COVPCSI TI ONS COVPRI SI NG AZELASTI NE AND METHODS OF USE THEREOF BACKGROUND OF
THE | NVENTION Field of the Invention [0001] The present invention is in the
fields ofwphasemssmnti cals, formul ati ons chem stry and plrarrnmseasogss2 The
invention generally relates to conpositions conprising azel astine or

pharmaceutically ac r.ester i ng azel astine
hydrochl oride. In c@ﬁyﬁpbg@géﬁ\ﬁ%m&ﬁm m%&mﬁ

phar maceut i cal conposi t iAND MEIHODN O eISE(THEREBWFochl ori de for nul at ed
for use as nasal sprays and/or ocul ar solutions or drops, as well as dosage
formul ations for oral and pul nonary delivery. The invention also relates to
net hods of use of such conpositions in treating, alleviating or preventing
synptons associated with a variety of allergic and non-allergic conditions.
Rel ated Art [0002] Azel asBARKGBO OFNHGSNMENTION H  ant agoni st

anti histamne which is used for its anti-allergic, anti-asthmatic and

anti histamn t el astine is a phthal azinone derivative having
the foll ow n%a{i?ﬁ@%l}{}&hlﬁg‘fwl a: (1) [0003] Azelastine can be produced in a
variety of salt forms. The form nost frequent I y used in phar maceuticals is

azel ast '[(ﬂﬁ) Tydr OCI:TIhgr %@1’1’[ ﬂo&ﬁnmqg%? {h f? ?d ace%k] mﬁ tfo r!régsfsor

crystal F'iné povvder stron g™

azel asti ne hyd&ochl and ﬂBam&cél)og& Tﬁéﬂrwﬁﬂﬁ&ﬁtﬁ&tﬂgﬂelateéto composmons
[ (4-chl or ophenyl ) net hyl] -2-(hexahydro- 1l-nethyl- 1H azepin-4-y
nonohydr ochl GPWHESIQ&&Z‘Flﬁ%tlwre@%ﬂl@?ce%?w gcceptable gaits of IQS@S—@IereO@ her salt

forms suitablg{ @t UshadilcPRARSRRAIE Ol COMROShEMASL NHUdcoARE] asti ne

enbonat e, I's° reduced terness conpared to aZel'astine HO {see
provides pharmaceutlcal 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, anti-asthmatic and antihistamine properties.
Azelastine is a phthalazinone derivative having the following structural

formula:



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 HC

[ 0004] Reweanwinsk@s shown t hat azel astine and its physi ecogiseasioy2362
acceptable salt forns exhibit beneficial effects when the correspondi ng
formul ations are applied directly onto the nasal nucosa and/or the
conjunctival sac of the eye {see U S. Ratent No. 5,164,194). Elimnation of
synptonms or noticeable relief has t hus ‘been achi eved in allergic rhinitis
(seasonal and/or nonseasonal ), vasonotor rhinitis and allergic
conjunctivitis. [0005] Despite(£ts ef fectiveness, azel asti ne hydrochl oride
possesses a strong bitter tastey This bitter taste is so intense that it
was found to be unpl easanteven jat a dilution of IXxIO 6 (see U S. Patent No.
5,164,194). The bitter taste y ot thought to be a problemin intranasal
delivery of azelastine hydro de (see id.). However, subsequent
clinical studies have shown he bitter taste of azel astine

hydrochl oride is, indeed, an~desired el enent as a portion of the

the patient. For exanple, MedP&Hat e Phar maceuticals, Inc. (Sonerset, NJ)
has reported in the ASTELIN(r) [product |abel insert that in clinical
studies, the bitter tasge~adyersg event occurred statistically nore often
in patients treated w P xsal § ray (containing 0.10% w v
azel astine hydrochl ori bo EQQ 7% vs. 0.69.

Li kewi se, the fluid forge
medi cation, and induced tears $lecreted\by the | achrymal gl ands, drains via
t he nasolachrynal duct into thd nose and timtely down the pharynx (see
Day, N., "Ophthal m c Dosage Fopns " in: Pharmaceutical Prefornulation and
Fornulatlon Buf fal o Grove, ?terpharn1Press (2002)). Such post-nasal
drip caused by the ocul ar adnlnls rati on of conpositions conprising

azel astine hydrochloride therefore can also induce a bitter and unpl easant

taste Crob63)y ence Ré’elgsrtll%e can be produced in a variety of salt forms. The form most

an ocul arly adm ni stered

N

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-yl)-,  mono-
hydrochloride and its molecular formula is CyHpsCIN;O-HCL.  Other salt
forms suitable for use in pharmaceutical compositions include azelastine
embonate, which is reduced in bitterness compared to azelastine HCI (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 HC.

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



patient. Ukai et al. (US Patent No. 6,576,677) disclose the use of

pol yvi nyl pyrrolidone and/ or copol yvidone to mask the taste of bitter

medi canerwe,200am5802di ng azel asti ne. There remai ns a needPLEMUS2005/042362

t herapeutically effective dose of azelastine 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 pharynx after

i ntranasal or ocular adm nistration, thus inproving patient acceptability
and conpl i ance. BRI EF SUMVARY OF THE | NVENTI ON [ 0007] The present invention

provi des conpositjons, .particularly stable pharmaceutical conpositions,
conpri si ng aze(‘-f?%é[ P@ugﬁﬂpgrlxb%ﬁg(sﬁ? U rRatgri ¥ el 414 alThy bittec épteabl e sal t s

or esters thefR0hot RRSUIHE Wkt Y ti.ne. hydroch] oride. .In certain
enbodi ment's, the E]ga_r naggealjtoi ('E:)gl 2 gr(;)r‘rsriﬁ%% tlﬁolﬁlg%%%sﬁgrcieggeré’né’foarze e
phar maceut i c&yiispchlotidptahlid).c Howeesrssubseqai @ingdal StudRBMab6 Mk Maone or

more such carrigrs or excipients that are useful in formulating the

conposi tion irﬂl%’lett())1 g %Btrerﬁ)%csaﬁ?lﬂ%{ﬁﬁe;yfifﬂ&l%dﬁd%ﬁedd@ ymdasired element asi a aer osol

or spray appaop&kies, oPlthd GheRiRbA HhdtLG S(ﬁiﬂsv%%n_ﬁtcg.t%\ég%y%%ul r drops, or
a

for pulnmonary delivery, e.g., via a su e device. n®rtain
addi ti onal elGaRIRENE ningsiatipm vieading ntoprany ivdpleagahardidc eutiésal  gQfgposi tions

i Si i sti tiall f i.tabl e_concentrati ons of
oa hsti ng,  SfoSRRRL By S SRR, el MeabEinie Bhagscewtiheriaat ( such as
azel astine h{RimoerbdtONIYehab Heporledt B HHOXEHE 1ot 16 %Bélcﬂlls%ry tﬁétctfiﬁcu ve dose
ester

of azelastine, .or, a pharmaceutically acceptabl'e salt or e her eof, and
one or nore ﬂﬁﬁ?%@éﬁﬁ% & bijjerdfeste pdedsseecsat peaarrsd otatisteillyi moteofiewher ei n at

| east one of i hgi-RRak $C e I arriers .or excipients is a
t ast e- maski ng Igbggnt t%%@@%Ig%ﬁﬁﬁag‘iﬁkpﬂsglg@a%g%@&“&@é&W‘%W&zel astine
or its saltsazstasis¢ bydroshiohdd)hatsut Renibletp@seb aBL B4a%PEEHANGSEL MY, @ Patient,
upon admi ni s{hr GH Ic?P of the pharmaceutical conposition to’the patrent, is
¢ 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 copolyvidone to mask the taste of bitter
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 a 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.



reduced or elimnated, thus enhancing the organol eptic acceptance of the
conposition when applied to the nasal, ocular, oral or pharyngeal nucosa.

I n pref erwedoeuskoenbodi nents, the taste-nasking agent iPsTASk@serseir om t he
group consisting of sucral ose, thaumatin (e.g., Talin(r)) sucrose,
saccharin (including the salt fornms: sodium calcium etc.), fructose,
dextrose, corn syrup, aspartane, acesul fane-K, xylitol, sorbitol

erythritol, ammonium glycyrrhizinate, thaumatin, neotanme, mannitol,

eucal yptus oil, canmphor, and natural or artificial flavors or flavoring
agents (for exanple menthol. mnts, vanilla, orange, etc.), or conbinations

of two or nore of such aGHEE SUBAMARYIQH THE SN¥EBYFIEN such enbodi ment s

provi de such pharmaceuti cal conpositions in which the taste-nmasking agent is

sucr al og6007ft a sYipcabl&eGOonGeRLiEAt 4,804k O le, fro ou .001% to
1% preferably froma out 0.101%{5% Ig)ghdteg o‘?"é@?f’%ﬁ%’% ﬁ?gfcgﬂlag@l #ap om about

0.02% t o abopharmmaeeytical comgtositions,ecahpiisiig areabing 20409 %0 oab@yte 0. 15% of
t he total corTBositi ddi ti onal such enbodi ments may further conprise one

n.
or more addif %}H%%‘Foﬁ’lgéﬁ? Yia56°PidRin salts op crtersstheretnpatticwlarly sizelostiviel | a,
orange, etc. h¥ieckieRResS! i -of : e j i referably can be
g YNOcKIBAROS! i @B%aiR! etﬁlﬂﬁlnﬂ&?@,aﬁlt\x/aa %ﬁ{%&%ﬁﬁap C?l’él c’>31¢1) |

formul ated for adm nistration via any o rou udi ng but
not |inited FYMPRAIT ghasul morc phamacartaally biecepadble saabliérs girabxcisigite)i st rati on
and the |ike &199183%; Lo %ddi ti onal, enbodi ments, the invention \lp;r_ovi des the
i ntranasal of ocufar Pharfe@8lR SR CHHELL  PiRicRis st el usBeben whi ch may

further conpfirselning the cﬂiﬁaﬁ@siﬁ&?ﬁ{t& alfbah sLBBUC forQhir %gﬁ&&w?@?%@%sa' drip

of the conposjtions_into the pharynx upon intranasa ocu

adni ni strat i 5% BFOOhET SpryopPTqaghes, ocden ephthadmah delovaonsi.4.i oasocuty conpri se,

for exanpl e, I I [ ty-increasing.,agents that increase the

vi scosi '?E of dlf[BEg, Og{%{@gﬁo}ééel?gﬁﬁ{é%% T’ Xlgr?ﬁ%gofl? g?‘l‘flcesui tabl e

vi scosi {0808lhcr easing cagaint sadditiorlas e entboAGEaMgIanGe WnlBnddd SpRsRRst of the
invention inglude, but are not limted to, polyvinylpyrroli gones (PVP)
(preferably lﬁmlﬁ@euélcﬁ][ﬂomlalpnwlgm&@g (qilgeRgisting essentially of) suitable

concentrations of azelastine, or a pharmaceutically acceptable salt or ester
thereof (such as azelastine hydrochloride (HCD)) 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 enhancing 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
glycyrthizinate, 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



10, 000 to about 360,000, as well as m xtures containing one or nore grades
or nol ecul ar wei ght of PVP), cellulose derivatives (including, but not
l'imted two2hyedisgeget hyl cel | ul ose, carboxynethyl cel | ulpasasososiossesal ts,
hypronel | ose, and the |ike), carrageenan, guar gum alginates, carboners,
pol yet hyl ene gl ycol s, polyvinyl alcohol, xanthan gum and the like. In
certain preferred enbodl ment s, hyprorrel I ose is used as a .

vi scosity-increasing agent in the nasal’ “or ocul ar fornul ations provided by
the present invention. [0010] Certain conmpositions of the invention may
further conprise one or nore additional conponents or agents, including one
or nore sol vEAMPOsitipes &t whinhe ther tastermagkiinge sgemnie QIcraluses astaahnﬂablbers one

I i sotonj ents, one or
mor 6 but £ er s SreepFb R R o aul s nasd0 Bl R S RetTPab DLt 3BgW het o or
nat ural bi oadtash V@%bmﬁij% heokd keofédoid onl %omny @Q% %”ab%'u?@ 25,0y des

nmet hods of treatin prevent| Og a variety of |'ergy-related and/ or
vasom)tor-reF’Qi’LSEHr @ﬁ@ﬂtﬁ%@bowr @?ﬁﬁpcﬁbeutt(l’léi%obf thentokal diomgositiber gi ¢

rhinitis, n |l er ognjunct.ivitis and t

Accor di ng to Q]hl soglgls %@(}:It él%‘% %fnﬁlgntls nﬁrﬁlﬁ JC?IHBH%%%%QF W‘Eﬁ@g‘%ﬂ fﬁ

admi ni st er edflheorire fahtseuclyi & andhtbel] takse VRHRa,0foradRl St I atreon,

i ncluding intranasal, ocular, oral, buccal , subllngual pul nonary or the

like. SuitabFYmPeskEonsoRhdhs tresest dreentiani peforably dradi bécﬁorlyulat@dt fee nasal
mucosa (i.e admﬁﬁgtﬁa%ﬁa«hé eofga ’vah%}yt &eroh%r ncfllfcﬁng %SgnoP fﬂf"‘%ﬂor drops) or

to the conj unctlva sac o he eye e°f or m of
ocul ar dr ops)ntrap&al@]cufﬁhe)rq:};tamealt subfhmgmztlladﬂmrﬁémmra@dltﬁl@ﬁkd)r al dosage

hor apelit0REr 1 ol attoH codubneis o thash sbonoproxidsh aﬁ%ié%ﬁa'@ﬁai any ;

2bout 5. 0% by ey B e R o b R Ak B D e cose.

and one or n®MBPcaPREm oL MMAre Rigkyts dbateptladd er peavent pestoasabdfip pifethes, wherein

at | east Oneccglﬁpcgsri}?ons into the pharynx upon intranasal 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), carrageenan, guar gum, alginates, carbomers, polyethylene
glycols, polyvinyl alcohol, xanthan gum, and the like. In certain preferred
embodiments, hypromellose is used as a viscosity-increasing agent in the nasal
or ocular 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 buffering
agents, one or more synthetic, semi-synthetic or natural bioadhesives, and the
like.



pharmaceutically acceptable carriers or excipients is a taste nmasking
agent, e.g., sucralose. In certain such enbodi nents, the anount of

azel asti n&Q 2006/B8@har maceuti cal ly acceptabl e salt thereeCT(tS2@5/04BBE| ast i ne
HCl) is in the range of about 0.05 ng to about 10 ng. Suitably the
concentration of sucralose is about 0.05%to about 0.15% by wei ght.

Exenpl ary fornms of oral dosage conpositions include, but are not limted
to, liquid solutions, suspensions, t abl%t s, capsul es, chewabl e tabl ets,
orally disintegrating tablets, effervescent conpositions and orally

di ssol vi ng/ consunmabl e filnms. [0013] The present invention also provides
phar macdgglldal confpeshvensies alsompevidésgethods efdrestisg dnprevsd gt ‘adriegyl of) a

t her apeuti cal ective dpose of azel asti.ne r a pharmaceut.ically

accept abl e sec#%éuglrgfy'er(sé{agerf%(g?re‘éafs?mgfor"égl&%ﬂccé’mi?lé{ $SH 5 ‘?rB?ntﬂé?B?ﬂﬁ’t 0.05%to
about 5. 0% bynoiedigftallefié rginRisOvasdRiotrPMiTRCANE€ Bbh)MnAGAEPhARIR carriers
or excipients, wherein at |east one of the pharnmaceutically acceptable

S , : ! . b
carriers or &g phesprdingstosthis agpeefeo! Hedinveetion, the kemphsitioee sayi keal
conposition f i i ti-onal .active. agents.
Sui tabl e addia%y}n%reggtg%@%%gﬁ?% Ay sfiasle %"%S 8¢ ﬁg%‘éﬂ%%ﬁ%%oﬁ i B ude, but
are not |im technben], cunldchorak andcak suthlfipahl, pintddbiy drahé Bke.f Sxiahenad ne,
ol opat adi ne, terfenadine and |oratadine), steroids (such as
f 1 uor onet hal GAEPOSIERS %rﬁsagﬂ“ér,ﬂsﬁf?ﬁé%l%@ﬁéﬁ’ the naspicnrensg{ée. . raanwiltasone,

f1 uni sol i de, e,@v’,—{ﬁﬁ%ﬁl{‘fo@ﬁ’o %L:Q’Egltalﬂlfc%;ag%?s%gﬁgﬁeﬁgggﬂgnctf\ja aﬁodf(?ﬁ'c??}{e

| ot eprednol, beloxi |, prednison exanet hasone
| eukot ri ene & agohirkt 8 g(,swile farsn oboduddrukaiss)) , decongestants (such as

seudoe i ne, enyl| ephedri ne, phenyl ephrine, phenyl propanol ani ne,
gxyrret aggﬁqﬁle, pr @E‘ﬁ I ﬁ@% r ?IWSI}U%Iaésr?etpé%\gB?Sné?,r‘?leg‘i’ﬁﬁ'gﬁhl’haﬁg{ac%ﬁ@dri ne,
desoxyephedr ca@podtaeitaz6bAsing 408 &%%ji@ﬁﬁ@/f&@ﬁ%ﬁbl%ﬁ% %@%@%Bﬁg%@r(such as

guai fenesin, sodi um cronogl ycate, codei ne phosphate, an nol
hydr ochl ori deffecdive ¢ass-off azedisting, ena ipharrhacentieilyraccepfelit ssaftserc bster

oot o eSS S SRR PR B o e
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
pharmaceutically acceptable carriers or excipients is a taste masking agent,
e.g., 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 pharmaceutical composition further comprises one or more additional

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



tol metin sodium oxaprozin, zomepirac, sulindac indomethacin, piroxicam

nmef enam ¢ aci d, nabunetone, necl of enamate sodi um diflunisal, flufenisal,

pi roxi carwokedessd2ac, sudoxi cam and isoxicanm). SuitablyPChasacmsom3cnf

sucral ose in such conpositions is about 0.05%to about 0.15% by weight. The
pharmaceutical conpositions can also conprise conbinations of azelastine
and nultiple additional active agents,_;pr exanpl e, azel astine, one or nore
steroids and one or nore decongestants; or azelastine, one or nore steroids
and one or nore |eukotriene antagoni sts. Such conbinati on conpositions can

| so further .c rise sucral ose and/or other additional carriers or _
Zxci pients. I 8%%?’%?”@%]6‘6}'[%@% ?nﬁlmga@F@&WhiaﬁV@mﬁlma fqm@mdm,( sust ai ned
rel ease phar ipGRMdSR! (LRARRSE Lh@NSralQMheD" I ry. §ONPrisi or
consi sti ﬁg essenﬁdél 'y egi?) a t%e?a%gﬁat {ngglﬁ%megf(géﬁéc?ll %I/Seﬁﬁogg@e@?{]"g’fel asti ne,
or a phar macdlwticesnty avuvegtesabbe sdimciavloast ebetahrtROSne, anTl@Rgidel Nor e

' | bl [ .excjpients, wherein at |east one of
e phar macedtIeanId: FeaDpeir . dRArBRidey Fnsokbre MispFarobublariss, and
wherein the peehdbhtMetepRiiné NERRARIRARM S bl AGEERI ARSI Sald, 1 ester

thereof, is: 1) coated wth one or nore suStalne e conponents; 2)
bound to a c&Inelulasdhadegengesntsr éacheds vyisbmdo@phedmine;rqﬂgnﬂspnydh I kiga) I%/ ac'sj ive
ubst ances a with a.sem -perneabl e nepbrane and a hole is bore

isnt 0 themsn’oﬁ3 g%@?%%hr%%ﬁ) 8&%&&%*8831?@@% | SXBIGHEORRS, offePyRexrdFigesubst ances
sel ected fronybinetdrelige, ApmepRiine, Sdphe@if ddidSehidatief ala hazPHﬁié tible
fats, polyners and swelling agents. Suitably, the anpbunt o aZelastine in
such sust ai n&irapxiegelnedopmpssiornghésich ashgutfedesdis %sadium oahodlPci8p by wei ght

i tained.rel ease conpositions is about
0. 05% t o aboure G- BB G, Potithudt Bl OEGdS  ABT Gofairra el i amount of
azel asti ne omfkaimatbheagafs (@ich. asitapedfast dioprénet) ab&t1ABPM! npr%x_ to about

10 . [0015]_ Ln angther enbodi nent, the present invention provides |iquid
phaiTg mac[eut i c%@dglﬁﬁ’pﬁ'éﬁ%fﬂr‘bfﬁg’ éBPPTS&ﬂ: Ketopeniethisgproden, denbufmiupsifery ( or

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
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 one 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



isting essentially of) a therapeutically effective dose of azel asti ne,
g?nz phar gaceuti cal | yyachapt abl e salt or ester thereof, and one or nore
phar macewocaddoss@ecept abl e carriers or excipients, wherpeirrusatosioezss: one of
the pharnaceutically acceptable carriers or excipients is sucral ose,
wherein the conposition is free, or substantially free of preservatives,
and wherein the conposition is provided in a single unit-dose container.
Suitably, the amount of azelastine in such liquid, unit-dose pharmaceutical
conpositions is about 0.05%to about g 15% bytyvel ?ht ?rggsit Pieoﬁgoiugt ag];ut

i h_ i qui nj t-dose.pharnaceutical co :

SugrSOa/(l) ?gealb(r)]l.lﬂseu kL L) Bf}%@t’jﬁﬁf“d HSl?lrﬂSglEﬂUélddﬂai e s FroTe spsiinget sldcred! ude, E_ut )
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density pol yet hyl ene contai ners” produced usi ng OW T I I
manuf act ur i ngwﬁli‘éa Agefe \Wuitkbly thelamwent apamildsiinofn slbWusthin®l relbRQ16] 1 n

th nbodi .. the pre o pventio rqvides_ |iquid pharmaceuti cal
compos t 1 ons Fapo iy R AeFn T 0b el Biput 0 BYceenbrnirtie hriose of

. . o . _ i cal |
figurati onscralo@TRi isGéH QustBhied M18dss b RRSENLE AbbY: Blokea:d heLapeutical l'y
g??ei:tgiuve doagcr%f azel_sasti ne, eor a Shardri’?g)ceut :ﬁca%ly accept/‘gﬁq & 0suglt or

est er t her eof-15znby Biseshsr Inrseréaip saelambadineats) theammeptt atflagcleding iogr S or

exci pients, wheggl t | o] f. the rmaceutical ly acceptable
carr!oers or excl %‘:egﬁéég'i%%Ed%tél}earﬁggéfamggﬁﬁg?% Worp8¥tion is free, or
subst an{0035] y frel ofnofiiees embadimens, 1 dprekRE eindehtith sk QR S
provided in either g ulnit-dos,e_ or nulti-dose container. ui t ably, the
armount  of az@?%’?f’“f%c?n COTPRSIFPRUI f8r  oetlend pslministratidnt | eatopdsighajoraceut i cal

conposi ti onScdng; 0D t % weight and .t he anmount of
sucr:rP al ose i nCdsnEléﬁgg:é%SS%Q%%\P?a g'%g;g)egﬁca]t I %t?éé%% élgfﬁwﬁf ﬁﬁ‘?}%ﬁﬁWF’c%rl a
conposi t i onsplhiasmadsutitally Os¥eritablabealt 6 1&¥rbyner@irghind et aR! gigwdi t - dose or
mul ti-dose cgntainer.s include, but are not limted to, high density

pol yet hyl ene” ?“r%‘éC%AJYt a}pcgptglgp GREICESPFaeiciBIcHs, veltraein of fdast enekd the. fitt ed

W th a sprayptrificeafefly h&@ptayle A0 L@lpidtte isddlatose, 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 technique 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
1s 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 liquid, unit-



preservative free formulations. [0017] The present invention also provides
i nhal abl e powder pharmaceuti cal conpositions conprising (or consisting
essent i alwg 2066)058@2t her apeutically effective dose of azelCaatseens/,41362 a
pharmaceutically acceptable salt or ester thereof, and one or nore
pharmaceutically acceptable carriers or excipients, wherein the azel astine
is in the formof mcronized particlesjand wherein at |east one of the
pharmaceutically acceptable carriers of excipients is sucral ose, for
exanple, mcronized particles of sucral ose. Suitable such inhal abl e powder

pharnaceuticgl conpOﬁLHtpns conprise mcronjzed particles of azel astine
with an aver 4% Sart#iErdesspharmpiceyedccomprsitions 4paous0/% tnabeitcr oni zed
particles of gsues akosgom Ly i cl |.£€:0f . about 1 nmto about
20 mm Such inhal aZI e %owder ﬁ%h%%ﬁ%@gﬁtﬁ%%%%oﬁlp%ﬁﬁ?@ﬁ% %]flt"%chgg Br esent

i nvention camué-dber phdraaeciticalr cqrupositivas is dbbity@0§%UK Adut DRI €, a

dry powder inhal.er. . Suitably, the anmount of azelastine in such inhal able
powder phar r’rﬁ"gﬁﬁ'i c%‘tuy%ﬁﬁ“rﬂﬂéidf’ﬁ%r% ’?lgltlaciﬂriﬁtC@taﬂ%rﬁdn@\lﬁ%tbﬁoar@%ﬁy wei ght
and the ampuminiRfl t5UGEREGSS i@lwederﬁb@ﬁégb\'gﬁh% &%}%@@??%&u‘ia'

conpositions is about 0.05% to about 20.0% by wel g e present
i nvention al $&lge d¥i mésfittethatithba epsyp rpaynpp eyt doshed GRS withns

conpri sing ( | St essentially of), a suitable concentration to
Bles R g gmiA

provide a th 5 ve dose of azelastine, or a

phar mac@tVral |y aneepisétlivéiion Do HovRIEs ihRlfes Po@ﬁ'&_ &Qﬁn&reug\?ﬂe inth
ereln e

pharmaceutical ly acceptable carrier, stabilizer or excipient,
azel asti ne i SCTPPSHITS| CAMRFFIHD (AT s00dsisting essentinlly exfbt aotherapbutichlly

phar maceutic : I riers or _excipients i ucr.al ose di ssol ved

in the sol uti@%éna.ﬁvgﬁ@ﬁgitoﬁ%g%% & s"gr"‘aij’g%ﬂlé??%%@c& Yiaﬁﬁffp?@iﬁﬁ%lgiofieé% when used

wi th asui t abtheredévindeorpr@vindge phdrinaecuSipAIRY a@eptabf CRANGRSNkSipldnRC! Udi ng

active and non- active conponent E%‘ havigs an aver age E}grti cle size of about
®

1 mmto about&CHnthe dzelastingns mihe forpy of migianized patticlsaland oviosin tat ons of t he

present least one of the pharmaceutically acceptable carriers or excipients is sucralose,
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 um to about 5 um, and
micronized particles of sucralose with an average particle size of about 1 pm
to about 20 um. Such inhalable powder pharmaceutical compositions of the
present invention can be formulated for pulmonary delivery using, for
example, a 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 sucralose dissolved in the

solution. Such inhalable spray pharmaceutical compositions when used with a



invention can be fornulated for pul nonary deli ver%/ usi Ing,tfor _exagELﬁ, a
suitabl e device or inhaler. Suitably the ampbunt of azelastine in

i nhal abl evepnayosgizar maceuti cal conpositions is about 0. Peatus2@bsoutscd0% by
wei ght and the amount of sucralose in such inhalable spray pharmaceuti cal
conposi tions is about 0.05%to about 0.15% by weight. [0019] The present
invention also provides nmethods of tregfing snoring in an animal,
conprising admnistering to the animal a therapeutically effective dose of
azel astine, or a pharnmaceutically acceptable salt or _estter tc\lﬁr eof , gtnd one
or nore pharnpmeeytical |y acceptabl e carriers or excipients, wherein :

| east ong of S‘tuﬁaghl%ﬂfélvr‘f‘&g@mq%c%ﬁ? S%@E@H%?@Wﬂﬁe@@lwlngaﬁm 2|B]dt$ |sb »
sucralose. T R | ' C ositions suita is abo
0.05%t o abogtsn%. 15% 613; O\Ike@’@m%?&%%%reﬁgﬁ%ﬁlﬁe o AP bER P RbYch i
conposi ti ons i gms uiSuablixhaAkiletspay0 hariaceHERET OmbSYbibhs &P'ﬂ%hhresélﬁozol The

i i i | ergic
resent invention also provides methods of treating or prevehting all
Phi nitis, noHVaRieR g by feanpletsd foniimlilmmm)rdeaicvimr gsmg& Cf?ﬂjeﬁﬁmpieylag Irrrs) r : gi :’2‘3
i ml, such 3 : erd ng. £ rom or predi spose reto, cf
gglm' ni steri naﬁt%g?esal arbr]{ilrraléra gﬁ’%ﬁ?%ﬁ@%ﬁﬁ%ﬁl"ﬁ%ﬁ%ﬁg’ieﬁ6’1‘F #bl&i ng an

ffective ansuay phzelaaatticalecomnsbshidng 5 HoFBS KIS HIRHIGY, Bf whiakahase.
?he(ragbglvavoimpiln pth Pi tteir taste associated with the e({zfgl asﬂ ne. [0021] In
suitabl e enb |a?&9’d“§ of sycralgscadiesich iiphipdable ssay pbarnuesutishbeamamsiticns al

conposi ti onsj ) §49 qns) fi i >ssentially of) the foll OYVi ng:
[O(r)rgZ] Aboutlso(éigggtg/(c’) ?%ng%gﬁutga?g‘%f%\\#%ﬂaazel astine hydrochl oride; and about

% t 90 1. Bbs presst isteation dlsvgirediedmbihoms bheeipURorRR St 541 Ng of
?I Sgi/%;kgoﬁgom g i | ot epr ednol ,@budesonl de and

trianci nol onaen%fngg‘%éfp%ﬁgggg a&’é%@;f@%?ﬁg@ﬁ%ﬁﬁaim}(wyﬁ%@l effactive

hydr ochl or i d#jse @Q@élastine, 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.
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
effective amount azelastine and a taste-masking amount of sucralose, thereby
avoiding the bitter taste associated with the azelastine.

