulose or its
salts, hypronellose, and the like), carrageenan, guar gum al gi nates,
carboners, polyethylene glycols, polyvinyl alcohol, xanthan gum and the
like. In certain preferred enbodinents, hypronellose is used as a

vi scosity-increasing agent in the nasal or ocular fornulations provided by
the present inventjion. [0010] Certain_conpositions of the invention may
further comforapesigigns ép whighy theatagtermasking agmbdn shemalase, algafuitable ncl udi ng one

or more sol ueRrespER B oreRFLE Ak 60t oY &, B el sl Pbon < one o
nor e buf f er 9,0r% yfbedt @.S’%{ ﬁ'gfé‘hfelf%rﬁﬂaoﬁfm A6 GBIhRldbeut 82%), veynt hetic or

nat ural bi oadhesi ves, and 2006/ 058022 PCTI USZOQ$/ 042362 -6
[00111 The imestmpréforably Som mbowti ¥05%rtetahowts0.b5%; ob thei tatpl oompoesitiamt i ng a

variety of .ergy-rel ated..and/ or vasgnotor-rel at ed conditj.ons, or synptons
Uher cot, i fRadifiorhy s Sbcitieni ey’ BROGH SOmpAS: She b Fiore addiferi o

conj uncti vi td | b ke N t [ S of.4d hemhpvention, the
conposi ti onsﬂa?ggﬂgeaﬁgghi gr‘nlltsgt 2g’f\e %tgblf %Ie]fn%ét?ﬁltlévi%a ?1’3/ eg{]i table node of
admi ni st r at i compositiohsidifnthe presentiriasaition oprefesably avaal be kformulhted sfobl i ngual ,

pul monary or the like. Suitably, the onpositions are adm nistered directly
to the nasal2FHRSEAIqn via any; of 3 345eR) pﬁ:;ogPeé,_ el cﬁ?’ggﬁbnf"bmﬂtﬁ‘i 19 nasal spray

or drops) or; e ] ' > SV Riond sacularly, e.g., in
the fort of u&%u a@’%ﬂ%’s@%ﬁf@%&}%r esen?a(a?lr?\l}(g!r[\l?%enm%fso provi des oral
dosage [#089]nmaceuthcalditionapmbodiments, denipvertiongproeides dhsiisttanagyl @ssenti al |y
of) a therapeui [ Callml y effective dose of azel astine, ,or a pharmaceutically
accept abl e seghtar jphasmaceptical reompositions desibad cthova: (WiHClhH M3 SHbBout 0. 05%t o

about 5. 0% By el Mine @ mbfd afthR i rdd!br GrévelP pbinaliPtlip 3 &9 Per dose,

and one or
compositions into the pharynx upon intrenasal or ocular administration of the

compositions. Certain such compositions may comprise, for example, one or
more viscosity-increasing agents that increase the viscosity of the azelastine-
containing composition. Suitable viscosity-increasing agents for use in
accordance with this aspect of the invention include, but are not limited to,
polyvinylpyrrolidones (PVP) (preferably having a molecular weight of about
10,000 to about 360,000, as well as mixtures containing one or more grades or
molecular weight of PVP), cellulose derivatives (including, but not limited to,
- hydroxyethyl cellulose, carboxymethyl cellulose or its salts, hypromellose,

./

and the like), catrageenan, guar gum, zlginates, carbomers, polyethylene
glycols, polyvinyl alcohol, xanthan gum, and the like. In certain preferred
embodiments, bypromellose is used as a viscosity-increasing agent in the nasal
or ecular formulations provided by the present invention.

[0010] Certain compositions of the invention may further comprise one or
more additional components or agents, including one or more solvents, one or
more preservatives, one or more stabilizers, one or more solubility-improving
agents, one or more isotonicity agents, one or more buffers or buﬂ"eﬁng
agents, one or more synthetic, semi-synthetic or natural bioadhesives, and the '
like.



pharmaceutically acceptable carriers or excipients, wherein at |east one of
the pharmaceutically acceptable carriers or excipients is a taste masking
agent, e.g%. sucral ose. ‘I n certain such enbodi nents, thgq 42:&%

azel asti nWO BPO/%802Bhar naceutical |y acceptabl e salt ther®® ﬁ%@&g} zel asti ne
HCl) is in the range of about 0.05 ng to about 10 ngy. Suitably the
concentration of sucralose is about 0.05%to about 0.15% by wei ght.
Exenplary forns of oral dosage conposidions include, but are not limted
to, liquid solutions, suspensions, tablets, capsules, chewable tablets,
orally disintegrating tablets, effervescent conpositions and orally

di ssol vi ng/ consumabl e filps. [0013] The present invention al so_provides
phar macelf¥iBal conbwsnvensies alse pagrdesimethodsyof drsatingariphieycalBBAVALEY y of ) a-

t herapeutical |y ,effective dgse of zel.astine,..or a pharnmaceutically '
acoept bl o oatelErevaad plopRomoft Tedi dofniiln BoMMBPOREIMERE L 0. 059 1 0
about 5. 0% byinMEdigB alleARé {ilﬂﬁi oy for MRARAGY SlilnetidfEeRaaRe e carriers |
or excipients, whefel ﬁ?ggt ; easS‘t ag@oofr t he phgfginaceﬂutli cgﬁgy accept abl e

carriers or dikei pAecdrdingstosthis adpesteof thedinwkmtron] the ¢dmpgsittonsanaube cal

conposition fyrther conprises one or npre additiopal , acgtive agents.

Suitabl e addi aqereéctpifl}@%tb@hv@ Ay s erfwﬂga h&@mﬁ%gw,naﬂg@%

2006/ 058022 R 0 4 =1 ol r | i :

anti hi stam nes gg%hgé{sl&té?’?rgluczclalr\g{‘m&gﬁg‘ﬁ%m,&t%ﬁ%k&tggiﬁg’,d]?erfenadi ne
and | or at adi rejnpositions aksadpsinietereddifactlp e et Aned] amscosa (1l et intrasasulsy,

nonet asone, triantcingl one, betanethasone, flunisolide, . budesoni de,
becl onet hasorfe:» Bithe L5 %feﬁnﬂsﬂlrﬁ%l%ﬁ’éﬁlpsb 8x tofheenpimcting sag of the e¥¢ edni sone,

| ot eprednol &k 9'%95? i ant agoni sts (such as
mnt‘f;Pukast),a(p%écong §%%?f§§ﬂﬁfa%+18g§&%%é%§%%phedri ne, phenyl ephedri ne,
phenyf epjaoizle, phdtel prapan ahafticie  aleX pietiaeso biah edospge phahnaceoidabe,

xyl omet azol i ne, epi nephrine, ephedrine, desoxyephedrine, naphazoline, and 7
t et r ahydr oz olPH@psitiens corwriang s(of seapistng gesenfiallye8fn, astharapeyticallyogl ycat e,

codei ne phos i LOL-ern ' eroidal anti-
I nfl ammlto orype%%tﬁ{esag%u i%geé‘%%ﬁ%r f%:ﬁﬁ%ﬁ%méﬁ%ﬂg?w%g%ﬁgg%%SC{S&%apr oxen,
felt odol ?c, f | uhdrest] af £onckatfion of Gom &ROD.0STAD ab&uit 51096 B weighurten,

upr of en,

provide about 0.5 mg to about 10 mg per dose, and one or more
pharmaceutically acceptable carriers or excipients, wherein at least one of the
phammaceutically acceptable carriers or excipients is a taste masking.agent,
e.g2., sucralose. In certain such embodiments, the amount of azelastine, or a
pharmaceutically acceptable salt thereof (e.g., azelastine HCI) is in the range
of about 0.05 mg to about 10 mg. Suitably the concentration of sucralose is

~ about 0.05% to about 0.15% by weight. Exemplary forms of oral dosage

) compositions include, but are not limited to, liquid solutions, suspensions,
tablets, capsules, chewable tablets, orally disintegrating tablets, effervescent
compositions and orally dissolving/consumable films.

[0013] The present invention also provides pharmaceutical compositions
comprising (or consisting essentially of) a therapeutically effective dose of
azelastine, or a pharmaceutically acceptable salt or ester thereof, at a
concentration of from about 0.05% to about 5.0% by weight, and one or more
pharmaceutically acceptable carriers or excipients, wherein at least one of the
pharmaceutically acceptable carriers or excipients is sucralose, and wherein
the pharmacentical composition further comprises one or more additional

active agents. Suitable additional active agents for use in such compositions



tolmetin sodi um oxaprozin, zonepirac, sulindac indonethacin, piroxicam

mef enam ¢ aci d, nabunetone, mnecl of enamate sodi um . di flunisal, fl uf eni sal,

pi roxi cam ket or ol ac, sudoxicam and isoxican). Suitabl yﬁ@%

sucr al 0seMO208¢e¥0 7t?orrp03|t|ons i s about 0.05%to about O 45 g e ght The
pharmaceutical conpositions can al so conprise conbi nati ons of azeI astine
and nmultiple additional active agents, for exanple, azelastine, one or nore
steroi ds and one or nore decongestants;7.0r azel astine, one or nore steroids

and one or nore |eukotriene antagoni sts. Such conbinati on conpositions can
al so farther corrpri se sucral ose and/ or ot her additional carri ers or

exci pients. [00141 I n anot odj.yent, the present. provi des
sust ai ned re‘l %%MEE@W&E‘? ' °Fg°t’f§]?%?e ’(WH}G' ﬁe sconpri si ng
(or consisti ti ff i

azel asti ne,’ ag%ﬁ(ﬁﬁgr ﬁ%{égﬁ?ﬂé)&f‘?&%@?g’% ‘a E%1—(‘J(e"aésf£1%{'lt ﬁoarsejr"(’g\"{s0 dgl?et?ﬂgl%éof , and one

or nore pharmmwnepalrhtymaamm aliHemeiablon€r sbétimethasdnesnflunisvlids, ei n at
| east one of the pharmaceutically acceptable carrivers or excipi. ent S is
sucral ose, anndgsanids, rbeclomethagens, detdps@ldeomeﬁe Ophalqm?l,déﬁ w »accept abl e

salt or ester t er eof y rel ease
Component s; 8, fogteiiand] %@3%%&% ) W biend Fofoabifft (uBRds o nore
osnotically a,%m\gﬁlkggt 5&@6 mataggpg%dogg ?ha{gmgaﬁnmnbrane and
a hole is bored into 006/ 8022 CT/ 005/ 0423 8 menbrane: or

4) enbedded |phenmhephsnd;ommnylpmpendamnqmrcetymaﬁasmlmwesprgwmm,f rom of the
group consi stl estl bl.e. fa I.ndi gest i at S ner s . and

swel | i ng agerFf le’% nﬁﬁ#’?pn% 5151 & ﬂ%@@ﬂ%ﬂ@gl ned

rel ease  COMPRELRJEODLLS, %teﬁéetorgntw{aéhoa@gwen&% 086 \WRinspiycaRd t he anmount

of sUgralose in such sustalned release conpositions I s abou 0 05% t 0 about
0. 15%°by wei quemlerphoepham, méumprmhlhmwondd)e andrown+stendidal zasitiast | ne or

salt thereof azel astine HCL) is_.abqu o about 10 ng. [00151
I n anot her en‘gﬁ d?‘é%heﬁﬁl wRo Ry at‘?h’f%v"g?i ofptag, PAPTOX ‘H’ar maceut i cal
CONPOSi ti0Ns dedo]RE 1%181%%1'1‘ ReripfoYen, Ol torrONeR Eiéﬁ%%(feﬁbuf&xoﬂﬁhﬁff Y

essentially of) a therapeutically effect i ve do azel ast |
tolmetin sodium, oxaprozin, zomepirac, sulindac indomethacin, piroxicam,

mefenamic acid, nabumetone, meclofenamate sodium, diflunisal, flufenisal,
piroxicam, ketorolac, sudoxicam and isoxicam). Suitably the amount of
sucralose in such compositions is about 0.05% to about 0.15% by weight. The
pharmaceutical compositions can also comprise combinations of azelastine
and multiple additional active agents, for example, azelastine, one or more
steroids and one or more decongestants; or azelastine, one or more steroids
i} and one or more leukotriene antagonists. Such combination compositions can
—) also further comprise sucralose and/or other additional carriers or excipients.
[0014] In another embodiment, the present invention provides sustained
release pharmaceutical compositions for oral delivery comprising (or
consisting essentially of) a therapeutically effective dose of azelastine, or a
pharmaceutically acceptable salt or ester thereof, and ome or more
pharmaceutically acceptable carriers or excipients, wherein at least one of the
pharmaceutically acceptable carriers or excipients is sucralose, and wherein
the azelastine, or the pharmaceutically acceptable salt or ester thereof, is: 1)
coated with one or more sustained release components; 2) bound to a cation
exchanger; 3) reacted with one or more osmotically active substances and

coated with a semi-permeable membrane and a hole is bored into the



pharmaceutically acceptable salt or ester thereof, and one or nore
pharmaceutical |y acceptable carriers or excipients, wherein at |east one of
the pharmaceutically acceptable carriers or excipients is sucral ose,

wherein the osition i's free, or substantially fre GRRsat i ves,
and V\/nereWﬁmWéﬁnBQ?érrpoleon is provided in a single ufﬁ‘f{ dﬁge cont ai ner.

Suitably, the amount of azelastine in such liquid, unit-dose pharmaceuti cal
conpositions is about 0.05%to about 0.15% by wei ght and the ampunt of
sucral ose in such liquid, unit-dose pharnmaceutical conpositions is about
0.05% to about 0.15% by weight. Suitable unit-dose containers include, but
are not limted to, high density polyethylene containers, for exarrpl e, high

d t | yet hyl fill
ranu act Ut i hGERERRR G5 ARG B (hAUBA A E G BT baenyes SHREEd 10016] 11

anot her enboq:fdg t#&x f &E@blk it fhiviRdanfgceut i cal
conposi tions oregglg ﬁ%ﬁ%ﬁ%%%@%ﬁ%tﬁmose or m}ﬂ)tl - délg%

confi gurati onssellingragents) 159itdtdy, the asioani ofazelusiinet inadutly sndtdined tefeasapeut i cal |y
effective dose of azelastine, or a phar maceutlc'ally acceptabl e salt or ester

t her eof, and SeRBogHORpIseabaR)-Aa%etat @Q%‘F 119- Oa(eé’&p’e’%ﬁhtea‘@aﬂ"ﬁlﬂéﬂ%‘nbp exci pi ent s,

wherein at | t I FAY IR

exci pients %gé‘@-l?ggiﬁ‘%é%ﬁ g&%{i‘?a EB'%%Q éog@&)xéoﬁﬁc B#’ f(§38§'? %’r& bst antially
free of pregervabiywRaghtaTH céfidhShth EMBoEMFRRAStHel Mibund op agalistslol N ei ther a
unit-dose or nulti-dose container. Suitably, the anpunt of azelastine in

such liquid, SehmGIMQQOMHCQ@'MQMQmm 10 mgdose or nulti-dose

phar mac osi tjons abo 05% to about 0. 15‘V b ght and the
amount a:dbgﬁcr al OEE t‘t‘ ?tPfa%Bé’g Lﬁﬂ?l %}ﬁll'éci‘ nmaceut i cal
conposi ti ons phmteewcap &fa%fmemoap% BenltRY6 ARniniOATHRL - oo""rﬁp syl qoini t - dose or

nmul tlmose containers include, but are not limted to, hi gh density
pol yethyl ene consistingsesséntially ofjos mlmpaadlyt 9ﬂ'®nvaldos,ct of aptlastie, 10y &l fitted

Formulat | ons PoOGUEreay ArabhE SR | Ba 5w iR FRarl o ponder
phar maceut i cgharmacentically acceptable carriers or excipients, wherein at least one of the
pharmaceutically acceptable carriers or excipients is sucralose, wherein the
composition is free, or substantially free of preservatives, and wherein the
composition is provided in a single unit-dose container. Suitably, the amount
of azelastine in such liquid, unit-dose pharmaceutical compositions is about
0.05% to about 0.15% by weight and the amount of sucralose in such liquid,
unit-dose pharmaceutical compositions is about 0.05% to about 0.15% by
weight. Suitable unit-dose containers include, but are not limited to, high
density polyethylene containers, for example, high density polyethylene

) containers produced using a blow-fill-seal manufacturing techmique with a
volume capacity of about 1 mL.
[0016] In another embodiment, the present invention provides liquid

pharmaceutical compositions for nasal administration in unit-dose or multi-
dose configurations, comprising (or consisting essentially of) a therapeutically
effective dose of azelastine, or a pharmaceutically acceptable salt or ester
thereof, and one or more pharmaceutically acceptable carriers or excipients,
wherein at least one of the pharmaceutically acceptable carriers or excipients
is sucralose, wherein the composition is free, or substantially free of
preservatives, and wherein the composition is provided in either a unit-dose or

multi-dose container. Suitably, the amount of azelastine in such liguid, unit-



conpositions conprising (or consisting essentially.'of), a therapeutically
effectivqwggmgﬂgﬁngzelastine, or a pharnmaceutical |y ac®eFusa0s/042%2 or ester
t hereof, and one or nore pharmaceutically acceptable carriers or excipients,
wherein the azelastine is in the formof mcronized particles and wherein at
| east one of the pharmaceutically acceptable carriers or excipients is
sucral ose, for exanple, mcronized pafticles of sucral ose. Suitable such

i nhal abl e powder pharnaceuti cal conpositions conprise micronized particles
of azelastine with an average particle size of about 1 pmto about 5 Van,

and m croni gese BAMiliGldese ghmm&é@ceﬁeom?édiﬁm BV&Iou0 8,039 ttb cdbeusi ze of
about 1 pm to about 20 pm Such inhal abl e powder pharmaceuti cal

conposi t i ons 0clf5% b weghdsand: theraneeint of sueralose i srehu liguiddutib-dogsubronar y
delivery using,,.f.or exanpl.e,. a dry..powder. in i i t , Lhe amount of
azel astine i Hﬂgﬁ"élﬂse &ﬁ@%@ﬂmﬁugﬂ% &a@ t%gﬁ‘l‘]ﬂz&k*én@’ i s about

0. 1% 10 ab0Ukycffle 0%syifi810'Ghlabe B rhilf-RED iBbiaflors HARBOBE fafh e | nhal abl e

powder pharmaceuti cal conpositions 1s a % to about 20.0% by wei ght.
[00181 The piiesitedtto, higledensity palyethypene \bottles wittha lvaluire aepscity gfrebonticeut i cal
conposi tions cqnprising.(or consisting essentjally qQf), sui tghle
concentrat i oﬂmﬁd"p‘roomf-d@é%{ Wﬁgr"aﬁgﬁ.‘( iPEBIP| @%ﬁﬂlx Id%g%sfgf #FC 4E asti ne, or
a pharnaceu r%g(lv {.‘ﬁllg alt or ester thereof, and one or nore

phar maceutic y g%%eg%%% e %g?tr'&i er, stabilizer or excipient, wherein the
azel astif@7 s i n The prastatdnvéntivm asachbrotidesinhaablel waveder phdmmtaitioal

phar maceutical ly acceptabl e carriers or excipients is sucralgse dissolved in

t he §O| ut i oRCmBRRtenSH ARG JPF LpnsisisngeENtiaa 0D gikerrpaueallYnhen used
i th WO 20 0 P 5/ S LA lL.ee. . prqyi de a fine
\émpray of theggi)e‘gnggndéﬁ?sogﬁlznc u ﬁgdﬁgﬁ%’%&%@ﬂ Ib;ng%éegt@p %xéeaﬁcgfrpe%#ents) hiatvi ng

an average pdidredf] andomLomordphirmbcemtitallyaheptable datrietsioh exdipiehtapl e spray
phar maceut i cal cor’rgositions of the present invention can be fornul ated for

pul nonary deMbges lastinegis inytherfiirm ofsmicronigedpartigley prd whereithabl er |
Sui t abl h i e i - "~ el
oot 11 one 1ERsRor e AGERARKARY Boaipfl taHIg 3 pfoipBhS AVsubHRSIR Ot ! C2

for example, micronized particles of sucralose. Suitable such inhalable

powder pharmaceutical compositions comprise micronized particles of
azelastine with an average particle size of about 1 pm to about 5 um, and
micronized particles of sucralose with an average particle size of about 1 pm
to about 20 pm. Such inhalable powder pharmaceutical compositions of the
present invention can be formulated for pulmonary delivery using, for
) example, a2 dry powder inhaler. Suitably, the amount of azelastine in such
inhalable powder pharmaceutical compositions is about 0.1% to about 20.0%
by weight and the amount of sucralose in such inhalable powder
pharmaceutical compositions is about 0.05% to about 20.0% by weight.

[0018] The present invention also provides inhalable spray pharmaceutical
compositions comprising (or consisting essentially of), a suitable
concentration to provide a therapeutically effective dose of azelastine, or a
pharmaceutically acceptable salt or ester thereof, and one or more
pharmaceutically acceptable carrier, stabilizer or excipient, wherein the
azelastine is in a solution form and wherein at least one of the
pharmaceutically acceptable carriers or excipients is suéralose dissolved in the

solution. Such inhalable spray pharmaceutical compositions when used with a



t he anmount. of sucral ose in such inhal abl e spray pharnaceuti cal

conpositions

i s about 0.05%to about-0.15% by weight. [00191 The .present invention also

provi des Wk

(*39/9 ‘ﬂlf treating snoring in an ani mal, coPQEUSINS04A ni stering
to the aninal a therapeutically effective dose of azelastine, or a
pharmaceutically acceptable salt or ester thereof, and one or nore

phar maceutical ly acceptable carriers or excipients, wherein at |east one of

t he pharmaceutical |y acceptable carrid?s or excipients is sucral ose.
anount of azelastine in such conmpositions suitably is about 0.05%to
and the anmount of sucral ose in such conpositions is

sui tably abogifitableQfe¥ick préxh@sih fihelsp¥d3yofWht Botponddds

al so provides nethods of treating or preventing

0. 15% by wei ght,

The
about

hidiez BétReam | nvention
allergic rhinitis,

non- al | er gi cnomaaaive comportents) hawing an avdragegiadiciosizentatiout t i tombaut  ani mal |

such as a hupan, suffering fromor predi sposed thereto, conprising

adni ni st eri ng HM. sApek i le sprpy; phyaaraseuticehicomprpibens pbihec praseatsi ng an

fif ect i t.azel asti d,a taste- ' t. of | ose,
avor di ng  norhpicl, et avaulie Jot AShEpHY duRdaTBER, R B akBko 11",
sui tabl e enbaiahRMePice bP BihRlef S Shitabllyihe Aot HF ¥138% inRiGH MBeIEbE! Cal

t her eby

conpositions conprising (or consisting essentially of) the follow ng:
(00221 About spdayopitdrmaceatical compbSitionais ehouh D% $¢ abraut AQWbyovdightiand; and about

0.01%to aboyt 1.0% v) .steroid selected froqmthe group consisting of
fluticasone, BE%PAMMF ClBéPWilﬁl,m%ﬁeE S‘EFBP‘?s‘tEﬂ?aesoni de and

trianci nol ong.gpk Wﬁg’b%%ﬁﬁ @.-19%%%{]\?& out 0.15% (w v) azel astine
. 0

hydr ochl ori de; about . 0% (W v) steroid selected fromthe

grou
momet

tri anci.nol on&im,

to a

c{0029kt i ng Tlie PEscn0 @Bt 2o POvides aRANGEdsCofABAfing stotinglintahcasone,

sone, dexgﬂet hasone beloxil, | ot udeson

0.1% (W V)  addkttabd8stiik BrOf PhithiatbticARPAticetabit alt Or 2R herebf, and

one or more pharmaceutically acceptable carriers or excipients, wherein at
least one of the pharmaceutically acceptable carriers or excipients is sucralose.
The amount of azelastine in such compositions suitably is about 0.05% to
about 0.15% by weight, and the amount of sucralose in such compositions is
suitably about 0.05% to about 0.15% by weight.

{0020] The present invention also provides methods of treating or preventing
allergic rhinitis, non-allergic vasomotor rhinitis or allergic conjunctivitis in an
animal, such as a human, suffering from or predisposed thereto, comprising

) administering to said animal a pharmaceutical composition comprising an

gﬁ'ective amount azelastine and a taste-masking amount of sucralose, thereby
avoiding the bitter taste associated with the azelastine.

- [0021] In suitable embodiments, the present iovention provides
pharmaceutical compositions comprismg (or consisting essenfially of) the
following:

[0022] ABout 0.05% to about 0.15% (w/v) azelastine hydrochloride; and about
0.01% to about 1.0% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprgdnoL budesom'de.and
triamcinolone. _

[0023] About 0.05% to about 0.15% (w/v) azelastine hydrochloride; about
0.01% to about 1.0% (w/v) steroid selected from the group conmsisting of

rednol , i de d.
FOHIREISIE RAMIStFTIE o(0: the 2pigmRl 4y Wgﬂwélﬁ'osﬁn?ctveozq About



1.0% (W v) steroid selected fromthe group consisting of fluticasone,

nonet asone, dexanet hasone bel oxil, | oteprednol, budesoni de and

trianci nol one; and about 0. 1% (w v) sucral ose. [0025] W V)

azel asti ORI or i de; about 0.01%to about . 1. 0%?&‘? sz&[sé‘r(fglgd sel ect ed
fromthe group consisting of fluticasone, nonetasone, dexanethasone

bel oxil, |oteprednol, budesonide and triantinolone; and about 0.15% (W v)
sucral ose. [0026] About 0.15% (w v) azejastine hydrochl oride; about 0.01%to
about 1.0% (wv) steroid selected fromthe group consisting of fluticasone,

nonet asone, dexanet hasone bel oxil, Ioteprednol budesonide and
tri anci nol one; .and about 1% (W v sucr 27 ut 5% (W V)
azel astine hy@’F’GEﬁ‘ﬂ“&rWﬂ@emﬁ%é W&’k @lb’% E’%@ d sel ected

fromthe gr OL'tHaIﬁglﬂﬁ1o§5 ﬁgla%utfd p}alt&gg&@g ISWW aefige, dexanet hasone

bel oxil, |otepredn esoni de and trianctnol one; and about 0.15% (w V)

sucr al os[®024]0028] Aoy 0. 0%0600v) azalbsmt Hrdidctidridey pbaw €).0E%i wweatiutir ochl ori de;
and about 0.1%to about 5.0% (W vé_@m)ntel ukast. [0029] Ahout 0.05%to about
0.15% (W v) a@habviviestapid celectsdi Fom dbegroup . cp%lﬁtélgats’éuﬂuﬂacae%e(wv)

019 (wv) o/ ANALrRE hydgié%%tﬁ%sﬁ‘? oeldhe Gl L iR, ) O

nont el ukast ; teadciabRue; éildla%ﬁwm(ﬁruqrsadreﬁ)ee [0031] About 0.1% (W v)
azel asti ne hydrochl ori de; about 0.1%to about 5.0% (w'v) nontel ukast; and

about 0. [09351( w' v) Ahant - b%e(w/yD eze)sting dudrashisisiey WP‘W GQENetor ahout

hydr ochl ori de; nab 1% b 9% (W | d _about 0.1%
(v sucrai et R oseoid defes oo A ol SRRRE B BBt coun
0.1% 10 aboutmorhetdbh®, ( WeXdmétBikofé URmidxil, anlétep{%lél 0. 5kidesonidev) agdicr al ose. VO

20061098022 PCT/ US20051042362 - 12 [00341 About 0.05%to about O. 15% (W v)
azel asti ne hywasenrplongiand abaet GG {w/v) sucralose.

[0026] About 0.15% (w/v) azelastine hydrochloride; about 0.01% to about
1.0% (w/v) steroid selected from the group consisting of fluticasone,
mometasone, dexamethasone beloxil, loteprednol, budesonide and
triamcinolone; and about 0.1% (w/v) sucralose.

[0027} About 0.15% (w/v) azelastine hydrochloride; about 0.01% to about
1.0% (w/v) steroid selected from the group comsisting of fluticasone,
mometasone, dexamethasone beloxil, loteprednol, budesonide and
triamcinolone; and about 0.15% (w/v) sucralose.

[0028] About 0.05% to about 0.15% (w/v) azelastine hydrochloride; and about

‘ 0.1% to about 5.0% (w/v) montelukast.

) [0029] About 0.05% to about 0.15% (w/v) azelastine hydrochloride; about
0.1% to about 5.0% (w/v) montelukast; and about 0.1% to about 0.15% (w/v)
sucralose.

{0030} About 0.1% (w/v) azelastine hydrochloride; about 0.1% to about 5.0%
(w/v) montelukast; and about 0.1% (w/v) sucralose.

[0031] About 0.1% (w/v) azelastine hydrochloride; about 0.1% to about 5.0%
{(w/v) montelukast; and about 0,15% (w/v) sucralose.

[0032] About 0.15% (w/v) azelastine hydrochloride; about 0.1% to about
5.0% (w/v) montelukast; and about 0.1% (w/v) sucralose.

- [0033) About 0.15% (wfv) azelastine hydrochloride; about 0.1% to about
5.0% (w/v) montelukast; and about 0.15% (w/v) sucralose.



0.1%to about 1.0% (w v) decongestant selected fromthe group consisting of
pseudoephedrl ne and phenyl ephrine. [0035] About 0.05%to about 0.15% (w V)
azel asti ne drochl oride; about 0.1%to about 1. 0%(W/ %m hant

sel ected W Hroup consisting of pseudoephedrine and enyl ephri ne;
and about O. 1%to about 0.15% (w v) sucral ose. [0036] About 0.1% (W v)
azel astine hydrochl ori de; about 0.1%to about 1.0% (w v) decongestant

sel ected fromthe group consisting of -pseudoephedrine and phenyl ephri ne;
and about 0.1% (w v) sucral ose. 100371 About 0.1% (w v) azel astine

hydrochl ori de; about 0.1%to about 1.0% (wv) decongestant selected from

Ei‘fv?fﬂ@fﬁﬁﬂs' N '8@%@]@ Oﬁﬁfeﬁfa%eﬁtiﬁiﬁ%@roﬁ Soelefiae VBt an B b°“tab8ut15%; .
0.1%
pecudosphedr | Kb R BRI W?%Eéﬁ%g‘ﬁﬂ%hﬁéﬁb&%%suﬁ%wsi 0030]

About 0. 15% (Weudoeph@ﬂmehndlphémytbphnm ori de; about O. 1%to about  1.0%,(wW v)
decongest ant selected fromthe gl'oui) consi sting,of udoephedr| ne and

phenyl epfif3¥e; andAas®:035s 16 abeut ¥:15% JBY e ststipg W% t o about

RIS,%\;S(I? g\év{ \éZ:t 2%?‘%@ %elh%? cons@ ' ng O e?gat%upro%é%&&‘?r%%ﬁbgﬁgc()% (W)

acecl of enac udvRphedxiee . anl eptineé! abd Gbatt M1BUibolt 03%94 (wi) azel astine
hydr ochl ori d?ﬁéaﬁt 0.1% ggﬁa out 10.0% (wW v).NSAID selected fromthe

group consi st3ueEplese. i bupr of en, di cl of enac, acecl of enac and naproxen and

Zgg:];s? [ [j?gﬁ Od?ggh‘{l %98@@&)/%\&%&%885%& ﬁg&i@ﬁ%gcq%A%WP )"‘b?]{]éj\(# °sel ec'.t ed

from.the grougy/eprdies Rfected FRmP R Erou cﬁﬁaﬁﬁ%a%p cRRA woRphadingasd and

napr oxen; and about 1% (w v) sucral ose. WD 200 PCT/ US2005/ 042362
-13 [ 00431 Authenylephrine] sudabost @l %</ Hesupmlpsechl or i de; about 0.1%to about
[0037] About 0.1% (w/v) azelastine hydrochloride; about 0.1% to about 1.0%

(w/v) decongestant selected from the group consisting of pseudoephedrine and
phenylephrine; and about 0.15% (w/v) sucralose.

[6038] About 0.15% (w/v) azelastine hydrochloride; about 0.1% to about
1.0% (w/v) decongestant selected from the group consisting of
pseudoephedrine and phenylephrine; and about 0.1% (w/v) sucralose.

[0039] About 0.15% (w/v) azelastine hydrochioride; about 0.1% to about
1.0% (w/v) decongestant selected from the group consisting of
pseudoephedrine and phenylephrine; and about 0.15% (w/v) sucralose.

) [0040] About 0.05% to about 0.15% (w/v) azelastine hydrochloride; and about
0.1% to about 10.0% (w/v) NSAID selected from the group consisting of
ibuprofen, diclofenac, aceclofenac and naproxen.

[0041] About 0.05% to about 0.15% (w/v) azelastme hydrochloride; about
0.1% to about 10.0% (w/v) NSAID selected from the group consisting of
ibuprofen, diclofenac, aceclofenac and naproxen; and about 0.1% to about
0.15% (w/v) sucralose. _

[0042] About 0.1% (w/v) azelastine hydrochloride; about 0.1% to about
10.0% (w/v) NSAID selected from the group consisting of ibuprofen,

diclofenac, aceclofenac and naproxen; and about 0.1% (w/v) sucralose.



10. 0% (W v) NSAID sel ected fromthe group consisting of ibuprofen,

di cl of enac, acecl of enac and naproxen; and about 0.15% (w v) sucral ose.
(0044 About 0.15% 6r/v) azel astine hydrochl oride; abo O bout
10. 0% ( WWA 2NSAF892% e ect ed from the group consi sting OP&T@S%OIQ/%?@‘;”IQ

di cl of enac, acecl of enac and naproxen; and about 0.1 % (w v) sucral ose.
[ 0045] About 0.15% (w v) azel astine hydrochl oride; about 0.1%to about
10. 0% (W v) NSAID sel ected fromthe gnoup consisting of ibuprofen,

di cl of enac, acecl of enac and naproxen; and about 0.15% (w v) sucral ose.
[ 0046] About 0.05%to about 0.15% (w v) azel astine hydrochl oride; about

Fi ut i calAal  romeiretind Ve ThEhornne Byomeht el Ol Bocson de.

and trianci nph goe; dNBREY sdeckdd tROnR DAY erbuf Yedndlsing AT RGRsTERANt sel ect ed
fromthe groupgzégrgsi ting ofspseudoephedri%reugnd pﬁen%ll epir??l?ne. [ 0047] About

0.05% t o abodirldferbbaceelbfehacoans rmptaxer; angd dbautifl 5% (e/v) alvealose. 0. 01% t o about
1.0% (W Vv teroid, sel gd fromthe group nsj stjn f,, fluticasone,
rm_rre(; a;Wéf*ls dexangﬂ’ﬁ‘&s@ﬁézb@w%)( i@?lﬁb&gevﬁ&fg‘&qdebﬁh@goﬁilé’efo Eé?l‘&f

trianci nol O”FO.O%WWV)%I@%%@I&Q%% fo Wﬂlg\r/]\%\% gﬁj&?%ﬁgt@ngb@ﬁiﬁt ed from

t he group consisting’of pseudoep ne a I ne; bout 0.1 %

to about 0. 18RAofsae)acstlofendocoanl napfitiéit]andlaboiit 001% Vov(wWiskgralagee! ast i ne
hydrochl oride; about 0.01%to about . 1.0% (w v) steroid selected fromthe

group cVdpkting Abowl O 6k azelaging: hydarehloridex ahautn@dvmto BROWX| | |

| ot epr ednol , e Ne! d | | ne. ab . %% 1.0% (W v)
decongest ant lé)'g%ei%@ ﬁrsé%ﬂt Fleel%%(f(r)ﬂlidgy%ﬁs@?ﬁn@%?ﬁﬁéegl%g}ggﬁ’%’i ne and
pheny! ephr i néiclodtithc pdveslbfefaclaribriapfoxkn; aad ab@lt@SKE% [V} Blcrabut 0. 1% (W V)
azel atine hydrochloride; about 0.01%¢to about , 1.0% (w V) steroid selected

fromthi0Fbup coAdPuGORTede abpuk 9-45%dweY) azelasting bydrechlomde; mebotts one
bel oxil, | ot dpol ' ' ' - ab . % t bout
056 (i v) o SDLAG R0 ehor 385 OO/ steRAE splebiod s g Ao B sl of e P 35960

-14 fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide,
and triamcinolone; and about 0.1% to about 1.0% (w/v) decongestant selected

from the group cousisting of pseudoephedrine and phenylephrine.

{0047] About 0.05% to about 0.15% (w/v) azelastine hydrochloride; about
0.01% to about 1.0% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide,
and triamcinolone; about 0.1% to about 1.0% (w/v) decongestant selected
from the group consisting of psendoephedrine and phenylephrine; and about

, 0.1% to about 0.15% (w/v) sucralose.

) [0048) About 0.1% (w/v) dzelastine hydrochloride; about 0.01% to about
1.0% (w/v) steroid selected from the group consisting of fluticasone,
mometasone, dexamethasone beloxil, loteprednol, budesonide, and
triamcinolone; about 0.1% to about 1.0% (w/v) decongestant selected from the
group consisting of pseudoephedrine and phenylephrine; and about 0.1% (w/v)
sucralose. '

[0049] About 0.1% (w/v) azelastine hydrochloride; about 0.01% to about
1.0% "(w/v) steroid selected from the group consisting of fluticasone,
mometasone, dexamethasone beloxil, loteprednol, budesonide, and
triamcinolone; about 0.1% to about 1.0% (w/v) decongestant selected from the



group consi sting of pseudoephedrine and phenyl ephrine; and about 0.15%
(wv) sucral ose. [0050] :About 0.15% (W v) azel astine hydrochloride; about

0.01%to % (W v) steroid selected fromthe OpeYRISeB8eiaEd ng of
fluti casaﬁ‘ggﬁ%‘%@?asone dexamet hasone bel oxi |, |oteprednol, budesoni de,

and triantinolone; about 0.1%to about 1.0% (vv/v) decongestant sel ected
fromthe group consisting of pseudoephedri ne and phenyl ephri ne; and about
0.1% (W v) sucral ose. 10051] About 0.125% (w/ v) azel asti ne hydrochl ori de;
about 0.01%to about 1.0% (wv) steroid selected fromthe group consisting
of fluticasone, nDnetasone dexanet hasone bel oxil, | oteprednol, budesoni de,

and trianti @{?‘Qéu egﬁﬂ d o sel ected
fromthe 8‘3’1[\)1 consi %5%8‘%“&%& e%tﬁlelérﬁré?éﬁgg%)n hg@@%ﬁggg and about
0.15% (W/v) (\sﬁx@maimsm [ 0052] About 0.05%to about 0.15% (W v) azel astine

hydr ochl ori de; about u1%to about. 1.0% (W v) steroid selected fromthe
group cHNS0Lt i ng @OUtfﬂdﬁfoc@%’Bhéze %ﬁﬁﬁﬁt%&?@m@é’xm%%bﬁéo@ Xil,

oo P el YR AP Sy, B4 U R of gl > O

hydrochl ori dgionithRbe, )d&a&%ﬁﬁéo@eab&lbxﬂt Ofétdprédnbl, St Bidekéhids| emed from the

group consisting of '/ fluticasone, nomet asone, déxamet hasone bel oxi |,

| ot epr ednol , umwsﬂmedebomﬁd% o abont h8%oiwéy) desongesientisalectedfvputhes. 0% (w v)
t el ukast d ab 1%,t t 5% 54] About
0. 156 (e vy - 2800 cPmting s pAEp BRGNS sadhentybelinse: SEARUEO T GO w vy

steroi d sel egi@floder oM t he group consisting of fluticasone, nonetasone,
dexanet hasone beloxil, | oteprednol, budesonide, and triantinolone; about

0. 1%~ oMLt 5. 0%douy Q.1 50w/ e) ammlledTYdImbbuﬂe;OaM 0.9V%to sheutal ose.
055100t AR Sl BB B o 10
Moret asone,  GRKRIRLIES Ofikatieihestnk . bASHR" CRHirednBl dERRIRESide, ar&d

triameinolone; about 0.1% te about 1.0% (w/v) decongestant selected from the

group consisting of pseudoephedrine and phenylephrine; and about 0.15%

(w/v) sucralose.

[0052) About 0.05% to about 0.15% (w/v) azelastine hydrochloride; about
0.01% to about 1.0% (w/v) steroid selected from the group consisting of

fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide,
and triameinolone; and about 0.1% to about 5.0% (w/v) montehukast.

[0053] About 0.05% to about 0.15% (w/v) azelastine hydrochloride; about

) 0.01% to about 1.0% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide,
and triamcinolone; about 0.1% to about 5.0% (w/v) montelukast; and about
0.1% to about 0.15% (w/v) sucralose.

[0054] About 0.1% (w/v) azelastine hydrochloride; about 0.01% to about
1.0% (w/v) steroid selected from the group consisting of fluticasone,
mometasone, dexamethasone beloxil, loteprednol, budesonide, and
triamcinolone; about 0.1% to about 5.0% (w/v) montelukast; and about 0.1%
(w/v) sucralose.

[0055] About 0.1% (w/v) azelastine hydrochloride; about 0.01% to about
1.0% (wiv) steroid selected from the group consisting of fluticasone,

mometasone, dexamethasone beloxil, loteprednol, budesonide, and



WD 2006/ 058022 PCT/ US2005/ 042362 -15 tri anti nol one; about 0.1%to about
5.0% (w v) nontel ukast;. and about 0.15% (w v) sucral ose. 100561 About 0.15%
(Wv) azel astine hydrochloride; about 0,01%to about geffH d4d3s2 St eroi d

sel ect edMO ¥Ry oup consisting of fluticasone, rmonet as}szg?lgé,

dexanet hasone bel oxil, |oteprednol, budesonide, and triantinol one; about
0.1%to about 5.0% (w v) nontelukast; and about 0.1% (w v) sucral ose.

[ 0057] About 0.15% (W v) azel asti ne hy#lfochl ori de; about 0.1%to about 1.0%
(wv) steroid selected fromthe group consisting of fluticasone,

nonet asone, dexanet hasone bel oxil, |oteprednol, budesoni de, and

trianci nol ong; 0,119 0 . : sabout 0. 15%
(wv) sucral glgg%&?g%fﬁ%ﬁggtﬁ%%@f?g%a@%ﬁ/ 908&‘1}@&1)%?’# \%Sai)ggtglf]gss/t%i ne

hydr ochl ori déx/vipduetillose0. 01% t o about 1% (W v) steroid selected fromthe
group consisting of fluticasone, nopnetasone, dexamethasone bel oxil,

| ot epr el¥886] budedlrt db15%¥dv) agelasine dydroshlorde abont 6@1% twoab@ut 5. 00%
(wv) of a r-sakuble..po e @ 0.01 %to.abo 2.% of a suspendi ng
agent; abou?ﬁh‘%’oiwgbt ﬁtemé%oﬁ%gﬁz%&ﬁé FELY | ﬁodmg%%t#t gggﬁsm&e_,m% t o about
0.1% (W V) dindRefasifie, © Rk ahethasdBO UtbeloxA0 1 Yotepreaabolut Hadesdnide/ Vianaf a
preservative such as benzal koni um chl ori de and/ or phenet hy1 al cohol ; about
0.1% t 0o aboutriagcmebsnesahousDddeto sbonti 61076 (@) montalukastyfand aptwddnideeut i cal |y

acceptabl e buffer t mai ntain the pH of the conposition within a range of
f rom about 4."%‘/'“156‘ it 7.4; a sufficient anount of an isotoni city agent to

yield a{ogggfl al 1 Abjoud 0, 8 Utwrv %Qemgmo}/d%&hl&idép%ut@i)%n&oﬁw\ﬁkg; and Q5

wat er . About 0.05% to about 0.15% (W v) azel astine hydrochl ori de;
about._ 0. 1% 1.0%alfw(s) Sesofdy sejectedn o khet group ocrnsidting) 106 floticasons, 5. 00% (W V)

of a )water-sol uple polyner, about 0,01% to, abaut, 0.1% (W V) di godi um
edetate; abBORC#WH1% Barﬁﬁ%ﬁ?n@.@(}((’ﬂbfv)loﬂféﬁ?lkorh“ﬁﬁ Bideor i3 about 0. 1%

; gcegfgglt 60- dhMeRidfond] ARei 039%51\ bbbt £0% @FPRbntehkaAtRRaEBRM Jo5al | Y
(wiv) sucralose. :

[0058] About 0.05% to sbout 0.15% (w/v) azelastine hydrochloride; about
0.01% to about 1% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide,
and triamcinolone; about 0.001% to about 5.00% (w/v) of a water-soluble
polymer; about 0.01 % to about 2 % of a suspending agent; about 0.01 % to
about 0.2 % of a wetting agent; about 0.01% to about 0.1% (w/v) disodium"
edetate; about 0.001% to about 0.5% (w/v) of a preservative such as
benzalkonium chloride end/or phenethyl alcohol; about 0.1% to about 0.15%

) sucralose; a sufficient amount of a pharmaceutically acceptable buffer to
maintain the pH of the composition within a range of from about 4.5 to about
7.4; a sufficient amount of an isotonicity agent to yield an osmolslity of about
220 mosmol/kg to about 350 msomol/kg; and QS water.

[0059] About 0.05% to about 0.15% (w/v) azelastine hydrochloride; about
0.1% to about 5% (w/v) montelukast; about 0.001% to about 5.00% (w/v) of a
water-soluble polymer; about 0.01% to about 0.1% (w/v) disodium edetate;
about 0.001% to about 0.5% (w/v) benzalkonium chloride; about 0.1% to
about 0.15% sucralose; a sufficient amount of a pharmaceutically acceptable
buffer to maintain the pH of the composition within a range of from about 4.5



buffer to maintain the pH of the conposition within a range of from about
4.5 WD 2006/ 058022 PCT/ US2005/ 042362 -16 to about 7.4; a sufficient anount

of an isotonicity agent to yield an osnolality of abo /kg to
about 350\’19%%5}/@3@; and QS water. [0060] About 0.05% wglﬁg@gﬁ? % (W V)
azel astine hydroc h hloride; about 0.1%to" about 1% (w v) decongestant
sel ected fromthe group consisting of pseudoephedrine and phenyl ephri ne;
about 0.001%to about 5.00% (W v) of ajg-water-soluble polyner, about 0.01%
to about 0.1% (w v) disodium edetate; about 0.001%to about 0.5% (wW V)
benzal koni um chl ori de; about 0.1%to about 0.15% sucral ose; a sufficient

Comosi €1 on PSR 50 BB o B b R P o ot
anmount of an dfﬁw@%@%“dﬁ“@%ﬁ" M“%ﬂ’ﬁ%%‘{k}?mdﬁg%%ﬁm about 220

nosnol / kg to about nmsonol / kg; ‘About 0.05%to about
0. 15% ( ieg0)azel agihone 00534 ac hbouti @E5% alwovl azdlastifié hpdwbhlotidd;08bofat v) NSAI D
sel ected fromthe,group consisting of ibuprofen, dicldfenac, aceclofenac

and napr oxen:0- b & gboutolibotw D) gasergestant ednfrom the gEouR-oBsising abl e pol yrrer :
bout 0.01% ) I: | . 0,0 0 bout
0°95% (vi v) bt RPRticdlind 2 phebicofidl AT Bl angP Spualaitided 0, S00Mt

sufficient anpitéiisolblepolpfirE;abesti0.0t%! oyataat YA I MidodRim tedeta®} Nt ai n t he
pH of the conposition wthin a ran&e of fromabout 4.5 to about 7.4; a

sufficient a t0.891%nto bt §ri%e i(wiv) hermprikeniusp; ehloriden abewoPdP4 8 of about

about 0. 159 (00 28 neiites R e e R o R R hopude BT BB 1oc (w1
steroi d sel eGufer tolrRantaie tHe pPLIEE the Berhpdsitivth Within fal rkiideCAr IR abo@ES asone,
dexamgt hasone bel oxi|, |oteprednol, budesonide and triancinol one; about

0.1%To aboutto #baut {4 suSecieny emounttof s isaterieity sgsht toryieldgnasmobabingi sting of
peeuooDnec Ao PN TR B SRR By B 0,000 () of o
about O.[d61j0 t 0 abmeuit ©.05%0t®fabsutVee13% NEv/¥)0 edlastifd Bydrochloride; about

0.1% to about 10% (w/v) NSAID sejected from the group consisting of

ibuprofen, diclofenac, aceclofenac and naproxen; about 0.001% to about

5.00% (w/v) of a water-soluble polymer; about 0.01% to about 0.1% (w/v)

disodium edetate; about 0.001% to about 0.5% (w/v) benzalkonium chloride;

about 0.1% to about 0.15% sucralose; a sufficient amount of a

pharmaceutically acceptable buffer to maintain the pH of the composition
within a range of from about 4.5 to about 7.4; a sufficient amount of an

- isotonicity agent to yield an osmolality of about 220 mosmol/kg to about 350
msomol/kg; and QS water.

[0062] About 0.05% to about 0.15% (w/v) azelastine hydrochloride; about
0.01% to about 1% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide
and triamcinolone; about 0.1% to about 1% (w/v) decongestant selected from
the group consisting of pseudoephedrine and phenylephrine; about 0.001% to
about 5.00% (w/v) of a water-soluble polymer; about 0.01 % to about 2 % of a
suspending agent; about 0.01 % to about 0.2 % of a wetting agent; about
0.01% to about 0.1% (w/v) disodium edetate; about 0.001% to about 0.5%
(w/v) of a preservative such as benzalkonium chloride and/or phenylethyl

alcohol; about 0.1% to about 0.15% sucralose; a sufficient amount of a



0.01%to about 0.1% (W v) disodiumedetate; about 0.001%to about 0.5%
(wv) of a preservative such as benzal koni um chl ori de and/ or phenyl et hyl
al cohol ; about 0.1%to about 0.15% sucral ose; a sufficilf'(;‘altl ? b369f a VWO
2006/ 058099 W(5882005/ 042362 17 pharmaceutical |y accep ADle buffer to
mai ntain the pH of the conposition wthin a range of fromabout 4.5 to
about 7.4; a sufficient anmount of an isotonicity agent to yield an

osnmol ality of about 220 nosnol/kg to albput 350 nsonol/kg; and QS water.

[ 0063] About 0.05%to about 0.15% (W v) azel astine hydrochl oride; about
0.01%to about 1% (w v) steroid selected fromthe group consisting of

fluticasone, X Oxi || sonide and
trianci nol oneg; e%%%ﬁ&%ﬁ¥ %@%@%@Sﬁ%{f%@qﬁéﬁ% %nﬁ%ﬁﬁi@ggg{ngg%ﬁgﬁo 001 % to
about 5.00% (wythid Ofange WItfdm SBoUPUS RObYGRI7.4;30 Qiifficnd dmbuitoofbput 2% of a
suspendi ng agent; about 0.01 %to about 0.2% of a wetting agent; about

0.01% t 0 abousoteni¢ity agentjo vieklom enmadality f ebowd 230 m@modkeda oabds® 0. 5%

(wv) of a preservative @gch as benzal koni um chl ori e and/ or phenyl et hyl

al cohol ; abod®SORoldig; PR WEH 150 sucral ose: a sufficient amount of a

phar macegpgzjal |y 102308 tOUbBE 011 9% TRIAN Ardladife HyfdRhIoHEE ARAEPOS tion

W thin ngaﬂge of tTrom abo/ﬁtup4. tg ag)gmfmi.%ﬁ? a su |cfﬂgnt ’anpunt of an

i sotonicity dy#6 tooahduellde dw/ s sietad i dejectefl frbmuthe 2gi0upaenmistinggof o about 350

nsonol / kg; and QS water. [0064 n anot her enbodi ment h resent invention
pr ovi desgrret agone, N"_E’%fiais?i&-]o eﬁ%@?@ﬁﬁ@ﬁd’%’_"ﬂh@%&@ |§‘€F&§‘E¥3’i’n an ani nal
Suffering 1 it HiamhSRhe ABSR. 1% Hbut PATRIN) SGIBUEL MK 00196 1 0, 52! C

animal an effective anodnt of any one o armaceut 1 cal conpositions
descr.jbed herteiabout 500% &bvyof hiwatensolableipelymerabaat 0.héh ohwboytidyspfal di sorder

[ el)ect ed f th i St f all ' hi.ni ti -all '

vasondtor  hisHEPeIinaIEear| Bpgt B-01ol4 Gt PP OF BOVHEPE &% AOBht ur o5 and

advant ages ofg 4186 t) WG 6.9 Q&/Hs dE?ﬂﬁHPé&&zp&- Mgﬁf‘b.obi'% {oCdtoaM 39, det ai | ed
| ) e di sc

description, and fromthe cl ose
(w/v) of a preservative such as benzalkonium chloride and/or phenylethyl
alcohol; about 0.1% fo about 0.15% sucralose; a sufficient amount of a

pharmaceutically acceptable buffer to maintain the pH of the composition

within a range of from about 4.5 to about 7.4; a sufficient amount of an
isotonicity agent to yield an osmolality of about 220 mosmol/kg to about 350
msomol/kg; and QS water.

[0064] In another embodiment, the present invention provides methods of
treating or preventing a physical disorder in an animal suffering from or
predisposed thereto, comprising administering to said amimal an effective
amount of any one of the pharmaceutical compositions described herein.
Suitably the animal is a human, and the physical disorder is selected from the
group consisting of allergic rhﬁiﬁs, non-allergic vasomotor rthinitis and
allergic conjunctivitis.

[0065) Other features and advantages of the invention will be apparent from -
the following detailed description, and from the claims. The disclosed
materials, methods, and examples are for illustrative purposes only and are not
intended to be limiting. Skilled artisans will appreciate that methods and
materials similar or equivalent to those described herein can be used to

practice the invention.



materi al s, nethods, and exanples are for illustrative purposes only and are
not |ntended to be limting. Skilled artisans will appreciate that methods
and materials simlar or-equivalent to those describe ' be used
to practwWoarenNssizhventi on. WO 2006/ 058022 PCTI USZOOSl%Eg%ng%%&lOOGGl

Unl ess otherwi se defined, all technical and scientific terns used herein
have the neaning comonly understood by one skilled in the art to which this
i nvention belongs. Al publications, pagtent applications, patents, and other
references nmentioned herein are incorporated by reference in their entirety.
In case of conflict, the present specification, including definitions, wll

control TAI LE SCRI PTI N\/EI\FI'I VI ew 67] As used
her ei n \m%#i eferﬁqli\)E g&‘ %‘?ﬁ?l%ﬁm%%@n Frﬁ@t 'f)“%gg I]nmaans a

val ue falling,y &Bh&aﬁmﬁ%ﬁﬂﬂoﬁﬁdh&t&% netsﬁﬂl E?&Feqarf’ lvAfich 57 exanpl e,
"about 50C' enconpasses a rang t enpe tures rom45C to 55C, inclusive;
simlarly, "dbentordd6lonts. adicpubhiastions, pateﬂnmahodhons,opatmtﬂrmdl cﬂm from90 nmv
to 110 nM ,inc| usi ve. 068 As used herein, @ articles "a," "an" and
"one" nean " A¢ferepgesan awrmnwems@rpﬁmfé‘ wqwed%fﬂ@ertenm%hch t hey
refer, unles t t in which

t hey appear ﬁ%%"‘r%é’rf\ﬁmﬂ%g@%’?%%‘f‘e‘sg&égéaﬁ H?l{riilglu i E%ﬁgj)rﬁgv?%s%@%ﬁr%om tions,
particularly pharnmaceutical conpositions, conprising azel astine and/ or one
or nore of its pharmacol ogically acceptable salts or esters thereof,
particularly azel astine hydrochloride. Preferred such conpositions of the
my further compri s DEIRISD BESCKRTN O PRIV BRI 'S o n %% one or more
sol vents, on®wkviewre preservatives, one or nore stabilizers, one or nore
buf f enys or bufferlng agents, one or nore bioadhesives, one or nore
suspendilPp7; igentsA@els ! hereiniwhen taforsing|tp prenwaeniosl vilwe, tholwrmiehoat’hoxy net hyl

cel | ul ose, ronmel | pse. ..car bhapol and nore s rfactants or
et ting agen eans 4 va f rwﬁﬁn a range Eha?ls ihﬁ'} of e stited value.

example, "about 50°C" encompasses a range of temperatures from 45°C to

55°C, imclusive; similartly, "about 100 mM" encompasses a range of
concentrations from 90 mM to 110 mM, inclusive. |
[0068] As used herein, the articles "a," "an" and "one" mean "at least one" or
"one or more" of the object to which they refer, unless otherwise specified or
made clear by the context in which they appear herein.
[0069)] The present invention provides compositions, particularly
pharmaceutical compositions, comprising azelastine and/or one or more of its
) pharmacologically acceptable salts or esters thereof, particularly azelastine
] hydrochloride.  Preferred such compositions of the invention comprise
azelastine hydrochloride as the active ingredient, and may further comprise
one or more additional components, such as one or more solvents, one or more
preservatives, one or more stabilizers, one or more buffers or buffering agents,
one or more bioadhesives, one or more suspending agents (e.g.,
microcrystalline cellulose, sodium carboxy methyl cellulose, hypromellose
carbopol and the like), one or more surfactants or wetting agents and/or one or
more isotonicity agents. To reduce or eliminate the bitter taste associated with
azelastine (or a salt or ester thereof, such as azelastine hydrochloride), the
‘compositions of the preﬁent invention further coxﬁpﬁse one or more stable

taste-masking, flavoring, or sweetening agents, or a combination of such



nore isotonicity agents. To reduce or elimnate the bitter taste associ ated
wth azelastine (or a salt or ester thereof, such as azel astine
hydrochl ori de), the conpositions of the present invengj Jobdig4pgp conpri se
one or ndYQIWHBMOE ¢ aste-nasking, flavoring, or smeet%‘?n?ﬂ% agents, or a
conbi nati on of such WD 2006( 058022 PCT(US20051042362 19 agents. To reduce
the post-nasal drip of the conpositions of the present invention for
i ntranasal or ocul ar adm nistration,.ihe conpositions of the present
i nvention may further conprise one or nore stable viscosity- increasing
agents, one or nore stabl e bioadhesive agents, and/or a conbination of
Vi scosity-increasi agents and bi gadhesi,ve agents, In her enbodi nent s,
t he phar macefAfeal %gd'ﬁ'ﬁ‘l?@i'f‘? (?H§t"ﬁa§ﬁ &‘?ﬁrﬂ;itg% °gﬁ@°%P°%?€hwaEF8§eﬂtonal active
agent s, SUChidEnddiOR? HERfEdIG b dimirfidraftGli e CriRsitRAS o7 Sthb Ne.
I ncl udi ng, blut not Iinl19te to, g?’gl&fi onlgl gnti’h?lstamﬁr?gls (rncluding Hr, H3
and H4 r eceppmsendninegioh stnay , fisther worhprige. ene, os aheresstable dxposifyeukot ri ene
ant agoRpi sts,, prostagl andin D2 receptor alnt ggo | s{ s, decongestants,
anti-fungal WEHEARE  2§oAISanRien Ao MOTanSakle| IRARSIVEN BSEMS.i VBY/PT e’
non-steroid .ilﬁﬂb L ned ent. i 1, Sie ( ),
anti-infl anﬁéa II(l)Bry ggﬁ%ésc,ba oﬁ'@s g‘er%}l al ant P@%@%ﬁg‘g%@?yﬂgggﬂﬁ?s ( NSAI Ds) ,
COX- 2 i nhi bi ¢érabsdimets)t the | phbBRideutcab @oitip6sitionsC cdry tompriggenis or airé chol i ner gi c
agents, mast cell _stabilizers, non-antibiotic anti-m_crobjal agents,
anti-viral atfhiienal gpfives agants ssuchnasthoiee ndarcbndaberins 1ig, adslifipnetet activating
factor (PAP 34e En%iﬁéllpﬂ\%%%%ﬁ?g&ﬁéd kS adfii3h &a%?st&jﬂ@i@ﬁcl&d]n ertain

€ pharnac 0 one or re

enbodi nent s, P tica nposI’t 1T ons conprise

phar npceut i CHI,IN; &y Hi fkeptor a:ﬁxgdnwm?,rﬁtémid@f:(é.@i, Gufeatsryids)) devkbtrige € such
carrigrs or excipients that are useful in fornmnul atlng the conposition into a

f or m“sui t abl #tagonistie proglaglindint % regepion gntegomstts deenmgesdhints; #atJuRgsbr oaches, or

for deli ver%%egigul %J"Q{C‘X‘Itﬂg%g{ oag@.rrpg_@ﬂcﬂo%&d %%a%&g?tﬁm-étgﬁiﬂvem ion

provi des su phar maceu i'ons 1 n east one of the
carriers or ingNehdphifintdeperiient imgivosippicsfitsa @ISIDIs)s Uaiki-iaflarmmatopy ose, and

ot her conpositions in which_ at |east one of the carriers or excipients is a
Vi scosi t y- i nigctss peysteroidal anti-inflammatory agents (NSAIDs), COX-2 inhibitors,

anti-infective agents, mucolytic agents, anticholinergic agents, mast cell

stabilizers, non-antibiotic anti-microbial agents, anti-viral agents, antiseptics,
neurokinin antagonists, platelet activating factor (PAF) and 5-lipoxygenase (5-

LO) inhibitors.
[0070] In certain embodiments, the pharmaceutical compositions comprise
one or more pharmaceutically carriers or excipients, particularly one or more
- such carriers or excipients that are useful in formulating the composition into a
) form suitable for delivery intranasally via aerosol or spray approaches, or for
delivery ocularly via drops. In related embodiments, the invention provides
such pharmaceutical compositions in which at least one of the carriers or
excipients is a taste-masking agent, such as sucralose, and other compositions
in which at least one of the carriers or excipients is a viscosity-increasing
agent, such as hypromellose. In certain preferred embodiments, the
pharmaceutical compositions provided by the invention comprise at least one
taste-masking agent such as sucralose, and at least one viscosity-increasing
agent such as hypromellose, The compositions of the invention are

particularly usefil in treating the symptoms associated with a vari~ety of



agent, such as hypronellose. In certain preferred enbodi nents, the
phar maceuti cal conpositions provided by the invention conprise at |east one
t ast e- maski ng agent such-as sucral ose, and at | east one viscosity-increasing
agent suw mssmgexonel | ose. The conpositions of the in%ﬂWW’%éz
particularly useful in treating the synptons associated with a variety of WO
20061058022 PCTI US2005/ 042362 -20 conditions such as allergic rhinitis
(seasonal and/or nonseasonal), non-aI_E rgic rhinitis, vasonmotor rhinitis,
allergic conjunctivitis and the |ike. nposi ti ons and Modes of
Adm ni stration [0071] In certain enbodi ments, the invention provides
conpositions, particularly pharnmaceutical conpositions, conprising (or
consi sting aduiens sudhyasellprec thindts (eserondndior mongrasenablc poroglietgicl y ef fecti ve
amount of azel.astine or a.pharmaceuti.cally.acceptable salt or ester thereof
and one or rﬁﬂ?&ﬂﬁ%’?ﬁ%@ﬁ?&%?ﬂ%@g&@ﬂ?ﬁﬁﬁt& %\f"ﬁ?i?@ or exci pi ents.
Particularly preferred for use in the conpositions of the invention is
azegl astine hydrochloride (see U S. Patent Nos. 3,813,384, 4,704,387 and
5, 164, 194, tUempdsitiohomnd Moded ofvdministratiaoncor porated herein by reference in
their entireties) By "pharmaceutically acceptable carrier or excipient" is
meant a{&hgﬁ- t oxi ot ST, eqbofuRniy | Inyentiens iprpgdes (rompesitionsncapsul ati ng
mat erial or : [ j+d Lar ] ty : 2]¢dh sitions of
t he present |%ﬂmn9%$ﬁ8§t%%% %?Igﬂg%re S opgmp%%ggen Fv?%&%gsui tabl e
node of admiesbaitiallyicip.a therdpetically arapharmhadolegicalh effectivel aiounbwecal ,
subl i ngual , pu] nmpnary or the like. In certain enbodinents, the conpositions
are adni ni st®€ i@ phgrmageytially, aeeaptakiec sl oy ester thergof apd #8a1fy, e.g., in
t he form of a or. | I V@l f the eye
oy ool ity Pomiitefitaly Uapabicats 17 SODRIAR BBl
enbodi ment s, prefefred c forpasd tihokiee aompasitionsi sifetrd ihogpitionl isy atelastine buccal or
subl i ngual cavit or intrapul monarily. Reqgardl ess_of their node of
admi ni st rat i@@%ﬂ@dedm%& ?P@H%NB’F-é\ryE?léé&%bﬁ»mﬂésﬁraB@ nd4ilfdethei on suitably
conprise fraq 0 4 0 s . [y om about
0 0b5% £ o abcg%@%gx%%f%ﬂ%%@ i8orBOAH Heref by FBEbrdHRE Gn Tl ARiraticky.

By "pharmaceutically acceptable carrier or excipient" is meant a non-toxic

solid, semisolid or liquid filler, diluent, encapsulating material or formulation
auxiliary of any type.

[0072] The compositions of the present invention can be administered to a
patient via any suitable mode of administration, including oral, intranasal,
ocular, buccal, sublingual, pulmonary or the like. In certain embodiments, the
compositions are administered directly to the nasal mucosa (i.e., intranasally,

) e.g., in the form of a nasal spray or drops) or to the conjunctival sac of the eye
(i.e., ocularly, e.g., in the form of ocular drops). In altemative embodiments,
the compositions are administered topically to the buccal or sublingual cavity
or intrapulmonarily = Regardless of their mode of administration, the
compositions provided by the present invention suitably comprise from about '
0.0001% to about 1.0%, and more suitably from about 0.005% to about 0.5%
or most suitably from about 0.05% to about 0.15% (e.g., about 0.05%, about
0.06%, about 0.07%, about 0.08%, about 0.09%, ebout 0.10%, about 0.11%,
about 0.12%, about 0.13%, about 0.14% or about 0.15%), of pure azejastine
salt based on weight (calculated as the free azelastine base) as the active
ingredient. The percentage of azelastine in a given composition of the

invention is calculated as a percentage of the weight of the composition for



or nost suitably from about 0.05%to about 0.15% (e.g., about 0.05% about
0. 06% about 0.07% about 0.08% about 0.09% about 0.10% about 0.11%
about 0.12% about 0.13% about 0.14% or about 0.15%, of pure azel astine
salt based on weight (calculated as the free azelasti ngcﬂag@s he active
i ngr edi eNO 2006105802 cent age of azelastine in a given conposition of the

I nvention is cal culated as a percentage of the weight of the conposition for
WD 2006/ 058022 PCT/ 1352005/ 042362 -21 solid dosage forns (i.e.,

wei ght/wei ght) or as a percentage of .4he volune of the conposition for
solution or |iquid dosage fornms (i.e., weight/volune). The anount of a
given salt formof azelastine (e.g., azelastine hydrochloride) to be

included in .a_gjven go sitian, of t invention. is cul.ated .so that the
conposi ti on @gﬁt Spge tl%ﬁ‘gyg‘rﬁsu‘ﬁ?‘%'?wf)‘ﬁgtg O 23 PAETTRLAER 3@? Wiwve of | n certain
conposition LK . f QL: [ORNS; sol ution

fo?prml at ed :tpggoﬁpg%%éﬁl%g%\éggﬁotnrgﬁll uﬁdo Ziéo?z:i}é?%’ eﬁ’ea%lg}rﬂd/ @g"in@t ﬁg?eof) can be

delivered atansoumtef hgiven ghitiftem! of faelasimdde.a., azslestine dyd@ehiofide)zebast i ne (or
salt thereof), thus mnimzing the possibility, of postnasal drip of the
sol ution i ntigeluderd i |Bagiyen comPpesitione af she Bverbiath i ealeweted sedhat thensati on by

[0075] 1 ceraasaaeRE g el GERBE PR IRR ARV TRl Ty e
fornul at ed i dtingposRiol® dfothe Oddntid@MY. S hisal isprhy Fdiflulidiony $@blutlolosage forms

or liquid dosage fornms. In alternative enbodinments, the conpositions of the
i nvent i on nefprigelatedr ata Aighar concgntrationsof azelastine dor aalhithereofy ean be to t he

, i ncl udi h | Y- .0 i on), |
T eoue or colfivRbeie) §sRERE yIMEe ¥ plevidt» bl FPORE B AR GESR Tlosa o
(i.e., bucc@ktreafnitik %iiﬁiﬁ:tiiiﬁg[kh % sSibaity BFfeshtasdélfs of BR sbRfeh It i - €. |

L3

sublipgual admnistration). [00741 Solid dosage fornms for oral
admi ni st r at i bf phapimydehich deads de ant wiplessant tagié |sersatipe yethe perger t9 cl es and

i xod wi th 2YEqE e gl R i@ Rl sy i BRARe L "ol i ent of oartier
such asjpf3] fil| emScfairt ¥inBodRIEAtsS e catipdsittig 6fSthe invention may be

formulated into forms for oral administration, including solid dosage forms or

liquid dosage forms. In alternative embodiments, the compositions of the

invention may be formulated into forms for direct administration to the

mucosa, including the nasal mucosa (i.e., intranasal administration), ocular

tissue or conjunctival sac (i.e., ocular administration), buccal mucosa (i.e.,

buccal administration) or oral mucosa under the tongue (i.e, sublinguai

administration).
- [0074) Solid dosage forms for oral administration include capsules, tablets,
) pills, powders, particles and granules. In such solid dosage forms, the active
azelastine compound(s) are mixed with at least ome pharmaceutically
acceptable excipient or carrier such as (a) fillers or extenders such as starches,
lactose, sucrose, glucose, mannitol, dicalcium phosphate and microcrystalline
cellulose; (b) binders such as sodium carboxymethylceliulose, alginates,
gelatin, polyvinylpymrolidone, and acacia; (¢) disintegrating agents such as
agar-agar, calcium carbonate, potato or taptoca starch, alginic acid, certain
silicates, sodium carboxymethyl cellulose, pregelatinized starch and sodium
‘starch glycolate; (d) lubricants such as calcium stearate, magnesium stearate,
stearic acid, solid polyethylene glycols, sodium lauryl suifate, and mixtures
thereof; and/or (e) glidants such as talc, sificon dioxide and starch. In the case



| act ose, sucrose, glucose, mannitol, dicalcium phosphate and

m crocrystalline cellulose; (b) binders such as sodi um

car boxynet hyl celgIq |.ose, alginates, gelatin, polyvinyl ' and
acaci a; ( ey F’@gr ating agents such as agar-agar, caé@%%%%%%nate,
potato or tapioca starch, alginic acid, certain silicates, sodium

car boxynet hyl cellul ose, pregelatinized starch and sodium starch glycol at e;
(d) lubricants such as cal ci um stearat®,- magnesi um stearate, stearic acid,
solid pol yethyl ene glycols, sodiumlauryl sulfate, and m xtures thereof;
and/or (e) glidants such as talc, silicon dioxide and starch. In the case WD

2006/ 058022 PCT/ US2005/,042362 _.,.2 f | bl ets. i.lls, th
dosage form rfg;cagfléss’gﬁtﬂ’%? iagé Pb‘ﬁﬁrf?ﬂé"r ﬁ%aé:ea %?@y &tol‘gq F%n}?s}&%p “.‘i“%ﬁs of ea
sim lar type d58isa|Sund Rt owest @similel iBE fuayl s bmARfed'al Hllsk| | ed

gel atin capsules using such excipients a$§ lacfose or sugar as well as
hi gh nol ecul an sofiagt hayddiliedgelatinreapsyles asing suddi excipients ahlactosker milkhe sol i d

Dy epar ed-w ¢ IR L ik B soalpr PeahestehPleue BetRcb Bt RSk g and

shel I s such arg ??rrrd rlﬁ?alﬂ&g #%gggsr Al t.hat known in

the phar nncgﬁ%eféggla df0 galgﬁnu at ng ar e égﬁﬁiégggzla’eﬂgﬁ%{é&as}@?ébﬁay

optional ly quegaaed withaobtingsnwhichahay innthemselvesrprovide tasterpaskientasd and can
ed_such that they rel ease the active azelastjn

?ln;(r)egieenI ?;)rgﬂlﬁﬁ; §uchoRs enffrigropRgs; ad) gfher icaatngspRtATR @r@%fn 2H8® i nt est i nal
tract, opti O%\Iﬁ{'{?‘%‘lﬁﬂﬁgﬂ Mmgrﬁgzﬁs&ﬁ%%ﬁoﬁgﬁtmwﬁpﬁﬁofugﬁ);, 946, the

di scl osure of I ncorp erein eference s entirety).
Exarrrghes of ewhtadidi syacifriagpesiotingnand/dri Abvaring gents.ednd nednudBopbé yneri c
substadnces and waxes. The active conpounds can al so be in

ni cr o- encaps Jremaated sugh thet theyrelsgse the active pzelastine tEs) only RE
P abinte s + & I
or ol Cadni ni ot Siefebfbil AR aertbii e of iR BES, bOMARIY B 4 MRBGRg OCUl &7 OF

sol utions, susgersi @as, USyr PaentaNb. SRVKP4G. the dishdosuroroft evhidhe iscti ve
azel astine cqonpound(s), the liquid dosage .forns_nay contain inert diluents
and/ or sol veﬁ?@?‘bﬁ#?énh?elﬁgydﬁ?ﬁeﬁ%maﬁ entinglip o r Exaiplae Ogﬁmg’éﬁlﬁ-m%f choi ce
for the for mydo@RRnd WwiidCcdd e b tholud@ Yo siheric substances and waxes.

The active compounds can also be in micro-encapsulated form, if appropriate,

with one or more of the above-mentioned excipients.