[0021] In suitable embodiments, the present invention provides
pharmaceutical compositions comprising (or consisting essentially 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, loteprednol, budesonide 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 consisting of



0.01%to about 1.0% (w v) steroid selected fromthe group consisting

of fl uti casone, nonetasone, dexanethasone bel oxil, |oteprednol, budesonide
and tri arnworodéoseg22and about 0. 1% to about 0.15% (W v) ®Ootnsbasm423pD024]
About 0.1% (w v) azel astine hydrochl oride; about 0.01%to about 1.0% (W V)
steroid selected fromthe group consisting of fluticasone, nonetasone,
dexanet hasone bel oxil, | oteprednol, gfsonide and triantinol one; and about
0.1% (w v) sucral ose. [0025] About 0.1% (w v) azel astine hydrochl ori de;
about 0.01%to about 1.0% (wv) steroid selected fromthe group consisting

of fluticason nonet asone, dexanet hasone bel oxi | | ot epr ednol budesoni de
and trianti notf Wigasongpomsaseney desupethgsone b@l@mé|1@t§9red{l<dogv@qes¢md@anc0 15%

(W) azel astiRhUAHRCIRIEAR) 1 A8 b PIA (9 ARM L, 0% (W V). sterol ¢

sel ected fromthe group consisting o t asone,
dexamet HA824e bel Abdut 0.0Y%e pwadnatiastiigdBedoilderidn hbout @Amlichabosut and about

0.1% (Wv) s 002 About 0. 15% (wv) azel astine hydrochl ori de;
abou('z(o 0)1% 'tjlo(ﬁl g‘ﬁ’u&)l t@%l%v@ e§t &gt ths e BrWP egOTISISHREL RE GHtiagPneonsi st i ng

of 4 1 Ut casonfomemiTEas SamABIATE! MAA0RE. DRkl OLERLBS! : JRHdEsON! de

and triantinol one; and about 0. 15% sucr dl ose 05% to
about 0. 15% (th9lnalz)9bamd|abeuﬂ‘@l)%c(wm)c&;UCMSeand about 0.1%to about 5.0%

0..059% t t 15% (w azel asti ne
hydr benB e - ab Ao Gz BT TP SHorsi Pk SIS SacibaBout 0. 196
to about O. 15%%\A(W/)v)5§t§fcﬁd OfefoctelOG3R]  hDOBLouP- élo{?sfs%%) oﬁzﬁ’dtﬁgédngout 0 19

hydr ochl ori de; about 0.1%to about 5.0% (wv) nontel ukast
(w'v) sucral él?%netff@gs,l] depsenetherones (heleril, az bitersednok hipddesohider i alel, about

0.1%to abomtneﬁmgl{?)l()% V%d%n&t%.fg%l%wlv) %Qgra oggUt 0.15% (w'v) sucral ose.
[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 consisting 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% (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) azel astine hydrochl oride; about 0.1%to about 5.0%
(w'v) nontelukast; and about 0.1% (w v) sucral ose. [0033] About 0.15% (W V)
azel ast i n®olyavoseizkori de; about 0. 1% to about 5.0% (w vpcrarst@sokss: ; and
about 0.15% (w v) sucral ose.[0034] About 0.05%to about 0.15% (W V)

azel asti ne hydrochloride; and about 0.1%to about 1.0% (w v) decongest ant
sel ected fromthe group consisting of gl)zseudoephedri ne and phenyl ephri ne.

[ 0035] About 0.05%to about 0.15% (W v)“ azel asti ne hydrochl ori de; about

0.1%to about 1.0% (w v) decongestant selected fromthe group consisting of
pseudoeg@&qlﬁi ne a%ghgn 1 ephrine; a})nd about 0.1%to about 0.15% (w v)
sucr al 0d&534 0036) 19-0p%1t9cabqit/J: 1% éWAA erelastingdrydonhlorideeandaibout 0. 1% t o

bout 1.0% t:h i Sti f
paeudoephed: et ina onany b Shhy bl dnl (B S R BB SBuitiBER [ 00a7)
About 0. 1% (wssidogphetlane ambpliepglephtiheor i de; about 0. 1% to about 1.0% (w V)
d I d th isti f d hedri ne and
phony! ol Ehe: “and BbASE Kobeliiyo% darw esbetipobBEpchibads: 0he3s (w v)

azel astine hydmeehbiit 4%, MR Lork bR ahants dodihd Hold (S5RARACG. !
FHY)

sel ected fromthe group consisting of pseudoephedrin hri ne;
and about 0. Pseudegnhpdene ped phenylélnRe] atbabdut00.1%%o( o) Oalset asivne
hydrochl ori d ﬁcrglbéjem 0.1%to about 1.0% (w v) decongestant selected from

t he group consi & hg of pseudoephedrine and phenyl ephrine; and about 0.15%

wWvVv) s gl ose. B 190EuY) &5 -4, 1080 0 Std, Ne
g’lydI’ZJChFﬂ(:)ﬂl?i lle; an[(? gﬁﬁjt 0. 1% t g%%%i%?g&g%%wjagﬁt(ﬁg%{%o gé efglt'éeé fromthe

group consi stWivydesongesiasnt s¢lested dont b grenp, consisthmbEpsacdoephedrapraaden. [ 0041]
oot 0,05 b AT MRSy oo e e aout 0 500
[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.

[0038] 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 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.

[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) azelastine hydrochloride; about
0.1% to about 10.0% (w/v) NSAID selected from the group comsisting 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.



i buprofen, diclofenac, aceclofenac and naproxen; and about 0.1%to a_bouF
0.15% (W v) sucral ose. [0042] About 0.1% (W v) azelastine hydrochloride;
about 0. IWeotoocaiseaze 10. 0% (W v) NSAI D sel ected from t hepgraispoosomssst i ng of
i buprofen, diclofenac, aceclofenac and naproxen; and about 0. 1%(w/v)O
sucral ose. [0043] About 0.1% (w v) azelastine hydrochloride; about 0.1%to
about 10.0% (W v) NSAID sel ected from_td‘nga 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% (w v) azel astine hydrochl oride; about 0.1%to about

. 0% NSAI D sel ect romthe group consisting of ibuprofen,
é?c?o(; gmdé‘?] acecl dﬁ‘sbé’r‘fgg)'%dz‘ﬁ‘(é{g]raﬁﬁléﬁ}neahmdra%eﬁd@. abeut vl 1% slojcaba\htoze.
L0000 ( aboutt L0.OVE YN WIS AL SREIE HIAATBE N AtngRGY" o1 i g abou!
10. 0% (W v) NSAID selected fromthe group nsi st ng b ,

di cl of enac, diséefbrrice aceclofendc rap napreren; andlalsduo 01150 B Gudaldsesucr al ose.

0. 05%:;t 0.15% (w/.v) azel astine hydrocohl ori de; about
([)0811(% t mm)ut 1. 6%%0?‘(@3?%48# i PB‘thhé(émP@@ﬁﬂ?héb‘@}%tijb/ocmlslb@utl ng of
f1uti casone, 100npI@sONNS/APXARRLIAS AR bRl Prbly | \E}}i@?ﬁ%do?oibuggggdgﬁsom de.
and trianting] one; and about 0.1%to about "1. A)() v econg t selecte
from the grotislofenasi awerlafrnet apd natorgihentt atnet A8, pheylcenbid ne. [ 0047]

t O to ab 001290 (W, v) azel.astine hydrochl orideo; about 0.01%to
:ggﬂt 1[6905/0% vw(’) V) g‘t%tglrltopég "e%‘g/cvpe%?eﬁshﬂ? E’N‘gmﬁﬁﬁﬂﬂe’céﬁ’féﬁtﬁ-lﬁgtooﬁb(fqtut| casone,
lsepet e %gn e
o oo B Dokiiuled OLCRS R CQHgge gﬁtlblsléﬁ%e%r{’ed from

tri i nol one; . gbout 0.1%to about 1.0% (w"v) "decon .
t[lleag(r: oup co&log?r}aﬁgacé?lof%l%ﬂ%@%qunh@(hab@up&éﬁ%l (@phy sunjosand about 0. 1%

oA (L ) 6B G 000 TG, AR v
group consi s@-Dhlp tf abduitli.C%sOnie) starnidt esmd, FOMX ¥ LIRS YoRsBEAL ! -
| ot epr ednol ’ﬂlﬁycgggn%?irggrhetgsrz)%e, 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.
[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 pseudoephedrine and phenylephrine; and about
0.1% to about 0.15% (w/v) sucralose.
[0048] 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 consisting of pseudoephedrine and phenylephrine; and about 0.1% (wiv)
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



trianci nol one; about 0.1%to about 1.0% (w v) decongestant selected from
the group consisting of pseudoephedrine and phenyl ephrine; and about 0.1%
(W v) sucwal20258(20049] About 0. 1% (W v) azel asti ne hydirothisesnsaezséabout
0.01%to about 1.0% (w v) steroid selected fromthe group consisting of
fluticasone, nonetasone, dexamethasone beloxil, |oteprednol, budesonide,
and trianti nol one; about 0.1%to about 1.0% (W v) decongestant sel ected
from thegroup consisting of pseudoephedri ne and phenyl ephri ne; and about
0.15% (w v) sucral ose. [0050] About 0.15% (w v) azel asti ne hydrochl ori de;
about 0.01%to about. 1. 0:%(\,\,/\/ steroid selected fromthe group consisting
of fluticasofE"PnbIfstsHEs R PR edieoned phemsephring;oprpebewol. | SBudesoni de,
and trianci neyRN)eucraBedlt 0. 1% to about 1.0% (w v) decongestant selected
fromthe group consisting of pseudoephedrine and phenyl ephrine; and about
0. 1% (wi¥050¢ ucr al ddeut PAGSA (wAD cutlabtirs Yy drotMdride edbast 0 ohyelpek! or i de;
about 0.01% bout. 1. 0% (W v teroid selected fromthe group consisting
of fluti casohg),%im} 4R S@S&S&Eﬁﬁ@sélﬁ"e PEYRXGANSISIIRE ey gsongudesoni de,

and trianci nﬂ{dﬁ'i&éso_ﬁ@,oyﬂe)&n;e%ats&leab@éfoxg; Q%%&g%gﬂoldeﬁo%ﬂgﬁiﬁ@em 2§ ected

fromthe group consisting of pseudoephedrine phe phrine; "and about
0.15% (w v) §irsranaers; apo@sR]% spakut 0,005 ¢viv) datmgestint kbMcled/fiom thzel ast i ne

hydr ochl ori de; . 0. 01% t o, abhout. 1. 0% (w steroi.d sel ected fromthe
0 oup consi s 1048 Bibsthig gt b eBng ad By bRhcrt dbond Baui!
| ot epr ednol , simuglesoni de, and tri anti nol one; and about 0.1%to about 5.0%

(wv) nontelukast. [0053] About 0.05%to about 0.15% (w v) azel astine
hydr ochl®She; abdbpuin0d3% (wvamaelestineobydroghiyrids; ebointd 098 e ¢t ebbutr om t he

?{)?ggr 2823 : ,Stli())t?%e C/)\Fg g('g{%rj)ﬁa§ag'&ed ROE! ?ﬁseong?d)updec%%&?t&&gaso%n?lugga{sgﬁg,l ’
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.

[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 triamcinolone; and about 0.1% to about 5.0% (w/v) montelukast.

[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
triameinolone; 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% (w/v) steroid selected from the group consisting of fluticasone,

mometasone, dexamethasone beloxil, loteprednol, budesonide, and



rianci nol one; about 0.1%to about 5.0% (wv) nontel ukast; and about
S.mio/cfto about 0.15% (w v) sucral ose. [0054] About 0.1% (W v) azel astine
hydr ochl owDdege/kizat 0. 01% t o about 1.0% (w v) steroid selrasted/oizem the
group consisting of fluticasone, nonmetasone, dexanethasone bel oxi | »
| ot eprednol, budesoni de, and trianctinol one; about 0.1%to abO(l)Jt 5.0% (W v)
nont el ukast; and about 0.1% (wv) sucralose. [0055] About 0.1% (W v)
azel asti ne hydrochl oride; about 0.01%to about 1.0% (w v) steroid selected
fromthe group consisting of fluticasone, nometasone, dexamethasone

[ ' ' i hol one; about 0.1%to about
52006 (w v) e iR ate ARRE0 lGiabBtt bl ow vy metieh kel 10056] SRoout 0. 15%
(W/ v) azel ast(ivhg shiygllogehl ori de; about 0.01%to about 1.0% (wv) steroid

lected fromthe group consisting of fluticasone, nometasone,
ngarret K20%he bel dybont %Iléf’/e;ﬂwédm:zlelasﬁmﬂjhydmclderideamﬂ)ohf 0aTe} NelaBBE; about

; bout 0.1% (w sucr al ose.
[0057] bout 6 0% Chy oD Gr e o Ao APBY | eiBsisambLAL GlubogaoneaboLit L. 0%
(W V) steroi thaetaohgd H&omdingos 0%@109(9?5il§fe})fk9.gcage;ﬂg§%§§gﬁ§e32§and

, dexanet hasone bel oxil, | otepredno
[r? ﬁ}i‘?ﬁgfmg}a%@n% aboytt 1 Ypieuabost, DO (w/v) montelukiasty asd aband), gout 0. 15%

w v) sucr al ) About 0.05% to about 0.15% (wv) azel astine
§1ydr2)chl ori d§%%%%8%§§'01% to about 1% (W v) steroid selected fromthe

group cHWSThting Abold 0H5AIENG, aRPRERIAS9BRhBEIAMESRRSODE ReLoid .

, . ; _ 00%
| ot epr ednol , esonide, and triantinol one; about 0.001%to about 5. .
(W vI)O of a V\A'Ebg/?j -@gﬁr’}uﬁfeémgols?ﬂﬁ%tﬁq e uthep gmqupy qopsistingu tof2 fltgicdsone, sus pendi ng

agent; - about nfinRasdhd, 0 ABAHerlsche?® BloRINCISLAEa AT La8BQu, 0-, Q3% to about
0. 1% (w'v) d::risa?nilin%agne; about 0.1% to about 5.0% (W/v) montelukast; and about 0.15%
(W/v) sucralose.
[0058] 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 0.001% 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 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 osmolality 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



edet ate; about 0.001%to about 0.5% (wWv) of a preservative such as

benzal koni um chl ori de and/ or phenet hyl al cohol; about 0.1%to about 0.15%
sucr al osewoaosufsgi2ei ent anount of a pharmaceutical |y aceeptusbéosomsbier to
mai ntain 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 z_a;l) ut 350 msonol /kg; and QS water.

[ 0059] About 0.05%to about 0.15% (w v) azel astine hydrochl oride; about
0.1%to about 5% (w v) nontel ukast; about 0.001%to about 5.00% (w v) of a

wat er - sol ubl ol ;. ahout 0.01%to about 0.1% (w v) disodium edetate;
about 0. 001%%? gboé%gﬁ‘{ﬁ a(???"%lf%a\‘?)ou%‘l’lfz% ROIQPIFHEY @BeE te yeeld amesmollityes t o about

0. 15% sucr al Qg goud 280ddsGioeRk {Lﬁﬁ%ﬂmﬁ@ﬁasé‘mgg%qﬁﬁﬁﬁt\if&@}.l y acceptable

buffer to maintain the pH of e conposi ti or I'n a range of from about
4.5t0 atf0l7. 4, About 0idS%re hnwubl S%Uf (valv) iszelaaiiic Chyidyod&ide; taBolt €l d an

i | / kg; d ter.
0060, About "0 B PERaBID, dSRRIoD) ElsisrhdiomnergaNb aroringest about
0.1%to abouq)sew@weaﬁn@laﬁ@pmle@ﬁﬁnei%sﬁ@@@of%%ﬁégg Osqua)gregg\&)%?astl ng of

seudoephedri ne and phenyl ephrine; about 0.001%to ut - ( W V) of_a
\R/at er - sgl ubl &ajsspglvele, pellimer; aoot 00l % tbabrut (M. 1% ((wW)vdisodismdéderatedet at e;

about 0.001% aPeite, Qi 20 WpVde, HENZAl konj um chl ori.de; about 0.1%to about
0. 15% sucr al %ééeh;t a su/f)?[ Pc?{)eos{ 0%3}6(@3"?%%9&%8@8{1 Eattot deepieanl e

buf fer to naebduaion soheugtosé; 4 b\ﬁfﬁ@i@ﬂmﬁwﬂt%a%ﬁahhabeﬁﬁ&a’ﬂ}gg&cc%taﬁfeom about
4.5 to about 7,4; a sufficient anbunt of an isotonicity dagent to yield an

osnol al i ty oPUEBdemamsiginghe bl ofidhe compesitien BHbinrengt dkGomarbduQBswat er .

0061] About Yo 1410 9 )...azel astine hydrochl ori.de; about
0. 19 1 o about® 1% [ 5 P LS al v SR e T sh el Seayof

i bupr of en, dptibofie2tmosmelkpioeidant FdnAARIREE Aid @D Hter0. 001% t 0 about
5.00% ( ubl e pol ; about 0.01%to about 0.1% (w V)

di sodi UM"&L? ;t 2; %@L@f’g%&@b% %ﬁ’%i(wvb%qlwiv9 hydreehlokidni abouthl ori de;
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.

[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



about 0.1%to about 0.15% sucral ose; a sufficient anmount of a o
pharmaceutical Iy acceptable buffer to maintain the pH of the conposition

wi t hi n a warnge/e802r om about 4.5 to about 7.4; a sufficipemtusamsomsenf an
isotonicity agent to yield an osnolality of about 220 nosnol/kg to about
350 msonol /kg; and Q5 water. [0062] About 0.05%to about 0.15% (w V)

azel astine hydrochloride; about 0.01%t0o_about 1% (wv) steroid sel ected
fromthe group consisting of fluticasone, nometasone, dexanethasone .
bel oxil, |oteprednol, budesonide and triantinol one; about 0.1%to about 1%

w decongest ant sel ected from.t roup consisting of pseudoephedrine
gindV)phenyI egﬁﬁ?lﬁéa,ce‘étb ¥ ageqpil tbél?§bgﬁtm§¥1@0”£}_(f\lxplﬁ) Oﬁfheacqxﬁncl@rtl%bgliblyet
ol yrmer; abowithgh @1 t QraRput Pyof >nd t. u : %to
gboﬁt 0.2 % ofl a vveﬁat%lgngfagenta;b%gb%ut tdg.a 1A)p7ts% %%gﬁfﬁoq%ﬂl%o?\?f\?? #H sodi um
edet at e; aboifot@igtyl sgenbtoabieldtanfoshitol{lvty wf abut 22PreseRiol Aty @bSEAF0AS

benzal koni u hl ori de or phenyl ethyl al cohol; about 0.1%to about 0.15%
sucr al ose; g}ﬁs:sﬁ p‘éﬁ’eﬂﬁ%ﬁﬁg of apharmaceutically acceptable buffer to

mai nt ai OB PH OfAHORE 0DBIPES iabbiRN0 W N[y af ARG My dl 6 A RROUE G 5 tO
ent "t o yi e a

about 7.4; a sufficient anount of an isotonicity ag | n
osnol al ity of-Odkode 2bpot diss KoYV)keteraid ablyated 3GEmmteNpRioukgconsistngDat er .

0063] About 089 1 O Q. 15% (w azel astine h aéochl oride; about
E). 01‘%1 to aboft}gtl(%g/o{ %%M ‘&?‘Q‘gtgge"r“&r d%?é%rg%ti'/‘%g&n‘f’ sDSEWIthtGP% ol SHdssenidsg of
fluti casone, ambtrehasedlene; dexa et as absutth ¢¥iv) mdREIgRAE IRt 0. oson:) de and
triancti nol one; _about 0.1% to about 1% (w v) ndntel ukast; about 0.001%to

about 5. 00% m‘w‘f 0% %Y)é}fﬁg\ﬁqit@bwéulﬁe pybgter; ?bgwﬁg%w?ﬁ) zih;)tlteﬂ‘}?.bxfg'lto 03;%) of a
L G R e
(W v) of a pd.8s%r icatbore 0sI96 Hwae) diesdiamkearetau) bloviodevardimiut PHeRy! et hyl
al cohol ; abo&t//vg) '0%%(1) E)?esgrt\)lgt%e (s)tic 521/3 %ggzra?klo%isu% c%losrilglfef ;n(éll/cinlghe?lgllz:?hr]y'[l of 2
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 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 animal 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 rhinlitis, non-allergic vasomotor rhinitis 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.



ically acceptable buffer to maintain the pH of the conposition

\?\,ihﬂ]irrf]lc:% a(r:lge gf frolrc:1 about 4.5 to about 7.4; a sufficient anmobunt of an
i sot oni ciwy 2agesso2eo yield an osmolality of about 220 meemwnlscég/osmeabout
350 msonol /kg; and QS water. [0064] In another embodinent, the present _
invention provides methods of treating or preventing a physical disorder in
an ani mal suffering fromor predisposed,thereto, conprising adm nistering
to said animal an effective amount of any one of the pharmaceuti cal
conposi ti ons descri bed herein. f Sui tably the aninal slt ;sng Q]tcmglnl efgidct he

i i I el.ect ed omthe group consis rgic
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[0065] Ot her hewatdm@nanCtoAtNGnY A8RSsB5d bDSnt BYAR! 1O Wil Jhe appar ent from
the follow ng detail ed description, and om the clains. 0S
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and scientific terms used herein have the meaning conmonl’y “under st ood by
one skilled in the art to which this invention belongs. Al publications,
patent applications, patents, and other references nentioned herei nhare

incorporated by reference in their entirety. In case of conflict, the
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ent speci fi cat i onDETATLEDDESCRPTION OF THRINVEQPROKO! - DET. _
ICISIrEgSCl:RI PTI IOCJ\I THE | NVENTI ON Overvi ew [0067] As used herein when referring
to any nunergc‘?ﬁﬁ""%l ue, the term"about” neans a value falling within a

2 " Cl
range t{owe7) s +10%& QfediSein vl For exanpl bout 50C' =
encgrrpasse? a rang% §cﬁ‘d }%Egerﬁﬁ)er aﬁg?fg@n%ﬁg%ngg%e?@g%?, tgﬁgqrﬁ’slag%‘%t simlarly,
"about 100 nmitarsncvaipedsitiag avittam@eradfe that is +£10% of the stated value, For

example, "about 50°C" encompasses a range of temperatures from 45°C to
55°C, inclusive; similarly, "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 present invention further comprise one or more stable

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



concentrations from90 mMo 110 mM inclusive. [0068] As used herein, the
articles "a," "an" and "one" nmean "at |east one" or "one or nore" of the
obj ect t owvolwadnssizey refer, unless ot herw se specified ecTnsd@sohsar by t he
context in which they appear herein. [0069] The present invention provides
conpositions, particularly pharmaceutical 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 invention conprise azel astine hydrochloride as the
active ingredient, .and may further conprise one or nore additional

conmponent s, %ﬁ&aé%oﬁ@u8¥ﬂﬁbpéﬂ§@ﬁ0ékﬂspfdh%CQHmﬁﬁﬂ@mppéﬁﬁrpaﬁmMes, one or
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cel | ul ose, sbuisenh tuehltony mat hipttherecbmbrise, orley pf OmBld @88l AiRegR)- and the
like), one o surfactants or wettin ents and/ or one or nore

nor.e a _
i sotonicity agentes 8 edlle OF @Pf%%ﬁ%‘fﬁ% g’rﬁ’édlliﬂstvteerag@ré&t andosoei at ed Wit h
azel astine (e6mBing@ oP¥is@EHOLindBRIRO cenfUGH B Lne hydrochl oride),
t he conpositions of the ISr esgrirt1 ri nv@(r)\t%egﬁ' %@r@%&gﬂgﬁa&?@% g’%é’t nor e
stabl e t ast ecbedimggts, flicaplarinagsutioal svepdsitivBgcaRgestSise06neof @i nat i on of
suchagent s. e ce..the post-nasal drip of the conpositions of the
present | nve%_ .léﬁﬂ? oar%l_“%'%ta W&szﬂ‘abras o‘gﬁi;fgrd_eé‘a’rheﬁi Rerpigy ipnadditien denposi ti ons
of the. preseatelisting rihdladingPbuth i UlcdRMBAGEEANAUALLIBLE GLabLS
vi scosi tyi ncreasi ng agents, one or nore stable bloag esl ve agen %, and/or a
conbi nati on Bt K1 ¥ tseepinr patagprigislagemids tmgl, bifoattheds)y urgieizhs. | n ot her

enbodi nent s, € a sitjons. can conpri se one or _nore

addi ti onal a%%té@ggggéﬁggﬁégghbggg%ﬁﬁ gntag%ﬂsb %f%%?gan?ﬁa i fuRed tion to
azel asti ne, agenisuditngncibalonaot add mitiedcihOlonaddidivanals, antdniishafz nes
(including H1, H ap&qﬁ receptor antagonists), steroids (e.g., safe
steroids), |'BiRgoPrinelenrrdegh immuosysessans ANSIRIDD anta at@ng agoni st s,

decongest antfpen@Nhén-SbRdgal 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) nhibitors.