(0075} Liquid dosage forms for nasal, ocular or oral administration include
pharmaceutically acceptable emulsions, solutions, suspensions, syrups and
elixirs. In addition to the active azelastine compound(s), the liquid dosage

) forms may contain inert diluents and/or solvents commonly used in the art.
Water is the solvent of choice for the formulations of the invention; however,
combinations of water with other physiologically acceptable solvents as
required are also satisfactory for use. Other solvents, solubilizing agents and
emulsifiers suitable for use in place of, or in addition to, water include but are
not limited to saturated aliphatic mono- and polyvalent alcohols which contain
2-6 carbon atoms (including, but not limited {o, ethanol, 1,2-propylene glycol,
sorbitol, and glycerine), polyglycols such as polyethylene glycols, and

- surfactants/emulsifiers like the fatty acid esters of sorbitan, and mixtures
thereof. Qils, in particular, cottonseed, peanut, or com oils, may also be added
'to the compositions. The combination of the additional solvents in the
agueous solution should preferably not exceed about 15% (w/v) of the total



conbi nati ons of water with other physiologically acceptable solvents as
required are also satisfactory for use. Other solvents, solubilizing agents
and emulwofsofgidzeiaei tabl e for use in place of; or in aggiissmshmiecyat er
include but are not limted to saturated aliphatic nono- and pol yval ent

al cohol s which contain 2-6 carbon atons (including, but not limted to,

et hanol, 1, 2-propylene glycol, sorbitol, and glycerine), polyglycols such
as pol yethyl ene glycols, and surfact-aats/enulsifiers like the fatty acid
esters of sorbitan, and mi xtures thereof. Gls, in particular, cottonseed,
peanut, or corn oils, may al so be added to the conpositions. The

conbi nat i on %rripﬁﬁtiéﬂdBés'idé@%erﬁﬂ}IM&Rst, $he Brdl @m Qfﬁﬁﬂélémﬁﬂl's?'tiﬁ&iﬂdes houl d
preferably not éxceed about 15% (w'v) of the total WO 2006/ 058022

PCTI US2005/ 048362nts -s2ch ap veitiigt agents, Bmalisifgmgi ardr suspeddingnsgentst feeg.or al

conmposi tions can al so.include adjuvants such as ting agents, enulsifying
and suspendi AYCERGEYTt llqeepﬁjfﬂfosenf#%rsagbwe@?c@ﬁ F@garprglaeliq;ﬁa .

car boxynet hyl : osms;la , nﬁ’n?g? t ‘ ﬁﬁﬂugfl urfactants,
sweet eni ng, F@?@éﬁj%‘?%&"n@*@ér urr%t%gg %“é%?l{ S, ’?ﬂ}l%@ﬁgg’n%ﬁ Ilggse gcri bed. in
further det aiagedtsr fictudig) thuse Ldesibed iflofupther fdetailthetdirtbelowavi iquidne active

I ngredi ent in suspension may, conprise, in addition to the actjve azel astine
conpound(s), dopreedprmbihat pReyidetbs Agive Apgrpdisniin SHSPESIAN SAYGPPIBE] | ne

cel | ul ose, ' | Wi gy nite, - . hypronel | ose,
sodi um car b%@%p @e@ u#ggge?ié%sgﬁ%g%ﬁ&%{a}&@bﬁég,orgrg%{éi gn%‘,gl%?i](‘:jJaI%\/a,
tragacanth oragedtei suchr ast ti@Gcry§tAiKe lelbelbéeri Magrogiving 2honlposi biticats, of t he

invention may further conprise one or nore preservatives and/or one or nore
st abi™\i zer s. bPRigBUe,v AgAveEALt hiypremellose yjsogivie catbogwrethy] t ¢pdlulasaposi ti ons of

t he ifAvention,li : : Lm.tad fo.. acid and their alkali
salts such agall(?l%g{)) |un%m%%gpﬁrgla§%b’r%lgégrabgl rttge“és |eg'odi um edetate" or "the
di sodi ujoem)t of aTehinCligeid cbmipoditidns 68¢he inventidl My dlusieer comprigeeshe 0 as

"cal cium edetate"), benzyl al cohol, nethylparaben, propyl paraben,

but yl par aben 9T ERITE MEESEEVARYSS, andios ope o mpre stabiizars | Prseervaliveolitiafechl or i de,
t hi mer osal , | ycql., ' | . ' | d_derd vati ves.
The preser va!t% P@@%‘ég oﬁ%d%bg{eu%ozlgéogin%gsaggg%ee%P?%r%%&é’ B gre Bt -

limited to, edetic acid and their alkali salts such as disodium EDTA (aiso

referred to as "disodium edetate" or "the disodium salt of edetic acid") and

calcinm EDTA (also referred to as “"calcium edetate"), benzyl alcohol,

methylparaben, propylparaben, butylparaben, chlorobutanol, phenylethyl

alcohol, benzalkonium chloride, thimerosal, propylene glycol, sorbic acid, and
benzoic acid derivatives. The preservatives should be used at a concentration

) of from about 0.001% to about 0.5% (w/v) in the final composition. The

' combination of benzalkonium chloride, used at 2 concentration of from about
0.001% to about 0.5% or preferably from about 0.005% to about 0.1% (w/v),
and edetic acid (as a disodium salt), used at a concentration of from about
0.005% to about 0.1% (w/v), are the preferred preservative/stabilizer
combination used in the compositions of the present invention.

[0077] Certain compositions of the invention may further comprise one or
more solubility-enhancing agents that are used to improve the solubility of the
azelastine compound used as an active ingredient. Solubility-enhancing
agents that are suitable for use in the compositions of the invention include,

but are not limited to, polyvinylpymolidone (preferably grades 25, 30, 60, or



of from about 0.001%to about 0.5% (wv) in the final conposition. The
conbi nati on of benzal koni um chl oride, used at a concentration of from about

0.001% t 0“653 Ié{% 5% or preferably from about 0.005% t orgf/:&g%uo%?&%)z( wv),

and edeti c acl as a disodiumsalt), used at a concent om about
0.005%to about 0.1% (wv), are the preferred preservative/stabilizer

conbi nati on used in the conpositions of the present invention. [00771
Certain conpositions of the inventionyay further conprise one or nore

sol ubi lity-enhancing agents that are used to inprove the solubility of the
azel asti ne conpound used as an active ingredient. Solubility enhanci ng

agents that |table for use_i.n the conposjtio t venti on
i ncl ude, gb ‘??@f“ef'ili’ﬁli"sé‘ﬁ"a% SOpB‘?IEWF}OBQ?IPﬂFi (B‘ﬂﬁt@ﬂ%ﬂﬂ y grades

25, 30, 60, g@cgpég]gg%gpgg%& RETHVRRRNG/ 042362 - 24 90) pol oxaner,

pol ysor bat e tan norool eate 80, “and pol yet hyl ene glycols (mol ecul ar

wei ght s [6878P00 t 0 Ceftih. colnipds®ibns ofakid manMrmglﬂjrthasf;@ﬁpﬁdeeonenMent ion may
further conprise’'one or nore agents that are used to render the conposition
i sot oni c, pamom;ag%nts that pre ttSﬁdag@r@nslﬁT)B@iqommgmpn iggieeip, pEtAad)sinused as a

solvent. Such a S al u ful in formul ated for
nasal or ocuﬁ?’;{’iS éip g?tisoﬁ‘ h’scﬁ ‘%gt #e@sego"]‘su% ]tvﬁgppgﬁﬁti gmg‘? g}s)sure of the
formul ations éx‘ﬁcﬁlhﬁ 5¢TR] iaBRipoSitioRd R¥HRdder MAGRbr SéulRGEphRcatideCr et i ons.
Agents that are SUI¥ab| e for such a use in the conpositions of the

i nventi on i néingeltheyladustthe osrootid pressueecofithe foswlaunns tohﬂhgsmeosrwmbi tol,

propyl ene gl dext SUCLOS a yEerine |soton|C|ty
agents that ﬁ?‘é;‘i{ﬁ Bﬁaﬁort?f:él aéf?“f@@é r}‘ega% eaf%ﬁm@?e forsuc Bd’i"‘?fpter 18:
Toni Chty,  Cs@PiteCddmbositoAP b et ﬁsvaﬁﬁn%aﬁd@w Yre ndtHmit&e 0, R6digm: The

Sci ente and Practice of Pharmacy, 20th Edition, Lippincott WIIians and

W ki ns, Phi i:blded@hricmbltthpmm;)glyMomom, sucrages pndhtglysetingat andhe
conpositions f t sent . ntion that ret S ed inliquid
form (i ncl udf’ﬁ'ﬁ %???Eﬁﬂg' penls H’&f ?)vimc% &E%pfjﬁ" g@‘&of}nﬁ{’at i ons) have
a pH of aboutCHapeert qsabO%mzl (ﬁ.ﬂﬂm@iéff @rsﬁbiaiﬁ ayfl @sblay,"abput 5.5 to
7.1, for phyS| ol ogi cal reasons. Accor % I n ad I tional .

Remington: The Science and Practice of karmacy, 20 Edltlon Lippincott

Williams and Wilkins, Philadelphia, PA (2000)).

[0079] It is desirable that the compositions of the present invention that are to

be administered in liquid form (inciuding intranasally, orally or ocularly

applied formulations) have a pH of about 4.5 to about 7.4, and preferably have

a pH of about 5.5 to 7.1, for physiological reasons. Accordingly, in additional

embodiments, the compositions of the invention may further comprise one or

) more buffering agents or combinations thereof, that are used to adjust and/or
maintain the compositions into the desired pH range. Adjustment of pH or
buffering agents that are suitable for use in the compositions of the invention
include, but are not limited to, citric acid, sodium citrate, sodium phosphate
(dibasic, heptahydrate form), and boric acid or equivalent conventional
buffers, or combinations thereof. The appropriate amounts of buffers and
buffering agents, or combinations thereof, that are to be used in the
compositions of the invention are readily determined by those of ordinary skill
without undue experimentation, particularly in view of the guidance contained
herein and in standard formularies such as the United States Pharmacopoeia,
Remington: The Science and Practice of Pharmacy, and the like, the

disclosures of which are incorporated herein by reference in their entireties.



enbodi nents, the conpositions of the invention may further conprise one or
nore buffering agents or conbinations thereof, that. are used to adj ust

and/ or | nt aj he conpositions into the desired pH ,ust nent of
pH or b%&”f‘fﬂéoggents that are suitable for use in tﬁgf'@gzr%@g{ I ons of the

invention include, but are not limted to, citric acid, sodiumcitrate,

sodi um phosphate (di basic, heptahydrate fornm), and boric acid or equival ent
conventional buffers, or combinati ongsthereof. The appropriate amounts of
buffers and buffering agents, or conbinations thereof, that are to be used
in the conpositions of the invention are readily determ ned by those of

or di nar i1 ' u LIYRNE. Akl Lcul I n.Vview of the
gui dancgooggnt ai n\é\%g Qﬁ%@&ﬁﬁ&aﬁ%ﬁ%&ﬁg‘éPgﬁagfﬁg"l"ﬁ@%ﬁ?ﬂ%‘%@g h?é%oéhlg@de{,he Uni ted
St at es Phar risserpidhg bitenasegtwhsn the &offioandzcoddinftisittdsCdnitisiggar macy, and
the like, the disclosures of which are incorporated herein by reference in

t hei r entir ghémsarevsimmiterod sozmasadly) wsnldy/ ovi2sdly. -Tisis] dogeftains not ed

above, .azel ast,i sal t particul.atl | asti.ne hydrogchl orid have a

strong bi tt&mb@iwsnmh hﬁH’Q fBWﬂ%Eﬂ%?ﬁﬁe Y ERRD; P B@éﬂ%‘f*?ﬁlﬁg t hem are
drri nk st . o Lo . :

admi ni st er edy}, %r?éi‘aﬁﬁﬁdhé%amﬁciﬁ&éiésmsy, %cu%lg, by orﬂimzwffegagﬂfgﬂegrl y those

enbodi nents, the qui d fornmulations of thé inventi
that are toobngprzdninei gt mordtastaimakagadgents; omabamiore flavoonglagents, pr ef er abl y

further conprjse one or nore taste-nmaskin ents;.one or e flavoring

agents, andlgfor SRE OF MOTH FRCELHIRE FITy o‘éﬁégﬂlgi%a%?n of %ﬁ@vg@fnﬂ\ﬁﬂ?‘ of such

agents. Non-y. it d : ' ose (about
g hﬂgitiﬁ‘Jg_%x,Qﬂgfeé DFRhESsuBbtarides %&%@gﬁg@ {%tc%u!t @%ﬁﬁ%cﬂh (

0. 001 to about ucrose (about 0. saccharin (including
the salt forits), susree (about &l5dbuabourl@e), saedharit (chding thebalttfoddd, fruct ose

(3o | SebR gt YO S Fen SN VA SRLL 1T 20,
(about 0. OL fiohtost cut 4544 bl (AP orfltu GnbES 0080101 b1 ol (abour

0.1 to about 10%), rito bout ut 10%, anmmoni tm
gl ycyrr hi zi napartdnd abbui00.01 td aboab i), acésgifanteHia {abut 9.Q1Twl abodt\d%), about 0. 01

E:)Oo/() ?bﬁght ﬁoo/?xy(lﬂ(ﬁ%gontg _Oglitbo? 93;[05‘8&%’ tsgrbitgpeaggutzoo./? to anorHttl(al%)f gr?ft%ﬁ%olo' 5 to about
(about 0.1 to about 10%), ammonium glycyrrhizinate (about 0.01 to about
4%), thaumatin (Talin™) (about 0.01 to about 2%), neotame (about 0.01 to
about 2%) mannitol (about 0.5 to about 5%), menthol (about 0.01 to about
0.5%), eucalyptus oil (about 0.01 to about 0.5%), camphor (about 0.01 to
about 0.5%), natural and/or artificial flavors such as Artificial Custard Cream
Flavor #36184 from Intemational Flavors and Fragrances, Inc. (New York,
- NY) (about 0.01 to about 1.0%), and the like. Sucralose, an intense sweetener
") . marketed for food and beverage use as SPLENDA® by McNeil Nutritionals
LLP (Fort Washington, PA), is especially effective as a sweetening and taste-
masking agent in the compositions of the present invention, particularly when
used at concentrations of from about 0.001% to about 1%, preferably at
concentrations of from about 0.01% to about 0.5%, and more preferably at
concentrations of from about 0.02% to about 0.2%, and most preferably fiom
about 0.05% to about 0.15% (e.g., about 0.05%, about 0.06%, about 0.07%,
about 0.08%, about 0.09%, about 0.10%, about 0.11%, about 0.12%, about
-0.13%, about 0.14%, or about 0.15%), of the total composition, Sucralose has
been shown to be useful as a taste modifying agent in oral delivery of certain

phammaceutical compositions, for example in sore throat spray products (see



0.5%, eucalyptus oil (about 0.01 to about 0.50/6), canphor (about 0.01 to
about 0.5%, natural and/or artificial flavors such as Artificial Custard

Cream ngé%@gq%% 4 fromlInternational Flavors and Fr 3@&@3&&%425&0: ( New

Yor Kk, .01 to about 1.0%, and the like. S 0se, ‘an intense
sweetener marketed for food and beverage use as SPLENDA(r) by MNeil
Nutritionals LLP (Fort Washington, PA), is especially effective as a

sweet eni ng and taste- masking agent i4pst-he conpositions of the present

i nvention, particularly when wused at concentrations of from about 0.001%to
about 1% preferably at concentrations of from about 0.01%to about 0.5%

nd most_pr erep o o, i 13Gah 5o (AT et M SSSAN0 05oq

about 0.06% ,a83421008Y, %olid e forf8 el @I tPatknd N6, 6a1b@L941g % about
0.11% about O. 12% about 0.13% about 0, 14% or about . 159 of the total

conposi tion. nﬁtlbdaahgrsbnh&@seeﬂéSnPaemMD.w%élﬂkmMumahdalhfsnye(lvmdi fyi ng
agent in-+oral ive f rtain har paceuti‘cal conpositions,,for exanple
in sore thr og'g%%‘gﬁg@%?@@&@%g&é 8 @M&Mi@h%& -26
U S. Patent 5 . u&ﬁgﬁé' Jied, . 5,658,919
and 5, 621, oo@?‘fﬁngsgﬁﬁrd@gé’%@éhn% (s€e 15‘3@? Sg‘z}fgsnt'dm%g. 6, ?%e%ﬁti) qui ck
mel t dosage finwensor.sAdditiofial fdah eampdditions,ocfGhe iv2htiomwlaycomprise od | very (see

U S. Patent No. 6,552,024), but has not heretofore been shown to, be useful
i n i ntranas&F Mproaddional fasie-making or davprng wepsuchehithgse deedledor t he
present 1 nvepih Py é‘lﬂig‘l i@.@ 0 &%@8%&&5 'o?%mo{qohpﬁ.oh%"ﬁ%bﬂt” nmay
conprise one or 'nore additional taste-nasking or avoring agents such as

t hose, descri 14 preferabiy,atfDrconseniption o€ nfkdinl atwint @.0506aeniboat i0oIeof from
about/0.01%to, about 1%._ preferably at a concentratiogn qf frorp about 0. 05%
to about 0. 16gutablyicomppaiticrs,9bdhe mysatich & kQrerRamme, #ouhi@d %t or exanpl e,

about 0.11/0 0L R0 | 0 %EE/EO 0, 9 r 1o Or exanpl e,
about 0.1% gi@lﬁagﬁé?%éﬁ%%g& a@oa? rbg/%@% oos/%’cfrogg’gs%, g’o}ﬁ’logigtlj ’
0. 125% 0. 15%az¢lzstihasindreabant GOSXL0. 1550 S8acta’ 45800 sru abanto Del 2505-048%ut 0. 10%
azel astine and _ about 0., 15% sucral ose, or about 0.15% azel|l asti ne, and about
0. 15% sucr al @&dastne and about 0.05%-0.15% sucralose, or about 0.10% aze e and _

about 0.15% sucralose, or about 0.15% azelastine and about 0.15% sucralose,

[0081] As noted above, intranasal or ocular application of azelastine-

containing compositions, particularly those containing azelastine

hydrochloride, is often complicated by the postnasal drip of the composition

into the pharynx following intranasal or ocular administration. Such postnasal

drip can induce a very bitter and unpleasant taste experience by the patient.

) Thus, to avoid, reduce or minimize such issues arising from postaasal drip,
certain compositions of the present invention may alternatively or further
comprise one or more water-soluble viscosity-increasing agents. Such agents
are preferably used at the concentration of about 0.01% to about 5.0% (w/v),
in order to typically produce a viscosity of the final solution between about 2
and about 300 centipoise. Use of such viscosity-increasing agents extends the
mucocilliary clearance time, increases retention in the nasal cavity, and
reduces post nasel drip, of intranaselly applied compositions (se¢ U.S. Patent
No. 5,897,858, the disclosure of which is incorporated herein by reference in
its entirety) such as those of the present invention. Viscosity-increasing agents
that are suitable for use in accordance with the present invention include, but

are not limited to, polyvinylpyrrolidones, cellulose derivatives including, but



[ 0081] As noted above, intranasal or ocul ar application of azel astine-
contai ni ng conpositions, particularly those contai ning azel astine

hydr ochl I?dz% ' ften conplicated by the postnasal drj nposi tion
into theogJ ar %@?%I | owi ng i ntranasal or ocul ar adm ni s%‘?réﬁglz%ﬁﬁgégh
postnasal drip can induce a very bitter and unpl easant taste experience by
the patient. | Thus, to avoid, reduce or mnimze such issues arising from
postnasal drip, J certain conpositiong of the present invention may

alternatively or further conprise one or nore water-soluble
vi scosity-increasing agents. Such agents are preferably used at the

concentration_ of. abqu .Ql%to abgut 5.0 WA Ln order.to pically
produce a vi s@géﬁqli}%oég’ ?hlafng‘ l?ﬁﬁﬁf?’oq?ﬁ%’é&% 185@'{}939201' 1% out 300
centi poi se. PV bt Vi deN asj efiiso e

mucoci | i ary%gﬁeéﬁgge’ £ F‘g | n’c?ggégsg{slﬁ'r Zdtl netlt?%n In rtﬁer%’ ﬁggrgfll'ﬂj}%gsi ty, and
reduces post gipdd, phlyvinybfaldohél; and Swednihyanagpin. e Patticybardy tprefesed See U. S.

Patent No. 5,897,858, the disclsure of ich is incorporated _herein by
reference in hm&n@}qp;,raétaﬁongquﬁh%oftqb@%%plﬂﬁg ab?'éts'b&u‘?%i H‘\"Pg'ﬁ%‘?qbn.

Vi scosi ty- i NGy S AcAARDE Sor LA 07619 S LAlke19, 0 matS Cpdefrflg rdgNCe W TN

t he present | nvention are no

pol yvi nyl pyr rahésdaation ofehbatlt 05 %Ay iabadt 05%, asd eds gpreburibly\@t 2906/ 058022
PCT/ US2005/ 042362 -27 not limted to, Q droxyet hyl cellul ose, carboxynet hyl
cel | ul ose or Gopeentation; of aboph.d¥tp ooy 0.3%r r ageenan, guar gum al gi nat es,

car boner ol yet hyl 'R ' : . gum

Parti cul@ﬂ;@ pr ef ?%Fgcgapgglhé;@%&rm%ﬁg%ngd@%éﬁ@g%%]pﬁg&%out 0. 001%
to atzzut 5. 00fm P8y e Priserill, aspUiosIBN miafufomred @aMst s@rifdd, tfor about 1%
nore-preferably at a _concentration of about 0.1%to about 0.5% and nost
preferably atexampleoby: BHratignityaugira kestsriel-tainipg BiBbut 0. 3% [0082] The
conpositions of the present invention that are provided in solution | form
may be preserved, aseptically manufactured and/or sterilized, for exanple,

by filtrati om@ﬁpdﬁlﬂ&ns&bﬁgiﬁh' Aldditiinal Aktige Agditer . Conposi tions Conpri sing
Addi tional Active Agents [0083] In addition tq azelastine (e.g., azelastine

HC1) andPBY vari dmsaddition to azelasime (e.g., azelastine HCI) and the various

excipients, taste maskiﬁg agents, viscosity-increasing agents and the like

disclosed herein, the pharmaceutical compositions of the invention can further

comprise (or consist essentially of) one or more additional active agents, such

as those disclosed throughout U.S. Patent Publication No. 2005/0148562, the

disclosure of which is herein incorporated by reference in its entirety.

Exemplary additional active agents include, but are not limited to, additional

) antihistamines (including H,, Hy and H, receptor antagonists), steroids (e.g.,

safe steroids), leukotriene antagonists, prostaglandin D2 receptor antagonists,

decongestants, expectorants, anti-fungal agents, triamcinolone and

triamcinolone derivatives,  non-steroidal  immumophilin-dependent

immunosuppressants (NsIDIs), anti-inflammatory agents, non-steroidal anti-

inflammatory agents (NSAIDs), COX-2 inhibitors, anti-infective agents,

mucolytic agents, anticholinergic agents, mast cell stabilizers, non-antibiotic

anti-microbial agents, anti-viral agents, antiseptics, neurokinin antagonists,

platelet activating factor (PAF) and 5-lipoxygenase (5-LO) inhibitors.
[0084] Examples of antihistamines in addition to azelastine (e.g., H; receptor
antagonists) suitable for inclusion in the pi‘esent compositions includc, but are

not limited to, acrivastine, cyclizine, carebastine, cyproheptadine,



exci pients, taste masking agents, viscosity-increasing agents and the |ike
di scl osed herein, the pharmaceutical conpositions of the invention can
further ' or consist essentially of) one or L1 | active
agents, sWadé@g?#ose di scl osed throughout U.S. Pateﬂﬁ:@%@@?%ﬁ No.
2005/ 0148562, the disclosure of which is herein incorporated by reference
inits entirety. Exenplary additional active agents include, but are not
limted to, additional antihistam nessgincluding H, H3 and 114 receptor
ant agoni sts), steroids (e.g., safe steroids), |eukotriene antagonists,

prostagl andin D2 receptor ant agoni sts, decongestants, expectorants,
anti - fungal gr%nts, tria ol, one an tri ancinol one derlv tlves

non- st er oi dalCPHRMSATEH: | PW dﬁ’i’ﬁarﬁ?ﬁiﬁ'ﬁ&r%@ & ¢
ti-infl | f NSAI Ds) ,
anti-in amT%Bﬁféna%%c%b?sg@Q ﬁﬁﬂl&hﬂ@ nf¥hdtazidel duﬁﬁéa%ltgg{ﬂé glg%tﬁezh( )

COX-2 inhibitors, anti- Ui ve agéent’s, NMuco olinergic

agents, nast nqbehimstmkmﬁemﬁm, olvpBtadint) tpmtmasst, tﬁpﬁlmmmé abinelastagent s,
anti-viral agents, antiseptics, neurokihin antagonist pI atelet activati ng

factor (PAF) @prszmﬁ,poxy@@ﬁd@@w( 5 Lb)omqphmum% @bhmf emiramifiCes of
anti hi stamn di tion to |ne ( re nt.agoni st s)
sui t abl e for%%’ng'ﬁfgﬁj A% he %ﬁ ’conpg?ﬁ?s%a ncﬁﬁ%hgw%ﬁyeare not

limted to, e %ﬂaﬂﬁ eH &E&ﬁdﬁﬁbthcﬁhé@i!n@h
20061058022 ggllll Wg 051 64%22 cgirrbl noxami ne, doxyPam ne, d| rret hi ndene,
ebastine, epitimenraziae, azhtadine; cmiwptadkm antazadine, phenmwyrﬂemmn zol asti ne,

nequi tazi ne, i ans oper ast lzine nor ast zZ0 ol opat adi ne,
pi cunmast , t r (SRR g%'?r’@ af‘ﬁl?ﬁeal “&@'HE? NEF"F P cYOGERTEe, | B’fm' e,

bro heni r a@bﬁ%&boﬁﬁbﬁ%hﬂﬁﬁ@ﬂbdl@'atadﬂ&xﬁﬁ{eﬁﬁﬁﬁﬂﬂbraﬁﬂh @roxyFih@r ol i di ne,

cle tine, di phenhydranvne, diphenylpyraline, tripelennam ne, hydroxy2| ne,

met hdi | 40088, pr oFsamakes nef Hstnecqm:r antagnpists suitablti e, l@w%apt i ne,

ant azol i ne, pheni,ran ne ril astem zo i ne orat adi ne,
cetirizine, E’&?"'Wetl Flﬁ‘gxsf'é’ﬁa@ﬁ%ni’ﬂﬁn@re oY h%{tﬁ%e @PB?‘?P%\

desl or at adi ngmpRAiMTBIMEY BirirfahRle 2O16hRpEITRES YfbARamihe) OB fbtidnaFlbAPine] H3

recept or antagonlsts suitable for inclusion in the present conpositions

i ncl ude, but Sesopromidine;, Risopromidine and cipraxifamde,
[0086] Examples of leukotriene antagonists (e.g., lenkotriene D4 antagonists)

(")

suitable for inclusion in the present compositions include, but are not limited
to, albuterol sulfate, aminophylline, amoxicillin, ampicillin, astemizole,
attenuated tubercle bacillus, azithromycin, bacampicillin, beclomethasone
dipropionate, budesonide, bupropion hydrochloride, cefaclor, cefadroxil,
cefixime, cefprozil, cefuroxime axetil, cephalexin, ciprofloxacin
hydrochloride, clarithromycin, clindamycin, cloxacillin, doxycycline,
erythromycin, ethambutol, fenoterol hydrobromide, fluconazole, flunisolide,

fluticasone propionate, formoterol fumarate, gatifloxacin, influenza virus

N

vaccine, ipratropium bromide, isoniazid, isoproterenol hydrochloride,
itraconazole, ketoconazole, ketotifen, levofloxacin, minocycline, montelukast
(e.g., montelukast sodium), moxifloxacin, nedocromil sodium, nicotine,
nystatin, ofloxacin, orciprenaline, oseltamivir, oseltamivir sulfate,
oxtriphylline, penicillin, pirbuterol acetate, pivampicillin, pneumococcal
conjugate vaccine, pneumococcal polysaccharide vaccine, prednisone,
pyrazinamide, rifampin, salbutamol, salmeterol xinai_'oate, _sodium
cromoglycéte (cromolyn sodiurn), terbutaline sulfate, terfenadine,
theophylline, triamcinolone acetonide, zafirlukast and zanamivir.



| nprom di ne, burimam de, clobenpropit, inpentam ne, mfetidine, clozapine,
S-soprom di ne, R-soprom dine and ciproxi fam [00861 Exanpl es of | eukotriene

he broschO I Tons | nelude. but are not 1imited TaVOSRRERE " 1"

sul fate, am nophylline, anoxicillin, anpicillin, astem zole, attenuated
tubercle bacillus, azithronycin, bacanpicillin, beclonethasone

di propi onate, budesoni de, bupropion hygly.ochl oride, cefaclor, cefadroxil,
cefixinme, cefprozil, cefuroxinme axetil, cephal exin, ciprofloxacin
hydrochloride, clarithronycin, dindamycin, cloxacillin, doxycycline,

erythro Lo, eth utol , fepoterol hydropronide, flucanazole, flunisolide,
fluti cars%ﬁgﬂpr opi %‘gf‘@?&sf an%P@}gGthFtﬁnﬂ}"ﬁ‘gg, %quWs&PaéPn@ei Wqﬁ‘hnza vi rus
vacci ne, ipr k: r Qi PN AZi i s]ﬁqﬁ ekeno -ar i de,

I traconazol e%&@pglggirl\%zgﬁeelg&ket%?i fag%\, qPévo o%tacirtﬁ’, h\ge%% cli nlfe‘l",E

mont el ukast phengephedring.el plk@ylepmmii unghenyiprdphhelaainen, oxgdetaoliie, sodi um
ni cotine, nystatin, ofloxacin, orctprenaline, oseltamvir, oseltamvir
sul fate, oxtPreprbevednee, Hdometazoling, epinenbming, ephedEne.afesoxyrphedineei | 1in,

pneunococcal | t | ppneunococcal pol ysacchari de vacci ne,
predni sone, nﬁﬁ%ﬁﬁ%ﬁggg&%ﬁ#ﬁ%@ﬁ sal but amol , sal meterol xinafoate,
sodi um Fmsslogl y C aty@nipléso 50| dpetodtinbuitdbds ot ahtlnsionuld ahe, pregnt enadi ne,

t heophyl line, triancinolone acetonide, zafirlukast and zanamvir. WO
2006/ 058022 RemMPOsHonsinghdeshut aropot lipitsh toFguaitsnesingodginehgerhelgnt s sui t abl e

for inclusion_n th canposi tions include, but are not linited to,
pseudoephedr {Lﬂg,lsotpﬁﬁgﬁéfiﬁécg}o 8‘, phenyl ephrine, phenyl propanol am ne,
OXYI¥

azwbissn_e, PrEXMIpT@xelintifmgal Ydgen®t saaablt Ty irftlisip i tﬂve%e@ahedr i ne,
desoxyephedri ne, naphazoline, and tetrahydrozoline. [0088] anpl es of
expect or ant s comppsiipes fingludes dhug sare nnatnlimifed pioe sEphotegisip d%i BYS. i ncl ude,

nydr ochl o 1 adiuepEly sl S eine e iR SRR B o 7 C s on
i n the presenfclopirox, clotrimazole, and miconazole.

[0090) Examples of NSAIDs suitable for inclusion in the present
compositions include, but are not limited to, ibuprofen, aceclofenac,
diclofenac, naproxen, etodolac, flurbiprofen, fenoprofen, ketoprofen, suprofen,
fenbufen, fluprofen, tolmetin sodium, oxaprozin, zomepirac, sulindac,
indomethacin, piroxicam, mefenamic acid, nabumetone, meclofenamate
sodium, diflunisal, flufenisal, piroxicam, ketorolac, sudoxicam and isoxicam.

[0091] By "non-steroidal immunophilin-dependent immunosuppressant” or

) "NsIDI" is meant any non-steroidal agent that decreases proinflammatory
cytokine production or secretion, binds an immunophilin, or causes a down
regulation of the proinflammatory reaction. NsIDIs suitable for inclusion in
the present compositions include, but are not limited to, calcineurin inhibitors,
such as cyclosporine, tacrolimus, ascomycin, pimecrolimus, as well as other
agents (peptides, peptide fragments, chemically modified peptides, or peptide
mimetics) that inhibit the phosphatase activity of calcineurin, NsIDIs also
include rapamycin (sirolimus) and everolimus, which bind to an FK506-
binding protein, FKBP-12, and block antigen-induced proliferation of white

blood cells and cytokine secretion.



conposi tions include, but are not limted to, anphotericin B, nystatin,

fl uconazol e, ketoconazole, terbinafine, itraconazole, imdazole, triazole,
ciclopirox, clotrimazol &, and m conazol e. [0090] Exanples of NSAI Ds suitable
for incl weposeiossithe present conpositions include, buPCEAS604B64ited to,

| bupr of en, acecl of enac, dicl of enac, naproxen, etodolac, fl urbiprofen,

f enopr of en, ketoprofen, suprofen, fenbufen, fluprofen, tolnetin sodium
oxaprozin, zonepirac, sulindac, indongthacin, piroxicam nefenam c acid,
nabumet one, mnecl of enamate sodium dif1unisal, flufenisal, piroxicam

ket orol ac, sudoxi cam and isoxi cam 100911 By "non-steroidal

i munophi | i n-dependent i mrunosuppressant” or "NsIDI" is nmeant any
non- st e{M93hl agefBxamples oddCOEeS ashibitars shitablenfaronglusiont inkihaeprgseniduct i on or

ecretion, bind n i n ilin, or. cayse dQqwn _ requl ation .of the
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conmposi ti onsyjnel Lde, }&citﬁﬁlgaﬂc%irﬁésmi&eed to, calcineurin inhibitors, such
S SC@

as cycl osporine, tac ) cenycin, pinecrolinus, as well as other
agents (§08p] i des, Epapplesiof Steiivasnitable dhreintlasidd in the grdsemtcopgpotitiolss, or
peptide mnetics) that inhibit the phosphatase _activity of cal cineurin.

Ns| DLs al so nchdeynd argprahdimited $o.nflneromethalone, effuticasonay SNOMPARSHI nd to an
FK506- bi ndi ol LN, Pﬂ%ﬁi an I L.gensin Lferation of
white bl oodtRafidiGd 85@5& A n_seépﬁe F@ﬁ‘i.éf 3@%%5%%&&% 52005/ 042362
-30 [0092] Eywdusbside, oiméXton2, belbkil prediisdin) Ioikbledndlp destdhtsthesbmyarndn t he
present conpositions include, but are not limted to, rofecoxib, celecoxib,

val decoxi b, !$ uarialagues (B2 ndsxgmethagpnen beloxildsseribed . in] 6B FHat.ENGRpl es of

|

ot Ry m tad PR2S AP P RATRT bopork ¥ R ot AR B Mieept T PO
bet arret figg9ape, f| Bramples € antbideaivai dpents BeitdbiRE MRgich in thedesent de,

ri mexol one, bel oxil, prednisone, |oteprednol, dexanethasone and its

anal ogues ( ecqyoposiionsrinelnde; Sitamsatobkimited do penicilléts and athe betmlactamos
0, 223, 493 aNngl i e 8fa1dsPSiRlsP RlaRbcifhel et e oultSARHRBE CdifbidaldE! 1

entireties.
aminoglycosides, and linezolid.

[0095] Examples of non-antibiotic antimicrobials suitable for inclusion in the
present compositions include, but are not limited to, taurolidine.

[6096] Examples of mast cell stabilizers suitable for inclusion in the present
compositions include, but are not limited to, cromolyn and nedcromil sodium.

[0097] Examples of mucolytic agents suitable for inclusion in the present
compositions include, but are not limited to, acetylcysteine and dornase alpha.

) [0098] Examples of antibiotic agents suitable for inclusion in the present
' compositions include, but are not limited to, cefuroxime, vancomyecin,
amoxicillin and gentamicin.

[0099] Examples of antisepfics suitsble for inclusion in the present
compositions include, but are not limited to, iodine, chlorhexidine acetate,
sodium hypochlorite, and calcium hydrdxide.

{0100] Examples of anticholinergics suitable for inclusion in the present
compositions include, but are not limited to, ipratropium, atropine, and
scopolamine.

[0101] Examples of neurokinin antagonists suitable for inclusion in the
'present compositions inélude, but are not Iimited to, oximes, hydrazones,

piperidines, piperazines, aryl alkyl amines, hydrazones, nitroalkanes, amides,



[ 00941 Exanples of anti-infective agents suitable for inclusion in the
present conpositions include, but are not limted to, penicillin and other
beta | actam antibiotics, cephal osporins, nacrolides, ketolides

sul f onamwie2006/0580220l ones.  ami nogl ycosi des, and | i nezoPSHUS}OHYEI62Ex anpl es
of non-antibiotic antimcrobials suitable for inclusion in the present
conpositions include, but are not [imted to, taurolidine. [0096] Exanples
of mast cell stabilizers suitable f0[3inclusion in the present conpositions
i nclude, but are not limted to, crondlyn and nedcrom | sodium [0097]
Exanpl es of nucol ytic agents suitable for inclusion in the present

conposi tions include, but are not Iimted to, acetylcgsteLne‘and dor nase

al pha. [ 00989xazelirgs) uinelinesnisoanisplinesagnerbomanes iaphthpridingselagdi on in t he

present conposit.ions incluyde ut ar.e.not linte O,r.CE i me,
vancomyci n, e&ﬁ% %e!pmefs,n S‘é‘#’d a&eﬁpﬁ‘?ﬁ %‘Pcf]l?sg% O%QEE%A‘MI\@S %Fﬁaﬁﬂl’sept I CS
sui tabl e fors 79wboisisormolmol 5198 N5 PR 19, 5665,36 R B00106hUslEs g8k ar e not

limted to, i"odine, chlorhexidi'ne acetate, sodi um.hypochl orite, 'and cal ci um
hydr oxi de. [%430}1 G uzomozatedby refitrendediciameingheis entiretietbl e for inclusion in the

resent osi tjons .i nc e, but ar t . Limted ,. 1 pratropiuni,
gt r opi n@lﬁ % sc%’f?@ﬂ?ﬁ Mﬁ%ﬂéﬁ‘lﬂsﬁﬁgﬁ@h@%@%%‘ﬂ%% far ﬁ‘c Bg’a)ni st's
sui tabl e forgp %g&l@&ﬁaﬁeﬁ%m&%@mﬁﬁm&& kD DHehtBE! dodbenbl, are not

limted to, ox , azones, piperidines, piperazines, aryl alkyl
am nes, hydrprpostand tenidapal kanes, am des, WO 20061058022 PCTNS2005| 042362

-31 iso | i nes,,_quinolines, isoquinolines, azanqrbomanes, naphthyri di nes,
and beﬁ’i@ﬁi azepi s CORgFOatOnS, Wg?‘g“ i'E@P‘B’é%dménr plye priouniydde., 5 793, 359;

S, 7193, 894; SV dfde cgn%e?/la‘a (Por absdthie Amfint éf&%ﬁaéaﬁgbr Psdittersfl: S, 688, 960;

5, 654} 316, incorporate reterence herein in therr entireties. [01021
Exanpl es of &gl azetastigediSh ofSthe Gdditidnabionoos rseret adtive dgentsi witl bsi on in the
A
additional active agents (e.g., one or more steroid(s), leukotriene antagonist(s),
anithistaminte(s), decongestant(s), NSAIDs, etc), can be present in any
amount, for example about 0.01% to about 99% (e.g., about 0.01%, about
0.1%, about 1%, about 10%, about 20%, about 30%, about 40%, about
50%, about 60%, about 70%, about 80%, or about 90%).

[0104] In one embodiment, the pbarmaceutical compositions comprise (or
consisting essentially of) an effective amount of azelastine (suitably azelastine
hydrochloride) along with an effective amount of one or more steroids.

) Exemplary steroids include those discussed above. In certain suitable
embodiments, the compositions further comprise one or more additional
ingredients, such as one or more excipients, one or more taste-masking agents
and/or one or more viscosity-increasing agents. Such compositions can be
formulated as intranasal or ocular suspensions or solutions, with a pH of about
6.0 to 8.0. In other embodiments, the compositions can be formulated as oral
(e.g., tablets or capsules) or topical delivery formulations, such as those
disclosed throughont. While the amount of azelastine can be varied and
adjusted appropriately by the ordinarily skilled artisan, it is suitably contained
in the intranasal or ocular formulations in an amount of about 0.0001% to
about 1.0% by weight, and more suitably frorh about 0.005% to about 0.5% or

most suitably from about 0.05% to about 0.15% (e.g., 0.05%, 0.06%, 0.07%,



[01031. The concentrations, absolute anmounts and relative anounts (i.e.,
relative to the concentration or absolute anount of azelastine or a salt
thereof, e.g. azelastine HCO) of the additional one or nore active agents
will be W@pI0k038022 0 one of ordinary sldll in the art.PEBUSENSMIPE t he
anounts of additional active agents (e.g., one or nore steroid(s),

| eukotri ene antagonist(s), anithistamnte(s), decongestant(s), NSAI Ds,
etc), can be present in any anount, for exanple about 0.01%to about 99%
(e.g., about 0.01% about 0.1% abolf21% about 10% about 20% about 30%
about 40% about 50% about 60% about 70% about 80% or about 90%.
101041 I n one enbodi nent, the pharmaceutical conpositions conprise (or
consi sting e898W i G0I%. GN0Yan Oafifgcils, d0ntBY) 00F4%,z ©11334) i pwrei t abl y
azel astine hydraqochloride) along wth an effective anmount of one or nore

ster Oibtjs. Exetasting (caloulates) ass thenBea auslestings basg) SEhes mguatpiaeroidis)cer t ai n
t \ ) t . .
ddi 11 onal © POSPEE bk vhiof RAMRARIG 4GP v Wefind ARG Sy O ¢

t ast e- maski ngy alie didnardP GhdlledOBiset, 4HEr @nVbe GRESehY ih NEyeRRdURE Rgents. Such
conpositions can be fornulated as intranasal or ocul ar suspensions or

sol utions, wexampde fhqubd.0canbod. 9% (.23 about| HOBohahroub b Y iabauifl$s, t he

conpositions .ca for ed,as I e, Labl or.c y es) or

Coplcal  del gy Py n{ﬂ“ﬂ%s,@ﬁ%ﬁ@s "‘P{ﬂ@s‘@ﬂ”diaﬁgﬁlt?sog/& tah?‘%f?@r{]?aut. Vihi | e
the amount ofhRAZFHAST At B%, D8y WBkt B0%FN Guitablly URS ShoBRPSIREbRALR! Y by the
ordinarily skilled artisan, It is suitably contained in the intranasal or

ocul ar f or nuthout 6% to shoubdfidhtbyoreightpmordsitblyabar G:Houto ab@d by wei ght ,

d. [ ly f bout 0.005%t bout % Lt.ably f
200 9050 8L R, 308 SR R iy B0 AL
PCT/ US2005 0628 Sabout §9106, 8Bt 0.060ablh 1089, Oatchitio. 048 2800u0 013%, 0. 14%

0.15%, of pure azelastine (calculated as the free azel asti ne Base). The
amount of st showt @GP, showts €.07%, rebohk 0:08%0 ebeuti ORI, ariabest 648 by vari ed and

adj ust ed appr optj,atel by the ordinarily skilled.artisan,. e}nngl can be
present in aﬁ’ﬁiogého?‘ﬁﬁfwm@iéwp‘}ss%@8%“6&%%988&%%“@% 80g | about
0.01% about 5@."s: RRAHS." 188 used herein, the term "safe steroid” means a steroid

which treats eosinophil and neurotrophil associated inflammmation, reduces

papillae formation, and which is effective in treating inflammation, without
causing a clinically significant elevation in intraocular pressure (IOP).
Exemplary safe steroids that can be used in the various formulations of the
present invention, particularly for delivery using nasal spray or ocular drop
delivery systems include, but are not limited to, any glucocorticoid which

) meets the safe steroid definition, including but not limited to, fluoromethalone,
fluticasone (and its conjugates, e.g., fluticasone propionate), rimexolone,
loteprednol, dexamethasone beloxil and its analogues described in U.S, Pat.
Nos. 5,223,493 and 5,420,120, the disclosures of which are incorporated by
reference herein in their entireties. Additional "safe steroids® and methods for
detenmining appropriate amounts of such agents for inclusion in the present
compositions are disclosed in U.S. Patent No. 6,649,602, the disclosure of
which is incorporated by reference herein in its entirety. Exemplary
compositions of the present invention comprising azelastine and a safe steroid
comprise about 0.1%-0.15% azelastine, about 0.01%-0.1% of a safe steroid,
and optionally about 0.05%-0.15% sucrelose.



about 10% about 20% about 30% about 40% about 50% about 60% about
70% about 80% or about 90% . Suitably the amount of steroid is about
0.01% to about 1.5% by weight, nore suitably about 0.01%to about 1.0% by
wei ght, oMWQ86038Re suitably about 0.05%to about 0. 108G UREPYHEd2(e. g.
about 0.01% about 0.02% about 0.03% about 0.04% about 0.05% about
0.06% about 0.07% about 0.08% about 0.09% or about 0.1% by weight).
Preferred steroids for use in the formyations of the present invention are
"safe steroids.” As used herein, the term"safe steroid" neans a steroid

whi ch treats eosinophil and neurotrophil associated inflammation, reduces
papi |l l ae_ formation, and which is effective in treating inflanmation, wthout

causi ng B185l ni cal Inanethgnembediment; thaphameasentical gempoulions COpPHESEOre (1 OP) .

" Exenpl fe steroj h dingh ' f | ad | f th
A g B Tty e R e

drop del i veryydydildite) aloak Ueith aR'¢ieaiv@ diftfunt bfflohe @r nfore 3f¥YoidH, wa@cor ti coi d

" which neets the safei Steroid definition, including but not limted to,
f | uor orret hal oaeq anfdffectiven smoent( ofrdné s oo jdecegestants. gln, suitablei snebone

propi onate), ri ol one | ot ept.ednol,, . dexanethasone bel oxil. .and.its
anal ogues des?fp%e‘?tﬁ tyl_esporp@fs;tlo% Tiher SOmPIA%es OOf Pr5TRh) ,aégggnag he
di scl osures -Eyga;'eql ' oP ; AL ﬁgﬁ.@ [1RhcRink ir
entireties. Additl o%é?ﬁcﬁsag?ggstgfrog% %%Jﬂ?%]ﬁ%orﬁre?ﬁo S %%fré_tﬁ%sgjtngr %1 ni ng
appropri at e aami/ort eneodr morehviagsity-Sndreasing ragentsi oSndhncdngosiiions eart be
conpositions are disclgosed in U S. Patent No. 6,649,602, the_di sclosure of
which is i ncﬁmﬁg@&sM@P@Wﬁ@?mmsrprisp@h@mwﬁ% aypﬁe;gbﬁatar y
conpagi tions gh ?. qﬁgég j % h safe
sterﬁd corrpér?i s%rgg)bgit}t tf%bg gﬁ?gﬁgﬁ?ﬂgbﬁ%ﬁ%ﬁ% %&%f&%%%f a safe
steroi d, andomotipicahdklivery fomminlitidisaeh s %these dstlosad thidhghows/ Th8022
PCT/ US2005/ 042362 _ - 33 [0105% I n]g.?nOt her ,(fnb(?d' rrient, t he}é)har qaceut i cal
conposi ti ons PPHPRTIAL: amgynts Of fZplastings seid gn -ﬁegqggeatﬁnte% redl¥ount  of
azel astine (sgittAhh td ”&dilﬁé}j | By M rdiime fofect i ve
anount of one&%r rmér&eggﬁé(r%gidés, an E%F%qg%qg'f ectl vg’\l\yﬁount gfoffone or nore
decongest ant ssteroid andi dzalastimesusedhwill be in the ranges disclosed herein. The amount

of decongestant can be present in any amount, for example about 0.01% to

about 99% (e.g., about 0.01%, about. 0.1%, about 1%, about 10%, about

20%, about 30%, about 40%, about 50%, about 60%, about 70%, about

80%, or about 90%). Suitably the amount of decongestiant is about 0.05% to

about 1.5% by weight, or more suitably in an amount of about 0.1% to about

1.0% by weight. In addition, the compositions can also comprise sucralose at
about 0.05%-0.15%.

[0106] In an additional embodiment, the pharmaceutical compositions
cornprise (or consist essentially of) an effective amount of azelastine (suitably
azelastine hydrochloride) along with an effective amount of one or more
additional anti-allergic and/or one or more anti-asthmatic agents. Exemplary
anti-allergics and anti-asthmatics include those discussed herein, including,
but not limited to, H; receptor amtagonists, H3 receptor antagonists and
lenkotriene antagonists (e.g., leukotriene D4 antagonists). In suitable such
embodiments, the compositions further comprise one or more additional
ingredients, such as one or more excipients, one or more taste-masking agents
and/or one or more visoosity—ihcreasing agents. Such éomposiﬁons can be

formulated as intranasal or ocular suspensions or solutions, with a pH of about



enbodi nents, the conpositions further conprise one or nore additional

i ngredi ents, such as one or nore excipients, one or nore taste-masking
agents and/or one or nof-e viscosity-increasing agents Such conpositions
can be fovomoamssdzas i ntranasal or ocul ar suspensions BETASPMSNEREE with a
pH of about 6.0 to 8.0. In other enbodi nents, the conpositions can be
formul ated as oral or topical delivery formulations, such as those

di scl osed t hroughout. The appropriateafnnuhts of azel astine, steroid and
decongestant can be readily determinéd by those or ordinary skill in the
art. Suitably, the amount of steroid and azelastine used will be in the
ranges di scl osed herein. The anobunt of decongestant can be present in any
anount, for e&anpBd, dnattier Srmbddinients, thb coinpOsitionsecan.be fadnmlited fitidral about .
0.1% about 1% about 10@6 about 20@6 about 30% about 40% about 50%
about 60% abuPulneuRry dsivery, suehy,ashosg gsser Wre@u“{}alsltpemeu@tn%nt of

an amount of . SsSRD A By Gl ha B30 drprelrielV VP Re onBbelty g, Y 1
conposi tions ﬁ%@alﬁhtsﬁ SUfBY icoftafiied R kR SifitratasaPOOsulL - f@ﬁﬂﬁl@tldn’é% dn0106] In an
addi ti onal enbodi ment, the phar maceuti cal conposi tions ;Erl se (or consi st

essential |y ofmoum fﬁfabgmto 1&ertou boud . Oafqzbyamghtemdsmorcmn lyafreinast i ne
ot al | er or chsiyBOthshh I gpoudl aficon moscRARl: Fomotel 0. Byt |1 "

anti-all ergicg, 19%d(@$‘|t 'ab&ftt@fl?% Qﬁoﬂ%‘Cb 9%, td"@@% @'@%JS@F@AhQrIEM‘

including, but not imted to, HL réceptof antagonists, H3 receptor
ant agoni sts add2%l él.uk?(%,r O.éé% dht Hgh rofspe (azelystmd énalauiat@delae the freet agoni st s) .

In suitable suc ts t he conposition her r one or nore
addi tTyonal | HERSHRORRE). THE pingusigpE SR orpes BN ATEAlIGHE BHofor o
Last &= skl Noarfafin a?cg?:%%tﬁgﬁe%oﬁ?fcﬁmﬁl b&ni/bé{?‘ﬁ-ieﬂaaiﬁ'lﬁ_“ﬁféﬁms Such

conposi tions can ated as I ntranasal or ocul ar suspensions or
sol utions, w sgprapriakelpfbyatheuordidaridy) Gkilied aPikan POl CRC beSprestd86R any34 6.0 to

Ul onary. del #0BHY, TS aRRls SREd lded FbEl Fi0f 4PR: DAY 0L fe shunt of
0.1%, about 1%, about 10%, about 20%, about 30%, about 40%, about
50%, about 60%, about 70%, about 80%, or about 90%). Suitably the
amount of these additional compounds will be in an amount of about 0.01% to
about 10% by weight, or more suitably in an amount of about 0.1% to about

5.0% by weight. In addition, the compositions can also comprise sucralose at

about 0.05%-0.15%.
[0107] Suitable compositions of the present invention comprise (or consist
) essentialljr of), for example (percentages of azelastine refer to weight
percentages of azelastine HCl or other suitable salt):
[0108] About 0.05% azelastine and about 0.05% sucralose;
[0109] About 0.05% azelastine and about 0.1% sucralose;
[0110] About 0.05% azelastine and about 0.15% sucralose;
[0111) About 0.1% azelastine and about 0.05% sucralose;
[0112] About 0.1% azelastine and about 0.1% sucralose;
[0113] About 0.1% azelastine and about 0.15% sucralose;
[0114) About 0.125% azelastine and about 0.05% sucralose;
- [0115) About 0.125% azelastine and about 0.1% sucralose;
[0116]  About0.125% azelastine and about 0.15% sucralose;

[0117] About 0.15% azelastine and about 0.05% sucralose;



azel astine can be vari.ed and adjusted appropriately.by the ordinarily
skilled ] [t Is suitably contained in the intr | ar
formul ati ﬁtébq%ﬁjg%oﬁk anount of about 0.0001%to about 1.0% ﬁ%ﬁ%ﬁ? and
nore suitably from about 0.005%to about 0.5% or nost suitably from about
0.05%to about 0.15% (e.g., about 0.05% 0.06% 0.07% 0.08% 0.09% O0.10%
0.11% 0.12% 0.13% 0.14% 0.15%, ak_-pure azelastine (calculated as the
free D azel asti ne base). The anobunt of one or nore additional anti-allergic
and/or anti-asthmatics present in the various formul ati ons can be varied

and adj appr.Qpri |y the ordinari skilled artisan and can be
pr esent ﬁffsﬂny a%\?l’ﬁ&iﬁ@ g%t}?ﬁl ?ﬂ%‘&ﬁlf%&i@éﬁ? about 99% (e.g., about
0.01% 0. 19 oz 1.% o o) %.. about 30% about 40%
about 3@%}0'95 about @8@?5{)8%%19%&9%%%%&%&#%‘5@ %t 90% . Suitably the
anmount {é120hese adioli O3, acelapingandabuut 0.008s steroltt? anount of about 0.01%to

about 10% by Weight, or nore suitably in an anount ‘of about 0.1%to about
5. 0% by [1ght . m\baabﬁl%caaplasm@aa@n%wﬁtql%gte@em al so conprise sucral ose at

about 0.,05% 0. 15% ihabl e ¢ oshtikons_of, the present invention
corrpris«ﬁ% cons@tbgt](ggsggﬁe&%%gﬁf? ngbl%a%’g’(per cent ages of

azel ast i{@pﬁgef er . AhoWed. 9% azélastneRhdskut 0l019¢7ak@st i ne HCl or other suitable
salt): [01081 About 0.05% azel asti ne and about 0. 05% sucr al ose; [ 0109]

About 0.0 azel adbow).05% az¢lasiine end shout 0,04 0geroid;[ 01101 About 0. 05%

azel asti nd abqut 0. 15% suct al ose; J11L About 0. 1% azel astine and
about O.IMSucra%g’ggt,o‘ °@ffi§‘f%§gb%’.@%£é@é 'ine and about 0. 1%
5””‘305[@1263 [ 0113 hpofani29% hIe1aeat arf dveRt 8.08%Ak&auid; 0. 15% sucral ose;  [01141
About/ 0. 125% azel asti ne and about 0.05% sucral ose; "~ [01151 About 0.125%

azel ast i[BB7hnd abdboui(). 15% saelastine erd abdud @06+ steroid; 0. 125% azel astine and
about 0.150% sucr al,qse; 1171 About 0. 15% azel asti ne and about 0.05%
sucr al oéé,ﬁ 200%%%%%6@%@3%@4%“ ,

[0129] About 0.1% azelastine and about 0.1% steroid;

[0130] About 0.125% azelastine and about 0.1% steroid;

[0131] About 0.15% azelastine and about 0.1% steroid;

[0132] About 0.05% azelastine, about 0.01% steroid and about 0.05%
sucralose;

[0133] About 0.1% azelastine, about 0.01% steroid and about 0.05%
sucralose;

[0134] About 0.125% azelastine, about 0.01% steroid and about 0.05%

) sucralose;

[0135] About 0.15% azelastine, about 0.01% steroid and about 0.05%
sucralose;

[0136) About 0.05% azelastine, about 0.05% -steroid and about 0.05%
sucralose;

[0137) About 0.1% azelastine, about 0.05% steroid and about 0.05%
sucralose;

[0138] About 0.125% azelastine, about 0.05% steroid and about 0.05%
sucralose;

[0139] About 0.15% azelastine, about 0.05% steroid and about 0.0S%

sucralose;



[01181 About O0.15% azel astine and about 0.1% sucral ose; [01191 About 0.15%
azel astine and about 0.15% sucral ose; [01201 About 0.05% azel asti ne and
about 0.01% steroid; [0121] About 0.1 % azel astine and about 0.01 %
steroid; [0122] About 0.125% azel astine and about 0.01% steroid; [0123]
About 0. Kg¢pmadrserrti ne and about 0.01% steroid; [ 0124]pCAER200504236%0

azel astine and about 0.05% steroid; [01251 About 0.1 % azel asti ne and about
0.05% steroid; [01261 About 0.125% azel asti ne and about 0.05% st eroi d;
[0127] About 0.15% azel astine and about 0.05% steroid; 101281 About 0.05%
azel astine and about 0.1% steroid; 10%29] About 0.1% azel astine and about
0.1% steroid; [0130] About 0.125% azel asti ne and about 0. 1% steroid;

[0131] About 0. 15% azel asti ne and about 0. 1% steroid; [0132] About 0.05%
azel ast ijogp40]about AboRd %.63%" akslashing abewtt 0019 Seroids Umdalabsd; 0434331 About
0.1% azel astine, about 0.01% steroid and about 0.05% sucral ose; [01341
About 0. 125%suereloagst i ne, about 0.01% steroid and about 0.05% sucral ose;

[ 0135] 0. 15% aze tine .about 0.01% sterai out 0.05%

sucr al oﬁﬁf‘ﬁiOlBG] ‘%BBU{"?%’. Eﬁﬁ%%?@é‘f 8ﬂe/°1 St?ﬁb&“%@gﬁéﬂwqé‘?ép S&%nd about

0. 05% | ose,; q. u Y hasd.ine P Wnd0-aBade i d and
about Ostg%%? sucréb{bggg;d }%?@851”%8% a%ﬁlg?’/g%zgtle?gt fgr?éi agglcx)@u? %8'/685% steroid
and about 0. Gbéfalosgjcr al ose; [0139] About 0.15% azel asti ne, about 0.05%

steroi d and_about Q.05% . sucral ose; 20061058022 PCT/ U52005/ 042362
ke About 8159 aeimins, S’ 0015 et and. abat- 3039

sucralose;

[0144)  About 0.05% azelastine, about 0.01% steroid and about 0.1%

:) sucralose;

[0145] About 0.1% azelastine, about 0.01% steroid and about 0.1% sucralose;

[0146] About 0.125% azelastine, about 0.01% steroid a:}d about 0.1%
sucralose;

[0147] About 0.15% azelastine, about 0.01% steroid and about 0.1%
sucralose;

[0148] About 0.05% azelastine, about 0.05% steroid and about 0.1%
sucralose;

[0149] About 0.1% azelastine, about 0.05% steroid and about 0.1% sucralose;

[0150] About 0.125% azelastine, about 0.05% steroid and about 0.1%
sucralose; 7

) [0151] About 0.15% azelastine, about 0.05% steroid and about 0.1%

sucralose;

[0152) About 0.05% azelastine, about 0.1% steroid and about 0.1% sucralose;

{0153} About 0.1% azelastine, about 0.1% steroid and about 0.1% sucralose;

[0154] About 0.125% azelastine, about 0.1% steroid and about 0.1%
sucralose;

[0155] About 0.15% azelastine, about 0.1% steroid and about 0.1% sucralose;

[0156] About 0.05% azelastine, about 0.01% steroid and about 0.15%
sucralose;

[0157 About 0.1% azelastine, about 0.01% steroid and about 0.15%

sucralose;



-36 [01401 About 0.05% azel astine, about 0.1% steroid and about 0.05%
sucral ose; [0141.] About 0.1 % azel astine, about 0.1 % steroid and about

0. 05% sucral ose; e [01421 About 0.125% azel astine, about 0.1% steroid and
about 0. 0502005058032 ose: [0143] About 0.15% azel asti ne, PEBOERYSMBHLt er oi d
and about 0.05% sucral ose; [0144] About 0.05% azel astine, about 0.01%
steroid and about 0.1% 9 sucral ose; [01451 About 0. 1% azel astine, about
0.01% steroid and about 0.1% sucr al 0S€;, [ 0146] About 0.125% azel asti ne,
about 0.01% steroid and about 0.1% sucralose; [01471 About 0.15%

azel astine, about 0.01% steroid and about 0.1% sucral ose; [01481 About

0. 05% azel asti ne, about 0.05% steroid and about 0.1% sucral ose; [0149]
About 0.[088zel asthbout lSM @elSiestabout @.04Md stepoidt ar@l 2dowul18%0se; [ 0150]
About 0.125% azel astine, about 0.05% steroid and about 0.1% sucral ose; 9
[0151] About SBC#88%azel astine, about 0.05% steroid and about 0. 1%

sucr al oggjs 0152]f[5g Uty 50953 SHRdI® 0 u id %ngt itd about 0.1%
sucr al Qge; d][0153 Agout'goglaqz?agg%‘?ast%e,'ga o%ittﬁ%. 1&%) gl{i&eilr onggt’nd' about 0.1
% sucr al ose; sufrfillbgs}] About 0. 125% azel astine, about 0.1% steroid and about

0.1% sucralose; [0155] About 0.15% azel astine, about 0.1% steroid and about
0.1 % sd®tellose: Aboutd) 054 oazelastings opkout| Q3% ateroxhnd abatoddd%r oi d and
about 0.15% ﬁ%ﬁ%@é‘ose; [ 0157] About 0. 1% azel astine, about 0.01% steroid
and about 0. fB% %

[0161] About 0.1% azelastine, about 0.05% steroid and about 0.15%
sucralose;
) [0162) About 0.125% azelastine, about 0.05% steroid and about 0.15%
sucralose;
[0163] About 0.15% azelastine, about 0.05% steroid and about 0.15%
sucralose;
[0164] About 0.05% azelastine, about 0.1% steroid and about 0.15%
sucralose; ' .
[0165] About 0.1% azelastine, about 0.1% steroid and about 0.15% sucralose;
[0166] About 0.125% azelastine, about 0.1% steroid and about 0.15%
sucralose;
[0167] About 0.15% azelastine, about 0.1% steroid and about 0.15%
sucralose;
) [0168] About 0.05% azelastine and about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone;
[0169) About 0.1% azelastine and about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone;
[0170] About 0.125% azelastine and about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone;
[0171) About 0.15% azelastine and about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triameinolone;
[0172] About 0.05% azelastine and about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinoione;
[0173] About 0.1% azelastine and about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone;



sucr al ose; WD 2006/ 058022 PCT/ U52005/ 042362 -37 [0158] About 0.125%

azel astine, about 0.01% steroid and about 0.15% sucral ose; [0159] About

0. 15% azel asti ne, about 0.01% steroid and about 0.15% h sucral gse; [0160]
About 0. OB®2806405832i ne, about 0.05% steroid and about OCHASPOEHPAEE ose:
[0161] About 0. 1% azel astine, about 0.05% steroid and about 0.15%

sucral ose; 10162] About 0.125% azel astine, about 0.05% steroid and about
0.15% sucral ose; 10163] About 0.15% agel astine, about 0.05% steroid and
about 0.15% sucral ose; [0164] About 0.05% azel astine, about 0.1% steroid
and about 0.15% sucral ose; [0165] About 0.1% azel asti ne, about 0.1% steroid
and about 0.15% sucral ose; [0166] About 0.125% azel astine, about 0.1%

st er oi d [8¥4) about Abous04 2¥anzalastins; adatent 0ASSw fluticasens, amesmetasonae, about

0. 1% steroid,and about ,0,15% .suctal gse; 168], .About ., 0. 05% azel asti ne and
about 0.01% #Wegha@%‘}‘f’el?d‘?%t?g ,I,Qnug@gﬁ&q;}]égmgmggn&i |, 1oteprednol,
budesoni or tri ' ne; t 0/ Sf i bout 0.01%
fluti cas[%iﬁ’g,] m)rre'f%gtﬁ)ﬂng’?g%dngé%eg%ﬁgéggg%e?gi% ?lﬂﬁ%tsg%ér’e[gﬁgi , Bgdesoni de, or

t ri anci nol ondexdnfetiERnetetoxil, btdpizedhod datdasenidoporarigmeainolone0. 01% f | ut i casone,
nonet as dexarr%t hasaone bel oxj!|, |oteprednol, budesonide, or

trianci :i@l%éhe; 104spoyt B@S7a a@ﬁl&%aﬁ@l shot 1% Hutigssene, ORPRYBPRNGL i casone,
momet asone,  ydeXARRE OASARGIP Rt tduol, HIE&BARE WY riadUfiSRAR de. or

tri anci nol one;
[0177) About 0.1% azelastine and about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone;
) [0178] About 0.125% azelastine and about 0.1% fluticasone, mometasone,
dexamethascne beloxil, loteprednol, budesonide, or triamcinolone;
[0179] About 0.15% azelastine and about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone;
[0180] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.05% sucralose;
[0181) About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, ‘or triamcinolone and about
0.05% sucralose;
[0182] About 0.125% azelastine, about 0.01% fluticasone, imometasone,
) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.05% sucralose;
[0183] About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.05% sucralose;
. [0184] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% sucralose; '
[0185] About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beioxil, loteprednol, budesonide, or triamcinolone and about
0;1% sucralose; | | |



[01721 About 0.05% azel astine and about 0.05% fl uti casone, nonetasone,
dexamet hasone bel oxil, |oteprednol, budesonide, or triantinolone; [0173]
About 0.1% azel asti ne and about O. 05@6f|ut|casone nomet asone,

dexamet haBh@0ees®eRi |, | ot eprednol , budesoni de, or tri SHEHHSHHHE62\0
20061058022 PCT1US20051042362 -38 [0174]. About 0.125% azel asti ne and about
0.05% fl uticasone, nonetasone, dexanethasone beloxil, |oteprednol,
budesoni de, or triantinol one; [01751 Agput 0. 15% azel astine and about 0.05%
fluticasone, nonetasone, dexanethason€& beloxil, |oteprednol, budesonide, or
trianci nol one; 10176] About 0.05% azel asti ne and about 0. 196f|ut|casone
nonmet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or

trianci noL86le: 101ﬂmtAﬁdZﬁ%0mmal aboit @ O4¥hd flibioasong . nwefeasenes asone,
nonet asone, exa S Xi | r edpol budes ni de,
tri amei nol one ﬁ&’}ﬁ?‘b]o 0? “a?i&“;gi QE&"H’B‘E}B ope 34 gl?‘?}’[tl casone,

nmonet asone,  gl¢ sone beloxil, |oteprednol, budesonide, or

¢t rianci nolone;” (01791 About 0.15% azel astine and about 0.1%fl uti casone, '
nonet asoji87] dexarmlbdmwﬂé%beizehstine | abbep rietliel fluticedens) nindmetasone,

tri anci nol one ﬁgO] Abo t 0. 05% I astl ne abouyt Q. 01% fl uti casone

nomet asone, xﬂei%@‘@r ° ssoBiflee T W@@ﬂ‘i‘?d@ ghout

tri ancti nol one? T‘?qs &Q&g 0 05% sucr al ose [0181] About 0. 1% azel asti ne,
about 0.01%f | casone’ nonet asone, dexanet hasone bel oxil, | oteprednol,

budesoni @¢s8jor t ri&lsGut N0JOSYE azeldstieo UiboutO. (D@B%saﬁﬁedsm mbfitfidneAbout 0. 125%
azel astine, about 0.01% fl uti casone, nonetasone, dexanet hasone bel oxi |,

| ot epr ednol , Ssrametbasone beloxil; lqtepredneb| kydesomids, abﬂéﬁmm!](’l@ﬂ@@% ghewt al ose;

1018 About 6) §<3F' &?ﬁ&{astl ne, about 0.01% fluti casone, nonetasone,
dexanpt hasone % ot epr ednol , budesoni de, or triantinol one and about

0. 05% sujol8djose; [Abdit10ADHusizelasnd) abaitasil1ng, fladvasdne). Mbfietakotie, casone,
ToMEL asone, dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.15% sucralose;
[0190]) About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.15% sucralose;
[0191) About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.15% sucralose;
[0192] About 0.05% azelastine, about 0.05% fluticasone, moimetasone,
_‘) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.05% sucralose; '
[0193] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.05% sucralose;
[0194] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamecinolone and about
0.05% sucralose;
[0195] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.05% sucralose; | . ' |



dexanet hasone bel oxil, |oteprednol, budesonide, or trianoinol one and about
0.1 % sucral ose; [01851 About 0.1% azel astine, about 0.01% fluticasone,
nmonet asone, dexanet hasone bel oxil, |oteprednol, budesonide, or

trianci noWerRsossaozabout 0. 1% sucr al ose; WO 2006/ 058022PGHAIHRSMIZS? 042362
-39 [01861 About 0.125% azel asti ne, about 0.01% fluti casone, nonetasone,
dexanet hasone bel oxil, | oteprednol, budesonide, or triantinolone and about
0.1% sucral ose; [01871 About 0.15% azejastine, about 0.01%fluticasone,
nonet asone, dexanet hasone bel oxil, |oteprednol, budesonide, or
trianci nol one and about 0.1% sucral ose; [0188] About 0.05% azel asti ne,
about 0.01% fluticasone, nonetasone, dexanethasone beloxil, |oteprednol,

budesoni [@¢96lor t r i Ayt ndPSYe azelastiso rboud. .65%s dluticasorse; mpoeEBSINeAbout 0. 1%
azel astine, about 0.01%f] ut.icasong, t aspne, ., .dexanet haspne bel oxil,

| ot epr ednol , ‘%}HEQ Pﬁoaﬁ?bei??‘ﬂt fq?aq&efnﬂb{ﬁgﬁgs ’é’Bé’ﬁ‘[‘mCIBOqg%eo/glgﬁgl?Q&‘l ose; [01901
About 0. 125%@zg)| g&%jogﬁ, about 0.01% fluticasone, nonetasone, dexanethasone
bel oxil, | ot epreéno , Budesoni de, *or triancinol one and about 0.15% '
sucral 050197]0191] Atamtit 0.0%6 Sedetamtihensaboe, 00384t flGticak6nef | mbmetsares,

nonet asone, examet hasgone hel oxi | t eprednol , hudesqni de, or

trianci nol oneCAREERI0E %619345%@5%4&31,3@995%21 tmagasiRoleneoang, abat ast i ne,
about 0.05% f4 }%isﬁm , honet asone, dexanet hasone bel oxil, |oteprednol,
budesoni de, or triantinol one and about 0.05% sucral ose; [01931 About 0.1%
azel astij0e98labout Abdkb%.123% 1 eetastice, abmwet QOHNe Autidasaeinbmstasend)el oxi |,

| ot epr ednol , budesoni de, or, triantjnol one and about .0.05% sucral ose;
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about

: ) 0.1% sucralose; /
[0199] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% sucralose;
[0200] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or friamcinolone and about
0.15% sucralose;
[0201] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.15% sucralose;
[0202] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
) dexamethasone beloxil, lotepreduol, budesonide, or triamcinolone and about
0.15% sucralose;
{0203} About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.15% sucralose;
[6204] About 0.05% azelastine, about 0.1% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or friamcinolone and about
0.05% sucralose;

[0205) About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone_and about
0.05% sucralose; |



[ 01941 About 0.125% azel astine, about 0.05% fluticasone, nonetasone,

dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone and about
0. 05% sucr al ose; [0195] ‘About 0. 15% azel ast | ne, about 0.05% fl uticasone,
nomet asor¥0 2006058032t hasone bel oxi |, | oteprednol, budes&&THE200§042362

trianci nol one and about 0.05% sucral ose; WO 2006/ 058022 PCT/ US2005/ 042362
-40 [01961 About 0.05% azel asti ne, about 0.05% fl uti casone, nonetasone,

dexanet hasone bel oxil, |oteprednol, bydesonide, or triantinolone and about
0.1 % sucral ose; 101971 About O. 1% aze astine, about 0.05% fluticasone,
nonet asone, dexanet hasone bel oxil, |oteprednol, budesonide, or

trianci nol one and about 0.1% sucral ose; [0198] About 0.125% azel asti ne,

about OGRS f| uti dbovind).1250meazelsstine, albut afid Vi fhdicesope, aremetagant.epr ednol |
budesoni de, qr_ tri.ancin ne a u 0. 1% sucr.al ose; out O. 15%
azel asti ne, ﬁ t%sﬁ‘%%/g‘?l?’ﬂf @%E‘ﬁﬁ‘éa th’F@Pna"gB'n(g triageing ﬁ&@&h&ﬁga oxi | ,

| ot epr ednol , Omﬁ%ﬁﬁfm&% or trianctinolone and about 0.1% sucral ose; [0200]
About 0.05% azel ast i ne, about*0.05% fl uticasone, nonetasone, dexarethasone
bel oxi | J0205] epr ed Abbut l:mbl‘i%omizd&sﬁne;r aboﬁiarﬁ:l%olﬂuﬁeasamj alpmn¢tasofe,15%

sucr al ose; [(()1201 About g 0.azel st [ g about 0. 05% ut i cgsag

nmonet asone, ﬁ%?s exihdptsR l‘iﬁ?)?’é‘éﬁo?r gmeiaslone ged apput

tri ancti nol on ?éjs L. 0.15% sucral ose; [0202] About 0.125% azel asti ne,
about 0. 05% casone nonet asone, dexanet hasone bel oxil, | oteprednol,

budesoni[g2e8] or t r Ahout rliJ(Dme aaelghtingowbout. 0L B% dluticabos e mdmdasdhe,About 0. 15%
azel asti ne, %bout 0. 05‘V fl u i Cf’;‘%&i“ﬂ nonet asone, . dexanpet hasone bel oxi |,
0

| ot epr ednol , E’&Rﬂ@@ﬁ?’i‘fe el ’tlm pedrsomide; orFamcinolone and about
0.1% sucralose;
[0209] About 0.1% azelastine, about 0.1% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% sucralose;

{0210] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% sucralose;

[0211] About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about

0.1% sucralose;

[0212] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
:) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about

0.15% sucralose;

[0213] About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.15% sucralose; }

[0214] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.15% sucralose;

[0215] About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.15% suéralosc; | |

[0216] About 0.05% azelastine and about 0.1% leukotriene antagonist;



0. 15% sucr al ose; [0204] About 0.05% azel astine, about 0.1%fl uticasone,

nonet asone, dexanet hasone bel oxil, |oteprednol, budesonide, or

trianci nol one and about = 0. 05% sucral ose; [0205] About 0.1% azel asti ne,

about 0. WORDSWEMABone, nonetasone, dexanmet hasone bel 8XEUS20§0&36%dnol |
budesoni de, or trianctinol one and about 0.05% sucral ose; WO 2006/ 058022
PCTI US20051042362 -41 [0206] About 0.125% azel asti ne, about 0.1%

fluticasone, nonetasone, dexanethasong beloxil, |oteprednol, budesonide, or
trianci nol one and about 0.05% sucral ose; 102071 About 0. 15% azel asti ne,
about 0.1%fluticasone, nonetasone, dexanethasone beloxil, |oteprednol,

budesoni de, or trianctinolone and about 0.05% sucral ose; 10208] About 0.05%

azel ast (¢l 7] about Aboubf.iYopgelastingsad abanitlds nbotrienranizgonishisone bel oxi | , _
| ot epre oy  budesoni trianci npl.on bout 0.1 % sucral ose; 10209
Aboulto _ Omsllzeras?ﬂ%ﬁtﬂf%f’z%%sﬁ% h‘ﬁ?ﬁo_ ggg%@?‘%fﬁ@teﬂwgfuségexanets hasone ]
bel oxi | ,[omE oI CanBbut (R154%250kMRe aff aldut BTV RakRfiehARtbafiRt 0. 1%

sucral ose; [0210] About 0.1125% azel astine, about 0. 1% f1 uti casohe,
momet as 0R20] dexadbbit(:05% abelbsting knd dteueP.5&elvakotritnechatagondt, or

N T O T T W ke )
budesonigie) Of t IRkl 010}00 GdhiiinebiRtiibout. 96 1BMRALBSRiaghRiZ1 21 AbOUt 0. 05%

azel asti ne, "about | casone, nonetasone, dexanethasdne bel oxil,
| ot epr e@@223] budeaboitdk] 5% azélastinerandatonnd. S&hdukdidene antgbhikt; sucr al ose; [ 0213]

AbOUt 0842 ! 2% bk 00530 axetavtini and about 509 lehkomiehe satagonist
“) [0225] About 0.1% azelastine and about 5.0% leukotriene antagonist;
[0226] About 0.125% azelastine and about 5.0% leukotriene antagonist;
[0227} About 0.15% azelastine and about 5.0% leukotriene antagonist;
[0228] About 0.05% azelastine, about 0.1% leukotriene antagonist and about
0.05% sucralose;
[0229] About 0.1% azelastine, about 0.1% leukotriene antagonist and about
0.05% sucralose;
[0230] About 0.125% azelastine, about 0.1% leukotriene antagonist and about
0.05% sucralose; |
[0231) About 0.15% azelastine, about 0.1% leukotriene antagonist and about
0.05% sucralose;
) [0232] ‘About 0.05% azelastine, about 0.1% leukotriene antagonist and about
0.1% sucralose;
[0233] About 0.1% azelastine, about 0.1% leukotriene antagonist and about
0.1% sucralose;
[0234] About 0.125% azelestine, about 0.1% leukotriene antagonist and about
0.1% sucralose;
[0235] About 0.15% azelastine, about 0.1% leukotriene antagonist and about
0.1% sucralose;
[0236] About 0.05% azelastine, about 0.1% leukotriene antagonist and about
0.15% sucralose;
[0237] | About 0.1% azelastiné, about 0.1% leukotriene.antagonist and about