[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 useful in treating the symptoms associated with a variety of



. . . . . . )  dal
agents, triantinolone and triantinol one derivatives, non-steroi

i nophi | i n- dependent i mmunosuppressants (NSIDIs), anti-inflammatory
;g?emnt sl,O rwo-zsoﬁmgmzdal anti-inflammatory agents (NSAl Ds) pPCCDR2@si0omds6Di torlsl,
anti-infective agents, nucolytic agents, anticholinergic agents, mast ce
stabilizers, non-antibiotic anti-mcrobial agents, anti-viral agents,
antiseptics, neurokinin antagonists, plLatelet activating factor (PAF) and
5-1ipoxygenase (5- LO) inhibitors. In Certain enbodiments, the _
pharmaceutical conpositions conprise one or nore pharmaceutically car II:]I ers
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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 alternative 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%, about 0.10%, about 0.11%,

about 0.12%, about 0.13%, about 0.14% or about 0.15%), of pure azelastine

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



for use in the conpositions of the invention is azel astine

E;SIgLLFgride (see U S. Patent Nos. 3,813,384, 4,704,387 and 5,164,194, the
di scl osurwe 20d6/08802¢h are i ncorporated herein by r_efereneenqszqolsmu:'z?g ant
entireties). By "pharmaceutically acceptable carrier or eXC|p|ePt is e
a non-toxic solid, semsolid or liquid filler, diluent, encapsulating f
material or formulation auxiliary of apy type. [0072] The conp03|plogf o]
the present invention can be administered to a patient via any su:ta e
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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., sublingual

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 one 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 carboxymethylcellulose, alginates,

gelatin, polyvinylpyrrolidone, and acacia; (c) disintegrating agents such as

agar-agar, calcium carbonate, potato or tapioca 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 sulfate, and mixtures

thereof; and/or (e) glidants such as talc, silicon dioxide and starch. In the case



formul ated at a hi gher concentration of azelastine (or salt thereof) can be
delivered at a snmaller volune to provide a given dosage of azel astine (or
sal t therwof2pos/askazs mini m zing the possibility of postnasalusdessp4zsb2t he
solution into the pharynx which | eads to an unpl easant taste sensation by
the person to whomthe azel astine-containing nasal spray is admnistered.
[0073] In certain enbodinents, the co ?_siti ons of the invention may be

formulated into fornms for oral adm nistration, including solid dosage forns
or liquid dosage fornms. In alternative enbodi nents, the conpositions of the

invention may .be formulated into fornms for direct admnistration to the
mucosa, i ncl QbiAEY e ¢ @%Ianﬁlnli’élg% dhg dosege form mayaalse cammniiss Beifertngon)
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m xed wi th atrhb@asd dofge %}ﬁ{smﬁﬂétb,cﬁhé%s,%ﬁgﬁﬂ%s‘?ghﬁ %%r&hlﬁ&t cailpetarrier
such as (a) fillers or "extenders such as ‘starches, [ act®se, sucrose,

gl ucose, manirapered Witk apdtings whichphat i therdselvey wovidsttadit-mskiag| dndl ose; (b)
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agar - agar, Cphainite@Rsabetaludatinpiret PThdSolidamisasa fthil b mal SbibsaRc! d,

certain silicates, sodium carboxynmethyl cellulose, pregelatinized starch
and sodi um stertal GPeiblieg, e coloaps | ans¥orc dlavering cigenss, caldc cam asedreat e,

nmagnesi um st egrah [ [ 0. | yet;hyl ene dl.ycol.s. .sodi um | auryl
sul fate, and?m xt%ﬁ%éﬁﬁﬁ fég&@ rglnea%olfhe?agﬁe%%l%e ant's lgggﬂ%ggs)t%l%,orm l'i con

di oxi de and ptederehtiallynint hecnsiagait 6Rus yhieginal aatebptiandlyhld sslaydae dosage
formmay al so cor‘;pri se buffering_agents. Solid conmpositions of a simlar

type may al sB3HBClefFicoéa- aRatent NG s 2R84t thiddinelpaire | of evhigel it i n

capsul es usi R RiERe@ticld SH Rfd8nde?fr! B8 Enety)! ! Examples of embedding
compositions which can be used include polymeric 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 to, 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. OQils, in particular, cottonseed, peanut, or corn oils, may also be added
to the compositions. The combination of the additional solvents in the

aqueous solution should preferably not exceed about 15% (w/v) of the total



sugar as well as high nol ecul ar wei ght pol yethylene glycols, oils and the
| i ke. The solid dosage forns of tablets, dragees, capsules, pills, and

gr anul es weanomasgrepared with coatings, which may in thecsalSe@s/opseyi de

t ast e- maski ng, and shells such as enteric coatings and ot her coatings that
are well known in the pharmaceutical formulating art. The solid dosage
forns al so may optionally contain opacifying, coloring and/or flavoring
agents, and can al so be fornul ated such that they rel ease the active

azel astine ingredient(s) only, or preferentially, in a certain part of the
intestinal tract, gptionally in a delayed nanner {see U.S. Patent No.
5,271, 946, t KeMprgEPBsBesidesfingidilnents, ﬁlﬁc@ﬂbé@@p@ﬂumﬁr efnnalpy irdids ence in
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formul ations.of the inventi gg? however, corrbigq tions of water with other
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in place of, or in addition to, water include but are not limted to
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atonms (i ncludin ut. not limted .to, ethanol, 1, 2-propylene glycol,
sorbitol, anga%’%l}%lg’r‘“.}br?e ch pﬁS{%’gﬁcﬁ%lg’l Ea%aﬁﬁlﬁﬂﬁ they Wg{g‘l’fﬁgene_ gl ycol s, and
surfact g0078] enul sidertainsiquik eorhpssificistof tiacindle@idnemsy afrtiPEdhpade ordnd

m xtures thereof. Ols, 1n particular, cottonseed, peanut, or corn oils,

may al so be &H&Te PEESEHEH BN onsner, matsestalieirpatiresrigtiveshbabai t i onal

solvents in (fepie for use in the compositions of the invention include, but are not
limited to, edetic acid and their alkali salts such as disodium EDTA (also
referred to as "disodium edetate" or "the disodium salt of edetic acid") and
calctum 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 a 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, polyvinylpyrrolidone (preferably grades 25, 30, 60, or



aqueous sol ution should preferably not exceed about 15% (w v) of the

total conposition. Besides inert diluents, the oral conpositions can al so

i ncl ude asipuo@nsgo2zzuch as wetting agents, erul sifyi ng ardTaiss@sdizng agent s
(e.g., mcrocrystalline cellul ose, sodium carboxynethyl cellul ose,

hypronel | ose, carbopol and the |like), surfactants, sweetening, flavoring,
and perfum ng agents, including those described in further detail herein
bel ow. Liquid dosage forns that provi'c?é't he active ingredient in suspension
may conprise, in addition to the active azel astine conpound(s), one or nore
suspendi ng agents such as mcrocrystalline cellul ose, nmagnesi um al um num
silicate, be¥)ompotexamaygolmgdrate B)psahiil oxmookeiti 80n aak bolygtheleny|

cellul ose, carb | / car.bonmer. p i n acia, tragacanth or their m xtures.
[ 0076] Oertaglﬁccﬁ?g‘ﬂ?]%_c‘&l%rﬁiﬁ%lﬁtﬁoggébéq 6@&9 invention may further conprise
one or [@PY8) Pr eSeCydih (BmpdSiHoRE oPfike MyvelBEE nfy2Rirthe? @bSpri&Y 68y at i ves
that are suitable for use'in the conpositions of the invention include, but

are not | i mimetk agentseliet dre used do aemdler Hhsi gompasiion isefonis, sudibulady di sodi um
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benzyl al cohgdriiculedly ubdhariakempopitiony Famurlenfor buial lop atelbespplieiicar, obut anol ,
phenyl et hyl al cohol, benzal koni um chl ori de, thinmerosal, propylene glycol,
sorbi ¢ aci d, singrithsr adivstdhe esmaotifepriosuirs Qldhe forpuilgiians &e thersppe 9saREaI d be used

at a Concentﬁéﬁgu&p affashi %Bcﬂpa?;ﬁe%rg% %%ﬁ]eﬂtsatﬂgﬂ%regugzzﬁlé ‘f%rv%\clil Q Jsbe final

conposi tion. e conblnation o iumchlori used at a
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0.005%to abqut 0.1% (w v), and edetic acid (as a disqdium salt used at a
concentrati O?PI%‘Fgﬁf’rﬁS?ﬁl?l%omOp@ 5059t ABERse0 ?Li%iew/a\?g, glé{?eémfhé}’%r eferred

preservativesgtahihdggty SN ARk 108 KISHA ihnthErEﬁ'tS o3 L REBE Lfqit he present

i nvention. [0077 Cert%,i n- conpositions of the invention may further

conpri se one"Ghaptar é8sol liwitity, y-Qenidicisy,n@sagpdality ahdt Oamelatiset #0 i nprove

the sol ubil ikgmnggtotnb%e Science and Practice of Pharmacy, 20" Edition, 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 (including 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.



azel astine conpound used as an active ingredient. Solubility-enhancing
agents that are suitable for use in the conpositions of the invention

i ncl ude, woto@vmssezet |imted to, polyvinylpyrrolidone (pcefiscabsloy23gr ades
25, 30, 60, or90), pol oxaner, polysorbate 80, sorbitan nonool eate 80, and
pol yet hyl ene gl ycols (nol ecul ar wei ghts of 200 to 600). [0078] Certain
conposi tions of the invention may further conprise one or nore agents that
are used to render the conposition isotonic, particularly in those
conpositions in which water is used as a isol vgn]E. Such ?gents alre

articul useful in caonmpositions faormnul ate or nasal or ocul ar
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Edition, Lippincott WIllians and WIlKins, P _ AT . [0079]
It is desirabdrapuseapng loe neayapesté-tiasking aigentseonpr os emire i flavering agerthiat are to

be adm ni ste in liquid for i ncluding intranasally, orally_or ocularly
applied for rruguﬁcg?lzg es‘))rqlﬁlg{fes“éeegﬁ‘“& aggﬁﬁuflgﬁ.c _IEIBaté?fb%% g/uf.hzﬁgelgﬁcy}\]?f’_r‘ef erably
have a pH of ling edan®pléofTsuth shisdtarRBY sichldRGhedlosé Ea%RAND.00AG6 Qpstitng!l Yy, in
addi ti onal enbodi nents, the conpositions of the invention may further
conprise onel®. shsteseabeusrQ-héo abewit %) seeshiim &inchiding thersabfformhat ar e
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used to adjusts;andl.QL:. JRi.ntai osi tiQns into the ired pH range.
Adj ust m::ntJ o?édgaﬂ’o[r:ﬂ%lﬁg?g{r}f)n aﬂ%%tgﬁgg%tﬂ%aot%k grA’g %ﬁ‘ftf’%leo?aé%toggigégﬁ“ﬁ t he _
conposi t i ons1@kh),tdertroseqabdiit @b forubbudE)% ) dbmayfupn@bodti 075 tesbouP10%),t ri ¢ aci d,

sodiumcitrate, sodium phosphate (dibasic, heptahydrate form, and boric
acid or equi Wla’ét?f?eég?ﬂ}’gﬁtqldﬁ OB 3 %ok rasesubfamedniationt OdHstoraheriadf), The

appropriate 2RNtaboR 0.048 LEGR 1898, sorbitol (about 0.1 to about 10%), erythritol
(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 International 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 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 the total composition. Sucralose has
been shown to be useful as a taste modifying agent in oral delivery of certain

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



buffering agents, or conbinations thereof, that are to be used in the
conposi tions of the invention are readily determned by those of ordinary
skill wi twouboansgaze experinmentation, particularly in viearafs2e0se4pa2 dance
contai ned herein and in standard fornul aries such as the United States
Phar macopoei a, Remi ngton: The Science and Practice of Pharmacy, and the
l'i ke, the disclosures of which are incqggrporated herein by reference in
their entireties.[0080] As noted above, azelastine salts, particularly
azel astine hydrochl oride, have a strong bitter taste when the conmpounds or
hem are adm nistered intranasally, ocularly, or
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sweet eni ng and tastena
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 postnasal 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 nasal drip, of intranasally applied compositions (see 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



agent in the conpositions of the present invention, particularly when used
at concentrations of fromabout 0.001%to about 1% preferably at
concent r avpan&/038022r om about 0. 01% to about 0.5% and mpce/Uysc@sSenBbty at
concentrations of from about 0.02%to about 0.2% and nost preferably 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 ' the total conposi tion. Sucral ose
has been shown to be useful as a taste nodifying agent in oral delivery of
certain pharmaceutical conpositions, for exanple in sore throat spray
product s {seddt $mitedt onthyewxyethgh csllpiay, cabaxymebyerdiubss qrsigesalisS.  Pat ent

Nos. 5, 658,9 621, 005 solid dosage. fornms_(see U S. Patent No.

6 149, 047) dPRRIEE Gstishoors el L85 R0 RarkB R BB "o
nucosal del i v@yopls( Seykin aRahent ano xafth&b 2m24) Pa@idhlaﬂ?spf@érréﬂeﬁﬁt of ore
been shown to be useful I1n intranasally or ocularly applied conpositions

such as t hoseveromeyesprat deapnceniiption pf)ﬁ_.OUA&eQQlf/orpaqtb@ang_&/om@f@%bbns of the
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agents such as those ‘descri erern, tor exanple nen
concent r at i orcoadenfration adfoubold. 01% tte aaut0.39% dndefmesilprafeblya at a
concentration of from abqut 0.05%to about 0.1% Suitable conpositions of

the i nvent i orfossafaGRN of ghoupQdmpiogboribdite- 0. 1% 0. 15% azel asti ne and about

0. 05% 0. sucr al : 10 i ahgut
0. 05‘Vg 0.[?2%/%]sucr aITglgg?ﬁg)? Elé@%ﬁ?p%s frz(:%g}?gﬁ‘i%f%%goz%% %%gﬂgggxpg%out

0. 05% 0. 15% Sucn aheg ebe qrrestivoad BeitR¥lpzmbhasfcmedanod/abouerilred5%osucr al ose,

or about 0.15% azel ast.i.ne. and ahbou . 15% sucralose. [0081] As noted above,
i ntranasal or*32PiEa yébﬁ?ﬁoﬁlgﬁﬁolﬁ% %%’ag%?ﬁ%tﬂnﬁ& ai ni ng conpositions,

particul arly those containing azel asti ne hydrochloride, is often
conpl i cat ed b&/ the postnasal drip of the conposition into the pharynx
fol | owi ng i ntCempesitionsr Comprisingattiditional Aativeddgedisch post nasal drip can

Induce goygyy DI UEST o' G29A0he L@Y.C 2SARGHCRT) Dhd' R RERLENT
excipients, taste masking 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;, H; and Hy receptor antagonists), steroids (e.g.,
safe steroids), leukotriene antagonists, prostaglandin D2 receptor antagonists,
decongestants, expectorants, anti-fungal agents, triamcinolone and
triamcinolone derivatives, non-steroidal immunophilin-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 present compositions include, but are

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



Thus, to avoid, reduce or mnimze such issues arising from postnasal drip,
certain conpositions of the present invention may alternatively or further
conpri se woeo@osgsaeze wat er - sol ubl e vi scosi ty-i ncreasi ngpragarst@s/o836h agent s
are preferably used at the concentration of about 0.01%to about 5.0%
(wv), in order to typically produce a viscosity of the final solution

bet ween about 2 and about 300 centi poise. Use of such viscosity-increasing
agents extends the nucocilliary cl earafite time, increases retention in the
nasal cavity, and reduces post nasal drip, of intranasally applied
conpositions (see U. S. Patent No. 5,897,858, the disclosure of which is

i ncor por at ed cirénekaming, dekplemmee dimethirslenet ¢hasting) epingbiings eflsbgenef t he

present inventipp. Viscosity-increasing agents that are suitabl.e for use in
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hydr oxyet hyl cel | ul ose, carboxynmethyl cellulose or its salts, hypronell ose,
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pol yvi nyl al xant han Particularly prefer i,S. hypronel | ose,
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concentration of about 0.1%to about 0.5% and nost preferably at a
concent r at i offIBEPTAHBEt2zatadiier eypaPhspiadmez aptagelogophepHamiRinRyEiaiBfs of t he
present inventil . | j : i -y rved,
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Active s [0083] Ipn addition to azel astine. (e.qg., .azelastine HO) and
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and the |ikepdigf! @QaRMFBORI Ninchlls RAAT BRC M QﬁliteﬁoerPSﬂhidﬂ%fh?niﬁé, the
i nvention can further conprise (or consist essentially of) ‘one or nore

addi ti onal aonpremidipenbwimamisle, elsberposrst, dmpehtomet, thifatiditep glozkpife, Pat ent

Publ i cation @%bpr%%%ﬁfn%,lﬁ?s%%miﬁﬂ‘lg and ciproxifam.

[0086] Examples of leukotriene antagonists (e.g., leukotriene 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
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 xinafoate, sodium
cromoglycate (cromolyn sodium), terbutaline sulfate, terfenadine,

theophylline, triamcinolone acetonide, zafirlukast and zanamivir.



di scl osure of which is herein incorporated by reference inits entirety.
Exenpl ary additional active agents include, but are not limted to,

addi ti onavoanwddsseeam nes (including HL, H3 and H4 recepCorUsansagsa st s),
steroids (e.g., safe steroids), |eukotriene antagonists, prostaglandin D2
receptor antagonists, decongestants, expectorants, anti-fungal agents,
trianci nol one and trianti nol one deriva%%ves, non- st er oi dal

i mmunophi | i n-dependent i mmunosuppressafits (NsIDIs), anti-inflammtory
agents, non-steroidal anti inflammtory agents (NSAIDs), COX-2 inhibitors,
anti-infective agents, nucol ytic agents, anticholinergic agents, nast cel
st abi | | 480&] non- &Fxempiest o€ éﬁ@ligeﬁﬁa@‘isoB‘illﬁblfaé@mtllsqluaﬂmi iny ithea|presgeint s,

anti septics, pnin. onists, platelet.actiyvatin act or. (PAF) and
5-Iipoxygena§§§¥é§§@§£iﬁ |%ﬁ$o?§§ [%884(ﬁEx s S éﬁ?@%ﬁgégﬁw es in

addi tion to phenydsghetiing e. phenyldphiis; e PpinyBRéREONNELS) SxNrh&lidtinkOr
inclusion in the_present conpositions | nclude, but are not limted to,

acri vasti ne, PESpyIhexpdane, caflepeiazaling, cpisplytnepteabisdimee slepaxysrbadtine,
doxyl am ne, di i: i epi nastine, efletirizine, ketotifen,
Ievocabastinghgﬁ%g% égggﬁggﬁﬁgg%?§§2ine, m anserin, noberastine, neclizine,
nor ast eff0@88] e, ol Exatpihisnef @ipectomsits, suithtel Raimchion dAekias tprévent
trinmeprazine, triprolidinpe, bronopheniram ne, chlorpheniramnm ne
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di phenyl pyr abjRopididR6l BARMRRRe. hydroxyzi ne, methdilazine, pronethazine,
tri meprazine, aza?adi ne, ‘cyprohept adi ne, antazoline, pheniram ne,
pyri | amil0@89] ast enmExeinplest &r ddinfidgrieagentyr sitimblenter ivetision Zhrtke present

| evocetirizine, fexofenadine, descarboethoxyl oratadine, desl orat.adine,
di nenhydr i naf%rhgﬂ%éWdﬂ% 9‘%’ nl?slﬁi 115088 ?@%gfﬁp}(’esa ahqi@“r“éc ptFedkt agoni st s

sui tabl e for fiuBsdadsled NkdtbeonBLO1O! eSBHE8HEhAINS RedMER, Hidboldre not
limted to, thioperamnm de, inpromdine, burimam de, clobenpropit,
i npent ani ne, cigidpioxd¢larimagiolsz apd miconszadepr oni di ne, R- soproni di ne and
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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.



suitable for inclusion in the present conpositions include, but are not
limted to, albuterol sulfate, am nophylline, amoxicillin, anpicillin,

ast em zolwQ 20adt0s8azat ed t ubercl e bacillus, azithronycin, poaasemsoiisb: n,

becl onet hasone di propi onate, budesoni de, bupropi on hydrochl ori de, cefacl or,

cefadroxil, cefixinme, cefprozil, cefuroxine axetil, cephal exin,
ci profl oxaci n hydrochloride, clarithrongycin, clindanycin, cloxacillin,
doxycycline, erythromycin, ethanbutol, "fenoterol hydrobrom de, fluconazole,

flunisolide, fluticasone propionate, fornoterol fumarate, gatifl oxacin,
i nfl uenz[@(Il \ékjr us vacci nie,zg ifgr at ropi um brom de, isaoniazid, isoproterenol
hydr ochllfP2e, it FeBRABeCOKE Jabibior auitaRlst for ipdnsion dught greseitn,

m nocycline, .gRBLELEYELSELEE- Jppt -lﬂgafaﬁgt ' xi fl oxaci.n,
nedocromi | sodi gm lﬁ%ﬁgot llu&e’,tglﬁ%tat ilﬁll,u 0 b&’Z@%ﬂ%ﬁ%@g%@ggﬁﬁ%lﬂ

osel t am vi r, lwusiehdoxih, nialoxdcdnf, aind nimedulidphy!| | i ne, penicillin, pirbuterol

acetate, nivanpi ci]lin, pneumgg¢occal conjugate vaccine, pneunococcal

pol ysacc!?n@lr?’)lqe vaéje‘?ﬁ’é’,lesé’?é@mlé%ﬂ’éfa lsyton mcHisionda the Preg@Rd icAmPestionst anol |,
sal meterol xiRAlRabe: aROHbU MGk B lMGAIRethAs WHEaSod! %ggmetés%rg utali ne
sul fate, terfenadi ne, theophylline, triantinoldne acetohide, zarirl ukast

and zanani vi H1gnQ87pnEx depirethaséneal e fongotidgnbadsonidepl bed@nhethaohelsi on in
t he present g9 ositions i,ncl are n limted to, pseudoephedri ne,

de, ..but t
phenyl ephedr PRE° W&nﬁ}ﬁn&’&l?‘i’%g’?ﬁ%ﬂeﬁﬂfﬂﬁsaﬁgﬂf%{ﬁ@%a FRPFERENS| dde
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naphazol i ne, and tetrahydrozoline. [0088] Exanples of expectorants suitable
for inclusi o223.4PRangp&28420.doespetateddresein hy Faferencdinttheir entivetiesl i it ed t o,

guei nd oo 05, BNESPUR) . RGBTSR SR Bl 0
conposi ti onscompdsitiens iacludgmat BRtndt iliMitedtio] SoniAMAL ah& Llifdr B ladiyst at i n,
fluconazole, aé%igtcl:cos?%gglla?dspgﬁlgs?in?gz];ci)ﬁ]d%é {iet:tgl?é:egnguzltgclnihlicilerg dgiz O{oi’e triazote,
, : , quinolones,
aminoglycosides, and linezolid.

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

[0096] 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, vancomycin,
amoxicillin and gentamicin.