0.15% sucralose;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone and about
0. 15% sucr al ose; [0214] About 0.125% azel asti ne, about 0.1% fl uti casone,

nonet ason hasone bel oxil, | oteprednol, budesopgj

trianci noﬁ%‘%é&gﬁ%{)out 0. 15% sucr al ose; [0215] About 8%@%@5@2&@“ ne,
about 0.1%fluti casone, nonetasone, dexanethasone beloxil, |oteprednol,
budesoni de, or trianctinol one and about 0.15% sucral ose; 10216] About 0.05%
azel astine and about 0.1% | eukotriene_gt agoni st; WO 2006/ 058022

PCT/ US20051042362 -42 [0217] About 0.1% azel asti ne and about 0.1 %

| eukotri ene antagoni st; [02181 About 0.125% azel asti ne and about 0. 1%
| eukotri ant agopnj st ; 19] About 0.15% azel astine and about 0.1 %
| eukot ri @gslant ago&$‘§{t ;0-12%%% mogle%.ode%e&@emw Anfagofsy and abRut 0. 50p

| eukotri ene a@ﬁgﬁggjﬁ se: [ 02211 About 0. 1% azel astine and about 0.5%

| eukot ri ene antagoni st,; * [0222] About 0.125% azel astine and about 0.5%
| eukot ri f2e9jnt agohbait :0.1580 22:kdktind) Gibbu00. 1 % ezt et dritapoaize and abgut 0. 5%

| eukotri ene antagonist; [02241 About 0.05% azel astine and about 5.0%

| eukotri ene ahl¥GEHeTalose;1| [ 02251 About 0. 1% azel astine and about 5. 0%

| eukotri Nt agogd Sk in ako N 2% az I.ne. an bout 5. 0%

| eukotri @ggoﬁnt ago‘ﬁ(ﬁ{t OO%/E%%%%&%&E%%% 031'1%{& I 4@@536@%@3@%_ 0%

| eukotriene ambsg@adralose;[ 0228] About 0.05% azel astine, about 0.1%

| eukotri ene antagoni st and about 0.05% sucral ose; [0229] About 0.1%

azel ast i f@4lkbout Abar0. Beleselastioacabot 5 ileukoricne pptagonisDambebogticr al ose;

[ 0230] About Q g‘;S% el astine, about 0.1 % | eukotri ene antagoni st and about
0. 05% sucral o 8 °fﬂﬁ%e’About 0. 15% azel astine, about 0.1% | eukotriene

ant agyni Ema{nd aboAJlSout@;lQé%&Hﬁﬁtﬁig?ﬁlﬂiutbg%?dzk&ﬁ@wmﬁaéb'ﬁ%taﬁ&hmti ne, about
0

0. 1%1 eukot ri ene antagoni st and about

0.05% sucralose;

[0243] About 0.15% azelastine, about 0.5% leukotriene antagonist and about
0.05% sucralose;

[0244) About 0.05% azelastine, about 0.5% leukotriene antagonist and about
0.1% sucralose;

[0245] About 0.1% azelastine, about 0.5% leukotriene antagonist and about

‘ 0.1% sucralose;

[0246] About 0.125% azelastine, about 0.5% leukotriene antagonist and about
0.1% sucralose;

[0247] About 0.15% azelastine, about 0.5% leukotriene antagonist and about

) (.1% sucralose;

[0248]

[0249] About 0.05% azelastine, about 0.5% leukotriene antagonist and about
0.15% sucralose;

[0250) About 0.1% azelastine, about 0.5% leukotriene antagonist and about
0.15% sucralose;

[0251} About 0.125% azelastine, about 0.5% leukotriene antagonist and about
0.15% sucralose;

[0252] About 0.15% azelastine, about 0.5% leukotriene antagonist and about

~ 0.15% sucralose; ' _ '
[0253} About 0.05% azelastine, about 5.0% leukotriene antagonist and about

0.05% sucralose;



0. 1% sucral ose; (02331 About O0.1% azel astine, about 0.1% | eukotriene

ant agoni st and about 0.1% sucral ose; [02341 About 0.125% azel astine, about
0.1% | eukot ri ene antagoni st and about 0.1 % sucral ose; (1:02351 About 0. 15%
azel asti nWO 8PRRFB923. 1% | eukot ri ene ant agoni st and about PCTHUSZMHUEI6E 5| ose;

[ 02361 About 0.05% azel astine, about 0.1% | eukotriene antagoni st and about
0. 15% sucral ose; [0237] About 0.1% azel asti ne, about 0.1% | eukotriene

ant agoni st and about 0.15% sucral ose; , 20061058022 PC | US20051042362 -43
[ 02381 About 0.125% azel asti ne, about 64 1% | eukot ri ene ant agoni st and about
0. 15% sucr al ose; [0239] About 0.15% azel astine, about 0.1% | eukotriene

ant agoni st and about 0. 15% sucr al ose; %0240] About 0.05% azel astine, about
0. 5% | eulfd%4li ene ahagdni%tazelastingbabaut 50% Jeakotriang| astagonish zut abosbout 0. 1%
azel asti ne, a(g(%%t 0. 5];/0 | eukot ri ene antagoni st and about 0.05% sucr al ose;
[0242] About ‘012888 P28%asti ne, about 0.5% | eukotriene antagonist and about
0. 05% sugpghjose:; | 07430.1800izesthi i 5394 Loty RRObita Srbuhce e 1 | ene

ant agoni st and abou 0. 05% sucr al ose; [02441 About 0.05% azel asti ne, about
0. 5% | eukot r i0=058% amdralgss)i st and about 0.1% sucral ose; [02451 About 0.1%

azel asti about Q.5% | otriene anta i st. and about .0.1%.sucral ose;
[ 0246] 02561 0, 125*)8%@}‘2‘% prslasting, puioS 8% lewkatens %"&ﬁf&%?‘h% and about

0. 1% sucr al osgysy, sucralose;

[0257] About 0.05% azelastine, about 5.0% leukotriene antagonist and about
0.1% sucralose;
D [0258] About 0.1% azelastine, about 5.0% leukotriene antagonist and about
0.1% sucralose;
[0259] About 0.125% azelastine, about 5.0% leukotriene antagonist and about
0.1% sucralose;
[0260] About 0.15% azelastine, about 5.0% leukotriene antagonist and about
0.1% sucralose;
" [0261] About 0.05% azelastine, about 5.0% leukotriene antagonist and about
0.15% sucralose;
[0262] About 0.1% azelastine, about 5.0% leukotriene antagonist and about
0.15% sucralose;
[0263] About 0.125% azelastine, about 5.0% leukotriene antagonist and about
D 0.15% sucralose;
[0264] About 0.15% azelastine, about 5.0% leukotriene antagonist and about
0.15% sucralose; '
[0265] About 0.05% azelastine and about 0.1% montelukast;
[0266]) About 0.1% azelastine and about 0.1% montelukast;
[0267] About 0.125% azelastine and about 0.1% montelukast;
[0268] About 0.15% azelastine and about 0.1% montelukast;
[0269] About 0.05% azelastine and about 0.5% montelukast;
[0270] About 0.1% azelastine and about 0.5% montelikast;
102714 About 0.125% azelastine and about 0.5% montelukast;
[0272] About 0.15% azelastine and about 0.5% montelukast;

[0273} About 0.05% azelastine and about 5.0% montelukast;



[ 02471 About O0.15% azel astine, about 0.5% | eukotriene antagoni st and about
0. 1% sucral ose; [02481 [0249] About 0.05% azel astine, about 0.5%

| eukot ri ene antagoni st'.and about 0.15% sucral ose} [ 0250] About 0.1%

azel ast i ngo 7bsasmo. 5% | eukot ri ene ant agoni st and aboutPCTYUSEERX042362 al ose;

[ 02511 About 0.125% azel astine, about 0.5% | eukotri ene antagoni st and about
0. 15% sucr al ose; [02521 About 0.15% azel asti ne, about 0.5% | eukotriene

ant agoni st and about 0. 15% sucr al ose, [ 02531 About 0.05% azel asti ne, about
5.0% | eukotri ene ant agoni st and about” °0. 05% sucr al ose; WO 2006/ 058022

PCTI US2005/ 042362 -44 [02541 About 0.1% azel astine, about 5.0% | eukotriene
ant agoni st and about 0.05% sucral ose; [02551 About 0.125% azel asti ne, about
5. 0% | euR2i4]i ene aAhoutbuibVsdzemstihesdnduabout®. 0% Yhateluldsgse; [ 0256] About 0. 15%

- azel astin about 5.0%l.eukotriene antagoni s and agbout 0.05% sucr al ose;

[ 0257] A[Bﬁﬁ] 0. 05%@2‘&%&%‘%@6@%@6@9‘1 sbt%ﬂyéﬂé’émhl s ant agoni st and about
0.1% su se; | 1% i %m .0% | eukotri ene
ant agonic@?%jnd ab%@%%f%{:ﬁ%ﬁ%@é@é?ﬁ%%ﬁ%rr}@ou a61.?125% azel asti ne, about

5. 0% | eybprai ene ABoAYOUS5%4 apelsktiaboubout 0. %0 mustehkas eind 1BgM00.05pput 0. 15%
azel astine, about 5.0% | eukotriene antagoni st and about 0.1% sucral ose;

[0261] About s8¢@B%s;azel astine, about 5.0% | eukotri ene antagoni st and about
0.15% Sugs-AH0Se:  Apout 0.1% azelastine, about 0.1% montelukast and about 0.05%

sucralose;
[0279] About 0.125% azelastine, about 0.1% montelukast and about 0.05%
) sucralose;
[0280) About 0.15% azelastine, about 0.1% montelukast and about 0.05%
_ sucralose;
(0281] About 0.05% azelastine, about 0.1% montelukast and about 0.1%
sucralose;
[0282] About 0.1% azelastine, about 0,1% montelukast and about 0.1%
sucralose;
[0283] About 0.125% azelastine, about 0.1% montelukast and about 0.1%
sucralose;
[0284] About 0.15% azelastine, about 0.1% montelukast and about 0.1%
sucralose;
) [0285}) About 0.05% azelastine, about 0.1% montelukast and about 0.15%
. sucralose;
[0286) About 0.1% azelastine, about 0.1% montelukast and about 0.15%
sucralose;
[0287] About 0.125% azelastine, about 0.1% montelukast and about 0.15%
sucralose; i
[0288] About 0.15% azelastine, about 0.1% montelukast and about 0.15%
sucralose;
[0289) About 0.05% azelastine, about 0.5% montelukast and about 0.05%
sucralose; .
[0290] About 0.1% azelastine, about 0.5% montelukast and about 0.05%

sucralose;



[0262] About 0.1% azel astine, about 5.0% | eukotriene antagoni st and about

0. 15% suc 631 About 0.125% azel astine, about ene
ant agoni st&éﬁg&%@% 0. 15% sucr al ose; [0264] About O. 1?&?aze 'ﬁ’i about

5.0% | eukotri ene antagoni st and about 0.15% sucral ose; [02651 About 0.05%
azel asti ne and about 0. 1% nontel ukast; [0166] About 0.1 % azel asti ne and
about 0. 1% nont el ukast; [0267] About .Qg125% azel astine and about 0. 1%

nont el ukast; [02681 About 0.15% azel astine and about 0. 1% nont el ukast;

[ 0269] About 0.05% azel astine and about 0.5% nont el ukast (02701 About 0. 1%

azel astine d abou % nte ukast; [02711 Ab % a stine and
about 0. g%ﬁgntel uKkeEt g 8 %527%6 agisy, ebent 1055 °a‘i‘811 f‘sr'ie’m rﬁgo‘gb ﬁ?é 5%

nont el ukast ; 85#%@%40 About 0. 05% azel asti ne and about 5. 0% nont el ukast, WO
2006/ 058022 P 051042362 -45 [0274] About 0.1 % azel astine and about
5. 0% nonfedegkast ;  Abdat/ 6]l 590 axdlasling, 2h¥un pSha shomeluidrt 208 @bbutS0.05%

nont el ukast; [0276] About 0.15% azel astine and about 5.0% nont el ukast ;

[ 0277] About suaaoseizel asti ne, about 0. 1% nont el ukast and about 0.05%

sucr al os 278] %a el.astine ut 0. 1% ront el uk nd about

0. 05% ose; ?% P%A% 6st1f§,5a/bo£ @&Pﬂ&‘?ﬁ‘g&g‘)@%a‘l ﬁ)}{?el ukast and
about 0 05% sutzalgtense; [0280] About 0.15% azel astine, about 0.1%

nont el ukast and about 0.05% sucral ose; 10281] About 0.05% azel astine, about

0. 1% ron{®@%dkast addoubBUL% Cazehstine. cbanto §8% Toesslukastcamd @hotoBit%l ast i ne,
about 0. 1% nont el.ukast and about 0. 1%

sucralose;
) [0295] About 0.125% azelastine, about 0.5% montelukast and about 0.1%
sucralose;
[0296] About 0.15% azelastine, about 0.5% montelukast and about 0.1%
sucralose;
[0297] About 0.05% azelastine, about 0,5% montelukast and about 0.15%
sucralose;
[0298] About 0.1% azelastine, about 0.5% montelukast and about 0.15%
sucralose;
[0299] About 0.125% azelastine, about 0.5% montelukast and about 0.15%
sucralose;
[0300] About 0.15% azelastine, about 0.5% montelukast and about 0.15%
) sucralose;
o301 About 0.05% azelastine, about 5.0% montelukast and about 0.05%
sucralose;
[0302] About 0.1% azelastine, about 5.0% montelukast and about 0.05%
sucralose;
[0303] About 0.125% azelastine, about 5.0% montelukast and about 0.05%
sucralose;
[0304] About 0.15% azelastine, about 5.0% montelukast and about 0.05%
sucralose; |

[0305] ~ About 0.05% azelastine, about 5.0% montelukast and about 0.1%

sucralose;



sucral ose; [02831 About 0.125% azel astine, about 0. 1% nontel ukast and about
0.1% sucral ose; [02841 About 0.15% azel astine, about 0.1% nontel ukast and
about 0.1% sucral ose; -[0285] About 0.05% azel astine, about 0.1% nont el ukast
and about Wi 2086/85883cr al ose; [0286] About 0. 1% azel ast i RCT/EBMP042963 o5

nont el ukast and about 0. 15% sucral ose; [0287] About 0.125% azel asti ne,
about 0. 1% nont el ukast and about 0.15% sucral ose; [0288] About 0.15%

azel astine, about 0.1% nontel ukast and,about 0.15% sucral ose; 102891 About
0. 05% azel asti ne, about 0.5% nont el ukast and about 0.05% sucral ose; [0290]
About 0. 1% azel asti ne, about 0.5% nont el ukast and about 0.05% sucral ose; WO
2006/ 058022 PCTI US20051042362 - 46 [0291;9@Ab0ut 0. 125% azel asti ne, about

0. 5% nod@3alkast atkbubiblie aretmstine,sshoub| 0% ; moodkestAslirbaut1 898/mzel ast i ne,
about 0.5% m)nt'ie}lLl ukast and about 0.05% sucral ose; (02931 About 0.05%

azel asti ne, 958, 5% nont el ukast and about 0.1% sucral ose; [0294] About

0. 1% azqhegyyi ne,  aboyt 0128% GRAEbk AR 3t AMGibIuRect Yo SWGEEHQ0ET (02951

About 0.125% azel asti ne, about 0.5% nont el ukast and abou 1% "sucr al ose;
(0296] About stcrhlfe:azel asti ne, about 0.5% nont el ukast and about 0. 1%
sucral 03§308) About 0.15% azelastine, about 5.0% montelukast and about 0.1%
sucraldse;
[0309] About 0.05% azelastine, about 5.0% montelukast and about 0.15%
sucralose;
[0310] About 0.1% azelastine, abouf 5.0% montelukast and about 0.15%
- sucralose;
[0311] About 0.125% azelastine, about 5.0% montelukast and about 0.15%
sucralose;
[0312] About 0.15% azelastine, about 5.0% montelukast and about 0.15%
sucralose;
[0313] About 0.05% azelastine and about 0.1% decongestant;
[0314) About 0.1% azelastine and about 0.1% decongestant;
[0315] About 0.125% azelastine and about 0.1% decongestant;
[0316) About 0.15% azelastine and about 0.1% decongestant;
f0317) About 0.05% azelastine and about 0.5% decongestant;
) [0318] About 0.1% azelastine and about 0.5% decongestant;
[0319] About 0.125% azelastine and about 0.5% decongestant;
[0320] About 0.15% azelastine and about 0.5% decongestant;
[0321) About 0.05% azelastine and about 1.0% decongestant;
[0322] About 0.1% azelastine and about 1.0% decongestant;
[0323] About 0.125% azelastine and about 1.0% decongestant;
[0324] About 0.15% azelastine and about 1.0% decongestant;
[0325] About 0.05% azelastine, about 0.1% decongestant and about 0.05%
sucralose;
[0326] About 0.1% azelastine, about 0.1% decongestant and about 0.05%

sucralose;



[ 0297] About 0.05% azel astine, about 0.5% nontel ukast and about 0.15%

sucral ose, [0298] About 0.1% azel asti ne, about 0.5% nont el ukast and about
0.15% sucral ose; [02991 About 0.125% azel asti ne, about 0.5% nont el ukast and
about O.WePmogemirl ose; [ 03001 About 0. 15% azel asti ne, PEHyUSE009MN42362

nont el ukast and about 0. 15% sucral ose; (0301] About 0.05% azel astine, about
5. 0% nont el ukast and about 0.05% sucral ose; (0302] About 0.1% azel asti ne,
about 5. 0% nont el ukast and about 0.05% sucral ose; [03031 About 0.125%

azel astine, about 5.0% nontel ukast amd-about 0.05% sucral ose; [0304] About
0. 15% azel asti ne, about 5.0% nont el ukast and about 0.05% sucral ose; [0305]
About 0.05% azel astine, about 5.0% nontel ukast and about 0.1% sucral ose; WO

2006/ 090998 PCT/ UAPB/04A631usidt shORRy At Buhliues ghawicsge about 5. 0%

nont el ukast and about 0.1% sucralose; [03071 out 0.125% azel asti ne, about’
5. 0% nont el skerstosggnd about 0. 1% sucral ose [ 0308] About 0.15% azel asti ne,
2?2?2539 8] boutA by, o e ek A boH Ode oRERAY! BB IES 03101 About
. 1% azel asg,’ gbout 5. 0% nont el (l)JkaSt and about 0.15% sucr aL ose; [0311]
About 0. 125% azel a{stl ne, about 5.0% nontel ukast and about 0.15%
[0329] About 0.05% azelastine, about 0.1% decongestant and about 0.1%
sucralose; '
[0330] About 0.1% azelastine, about 0.1% decongestant and about 0.1%
sucralose;
) [0331] About 0.125% azelastine, about 0.1% decongestant and about 0.1%
sucralose;
[0332] About 0.15% azelastine, about 0.1% decongestant and about 0.1%
sucralose;
[0333] About 0.05% azelastine, about 0.1% decongestant and about 0.15%
' sucralose;
[0334] About 0.1% azelastine, about 0.1% decongestant and about 0.15%
sucralose;
[0335) About 0.125% azelastine, about 0.1% decongestant and about 0.15%
sucralose;
[0336] About 0.15% azelastine, about 0.1% decongestant and about 0.15%
D sucralose;
[0337) About 0.05% azelastine, about 0.5% decongestant and about 0.05%
sucralose;
[0338] About 0.1% azelastine, about 0.5% decongestant and about 0.05%
sucralose;
[0339] About 0.125% azelastine, about 0.5% decongestant and about 0.05%
sucralose;
[0340] About 0.15% azelastine, about 0.5% decongestant and about 0.05%
sucralose;
[0341) About 0.05% azelastine, about 0.5% decongestant and about 0.1%

sucralose;



sucral ose; (03121 About 0.15% azel astine, about 5.0% nont el ukast and about

0.15% sucral ose; [0313] About 0.05% azel astine and about 0.1% decongest ant;

[ 03141 About 0.1 % azel astine and about 0.1 % decongest ant 0315) About

0. 125% azdYQ206ME08Nd about 0. 1% decongestant; [0316) PG 152005/0433

azel astine and about 0.1 % decongestant; [03171 About 0.05% azel asti ne and

about 0.5% decongestant; 10318) About 0.1% azel asti ne and about 0.5%

decongestant; [0319] About 0.125% azeﬁ{ astine and about 0.5% decongest ant;

[ 0320] About 0. 15% azel asti ne and about’ 0. 5% decongestant; [03211 About

0. 05% azel asti ne and about 1.0% decongestant; [0322] About 0.1 % azel asti ne

and about 1.0% decongestant; [0323] About 0.125% azel astine and about 1.0%
decongesfi0a42], [ 03bblit AbYGt af2lakfife, aabelit 9t5% edeennigeatantu tnd. . Abotitd @ddhgest ant ;

" [ 03251 About 0.05% azel astine, about 0.1% decongestant and about 0.05%

sucr al ose [09312@ S@bout 0. 1% azel asti ne, about 0.1% decongestant and about

0. 05% | ose; . 9, [ out 0.125%

azel astl e bout f@g‘?é%ﬁg%%%gﬁg%@zggﬁt i é%mls}’ﬁgr%%gg}e) 1@190328] About

0. 15% azel astguamose;bout 0. 1% decongest ant and about 0.05% sucral ose; [0329]

About 0. 05% azel asti ne, about 0.1% decongestant and about 0.1% sucral ose;

[ 0330] Aﬂ%ﬂfﬂ 0. 1%Aboat k5% azelasimg: alout of. b dergagestant andh bawo 011%). 1%
sucr al ose; glgjélo About 0. 125% azel astine, about 0.1% decongestant and about

0.1% sucral oser

[0345) About 0.05% azelastine, about 0.5% decongestant and about 0.15%

sucralose;
) [0346] About 0.1% azelastine, about 0.5% decongestant and about 0.15%

sucralose;

[0347] About 0.125% azelastine, about 0.5% decongestant and about 0.15%
sucralose; 7

[0348) About 0.15% azelastine, about 0.5% decongestant and about 0.15%
sucralose;

[0349) About 0.05% azelastine, about 1.0% decongestant and about 0.05%
sucralose;

[0350] About 0.1% azelastine, about 1.0% decongestant and about 0.05%
sucralose; '

[0351] About 0.125% azelastine, about 1.0% decongestant and about 0.05%

) sucralose; . .

[0352) About 0.15% azelastine, about 1.0% decongestant and about 0.05%
sucralose;

[0353) About 0.05% azelastine, about 1.0% decongestant and about 0.1%
sucralose; ‘

[0354] About 0.1% azelastine, about 1.0% decongestant and about 0.1%
sucralose;

[0355] About 0.125% azelastine, about 1.0% decongestant and about 0.1%
sucralose;

[0356] About 0.15% azelastine, about 1.0% decongestant and about 0. 1%

sucralose;



[ 0332] About 0. 15% azel astine, about 0.1% decongestant and about 0.1%
sucral ose; [0333] About 0.05% azel astine, about 0.1% decongestant and about
0.15% sucral ose; [0334]" About 0.1% azel astine, about 0. 1% decongest ant and
about 0. ¥p&20mesgoat ose; [0335] About 0.125% azel ast i ne pCTUSRM05042362
decongestant and about 0.15% sucral ose; [0336] About 0.15% azel asti ne,
about 0. 1% decongestant and about 0.15% sucral ose; [0337] About 0.05%

azel asti ne, about 0.5% decongestant and about 0.05% sucral ose; [0338] About
0. 1% azel astine, about 0.5% decongestafit and about 0.05% sucral ose; [0339]
About 0. 125% azel asti ne, about 0.5% decongestant and about 0.05% sucral ose;
[ 0340] About 0.15% azel asti ne, about 0.5% decongestant and about 0.05%

sucr al 046357 0341] A&bwo.o@w&él@ﬁﬁé,%bhan,owfaeetfng&téﬁﬁaﬁlﬁcm&mlgm and
about. 0.1% sucral ose; WD 20061058022 PCT/ US20051042362 - 49 [03421 About
0. 1% azel ast isnesalosghyout 0. 5% decongest ant and about 0.1% sucral ose; [0343]

About 0. % azel gstine, about 0.5% decongestant and about 0.1% sucral ose;
[ 03441 0. 159PSUb P 27 astingy, g0 B ‘EPBH%eé@PgH{‘ a%L'IPB“%Br]Jé{" 0. 1%

sucral ose; [ QgdadseAoout 0.05% azel astine, about 0.5% decongestant and about
0.15% sucral ose; [03461 About 0.1% azel astine, about 0.5% decongestant and

about 0.[03% About 0.125% azelastine, about 1.0% decongestant and about 0.15% -
sucralose;
[0360] About 0.15% azelastine, about 1.0% decongestant and about 0.15%
sucralose;
) [0361] About 0.05% azelastine and about- 0.1% pseudoephedrine or
phenylephrine;
[0362} About 0.1% azelastine and about 0.1% pseudoephedrine or
phenylephrine;
[0363] About 0.125% azelastine and about 0.1% pseudoephedrine or
phenylephrine;
[0364] About 0.15% azelastivoe and about 0.1% pseudoephedrine or
phenylephrine;
[0365] About 0.05% azelastine and about 0.5% pseudoephedrine or
phenylephrine; '
[0366] About 0.1% azelastine and about 0.5% pseudoephedrine or
) phenylephrine;
[0367) About 0.125% azelastine .and about 0.5% pseudoephedrine or
phenylephrine;
[0368]) About 0.15% azelastine and about 0.5% pseudoephedrine or
phenylephrine; '
[0569] About 0.05% azelastine and about 1.0% pseudoephedrine or
phenylephrine;
[0370] About 0.1% azelastine and about 1.0% pseudoephedrine or
phenylephrine;
[0371] About 0.125% azelastine and about 1.0% pseudoephedrine or

phenylephrine;



sucral ose; [0349] About 0.125% azel astine, about 0.5% decongestant and about
0. 15% sucr al ose; [03451 About 0.15% azel astine, about 0.5% decongestant and
about 0.15% sucral ose: [03491 About 0.05% azel astine, about 1.0%
decongest wat 200¢i6kseaout 0. 05% sucral ose; 103501 About PCRUBINEUZ6?ne, about
1. 0% decongest ant and about 0.05% sucral ose; [03511 About 0.125%

azel astine, about 1.0% decongestant and about 0.05% sucral ose; [0352] About
0. 15% azel astine, about 1.0% decongestant and about 0.05% sucral ose; [03531
About 0.05% azel astine, about 1.0% decdhgestant and about 0.1% sucral ose;

[ 03541 About 0. 1% azel astine, about 1.0% decongestant and about 0.1%

sucral ose; 10355) About 0.125% azel astine, about 1.0% decongestant and about
0.1% sui@Bbse; [ABBE1 0SSt axplasting azmsl ashoiuh e] .0%b cpseudoepbedsi omyest ant and
about 0.1% LiW a]I&H_g WD 2006/ 058022 PCT(US2005/ 042362 -50 [0357] About

0. 05% azel astPNBY' BlY% 1. 0% decongest ant and about 0.15% sucral ose; [03581
About 0. eI ast 1 on a nd % sucral ose;
10359] out 0. 125A0 aze?gg%nea&%ggﬁf %de%c%)%ge ?%gyépgggﬁ%bout? 0. 15%

sucr al ose; [@ﬁﬁﬂleﬂhﬂmtanﬁab&%%%smiraln&, about 1.0% decongestant and about
0. 15% sucral ose;

[0374] " About 0.1% azelastine, about 0.1% pseudoephedrine or phenylephrine
and about 0.05% sucralose;
[0375) About 0.125% azelastine, about 0.1% pseudoephedrine or
phenylephrine and about 0.05% sucralose;
) [0376] About 0.15% azelastine, about 0.1% pseudoephedrine or
phenylephrine and about 0.05% sucralose;
[0377) About 0.05% azelastine, about (.1% pseudoephedrine or
phenylephrine and about 0.1% sucralose;
[0378] About 0.1% azelastine, about 0.1% pseudoephedrine or phenylephrine
and about 0.1% sucralose;
[0379) About 0.125% azelastine, about 0.1% pseudoephedrine or
phenylephrine and about 0.1% sucralose; |
[0380] About 0.15% azelastine, about 0.1% pseudoephedrine or
phenylephrine and about 0.1% sucralose;
[0381] About 0.05% azelastine, about 0.1% pseudoephedrine or
) phenylephrine and about 0.15% sucralose;
[0382) About 0,1% azelastine, about 0.1% pseudoephedrine or phenylephrine
and about 0.15% sucralose;
[0383] About 0.125% azelastine, about 0.1% pseudoephedrine or
phenylephrine and about 0.15% sucralose;
[0384] About 0.15% agelastine, about 0.1% psendoephedrine or
phenylephrine and about 0.15% sucralose;
[0385] About 0.05% azelastine, about 0.5% psendoephedrine or
phenylephrine and about 0.05% sucralose;
[0386]) . About 0.1% azelastine, about 0.5% pseudoephedrine or phenylephrine

and about 0.05% sucralose;



9 [0361] About 0.05% azel asti ne and about 0. 1% pseudoephedri ne or

phenyl ephrine; [0362] About 0.1% azel asti ne and about 0. 1% pseudoephedri ne
or phenyl o0E6580220363] About 0. 125% azel astine and a S otde42362
pseudoephedrine or phenyl ephrine; 103641 About 0.15% azel astine and about
0. 1% pseudoephedri ne or phenyl ephrine; [03651 About 0.05% azel asti ne and
about 0. 5% pseudoephedrine or phenyl ephrine; (03661 About 0. 1% azel astine
and about 0.5% pseudoephedrine or phenydephrine; [0367] About 0.125%
azel asti ne and about 0.5% pseudoephedrine or phenyl ephrine; [0368] About
0. 15% azel asti ne and about 0.5% pseudoephedri ne or phenyl ephrine; [0369]

About O. zel ast an ut 9%.pS ep ri Héﬂﬁﬁ | ephri ne;
[ 0370] Abo@§(¥ﬂ0 1% az%ﬁ'letlst?'rllg%n é]g%ﬁe, 1%&?psg'§gboegﬁeeﬁoﬁe oré/ o
phenyl ephri ne;phefidéalirinaidtabbut DAB% aredlest i ne and about 1. 0% pseudoephedrine -

or phenyl ephrine; WO 20061058022 PCTI US20051042362 -51 [0372] About 0.15%
azel asti rl@388ld aboutboutoofds%udazstasties,i nebast  B¥%ny pegydeepledrineg3eB] About

0. 05% aucr ai oSBEBATHe RYIRRI L SBGE: (e, abour 0. 106 pseudosphedri ne or
phenyl ephyag® and gt 0.09%% 2468ds8h&)S Cabdul 3 3% b phtudBephédiaeaaz gt ast i ne,
about 0. 1% pseudoephedri ne or
phenylephrine or phenylephrine and about 0.1% sucralose;
[0390] About 0.1% azelastine, about 0.5% pseudoephedrine or phenylephrine
or phenylephrine and about 0.1% sucralose;
) [0391] About 0.125% azelastine, about 0.5% ﬁseudoephedﬁne or
phenylephrine and about 0.1% sucralose;
[0392] About 0.15% azelastine, about 0.5% pseudoephedrine or
phylephriné and about 0.1% sucralose;
[0393] About 0,05% azelastine, about 0.5% pseudoephedrine or
phenylephrine and about 0.15% sucralose;
[0394] About 0.1% azelastine, about 0.5% pseudoephedrine or phenylephrine
and about 0.15% sucralose;
[0395] About 0.125% azelastine, about 0.5% pseudoephedrine or
phenylephrine and about 0.15% sucralose;
[0396] About 0.15% azelastine, about 0.5% pseudoephedrine or
) phenylephrine and about 0.15% sucralose;
| {0397 About 0.05% azelastine, about 1.0% pseudoephedrine or
phenylephrine and about 0.05% sucralose;
[0398] About 0.1% azelastine, about 1.0% pseudoephedrine or phenylephrine
and about 0.05% sucralose;
[0399] About - 0.125% azelastine, about 1.0% pseudoephedrine or
phenylephrine and about 0.05% sucralose;
[0400] About 0.15% agelastine, about 1.0% pseudoephedrine or
phenylephrine and about 0.05% sucralose;
[0401] About 0.05% azelastine, about 1.0% pseudoephedrine or
phenylephrine' and about 0.1% sucralosei |



phenyl ephri ne and about 0.05% sucral ose; [03761 About O0.15% azel asti ne,
about 0. 1% pseudoephedrine or phenyl ephrine and about 0.05% sucr al ose;

[ 03771 About 0.05% azel astine, about 0.1% pseudoephedrine or henyl epbri ne
and about Wi 2006/658¢22al ose; [0378] About 0. 1% azel ast i ne PCIHEHIP0S 4@5’3’
pseudoephedrine or phenyl ephrine and about 0.1 % sucral ose; [0379] About
0.125% azel asti ne, about 0.1% pseudoephedri ne or phenyl ephrine and about

0. 1% sucral ose; [0380] About 0.15% az_eg3a_sti ne, about 0.1% pseudoephedrine or
phenyl ephri ne and about 0.1 % sucral os€; [03811 About 0.05% azel asti ne,
about 0. 1% pseudoephedrine or phenyl ephrine and about 0.15% sucr al ose;

[ 03821 About 0.1% azel astine, about 0.1% pseudoephedrine or phenyl ephrine
and aboulf402]15% susbeut Osi8$ afelting, ahbuiut.0% peasinepbedring or phenylepbuve 0. 1%

pseudoephedrin r nyl ephrine and about 0.15% sucral ose; [0384] About
0. 15% azel astqnﬁ@,gmétt{g&g Sé‘?@géepseudoephedri ne or phenyl ephrine and about

0. 15% sugjgdjose; [Q@%ﬁ] PeYl A03%RZebisk! NEgyAL Henh eugdoephedri ne
or pheﬁ@l eghri ne ‘and about k’% 05§0 sucr al ose; nl[eoéo86 'ggRgoﬂqti 0.1% glgel asti ne,
about 0. 5% pghenyleplivadrandabart 0dkesudrepder i ne  and about 0. 05% sucr al ose; WO
2006/ 058 PCTI US20051042362 -52- [03871 Abqut  0.125% aze| asti ne, about

0. 5% ps phedr i4eoWr 0.hivan\zelstinge abgut addlie opssydpepl os® [0388]
About 0. 15% 1l 0L By 0Qeb2 doephedrine or phenyl ephrine and
about 0. 05% ?@%@%se; anB E]‘O'(Ai\b/gsu/%. 88 5% azel asti ne, about 0.5%
pseudoepfogdB]i ne orAbgultend03% hr azetastiie, phaboyd e1t0% nepsendospbedtine0. 42 sucr al ose;

phenylephrine and about 0.15% sucralose;

) [0406} About 0.1% azelastine, about 1.0% pseudoephedrine or phenylephrine

and about 0.15% sucralose;

(0407} About 0.125% azelastine, about 1.0% pseudoephedrine or
phenylephrine and about 0.15% sucralose;

[0408] About 0.15% azelastine, about 1.0% pseudoephedrine or
phenylephrine and about 0.15% sucralose;

[0409] About 0.05% azelastine and about 0.1% NSAID;

[0410] About 0.1% azelastine and about 0.1% NSAID;

[0411] About 0,125% azelastine and about 0.1% NSAID;

[0412]) About 0.15% azelastine and about 0.1% NSAID;

[0413] About 0.05% azelastine and about 0.5% NSAID;

) [0414} About 0.1% azelastine and about 0.5% NSAID;

[0415] About 0.125% azelastine and about 0.5% NSAID;

[0416) About 0.15% azelastine and about 0.5% NSAID;

[0417] About 0.05% azelastine and about 10.0% NSAID;

[0418] About 0.1% azelastine and about 10.0% NSAID;

[0419] About 0.125% azelastine and about 10.0% NSAID;

[0420] About 0.15% azelastine and about 10.0% NSAID;

[0421] About 0.05% azelastine, about 1% NSAID and about 0.05%
sucralose;

[0422] About 0.1% azelastine, about 0.1% NSAID and about 0.05%

sucralose;



[ 0390] About 0.1% azel asti ne, about 0.5% pseudoephedri ne or phenyl ephrine
or phenyl ephrine and about 0.1% sucral ose; 10391] About 0.125% azel asti ne,
about 0.5% pseudoephedrine or phenyl ephrine and about 0.1% sucral ose;

[ 0392] Alvapt00605868H azel astine, about 0.5% pseudoephedr PEBUSI005/M3363y| ephri ne
and about 0. 1% sucral ose; [0393] About 0.05% azel astine, about 0.5%
pseudoephedri ne or phenyl ephri ne and about 0. 15% sucral ose; [0394] About
0.1% azel asti ne, about 0.5% pseudoephedri ne or phenyl ephrine and about

0. 15% sucr al ose; [0395] About 0.125% dvel astine, about 0.5% pseudoephedri ne
or phenyl ephrine and about 0.15% sucral ose; 103961 About 0.15% azel asti ne,
about 0. 5% pseudoephedrine or phenyl ephrine and about 0.15% sucr al ose;
[03971 [e#z3jt O. 0SAbauwre().d23% nazelating)t abbub %. Phe NSAdRhead i sboubr0.05%enyl ephri ne
and about 0.05% sucral ose; [03981 About 0.1% azel astine, about 1.0% '
pseudoephedrﬁ“ﬁ’éﬁfﬂ%ﬁe; phenyl ephrine and about 0.05% sucral ose; [03991 About

0.125% astine o] . Q9 d edrignesen mp Y. rq and about

0. 05% s@%?all ose; ‘%B%Oqtl%o%lg‘%%%%g@gl g‘s‘t}f’]nﬁ%o%glgbg%pds‘%oephedri ne
or phenyl epficiaisseand about 0. 05% sucral ose; [0401] About 0.05% azel asti ne,
about 1.0% pseudoephedrine or phenyl ephrine and about 0. 1% sucral ose; WO
2006! 05/9425] PCllUS&U@SQ@ﬂ%S@zelastB& [ Zhowt 1. W0 NS AIDL 0sndlz abettt 0% about 1. 0%

pseudoephedrine,or phenyl ephrine and about 0.1 % sucral ose; [04031 About
0. 125% azel 29FA%E% about 1. 0% pseudoephedrine or  phenyl ephrine and about

0. 1% supazgjose; [ AHAA D.19belashind BBoR1ARANSATD ardBht (L1 %gaREG0ePhedr | ne o

[0427] About 0.125% azelastine, about 0.1% NSAID and about 0.1%
3 sucralose; |
[0428] About 0.15% azelastine, about 0.1% NSAID and about 0.1%
sucralose;
[0429] About 0.05% azelastine. about 0.1% NSAID and about 0.15%
sucralose;
[0430] About 0.1% azelastine, about 0.1% NSAID and about 0.15%
sucralose; .
[0431] About 0.125% azelastine, about 0.1% NSAID and about 0.15%
sucralose;
[0432] About 0.15% azelastine, about 0.1% NSAID and about 0.15%
sucralose;
:) [0433] About 0.05% azelastine, about 0.5% NSAID and about 0.05%
sucralose;
[0434] About 0.1% azelastine, about 0.5% NSAID and about 0.05%
sucralose;
[0435] About 0.125% azelastine, about 0.5% NSAID and about 0.05%
sucralose;
[0436) About 0.15% azelastine, about 0.5% NSAID and about 0.05%
sucralose;
[0437] About 0.05% azelastine, about 0.5% NSAID and about 0.1%
sucralose;

[0438]  About 0.1% azelastine, about 0.5% NSAID and about 0.1% sucralose;



phenyl ephri ne and about 0.1% sucral ose; [04051 About 0.05% azel asti ne, about
1. 0% pseudoephedrine or phenyl ephrine and about 0.15% sucral ose; [0406]
About 0.1% azel astine,- about 1.0% pseudoephedri ne: or phenyl ephrine and
about 0. MBORGHFMLLse; 104071 About 0. 125% azel asti ne, PEBASL03/042562
pseudoephedrine or phenyl ephrine and about 0.15% sucral ose; 104081 About

0. 15% azel asti ne, about 1.0% pseudoephedrine or phenyl ephrine and about

0. 15% sucr al ose; [0409] About 0.05% QEEI_ astine and about 0.1% NSAI D, 104101
About 0. 1% azel asti ne and about 0.1% NSAI D, 10411] About 0.125% azel asti ne
and about 0.1% NSAI D, [04121 About 0. 15% azel asti ne and about 0. 1% NSAI D,

[ 04131 About 0.05% azel asti ne and about 0.5% NSAID;, [04141 About 0.1%

azel ast ((439%hnd abdabouiD 0925NSAlzElastife) 4bbht ApTat NSAIDS Endizatloattd.Hé and about
0. 5% NSAI b, &34116 About 0. 15% azel asti ne and about 0.5% NSAID; 10417)
About 0. 05% 8%€#'8¥ti ne and about 10. 09NSAI D, [04181 About 0.1% azel astine

and abo . OUNS . 9 5 Z hn 02.10. 0% NSAI D

[ 0420] !ﬂ%‘ﬁ? 0. 15@!@?&%@%%”% éb%ouot]uglg(.sg%m; ﬁ'f%ﬁﬁp?b%ﬁt 0. 05%

azel astine, alpatbse; 1% NSAI D and about 0.05% sucral ose; [0422] About 0.1%

azel astine, about 0.1% NSAI D and_ about 0.05% _sucral ose;. WO 2006/ 058022

PCT/ Us2#iba2362Abogs 0[03%0 zclaiing aboub #ha%, NSAD med ahewtit0.55%09 NSAI D and

about 0. 05% s&éﬁ% | ose; 10424] About 0.15% azel astine, about 0.1% NSAI D and
a

about 0. 05% “sucrafr ose;
[0442) About 0.1% azelastine, about 0.5% NSAID and about 0.15%
sucralose;
) [0443] About 0.125% azelastine, about 0.5% NSAID and about 0.15%
sucralose;
[0444) About 0.15% azelastine, about 0.5% NSAID and about 0.15%
sucralose;
[0445] About 0.05% azelastine, about 10.0% NSAID and about 0.05%
sucralose;
[0446] About 0.1% azelastine, about 10.0% NSAID and about 0.05%
sucralose;
[0447] About ~0.125% azelastine, about 10.0% NSATD and about 0.05%
sucralose;
[0448] About 0.15% azelastine, about 1.0% NSAID and about 0.05%
) sucmlosé;
[0449] About 0.05% azelastine, about 10.0% NSAID and sbout 0.1%
sucralose; ,
[0450] About 0.1% azelastine, about 10.0% NSAID and about 0.1%
sucralose;
[0451] About 0.125% azelastine, about 10.0% NSAID and about 0.1%
sucralose;
[0452] About 0.15% azelastine, about 10.0% NSAID and about 0.1%
sucralose;
[0453] About 0.05% azelastine, about 10.0% NSAID and about 0.15%

_sucralose;



[ 04251 About 0.05% azel astine, about 0.1% NSAI D and about 0.1% sucral ose;

[ 0426] About 0. 1% azel astine, about 0.1% NSAI D and about 0. 1% sucr al ose;
[04271 About 0.125% azel astine, about 0.1% NSAID and about 0.1% 1sucral ose;
J 10428] About 0.15% azel asti ne, about 0.1% NSAI D and about 0. 1% sucral ose;
[ 04291 AbS® 26089 %zel astine. about 0.1% NSAI D and aboB€TYSMMEAH423%cr al ose;
[ 0430] About 0. 1% azel astine, about 0.1% NSAI D and about 0.15% sucral ose;
104311 About 0. 125% azel astine, about 0.1% NSA]]) and about 0.15%

sucral ose; [0432] About 0.15% azel ast LEEL about 0. 1% NSAI D and about 0. 15%
sucral ose; [0433] About 0.05% azel astine, about 0.5% NSAI D and about 0.05%
sucral ose; [0434] About 0.1% azel asti ne, about 0.5% NSAI D and about 0.05%
sucral ose; [04351 About 0.125% azel astine, about 0.5% NSAI D and about 0.05%
sucr al osBI!4SE1D436] Aboutt 00.% 58zedasting s tliont, 1 (lfou INSATEYcanS AatDUA NG 1 8%out 0. 05%
sucral ose; [0437]. About 0.05% azel astine, about 0.5% NSAI D and about 0..1%
sucr al ose; [0)‘3r O%bout 0.1% azel astine, about 0.5% NSAI D and about 0.1%

avel ast i A5 our A5OSRt tle EE 100 AR LI oout 0. 150

azel asti ne, abworilosk; 5% NSAI D and about 0. 1%

[0456] About 0.15% azelastine, about 10.0% NSAID and about 0.15%
sucralose;
[0457] About 0.05% azelastine and about 0.1% ibuprofen, diclofenac,
aceclofenac or naproxen; ' '
) [0458] About 0.1% azelastine and about 0.1% ibuprofen, diclofenac,
aceclofenac or naproxen;
[0459] About 0.125% azelastine and about 0.1% ibuprofen, diclofenac,
aceclofenac or naproxen;
[0460] About 0.15% azelastine and about 0.1% ibuprofen, diclofenac,
aceclofenac or naproxen;
[0461) About 0.05% azelastine and about 0.5% ibuprofen, diclofenac,
* aceclofenac or naproxen;
[0462]) About 0.1% azelastine and about 0.5% ibuprofen, diclofenac,
aceclofenac or naproxen;
[0463} About 0.125% azelastine and about 0.5% ibuprofen, diclofenac,
) aceclofenac or naproxen;
[0464] About 0.15% azelastine and about 0.5% ibuprofen, diclofenac,
aceclofenac or naproxen;
[0465] About 0.05% azelastine and about 10.0% ibuprofen, diclofenac,
aceclofenac or naproxen;
[0466] About 0.1% azelastine and about 10.0% ibuprofen, diclofenac,
aceclofenac or naproxen;
[0467] About 0.125% azelastine and about 10.0% ibuprofen, diclofenac,
aceclofenac or naproxen;
[0468) About 0.15% azelastine and about 10.0% ibuprofen, diclofenac,

aceclofenac or naproxen,



sucral ose; [0441] About
sucral ose; [0442] About
sucral ose; [04431 About
sucr al osayO[20s148022hout
sucr al ose; - [ 0445] About
sucral ose; [0446] About
sucral ose; [04471 About

. 05% azel asti ne, about 0.5% NSAI D and about 0. 15%
. 1% azel astine, about 0.5% NSAID and about 0.15%

. 125% azel asti ne, about 0.5% NSAI D and about 0. 15%
.15% azel asti ne, about 0.5% MRCHUSRWSAKIR 0. 15%

. 05% azel asti ne, about 10.0% NSAI D and about 0. 05%
. 1% azel asti ne, about 10. 0% NSAI D and about 0.05%

. 125% azel ast517ne about 10. 0% NSAI D and about 0. 05%
sucral ose; [0448] About 0.15% azel asti'ne, about 1.0% NSAI D and about 0.05%
sucral ose; [04491 About .05% azel astine, about 10.0% MAI D and about 0.1%
sucr al ose; [04501 About 1% azel asti ne, about 10.0% MAI D and about 0.1%
sucr al 048469] 04511 AReui. Oﬁf/olagsl%tmz,eﬂbagw 1%, ibuprofen, digloGmansaedofenet about 0. 1%
sucr al ose; 0455% About ﬂg é@)ﬁ@zel astine, about 10.0% NSAI D and about 0.1%

oleololololoNoloNeNe)

sucral ose: [ GABYT ‘P‘? ne, about 10.0% NSAI D and about 0.15%

sucr al 036479 Y\D 200@(b‘3§§@¥ﬁ Hleldsing t%%@l?ugrol%ﬁ &%ﬁ%éce,%eél&feﬁacl%

azel astine, about “10. 0% NSAI D and about sucra
or naproxen and about 0.05% sucralose

[0471] About 0.125% azelastine, about 0.1% ibuprofen, diclofenac,
aceclofenac or naproxen and about 0.05% sucralose;
[0472] About 0.15% azelastine, about 0.1% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.05% sucralose;
) [6473] About 0.05% azelastine, about 0.1% ibuprofen, diclofenac, aceclofenac
‘ or naproxen and about 0.1% sucralose;
[0474] About 0.1% azelastine, about 0.1% ibuprofen, diclofenac, aceclofenac
A or naproxen and about 0.1% sucralose;
[0475]) About 0.125% azelastine, about 0.1% ibuprofen, diclofenac,
aceclofenac or naproxen and about 0.1% sucralose;
[0476] About 0.15% azelastine, about 0.1% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.1% sucralose;
[0477) About 0.05% azelastine, about 0.1% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.15% sucralose;
[0478] About 0.1% azelastine, about 0.1% ibuprofen, diclofenac, aceclofenac
: ) or naproxen and about 0.15% sucralose;
~ [0479] About 0.125% azelastine, about 90.1% ibuprofen, diclofenac,
aceclofenac or naproxen and about 0.15% sucralose;
[0480] About 0.15% azelastine, about 0.1% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.15% sucralose;
[0481) About 0.05% azelastine, about 0.5% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.05% sucralose; |
[0482] About 0.1% azelastine, about 0.5% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.05% sucralose;
[0483] About 0.125% azelastine, about 0.5% ibuprofen, diclofenac,

aceclofenac or naproxen and about 0.05% sucralose;



[ 0455] About 0.125% azel astine, about 10.0% NSAI D and about 0.15%

sucral ose; [0456] About .0..15% azel astine, about 10.-0% NSAI D and about 0. 15%
sucral ose; [0457] _About 0.05% azel astine and about 0. 1W

di cl ofena‘ﬁfO 199828 enac or naproxen; 9 [0458] About 0.1% aze ast| ne and
about 0.1% i buprofen, diclofenac, aceclofenac or naproxen; [0459) About
0.125% azel asti ne and about 0.1% i buprofen, diclofenac, aceclofenac or
naproxen; [0460] About O0.15% azel asti-se-and about 0. 1% i bupr of en,

di cl of enac, acecl of enac or naproxen; [0461] About 0.05% azel asti ne and
about 0.5% i buprofen, diclofenac, aceclofenac or naproxen; [0462) About

0. 106 223045 BP0 SR B0 74 SRR BBSE, SR

di cl of enac, g@agfiedeof enac or naproxen; [0464) About 0.15% azel astine and

about O. 5%|buprofen di cl of enac, acecl of enac or naproxen; [0465) About
0. 05% ad@483%t i ne Ahdut£blfilh azﬂaahmlabumﬂﬁ%nbupmfch,(ﬂdnﬁmac, agedofendcenac or

napr oxen,; [046‘6% About .0, 1% | ast.i ne and about 10.0% i bupr of en,

di cl of enac x&P@H‘aéb?i’rt ?éfﬁ%ﬂse [ 0467] About 0.125% azel astine and

about 1 I bupr af.en ?@&? 68] About
0.15% agg‘{%oéltl ne and outqz%%g%@%) rgg?/{éﬁglﬁ’ dic %ﬁ%@?@)&ggﬂ?j& enac or
napr oxen; V\Doﬂﬁ)@ﬁci:&ﬁ&ﬂ&ﬁbm'DIIUSMQSMZSGZ -57 [04691 About 0.05%

azel astingm 220U Aot 0.085% saelastine. | Shout - 0.5%  Souproten, diclofenac,
aceclofenac or naproxen and about 0.1% sucralose;
,) [0488] About 0.15% azelastine, about 0.5% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.1% sucralose;
[0489] About 0.05% azelastine, about 0.5% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.15% sucralose;
[0490] About 0.1% azelastine, about 0.5% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.15% sucralose;
[0491] About 0.125% azelastine, about 0.5% ibuprofen, diclofenac,
aceclofenac or naproxen and about 0.15% sucralose;
[0492] About 0.15% azelastine, about 0.5% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.15% sucralose;
[0493] About 0.05% azelastine, about 10.0% ibuprofen, diclofenac,
) aceclofenac or naproxen and about 0.05% sucralose;
[0494] About 0.1% azelastine, about 10.0% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.05% sucralose;
[0495] About 0.125% azelastine, about 10.0% ibuprofen, diclofenac,
aceclofenac or naproxen and about 0.05% sucralose;
[0496] About 0.15% azelastine, about 10.0% ibuprofen, diclofenac,
aceclofenac or naproxen and about 0.05% sucralose;
[0497] About 0.05% azelastine, about 10.0% ibuprofen, diclofenac,
aceclofenac or naproxen and about 0.1% sucralose;
[0498] * About 0.1% azelastine, about 10.0% ibuprofen, dicquenac, aceclofenac

or naprbxen and about 0.1% sucrﬁlose;



or naproxen and about 0.05% sucral ose; 10470] About O0.1% azel asti ne, about
0. 1% i buprofen, diclofenac, aceclofenac or naproxen and about 0.05%

sucral ose; [0471.] About 0.125% azel astine, about 0.1% i bupr of en

di cl of enaWO 2086/e58923f enac or naproxen and about 0.05% s&‘?‘%ﬁﬁﬁ?@‘b‘!‘”f"@ﬁnl About
0. 15% azel asti ne, about 0.1% i buprofen, diclofenac, acecl ofenac of naproxen
and about 0.05% sucral ose; 10473] About 0.05% azel asti ne, about 0.1%

i buprofen, diclofenac, aceclofenac or.gyaproxen and about 0.1% sucral ose;

[ 04741 About 0. 1% azel astine, about O. i%i bupr of en, dicl of enac, acecl of enac
or naproxen and about O0.1% sucral ose; [04751 About 0.125% azel astine, about

0.1% i buprofen, diclofenac, aceclofenac or naproxen and about 0.1%
sucr al osW@49%10476) Adwatit 00125% azelesting i Akoutad@@P oibupsdaferuprdidlefsnacdi cl of enac,

" acecl ofenac’ or ntagroxen and %gcﬁ%t f) }g/ sucral ose; [04771 About 0.05%
azel astine, abSHPISBICI9,HIBTRIER Pshaboy é%ﬁ?&‘?seacecl of enac or naproxen and
about 0. fhsggisucr al psgie l00548] aiduhe,0- aby ﬁz?d).ﬁ%tiibﬁgro%iﬂmdi&ofk%ci bupr of en,

* di cl ofenac, acecl ofenac or naproxen and about 0.15% suéral ose; | 04791 About
0. 125% azel asdceclefenadbarutapfhxefandaboutd.é¥s sudtatdsef enac, acecl of enac or

napr oxen about, 0. 15% sucral gse; [04801 t 0.15% aze] asti ne, about
0.1% bu@ggﬂen, difeheyt eﬁé@%a@@g‘ﬁgﬂ%n. OUBr?ﬁg%’r OL%BPFoé‘?Pd Qb’jﬁ{m@" 15%
sucr al ose; [Qa%géll)feﬁﬁ.o&tnag 0 &joﬁg@.ggg%%@gucwr aé{:. 0.5% i bupr of en, di cl of enac,

acecl of enac or naproxen®and about ‘'ose; (04821 About 0. 1%

azel astij#802Jabout Abdut®il Bk, abbut 100ehtaprodee dichifermcaceolofenapr oxen and
about 0.05% sucral ose; [0483 Aobout 0.125% azel asti ne, about 0.5% i bupr of en,
di cl of enac, FDEROEELEAbGHt QL1 SUERlOstid about 0. 05% sucr al ose; WD

2003’)0581%3631%” US0p 1042382 azefistine, sbout 10.0% ibuprofen, diclofenac,

aceclofenac or naproxen and about 0.15% sucralose;

[0504) About 0.15% azelastine, about 10.0% ibuprofen, diclofenac,
aceclofenac or naproxen and about 0.15% sucralose;
[0505] About 0.05% agelastine, about 0.01% steroid and about 0.1%
decongestant;
[0506] About 0.1% azelastine, about 0.01% steroid and about 0.1%
decongestant;
[0507] About 0.125% azelastine, about 0.01% steroid and about 0.1%
decongestant;
[0508] About 0.15% azelastine, about 0.01% steroid and about 0.1%
:) decongestant;
[0509] About 0.05% azelastine, about 0.05% steroid and about 0.1%
decongestant;
[0510] About 0.1% azclastine, about 0.05% steroid and about 0.1%
decongestant;
[0511] About 0.125% azelastine, about 0.05% steroid and about 0.1%
decongestant;
[0512] About 0.15% azelastine, about 0,05% steroid and about 0.1%
decongestant;
[0513) About 0.05% azelastine, about 0.1% steroid and about 0.1%

decongestant;



[ 0484] About 0.15% azel astine, about 0.5% i buprofen and about 0.05%

sucral ose; [0485] About 0.05% azel asti ne, about 0.5% i buprofen, diclofenac,
acecl of enac or naproxen .and about 0. 1% sucral ose; [ 0486] About 0.1%

azel asti Reg 28058620. 5% i bupr of en, di cl of enac, acecl| of er@T/USWOS/HEIPG20Xxen and
about 0.1 % sucral ose; [0487] About 0.125% azel astine, about 0.5% i buprof en,
di cl of enac, acecl of enac or naproxen and about 0. 1% sucral ose; (04881 About
0. 15% azel asti ne, about 0.5% i buprofen,. dicl of enac, acecl of enac or naproxen
and about 0. 1% sucral ose; [04891 Abou*tdoo. 05% azel asti ne, about 0.5%

i buprof en, diclofenac, aceclofenac or naproxen and about 0.15% sucr al ose;

[ 0490] About 0. 1% azel astine, about 0.5% i buprofen, diclofenac, acecl of enac
or napr cpmm! and apeuit 00.1%%05elastie0Ssbout 0094 sAaeid dl2hWmnarissti ne, about
0.5% i buproten, diclofenac, aceclofenac or naproxen and about 0.15% ‘
sucral ose; [ dx9ngestanbut 0. 15% azel astine, about 0.5% i buprofen, diclofenac,

acecl of or ngpro abput 0.15%s al pse;, (04931 0. 05%

azel astﬁ@f\sl about g%@?%%]}ﬁ%r%?@mmdi %tfodﬂ eﬁ?é’, 5%5‘%3@0%%‘? eﬁ?@ﬁgﬁﬂﬁaproxen and -
about 0.05% a%hgg ; 104941 About 0. 1% azel asti ne, about 10.0% i bupr of en,
di cl of enac, acecfofenac or naproxen and about 0.05% sucral ose; [04951 About
0. 125% 4@5U6hst i ne Abattoud.1580. @2dastingr abewt, 0ci% | sttmithcand aabeol df Erac or

napr oxen and about 0.05% sucral ose; [0496] About 0.15% azel asti ne, about

10. 0% i bupr of&RR8EHAof enac, acecl of enac’ or naproxen and about 0.05%

sucr al oggeys 04971 tn §koPSY 5515'&13, u 0 | r n,

di cl of eig’::l,”i acecl o enaoé&o% #3%?@% an g'ggﬁt ts‘(g}é%sl/o éléj‘gr%fsg{s)eq?go%04981 About
0.1 % azel astiedoagestdntrut 10. 0% i bupr of en, di cl of enac, acecl of enac or napr

oxen_and out 0.1 % sucral ose; WO 2006/ 058022 P US2005/ 0423
[05%.%] Abo&t 0.1% azelastine, about 0.01% ster%}- and aiout 2OSE?’}o

decongestant;
[0519] About 0.125% azelastine, about 0.01% steroid and about 0.5%
decongestant;
[0520] About 0.15% azelastine, about 0.01% steroid and about 0.5%
decongestant;
[0521} About 0.05% azelastine, about 0.05% steroid and about 0.5%
decongestant;
[0522] About 0.1% azelastine, about 0.05% steroid and about 0.5%
decongestant;
[0523] About 0.125% azelastine, about 0.05% steroid and about 0.5%
) decongestant;
[0524] About 0.15% azelastine, about 0.05% steroid and about 0.5%
decongestant;
[0525] About 0.05% azelastine, about 0.1% steroid and about 0.5%
decongestaﬁt;
[0526] About 0.1% azelastine, about 0.1% steroid and about 0.5%
decongestant;
[0527] About 0.125% azelastine, about 0.1% steroid and about 0.5%
decongestant;
[0528] About 0.15% azelastine, about 0.1% steroid and about 0.5%

decongestant;



-59 [04991 About 0.125% azel asti ne, about 10.0% i buprofen, dicl ofenac,

acecl of enac or naproxen and about 0.1 % sucral ose; 10500] About 0.15%

azel astine, about 10.0% i buprofen, diclofenac, aceclofenac or naproxen and
about 0. 1w 06038022se; [ 0501] About 0.05% azel astine, aBOUUSZO5/WIIR2bupr of en,
di cl of enac, acecl of enac or naproxen and about 0.15% sucral ose; [05021 About
0. 1% azel asti ne, about 10.0% i buprofen, diclofenac, aceclofenac or naproxen
and about 0.15% sucral ose; [05031 About,6 0.125% azel asti ne, about 10.0%

i buprof en, diclofenac, aceclofenac of 61n'apr oxen and about 0.15% sucr al ose;

[ 0504] About 0. 15% azel astine, about 10.0% i buprofen, diclofenac,

acecl of enac or naproxen and about 0.15% sucral ose; [05051 About 0.05%

azel ast i [#9829labout Abdit YOS cizelastind, adbout (001246 stemid ngs tabauit; 1[006061 About
0.1% azel asti pe, about 0.01% steroid and about 0.1% decongestant; [0507]
About 0. 125%%5senge8iaitie, about 0.01% steroid and about 0.1% decongestant:

[ 0508] 0. 15% | ast} N t 19%.-sé.er ol d. a &0
decongeﬁ@g%@]; [050%?tﬁl @3‘@’0. ?%%ézjefia%u?i g@@b%%rﬂldgggg%%gﬁfetrgio ®and about
0.1% decongektaipestah)510] About 0. 1% azel astine, about 0.05% steroid and
about 0.1% decongestant; [0511] About_ 0.125% azel astine, about 0.05%

st er oi d WA3llabout Abow, 0d82%nazalasting; abow 10.01%bstsroid. amhoabowt! 4904 ne, about
0. 05% st eroi d, and _about 0.1% decongestant; [05131 About 0.05% azel asti ne,
about 0. 1% stiSFeR atéLPl'd about 0.1% decongestant;

[0532] About 0.15% azelastine, about 0.01% steroid and about 1.0%
decongestant;
:) [0533] About 0.05% azelastine, about 0.05% steroid and about 1.0%
decongestant;
[0534] About 0.1% azelastine, about 0.05% steroid and about 1.0%
decongestant;
[0535] About 0.125% azelastine, about 0.05% steroid and about 1.0%
decongestant;
[0536] About 0.15% azelastine, about 0.05% steroid and about 1.0%
decongestant;
-[0537] About 0.05% azelastine, about 0.1% steroid and about 1.0%
' decongestant;
[0538] About 0.1% azelastine, about 0.1% steroid and about 1.0%
) decongestant;
[0539] About 0.125% azelastine, about 0.1% steroid and about 1.0%
decongestant;
[0540] About 0.15% azelastine, about 0.1% steroid and about 1.0%
decongestant;
[0541]) About 0.05% azelastine, about 0.01% steroid, about 0.1%' decongestant
and about 0.05% sucralose; '
[0542] About 0.1% azelastine, about 0.01% steroid, about 0.1% decongestant
and about 0.05% sucralose;
[0543] About 0.125% azelastine, about 0.01% steroid, about 0.1%

decongestmit and about 0.05% sucraloée;



WO 2006/ 058022 PCTI US2005/ 042362 -60 [05141 About 0. 1% azel asti ne, about
0.1% steroid and about 0.1% decongestant; [05151 About 0. 125% azel asti ne,
about 0.1% steroid and about 0.1% decongestant; [05161 About 0.15%

azel asti 2[396%55029. 1% steroid and about 0.1% decongesicangszodsiaisék About

0. 05% azel'asti1 ne, -about 0.01% steroid and about 0.5% decongestant; [0518]
About 0. 1% azel astine, about 0.01% steroid and about 0.5% decongestant;

[ 0519] About 0.125% azel astine, about 0.01% steroid and about 0.5%
decongestant; 10520) About 0.15% azel-a@®t-i ne, about 0.01% steroid and about
0. 5% decongestant; [05211 About 0.05% azel astine, about 0.05% steroid and
about 0.5% decongestant; 105221 About 0.1% azel astine, about 0.05% steroid

and aboupsfuoho JoRRIosiAtboiakB?HburhBN Sfrd@5HcHs ol 9eAdReeBRRU! 0. 057

st eroi d "and "about decongest ant asti ne, about
0. 05% st er oi candrbtiowrtBd3ts sichflosegdecongest ant; [ 05251 About 0. 05% azel asti ne,
about 0.1% steroid and about 0.5% decongﬂest ant; [0526], About 0. 1%

azel ast ilA#3labout AboubR.Q3% aelastingdaboybiiP>’ starpid §d % deronggstand 71 About

0. 125% azel asg| t %.steroid and about 0.5% decongestant; [0528]
About 0. 15% ?@Q?ﬁ%‘{t?ﬁ’g% %Jg%atiﬂspet). 1% steroid and about 0.5%

[0546] About 0.1% azelastine, about 0.05% steroid, about 0.1% decongestant
and about 0.05% sucraiose;
[0547] About 0.125% azelastine, about 0.05% steroid, about 0.1%
decongestant and about 0.05% sucralose;
D [0548] About 0.15% azelastine, about 0.05% steroid, about 0.1% decongestant
and about 0.05% sucralose;
[0549] About 0.05% azelastine, about 0.1% steroid, about 0.1% decongestant
and about 0.05% sucralose;
[0550] About 0.1% azelastine, about 0.1% steroid, about 0.1% decongestant
and about 0.05% sucralose;
[0551]) About 0.125% azelastine, about 0.1% steroid, about 0.1% decongestant
and about 0.05% sucralose;
[0552] About 0.15% azelastine, about 0.1% steroid, about 0.1% decongestant
and about 0.05% sucralose;
[0553] About 0.05% azelastine, about 0.01% steroid, about 0.5% decongestant
") and about 0.05% sucralose;
[0554] About 0.1% azelastine, about 0.01% steroid, about 0.5% decongestant
and about 0.05% sucralose;
[0555] About 0.125% azelastine, about 0.01% steroid, about 0.5%
decongestant and about 0.05% sucralose;
[0556] About 0.15% azelastine, about 0.01% steroid, about 0.5% decongestant
and about 0.05% sucralose;
{0557) About 0.05% azelastine, about 0.05% steroid, about 0.5% decongestant
and about 0.05% sucralose;
[0558] About 0.1% azelastine, about 0.05% steroid, about 0.5% decongestant
and about 0.05% sucralose; |



decongestant; WD 2006/ 058022 PCT/ US2005/ 042362 -61 [0529] About 0.05%
azel astine, about 0.0]1%steroid and about 1.0% decongestant; [05301 About
0.1% azel asti ne, about 0.01% steroid and about 1.0% d . [ 0531]
About 0. WWO04HERNABt i ne, about 0.01% steroid and about ?)%%a&)%é@%ﬁzgest ant;
[ 05321 About 0. 15% azel astine, about 0.01% steroid and about 1.0%
decongestant; [0533] About 0.05% azel asti ne, about 0.05% steroid and about
1. 0% decongestant; [05341 About 0. 1%ggzel astine, about 0.05% steroid and
about 1.0% decongestant; [05351 About 0.125% azel asti ne, about 0.05%
steroid and about 1.0% decongestant; [05361 About O0.15% azel asti ne, about

about o0 050bt er of ALAN Uit 2RI doctRbs 0P HOBSBL MBULTOOLoL
azel asti ne, agﬁﬁge%%§£®uﬂﬁsm¢ gt 1.0% decongestant; [0539] About

0. 125% azel astin out oSsterold and about 1.0% decongestant; [05401

About 0[056%] azel agtbome).] 5 agéladtingtabetie).08% sterddd adbout 0.9%Ukconigstangest ant ;
[ 0541] About 0, 05% azeol astine, about 0.01% steroid, about 0.1% decongest ant
and about 0. @wdakawtPAPGacraj@sen21 About 0. 1% azel astine, about 0.01%

ster ol dogput 0. o5 68R5SbAMne, b 879 ki€ WORFSR! B Sigestant

and about 0.05% sucralose;

[0562] About 0.1% azelastine, about 0.1% steroid, about 0.5% decongestant
and about 0.05% sucralose;
j [0563] About 0.125% azelastine, about 0.1% steroid, about 0.5% decongestant
and about 0.05% sucralose;
[0564] About 0.15% azelastine, about 0.1% steroid, about 0.5% decongestant
and about 0.05% sucralose;
[0565] About 0.05% azelastine, about 0.01% steroid, about 1.0% decongestant
and about 0.05% sucralose;
{0566) About 0.1% azelastine, about 0.01% steroid, about 1.0% decongestant
and about 0.05% sucralose;
{0567} About 0.125% azelastine, about 0.01% steroid, about 1.0%
decongestant and about 0.05% sucralose;
[0568) About 0.15% azelastine, about 0.01% steroid, about 1.0% decongestant
D and about 0.05% sucralose;
[0569] About 0.05% azelastine, about 0.05% steroid, about 1.0% decongestant
and about 0.05% sucralose;
[0570] About 0.1% azelastine, about 0.05% steroid, about 1.0% decongestant
and about 0.05% sucralose;
[0571] About 0.125% azelastine, about 0.05% steroid, about 1.0%
decongestant and about 0.05% sucralose;
[0572] About 0.15% azelastine, about 0.05% steroid, about 1.0% decongestant
and about 0.05% sucralose;
[0573]) About 0.05% azelastine, about 0.1% steroid, about 1.0% dec«ongestant_

and about 0.05% sucralose§



[ 0543] About 0.125% azel astine, about 0.01% steroid, about 0.1%

decongest ant and about 0. 05% sucral ose; WO 2006/ 058022 PCT/ US2005/ 042362
-62 [0544] About 0.15% azel astine, about 0.01% steroid, about 0.1%
decongest wit 200a688022bout 0. 05% sucr al ose; [0545] About EROEVS2EEHI42WEI ne,
about 0.05% steroid, about 0.1% decongestant and about 0.05% sucr al ose;
10546] About 0. 1% azel astine, about 0.05% steroid, about 0.1% decongest ant
and about 0.05% sucral ose; [0547] About 0.125% azel astine, about 0.05%
steroid, about 0.1% decongestant and~8&bout 0. 05% sucral ose; [0548] About
0. 15% azel asti ne, about 0.05% steroid, about 0.1% decongestant and about
0. 05% sucr al ose; [0549] About 0.05% azel astine, about 0.1% steroid, about
0. 1% ded08Tdist ant Abumd 0d86 urzel@stiieYalsant 016 Steroifl Odtnd} 1.AModecofigdstandzel ast i ne,
about 0. 1% steroid, about 0.1% decongestant and about 0.05% sucr al ose;
[0551] About amdebeul0{b&h suaralage; about 0. 1% steroid, about 0.1% decongest ant

and abo 05% su cos| PRV ti . 1%
st er oi dﬂbg,gsclut 0. rﬁ"ﬁt@iga&@gﬁ%&ﬂeﬁ?@ﬁmgf éﬁo@é%%épﬁf%@%#@gﬂ About
0. 05% azel astgndebo@omsts, Bad?dfesst eroi d, about 0. 5% decongestant and about
0. 05% sucr al ose; [05541 About (5..1% azel astine, about 0.01% steroid, about
0. 5% ded8bfdst ant Abouti0d5%uezelastizepabautrtil %ssicroidpalsst 1.85odecongastmyo
azel asti ne, ga%gu '%t?gf?% st er.0oi d, about 0.5% decongestant and about 0.05%
sucral ose; [ @?’0 0 BACTH08% 7 el ast i ne, about 0.01% steroid, about 0.5%
decongespsyt; and gkaub 099 BMast abai 9:01DPREBIA, AN0.19, 8&¥ngdtindst i ne,
about 0.05%'steroid, about 0.5% decongest ant

and about 0.1% sucralose;

D [0578] About 0.1% azelastine, about 0.01% steroid, about 0.1% decongestant
and about 0.1% sucralose;
[0579] About 0.125% azelastine, about 0.01% steroid, about 0.1%
decongestant and about 0.1% sucralose;
[0580] About 0.15% azelastine, about 0.01% steroid, about 0.1% decongestant
and about 0.1% sucralose;
[0581] About 0.05% azelastine, about 0.05% steroid, about 0.1% decongestant
and about 0.1% sucralose;
[0582] About 0.1% azelastine, about 0.05% steroid, about 0.1% decongestant
and about 0.1% sucralose;
[0583] About 0.125% azelastine, about 0.05% steroid, about 0.1%
i ) decongestant and about 0.1% sucralose;
[0584] About 0.15% azelastine, about 0.05% steroid, about 0.1% decongestant
and about 0.1% sucralose;
[0585] About 0.05% azelastine, about 0.1% steroid, about 0.1% decongestant
and about 0.1% sucrajose;
[0586] .  About 0.1% azelastine, about 0.1% steroid, about 0.1% decongestant
and about 0.1% sucralose;
[0587] About 0.125% azelastine, about 0.1% steroid, about 0.1% decongestant
and about 0.1% sucralose;
[0588] About 0.15% azelastine, about 0.1% sfteroid, about 0.1% decongestant

and about 0,1% sucralose;



and about 0.05% sucral ose; [0558] About 0.1% azel astine, about 0.05%

steroi d, about 0.5% decongestant and about 0.05% sucral ose; WO 2006/ 058022
PCT/ US2005/ 042362 - 63 105591 About 0.125% azel asti ne, 0% 09{3%3 steroid,
about 0. 5% 2045¥¥2st ant and about 0. 05% sucral ose; [ 05¢ {1828% 15%

azel astine, about 0.05% steroid, about 0.5% decongestant and about 0.05%
sucral ose; [0561] About 0.05% azel astine, about 0.1% steroid, about 0.5%
decongestant and about 0.05% sucral osg;- (05621 About 0. 1% azel asti ne, about
0.1% steroi d, about 0.5% decongestant and about 0.05% sucral ose; [0563]
About 0. 125% azel astine, about 0.1% steroid, about O0.5% decongestant and
about 0.05% sucr al gse; 64 out, 0 %.,azel ast.in ut 0.1% steroid,
about 0.@%%%9&0%9'%9%@8&5 a‘%?“bé@@fi?&f‘i@'@f?é% co ﬁél“% 0. 05%

azel asti ne, ) i.d, about 1.0% decongestant and about 0.05%
sucr al ose; [%%gg?o‘%)gu{{%%&%&%ézel astine, about 0.01% steroid, about 1.0%
decongeq0380f and Aboati0.1% ailastineg rahowi (1% [stEbdid) abaiolib Y0ddcdhgéstene| ast i ne,
about 0.01% stgroi d ggout 1. 0% decongestant and about 0.05% sucral ose;

[ 05681 About 2 oot DA% sugrelage; about 0. 01% steroid, about 1.0% decongest ant
and abo 105% suGr.al 0§85<4,05 ou 05% @zel s ne OHtco 0. 05%

st er oi df{bsasg%ut 1. Eﬁ)og{ecgﬁggisét a%%las@%d a (gll}t %Q%%@E%‘?’al%bgg? ?%5/801 About

0. 1% azel ast idecongedigittan aB50051% swrdlosepbout 1. 0% decongestant and about

0. 05% sucr al ose; [05713’ About 0. 125% azel astine, about 0.05% steroid, about
1.0% dd8¥dest antAbgntiV.-d i azesioBoabout 9.1 %sderoid, about 0.5% decongestant

and about 0.1% sucralose;

’) [0593] About 0.05% azelastine, about 0.05% steroid, about 0.5% decongestant
and about 0.1% sucralose;

[0594] About 0.1% azelastine, about 0.05% steroid, about 0.5% decongestant
and about 0.1% sucralose;

[0595] About 0.125% azelastine, about 0.05% steroid, about 0.5%

. decongestant and about 0.1% sucralose;
[0596] About 0.15% azelastine, about 0.05% steroid, about 0.5% decongestant
and about 0.1% sucralose; '