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

[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 include, but are not limited to, oximes, hydrazones,

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



ciclopirox, clotrimzole, and m conazole. [0090] Exanples of NSAI Ds
suitable for inclusion in the present conpositions include, but are not
limted two 20duEs@ken, acecl of enac, dicl of enac, napr oxeRrCTASeESI082362
f1urbi profen, fenoprofen, ketoprofen, suprofen, fenbufen, fluprofen,
tol metin sodium oxaprozin, zonepirac, sulindac, indonethacin, piroxicam
mef enam ¢ acid, nabunetone, neclofenanmgte sodium diflunisal, flufenisal,
pi roxi cam ketorolac, sudoxicam and isoxicam [0091] By "non-steroidal
i mrunophi | i n- dependent i munosuppressant™ or "NsIDl" |skﬁeant agy y r
non-steroi dal_agent that decreases proinflanmtory cytokine production o
secretion, b?sr%gzoglﬁle ’nQ'H}?FgB’ﬁ%I ISPAURRINCE FZEBOTROMSNES, reghiharifions, gfndt he t
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agent s ept | epti de fragnepts, emcal l.y nodified peptides, ol
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FK506- g%nd%ng proteig, FKBﬁ@EZ?gand g%%ck anﬁﬁben-fhgﬂégﬂlpF%ﬁﬂ?eratlon of
white bl ood thelnreseahepragasiicingéncdete; bl onnptiRaRgd o aitphtes, dke{ondng

i nhibitors spi lefor inclusion in the present conpositions include, but
are not i m@?&gg{oa?ldrt%{l%%’()xi b, cel ecoxi b, val decoxi b, |um racoxib,

mel oxi cjrp3land ni Ths UbdndentraliBRg 3kbsEKAIPARS RS afill SfPitflS %h&iofnﬁ?! ef Or
inclusion in the present conpositions include but are not [im ed to,
f 1 uor onet hal Graivesp the consenationwiabspdea emotnt ofraziclastimner a it therebfhasone,

flunisolide,.pu ' e ng, hudesoni de,. ri nexol one, bel oxil,
pr edni sone, I'g't gﬁgﬁfggﬁﬁcgeggang%@gﬁ%ﬁaoﬁ 7t DR 4Gt gepis WLl be
dexanet hasonfanbirotd bjie d€sedinigdskiln it the aRat FoNegample2 2 483uR @5, 420, 120,
i ncor por at ed her ei b}/ reference in their entireties. [0094] Exanples of
anti-infecti ”é‘?j’é‘ﬂf“‘st V§li‘ig%‘%ff‘eg~f 8fe PrBPiESearid(s), leweoterssantagonist(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 pharmaceutical 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 throughout. 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 from 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%,



conpositions include, but are not limted to, penicillins and other beta

| actam anti bi otics, cephal osporins, nacrolides, ketolides, sulfonam des,

gui nol onesQ 200w038@kycosi des, and |inezolid. [0095] ExanplCearsedos/042362
non-antibiotic antimcrobials suitable for inclusion in the present

conposi tions include, but are not limted to, taurolidine. [0096] Exanples
of mast cell stabilizers suitable for inclusion in the present conpositions
i nclude, but are not limted to, cronﬁ?@h and nedcrom | sodium [0097]
Exanpl es of nucol ytic agents suitable for inclusion in the present

conpositions include, but are not limted to, aceL¥Icysteine and dornase
al pha. [0098]0-@am90980.0P. 180 i Bild¥4, c0-agéntB1¥a6i tlabA%, fi5%pncefupien in t he

present conmpqQsiiti.ons .lnclude t.ar ot lim to, cefuragxi _
vanconyci n, §%§é$§¥1$%@8%% Gehn éﬁ%ﬁ%%&mﬁﬁbbﬁf?gﬁgﬁﬁpggn%gg%ﬂpgggbt|cs

sui tabl e for presehti 8 vafodNPrPLEsRAE cEOPPOsidd OME aljistkd dBproptiteRr € Not
limted to, iodine, chlorhexidine acetate, sodium hypochlorite, and cal ci um

hydr oxi de. [ ®YolE esdmapibeskided agrtipah oind nesingbe oresent Ap| anyf apowmicfersi on i n
i b io t hign o, LpratnLopiu
the present %9%@@1%3{05&%?01‘/3%%@9 %a@g,%bg& 0.0190 k&t hqes :,EIIB%%C} opi um

atropine, an am ne. es of ‘neutokinin’d I’sts
sui t abl e for abowt! 1085, 0nbout 200E EbesE31%,Cc ABPESIOH,0dout 0% debold0%yr € not

limted to, i h es, piperidines, . piperazines, aryl alkyl
alrrimneg, hﬁdr éﬁéﬁ@%ﬂ?%ﬁ%ﬁ%egﬁ lgﬂw d8%) Sgitably| tha amougypingieroifbis

those. di scl ond o Uray RarerREsn ket Sbr SuiBhE R PEAEREG" Sueh &
5,783, 579; 517008 by5eiighs, 6:98/eRBHoreSubatly 8625t 05055880 @68yt (61 % b4, vaeidif,
5011 poxygenaler 8508 EPR B8 Coblh ehis 070 pien dEoaty ot R8T hesent
conposi ti ons ab&ig! 0106%, Adutar.879%0tbbht™ bR, bBoutZb D8 A atdRC BN SRe,
piripost and v&e?grﬂt)q aIPréferred steroids for use in the formulations of the present invention
are "safe steroids." As used herein, the term "safe steroid" means a steroid
which treats eosinophil and neurotrophil associated inflammation, 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
determining 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% sucralose.



[ 0103] The concentrations, absolute amobunts and relative amounts (i.e.,
relative to the concentration or absolute anount of azelastine or a salt
t her eof , wogoocasgd2asti ne HCO ) of the additional one or moTASawBsiovBeagent s
will be famliar to one of ordinary skill in the art. For exanple, the
anounts of additional active agents (e.g., one or nore steroid(s),

| eukotriene antagonist(s), anithistam ?f_e(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% about 1% about 10% about 20% about 30%
about 40% about 50% about 60% about 70% about 80% or about 90% .
[0104] [XNGShe enbdBiahether crabpsinpal theawbarmasgitiend epowpsitionscomprisei(ee ( or
consisting e i . 0f ) 21 f .azel astine {suitably
azel asti ne h%gﬁgéﬂh%%%r%fﬁg% Oaff (Q)%Sefﬁ\%ﬁf%é gﬁogﬂ?oecatrzle\gaesugg StﬁlﬁttaélgfaZS%g"ber nor e
steroi ds. Exéyitahiorigteslonglswithnand effectiveastouiit S€Wnsas meewerolds &RY tain
sui t abl e enbodi nent t he conpositions further conprise one or nore

addi ti onal i RgPeth Q%F%t}ves%‘l’fmés‘)foﬂ@ 8F mese clegsngepiantst sIn swiably syabr e

tast e maski Ngnaahcya e AondiiRifhs Rifr! LAGRAL Yub G GRS MaRGRAL S, Such

conposi tions can be fornula as I ntranasal”or ocul ar 'suspensions or
sol utions, witgredients] soth abong ofmOrd excihidhts, lone ok hevre eastrodbskiny sgentshe

conpositions ¢ be formul ated as.oral. (e.g., tablets or_ capsules) or
t opi cal deli &B%f fOBFr?ﬁ|I’é?rPon%‘i°S’§¥rHWf%?§m§rﬂgg%tSdi §‘é¢b§%msm0@ag%me. Whi | e

the amount offoadBhied hé MEafAR HEBrisESeAIGhAN doRItRMs APIRK ngﬂcﬁ{aﬁbﬁ(t by the

ordinarily skilled artisan, it is suitably contal ned in the I ntranasal or
ocul ar f or nul6dt tooh8. Imothar embedimepts, thecumpOsitions eart be finmulated. 8%rdly wei ght

and nore suitahly. fr about 0. 005% t o, about 0..5% or st suitahly from
about 0. 05% t"gk%%%%‘i‘}t &g".vi%’o oo(r@.“ba%onﬁr. %}‘%%asotﬁa%“o/qdlsﬁ?."é%@t opgivnt. o 19%% 0. 10%

0.1 1% O. 12%ppﬁgﬂi&%an%uh€s%f Qzel&he, SitroRUGAd ARBbBsbiaRe 4B GH@lyed as the
free azel astine base). The anobunt of steroid(s) present in the various

f or mul at i ons dglgRmingd \byr theee an@rdiapivssiel iaghe ot | Suitkblybihet srowntdithar i |y
skilled arti gapiqand afdiuhe uaSH8Me it &M e A PYAL ced 1 ein. 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
comprise (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 antagonists, H; receptor antagonists and
leukotriene 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 viscosity-increasing agents. Such compositions can be

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



exanpl e 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% abowo&084Gose22about 90% . Suitably the amount of steraisdoos®4mbout
0.01% to about 1.5% by weight, nore suitably about 0.01%to about 1.0% by
wei ght, or even nore suitably about 0.05%to about 0.1% by weight (e.g.,
about 0.01% about 0.02% about O. 03%_3 bout 0.04% about 0.05% about

0. 06% about 0.07% about 0.08% about”0.09% or about 0.1% by wei ght).
Preferred steroids for use in the fornul ations of the present invention are
"safe steroids." As used herein, the term"safe steroid" nmeans a steroid
whi ch treat s odbt H\pht pthamembedimsnisofp compesibensaeandeifpfmuated foromal r educes
papil | ae for i n i i Lve . iLp.treati i.nfl ammtion,

wi t hout causiig)ﬁ hgﬁ%r}l n?%lgéwk@?%r%?ﬂoggﬁ%scg%@gﬂegh [ *entp? &ng’i%a?{)pr essure
(1 0P). Exenplaelystmafan Heevaied sanidhatjustdrapgpeopiietelyi vy thberdiasdigukiligr nul at i ons
of the present_ inventiaqn, particularly for delivery using nasal spray or
ocul ar drop AEIEel s syr@blheontained,fethc dnirangsel eroecularfpmedations iaran

gl ucocorti coi i t,0i [Nt i ding but not
limted to, faﬁl Sg@ogrrﬂ;% aFg:;ng?)I %f‘%b?gi%ﬁéo %gr\fg& %t’s h%do%%trfg%p@sj& %‘?‘3{ ,

fluti casone pbapi ®H@i%)tp abiome 0% re, mbsdtsajinidgnbdm sexa0BSkasoaBolel oxi | and

i t | ibed in US, Pat 5,223,493 and 5, 420,120, th
di sci our o8 B hites-cabeut AdPhoPate B %ok iU b OREn ch it Oiiahr
entireties. Adguii@nads, "05Ados, 9118591 48 pupd 3 0BLHRI fal RiatdE L {Hé%g

appropriate amunts of such agents for inclusion rn the presen
conposi t i ons azglestige dese)s ethe amous, of Rae emtmdie. adsljttet@] 662 alldrhie ahidéml osur e of

which is inc [ by reference .hergein jnits entirety. enpl.ary
Conposi t i ons%‘?‘gftﬁégg?seégﬁ? ThirEnt @HH‘B lgf‘%&analeraékﬁfiiaﬁgggwgpeg safe
steroi d conpapmepadielyt bP.tAdeddihbibyaaelas biien Haouin Be GheR: 1Yopk a safe
steroid, and optionally about 0.05% 0. 15% sucral ose.[0105] In andt her

enbodi nent, EREURhPhERENLE @hPutcBApYsior shons I0%mbe-gs @bowr0.0 s ebout
essentially gfih, Ao 145t dnbGt F0RU kot 26%8! 8584 3804 SUbERRLY,, 248Last ! ne
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
essentially of), for example (percentages of azelastine refer to weight

percentages of azelastine HC1 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] About 0.125% azelastine and about 0.15% sucralose;

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



hydrochl ori de) along with an effective anount of one or nore steroids, and
al so an effective anount of one or nore decongestants. In suitable such
enbodi mrenwe,20admss@enposi ti ons further conprise one or mpCE/tBdEiSHIAAI

i ngredi ents, such as one or nore excipients, one or nore taste-msking
agents and/or one or nore viscosity-increasing agents. Such conpositions
can be fornmulated as intranasal or ocul ar suspensions or solutions, with a
pH of about 6.0 to 8.0. In other enmbodihents, the conpositions can be
formul ated as oral or topical delivery fornulations, such as those

di scl osed t hroughout. The appropriate amounts of azelastine, steroid and
deconged®B can BebaubBddVyazdlastnaindadiomy0.1 omerabosepr di nary skill in the

art. Sui y, the.a o,0f st eroi nd astine used will be in the
ranges fngf(g]osed ﬁ%brogl?ﬁ'%’ﬁ’naeze %@%ﬁoﬁe@ﬁgéeggfr&%e’can be present in any

anmount , [6120] exanplAboab0.05 % aAk¥ikandbeblt P80, (skrfid; about 0.01% about.
0.1% about 1% about 10% about 20% about 30% about 40% about 50%

about 6004213pout 70wt BB Huezelahme ad aRpEBIA.0bYogteroidui t abl y t he ampunt of

deconge is a 195% out . 1. 5% by. wej ght,, or nore suitably in an
anount i?ﬁ%@out 09@%@%@12 é&?g%g%&ﬂ§9a%%Féﬁ ¥x%k%38dition, t he conpositions
can al s¢0I34pri se Aboat @l S%eazatasidodntd aBo@T9H D% sldedfd; [ 0106] I n an addi ti onal
enbodi nﬁ?t the pharmaceutical conpositions conprise (or consist

essenti a3 of ) ambopt @OpYaazelanidnarnd gbou 0 Herstareid{ sui t abl y azel asti ne

hydrochlgrisge) al ?ﬂﬂ)uW)tl% SULTA G $6uATDsNL1Qbigone or nore additional
or

anti-allergic and one or nore anti-asthmatic agents. Exenplary
anti - al [@é+29] es and\btant 0.125%elbstos andabad®. @30 seradd;scussed herei n,

i ncl udi ut not,. lim to, HL receptor antagonists, H3 receptor
ant agonirf@[zﬁand Ié%h?B@'itl %@Zﬁ%ftg&cﬂ?ﬁé ut(oe(.)%@,s‘elr‘é‘ﬂkot ri ene D4 antagoni sts).
In suit aiiog)such eaadh 05N selabiif £ATBAIC.{ Bigerbidt t her conprise one or nore
additional ingredients, such as one or nore excipients, one or nore

t ast e- miI&9%hg agertbout 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 0.05%

sucralose;



and/ or one or nore viscosity-increasing agents. Such conpositions can be
formul ated as intranasal or ocul ar suspensions or solutions, wth a pH of
about 6. 0 WO 28060058422 ot her enbodi nents, the conpositi onsPpcansb@sher3aul at ed
for oral or pulnonary delivery, such as those described herein. Wile the
amount of azel astine can be varied and adjusted appropriately by the
ordinarily skilled artisan, it is sui tg%l y contained in the intranasal or
ocular fornulations in an anount of aboui 0.0001%to about 1.0% by wei ght,
and nore suitably from about 0.005%to about 0.5% or nost suitably from
about O. 8?0 to about 0.15% (e.g., about 0.05% 0.06% O0.07% 0.08% 0.09%
0.10% 09, o. 129p0up. Q.86 @zelasinen abouy 0.6% siareidazed ashdune006% cul at ed
as the free %ﬁ@a@%é-i ne base). The anount of one or nore additional
anti-allergic and/dr anti-asthmatics present in the various fornul ations
can be \[@t41¢d and Aot edampstingubait@l 1, Bieréian@abdu A0Sy sieddlbseed artisan
and can @lg resent,.in gﬂi/ nmount, for exanple about 0.01%to about 99%
(e.g., & 0. 019P°HbJUT 230 185clashibR:t ahont BGutstarond, anéoshour00h5%bout 30%
about 40% akEsh1oe0% about 60% about 70% about 80% or about 90% .
Suitably the ampunt of these additional conpounds will be in an anpunt of
about O[QHAt 0 abdwoutl 0045 weelgdting, abourie] Buisteadilly ahdd souan®OsY, of about
0.1%to about_5.0%by weight. In addition, the conpositions can al so
conprise sucralt¥e&®at about 0.05% 0. 15% [0107] Suitabl e conpositions of
the pregesa]i nventibeit CROSYi SgelbineC AMBSS 0. 655 Wi | ol &1 HxaNP!
(percentages of azelastine refer to weight percentages of azel astine HC or
ot her suitabkecralgpg): [0108] About 0.05% azel astine and about 0.05%

sucr al og&y4<k 0109] .05% azel asti.ne,and about .0. 1% sucr al ose; [0110]
About Of@é&! azel aé@?ﬁ%ﬂéﬁ’a}l ZS%%%?G’ 6?%‘%&@1@%8@6‘2@}& TWTH@%&&’GE&IOSGE 1%

azel ast {01@6and abawbuiD.00B%Ys UsetlsORg: adlL 18D 140018 4% azslasiine and
about 0. 1% sucr al ose;

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;

[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;



[0113] About O0.1% azel astine and about 0.15% sucral ose; [01 14] About
0.125% azel asti ne and about 0.05% sucral ose; [0115] About 0.125% azel asti ne
and aboutwO.208@ms82eal ose; [0116] About 0.125% azel ast i necan$2@bout3cd. 15%
sucral ose; [0117] About 0.15% azel asti ne and about 0.05% sucral ose;[01 18]
About 0. 15% azel asti ne and about 0.1% sucral ose; [01 19] About 0.15%

azel astine and about 0.15% sucr al ose; g 120] About 0.05% azel asti ne and
about 0.01%teroid; [0121] About 0.1% azel asti ne and about 0.01% st eroi d;
[0122] About 0.125% azel astine and about 0.01% steroid; [0123] About 0.15%
azel aStlﬁf nd about 0 01% steroid; [0124] About 0.05% azel asti ne and about
0. 05% st&FFild AbbA% pazpigting, sehauhe). A stoid ad0BBoOwt 816Yd: [ 0126]

About 0. 125% ﬁéﬁio@ét' ne and about 0.05% steroid; [0127] About
0. 15%azel asti ne and about 0.05% steroid; [0128] About 0.05% azel asti ne and

about 0[APE%t er oi dsbofiD 1293%Abpdlistifc, 1 W@l BII1omEstatr aRQUiL 16@58y Oi d;
[ 0130] About 0.125% azel asti ne and about 0.1%teroid; [0131] About 0.15%
azel astine afti®™@¥&ut 0. 1% steroid; [0132] About O. 05% azel astine, about

0.01% stgrgyid and x 5% I 33] 1% az tine,
about Ot[01q’%] sterol 3}8 do%%ut %ééggﬁ) gﬁ@r‘[al ggse/s s[t%? ‘g\b%tlﬁu%&& %
azel asti ne, abaalosd). 01% steroid and about 0.05% sucral ose; [0135] About

0. 15% af@ﬁjti ne, boutog 01% steroi d and about 0.05% sucr al ose [0136]
About 0! azel a Boirelestmao,2bort f-85%n atesgid uend . dus 0

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 O.l% 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 triamcinolone;

[0172] About 0.05% azelastine and about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone;

[0173] About 0.1% azelastine and about 0.05% fluticasone, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone;



sucral ose; [0137] About 0.1% azel astine, about 0.05% steroid and about

0. 05% sucr al ose; [0138] About 0.125% azel astine, about 0.05% steroid and
about 0. OB&2swassizese; [0139] About 0.15% azel astine, alpowWiUsR003H3362 er oi d
and about 0.05% sucral ose; [ 0140] 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; [0142] Aboui 0.125% azel asti ne, about 0.1%
steroid and about 0.05% sucral ose; [01 83] About 0. 15% azel asti ne, about
0.1% steroi d and about 0.05% sucral ose; [0144] About 0.05% azel asti ne,

about 0.01% steroid and about 0.1% sucral ose; [0145] About 0.1% azel asti ne,
about 0IU7# st er oiAPorhE-13bGutzetrstios sud rhouss®HS JoodutBlasoiso montetdse58)

azel asti ne, 9 ' apout 0.1% sucral gse; [0147] About

0. 15% azel asta Pﬁ%ﬁa@%ﬁ{%@&@%@%@ g?ldguar?%oné%eoﬁf %&r’i%@ﬁl&?’al ose; [0148]
About 0[015% azel agibone 0.18PpukelRstR %kt giodt d.68% Mbdtord, hiénfeissbas,0se;

[0149] About 0.1% azel astine, about 0.05% steroid and about 0. 1% sucr al ose;

[0150] About dexemaibasgpebeleti] AetepmBpel bwlegBids e fimeriseienabout 0. 1%
8 ug:-(r)/al Oi(ﬁ;7l61 01_5 1] AR8H0.dBed 3% 8612 5hd MBout2B YL fﬂitl%é%)n%,t Glonle asgrqeg about
. 0 SUCrI al 0se;

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone;

[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,
dexamethasone 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, mometasone,
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 beloxil, loteprednol, budesonide, or triamcinolone and about

0.1% sucralose;



[0152] About 0.05% azel astine, about 0.1% steroid and about 0.1% sucr al ose;
[ 0153] About 0. 1% azel astine, about 0.1% steroid and about 0.1% sucr al ose;

[ 0154] Abwot206/052B2% azel astine, about 0.1% steroid and aboatS2@5/095362

sucral ose; [0155] About 0.15% azel astine, about 0.1% steroid and about 0.1%
sucral ose; [0156] About 0.05% azel astine, about 0.01% steroid and about

0. 15% sucral ose; [0157] About 0.1% azel astine, about 0.01% steroid and

about 0. 15% sucral ose; [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 O. 15% sucral ose; [0160] About 0.05% azel asti ne, about

0. 05% st®+8ld and At 0-02504 /@@L@tlap,og@ut[@i)@%] fhisasone, memetascast i ne,
about 0.05% sfehbiladBel 13RH! 1dlekedhod UlBl@Rgs S MBRLioRd nl: AB37°

azel asti ne, about I oi efbo sucral 0se; I 3}“ About

0. 15% azel ast(.1?8,suablpsd; 0. 05% st eroi d and about 0.15% sucral ose; [0164]
About 0.05% azel astine, about 0.1% steroid and about 0.15% sucr al ose;

[ 0165] 0. 1963008 249 %e 2zglBgine, (bovh §- @}%l dludisasoapo yometamuesucr al ose;

[0166] About d@xéjﬁé?{ s%ag Bkiin teztﬁ'P&Hgl ledés@ Out 'ﬂ%&)@ﬁoﬁgg%gd §§%

sucral ose; [0167] out 15b ast’i ne, steroi about
0. 15% sucr al &k sucralose;

[0188] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.15% sucralose;

[0189] About 0.1% azelastine, about 0.01% fluticasone, mometasone,
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, mometasone,
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 triamcinolone 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;



[0168] About 0.05% azel astine and about 0.01% fl uti casone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinolone; [0169]
About 0. Woasmelasi2ene and about 0.01% fl uti casone, nNOMEPATAISR005/042362
dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone; [0170]
About 0. 125% azel astine and about 0.01% fl uti casone, nonetasone,

dexanet hasone bel oxil, | oteprednol, bugfsonide, or triantinolone; [0171]
About 0.15% azel astine and about 0. 01% | uti casone, nonetasone,

dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone; [0172]
nd about 0.05% fl uticasone, nonetasone,

About 0. |
deggtret r@?ﬂgzge?%ﬁqﬂe $8§é>praéalﬁa}ne beEs hPefs, fhiticasehamsianattasese, [ 0173]
About 0. 1%

ou a%ﬁkﬁﬁéth%n@@@lo%ﬁogﬁ n&fcgl%g g&!dggdn(f orilgFl cin 1:98? r%l& &]?8% 0174]

dexamet hasone bel oxil, | otepft esoni
About O. 125%ﬂd@ébasﬂpﬂe and about O. 0596f|ut|casone nomnet asone,

dexanet e beIo epr edno budesaoni de, or triantinol one; [0175]
About OT@%} azel aé érg ?ﬁmﬁf’ 080RUE | BG3Yas SHtcasarsre moneiesone,

dexanet hason @eﬁ@héﬂﬁsbne b@lbﬁﬁ I RAGRLanoP L%] Qs gle or Qflar}l&hglgﬁé Q&li %Bce)ut [0176]

About 0. 05% azel asti ne and about 0. 1% fluticaso nonet a
dexaret hasoné- %BW&IDSG | ot epr ednol , budesoni de, or tri am:| noI one [0177]

About 0,d%eazel ast, out . 0,.1%f | uti one, .nonetasone, dexanet hasone
bel oxi | ‘th Spr ed ot ?]gzé%n‘i‘z&baﬁ%ero%‘ﬂuérfiﬁg& Shvicasppe, 7B10miRSRS.0. 125%
azel astine adexaahisofl bkl uumsp,bumms%%mﬂ&magé ?@@%ﬂ&tbﬁ oxil,

| ot eprednol , budesoni de, or triancinolone; [0179] About Yo azel ast i ne
and about O. Q%WW?I@S&SO% nonet asone, dexamnet hasone bel oxil, | oteprednol,

budesonig@gy or tri 0] 5% azel asti ne, about 0.01%
flutica o%e] rmrref%ggﬂngp %x%ﬁ%&%ﬁs’oﬁ@b o(% P, fﬁ‘g‘faéﬁ‘? =dRoMietas0Besoni de, or
trianci nol ondexancbtizaons béloﬁ5°/bo€dp€dfdﬁb10?oadeioﬁﬂeﬁ1]or AaidinQoddeREZ 8b&at | ne,

about 0. Ol%Bllwlsu%?agne nonmet asone,
Se;

[0200] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone 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, loteprednol, 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;

[0204] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone 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;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone and about
0. 05% sucral ose; [0182] About 0.125% azel asti ne, about 0.01% fl uti casone,
nonet asorw 2dexaseahasone bel oxil, | ot eprednol, budesoniPde;usee05/042362
trianci nol one and about 0.05% sucral ose; [0183] About 0.15% azel asti ne,
about 0.01% fl uticasone, nonetasone, dexanethasone beloxil, |oteprednol,
budesoni de, or triantinol one and about 0. 05% sucral ose; [0184] About 0.05%
azel astine, about 0.01%fl uticasone, nbnet asone, dexamet hasone bel oxi |,

| ot eprednol, budesoni de, or triantinolone and about 0.1% sucral ose; [0185]
About 0. 1% azel astine, about 0.01% fluti casone, nonetasone, dexanethasone

bel oxi | 048 epr edddout pRide¥enieadastise. @ppund). Kol dhisicasnne, amemet@sonss
sucral ose; [ 01:86] 5% i ut .01% f] uti casone,

nomet asone, ggx an rrégitP T%gé% ﬁgﬂ%g %O%gﬂ?%&?%tﬂehglre Se(%’?(gﬁ’ o gﬂa‘éég%f.oag 1an§ ra‘%out
trianci nol on®.(5f6swbadode; 0. 1% sucr al ose; [0187] About 0.15% azel asti ne,
about 0.01% fl uti cgsone ponmet asone, dexanet hasone bel oxil, | oteprednol,

budesoni[ Jdor tri f n‘?)llg%e_a&ﬁBSt%ou%b%lt 195130 c flgtiepsene, | pi@stasapeut 0. 05%
azel astine,  Qpaleihufontoth! RSN oL TRELASAN Sy (IRAARGLAZIRRSHRE! 0 |

| ot epr ednol , budesoni or triancindlone an ou sucral’ose; [0189]
About 0. 1% a@dlS&sstucradoseabout 0. 01% fl uti casone, nonet asone, dexanet hasone

sucr al o0 07o0] ARel 6% G Esieasiin, Ddfbuo: o0 | FUFRESBRe.
[f? irrzt’ril? ggﬁ) i g@?ﬁ%&ﬁ;ﬁg?ﬁ BSloRA! R¥dprednbPHRBEQARRY or RYARSANLAS an@ 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% sucralose;

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



0. 15% sucr al ose; [0191] About 0.15% azel astine, about 0.01% fl uti casone,
nonmet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or .