[0597) About 0.05% azelastine, about 0.1% steroid, about 0.5% decongestant
and about 0.1% sucralose;

[0598] About 0.1% azelastine, about 0.1% steroid, about 0.5% decongestant
) and about 0.1% sucralose;

[0599] About 0.125% azelastine, about 0.1% steroid, about 0.5% decongestant
and about 0.1% sucralose;

[0600] About 0.15% azelastine, about 0.1% steroid, about 0.5% decongestant
and about 0.1% sucralose;

[0601] About 0.05% azelastine, about 0.01% steroid, about 1.0% decongestant
and about 0.1% sucralose;

[0602] About 0.1% azelastine, about 0.01% steroid, about 1.0% decongestant
and about 0.1% sucralose;

[0603] About 0.125% azelastine, about 0.01% steroid, about 1.0%

decongestant and about 0.1% sucralosc;'



[0572] About 0.15% azel astine, about 0.05% steroid, about 1.0% decongest ant
and about 0.05% sucral ose; [05731 About 0.05% azel asti ne, about 0.1%
steroi d, about 1.0% decbngestant and about 0.05% sucral ose; WO 20061058022
PCT1US2008004dasa8Esh22 - 64 [ 0574] About 0. 1% azel asti ne, alPEIUSOEMBOZr oi d,
about 1.0% decongestant and about 0.05% sucral ose; [0575] About 0.125%
azel astine, about 0.1% steroid, about 1.0% decongestant and about 0.05%
sucral ose; 10576] About 0.15% azel asti%e, about 0.1% steroid, about 1.0%
decongestant and about 0.05% sucral os€;” 105771 About 0.05% azel asti ne,
about 0.01% steroid, about 0.1% decongestant and about 0. 1% sucr al ose;

[ 0578] About 0. 1% azel astine, about 0.01% steroid, about 0.1% decongest ant
and abol06®t] 1% sudbabiod&5%|426ld8ine Mtaut 0.01%25e0id 7aboas 1 0Hedecahgratand. 01%
steroid, about 0.1% decongestant and about O0.1% sucral ose; [05801 About

0. 15% azel asthebouhBd e susTElesg st er oi d, about 0. 1% decongestant and about

0. 19 dodbses o ABGHP 43 fpetecte, LREFUPRI AR GSIDN 1SR i S e

about 0. 05% shdikub(.19aiéralfsel % decongest ant  and about 0. 1% sucr al ose;
105831 About 0.125% azel astine, about 0.05% steroid,. about 0.1%
decongedP6l and About 0.0%12mplasting, abayd).0506 seand, Abovi: 1.0%1dzopgestankt i ne, about

0.05% steroi d bo Q. 1% decongest ant and about 0. 1% sucral ose; (05851
About 0. 05% ﬁ%ﬁ’é’&kjbﬂef" s":;?b%lﬂ‘"te’ 0.1% steroid, about 0.1% decongestant and

about 0-[@6@13ucr al apeut [0385% Abembid?, 1¥bare!(ash NSercddOWbotllt 1¥0%4 er oi d,
about 0.1% decongest ant
decongestant and about 0.1% sucralose;
:) [0608] About 0.15% azelastine, about 0.05% steroid, about 1.0% decongestant‘
and about 0.1% sucralose;
[0609] About 0.05% azelastine, about 0.1% steroid, about 1.0% decongestant
and about 0.1% sucralose;
[0610]  About 0.1% azelastine, about 0.1% steroid, about 1.0% decongestant
and about 0.1% sucralose;
[0611] About 0.125% azelastine, about 0.1% steroid, about 1.0% decongestant
and about 0.1% sucralose;
[0612] About 0.15% azelastine, about 0.1% steroid, about 1.0% decongestant
and about 0.1% sucralose;
~ [0613] About 0.05% azelastine, about 0,01% steroid, about 0.1% decongestant
) and about 0.15% sucralose;
[0614] About 0.1% azelastine, about 0.01% steroid, about 0.1% decongestant
and about 0.15% sucralose;
[0615] About 0.125% azelastine, about 0.01% steroid, about 0.1%
decongestant and about 0.15% sucralose;
[0616] About 0.15% azelastine, about 0.01% steroid, about 0.1% decongestant
and about 0.15% sucralose;
[0617] About 0.05% azelastine, about 0.05% steroid, about 0.1% decongestant
and about 0.15% sucralose;
[0618] About 0.1% azelastine, about 0.05% steroid, about 0.1% decongestant
and about 0.1 5% sucralose; | |




and about 0. 1% sucral ose; [05871 About 0.125% azel asti ne, about 0.1%
steroid, about 0.1% decongestant and about 0.1% sucral ose; (05881 About

0. 15% azel astine, about -0.1% steroi d, about 0.1% decongestant and about
0.1% sucr‘&’Do‘@@ﬁ,/llSB@!ZOOG/ 058022 PCT/ US2005/ 042362 - 65 [RSTALHR008942362 0. 05%
azel astine, about 0.01% steroid, about 0.5% decongestant and about 0.1%
sucral ose; [05901 . About O0.1% azel astine, about 0.01% steroid, about 0.5%
decongestant and about 0.1% sucral ose,, [ 05911 About 0.125% azel asti ne,
about 0.01% steroid, about 0.5% decongestant and about 0. 1% sucral ose;

[ 0592] About 0. 15% azel astine, about 0.01% steroid, about 0.5% decongest ant
and about 0. 1% sucral ose; [05931 About 0.05% azel asti ne, about 0.05%

st eroi d, [0&b®¥Jut 0. S%QIEC&@é% aatelasting] abowtt 105% Ustenoidal ahomt DA%94] About

0. 1% azel ast i about 5% oi d,, about 0.5% decongestant and about
0. 1%(: sucr al osd%?m?g?ﬁ@%ﬁ g@%ﬂ‘t‘t @%3‘5}%‘@9@ astine, (;bout 8 05% steroi d, about
0. 5% est o %

0 @8 3 Y _ @GQS%&% aélﬁ]elglfé‘u?wbrsg%ﬁ d, a9 6)1 /éﬁa%%éémé? 0

azel ast i about 9% st er ol congest ant about 0.1%

sucr al ose; [ Gl abowtlp18% Guddaldsenzel ast i ne, about 0. 1% steroid, about 0.5%

decongest and about 0. 1% sucr al ose; q’Al%g ut _0.1% azel astine, about
3

0. 1% steﬁﬂglﬂ abmﬁb%‘ AR54e azsinsting, aheut OaLé SEEHQ ug 049 decongstadt [ 0599)
About 0. 125% g ﬂ%é‘%ﬁw .0. 1% steroid, about 0.5% decongestant and

about 0. 1% sucra ose; out 0.15% azel asti ne, about 0.1% steroid,
about 0. {@%21lecongesicwnt).1% ngeladtinet abdud 09396 wietoid, @bsut 0.1% decongestant

and about 0.15% sucralose;

) 10623 About 0.125% azelastine, about 0.1% steroid, about 0.1% decongestant

and about 0.15% sucralose;

[0624] About 0.15% azelastine, about 0.1% steroid, about 0.1% decongestant
and about 0.15% sucralose;

[0625] About 0.05% azelastine, about 0.01% steroid, about 0.5% decongestant
and about 0.15% sucralose;

[0626] About 0.1% azelastine, about 0.01% steroid, about 0.5% decongestant
and about 0.15% sucralose;

[0627] About 0.125% azelastine, about 0.01% steroid, about 0.5%
decongestant and about 0.15% sucralose;

[0628] About 0.15% azelastine, about 0.01% steroid, about 0.5% decongestant

) and about 0.15% sucralose;

[0629] About 0.05% azelastine, about 0.05% steroid, about 0.5% decongestant
and about 0.15% sucralose;

[0630] About 0.1% azelastine, about 0.05% steroid, about 0.5% decongestant
and about 0,15% sucralose;

[0631] About 0.125% azelastine, about 0.05% steroid, about 0.5%
decongestant and about 0.15% sucralose;

[0632] About 0.15% azelastine, about 0.05% steroid, about 0.5% decongestant
and about 0.15% sucralose; '

[0633] About 0,05% azelastine, about 0.1% steroid, about 0.5% decongestant'

and about 0.15% sucralose;



[ 0601] About 0.05% azel astine, about 0.01% steroid, about 1.0% decongest ant
and about 0.1 % sucral ose; [0602] About 0.1% azel astine, about 0.01%
steroid, about 1.0% decongestant and about 0.1 % sucral ose; [0603] About
0. 125% azgloambd/gasoz2 about 0. 01% st eroi d, about 1.0% de®EAJERGMAM236hd about
0. 1% sucral ose; WO 2006/ 055022 PCT/ US2005/ 042362 -66 10604] About 0. 15%
azel astine, about 0.01% steroid, about 1.0% decongestant and about 0.1%
sucr al ose; 106051 About 0.05% azel astipne, about 0.05% steroid, about 1.0%
decongestant and about 0. 1% sucral ose}” 106061 About 0.1% azel asti ne, about
0. 05% steroid, about 1.0% decongestant and about 0.1% sucral ose; [0607]
About 0. 125% azel asti ne, about 0.05% steroid, about 1.0% decongestant and
about 0.{8684 ucr al dsbeut DAGH8lelatinetabOutl 6.9 ageionk; abot, 0.8%oddcofgedtasd st er oi d,
about 1.0% decgngestqg{5 /1 _and about 0. 1% sucral ose; [0609] About 0.05%
azel astine, #BoabouwdOddyesusral®ss; about 1.0% decongestant and about 0. 1%

decongedtii ana BB 16 b ARTENE R0, B, g 5% Butpedit . ”

about 0. 1% stafd absht 0A804Eucialdl¥y decongest ant  and about 0. 1% sucr al ose;
[0612] About 0.15% azel astine, about 0.1% steroid, aboyt 1. 0% decongest ant
and abouf63$] 1% sudbanrbld5% welagineaphant 00 % steroid, abaut 0.4%, despraestant 019

steroid, about.0Q. 19 [ estant and about 0. 15% sucral ose; [0614] About
dha o 13950

0.1% azel asti Steroid, about 0.1% decongestant and about

0. 15% syegs3fiose; [ADodbd.05%Qs1adtind 24b%upa. 01 Bstorsia, abalo U0%P 4ddlgestar 0 d, about

0.1%
and about 0.15% sucralose;
D [0638] About 0.1% azelastine, about 0.01% steroid, about 1.0% decongestant
and about 0.15% sucralose;
[0639] About 0.125% azelastine, about 0.01% steroid, about 1.0%
decongestant and about 0.15% sucralose;
[0640] About 0.15% azelastine, about 0.01% steroid, about 1.0% decongestant
and about 0.1 5% sucralose;
[0641] About 0.05% azelastine, about 0.05% steroid, about 1.0% decongestant
and about 0.15% sucralose;
[0642] About 0.1% azelastine, about 0.05% steroid, about 1.0% decongestant
and about 0.15% sucralose;
[0643] About 0.125% azelastine, about 0.05% steroid, about 1.0%
) decongestant and about 0.15% sucralose;
[0644] About 0.15% azelastine, about 0.05% steroid, about 1.0% decongestant
and about 0.15% sucralose;
[0645] About 0.05% azelastine, about 0.1% steroid, about 1.0% decongestant
and about 0.15% sucralose;
[0646] About 0.1% azelastine, about 0.1% steroid, about 1.0% decongestant
and about 0.15% sucralose;
[0647] About 0.125% azelastine, about 0.1% steroid, about 1.0% decongestant
and about 0.15% sucralose;
[0648] About 0.15% azelastine, about 0.1% steroid, about 1.0% decongestant

and about 0.15% sucfalose;



decongest ant and about 0. 15% sucral ose; [06161 About O0.15% azel asti ne, about
0.01% steroi d, about 0.1% decongestant and about 0. 15% sucral ose; [06171
About 0. 05% azel astine; -about 0.05% steroid, about -0.1% decongestant and
about 0. 1NBone0sEsszbse; [06181 About 0. 1% azel astine, aB6H{USR00884236% cr oi d,
about 0. 1% decongestant and about 0.15% sucral ose; WD 2006/ 058022

PCT/ US2005/ 042362 -67 [0619] About 0.125% azel asti ne, about 0.05% steroid,
about 0.1% decongestant and about O. 153% sucral ose; [0620] About 0.15%

azel astine, about 0.05% steroid, about””0.1% decongestant and about 0.15%
sucral ose; [06211 About 0.05% azel astine, about 0.1% steroid, about 0.1%
decongestant and about 0.15% sucral ose; [0622] About 0.1% azel asti ne, about
0. 1% st 4069, abouibolt 10036 c ezejstine nabowind0a¥%o lutasm®) Joemethsose,; [ 0623]
About 0.125%.azel astine

about 0.1% steroid, about O, 1% decqngestant and
Sbout 0. 155 AoEaAtEasane pelgmh|lowisiolo DHsETge| SoPPREIToANE AAGD9% ot or o d

about 0. 1% dgge . ?]ﬁmt]ﬂ % sucr al ose; [0625] About 0.05%
azel asti ne, ggoﬁuﬁﬁé%eg@é?ogﬁ(%é ou é’0. 5% decongestant and about 0. 15%
sucr al o4@550] 0626] Adoaut 0.0%1%relaginest aboat GbkYet fMitiodsdknst anametasoabout 0. 5%
decongestant . and about_0.15% sucral ose; [0627] About 0.125% azel asti ne,

about 0.01% §PW@S°%B€19§@).IBWT°§%@0%®§QT&¢R= ‘Eri&aﬁl?&?lone.@@fﬂbgﬁcr al ose;
and about 0. 109 BHRGRRTe G ph Bl Aele 0 20 el ast e, about 0. 056
st eroi d,[0681put 0. ZWode QOINFeS tazelasting]) chba0 01019, 1hdicastben |l risBetasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% pseudoephedrine or phenylephrine;
[0652} About 0.15% azelastine, about 0.01% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% pseudoephedrine or phenylephrine;
[0653] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% pseudoephedrine or phenylephrine;
[0654] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
- dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% pseudoephedrine or phenylephrine;
[0655] About 0.125% azelastine, Aabout 0.05% fluticasone, mometasone,
: ) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% pseudoephedrine or phenylephrine;
[0656] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% pseudoephedrine or phenylephrine;
[0657] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% pseudoephedrine or phenylephrine;
[0658] ~  About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% pseudoephedrine or phenylephrine; | |



[ 0630] About 0. 1% azel astine, about 0.05% steroid, about 0.5% decongest ant
and about 0. 15% sucral ose; [0631] About 0.125% azel astine, about 0.05%
steroid, about 0.5% decongestant and about 0.15% sucral ose; [06321 About
0. 15% azeWAs3006@58022hout 0. 05% st eroi d, about 0. 5% decon®feEUSMES04333 about
0. 15% sucr al ose; [0633] About 0.05% azel asti ne, about 0.1% steroid, about
0. 5% decongest ant and about 0. 15% sucral ose; WO 2006/ 058022

PCT/ US2005/ 042362 -68 [0634] About 0.1% azel astine, about 0.1% steroid,
about 0.5% decongestant and about 0.715% sucral ose; [06351 About 0.125%
azel astine, about 0.1% steroid, about 0.5% decongestant and about 0.15%
sucral ose; [06361 About 0.15% azel astine, about 0.1% steroid, about 0.5%
deconge$id®d and Abbout0. 125% Yezelasting, 0 sbqut [ 0837 flutesdne) . M@uctasmeast i ne,
about 0.01% steroid, aboyt .1.0% decongestant, and, about 0.15% sucr al ose;
[0638] About 3@5@5%@%@#%@,1%&@0@6 espRIde, & HamCHOlAne @1geA"qk ongest ant

and about 0. 5% : . 0.125% azel asti ne, about 0.01%
01 PigloisBsdine A AsvIcHiE ° °

steroi d, about bout 0. 15% sucral ose; 106401 About

0. 15% ajogeabt i ne, Adbawt0.15% 1% elhsting] daboab o0l %l . fifficdenengeahetadoneand about
0. 15% sucr al ose; [06411 About 0. 05% azel astine, apout 0.05% steroid, about
1. 0% decongedexamethasere baloxil, lotepsuinel, budasenide, powiemcinaiangtang abo¥tazel ast i ne,

[0643] About 00 ABiskodBtlnc rPHRRGRRRES 500 o, 2ri & "about 1,056 o
decongesigsn] and abeut 00506 %eselastiabosbout] 09449 Matudions, HWdmetawhast i ne, about
0. 05% sterolr d, about 1.0% decongest ant
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
:) 0.5% pseudoephedrine or phenylephrine;
[0662] About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% pseudoephedrine or phenylephrine;
[0663} About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and aboﬁt
0.5% pseudoephedrine or phenylephrine;
[0664] About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% pseudoephedrine or phenylephrine;
[0665] Abouwt 0.05% azelastine, about 0.05% fluticasone, mometasone,
) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% pseudoephedrine or phenylephrine;
[0666] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% pseudoephedrine or phenylephrine;
[0667] About 0,125% azelastine, about 0.05% fluticasone, mornetasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% psendoephedrine or phenylephrine; |
[0668] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexametl_:nasone beloxil, loteprednol, budesonide, or triamcinolone and about

0.5% pseudoephedrine or phenylephrine;



and about 0. 15% sucral ose; [0645] About 0.05% azel asti ne, about 0.1%
steroid, about 1.0% decongestant and about 0. 15% sucral ose; [0646] About
0.1% azel asti ne, about’ 0.1% steroid, about 1.0% decongestant and about

0. 15% sucwa me&058002647] About 0. 125% azel asti ne, aboutPCIMSIey@EeBERd, about
1. 0% decongest ant and about 0. 15% sucral ose; [0648] About 0.15% azel asti ne,
about 0.1% steroid, about 1.0% decongestant and about 0.15% sucral ose; WD
20061058022 PCT1US20051042362 -69 [06491 About 0.05% azel astine, about
0.01% f 1 uti casone, nonetasone, dexanefiasone bel oxil, | ot eprednol ,

budesoni de, or triantinol one and about 0.1% pseudoephedri ne or

phenyl ephrine; 106501 About 0. 1% azel asti ne, about 0.01% fl uti casone,

nonet asdfe69] dexankbduas0:06%bedzebastine, | atioapr 646! flutinase®p nindmetassne,

trianci nol one, and about . 0. 1% pseudoephedri ne or phenyl ephrl ne; [0651] About
0. 125% azel as@qxﬂ@e &%Etbebxéﬂ%tﬂfﬁ@%é%@?ﬁ?m%ﬁéw edaih Ak asone

bel oxil, Iot | anti nol one and about ti 0.1 %
pseudoephedrl e g;@&lq?gﬁ-}’ =\p r| Y%Blf%wl About 0. 15% azel asti ne, about
0. 01% f I{g6T0jasone, Amwreoqwnﬂzelasﬁﬁaarmbﬁtaswm bgthtivsédne, | MbeRtassHD! |
budesoni de, or triancinol one and about 0. 1% pseudoephedrl ne or

phenyl ephr i n&exmmonﬁlbobﬂﬂﬂlmmt@ld@ﬂme. ab tiamainadew andishadibisone,
nonet asone, g,?faneutsitﬁ9 S bel ot eprednol , budesoni de, or

tri anci nol one” AP EEEH egﬂnelc’r@g §¥ hedri ne or phenyl ephrine; [06541
About O.[a8fgzel astAmfe @23 Qzdiasind) %blﬁa@ol% RGBS OMBmetaféhicanet hasone
bel oxil, |oteprednol, budesonide, or triantinolone and about 0.1 %

pseudoephedr i desamethatone peionhs lwe@BwﬂkS&bﬂlﬁ op trismginclonel amst about about

0.05% flutic sone t hasone bel oxil, | oteprednol,
budejnnl de, ﬁ%rﬁsgﬁ% faRhfﬂe%B e

[0672) About 0.15% azelastine, about 0.1% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% psendoephedrine or phenylephrine;
[0673] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
1.0% pseudoephedrine or phenylephrine;
[0674) About 0.1% azelastine, about 0.01% fluticasome, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
1.0% pseudoephedrine or phenylephrine;
[0675] About 0.125% azelastine, about 0.01% fluticasone, mometasone,
) | dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
1.0% pseudoephedrine or phenylephrine;
[0676] About 0.15% azelastine, sbout 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
1.0% pseudoephedrine or phenylephrine;
[0677] .About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
1.0% pseudoephedrine or phenylephrine;
[0678] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, lotepredno], budesonide, or tnamcmolone and about
1.0% pseudoephedrine or phenylephnne |



0. 1% pseudoephedri ne or phenyl ephrine; 10656] About 0.15% azel astine, about
0.05% fl uticasone, nonetasone, dexanethasone beloxil, |oteprednol,

budesoni de, or triantinolone and about 0.1% pseudoephedri ne or

phenyl ephwiomds/dsaéa71 About 0.05% azel astine, about 0. IF¢Ts00smazBRE,

nonet asone, dexanet hasone beloxil, |oteprednol, budesonide, or t

I anci nol one and about 0. 1% pseudoephedrine or phenyl ephrine; [06581 About
0. 1% azel astine, about 0.1%fluticasone, nonetasone, dexamethasone bel oxil,
| ot eprednol , budesonide, or triancinol®me and about 0.1 % pseudoephedrine
or phenyl ephrine; WD 2006/ 058022 PCT/ US2005/ 042362 -70 [0659] About 0.125%
azel astine, about 0.1%fluticasone, nonetasone, dexanethasone bel oxil,

| ot epr eqpete] budesatijuel€).128% t sdepidind) OdbRRE ROTHsaHGMasor2, ImdmBasstkoephedri ne
or phenyl ephri ne; 0660&3 About 0. 15% azel astine, about 0.1% fl uticasone,
A

normet asone, dtaxachbadone baloxileloteprédnol, budenosifieo by trismitodoriedand ahout
trianci nol on d abou 0. 1% pseudqgephedri ne or phenyl epbrine; [0661] About
0. 05% azel asﬁi'@g,Psﬁ'%Bﬁﬂtheé%%&eﬂﬁF@E@Gne, nonet asone, - dexamet hasone

bel oxi | ,rokgiePr edngloye by 0L A8tine" ab&itad 5! Sk aedie. ARSMEtastheo %0

pseudoep[hedl‘li ne or phenijg%hr@%ngs;hn["Og 2‘} Abou/? 0. 105<)§d§]z’ela]gsti r%se, about 0.01%
fluticasone, demmmtthssone belodidxeprdinsl badésehide] br trlantcaplarnoid, aboutiesoni de, or
trianci nol one &zd about. Q.5% Seﬂgﬂ ephedrine or phenyl ephrine; [06631 About

0. 125% azel ast-{#h&seusdgenhedpngnng one, nonetasone, dexanet hasone

bel oxi |, frepr ed b oy, df ctirn@" | h ol tasdhie® 70

pseudoe g{;a%)ll]l ne opﬁﬁﬁgng'ﬁg%hrl ne;mn([a’OG%E?k?Am%gﬁ? @ ?g%c?g’z?%%l ne,e’ about 0.01%
fluticasone, denmmtthssone belogitxloeprdiaslo baddsehids) by trlaniciyptarnaid, aboutiesoni de, or
tri aj:i nol one and about Q. 5% pseudoephedrine or phenyl ephrine; [0665] About

0. 059 azel astl-9v pseudgenhedrinsor phepylspbilBisne, nonet asone,

[0682] About 0.1% azelastine, about 0.1% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
1.0% pseudoephedrine or phenylephrine;

[0683] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
1.0% pseudoephedrine or phenylephrine;

[0684] About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
1.0% pseudoephedrine or phenylephrine;

[0685] About 0.05% azelastine, about 0.01% fluticasone, mometasone,

) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0686] About 0.1% azelasﬁne, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0687] About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0688] About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.05% sucralose;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone and about
0. 5% pseudoephedri ne or phenyl epbrine; [0666] About 0.1% azel asti ne, about
0.05% fl uti casone, nometasone, dexanethasone beloxil, |oteprednol,

budesoni dgeg 2006/08802anTi nol one and about 0. 5% pseudoeph®CTiUse008042362

phenyl epbrine; [0667] About 0.125% azel astine, about 0.05% fl uticasone,
nonmet asone, dexanet hasone bel oxil, |oteprednol, budesonide, or
trianci nol one and about 0.5% pseudoephedri ne or phenyl ephrine; [0668] About
0.15% azel astine, about 0.05% fluticadéne, nonetasone, dexanethasone

bel oxil, | oteprednol, budesonide, or triantinolone and about 0.5%
pseudoephedri ne or phenyl ephrine; WO 2006/ 058022 PCTI US2005/ 042362 -71

10669] Abg8H 0. 05Kbaute|(65% Nezelatinyt abbut %0059 | fRaRMREe, THOMEESNBE.
dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone and about
0. 5% pseudoeﬁhmﬂhﬁéombmﬁ\}qtaﬁbdmhépdGM1OWBémﬁln010m%@@ét &d%i ne, about

0.1%f| [ , I i I dnol ,
budesont de. - BFCPFIRRIR T JHE IR Bt S50 DRSVE S Bhedr | ne o
phenyl epigggpe; [ 0GBkt ADPHL RiAARY abBLESE.DSR, fEEMLNG. Mérhbtiidusasone,

nonet asone, = dexanet hasone bel oxi |, |oteprednol, budesonide, or
tri anci nol ondexemkiimsone beldxib Motepredndt bptesdnideconriaptianlphedhoi@ 1% 0672] About

0. 15% azel astine, about 0.1% f|yticasone, asone, dexanet hasone

bel oxi |, |ot @wﬁa?@ﬁ W&&WIS@PHBPB‘I)II‘?%M%@P%M about 0.5%

pseudoe I ne or, I Mooy NGt goggggﬁ LT YnRZ | about 0.01%
fluti caggér]ygl,] mmﬁgggﬁgﬁﬁggx%net hasone bel o) Il?utIQ?)stégp’r ZI'III%I , tdesoni de, or
tri anci nol ondexametizsane beldxil) dotgmedndh) dptiesdnidecomtriaptinnlone,dboiin@1%[ 0674] About

85%"5‘??' ot @E AP IR RIGBSRYIGRS Ao AP O AG) BREIER about . 1. 0%

pseudoenfgyd|i ne onpBReRy] BPNLiMRline, about 0.05% fluticasone, mometasone,
dexamethasone beloxi'l, Ioteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0693] | About 0.05% azelastine, about 0.1% fluficasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0694] About 0.1% azelastime, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, lotepredunol, budesonide, or friamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0695] About 0.125% azelastine, about 0.1% fluticasone, mometasone,

) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
.pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0696] About 0.15% azelastine, about 0.1% fluticasons, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
peeudoephedrine or phenylephrine and about 0.05% sucralose;

[0697] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0698]  About 0.1% azelastine, about 001% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedﬁné or phenylephrine and aboﬁt 0.05% sucralose;



[0675] About 0.125% azel astine, about 0.01%fl uticasone, nonetasone,
dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone and about
1. 0% pseudoephedri ne or phenyl epbr| ne; [0676] About 0. 15% azel asti ne, about
0. 01% f | utWea4HE802pnet asone, dexanet hasone bel oxi |, |RETAS2HS61362
budesoni de, or triantinolone and about 1.0% pseudoephedri ne or

phenyl epbrine; [0677] About 0.05% azel asti ne, about 0.05% fl uticasone,
nonet asone, dexanethasone bel oxi |, Ioteprednol budesoni de, or

trianci nol one and about 1.0% pseudoep Fedri ne or phenyl ephrine; [0678] About
0.1% azel asti ne, about O. 05% fluticasone, nonetasone, dexanethasone
bel oxil, | oteprednol, budesonide, or triantinolone and about 1.0%

pseudoe{i69h]i ne orAtplneny LZr azekistidd) a6/ 0.6 8%2 TubBEaEbhE 2GohledaRG2 - 72
[0679] About 0.125% aze| astjne, about 0.05% fI utlcasone npmet asone,
dexamet hasonelepanghasone b@lpéﬁ’rlétfﬂﬁﬁmlbb‘&?ﬁ@ﬁﬂ%l@f tiameinelanss bt 890 and about

1. 0% pseudoe 15% azel asti ne, about
0.05% fluti c%ggﬁwm% §€§%&Eﬁ a‘gtgﬁg @%P%glltoﬁg | ot epr ednol
budesonifggpojor trisbgut Nel e a@éldstﬁ@o%outl %0 s Suderenes dmofiRtadéne,

phenyl ephrine; 10681] About 0.05% azel astine, about 0.1%fl| uticasone,

monet asone,  d¢axmethasons belexibdbtspretinol) bwds;epwredm@r mmm@@mﬁ, deout §r5%

trianci nol one_an bqut 1..0% udoe dr. Iephr| ne; 10682] About
0. 1% azel ast {8 1§on8 }‘WF?PE‘WSWﬁ (ﬂr@?é@d dexarret hasone bel oxi |,

| ot epreqopas] budesyuteg.09% ta&él%bn%@ﬂ@ (ﬁ('jB%aBﬁﬂéasoﬂe OffoRalsipephedri ne o

phenyl ephrine; [06831 About 0.125% azel astine, about 1% fl uti casone,
nmonet asone, dewametbasons belexibdptspietinol] budesorndde; or tl'lmgm, deout 015%

0 1503 avel actFABoaRghe of Wory FRETEREB B e BB doxanct hasone
bel oxi |',jor@t)epr ednout bOIOF OiefBtined" abduit 20WSHP| Acadditt, aRBHetasone,
dexamethasone beloxil, loteprednol, budesonide, or triameinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.05% sucralose;
[0703] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcimolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.05% sucralose;
[0704] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0705] About 0.05% azelastine, about 0.1% fluticasone, mometasone,

) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0706] About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0707] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0708] About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budeéonide, or triameinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.05% sucralose;



1. 0% pseudoephedri ne or phenyl ephrine; [06851 About 0.05% azel asti ne, about
0.01% fl uti casone, nonetasone, 3 dexanethasone bel oxil, |oteprednol,

budesoni dgq 294¢/dskd22ei nol one, about 0.1% pseudoephedr ipig@ihoddfaeyl ephrine
and about 805% sucral ose; 10686] About 0.1% azel astine, about 0.01%

fluticasone, nonetasone, dexanetbasone beloxil, |oteprednol, budesonide, or
trianci nol one, about 0.1 % pseudoephedrine or phenylephrine and about 0.05%
sucral ose; 10687] About 0.125% azel ast?ne, about 0.01% fl uti casone,

nonet asone, dexanet hasone bel oxil, |oteprednol, budesonide, or
trianci nol one, about 0.1 % pseudoephedrine or phenylephrine and about 0.05%

sucral o 0688] pt Y13 st 0’5@@ :géc{g e,
nonet asj8 S{] dexarf’@t% as%ﬁse}bg/%om :ﬂg’ la'(t)) epre nol ;" budesbn é‘ln ?1@

trianci nol onelexaﬁmﬁsoﬁeﬁel%ﬂ peteprédegleetiesditde) br@immo@@{e; At ao% about 0.05%
sucral ose; WD 2006/ 058022 PCT/ US2005/ 042362 -73 [0689] About 0.05%

azel astine, asedoephedsns o1 nhenygplvine andabhew taQsQﬁ%S“Cfﬁ@S@arret hasone bel oxi |,

| ot epre bude o tr| m:l n e b % hedri ne or
phenyl egﬂﬂ%e andig%Bﬂtoa) gl%ou? ?(925‘8%&% 0.1 s)%gtgsgoﬁ?l’sti ne, about
0.05% fluti C@é%ﬂe&déﬁﬂ@ﬁﬁ@ﬂﬂ%te%ﬁ@mnﬂm oP@lagirlolordeOkifRt EO%O! |

budesoni de, or triantinol one out 0.1% pseudoephedrl ne or phenyl ephri ne

and about O. mmmh@m@phmﬂmqnmdtabmtmm@@u ne, about 0.05%
flutica nonet,aso t hasone be L ot eprednol , budesoni de, or
trianci ﬁﬁ?ﬁge O‘G’P g%ll)/zsqb %ﬁ% ‘g?ﬂ E d@ﬁ"pﬂ'& %‘%‘nr‘Pﬂ‘@ US98 about 0. 05%

sucral ose; [ Q@%ﬂetﬁ&%@ b&oﬁﬁ%té&x@hﬁ&tlbmsoxﬁ&wdf tridnfeRiYldde L AHOGAE 0%C

nonet asone, dexanet hasone Del oxil, 1oteprednol, budesonide, or

tri i nol on@ﬁetdbqlhedﬂna%phasﬁqdmmdrabm QﬁS"/ﬁ)n@m}dmphru ne and about 0.05%

romsr asdNEA  dex i RbsbhE L ERRRS 125080 bl AiHt o PIBAgRe

trianci nol onQexahékdsofle Bfoxil IRLSIESRN ColideBhidd, oPRRM¢ rdRiHe! ﬂﬁuﬁf‘d"/abom 0. 05%

sucral ose; [0694] About 0.19 azel astine, about O0.1%fluticasone, nometasone,
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0713] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0714] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.05% suctalose;

[0715] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0716] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0717} About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0718] About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%

pseudoephedrine or phenylephrine and about 0.05% suctralose;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone, about 0.1
% pseudoephedri ne or phenyl ephrine and about 0.05% sucral ose; 106951 About
0.12596a2ﬁj b goz2bout 0. 1% fluticasone, nonetasone, pcgyshysdiRigaasone
bel oxil, ['ot'eprednol, budesonide, or triantinolone, about 0.1%
pseudoephedri ne or phenyl epbrine and about 0.05% sucral ose; 106961 About

0. 15% azel astine, about 0.1% fluti casone, nonetasone, dexanethasone

bel oxil, | oteprednol, budesonide, or tvd-ancinol one, about 0.1 %
pseudoephedri ne or phenyl ephrine and about 0.05% sucral ose; [06971 About

0. 05% azel asti ne, about 0.01% fluticasone, nonetasone, dexanethasone

bel oxi |, d b ' [N | 0] <
pecudoelNE ho or end 2oy padestlly (BBRTO s AlGces P otheping ) avout

0. 1% azel ast idegamathastne ®eldiiip lblepicdals bidzsorid)ot admndnolofe bsiel (85 0ne
bel oxil, |oteprednol, budesonide, or trianeinolone, about 0.5%

pseudoephedr inseudnephadamg oephenylepharrendsaboet HOTV4ouTalosl ose: WO 2006/ 058022
PCTI US2 42362 -7 9 t 0,,125% I ' t 0,.01%
fluti cag@%@ mmt%godﬁebggﬁ’eia&%%wﬁ%wge g%el ;ﬁgtﬁclc#(glber 28& Et,as?ﬂladesoni de, or

trianti nol ongjex aheMhsdie BMoxild BideSthidy, BP &I ERIbhE BbckRd.0ahout 0. 05%
sucral ose; [0700] About O0.15% azel astine, about 0.01%fl uti casone,

nonet asone, piewdoephdizing eepheayisrirtine andtabputdifdh sutralges;oni de, or

trianci e, about 0.3% pseuydoephedrin r,, PRenyl ephrine and about 0.05%
sucr al osr}@,w{]OYOll t5é$é5%§§%n§’staf%ﬂgt, a@o/&t HB&%%%?’I HPrEEsdite,

nmonet asone, &ﬂéﬂ%ﬂbﬁé%%ﬂlﬂqg@ﬁeﬁn%ﬂ BAdRBIIEH) OF tridMGRSIORE, Pout 011%

trianci nol one, about 0.5% r"1 pseudoephedrine or phenyl ephrine and about
0. 05% sucr al gsendodphairiae pr pisoyleplvineendabbutd 1 eucralosest 0. 05% f | uti casone,

£t d th bel oxi.l , | ot | o budesoni de,
e a1 A8 DBt B L R e iBefireanout o 05%
sucral ose; [ QieQahethBomb b@loii%ﬁ%@bﬁie&h@l?ﬁﬁd&@onid’é?%hi&n&ﬁc%ﬁé, dbdus 839p€,

nonet asone, dexanet hasone bel oxi | ot eprednol , budesoni de, or
t ri anci nol onepseudespliedding ¥s phenpleplwisandrabowt i Yophenlpsephri ne and about 0. 05%

sucral 0SGray) About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephyrine and about 0.1% sucralose;

[0724} About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0725) About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%

/) pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0726] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, shout 0.1%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0727 About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0728] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%

- pseudoephedrine or phenylephrine and about 0.1% sucralose; '



. budesoni

[07041 About O0.15% azel astine, about 0.05% fl uticasone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinolone, about 0.5%

pseudoephgggiii/odezPheny! ephri ne and about 0.05% sucral g@@ws&@mﬁ“ﬁbout

0. 05% azel ast1 ne, about 0.1%fluti casone, nonetasone, exanet hasone

bel oxil, | oteprednol, budesonide, or triantinolone, about 0.5%

pseudoephedri ne or phenyl ephrine and about 0.05% sucral ose; [07061 About

0. 1% azel astine, about 0.1%fl uticasoné7-nonetasone, dexanethasone bel oxil,

| ot eprednol, budesoni de, or triantinol one, about 0.5% pseudoephedrine or

phenyl epbri ne and about 0.05% sucral ose; [0707] About 0.125% azel asti ne,

about 0. I utica t tBas X rednol ,
ﬁ’%ﬁor trlgﬁr@ﬁng@% &%gigﬁ e’OgE%]}ﬁn%sleﬁdgﬁelgﬁggéfngloglrclta%llgé;yI ephr| ne

and about 0. O&mawthasdrebelox{10I6tptednbl budélodiB8pdizdhrasitiblos, b W 1%. 1%

fluticasone, nonetasone, dexanethasone beloxil, |oteprednol, budesonide, or

- trianti nol onePSGHMDbefbl@%Pmlmbﬁphém*mtQ)i"/qoﬂlém}qséphr| ne and about 0.05%
sucr al OS 2006 oPCTIL US20051 6 7 07091 0.05%
azel ast | bout ‘ég?ﬁ%%%ﬁ }gt PE%%%‘HS %ﬂfgt éé({‘heﬁm[' ?’ﬁ E)aﬁgnebel oxi],

| ot epr ednol Mﬁl@eﬁs&ﬂbex&mtbte@?@ﬁhapbea@oma@%&néna%loﬁéawlﬁ@pmdrI ne or
phenyl ephrine and about 0. 05% sucr al ose; [07101 About 0. 1% azel asti ne, about

0.01% f | uti cam@n@@hm@sphﬂnylephmammww‘ﬁmbmsb | ot epr ednol ,

bud t o d hed h | eph
ond - aboult7810504 5. ARt B2, A fetinge okt o6l AHBARORS EOmaBRRE o 0106
f1 uti casone, a@aﬁ%belos!ﬁxmewaﬁspmd&sﬁlaéldrmé:ﬁélﬁabe@amut oblu,desom de, or

trianci nol one, about 1.0% pseudoephédrine or phenyl ephrine and about 0.05%
suc I ose; [MQ&OMGOTM@MBSMMUHQ)&WSUOM% f1uticasone,

tr| am:| ngﬁgﬂedexag&) h‘?@% ‘b6| OE’(?%‘E)% ﬁq?tﬁéﬁﬂ,@):oﬁlgﬁ%gg%ﬂp#ﬁﬁl Efﬁ?f‘eabout 0. 05%
sucr al ose; [ OfehnetiAgsil 1IR3 foRpRAS!, biesolte . thuAGHbIo bR DNE.

nonet asone, dexamet hasone bel oxil, | oteprednol, budesonide, or
tri anci nol onepseu@mphedlme% phenylephrine and about 0.1% sucralose;
[0733] About 0.05% azelastine, about 0.01% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0734] About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0735] About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine or phenylephrine and about 0.1%
sucralose;

[0736] About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0737] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0738] About 0.1% azelastine, about 0.05% fluticasone,” mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

pseudoephiedrine or phenylephrine and about 0.1% sucralose;



pseudoephedri ne or phenyl ephrine and about 0.05% sucral ose; 107141 About
0. 1% azel asti ne, about 0.05% fl uticasone, nonmetasone, - dexamet hasone

bel oxi | budesoni de, or triantinol one, abo
pseudoeph‘é’gar%%ﬁ{i&g&gphenyl ephrine and about 0.05% sucr al gégﬁs{aggf%ﬁﬁzmout
0. 125% azel asti ne, about 0.05% fluti casone, nonetasone, dexanethasone
bel oxil, | oteprednol, budesonide, or triantinolone, about 1.0%
pseudoephedri ne or phenyl ephrine and agout 0.05% sucral ose; 10716] About
0. 15% azel asti ne, about 0.05% fluticasone, nonetasone, dexanethasone
bel oxil, | oteprednol, budesonide, or triantinolone, about 1.0%

pseudoe I ne or he Y, Line %, cral ose; [07171 About

0. 05% agﬁfﬁs}t i ne, ‘@T%‘E J ggla(% ﬂ E%s%f?é‘ @Bﬁ% one, (ip Afsone

bel oxil, | ot e 0
pseudoephedr|Eaﬁlécga{%‘(i:f)l?mlcmﬁg‘%\)yf1 pP% @ B%oﬁtgﬂi%@%gm su%?g?hgs al];o %5/2%] About

0. 1% azel ast ipseudoapleadting® . &%ﬁhanylepmmr pherylepione, andeubowt Igaigone bel oxi |,
| ot eprednol, budesoni de, or triantinol one, about 1.0% pseudoephedrine or

phenyl ephri nSUERIPSEhout 0. 05% sucr al ose; WD 2006/ 058022 PCTI US20051042362

76 [071g} out O. 0 a f on [gpgg sone,
dexameta ‘ﬁﬁe bel 6%(%51{ ?¥?{é’prec}gﬁfne % etsg)nélof hﬂﬁé ?I?earr%’ono onéaea about 1.0%
pseudoephedr lmmemmﬁ@bélﬁﬁmrlbﬁ&predﬂﬁ aiales&mdh Q5%mtsiﬁ@1bm§ebodt©m} About

0. 15% azel asti ne, about 1% f| uti casone, nonetasone, dexanethasone

bel oxil, |ot @@pwmemmmmmmmrab@m Wélisgerlosgihout 1. 0%

pseudoe I ne or n hr j t | o 11 About
0. 05% aggﬁggtl ne, lgogﬁtélh%ﬂ/az Cas ﬁy OME{{%@&%%&% g%#@%ﬁe&sone
bel oxi |, | ot eRkgdeBison®bEleHiDNbEPredBs], Eﬂdbﬁﬂ‘ﬁdd?@l‘ aiEncifdlend, about ¥5%

pseu ephedr| ne or phenyl ephrine and about 0.1 % sucr al ose; [0722] About

0. 1% azel ast ingey omﬁdnn@ommw enhmm@mboutr&awétsame dexanet hasone

pscudoe T he *or e ot 2 peBinf hbsCI LAY REasfl obebelors) anou

0. 125% azel adekifieth@dsebelOxil) Jl%ef)ﬂeﬂﬁdﬂcl&\ﬁi@ﬂﬁuddmﬁﬁiéﬁ@ﬂﬂone, about 0.5%
pseudoephedrine or phenylephnine and about 0.1% sucralose;

[0743] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine or phenylephrine and about 0.1%
sucralose;

[0744] About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0745} About 0.05% azelastine, about 0.01% fluticasonre, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0746] About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%

D)

pseudoephedrine or phenylephrine and about 0.1% sucralose;,
[0747) About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%

pseudoephedrine or phenylephrine and about 0.1% sucralose;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone, about 0.1%
pseudoephedri ne or pbenyl ephri ne and about 0. 1% sucral ose; [0724] About

0. 15% azeWASHIGRE80Bbout 0. 01% f | uti casone, nonet asone, PERH Ha¥adne

bel oxil, |oteprednol, budesonide, or triantinolone, about 0.1%

pseudoephedri ne or phenyl ephrine and about 0.1% sucral ose; [0725] About

0. 05% azel asti ne, about 0.05%fl uti casgne, nonet asone, dexanet hasone

bel oxil, |oteprednol, budesonide, or triantinolone, about 0.1%

pseudoephedri ne or phenyl ephrine and about 0. 1% sucral ose; [0726] About 0.1%
azel astine, about 0.05%fluticasone, nonetasone, dexanethasone bel oxil,

| ot epr efiiVdB] budedboiutd®,158t aszelasting, nabare.0dbo Ulutizasbte, psenctasepbedri ne or

phenyl ephri ng and about % sucr ?ﬁ; 7;}_ About 0. 125% ), astine,
about 0. 05% ?W%@éwe% B‘ill'@ E-Hél HEAmENgIong, af@ %pr ednol ,
budesoni de, gg#g@ﬂm ?’H%W aheut agd%t/ t?gw &@drl ne or plienyl ephr| ne
and about O. o SUCr al 0S€; 28] 8(5'1 /°aze astine, about 0.05%

fluti cagrge) nonemaﬂn@.oswemmtdi@semnbelos% | fluticedofie) @biivedtasopedesoni de, or
trianci nol one, about 0.1% _pseudoephedrine, or phenyl eghrl ne and about 0.1 %

sucral ose; WirxaooSresstzioxicintaebos tudomside, ortriapgmolpe, Abow 1.6%050%
| astine, ab % f | th bel oxi |,
ot epr ednol , esE e or ShOARERGE s BRRO I perdSRTE  Daondoenhedr | ne or

phenyl em'ysope and ABbigUIo, Beladelastmeal #ogt 6.05R0]fnfleRuvhe, 0 nidhdgPhast i ne, about
0.1%f1I uti casone, nonetasone, dexanet hasone bel oxil, | ot eprednol

budesoni de, ~ dexamethwsorierhslaxile |otepyednol, d)udemuqssmdmmebnemowrl Q)%enyl ephri ne

d ab 0. 1% . | b 0. 1%
?Inu; facggt)ne PR é@‘lﬁﬁ% rph@@?i‘?éﬂ?ﬁ% Oﬁiﬁaﬁ&z"?’?l%ﬂscte:oilgdngl Oufoudeso()rll de, or

tri: QF abms&utoollzg% @ﬁﬁuﬁﬁﬁp%dﬁﬂ 0594 MIRENEP Mdniasohe, about 0.1 %
sucr al ose 0732] About 15% azel asti ne, about 0.1% fI uti casone,

nomet asone, mm&mﬂblﬂt@wdml Ibudesonisiener triamoitelone,iabeut b6%

tSLl:?grloggl oneé eu 0 lﬁ 4 e%%phgﬁsﬁepq]%%ghe&i“ A€09% g)ucmqgseephrl ne and about 0.1%

[0752] About 0.15% azelastine, about 0.05% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0753] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%

pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0754] About 0.1% azelastine, - about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or friamcinolone, about 1.0%
) pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0758) About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0756] About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or friamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0757] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.15% sucralose;



[0733] About 0.05% azel astine, about 0.01% fl uti casone, nonetasone,

dexanet hasone bel oxil, | ot.eprednol, budesonide, or triantinolone, about 0.5%
pseudoeprwgrzb ngzzphenyl ephrine and about 0.1% sucr al agayus200éadissAbout 0. 1%
azel asti ne, out 0.01% fl uti casone, nonetasone, dexanethasone bel oxil,

| ot eprednol , budesonl de, or triantinolone, about 0.5% pseudoephedrine or
phenyl ephri ne and about 0.1 % sucral ose; [0735] About 0.125% azel asti ne,
about 0.01% fl uti casone, nonetasone, -¥exanethasone bel oxil, |oteprednol,
budesoni de, or triantinol one, about 0.5% pseudoephedrine or phenyl ephrine
or phenyl ephrine and about 0.1% sucral ose; [0736] About 0.15% azel asti ne,
about O4fAsgyT| ul | GaRANCy. 1P RLRSANE. sholeXamRYNaRAREsdE! Obinetdaicepr ednol ,
budesoni'de, or trianctinol one, abouf 0.5% pseudoephedrine orphenyl ephrine
and about O. Mauﬂhasbnsbelogm,ﬂatébre&mﬂmudescﬁm aza'lamshlorhme altmut 0,106 05%
fluticasone, nonetasane, exanethaso e beIOX|I t eprednol , budesoni de, or
tri anci nol on®@seusesRiednnsofp Sp(ﬁé 1@3%hir i ne and about 0. 1%

sucr al 03@7 9[] 0738] m&ytO.PZSJ’%e% ﬁlﬁ'it Iz{?)%ut }6 ﬁmgé“’/aﬂébm

nonet asone dexanet hasone | ot ep re

trianti nol onelexahabdsole E%XIDS@%@&E&,@@EMJH, opﬁrﬁm)tir@mhfel, muaoq%atbout 0.1 %
sucral ose; WD 20061058022 PCT/ US2005/ 042362 78 (0739] About 0. 125%

azel astine, ®sendoephedans o1 phenylsplyine andgbeutdsidie sucraleseanet hasone bel oxi |,

| ot epre budesqni tri antino e 5% ey hedri ne or
phensl egwﬂme or ee%bﬁl ﬁ@elg‘ﬁﬂe’aﬁ%}?ﬂq @O/D éﬂgc?%ﬂngsp% f’g%g > About 0. 15%
azel asti ne, @Qﬁﬁhstﬂasﬁ%élbﬁ!ll&%ﬁ&mﬂﬂ BBRInase) BE triam@ ot} Bue0d%el oxi |,

| ot eprednol, budesoni de, or triantinol one, about 0.5% pseudoephedrl ne or

phenyl ephr i n@sendacplisdrine o plwnylephrinecnd abgu A4li% msmalese). 05% azel ast i ne, about

8ué? oniltéﬁef’,Cl g?n'?r &Dﬁﬁn@ﬁoﬁe &gﬁﬁ?’mﬁgﬁﬁp@ﬁdg@%ﬁ%ﬁ: glt@e nOIhyI ephri ne

and about 0. HeRarSdiRdsBh@B&loxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.15% sucralose;
[0762) About 0.1% azelastine, about 0.05% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0763] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0764] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%

:) pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0765] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0766] About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0767] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%

pseudoephedrine or phenylephrine and about 0.15% sucralose;



[0742] About 0.1% azel astine, about 0.1%fl uticasone, nonetasone,

dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedr sz Phenyl ephrine and about 0.1 % sucr alpggays20ddtdRkz About

0. 125% azel ast'i ne,” about 0. 1% fl uticasone, nonetasone, dexanethasone

bel oxil, | oteprednol, budesonide, or triantinolone, about 0.5%

pseudoephedri ne or phenyl ephrine or phenyl ephrine and about 0.1% sucral ose;
(0744] About 0.15% azel asti ne, about ©8119% fl uti casone, nonetasone,

dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedrine or phenyl ephrine and about 0.1% sucral ose; [0745] About

0. 05% azgyegti ne. ANt 09501 %-babiidecagRite. OTIIHARANSDe, HBHRUBSRASONC

bel oxi |l ,” [ ot'epr ednol esoni de, or triantinolone, about 1.0

pseudoephedr ideganmsthasorayélopihrlotepredins, binfesdnife, b¥trmocimllase abdud¥46§ About 0. 1%
azel astine, about 0.01% fluticasone, nomet asone, dexanet hasone bel oxi |,

| ot epr ednol , Dseideephsdaae opphenylephrneandsheut Lhyyesucraloss; pseudoephedrine or

phenyl e tqie and t % 1 al " A7 0 9 el asti ne,
about Oquﬁgjf | uti égotégﬁeog%omg%e;lé%h% %ﬁglgxgh@t/ﬁalsl%@g&g%r o&l%,gté%%%épr ednol ,
budesoni de, QexdnidtAasehOBEIOKRE, lo ol lbtfieoriide; vel ARG dritcalvut PSeny! ephri ne
and about 0. 1% sucral ose; WO 2006/ 058022 PCTI US2005/ 042362 -79 [07481 About

0. 15% azel astpsendoeplisdtine or phenylepninendsheut hbitesucsalpse; dexanet hasone
bel oxi |, eprednql ., budesoni de. or triapci.pol one. about 1.0%
pseudoedﬂtﬁ]i ne ka%ﬁﬁgn@ﬁé%hq’qeﬁgﬁn&da%%%uﬁb&@ %Q?ﬂ%olngi 0@8'?8'%63}1591 About
0. 05% azel astdefgnetRatond béloRid Totehrelihdl amiiesonide) GEiRERRRIonel BARBIPASONE
bel oxil, | oteprednol, budesonide, or triantinol one, about 1.0%

pseudoephedr ipsendoephsing bephenylephrinedindisbout 101 524 sacsaleseal ose; [0750] About
0 ST AR SRR, BT e RSB
pseudoephedr i fRarkthAA0REYEIBRIN fl, Biiestnidb, br afietiodd RS goul 08911 About
0.125% azel astine, about 0.05%7| uti casone, nonetasone,

pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0772] About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or iriamcinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0773] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about .5%
pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0774] About 0.1% azelastine, about 0.05% fluticasone, mometasone,

) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
) pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0775] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
bseudoephedrine or phenylephrine and about 0.15% sucralose;

[0776] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0777] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or friamcinolone, about 0.5%

pseudoephedrine or phenylephrine and about 0.15% sucralose;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone, about 1.0%
pseudoephedri ne or phenylephrine and about 0. 1% sucral ose; [0752] About

0. 15% aze}ﬁﬁdﬂﬁ]@i out 0.05% fl uticasone, nonetasone, pdpxget/dsNe
bel oxil, |oteprednol, budesonide, or triantinolone, about 1.0%

pseudoephedri ne or phenyl ephrine and about 0.1% sucral ose; [0753] About
0. 05% azel astine, about 0.1%fluticasone, nonetasone, dexanethasone

bel oxil, |oteprednol, budesonide, or t8?antinol one, about 1.0%
pseudoephedri ne or phenyl ephrine and about 0.1 % sucral ose; [0754] About
0.1% azel astine, - about 0.1%fluticasone, nonetasone, dexanethasone

bel oxi I, Ldm EPr ednBbeut b U PRONLASting! dHoudM0I199! BifcasaRE)Ytmdm&ione,
pseudoephedrine or phenyl ephrine and about 0.1% sucr al 0se; [0755] About

0. 125% azel asdaxam,eﬂmbmwbedhxﬂ%otdpmmmbbodmpmula,rmtta&nmaplond,eabame@ $tasone
bel oxil, | otepr budes e, ,or triancti one, .about 1.0%
pseudoephedrll?\s@u%}epg?@?m%ﬁ FIi% hﬁ-ﬁﬁ“&i)@l&’f‘ gqg‘l/mﬁ}l@@!ﬂséi ose; [07561 About
0. Io% azgypagf | ne. ARG oStk labbiiERS ABut IR 2RABSone I THGHRL0AS ONe

[ e e, Bout

bel oxi |, prednol, esoni or’ tri amel nol one

pseudoephedr | atmmemﬂkrﬁmwemm lotepreaingdl, ah@asbnide,lc%mmcmbm&, abp@b5%k About
0. 05% azel asti ne about 0.01% fl uti casone, nonetasone, dexanethasone

bel oxi |, | ot epseuinsehedringss pbenyirphrine and abont DASYosueralossout 0. 1%

pseudoep ne or 5 o] 06/ 058022
PCT/ USZOB@?BLZSGZ Aﬁ%ﬁ W %ES@E% azqulast ?ﬁﬁebﬁgg%u%?%n%@ﬁ% uti casone,
nmonet asone, @bﬁmmﬁmmﬁ)xnelowptddnol Bﬁ@d%bﬁld&cdr trikcias Rt dboutd).5%

trianci nol one, about 0,1 % pseudoephedrine or phen Iephr| ne and about 0.15%

sucr Iose [O%Wepbmﬂ@fph%@b@nﬁéﬁd@m B tsuer: %fl uti casone,

Ione @ﬁﬂbdi&a’%%udgqgfa%gﬁé St %f?g ?68% 1 Qg%g’ abou et%q)&%fr%i) At no

sucr &l 0s e; [ Ofd@measstie HolokfiYiotspeddasl, biesonide br uQatﬂ&&fml‘ohel,tabﬁatsmze
nonet asone, dexanet hasone bel oxi |, Ioteprednol budesoni de, or

trianci nol onebseudnsphedineor phenylrpbenn ans sbout 8.4 5% suerplasghr i ne and about 0. 15%
sucral OsﬁnSZ] About 0.1% azelastine, about 0.01% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triatncinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0783]) About 0.125% azelastine, about 0.01% - fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0784) About 0.15% azelastine, about 0.01% fluticasone, mometasone,

) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
i D pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0785) About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and abéut 0.15% sucralose;

[0786] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.15% sucraloss;

[0787] About 0.125% azelastine, sbout 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.15% sucralose;



[0761] About 0.05% azel astine, about 0.05% fl uticasone, nonetasone,
dexanet hasone bel oxil, - |-ot eprednol, budesonide, or triantinolone, about 0.1%
pseudoephady Johgoseozphenyl ephri ne and about 0. 15% sucr al rsRUs2065/B2362 About
0. 1% azel asti ne, about 0.05%fluticasone, nonmetasone, dexanethasone

bel oxil, | oteprednol, budesonide, or trianctcinolone, about 0.1%
pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [07631 About
0.125% azel astine, about 0.05% flutica¥mne, nometasone, dexanethasone
bel oxil, |oteprednol, budesonide, or triantinolone, about 0.1%
pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [0764] About
0. 15% azphegiti ne, Abgitt 0056> %dihdtineC AHORE 0.0PFEfERAR6ne, HOKRIBSMASONE

. beloxil, |oteprednol, budesonide, or triantinol one, about 0. 1%
pseudoephedr |de§amcthp$wn)blebpﬂ,rlonaprednd bipdeaenide, ms%mmmcd@meboqt@ﬂ%l About

bel oxi | -1 ot BPUIFBRCATISS @b B TEDs DN ogh SHEEOB out 0. 196
pseudoepiyagy)i ne oy mngo?&ﬂ;@%sﬁ{ed A 00y HARUGIR] OBBmekOFRO] AbOuT

0. 1% azel ast'i ne, about uti cadone, nonetasone, dexanet hasbne bel oxil,
l ot epr ednol , dewmarasthasothe bemﬂtlomwwdnﬂpb@meonxdﬁ)onmamch%lomahrdméma’edr| ne or
phenyl ephri ne and about 0.15% sucr al ose; }55) About 0. 125% azel asti ne,
about 0. 1%fIH§F‘FQ9§B]@ﬁ¢émeﬁbm m@é}?%@c e SHE2l88% oxi |, | ot eprednol ,

and- aboUl 150, A o2 /‘V\if%%o%&éﬁ% E5 SBBRAEHE, DgleaRly o0 e

About 0. 15% aizghmethasvae balogiltioBprkdndl| bidesarids) or trimmvhicion) ebout §@%aet hasone

bel oxil, | oteprednol, budesonide, or trianti nol one, about 0.1%

psel oephedrlm@mmloémymm@@%t@ S¥seucslersal ose; 10769] About
0.05% a tine, % a ggg&‘{gasone
bel oxi I Io epredr@?ow Bg%gs%n%{cgl&hgg ?‘Q?lg(ngﬁg/g}aﬁﬁg&g S ?ﬁé@

pseudoephedr i demarethpdome beiepillbtepredns!, Binizssnide, ﬂaﬁﬁﬁammoad)m&boﬂﬂm%)l About
0. 1% azel asti ne, about 0.01% f| uti casone, nonetasone, dexanethasone

bel oxi |, | ot ASpidesBhedring eeRbsaylgpbring andrabawtd. 193h Sraalosrout 0. 5%
[0792] About 0.15% azelastine, about 0.1% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%

pseudoephedrine or phenylephrine and about 0.15% sucralose;

[0793] About 0.05% azelastine, about 0.01% steroid and about 0.1%
leukotriene antagonist;

[0794] About 0.1% azelastine, about 0.01% steroid and about 0.1%
 leukofriene antagonist;

[0795) About 0.125% azelastine, about 0.01% steroid and about 0.1%

' ) leukofriene antagonist; _

[6796] About 0.15% azelastine, about 0.01% steroid and about 0.1%
leukotriene antagonist;

[6797 About 0.05% azelastine, about 0.05% steroid and about 0.1%
leukotriene antagonist;

[0798] About 0.1% azelastine, about 0.05% steroid and about 0.1%
leukofriene antagonist;

[0799) About 0.125% azelastine, about 0.05% steroid and about 0.1%
A leukotriene antagonist;

[0800) -  About 0.15% azelastine, about 0.05% stercid and about 0,1%

levkotriene antagonist;



pseudoephedrine or phenyl ephrine and about 0.15% sucral ose; (0771.] About
0.125% azel astine, about 0.01% fluticasone, nonetasone, dexanethasone
bel oxi |, WolRAR@ReAe! . budesonide, or triantinolone, abopdr/fsRiéna2ze2
pseudoephedrine or phenyl ephrine and about 0.15% sucral ose; [07721 About
0. 15% azel asti ne, about 0.01% fluticasone, nonetasone, dexanethasone

bel oxil, | oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedri ne or phenyl ephrine and a¥%cut 0. 15% sucral ose; 10773] About
0. 05% azel asti ne, about 0.05% fluticasone, nonetasone, dexanethasone

bel oxil, | oteprednol, budesonide, or triantinolone, about 0.5%

pseudoeniayi ne ofahenybeRhibngemRd HBeHt0. 0y erdidc @liOaBout[ 01741 About

0.1% az i ne, about 0.05% fluticasone, nonmetasone, dexanethasone
bel oxi |, | ot épkettieak anfapadstpni de, or triancti nol one, about 0.5%
pseudoephedri ne or,  phenyl ephrine and abqut 0.15% sucral ose; . 107751 About
0. 125% i%-,qzisti nef‘\b&lﬁbg-ﬁ%ﬁz@ 9 GQ‘?‘EQS%@P #ad 3 Q}Hz;l%i%‘%%%]ﬂ%asone
bel oxil, | ot E , budesoni de, or triantinol one, about 0.5%

pseudoephedri ne-or phenyl ephri ne and about 0.15% sucral ose; [07761 About
0. 15% aj@8083t i ne, Ataut(.02995%delditihe; aabig, O/10heitadidicand dbxanelbasone
bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedr lgykoBieng gatagosfhr i ne and about 0. 15% sucral ose; [07771 About

0.05% a tine, t %,f | uti casen t e, .d sone

bel oxi | 16#‘%? epr ed@%gybggé%oﬁf%}gsﬁm& a?’?lﬁ% r?olsgers{g{,a aaggu?g@ﬁbﬂ)q%
pseudoephedr digkofiend ke@ysEANr i ne and about 0. 15% sucral ose; WO 2006/ 058022
PCT/ US2005/ 042362 -82 [ 07781 About 0.1% azel astine, about 0.1% fluticasone,
monetasdiRS] dexaddonhsbBBsbaralssting, abeuspPéd e 15tensidicandniabat 5%

Ttri i nol on o] 0. 5%. .pseudoephedri ne or phenyl ephrine and about 0.15%
sucr al ose; [g%gﬁ—leﬁégﬁ?g 2505 azel ast | ne, about 0.1% fl uticasone,

nonet asqEene] dexamtokesen® hetlastine, AHLEPS.EDNOlsterbiddesaniabimt 05%

trianci nol one, about 0.5% pseudoephedrine or phenyl ephrine and about 0.15%
sucral ose; [ deudotrienpenfeg@istb% azel astine, about 0.1% fl uticasone,

TOME &S Qhktr7) About 0.125% azelastine, about 0.01% steroid and about 0.5%
leukotriene antagonist;

[0808] About 0.15% azelastine, about 0.01% steroid and about 0.5%
leukotriene antagonist;

[0809] About 0.05% azelastine, about 0.05% steroid and about 0.5%
leukotriene antagonist;

[0810] About 0.1% azelastine, about 0.05% steroid and about 0.5%
) ) leukotriene antagonist;

\ [0811} About 0.125% azelastine, about 0.05% steroid and about 0.5%
leukotriene antagonist;

[0812] About 0.15% azelastine, about 0.05% steroid and about 0.5%
leukotriene antagonist;

[0813] About 0.05% azelastine, about 0.1% stercid and about 0.5%
leukotriene antagonist;

[0814) About 0.1% azelastine, about 0.1% steroid and about 0.5% leukotriene

antagonist;

[0815] About 0.125% azelastine, about 0.1% steroid and about 0.5%

leukotriene antagonist;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [0781] About
0. 05% az elvasiopemssombout 0. 01% fl uti casone, nonet asone, PCEHESAMEVHAWdINe
bel oxil, | oteprednol, budesonide, or triantinolone, about 1.0%
pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [0782] About
0.1% azel astine, about 0.01% fluti casone, nonetasone, dexanethasone

bel oxil, | oteprednol, budesonide, or t¥i-anci nol one, about 1.0%
pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [07831 About
0.125% azel astine, about 0.01% fluticasone, nonetasone, dexanethasone
bel oxi | ,[081%] epr edniibout bO.ds%onzelastingl dboutank1%0!stareid andutabdut 0965%

- pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; 107841 About
0. 15% azel ast¢Horienesntagonigio f | uti casone, rmrret asone, dexanet hasone

pecudoelN  ho or sty PEanArsiEahy AL s9Ei MR BT 5% mvout

0. 05% azel astédtricHeAHiaghiftd% f | uti casone, monet asone, dexanet hasone
bel oxi |, | oteprednol, budesonl de, or triantinol one, about 1.0%
pseudoeﬂ@&l&ﬂl ne orAhﬂuénQEl%pmzclnﬁmndalmbbLﬁ OU/olmrQldcraaﬂoswut[G-ﬁ%’ﬁ] About
0.1% azel asti.n about g% fluticasone, nonetasone, dexanethasone

bel oxil, |ot éﬁ'&é’gﬁ%\e ’Bﬁ% onide, or triantinol one, about 1.0%
pseudoeqhgdyi ne OrARRENYASRT iRmsi ARaLto.01oh5Yersiar fldoSBoutl 60871 About

0. 125% azel asti ne, about 0.05% f| uti casone, nonetasone, dexanethasone

bel oxil, | ot é@ﬂ@ﬁmﬂe anlagmteﬁpnl de, or trianctinol one, about 1.0%
pseudoe i ne or n hrine .and abqu 5% sugr al,os 06/ 058022
PCT] 8@@%42362 A‘ﬁ’ﬁ %57%] Ritine. @ ?é’g ésft?rﬁ ﬁd‘tﬁwg@

f1 Ut asone, 1 nisiexamet hasone beI oxi |, Iot epr ednol , budesoni de, or
trianci nol one, about 1. 6% pseudoephedri ne or phenyl ephrine and about 0.15%
sucr al 0{@821]0789] Atmmtit 0.05%5 % Aastings tabond, 085St steroido dnidurbans 61084

nonet asone, .dex t hasone beIOX|I | ot eprednol , budesoni de, or
trianci nol oné ‘&Sﬁlﬁ?ﬁ‘ agtagapst pseudoephedrl ne or phenyl eplrine and about 0.15%
sucr al 0g¢g22] About 0.1% azelastine, about 0.05% steroid and sbout 5.0%
leukottiene antagonist;
{0823] About 0.125% azelastine, about 0.05% steroid and about 5.0%
leukotriene antagonist;
[0824] About 0.15% azelastine, about 0.05% steroid and about 5.0%
leukotriene antagonist;
[0825] About 0.05% azelastine, about 0.1% steroid and about 5.0%
- leukotriene antagonist;
) [0826] About 0.1% azelastine, about 0.1% steroid and about 5.0% leukotriene
antagonist;
{0827] About 0.125% azelastine, about 0.1% steroid and about 5.0%
leukotriene antagonist;
[0828] About 0.15% azelastine, about 0.1% steroid and about 5.0%
lenkotriene antagonist;
[0829] About 0.05% azelastine, about 0.01% steroid, about 0.1% leukotriene
antagonist and about 0.05% sucralose;
(0830] About 0.1% azelastine, about 0.01% steroid, about 0.1% leukotriene

antagonist and about 0.05% sucralose;



[07901 About O0.1% azel astine, about 0.1%fl uticasone, nonetasone,

dexanet hasone bel oxil, |-ot-eprednol, budesonide, or triantinolone, about 1.0%
pseudoeprw rzédgﬁsamphenyl ephrine and about 0.15% sucr alpgg@ys2008469ik2 About

0. 125% azel' asti ne, about 0.1% fluticasone, nonetasone, dexanethasone

bel oxil, | oteprednol, budesonide, or triantinolone, about 1.0%

pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [07921 About

0. 15% azel astine, about 0.1% fluti casdfe, nonetasone, dexanethasone

bel oxil, | oteprednol, budesonide, or triantinolone, about 1.0%

pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; 107931 About
0.05% a tine, 0@ 19 | :40.1L% o s

ant agonrﬁss??];[ 0794]‘%%8%}%%2)50}.9%%//glggggﬁegdsb?li‘tﬁpéglolg%%%ldbé%ﬁ/g'sl?@régg % about 0.1%
| eukotri ene amtaggmstiand abdid DIBLS Alpvalose). 125% azel asti ne, about 0.01% steroid
and about 0Q.1% | eukotriene aptagonjst; [07961 About 0.15% azel asti ne, about
0.01% sﬁ’@?gl d andA§B -15".21%‘3 apiafing abaut Q&é%ﬁtﬁgﬁ%rﬂ%ﬁ“z 0.0 Prisuiotmensut 0. 05%
azel asti ne, 0. 059 l'eflo bout 0.1% | eukotriene antagoni st;

[ 0798] About .g@é%zag gﬁsﬁﬁéﬁgﬁ%ﬂgo . 05% steroid and about 0.1%

| eukot r [(838] ant agabbat 0.05% 8lastiiie) dboud 0 0350 xradd, adbiitn@® | Yleakttriehe05% st eroi d
and about 0.1% | eukotriene ant-agonist; [0800] About O0.15% azel asti ne, about
0. 05% st er oi antagenigtisnd abapt PR5% suekaese; ene ant agoni st; WO 20061058022

. abolliog o, 1 et e BRg b b O AERILRROM 0 ol ™ b

%nst i ne, about
0. 1% st er oi damagbradi@bd abkbut 054 kRidldsene ant agoni st

P [0835] About 0.125% azelastine, about 0.05% steroid, about 0.1% leukotriene
j antagonist and about 0.05% sucralose;

[0836] About 0.15% azelastine, about 0.05% steroid, about 0.1% leukotriene
antagonist and about 0.05% sucralose;

[0837] About 0.05% azelastine, about 0.1% steroid, about 0.1% leukotriene
antagonist and about 0.05% sucralose;

[0838] About 0.1% azelastine, about 0.1% steroid, about 0.1% leukotriene
antagonist and about 0.05% sucralose;

[0839] About 0.125% azelastine, about 0.1% steroid, about 0.1% leukotriene

antagonist and about 0.05% sucralose; ‘

[0840] About 0.15% azelastine, about 0.1% steroid, about 0.1% leukotriene
- antagonist and about 0.05% sucralose;

» [0841] About 0.05% azelastine, about 0.01% steroid, about 0.5% leukotriene
antagonist and about 0.05% sucralose;

[0842) About 0.1% azelastine, about 0.01% steroid, about 0.5% leukotriene
| antagonist and about 0.05% sucralose;

[0843] About 0.125% azelastine, about 0.01% steroid, about 0.5% leukotriene
antagonist and about 0.05% sucralose;

[0844] About 0.15% azelastine, about 0.01% steroid, about 0.5% leukotriene
antagonist and about 0.05% sucralose;

[0845] About 0.05% azelastine, about 0.05% steroid, about 0.5% leukotriene

antagonist and about 0.05% sucralose;



[ 08031 About 0.125% azel astine, about 0.1% steroid and about 0.1%

| eukotri ene ant agoni st; [ 08041 About O0.15% azel asti ne, about 0.1% steroid
and aboutw@.280¢esk@gkot ri ene antagoni st; [0805] About O.F @3 s2a05l0axk2 ne, about
0.01% steroid and about 0.5% | eukotriene antagonist; [08061 About 0.1%

azel astine, about 0.01% steroid and about 0.5% | eukotriene antagoni st;

[ 0807] About 0.125% azel asti ne, about 0.01% steroid and about 0.5%

| eukot ri ene antagoni st; [0808] About ®7t5% azel astine, about 0.01% steroid
and about 0.5% | eukotriene antagonist; [08091 About 0.05% azel asti ne, about
0.05% steroid and about 0.5% | eukotriene antagonist; [08101 About 0.1%

azel ast I/{gs'zts]about £bRib%134 arélhdlingNgboab 0105%0 stefbid,| eODSEE NketeAgoni st ;
[08111 out 0.125% azel asti ne, about 0.05% steroid and about 0.5% .

| eukot ri ene cantagguisi aud;abpaenP% sunpalesed. 15% azel astine, about 0.05% st eroi d

and abo 5% | eukot i a oni,st ; 1 out 0.05% azel asti ne, about
0. 1% stgb%‘%& ona bt 665@&“%%&’8{#&%@3%%{8@?%&9“ﬁégf;’%“ﬁ%%? 0. 1%

azel astine, ajy o roRg jgdeout 0.5% | eukotriene antagoni st

[ 0815] About Og%%%lgg%ggpg@t%%éggtg%ﬁ% 0.1% steroid and about 0.5%

. | eukot r i[@8d8]ant agckhiont (.19 2061405 abAR (RSP SE2610544P 05620 1@kofiesd 6] About

0. 15% azel asti ne, aboyt,k O. ]Ot’ﬁs%}eroi d and about 0.5% | eukotriene antagoni st;
[0817] About 5tagsuistandiaheytiG % swEleseh 019% steroi d and about 5.0%

[0849] About 0.05% azelastine, about 0.1% steroid, about 0.5% leukotriene
antagonist and about 0.05% sucralose;
‘ [0850] About 0.1% azelastine, about 0.1% steroid, about 0.5% Ieu_kotriene
D antagonist and about 0.05% sucra.lése;
[0851] About 0.125% azelastine, about 0.1% steroid, about 0.5% leukotriene
antagonist and about 0.05% sucralose;
[0852] About 0.15% azelastine, about 0.1% steroid, about 0.5% leukotriene
antagonist and about 0.05% sucralose;
[0853] About 0.05% azelastine, about 0.01% steroid, about 5.0% leukotriene
antagonist and about 0.05% sucralose;
[0854] About 0.1% azelastine, about 0.01% steroid, about 5.0% leukotriene
antagonist and about 0.05% sucralose; |
[0855] About 0.125% azelastine, about 0.01% steroid, about 5.0% leukotriene
~ antagonist and about 0.05% sucralose;
) [0856] About 0.15% azelastine, zbout 0.01% steroid, about 5.0% leukotriene
antagonist and about 0.05% sucralose;
[0857] About 0.05% azelastine, about 0,05% steroid, about 5.0% leukotriene
antagonist and about 0.05% sucralose; |
[0858] About 0.1% azelastine, about 0.05% steroid, about 5.0% leukotriene
antagonist and about 0.05% sucralose;
[0859] About 0.125% azelastine, about 0.05% steroid, about 5.0% leukotriene
antagonist and about 0.05% sucralose;
[0860] About 0.15% azelastine, about 0.05% steroid, about 5.0% leukotriene

antagonist and about 0.05% sucralose;



| eukotri ene antagoni st; [0818] About 0.1% azel astine, .about 0.01% steroid
and about 5.0% | eukotriene antagonist; [0819] About On'%‘g'?o/g éﬁ% tzi ne,
about 0. 062496458923 and about 5.0% | eukotriene ant agomiStYV 7? ?SG About
0. 15% azel asti ne, about 0.01% steroid and about 5.0% |eukotriene

ant agoni st; [0821] About 0.05% azel astine, about 0.05% steroid and about
5.0% | eukotriene antagonist; [0822] ARaut 0.1% azel astine, about 0.05%
steroid and about 5.0% | eukotriene antagonist; (0823] About 0.125%
azel astine, about 0.05% steroid and about 5.0% | eukotriene antagoni st;

[ 0824] 0. 15%. azel I ne, about 0.0%9%% sterpid an ut 5. 0%

| eukot rﬁggé ant agoa(t)‘hoé‘{ P%’?%BE%%‘“RB%LPEWW. 83% é@@l‘gsﬁq’f’%gﬂ%g‘ﬂ‘k’@‘.ef@z steroid
and about 5. Q% L 1 Lst; J [0826] About 0. 1% azel asti ne,
about 0. 1% s%‘e{?ag{)ﬁw;aﬁg agﬁg?t.@sg}_ g\%ﬁlg%kot ri ene antagoni st; %0827] About

0.125% desg23st i ne Abahd011% azéfastine) abahit Anlioadieroid, Abotd 5. 081 kaukoirene :
ant agoni st; [0828], About O. 15‘{0 azel astine, about 0.1% steroid and about 5.0%
| eukot ri ene Antagejastiagd abpws $% alElese). 05% azel astine, about 0.01% st er oi d,

about 0.9%-heukot ryj.en L&l t Q59 I X 30] About
0.1% azéﬁsa/eghi ne, gt‘?%ﬂfo‘é?%%g@gﬁl& ?yoqlé@gﬁ t SEF?‘Tgb f@ggtgto% gei]g()tr{g%agoni st and
about 0. 05% st@paiased aWdt 20384 QRPddese; PCT/ US2005/ 042362 - 86 [0831] About

0. 125% azel astine, about 0.01% steroid, about 0.1% | eukotriene antagoni st

and abou#86]05% suébout 848% azelastine, about 0.1% steroid, about 5.0% leukotriene
antagonist and about 0.05% sucralose;

.. [0865) About 0.05% azelastine, about 0.01% steroid, about 0.1% leukoftriene
antagonist and about 0.1% sucralose;

[0866] About 0.1% azelastine, about 0.01% steroid, about 0.1% leukotriene
antagonist and about 0.1% sucralose;

[0867] About 0.125% azelastine, about 0.01% steroid, about 0.1% leukotriene
antagonist and about 0.1% sucralose;

[0868] About 0.15% azelastine, about 0.01% steroid, about 0.1% leukotriene
antagonist and about 0.1% sucralose;

[0869] About 0.05% azelastine, about 0.05% steroid, about 0.1% leukotriene
antagonist and about 0.1% sucralose;

[0870] About 0.1% azelastine, about 0.05% steroid, about 0.1% leukotriene
antagonist and about 0.1% sucralose;

': ) [0871) About 0.125% azelastine, about 0.05% steroid, about 0.1% leukotriene
antagonist and about 0.1% sucralose;

[0872] About 0.15% azelastine, about 0.05% steroid, about 0.1% leukotriene
antagonist and about 0.1% sucralose;

[0873] About 0.05% azelastine, about 0.1% steroid, about 0.1% leukotriene
antagonist and about 0.1% sucralose;

[0874] About 0.1% azelastine, about 0.1% steroid, about 0.1% leukofriene
antagonist and about 0.1% sucralose;

[0875] About 0.125% azelastine, about 0.1% steroid, about 0.1% ieukotriene

- antagonist and about 0.1% sucralose;



[ 0832] About 0. 15% azel astine, about 0.01% steroid, about 0.1%| eukotriene
ant agoni st and about 0.05% sucral ose; [0833] About O. 05% 'ﬁfﬁ%@%@bﬁg about
0. 05% st WS 806/5B¥dt 0. 1% | eukotri ene antagoni st and a ‘% -05% Sucr al ose;
[ 0834] About 0. 1% azel astine, about 0.05% steroid, about 0.1% | eukotriene
ant agoni st and about 0.05% sucral ose; [0835] About 0.125% azel asti ne, about
0. 05% steroi d, about 0.1% | eukotriene-ggant agoni st and about 0. 05% sucr al ose;
[ 0836] About 0.15% azel astine, about 0.05% steroid, about 0.1%| eukotriene
ant agoni st and about 0.05% sucral ose; [0837] About 0.05% azel asti ne, about

0. 1% st Ld, about. 0. 19 ) eukotr.ien t.ggopi st and, ahqut. 0. 05% sucr al ose;
[ 0838] i{@ﬁ‘(ﬁ 0. 10bost @sﬁ#"”ﬁé?g%%h{ﬁﬁtﬁ’@!@@a%g éFEB‘?‘@», &QBB@?‘ }Je.lilg%qr@ﬁ%t ri ene

ant agoni st ang, D% W@l pss: [0839] About 0.125% azel astine, about
0.1% steroid, g%glg?lta . 1% ]{eukots‘?(%rene’ ant agoni st and about 0. 05% sucral ose;
108401 AG8TR] 0. 15%tame DDSLA arelastile) aboit. 004 %t steroidg abai Gi% Qevk¥trleneikot ri ene
ant agoni st and about Q.05% sucral ose; [0841] About 0.05% azel astine, about
0. 01% st er oi RtagpRyskang aboyt Q1 SHGTAIR  ant agoni st and about 0. 05% sucr al ose;

ant agon 08 8lng b aoth B3 Celadhhf ool BIHAE wRifA oo B Tkl LT 20C.
0. 01% st er oi duitagbgistiand.abbul Rl elidrilese ant agoni st and about 0. 05% sucr al ose,;

[ 0844] About 0. 15% azel asti ne, apout 0.01% steroid, about 0.5% | eukotriene
ant agoni[8878nd abdthoud 0d2d%exzelpgingsebout 891%) stongish, ebant G JoukptEisns ne, about

0. 05% st er oi a2 I ant agoni st and about 0. 05% sucral ose;
WO 2006/ 0580%@@%&@@'!0@1%%@&@% [ 0846] About 0. 1% azel astine, about
0. 05% st[eg80]d, abgibioub03%94 exekestins, @beut 0.01% steroid, about 0.5% leukotriene

antagonist and about 0.1% sucralose;

[0881]) About 0.05% azelastine, about 0.05% steroid, about 0.5% leukotriene
antagonist and about 0.1% sucralose;

[0882] About 0.1% azelastine, about 0.05% steroid, about 0.5% leukotriene
antagonist and about 0.1% sucralose;

[0883] About 0.125% azelastine, about 0.05% steroid, about 0.5% leukotriene
antagonist and about 0.1% sucralose;

[0884f About 0.15% azelastine, about 0.05% steroid, about 0.5% leukotriene
antagonist and about 0.1% sucralose;

[0885] About 0.05% azelastine, about 0.1% steroid, about 0.5% leukotriene
} antagonist and about 0.1% sucralose;

) [0886] About 0.1% azelastine, about 0.1% steroid, about 0.5% leukotriene
antagonist and about 0.1% sucralose;

[0887] About 0.125% azelastine, about 0.1% steroid, about 0.5% leukotriene
antagonist and about 0.1% sucralose;

[0888] About 0.15% azelastine, about 0.1% steroid, about 0.5% leukotriene
antagonist and about 0.1% sucralose;

[0889] About 0.05% azelastine, about 0.01% steroid, about 5.0% leukotriene
antagonist and about 0.1% sucralose;

[0890] About 0.1% azelastine, about 0.01% steroid, about 5.0% leukotriene

antagonist and about 0.1% sucralose;



ant agoni st and about 0.05% sucral ose; [0847] About 0.125% azel asti ne, about
0. 05% steroid, about 0.5% 1| eukotriene antagonist and about 0.05% sucral ose;
[ 0848] ANY@2006/038992 azel astine, about 0.05% steroid, ab8GTUS20#0kotriene
ant agoni st and about 0.05% sucral ose; [0849] About 0.05% azel asti ne, about
0.1% steroi d, about 0.5% | eukotriene antagonist and about 0.05% sucral ose;
[ 0850] About 0.1% azel astine, about 0.J}% steroid, about 0.5% | eukotriene

ant agoni st and about 0.05% sucral ose; 10851] About 0.125% azel asti ne, about
0.1% steroid, about 0.5% | eukotriene antagonist and about 0.05% sucral ose;

[ 0852] About 0.15% azel astine, about 0.1% steroid, about 0.5%/| eukotriene
ant agonil@¥91hnd abdbeu).035% sedlesinestbou @Qs%]stmdu@bquté@% lepkoteens ne, about

0.01% steroid %, -eykotriene antagoni st and about 0.05% sucr al ose;
[08541 About 282 &W%Z"ﬂ?é’g‘?‘ftr@ /k:i‘bcc'ft‘llps% 01% steroi d, about 5.0% | eukotriene

ant agont[@sngnd abaybuOg, @5%&Hﬁ&ﬁdeoﬁﬁout[mélsteé?@tﬂboﬁt 3.8501cakdtiasd | ne, about

0.01% steroi d, about 5.0% | eukotriene antagonist and about 0.05% sucral ose; '
[ 0856] About aftagdiist ané bbmitiOlds swdpalose; 0. 01% st er oi d, about 5. 0% | eukotri ene

t d ab (V I Abou | ast bout
o35 mial s 2ot 57 eebhs S SR oo S BB <o oo
108581 Ab RS 05% d, ab 5.0% | euk

out #%ﬁﬁﬁ%g@%m ;s A?\P‘T%ﬂ)sé) o st er oi about o | eukotri ene

ant agoni st a ucral ose; [0859] About 0.125% azel ast i ne, about
0. 05% stes9di d, ababbutc0.0% kzldstihe,i aboat 0AGVagemids tabamds.aloleukdri€lie’ sucr al ose;
[ 08601 About 0.15% az Iastl about 0. 05% st er oi d, about 5.0% | eukotriene

ant agoni st af¥ amlang %F‘&F%‘Q%P: WD 2006/ 058022 PCTI US20051042362 .- 88

[0895] About 0.125% azelastine, about 0.05% steroid, about 5.0% leukotriene
antagonist and about 0.1% sucralose;

[0896] About 0.15% azelastine, about 0.05% steroid, about 5.0% leukotriene
antagonist and about 0.1% sucralose;

[0897] About 0.05% azelastine, about 0.1% steroid, about 5.0% leukotriene
antagonist and about §.1% sucralose;

[0898] About 0.1% azelastine, about 0.1% steroid, about 5.0% leukotriene
antagonist and about 0.1% sucralose; _

[0899] About 0.125% azelastine, about 0.1% steroid, about 5.0% leukofriene
antagonist and about 0,1% sucralose;

[0900] About 0.15% azelastine, about 0.1% steroid, about 5.0% leukotriene

antagonist and about 0.1% sucralose;
) [0901] About 0.05% azelastine, about 0.01% steroid, about 0.1% leukotriene

antagonist and about 0.15% sucralose;

[0902] About 0.1% azelastine, about 0.01% steroid, about 0.1% leukotriene
antagonist and about 0.15% sucralose;

[0903] About 0.125% azelastine, about 0.01% steroid, about 0.1% leukotriene
antagonist and about 0.15% sucralose;

{0904] About 0.15% azelastine, about 0.01% steroid, about 0.1% leukotriene
antagonist and about 0.15% sucralose;

[0905] About 0.05% azelastine, about 0.05% steroid, about 0.1% leukotriene

antagonist and about 0.15% sucralose;



[ 0861] About 0.05% azel astine, about 0.1% steroid, about 5.0% 1| eukotriene
ant agoni st _and about 0.05% sucral ose; [0862] About 0.1% i about
0. 1% st er HA0UHEA2 5. 0% | eukotri ene ant agoni st and ab%%ﬁsgﬁg‘%%ggeﬁcr al ose;
[ 0863] About 0.125% azel astine, about 0.1% steroid, about 5.0%| eukotriene
ant agoni st and about 0.05% sucral ose; [0864] About 0.15% azel asti ne, -about
0. 1% steroid, about 5.0% I eukotriene ._gntagonist and about 0.05% sucr al ose,
108651 About 0.05% azel astine, about 0.01% steroid, about 0.1% | eukotriene

3 antagoni st and about 0.1 % sucral ose; [0866] About 0.1% azel asti ne, about
0. 01% st i.d, abo Q. 1% | eukotriene a oni.st .and t .0, 1% sucr al ose;
[ 0867] A@éﬁ#] 0. 125‘%%}59(}1'5@42 gstingy, Ut&'%g?f‘@aio?t&m Q@%ﬂeﬁoﬂﬁweukotri ene
" ant agoni st a&g{tﬁaﬁﬁﬂ_@%ﬁ%%yﬁ%%aﬁ&e.[ 08681 About 0. 15% azel asti ne, about

, . 0

0. 01% st er oi pout ukotriene’ antagoni st and about 0.1% sucr al ose;

- [ 0869] A090T] 0. 05% bt l0alSerelastiesy abdlit QB /G steroid, dbowtlollt [Enkdtheheukot ri ene
ant agoni st and about 0, 1% sucroal ose; [0870] About 0.1% azel asti ne, about
0. 05% st er oi dntagesist 2wl abopt QL% sReralose; ant agoni st and about 0.1 % sucral ose:

ant agont 9008q” andtotg S T35s eeufid 0B gl boope SO Toltphe f abour

0. 05% st er oi dintaplafidt afdl abbul ®UdeQisndglege; ant agoni st and about 0. 1% sucr al ose;
[ 0873] About 0.05% azel astine, about 0.1% steroid, about 0.1% | eukotriene

ant agoni 990Und abchkouwd 105% sealastings shout Gd 74 ptepiduabont Dokvalaskaltiensie, about
0.1% steroid, _about. 0..1% | rienge _antagoni st and about 0.1 % sucr al ose;
[ 0875] About 38%@’«% %Fé%%é&gﬁr@ Sﬁ%ﬁ’Fe’O. 1% steroid, about 0.1% | eukotriene
ant agoni @y16nd aboaboud- 0L ¥oSiserastins aboMCD. 240860RE Gbduf T eRefitAd 2362

antagonist and about 0.15% sucralose;

[0911] About 0.125% azelastine, about 0.1% steroid, about 0.1% leukotriene
antagonist and about 0.15% sucralose;

[0912] About 0.15% azelastine, about 0.1% steroid, about 0.1% leukotriene
antagonist and about 0.15% sucralose;

[0913] About 0.05% azelastine, about 0.01% steroid, about 0.5% leukotriene
antagonist and about 0.15% sucralose;

[0914]} About 0.1% azelastine, about 0.01% steroid, about 0.5% leukotriene
antagonist and about 0.15% sucralose;

[0915] About 0.125% azelastine, about 0.01% steroid, about 0.5% leukotriene
. antagonist and about 0.15% sucralose;

:) 10916} About 0.15% azelastine, about 0.01% steroid, about 0.5% leukotriene
antagonist and about 0.15% sucralose;

[0917] About 0.05% azelastine, about 0.05% steroid, about 0.5% leukotriene
antagonist and about 0.15% sucralose;

[0918] About 0.1% azelastine, about 0.05% steroid, about 0.5% leukotriene
antagonist and about 0.15% sucralose;

[0919] About 0.125% azelastine, about 0.05% steroid, about 0.5% leukotriene
antagonist and about 0.15% sucralose;

[0920] About 0.15% azelastine, about 0.05% steroid, about 0.5% leukotriene

antagonist and about 0.15% sucralose;



-89 [08761 About 0.15% azel astine, about 0.1% steroid, about 0.1%

| eukotriene antagoni st and about 0. 1% sucral ose; [08771 About 0.05%

azel ast i &0 2645¢158020. 01% st er oi d, about 0.5% | eukot r i enCH¥28H36E and
about 0. 1% sucral ose; [08781 About 0.1% azel astine, about 0.01% steroid,
about 0.5% | eukotriene antagoni st and about 0. 1% sucral ose; [0879] About
0.125% azel astine, about 0.01% steroidy,, about 0.5% | eukotriene antagoni st
and about 0. 1% sucral ose; [0880] About™0.15% azel astine, about 0.01%
steroid, about 0.5% | eukotriene antagonist and about 0. 1% sucral ose;
[0881] About 0.05% azel astine, about 0.05% steroid, about 0.5% | eukotriene
ant agoni[8921nd abdihoud 0.05% saelastinesabouf 0490 termd aboot §90/m leskalsieneie, about
0.05% steroid aboutgg@g% l(ﬁ:gs triene antagoni st and about 0.1 % sucral ose;
[0883] About %H©BEIESH o o SUBHAT® 0. 05% st eroi d, about 0.5% | eukotri ene
ant agonigéond abowiond o 13, Yeduaind a6t d. 0% 8ol AWbutO0 3674caRGkRAL | ne, about
0. 05% steroid, about O. 5% I'eukot ri ene ant agoni st and about 0. 1% sucr al ose;
[ 08851 About aftaféfistcanelabmitiOnles% almpalose). 1% st eroi d, about 0.5% | eukotri ene

0" 150 ot PR apo byt By ettt ot ) Sa ST St DGh e RPC e al ose:
(08871 About aﬁtaé%rﬁ%ﬁ@%&@ﬁblﬂ% Fl?é?ﬂUée'o' 1% steroid, about 0.5% | eukotri ene
out . 0

ant agoni st an sucralose; (08881 About 0.15% azel asti ne, about

0. 1% st 09241, aboutbot HAGYVeaselisting rebout 0.l ¥ statoid, abodt GlSOUteuRotii#ms ucr al ose;
[ 0889] About 0, 05% azel asti ne, about 0.01% steroid, about 5.0% /| eukotriene
ant agoni st arf@tageRisand 2bopt 9, 1e FUsERiose; 0890] About 0. 1% azel asti ne, about

0. 01% Stigsd. aboiyo,Bo 8 Suls0hsd, SBur FPYRIRRR! AR 5B il Sucr al ose:

L antagonist and about 0.15% sucralose;

[6926] About 0.1% azelastine, about 0.01% steroid, about 5.0% leukotriene
antagonist and about 0.15% sucralose;

[0927] About 0.125% azelastine, about 0.01% steroid, about 5.0% leukotriene
antagonist and about 0.15% sucralose;

[0928] About 0.15% azelastine, about 0.01% steroid, about 5.0% leukotriene
antagontist and about 0.15% sucralose;

[0929] About 0.05% azelastine, about 0.05% steroid, about 5.0% leukotriene
antagonist and about 0.15% sucralose;

[0930] About 0.1% azelastine, about 0.05% steroid, about 5.0% leukotriene
, antagonist and about 0.15% sucralose;

) [0931] About 0.125% azelastine, about 0.05% steroid, about 5.0% leukotriene
antagonist and about 0.15% sucralose;

[6932] About 0.15% azelastine, about 0.05% steroid, about 5.0% leukotriene
antagonist and about 0.15% sucralose;

[0933] About 0.05% azelastine, about 0.1% steroid, about 5.0% leukotriene
antagonist and about 0.15% sucralose;

[0934) About 0.1% azelastine, about 0.1% steroid, about 5.0% leukotriene
antagonist and about 0.15% sucralose;

[0935] About 0.125% azelastine, about 0.1% stercid, about 5.0% leukotriene

antagonist and about 0.15% sucralose;



WD 2006/ 058022 PCTI US2005/ 042362 -90 [08911 About 0.125% azel asti ne, about
0.01% steroid, about 5.0% 1| eukotriene antagonist and about 0. 1% sucral ose;
108921 ABWQR0G0IB azel astine, about 0.01% steroid, ab8GI/US2MH0E0kot ri ene
ant agoni st and about 0. 1% sucral ose; [0893] About 0.05% azel asti ne, about
0.05% steroid, about 5.0% 1| eukotriene antagonist and about 0.1 % sucral ose;
[08941 About O0.1% azel astine, about 0.05% steroid, about 5.0% | eukotriene
ant agoni st and about 0. 1% sucral ose; [08951 About 0.125% azel asti ne, about
0. 05% steroid, about 5.0% | eukotriene antagonist and about 0.1% sucral ose;
[ 08961 About 0.15% azel astine, about 0.05% steroid, about 5.0% | eukotriene
ant agonil®36hnd abébeutnl.15% azglastne sbout1G ¥ 7sternish abowt. HBM% leukatdend ne, about
0.1% steroi d, .about 5 gi@ Itﬁglggtri ene . antagoni st and about 0.1 % sucral ose;
[08981 About “yeE¢ist ARd abqut B S7e 1ISTA0%: 104 st eroi d, about 5. 0% I eukot ri ene

ant agonijgga7and ab@uku ¢li%s Ussehlsane; ab@B98101% Mitichscha5Yhaaahadaki ne, about
0.1% steroi d, about 5.0% |'eukotri ene antagoni st and about 0. 1% sucral ose;

[ 0900] About déxahtethasore bedoxih dptepteduel, budetomiderai tiamainolone 5nd%bbatukot ri ene
ant agoni st aaqvabout .1 % sucral ose; [09011 About 0.05% azel astine, about
0.01% st eroi d, aBonteldastn, | eukotriene  ant agoni st and about 0. 15% sucr al ose;
[ 09021 0. 1% o N t % I FufficaBOU 9 ukotri ene
ant agonif@'?ggnd abé%téﬁoﬁ % giﬁ(?:l?&gi o’se@o 09% i%Agl(;ﬁSt 0. %Z%quéﬁogg’ti ne, about
0. 01% st er oi dexanipthasore Heloxik Ukiepredasie budestrdde rorsiriamcihokine uand Gbadi% sucr al ose;
[ 0904] About 8"/15% af | astine, about 0.01% steroid, about 0.1% eukotriene
ant agoni st afd “amsutelukasts o, sucr al ose; [09051 About 0.05% azel asti ne, about

0.05% sif39] d. abaybu© 03%4:S WsObsde N Gbout 0.01% fluticasone, mometasone,

{ dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% montelukast;

[0940] About 0.15% azelastine, about 0.01% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% montelukast;

(0941} About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% montelukast; '

[0942] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% montelukast;

) [0943] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about

0.1% montelukast;
[0944] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about

0.1% montelukast;
[0945] About 0.05% azelastine, about 0.1% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.1% montelukast;



ant agoni st and about 0. 15% sucral ose; WD 2006/ 058022 PCT/ US200S/ 042362 -91
[ 09061 About 0. 1% azel astine, about 0.05% steroid, about_ 0.1% | eukotriene
ant agoni SVO2AR/058B-t 0. 15% sucr al ose; [0907] About 0. 1FSFUBZUSDEB0Re  about
0.05% steroid, about 0.1% 1| eukotriene antagonist and about 0.15% sucral ose;
[ 0908] About 0. 15% azel astine, about 0.05% steroid, about 0.1%| eukotriene
antagoni st and about 0. 15% sucral ose;_¢4Q9091 About 0.05% azel astine, about
0.1% steroid, about 0.1% | eukotriene antagonist and about 0.15% sucral ose;
[ 09101 About 0. 1% azel astine, about 0.1% steroid, about 0.1%| eukotriene

ant agoni tg,t 0. 125% azel asti ne, about

$t nd about 0. 159% sucral ose; bgogiéé%p\béf

0.1% st d9M6d  abodbort 104 Ve uszstastiag e abalt i ttSEING,H JRPMEtas0N, sucr al ose;

[ 09121 About Q. 159 |3 9 roi g 0, k% kotri ene

ant agoni st ar?gx%rgeo{i:ﬁ%&g ?‘%b)oﬂé’ﬁkg;@g%@;’%Féﬁé?gﬂgﬂoglm%%@eagél %Jgﬁ Pne, about

0. 01% st er oi @.1% bmteldkast%o | eukotri ene antagoni st and about 0. 15% sucr al ose; |,

[09141 About 0.1% azel astine, about 0.01% steroid, about 0.5% | eukotriene
ant agonif€?47hnd abdwpeutn 01B%%s uazalastise; aboy 18]l Ynpduticaspne2 3nemetasanet i ne, about

0. 01% st eroi about 0.5% |.eukotrien ntagoni st. and about ,0,15% sucr al ose;
3 [0916] Abo%Fx@.’e%@/grgzg‘?{%’imgfpmﬁﬁtbu 9758’}@69’5?% fnogog&ﬁndoabg% | eukot ri ene
ant agoni st apdepRRuicnRadi®% sucral ose; [0917] About 0.05% azel astine, about

0.05% steroi d, about 0.5% | eukotriene antagoni st and about 0.15% sucral ose;
[09181 ADRAS] 0. 1%Aheet dk15%e azelbssine, 0sb0BY, &1 %r dluticasspeutmemetesdneukot ri ene

ant agoni st and about 0.15%.sucral ase, 9191 About 0. 125% azel asiine, about
0. 05% st er oi g?x%%ﬁaﬁm& gg@piﬂﬁg‘?ﬁ@ﬂré bhg?‘?f’ Sh?rs&‘agﬁﬁw lﬂ“ﬁ(ﬂbfg % sucr al ose;
0.1% montelukast;

/J [0949] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about

0.5% montelukast;
[0950] About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone belozxil, loteprednol, budesonide, or triamcinolone and about

0.5% montelukast;
[0951] About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about

0.5% montelukast;
[0952] About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about

:) 0.5% montelukast;
(0953} About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethascne beloxil, loteprednol, budesonide, or triamcinolone and about

0.5% montelukast;
[0954] About 0.1% azelastine, about 0.05% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% montelukast;

[0955] About 0,125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% montelukast;



[ 09201 About 0. 15% azel astine, about 0.05% steroid, about 0.5% | eukotriene
ant agoni SO 200603802t 0. 15% sucr al ose; WO 20061058022 PRGTAUSZGH28672362 - 92
[ 0921] About 0.05% azel astine, about 0.1% steroid, about 0.5% 1 eukotriene
ant agoni st and about 0. 15% sucral ose; [0922] About 0.1% azel asti ne, about
0.1% steroi d, about 0.5% | eukotriene ‘93[“ agoni st and about 0. 15% sucr al ose;
[ 0923] About 0.125% azel asti ne, about "0. 1% steroid, about 0.5% | eukotriene
ant agoni st and about 0. 15% sucral ose; [0924) About 0.15% azel asti ne, about
0.1% steroi d, about 0.5% | eukotriene antagonist and about 0.15% sucral ose;
[0925) K861 0. 058bentePdSs nazelastinrt alpub 198%0e ribitigasons o mrorastesne.cukot r i ene

ant agoni st agd abqut 0.,15%.sucr al gse; 9261 About Q. 1% azel,astine, about
0. 01% st er oi ?xa%g’@”fonﬁ.Qf‘?/%’flgtjﬂ%ﬂﬁﬁ%ﬁeb&%ﬁ@é rfE ST LameE %1888&@@.%3%{% sucr al ose;
[0927] About 98edgedeREshasti ne, about 0.01% steroid, about 5.0% | eukotriene

ant agoni st and about 0. 15% sucr al ose; [0928] About 0.15% azel astine, about
0. 01% sf0263) d, abAbgut500%% e akadastingnaboutn0adJé6 nifluticasont, alboametdsons % sucr al ose;

[ 0929] About ,0.05% azel asti.pe,, abqut 0.05%.steroi.d, .about 5.0% | eukotriene
ant agoni st aﬁﬂ‘%@%‘io“@.bfi@ﬁlgﬁetreﬁli @fgltcg : €, AP JTiemenqlong Ad %‘i‘tne, about

0. 05% st er oi @.5%?@1%1&%@% | eukotriene antagonist and about 0.15% sucral ose;
[ 0931] About 0.125% azel’asti ne, about 0.05% steroid, about 5.0%|eukotriene
ant agon[0968hnd abAbdut 0.018% sazelstines eabou0982 Y% Aflotitaséne] 5thorstdsane,i ne, about
0.05% steroi g, abgut 5.0% | eykotriene nt agoni st. and about 0, 15% sucr al ose;
[09331 About 9@%%3@%@@ il doteasial, budpsgnides o, Hametnelane 88 dheUukot 1 | ano
ant agoni st agdo 5% sucral ose; [09341 About 0. 1% azel asti ne, about
0. 1%rgt er oi d‘?’ éﬁ@gﬁ&lﬁgﬁ& | eukotri ene

L7 [0959] About 0.125% azelastine, about 0.1% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% montelukast;

[0960] About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% montelukast;

[0961] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
5.0% montelukast;

[0962] About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
) 5.0% montelukast;

[0963] About (.125% azelastine, about 0.01% fluticasone, mometasone,

- dexamethasone beloxii, loteprednol, budesonide, or triamcinolone and about
5.0% montelukast;
[0964] About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
5.0% montelukast;
[0965) About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
5.0% montelukast;



ant agoni st and about 0. 15% sucral ose; [0935] About .0.125% azel asti ne, about

0, 1% st e(.0| t 5.0% I eukotriene antagonist and a gucral ose;
58895 pEtusiodaths

WO 20061 US2005(042362 93 10936] About 0. 15 stine, about
0.1% steroid, about 5.0% | eukotriene antagonist and about 0.15% sucral ose;
[ 09371 About 0.05% azel astine, about 0.01%fl uti casone, nonetasone,

dexanet hasone bel oxil, |oteprednol, buydesonide, or triancinol one and about
0. 1% nont el ukast; [09381 About 0.1% azel astine, about 0.01% fl uti casone,
nonet asone, dexanet hasone bel oxil, |oteprednol, budesonide, or

trianci e and ut .19 el ta 9301 t % azel asti ne,
about 0?@1@/& | uti égts?%ne({'lﬁ’o%%lé?g@%’e,&B%géx%%%hg@éﬁégggl 6&?‘%, é](ljl'?’epr ednol ,

budesoni de, dexdnictlas®ienpeloxit lafapredinsilbudedodite, ayttiamyinokine AndbAlit About 0. 15%
azel astine, about 0.01% fluticasone, nometasone, dexamethasone bel oxil,
| ot epr ednol , S¥eimentelvgast; or tri anci nol one and about 0.1 % nont el ukast ;

doxanct R98the bel SYPR. Oasenreeiie ahos duisut, AGPERREL ARBRORE and about
0.1 % mont el ulsasieihabiRA5slo AN GbiepRaddl Btk e 9. rilGiblcRe Qi | Casone.

nonet asone, dexanet hasone bel oxi |, 1oteprednol, budesoni de, or
tri anci nol oné.Cdmulontiolidrast; 0- 1 % nont el ukast; [0943] About 0.125% azel asti ne,

about 0,05% fl utigasane, met asone, ., dexanefhasane bel oxil | oteprednol,
budeson_[@g,éi or trﬁgwgi ﬁ&%eﬁ%“%oﬁqou?oa'@fmﬁﬁ%&st"?c"?ﬁw&f’ About 0. 15%
azel asti ne, a%ﬁieﬂﬁs&'é%éléyﬂl,'l&ﬁﬁx‘%ﬂﬁ‘ol, PRIEBHBIE R triafl SMBITRE kad AbBude! oxi |,
| ot eprednol , budesoni de, or triancti nol one and about 0.1 % nont el ukast ;
) 5.0% montelukast;
\) [0969] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
5.0% montelukast;

[0970] About 0.1% azelastine, about 0.1% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
5.0% montelukast;

[0971] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
5.0% montelukast;

[0972] About 0.15% azelastine, about 0.1% fluticasone, mometasone,

) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
D 5.0% montelukast; |

[0973] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0,1%
montelukast and about 0.05% sucralose;

[0974] About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.05% sucralose;

[0975] About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.05% sucralose;



[ 0945] About 0.05% azel astine, about 0.1%fl uticasone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinolone and about
0.1 % rmoMQ@RGREH22 WO 20061058022 PCT[ US20051042362 - BUTASAEUZM0ut 0. 1%
azel astine, about 0.1%fluticasone, nonetasone, dexanethasone bel oxil,

| ot eprednol, budesonide, or triantinolone and about 0.1% nont el ukast;
[0947] About 0.125% azel astine, about¢.1% fluticasone, nonetasone,

dexamnet hasone bel oxil, | oteprednol, budesonide, or triantinol one and about
0. 1% nont el ukast; [09481 About O0.15% azel asti ne, about 0.1%fl uticasone,

I TR SR MM B2 g 5B
0. 01%
sl 1% s e AR A g LS 1

budesoni de, or trianti n About 0. 1%

azel astine, albmdluk@stGbabbutt(.G586anealosepet asone, dexanmet hasone bel oxi |,
| ot eprednol , budesoni de, or triantingl one and about 0.5% nont el ukast ;

[0951] HWGE 0. 128beu, &.05% i aslastinge abont 00.05% (fhuiticasempe MemstRLES ONe,

dexanet hason i.d 0t and about
0. 5% nont el u%Jgﬁe%%ﬁe?ﬁgﬁ%ﬁg%gg%g?ggf i %et}%é%léé Og& %fﬁ%q)%t | casone,
nmonet asone, pfREBtHAT @BEutDPK tucraldsef epr ednol , budesoni de, or

triancinol one and about 0. 5% nont el ukast : 0953] About 0. 05% azel asti ne,

about 0109981 1 | ut i Abewnd).1%oreelasgione aboete Xhd%hh Aubersonn| @xometasope,epr ednol |
azel asti e, SBtELBSHINAHE 1GatREE Shasropia IS B b e oxi
| ot eprednol , nﬁﬁ@ﬁﬁ@ﬁlaﬂg,ab@ﬁtaﬂjpﬁmpne and about
) [0979] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.05% sucralose;
[0980] About 0.15% azelastine, about 0.05% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.05% sucralose; |

[0981] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.05% sucralose;

[0982] About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%

) montelukast and about 0.05% sucralose;

[0983] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.05% sucralose;

[0984] About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.05% sucralose;

[0985] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.05% sucralose;



0. 5% nont el ukast; [0955] ,About 0.125% azel asti ne, about 0.05% fl uti casone,

nomnet ason t hasone bel oxil, | oteprednol, budesoni
trianci noﬁ"&.é"%@%out 0. 5% nont el ukast: WD 2006/ 0580 Eﬁ'é’r‘%%‘%ﬁ’s/ 042362
-95 109561 About O0.15% azel asti ne, about 0.05% fl uti casone, nometasone,

dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone and about
0. 5% nont el ukast; [0957] About 0.05% azglastine, about 0.1%fl uticasone,
nonet asone, dexanet hasone bel oxil, |oteprednol, budesonide, or

trianci nol one and about 0.5% nontel ukast; [0958] About 0.1% azel asti ne,

about 0. 19 uticaspne, t asone, ex S bel oxil, | ot eprednol,
budesoni ﬁé)saor tri%ﬁ’%‘ﬁn -ofle %4 ﬁﬁtgﬁntﬁ%ougﬁwﬁngﬂﬁf’ﬁ?&%t ;mf’laggg]ng’About
0. 125% azel asidymet i bebxtl/ididpibdio HRAGon{ERIR AEABRolondCHRIPY Ss One
bel oxil, | ot eprxe no . bu esor’l(l1 éel:hl or ’?@i amrzlfagb one and about 0. 5%
mont el ukast ; moselkastland abéut DI azerasse ne, about 0. 1% fl uti casone,
nomet asone,  dexanet hasgne bel oxil, | ot eprec%gg{lﬁ,ﬁ budesoni de, or

[

trianci nB198Ak and Abeitt 0-185%y.2z¢lattime iaheyt 0 UbERsanEe, FNOBORASOREY ast i ne,

about 0.01%f | ‘helRGE . i rednol ,
budesoni de, oérlé* r|gl%cgéh%oqeone'Loﬁ%?g@ghtbqg@g@éhh%ﬁ%ﬁﬂggis@ ;é’ %bé)gtsgf%gbout 0.1%
azel astine, ajpohteln@ad bid bboutiocEspaeralogeiet asone, dexanet hasone bel oxil,

| ot eprednol , budesoni de, or triantinolone and about 5.0% nont el ukast;

[09631 AH988I 0. 1258betite Ot nezelaghinut apud 1901 Youdiuticasone, memelasessne,
Gexart hasonehsheon WGE] 8L PARARAS Pipbb R, Bhpnsyend coou
nonet asone,  montelukast and about 0.05% sucralose; ‘

:) [0989] About 0.05% azelastine, about 0.05% fluticasone, rmometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.05% sucralose;

[0990] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.05% sucralose;

[0991] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.05% sucralose;

[0992] About 0.15% azelastine, about 0.05% fluticasone, mometasone,

_ dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

:) montelukast and about 0.05% sucralose;

[6993] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.05% sucralose;

[0994] About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.05% sucralose;

[0995) About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

montelukast and about 0.05% sucralose;



dexanet hasone bel oxil, | oteprednol, budesonide, or triantinolone and about
5. 0% nont el ukast; [0965] About 0.05% azel astine, about 0Q.05% fl| uticasone,
monet asor¥é0 2008858022t hasone bel oxi |, |oteprednol, budesdifilEs2005{42362

trianci nol one and about 5.0% nont el ukast; WD 2006/ 058022 PCT/ US2005/ 042362
-96 [09661 About 0.1% azel astine, about 0.05%fl uticasone, nonetasone,

dexanet hasone bel oxil, |oteprednol, hugesonide, or triantinolone and about
5. 0% nont el ukast; 109671 About 0.125% azel astine, about 0.05% fl uticasone,
nonet asone, dexanet hasone bel oxi |, Ioteprednol budesonlde or

trianti nol one and about 0% nI eI u 6 About 15% azel asti ne,
about 0.l Mf | uti éPeBhel-1 ?ré a%t afﬂﬁ‘r‘f'ésqyél oRPmeRFReepr ednol |
budesoni de, About 0. 05%
azel asti ne, g%oﬁé @ ﬁ%‘?%l%fé@@%@l%%u&g O£J?he g‘exa?rﬁ hgﬁéoglgggba/el oxi |,

| ot eprednol , nivntehsiani 4fl abont 0.05% 8Bdralekgne and about 5. 0% nont el ukast ;

[ 0970) About 0. 1% azel asti ne, about 0.1% fl uti casone, nobnetasone,

dexanet H8%¥Ghe bel dbiont Q@i%pﬂ@éﬁﬁﬁﬂe l@b@l‘és&rﬂld’e fleficagqrien; HOMABEBe and about

5. 0% nont el ukast.: 10971 9 t| ne. 0,.1% i casone,
monet asone, — SeCPSRARAS IGRE Shagtodiol SRR b Bapfliitng waih 5%

trianci nol ongmqitgllu]ﬁl@pﬁ{d abéumgmgﬁ(gﬁlug@st [0972) About 0.15% azel asti ne,
about 0.1% fluticasone, nonetasone, dexanet hasone bel oxil, |ot eprednol ,

budesoni[8298] or t r iAbevt N1 %nczelastingb oahout 3091%0A)ﬁmmmka@pmeqaw¢31 About
0,953 2e! ot Moy Rk ot T WP AR SATEDBESONS
and about 0. %‘iﬁe‘i&%ﬁeﬁﬂ%om 0.05% sucralose;

D [0999] About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.05% sucralose;

[1000] About 0.15% azelastine, about 0.01% fluticasone, mometasone,

| dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.05% sucralose;

[1001] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.05% sucralose;

[1002] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%

) montelukast and about 0.05% sucralose; '

[1003] About 0.125% =azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.05% sucralose;

[1004] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast énd about 0.05% sucralose;

{1005} About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%

montelukast and about 0.05% sucralose;



[0974) About 0.1% azel astine, about 0.01% fluticasone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinol ogne. about 0.1%
nmont el uk X0 2806958BDut 0. 05% sucr al ose; [09751 About O. PEHHSI905(042367 ne, about
0.01% fluticasone, nonetasone, dexanethasone bel oxil, |oteprednol,

budesoni de, or triantinolone, about 0.1% nontel ukast and about 0.05%
sucral ose; WD 2006/ 058022 PCT/ US2005/.Q4R362 -97 [0976] About 0.15%

azel astine, about 0.01% fl uti casone, nonetasone, dexamethasone bel oxil,

| ot eprednol, budesoni de, or triantinolone, about 0.1% nontel ukast and about

0. 05% sucral ose; [,0977] out 0.05% azel astjne,_ about 0.05%fl uticasone,
nmonet (ngwﬁi dexa@?ﬁ%s%ﬁ% b@ﬂ%ﬁ@%o| ?‘gproe@ﬁolf!“uﬁﬁ'i%@ormﬂé%tﬂ%ﬂne’

e anci nol ongey etk A6l WIS MAShuRLi A0 Bk iah BRIERUAA 999; 109781

About 0.1% az St ne, ut 1 casohe, nonetasohe, dexanet hasone

bel oxi |, | ot apmeshilakt andudestN03¥6 sudtlokd;i ancti nol one, about 0. 1% nont el ukast
and about 0.05% sucral ose; [0979] About 0.125% azel asti ne, about 0.05%

fluti cadd®98] noneddeshd.125¢e xaartastinag oakowbeld%e | fluticgsans, cnpmetasadgdesoni de, or
t danti nol one,,_about 0.1 % . t el nd. about. 0. 05% sugcr . [ 09801
pbout 0. 165 rRridiase el bR febiaeiRlSR ol 3%, aret hasone
bel oxi |, | ot gRhedknek: andu8eStVNINE sudthlobd; i anti nol one, about 0.1% nontel ukast
and about 0.05% sucral ose; 10981] About 0.05% azel asti ne, about 0.1%

fluti cati98] nometddewind).15% enzelastings oaboub e0.b%i |fjuticasosp, adeottasasedesoni de, or
tri anci nol ong, about 0..1.%. nt el ukast. and, about 0.05% sycr se;, [09821
About 0. 206 adEratiare Saieki Rehrsnatl i eRafe o Hameimdlitrettou s 8%n hasone
bel oxi |, | ot gRmesnakt adWHeSTO L su@hlobd; | anti nol one, about 0.1 % nontel ukast
and aﬁout 0. 05% sucral ose; (09831 About 0.125% azel astine, about 0.1%

fluti datt¥8] nometddound).05% eszalastines eheutb 810d% | fluticasamsy edemttasdsedesoni de, or

. . o
trianmci nol Ongéxa%lfe Uz}sor?e' &elo@i], loteprednol, budesonide, or tiamcinolone, about 0.1%
montelukast and about 0.1% sucralose;

[1010] About 0.1% azelastine, about 0.01% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
ep
montelukast and about 0.1% sucralose;

[1011] About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.1% sucralose;

[1012] About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcimolone, about 0.1%

) montelukast and about 0.1% sucralose;

[1013] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.1% sucralose;

[1014] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0,1% sucralose;

[1015] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%

montelukast and about 0.1% sucralose;



nont el ukast and about 0. 05% sucral ose; [09841 Aboqut, 0. 15% azel asti ne, about
0.1%fl uti casone nonet asone, dexanet hasone bel oxil, | i}ﬁ%’b%’ﬁ

budesoni d¥0 2p¢ 06/45B922 e nol one, about 0.1% nont el ukast 65%

sucral ose; 10985] About 0.05% azel astine, about 0.01%fl uticasone,

nonet asone, dexanet hasone beloxil, |oteprednol, budesonide, or

triancti nol one, about 0.5% nontel ukastjgand about 0. 05% sucr al ose; WO

2006/ 058022 PCT/ US200S/ 042362 -98 [0986]j About 0.1% azel astine, about 0.01%
fluticasone, nonetasone, dexanethasone bel oxil, Ioteprednol budesoni de, or

tri b 0 t.el.uk 0. 05% 09871
A[)l)ﬁ'[m:)ﬁ@%/o azgl b q“g é{%ég[’&? l&%‘f‘%“ﬁ’?ﬂ?&@%né USRS Z‘g‘g Osi’%exgimet hasone
bel oxi |, |otep mﬁémhsonbuelsmnbégredﬂ 1, bidegtiden @ Bffaciaflond abubBirogront el ukast

and about 0. 05% sucr al ose; out 0. 15% azel asti ne, about 0.01%
fluticasone, nmnduhabar&labode&amnta;e bel oxi |, | oteprednol, budesonide, or

trianci about O. nont el ukast, an out 0.05% sucral ose; / [09891
About Oqﬁlj&jazel aﬁ%% Sﬁmazelaé@%fmm c%i%eﬁu%ﬁ%}eas@%‘e tasq@gy anet hasone
bel oxil, | ot Eﬁq t nt el ukast
and about 0 &ﬁg%{wg gggﬁ?ggggﬁe%b ‘{d 7naze sctu?oﬁ‘seﬁé al%c‘)lut' . 05%

fluti casone, nimiteluksome] abodedateivendasee bel oxil, | oteprednol, budesoni de, or

tri anci nol one, about 0.5% nontel ukast and about 0. 05% sucr al ose; [09911
About 0.[1888) azel Abguke 0150 azelastingosabpitt |Q3’aé’or@1h°ﬁ¥9¥§ta@8ﬁ§ Ongexanet hasone

and about 0. GepERnpsepeHAGRR bl ety bideHiic oL SR ils abutiaoq g0, o

fluti casone, mmiteluhestned aboded aneduerdazge bel oxil, I ot eprednol budesoni de, or
tri apgi nol one, about O. 5% nont el ukast and about 0. 05% sucr aI ose; [09931

About_Jo [0 az el ashhave, 0-4B%0t azelagting, gbowtaQd e, thiisasenss omemetasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.1% sucralose;

[1020] About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.1% sucralose;

[1021] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.1% sucralose;

[1022] About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

) montelukast and about 0.1% sucralose;

[1023] About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triameinolone, about 0.5%
montelukast and about 0.1% sucralose;

[1024] About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.1% sucralose;

[1025] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

montelukast and about 0.1% sucralose;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
nont el ukast and about 0. 05% sucral ose; [0994] About 0. 1% azel astine, about

0. 1% f | ut Wenze6es8023onet asone, dexamet hasone bel oxi |, | Bt EP005{e2362

budesoni de, or trianeinol one, about 0.5% nontelukast and about 0, 05%

sucral ose; [0995] About 0.125% azel astine, about 0.1%fl uticasone,

nonmet asone, dexanet hasone bel oxil, |.okeprednol, budesoni de, or

trianci nol one, about 0.5% nontel ukast and about 0.05% sucral ose; WO

2006/ 058022 PCT/ US2005/ 042362 -99 [0996] About O0.15% azel asti ne, about 0.1%
fluticasone, nonmetasone dexamet hasone bel oxil, | oteprednol, budesonide, or

:[A\[)i anci ndP3de, i’iboﬁho‘-‘b. 8o nﬁﬂ@ﬂ@&a?@“&n@-%%uﬂ“@qa@@% stometasens, 10ﬁ97]
0. 05% ' . 01% i .
ol oxi | of ey hERAH oforebdhy bl AR OF A RIROBRS Bows 5% 0 L ik aet

and about 0. Op¥hetRistheBbabout 0998ducAlRt 0. 1% azel astine, about 0.01%
fluticasone, nonetasone, dexanethasone beloxil, |oteprednol, budesonide, or

trianci (dP3He, abohious. BI85%vagedistig saboah V.68 6u flubca3606, smomelasers, [ 0999]
About 0. 125% azel astine, about 0.Q1%f|uticason nonet asone xamet hasone
bel oxi |, | ot e%x@@g%i’sfmﬁhﬁ@§mpﬁg, ol ‘B#%‘?FE&%&F%‘#&{‘W&EB‘E& ag‘?‘{s%ﬁ/ﬁnnt el ukast
and about 0. Olﬁ%/ﬁb‘éh{ﬁis@hﬂﬁﬁiog{ 8.990duchRREt 0. 15% azel astine, about 0.01%

fluticasone, nonetasone, exanet hasone bel oxil, |oteprednol, budesonide, or
trianci rid0d28je, aboAhoud. 0.96%nmatlestinkasbown ©.C36 ufluicaBens, smometasews, [ 10011

bel oxi |, T ot CmBAUROR, HASEripiFaredesl, biesiass oF SACIRUORR S89405 Vhont el uikast
and about 0. O3%EhEARLRES0uld P02ucARREt 0. 1% azel astine, about 0.05%
fluti.casone, nonetasone, 3exarretqhason'e bel oxil, |oteprednol, budesonide, or
tri anch rfdD28je, aboAhoub. OB Ynvazekaktinen ssboan d 04 o ufluticaSitd, smomziasens,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

montelukast and about 0.1% sucralose;

[1030] About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.1% sucralose;

[1031] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesoni&e, or triamcinolone, about 0.5%
montelukast and about 0.1% sucralose;

[1032] About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

) montetukast and about 0.1% sucralose;

[1033] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.1% sucralose;

{1034j About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.1% sucralose;

{1035] About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.1% sucralose;



[ 10031 About 0.125% azel asti ne, about 0.05% fluti casone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinolone, about 5.0%
nont el ukast and about 0. 05% sucral ose; [1004] About 0.15% azel asti ne, about
0. 05% f | wi» cew6058022 NONEt asone, dexanet hasone bel oxi | , PCOAUSHOS 42362

budesoni de, or trianmeinol one, about 5.0% nontelukast and about 0.05%

sucral ose; j 10051 About 0.05% azel astine, about 0.1% fl uticasone,

nonet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or

triancinol one, about 5.0% nontel ukast®®and about 0.05% sucral ose; WD

2006/ 058022 PCT/ US2005/ 042362 -100 [1006) About O0.1% azel astine, about 0.1%
fluticasone, nornetasone, dexanethasone beloxil, |oteprednol, budesoni de,

or tri afi36pl one, Abdptut). 1590 Yazelnstides | atkomst 0.90% huichsofie,0 THoraetasonkose; [ 1007]
About 0. 125% azel asti ne,  about 0.1%fl uti casone,, nonmetasone, doexarret hasone
bel oxi |, | ot enageHgsonehsinsals tepsedngh, budesapidenen tHABCINAloBEabsuHd %Nt el ukast

and about 0. %%%eﬁ%ﬂt%@ﬁﬁdu&%ﬁ% Cﬁﬁg&ut 0. 15% azel asti ne, about 0.1%
NDITEt asone,

fluticasone, exanet hasone bel oxil, |oteprednol, budesonide, or

trianci e3gne, abgbéutS 0WEY% nBielastine aghoud NOLOSYO Hlutidaddhs) smhahswae, 110091
About 0.05% azel asti ne, about 0.01% fl uti casone, nonetasone, dexanethasone

bel oxi |, | ot é¢xapgthesonethglixslolntepsednol, budssanidene toamcinglopetabouti3N%nont el ukast
and about 0.1 W@#cral 65 @‘?{101 out 0.1% azel astine, about 0.01%
f1uticasone, ™B AL BN 00 Bl YA e bel oxi |, | ot eprednol, budesonide, or
trianti paisg abgyéut0.011 %0 apRIaRe,UleBht 00590 Thiticdlodd) Tithédthsdne; [ 1011]

e,
About 0. 1251;0 azel astine, about 0.01%fluticasone, nonetasone, dexamet hasone
bel oxi |, | ot dexamsthesonethglbxtloloteprednol, budésanise ner toamcinalonetabouti30%nont el ukast

o SO O A Ghou0 lecR 0 1500 eelast e, about 0 01k
trianyi pwaope, abguéut001%6% azelastine, about 0.05% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%

montelukast and about 0.1% sucralose;

[1040] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
niontelukast and about 0.1% sucralose;

{1041) About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.1% sucralose;

{1042] About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%

) montelukast and about 0.1% sucralose;

[(1043] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.1% sucralose;

[1044] About 0.15% azelastine, about 0..1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.1% sucralose;

[1045] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.15% sucralose;



nont el ukast and about 0. 1% sucral ose; [1013] About 0.05% azel asti ne, about
0.05% fl uti casone, nonetasone, dexanethasone bel oxil, | oteprednol

budesoni O 2046/068622nti nol one, about 0. 1% nont el ukast M’%@%‘YMB’G&%

sucral ose; 110141 About 0. 1% azel asti ne, about 0.05% fl uti casone,

nonet asone, dexanet hasone beloxil, |oteprednol, budesonide, or

trianci nol one, about 0.1% nontel ukastjgand about 0. 1% sucral ose; [10151
About 0. 125% azel asti ne, about 0.05% fl uti casone, nonetasone, dexanethasone
bel oxil, |oteprednol, budesonide, or triantinolone, about 0.1 % nontel ukast
and about 1% sucral 0S WO 2006/ 058022 PCT/ U52005/ 042362 -101 110161
About 0.0 l@‘%ﬂ azel aAhoE 8&%&33@5@@% pbapt | @égcfheﬁ %Was@ﬁ@etasﬂ@xanet hasone

beloxil, 1ot 0 nt el ukast
e xbout | " R R Rkeon AR Thiealt bidSBHO L Mei ARG oo T19f 71
fluticasone, mﬁaﬁmoﬂﬁabode&m%tsﬁm@@e bel oxil, | ot eprednol budesoni de, or
tri anci nol one, about 0.1% nontel ukast "and about 0. 1% sucral ose; 110181 ’

About 0.[1047zel astAbeut GESY welpsting, ughahsOAEY flutiessenso N@OmeHesTgNEt hasone

bel oxil, | ot red rjancinol one out 0. nt el ukast
and_about o, ToretefesppeheloRl deeant bidBaE 2 SUR R < frog 1og
fluticasone, mmmmowm%ﬁm& bel oxil, |oteprednol, budesonide, or
trianci nol one, about 0.1% nontel ukast and about 0.1 % sucral ose; [10201

About 0.[1848] azel aditiont, 0.h896u ezalestios, |laboutc d50iYe, finticasones omemetageneanet hasone
bel oxil, | otepr i de rj anci nol one out 0. nt el ukast
and about 0. ForEuEhespag BOICTE JuTeasi bidsSRReg 3 B bk 196 O1os
fluticasone, piRARLICSEORR abodEX W haaRee bel oxil, |oteprednol, budesoni de, or

triamgi nol one, about 0.5% nontel ukast and about 0. 1% sucr al ose; (10221
About_)0.[104% 7l asthbost GBPGt 2eeldtive.s laboutc 505, fintinssonss omermetasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.15% sucralose;

{1050] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.15% sucralose;

[1051}) About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.15% sucralose;

[1052] About 0.15% azelastine, about 0.05% fluticasone, mometasone,

dexamethasone belo:iil, loteprednol, budesonide, or triamcinolone, about 0.1%
) montelukast and about 0.15% sucralose;

[1053] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triameinolone, about 0.1%
montelukast and about 0.15% sucralose;

[1654] About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
montelukast and about 0.15% sucralose;

[1055] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triameinolone, about 0.1%

montelukast and about 0.15% sucralose;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
nont el ukast and about 0. 1% sucral ose; (10231 About 0.125% azel asti ne, about
0.01% fl uticasone, nonetasone, dexanethasone beloxil, lote rednol

budesoni d&0 2006/458924nci nol one, about 0.5% nontel ukast aRfel’H 433620,

sucral ose; (1024] About 0.15% azel astine, about 0.01%fl uticasone,

nonmet asone, dexanet hasone bel oxil, |oteprednol, budesonide, or

trianci nol one, about 0,5% nontel ukast;n,and about 0.1 % sucral ose; [1025]
About 0. 05% azel astine, about 0.05% fluticasone, nometasone, dexanethasone
bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5% nontelukast
and about 0. 1% sucr al ose;. WD 20061058022 PCT/ U82005/ 042362 -102 [10261
About 0.[19861zel astAbout Gdé% agclosimes | aaqutafdie, W@soﬁ@m 8g&eanet hasone

- beloxil, |ot e 0 nt el ukast

and about 0. TRERasop SR bAEreafltl bideABHER BRI b f1op P0G
fluticasone, pafathRE0RR] aboler a5%Bishaanie bel oxil, | ot eprednol , budesoni de, or
- trianci nol one, about 0.5% nontel ukast and about 0. 1% sucral ose; 110281

About 0.[188% azel adttioue, Oﬁﬁ%utaZﬂaM% fabout dB@18heflutinanencasmoeaietasef®xanet hasone

bel oxil, |ot red esoni de anci.nol one out 0. 5% nt el ukast
and about 0. ?@PBE% "[@ oﬁlfdeﬁ"tﬁg@ g@f"&é‘qu aﬁ%’ggrs%nl%
fluticasone, mﬁ@&t‘spﬁfd abolEs MR ishaarire bel oxil, |ot eprednol budesoni de, or

-trianci nol one, about 0.5% nontel ukast and about 0.1 % sucr aI ose; 110301
About 0. ll%ﬂizel astAboat &t azelagiing | abmrta@dh% ﬂmmmpnmpmeumnet hasone

and about 0. HPHOBree BEisx doienteaol: bdeSHde gy REsisi Rt m bR S 0. 106
fluticasone, haiBhRSPAR aboﬁi%@f‘%tsﬁaﬁﬂﬂé'f bel oxil, |oteprednol, budesonide, or
triansgi nol one, about 0.5% nontel ukast ‘and about 0.1 % sucral ose;
?3 [1059] About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.15% sucralose;

[1060] About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.15% sucralose;

[1061] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.15% sucralose;

[1062] About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

' ) montelukast and about 0.15% sucralose;

[1063) About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%
montelukast and about 0.15% sucralose;

[1064] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or friamcinolone, about 0.5%
montelukast and about 0.15% sucralose;

[1065] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
-dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

montelukast and about 0.15% sucralose;



[ 1032] About 0.15% azel astine, about 0.1%fluticasone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinolone, about 0.5%
D nont el ukkasioosossombout 0. 1% sucral ose; (10331 About 0. BEYWaWes/B8G2ne, about
0.01% fluticasone, nonetasone, dexanetbasone bel oxil, |oteprednol,

budesoni de, or triantinol one, about 5.0% nontelukast and about 0.1 %

sucral ose; [10341 About 0.1% azel astine, about 0.01% fl uticasone,

nonet asone, dexanet hasone bel oxi |, I‘ologﬁrednol , budesoni de, or

trianci nol one, about 5.0% nontelukast and about 0.1 % sucral ose; [10351

About 0. 125% azel astine, about 0.01% fluticasone, nonetasone, dexanethasone

bel oxi | , [1066]epr ednAboutb lds onzelastiney shontn®ilo! Antcaserey umometBonayont el ukast

and about 0. 1% sucr al ose; 20061058022 PCT/ US2Q031042362. -103,[ 10361

About 0. 15% mwe%sb\éﬁilowmh a%qsera%rﬂs,m%%?la%ﬁéqut]%é&anet hasone

bel oxil, | ot . [ j anti nol one, about 5.0% nontel ukast
Etgﬂﬂiasrt 2l gl%ﬁaggé g% sAnggalljcﬁsre

and about 0. 1Y% Sucr al ose; 0. 05% azel asti ne, about 0.05%

fl uti casgoe7] nomet Abane 0.125%X anelafineOndobe| k| fluticisend, e diviletasngjesoni de, or
trianci nol one, about 5.0% nontel ukast and about 0.1% sucral ose; [1038]
About 0. 1% azisxemethasoneplowil, lotepsyin), budesoridnor tiameinelopnabout @% et hasone

bel oxi |, | oteprednol .. bude I, de, t rianti nol one, about 5.0% nontel ukast
and about O. 1@9@8@‘%&5% ggkoﬁ@%gf%s °%0. 125% azel ast i ne, about 0.05%
fluticaspoes] momet ApQUre 0.15% XReRishas 0aBolRe 0% | flutikeky, € diviletasbueiesoni de, or
trianci nol one, about 5.0% nontel ukast and about 0.1% sucral ose; [1040]

About 0. 15% adexpmsthasane balowilt lowpominek budaseride ws trismginelaae nbout Offdranet hasone
beloxil, |oteprednol .. budespni.de, or . triancinolone, about 5.0% nontel ukast
and :_ei-gout 0. 1@9@8@?‘5§t8§§%088@ﬁ% RB’E?&RSGO. 05% azel astine, about 0.1%
f1 uti_dasppes] nmomet g&ire 0.05% aaemithrs oaRub )0k fluti@isens, e diviletasbreiesoni de, or
tri anci nol one, about 5.0%

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%

montelukast and about 0.15% sucralose;

[1070] About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, zbout 5.0%
montelukast and about 0.15% sucralose;

[1071] About 0.125% azelastine, about 0.01% fluticasone, mometasone,

dexamethasone beloxil; loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.15% sucralose;

[1072] About 0.15% azelastine, about. 0.01% fluticasone, mometasone,

) dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
) montelukast and about 0.15% sucralose; |

[1073] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol; budesonide, or triamcinolone, about 5.0%
montelukast and about 0.15% sucralose;

[1074) About 0.1% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelﬁkast and about 0.15% sucralose;

[1075] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%
montelukast and about 0.15% sucralose;



nont el ukast and about 0. 1% sucral ose; (1042] About 0. 1% azel asti ne, about
0.1% fluti casone, nonetasone, dexanethasone beloxil, |oteprednol,

budesoni d%0 :06/038022Ti nol one, about 5.0% nontel ukast aPCT/EBZNS0QILR %
sucral ose; [10431 About 0.125% azel astine, about 0.1%fl uticasone,

nonet asone, dexanet hasone beloxil, |oteprednol, budesonide, or

trianci nol one, about 5.01/0 nontel uk f and about 0. 1% sucral ose; [1044]
About 0. 15% azel astine, about 0.1% fluticasone, nonetasone, dexanethasone
bel oxil, |oteprednol, budesonide, or triantinolone, about 5.0% nontelukast
and about 0.1 % sucral ose; [1045] About 0.05% azel astine, about 0.01%

fluti cadddiEs] nonetidwahe).15% e azslastinas abeutb 8106% | fluticasens; eniomietasdimegdesoni de, or

trianci nol one, about 0.1% .popntel ykast and, about. 0. 15% sucr al gse; WO
2006/ 058022 rdemﬁgﬁfes? 94 tePfeM,?@%m&A%W! %y Oé’égiq(gfé, about
0. 01% fl uti ca3QRGuIPIRL 3&@15%%{:@%@ .hasone bel oxil, | oteprednol,

budesoni de, or triancinol one, abou % nont el ukast and about 0. 15%

sucr al o9807711047] Aaatt 0.05% 2%%lagiélenasibone, 0.8%0 Ulutidasbh®) fhomeesene,
nonet asone, dexanet hasone bel oxil, |oteprednol,. budesonide, or

tri anci nol ondexamahisone bejoxikdnteptednelsbudstapiden eripiamcmdonsyrholt 6% [ 1048]
About 0. 15% %ﬂtﬁ‘?@sﬁwﬁg@m%%ﬁaf& rt i casone, i nonetasone, dexanethasone

bel oxil, | otepre i anci nol one, about 0.1% nontel ukast

and aboyyo718]15% sutoat 08.8% [adA%3tiné\dabbut0.VB% Fudicadintemombasine). 05%
fluticasone, nonmetasone, dexanethasone bel oxil, |oteprednol, budesonide, or

t ri anti nol ondexamyhasonpbeloxil, hetapreinabidesanifleapoiemginpipnesthaubf §%; [ 1050]
About 0.1% a i a t 5% f] ut.i casone, nonetasone, dexanethasone
bel oxi |, |ot g@%ﬁ%gﬁ%fﬁfu@#‘?’i anti nol one, about 0.1% nont el ukast
and abbyoB)15% sutoat ARE2S% 19kldstiAl0bowd. 021596 MRRkasie] NAomsasstie, 0. 05%
fluticasone, nonetasone, L

dexamethasone beloxil, loteprednol, budesonide, or triamcinclone, about 5.0%

montelukast and about 0.15% sucralose;

[1080} About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 5.0%

montelukast and about 0.15% sucralose;

Chewable and/or Orally Dissolving Formulations
Chewable Formulations

[1081] In addition to the solid dosage forms disclosed throughout, the present
invention also provides chewable oral formulations. In certain such
) embodiments, the formulations will comprise (or consist essentially of) an
effective amount of azelastine (e.g., azelastine HCI) along with suitable
excipients that allow the formulations to be chewed bjr the patient. In
additional embodiments, the formulations can further comprise one or more
taste-masking or sweetening agents, such as those described berein. In one
embodiment, sucralose is used in the chewable formulations. Additional
active agents, such as those described herein, can aiso optionally be added to
the chewable formulations. The amounts of azelastine, other optional active
agents (e.g., steroids, decongestants, leukotriene antagonists, and
combinations thereof), and sweetening agents (e.g., sucralose) in the chewable

formulations of the present invention are readily determinable by those of



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone, about 0.1
% nont el ukast and about 0.15% sucral ose; [1052] About 0.15% azel asti ne,
about 0. 099 30¢9388Rsone, nonet asone, dexanmet hasone bel BETUS20584p¢2ednol ,
budesoni de, or trianctinol one, about 0.1 % 3 nontel ukast and about 0.15%
sucral ose; [1053] About 0.05% azel astine, about 0.1% fl uticasone,

nonet asone, dexanet hasone bel oxil, |qfgeprednol, budesonide, or

trianci nol one, about 0.1% nontel ukast "and about 0.15% sucral ose; [ 1054]
About 0. 1% azel asti ne, about 0.1% fluticasone, nonetasone, dexanethasone
bel oxi |, |oteprednol, budesonide, or triancinolone, about 0.1% nontel ukast
and about 0. e5dmarycskill dgethe] ags FNdAbIRdethpes osraguts $d reembanrabions 0. 1%

e e mol ondeSae e o FrAREInE B8 ShRRedl formuRhgh Gl sl Vo ¢ O
20061053022 REEhHESRQIBHAI2 16 condlSedstABly G OMiond. 6% 38 obget i9p.  about

0.1% fluticasone, nonetasone, dexanmethasone’bel oxi 'I', | ot epr ednol
budesoni de, @zelastingapticodlyreboutiD.Olts t0 abdet 10bnotheuicdive agant(sloomtor®. 15%

| ; [1057] . t ,0.,05% | ast i ne, t 0.01% ] yti ,
e DA L B S AR

trianci nol on % : Y . [10581
About 0. 1% ag%@%{m%e%%%@y g%eg)(?l]ﬁ ﬁfﬁalﬁéggé%ﬁgt,dh?r@sné? %?s: gﬁ%? Hﬁ%%)?%net hasone
bel oxi |, | ot eprisstiaoduch s dbiddmndhe ebderly; amhpatientowho neychave diffiealiyront el ukast
and about 0.15% sucr al ose; [1053] A@gﬁt 0. 125% azel astine, about 0.01%
fluticasone, 8 WIRE SHUSING SRIRY| Buyaliens: | | | ot eprednol, budesoni de, or
trianci m?? e, ab 04 pat Kk Bftaidb 5 Sil‘h%fﬂﬁ'l 0S$g. [1060]

_ 'i' %E ?on% an%?g'o%g aé.ﬁ) g %tlorgné %so & e~ the

About~0 Yo azel ast'1 ne, abou % tluticasone, noneta exanet hasone
bel oxi/l, | ot eppeackmot , ofbthde shewatde formtleficnsriaspbaially sabeudn QittRtiveront el ukast

and about 0. 15% sucr al ose, ] ] ]
coloration 1%1parted by a colorant may improve patient compliance. The

relative amounts of the colorants selected will vary depending upon the
particular hue of the individual colorants and the resultant color desired.

[1083]) Any standard pharmacentically acceptable excipient can be used in the
chewable tablet formulations which provides adequate compression such as
diluents (e.g., mannitol, xylitol, maltitol, lactitol, sorbitol, lactose, sucrose, and
compressible sugars such as DiPac® (dextrinized sucrose), available from
Austin Products Inc. (Holmdel, N.J.), binders, disintegrants, splitting or
swelling agents (e.g., polyvinyl polypyrrolidone, croscarmellose sodium {e.g.,
Ac-Di-Sol available from FMC BioPolymer, Philadelphia, Pa.), starches and

) derivatives, cellulose and derivatives, microcrystalline celluloses, such as
Avicel™ PH 101 or Avicel™ CE-15 (a microcrystalline modified with guar
gum), both available from FMC BioPolymer, (Philadelphia, Pa.), lubricating
agents (e.g, magnesium stearate), and flow agents (e.g., colloidal silicon
dioxide, such as Cab-O-Sil M5® available from Cabot Corporation, Kokomo,
Ind.).

[1084] Suitable amounts of sweetener (e.g., sucralose) used in the chewable
formulations, will be familiar to, and can be readily determined by, those
skilled in the art. In certain embodiments, the sweetener is present in an

- amount from about 0.05% to about 5.0% (e.g., about 0.05%, about 0.1%,
about 0.125%, about 0.15%, about 0.2%, about 0.3%, about 0.4%, about 0.5%,



[ 10611 About 0.05% azel astine, about 0.05% fl uticasone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinolone, about 0.5%
nont el ukago 2e06@smbput 0. 15% sucral ose; [10621 About 0. PUTAB200844136%, about
0.05% fl uti casone, nonetasone, dexanethasone bel oxil, |oteprednol,

budesoni de, or triantinol one, about 0.5% nontelukast and about 0.15%
sucral ose; [1063] About 0.125% azel as_tiw_e, about 0.05% f| uti casone,

nonet asone, dexanet hasone bel oxil, |oteprednol, budesonide, or

trianci nol one, about 0.5% nontel ukast and about 0.15% sucral ose; [10641
About 0. 15% azel asti ne, about 0.05% fluti casone, nonetasone, dexanethasone

beleXibl , | ot @bewsdhel, labfuné%;?)%i dboutdk8%r ﬁbﬂﬂiim%%on?u’f df/mmbouhfl%%mnt el ukast
0.15% : 6 0. 0589 ' 0. 1%
It Foasone, Hheiar HacatOut 1 78/m AB0H 226 Ab0BLE 2 EO0ub 2EYh AR 2 Hidesoni de, or

t ri anti nol on t t t 8 . WO
20061058022 %%%‘?32’%%@?@?%2@%%%%82%‘? %b%i a%u%?/o/@a?glsﬁaﬁ?% about 0. 1%

fluti casone, abuutet¥s,cbent 4.98%oredboatsiiie Thekorr brdidant skpll édthel art wildesoni de, or

trianci nol one, ahout. 0.5% nontel ukast and abouyt 0.15% sucral ose, [1067]
About 0. 125%FEBRsaEthat fhe apeyt o ?ﬂ%@%@?ﬁﬁ%ﬁ%}’% iﬁﬁ@?ﬂgﬂﬂﬁarret hasone

bel oxil, | ot | ' | ngép}gfed g nt el ukast
and about O. ?E%/?g[li}géla %gg@éﬁ%og%il %{gio&tgé ggﬁ%los% Ze as?f;ﬁg% rgggiéf%)ryg?l%
fl uticasone, anhorticsSornese in phxanetdtizalprodiaed.oxi |, | ot eprednol, budesoni de, or

trianci nol one, abqui 0.5% nt.el ykast and ahout 0. 15% sucral gse; [10691
About OTHE® azel aSHitdhle cyelgdextonsy fok, yse i, sﬁh‘?é'{ab}%%’ﬁ‘ﬁ@ﬂﬂ’éi of scanet hasone

bel oxil, | ot n d i d r irj i , u % nt el ukast
and apout 0. Pooe Mven LSRG G iy oh f BTCBGUARE o A8 hucpalbe 47015
fluti gasone, hyBRRyACANEd desiQ¥@Esttiason SubleladXidptaldso2andiesiapkhylppdesoni de, or
triancti nol one, about” 5. 0%

cyclodextrin (DIMEB), randomly methylated B-cyclodextrin (RAMEB), and

hydroxypropyl B-cyclodextrin (HPRCD). A. suitable cyclodextrin is P-

cyclodextrin (available from Cerestar USA, Inc., Hammond, Ind. or from

Roquette America, Inc., Keokuk. IA under the trade name Kleptose™). If

desired, the complex of the active substance with cyclodextrin can be prepared

in advance, for example, by malaxating or granulating the azelastine and any
additional active substance(s) and the cyclodextrin in the presence of water, or
by preparing an aquecus solution containing the azelastine and any additional
active substance(s) and the cyclodextrin in the desired molar ratio.
Alternatively, the azelastine and any additional active substance(s) and the

) cyclodextrin can be simply mixed with other excipients and adjuvants. The
molar ratio of the azelastine and any additional active substance(s) to
cyclodextrin is suitably from about 1.0:1.0 to about 4.0:1.0.

[1086] A typical manufacturing process for making either a single layer or bi-
layer chewable tablet generally involves blending of the desired ingredients to
form a uniform distribution of the azelastine (and any other active agent(s)),
excipients (e.g., colorants and flavoring agents as well as others). If desired, an
inclusion complex of the azelastine and any other active agent(s) and
cyclodextrin (e.g., B-cyclodextrin) may be formed prior to blending into the
mixture by malaxating the azelastine and any other active agent(s) and

cyclodextrin in the presence of water in a planetary mixer for about 20



nont el ukast and about 0. 15% sucral ose; [10711 About O0.125% azel astine, about
0.01% fl uti casone, nonetasone, dexanethasone beloxil; | oteprednol,

budesoni g§@g 2060430t anTi nol one, about 5.0% nontel ukast aotusivOsH4286215%

sucral ose; [10721 About 0.15% azel astine, about 0.01%fl uticasone,

nonet asone, dexanet hasone beloxil, |oteprednol, budesonide, or

trianci nol one, about 5.0% nontel ukast and about 0.15% sucral ose; [1073]
About 0. 05% azel astine, about 0.05% fficasone, nometasone, dexamethasone
bel oxil, |oteprednol, budesonide, or triantinolone, about 5.0% nontelukast
and about 0. 15% sucral ose; [1074] About O0.1% azel astine, about 0.05%

fluti casone, ninges agheemixtoexiantkémdriedén kelojpng ovénot efterdirging, khedesoni de, or
trianci nol one, about 5.0% nontel ukast and abqut 0.15% sucral ose; [1075]
About 0. 125vcemplensii Faxedipwth any eodarilaverieg e, Hhfetbladns thelexanet hasone

and about 0. TaB e P ECaRIE B ik A R A B T 1076

About 0. 15% a36iR6s tHiSe sRiliedlin @heo.ﬁ{’/qé % UKiileasSPNO0 taBMEirasOfeCourtyxamet hasone
bel oxil, |oteprednol, budesonide, ri anci nol one, about 5.0% nontel ukast

and about 0. 2524%tataryibbdayer pmsezmem&mant@msﬂ@mgasmtmmaybb@ddedo 1%

fluti d h el d d
triane: nol ontd BABORIEE. Bofo T SEIRS BrEseHtaHom Bt theofRblEb, Moot & T 1078
About 0. 1% apgphastib'ef cRReible @bibioahl ValiS@SQIBpontREBSASRNA the ggpaet hasone

bel oxil, | oteprednol, budesonide, or triantinolone, about 5.0% nontel ukast
and about O. w%esfwndlthmaghquldﬂegirtaﬂbd;dcsmpm%mgnlaaéthenﬁxana.ﬁmf 0. 1%

fluticasone, taso ex te budesonlde or
trianci nol one, Btﬁf‘t q?%‘n[‘%r E@Z@QE@Q@%M@P § CWQJFB [ 10801
AbOUD 0.15% %?e@ip%ﬁ&éd“ﬁy réibRHle Kerekdd d!ltlbtﬁﬁéééﬁ'.e Adﬂiﬁ%ﬁﬂ%@ﬂ’ﬁbldarﬂly

dissolving tablets, and methods for their manufacture, are disclosed in U.S.

Patent Publication No.2004/0265372 and U.S. Patent No. 6,270,790, the

disclosures of each of which are incorporated by reference herein for all

purposes.