tri anci novoreocassb2about 0. 15% sucral ose; [0192] About O0POFAESamsioassb: ne,
about 0.05% fl uticasone, nonetasone, dexanethasone beloxil, |oteprednol,
budesoni de, or trianctinol one and about 0.05% sucral ose; [0193] About 0.1%
azel astine, about 0.05% fluticasone, nmppetasone, dexanethasone bel oxil,

| ot eprednol, budesoni de, or triantinol one and about 0.05% sucral ose; [0194]
About 0. 125% azel astine, about 0.05%fl uticasone, nonetasone, dexanethasone

bel oxi |, epr ednaql , esoni de, or _trianctinol one and about 0.05%
sucr al 049}1(37{] 0?95] %Bh&tf%’ YasspsineAdsaborE)- 1 ¥olsukotnegsugagonist:cas one,

nonet as dexa e I or

T Bt orhe and Soace 1> B téitne b RN 0 LR eu iR AMSENSLE | act i ne,
about O[@BAf | uti ddoon@]Simarelastimred aﬁemt%has@n&nbahagbhmt | ot eprednol,

budesoni or trianc nd ab 1% sucral ose; [0197] About O. 1%
azel ast ﬂ% 0 about %@8%‘? W&%@d%on%?&ﬁ%ﬁ%bne bel oxi |,

| ot epr eqmdyy budemahﬂ@moa[zelafsﬁ%'d%bem %ﬁ@m&;@x%}feaﬂta#&%é{’”a' ose; [0198]

About 0.125% azel asti ne, about 0.05% fl uticasone sorie, dexanet hasone
bel oxi | [0323] epredﬁ(bput(blhﬁi%@ﬂcldﬁme@ndabmlar@rj%d)éuknmeaadnta@mutt 0.1%

sucr al 0$8,,-k 0199 5% azel ast ut 0.05% fl uti casone,
nomet as i‘??ez ,35 dex a]rré\t%ﬁ‘éts% }ug)%baéfe%%nle ,anﬁ &l’ %‘Hroegﬁg?é(omf’ﬂé 2BIRORSE; or
trianci ggg2dpe and Adbonn.08% k¥%eBstfkah@aBout 5.0% leukotriene antagonist;

[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% azelastine, 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% azelastine, about 0.1% leukotriene antagonist and about

0.15% sucralose;



[ 0200] About 0.05% azel astine, about 0.05% fl uti casone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinolone and about
0. 15% sucwel20&#58(20201] About 0. 1% azel asti ne, about 0. @&¥USkarsioeBsDNeE,
nonet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or
trianci nol one and about 0.15% sucral ose; [0202] About 0.125% azel asti ne,
about 0.05% fl uticasone, nonetasone, dexanethasone bel oxil, |oteprednol,
budesoni de, or trianti nol one and about*D: 15% sucr al ose; [ 0203] About 0. 15%
azel astine, about 0.05%fluticasone, nonetasone, dexanethasone bel oxil,

| ot eprednol , budesoni de, or triantinolone and about 0.15% sucral ose; [0204]
About 0[0B3%] azel agtbone).12H b azelastin®s dhant 0dds davbotrignerantagemst, andekeutet hasone
bel oxil, | ot rgﬂnol budesoni de, or triantinol one and about 0.05%

sucr al ose; [@gé 1SUKBRRS 0. 19% azel astine, about 0.1%fl uticasone,

nonet as eu39] dexamalas 0N8Peleixiihe, abohe® ¢HRAkotriBMASRORIIE an@labout
triancti nol one and about 0.05% sucral ose; [ 0206] About 0. 125% azel asti ne,

about 0. 1% f OJi5{csusorese; nonet asone, dexanet hasone bel oxi |, | ot eprednol,
budesoni or trianti pne and ab 05% ral | ] out 0.15%
azel ast i[%‘fm about .Oftﬁ ﬁ#d"t ?%ES%%%F%%W@? %%qﬁg&%ﬁ%x%lﬁg%%ng%gaﬁé agé'?oxi I,

| ot epr ednol , olpsdeserilee; or trianci nol one and about 0.05% sucral ose; [0208]
About 0.05% azel asti ne, about 0.1% fl uti casone, nonetasone, dexanethasone
bel oxi | [0343] epr edidput Blde ssslptiae, #hout O Xadpikstisns ayrgontsd @nd gbaus,
sucral ose; [Q339] APaLs. O- 1% azel astine, about 0.1%fluticasone,
nonet asone, ’

[0242] About 0.125% azelastine, about 0.5% leukotriene antagonist 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
0.1% 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;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone and about
0. 1% sucral ose; [0210] About 0.125% azel astine, about 0.1% fl uticasone,
nonet asorw 2dexaseahasone bel oxil, | ot eprednol, budesoniPde;usee05/042362

trianci nol one and about 0.1% sucral ose; [0211] About O.

15% azel asti ne,

about 0.1%fluticasone, nonetasone, dexanethasone bel oxil, |oteprednol,

budesoni de, or trianci nol one and about 0.1% sucral ose;

[0212] About 0. 05%

azel asti ne, about 0.1%fl uti casone, noitet asone, dexanet hasone bel oxil,
| ot eprednol, budesoni de, or triantinolone and about 0.15% sucral ose; [0213]
About 0. 1% azel asti ne, about 0.1% fl uti casone, nonetasone, dexanethasone

bel oxi | ,[02%kl
sucral ose; |
nonmet asone,
trianci ot
about 0.1%
budesoni de,

azel asti
1055}

azel astin
azel astine a
azel astine a

azel ast ilP&74

azel astine a
azel astine a
azel ast i[0258}

[0259]
[0260]
[0261]
[0262]
[0263]
[0264]

[0265]
[0266]
[0267]
[0268]
[0269]
[0270]
[0271]
[0272]
[0273]

epr edrfdiout Bulde seelpdime, aboutr.@cienioitoens ariagaiis Land ba®%
m%qute,o. 125% azel astine, about 0.1% fl uti casone,
ex4iethasdne bel oxil, |ot eprednol, budesoni de, or

e and AhauD.105%aMe R bBa;5.0% 2 kb tr¥Re WhtaBodisandzBb@st | ne,

| uti casone, nonetasone, dexanet hasone bel oxil, | oteprednol,

057 Pegielo#fs] one and about 0.15% sucral ose; [0216] About 0.05%

nd ab 9 rie 1St 0 . t.0..1%
nd apadeb 0oy EaERlhe dRGuE R0 St Bhadg Gl anHi o
D 58b eutral®sel % | eukot ri ene ant agoni st; [0219] About 0. 15%

nd about 0. 1% ] eukotriene antagonist; [0220] .About 0.05%
nd abdtioud D954 aaskestine.cibeuaAO Yy bl attiens @paqminBd Eboit o;
r(‘)gl"/%‘ Yh100.:5% | eukot ri ene antagoni st; [0222] About 0.125%
nd ‘about 0.°5% | eukot ri ene antagoni st; [0223] About 0.15%
nd abditoud 09% |aeclkwine] ebmit andadgeuiicticne antagonist and about

0.1% sucralose;

About 0.125% azelastine, about 5.0% leukotriene antagonist and about
0.1% sucralose;

About 0.15% azelastine, about 5.0% leukotriene antagonist and about
0.1% sucralose;

About 0.05% azelastine, about 5.0% leukotriene antagonist and about
0.15% sucralose;

About 0.1% azelastine, about 5.0% leukotriene antagonist and about
0.15% sucralose;

About 0.125% azelastine, about 5.0% leukotriene antagonist and about
0.15% sucralose;

About 0.15% azelastine, about 5.0% leukotriene antagonist and about
0.15% sucralose; '

About 0.05% azelastine and about 0.1% montelukast;

About 0.1% azelastine and about 0.1% montelukast;

About 0.125% azelastine and about 0.1% montelukast;

About 0.15% azelastine and about 0.1% montelukast;

About 0.05% azelastine and about 0.5% montelukast;

About 0.1% azelastine and about 0.5% montelukast;

About 0.125% azelastine and about 0.5% montelukast;

About 0.15% azelastine and about 0.5% montelukast;

About 0.05% azelastine and about 5.0% montelukast;



[ 0224] About 0.05% azel astine and about 5.0% | eukotriene antagonist; [0225]
About 0. 1% azel astine and about 5.0% | eukotriene antagonist; [0226] About

0. 125% azwbastad/osgo2and about 5. 0% | eukot ri ene ant agoni st pCraR200s/04t362t 0. 15%
azel asti ne and about 5.0% | eukotriene antagonist; [0228] About 0.05%

azel astine, about 0.1% | eukotri ene antagoni st and about 0.05% sucr al ose;

[ 0229] About 0. 1% azel asti ne, about 0._}?0 | eukotri ene ant agoni st and about

0. 05% sucral ose; [0230] About 0.125% azel astine, about 0.1% | eukotriene

ant agoni st and about 0.05% sucral ose; [0231] About 0.15% azel asti ne, about
0.1% Il e i ene t agonj st and about 0.05% sucral ose; [0232] About 0.05%
azel ast :[I@t‘ﬁ about 33’."1‘%‘%ﬂ?&@ﬁﬁl%@%@a@%ﬂ?@m@n@kwout 0. 1% sucr al ose;

[0233] Aérgy 0. 1% {0, t.Q.19%.] tri \nt agoni st and about
0. 1% sucr al !)se; [éé%gj][ @%%%ﬁﬁzggﬁ%%nggeﬁégﬁ%ﬁgr}onéeggﬁ%sﬁo_ 1% | eukotri ene

ant agonil®76hnd abdwout.19%suchstinesaid abORI0)% AsitéluRast5% azel astine, about
d about 0. 1% sucral ose; [0236] About 0.05%

0.1% 1l e i ene ta i.st a

azel ast :rﬁr?g about %g’.of A)8{63§41<6?$F%W€’ abau fbhesmogisdikapioand abosod.83%r al ose;

[ 0237] About s&rdidesazel astine, about 0.1% | eukotri ene antagoni st and about
0. 15% sucr al ose; [ 0238] About 0.125% azel astine, about 0.1% | eukotriene

ant agoni®@78hnd abddoud 0188 sagelestilep sbpuf 0239 mdrelukadd. Afd%inel Be3%ne, about
0. 1% | eukot rg&a&]aeio&nt agoni st and about 0. 15% sucr al ose;

[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;

[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;



[ 0240] About 0.05% azel astine, about 0.5% | eukotriene

ant agoni st and about

0. 05% sucr al ose; [0241] About 0.1% azel asti ne, about 0.5% | eukotriene

ant agoni swoaneb/askat 0. 05% sucr al ose; [0242] About O.

0.5% | eukotri ene antagoni st and about 0.05% sucr al ose;

12pvaasedoastizne, about
[ 0243] About 0. 15%

azel astine, about 0.5% | eukotriene antagoni st and about 0.05% sucr al ose;

[ 0244] About 0.05% azel asti ne, about 0.5% | eukotriene
0. 1% sucr al ose; [0245] About 0.1% azef4%tine, about O.
ant agoni st and about 0. 1% sucral ose; [0246] About 0.1
0.5% | eukotri ene antagoni st and about 0. 1% sucral ose;
azel ast il#&91] about AIJD@%)I1éﬁﬁ(oazelm’ame,aahwlg@rﬁ%nnmdluhm
[ 0248] [0249] ut 0.05% azel astine, about 0.5% | euk
about 0. 15% §ﬁcr?§rs%se [0250] About 0.1% azel asti ne,

ant agonifg192and aboud 013% SelagiRs @bodi08 5% nfRuHikAs
0.5% | eukotri ene ant agoni st and about 0.15% sucr al ose;
azel astine, &BYBIOSE. 5% | eukotri ene ant agoni st and abo

E)OggOBA])s cra ogeo?@%ﬂf Ogﬁog)utazslai OUt 53t5§l %g%%@?g‘%

ant agoni st agdcralosest

ant agoni st and about

5% | eukotri ene
25% azel asti ne, about

[ 0247] About 0. 15%
whd @bd8b 8.06%al ose;
otri ene antagoni st and
about 0.5% | eukotri ene
kP Unagch sy e, about

[ 0252] About 0. 15%

ut 0. 15% sucr al ose;

&% Retaflvene "

[0294] About 0.1% azelastine, about 0.5% montelukast 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;

[0301] 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;



0. 05% sucr al ose; [0255] About 0.125% azel asti ne, about 5.0% | eukotri ene
ant agoni st and about 0.05% sucral ose; [0256] About 0.15% azel asti ne, about
5. 0% | eukwonrn@enss@at agoni st and about 0. 05% sucr al ose; [PQ2ARRo0A@362 0. 05%
azel astine, about 5.0% | eukotriene antagoni st and about 0. 1% sucr al ose;

[ 0258] About 0. 1% azel astine, about 5.0% | eukotriene antagoni st and about
0. 1% sucral ose; [0259] About 0.125% azel astine, about 5.0% | eukotriene

ant agoni st and about 0. 1% sucral ose; [0260] About 0.15% azel asti ne, about
5.0% | eukotri ene antagoni st and about 0. 1% sucral ose; [0261] About 0.05%
azel asti about Ai).E)O% | eukot ri ene antagoni st and about 0.15% sucr al ose;

[ 0262] 0. 196328t fsh’Ponazelashei abpuhod-Pureantslukast and agfwnit sA.1%nd about
0. 15% sucr al Qg&a10k0263] About 0. 125% azel asti ne, about 5.0% | eukotriene
ant agoni st and about 0.15% sucral ose; [0264] About 0.15% azel astine, about
5.0% | el@¥7fi ene aboagOrii2s§t andasineutbdt 150%smonrldas; ando2eh) Abgut 0. 05%
azel astine and out 0.1% nont el ukast; [0266] About 0.1% azel asti ne and
about 0. 1% mSAt&8kast; [0267] About 0.125% azel astine and about 0. 1%
mont el ukgseB8] [ 026 Utse . el i BQo % t kast ;
[0269] Abour 0. G Soibotlo P b efife Bk g%&?ﬁ%ﬁ?@%ﬁg&?@; g%g%i%

azel astine aferralosut 0. 5% nont el ukast ;

[0309] About 0.05% azelastine, about 5.0% montelukast and about 0.15%
sucralose;

[0310] About 0.1% azelastine, about 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;

[0317] 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;

About 0. 1%



[0271] About 0.125% azel astine and about 0.5% nont el ukast; [0272] About

0. 15% azel asti ne and about 0.5% nont el ukast; [0273] About 0.05% azel astine
and aboutwb.208@ossoreel ukast ; [ 0274] About 0. 1% azel ast i ne pamaSaiws012362 0%
nont el ukast; [0275] About 0.125% azel asti ne and about 5. 0% nont el ukast;
[0276] About 0.15% azel astine and about 5. 0% nont el ukast; [0277] About

0. 05% azel asti ne, about 0.1% nontel ukast and about 0.05% sucral ose; [0278]
About 0.1% azel astine, about 0.1% nonf® ukast and about 0.05% sucral ose;
[0279] About 0.125% azel asti ne, about 0.1% nont el ukast and about 0.05%
sucral ose; [0280] About 0.15% azel astine, about 0.1% nont el ukast and about
0. 05% sl ose; [Ad28tl . 12bBurzetnstiBsoaboet @dVi decongtstant add bbeowmohos¥%ukast and
about 0.1% s%&rglloges_e; [ 0282] About 0. 1% azel astine, about 0.1% nont el ukast
and about 0. 1% sucral ose; [0283] About 0.125% azel asti ne, about 0.1%

nont el uk@ae8] and abwatt 0.13% Su15IneS Shout O284]d taflt dmPuBse! @esine, about
0. 1% nont el ukast. and about 0. 1% sucral ose; [028 About 0. 05% azel asti ne,
about 0. 1% médralopicast and about 0.15% sucral ose; [0286] About 0.1%

0. 1255 MBPLET e Sa 0B bR AR PRt AR AR

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%
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;



[ 0288] About 0. 15% azel astine, about 0.1% nontel ukast and about 0.15%
sucral ose; [0289] About 0.05% azel asti ne, about 0.5% nont el ukast and about
0. 05% sucwel20&a58(20290] About 0. 1% azel asti ne, about 0. Pearuseaosioudsast and

about 0.05% sucral ose; [0291] About 0.125% azel asti ne,

about 0.5%

nont el ukast and about 0.05% sucral ose; [0292] About 0.15% azel asti ne, about
0. 5% nont el ukast and about 0. 05% sucral ose; [0293] About 0.05% azel asti ne,

about 0.5% nont el ukast and about 0. 19 %licr al ose; [ 0294] About 0. 1%
azel asti ne, about O0.5% nont el ukast and about 0. 1% sucr al ose;
0. 125% azel asti ne, about 0.5% nont el ukast and about 0. 1% sucr al ose;

[0295] About

[ 0296]

About 010339 azel adbiwte 0.18bcarelastino abont &l Pkadicongataabant ¢hol%eGUkr al ose;
[ 0297] About 0. 5%0, azel astine, about 0.5% nontel ukast and about 0.15%
sucr al ose; [5% f About 0. 1% azel asti ne, about 0.5% nont el ukast and about

0. 15% syo343| ose; AB3R9D. 129 hzdhstiag %Adae 0394 ideeongdtiamt arfdt F86uTTNiRI ukast and

about 0.15% sucral ose; [0300] About 0.15% azel ast1 ne,

about 0.5%

nont el ukast &awdalaggout 0. 15% sucral ose; [0301] About 0.05% azel astine, about

5. 0% ”D'[Bﬁléﬂ"kaSt %’Bgutaﬁ%% %zggso{?n%y %oaulto&g% decongestant and about 0.1%

sucralose;

[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;

[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;



[ 0302] About 0. 1% azel astine, about 5.0% nontel ukast and about 0.05%
sucral ose; [0303] About 0.125% azel astine, about 5.0% nontel ukast and about
0. 05% sucwel20&a58(20304] About 0. 15% azel asti ne, about 5PO0¥UsSReVESAK2BKASt and
about 0.05% sucral ose; [0305] About 0.05% azel astine, about 5.0%

nont el ukast and about 0. 1% sucral ose; [ 0306] About 0. 1% azel asti ne, about

5. 0% nont el ukast and about 0. 1% sucral_g?sje; [ 0307] About 0.125% azel asti ne,
about 5. 0% nont el ukast and about 0. 1% sucral ose; [0308] About 0.15%

azel asti ne, about 5.0% nontel ukast and about 0. 1% sucral ose; [0309] About
0. 05% azel asti ne, about 5.0% nontel ukast and about 0. 15% sucral ose; [0310]
About 0.1938Hzel astAloat On5atazslaginenshew LiRYs decangestand wnd mbosoDG8 al ose;

[ 0311] About g%ﬁ%@% azel astine, about 5.0% nontel ukast and about 0.15%
sucr al ose; [0s 7 About 0. 15% azel asti ne, about 5.0% nont el ukast and about
0. 15% sy@3s8jose; [AdhiB]0. Buoarelf3tiAG %banellant i eomistamand Bolodsepngest ant ;
[ 0314] About 0. 1%azel asti ne and about 0.1% decongestant; [0315] About

0. 125% azel astfA®S&ind about 0. 1% decongestant: [0316] About 0.15%

ahout 0150 Bocongesrah P oS TaT Roarop: 1974 SerehRitny SalrtBE RSy sor °

decongest ant ;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% azelastine 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;

[0369] 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;



[0319] About 0.125% azel astine and about 0.5% decongestant; [0320] About

0. 15% azel asti ne and about 0.5% decongestant; [0321] About 0.05% azel asti ne

and aboutw0.208@mde2ongest ant; [ 0322] About 0. 1% azel ast i reTArsdooaloass2 1. 0%

decongestant; [0323] About 0.125% azel astine and about 1.0% decongest ant;

[ 0324] About 0. 15% azel asti ne and about 1.0% decongestant; [0325] About

0. 05% azel asti ne, about 0.1% decongest_gpt_ and about 0.05% sucral ose; [0326]

About 0. 1% azel asti ne, about 0.1% decongestant and about 0.05% sucral ose;

[0327] About 0.125% azel asti ne, a:oout_ 0.1% gec?ngei(t)/agt and a{ogﬁt ghSS;/()bout
ral 056,~4,0328 out 0.15% azel.astine, abou . 1% deconges

8985061/0 sjﬁ?é]ose; ] [ ] O)&ggyﬁst a@i’ég% a#®d aghqube 1 05honseudogmhedasongest ant and

about 0. 1% sugE@1@sRine] 0330] About 0. 1% azel astine, about 0.1% decongestant

and about 0.1% sucral ose; [0331] About 0.125% azel astine, about 0.1%

decongedP3R and aYwut 00.08%suezchdstine; RBAR2] 0.AMOUtpsbudbepbaz@kassi ne, about

0.1%d t d abou ~1% sucr al ose; [0333] About 0.05% azel asti ne,
abou('; gcg%g@?gﬁ%@%ﬁt%ngﬁéoégé#jﬁl% %Sucral ose; [0334] Abogt 0.1%
azel astifoxz4about Abok¥odes eAIREhaHboaNE.19PAMRahSHIRUS! BASRALEASIS] About

0.125% azel asti ne, about 0. 1% decongest ant out ralose;
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 0.1% 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% azelastine, about 0.1% pseudoephedrine or
phenylephrine and about 0.15% sucralose;

[0385] About 0.05% azelastine, about 0.5% pseudoephedrine  or

phenylephrine and about 0.05% sucralose;
[0386] About 0.1% azelastine, about 0.5% pseudoephedrine or phenylephrine

and about 0.05% sucralose;



[ 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% sucwel20&a58(20338] About 0. 1% azel asti ne, about 0. Peadscasgessant and
about 0.05% sucral ose; [0339] About 0.125% azel astine, about 0.5%
decongest ant and about 0.05% sucral ose; [0340] About 0.15% azel asti ne,
about 0.5% decongest ant and about 0.05% sucral ose; [0341] About 0.05%

azel astine, about 0.5% decongestant and about 0.1% sucral ose;[0342] About
0.1% azel asti ne, about 0.5% decongestant and about 0. 1% sucral ose; [0343]
About 0. 125% azel astine, about 0.5% decongestant and about 0. 1% sucr al ose;

[0344] ABRH 0. 15%bexé| d5t357e, aablosiine. sdodecOii§estrsardespbedivout 010, 1%
sucral ose; | t. Q. 05% i;ne,. about 0.5% decongestant and about
0. 15% sucr al ggéﬂlf%]m%g%ogﬁ%ﬁggé%ti ne, about 0.5% decongestant and
about O.[038% sucralAsmt [@B%4] Ahddsting). 1d686taz@bst ipaeudozbadiin®. 536

decongest ant and _about 0. 15% sucroal ose; [0348] About 0.15% azel asti ne,
about 0. 5% d@Benderdringand aRoE PN Brorg9ss ucr al ose; [0349] About 0. 05%

azel ast ijfjggg) about s 20 deEMIeF MU in@Nd B8R 0.9 05 B BBARSRE  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% pseudoephedrine or
phenylephrine and about 0.1% sucralose;

[0392] About  0.15% azelastine, about 0.5% pseudoephedrine or
phenylephrine 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% azelastine, 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% sucralose;



[ 0350] About 0. 1% azel astine, about 1.0% decongestant and about 0.05%
sucral ose; [0351] About 0.125% azel asti ne, about 1.0% decongestant and
about 0. OB&2swassizese; [0352] About 0.15% azel astine, alPOWtUS200842362
decongestant and about 0.05% sucral ose; [0353] About 0.05% azel asti ne,
about 1.0% decongestant and about 0. 1% sucral ose; [0354] About 0.1%
azel astine, about 1.0% decongest ant ar]cgz about 0. 1% sucral ose; [0355] About
0. 125% azel asti ne, about 1.0% decongestant and about 0. 1% sucral ose; [0356]
About 0. 15% azel asti ne, about 1.0% decongestant and about dO. é% sugrig(())/se;
0357 0.05% azel astine, about 1.0% decongestant and about O. ()
[sucra} oﬁ\g&%ﬁ 0358] A3G0- 150 2eglasiar azhouhé.0%apwudoaphedsigk enphyasieatineand about

0. 15% sucr al ; @QQF .0. 125% . azel asti ne, about 1.0% decongest ant
and about O. %%g/%%@?gﬁ%ge; 8%60] About 0. 15% azel astine, about 1.0%

deconged0403] and abmut 00.15% suehkisg, JbOBG1N.0800usseQdddpiemmel agt i ne and

about 0. 1% pseudqephedrine, or phenyl ephrine; [0362] About 0.1% azel astine
and about O. i’g‘@ 6@86@&?1@&]9%@-16’2%% $:ephrine; [0363] About 0.125%

azel astijp4qnd abuio . 194 peudneniadr i oey Q" Pb%ylp%gm&eﬂﬁédﬁne or
phenylephrine and about 0.1% sucralose;

[0405] About 0.05% azelastine, about 1.0% pseudoephedrine or
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;



[ 0364] About 0.15% azel asti ne and about 0. 1% pseudoephedri ne or

phenyl ephri ne; [0365] About 0.05% azel astine and about 0.5% pseudoephedri ne
or phenylwphiansgo2p0366] About 0. 1% azel asti ne and aboutrCO/UB2005/042362
pseudoephedrine or phenyl ephrine; [0367] About 0.125% azel asti ne and about
0. 5% pseudoephedri ne or phenyl ephrine; [0368] About 0.15% azel astine and
about 0. 5% pseudoephedrine or phenyl epp ine; [0369] About 0.05% azel astine
and about 1.0% pseudoephedrine or phenyl ephrine; [0370] About 0.1%

azel asti ne and about 1.0% pseudoephedrine or phenyl ephrine; [0371] About

0. 125% l,astine and about 1.096Pseudoeghedrine or phenyl ephrine; [ 0372]
About 0! azel agtioHt L ansglastingosheyt (4 bop ASADhendr abshie g 0Ephr i ne:
[0373] About Q..99%.azel astine, about 0.1% pseudoephedrine or phenyl ephrine
and about 0.05% sucral ose; [0374] About 0.1% azel astine, about 0.1%
pseudoef@dl i ne orAtpherylEpheidustiaad abhiouD. 10, OSYAIDC had osdut [@87%] About
0.125% azel asti ne, about 0.1% pseudoephedrine or phenyl ephrine and about

0. 05% sucr al 8%82'°PB376] About 0.15% azel astine, about 0.1% pseudoephedri ne

or BhenslsBfr i ne anduaRp0o0SHhsuCThase I AOTTAAOA ,05% prel ast ne

about 0. 1% pseudoephedrine or enyl ephri né an sucral’ose;

sucralose;

[0426] About 0.1% azelastine, about 0.1% NSAID and about 0.1% sucralose;

[0427] About 0.125% azelastine, about 0.1% NSAID and about 0.1%
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;



[0378] About 0.1% azel asti ne, about 0.1% pseudoephedri ne or phenyl ephrine
and about 0. 1% sucral ose; [0379] About 0.125% azel asti ne, about 0.1%
pseudoephwadnroesen22phenyl ephri ne and about 0. 1% sucr al oeeT/Use@30k236bout

0. 15% azel asti ne, about 0.1% pseudoephedrine or phenyl ephrine and about

0. 1% sucral ose; [0381] About 0.05% azel asti ne, about 0.1% pseudoephedri ne
or phenyl ephrine and about 0.15% sucra#)se [ 0382] About 0.1% azel asti ne,
about 0. 1% pseudoephedri ne or phenyl ephri ne and about 0.15% sucral ose;