Orally Disintegrating Tablets

[1087] In another embodiment, the present invention provides orally
dismtegrating/orodispersible tablets, such as those disclosed in U.S. Patent -

No. 6,723,348, the disclosure of which is incorporated herein by reference in

its entirety for all purposes. The orally disintegrating/orodispersible tablets

”) suitably disintegrate in the buccal cavity upon contact with saliva forming an

easy-to-swallow suspension. Such tablets comprise (or consist essentially of)

azelastine (e.g., azelastine HCI), and optionally, one or more additional active

agents (such as those described herein), in the form of coated granules, and a

mixture of excipients comprising at least one disintegrating agent, a soluble

diluent agent, a lubricant and optionally a swelling agent, an antistatic (fluid

flow) agent, a permeabilising agent, taste-masking agents/sweeteners,

flavoring agents and colors. In certain such embodiments, the

disintegrating/orodispersible tablets comprise the taste-masking agent

sucralose. The amounts of azelastine, other optional active agents (e.g.,

steroids, decongestants, leukotriene antagonists, and combinations thereof),
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nont el ukast and about 0. 15% sucral ose; Chewabl e and/or Orally D ssol ving
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forms di sclosed throughout, the present invention also provides chewabl e
oral formulations. In certain such 3 enbodinents, the fornulations wll
conprise (or consist essentially of) .an effective anmount of azel astine

(e.qg., azelastine HO) along with sui ta‘bl e excipients that allow the

formul ations to be chewed by the patient In additional enbodinents, the

fornmul ations can further conprise one or nore taste-masking or sweetening
agents, such 2ad swesteninge egenish feig.hanernlse) in dhee orallprhdismiagratingsiablell ose i s
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(e.g., steroids, decongestants, |eukotriene antagonists, and conbinations
t hereof ), andesnibed beieny BEoyeramplesthe orallyudisiategrating tabledt fiemutatisabbp

formul ati ons of the present invention are adi | et.ernj nabl e, by those of
WO 2006/ 05803 PESFERRIBPon L9mPIse 12hatih 14 aldy aﬁ?‘%l belis% t%&faﬁﬂfiﬁs, and
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[1089] In one embodiment, the disintegrating tablets according to the

invention comprise coated gragules of azelastine (and optionally, one or more

additional active agents) or one of its pharmaceutically acceptable salts (such

as azelastine HCI), a taste-masking agent such as sucralose, and a mixture of

excipients, the ratio of the mixture of excipients to the coated granules suitably

is about 0.4:1 to about 9:1, more suitable about 1.5:1 to about 5:1, or about 2

to 3 parts by weight, the mixture of excipients suitably comprising: at least one

| disintegrating agent, a soluble dilvent agent, a lubricant, and optionally a

) permeabilising agent, a swelling agent, an anfistatic agent, flavoring agents
and one or more coloring agents.

[1090] In suitable embodiments, the disintegrating agent is selected from the
group consisting of croscarmellose, available as e.g. Ac-di-sol™,
crospovidone available as e.g. Kollidon CL™, sodium starch glycolate and
mixtures thereof.

[1091] According to one embodiment of the invention, the soluble diluent is a
polyol having less than 13 carbon atoms and being either in the form of a
directly compressible product with an average particle size of about 100 to
500 pm, or in the form of a powder with an average particle size of less than

about 100 pm, this polyol suitably being selected from the group consisting of



-particul ar hue of the individual colorants and the resultant col or desired.
[ 1083] Any standard pharnaceutically acceptabl e exci pient can be used in the
chewabl e %‘!\%P@W"?WFMI ations which provides adequate comSTASINSMIBETh as
diluents (e.g., mannitol, xylitol, maltitol, lactitol, sorbitol, |actose,
sucrose, and conpressible sugars such as D Pac(r) (dextrinized sucrose),
avai l able from Austin Products Inc. (Hgl.ndel, N.J.), binders,

di sintegrants, splitting or swelling agents (e.g., polyvinyl

pol ypyrrolidone, croscannellose sodium (e.g., y Ac-Di -Sol available fromFMC

Bi oPol yner, Phil adel phia, Pa. )l@@cft arches and J . derjvatives, cellul ose and
derivatives, WhuantebXyditol sorhito maltidele sSThecntepertian ofdisintagraingiagand1 or

N oot o orRi R SPAOIL Sl R AL WA BUFLs Wiy (IR vl bl e
nmagnesi um st egdighte ind & thef dag¥ofg aiikturd, ®ath disftdgkMtingadgehit béif@Presetito) dde, such

as Cab-O Sil M(r) available from Cabot Corporation, Kokonmo, Ind.). [1084]
Sui t abl e anoetwseanf abonbdt andeabopt 10% by weightoes) abewdd ite ebowt Wiebsbl e

f | ati ,owidl be fam i , dily.d 1 ned by, th
i ed in & e o8 e Bopon shiso B, ARG ¥ Bogt el S 8 BBechi i n°an
arount 11 om gty & 4.8, A0 T A6k 608, by 30, AsAEMocodDEME o 1% _abou

0.125% about O. 1.% about 0.2% about 0.3% abdut 0.4% about 0.5% WD
2006/ 058022 RTweigh0obihe4dhd82 - 109 about 0.6% about 0.7% about 0.8%

bout 0.9%..about 1% t 1,25% abaout ,1.5% baut, 1..75% bout 2% bout
050 O 5. so,SultsbfEriaiontTor s e isaemeJebles ki, BUGHR0. about.
3. 75%_about. oo, mdieiun Rebarel-s¥Mic ARRULsoduRD Uy M%) . Those

or qﬁi nary skill in the art wl appreciate that the anount of sweetener
may vary depenigiangsedn polyoxgthndengglycol (mi¢reniped tMaawrbgol 600@) deddineysed and t he

product o | | 1088 ERRE O yRBEBAHRIRE by agowt §f 1HRRotEh SREA For mul at | ons
of the presefim abNMAT loQBoht kU, RomPaboll 1 ¥ 4l PRADYWEiBE: baked 8R 2l kyl at ed
or hydroxyal kyl ated derivatives thereof, such as heptakis
(2, 6- di - o- netthg weighg of the tablet. The lubricant can be dispersed within the mixture of
excipients, or according to one embodiment, sprayed over the outer surface of
the tablet. Thus, according to one embodiment of the disintegrating tablets of
the invention, the lubricant is in powder form and is, at least in part, disposed
on the surface of the tablets.
[1093] The permeabilising agent allows the creation of a hydrophilic network
which facilitates the penetration of saliva and hence assists the disintegration
of the tablet. Suitable permeabilising agent include, but are not limited to,
D silica with a high affinity for aqueous solvents, such as colloidal silica
(Aerosil™), precipitated silica (Syloid™ FP 244), maltodextrins, pB-
cyclodextrins and mixtures thereof. The amount of permeabilising agent
suitably is between about 0 and about 5%, e.g., from about 0.5 to about 2% by
weight, based on the weight of the tablet.
[1094] A swelling agent can be incorporated in the mixture of excipients.
Suitable swelling agents include, but are not limited to, starch, modified starch
or microcrystalline cellulose,
[1095] An antistatic agent can also be incorporated as a flow aid. Suitable

antistatic agents include, but are not limited to, micronised or non-micronised



cycl odextrin (D MEB), randomy nethylated [ 3-cyclodextrin (RAMEB), and
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desired, the conplex of the active substance with cyclodextrin can be
prepared in advance, for exanple, by_pglaxating or granulating the

azel astine and any additional active substance(s) and the cyclodextrin in
the presence of water, or by preparing an aqueous sol ution containing the
azel astine and_any additjonal active substance(s).. and the.ﬁ}/cl gdextrin in

the desired niélar ilican(Asrosiit] RI72). replloigale|sina (Aemsdi™amP0xddi ti onal
- act | bst . {0 i @ply mixed with oth
axci pients: andeumhiod ek (HuteEP 282 Edbfielfheflabl) ¥ T hod N g

addi t i onﬂloge];t i ve AuRREiABAS ORe shéh ebEdiBRAEXSS he ihventidh] Ghel gtarul@rofabout
+1.0:1.0 to about 4.0:1.0. [1086] A typical manufacturing process for making

ei ther a si nghzeldstipeor one of its phaymacestieallyticeeptabiie saltsgand pptionally,onsl ves

bl endi ng of the desi r‘fcﬂ'i negr%ec%ivents 0 form&?unipc{or n di zltri ution of the
azel astine (aft HOFy BYqional gchiye agrals push as thopq deserpked  Bersin) 418 o ant's and
flavoring age éa“ﬁé’ l; ' i ad §I|3' ARls P! ex of
the azel asti ngﬁ an azﬁg %t@%rﬁi?ﬁ\%saagéeﬁtg?% &gg()ﬁg??ﬁ ggéggt Fi ns( e.g.,

P- cycl odext r i sdelastipe treoneaxfite gharmiaceuticallphceeptablg silist (0.8 aeelastine HELR by

The orcsonce. SHPRECa: 1508 HMFa A ocgrebtf GEEEL S50l soblssoos: T "
PCT| US2005104230¢ and : lorifgAbaRS . Fubifreibet! %ém%ﬁggﬁg@i% dafl afbodr Yi ng

oven~After drying, the conplex 1s mxe /tlavoring bl end.
The hl/end i s inchide disimtegratingsgents and/ar sirfagtapts] ayer or bi -1 ayer tabl et using

oL andar i BHo0S Vel BB, L A0SR, S bl S S oy

o8, RO TS B, s ] BRI oo o o

conponent s f ocellwbase] acrylivepelymens; suchcasninkalulilo acxylatt aonmpiniernethiveylatet ai | ed

description S(:eé:;}oilj(f)ng]er? n%o{yra].gry ateamc))lrespo?;methac:ylic copolymer, povidones,
copovidones, polyvinylalcohols, alginic acid, sodium alginate, starch,
pregelatinized starch, sucrose and its derivatives, guar gum, polyethylene
glycol, for example an acrylic polymer, such as Eudragit™ E100, and
mixtures thereof.

[1098] Opticnally, in order to enhance the granulation of the azelastine (and

B one or more additional active agents) or one of its pharmaceutically acceptable

) salts, a diluent agent can be used. Suitable diluent agents include,‘ but are not
limited to, microcrystalline cellulose, sucrose, dicalcium phosphate, starches,
lactose and polyols of less than 13 carbon atoms, such as mannitol, xylitol,
sorbitol, maltitol, pbarmaceutically acceptable amino acids, such as glycin,
and their mixtures.

[1099] In one embodiment, a granule of azelastine or one of its
pharmaceutically acceptable salts (as well as any additional active agents, such
as those described herein), can be in the form of a core of grenulated
microcrystals of azelastine, coated with at least one layer comprising
azelastine. Such a coated core is characterized in that the core and the layer

comprise each from 70% fo 95%, preferably 80% to 95% by weight of



U S. Patent Publication No. 2003/0215503, the disclosure of which is

I ncorporated by reference herein for all purposes. Additional

chewabl e/ e¢y@bdoyossdtssol vi ng tabl ets, and nmet hods for thecrusensbassure, are
disclosed in U S. Patent Publication No. 200410265372 and U.S. Patent No.
6,270, 790, the disclosures of each of which are incorporated by reference
herein for all purposes. Oally D sintegrating Tablets [10871 In anot her
enbodi ment, the present invention proV?‘dés orally ‘

di si ntegrating/orodi spersible tablets, such as those disclosed in U.S.
Patent No. 6,723,348, the disclosure of which is incorporated herein by
reference in agelasting)tor bat pf the phairlaceutically eceptible saltaitteyeof, the balance

di sintegrating/orodi spersible tablets suitably disintegrate in the buccal
cavity upon clent09% bamgfomned; with pbleastrpe bindeg g8¢ optionallyl ugralosuiABEnsi on. Such

HG) - and opt TEngE SRRl FRAEY:A, B, Sat oo ol bEnt BrlletioR” o Thoce

described hergr 0).14808, thedibssiteX  Which Rindisdtited by reffbnde hefbiyt ure' of
exci pients conprising at |east one disintegrating agent, a soluble diluent

agent, allOWri cantInapnt epbodimant ¢f thesinsertiong theggmanyles cameomptiset (¢ (1 ui d

o | - opud i : X ,
[l avor | ng agcnBet ety poF RpRCddi: LA ARa St Bieaive S a0 6°
di si ntegrati ngjolf 90%SoLhmlRtife bAR! fHafmaRRRIaIS hckEftalila ShR thedsdfi(Bg,,agent

sucral ose. The anpunts of azel asti'ne, other Optional active agents (e.g.,
steroi ds, decueietineaH(d) andeoptionallenre anmatpoadditional activecagepisnach@ss t her eof ),

WD 2006/ 058022 PCJ/ US2005/ 042362 -, 1 nd sweet eni Qgents (e.g.,

jsucrﬁbose) intﬁ???e APy i 05t 3‘??“%30%’3’&‘3?‘%?%&%@8 _atﬂ’le_(t?he pr esent
I nvenid on ar ehe e@éighfy of @b QAdHnBABE DnBYof ﬂl@sﬂ:a?ﬁ:acéﬁfigﬂga%&éﬁﬁbié saltd the art,
and include those anounts and conbi nati ons described herein. For exanple,

the orally dithemof gt mostapout:3ncmithblyabbuti2% hy weight ofi Ehepntistatic agentsent i on
conprise about. Q.1%to abo (03 15% azel astin opt i I b 0.01%to
about 10% ot HQPg Ett?\}ge a\’beéguﬁ’% )Safdognﬁ'ﬂiﬁ% S eﬂl?lgi gg‘;ﬁ*&%&gﬂgg‘{% 0.05%to
about 0. 15% Syiefafls@$fd optionally a diluent agent for the balance to 100%.

[1101] The granules can also be coated with a coating composition comprising

at least one coating polymer selected from the group consisting of cellulosic
polymers, acrylic polymers and their mixtures. Among the cellulosic
polymers, ethylcellulose, hydroxypropylcellulose (HPC)  and
hydroxypropylmethylcellulose (HPMC), can be used. Among the acrylic
polymers, insoluble acrylate ammonio-methacrylate copolymer (Eudragit™
_ RLi0O0 or RSI00 or Eudragit™ RL30D or RS30D), polyacrylate
) (Eudragit™NE30D), or methacrylic copolymers (e.g., Eudragit™ L100-55
Eudragit™ 130D, Eudragit™ E100 and Budragit™ EPQO) can be used, alone,
in combination, or in admixture with pH-dependent polymers. Eudragit™
E100 or a mixture of Eudragit™ EPQO and Eudragit™ NE30D are suitably
used. In one embodiment, the binder and the coating polymer are the same

polymer. |
[1102] Optionally, permeabilising agents, plasticizers, soluble agents,
disintegrating agents and surfactants, can be added as coating additives.
-Suitable plasticizers include, but are not limited to, triacetine, triethylacetate,
triethylcitrate (Budraflex™), ethylplithalate, or mixtures thereof The
plasticizer is used in proportions of at most about 30%, preferably 10% by



[ 1088] In suitable enbodinments, the particles/granul es of azel astine (and
any other optional active agents) have a particl'e size such that about 100%
of the pawtiosd/esozhave an average size of |ess than abRET/BRGH4E#2sui t abl e
such enbodi nents, azel astine (and any other optional active agents) are
present as coated granules. [1089] In one enbodi nent, the disintegrating
tabl ets according to the invention quiq:)_ri se coated granul es of azel astine
(and optionally, one or nore additional active agents) or one of its
pharmaceutically acceptable salts (such as azelastine HCl), a taste-masking
agent such as sucral ose, and a m xture of excipients, the ratio of the

m xture of ewsdightehths costingpolymanseduitghlersoluble sgentsantiyde podyadphaving. 4: 1 to

ot 5L TS A ERRTH, Suid SR SR ulpkD,S PS>
i si nt egrat i BgRgRAlo o | itk 4RIt S disitdghitinh GBBis iRfifleoPt i Onal Iy a
el the iy A

. penneabi | i si ng agent, 1 ng agent, an anti st agent, flavoring
agents and bone ae netr dinttedone,ngrasgameose] 10a04ble nas Ld.g.aBlcadieoB¥di ments, the

di sintegrating agent is | ected fr t rQup consj sting of

croscar el | oSESP Wg?ﬂ%ﬁ\i&i%a%‘?-&ﬁﬂg&m eﬁ%‘f-%ﬁ?&% $fone avail abl e as
e.g. Koldigten CLTM.: i G . ] : . [1091]
Accor di r%i@?i one %@gﬁ,gg@%@ egﬁb%%hﬁ%mﬁg gé‘#ﬂ%ﬁ“ﬁ?ﬁ%‘%ﬁc{t is a
pol yol havi ngattizdé sizb distdButivar bwedt avomt 450 e & hdubS00i it erd or m of a

directly conpressible product with an average particle size of about 100 to
500 pm or i muitdhdy befweenfabautpifdem audt gbout 42% ¢ guch dhat iat leasts§%, of | ess

th bout 100 m. ' I i tabl ' |l ected fr. h

consiting. ofBRE 488k WeetHiadaulesi g piics ragRatera | | tol
ki Jol q |t .  di , eitably |

fS?(r)mI agou?n3 at 0 talsg%ld 15% 6‘55 wei ¥ 8#'[[ %Qse. g. qis?b%]t?&% t%l aﬁ)aggtgrﬁ%gl@%;/ avveiyglhts,

and in the cabe lek tanmbsitws50.ungach disintegrating agent being present
bet ween about | and about 10% by weight, e.g., about 5 to about 10% by
wei ght , [BHMIt he phepaeemhedsneniothghtoated; grawHes aepondingde dkp HyeRiiomB0 to about

comprise: from about 10% to about 95%, preferably about 40 to about 75% of
granules of azelastine or one of its pharmaceutically acceptable salts, suitably

=]

azelastine HCl and optionally one or more optional additional active agents,
such as those disclosed herein, sucralose from about 0.05% to about 5%, from
about 5 to about 90%, suitably about 10 to about 70% and even more suitably
from about 25 to about 55% of a coating polymer, such as Eudragit™ E100,
the percentages being expressed by weight relative to the weight of the
) granules of azelastine, or one of its pharmaceutically acceptable salts, from
) about 0 to about 10% of a permeabilising agent, such as colloidal silica, the
percentages being expressed by weight relative to the weight of the coating

‘polymer.

Effervescent Formulations
[1105] In another embodiment, the present invention provides a solid,
effervescent, rapidly dissolving dosage form of azelastine for oral
administration, such as disclosed in U.S. Patent No. 6,245,353, the disclosure
of which is incorporated by reference herein in its entirety. In such an
embodiment, the effervescent formulation comprise (or consist essentially of)

(2) azelastine or a pharmaceutically acceptable salt thereof {(e.g., azelastine



90% by wei ght, e.g., about 40 to about 60% by wei ght, based in each case on
the weight of the tablet. - [10921 Suitable lubricants -for use in the

di si nt egrwoizogs/dsadzzet s i ncl ude, but are not limted tRCTHE YRSt ear at e,
stearic acid, sodiumstearyl fumarate, mcronised pol yoxyethyl enegl ycol

(m croni sed Macrogol 6000), |eukine, sodiumbenzoate and m xtures thereof.

The anount of |ubricant generally is ~1f1€9m about 0 to about 3% e.g., from

about | to about 2% by wei ght, based on the weight of the tablet. The

| ubricant can be dispersed within the m xture of excipients, or according

to one enbodi nent, sprayed over the outer surface of the tablet. Thus,

accordi ng to G, endboptiowslly ofe ohdatt Additwgehacting agaptsesuchoss thase i nventi on,

the lubricant .i s i owder, form and | at | east | art, .disposed on the -
Surf ace of 1 idorss BRI [O) e FER s epl Pine Smprapigt el he v ML AL%RTe creat i on
of a hydrophidy Wwhidfie nhd (AL AbiRIn®brsal i va and
hence assi st séﬂ'teﬁ)efqg Xsﬂijéll't%%lr ati on&ﬁt?)f&ﬂugtl E}@ tiatl)tltg’t&egggﬁ gbl e %ggmt;a I 1ising
agent i ncl udealkdiutmetzi endian dlkatint edrth metalsiarbarateniichbizatbbndte,adufdi e}ty f or
aqueous sol vent_s,alfuch as col |l oi dal si I'E a cipitated silica

. (Aerosil TM, pre
( Syl oi dT™ Fp epiigyally 2 phagmaseutically peceptableoaniliany ningeedienh, xfnurc hereof . The

amount of pergmaiL leb®)| e | dsBdlt Yorl Bgrgﬂgq:gﬁh 1 bout 5%
e.g., from about %.e?%tbgﬁ}f%%bt 62%% mé?f%@l ase o%%%r&gﬁgﬁt&of t he

tabl et. 11094ho® tawteinhdskipgaggents, cach ke sucatusponad/ed other ttinte-maxltiuge of
excipients. Suitaple, swelling agents include, but are not limted to,
stanch, nodi f38epts deggribgd hsreing cFRsc apeunis I°ifrP@e(§‘§‘l'I¥eul°§§§.°P§!%§5¥“ﬁﬁ antistatic
agent can al [ rp - ed fodh ai 4.1 abl i.stalLkCc agents

i nclude, but Sa%regﬁno@'cggi m%@&fﬁto, m g&%%ed%%%ﬁ?magggﬁﬁéﬂg’d 3@120061058022
PC f Up2005104dathinatiodsl Ihérebf), dndnewlectening aagdefey qe.gl, TMdRddse) , irc ahé oi dal
silica (Aerosi] TM 200), recipitated silica (SyloidIMFP 244), and m xtures
thereof . [109¥feryesest @qw?%n%ﬁ%ghgpwe@ﬁ%mhﬁmé SR ¢, the
granul es of - gl Atidiy YRk, dnil IAISBES dch6itd dnPGAfthalng s3 ts (and

optionally,

described berein. For example, the effervescent formulations of the present
invention compﬁse about 0.1% to about 0.15% azelastine, optionally about
0.01% to about 10% other active agent(s) (or more if required), and about
0.05% to about 0.15% sucralose.

[1106} A solution or suspension of azelastine or salt thereof is formed by
adding water to the soluble or dispersible effervescent tablets or soluble
granules, with evolution of CO; gas. The resulting effervescent solution or
suspension can be ingested very easily, even by patients who have difficulties

) swallowing. The rapidly disintegrating tablet can also be administered so that
it directly disintegrates in the mouth. A rapid release of the active ingredient
is of particular importance here, to ensure a rapid onset of action.

[1107] Effervescent agents capable of releasing CQ;, which can be used in the
present invention, include alkali metal carbonates or alkali metal bicarbonates,
such as sodium carbonate or sodium bicarbonate. Agents for inducing CO;
release which are suitably employed are edible organic acids, or their acidic
salts, which are present in solid form and which can be formulated with the
azelastine active ingredient and the other auxiliary ingredients (as well as any
other active agents) to provide granules or tablets, without premature
evolution of CQO,. Edible organic acids which can be so used include for



or nore additional active agents such as those described herein) are
characterized in that the granules are coated and conprise mcrocrystals of
azel ast i ngoaoosmsgozof its pharmaceutically acceptabl e s®CTAISEWSH43360zel asti ne
HCl), sucralose, at |east one binder, and optionally a diluent agent, an
antistatic agent, and a coloring agent. Furthernore, the granul ati on

exci pients can also include disint egr?,}l ng agents and/or surfactants.

[ 1097] Suitable binders include, but are not limted to, cellulosic

pol ymers, such as ethylcellul ose, hydroxypropylcellul ose and

hydr oxypropyl nethyl cellul ose, acrylic polyners, such as insoluble acrylate
ammoni onet hacKy etar@.dpdlcidr,mqﬁcmlczaﬁmatmd;radw yerdt Besiny¢ ireidcopol yner,
povi dones, ov. dones ol yvi nyl al co i ni ¢, acid odi um al gi nat e,
starch, pr e@é&é‘?lF rﬁcf;le&iaé{i' %‘ﬁ §H’E‘Fd"§l§f) aﬁw @YV%FFF% © a@ﬁéﬁ gum

pol yet hyl ene c.l e, foPExzﬁPfﬁ%hﬁs 6f‘ @l?’ﬁé/slld sc@@bvmﬁrm ﬁx‘éﬁéht%%stﬁiﬂdr agi t TM
E100, and mi xtures thereof. Ep lonally, 1 n order to enhance the
granul ati on dérmed ar whxhtat rieas(euedacndl [furetion as slmﬂ)pmsad‘dsuchcmabdmmt i ve agents)

or one of its,phar maceué} I Iy bI e .salts, ‘gl | uent,. agent can be
Used. Sul t ablBREsR T Sisehive hREEsephosBata o A0SR Pl dispgim

m crocryst al IC'¥ cel | ul ose, sucrose d| cal ci um phosphate, st arches, | act ose
and polyols o ess than 13 carbon atons, such as nmannitol, xylitol,

sor bi t ol[1108}! ti t olln qiearcmbodintent; athley peesertp imvehitora providec ieffervesosnth as gl ycin,
one of 1ts " wReliRiEE GoRAonS msBome i FesaAtios RLCCARROEIRgS GRGRBRIdI £ § onal
cor e-of or andF gﬂ?ﬁfﬁb it ol MERAEICLRRE SoRBAEh ) BOpe B PG (LY e
I aye) conpr i sarbgnatezdthaad lor@mcSuhHﬂeaacuha(b}ed mixture iof calviumachrbonated i n t hat
by el ght _of SHBUBOEPDSIS SOUPETCRPORSS 699 90207880 SAiDleSENEGE (3€ or one of
the phar macelidial dosodRtPRbalbAta harbsﬁu;aé&d@ra?m@sabl {iRigt00% bei ng

formed wth at er and optiona ose
[1109] The soluble or dispersible effervescent azelastine tablets or the soluble

granules suitably comprise (or consisting essentially of) from about 0.5 mg to
about 10 mg azelastine (or salt thereof, e.g., azelastine HC}) and from about 50
mg to about 5000 mg, suitably from about 500 mg to about 3000 mg of an
effervescent base, optionally, along with other active agents (such as those
described herein) and ‘excipients, including taste-masking agents such as
sucralose, suitably at about 0.05% to about 5%.
(1110} The effervescent base suitably comprises fromn about 100 mg to about
) 500 mg calcium ions as, for example, calcium carbonate, and from about 20
mg to about 1500 mg citric acid and/or its salts. In another embodiment, the
effervescent base comprises from about 50 mg to about 2000 mg sodium
bicarbonate, frora about 20 mg to about 200 mg of sodium carbonate and from
about 20 mg to about 1500 mg citric acid and/or from about 20 mg to about
500 mg tartaric acid.

[1111] An additional suitable composition of the effervescent base comprises
from about 50 mg to about 500 mg sodium bicarbonate, from about 20 mg to
about 100 mg sodium carbonate, and from about 50 mg to about 750 mg
calcium carbonate and from about 100 mg to about 1500 mg of citric acid.



that the coated core is suitably a sphere. See e.g., French patent
application FR 00 14803, - the disclosure of which is incorporated by

r ef er enceWik2086/M803211001 | n one enbodi nent of the i nvenPCHUS2005042862anul es
can conprise (or consist essentially of): fromabout 10%to about 95%

e.g., fromabout 50%to about 70% of azel astine or a pharmaceutically
acceptable salt thereof (e.g., azel asééne HC ) and optionally one or nore
addi ti onal active agents, such as t Hod® descri bed her e n, at nost about 20%
by wei ght of the binder, relative to the weight of azelastine, or one of

t he pharmaceutically acceptable salts thereof, at nost about 5% suitably
about 29%bl2lwei ghtThefsotuble/dispersitila tabietscambs prepabdiby krownprasessesefoyht of sai d

granul es, suitably abgut 0.05%to about 5% sucyal ose an ptionally a

di | uent agentpr?ﬁﬁ‘F‘\h/-ghé By pschBle é?’t?s’l(?@% Tsll%?ﬁ 'Idliféloé niH gcaé‘i‘?e&F so be
coated with i CHIRQSds fqﬂ}mgﬂ'- ' 'E‘eﬁ‘?ih kng pol ymer
sel ected fro%«'gﬁ?gf%éab con%?&ssitu?nrbg 0 céﬂ u gl?aIt:Ed*po yr}‘g&??&%}%r;/ I c polyners:
and their m Xtswntty.Anong the cellulosic polyners, ethylcellul ose,

hydr oxypr opyl cel | ul ose (HPC) and hydroxypropyl net hyl cel | ul ose (HPMC), can
be used. Anmong the acrylic polyners, insoluble acrylate

annnoni o- et hacryl ' RL100 or RS100 or EudragitT™m
RL30D or RS30D), QF&%@?Q%@@'%E&%?@%’?@%ESOD), or nethacrylic copolyners
(e.g., Hadrygi t TMAnHeer SembouitieRtgiof TiMel dfdsentEiskieagord T Sit&ledinsl £udragit TM
EPO can be used, alone, in conbination, or in adm xture with pH dependent

pol yners. Eudihugplopivallraeaypisblefilm thaiis pagiculagly wel-adaptedrio dissalvedmr agi t TM

NE3OD are sui i ' : ' oati ng
pol yirgr are tthé’ejlBjsagc’rﬁavti@gogIay"!lrfié"ﬁrl oﬁ‘fﬁmﬁﬁ@‘ﬁ%ﬁ%ﬂ%’%ﬁ rgrﬁe% | |S¢3ﬁggagent S,
pl ast¥ci zer s,meRka 6 e 3 Bhvty, toilDwdlyent dMgeRgtinet ¢ aal tharedfpeg.ant s, can be
added as coating additives. .Suitable plasticizers include, but are not

limted to, tazelagineiiRel, and optipnallycaneqranore addifong] astivecassniseueh 8% | exTMV)

ot i 11 1! St A SOED o BPEly BLEORDE P shiut Bk,

PCT/ US20051 042 36¢drdantd with this aspect of the present invention are disclosed in U.S.
Patent Application No. 2004/0247648, the disclosure of which is incorporated
herein by reference in its entirety.

[1114] In one such embodiment of the present invention, an orally dissolving/
consumable film comprises 2 modified starch, azelastine or a salt thereof, e.g.,
azelastine HC], and optionally, one or more additional active agents such as
those described herein, suitably, one or more taste-masking agents, such as
sucralose, and optionally, at least one water soluble polymer. The amounts of
azelastine, other optional active agemts (e.g., steroids, decongestants,
leukotriene antagonists, and combinations thereof), and sweetening agents
(e.g.,, sucralose) in the orally dissolving/consumable film formulations of the
present invention are readily determinable by those of ordinary skill in the art,
and include those amounts and combinations described herein. For example,
the orally dissolving/consumable film formulations of the present invention
comprise about 0.5 mg to about 10 mg azelastine, optionally about 0.5 mg to
about 10 mg other active agent(s), and about 0.05% to about 0.15% sucralose.

(1115} The consumable films of the present invention may comprise one or
more of the following ingredients: water, antimicrobial agents, additional film

forming agents or water soluble polymers, plasticizing agents, flavorings,



wei ght of the coating polyners. Suitable soluble agents include polyols
having |ess than 13 carbon atons. Surfactants may be an ani onic, nonionic,
cat i oni c,wozepd/dses220oni ¢ or anphoteric surfactant. Suit JITUSIGSI0A2SYr at i ng
agents-include, but are not limted to, croscarnellose, available as e.qg.
Ac-di -solTM crospovi done avail able as e.g. Kollidon CLTM and m xtures
thereof. [11031 Suitably, the coated glrgnul es according to the present

i nvention have a particle size dist FiB0fi on between about 150 pm and about
500 pm nore suitably between about 150 pm and about 425 pm such that at
| east 50% nore suitably at |east 70% of the granules have a particle size
rangi ng bet wselfur girecipitéttiy agehtgbcalival 28inyratingnchgeniss tdoling 14gmf t he

. granul es have article,. .size |l ess than about 150 pm [110 lL.n one
Orbodi mont - SHOEBHS et iR At ERRI g 4EeH Bk RGNS Rl oo from
about 10%to t 0 : -aho ;%Oéﬂ nul es of

. azel astine Ora@%rﬁg cg?tﬁ{f?lgs %ﬁdﬁiﬁgggu{l%&w?ég&e%?g@% P téglfe gl?%llatﬁhbl y

azel asti ne H@lddisogdalopiteonakiny agatts @r sweerenap; fograncegdpiekdreaints aed i ve agents,
such as those djsclosed herein, sucralose fromabout 0.05%to about 5% from

about 5 to ateriikeeydesuibedin YSbaet No 6805 thergsslosie el ubichit e suitably
from about Z%éop%oqggm)g?a%/lpe%e%ﬂ%g%hpg?#}géyyner, such as Eudragit TM E100,
presse y Wel g

t he percent ages el ng ex elative to the weight of the

granul eq1vf6jazel aghi oe s0th @Rthodimédts théajonmasiblé Clilkdsy oficthepirédehe sal ts,
from about Q to about 10% of _a_ perneabilising agent, such as coll oi dal

silica, the mntemineids amedifiedstpichsThermpdifigd stgrahes usediin gecordgngene wei ght  of

t he coating f; ' . | ¥

embod mont - PHE BPase iR B ok b9 Wechiphlitly BBV gy
di sso)vi ng desagelly ahodiffing afinedifledesthioheso Rk exashple)imédified efarchegich as

di scl'osed in U S. Patent No. 6,245,353, the disclgsure of which is

i ncor por at ed MAY hedrepased by phemirally treating stagahies ta groduee, faxepample, asithodi nent ,

yz]gl gfsiie;\\éezr a pek'giﬁrraépg@éuslt %@Zﬁ%%agﬁﬁétgr@%g%: ?ﬁit ergéc}%fcggésli é@gézel(g)sti ne
WO 2006( 0580gnding ( kiardhes,( @il 36ther starch derivatives. Starches suitable for

modification to produce modified starches may be obtamed from natural

products such as corn, potatoes, tapioca as well as genetically modified forms

of the same such as high amylose and waxy cormn as well as sorghum varieties.

[1117] Examples of modified starches for use in the practicé of the present
invention include, but are not limited to, modified com starches, modified
tapioca starches, acid and enzyme hydrolyzed com and/or potato starches,
hypochlorite-oxidized starches, acid-thinned starches, ethylated starches,

: ) cross-bonded starches, hydroxypropylated tapioca starches,
hydroxypropylated corn starches, pregelatinized modified starches, and the
like. Preferred modified starches are selected from pregelatinized modified
com starches and pregelatinized modified tapioca starches.

[1118] Representative examples of commerciaily available modified starches
useful in the present invention include PURE-COTE™ modified starches such
as PURE-COTE™ B793 (a pregelatinized modified comn starch) and PURE-
COTE™ B795 (a pregelatinized modified com starch), for example, available
from Grain Processing Corporation, 1600 Oregon Street, Muscatine, [owa

52761-1494 USA.



-116 HCl ), and optionally one or nore additional active agents such as those
di scl osed herein, (b) an.effervescent base conprising at |east one of (i) at
| east omngoQbosfodgozan organic edible acid and (2) a sal tPCOiES2e05f042361 1 ) at

| east one of an alkali metal and an al kaline earth nmetal carbonate and

bi carbonate, and (c) optionally a pharnmaceutically acceptable auxiliary
ingredient. In certain suitable enbﬁgg nts, the effervescent fornul ati ons
further conprise one or nore taste I ng agents, such as sucral ose,

and/ or other taste-masking agents described herein. The anounts of

azel astine, other optional active agents (e.g., steroids, decongestants,

| eukot r i[eH] ant agdmiose sychaembodimenti ofdhé prescrit lmeveawér),, the mebddisdetarch ng agent s
(e.g., sucral.ose |n t he efferyesgent formil ations %ﬁ resent invention

are readily d&PESHRINRLITROUNS ghout ﬁé’rf? ahout 9 /ﬁﬁ’t’ﬁ‘é 1ghty In and i ncl ude

t hose anount | 0 ma?a

ef f ervescent %ornu%g??déﬁgﬁt @Bﬁhlé%r esbgﬁgdgqaﬁv n‘?ﬂ lllr?t (E:D(J)(F se a out 0.1%to
about: 0.15% mbdﬁmém&om%buMhdamhom%HQv&l@ﬁbﬁtt&uﬂm 10% ot her active
agent(s) (or nore_if required), and about_  0.05%to about 0.15% sucral ose.

[1106] Al ution M@dlﬁ%m| mHdee ingladeds in fhe Bim alone erentiosplly & f or med by

addi ng wat er bI e e e I r sol ubl e
gr anul es, hm]é’ilno q’ﬁ‘gg%{eﬁ'ﬁ@hﬁggﬁﬁfﬁ&g?&lw%gégé és)ol ution or
suspensi on Caﬁbsb%eleﬂ&ﬁsﬁ'ﬁﬂ BT ekaftipid, | patlulai.c Bydiyxypad Ieellueues
difficulties a swallow n Therapldly d|5|ntegrat|n Iet can al so be

adm ni st er ed hydroxyethyl |Cﬁl?ldp$eech}@r°w it eeglbilass, wlmylrmmh oRey apl d

ensure a raptaogtuBry SRy Popyid HoohBh, <ofitel e pAVERWEK C o °
rel bl ng COZlycel)itkdgacadth £bn, U?ﬁﬁi i Ch&&:a firne,Sailic igaMe Polyasrylit aeidude al kal i
ne

met al carbonates or al kal i arbonates, such as sodi um carbonate or
sodi um bi car matalmethagatafe; opolymesicicagorommylr eplymsss, vwwlosar dighyi t abl y

enpl oyed are a di are present
in solid for ﬁﬁ‘gkoggmﬂl&é"ﬁ' E‘gﬁmggp‘gﬁylﬁ%ia g@ :{m?lﬁéet ﬁ&mh; %‘:ﬁg’[ \lgﬁiét%gtt Ive
i ngredi ent amitih)) @hR6ARS levhiX| élsiahy, cdligpadligehiia, ¢an, \Whitbn, adyapyteirDt her active
agents) to provide granul es or tablets, wthout premature

isolate, whey protein isolate, casein and combinations thereof. A preferred

water soluble potymer is pullulan. The amount of the water soluble polymer

typically is up to about 99% by weight, suitably up to about 80% by weight,

more suitably up to about 50% by weight, and most suitably up to about 40%

by weight of the film.

Sustained Release Formulations
) [1121] In another embodiment, the present invention provides sustained
release azelastine formulations, such as the formulations and compositions
described herein, which also comprise a taste-masking agent, such as
sucralose. In additional embodiment, such sustained release formulations of
the present invention can further comprise one or more additional active
agents, such as those described herein.
[1122] Methods for preparing sustained release tablets, capsules, caplets,
pellets and the like, as well as excipients for use in the sustained release
formulations of the present invention, are well known in the art, and can be

found, for example, throughout the detailed description section and the -



evol ution of CO2. Edible organic acids which can be so used include for WO

2006/ 058022 PCT/ US2005/ 042362 -117 exanple, tartaric acid, malic acid,

fumari c 3w deos@stiopt ¢ aci d, succinic acid, ascorbic acPET/UIENLIELI d or

citric acid. Pharmaceutically acceptable acidic salts include, for exanple,

salts of polybasic acids which are present in solid formand in which at

| east one acid function is still present"”, such as sodium di hydrogen or

di sodi um hydr ogen phosphate or nonosodi um or disodium citrate. [1108] In

one enbodi nent, the present invention provides effervescent azelastine

formul ati ons_i ncl udie‘;\rg the fornu] ati ons and conposjtions described herein,
t

havi ng an ef Estmples et Lhds FatamtpNrsi hey P, athei disgloare of avhichnis car bonat e
ith ' di hd; .M f ' b te, di

car bonat o oBEPrERrBRUEraE b reehed e iy R iU T8 P0r (S 2R xtur e
of sodi yefj car bopgt Bscus&Adinu.SaPRSMANS. 3L 10460 B Ridtaifed RbRagci d. [ 1109]

The sol ubl e or dispersible effervescent azelastine tablets or the soluble
granul es sui forpuiationngfithepregent inventionseanrbg obtasnwdtasdollowsof ) from about 0.5 ny

to abo ng azel.astine (or sal hereof ;. e.qg.,..azel ast] HCl ) and from
about sHI2Ah o aboloustognie of drstatin of peniRaidbtafplBldl 5000 my
of an efferygspent sbasAastBLHON2hid op@Inally opbldt MbRSHddRfNbY Sctdgent s (such
as those described herein) and’exciplients, including taste-nasking agents

such as sucagentsssychsasi thasel gesatibabberein t@ phiysiclogiselly a&ptaplel ¢@tionThe

ef fervescent base suitably. conprises from about, 100 to aboyt 500 ng

cal ci um i onsS%bangegs t%n%ll%wm aPeyufer SXHDRiS: éze 1 85 Wehpeafion2o  ngto

about 1500 bt el j | : i t, the
cgngﬂeééésg n?gﬂh@ ﬁﬁ%%aérgﬁc %&iﬂ%sthh ex g gfﬁez %&% '4Eid

ef fervescent ses from about 50 ng to sodi um
bi car ponat e, gionpsnGDHOe.g.28mberliteaTMdBPL4 Rrdgstygno festsdiitnexchahgmablee and from

about 20 ny {.0, abqut 1500.nmg citric. agci [or fromabout 20 ng to about
500 ng tartarfe a&’%i%‘?“l’ﬁ'l Qa:]e-gxﬁ“%%ﬂm%?%ﬂ%ﬁggm tabl e conposition of the

ef fervegqesf base commhbSFctild ME-GRQN hartilledDebAuBRYH pelB0gMhsSidi UM
bi car boﬁatg]f f r om about B20 r?g to P ’ pe
azelastine-containing tablets with coatings of the following substances, or

mixtures of the following substances: hydroxypropylmethyl cellulose
phthalate- or acetate succinate; cellulose-, starch-, as well as polyvinyl acetate
phthalate; carboxymethyl cellulose; hypromellose; carbopol starch acetate;
cellulose acetae; polyvinyl acetate; methylcellulose phthalate, methylcellulose
succinate, methyl cellulose phthalate succinate as well as methyl cellulose
phthatic acid half ester; zein; ethyl cellulose as well as ethyl cellulose
succinate; shellac; gluten; ethylcarboxyethyl cellulose; ethacrylate- maleic
) acid anhydride copolymer; maleic acid anhydride vinyl methyl ether
copolymer; sterol maleic acid copolymerizate; 2-ethylhexylacrylate maleic
acid anhydride; crotomic acid vinyl acetate copolymer; glutaminic
acid/glutaminic acid ester copolymer; carboxymethylethyl cellulose glycerin
mono-octanoate; cellulose acetate succinate; polyarginin; fats, oils, waxes,
fatty alcohols; anionic polymerizates of methacrylic acid and methacrylic acid
esters (Eudragit™L, Eudragit™S); copolymerizates of acrylic and methacrylic
acid esters with a low ammonium group (Budragit™RS) content, as well as
copolymers of acrylic and methacrylic acid esters and trimethyl ammonium
methacrylate (Eudragit™R1), copolymerizates of acrylic acid ethyl- -and
methacrylic acid methyl esters 70:30 (Eudragit™NE 30 D), copolymerizates



about 100 ng sodi um carbonate, and from about 50 ng to about 750 ng cal cium
carbonate and from about 100 ng to about 1500 ng of citric acid. WD
2006105822 2086/0688352005/ 042362 118 [1112] The sol ubl e/rdiraysersioize2 t abl et s
can be prepared by known processes for preparing effervescent bases, such
as those disclosed in U S. Patent No. 6,245,353, the disclosure of which is
I ncorporated herein by reference in its entirety. Oally

Di ssol vi ng/ Consumabl e Filnms [1113] Anbtier enmbodi ment of the pr esent
invention is directed to a physiologically acceptable filmthat is
particularly well-adapted to dissolve in the oral cavity of a warm bl ooded
ani mal i ncl udf agryticinmids methatrylithecid dsowtlhers theic asterofratibeofothal feavity, to

al l ow delivery of azelastine or a salt thereof, e.g., . azelastine HCl, and
optional |y offEbeFyl genBs fodhe estengmrupsder example hil b (BudmeitReL 30M)se descri bed

h in. hysi ' il it f [
hocor dalIZel,; PnY s e Slstinda g RbA ids, Ty Sk Eidclin Ghyipal 0, 1 | s
Patent Appl i gisteneid (Mg, dRMOA/ RBAREA Gitrib hedaftadio seiaestrks, Wiyedin gad NCor por at ed

herein by reference in its entirety. [1114] In one such enbodi ment of the
present, i nv@yeerimestenn phttalic wcidi estens andrgmilacsibstaness). dt 4ls¢ ia passiblei ses a

nodi fi ed staych, ,azel gsti or a,salt thereof, e. zel astine HCl, and
optional ly, neag rﬁﬂ%%r'%? l?i oﬂlgf"m%(‘t?fi vs_éJc ge?‘ﬁspgh@ﬁ’y © tﬁ%g Sdescri bed
herein, sui tﬁ&&ﬁny@?ﬂoliﬁon@?é@o‘lﬁﬁérﬂafé@%kbB@vﬁﬂ%ﬁd&i&&@ﬁolyﬁHﬁr al ose, and
optionally, at | eaSt one water sol uble polyner. "The anount's of " azel asti ne,

ot her opt i onadetaet ihydroxypropsl (eeliylose,sthydmxgpropyboethyje stellntose. Thsukot ri ene
ant agoni sts, _and conbi.nati ons ther eof and sweet eni.n ent e.g.,

Stor ol ose) | e’ SRR PSR SRR UR AR B A RERBRE of | he
present invegké possiyes readily determ nable by those of ordinary skill in the

art, and include those anmounts and conbi nati ons described herein. For
exanpl efl127lhe or aDrganigi aids (sieely as dorsenamiple: citii¢ asiflo tatatia taicisky gnadéic,t he present

i nvention c ri se abaut 0.5 to gbout 10 azel asti opiionally about
05 g o oligHAIcs G 3 5OV o dicieptpratel, 56, A%, pORBREL about 0. 15%

sucral ose.  granulate grains or tablets.

[1128] 3. Coating of pressed disks, tablets, granulates containing the
azelastine or salt thereof, and optionally one or more additional active agents
such as those described herein, and one or more osmotically active substances,
(e.g. mannitol, sorbitol and the like) with a semi-permeable membrane, e.g. of
70 to 90 weight% of cellulose acetate and hydroxypropylmethyl cellulose or
hypromellose (30 to 10 weight%).

[1129] Other osmotically active substances that can be used include organic
and inorganic compounds or soluble substances which generate an osmotic
pressure gradient as compared to the outer liquid via the semi-permeable wall.
Osmotically active agents or osmotically active compounds include
magnesium sulfate, magnesium chloride, sodium chloride, lithivun chloride,
potassium sulfate, potassium hydrogen phosphate, urea, sacc]:mrose‘ and the
like,  Other osmotically active agents are disclosed in U.S. Pat.
Nos. 3,854,770, 4,077,407 and 4,235,236, the disclosures of each of which are
incorporated herein by reference in their entireties.

[1130] Semi-permeable materials which can be used as polymers for osmosis
and reverse osmosis are, for example: cellulose acylate, cellulose diacylate,

cellulose triacylate, cellulose acetate, cellulose diacetate, cellulose triacetate,



[1115] The consumable filnms of the present invention nmay conprise one or
nore of the follow ng ingredients: water, antimcrobial_ agents, additional
film fortO7§%A58H2Es or water soluble polymers, plasti (?Tci‘?\lﬁio%ﬂ’é?i‘@,

fl avorings, W 2006/ 058022 PCT/ US2005/ 042362 -119 sul fur precipitating
agents, saliva stimulating agents, cooling agents, surfactants, stabilizing
agents, enul sifying agents, thickeningyfagents, binding agents, coloring
agents, triglycerides, polyethyl ene oxides, propylene glycols, additional

t ast e- maski ng agents or sweeteners, ffagrances, preservatives and the |ike,
as described jn US Patent No. 6, 596,298 the disclosure of which is

i ncor por at ed Poglussdr @retfee aceteldehyden dimathd, apetate, cefuleses acetateo gHiyk uch

enbodi nent, th S i e ' lan | e a

nodi fied st arcgﬁjg&%é%%}g%lﬁdgﬁ @%&%‘R@%’ ués{{(l,-@f Oﬁlﬁ{ : ck@&%ﬁggg’ %ﬂﬂ%’g%he pr esent
i nvention canc&gteppbaaty &llulRe hastatea | thathylC Rarbagate] Yeeliilosk hasetatd | Y

nodi fyi ng unnodi fi ed starches. For exanple, nodified starches nay be

prepared by (Sh@?%l leplluloseat P-Wtetdm&am'ﬁmprm_tfgz Cﬂgllowamtaée, aci d
treatnent stagghes, . en treatment starches, oxi di st.arches, cross-
bondi ng. st ar SHEBEeEaCalEe GrdniHe R s Rocensde srifibe SEFaERs Tor
modi i Cati on chmpi0dERaRE! {alRthss BEEECRIERI, REINABILARLe bIARAR LI 2l

products such as corh, potatoes, tapioca as well as genetically nodified
fornms of theulphomts wellulase hiagdic dnfyrais, cethyldcallniose,crelertively| jermsabloor ghum

Uhe orecent - EORFER MGICH AEh Qermieduby JGiRe PHETFIRR (e BBTHBER B8 corn
starches, modbfafitn dsalbQ6RASHAUNTht, R6s. O3 BTTI8 R 2y S8dr0dafzpe, corn and/ or

potatp starches, hypochlorite-oxidized starches, acid-thi nned star ches,
et hyl-at ed st de6 aml Ssuioliddddbe slisslostwes , ofhwehiahx wrer dqpoprparatdd typi oca

starches, h 0X opyl at ed. cor.n st arches I | ati ni zed nodi.fied
star ches, anﬁggf”ﬁﬂgé_oﬁfr%‘. IHP&QFMG%%WE% Ogtﬂi? Sma§egumea[b d from
pregel atini zeskyimaeHek 'tﬁ%ﬁ( f&%&ﬂmﬁk@%eﬂ&%@é&ﬁ%ﬁ {7z badgiNdsed tapi oca
stanches. [1118] Representative exanples of conmercially avail-able nodified
starches usd{435,145 aride 4p449:9831 theiésclosumes i ofc whikh RteRincOGREIA i i ed
starches such .

reference herein.

[1131} The proportion of osmotically active substance can be from about 10 to
about 800 parts by weight, suitably about 20 to about 600, and more suitably
about 50 to about 400 parts by weight, based on 1 part by weight of azelastine.

The amount of coating substances applied is such that the semi-permeable

membrane is about 50 to about 500 um, suitably about 100 to about 300 pm

) thick. .

) [1132] 4, Embedding of or binding azelastine (or salt thereof) and/or any other
optional additional active agent(s) to the following substances or mixtures of
these substances:

{1133] Digestible fats, such as triglycerides of saturated fatty acids, CsH;60:
to Cy3H360,, and mixtures thereof, peanut oil and hydrated peanut oil, castor
oil and hydrated castor oil, olive oil, sesame oil, cottonseed oil and
hydrogenated cottonseed oil, com oil, wheat germ oil, sunflower seed oil, cod
liver oil, mixtures of mono-, di- and triesters of palmitic and stearic acid with
glycerine, glycerine trioleate, diglycol stearate, stearic acid.

[1134] Indigestible fats or fat-like substances, for example esters of aliphatic
saturated or unsaturated fatty acids (2 to 22 carbon atoms, in particular 10 to



as PURE- COTETM B793 (a pregel atinized nodified corn starch) and PURE- COTETM
B795 (a pregelatinized nodified corn starch), for exanpl avail able from

e,
Grai n PrSQ@¥8s/AHO2or por ati on, 1600 Oregon Street, MuscEETNE2005/{%362
52761- 1494 USA. WD 2006/ 058022 PCT/ US2005/ 042362 -120 [1119] In one such
enbodi nent of the present invention, the nodified starch is present in
amounts rangi ng from about 1% to about;;P0% by wei ght, in another enbodi nent
about 10%to about 90% by weight, and in yet another enbodi nent from about
35% to about 80% by weight of the film [11201 Modified starch may be

i ncluded in e filmalqQne _or optional.ly in opbi nation wth an additional
wat erI sol ub: éEF?rlfbﬁPfiEﬂmﬁ n‘&“%ﬂ@ﬁﬁ@“@h%“&sﬂcq%ﬁgbs(é 1 Z0sarhon ate H)rI '
exanpl e, pu r : .cel | ul ose,
hydr oxypr opyll:&lé%ﬁauxb%’gegé%‘gﬁpw %F %‘;rl? gﬁql %g,ﬁﬁncoe{%%i@%ﬁﬂ;?ﬂagl | ul ose,

pol yvi nyl al Gapibl CoHheOHUMGH; O in peptiduiatCyHAR0H to@MEQDH. t r agacant h gum

guar gu acacia gum arabic gu pol yacrylic_ acid, _nethylnethacrylate
copol ymtk135] car bo§9lvm¢yﬂ Syl ngérymahﬂcsb@l, pelyyimy! ghlpridsepelyanryls _
hydr oxypr opy!| L gyl ose s h ect | dextri chitin. chitosan,

| evan, el si n%ﬁ? %é%‘{gpg@eﬂ%ﬂ@%&?%ﬁ# Og%etr&%ﬂﬁfﬁlgc?ﬁld;%%%&@?ol ate, whey
protein isol gig, esteds CEAIrABE™IQ HUJRBAITOS)S dePgiceid mbthacslierdcill esté@t er sol ubl e
polymer is pullulan, The anount of the water soluble polyner typically is
up to about oeplyImengateghwiths rimethiyl Mpnomumbmmtbymwmre

suitably up ?(1)1 aWRSﬁO% by wei ght, and nost suitably up to about 40% by
wei ght of th ‘flriﬂ stai ned Rel ease Formul ations 111211 |In anot her

embodi mpr¥36]t he PUBHENIneHBEMBNT bPNetRYIOVictiates Ushdi ARthyl I MlcaRB/lRde! astine
forpyl ations, such as"the formul ations and conpositions described herein,
whi'cd al so c@usirag@NE: 3@ DY, amwklil ag ofigunlic acidcmethocrylic @cidl asswell &n addi ti onal

eTood TED - e USRS S BBl G bl 135 BhSRERA YT 00
descri bed hengim), polyethylene, polyglycolic acid, polyhydroxybutyric acid, polylactic
acid, copolymers of lactic acid and glycolic acid (manufacturer: Boehringer
Ingelheim), copolymers of lactic acid and ethylene oxide, copolymers of
glycolic acid and ethylene oxide, copolymers of lactic acid and
hydroxybutyric acid, hydroxypropylmethyl cellulose- phthalate or -acetate
succinate; cellulose acetate phthalate, starch acetate phthalate as well as
polyvinyl acetate phthalate; carboxymethyl cellulose; methylcellulose
phthalate, -succinate, -phthalate succinate, methyl cellulose phthalic acid half
ester; zein; ethyl cellulose; shellac, gluten; ethylcarboxyethyl celiulose;
) ethacrylate maleic acid anhydride copolymer; maleic acid anhydride vinyl
methyl ether copolymer; styrene mgleic acid copolymerizate; 2-ethythexyl
acrylate maleic acid anhydride; crotonic acid vinyl acetate copolymer;
glutaminic acid/glutaminic acid ester copolymer; carboxymethyl cellulose
glyceripe mono-octanoate; cellulose acetate succinate; polyarginine; cross-
linked alginate; cross-linked gelatin.
f1137] Swelling agenis such as methyl cellulose, hydroxypropyl cellulose,
hydroxypropyl methyl cellulose (Pharmacoat, Methocel E (propylene giycol
ether of methyl cellulose)), alginic acid and their salts (Na,, Ca™ salt, also
mixtures of sodiumn aiginate and caicium salts such as CaHPQ,), starch,
carhoxymethyl starch, carboxymethyl cellulose and their salis (e.g. Na salis),



[ 11221 Methods for preparing sustained rel ease tablets, capsules, caplets,

pellets a%ioﬁgosls?%}ie as well as excipients for use in§ SddRbdeed rel ease
of the pr [

formul ati ons esent invention, are well known in the art, and can be
found, for exanple, throughout the detail ed description section and the WO
2006/ 058022 PCTI US2005/ 042362 -121 Exanples of U S. Patent No. 5,271, 946,
the disclosure of which is incorporati@di~herein by reference inits entirety
for all purposes. [11231 As discussed in U S. Patent No. 5,271,946, the
sust ai ned rel ease formulations of the present invention can be obtained as

follows: 111 ARE Y Shmbir rkgrai% ravek skt lap@r-RRa" bl cal l'y
acceptable s o ereofg{(ﬁg.g., ‘azel’asti ne’a%C{ID?, ant opTional Py 6ne or nore
addi ti onal acdahthen rabien} guas uabbeaand i sleridetives,i dassh beaneflour, poppleusi ol ogi cal | y
accept abl e cation . exchangers. The follow ng nmay, for exanple, be used as

such cation ebycohalgyste; pegtiy fegacathid net hacrylic resins with exchangeabl e

pr ot ons, Ld  gr S, it . r esins with
exchangela{gi?:ﬂel M+?Ph§0%5%§§;%€%z?h§@?&@gtgtﬁ&%%% ?ﬁtéégﬂ%:#%&#ggﬁ%f 125] 2.
Coati ng of acdditenalngtied. Rrh tak Choes de@ribalhatia, By thedbinailatiphaionNs or

azel astine-containing tablets with coatings of the follow ng} subst ances, or

m xtures of theinveptiongragbeutiisk wmade abouh e mes switably, theat B2 me de thoubse

pht hal at e- or. et uccl hat e | ul ose- t - wel | as pol yvinyl
acetate pht ﬁgﬁﬁ%&%?&’f’ﬁ%%ﬁ@é%ﬁ%@B?%ﬁ’y“gé§ﬁ%ﬁ°P§§%‘?~ car bopol starch
acet at e; [1139! | ul oiiEabRleREmpRA) s¥iaiicll réléRt abfiporRishiyd:cel | ul ose phthal ate,
nmet hyl cel | ul ose succinate, nethyl cellul ose phthal ate succinate as well as

met hyl cll4Ql ose a)Keten pxchangers: Safiumepaly(styrene; diyinylbepzengimiphpeie as wel | as

th |1 ul | : I | , | |1 ul ;
ot ety at o- ek ARPEUERIRE RO Sul @8y 235 dp s 6 REEMORRE TR F 4o Vi ny
nmet hyl et her exﬁlﬁFIé'déE@per IShat ¢¥ azélRstiRieGbaze).d copol yneri zat e;
2- et hyl heﬁ/l acrylate maleic acid anhydride; crotonic acid vinyl acetate

copol ynell14Y| ut anitli Eoating dubstancasii Mydraxypwprsiethyl c egdbilgsge phthalate,

car boxy et hY | ghli o£4ls Wl £38nILY Rk Rord N icRSH BRRALE piEhliy|sB3E, 200t 2t e
used per 1 part of azelastine. Ethyl cellulose, suitably 0.1 to 1 part of ethyl
cellulose are used per 1 part of azelastine. Eudragit resins, for example
Eudragit™RS 0.01 to 0.1 part of Budragit™RS per 1 part of azelastine.

[1142] ¢) Semi-permeable layers with osmotically acting active substance
containing core and outlet openings: Coating with 100 to 300 pum thick layer
of 82% cellulose acetate and 18% hydroxypropyl methyl cellulose.

[1143] d) Embedding substances: Hydrocolloids e.g. hydroxypropyl methyl

D cellulose: 2 to 10 parts of hydrocolloid per 1 part of azelastine. Budragit™RS:
10 to 15 parts of Eudragit™RS per 1 part of azelastine. Glycerineditripalmito
stearate (e.g. Precirol Afo 5) 1 to 10 parts of Precirol Ato 5 per 1 part of
azelastine,

[1144] The requisite release of azelastine (and optionally, any additional
active agents) of 0.05 to 5 mg per hour suitably occurs within the desired
range through the parameters described herein. Should it be desired to achieve
a specific release rate within this range it is possible, for example, to proceed
ag follows:

[1145] 1. The preparation of the coating or embedding of the active substance

1 the described manner.



fatty al cohols; anionic polynerizates of nethacrylic acid and nmethacrylic

acid esters (FudragitTM., EudragitTMS); copol yneri zat 1.6 and
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copol yneri zates WD 20061058022 PCT/ US2005/ 042362 -122 of acrylic acid,
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esters, phthalic acid esters and simlar substances). It also Is possible
to add wat er reledsaimasiwnbst ances such as pol yet hyl ene gl ycol s,

pol yvi ny] pyrrolidgne,.copol ynerjzates o | yvinyl pyrral,idone and pol yvi nyl
acet at e?ﬂ Wij nxypr gpa Sl’t?@‘ﬁﬁﬁ%/ﬂgl@h Salgﬁzﬂ?? &‘b&@%ﬁr@’gﬂ%e@g ﬁﬂfﬁ@é&f’ﬂrhe

addi tion of 6?'1.11661% HinBd 38edsd! R %w@%ﬁéﬁdi{rb?ttﬁéﬁ%:l%rﬁﬁ bhe coating

Is also possib 11271 Organic acids (such as for ex e citric acid,
tartaric aci skatersbhible auxilianpsibstaneesc Bedhictiom of the preportibs of dsmdticeldy por at ed
into the pellet grains, granulate grains or tablets. [11281 3. Coating of
pressed di sk§‘?t1‘fea9b‘g%tﬁ%€e' granul ates containing the azelastine or salt
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describ 1dﬂﬁgrei n, %Zﬁgb%ﬁg@rnﬁﬁgre os‘%o%?i“%:lg%% %@fﬁctlgﬁggg‘f;et a cgg& (e.q.
manni t ol , soobitecdustaiddtrbleask ickmponérit land/os moteageofiha repariorbofweter e. g. of 70
to 96ywei ght % of cel | ul ose acetate and hydroxypr.opyl nethyl cell.ul ose or
hyprofel | ose Sqlableragxigry, sbsianoss. Crep50 of BErRIPPULRE Of OFPPYCUYAEUES s ubst ances
t hat can bemﬁmnw_cl ude organic and inorganic conpounds or soluble

subst ances I ch generate an osnotic pressure gradient as conpared to the
outer |i[lid9 vi a Thensembediment alrcleasmtake of Bord0i0Sanp wf actlasiiee pgent s or

osnotically ﬁct I ve _co _our;ulds I ncl ude
our can be achieved.

Liquid Dosage Forms Free of Preservatives
[1150] While preservatives are useful in imiting concerns related to chemical
degradation or bacterial growth in the liquid formulations of the present
invention, the presence of these preservatives can themselves cause stinging or
irritation, especially when administered to the oral or nasal mucosa, or to
ocular tissue or the conjunctival sac. Therefore, in order to reduce this
) irritation, in one embodiment, the liquid dosage forms discloéed herein, e.g.,
liquid dosage forms for nasal, ocular or oral administration, such as
pharmaceutically acceptable emulsions, solutions, suspensions, syrups and
elixirs, can be prepared free, or substantially free, of preservatives. As used
herein the phrase "free, or substantially free, of preservatives" means that the
liquid formulations contain less than about 0.0001% (weight/volume) of a
preservative, more suitably less than about 0.00001% (weight/volume) of a
preservative, and most suitably, no preservative.
f1151] In order to maintain the integrity of the liquid formulations, and
specifically, to protect them from bacterial contamination transferred from the

patient or external epvironment, the delivery systems useful for applying the



magnesi um sul fate, magnesi um chl oride, sodium chloride, lithiumchloride,

pot assi um sul f at pot assi um hydr ogen phosphate, urea, Q@ nd the
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3, 541, 005, , 541, 006. and 3, 546, 142, the di scl osur of Leh are
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cellulose esters, and poly{tetrafiuoroethylene). In general, the pore size of

such membranes are on the order of less than about 0.5 microns, more suitably
less than about 0.3 microns and most suitably less than or equal to about 0.22
microns. Use of such membrane filters eliminate the need for preservatives in
the various liquid formulations of the present invention when utilized in nasal
spray or ocular drop delivery systems.
[1152] The preservative free liguid formulations and compositions of the
) present invention can also be provided in single unit-dose containers. Such
containers are acceptable to deliver the therapeutic dose of azelastine (or salt
or ester thereof, including azelastine hydrochloride) and optionally one or
more additional active agents (such as those described herein) to the eyes,
nose or mouth. In certain such embodiments of the invention, the
compositions can be effectively contained in a package comprising a high
density polyethylene (HDPE) container produced using a blow-fill-seal
manufacturing technique with a volume capacity of about 1 mL.
[1153) The use of single unit-dose conatiners eliminates the concern of

contamination for the user (or other outside sources), as once the unit-dose



optional additional active agent(s) to the follow ng substances or m xtures
of these substances: [1133] Digestible fats, such as tri ﬂ{I%ceri des of

sat ur at eV 200658032 ds, C8H1602 to Cl8H3602, and ni xt uPEITUSINSAII62 peanut
oi | and hydrated peanut oil, castor oil and hydrated castor oil, olive oil,
sesanme oil, cottonseed oil and hydrogenated cottonseed oil, corn oil, wheat
germoil, sunflower seed oil, cod Iliygs.oil, mxtures of nono-, di- and

triesters of palmtic and stearic acid with glycerine, glycerine trioleate,

di gl ycol stearate, stearic acid. 11134] Indigestible fats or fat-1like

substances, for exa Ie e ean?j of aI|p atic dﬁaturate upsaturated fatty
n f

acids (2 to S9NERFhLJ 2psingle s of ghe Pregsnd 8'35“6 afEs o 01
PCT/ US2005/ Oéﬁﬁ&nmﬁs%déﬁleféﬁr ﬁ%rboﬁfaﬂl@?% diédchiyegonoval ent aliphatic al cohols

(I to 20 carbon®atons) carnauba wax, beeswax, fatty al cohols (straight

chain on[lllsmanched)rhepre@éraauiw-fremgirﬂmﬁﬁbﬂs7cﬁl1ﬂlé preseil ibkflibn t4h fsrbe cul ar
Cl12H250H to C2a14a90H. [1135] Pol yners such as pol yvinyl al cohol pol yvi nyl

chloride, pol§askcwithimultiziose cpmarrw@@p chvgs, high gamsityppalyatieyienebatesf

neryiic and Sk ERgrPEumRRy o sbap AL SRS RGO Rudnb BT cmoni uim

nmet hacryl atedéﬁgﬁyaafggﬁsfgl\ﬁﬂ, refeoiiBgiffed Mrulatiohd 36] Copol yneri zat es of et hyl
acryl ates and net hyl net hacryl ates (EudragitTMNE 30 D), as well as of

acrylic acid, rrethacryllc acid as well as esters thereof (ratio of free
car boxyl gro r_groups 1: Eudragit TM. 30 D), polyethyl ene,

pol ygl ycolic EW}P“@ ?ﬂf/gpg‘?&b %"é’gla'm d, polylactic acid, copolyners of
lactic grisg)and gl Gattet eﬁﬁbduﬁm%esfeuéxﬁrmvmﬁhrmeeés fokRaRtiBRI M) |

copetyners of | actic acid and ethylene oxi de, copolymers of glycolic acid
and'.et hyl ene 2k composiiigns| fprrpnkmariary delivexy eﬁmlaéﬁue Ohyéalbﬂ;ﬂwd’.ymdc aci d,

avet at o pht napGury, Bl of 5%, aflholfl R el [l Sa MR cel Lul e
pht hal ate; caefpxy Bt Bidmpl6, inHAIGBIR; préfadiiohs @binptisiag azﬂﬁtiﬁé'@taesalt succi nate,
-phthal ate succi nate, net hyI cel lul'ose phthalic acrd hal
thereof (e.g., azelastine HCI), and optionally, one or more addlttonal active
agents such as those described herem, can be produced.
{1156} Inhalable preparations include inhalable powders, propellant-
containing metering aerosols or propellant-free inhalable solutions. Inhalable
.powders according to the invention containing azelastine or a salt thereof, and
optionally one or more additional active ingredients including those described
herein, may comprise the active ingredients on their own, or a mixture of the
‘ active ingredients with physiologically acceptable excipients. In certain such
_) embodiments, the inhalable formulas comprise the compositions of the present
invention in an inhalable forrn. Within the scope of the present invention, the
term propellant-free inhalable solutions also includes concentrates or sterile
inhalable solutions ready for use. The preparations according to the invention
may comprise azelastine or a salt thereof and optiomally one or more
additional active ingredients including those described herein, in one
formulation, or in two or more separate formulations.
[1157) Physiologically acceptable excipients that may be used to prepare the
inhalable powders according to the present invention include, but are not
limited to, monosaccharides (e.g., glucose or arabinose), disaccharides (e.g.,

lactose, saccharose, maltose), oligo- and polysaccharides (e.g., dextran),



|| ester; zein; ethyl cellulose; shellac, gluten; ethylcarboxyethyl
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copolynmer, glutamnic acid/glutamnic acid ester copol yner; carboxynethyl
cel lul ose glycerine nono-octanoate;-eell ul ose acetate succinate;

pol yargi ni ne; cross- linked alginate; cross-linked gelatin. [1137] Swelling
agents such as nethyl cellul ose, hydroxypropyl cel l ul ose, hydroxypropyl

hyl [l ul P h I f h
col 1 ose) ) Pl (e Sl iRl iyt oks P, dpifiit puBHAET (01 o of
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starch, carboxynet hyl ce% | ul ose and their sal ts (e.g. Na salts)]
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optional ly one or actlve agen as those escrlbed

herein, in tierdgepanticksing wlto abdmZS(mMﬁnbm hpbewadoabioupl (Lpafiando  about 50
ny, swtably about 0.2 ny to about ny, nore suitably about 0.5 ng to

about 20 ny dfouh 1560 pmy inmast S(nta!ﬂﬂbei&mnwbet é&emplwdwbgutsB&lmmd Inel ease
G VI myl benz cHERE FRAOTAREITERS g Bk BERTAHA9BS 687 AoV 5 0 10 parts
M e o a0 B R 1 ()
suitdbly at dlsd stlect&d [fromi sh@fgrdsupdobpymhlawxcqmmg Idisclokéd) Iﬂn'eeghmlut hal ate 55
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craml e, SRRl ol 0 s s Sotid MR o
substance  more additional agents descn'bed throughout), suitably with an average

particle size of about 0.5 pm to about 10 um, more suitably from about 1 um

to about 5 pm, are added to the excipient mixture. Processes for producing the

inhalable powders according to the present mvention by grinding and

micronizing and by finally mixing the ingredients together are routine and

well known to those of ordinary skill in the art. The inhalable powders

according to the present invention can be prepared and administered either in

the form of a single powder mixture which contains azelastine or a salt thereof

and optionally one or more additional active agents such as those described

herein, or in the form of separate inhalable powders, in which one powder

contains only azelastine or a salt thereof, and another powder contains one or

more additional active agents such as those described herein. Methods for

preparing the inhalable powders of the present invention, as well as devices

for their delivery, are disclosed in U.S. Patent Nos. 6,696,042 and 6,620,438,

U.S. Published Patent Application Nos. 2002/0009418, 2005/0121032,

2005/0121027 and 2005/0123486, the disclosures of each of which are

 incorporated herein by reference in their entireties.

[1158] The irthalable powders according to the present invention may be

administered using inhalers well known in the art. Inhalable powders
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according to the present invention which contain physiologically acceptable
excipients in addition to the active agents are packed into capsules (to produce
so-called inhalettes) which are used in ichalers as described, for example, in
U.S. Patent No. 5,947,118, the disclosure of which is incorporated herein by
reference in its entirety. An additional DPI that can be used with the powder
formulations of the present invention is the Novalizer® by Sofotec (Bad
Homburg, Germany). A description of this DPI, as well as methods to
formulate powders for use in it, are disclosed in U.S. Patent Nos. 5,840,279;
5,881,719; 6,071,498; and 6,681,768, the disclosures of which are

) incorporated herein by reference in their entireties.

) [1159] According to another embodiment of the present invention, inhalation
aerosols containing propellant gas comprising (or consisting essentialty of)
azelastine or a salt thereof and optionally, one or more additional active
ingredients such as those described berein, dissolved in a propellant gas or in
dispersed form, can be produced. Azelastine or a salt thereof, and one or more
optional active ingredients, such as those disclosed herein, may be present in
separate formulations or in a single preparation, in which all active ingredients
are each dissolved, each dispersed, or one or more active components are
dissolved and any others are dispersed. The pfope].lant gases which may be
used to prepare the inhalation aerosols according to the invention are known in

the art. Suitable propellant gases include, but are not limited to, hydrocarbons



degradation or bacterial growth in the liquid formul ati ons of the present
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of
% to about 2 wt. %, or about 0.5 wt. % to about 1 wt. % of active substances

(e.g., azelastine or a salt thereof and optionally one or more additional active
agents such as those described herein).

[1162] In embodiments where the active substance(s) are present in dispersed
form, the particles of active substance(s) suitably have an average particle size
of up to about 10 um, suitably from about 0.1 pm to about 5 pum, more
suitably from about 1 pm to about 5 pm.

[1163] Propellant-driven inhalation aerosols according to certain such
embodiments of the present invention may be administered using inhalers
known in the art (e.g., MDIs: metered dose inhalers, see e.g., U.S. Patent Nos.
6,380,046, 6,615,826 and 6,260,549, the disclosures of each of which are
incorporated herein by reference in their entireties). Accordingly, in another
aspect, the present invention provides pharmaceutical compositions in the
form of propellant-driven aerosols combined with one or more inhalers
suitable for administering these aerosols. In addition, the present invention
provides inhalers which are characterized in that they contain the propellant

gas-containing aerosols described throughout. The present invention also
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preseynt invention provides fornulations nd conposjtions, for pul nonary
del i'very. of SQWFHS{ArEe Bt S%hgmbpdamra%ﬂuﬁaﬁ@%w%m@w gHESr nor e

addi ti onal agliaufy PeMfolioMilict THOSEIVARS Gy 6 waltf i fts offllor X! €,
i nhal abl e prepardtions conprising azelastine or a salt thereof (e.g.,

azel asti ne H@iiytureasiiwatet iand athbeyol. oTkee relativerpropaition b rethanelcédmparedagent s such

as those descrjbed herejn, can be produced. )
it i ﬂ:ly is up to ame '7% sjercent by volume, more suitably up to

with water suital
about 60 percent by volume, or up to about 30 percent by volume. The
remainder of the volume is made up of water. The solutions or suspensions
containing azelastine or a salt thereof and optionally one or more additional
active agents, such as those described herein, separately or together, are
adjusted to a pH of 2 to 7, using suitable acids or basés. The pH may be
adjusted using acids selected from inorganic or organic acids. Examples of
suitable inorganic acids include hydrochloric acid, hydrobromic acid, nitric
) acid, sulfiric acid and phosphoric acid. Examples of suitable organic acids
include ascorbic acid, citric actd, malic acid, tartaric acid, maleic acid,
succinic acid, fumaric acid, acetic acid, formic acid, propionic acid, etc.
Exemplary inorganic acids include hydrochloric and sulfiric acids. It is also
possible to use the acids which have already formed an acid addition salt with
one or more of the active substances. Exemplary organic acids include
ascorbic acid, fumaric acid and citric acid. If desired, mixtures of the above
acids may be used, particularly in the case of acids which have other
properties in addition to their acidifying qualities, e.g., as flavorings,
antioxidants or complexing agents, such as citric acid or ascorbic acid, for’

example. Hydrochloric acid can be used to adjust the pH.



[ 1156] Inhal abl e preparations include inhal abl e powders, propellant-

containing netering aerosols or propellant-free inhalable sol utions.

| nhal abl eNOPMANO58032 according to the invention contai ni R§TARRIBHPEE or a

salt thereof; and optionally one or nore additional active ingredients

I ncludi ng those described herein, may conprise the active ingredients on

their own, or a mxture of the activgsingredients with physiologically

acceptabl e excipients. In certain such enbodinents, the inhalable formnulas

conprise the conpositions of the present invention in an inhalable form

Wthin th cope t he present jnvention, th ter ropel l apt-free

' nhal abl[b165 |utio$§’-%?|1‘?8  ancfarcRheTcoReins ey dectddet ubithe propaliafta| o

solutions re . | Or di her Hion may
?rgésf it abiS fmﬂaﬁ?e{ ﬁﬁg@%g)}ésgrﬁﬁnopﬁﬁﬁ. ab1@ chEIveAY GRY

conpri se aze tine or a sa onal Ty one or nore additional
active i ngregiogetvehictn chntaln ydiddas erelps ok iddes potarairoupsi, .0 ndcotolmul ati on, or

- in tw or nore separate formul ations. [1157] Physiol ogically acceptable

exci pi ents t Bigh amjsopeopykalgohel, givsplirsuchhes prophlene glycobopal¥stylereor di ng t o

(oso ot ucoB el phPRptrGat penh Sydl Snftobyesrbl pb iy RLASERH M., oce.
nal tose), ol pgP o@ag;iegg}lma@g?%ﬂdd@meme tenfl§ ¥k dipithts M@ «400REHRB022

PCT/ US2005/ 042362 pol yal cohols (e.g., sorbitol, mannitol, xylitol),
salts (e.g., thi®dontextcdenoteiany phatsdcolagmatiy rbesptable) substan¢ecwhichds 06t t hese

excipients with one another. Suitabl no- .ar._ di saccharides are used, for
exanpl e, Iac%gﬁhﬁs@mcﬁs ti‘ﬁ“‘fm‘éanf%dr’??{"q@&flﬁ’gh&ﬁﬁﬁg? 5@ Hectose and
l'act ose nonobyitakes mCipe %ﬁﬂ&iac@?ﬁ@i&ll?%ﬁtabf&%lﬂn@% Srdeets ilmpRvs thed Or use in

t he 4nhal abl e preparations can have an average particle size of up to about
250" sui t gdlitativet propartiah eft the Oaqtiva redbstarve uformBhationy Suitably, sthieseabl y bet ween

about 15 pm and, abo 80 In ,certajn . such enmbodi nent,s, finer, excipient
fracti onspcaﬁ“rl’ﬁ : e\ﬂofﬂ?%aml\%?agﬁggcﬁé’ﬁlﬁﬁognﬁ B‘H&hg’&ﬂ?ﬁlfef pin 'Ito 0
about 9 pm EResH. hb BEFreANslL BE S febst HoSnd@irible PhhRRAcRb didaP BRRETIH Oup Of

possi bl e exci pi‘e'nfs di'scl osed throughout. Finally, inm order to prepare the
i nhal abl e powxidpients @od additivestincinde; for exemple, sunfactantd sweh asisey lenithind act i ve

ingredients {2, 9ia28Shin’ dsteds, Adn 38 ‘poRAivhibs, oty thylpyrrolidone, other
stabilizers, complexing agents, antioxidants and/or preservatives which
prolong the shelf life of the finished pharmaceutical formulation, flavorings,
vitamins and/or other additives known in the art. The additives also include
pharmacologically acceptable salts such as sodium chloride as isotonic agents.

(1166] Exemplary excipients include antioxidants such as ascorbic acid,

vitamin A, vitamin E, tocopherols and similar vitamins and provitamins
D occurring in the human body.

[1167] Preservatives may be used to protect the inhalable formulations
disclosed herein from contamination with pathogens. Suiteble preservatives
are those which are known in the art, particularly cetyl pyridinium chioride,
benzalkonium chlotide or benzoic acid or benzoates such as sodium benzoate
in the concentration known from the prior art. The preservatives mentioned
above are suitably present in concentrations of up to about 50 mg/100 mi,
more suitably between about 5 and about 20 mg/100 ml. Alternatively, the
mhalable formulations can be prepared without preservatives, for example, in

unit-dose forms, such as described herein.



nore additional agents described throughout), suitably wth an average
particle size of about 0.5 mto about 10 pm nore suitably fromabout 1 m
to about ¥WOiMe/O¥PE added to the excipient mixture. Pr oEEf@é%"“?’%%”‘Br oduci ng
the inhal able powders according to the present invention by grinding and
m croni zing and by finally mxing the ingredients together are routine and
wel | known to those of ordinary skill_{m.the art. The inhal abl e powders
according to the present invention can be prepared and adm nistered either
in the formof a single powder m xture which contains azelastine or a salt

descri bddToFler oi n. 5 PioRelane s FBFO BHR SABomn S HBNE h HIBRSETh 1 whi ch
one powder _ GiigkighaA Bk YafbFRbEeh e inatert O Ino IS Glch sREhpdBRidper povder

contains one or nore additional active agents such as cri bed

herei n. Mt hostbufizing apsmaihaimognt bE ai liquid Foinenlpdorndiar theotherapeutior dusent
i nvention, as vveI | as devices for their deli veré are d| scl osed in U S.
Pat ent Nos. 6VidliB aoy ssernds t‘BR@dHSQBaﬂ aqeossl syitable foR theraps W-cati on Nos.

2002/ 0009418, ,.2005/.0121032, .. 2005/ 02 0 h di scl
of each o?l\/wﬁ%ﬁgg Bﬁﬁéﬁ@ﬁt&ﬁ a‘?‘g‘ﬁ f %@lu%mg? fi‘?sgﬁ?ﬁ %ﬁ%{)ﬂ'@ﬁ Elnffrgfregs
[1158] The |nfial aBb& BOYHS' & | Beut 90 4(1C RECRRME 30 e fvERY be

adm ni stered using In r’s we known 1 n the art. Inhal l'e powders WO

2006/ 058022 Rﬁﬂiéthﬁ%OﬁMtﬁxﬁmZ)e nélﬁﬂhzed:(mbnb spray actidre tgpforment a¢rasednt i on whi ch
contain a physjologically acceptable excipient in addition to the active

agents maybe wifkihpueregeqarticlosize ghiess dan phout 2w, suitablnless Gen abgitch del i ver
a single dose froma s ppI su cha er as desgcribed in U S
ot o . e7t) W0 p Byl el B eI b e RO o Beh R R e
5, 0357237 an%%&lczmleﬁ&ﬁeeqhﬁ@sures of which are incorporated by
reference herein in their entireties. The inhal able powders of the present

i nvent i di1€4n al scSuitabledpparabises fod pn;peﬂm}t-mﬁtﬁweryiﬁhahelmd(qmtﬁy or
pre- et ered 79,520, .6, 715, 486 and

P t t No
B o8 09a 1 1 AR FhdBteue oty aotdingurd B i EHon A o by
reference i n dB&ivedemnt biﬁﬁﬂl@%ﬂ U.Suphieht Mos. tj}@‘?‘,mﬁib@@b Q?P,Oﬂd@i #16;

6,402,055; 6,497,373; 6,726,124, and 6,918,547, the disclosures of which are
incorporated herein by reference in their entireties. In another embodiment,
the present invention provides pharmaceutical formulations m the form of
propellant-free inhalable formulations, such as solutions or suspensions, as
described herein, combined with a device suitable for administering such
formulations.

:) [1170] The propellant-free inhalable formulations, e.g., solutions or
suspensions, according to the present invention may take the form of
concentrates or sterile inhalable solutions or suspensions ready for use.
Formulations ready for use may be produced from the concentraies, for
example, by the addition of isotonic saline solutions. Sterile formulations
teady for use may be administered using energy-operated fixed or portable
nebulizers which produce inhalable aerosols by means of ultrasound or
compressed air by the Venturi principle or other principles,

[1171) The present invention also provides fine particle dosages of azelastine
or a salt thereof (e.g., azelastine HC) and optionally one or more additional
active agenté such as those described herein. A delivered fine .particle dose
(FPD) of azelastine or a salt thereof (e.g., azelastine HCI) administered by



according to the present invention which contain physiologically acceptable
excipients in addition to the active agents are packed | s (to
produce WO X9H¥8P2 nhal ettes) which are used in inhal e'gr'(gf[g%ﬁ@!g@g#?bed, f or
exanple, in US. Patent No. 5,6947,118, the disclosure of which is

I ncorporated herein by reference inits entirety. An additional DPl that
can be used with the powder fornul atijgns of the present invention is the
Noval i zer(r) by Sofotec (Bad Homburg, Gernmany). A description of this DPI
as well as nmethods to fornulate powders for use in it, are disclosed in

U S. Patent i 40.279; . .5 719: 6,07 98. .and 6.681.7 t he
di scl osures gﬁﬂ?ﬁdﬁeg?réls ‘i"_"i‘ﬁ‘&fg%@?i%& gﬁb"’ffélyﬁ'_’%\}‘ arlglfl%ergﬁ eabf’ﬁﬁ hei r
entireti es. o[hap0bo Aee Hctidife bBodMoliten seuhody wRaUooke 1, Berfent

i nvention, inhalation "aerosols containing propellant gas conprising (or
consi sting essetafedalidse dda)led aintd amt iinimledr ta bealsed Hor abé puxgosepfonal |y, one
or nore additional active_ ingredients such as those described herein,

di ssol ved i n aminsistiongan by adjusted;for pradisied lasses ugh 4§ refenbiop and meiced.

Azel astine or . . optional active ingredients,
such as thosé’r%sg%F%ééggg%gg%F@%’gﬂﬁeﬁ%ﬁlgéoﬁf' In separate fornul ations or
in a sirngle]preparBicipient paftictdsi leRing 4 pigical eligRetioknbige l@pe thach

di ssol ved, each di spersed, or one or nore active conponents are dissolved

and any ot heraboulr2$ jun epé hevdug a Tiery pamopenarticle sige distibution witheggnerally used to
repare-the inhal atjon _agerosols according.to t I nventjon are kpown in the
grtl.o Sui t abl éeﬁﬁ(y& zaﬁ&eﬁ%ﬁ% emazs ,e"‘%the?% ggHB‘cgan‘ﬁ'hf’é}ao‘Y@f’oﬂydrocar bons
VO 2006/ 0580?@#’ @%&gr%ﬁgble‘féﬁﬁse%‘@&gﬁ%s gBHRPRIIE azdladtiib 8P€ OF

isobgﬁgane and haf ohydrdcar bons such as uorinated derivatives of nethane,
et hané, propanssalt theteafide.gG yazklaptinep HGY) and optjemailp woma ner. mdteeadiditigral | ant gases

b d t hei or |j ) Xt h f. Particul arl I t abl
b opel | ant . gASHES 89KBtsy BoB s ke AeRmbss Berottor o dRHAJRON PUTTASED SFIPEM TGL34a
and TC227. 1 54a0esHi0in A REL ALiaflbdA(EP PPk Mgl BoRPRAPLS (ARERE I ng to the
present invention may also containh other mgregl ents such as co-sol vents,
stabilizers, 256ymh acttepically seMdtak itbhnliigg aboub30,aNTE, 19001341160, 189 ers. Al | of
t hese ingredients,

J and 220 pm. The median particle size chosen within this range depends on

many factors, e.g. type of carrier substance, degree of powder flowability to be
attained, type of inhaler and ease of de-aggregation during inhalation of the
resulting medicament. Commercial grades of Respitos are available (lactose
monohydrate from DMV of several defined particle size distributions up to
400 pm) suitable as particular excipients to be used in formulations containing
_) azelastine, eg. grade SV003. Uniform homogeneous azelastine powder
formulations having a physical median particle size down to about 10 pm cen
also provide good flow properties when the particles have been modified to
have a very smooth surface, thereby improving the flow properties of the
formulation.
(1173] A practical lower limit for volumetric dose forming for such inhalable
powder formulations is in a range of about 0.5 to 1 mg. Smaller doses can be
_difficult to produce and still maintain a low relative standard deviation
between doses in the order of 10%. Typically, though, dose masses range
from about 1 to 10 mg.



and suitable conmercial sources thereof, are well known in the art. [11611

The inhal ati on aerosol s containing propellant gas accorgl pr esent
i nvent i onMRAPBE2i n up to about 5 wt % of active subs%@e%%‘?%zmre i f

required). Aerosols according to the invention contain, for exanple, about
0.002 wt. %to about 5 w. % about 0.01 wt. %to about 3 wt. 9% about

0.015 wt. %to about 2 vt % about O.1128t. % to about 2 wt. % about 0.5 wt.
%to about 2 wt. % or about 0.5 w. %to about 1 wt. % of active substances
(e.g., azelastine or a salt thereof and optionally one or nore additional

active S sucd). t hose descr.i bed herein), [.1 I dinents where
the acti gqgtbst aﬁ@uét%%e X! %goéﬁ?clflfshorﬁﬁstggﬁ%eéﬁhfl%gﬁ?#? H‘@@%‘%ﬂ% es of
active subst ajpgRid8) but Uirk 3l ViRRAP tR tuGHRERASARAisedafidss, ZR1yladtidey) t 0 about
10 pm suitably fromabout 0.1 pmto about 5 W, nore suitably fromabout 1

pin to about 6lige rand 1ol g@tcapidepepolpaicohots, \polymers.asais | ernmaxtnres ofremaccor di ng

to certain sugch enbodi nents of the present ipnvention e.adm ni stered
usi ng i nhal er SESaETQYRS i€ ¢ HCOsPy @ .‘155.3,’ AERse, ?%&SEP&?OH%‘B b (AEEPSEr s, see

e.g., US Pa . : &}aﬂegﬁﬁ Sm di scl osures
of each of m%’gﬁ&ggga ef’nlg,or goratg qﬁeé ei n by lra‘g?séreﬁlggullé)g%%%}e}%?sénti reties).
Accordi ngl y, imalt@maotddran, asrdiol,, madmtohr editol; sbdiven thloriderand i ciédum

pharmaceutical conpositions in the formof propellant-driven aerosols
conbi ned wi t hN°BP@EEr nore inhalers suitable for administering these

aer 050! sgyyhgy a0l LUkl GoPYUES Sl LAKBAL 0F 2 AIOKLASE (& BhabGhsinghi ch ar e

characterized in that they contain e propellant gas-cohtalning aerosols
descri bed t hr HOjjhandt optidrallpr ersecot mony edditionalahctive\VigetS0 6vdhb 89 2Rose

PCT/-US2005/ 04236 -132 provides carfriqdges which are. fitted wth a suitable
val vg§and can thfgé!f“’rlﬂ: 5en°§‘ﬂb’t é‘Blsﬁfeﬁ?ﬂ%@‘ AMERE PRI G fe or nore

ooy o 0, e FANLA 800 Bk, A ARLES AP BT, oo
i nhal abl e aer tiscdctive ageni firiengartipieodust |(BRD) dars tec shetfdiifegoff thet predustvent i on are
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"dry" excipients are well known in the art and include those disclosed herein.
For example, lactose can be selected as a dry excipient, or lactose
monohydrate can be used in a formulation with azelastine or a salt thereof
(and optionally one or more additional active agents, such as those described
herein). Lactose has the inherent property of having a low and constant water
sorption isotherm. Excipients having a similar or lower sorption isotherm can
also be used.

D [1176] As discussed throughout, and in a further aspect of the present
invention, azelastine or a salt thereof (e.g., azelastine HCI) may be mixed or
formulated with one or more additional active agents such as those described
herein in the dry powder or other inhalable formulations. The present
invention also encompasses the use of azelastine or a salt thereof where a
combination of azelastine or a salt thereof with other agents, such as those
described berein, constitute a formulation from which metered doses are then
produced, filled and sealed into dry, moisture-tight, high barrier seal
containers intended for insertion into a DPI to be administered according to a
patticular dosing regime or as needed by the user. Suitable additional active
agents include those disclosed throughout, for example, inhaled steroids: e.g.,



I nhal abl e fornul ati ons, such as sol utions and suspensi ons, conprising (or
consi sti % essent lally of) azelastine or a salt thereof @ﬁ@s Q&Itlr 4%§I Iy

one, or 948 %20nal active agents such as those descrl erein.
Suitabl e solvents for use in such enbodi nents include aqueous and al coholic
solvents, suitably an ethanolic solution. The solvents may be water on its
own or a mxture of water and ethanoli37The rel ative proportion of ethanol
conpared with water suitably is up to about 70 percent by vol unme, nore
suitably up to about 60 percent by vol une, or up to about 30 percent by

vol une. The dery of vQ S f | utions or
suspensi ons ggt%gilahl r%‘& gstgﬂgst uie g&ﬁ“ﬁ%@?eo@nd 0 l{é&o a Iy one or
nmore addi ti orta$AI|:%ce gV%lﬁﬂ%ﬁsleulﬁ)Wéheaﬁtigbﬂ%@ dges&ronmﬂcab@wchﬁomepar ately
or together, are adj usted to a pH of to 7, using suitable acids or bases.

The pH may beannbraqamsmeed @@,ngepammse,sereewaa f&mﬁenmfgaml@ ings gani c

aci ds. Exa f ,.suita |nor iC ac i nclu dro r|c aci d,
hydr obr oni gperEYoﬁgbaﬁW%le gfaf rgfe({fgﬁ% eaﬁ’aleg hgﬁrﬁ'1 ?:rfd Exarrpl es
of suitable culaﬁaauﬁe,aqjaﬂﬁgmbncweﬁo?pmeﬁahﬁeacbr&mﬂnhre C @gimingl i ¢ acid,

tartaric acid, maleic acid, ~ succinic acid, fumaric acrd acetic acid,
form c acid, qhimmiienm'ramiae,i d, dimeghydriBatepl @pktenhmdmgmm c @mmlsthazmﬂ, ude

hydrochloric sul f aC|ds I t als ossi bl e to aci ds which
have al ready E%B&‘%d f]Jc]1 LAY B’r?cé’ Pgmmb‘m? lFl ? e active
subst ances. '%mseéreryarertgﬁm ﬁz&&r't&ﬁuﬁaﬁﬁéﬂﬁﬁte,@mvbinﬁﬁ%hde g, gmuic acid and

citric acid. If desired, mxtures of the above acids may be used
particul arly dyolid ineclexiisie pHosplwiditsterdses: bnd dervasesh adenosinepha rrmpuon addi ti on

compl-€xi ng. ageRUER & B Ribabumpnfiataid e eR e sypfoef Gpsorled ol

Hydrochl oric jgoid. @%Bh&lﬁduﬁﬁehtt ;ﬂﬂiaﬂéﬁ Nd1&2003/01 Y672 086/ dsidre of
PCT/ US2005/ 042362 - 133 C% sol vents and/or ot her excipients may be

added to the Vp]ndplelmwmoratbdbgmfmmﬁmﬂnimﬁmtmtyons of t he pr esent
I nventi uitable c are those n groups or
ot her 8‘3!\7 groupg e@f)e& ﬁ’cgi}ﬁ’ ogtﬁrgﬁr%éﬂf 3%%1%‘@ %P% %?%bl ycol s-such
as pr Opyl ene ﬁbﬁﬁﬂb’or&oéﬂteﬁﬁbéb?(b‘:‘g“ azelastine HCI) and optionally one or more

additional active agents, such as those described herein, in the form of a blister _

and may comprise a flat dose bed or a formed cavity in aluminum foil or a

molded cavity in a polymer material, using a high barrier seal foil against

ingress of moisture, e.g. of aluminum or a combination of aluminum and

polymer materials. The sealed, dry, high barrier container may form a part of
' an inhaler device or it may form a part of a separate item intended for insertion
D into an inhaler device for administration of pre-metered doses.

[1178] The inhalable pharmaceutical formulations of the present invention
that comprise (or consist essentially of) azelastine or a salt thereof (e.g.,
azelastine HCl) and a suitable steroid (e.g., a safe steroid) are suitably
formulated as azelastine:steroid in ratios by weight ranging from about 1:300
to about 50:1, and more suitably from about 1:250 to about 40:1. In
exemplary formulations which contain azelastine or a salt thereof (e.g.,
azelastine HCI) and a steroid selected from among budesonide, fluticasone,
mometasone, and ciclesonide, the weight ratio of azelastine (or salt
thereof):steroid are suitably in the range of about 1:150 to about 30:1, and
more suitably from about 1:50 to 20:1.



gl ycol, pol ypropyl ene glycol, glycol ether, glycerol, .pol yoxyethyl ene

al cohol s _and pol yoxyet hyl ene fatty acid esters. The tern L pi.ents and
addi tives W%zoogfﬂ?éz%ont ext denote any pharnacol ogi cal | yEgﬁfyg%@Q@{zg&subst ance
which is not an active substance but which can be fornulated with the
active substance or substances in the pharnmacologically suitable solvent in
order to inprove the qualitative propeigdes of the active substance

formul ation. Suitably, these substances have no pharnmacol ogi cal effect or,
in connection with the desired therapy, no appreciable or at |east no

desi h | qgi cal. effegt. Th | pi_ent d addj ti i ncl ud
oo 199P L R el 5kt . e DO B B, o e o,
such as pol ysgfifagfeefor tROtr¥heM! SDiBFIRhARRS (inehiifiy alRSE) br ARETetiveOP! exi ng

agents, antioxidants and/or preservatives which “prolong the shelf life of
the finished diszasescttheiuppér drdower mepicatoryftraat; amdlwding asthmng and nkroaied/ or ot her

addi tives kno in.the ark The, addit] al so incl ude har macol ogical ly
accept abl e saq\’lglsgu‘é%%l"é@@éﬁ’l ﬂ?ﬁl@qﬁi&g iCSBPEFARODS WF%E.TSB‘{‘:El%Gl

Exenpl azy exci.nj ' I gxrdan ChL S Al | G:aeld,y, Vitamn A
vitamn E, to @iﬁﬁgﬁlg an s?l?h' a%gi%a%nﬁenrgﬁa%g %?‘g?/jli%}grgn ﬁgﬁﬁ%cc]ﬂr ring in

t he human bodydditich] Ghtlinkalelsle foratulativms megordiag tsthe prazefiriaventibn triagy benhal abl e

formul ations disclosed herein fromcontam pation w th pathogens. Suitable
preser vat i vesuse {@ reasyaticghresis apdaliergialveplivs{Samper's Lyagk i cularly cetyl

pyri di ni | ori ' | Qi ' r{rﬁjaﬁ’éiz hanzoat es
such as E@glﬁtm beﬁ%%?g&%ﬁﬁ?ﬁ%ﬁogg%}lgg %é&%o%ﬂ%@gmzﬁ#@oﬁ? e pPP@r art. The
preservat i vescongpusitioned cogdphieingar(er s cohdsting peseaiallyi rof); onc esititablei ons of up

to é’b ut 50 ng/ 100 nj, nore suitably between about 5 and about 20 ng/ 100
m . Al ternat i $EFsatratiea to; pravde s bherappyHrally icsedetrss o fpzelstingd ohat hout

preservati ves,,l - €rnnl nj r u a escr.i.bhed herein.
VO 2006/ 0580 a%%é%@%/?ﬁ%%b}y %ﬂgf:&ﬁef%gl eé’?’p?“g%e??gn fﬂr‘@g i nhal abl e
fornul ati ons plmcmackutigaliyo scbeptabie ander, istabiliver wn exdipibet, awlhsreinsther ed usi ng
I nhal ers of the kind which are c¢apaple of , nebuli zi n? a snall _anpount of a
li qui d fornul %7elasing nist i @ neqlutyey i fosmyged wherein at Jeast ome of the

pharmaceutically acceptable carriers or excipients is sucralose dissolved in the

solution. Such inhalable spray pharmaceutical compositions when used with a
suitable device provide a fine spray of the components (including active and
non-active components) baving an average particle size of about 1 pum to about
5 pm. Such inhalable spray pharmaceutical compositions of the present
mvention can be formulated for pulmonary delivery using, for example, a
. suitable deviég or inhaler. Suitably the amount of azelastine in such inhalable
D spray pharmaceutical compositions is about 0.1% to about 10% by weight and
the amount of sucralose in such inhalable spray pharmaceutical compositions
is about 0.05% to about 0.15% by weight, though other suitable amounts will
readily be determined by the ordinarily skilled artisan..

Clinical Indications

{1181} The compositions provided by the present invention are useful in
methods for the treatment of a variety of physical disorders in animals
(particularly mammals including humans) that are predisposed to or suffering
from a physical disorder that may be delayed, prevented, cured or otherwise



within a few seconds to produce an aerosol suitable for therapeutic

I nhalation. Suitable inhalers are those in which a quantit% g} lﬁfs t han
about 100V 200688%22 t han about 50 L, or between about 18CIUSAWSAHS: 30 L of
active substance solution can be nebulized in one spray action to form an
aerosol wth an average particle size of |ess than about 20 m suitably

| ess than about 10 pm in such a wayghpat the inhal able part of the aerosol
corresponds to the therapeutically effective quantity. [11691 Suitable
apparatuses for propellant-free delivery of a nmetered quantity of a liquid
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incorporated herein by reference in their entireties. In anofher enbodi nent,
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for use. Fornul ations ready for use r_rgﬂxé?e roduced from the concentrates,
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ul trasound ols gepetiguliys plegiclogically of loeheveit at riskofor develdping thealidoeder.pr i nci pl es.
[11 The present ,inyvention alsg, provides fine particle _dosages of
azel-astine § sughsifuationsethe spmpesitions of the presenhmvertion mAWtWEPE 858 |y one or
nore additio i | herein. A delivered
fine particl Eﬁ:lc?&%sﬁ%%‘gﬁgg@%@%@fﬁ%&%ﬁﬁgmggP’&E’* ereof (e.g., azelastine
HC ) adifi182pt er ed RAycoifing(0GhOReRzor @TinkisRAD fyrOeibb2a huiddh) thahil ati on

herein is not limted, and nm ener al | e in a.range from about 1
predisposed to or suﬂ'er){ngg from a pﬁys?cal disorder mgy be treated by

administering to the animal an effective dose of one or more of the
pharmaceutical compositions of the present invention. Physical disorders
treatable with the compositions and methods of the present invention include
any physical disorder that is characterized by allergic rhinitis, vasomotor
rhinitis, and/or allergic conjunctivitis, inflammatory or obstructive diseases of
the upper or lower respiratory tract, including asthma and chronic obstructive
pulmonary diseases (COPD), and complications thereof such as pulmonary

) hypertension, as well as allergic and non-allergic rhinitis, cystic fibrosis and
allergic alveolitis (Farmer's Lung), reactions to plant or insect allergens,
environmental allergens, allergic ocular conditions (e.g., hay fever
conjunctivitis, perennial allergic conjunctivitis, giant papillary conjunctivitis,
vernal keratocomjunctivitis or atopic keratoconjunctivitis) and imritant
dermatitis, as well as other related or similar disorders. The compositions of
the invention are also useful in treating or preventing the symptoms of such
disorders, and thereby provide symptomatic relief to patients suffering from or
predisposed to such disorders.



to about 50 g, including about 5, 10, 15, 20, 30 and 40 g. The correct

nmet er ed into an inhaler to be used for the

adm ni stsgﬁﬁg‘#%gg@gbe adj usted for predicted | osses sucﬁ@?@{gﬁsfon and
nore or |less efficient de-aggregation of the inhaled dose. [1172] Exci pi ent
particles having a physical nedian particle size |arger than about 25 pm
and having a very narrow particle size4distribution with generally |ess
than 5% of the particles by nass being below 10 pm generally show good flow
properties, and are suitable for use in m xtures together with azel astine or
a salt thereqjos@ﬁg g., azelastine HCl) and optionally one or nore additional
active agents, such as those described herein. For inhalation purposes, .
carrier [1P83]ti cl esAhawtedy abovendy thedinventjvay td clompesitien | somgprisbaggen f r om about

10 to about O.mare typically selected, including apout 30, 50, 70, 100,
130, 160, 19(?%203%31?25‘1%&] &Fgléstﬁ’éd?raﬁp peeufte E@%Eqarg@eﬁq]t\ﬂrt‘?ﬁﬁeﬁ thi s range.
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exci pi ents tQuhe. ' Al ag lons J+ I ' . grade
SV003. Uni fo&% oﬁg%rﬁ%dg%‘iﬁ%%r %%r neWﬁgﬂmggﬁ@’%gyﬁufagtﬁ%@ a\(/)lﬁiﬁg a physi cal

medi an parti clisordérs elisdivged theophout anDkioweain thel 80 One\ofdedigaeakill ow
properties when the particles have been nodified to have a very snooth
surfﬁze, t herveibapprisiase, thadthe pEsounbor prnspuatipe of grelagiiae (povethar£sbn. [1173] A
practycal lo b i L H!ﬁg i of i !?M}P ugh | ble powder
f or mul ationsvtﬁésreél)q’lr@ga?éﬁée&% aéou ﬁ@g@&?%é)l{h%% ma ﬁegr oésﬁe%ﬁkgn be

difficult to apiousiticef @mnthstiie dah bredonraiied eniphidcdlBl Monviniting eeanpleslevi at i on
bet ween doses in the order of 10% Typically, thougg@édqse nmasses range

from about 1 ofsHeptivaamennisi@salasimgAor salt-pr eft nding azefasting 741

Sui tabl e exCiysfiahford8) thi'ide'H Bt bharklaCeuiea! Athpdifidt8"6othe " Hedet 3t 1 ons
invention include those described in detail herein. It also will be understood
that, when administered to a human patient, the total daily usage of the

compositions of the present invention will be decided or recommended by the
attending physician, pharmacist or other medical practitioner within the scope
of sound medical judgment.
[1184] The intranasal formulations of this invention are most effective when
' proper product design is utilized. The preferred product design includes a
-) composition of the invention contained within a delivery system, such as a
botile and a pump, for nasal delivery of the formulation in a mist of spray
droplets to coat the mucosa of the nasal cavity upon administration. Preferred
pumps for use in such products of the invention are metered multi-dose
pumps; however, single unit-dose containers are also acceptable to deliver the
therapeutic dose of azelastine (or salt or ester thereof, including azelastine
hydrochloride) to the nasal cavity. The selection of the pump is based on the
desired dose/spray volume and spray pattern appropriate for local delivery to
the nasal mucosa. In certain such embodiments of the invention, the
compositions can be effectively contained in a package comprising a high
density polyethylene bottle fitted with a screw cap, and are delivered by a



I nclude, but are not limted to, nonosaccarides, disaccarides, polylactides,
ol i go- and pol ysaccari des, polyal cohols, polyners, 'salts or m xtures from

t hese gr owpa9os@mse22 gl ucose, arabi nose, |actose, | act os@CHEEHNE#%R6%, | act ose
anhydrous (i.e., no crystalline water present in |actose nolecule),
saccharose, naltose, dextran, sorbitol, mannitol, xylitol, sodiumchloride
and cal cium carbonate. [11751 Excipignts for use with azelastine or a salt
thereof (e.g., azelastine HC) and optionally one or nore additional active
agents, such as those described herein, generally are selected from anong
exci pi ents which have good noisture qualities in_the sense that_ the

subst ance wi Imetered-dosd\sprayepupmpdeeigned fon énteanasal eappljeation fin yelyseast¢fcl e dose
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nthe art asgh piighseRichbesg vhlsie PARGH MaNPlRoi, Fhod @ EdRion] @&t 05e_can be
selected as a dry exciplent; or |actose nronohydrate can be used in a
formul ati on iuttanasal formslations @n be ppavided inerwof dosg domin, speli asndesénibedne or nore
additional actiye agents, such as those described herein). Lactose has the
i nherent prof®Fy of having a | ow and constant water sorption isotherm
Exci pi eft avi ng W) i LAVNGH I | fFative! so be used.
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i nventi on, aprdipesprodectalesignsialutilizedr §hé piefeyed peahicadesigreinclidgs aay be mi xed
or formulated wth or}e or, nor.e additignal .active agents such as those

described hEYBPYFIHAR qfrfBe dnxengignfoptamed SRR 2 dplyeabater el & Aons. The
present inv l.ON, 5a o] E N alt thereof
wher®y a congﬁlgt%gngg?o@z%l ?gﬁﬁgﬁoﬁeﬁﬁq{lﬁ?g{é@ﬁﬁvﬂﬁ)g%‘htgtrh%agents, such
as those desatjudintittalsee of the eyenuiport adminiztrhtionru Pedferped packapestioraksenet er ed
doses are then rodyced, .filled and sealed into dry, pojstuyre-tight, high
barrier seal ™ : RIPHSTSSOf the dp¥gionre F‘?’r@‘é‘gf’?%rhq“ﬁf’ﬁ"*ém I“’PB&!?@
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such embodiments of the invention, the compositions can be effectively

contained in a package comprising a high density polyethylene bottle (HDPE)
in volume capacity of 10 mL fitted with a low density polyethylene dropper
.and secured with a HDPE cap closure. In addition, the ocular formulations

can be provided in a unit dose form, such as described herein.
[1186] Suitable compositions of the present invention include about 0.1%,
about 0.125% or about 0.15% azelastine, and about 0.05%-0.15% sucralose.
F ) Described below are non-limiting examples of the compositions of the present
invention, comprising 0.05%, 0.1% or 0.15% azelastine hydrochloride, 0.1%
to 0.3% of hypromellose as a thickener, 0.05% to 0.15% of sucralose as a
sweetening and taste-masking agemt, and/or 0.05% menthol as a taste-
masking/flavoring agent. Suitable such compositions can also comprise one
or more additional active agents such as those described herein at the various
concentrations and amounts described herein. These compositions are well-
tolerated despite the intemse bitterness contributed by the presence of
azelastine hydrochloride. Thus, use of such compositions of the invention

provide symptomatic relief from allergic rhinitis, vasomotor rthinifis, or



- 137 Dbudesonid, fluticasone, rofleponide, nonetasone, and/or ciclesonide;

NSAI Ds, e.g., ibuprofen; leukotriene antagonists, e.g., nontelukast;
addi ti onalo 200%t0s6v28t am nes, e.g., epinastine, cetirizi rRCT/ES20efd2idi ne,
ol opat adi ne, |evocabastine, |oratadine, mzol astine, ketotifene,

enedasti ne, dirnetindene, clemastine, bam pine, cexchlorpheniram ne,

pheni ram ne, doxylam ne, chl orphenox Ejpe, di menhydri nate, di phenhydram ne,
pronet hazi ne, ebastine, desloratidiné™and/ or mecl ozi ne; beta-m netics:

e.g., fornoterol, salneterol, salbutanol and/or terbutalinsul phate; PDE N
inhibitors: e.g., 3,5 - cyclic nucleotide phosphodi esterases and deri vates;
adenosi ne A2allergive pongnnctiviftsni whide significantly bufpnedng patiendnasdeptabiidy | vat es,
and/ or substances described in U S. Published Patent Application No. '
2003/ 013675, HPHEBPEFSsure of which is incorporated by reference herein in
its entirety. [1177] A sealed, dry, high barrier container can be | oaded
with a powder form azelastine or a salt thereof (e.g., azelastine HCl) and -
optional |y offrestmenpofSnariitli ti onal active agents, such as those described
herein, in the formof a hlister —and may conprise a flat dgse _bed or a
formed ¢HBHy in dhepreseihipyantiopalsg prqmqlefeadm@nﬁmﬂtfyr frepting sonmMatmt eri al |

using a hi gh papL o SeQmiralcs MG ShiirelyUrASH: BhelBAeAL YoRucel 1fle O
al um num or a conbi nati 6n of al um rrum an pol ymer ‘materials. e seal ed,
dry, high bafsteeitycad tfriqgaeicydt/snofiigh FheDpgdtment confpriseh adiinist@itigee or it may

forma part of a _separate itemintended for insertion into an inhaler
devi ce for admseiibedr dosaga BY apecondRUEcdowssper day 19/ azelpdinenRkl @bl e

Consipt - esserrpRtaif Aotz shl eRlo? 3ol vy f e OeaddiEheci T84 0 10 1)
and & sui t ablagelgstiae @ uifablytopically aplicd! o e Mhsal syt tgehbpllyfinikall ated as

azel astine:steroid in ratios by welght ranging fromabout 1:300 to about
50: 1, and nofemsef 2 axelspren et Bbether delivey foons Besribagbhereiny Azelasibp| ary

fornmul ati ons.whi.ch . i n._az [ Salifwn: . Q. zel asti ne
HCl) and a stero 'lgsigqgéc egﬁf%@gnﬁeﬁggﬁg&@rﬁ%@fﬁéﬁ iﬂégs%ﬁg,bearmrret asone,
and ci cl esoniadfinidtéted vedeOdtimérdith odbe 8 d8Y.aH 4 BEitably enstdimerit) et ) - steroi d
are suitably in the range_ of about 1:150 to about 30:1, and _

one dose is administered prior to bedtime. Published International Patent

Application No. WO 02/056876, the disclosure of which is incorporated by

reference herein in its entirety, describes compositions and methods for

-

treatment of snoring that can be used in the practice of the present invention.
[1188] In one embodiment, the present invention provides a sterile and stable
aqueous solution of azelastine or one or more of its salts (e.g., azelastine HCI),
, along with one or more taste-masking agents and optionally one or more
j additional active agents such as those described herein, which can be used in
the form of drops, ointments, creams, gels, insufflatable powders or, in a
suitable embodiment, in the form of a spray (preferebly a nasal spray). The
spray can be formed by the use of a conventional spray-squeeze bottle or a
pump vaporizer. In addition, it is also possible to use compressed gas aerosols.
For example, 0.03 to 3 mg of azelastine base can be released per individual
actuation.
[1189] In certain such embodiments, the formulations of the present invention
for use in treating snoring comprise one or more taste-masking agents, one or
more flavoring agents, and/or one or more sweetening agents, or a

combination of such agents. Non-limiting examples of such substances



nore suitably fromabout 1:50 to 20:1. WD 2006/ 058022 PCT/ US2005/ 042362
-138 (1179) The inhal able formul ations of the present invention ar

especi al WO 28061068082 e for the treatnent of inflanmatory PCTHSE aof‘?g}mal | ergic)
or obstructive diseases of the upper or lower respiratory tract, including
asthma and chronic obstructive pul nonary di sease (COPD), and corrpl | cations
thereof such as pul nonary hypertensiep,. as well as allergic and
non-allergic rhinitis. In addition, the inhalable formulations according to
the present invention may be used to treat cystic fibrosis and allergic
alveolitis (Farner's Lu The present | nventlon aI provi des

i nhal abl e spiwdﬁﬁléﬁsﬁﬁlé (lﬁﬁﬂ Sueraless s seppgally e ?’g%‘éq sting

SERIT ey e

armaceutically accep salt or

ester 't her eofnvedtith GoE 3E i@rteeau@émraﬁcmuhng,aldammnﬂypwnéﬂ eusedr it er,
stabilizer or excipient, wherein the azelastine is in a solution form and

wherein at | eensenteiionspf fiem al?ﬂéﬂ@ﬁ&%uﬁpl abant | Ve seitablyass|conesaitatienss or
excipients is.gsuc b oI ve sol ut. Suc al ahl e spray
phar maceuticgf 8%%’ ?ﬁiogl{s 85@ ed[ﬁmﬁe S%t#ﬁ"a%l %eg\b-gﬁ t}low de a fine
spray of the feRQMeMRY% It@c‘dbe@kl 0,992 Ghil Ro@Nehitablg ok lab¥@ @oﬂ%oeaents) havi ng

an average particle size of about 1 pmto about "5 pm Such inhal able 'spray
phar rraceutlcabomﬁdﬁ%pfﬂnﬂetabcﬁompwtlpnesent |nvent|on can be for mul at ed for

I I bL d I
Sui tabi PASHE aroue/Ere Spitoieey Heven Tor et miabts TR oy e Placeu | cal
conposi ti onsnhﬁteatteuwa&r 1 98rkn9tedDiphad O Yadno Wi 9Okyvalest al&&lﬁlsa%iﬂﬂt of

sucr‘jose in such inhal able spray pharnmaceutical conpositions is about
0.05%t o abooent@in 153cdasbonedtghms, (fwrﬂxagnpleocﬂbenolsﬂnopmpml,ahatmowlwel| readily
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met hods for §d1QertuS@f FRRHtatl{; vahtet Ak nfikdardd§ ot Fith ofhles PHYRRIL t?bd]lya”' mal s
(particularly manmal s including humans) that are predi sposed to or suffering
acceptable solvents (for example those mentioned above). Suifably, the
amount of the latter solvent in the aqueous mixture should not exceed 15% by
weight.
[1191] Such solutions or formulations suitably can contain preservatives and
stabilizers, as well as other excipients disclosed herein. Suitable excipients
include, for example: ethylene diamine tetra-acetic acid (eidetic acid) and their
alkali salts (for example dialkali salts such as disodium salt, calcium salt,
calcium-sodium salt), lower alkyl p-hydroxybenzoates, chlorohexidine (for
D example in the form of the acetate or gluconate), phenyl mercury borate.
Furthermore, it is possible, for example, to use sodium- (2-ethylmercurithio)-
benzoate generally known as "thimerosal" which may be present in an amount
of 0.001 to 0.05, preferably from 0.005 to 0.02, for example 0.01 %
(weight/volume in liquid formulations, otherwise weight/weight). Other
suitable preservatives are: pharmaceutically useful quaternary ammonium
compounds, for example cetylpyridinium chloride, tetradecyltrimethyl
ammonium bromide, generally known as "cetrimide," benzyldimethyl-[2- [2-
[p-(1,1,3,3-tetramethyl-butyl)] phenoxy] ethoxy]-ammonium chloride,
generally known as "benzethonium chloride” and myristyl-:-picolinium

chloride. Each of these compounds may be used in a concentration of 0.002 to



froma physical disorder that nay be del ayed, prevented, cured or otherw se
WD 2006/ 058022 PCT/ US2005/-:042362 -139 treated by the adm ni stration of

azel ast i o as0smsgmpar naceutical ly acceptable salt or e®CFUSRMSPESS2 Thus, in
addi ti onal enbodi nents, the invention provides nethods of treating or
preventing such physical disorders, conprising admnistering an effective
amount of one or nore of the conpositions of the invention to an animal
(particularly a manmal , including a hunman) that is predi sposed to or
suffering fromsuch a physical disorder. As used herein, an aninmal that is
"predi sposed to" a physical disorder is defined as an aninmal that does not
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thus be used SRt la88/HedzyRS iﬁ{éﬁ%pgﬁﬂﬁﬂw ehiRRiRt §nd Ohixgiseh di sorders.
[11821 Accorg?ir%g to t%‘?iag@i‘antlonf‘ a mmal (preferably a hunan) that is '
predi sposed thereof, Sof feramply the ccongpophys i geadérally dmower andpetralkoniant ed by

adm nistering to.the animal an effective dose of one or nore of the

phar maceutic mOE*Gﬁ‘posi tions of the present invention. Physical disorders
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di seases of the upper or lower respiratory tract, including asthm and
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such as pul {10 | as erg d -akdergic
rhig)tai S, Ccy ?ﬁ‘f‘ﬁ‘.’ﬁ%@g‘ﬁi%ﬁd ra%l @%ru\é\?(h:' al'veo |tt P@?FZQW%%?L?}E@J , reactions
to plant or i(weight/weigh®ref aglastienelatsdentisd fiak laelgstiie, base). eStguld ocul ar
conditions (e. q ,. hay fever conjunctivitis, (gerenni al allergic

conj unct i vi t Baelasking e PRRspmt as 4581t dherArpeints shopldsbe recaleulated RERYEEBATN] uncti viti s
or atopic ke | AR ]Gl (}&*mi ' S | as ot her
rel ated or s:%@ g?ﬂ%%@g%%ﬁﬁ%@%éﬁn%ésﬁg?%%g 0 qr%d?bno\yghtﬁi{@{ﬁ" are al so
useful in tresdeiofgponderd) theebidenigation @ f ayeindtingbasef geferally isabout 0160065, and

t her eby provide s¥nptomat ic relief to patients suffering from or
to about 2 percent by weight relative to the solid carrier substances.

[1193] In the case of solutions, the dosage per nostril is, for examplé, 0.01 to
0.2 ml, in particular 0.05 to 0.15 ml, Such a dosage should be applied once to
several times, preferably 1 to 5 times daily (optionally also hourly).

[1194] Suitable acid components for azelastine salts are, for example,
hydrophilic acids (HCl, HBr), sulfuric acid, phosphoric acids), nitric acid,

organic mono-, di-or tricarboxylic acids of aliphatic, alicyclic, aromatic or
) heterocyclic organic acids (embonic acid, citric acid, tartaric acid), aliphatic
and aromatic sulfonic acids (for example camphorsulfonic acid).

[1195] It is also suitable to add buffer substances such as citric acid/sodium
hydrogensulphate borate buffer, phosphates (sodium hydrogenorthophosphate,
disodiumhydrogenphosphate), tromethamot or equivalent conventional buffers
in order, for example, to adjust the formulation to 2 pH value of 6 to 7.5,
preferably 6.5 to 7.1.

[1196] In one embodiment, snoring is treated by use of & 0.1% or a 0.15%
aqueous solution of azelastine hydrochloride, suitably as a nasal spray. The
spray is metered to deliver about 137 pg of azelastine hydrochloride

(equivalent to 125 pg of azelastine base).



predi sposed to such disorders. WO 2006/ 058022 PCT/ US2005/ 042362 - 140-
Dosi ng [11831 As noted. .above, by the invention, a.conposition conprising an
ef fecti vayanusgnssef azel astine or a pharnmaceutical |y a®CEFAIS2M5€42363 t or
ester thereof (e.g., azelastine HCl), and optionally, one or nore

addi tional active agents such as those described herein, can be

adm nistered to a patient to provide @ynptonatic relief froma variety of
di sorders, including allergic .rhinitis; vasonotor rhinitis, allergic
conjunctivitis, as well as the various other disorders disclosed throughout
and known in the art. One of ordinary skill wll appreciate that the anount
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usage of t he falbegpdedp: iSyeble fedativeansdsdorp aidpingiude; hutdre notimiteddpded or
ded by, th t end hysician. ph i St. t. i cal

bracti t i oner gt (SR SRR aGhRlind ¥ TSk anfuisl GABR 70

i ntranasal f QgdithabiroRsb@irid di8), ohee AhtibRaniRs (18 ex&hfle,Beny@ei@  proper

product design is utilized. The preferred product design includes a

conposi ti on e6lopatadinehy chrmizeiazepinesi r(er wixample, o mislazolamy dipgepem), such as a
bottle and a for, n |. del ivet f the fornul ati.on.in Il st of spray
dropfgts to gg"é%’f‘ﬁe PRFE‘%_@%‘”B‘F%e TSNy, UpSit %ﬁ’?\l% stanti on.
Prefefred pyibld QlechSHdé Indlvdd pMrRdeatastsObuchhes:| WRAkAL RARfMIFE er ed

mul ti-dose unps; however, single unit-dose containers are al so acceptable

to deliver tRhevandubr apgustifeliadddwmplusaiupulus: ipassifiers ighmatsr Qewum t her eof
7! 1m0, 228 L 5 Kb SRR, (Bl £ ©
appropri ate Dalivh Offlticfi®izaY CCypetipedium pubescens, Cymbopogon flexuosus,
Melissa officinalis, Monarda didymia, Citrus aurantii, Psicidia piscioula, and
the like.
[1198]) It will be readily apparent to one of ordinary skill in the relevant arts
that other suitable modifications and adaptations to the methods and

Q

applications described herein may be made without departing from the scope
of the invention or any embodiment thereof. It is to be understood that while
- the invention has been described in conjunction with the detailed description
“) thereof, the foregoing description is intended to illustrate and not limit the
scope of the invention, which is defined by the scope of the appended claims.
Other aspects, advantages, and modifications are within the scope of the
claims. Having now described the present invention in detail, the same will be
more clearly understood by reference to the following examples, which are
included herewith for purposes of illustration only and are not intended to be

limiting of the invention.



t he nasal nucosa. In certain such enbodinents of the invention, the
conpositions can be effectively contained, in a package conprising a high
density p&ioyaeedasseae bottle fitted with a screw cap, an?ﬁ'rdg&}wﬂ&éred by a
WO 2006/ 058022 PCT/ US2005/ 042362 -141 netered-dose spray punp designed for
intranasal application in volunes of 0.07 to 0.15 nml such as the VP3/140
18/ 415 or the VP3/140F 18/ 415 Spigot _p22 punps designed by Val ois Pharm
Marly le Roi, France. In addition, the intranasal fornulations can be
provided in a unit dose form such as described herein. [1185] The ocul ar
formul ations of this invention are also nost effective when proper product
design is utilized. The preferr BXAMIEEAX design includes a conposition of
the invention contained within a delivery system such as a bottle and a
dropper, for Qcul ar.deljver t.he . f ok t 0 coat the conjunctival
sac of the eﬁ\tg' eoﬁ' adjfﬁeﬁ%’feﬁgﬂiﬁ%ﬂgf@%agg%ﬁﬂages for use in such
products of the invention are nmulti-dose; however, single unit-dose

cont ai nqyopre al 4 aﬁg;%éﬁﬂh@ tdnfpRkitive’ of Hie tikedrioaUtd Gasloseraf azel astine
(or salt or ester thereof, including azelastine hydrochloride) to the eyes.
In certain dJomtilatidyodeantaining ohzelasting n\hydrachleride havasorpyepared owsingan be

ffectivel t aj.ned i k . i sing .a high densit | yet hyl
bot t| e ( HOPEFYPTORSEFe, " ket POgiel oF an hqlonilly wie DO uiafis oy
pol yet hyl ene oflf QiRBbse asHith SEFtEEr Md Dtast i el OSure. In addition, the

ocular formulations _can be provided in_a unit se form such as descri bed
herein. [1186] Suit dbgredientpositi ons of the present in¥ention include about

0.1%_  about (Q—325%-er—abeut—H0—15%azelastine—apad—abogt—0—05%0. 15%

sucta)ose. Ddscri bétrehsinsiwirechionds it i ng exappl es BA5Y he cofposi ti ons of
t he present ifnventt Q@F/é Ak Wq 0. I% or 0. 15 etastiine
hydr ochl oride,| 0.1% o 5 o%f hy%ﬁ#e ose as a| thi ckg?r%gg, 0.05%to 0.15%

of sucralose gs a SieateDisatiudUSPast e- maski ng agent, 04860/ or 0.05% nent hol
as a taste- rrg } i j

iskinglflavoring e such -conpositionsican al so
conpri se one |or rmIS@ﬂHH‘h?Q%dﬂﬁﬁ active agents spch as6@bse descri bed

=

herein at the VarTOs qum Citrate, USP, Dinydrate 0.068
Sucralose, NF 0.150
Benzalkonium Chloride 50% Solution, NF 0.025
Water Purified or Deionized Q.S8.t0 100%
[1200] Following preparation, the composition was filtered, and was packaged

into high density polyethylene bottles fitted with a screw cap and comprising a
) VP3 metered-dose spray pump designed for intranasal application in & volume
of about 0.14 mi (Valois). For use, one or two sprays were administered to

each nostril two times per day, or as prescribed.

Exampie 2:  Azelastine Hydrochloride Nasal Solution

[1201] In another exemplary composition provided by the present invention, a
nasal spray formulation containing azelastine hydrochloride was prepared
using hypromellose as a thickener and sucralose and menthol as taste-masking

agents:



concentrations and anounts described herein.
tolerated despite the intense bitterness contributed by the presence of
azel asti ne hydrochl ori.de.
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Snoring [11871 The present
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I Tl L1 T DL C UUDCﬁ ps) aUIII TII oAl IU'I
rnati liafélgaltg%ﬂ P &2l i cation No. 35?656876 the disclosure
COT por, i%Hi@fm td, O/SY ORIrer el i i n 1 050 gnt1rety; |describes
\nd rret ds for treatnment of spori nq_hat can bejused in the
He presSaomlose)\MN &Mt i on. 111881 In|one eldtsdi nent, the present

rel astine or

one or nore off its MRYW@IQCOL‘J%BI astine H I) él&?ﬁg with ohe or nore
t ast e- maski ng fagents orat Ty —one ot mpTe dﬂlﬂsbl omat—acii ve agents
such as those |descri’b Ul?% whi ch can bejused the formlof drops,
oi nt.aent s, crﬁams gﬁﬁmkdnmf&tﬂ@ﬁ@)jm,mm\de s or, gigpsa suitable
enbad/ nent, i the formaof a spray (l’]_l’_Pf erably a nasal anay) The spray
can be forned!by théﬂwd’!wtﬁedm’@mmﬁdonal spray- s@Sdod0W6iti e or a punp
vapori zer. In —oruuﬁLLTvll, ++—s—al-so pUQcWILc to—gSe—Cconpressea—gas aer osol s.
For exanple, 0.03 to 3 ng of azel astine base can be rel eased per i ndividual
[1202] Following preparation, the composition was filtered, and was packaged
into high density polyethylene bottles fitted with a screw cap and comprising a
VP3 metered-dose spray pump designed for intranasal application in a volume
of about 0.14ml (Valois). For use, one or two sprays were administered to
each nostril fwo times per day, or as prescribed.
Example 3: Azelastine Hydrochloride Nasal Solution
[1203] In another exemplary composition of the invention, a nasal spray

formulation containing azelastine hydrochloride was prepared using

hypromellose as a thickener, sodium chloride as an isotomicity agent, and

sucralose as both a sweetener and a taste-masking agent.



actuation. [1189] In certain such enbodinents, the formulations
present invention for use in treating snoring conprise o

t ast e- e WB/W§ERt s, one or nore flavoring agents, aﬁﬁTESK%%@2
sweet eni ng agents, or a conbination of such agents. Non limtin

of such substances WO 2006/ 058022 PCT/ US2005/ 042362
descri bed herein. For exanple, sucralpge is especially effective
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into l:ugh density polyethylene bottles fitted with a screw cap and comprising a
VP3 metered-dose spray pump designed for intranasal application in a volume
of about 0.14 ml (Valois). For use, one or two sprays were administered to
each nostril about two times per day, or as prescribed.

Example 4:  Azelastine Hydrochloride Ocular Solution

[1205]

»

In another exemplary composition provided by the present invention,
an ocular formulation containing azelastine hydrochloride was prepared using
hypromellose as a thickener, sorbitol as an isotonicity agent, and sucralose as a

taste-masking agent:
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use, one drop was instilled into each affected eye twice a day, or as prescribed.

Example 5: Sensory Descriptive Bitterness Taste Analysis of Astelin Nasal
Spray

[1207]

To determine effectiveness of masking agents in improving the taste of

Astelin® Nasal Spray, a sensory evaluation of varions formulations was

conducted. Testing was carried out via a randomized, double-blind, placebo-

controlled trial to evaluate comparability between the currently FDA-approved
Astelin® Nasal Spray formulation and various sweetened azelastine

hydrochloride nasal spray formulations. The objective of the study was to

determine if a sweetened formulation of azelastine hydrochloride (containing

137 pg azelastine HCI), that includes 0.15% sucralose as a taste masking

agent, is equivalent in efficacy and safety to the currently approved

formulation of Astelin® Nasal Spray (also containing 137 pg of azelastine
HCD).



11195] It is also suitable to add buffer substances such as citric

aci d/ sodi um hydrogensul phate borate buffer, phosphates (sodium

hydr ogenor t hophosphat e, * di sodi umhydr ogenphosphat e), tronet hanol or

equi val efYO 2¥68922 onal buffers in order, for exanpl e PCXYSEYSGER36] he
fornmulation to a pH value of 6 to 7.5, preferably 6.5 to 7.1. [1196] In one
enbodi nent, snoring is treated by use of a 0.1%or a 0.15% aqueous sol ution
of azel astine hydrochl ori de, suitablylﬁos_a nasal spray. The spray is
netered to deliver about 137 sg of azelastine hydrochloride (equivalent to
125 p.g of azelastine base). WD 2006/ 058022 PCT/ US2005/ 042362 -145 [1197)
In addition to azel astine, the conpositions useful for treating snoring can
al so opt i onaMethedelegy:n one or nore additional active agents such as those

describ rein. gln.agdditi { o] i L [ (R i ng can
al so fEﬁ'ﬁZr con@?’ileglg{iso ni‘”ﬁﬁ’? g“%@&ﬁ?%‘g?%)cp%g?eeé%erﬁ{sg@%? Y?‘lo&ﬁ’g[ p assi st
the user in (dzgéd i Ng asl eep. Suitable sedatives and sl eep aids include, but
are not limted to, nelatonin (Nacetyl-5-nethoxytryptam ne), a nelatonin
agoni st [1208BA ( gBateaAmalysis: bilajer wereaentdied then rspesadsheeteand f or
exanpl e, benoct nd ol opat adi ne),. .benzodi azepi,nes, (f.or ,exanpl e,
m dazol am dipéf’?g%‘a T acqr epi‘%’ésa,‘lg‘]éfﬂéngﬁsdr‘cﬁf“ﬁﬁ Fith' e, ARA RS nes or
met hi azol es. bhadin j hing | tesch as:
Val erian off i@% i%n?uDLavaﬁlggﬁ%gggﬁtgﬂ ?ﬂgﬁicg@ﬁﬁlr:fﬁ Jgpfsfjgg‘%u%}@passi flora
i ncar nat e, OSPBSIAB.0HesWindaws. Nar dost achysj at amansi, Hyperi cum perforatum
Corydal i s va, Daliva mltiorrhiza, Cyperipedi um pubescens nbopogon
fl exuos&gz,ﬁ)?l\/m is i‘lﬂyhgﬁ?@ﬁsl\?ﬁwg @Po@ﬁ?fa?“og?ﬁeﬁso & , Psicidia
pi scioula, a : ke : ; ne of

l} BfkooiV B ot Wl ad dtkdfied e Whidh e A bineARRASRA ih e

ordinary ski In the relevant arts t er suita ications and
adapt ati ons thodthe net hods and applications described herein may be nade

wi t hout departing . fromihe scope of ¢ d.hyentjon or any enbodi nent
t her eof Ildqltq?i s t o BSOUHPEF 3 %ﬁiw‘fﬁm'ﬁeﬂéie}' nvention has been descri bed
in conj bl on W kRniha SRkfidsed description

[1213] 0.05% caffeine, bitter 2

[1214] 0.08% caffeine, bitter 5

[1215) 0.11% caffeine, bitter 7.5

{1216] Test samples were coded with random three-digit numbers. Panelists

scored samples on ballots individually. Samples were evaluated by panelists
using a 15-point intensity scale divided into 0.1 point increments with zero
indicating no measurable effect and 15 indicating an extremely strong effect.
—) Product Identification:
1217} (1) Astelin Nasal Spray Batch #1326 (two sprays) (azelastine
hydrochloride, 137 pg azelastine HCI per two sprays)
[1218] (2) Astelin Nasal Spray Batch #1326 (four sprays) (azelastine
hydrochloride, 137 pg azelastine HCl per two sprays)
[1219) (3) Astelin Nasal Spray Batch #03-33-01c (two sprays) (azelastine
- hydrochloride solution 0.1% w/v Investigational Formulation with sorbitol and
high concentration of sucralose, 137 pg azelastine HCI per two sprays)
[1220] (4) Astelin Nasal Spray Batch #03-33-Olc (four sprays) (azelastine
hydrochloride solution 0.1% w/v Investigational Formulation with sorbitol and
high concentration of sucralose, 137 pg azelastine HC1 per two sprays).



thereof, the foregoing description is intended tq illustrate and not limt

the scope of the invention, which is defined by the s¢ he appended
clains. WPREW/58B2ct s, advant ages, and nodifications é’%&ﬁﬁﬁoﬁ!ﬂﬁnﬁﬁ

e scope
of the <clainms. Having now described the present invention in detail, the
sone will be nore clearly understood by reference to the foll ow ng
exanpl es, which are included herew thsfor purposes of illustration only and

are not intended to be limting of the invention. WO 2006/ 058022

PCT/ US2005/ 042362 - 146 EXAMPLES Exanple 1: Azel astine Hydrochl oride
Nasal Solution [11991 In one exenplary conposition of the invention, a nasal
spray formulation containing azel astine hydrochl ori de was prepared using
hypronel | ose as ag&@kﬁ§%ﬂfﬁkcﬁﬁﬁﬂit°| as an isotonicity agent and sweetener,
and sucral ose as both a sweetener and a taste-nmasking agent. |Ingredient %
Azel asti ne Hydrochl oride 0.150 Hypronellose 2900, USP 4000 0.100 Edetate

D sodium USP,0.050 Sorhkitol. 70% . USP .6.400. Sodium Citrate, USP, Di hydrate
0.068 Sucr al(%ge,mﬂﬁ‘efﬁl e R R etz elpine iy Siberids ﬁ?ﬂ%‘?ﬁ?‘aNF 0. 025
Water Purifi¢dnfulatidp)oni zed Q S. to 100% [12001 Fol I'owing preparation, the
conposition was filtéered, and was packaged into high density pol yethyl ene
bottles fitted with a screw cap and conprising a VP3 netered-dose spray
punp desi d forgint i i i : .14 n
(Valoisiiﬂéir useFh%H%ﬁ§@§?#BQ@g%§§28%@@gﬁgﬁﬁ$¥@é¥%f%ﬁ%@gggggéﬁg%ostriI t wo
times per dawithaiasslsdigvoasfor thaeftll Yexedrnlmil@ sndinederate] The biy@messhway | de Nasal

Solution [1201] In another exenplary conposition I_?rovi ded by the present
i nventi on, amore intense in those who experienced more dramage. However, the bitterness

dissipated within 30 minutes for most panelists. A couple of panelists
experienced some residual bitterness for 2 to 3 hours after testing. The nasal

discomfort was predominately described as tingling, cooling or slight burning.
(B) Sample 1326 four sprays

[1222] This sample and the Commercial Formulation displayed the most
bitterness with nasal discomfort that fell between mild and moderate. Several
panelists described this sample as similar or identical to the Commercial
Formulation. As with the Commercial Formulation, most panelists did not

notice any bitterness after 30 minutes.
(C) Sample 1326 two sprays

[1223] This sample was significantly less bitter than the Commercial
Formulation using four sprays. Additionally, the nasal discomfort was
lessened and described as mild. For most, the bitterness lasted less than 30
minutes. Some panelists questioned the effectiveness of two sprays versus four

sprays.



nasal spray formul ati on containing ael asti ne hydrochl ori de was prepared

usi ng hypronel |l ose as a thickener and sucral ose and nent hol as taste-mnmasking
agents: WD 20061058022 PCT/ US2005/ 042362 -147 Ingredient % Azel astine

Hydr ochl wii 006/686230 Hypr onel | ose 2900, USP 4000 0. 300 PEHEFWPUIBPR0di um USP
0.050 SodiumCitrate, USP, Di hydrate 0.068 Sucral ose, NF 0.050 Propylene
A ycol, USP 1.895 Menthol, USP 0.050 Benzal konium Chl oride 50% NF 0.025
Water Purified or Deionized QS. to _1{}9% [ 1202] Fol | owi ng preparation, the
conposition was filtered, and was packaged into high density polyethyl ene
bottles fitted wwth a screw cap and conprising a VP3 netered-dose spray
punp designed for intranasal application in a volune of about 0.14 ni

(Val oi s). FdP)uSample§é-33:01efenrspredys were administered to each nostril two
times per day, or as prescribed. Exanple 3: Azel astine Hydrochl ori de Nasal
Solution [12031 In another exenplary conposition of the invention, a nasal
spray [i224}ul at i dWhilenthds rsampleazedsastlson signyfirantiip| tess dbitten sthan ether ed usi ng

hypronel | ose_as a thickener,, sodiumchloride as an isotonic¢jty agent, and
sucral ose as-¥puarcalFoseulaien ugRg fgus NG, %&swweaﬁw.wﬁeeé@e/ 058022

PCT1US2005/ - ' 9 . ' ' . 100
Hypr onel | osgﬁgé%cﬁgééia)&ggésgbﬁ&éﬁq ?foﬁﬁ%ﬁé%%%%ﬁ%@%ﬂ&?@?ay@
and 03-33-01c two sprays. Most panelists described this sample as more sweet
than bitter. As they experienced drainage, the sweet flavor intensified
overriding any bitterness. Both sweet and bitter flavors dissipated within an

hour.
(E) Sample 03-33-01c two sprays

[1225) This sample exhibited the least bitiemness. Although the panelists noted
a slight sweetness in this sample, it was not nearly as strong as when using
four sprays. The sweetness did not override the slight bitterness as it did when
using four sprays. The nasal discomfort was described as mild. Most indicated
no bitter or sweet taste after 30 minutes. The bitterness faded faster than the
sweetness. As with Sample 1326 two sprays, some panelists questioned the

effectiveness of two sprays versus four.
:) Panelists' Preferences

[1226] Of the four test samples, 4 of 11 panelists ranked 03-33-01c two sprays
as their first choice. Four panelists ranked it as their second choice. They liked
the slight sweetness that masked the bitterness; however, several did question
whether two sprays were as effective as four.

{1227} Four of eleven panelists chose 03-33-01c four sprays as their first
choice with four indicating it would be their second choice. Again, they
preferred the sweet flavor that masked the bitteress and they felt it was

effective.



Citric Acid Anhydrous, USP 0.044 D basic Sodi um Phosphate Heptahydrate, USP
0.486 Sodium Chloride, USP 0.687 Sucral ose, NF 0.150 P%@Ségﬁwm
Chl ori de Vf)@‘?@%@lsﬁﬂz?on, NF 0.025 Water Purified or Deionize 'S, to 100%

[ 1204] Foll owi ng preparation, the composition was filtered, and was packaged
into high density pol yethylene bottles fitted with a screw cap and
conprising a VP3 netered-dose spray-psgp designed for intranasal
application in a volune of about 0.14 m (Valois). For use, one or two
sprays were administered to each nostril about two tines per day, or as

prescri Example 4: el astine j d u thon [1205] In
anot her ?g?gprpl aryﬁﬁ%ﬁﬁegr?%%%g%oﬁglﬁwe %F&Se#ﬁaﬁ\eﬁ%ﬁﬁhgﬁf’ an ocul ar
formul ation ¢gitcHendnBgsiAg flad atsbehdiHaice Cume HEncrakeRhe BRécidsd/&idg
hypronel | ose as a thickener, sorbitol as an isotonicity agent, and sucral ose

as a tast e- preftrrede gighhbifteiReSl §820qBe¢stidaRidhe ciitdeoeys®f 802praysa9-
| ngr edi % Azel astine oC ride 0.050, Hypr I.I ose 2900, USP 4000
or 00" BT o 5y Doneamer ke DS o i a8 the g aies. VGG PRI Gol ut | on
70% USP 6.6 i : i Rurified

9 @ose% /%%?%%Hl@l%e@ﬁﬁs_@%hes&lal%ol\ﬁkyﬂlg%@e{\ﬂﬁgﬁé atayfl 1 11 €d or

Dei oni zed Q t ' ow ng preparation, conposition was
aseptically filtered, and was packaged into high density pol yethyl ene
bottles fitted with |ow density polyethylene dropper tips and a high
density pol yet hyl &9BclsiOB8cti ve cap. The droppers were designed for

del i very ) apPr OLEBlGLYtd rddglbed the ¢oftfner5ial Formulation and sample
: 1326 four sprays as the same.
D, [1231] Using two sprays of sample 1326 helped significantly with the
bitterness and nasal discomfort .
[1232] The 03-33-0lc samples were significantly less bitter and gave less
nasal discomfort than the Commercial Formulation.
[1233] The 03-33-01c samples were equally preferred due to the masking

sweetness.



use, on insti.l led into each affected eye twpeg/d26bay42362 as
prescri &ﬂaﬁglﬁ%l e 5. Sensory Descriptive Bitterness Taste Anal ysis of

Astelin Nasal Spray 11207] To determ ne effectiveness of masking agents in
i nproving the taste of Astelin(r) Nasal Spray, a sensory evaluation of
various formul ati ons was conduct ed:i15%esting was carried out via a

random zed, doubl e-blind, placebo- controlled trial to evaluate
conparability between the currently FDA approved Astelin(r) Nasal Spray
formi ati ongangpld: | obresSiVaflve Feft 6&AAASIlEn tVEhRMYsE! | de nasal spray
formul ati ons. e objective of the study was to etermne if a sweetened
formul ati on of azel astine hydrochloride (containing 137 jig azel astine
HC1l), that includes 0.15% sucral gse as %.t ste masking agent, is equival ent
in ef filéddly and 98§ SXGMPIANY FRMPERIYQPIOYE a%ﬁ% Presest HYPREQNAS 8f Astel in(r).

Nasal Spray;. | QL 3.0 | . / 058022

PCT/ US2005/ lb@gggsa“gg?éxgm%@1@%@&%@5@?&@%@?& é’?@ﬁ%l%g@ghi ghly
trained deskyprivhilicdeanethickeher afd birdogansl menttdilas a hit2@Rskingt a Anal ysi s:
Data were entered into an Excel spreadsheet and proofed for accuracy. An
anal ysi s watgesbisdberasgesprovided belg®t a using ANOVA and Duncan neans
separation at a confidence |level of 95% using SPSS 13.0 for Wndows. [12101
Met hodol ogy: Panelists nmeasured the bitterness, noted other flavors 9

percei ved as (well gpeitiagaitved the Tength pf ting,the bitterngss lasted in
the throat. [[1211] ﬁ\l | solutions were prepared with MI[i-Q Water [1212]
St andard Sol Ut i ons Azthitije Hydsehlords ei ne, | bi t t e0.0200-[13214] 0| 08% caf f ei ne,
bitthkr 5 [ 134516+t % eaifeine—hitier—7-5
ypromellose 2900,USP 4000 0.300 |

Edetate Disodium, USP 0.050 ]

Sodium Citrate, USP, Dihydrate 0.068 |

Sucralose, NF 0.050-0.150

Propylene Glycol, USP 1.895

Water Purified or Deionized | Q.S. to 100%

[1235] ‘Following preparation, the solution is filtered, and packaged into high

densify polyethylene containers. An approximate unit dose volume of about
0.25 mL to 1 mL is filled in the container which has a capacity of about 1 mL.
: ) The use of a single unit-dose container eliminates the concerns of

contamination and provides the convenience of portability.

Example 7:  Azelastine Hydrochloride Nasal Solution Comprising
Steroid

[1236) One exemplary composition of the invention is a nasal spray
formulation containing azelastine hydrochloride prepared using hypromellose
as a thickener, a steroid, and sucralose as both a sweetener and a taste-masking

agent.
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Following preparation, the solution is packaged into high density

polyethylene bottles fitted with a screw cap and comprising a VP3 metered-

dose spray pump designed for intranasal application of about 0.14 ml (Valois).

For use, one or two sprays can be administered to each nostril two times per

day, or as prescribed.

Example §:

Leunkotriene Antagonisi

[1238)

Azelastine Hydrochloride Nasal Solution Comprising

One exemplary composition of the invention is a nasal spray

formulation containing azelastine hydrochloride prepared using hypromellose

as a thickener, a leukoiriene antagonist, and sucralose as both a sweetener and
a taste-masking agent.
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Water Purified or Deionized

Q.S. to 100%

(1239]

Following preparation, the solution is packaged into high density

polyethylene bottles fitted with a screw cap and comprising a VP3 metered-

dose spray pump designed for intranasal application of about 0.14 ml (Valois).

For use, one or two sprays can be administered to each nostril two times per

day, or as prescribed.

Example 9:

Decongestant

7 1240)

Azelastine Hydrochloride Nasal Solution Comprising

One exemplary composition of the invention is a nasal spray

formulation containing azelastine hydrochloride prepared using hypromellose

as a thickener, a decongestant, and sucralose as both a sweetener and a taste-

m

asking agent.



(12271 Four of eleven panelists chose 03-33-01c four sprays as their first
choice with four indi-cating it would be their second choi ce. Again, they
pref err egotdoes/ezveet fl avor that nmasked the bitterness %ﬁiﬂUﬂQ@{mF@Ft it was
effective. WD 2006/ 058022 PCTI US2005/ 042362 -153 [1228] Three of el even
panel i st chose 1326 two sprays as their first choice, wth one choosing it
as a second choice. Sone did not Iik_elrs%he sweet ness and preferred a slight
bitterness. Sone questioned the effectiveness of two sprays. [1229] No

panel i sts ranked 1326 four sprays as their first choice. One panelist chose
it as her second choice hecause she did not ljike the sweet taste at all.
Concl usi ons [|1230] Ihgeedientel i St s recogni zed the Com"ret%i al Forrul ati on and
San‘pl e 1326 Y our—spravs—as tha_scamm 4|'_‘I")’!2_‘I__'|]ﬁl\_’o_l ng WO —SB-aV-S f Sanp' e 1326

hel ped si gni f|i cant I@ZWPRGHM@TOC@PW% ness and nasal dp%&ﬁ?f [ 1232] The
03- 33-01c sanptes SO0 ] UI_[ T and—gave_tess| nasal
di sconfort tran thzﬁ%§n cl.al @W‘?ﬁﬁ fg 83] Th -103033- 01c sanpl es

were equal ly : } veetl-ness-—W0-2006/.958022
PCT/ US2005/ 042362 HM@%%?@,@SP@@@H vative|Fr ee @d@par Sollution for

Unit Dose [ILW Ttiomprovided—y e-present
i nvention, ig | 2 5@’ mul ati on cont ai ni n96§§<gl astine
hydrochl ori dg " prepajgsldIFoRgUsSPypr onelTose as™ a|thi Ckgngh and sucr al ose and
ment hol as al|taste-masking agent in the ranges|provided belo | ngredi ent %

Azel astine Hydr ochlSodivte Citrad5 QISP, Dilydratgpr omel | pse 290®6BSP 4040 0. 300

> (

Edetate Di 0050,
erate 1 soq ﬁuonal‘fy,\Sucralose, NF 0.1-0.15
9 Benzalkonium Chloride 50% Solution, NF 0.025
] Water Purified or Deionized Q.S. to 100%
[1241) Following preparation, the solution is packaged into high density

polyethylene bottles fitted with a screw cap and comprising a VP3 metered-
dose spray pump designed for intranasal application of about 0.14 mi (Valois).
For use, one or two sprays can be administered to each nostril two times per
day, or as prescribed.

Example 10: Azelastine Hydrochloride Nasal Solution Compnsing
NSAID

) [1242] One exemplary composition of the invention is a nasal spray
formulation containing azelastine hydrochloride prepared using hypromellose
as a thickener, an NSAID, and sucralose as both a sweetener and a taste-
masking agent.



SodiumCitrate, USP, Diihydrate 0.068 Sucral ose, NF 0.050-0.150 Propylene

d ycol, USP 1.895 Water -Purified or Deionized QS. ‘to 100% [ 1235] Fol | owi ng

pr epar atyweyoed/dasozsol ution is filtered, and packaged i nR@I/us2gos04esasi ty

pol yet hyl ene containers. An approxi mate unit dose volume of about 0.25 nL

toln is filled in the container which has a capacity of about 1 nL. The

use of a single unit-dose container elimnates the concerns of

contam nation and provides the convenidnce of portability. Exanple 7:

Azel astine Hydrochl ori de Nasal Solution Conprising Steroid [1236] One

exenpl ary conposition of the invention is a nasal _spray fornulation

cont ai ni ng azel ast ijpgrd@igatochl ori de prepared usfng hygtonel | ose¢ as a

thi ckener, a|steroid_. and sucralose as hoth a sweetener and a taste-nmasking

agent . VO 20 610580%1%13@820@@!)1)6@362 -155 | ngr edi @96-0450Az@dl asti ne

Hydr ochl ori dg—6—85-0-150—Steret ' “"Mr‘rc, rofretasonre—dexanet hasone

bel oxil, 1ot %predn(ﬁs@ 01- E(‘:WP“HFG%’esonl ri anciOdel0dhe Hypronel | ose

2900, USP 4000_0 10@ceolefnastos DEPro¥elum  USP. 0 0 Sorbitol 70%| USP 6. 400

Sodi um Ci trate, USHypboheltbsel20QUSBI00GucT al ose NF 00100. 15 Benzal koni um

Chl ori de 50% O O2—\ator —Por+f+ed zed-Q-9. to 100%
ng pr

[1237] Fol | oW ftedvisedium, H8Psol ution i s p ckageé BBt o hi gh density
pol yet hyl ene bott %%rﬂo‘ﬁ&‘%%ﬁ‘ & SCrew cap ang cOnpglahmg a YP3 net er ed-
Sodium Citrate, USP, Dihydrate 0.068
Optionally, Sucralose, NF 0.1-0.15
D Benzalkonium Chloride 50% Solution, NF 0.025
| Water Purified or Deionized QSS.to 100%
[1243] Following preparatioﬁ, the solution is packaged into high density

polyethylene bottles fitted with a screw cap and comprising 2 VP3 metered-
dose spray pump designed for intranasal application of about 0.14 ml (Valois).
For use, one or two sprays can be administered to each nostril fwo times per

day, or as prescribed.