[ 0383] About 0.125% azel astine, about 0.1% pseudoephedrine or phenyl ephri ne
and abo é@g’ 15% sucr al ose: [0384] About 0.15% azel astine, about 0.1%
pseudoeg ine orARsmenY I &hr perdasiing abeitit 0% SHISAIRr andswbouf 0B8%] About

0. 05% azel astg h&%lo about 0. 5% pseudoephedrine or phenyl ephrine and about

0. 05% sucr al os f0386] About 0. 1% azel asti ne, about 0.5% pseudoephedri ne
or pheny0&4hr i ne axtbuab@15%:0 .2281%stinec r oot €).f U3ANF AAbonid Gabbdb%.8%e! asti ne,
about 0. 5% pseud hedri ne or phenyl ephrine and about 0.05% sucr al ose;

[ 0388] About sﬁcrfg’@/gazel astine, about 0.5% pseudoephedrine or phenyl ephrine
and aboygad]) 05% sueydat apes0sl Qg'@%tlrr%b%%utoﬂcﬁ% READS it Candi O}y 56, 5%
pseudoephedrlne or phenyl ephrine or phenyl ephrlne and about 0 sucr al ose;
[ 0390] About sOcrébasgzel asti ne, about 0.5% pseudoephedrine or phenyl ephrine

Shobt “YEEBRLLGoRaEr T GriBh T B Foslanihetl Rt Bt
By

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% NSAID and about 0.05%
sucralose;

[0448] About 0.15% azelastine, about 1.0% NSAID and about 0.05%
sucralose;

[0449] About 0.05% azelastine, about 10.0% NSAID and about 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;



[0392] About 0.15% azel astine, about 0.5% pseudoephedrine or phenyl ephrine
and about 0. 1% sucral ose; [0393] About 0.05% azel asti ne, about 0.5%
pseudoephwdnoessen22phenyl ephri ne and about 0. 15% sucr al @s®/USp@394336About
0.1% azel asti ne, about 0.5% pseudoephedri ne or phenyl ephri ne and about

0. 15% sucr al ose; [0395] About 0.125% azel asti ne, about 0.5% pseudoephedri ne
or phenyl ephrine and about 0.15% sucrghé)_se; [ 0396] About 0.15% azel asti ne,
about 0. 5% pseudoephedri ne or phenyl ephri ne and about 0.15% sucral ose;

[ 0397] About 0.05% azel astine, about 1.0% pseudoephedri ne or phenyl ephrine
and abo 0.05% sucr al ose [0398] About 0.1% azel astine, about 1.0%
pseudoeg i ne orAbiengl ¥ WPlﬁétl%dﬂbabbultO @o0DBAID: raafl ogleout [ B36% About

0. 125% azel asy, bl‘&f‘o about 1 0% pseudoephedri ne or phenyl ephrine and about

0. 05% sucr al ose; [s 400] About 0.15% azel astine, about 1.0% pseudoephedri ne
or pheny04§firi ne asbualbl5% . £5lsEns rabbos a0.(CA4NSATBbad 2Pe@5608%e! ast i ne,
about 1. 0% pseudpephedrine or phenyl ephrine and about 0. 1% sucral ose; [ 0402]
About 0. 1% az8f @t ne, about 1.0% pseudoephedri ne. or phenyl ephri ne and
about Oj ucr al [ ] 0 % b 1,0%
pseudoepgli%?l ne og@%ﬁén(g#ge}%h?‘féﬁ%ﬁgﬁdaa ou%@gglﬁ) sucra gsg&;ﬁto@tgiﬁ About

0 15% azel astsiierglosgbout 1. 0% pseudoephedrl ne or phenyl ephr| ne and about

e ol BB, SeBocsa) b1 Do Bepigazptec i e

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;



[ 0406] About O0.1% azel asti ne, about 1.0% pseudoephedrine or phenyl ephrine
and about 0.15% sucral ose; [0407] About 0.125% azel astine, about 1.0%
pseudoepheanoesssn2zphenyl ephrine and about 0. 15% sucr al es@/Usk@408j36About
0. 15% azel asti ne, about 1.0% pseudoephedrine or phenyl ephrine and about

0. 15% sucr al ose; [0409] About 0.05% azel asti ne and about 0.1% NSADD; [041
0] About 0.1% azel asti ne and about O. 1%9 NSAI D; [0411] About 0.125%

azel astine and about 0.1% NSAID; [0412]" About 0.15% azel asti ne and about

0. 1% NSAI D; [0413] About 0.05% azel asti ne and about 0.5% NSAI D, [04|14] _
About 0. 1% azel astjne and about 0.5% NSAI D, [0415] About 0.125% azel astine
and abodi%t)?%% NSABUt 982 %e3zelstng 2oyt §ok%a faipaefen.diclafedaa veenloon®y, NSAI D;

0417] About %zl ' . 10. 0% NSAI D, [041 8] About 0.1%
gzel alsti ne ar?gng%g%t 1618%%1%2\?%%%%%] About 0. 125% azel asti ne and about
10. 0% NGMTO] [ 0420Yboab0Ots Bzel&¥nazdbais0.i eibapebfal alidloftRad) Yo dBAeRic [ 0421]

About 0. 05% azel asti ne, bou6 .0%% NSAI D and about 0. 05% sucral ose; [0422]
About 0. 1% a?éP%P¥W&nda3§BH1i 8> %oX5i&i8FE and about 0. 05% sucr al ose; [ 0423]

ot Sugatsue asbneo kot i SRt bbb Be aiesalese: (0020
About 0. 05% asssllefsnacoe naploaen afd dmNSADR saachledeput 0. 1% sucr al ose;

[0472] About 0.15% azelastine, about 0.1% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.05% sucralose;

[0473] 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
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 0.1% 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;



[ 0426]
[ 0427]
[ 0428]
[ 0429]
[ 0430]
[ 0431]
[ 0432]
[ 0433]
[ 0434]
[ 0435]
[ 0436]
[ 0437]
[ 0438]
[ 0439]
[ 0440]

About 0. 1% azel asti ne, about 0. 1% NSAI D and about 0. 1% sucr al ose;
About 0. 125% azel asti ne, about 0.1% NSAI D and about 0. 1% sucr al ose;
Abwoto@/ k822 azel asti ne, about 0. 1% NSAI D and aboeCTQIS:dsous6Al 0Se;

About 0. 05% azel asti ne, about 0. 1% NSAI D and about 0.15% sucr al ose;
About 0. 1% azel asti ne, about 0. 1% NSAI D and about 0.15% sucr al ose;
About 0. 125% azel astine, about_{, 1% NSAID and about 0.15% sucr al ose;
About 0. 15% azel asti ne, about 0.1% NSAI D and about 0.15% sucr al ose;
About 0. 05% azel asti ne, about 0.5% NSAI D and about 006(5)05/% sucrﬁl ose;
9 i ne, about 0.5% NSAID and about O. o sucr al ose;
i@%ﬁ 8 iZA) %elzaﬁgso/f’i ?’?@f‘lm%%ﬁboﬁ? gbs Yashuprefer) asgoalroud. @88%sucr al ose:

About sfrdig% azel astine, about 0.5% NSAI D and about 0.05% sucr al ose;
About 0.05% azel astine, about 0.5% NSAI D and about 0. 1% sucr al ose;
M3 0. 19Ahewl 85 Yoraeslasinepabdiit B3)/NBADE for) dickbfenic, Beck¥bfsnser al ose;
About 0. 125% azel ast i £ about 0. 5% NSAI D and about 0. 1% sucral ose;
About of)r.l%%egfgﬁélg?'iﬁr{g, 7 SBF8IOSH. 596 NSAI D and about 0. 1% sucr al ose;

[0486] About 0.1% azelastine, about 0.5% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.1% sucralose;

[0487] About 0.125% azelastine, about 0.5% ibuprofen, 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, diclofenac, aceclofenac

or naproxen and about 0.1% sucralose;



[ 0441] About 0.05% azel astine, about 0.5% NSAI D and about 0.15% sucral ose;

[ 0442] About 0. 1% azel astine, about 0.5% NSAI D and about 0. 15% sucr al ose;

[ 0443] Abwot206/052B2% azel asti ne, about 0.5% NSAI D and abeatr/(32d5836zr al ose;
[ 0444] About 0. 15% azel asti ne, about 0.5% NSAI D and about 0.15% sucral ose;

[ 0445] About 0.05% azel astine, about 10.0% NSAI D and about 0.05% sucr al ose;
[ 0446] About 0.1% azel astine, about 10, g% NSAI D and about 0. 05% sucr al ose;

[ 0447] About 0.125% azel astine, about “7070% NSAI D and about 0. 05%

sucral ose; [0448] About 0.15% azel astine, about 1.0% NSAI D and about 0.05%
sucr al ose; 0449 About 0. 05% azel astine, about 10. 0% NSADD and about 0.1%
sucr al 0d849 04501 Adwitit 001208% agzslaging, nabouth okt 0%0 iowprafeny Ddigkderabout 0. 1%

sucr al ose; out 0 t4lo ut 10. 0% NSAI D and about 0. 1%
sucr al ose; [%ﬁg%%feli%oﬁtnag 0%%@%(2 gg?llrégucr et’ 10. 0% NSAI D and about 0. 1%

sucr al 04650(]0453] Advatt 00L095%Ymazdietias] i mmutauom% 10610 RISAl Blctéhagpout 0. 15%
sucral ose; [ 045 c]l tAbout 0. 1% aze| asti ne, about 10.0% NSAI D and about 0.15%
ofe

sucr al ose: ace nac or naproxen and about 0.1% sucralose;

[0501] About 0.05% azelastine, about 10.0% ibuprofen, diclofenac,
aceclofenac or naproxen and about 0.15% sucralose;

[0502] About 0.1% azelastine, about 10.0% ibuprofen, diclofenac, aceclofenac
or naproxen and about 0.15% sucralose;

[0503] About 0.125% azelastine, about 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% azelastine, 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% azelastine, 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;



[ 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%
sucr al osewo[20e6m83028bout 0. 05% azel astine and about 0. 1%PChascasam362

di cl of enac, acecl of enac or naproxen; [0458] About 0.1% azel asti ne and about
0. 1% i bupr of en, dicl of enac, acecl of enac or naproxen; [0459] About 0.125%
azel astine and about 0.1% i buprofen, di 8I of enac, acecl of enac or naproxen;

[ 0460] About 0. 15% azel astine and about’0. 1% i buprofen di cl of enac,

acecl of enac or naproxen; [0461] About 0 05% azel astl ne and about 0.5%

i bupr of e[ﬁ ﬁl cl of enac, acecl of enac or {)roxen [0462] About 0.1%

azel ast ilfid14nd abdtRowh. Hob% bagsiastiae, ‘%Pioé of-&Hacsterate cansf extwst - 1%apr oxen;

[ 0463] About CQCC;I%@S/ ﬁ\tzel astine and about 0.5% i buprofen, diclofenac,

acecl of enac or proxén; [0464] About 0.15% azel astine and about 0.5%

i bupr of dAS13i cl of eAtau; A.4886%0hediatiney AdbOPT AXEY; SRS hndbassut 0o, 9HY%

azel astine and about 10.0% i buprofen, diclofenac, aceclofenac or naproxen;
[ 0466] About %6 CORFESIIRt asti ne and about 10.0% i buprof en, di cl of enac,

acecl of gp or na n 46, ut 23%az 10. 0%

i bupr of Ee{ngF6 i cl of %E\Hgéﬁ gclgg o%]élﬁsa%ggéra]%oa‘t%r ?S@%; &%%Z%Bﬁ%ouyﬁqp%’%

azel asti ne arddcmouantlo. 0% i bupr of en, di cl of enac,

[0517] About 0.05% azelastine, about 0.01% steroid and about 0.5%
decongestant;

[0518] About 0.1% azelastine, about 0.01% steroid and about 0.5%
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%
decongestant;

[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;



acecl of enac or naproxen;[0469] About 0.05% azel astine, about 0.1%

i buprof en, dicl of enac, acecl of enac or naproxen and about 0.05% sucr al ose;

[ 0470] Abwoto@/F8622azel astine, about 0.1% i buprof en, di clpafrarsams/oazsez| of enac
or naproxen and about 0.05% sucral ose; [0471] About 0.125% azel asti ne,
about 0.1% i buprofen, diclofenac, acecl of enac or naproxen and about 0.05%
sucral ose; [0472] About 0.15% azel ast i—sz about 0.1% i buprof en, dicl ofenac,
acecl of enac or naproxen and about 0.05% sucral ose; [0473] About 0.05%

azel asti ne, about O. 1%i bupr of en, dicl of enac, acecl of enac or naproxen and
about 0.1% sucral ose; [0474] About 0.1% azel astine, about 0.1% i buprofen,

di cl of ed®29] acec| d¥hoihc0-89%napelaston. abauALL%0steoid uandl dout 1.0475] About
0. 125% azel aﬁg%&g St%gout 0. 1% i bupr of en, dicl of enac, acecl of enac or

napr oxen and t 1% sucral ose; [0476] About 0.15% azel asti ne, about

0. 1% i by@s3ef en, diAHoaf e0an, aekefind eabsuton.0NePraxen aadl advout 100%%0

sucral ose; [Q477] About 0.05% azel astine, about 0.1% i buprofen, diclofenac,
acecl of enac GFCHWERTHRen and about Q 15% sucral ose; [0478] About 0.1%

azel astlggg, about q, 190 o NAG1 o f o oxen and
about O. 15/] sucra osoe ?g%%] gz%lf)hm?é 5@%@ /ag%e %)lﬁegﬂ(gb%ﬁ t 8{"@&

i bupr of en, ddcdoun‘geslmt acecl of enac or naproxen and about 0. 15% sucr al ose;
[ 0480] 0. 15% azel Jne, ~about 1%| rof en, dicl of enac

acecl ofi&’g or napy’S¥kn 3 4 apdting, 1 &%(Eo?@ml‘#oﬂ?ﬂil]a%fodto% 05%
azel astine, abbefRam?o i buprofen, diclof enac, acecl of enac or naproxen and

about 0. 05% sucral ose; [0482] About 0. 1% azel asti ne, about 0.5% i buprofen,
di cl of ef@B33] acecl ésfogn’ac0.0S% 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%

decongestant and about 0.05% sucralose;



or naproxen and about 0.05% sucral ose; [0483] About 0.125% azel asti ne,
about 0.5% i buprofen, diclofenac, aceclofenac or naproxen and about 0.05%
sucr al osewpQd@issiabout 0. 15% azel astine, about 0.5% i bupcofusaoeamna2sabout

0. 05% sucr al ose; [0485] About 0.05% azel asti ne, about 0.5% i buprof en,

di cl of enac, acecl of enac or naproxen and about 0.1% sucral ose; [0486] About
0. 1% azel asti ne, about 0.5% i buprofen, diclofenac, aceclofenac or naproxen
and about 0. 1% sucral ose; [0487] About 0.125% azel asti ne, about 0.5%

i buprof en, dicl of enac, acecl of enac or naproxen and about 0.1% sucr al ose;

0488 0.15% aze tine, about 0.5%i buprofen, diclofenac,
Eacecl Lf iﬁﬁg{g’tlor na W&bl?g%&zﬁlﬁé@@es@bq O] &r sepreid;abpad® e dapengestdnios v

azel asti ne, . i n, diclofenac, aceclofenac or naproxen and
about 0.15% ?Eglrdgclngsogj;@ %%g%fgeibout 0. 1% azel asti ne, about 0.5% i bupr of en,

di cl of ell@t5] acec! dftemte 05 azalastines aban @.08POstErodd, B5oIsM % Aecesiesth®491] About
0.125% azel ast | wt 0. 5% i buprofen, diclofenac, acecl ofenac or
napr oxen and aﬁ‘%gﬁqmg%ﬁt’/ﬁ@ﬁ’i?%ﬁ ose; [0492] About 0.15% azel asti ne, 0about
0.5% i bygsaaf en, dixloaf €19 azcBRaAE OHBRAG 0% BRI b, A0 e Q> %0

t 0% 1D n,

sucral ose; [0493] About 0.05% azel astine, abou uprofe
di cl of enac, &eéaburt&Wats wicrakegss oxen and about 0. 05% sucral ose; [0494] About

and aboli0) 05 s COPl of 82 o i REE iabeiT bR citrBid nabowndut Lo, 06
i bupr of en,  didedonenat andgwsik 0f039RGu@sloRRPT 0xen and about 0.05% sucr al ose;
[ 0496] About 0.15% azel astine, about 10.0% i buprofen, diclofenac,
[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;



acecl of enac or naproxen and about 0.05% sucral ose; [0497] About 0.05%
azel astine, about 10.0% i buprofen, diclofenac, acecl ofenac or naproxen and
about 0. Wo=zuevEB@ge; [0498] About 0.1% azel asti ne, aboRCTAG2@30413apr of en,
di cl of enac, acecl of enac or naproxen and about 0.1% sucral ose;[0499] About
0. 125% azel asti ne, about 10.0% i buprofen, diclofenac, acecl of enac or
naproxen and about 0.1% sucral ose; [0500] About O0.15% azel astine, about

10. 0% i bupr of en, di cl of enac, acecl of enac or naproxen and about 0.1%

sucral ose; [0501] About 0.05% azel astine, about 10.0% i bupr of en,
n and_about 0.15% sucral ose; [0502] About

di cl of | of
OI. i%oagz(?%&?ﬁgc g%)g)g{ac 8% ﬁ?@gﬂ?%n ab@l‘tltclQ)péﬁacswra@eclab@]éndbg%r napr oxen

and about 0. ﬁé&@r%gggrglafq&gbodtw/}) sdiRQHle; 0. 125% azel astine, about 10.0%
i buprofen, diclofenac, aceclofenac or naproxen and about 0.15% sucr al ose;

[ 0504] mf&m 0. 15%bautd. 35%i azelastatrp altout 0.05% stiof, abeut,0.3%% deedrppsent

acecl of enac 9% QI?CRJ(BB@%} and.about 0. 15% sucral ose; [0505] About 0.05%
azel astine, abou /%éltcﬁarl?ﬁd and about 0.1% decongestant [0506] About
0. 1% az@lsss) i ne, about0.05R1HeREREDiHo@ M 3Ra4bid0, %@PH%@%@ ¢ [0507]
About 0.125% azel astine, about 0.01% steroid and about econgestant

[0508] About b algut 498Yescralese; about 0. 01% steroid and about 0. 1%
0. 1% doboabst ant AOPYATSH agLGPeD SRl L e, Shayblo o Bu St BHor d and.
about O. 1% and about 0.05% sucralose;
[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
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% decongestant

and about 0.05% sucralose;



decongestant; [0511] About 0.125% azel astine, about 0.05% steroid and about
0. 1% decongest ant; [0512] About 0. 15% azel asti ne, about 0.05% steroid and
about 0. Wodewosgest ant; [ 0513] About 0.05% azel asti ne, pabaise00d/0425t er oi d
and about 0. 1% decongestant;[0514] About O0.1% azel asti ne, about 0.1%
steroid and about 0. 1% decongestant; [0515] About 0.125% azel asti ne, about
0. 1% steroid and about 0. 1% decongest anf ; [ 0516] About 0.15% azel asti ne,
about 0.1% steroid and about 0. 1% decongestant; [0517] About 0.05%

azel astine, about 0.01% steroid and about 0.5% decongestant; [0518] About
0.1% azel astine, about 0.01% steroi d and about 0. 5% decongestant; [0519]
About 0199845 azel ok, 1% Baelastmen abeus Oc%oisteraids 2ba 0% dSoenpissiengest ant ;

[ 0520] About QF%E%%?%@g‘%&%g .about 0.01% steroid and about 0.5%

decongest ant ; fﬁ%% azel asti ne, about 0.05% steroid and about

0. 5% de¢05gst ant ;Ao@b@.2P5%Rzelastihe] Pbaaz 61186 bieriid, sbomult.0%.debdgstanni d and
about 0.5% decgngestant  [0523] About 0.125% azel astine, about 0.05%
steroid and &Bgﬂgo%péb%/ﬁ%ﬁ@%"ét ant; [0524] About 0.15% azel astine, about

0. 05% syesd and aQub.199PPelastine, about 0.1% steroid, about 1.0% decongestant

and about 0.05% sucralose;

[0577] About 0.05% azelastine, about 0.01% steroid, about 0.1% decongestant
and about 0.1% sucralose;

[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%
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% sucralose;

[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% steroid, about 0.1% decongestant

and about 0.1% sucralose;



decongestant; [0525] About 0.05% azel astine, about 0.1% steroid and about

0. 5% decongest ant; [0526] About 0.1% azel astine, about 0.1%steroid and

about 0. 5%0dewosgest ant; [ 0527] About 0. 125% azel ast i ne pcahisaao50428¢2 st er oi d

and about 0.5% decongestant; [0528] About 0.15% azel astine, about 0.1%

steroid and about 0.5% decongestant;[0529] About 0.05% azel astine, about

0.01% steroid and about 1.0% decongestant; [0530] About 0.1% azel asti ne,

about 0.01% steroid and about 1.0% decongestant; [0531] About 0.125%

azel astine, about 0.01% steroid and about 1.0% decoglggst ant; [0532] [éggg}
.15% a tine, abou 01% st.eroj d and about, 1. 0% decongest ant ;

g\boﬁt O.Z[ﬁé@jazel agt OHéb'Og%%ﬁel@l@%@b%l%t@rQ}% stgrrid.aabevt 0. 1%gbireregesiagest ant ;
0534] About loast, .about 0.05% steroid and about 1.0%

Eiecon]gest ant ;&F%%%PQA/E%E‘%&%%ZS% azel astine, about 0.05%steroid and about

1. 0% ded®¥dst ant ;Abodb 88 % AbalertinG, abo ADEVastiont abah @Y% Qle05gestapr 0i d and

about 1.0% decongestant; [0537] About 0.05% azel astine, about 0.1% steroid
and about 1.@@@8@%@?3&@&%?@5‘%0538] About 0.1% azel astine, about 0.1%

ster Oid[M]abOUt Abotl?0 0.125% azelastine, about 0.01% steroid, about 0.5%

decongestant and about 0.1% sucralose;

[0592] About 0.15% azelastine, about 0.01% steroid, 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% sucralose;



decongestant; [0539] About 0.125% azel astine, about 0.1% steroid and about
1. 0% decongest ant; [0540] About O0.15% azel asti ne, about 0.1% steroid and
about 1. OWodewosgest ant; [ 0541] About 0. 05% azel asti ne, pabais2003/,002B%2
steroid, about 0.1%lecongestant and about 0.05% sucral ose; [0542] About
0.1% azel asti ne, about 0.01% steroid, about 0.1% decongestant and about
0. 05% sucr al ose; [0543] About 0.125% az ‘%91 astine, about 0.01% steroid, about
0. 1% decongest ant and about 0. 05% sucral ose; [ 0544] About 0.15% azel asti ne,
about 0.01% steroid, about 0.1% decongestant and aboull; 0. Og%iugr al ose; t
0545 0. 05%.aze about 05% st eroi d, about 1% decongest an
<[and aLoﬁBg‘gﬁ 05% s G4 tﬁgv TZGE&W}G A‘b%to .% sterpids 12ha4t 1% deserges@nins v,
steroid, abouyhgqQpck¥ndesengsstant and about 0.05% sucral ose; [0547] About
0. 125% azel astine, about 0.05% steroid, about 0.1% decongestant and about
0. 05% sU@6f]ose; P%ABQ) 0BYoarelabtinks hat O (596 stemid, aboutt] . W% QRvorestani d, about
0. 1% decongest %Bg ut. 0. 05% sucr al ose; [0549] About 0.05% azel asti ne,
about 0.1% stag‘?gl?odl b/aﬁlfcrﬁloi% decongest ant and about 0.05% sucr al ose;

0550] Absu#) O. 1%3%61 8.9% BRlastBOUbol: 4085 868idd abRRqUle, UeddhABGANTESt ant
Eamd aLout 0. 05% sucr al ose/& [OaS Agout 0%1254 a% (ﬁgstq?/ro\ee outﬁﬁ)[o 1%

steroi d, abogad @%W&d(%@lngél%%nt and about 0.05% sucral ose; [0552] About
0. 15% a‘vt@é(fﬁt' ne, A%% yt OQZ%"//O Saze asﬁné aBoﬁJtt 80§“ erm%gea gl?’[t 1.0%

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 0.15% sucralose;



and about 0.05% sucral ose; [0553] About 0.05% azel astine, about 0.01%
steroid, about 0.5% decongestant and about 0.05% sucral ose; [0554] About

0. 1% azelastnosanss@bout 0. 01% st eroi d, about 0.5% decongestrarstoodana3about

0. 05% sucr al ose; [0555] About 0.125% azel asti ne, about 0.01% steroid, about
0. 5% decongest ant and about 0. 05% sucral ose; [0556] About 0.15% azel asti ne,
about 0.01% steroid, about 0.5% decong%gt_ ant and about 0.05% sucr al ose,

[ 0557] About 0.05% azel asti ne, about 0.05% steroid, about 0.5% decongest ant
and about 0.05% sucral ose; [0558] About 0.1% azel astine, about 0.05%

steroid, about 0.5% decongestant and about 0.05% sucral ose; [0559& About
0. 125% d981%st i ne, Ab@butd- B506onedastiar.d, abawbup- 0075 ostemidbngabottn. 1%nd about

0. 05% sucr al qﬁg%ggg‘ﬁlgp%%tg%o.8%%?{8r§120§%;asti ne, about 0.05% steroid, about

0. 5% decongest a sucral’ose; [0561] About 0.05% azel asti ne,

about 0.[0626]t er oi AbaiOUYateWstits abGesl @Y serdd,about 0.09 D& adstaal 0Se,
[0562] About 0.1% azel astine, about 0.1% steroid, about 0.5% decongestant
and about O. (5’9%"‘5%@611%@“?@5%3] About 0. 125% azel astine, about 0.1%

st eroi d,jgpgQut O. Q%ge ; ¢ %, r@l ose. About
0. 15% az[e?ia)tlgti ne, %ﬁ)%ﬁt@ 0. ?Lg/éeg%ienrl%:h%o agggd 9[81% A)aggl%o(gg%’s eacﬂ%geg{réfga about
0. 05% sucr al asé abe13T6HE]Y Albayelbsd). 05% azel astine, about 0.01% steroid, about

.09 t and abqut 0. 05% | gse; [0Q566 t 0.1% azel asti ne,
about 018080t or o4Pou Btk 555lsSinde g Qb CArteroid, about O.19) decongestn |

and about 0.15% sucralose;

[0623] 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;



and about 0.05% sucral ose; [0567] About 0.125% azel astine, about 0.01%
steroid, about 1.0% decongestant and about 0.05% sucral ose; [0568] About
0. 15% azewaxviansgo2about 0. 01% st eroi d, about 1. 0% decongestispaosamienbout

0. 05% sucr al ose; [0569] About 0.05% azel asti ne, about 0.05% steroid, about
1. 0% decongest ant and about 0.05% sucral ose; [0570] About O0.1% azel asti ne,
about 0.05% steroid, about 1.0% decongggt ant and about 0.05% sucr al ose;
[0571] About 0.125% azel astine, about 0.05% steroid, about 1.0%
decongest ant and about O. 05% sucral ose; [0572] About 0.15% azel asti ne,
about O. G('S;/ ster 0| gggs} 0% decongest ant and about 0. 05% sucr al ose;

[ 0573] 40, 05% b VA<t prdastingothoud 01gh stegnidi shouhotfe decemgsgiafongest ant
and about O. Qﬁ&@wﬁ@aﬂm@&g&@] About 0. 1% azel asti ne, about 0.1% steroid,
about 1.0% decongestant and about 0.05% sucral ose; [0575] About 0.125%
azel ast |Wﬁ§5] about Apoutd 42 ¥roizelastaisoatioul 00% steronh gbsitans %akcorgeauit 0. 05%
sucr al ose; %g} A@altgt,/ 0. 15% azel asti ne, about 0.1% steroid, about 1.0%
decongestant A 8P 55¥8€ucr al ose; [ 0577] About 0.05% azel ast i ne,
about 0.[658%) St er 0iAthoufDA8Y, Helhi¥ d ofd. gL | ose;

[ 0578] Abom 0. 1% azel asti ne, a%%t%gg&gﬁi/?geﬁigl %@&gl@ésup d%?@f%)gﬁégongestant
and about 0. 204 ahwit Q116%esuctalee9] About 0. 125% azel astl ne, about 0.01%

0. 159 a2PEEL | ne, AMpAETOPATHHEN e BB ersid Sl B "

and about 0.15% sucralose;

[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 0.15% 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% sucralose;



and about 0. 1% sucral ose; [0581] About 0.05% azel asti ne, about 0.05%
steroid, about 0.1% decongestant and about 0.1% sucral ose; [0582] About

0. 1% azelwetznowenss@bout 0. 05% st eroi d, about 0.1% decongestraseosamaabout

0. 1% sucral ose; [0583] About 0.125% azel astine, about 0.05% steroid, about
0. 1% decongest ant and about 0. 1% sucral ose; [0584] About 0.15% azel asti ne,
about 0.05% steroid, about 0.1% decongggig ant and about 0.1% sucral ose;
[0585] About 0.05% azel astine, about 0.1% steroid, about 0.1% decongestant
and about 0.1% sucral ose; [0586] About 0.1% azel asti ne, aggut Oblti/()ZE(t)/er oi d,
about 0. 1% decongest ant and about 0. 1% sucral ose; [0587] out O. 0

azel ast i[&\é&?abou? Apopiiy, Q%0 iagelagtiey t atout of. 6o flisasone, ammeitrone, 0. 1%

sucral ose; | % i bout 1% roi d bout 0. 1%
decongest ant gan z ou%l& 6’9%@’5%02@%@%;%@%]&A%S{l&lé?%}g ongzag?a?g??tne, about
0. 01% st er oi @,1% peantdopiedrinecoptgagtephtindand about 0. 1% sucral ose; [ 0590]

About 0.1% azel ast . ne ut 0,01% steroid, about 0.5% decongest ant and.
about 0.@6%0 ucr al &?Pt[gg%"l] azglastime. o Aot o 01 &h adlutipasoneh AMI2VNeS st er oi d,

about 0. 5% dgsppes 1a 9 0S€ ;LN t 15%
azel asti ne(? ggout %%sg?%@b?taglrlb?g#ﬁ%ﬁlgét@%% 0 §é§gr%ér§t§ 1§§{on§%§&'§ggﬁt 0.1%

sucr al ose; [ 05998psetidoenthelrifses dweylaphiime, about 0. 05% st eroi d, about 055%
deconge and ghou % sucr al.ose;, [ 0594] ut 0.1% azel astine, about
0. 05% si“e@g} d, abg\bﬂoug.(gl’/éscféc%zﬁ&@é?%n?b&t 5ot uticasone, mometasone,

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, about 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;



and about 0. 1% sucral ose; [0595] About 0.125% azel asti ne, about 0.05%
steroid, about 0.5% decongestant and about 0. 1% sucral ose; [0596] About

0. 15% azewabiansgo2about 0. 05% st eroi d, about 0. 5% decongestisraosamenbout

0. 1% sucr al ose; [0597] About 0.05% azel asti ne, about 0.1% steroid, about

0. 5% decongest ant and about 0. 1% sucral ose; [0598] About 0.1% azel asti ne,
about 0.1% steroid, about 0.5% decongestant and about 0. 1% sucral ose;

[ 0599] About 0.125% azel asti ne, about™ 0.1% steroi d, about 0.5% decongest ant
and about 0. 1% sucral ose; [0600] About 0.15% azel astine, about 0.1%
steroid, about 0.5% decon%est ant and about 0.1% sucral ose; [0601] About

0. 05% aldéb%kt i ne, Abbwut0. 12504 vezsiasting. d 2baibo0tl 74 . Hotichserm gmemgiasormd about

0. 1% sucr al oge; 602 out 0. 1% azel astin about 0.0Q1% st eroi d, about

T v decongedeamie e pogt boSiehesl ek RO S mn i AERR ., o act i ne,

about 0.01% g_Q%ggeddo@h@;ﬁneJorq,%ﬁlﬁgﬂﬁme;st ant and about 0. 1% sucr al ose;
[ 0604] About 0. 15% azel asti ne, about 0.01% steroid, about 1.0% decongest ant

and abol®660l 19 sudbantodkl5% 0apdpstimsouabont o&dfaANticasense, MABELASORE: 05%
steroid, abo % dec t 19 X About

0. 1% azel ast élféﬁ(g,gﬂeg‘f?g%% g&%@&)@{%@@ggl %g%%h?ﬁi’. g%@ﬁﬁ%é%}}éélg% %%Cfggon about

0. 1% sucr al 088% pdeadodphédriietor@hd@fplaine) asti ne, about 0.05% steroid, about
1. 0% decongest ant and about 0. 1% sucr al ose; 1[’0608t]' About 0. 15% azel asti ne,

about 010983} st er ofAgOUa RN 12%58sHBR 0 RERE AL fluficasone, mometasone,

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 about
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] About 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, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% pseudoephedrine or phenylephrine;

[0668] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about

0.5% pseudoephedrine or phenylephrine;



and about 0. 1% sucral ose; [0609] About 0.05% azel astine, about 0.1%
steroid, about 1.0% decongestant and about 0. 1% sucral ose; [0610] About

0. 1% azelastznovanss@bout 0. 1% st eroi d, about 1.0% decongegsCanis2asa4Bbout 0. 1%
sucral ose; [0611] About 0.125% azel astine, about 0.1%steroid, about 1.0%
decongestant and about 0. 1% sucral ose; [0612] About 0.15% azel asti ne, about
0. 1% steroid, about 1.0% decongest ant _%n_d about 0. 1% sucral ose; [0613]

About 0.05% azel astine, about 0.01%teroid, about 0.1%lecongestant and
about 0.15% sucral ose; [0614] About 0.1% azel astine, about 0.01% st gr(())l d,
about 0.1% decongestant and about 0. 15% sucral ose; [0615] About 0.125%

azel ast 1%9?abou'? APyt )-89 %r azglastilise uebat 16 1Ye c Siugessonnt moidetatovat 0. 15%

I ; 1 R% [ t 019 id, .about 0.1%
decongest ant “nd"dheot 6pa, *REFLAEL (MRersRRRL oxdibhehobEL ALY bRl e
about 0. 05% $t8n psahdogiiedtin®orlfhetiglephgest ant and about 0. 15% sucr al ose;

[ 0618] 0.1% azel agt| ne, about 0.05% steroi d, about 0.1% decongest ant
and aboﬁ?@@ﬁ 15% s&oéﬁ oéé%o StRG, AbOBE 19484 o HBlieAsPRE e MOMRRAONS, 05%

steroi d, aboubxndfadRE BEBEHL &1, ARAMonPacl YOI HGERLREE and QBGQ  About
Eout 0.1% deco

0. 15% azel asti ne, about 0.05% steroid, a ngestant and about
0. 15% sucr al 885 ppd@adihedinazior ghe@bplapet ast i ne, about 0. 1% steroi d, about

R R R TG IR R N ST SR

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% pseudoephedrine or phenylephrine;

[0672] About 0.15% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
0.5% pseudoephedrine 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% fluticasone, 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, about 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, loteprednol, budesonide, or triamcinolone and about

1.0% pseudoephedrine or phenylephrine;



and about 0.15% sucral ose; [0623] About 0.125% azel astine, about 0.1%
steroid, about 0.1% decongestant and about 0.15% sucral ose; [0624] About

0. 15% azewaxviansgo2about 0. 1% st eroi d, about 0. 1% decongestrarstoodana3about

0. 15% sucr al ose; [0625] About 0.05% azel astine, about 0.01% steroid, about
0. 5% decongest ant and about 0.15% sucral ose; [0626] About 0.1% azel asti ne,
about 0.01% steroid, about 0.5% deconggzs:t ant and about 0. 15% sucr al ose,
[0627] About 0.125% azel astine, about 0.01% steroid, about 0.5%
decongest ant and about 0. 15% sucral ose; [0628] About 0.15%zel asti ne, about
0.0 1%teroid, about 0.5% decongestant and about O0.15% sucral ose; [0629]
About 0I¢S¥ azel adthok, 0-bbat azplotng. s elausi 0.05%bdlitticasone, dewneiggeseant and

. 15% . A% > ti . £ .0.095% st id,
about 0. 5% dseangedrens DRI, ARk ) SHARARAL SR GRARHE Al BT 5o,

azel astine, dbWuipséhdoGMtedtins or phenglephting). 5% decongest ant and about 0. 15%
sucral o eé;ﬁﬂ’& 0632] About 0.15% azel asti ne, about 0.05% steroid, about 0.5%
decongei‘? and 4864t @11%oazeiasteosbout (680 Albigrsope,0Huamagtatonst i ne,

about 0.1%s j 15 : - 0, 15% ral ose;
[ 0634] About hgg%gg%sgﬁggﬂoggi T@%’S’ﬁ‘?‘ggq’}%@%&%%&%?ﬁ%ﬁ?‘%@@%ﬁ glgggéngest ant
and about 0. 15% psadatpisdring 063 Ehyléplatte; 0. 125% azel asti ne, about 0. 1%

SRR IRV ST TN i R E T L
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone and about
1.0% pseudoephedrine or phenylephrine;

[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% azelastine, 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;



and about 0.15% sucral ose; [0637] About 0.05% azel asti ne, about 0.01%
steroid, about 1.0% decongestant and about 0.15% sucral ose; [0638] About

0. 1% azelwetznowenss@bout 0. 01% steroi d, about 1.0% decongestrastocamaabout

0. 15% sucral ose; [0639] About 0.125% azel astine, about 0.01% steroid, about
1. 0% decongest ant and about 0. 15% sucral ose; [0640] About 0.15% azel asti ne,
about 0.01% steroid, about 1.0% deconggg:t ant and about 0.15% sucral ose;

[ 0641] About 0.05% azel asti ne, about 0.05% steroid, about 1.0% decongest ant
and about 0. 15% sucral ose; [0642] About 0.1% azel astine, about 0.05%
steroid, ut 1.0% decongestant and about 0.15% sucral ose; [0643] About
0.125% ég‘gqf%isti ne,AbgHHLY-0 (’./OOW@@%t@Poi%’Puhb‘bgﬁ%l.fb%@ﬁéé@ng@@n@mon&ng abgut
0. 15% sucr al ' t 9ha Qne . 05% st i d, about
1. 0% decongegt%g%r{létgﬁéﬂéagégfgt%’ol P%gﬂ%ﬁrs@é?g e%é%gg’[%éﬁgﬁ&hggﬁ?’ aé%ts(i/;i(z’zel asti ne,
about 0. 1% stpeeuiodphedtineibr fhed¥depRingrisibant 0.05% sabalgse;0. 15% sucr al ose;

0646] 0. 1%.,azel astjne, about 0. 1% steroid, about 1.0% decongest ant
<[51nd abo@%‘g’j 15% sefg’ro‘a‘? o@-é%q[%?@ finea, 3pRuto 010556, Alpticasers, nanoragianene,0. 1%

steroid, abo t : %: SUGK 2l ; ] About
0. 15% azel as;é1 Fﬁ?&fﬁgﬁﬁf@%@%&lg{t&gﬁew g‘%%gértngi’.jog"% %@%ﬁagé’t% gﬂ%to(g_gt% about
0. 15% sucr al psedpeBwdiing\iopitendlephinesandl shoti h05%ahatalos€). 01% f | uti casone,

l oxil, | , d i de,
1 o SOTBhe and ARBR0(0 720 FELstRs Rt | (Ot THHEmpRapAKImdisone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%

pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0692] About 0.15% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0693] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.05% sucralose;

[0694] About 0.1% azelastine, about 0.1% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, 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% ﬂuticésone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine 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 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

pseudoephedrine or phenylephrine and about 0.05% sucralose;



[ 0650] About 0.1% azel astine, about 0.01%fl uticasone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinolone and about
0. 1% psewstoepivadsizae or phenyl ephrine; [0651] About 0. 1PE¥imz@sasiscne,
about 0.01% fl uti casone, nonetasone, dexanethasone beloxil, |oteprednol,

budesoni de, or triantinol one and about 0.1% pseudoephedrine or

phenyl ephrine; [0652] About 0.15% azel astine, about 0.01% fl uticasone,
nonet asone, dexanet hasone bel oxi |, |ot’&prednol, budesoni de, or

trianci nol one and about 0. 1% pseudoephedrine or phenyl ephrine; [0653] About
0. 05% azel asti ne, about 0.05% fluticasone, nonetasone, dexanethasone

bel oxi | [06D9} epr edAbbdyt BLUAE%OMzelestiney dboitartcd 36| Oniecasert, amometadorie)o

pseudoephedri ne or phe ephti ne; 5 About 0. 1% azel asti ne, ,about 0.05%

fluticasone, d%%fhég%ﬁ‘?g’?&%&i r@gﬁ)@ﬁ%%}ng%, Pt tqaﬁc%ﬁi%na??ut&?d@soni de, or0

trianci nol on f?ﬂ%pﬁgﬁgﬁ&ﬁ%%m%ﬂ@%mm% sihf6y: ephrine; [0655] About
, . 0

0.125% azel a fluticasone, nonetasone, dexanethasone
bel oxi | [0700} epr edAbdyt BLIPES oadetbstingr abeita i) 1iol Duticasang, awouretagons,

doephedr | h i ne: [ 0656] Ab . 159 azel ast i ne,, ab
0. 059% 11 ut 1 CAEaREa AL Sa TS L REEG BeBIRF o e Bbaet ="

budesoni de, ﬁsreuaéégﬁéeﬁimf%@nﬁ BaHi about Y0336 weteapsedr i ne or
phenyl ephrine; [0657] About 0.05% azel astine, about 0.1% fl uticasone,

monet ask9781] dexandbowis OS5 Ybepeskstine, | gbepr 8o , fwirasansni Memegsonc,

e 2o 0 Ryl BTGB, BB S kR c00] Mo

| ot epr ednol , pleudephedrite, orghehylegi aod abeutanls % bawilog; 1% pseudoephedri ne or

ﬁgﬁg%’;gﬁﬁbhﬂe; [ OGEI?AutA%(.)lu"tA; OaizE;ngtsStior/{)e,a Zaeblo%?t 6.%%% % I?tyctaso%e,lty?nt)lrn%tta{sgr?es,one’
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, 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 triamcinolone, 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, budesonide, or triamcinolone, about 0.5%

pseudoephedrine or phenylephrine and about 0.05% sucralose;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone and about
0. 1% pseudoephedri ne or phenyl ephrine; [0660] About 0.15% azel astine, about
0. 1% f | utwoasewmsgo2aonet asone, dexanet hasone bel oxi |, | oreprisdeinslod2362
budesoni de, or triantinol one and about 0.1% pseudoephedrine or

phenyl ephrine; [0661] About 0.05% azel astine, about 0.01%fl uti casone,
nonet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or

tri anci nol one and about 0.5@6pseudoepﬁ§ ri ne or phenyl ephrine; [0662] About
0. 1% azel asti ne, about 0.01% fl uti casone, nonetasone, dexanethasone

bel oxil, | oteprednol, budesonide, or triantinolone and about 0.5%
pseudoedﬂ@%ﬂlne orAboen( 08 rerelastifep s8BIut ABOLY> Glutipsmnes shemsetisene, about

0 QLo T oot BN B30 AR 1330S Bebl el b opLgEnGL

budesoni de, rianci nolone an

phenyl ephri n@sel{cﬁ@@fbhnﬁb@ﬂﬁ ylbphivine ehdgioune.05wxabtalde01% f | ut i casone,
nonet asone, dexanet hasone bel oxi |, | oteprednol, budesoni de, or

trianci A8 e and Alswtit 04 Y6 opzsketin e phedr: i Hel%: gHeaspnephromeasopeses] About
0. 05% azel as tde ﬁ%%ﬂ%bglogé {%%éfétdhglaﬁﬂﬁ'e%onlﬁg r@%ﬁ&ﬂ&ﬁaloﬁ% %ﬁ%ﬁ@‘? one
0 out

bel oxil, lotepre soni trianci nol one an

pseudoephedr|pﬂ@1d05p®kienybeﬂmnyla:ﬁhn{l@ﬁﬁﬁdboaboori‘yo&u&%cazel astine, about 0.05%
fluticasgne, nonetasone, dexamethasone bel gxil, |oteprednol, budesonide, or
trianciﬁ&ﬁ&ﬁe andﬁgﬁﬂhtoéz%@b %ﬁﬂﬁ%pﬁ@ﬂﬁlﬂ@ 1% fhisaspnep iRoHEasOpBE67] About

bei oxi | -1 01 ce o e B B R O o 2 "

pseudoephedr ipsaidoephedany bepienylephrif ©&6B3boAbA.05 %Gudaldsaz el ast i ne, about

0.05% ¥ l[H’HZ(i aSOHE,Abr(r)?l{TE 6??‘%” %Zelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%
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% sucralose;

[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,
déxamethasone 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% sucralose;



dexamet hasone bel oxil, |oteprednol, budesonide, or triancinolone and about
0. 5% pseudoephedri ne or phenyl ephrine; [ 0669] About 0.05% azel asti ne, about
0. 1% f | utwoasewmsgo2aonet asone, dexanet hasone bel oxi |, | oreprisdeinslod2362
budesoni de, or triantinol one and about 0.5% pseudoephedrine or

phenyl ephrine; [0670] About 0.1% azel astine, about 0.1%fluticasone,

nonet asone, dexanet hasone bel oxil, Iotg rednol , budesoni de, or

tri anci nol one and about 0.5% pseudoephedri ne or phenyl ephrine; [0671] About
0. 125% azel asti ne, about 0.1% fluticasone, nonetasone, dexanethasone

bel oxil, | otepredngl, budesonide, or triantinolone and about 0.5%

pseudoep®8M i ne orAbsien(l&hr prdastmes 7bpuintblie dlutisssoas.e mendtasopeabout 0. 1%

fluticasone, n il l.ot epr £dno udesoni de, or
triancinoIongggﬁﬁag%%ﬁgb@ﬂ%@?g@é&%§§b§%£§§% SSF tAHa P@ﬁﬁf%ﬁgﬁ" 673] About
0. 05% azel aspsawepephedrihe Or fikUyfebhitihcarbdout MOsBisas@lRe; dexamet hasone

bel oxi |, eprednql , budesoni de, .or triantinol gne and about 1.0%
pseudoe@#@mi ne o%’ﬁﬁ&nQ-llé%hrqzﬁ]é,Stlr[e@G?bﬂutAth% futiogsape| azametgsonabout 0. 01%

fluticasone, d%t%@ﬂ@belg%&qgﬁggﬁgg&nﬁu(%%r%é,lo’r ﬁ%@ﬁg@%ﬁr‘%ouﬁ‘% soni de, or

trianci nol one and about 1. ephedrine’or p epﬁrlne, 0675] About
0. 125% azel agsdudespleidone ofplhytephrind arisboet 0.05MBLUAARRE, dexanet hasone

bel oxi | dngl , . b oni de,. or trianti I’(])O| one and about 1.0%
pgegégeyWéﬁi?ﬁ;eogﬁﬁﬂEﬁyﬂéghﬁ? @?mFOG#@PtAb%h@ @Pﬁﬁﬁ?@%emé§ﬁﬁﬁ@PQabout
0.01% f | uti caseMRthABAELASAN SoteHRUANELNASHNG: RE hg%%%ﬁcélgﬁé,%&ﬁ%'o’

budesoni de, or triantinolone and about 1.0% pseu ri‘ne or
phenyl ephr i neseudo@itjiringenphegyloplszraidaboit{e] %abatatoss, 05% f | uti casone,

MOIEt 85 aPfa) dexanalaas ofsy el eitne, | SR 63 » AlHASSA Seimcisone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0723] About 0.125% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or phenylephrine 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, about 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;



1. 0% pseudoephedri ne or phenyl ephrine; [0678] About 0.1% azel astine, about
0.05% fl uti casone, nonetasone, dexanethasone bel oxil, | oteprednol,

budesoni d&Q 2006/45802anci nol one and about 1. 0% pseudoephedPCmAISRI05/042362

phenyl ephrine; [ 0679] About 0.125% azel astine, about 0.05%fl uti casone,

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

triancti nol one and about 1. 0% pseudoephedri ne or phenyl ephrine; [0680] About
0.15% azel astine, about 0.05% fluticasbhe, nonetasone, dexanethasone

bel oxil, |oteprednol, budesonide, or triantinolone and about 1.0%
pseudoephedrine or phenyl ephrine; [0681] About 0.05% azel astine, about 0.1%
fluticas®R8] nonetdovhel.0éx agelnsimsonabavel B:104 | flhiseaspre d memetdsqgdesoni de, or

trianci nol ong_and about, 1. 0% pseudoephedri ne ar . phenyl.ephrjne; 682] About
0! 156 azel ast ROMEBAR bt pP e R e AR e O LN bR e bt oxi 1
| ot epr ednol , pkudesghiRiielfe ordfhehylieliiid@ldaBEuNI daeilosd; 0% pseudoephedrine or
phenyl ephrine; [0683] About 0.125% azel astine, about 0.1%fl uticasone,

monet as 801 dexaméeat ohd”betzshastine.| abepr dihdl | flwirgsenmi momegasone,
tri anci nol ongeand Ao vdoBPAASSHISEPHRILINS. OF (RHRONLERNGbRI {6841 About
abou 1% noret asone, e

0. 15% azel astine, trcasone, exXxanet hason
bel oxi |, | ot pguddededribcicigmenyldphrigys andrabant). Itslsaalasd about 1. 0%
pseudoephedri ne or phﬁgdll ephrine; [0685] About 0.05% azel astine, about
0. 01% f [¥Bilkasone AbRBhel Hooheazedrsiintre haikoNel “b e Flglisasons, o opcsngs,

budesoni de, Q& JfdaRIEhIIAAE tg@i% Ol %9%?&11?& b1Bfe, 9 lRlbef(;) | ephri ne
and about 0.0B% sucra ose; Fé% Hlii%but é&@ﬁ%aze ast 1|rlne, e’a%%ut ’ ):601%
fl uti casone, psandetpednes orddreayteplivasomed abetitdk1%,sutmataspy ednol , budesoni de, or
. ¢ o . . o
Lri amci palgne. abayt 0. 496pSeUdospRedrife B, P RRNLERR | B and,about O 05%
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.1%
pseudoephedrine or 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% ﬂuticasoné, mometasone,

dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 0.5%

pseudoephedrine or phenylephrine and about 0.1% sucralose;



[ 0687] About 0.125% azel astine, about 0.01%fl uticasone, nonetasone,
dexanet hasone bel oxil, | oteprednol, budesonide, or triantinol one, about

0. 1% psewstoaepivadsizae or phenyl ephri ne and about 0. 05% s®craise@s/043365688]
About 0. 15% azel astine, about 0.01% fluti casone, nometasone, dexamethasone
bel oxil, | oteprednol, budesonide, or triantinolone, about 0.1%
pseudoephedri ne or phenyl ephrine and agout 0. 05% sucr al ose; [ 0689] About

0. 05% azel astine, about 0.05% fluticas nonet asone, dexanet hasone

bel oxil, |oteprednol, budesonide, or triantinolone, about 0.1%
pseudoephedrl ne or phen Ie hri ne and about 0.05% sucral ose; [0690] About
0.1% azdV B i ne, o¥wut o f4clastinas ebmit oAt eﬂ;@l@@sondemtmone

bel oxil, | ot | annlno out
pseudoephedr?ﬁ%ﬁgérmés %‘% 8§‘?Fi Pnﬁreéiﬁél é% ?méedg P%IH@P% Be Ot”o%éf] About
0. 125% azel apséuieeplebitng Gr Optienfyl dphiifes@n pheiPRBhASONBd dB¥aITeY. gsone
bel oxil, | oteprednol, budesonide, or triantinolone, about 0.1%

pseudoephedr|SW‘éa](9§eaphenyl ephrine and about 0.05% sucral ose; [0692] About
0. 15% afgl@pt | ne, ARRLto BsA5% Ll lhicoa0Re o FREYRRNE, IEXnEL hasone
rIamci nol one

bel oxi | epr ednol, esonl

pseudoephedr dammetthshmbélenhrlou&prednd Bintzednife Qﬁ%anclﬁ@lbﬂé,%bo{ltﬁﬁ% About
0. 05% azel ast i n 0. 1% G fmcason nonet asone, dexanet hasone

bel oxi |, IotB‘? %‘eé.l%?ﬁiy ghring and 8%(? hé BelosEhout 0. 1%

pseudoepdrdy i ne orAbB{jgartyb hri,o@ t Qo5 OE{%ME 4] About
0.1% azms!. ne, about O. ?@oflzut ft?{aégo%%%ngge/?ag%ﬁ%%&?éxane eh%sggn’e bel oxi |,

| ot epr ednol , dbmm@tlmmtebel@xﬂ tlofepredinolobigiesoniddy outrifindifolpss uboeherr i ne or

bout 0 106 1 PHTSRREte BT KEBHER O ARAEk LOOHEG8Fox | | of epr ednol .