Example 11: Azelastine Hydrochloride Nasal Solution Comprising
Steroid and Decongestant

:) [1244) One exemplary composition of the invention is a nasal spray
formulation containing azelastine hydrochlonide prepared using hypromellose
as a thickener, 2 steroid, a decongestant, and sucralose as both a sweetener and

a taste-masking agent.



dose spray punp designed for intranasal application of about 0.14 m
(Valois). For use, one or two sprays can be adm nisteg nostri l
two ti ne%‘"b@ﬂﬁmﬁ?ﬁ’y: or as prescribed. Exanple S Azel aEFefj’Héfbﬁ@@ﬁig“&m ori de
Nasal Sol ution Conprising Leukotriene Antagonist [1238] One exenpl ary
conposition of the invention is a nasal spray fornulation containing

azel astine hydrochloride prepared usipg._hypronellose as a thickener, a

| eukotri ene antagoni st, and sucral ose as both a sweetener and a

t ast e- maski ng agent V\D 2006/ 058022 PCT/ U82005/ 042362 - 156 Ingredient %
Azel asti ne Hyd : o antagon rant el ukast)
0.1-5.0 Hyprorrel | oklgrtzijcm USP 4000 0. 100 Edet ate Di Jodi um USP 0. 050
Sor bi tol 70%—4YSP A S Y trate—UYSP—br IIyUId. Sucr al ose, NF
0.1-0.15 Benzal konA"EFx"}S&H? y h? 89 sol ut i on, Nf ?%Q WPU\H fied or

Dei oni zed Q § to I§HKg [ 1’2(%055%4, OW RdnRiRBRE at | on, the soluffion is
packaged i nta high ﬂ'ﬁé(zjtﬁgs Qol )B%Iol;ml enﬁ)téﬁgé&l) $ fittedivda.oh a |[screw cap and
conprising a VP3 rmhﬁre 1ded8 dose S& P esSirgmed for intranasfal
application abodh g ol J:m uSe;—ene—er—twe—sprays can be
admi ni stered [to eaéthecﬁﬁéftsﬁm t\@s?qdﬁ@*‘?ﬂ@e dé’} or a$.lpt.6scribed. Exanple
9: Azel asti nel_Hydr ddendephaimeNasal Sol ution Conpti sing —Decongest ant [ 1240]
One exenpl ary| conpddypromellese 2900, USP4G0i on i s a|nasal 0df0ay fornul ation

contai ning az | : ' ' ; | as a
t hi ckener, a |[decon %P}SOQH@sm al ose as both a s @ner and a taste-

Sorbitol 70%, USP 6.400
) Sodium Citrate, USP, Diliydrate 0.068
Optionally, Sucralose, NF 0.1-0.15
Benzalkonium Chloride 50% Solution, NF 0.025
‘Water Purified or Deionized Q.S. to 100%
[1245) Following preparation, the composition is packaged into high density

polyethylene botitles fitted with a screw cap and comprising 2 VP3 metered-
dose spray pumyp designed for intranasal application of about 0.14 ml (Valois).
For use, on¢ or two sprays can be administered to each nostril two times per

day, or as prescribed.

j Example 12: Azelastine Hydrochloride Nasal Solution Comprising
Steroid and Lenkotriene antagonist

[1246]) One exemplary composition of the invention is a nasal spray
formulation containing azelastine hydrochloride prepared using hypromellose
as a thickener, steroid, a leukotriene antagonist, and sucralose as both a

sweetener and a taste-masking agent.



maski ng agent. WD 2006/ 058022 PCT/ US2005/ 042362 -157 | ngredi ent %

Azel astine Hydrochl oride 0.05-0.150 Decongestant (pseudoephedrine or

0. 1- 2. Owdeowghssotr i ne Hypronel | ose 2900, USP 4000 O. 1oBCT’|§§£°Pé{PQ3ﬂ sodi um
USP 0.050 Sorbitol 70% USP 6.400 Sodium Curate, USP, Di hydrate 0.068
Optionally, Sucralose, NF 0.1-0.15 Benzal koni um Chl oride 50% Sol uti on, NF
0.025 Water Purified or Deionized Q 0 L0 100% [1241] Fol |l ow ng
preparation, the solution is packaged into high density polyethylene
bottles fitted with a screw cap and conprising a VP3 netered- dose spray

punp designed for intranasal application of abgut 0 14 . (Malois). For
use, one or two splwsdleah be adninistered to ach no%.trll tvvo ti mes per )
day, or as preser Bxgapl-eto—Azelasti-retydroe sal Sol ution
Conpri si ng I Al D f‘@a mary conposi tli on ofdﬁ]gﬁﬂ ntion is a
nasal spray WUrmJ Idign Cgﬂ&ﬁ rﬁgt%m g nydrochroride epared using
hypronel | ose| as a d 1| c %;1 é% an E # qr al osey @p2lpt h sweet ener
and a taste- maskl%%gg fJUS20 O 510 4 23(6 2 -158
i ngredi ent % %Oﬁﬂml J ﬂR Q.-150 _NSAFD (i bupit of en,
di cl of enac, 0. 1- 10L&ukotbar aafsgadst (gionfelul@xgn 0.1-5.0
Hypromellose 2900,USP 4000 0.100
Edetate Disodium, USP 0.050
Sorbitol 70%, USP 6.400
—) Sodium Citrate, USP, Dihydrate 0.068
h Optionally, Sucralose, NF 0.1-0.15
Benzalkonium Chloride 50% Solution, NF 0.025
Water “urified or Deionized Q.S. to 100%
[1247) Following preparation, the solution was packaged into high density

polyethylene bottles fitted with a screw cap and comprising a VP3 metered-
dose spray pump designed for intranasal application of about 0.14 ml (Valois).
For use, one or two sprays can be admmlstered to each nostril two times per
day, or as prescribed.

[1248] The present invention has been described with reference to certain

j embodiments thereof. However, the scope of the invention is not limited to
the embodiments described or exemplified. Workers of ordinary skill in the
relevant arts will readily appreciate that other embodiments and examples can
be practiced without departing from the scope of the present invention. All
such variations are considered to be part of, and therefore encompassed by, the
present invention.

[1249] All publications, patents .d patent applications mentioned or
referenced in this specification are indicative of the level of skill of those
skilled in the art to which the present invention pertains, and are herein
incorporated by reference to the same extent as if each individual publication,
patent or patent applicétion was specifically and individually indicated to be

incorporated by reference.



Hypronel | ose 2900, USP 4000 0.100 Edetate Di sodium USP 0.050 Sorbitol 70%
USP 6.400 SodiumCitrate, USP, D hydrate 0.068 Optionally, Sucral ose, NF
0.1-0.15 Benzal koni um Chl ori de 50% Sablti on, NF 0.025 Water Purified or
Deionized QS. to 100% [1243] Follow ng preparation, the solution is
packaged into high density polyethylene bottles fitted with a screw cap and
conpri sy - dose spray punp designed for intranasal

appl i caw}g%?ggilb%ﬁgﬁl m (Valois). For use, one or two sprays can be
adm nistered to each nostril two tinmes per day, or as prescribed. Exanple
11: Azel astine Hydrochl ori de Nasal Solution Conprising Steraoid and
Decongest ant 1{ 1244] phyaacswingl £LO7POsHADSCUMIHING az¢lastingy Bydrpefoside, 2thasal
spray d I

ny pr ol ok rath U R B A% EEHNY ReEOaNl St 4F pRRERBA SRR
bot h a swepthblecrarrders or @xtipitng, Wirkiimat &genodne Ysald Whatihdi@idlcally acceptable

PCTI US2005/ 042362 , 159 | ngredient % Azel astine Hydrochl oride, 0.05-0.150

St er oi dATRELST PIc S3GRKNISNisA¢ tasiemRasking o agenb thats B1eksp Bicofaste. of saidy pedasiine

0 11 ol VRGRATLE Sl OF et MR BT ol B SRERI A 000 B RSP I D Lep
0.050 &Gaséd boladrififistrdtiom 6f Hid phiiadiceutical toapesitionSt, sdill Ipytiemtie 1 Cdu2ed or

eliminated, and wherein said taste-masking agent is selected from the group consisting of

sucralose, sucrose, saccharin or a salt thereof, fructose, dextrose, com syrup, aspartame,
acesulfame-K, xylitol, sorbitol, erythritol, ammonium glycyrrhizinate, thaumatin, neotame,
mannitol, menthol, eucalyptus oil, camphor, a natural flavoring agent, an artificial flavoring

agent, and combinations thereof.

2, The pharmaceutical composition of claim 1, wherein said taste-masking agent

is sucralose.

3. The pharmaceutical composition of claim 2, wherein sucralose is present in

said composition at a concentration of from about 0.001 % to about 1 % (w/v).

4, The pharmaceutical compositions of claim 3, wherein said sucralose is present

in said composition at a concentration of from about 0.01 % to about 0.5%.

5. The pharmaceutical composition of claim 4, wherein said sucralose is present

in said composition at a concentration of from about 0.02% to about 0.2%.

6. The pharmaceutical composition of claim 5, wherein said sucralose is present

in said composition at a concentration of from about 0.05% to about 0.15%.

7. The pharmaceutical composition of claim 2, further comprising one or more

additional taste-masking agents.

8. The pharmaceutical composition of claim 7, wherein said additional taste-

masking agent is menthol.



Optionally, Sucralose, NF 0.1-0.15 Benzal koni um Chl oride 50% Sol uti on, NF
0.025 Water Purified or Deionized QS. to 100% [12451 Foll ow ng
preparation, the conposition is packaged into high density polyethylene
bottles fitted with a screw cap and conprising a VP3 netered- dose spray
punp designed for intranasal application of about 0.14 m (Valois). For
use, one or two sprays can be adm ni st 162ed to each nostril two times per
day, or as prescribed. Exanple 12: Azel astine Hydrochl oride Nasal Sol ution
Conmprising Steroid and Lenkotriene antagoni st [12461 One exenpl ary

conposi t i on Of t Hehe mham.':lbmtichls campasitidn yfr dgim flor wheérein caidc oornpositiong is

azel ast héar oc.hl or| ore ared using hypronellose as a thickener,

st er oi dorTguiE IPF%‘H’éa §ﬁt + and sucral ose as both a sweetener and a
t ast e- maskl ng agent. WO 2006/ 058022 PCTI US2005/ 042362 -160 I ngredient %
Azel asti ne drochloride 0.05-0.150 Steroid (fluticasone, nonetasone,
dexanet hason bel'ﬂlcl pharmaceiceld sompositian] -of | ¢lainb uldewberette saidr compasHioNNE one
Leukotrjen t st kast) 0.1-5.0 Hypronellose 2900, USP 4000
0.100  ravaRd 5“ ?‘ﬁ{“%ﬁé‘?om Sorbitol 70% USP 6.400 SodiumGitrate,
USP, Di hydrate 0.068 Optionally, Sucralose, NF 0.1-0.15 Benzal koni um

Chl ori de 50% Sol ution, NF 0,025 Water arlliﬂed or. Dei on| zed QS to 100%
[1247] Fol | Wi ng Predparmacewical copaposiioniof sHimes WHATKR S CORRSIIANAMRBIS ¢ y

pol yet hytheReoRAkidhgs-fibtchGifly YhdnDita: RAERYoF BRvaRT &R s 3g sfd YERpssidr ed-

into the pharynx upon intranasal administration of said composition.

12.  The pharmaceutical composition of claim 11, wherein said viscosity-increasing
agent is selected from the group consisting of a polyvinylpyrolidone, a cellulose derivative,
carrageenan, guar gum, an alginate, a carbomer, a polyethylene glycol, a polyvinyl alcohol and
xanthan gum.

13.  The pharmaceutical composition of claim 12, wherein said cellulose derivative is
selected from the group consisting of hydroxyethyl cellulose, carboxymethyl cellulose and

hypromellose.

14.  The pharmaceutical composition of claim 13, wherein said viscosity-increasing

agent is hypromellose.

15.  The pharmaceutical composition of claim 14, wherein said hypromellose is
hypromellose 2900 USP 4000 at a concentration of about 0.05% to about 0.5% (w/v).

16.  The pharmaceutical composition of claim 10, wherein said composition comprises
at least one viscosity-increasing agent that reduces or prevents postnasal drip of said composition

into the pharynx upon intranasal administration of said composition.

17.  The pharmaceutical composition of claim 16, wherein said viscosity-increasing

agent is selected from the group consisting of a polyvinylpyrolidone, a cellulose derivative,



dose spray punp designed for intranasal application of about 0.14 mn
(Valois). For use, one or two sprays can be adm nistered to each nostri

two tines per day, or as prescribed. [1248] The present invention has been
described with reference to certain enbodi nents thereof. However, the scope
of the invention is not limted to the enbodi nents described or

exenplified. Wirkers of ordinary skill in the relevant arts will readily
appreci ate that other enbodi nments and 18 anpl es can be practiced wthout
departing fromthe scope of the present invention. Al such variations are
considered to be part of, and therefore enconpassed by, the present

i nvent i @rragdetan) Pnargumparbalgivate » narbompear, arpotyethylepatgdyeol, sappsilindeilialeebolnasdt | oned
or referenced in this specification are indicative of the |level of skill of
t hose ﬁ?ﬁ??gﬁmin the art to which the present invention pertains, and are
herein incorporated by reference to the sane extent as if each individual
publication, patent or patent application was sBeijicaIIy and indivjdually
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phar madgptamallokyy acceptabl e carriers or excipients, wherein at |east one of

sai d pharmaceutically acceptable <carriers or excipients is a taste-masking
agent that masks the taste of said azelastine hydrochloride or salt or

ester thereqi sugheighaimidifticae 0ompoHibrObf Aail 18 SWhérdml Rid¥istoshPlin@HsingCaused
by adm ni stration of said pharmaceutical conposition to said patient I's 1

; duced agent ighypromellesd, and wherein sai d taste-nmasking agent is selected from
t he group consisting of sucral ose, sucrose, saccharin or a salt thereof,
fructose, dextrose, corn syrup, aspartane, acesulfane-K, xylitol, sorbitol,
erythritol, 20mmorihdnplginyiaosifidl Zdongiositioh hefUeTgiin 19, MeRkditsaid tppromedse is

ment hol , eucal yptus oil, canph a natural flavoring agent n artificial

f I avor ilygromedles 2909 1ISK- 47R9) %atcgr;ﬁ?gtr%trp@rocfébqu@ﬁ%@ abRut Fiedteal

conposition of claim1, wherein said taste-masking agent 1is sucral ose.

21.  The pharmaceutical composition of claim 1, further comprising one or more
additional components selected from the group consisting of one or more solvents, one or more
preservatives, one or more stabilizers, one or more solubility-improving agents, one or more

isotonicity agents, and one or more buffers.

22. A pharmaceutical composition comprising:

about 0.005% to about 0.5% (w/v) azelastine hydrochloride;

about 0.001% to about 5.00% (w/v) of a water-soluble polymer;

about 0.01 % to about 0.1 % (w/v) disodium edetate;

about 0.001 % to about 0.5% (w/v) benzalkonium chloride;

about 0.001 % to about 1.0% sucralose;

a sufficient amount of a pharmaceutically acceptable buffer to maintain the pH of the
composition within a range of from about 4.5 to about 7.4;

a sufficient amount of an isotonicity agent to yield an osmolality of about 220 mosmol/kg
to about 350 mosmol/g; and

QS water.



3. The pharmaceutical conposition of claim2, wherein sucralose is present
in said conposition at a concentration of fromabout 0.001 %to about 1 %
(wv). 4. The pharnaceutical conpositions of claim3, wherein said sucral ose
is present in said conposition at a concentration of fromabout 0.01 %to
about 0.5% 5. The pharnmaceutical conpgsition of claim4, wherein said
sucralose is present in said corrposi‘tlﬁ M at a concentration of from about
0.02% to about 0.2% 6. The pharnaceutical conposition of claimb5, wherein
said sucralose is present in said conposition at a concentration of from
about 0.05%230 abihetpharmidseutical compesitionofielemn??,vdierein sgid sompenitianf copipaisen 2,
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maski ng agent is nmenthol. -162- 9. The pharnmaceutical conposition of claim
1, wherein said conposition is fornulated for intranasal adm nistration.
10. The phar3faceihechprmasayicg] eqmappsision of glaim 22, Wheseiaisaidsrater sOBlFoRAYN | s
f or mul 3&%%&%118&”' ar admnistration. 11. The pharmaceutical conposition of
claim9, ereln said conposition conprises at |east one

vi scosity-increasing agent that reduces or prevents postnasal drip of said

conposition __intq.the pharynx upon intranasal mnistratipn of said .
Composi ti on.2512. HiePHATRRGRIIER) SRTROSEIGRyRIe FAIT P o WRSFEiR riad DYRIREELPS iSai d
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pol yvi nyl pyrol i done, a cellul ose derivative, “carrageenan, guar gum an

al gi natfeom aba 2izontigroiseto pbdut 300 péndipeisgl ycol , a pol yvi nyl al cohol and

xant han gum 13. The pharmaceutical conposition of claim 12, wherein said
cellul ose derivative is selected fromthe group consisting of hydroxyet hyl
cel lul ose, @ boxheepliryasaatitdll eigpoditidn fy Plamireds| agieereid 4saidl hepohirtlogciut i cal
conposition of claim 13, wherein said viscosi té- ioncreasiang0 agent IS

hy pr omgiTes§BEIn said compasitiem atAcaBeATEHPN elfforB abqut 8 “ato 2008t ¢3 %AW her ei n sai d

hypronel | ose is hypronell ose 2900 USP 4000 at a concentration of about
0.05% to about 0.5% (W v).
27.  The pharmaceutical composition of claim 22, wherein said composition comprises

sucralose at a concentration of from about 0.05% to about 0.15% (w/v).

28.  The pharmaceutical composition of claim 22, further comprising menthol at a

concentration of from about 0.01% to about 1% (w/v).

29.  The pharmaceutical composition of claim 28, wherein said menthol is present in

said composition at a concentration of from about 0.05% to about 0.1%,

30.  The pharmaceutical composition of claim 22, wherein the osmolality of said
composition is from about 250 mosmol/kg to about 320 mosmol/kg.

31. The use of a pharmaceutical composition of any one of claims 1, 3, 8, 11, 17 and
23 in the preparation of a medicament for the treatment or prevention of a physical disorder in an

animal suffering from or predisposed thereto.
32,  The use of claim 31, wherein said animal is a mammal.

33.  The use of claim 32, wherein said mammal is a human.



16. The pharnmaceutical conposition of claim 10, wherein said conposition
conprises at |east one viscosity-increasing agent that reduces or prevents
postnasal drip of said conposition into the pharynx upon intranasal

adm ni stration of said conposition. 17. The pharmaceutical conposition of
claim 16, wherein said viscosity-incrgasing agent is selected fromthe
group consisting of a polyvinylpyroli'éﬁe, a cellul ose derivative, -163-
carrageenan, guar gum an alginate, a carboner, a polyethylene glycol, a
pol yvi nyl al cohol and xanthan gum 18. The pharmaceuti cal conposition of
claim17, wherein said cellulose derivative is selected fromthe group

consi stin h oxyet .cel] ul.ose, carbox t h cel l.ul o an
oD ol | 04 16 Ty e bt ol Sereiei s oBesi AT Shooiter &7 s ol e groms ai o
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conposition of claim19, wherein said hypronellose is hypronellose 2900 USP
4000 at a concentration of about 0.05%to about 0.5% (wWv). 21. The

pharmaceuticagl co i %1 i r LSl
Badi 11 onal  copornunye g Fanfal et orhite Moo fREL 5 il el UG
sol ventdbse ofiazestingr @ a pliemeccudtdllyeRceptatde odlt omestersherbof, iar @ concentrationroinor e

solubiljty-inproving agents, one or. nore isotonicity agents, and one or
mor e bufBraboub8.05% o Abah %! Waleighingod; encofr B PhaTHEeutAH At5PEBS, ¢ o

about Quan¥rd \Wr Vex @{&k@%@ﬂe%in Y dEQE R dfdGid phiBiAtallicRB) hebebRibRPOHiers- 0%
(W v) of a water-soluble polyner; about 0.81 %to abdut 0.1 % (wv)

di sodi wexcipibatsas eycralbgeut 0. 001 % to about 0.5% (w v) benzal koni um chl ori de;
about 0.001 %to about 1.0% sucral ose; a sufficient anmount of a
pharmaceutically acceptable buffer to maintain the pH of the conposition

within a rarge Oﬁhﬁr@iﬂcﬁb?dtph&qlﬁcéﬂioab&#ﬁpoﬁﬁ@h ofl cRith 35 CwBérbinaatitlastinean
i sot oni ci te% agent to yield an osnolality of about 220 nosnol/kg to about
&)

350 nodprelastinghyroghlogdeer . - 164-

37.  The oral dosage pharmaceutical composition of claim 35, wherein said sucralose

is present in said composition at a concentration of from about 0.05% to about 0.15% by weight.

38.  The oral dosage pharmaceutical composition of claim 35, wherein said azelastine
is azelastine hydrochloride, at a concentration of about 0.1% by weight and said sucralose is

present in said composition at a concentration of about 0.15% by weight.

39.  The oral dosage pharmaceutical composition of claim 35, wherein said azelastine
is azelastine hydrochloride, at a concentration of from about 0.125% to about 0.15% by weight
and said sucralose is present in said composition at a concentration of from about 0.05% to about
0.15% by weight.

40.  The oral dosage pharmaceutical composition of claim 35, wherein said azelastine
is azelastine hydrochloride, at a concentration of about 0.15% by weight and said sucralose is

present in said composition at a concentration of about 0.15% by weight.

41. The oral dosage pharmaceutical composition of claim 35, wherein said

composition is in the form of a liquid solution or suspension.



23. The pharmaceutical conposition of claim 22, wherein said conposition
conpri ses azel astine hydrochloride at a concentration of from about 0.05%to
about 0.15% (w v). 24. The pharmaceutical conposition of claim?22, wherein
said water soluble polyner is hypronellose. 25. The pharnmaceuti cal
conmposition of claim?24, wherein said hypronellose is present in said
conposition at a concentration sufficrk to provide a viscosity of said
solution of fromabout 2 centipoise to about 300 centipoise. 26. The

phar maceuti cal conposition of claim?25, wherein said hypronellose is
present in said conposition at a concentration of fromabout 0.1%to about
0.3% (W v). 27. The pharnaceutical conposition of claim?22,wherein said
conposi ti on &&npr iTg"esorak (Hosageo phampacentical, comppsiney nolo iclaimg 39 o BBRATEID. 87394 ¢ o
about 0 cdmdBdinnik in the fork'6r PABEIGCEPLILAl conposition of claim 22, further
conpri sing rrentnhol at a concentration of fromabout 0.0 1% to about 1%
(wv). 29. The pharnmaceutical conposition of claim28, wherein said nenthol

is present i sald composition,at a concentrat.j.on g rrom,about 0. 05%to
wbout 0. 196 35, “Tife oFAF ishds? PodmeBefiat P rBRUGRT oot iS5 23 e o
osnol al icbrp&¥iticiais d cheéwimemblet.on is from about 250 nosnol/kg to about 320
nmosnol / kg. 31. The use of a pharmaceutical conposition of any one of clains
1, 3, 8, 11, 17 and 23 in the preparation of a medicanent for the treatnent
or preventi op, of hysi Cale, A or | I f i f o] g

pr edi sposed tﬁ ?fer e?lcl)e @1 C‘%ﬁaeg%uz’gﬁtgjfdcgl}tgfﬁn%@eél er e(?fﬁ Cisagl?ldgg’ni‘?ra lﬁssaéd
mamal . corBfositidreis as erallly didirgegrat®iy tablber ei n said mammal is a human. -165- 34.
The use of claim 33, wherein said physical disorder is selected fromthe
group consisting of allergic rhinitis, non-allergic vasonotor rhinitis and
al l ergic congsinct Tié tddl ddsage phhidkedRalR GBmphaAfioMCEUclA@l 36 0rMIRedih i Qid
conprising a therapeutically effective dose of azelastine, or a

phar mac eempesifianis ae e@envessert comppsidon.est er thereof, at a concentration of
from about 0.05%to about 5.0% by weight, and one or nore pharnmaceutically
acceptable carriers or excipients, wherein at | east one of said

phar maceuti cdb.l| y @heeqpabhlosageapharataseutical esmppsition sofl slatmic88) ogeereifbsaid he

oral dosage phar_maceuﬁi cal conpositi 8{1 t%I'n claim 35, wherein said azel astine
cortiposition is an orally dissolving/consumable film.

47. A pharmaceutical composition comprising a therapeutically effective dose of
azelastine, or a pharmaceutically acceptable salt or ester thereof, at a concentration of from about
0.05% to about 5% by weight, and one or more pharmaceutically acceptable carriers or
excipients, wherein at least one of said pharmaceutically acceptable carriers or excipients is
sucralose, and wherein said pharmaceutical composition further comprises one or more

additional active agents.

48.  The pharmaceutical composition of claim 47, wherein said one or more additional

active agents are selected from the group consisting of:

(a) one or more antihistamines;

(b) one or more steroids;

(c) one or more leukotriene antagonists;
(d) one or more decongestants; and

(e) one or more non-steroidal anti-inflammatory agents.



is azel astine hydrochloride. 37. The oral dosage pharnmaceutical conposition
of claim35, wherein said sucralose is present in said conposition at a
concentration of from about 0.05%to about 0.15% by weight. 38. The oral
dosage pharmaceutical conposition of claim 35, wherein said azelastine is
azel astine hydrochloride, at a concentration of about 0.1% by wei ght and
said sucralose is present in said cosagdsition at a concentration of about
0.15% by wei ght. 39. The oral dosage pharmaceutical conposition of claim 35,
wherein said azelastine is azelastine hydrochloride, at a concentration of
from about 0.125% to about 0.15% by wei ght and said sucralose is present in
said conposition at a concentration of from about 0.05%to about 0.15% by
wei ght. 40. 4%he oFkd Rh@ﬂ&ﬁ}emiﬁahrq@mpesjtibmanf claimpo48,t wbareor seidaone 38, marer ei n
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concent tegfehainedindabratHdin?. 15% by wei ght. 41. The oral dosage pharmaceuti cal
conposition of claim 35, wherein said conpositionis in the formof a
l'iquid sol uti on or suspension. -166- 42. The oral dosage pharmaceuti cal

conposi tion ﬂ%ﬁmﬁ%ﬁ&ﬁ%ﬂg@@éiﬂon gﬁﬁpﬁ'}?hﬁ |\Oferkif shid JridoriRdrsR 18’5

tabl et or capsul e oral sage armaceut i cal conposition of claim
35, whearei selscted fromnphxsi groom cmsmtmg]ewﬁatﬂuerdmmhzédme 4ﬂut1c'ﬁbm1eormbmdtasmge

phar maceuti ca ition of c rei. ositi on n

oral |y BIEICHO i‘ﬂﬁpat Eml s e 4{3" nh& ’orlé‘f € %’g %QFW%?R caﬁ sition
of cl ai HindRoloNd) fStEprBdriRARiHloxdl §dnk OBtepfedAd] A0 deXanRsieRbhe. CONMPOSI tl on. 46.
The oral dosage phar naceuti ca conposi tion of claim35, wherein said

conposition is an orally dissolving/consumable film 47. A pharnmaceuti cal
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phar maceutical'ly acc e sa ert concentration of
from abteukotriéhe()fr%gomsﬁ)mtseﬁ%eb)ﬁmﬂg:hgroulahdnsmmagmf matelukdsg raafidekssi oml | y
acceptable carriers or excipients, wherein at | east one of said

phar macB A1y acceptable carriers or excipients is sucral ose, and
wherei n said pharmaceutical conposition further conprises one or nore

52. The pharmaceutical composition of claim 48, wherein said one or more
decongestants are selected from the group consisting of pseudoephedrine, phenylephedrine,
phenylephrine, phenylpropanclamine, oxymetazoline, propylhexedrine, xylometazoline,
epinephrine, ephedrine, desoxyephedrine, naphazoline, naphazoline, and tetrahydrozoline.

53. The pharmaceutical composition of claim 48, wherein said non-steroidal anti-
inflammatory agents are selected from the group consisting of ibuprofen, diclofenac, naproxen,
etodolac, flurbiprofen, fenoprofen, ketoprofen, suprofen, fenbufen, fluprofen, tolmetin sodium,
oxaprozin, zomepirac, sulindac indomethacin, piroxicam, mefenamic acid, nabumetone,

meclofenamate sodium, diflunisal, flufenisal, piroxicam, ketorolac, sudoxicam and isoxicam.

54.  The pharmaceutical composition of claim 48, wherein said azelastine is azelastine
hydrochloride.

55.  The pharmaceutical composition of claim 48, wherein said sucralose is present in

said composition at a concentration of from about 0.05% to about 0.15% by weight.



addi tional active agents. 48. The pharnmaceuti cal conposition of claim47,
wherein said one or nore additional active agents are selected fromthe
group consisting of: (a) one or nore antihistamnes; (b) one or nore
steroids; (c) one or nore |eukotriene antagonists; (d) one or nore
decongestants; and (e) one or nore non-steroidal anti-inflammtory agents.
-167- 49. The pharnmaceuti cal conpositLﬂ%_of claim 48, wherein said one or
nore anti hi stam nes are selected fromthe group consisting of cetirizine,
ol opat adi ne, fexofenadine, terfenadine and |oratadine. 50. The
pharmaceuticgl copposjtion of claim48, erejn said one or nore steroids
e Sol act edsbr omlPhBMTTBLOEY SOPBTTNG e LEm s SREE AT o oOrPr cauTes
Monet asgifastiné hj @&BBHINMLD B\RralORIATBhOBSABR sterdidlfli SOl i de, budesoni de,

becl omet hasone,” budesoni de, rinexol one, |oteprednol, beloxil, prednisone,

| ot eprednol and dexanet hasone. 51. The pharnmaceutical conposition of claim
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phar mac ezdlaséiae hedroghisiide, arraibseahdofie di8momtiecsigostats.d one or nore
decongestants are selected fromthe group consisting of pseudoephedrine,
phenyl ephedri ne, phenyl ephrine, phenyl propanol am ne, oxynetazoli ne,

propyl hexedr kge, ?ﬁﬁx‘n . [gle[;m j: I ; Qﬂﬁ% i ne,
naphazol i ne, IS%'aphaghzﬁ%) I ne?géghgﬂ?g?P% rozgu?%egfggg.@ﬁlﬁsh{eaﬁcr? r%§rrlg§%§tl ca:{aé
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agents are selected fromthe group consisting of ibuprofen, diclofenac,
napr oxen, etodol ac, flurbiprofen, fenoprofen, ketoprofen, suprofen,

fenbufen, floproferny 4l MREige $BAHMAGRUticOX 3BMPSsitlon ZOMRRIiMAAS, Sillerélflagaid
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wher ei nosmbre stergida hsenicentation efidboun(.01% to about 0.1%.

60.  The pharmaceutical composition of claim 48, wherein said composition comprises
azelastine hydrochloride, at a concentration of about 0.05% to about 0.15% by weight, sucralose
at a concentration of about 0.05% to about 0.15% by weight, and one or more decongestants at a
concentration of about 0.1% to about 1.0%.

61.  The pharmaceutical composition of claim 48, wherein said composition comprises
azelastine hydrochloride, at a concentration of about 0.05% to about 0.15% by weight, sucralose
at a concentration of about 0.05% to about 0.15% by weight, one or more steroids at a
concentration of about 0.01% to about 0.1%, and one or more decongestants at a concentration of
about 0.1% to about 1.0%.

62.  The pharmaceutical composition of claim 48, wherein said composition is

formulated for intranasal administration.

63.  The pharmaceutical composition of claim 48, wherein said composition is

formulated for ocular administration.



said conposition at a concentration of from about 0.05%to about 0.15% by
wei ght. -168- 56. The pharmaceutical conposition of claim48, wherein said
conposition conprises azel asti ne hydrochl ori de, sucral ose and one or nore
steroids. 57. The pharmaceutical conposition of claim48, wherein said
conposition conprises azelastine hydrochloride, sucral ose and one or nore
decongestants. 58. The pharnmaceutical _ggyposition of claim48, wherein said
conposition conprises azelastine hydrochloride, sucral ose, one or nore
steroids and one or nore decongestants. 59. The oral dosage pharnmaceuti cal

conposition clagim48. wherein,said _composition conpri.ses azel astine
hydr ochl ori de, " at %as%%% eéjnfeﬁ%?? (S)Ra%}ac %ﬁ{@ WW/%Q(“O ng{gﬂ?mgdl' %Wopﬁglﬂ(iiaviej}’ght ,
sucr al ogffed@tvealod®B€ andlistihe,0dt DphainactutiCal35L6ckatild Qalt of esk&rVthbitofeing bhe oand
one or nore steroids at a concentration of about 0.01 %to about 0.1 % 60.
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about 0. welg sucral ose  at "‘a concentration o o about
0. 15% byaidphapntacewticdllyaepablavaleodstotigenf,dnt s at a concentrati on of about
0.1%to about 1.0% 61. The pharnmaceutical conposition of claim48, wherein

sai d conposition 3?8%&?%@9ngﬁ}lel?‘g{?;s{l&mgwk?&m fol A} %ent?‘,t a concentration of

about 0.05%to ab , sucral ose a concentration of about
0.05% to about 0.15% by weight, one or nore steroids at a concentration of
about 0.01% to abgutowrdiBya catien e¥fbargerinpr e decongestants at a concentration
of about 0.1 %to about 1.0% 62. The pharnaceutical conposition of claim

48, wherein said gQreR¥d wah dne orhﬁbﬂ%sﬁto@idal%oactivetghaﬁmé and FoMted twitht 4 ON.
63. The pharmaceutical conposition of claim48, wherein said conposition is
f or mul aswai-pesmegdemembeasgiand g helgds bered infethe mgbranes 08t ai ned r el ease

phar maceuti cal conposition, conprising a therapeutically effective dose of

azel astine, or a phamRa&d inC At liy banfdeR! 8Re Or fidhré s@staRsésedeldchRl #6h,ofanRel one
or nore pharmaceutically acceptable carriers or exci EI ents, wherein at

| east ogrupfconustig of Higestile fats, tdigestible s palymsrsoandiswelling@gedscci pi ents i s
sucral ose, and wherein said azelastine, or said pharmaceutically acceptable
salt or ester thereof, is:

65.  The sustained release pharmaceutical composition of claim 64, wherein said

azelastine is azelastine hydrochloride at a concentration of from about 0.5% to about 5.0% by

weight.

66. The sustained release pharmaceutical composition of claim 64, wherein said

sucralose is present in said composition at a concentration of from about 0.05% to about 0.15%
by weight.

67.  The sustained release pharmaceutical composition of claim 64, wherein said
azelastine is azelastine hydrochloride at a concentration of about 0.1% by weight and said

sucralose is present in said composition at a concentration of about 0.15% by weight.

68.  The sustained release pharmaceutical composition of claim 64, wherein said

azelastine 1s azelastine hydrochloride at a concentration of from about 0.125% to about 0.15% by



(a) coated with one or nore sustained rel ease conponents; (b) bound to a
cation exchanger; (c) reacted with one or nore osnotically active substances
and coated with a sem -perneable nenbrane and a hole is bored into the
menbrane; or (d) enbedded in, or is bound to, one or nore substances
selected fromof the group consisting of digestible fats, indigestible
fats, polynmers and swelling agents. 65370The sustai ned rel ease pharmaceuti cal
conposition of claim64, wherein said azelastine is azel astine

hydrochl ori de at a concentration of from about 0.5%to about, 5. 0% by

wei ght. u@%ht INEsad! §+c?ﬁlﬂs%% pRk&ASE A1 %B:Hg&sgﬂiﬁd £ cofi RAEG bPRoMR abGhtd), 05064
wherein sal'd sucralose is present In sald conposition at a concentration of
f rom abtudbodt 05%%thy wdightt 0. 15% by wei ght. 67. The sustained rel ease
pharmaceutical conposition of claim64, wherein said azelastine is

azel asti ne hydrochloride at a concentration of about 0.1% by wei ght and said

sucralose is present in said conposition at a concentration of about 0.15%
by wei ght. 689. Th&hes ssitained deleask qrmanypoaticah coniposiidn ob mimi 64,0whakincsad m 64,

wherein said azelastine is azelastine hydrochloride af a concentration of
Fr om abBERA%H™ 35 6peLEPHp GyLroghionYs By CoreEaArLAL Abatd (L% b MHERGEE 14l
present qidfalfdl i pRET &P did OingsiRnGPREGRCAR0RBr Bbork DABYANPWEiRf 05% to about

0.15% by wei ght. 69. The sustal ned rel ease pharnaceutical” conposition of
claim 64, wherein said azelastine is azelastine hydrochloride at a
concentration of about 0.15% by wei ght and said sucralose is present in
said conposition at a concentration of about 0.15% by weight. 70. A liquid,
uni t-dose phad.macAutiqeid) uniedpes phidrdaceudcaipsongosition, thmpryhegitai thatapyutically
effective dose of Elzel astine, qor a pharnaceuti ”é%li accept abl e _salt or ester

t her eof eifeatiye siage 8F azelasiae. Of 4 PRAEBAeHEEAlY AcH & eskeringeQl, gpd one or
exci pi effofe pHARRAIDi@ly! §a2htabRe ctieRAbf RPMNMBCHHLERA  Viedt CoRS B! Sid

carriers or excipients’is s c.ral ose, _vvher_el sal d conposition Is free, or
subst anphaiageutically aceppalele carviatsior esgipiantd isvveraddsa, whércinsaidpogiposition isdiee,

provi ded in i e it- dose coptainer...71. The |liquid,, unit-dose .
Dot e S tPedntil .t Rv e AT BRR s Dmpoafion i Hotidst Bl § 3088 T
azel ast owe cbydimeghl ori de at a concentration of from about 0.05%to about
5. 0% by

71. The liquid, unit-dose pharmaceutical composition of claim 70, wherein said
azelastine is azelastine hydrochloride at a concentration of from about 0.05% to about 5.0% by

weight,

72. The liquid, unit-dose pharmaceutical composition of claim 70, wherein said

sucralose is present in said composition at a concentration of from about 0.05% to about 0.15%
by weight.

73.  The liquid, unit-dose pharmaceutical composition of claim 70, wherein said
azelastine is present in said composition at a concentration of about 0.1% by weight and said

sucralose is present in said composition at a concentration of about 0.15% by weight.

74.  The liquid, unit-dose pharmaceutical composition of claim 70, wherein said

azelastine is azelastine hydrochloride at a concentration of from about 0.125% to about 0.15% by



wei ght. 72. The liquid, unit-dose pharmaceutical conposition of claim70,
wherein said sucralose is present in said conposition at a concentration of
from about 0.05%to about 0.15% by weight. 73. The liquid, unit-dose
pharmaceutical conposition of claim70, wherein said azelastine is present
in said conposition at a concentration of about 0.1% by wei ght and said
sucral ose is present in said conpositi.pn.at a concentration of about 0.15%
by weight. 74. The liquid, unit-dose pharmaceutical conposition of claim70,
wherein said azelastine is azelastine hydrochloride at a concentration of
from ab ; t

pr esent %trlﬁhg%% (?d?cacl)tm?crglg?e %ﬁ’peaséﬁaﬁ g%‘lﬁgé% OSI o%qo?oggr gﬁﬁgl’g #&E]aabgﬁ}o% (?52/" about
0. 15% byo mﬁjugh.tIS“/o?@ wdigkt. | i quid, unit- dose phar maceuti cal conposition of
claim 70, wherein said azelastine is azelastine hydrochloride at a
concentration of about 0.15% by wei ght and said sucralose is present in

sai d conposi kon qfh % W%&tc{o@f | ABrnce@RAH oof A%KSIPY)fV@h mze %ﬁeremheald

liquid, unit-dose p ¢euti cal “conposition o alm7 ereln sald
si ngl e amelastindos ezeimnalhmdmchlonm At escohéagltratiemof aboupd). S/Sébrbyl weight Zd sddhe

I d, t - t f d
Si gl ¢ SURPPSCEesB R Hh P tongy BRpReready B a4t YHZBE1 vet hyi ene
container with a vol ume capacity of about 1.0 nL. 78. An inhalable powder

phar maceut i cal osition conprising, a therapeutically effective dose of
azel asti ne, gﬁﬁ}i%@éﬁlﬁ'@&? pharmaecaied] ispeipastion ofclaimy 1 whersirewid singlel one

nor e, g%g&ﬁ%ﬁg@#*& m Cré&();%g[ YigHeS OF exci pi ents, V\/nerel n said

azel astine 1s i1n partl cles and wherein at |east one
of said pharnaceutically acceptable carriers or excipi ent s is mcronized

articles of ucr 0 79. The inhal ahl owder. r ma i cal ition
o ol i 76, Thnor b iGiid-gmitdods phrDatroBss papottot CLARID: PhE S vE Tree
aver ageuHﬁ-ﬂBéeC 'c@nt§1héle i©h ABRMUI- Qeamlﬁ%s%@ﬂs%/ ﬁéfyetﬂﬁene'r%nthﬁaahﬁﬁ' 8 RHer

phar maceuti cal conposition of claim whérein said mcronized particles
of sucr sapasity bfabeubhOaver age particle size of about 15 mto about 80 jun.
81. The inhal abl e powder pharnmaceutical conposition of claim78, wherein
said conposition is fornulated for delivery using a dry powder inhaler.

78.  An inhalable powder pharmaceutical composition comprising, a therapeutically

effective dose of azelastine, or a pharmaceutically acceptable salt or ester thereof, and one or
more pharmaceutically acceptable carriers or excipients, wherein said azelastine is in the form of
micronized particles and wherein at least one of said pharmaceutically acceptable carriers or

excipients is micronized particles of sucralose.

79.  The inhalable powder pharmaceutical composition of claim 78, wherein said

micronized particles of azelastine have an average particle size of about 1 um to about 5 pm.

80.  The inhalable powder pharmaceutical composition of claim 78, wherein said

micronized particles of sucralose have an average particle size of about 15 um to about 80 pm.

81.  The inhalable powder pharmaceutical composition of claim 78, wherein said

composition is formulated for delivery using a dry powder inhaler.



-172- 82. The inhal abl e powder pharnmaceutical conposition of claim?78,
wherein said azelastine is azel astine hydrochloride at a concentration of
fromabout 0.1%to about 0.15% by weight. 83. The inhal abl e powder
pharmaceutical conposition of claim78, wherein said sucralose is present
in said conposition at a concentration of fromabout 0.05%to about 0.15%
by wei ght. 84. The inhal abl e powder pbgmoaceutical conposition of claim 78,
wherein said azelastine is azelastine hydrochloride at a concentration of
about 0.1% by weight and said sucralose is present in said conposition at a

concentrati O of ‘?‘ﬁé)'llﬁ}[a?agngé%\p%ﬁr‘gﬁlaﬂgéceu V\ial chhf oélﬂ&?lo?bélzﬁp ¥ Y&rflenem said

phar maceutlca conposi ere| sal d

azel ast aretastiyel iscuzblastiriecteydedchlivride nt @ sbricehirationadf ffono aba GLE% o alﬂﬁ&/ﬂtld"/abput
0. 15% b% g\ﬁgl ght and said sucralose is present in said conposition at a
concent M&t&bn of from about 0.05% to about 0.15% by weight. 86. The

i nhal abl e powder pharmaceutical conposition of claim 78, wherein said

azel astine is azel astine hydrochloride at a concentration of about 0.15% by
vei ght and s83.d Theintabble pewdereghannadenticdicomposipiors iof i cirima?8,awberrinesaid at i on

azel ast PHEA0S s ResEiR R sPparir dorepralrlor B FomsPouCt I b0 15%a one
at

or norebp%fgﬁaceutl cally acceptable carriers or excipients, wherein
| east one o he pharnmaceutically acceptable carriers or excipients is
sucral ose, in the production of a nedicanent for the treatnment of snori ng_

in an ani mal i b thpe, r in
sai d conposi ?I on gg@mia@necé%‘tgé%t cfa?)ﬁc] &ngt grb%i%ﬁ/ﬁ@obgbou%e A) by
wei ght . a&%stﬁfmés ascdastihe diydfoehlSride \ahermnnerﬁﬁudn &lﬁ@baﬁtoe &% by pv:&glarﬁndl saidai d
conpositio concentration. of from about 050%330 bout, 0. 15% by

wei ght . SUCE: gse 1@9‘“%8‘ CqrRPosition 3t geoncepiEation 9f abg bYWl i s present in

sai d conposition at a concentration of about 0.1% by weight and said
sucral ose is present in said conposition at a concentration of about 0.15%
by wei ght. 985. Th’&mgdlatablecpwdnramarm#mumah csmpdsmmeloa@ﬂalmﬁ,swmre!semdu n

said co i on n ation of fromabout, O, 5,10 t 915%
vei ght %ﬁ“b’éﬁ 5 %%MF ggcgro?tgl cﬁ et gﬁpﬂ?eﬁltl‘atlon of from about &%55/ Yo tO agou(m 15% b
weight and said sucralose is present in said composition at a concentration of from about 0.05%
to about 0.15% by weight.

86.  The inhalable powder pharmaceutical composition of claim 78, wherein said
azelastine is azelastine hydrochloride at a concentration of about 0.15% by weight and said

sucralose is present in said composition at a concentration of about 0.15% by weight.

87.  The use of a composition comprising azelastine, or a pharmaceutically acceptable
salt or ester thereof, and one or more pharmaceutically acceptable carriers or excipients, wherein
at least one of the pharmaceutically acceptable carriers or excipients is sucralose, in the

production of 2 medicament for the treatment of snoring in an animal.

88.  The use of claim 87, wherein said azelastine is present in said composition at a

concentration of from about 0.1% to about 0.15% by weight.

89.  The use of claim 87, wherein said sucralose is present in said composition at a

concentration of from about 0.05% to about 0.15% by weight.



said conposition at a concentration of from about 0.05%to about 0.15% by
wei ght. 92. The use of claim87, wherein said azelastine is present in said
conposition at a concentration of about 0.15% by wei ght and sai d sucral ose
is present in said conposition at a concentration of about 0.15% by wei ght.
93. The use of claim87, wherein said conposition is adm nistered in a nasal
spray. 94. The use of claim 87, wherein said aninmal is a human. 95. The use
of a pharnaceutical conposition conprigisng an effective anount azel astine
hydr ochl ori de and taste-naski ng anount of sucralose in the preparation of a
medi canment for the treatnent or prevention of allergic rhinitis,

non-al l ergic vasonotor rhinitis or allergic conjunctivitis in an ani nal
suffering fromor predisposed thereto. 96. The use of claim95, wherein said
animal is a pgnmaithe uf/of Aith & 6wiheif lsaid Mz88stinehie brkéht St ssid reampsitibs atta
human. 98. A pharnaceutical composition conprising: about 0.05%to about

0. 15% ( #PRepntzatoneftabaut iy Hr by meteht @ad said GuerBlose isOPrOse] imb saidh SaMPEsition gt v)
steroid o nsisting of fluticasone, nonetasone,
dexanet ﬁ%@gﬁ%&@glggéﬁ@tbh?t@ﬁ?ﬁ%ﬁgﬁ?, budesoni de and triantinol one. -174- 99.
A pharmaceutical conposition conprising: about 0.05%to about 0.15% (w v)
azel astine h drochgqori de; .abo 0.01%tq about Q.1% (w.v) steroid.selected
fromthe grodp cohd§ ¥ ?fg"l%}fn | Wheredn S3A @z lagiime 15 Bissent “Eié@&aﬁﬁ‘f"ﬁ%‘tﬁ%at a

bel oXi | codcBhERIGHTFHom %91'1'5‘5’&0%%1%(‘5.'1%&"\9 ighteand sAECSuRRAMLE iOprbsert bP
about 0.15% (w'v) sucralose. 100. A pharnacéutical conposition conprising:
about 0sdid eorapesitjonaat @ lcamdentratidmyad foohitent 01835%ababaut 0.16%0byt weightout 0. 1% (w v)
steroid selected fromthe group consisting of fluticasone, nonetasone,
dexanet hasone bel oxil, |oteprednol, budesonide and triantinol one; and about
0.1 % (W v) sucraiRstse dfllaim/ ST Ratierdis Saill iaGahstie 1P pfebdrit O s£418 ¥BMpsdifieh at fbout

0.1 % (wv) azelastine hydrochloride; . . . .
concentration of about 0.15% by weight and said sucralose is present in said composition at a

concentration of about 0.15% by weight.

93.  The use of claim 87, wherein said composition is administered in a nasal spray.

94.  The use of claim 87, wherein said animal is a human.

95. The use of a pharmaceutical composition comprising an effective amount
azelastine hydrochloride and taste-masking amount of sucralose in the preparation of a
medicament for the treatment or prevention of allergic rhinitis, non-allergic vasomotor rhinitis or
allergic conjunctivitis in an animal suffering from or predisposed thereto.

96.  The use of claim 95, wherein said animal is a mammal.

97.  The use of claim 96, wherein said mammal is a human.

98. A pharmaceutical composition comprising:

about 0.05% to about 0.15% (w/v) azelastine hydrochloride; and

about 0.01% to about 0.1% (w/v) steroid selected from the group consisting of

fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide and triamcinolone.



about 0.01%to about 0.1% (wv) steroid selected fromthe group consisting
of fluticasone, nonetasone, dexanethasone bel oxil, |oteprednol, budesonide
and triantinol one; and about 0.15% (w v) sucral ose. 102. A pharnmaceuti cal
conposition conprising: about 0.15% (w v) azel astine hydrochl ori de; about
0.01%to about 0.1% (w v) steroid selected fromthe group consisting of
fluticasone, nonetasone, dexanet hasongAfeloxil, |oteprednol, budesonide and
trianci nol one; and about 0.15% (w v) sucral ose. 103. A pharmaceuti cal
conposition corrpri sing: about 0.05%to about 0.15% (wv) azel astine

hydr ochl ori d? g about 0.1 % to.about 5..0% (wv) nontel ukast. -175- 104.
A phar maceut %a FhATRceRiEal CORRASIUOR GBMPLYBRt 0. 05% to about 0. 15% (W V)

azel ast i ne_ hyghio05oy bdSout (1B tw) MAsthA@chior@Y (W v) mont el ukast; and

about 0.1%to about 0.15% (w v) sucral ose. 105. A har maceut i cal corrp05|t|on
conpri si ng: akdwbA-0F01tm @WM)Oé%’oel(aéfr)ust@ommlwm qrglethe agyouR @ngiskngo ohbout

5. 0% ( t
phar mawg %?agg %%5 g%&lo%l fro exa.g\%%as% eOD OXif) @‘%ﬁt@@#&@wfo dea%lg |cr111531°Ile
hydr ochhmt i de; about 0. 1%to about 5 0%(\N/V) nont el ukast ; and about 0.15%
(w/v) sucral ose. har maceuti cal _ conposition conprising: about 0.15%
(W v) azel as%‘?‘%‘l‘éoﬂy/dﬁ‘b@?ﬂubgﬂéfé(w@t%@?oée 1%t o about 5.0% (W v) nontel ukast;
and about 0.15% (w v) sucral ose. 108. A pharnaceutical conposition
conpri si ng:

100. A pharmaceutical composition comprising:

about 0.1% (w/v) azelastine hydrochloride;

about 0.01% to about 0.1% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide and triamcinolone;
and

about 0.1% (w/v) sucralose.

101. A pharmaceutical composition comprising:

about 0.1% (w/v) azelastine hydrochloride;

about 0.01% to about 0.1% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide and triamcinolone;
and

about 0.15% (w/v) sucralose.

102. A pharmaceutical composition comprising:

about 0.15% (w/v) azelastine hydrochloride;

about 0.01% to about 0.1% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide and triamcinolone;
and

about 0.15% (w/v) sucralose.

103. A pharmaceutical composition comprising;
about 0.05% to about 0.15% (w/v) azelastine hydrochloride; and
about 0.1% to about 5.0% (w/v) montelukast.



about 0.05%to about 0.15% (w v) azel asti ne hydrochl oride; and about 0.1%to
about 1.0% (w v) decongestant selected fromthe group consisting of
pseudoephedri ne and phenyl ephrine. 109. A pharnmaceutical conposition
conprising: about 0.05%to about 0.15% (w v) azel astine hydrochl oride; -176-
about 0.1%to about 1.0% (w v) decongestant selected fromthe group

consi sting of pseudoephedrine and phepyl ephrine; and about 0.1%to about
0.15% (w v) sucral ose. 110. A pharnaceutical conposition conprising: about
0.1 % (wv) azelastine hydrochl oride; about 0.1%to about 1.0% (w V)
decongestant selected fromthe group consisting of pseudoephedrine and
phenyl ephrine; and about 0.1 % (w v) sucral ose. 111. A pharmaceuti cal

conposi tion mﬁprkﬁihﬁﬁﬁaceﬁl%@yéonﬂao%it%QM%Fr)isiﬁ’g:ﬂ astine hydrochl ori de; about
0.1%to about 1.0% (w v) decongestant selected fromthe group consisting of

pseudoephedr #hout QA& 3 epgut &’ (vev) agelestineddraghlpsiges W v) sucral ose. 112. A
phar maceuti c it kSl NQ: b 0.15% (W v) azel asti ne
hydr ochl ori d%l;oug@'g%ot%&?)h&%féggg@é}a?ﬂorl]&e)%a W'V) decongestant selected fromthe

group consi sibong0.0% topbeutdoEh el nerdAcg. phenyl ephrine; and about 0.15%
(w'v) sucral ose. 113. A pharnaceutical conposition conprising: about 0.05%
to about 0.15% (w v) azel astine hydrochl oride; and about 0.1%to about 10.0%

(W v) NSAID gl eck ﬂaﬁﬁa‘&@ﬁtfcaﬁco%ﬁgf@ioﬁg&ﬁgﬁﬁﬁé?g of ibuprofen, diclofenac,
acecl of enac and nagjr oxen. 114. phar maceut i1 cal comnposition conprising:
about 0. 05% aboutbdUt (vav)iiEehaétinehydeaxbloside;i ne hydrochl ori de; -177-

about 0.1% to about 5.0% (w/v) montelukast; and

about 0.1% (w/v) sucralose.

106. A pharmaceutical composition comprising:
about 0.1% (w/v) azelastine hydrochloride;
about 0.1% to about 5.0% (w/v) montelukast; and

about 0.15% (w/v) sucralose.

107. A pharmaceutical composition comprising:
about 0.15% (w/v) azelastine hydrochloride;
about 0.1% to about 5.0% (w/v) montelukast; and

about 0.15% (w/v) sucralose.

108. A pharmaceutical composition comprising:

about 0.05% to about 0.15% (w/v) azelastine hydrochloride; and

about 0.1% to about 1.0% (w/v) decongestant selected from the group consisting of
pseudoephedrine and phenylephrine.

109. A pharmaceutical composition comprising:
about 0.05% to about 0.15% (w/v) azelastine hydrochloride;



about 0.1%to about 10.0% (W v) NSAID sel ected fromthe group consisting of
i bupr of en, dicl of enac, acecl of enac and naproxen; and about 0.1 %to about
0.15% (w v) sucral ose. 115. A pharnaceutical conposition conprising: about
0.05% (w v) azel astine hydrochl ori de; about 0.1%to about 10.0% (w v) NSAID
selected fromthe group consisting of ibuprofen, diclofenac, acecl ofenac
and naproxen; and about 0.1% (W v) suer@ ose. 116. A pharnaceuti cal
conposition conprising: about 0.05% (W v) azel astine hydrochl ori de; about
0.1%to about 10.0% (W v) NSAID selected fromthe group consisting of

i bupr of en, dhl&‘du?foef%% a?o%ﬁF'l%@?@@R&%Qoﬂé@&&ﬁxs%lbcteﬁ“ﬁmﬁtlﬁyt gléoﬁs{s%

sucral ose. 117. A pharnaceuti cal nposition conprising: 0. 15% (W v)
azel ast pseadbephiedririel andiplienylefhome; @d1% t o about 10. 0% (w v) NSAI D sel ect ed
fromthe group consisting of ibuprofen, diclofenac, aceclofenac and

naproxen; anghapeYt, Q-a’oﬁ%dl’!’%&wﬁggﬁ&i@&e 118. A phar maceutical conposition
conprising: about 0.05%to about 15% (w' v) azel astine hydrochloride; about

0.01% to about 0.1% (W V) st eroid selected fromthe group consisting of
fluticasone, m)ms%k sone, . .d ]filrre hasone rl%ell_lom |, |loteprednol, budesonide, and
trianci nol ond PHABHALE tffa SOTRROSIHOB GPPIHBE (W v) decongest ant sel ect ed

from the groatout0Nss Gi/verebbtindlgustarpidedr i ne and phenyl ephrine. 119. A
phar maceutical conposition cogprl Si [;Ig -178- about 0.05%to about Q.15%

(W v) azel asahovt OhkPdrtecabont i 8% (wiyd decangesiant: sslesisd from  theqerayp, sonsisting of

sel ecte gﬁ! L fluticasone, nom etas one,
dexanet ason@%&&g%ﬂ?%fa@g pre%fna(rl} budesoni de, and tri anti nol one; about

0.1%to about 1.0% (w v} decongestant sel ected fromthe group consisting of
about 0.1% (w/v) sucralose.

111. A pharmaceutical composition comprising:

about 0.1% (w/v) azelastine hydrochloride;

about 0.1% to about 1.0% (w/v) decongestant selected from the group consisting of
pseudoephedrine and phenylephrine; and

about 0.15% (w/v) sucralose.

112. A pharmaceutical composition comprising:

about 0.15% (w/v) azelastine hydrochloride;

about 0.1% to about 1.0% (w/v) decongestant selected from the group consisting of
pseudoephedrine and phenylephrine; and

about 0.15% (w/v) sucralose.

113. A pharmaceutical composition comprising;
about 0.05% to about 0.15% (w/v) azelastine hydrochloride; and
about 0.1% to about 10.0% (w/v) NSAID selected from the group consisting of

ibuprofen, diclofenac, aceclofenac and naproxen.

114. A pharmaceutical composition comprising:
about 0.05% to about 0.15% (w/v) azelastine hydrochloride;



pseudoephedri ne and phenyl ephrine; and about 0.1%to about 0.15% (W v)
sucral ose. 120. A pharnaceutical conposition conprising: about 0.1% (W V)
azel asti ne hydrochl oride; about 0.01%to about 0.1% (w v) steroid selected
fromthe group consisting of fluticasone, nonetasone, dexanethasone

bel oxil, |oteprednol, budesonide, and triancinol one; about 0.1%to about
1. 0%(vv/v) decongestant sel ected fromgthe group consisting of
pseudoephedri ne and phenyl ephrine; and ‘about 0.1% (w v) sucral ose. 121. A
phar maceut i cal corrposi tion conpri si ng about 0.1% (wv) azel astine

hydrochl ori de; about 0.01%to about 1% steroid selected fromthe
group consi siiog Gbi% 1o GP?‘Eag(b%é ?‘WH hée e@éﬁa&i@l‘h@%oﬁ@“’bd"&%ﬁmg of

| ot epre;:lﬂl L fpoF:‘ﬁﬁQﬂH d Adlad éd@ﬂgg}d}gﬁ%g about 0.1%to about 1.0% (W v)
decongest notese ect eg %reg%ltﬁ group consisting of pseudoephedrine and
phenyl ephr i nahouafid Yatoabout®. 1B ¥in) sicrdoser al ose. 122. A phar naceuti cal

conposition conprising: about 0.15% (w v) azel astine hydrochl oride; about
0.01% to about 0.1% (W v) steroid selected fromthe group consisting of

fluti casone, 1 T MEAFhamacedtfs PETRPORH @ﬂ@o thﬁgl | ot eprednol, budesoni de, and
trianci nol one; about 0.1%to about (w'v) decongestant selected from

the group cowsiusd0a% @FV) %léﬂmélyﬁ@dhlpﬁée,and phenyl ephrine; and about 0.15%

0 05% Lo anotioeh, 154, it o IPAIRE A sn PR R 88, GOF cpihifhe BEC

0. 1% ( Wibuprafére divlafersae] ﬁxetleﬂanﬁdfmﬂﬁabﬁ)xgmmﬁ consisting of fluticasone,
nomet asone, dexanef hasone b?|OXI| | ot epr ednol , budesoni de, and

trianci nol ondbout §dee FH¥LuCTIofes, t o about 5. 0%(W/ v) nontel ukast. 124. A
phar maceuti cal conposition conprising:

116. A pharmaceutical composition comprising:

about 0.05% (w/v) azelastine hydrochloride;

about 0.1% to about 10.0% (w/v) NSAID selected from the group consisting of
ibuprofen, diclofenac, aceclofenac and naproxen; and

about 0.15% (w/v) sucralose.

117. A pharmaceutical composition comprising:

about 0.15% (w/v) azelastine hydrochloride;

about 0.1% to about 10.0% (w/v) NSAID selected from the group consisting of

ibuprofen, diclofenac, aceclofenac and naproxen; and

about 0.15% (w/v) sucralose.

118. A pharmaceutical composition comprising:

about 0.05% to about 0.15% (w/v) azelastine hydrochloride;

about 0.01% to about 0.1% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide, and triamcinolone;
and

about 0.1% to about 1.0% (w/v) decongestant selected from the group consisting of
pseudoephedrine and phenylephrine.

119. A pharmaceutical composition comprising;



about 0.05%to about 0.15% (W v) azel astine hydrochl oride; about 0.01%to
about 0.1% (wv) steroid selected fromthe group consisting of fluticasone,
nonet asone, dexamnet hasone bel oxil, | oteprednol, budesoni de, and

trianci nolone; about 0.1 %to about 5.0% (w v) nontel ukast; and about 0.1%
to about 0.15% (w v) sucral ose. 125. A pharmaceutical conposition
conprising: about 0.1 % (wW V) azelas;h&g hydr ochl ori de; about 0.01%to
about 0.1% (W v) steroid selected fromthe group consisting of fluticasone,
nonet asone, dexanet hasone bel oxil, | oteprednol, budesoni de, and

trianci nol one, t 0. 1%to about 5, 0% (W t el ukast; and about 0.1%
(vvllv) Isucral %@Fsﬁgﬁ&m&bﬁﬂﬁfﬁa@&/ﬁ azg}asewﬁﬁya‘\é%@ﬂ'g e’Coﬁpri si ng: aboﬂt 0.1 %
(W v) azel astidue m@%ofbhla%ﬂtd@?l'_’/@lg@g? Q?rlgﬂcf’/‘?sélgct@d)%m Ghd Sobpv dbhsisty oF d

sel ected fromthe group consistin fluticasone, nonetasone,
dexanet Augensendyglopxéths onepdexamethasine beleddsloieprednolabutiesonidarandisiameinolongbout

0.1 %to about 5..0% (W tel ukast: an bout, 0..15% {wW v) sucral.ose. 127.
A phar naceut ilﬂ%:oé‘? Oglt?ﬁﬁ&#wgﬁﬁég%}? ?sdfﬁodlge%dgﬁ ec@&l 0 (1&7 \%(}ugz qnglg{nilg]gf

hydr ochpsstiékphedrifeGmd phenillefhriddntio about 0. 1% (w v) steroid selected from
the group consisting of fluticasone, nonetasone, dexanethasone bel oxil,

| ot epr ednol ,amgé%méput&abﬁ%(w@m%mne; about 0.1 %to about 5.0% (W V)
nont el ukast; and about 0.15% (w v) sucral ose. 128. A pharnaceuti cal
conposition conprising: about 0.05%to about 0.15% (W v) azel astine

hydr ochl or i d&20. abAyhatnfdttadabeamisitiod cdbpfising) steroi d sel ected fromthe

group consi stin f, fluticasone, t asone, dexanet hasone bel oxil,
| ot epr ednol ,awgggc{hﬁ‘ﬂé), azﬁ‘%ﬁ“‘lerrliygf:ﬁr;ﬁﬁegfiﬁne; about 0.001%to about 5.00%
(W v) of a wWaisf -Geloblee bRl YR é@h?%ter@idogzgf%&éﬂ FRANTHE. ér%/ﬁ;_( WodisteHgsS @fli um
edetate; about 0.001%to about 0.5% (W vf benzal koni um cht or’i de;
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide, and triamcinolone;
about 0.1% to about 1.0% (w/v} decongestant selected from the group comsisting of
pseudoephedrine and phenylephrine; and
about 0.1% (w/v) sucralose.
121. A pharmaceutical composition comprising;
about 0.1% (w/v) azelastine hydrochloride;
about 0.01% to about 0.1% (w/v) steroid selected from the group consisting of

fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide, and triamcinolone;

about 0.1% to about 1.0% (w/v) decongestant selected from the group consisting of
pseudoephedrine and phenylephrine; and

about 0.15% (w/v) sucralose.

122. A pharmaceutical composition comprising:

about 0.15% (w/v) azelastine hydrochloride;

about 0.01% to about 0.1% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide, and triamcinolone;

about 0.1% to about 1.0% (w/v) decongestant selected from the group consisting of
pseudoephedrine and phenylephrine; and

about 0.15% (w/v) sucralose.



about 0.1 %to about 0.15% sucral ose; a sufficient anmount of a

phar maceutically acceptable buffer to maintain the pH of the conposition
within a range of fromabout 4.5 to about 7.4; a sufficient anount of an
isotonicity agent to yield an osnolality of about 220 nosnol/kg to about
350 nsonol / kg; and QS water. 129. A pharnaceutical conposition conprising:
about 0.05%to about 0.15% (W v) azel agij ne hydrochloride; about 0.1%to
about 5% (w v) nontel ukast; about 0.001%to about 5.00% (wWv) of a

wat er - sol ubl e polynmer; about 0.01%to about 0.1% (w v) disodium edet at e;
about 0.001%%@) aboyt 0.5% (w v) benpzal konium chloride; about 0.1 %to
about 0.15% d¢®ra rmaceuligy CUINRASUORFBMRIISIBE: a phar naceutical |y acceptabl e

buffer to maLpfabsthe a?bhfﬁ.lﬁ%‘?w/v?ﬁ%@%?ﬁéﬁﬁodﬂl&rﬂep a range of from about
0

4.5 to about 7.4; a suffticient anmoun an 1sotonicity agent to yield an
osnol al ity ofbaibold1%26 mbeutnd/1kg (Wiv) stewid selsCtedrsfoor| fhieggroapdconsisting @b

124 e R SRR RIRRS I 51, FRELD) MR s hgRshe

decongegp@nt selected fromthe group consisting of pseudoephedrine and
phenyl ephrine; about 0.001 %to about 5.00% (w v) of a water-soluble

pol ymer;  abakaut Q.14 te sbouheter(wov) mentelukash di sodi um edet ate; about 0.001%to
about 0.5% (w v) benzal koni um chl ori de; about 0.1%to about 0.15%

sucral ose; a sufficient anbunt of a pharmaceutically acceptable buffer to
mai ntai n t helpd ofA ghafmaceonqadsérhpaitionicotprisiag:r ange of from about 4.5 to
about 7.4; a sufficient anpunt of an isqQtonici 'H agent to yield an

osnol al ity ofbaih8¥5 aieabagdain’s kYY) azslashes Yy 9fsEnol / kg:  and

about 0.01% to about 0.1% (w/v) steroid selected from the group consisting of

fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide, and triamcinolone;

about 0.1% to about 5.0% (w/v) montelukast; and

about 0.1% to about 0.15% (w/v) sucralose.

125. A pharmaceutical composition comprising:

about 0.1% (w/v) azelastine hydrochloride;

about 0.01% to about 0.1% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide, and triamcinolone;

about 0.1% to about 5.0% (w/v) montelukast; and

about 0.1% (w/v) sucralose.

126. A pharmaceutical composition comprising:

about 0.1 % (w/v) azelastine hydrochloride;

about 0.01% to about 0.1 % (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide, and triamcinolone;

about 0.1 % to about 5.0% (w/v) montelukast; and

about 0.15% (w/v) sucralose.

127. A pharmaceutical composition comprising:

about 0.15% (w/v) azelastine hydrochloride;



QS water. 131. A pharmaceutical conposition conprising: about 0.05%to about
0.15% (W v) azel astine hydrochl ori de; about 0.1%to about 10% (w v) NSAID
selected fromthe group consisting of ibuprofen, diclofenac, acecl of enac and
napr oxen; about 0.001%to about 5.00% (w v) of a water-soluble polyner;

about 0.01%to about 0.1% (W v) disodiumedetate; about 0.001%to about 0.5%
(w'v) benzal koni um chl ori de; about 0._1 %3'[0 about 0.15% sucral ose; a
sufficient anount of a pharnaceutically acceptable buffer to maintain the pH
of the conposition within a range of fromabout 4.5 to about 7.4; a

sufficient anount of an isotonicit gent to yie an osnol ality .of abgut
220 nosnol / kepout P-Hyeuto bt 6%0(‘;‘/'42’8;“%{%1 @g‘?ﬁﬁ{ %".m 1@?.9&“%}%’%%8’&? cal
conposi i hiet4iGhe, dd:Ba t 5 d@@p deSoniddahitriamcddibst | ne
hydr ochpgt?‘{%é%%%g%%a@ .eo‘ll%té’ a %tbe%x?fyﬁe\?ﬁv éltﬂ%r oid gel'ected from t he
group consi sationy0.d% tofabouti Sc@ds ¢wés) montehtkastparel dexanet hasone bel oxi |,

| ot epr ednol , .bu i de .and triantinol one; about 0.1%to about 1% (W v)
decongestantal%"@?@iggo(“ﬁ)ogﬁﬁat?ée'group consi sting of pseudoephedrine and
phenyl ephri ne; about 0.001 %to about 5.00% (w v) of a water-soluble

pol ynmer; about 0.01%to about 0.1% (w v) disodium edetate; about 0.001%to
about 0.5% (¢8/) Heohamacewicahsomositioneompagiedit 0.1 % to about 0.15%

sucr al ose; aabgaﬂié.bg%oﬁggbm%%% |/8ﬁu§uﬂ?ﬁl|{%%’%°hfoﬁld&y acceptabl e buffer to

mai ntai n the conposi n-a range of fromabout 4.5 to
about 7.4; aatuf f0.€1%nio abeusnd.1%f (W) | sabidnkseledtsd dppmint thé ogrpue | cdnsisting of
osnol al ity of about 220 nosnol / kg

133. A Priseserceometasonsy H?i@éflefhaéﬁﬂeé{ﬂ%ﬁ}ﬁ? @?@%@eﬁg&a Budzstnide; dnd fameiRolone; °
about 0.001% to about 5.00% (w/v) of a water-soluble polymer;
about 0.01% to about 0.1% (w/v) disodium edetate;
about 0.001% to about 0.5% (w/v) benzalkonium chloride;

about 0.1% to about 0.15% sucralose;

a sufficient amount of a pharmaceutically acceptable buffer to maintain the pH of the
composition within a range of from about 4.5 to about 7.4,

a sufficient amount of an isotonicity agent to yield an osmolality of about 220 mosmol/kg
to about 350 msomol/kg; and

QS water.

129. A pharmaceutical composition comprising:

about 0.05% to about 0.15% (w/v) azelastine hydrochloride;

about 0.1% to about 5% (w/v) montelukast;

about 0.001% to about 5.00% (w/v) of a water-soluble polymer;

about 0.01% to about 0.1% (w/v) disodium edetate;

about 0.001% to about 0.5% (w/v) benzalkonium chloride;

about 0.1% to about 0.15% sucralose;

a sufficient amount of a pharmaceutically acceptable buffer to maintain the pH of the
composition within a range of from about 4.5 to about 7.4;

a sufficient amount of an isotonicity agent to yield an osmolality of about 220 mosmol/kg

to about 350 msomol/kg; and



about 0.05%to about 0.15% (W v) azel astine hydrochl oride; about 0.01%to
about 0.1% (wv) steroid selected fromthe group consisting of fluticasone,
nonet asone, dexanet hasone bel oxil, | oteprednol, budesoni de and

trianci nolone; about 0.1 %to about 5% (w v) nontel ukast; about 0.001 %to
about 5.00% (w v) of a water-soluble polyner; about 0.01 %to about 0.1 %
(w'v) disodium edetate; about 0.001% t@iabout 0.5% (w v) benzal koni um
chloride; about 0.1%to about 0.15% sucral ose; a sufficient anbunt of a
pharmaceutically acceptable buffer to maintain the pH of the conposition
within a ran of fromabout 4.5 to about 7.4; a sufficient anount of an

I sotonicity §§é¥ﬁterto yield an osnolality of about 220 nosnol/kg to about
350 nmsonol /kg; and QS water. -183- 134. The use of a pharnmaceuti cal

conposi tion of any one of clains 98-133 in the preparation of a nedi canent
for the treal¥kent Aphampaseetical compebition gomprigeg: di sorder in an ani mal

suffering fr §.edi ol her . use of claim 134, wherein
sai d ani nal ?o?ugﬁ.ggme}glasgqulg/g@gf%@%mtﬁ%gﬂ%ﬁlﬁ}lo@é wherein said manmal is
a human. 137abolin@. 4% eto0iboat ARAN(WBY, desbinesiant saédledd il da grbup Ofonsiktings of
selected fromthe groug consisting of allergic rhinitis, non-allergic
vasonot Bieudesphedring aid @henylephENe conj unctiviti s.

about 0.001% to about 5.00% (w/v) of a water-soluble polymer;

about 0.01% to about 0.1% (w Iv) disodium edetate;

about 0.001% to about 0.5% (w/v) benzalkonium chloride;

about 0.1% to about 0.15% sucralose;

a sufficient amount of a pharmaceutically acceptable buffer to maintain the pH of the
composition within a range of from about 4.5 to about 7.4;

a sufficient amount of an isotonicity agent to yield an osmolality of about 220 mosmol’kg
to about 350 msomol/kg; and

QS water.

131. A pharmaceutical composition comprising:

about 0.05% to about 0.15% (w/v) azelastine hydrochloride;

about 0.1% to about 10% (w/v) NSAID selected from the group consisting of ibuprofen,
diclofenac, aceclofenac and naproxen;

about 0.001% to about 5.00% (w/v) of a water-soluble polymer;

about 0.01% to about 0.1% (w/v) disodium edetate;

about 0.001% to about 0.5% (w/v) benzalkonium chloride;

about 0.1% to about 0.15% sucralose;

a sufficient amount of a pharmaceutically acceptable buffer to maintain the pH of the
composition within a range of from about 4.5 to about 7.4;

a sufficient amount of an isotonicity agent to yield an osmolality of about 220 mosmol/kg
to about 350 msomol/kg; and

QS water.

132. A pharmaceutical composition comprising:
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about 0.05% to about 0.15% (w/v) azelastine hydrochloride;

about 0.01% to about 0.1% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide and triamcinolone;

about 0.1% to about 1% (w/v) decongestant selected from the group consisting of
pseudoephedrine and phenylephrine;

about 0.001% to about 5.00% (w/v) of a water-soluble polymer;

about 0.01% to about 0.1% (w/v) disodium edetate;

about 0.001% to about 0.5% (w/v) benzalkonium chloride;

about 0.1% to about 0.15% sucralose;

a sufficient amount of a pharmaceutically acceptable buffer to maintain the pH of the
composition within a range of from about 4.5 to about 7.4;

a sufficient amount of an isotonicity agent to yield an osmolality of about 220 mosmolkg
to about 350 msomol/kg; and

QS water.

133. A pharmaceutical composition comprising:

about 0.05% to about 0.15% (w/v) azelastine hydrochloride;

about 0.01% to about 0.1% (w/v) steroid selected from the group consisting of
fluticasone, mometasone, dexamethasone beloxil, loteprednol, budesonide and triamcinolone;

about 0.1% to about 5% (w/v) montelukast;

about 0.001% to about 5.00% (w/v) of a water-soluble polymer;

about 0.01% to about 0.1% (w/v) disodium edetate;

about 0.001% to about 0.5% (w/v) benzalkonium chloride;

about 0.1% to about 0.15% sucralose;

a sufficient amount of a pharmaceutically acceptable buffer to maintain the pH of the
composition within a range of from about 4.5 to about 7.4;

a sufficient amount of an isotonicity agent to yield an osmolality of about 220 mosmol’kg
to about 350 msomol’kg; and

QS water.
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134. The use of a pharmaceutical composition of any one of claims 98-133 in the
preparation of a medicament for the treatment or prevention of a physical disorder in an animal
suffering from or predisposed thereto.

135. The use of claim 134, wherein said animal is a mammal.

136. The use of claim 135, wherein said mammal is a human.

137. The use of claim 136, wherein said physical disorder is selected from the group

consisting of allergic rhinitis, non-allergic vasomotor rhinitis and allergic conjunctivitis.