budesoniat@z) or tr ixaGE NOIgNeazhans Qbddh ps eydogpiedsdenenimdpiehy| ephri ne

and about O. 35% Sli;ICI’ al ose; { (%(6)3526] out 0.15% azel astine, about 00’ 1%

fluticasone, W]&@m@elom prednol, budesonide, or triamcinolone, about 0.5%
pseudoephedrine or phenylephrine 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% fluticasone, 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%
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 triantinol one, about

0. 1% pseudoephedri ne or phenyl ephrine and about 0.05% sucral ose; [0697]
About 0. OB&2amalssmii ne, about 0.01% fl uti casone, nonet azomais2a@s0aaser hasone
bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedri ne or phenyl ephrine and about 0.05% sucral ose; [0698] About
0. 1% azel asti ne, about 0.01%fl uti casgone, nonetasone, dexanethasone

bel oxil, | oteprednol, budesonide, or tPianmci nol one, about 0. 5%
pseudoephedri ne or phenyl ephrine and about 0.05% sucral ose; [ 0699] About
0.125% azel astine, about 0.01% fl uti casone, nonetasone, dexanethasone

bel oxi | [07H8k epr edAbbyt VLIPS ordedastiner abeuta®eiliol Brkcaseiiso umonicEBpne,

pseudoephedrine or. phe e i.ne _and ,about .0. 05% sucr al ose; 700] About
0. 15% azel asg?%et@g%ﬁt%’k’gqgfét?l?rﬁgl?oga%u ﬁ%o,m%o%{r?s c?lneoﬁ%n(fégg?r‘léﬁ h@% one
bel oxi |, | ot gpuasdphbdrideutPhenylgshrireant kb&im. IMalseatglos@bout 0. 5%

pseudoe&gedrl ne or phenyl ephrine and about 0.05% sucral ose; [0701] About
0. 05% agHakt i ne, Ahowut)- G 0 595elasting.c abeiHe 0-Gpdpeflatiepene, dee A& one

bel oxi |, | oteprednaol u i [ i of! . t % o
pseudoephedr?%@ﬁfﬁlaﬁ%ngnyegﬁﬁﬁtgémﬁ% %@8%@?%%&%@2 oé%?"‘%%] About
0. 1% azel ast psradodphedtincbrPhtnflbplireandaboutrltsisasaloss; dexanmet hasone

bel oxil, | oteprednol, budesonide, or triantinologne, about 0.5%

pseudoel9Ta0k i ne of\bpiHertyl @prieelagingn dabeybup-067050p143ME oREMAAIIBB]  About
0. 125% aze! aghl At 308 Ho1dki Tofefrkitld1 R@Eigd BRI ARAMondl BYGITE! gs One

beloxil, |otepre esoni or’ triancti nol one, abouf 0.5%
pseudoephedr pseadosphpdrareydrehbnylaghrarecind about 001 %0 5% relest;al ose; [ 0704] About

0. 15% azel asti ne, .abou ..05% f] uti casone, asone, dexanet hasone
bel ox(i) I ,ﬁ’%i}sepr ed Pt bdgég/brﬁzﬂ Sung, *’f"i"%r&é@dl HHCasq,  FIOFIcEone,
pseudoephedr j0eQihRRRBEISET ﬂ&t@ﬁre&;%i, RRRNi &, BP W SMGEARS 8bodtA/BR] About

0.05% azel astine, about 0.1%fluticasone, nonetasone, dexamethasone
bel oxi |, | ot ppEudokpbbdritpudebenyldghrinsrant mbeutd). Holsvereloseibout 0. 5%

[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 triamcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.1% sucralose;

[0755] 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 triamcinolone, 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;



pseudoephedri ne or phenyl ephrine and about 0.05% sucral ose; [0706] About
0.1% azel astine, about 0.1% fluticasone, nonetasone, dexanethasone bel oxil,
| ot epr edrwD,20udemeni de, or triancti nol one, about 0.5% peeudse@smdssne or
phenyl ephri ne and about 0.05% sucral ose; [0707] About 0.125% azel asti ne,
about 0.1%fluticasone, nonetasone, dexanethasone bel oxil, |oteprednol,
budesoni de, or triantinol one, about Olggﬁpseudoephedrine or phenyl ephri ne
and about 0.05% sucral ose; [0708] About 0.15% azel asti ne, about 0.1%
fluticasone, nonetasone, dexamethasone bel oxil, |oteprednol, budesonide, or

trianci e, aboyt 0. 5% pseudoephedrine or phenyl ephrine and about 0.05%
sucr al 03@{1%88709] ﬁ&tﬂh‘f @-.Wgwﬁaélﬂa%t isheut Lhi i élugqaﬁpmutm@ragtéme,

nonet asone, l axi nol ide o
triancinolongs%a o%%%%?gofggéﬁﬁ%ggﬁg@Pﬁ%%Sgggﬁﬂgﬁ%ﬂggﬁgkgﬁﬂgﬁéQé6but
sucr al ose; [ @d@leptindrihe Or fRéngphrsd amieaboab0.a5%sudhlest;] ut i casone,

nomnet as dexanet haso | oxi | ,. IoteprednoL, budesoni de, or
trianci E@ﬁ%e, ab u&_(gf/g BefrrrshinedAborE B80T hSHicasone: meomefasoBout 0. 05%

sucral ose; [ QiéiddetMOHE bOotA ﬁ%eﬁfe‘ﬂh Sbﬁ&%ogag,o&ttg%g&ﬁ%ohé UG8 292

nomet asone, dexanet hasone bel oxi|, [oteprednol, esoni de, or
t ri anci nol on@seuloepledtingos plxmytbpbpiveard abeut?. 1 fYemylakpty i ne and about 0. 05%

sucral osg; £ 0712] About 5% azel asti ne t 0.01%fl uticasone,
nonet as i@eﬁoﬁdexanéqﬁ’g OQTZS elaéaiaﬁl,nei oatb_8}3¢ e@ﬁﬁ% ERSSBRI gepmgpsone,
trianci nol onglexafthidsode BRI AURBRANGILINRoAH RRANhERNLhAS KRR pout 0. 05%
sucral ose; [0713] About 0.05% azel asti ne, about 0.05% fl uticasone,

nomet asone, @8 hedgbner plenylephring sdabouchds% wodseni de, or

tri [ , ab .08 hedp i hepyl ephri d about 0.05%
sucral o0 07147 ekt O RSAAITREY el BhiR" SUHSERR., Prerkiiede ™

nmomet asone, dexanhdsasobelobie 16tpledndlPbeisedae)] or tHMEEE6BHhE &bod 0.1%

trianci nol one, %bout 1. 0% pseudoephedri ne or phenyl ephrine and about 0.05%
sucral ose:  Ppseudoephedrine or phenylephrine and about 0.15% sucralose;

[0762] About 0.1% azelastine, about 0.05% fluticasone, mometasone,

0. 05%

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;



[0715] About 0.125% azel asti ne, about 0.05% fluti casone, nonetasone,
dexanet hasone bel oxil, | oteprednol, budesonide, or triantinol one, about

1. 0% psewstoepévadsizae or phenyl ephri ne and about 0. 05% secraiSo®s/043367 16]
About 0. 15% azel astine, about 0.05% fluticasone, nometasone, dexamethasone
bel oxil, | oteprednol, budesonide, or triantinolone, about 1.0%
pseudoephedri ne or phenyl ephrine and abput 0.05% sucral ose; [0717] About
0. 05% azel astine, about 0.1% fl uti casone, nomnetasone, dexanet hasone

bel oxil, |otepr ednol budesoni de, or triantinol one, about 1.0%
pseudoegﬁg@r ne or en Ie hri ne and about 0.05% sucral ose; [0718] About
0.1% az li ne, 1944 f‘FZ@HS%%FSoﬁ@outn@rﬂe@aé]@ﬁéasoﬁ%xaﬂ@ﬂﬁamﬁe bel oxi | ,

| ot epr ednol, d@&dé?ﬁétﬂa{yoﬂébel%ﬂ }'E){ se(;%FBI}I?g ?l{%ﬁ?}%@%ﬁp&‘ grine or

phenyl ephri ne and about 0. 05% stcra 0 aze astl ne,
about 0. l%flpaeudoqﬂmdanennpm@mphﬂne at&beﬂmsathaSMCﬂawsexll | ot epr ednol ,

budesoni or tri n e, about 0% pseudoephedri ne or phenyl ephr| ne
and aboJ&?@]OS% sr’%"&i @88[9"[ W%@Tnnﬁboachou% 0.8 /Oo/"af&l%sppﬁe MYBYFAIONG. 1%
fluti casone, JERIRIREBAS hoIBSHA mﬁansu&@&%e' 81% e L

trianci nol one, about 1.0% pseudoephedrine or r| He and about 0.05%
sucr al ose; [W@ﬂpep&mdune or @Mh:phhmandr@pua(mmﬂ% sﬁcr@]k%*f | uti casone,

nonet as dexa haso eIo d budesoni de, or
trianci i&ﬁo n%{? ES) qg/o s {élbeh ?Lﬁe%o&g/ﬁhgﬁg}?aéml ROBFABOREOut 0. 1%
sucr al ose; [ @Eﬁﬁﬂetﬂ%@ﬂé b8loRo laféﬁfeﬂﬁ&l' BédesaQdtor Qi bIoHE | 'a%@ﬁ@(f‘?%

nomet asone, dexamet hasone bel oxi |, Ioteprednol budesoni de,

trianci nol on@scudpenhedong o5 pheaytepbiptrand abeutd. | Bhenghlostrr i ne and about 0.1%
sl ojd o723 et BASHACLESID o i Bl g

nmonet as dexanet hasone elox
tri anci nol ondexalmhisofe Blopid autépﬁﬂﬂadbmdt@oxﬁﬂe et @RGIoha @baich. sout 0. 1%

?nl;?nrs? ngﬁ e [ OZeZuﬁoephe gltm gr ;}}?e%yl%lzaﬁliasgnldna%outa(? (1)?"% sgcrgl:g;/g flti casone,
[0772] About 0.15% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, 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 0.5%
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%
pseudoephedﬁne 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 triamcinolone, about 0.5%

pseudoephedrine or phenylephrine and about 0.15% sucralose;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinol one, about
0. 1% pseudoephedri ne or phenyl ephrine and about 0.1% sucral ose; [0725]
About 0. OB&o2amalssmii ne, about 0.05% fl uti casone, nonet azcmais2a@s0aaser 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, dexamethasone

bel oxil, | oteprednol, budesonide, or triantinolone, about 0.1%
pseudoephedri ne or phenyl ephrine and about 0.1% sucr al osg [072%] About
0.125% sti ne, about 05% f | uti casone, nonetasone examet hasone
bel oxi | aﬁﬁ%ﬁepr edridpout bl?dlg/goﬂizﬂésunéf 2haus mdi 150 | gﬁgcasgg@utmgmg@@one
pseudoephedr 'd@ﬁarﬁéth%ﬂ@ﬂeﬁ&hrlo ré&fid, 300onfe ]U@tﬁ%[:ﬁ‘ll aﬂlef ﬁ%% About
0. 15% azel asti ne, about 05% ffuti cdsone, nonetasone, S<arre asone
bel oxil, |ot @pmahtnplhqdnlua@ephnnyb@hnne ad atant 016Yosneral@aeput 0. 1%

d or n r| ne and about ucral ose; [ 0729] About
8?82%3@@?&91?& Aty BaT80, rptledttas RS rbHer AL ﬁ%sonae%aﬁlﬁ?q@}%ne
bel oxi |, | ot exfARRAsonb BERAMoEBredab, ﬁoﬁa@sﬂﬁfde%%ﬁm R, % égg 8{ About

pseudoephedrl ne or phenyl ephrine and about 0.1% sucr
. 1% azel ast ipsendogpladring o1 phdnylephtas ambaboubfs § %sonejosdexanet hasone bel oxi |

I ot epre budes tr| m:| noI 1% seudoe hedri ne or
phenyl egﬁ Ue and (])lgt Odg 10 4 80‘?0@% hﬂgfﬁsoﬁ 11 TR st i ne,
about 0. 106 f ldex dre@BR0ae bammt1@&gfeanold9ﬁ@é§sﬁﬁa&9mﬁarh%awnk , aodf §Bednol ,
budesoni de, or triantinol one out 0.1% pseudoephedrl ne or phenyl ephr| ne

and about 0. Pssusigerhedss éOTPWEthmd @OBBQ’dé%eSMQISllQSned albou'lt3 8 1% ;
i I ni de, or
riame: J0TSe " a e ah Qg5 As ATBRARRY AeE' G01%: MuGRERREY HEomei*iEour 0 106

trianci about rrne or

sucr al ose; [ dZda3hethdzond b@loﬁﬁ%&pﬁidﬁslt bikdssonide W tRarfldi%ofony} 4beas DOR,
nonet asone, dexamet hasone bel oxi | Ioteprednol budesoni de, or
trianci nol Or]@se gerhe %gng%p henylephrine and about 0.15% sucralose;

[0782] About 0.1% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, 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%
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 about 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% sucralose;

[0787] About 0.125% azelastine, about 0.05% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, about 1.0%

pseudoephedrine or phenylephrine and about 0.15% sucralose;



pseudoephedri ne or phenyl ephrine and about 0.1% sucral ose; [0734] About
0.1% azel astine, about 0.01% fl uti casone, nonetasone, dexanethasone

bel oxi |, wote@wessozel , budesoni de, or triantinol one, aborCTAISBAMS/042362
pseudoephedri ne or phenyl ephrine and about 0.1% sucral ose; [0735] About
0.125% azel asti ne, about 0.01% fluti casone, nonetasone, dexanethasone

bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedri ne or phenyl ephrine or phenyl ephri ne and about 0. 1% sucral ose;
[0736] About 0.15% azel astine, about 0.01%fl uti casone, nonetasone,

dexanet hasone bel oxil, |oteprednol, budesonide, or triantinol one, about

0. 5% psd0ifphedr iAMROUSr 04 pen walasiinencabonll G8d%0t fhiticesosac mpmetesongn737]
Ab 0. 05% ' 0 i casone.. - th
out %%EA@%%%{B%B nggszﬂ} m%ae%ﬁ%f, bHidsBARO i mgﬁﬁgﬁggoglt@,n%oﬁmm asone

beloxil, lotepre soni or 'trianci ol one, a

pseudoephedr ipsendoeplpddeiny beplunylephaneambabout 0.1 1% sauelakpse; [0738] About
0.1% az%?@ai ne, out 8 QpY fluticasone, nonetasone, dexanmethasone

bel oxi | , epr edntiout pdesorzgisting  abodndilve| Hyticasqpeuimemefasone,

pseudoephedr igBe, 0L AR BLISRA rlbi’éﬁe@lﬂgl BR@Ubnide LS MGERbRRE; a[b%Z?ﬁh%AbOUt

0. 125% azel asti ne, about 0.05%fluti éasone, mnonetasone, dexanethasone
bel oxi |, | ot epeuedeptiedribe deplonyphrine atd atant0.hifomneralabput 0. 5%

pseudoe i ne or,.phenyl.ephrine .or phenyl i pe.and about 0. 1% sucral ose;
[ 0740] iﬁ@@ﬁ 0. 15(%“3’?& ésltg/i? nézelagtigey o8 %%ﬁ%t ﬁl&%“saéﬂ%?» ﬁ%%?%%’&%re,

dexanet hasongeRahddsone bObRRA16RPRIIN D YHEROMIE Br t9imEihbRTE] 448L1LNEy, about
0. 5% pseudoephedri ne or phenyl ephrine and about 0.1% sucral ose; [0741]

About 0. 05% aswidasphiedene abphanyBphoed ind dboabd b snonbisesone, dexamet hasone

el x| )P 06k, DUSSSRN. s, LELAT 8 MG RO

0. 1% azel ast deeamaheohe Beld¥l f1bieptcansi) BedestBIOE tod 94 Bcinolone, about 1.0%
pseudoephedrine or phenylephrine and about 0.15% sucralose;

[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%
leukotriene antagonist;

[0795] About 0.125% azelastine, about 0.01% steroid and about 0.1%
leukotriene antagonist;

[0796] About 0.15% azelastine, about 0.01% steroid and about 0.1%
leukotriene antagonist;

[0797] 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%
leukotriene antagonist;

[0799] About 0.125% azelastine, about 0.05% steroid and about 0.1%
leukotriene antagonist;

[0800] About 0.15% azelastine, about 0.05% steroid and about 0.1%

leukotriene antagonist;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinol one, about

0. 5% pseudoephedri ne or phenyl ephrine and about 0.1% sucral ose; [0743]
About 0. Mbd%@zsB@at i ne, about 0.1% fluticasone, nomet agpomajS2esxaaser hasone
bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedri ne or phenyl ephrine or phenyl ephri ne and about 0. 1% sucr al ose;
[0744] About 0.15% azel astine, about 0,1% fluticasone, nonetasone,

dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone, about

0. 5% pseudoephedri ne or phenyl ephrine and about 0.1% sucral ose; [0745]
About 0.05% azel astine, about 0.01% fl uti casone, nonetasone, dexanethasone
bel oxi | (04031 epr edrdiout hh§&sorizelastings  ehquanil ol Fewid aprsutabeuinog.1%
pseudoephedr i bhri ne and about O0.1% sucral ose; [0746] About

0. 1% azel ast Pé&g{?ﬁg%lguﬁﬁé&g % f | uti casone, nonetasone, dexanethasone

bel oxi | [080af epr ednXiout DU tlesetustits, about 0.1 %redroidl adesboab@ Uy, 1ulldisiene
pseudoephedri ne or. phenyl ephrine and about 0. 1% sucral ose; [0747] About

0. 125% azel adPiag@istahout 0. 01% f | uti casone, nonetasone, dexanet hasone

bel oxi | epred b ni ar k| i ol . s1about % 10
pseudoer!%dgg!i ne o?gdgﬁéng{?fg/gh%%mgé’d a%h‘%g?l'l .°1%§Odgrg€%saeb?)[lg764§f’ About

0. 15% azel asiguketricabentagtni§1% f | ut i casone, nobnet asone, dexanet hasone

bel oxi | epredngl, . b oni de,.or triantipolone, about 1.0%
pseudoei[ﬂ#é)gii ne orA%&‘fEnb}ﬁ%hra? StHCy %&%‘é%%tgﬁ%dr attsks eabopioAubie Apout

0. 05% azel astdurBiricaB atagthid% f | uti casone, nonetasone, dexamet hasone

bel oxil, | oteprednol, budesonide, or triantinolone, about 1.0%
pseudoefddl i ne oAhshen)PEpherrelastiand abowiut0.QL% Yststaid abwk eabol0 7B About

0. 1% azel ast 'er{l?,( t%bout 0. 0&%% fluticasone, nonetasone, dexanethasone

bel oxil, |otep galngF,an%%%fg%oni de, or triantinolone, about 1.0%
pseudoepdspd] i ne orAHpie Ny B iz RSN d aBdh@ UD.00%L %t&Mded A4S GsbohtO 1P4d, About

0. 125% azel asti ne, about 0.05% fluti casone, nomnetasone,
leukotriene antagonist;

[0807] 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% steroid 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 triantinol one, about

1. 0% pseudoephedri ne or phenyl ephrine and about 0. 1% sucral ose; [0752]
About 0. MNs@2amalss®i ne, about 0.05% fl uti casone, nomet agomajS2@sxaaser hasone
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% fluti casggse_, monet asone, dexamnet hasone

bel oxil, | oteprednol, budesonide, or triantinolone, 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, dexamethasone bel oxil,
| ot epr edf90] budeLHvutiel-18% tazplastiienorlwie, 0.4Housterpidoanss ebdute phedr i ne or
phenyl ephrin : 1% sucr al ose; [0755] About 0.125% azel asti ne,
about 0.1% f tﬁl%?gjaeglg%gtfag%ﬁ#ét asone, dexanethasone beloxil, | oteprednol,
budesoni@#i7] or t risbont ndbEMe azelhaie, 1aboto Ms@YYoepREdr hite DouPheoy ephri ne
and about 0. 1% sucral ose; .[0756] About 0.15% azel astine, about 0.1%
fluticasone, AEteRe gResoME  anet hasone bel oxil, | oteprednol, budesonide, or
trianci e, ab . 896 Q(?rféhe [nen@koPh phr4 out 0.1%
sucr al ng(;lg{]0757] %gﬁt &g./ogga%)g%ze és?llgdrlllg, Oggc{ﬁt&%}%ﬁ"%}ﬁ tr]dt%f)lgtggso%,

nonet asone, tekatrenbastepenisiel oxi |, | ot eprednol, budesoni de, or

trianci e, abaoyt 0.1%npseudoephedrine or phenyl ephrine and about 0.15%
sucr al 0@1?8758] %g"(?ﬂ{ (%1. /6’a%zéfaég{l‘?’né‘?ouéb(gmo?"o.st?l@’fflf PR i B9ub el

nonet asone, %&aﬁeﬁﬁ@%ﬁﬁg?l oxil, |oteprednol, budesonide, or

trianci nol one, about 0. 1% pseudoephedri ne or phenyl ephri ne and about 0.15%

sucr al o820} 0759] Alovtit0.05%28%¢lastimk.asbpute 0.GlB6 usteid 186d | abbiric Ssefie,
nonet asone, Pe%f( etnhasgnei eloxil, |oteprednol, budesonide, or
trianci nol ong, about IR Seudoephedri ne or phenyl ephrine and about 0.15%

sucr al ofp821] 0760] Adaatit0.05% 5% a&einastabbe. 00304t stBrddd Yardd UbbeR Mg,

nonet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or
tri anci nol onkEuketsisne anfagapst;
[0822] About 0.1% azelastine, about 0.05% steroid and about 5.0%
leukotriene 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%
leukotriene 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;



pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [0761] About

0. 05% azel asti ne,

about 0.05% fl uti casone, nobnetasone, dexanet hasone

bel oxi |, wote@wemssozel , budesoni de, or triantinol one, abo®rCTAIS2EMS/042362
pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [0762] About

0. 1% azel asti ne,

about 0.05% fl uti casone, nonetasone, dexanet hasone

bel oxi |, |oteprednol, budesonide, or t%é anci nol one, about 0.1%

pseudoephedri ne or phenyl ephrine and a

out 0.15% sucral ose; [0763] About

0. 125% azel asti ne, about 0.05% fl uti casone, nonetasone, dexanet hasone

bel oxi | epr ednal , oni de, or_ trianctinolone, about 0.1%
pseudoel)(?]éeﬁﬁi er])e op\%ﬁﬁb@%‘%ﬁ?ﬂﬁéﬁ%@%}be@ﬂ‘Vﬂstzsné,sabevta@-b%é?ul{o@?@m About

0. 15% azel astahﬂag@nﬁ%ufab&twf%

bel oxil, | oteprednol, budeson

Isﬁ@rglggesone, _rmrretasone, dexanet hasone
e, or trianctinolone, about 0.1%

pseudoep83l i ne oAbohedy FBpivelastng nblowth0il %0stébid, abeutal. s deulfodigf] About

0. 05% azel asti ne

| uti casone, nonetasone, dexanet hasone

.about, 0. 1%
bel oxi |, | ot 8‘5‘}35‘?}}1. |a?138‘8.%i’o _%ilé‘,lcrﬁ)lf’seéri anti nol one, about 0. 1%
pseudoeqgsdy i ne onbBeaubaphiclAfind Mo RS9 Qa5 SHGH T 0% eyl iG] About

0. 1% azel asti ne,

about 0.1% fl uticasone, nonetasone, dexanethasone bel oxil,

| ot epr ednol , apfageEgnndebow0.G5% amaralnst one, about 0. 1% pseudoephedri ne or
phenyl e ikne and ,about .. 15% sucral ose; [0767]. out 0.125% azel asti ne,
about 0&%&? Iutic§%8Wé§14BW§#§§8ﬁe§xﬂigéﬁé€ﬁﬁ@%ﬂggﬁyf8ﬁﬂ%ﬁamﬁﬂéﬁﬁednol,
budesoni de, aiitagdritaBd AR 0DS58 Bhlodd; 1% pseudoephedrine or phenyl ephrine
and about 0. 15% sucral ose; [ 0768] About 0. 15% azel asti ne, about 0.1%

fluti call$del nomefbewiib]2je restettingsdout .85 Yxiteroid, ebeyseidh dtukotriecdesoni de, or

triancinolon%g
sucral ose; | %

}ﬁ%%gg?}%&ggéggggggggrine or phenyl ephrine and about 0.15%

ine, about 0.01% fl uti casone,

nonet as836] dexanAbbatshnEsheklaxtite, abit ORI RAIreidDHEIRS ONi%H SeukBfricne
trianci nol one, about 0.5% Bseudoephedri ne or phenyl ephrine and about 0.15%

sucr al ose;
[0837]

antagonist and about

.05% sucralose;

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]

antago
[0840]

antago
[0841]

About 0.125% azelastine, about 0.1% steroid, about 0.1% leukotriene
nist and about 0.05% sucralose;

About 0.15% azelastine, about 0.1% steroid, about 0.1% leukotriene

nist and about 0.05% sucralose;

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;



[0770] About O0.1% azel astine, about 0.01%fluticasone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinol one, about

0. 5% psewstoaepivadsizae or phenyl ephri ne and about 0. 15% s®ecraiSo@s/04336771]
About 0. 125% azel astine, about 0.01% fl uticasone, nonetasone, dexanethasone
bel oxil, | oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedri ne or phenyl ephrine and ggﬁyt 0. 15% sucral ose; [0772] About

0. 15% azel asti ne, about 0.01% fl uti casOhe, nonetasone, dexanethasone

bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [0773] About

0. 05% ai®%48dt i ne, %@ﬁp-m%%ﬁmﬁ Pl GheS %o riereidasbewt, 0. dféxkenkattianone
bel oxil, | ot eana%QﬁH@ﬂ %dtﬁﬂﬂ\gtgﬁ%%esucr(&%sé'“ ancti nol one, about 0.5%

pseudoephedri ne“or pheny ne and dbout 0. 15% sucral ose; [0774] About
0. 1% az4¢08A i ne, akimut 0028%%zklastine alsan ©.039 sREES AibBut GlekARELAASNe

bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedriaﬁ@gwlsﬁﬂ‘i‘éﬁ%%ﬁ%éu‘é{ﬁ]@%bout 0. 15% sucr al ose; [0775] About
0.125% sti ne, t158). LUt 0 e .hasone
beloxiI?6$%?epredﬁg??9gdggggﬁggé%&&%gﬁfggﬁéﬁﬁ%ﬁgﬁgﬁ&gg%a?’%&@ﬁémﬁ
pseudoephedr ian@gonisind apb@fhdi%euanidsgbout 0. 15% sucral ose; [0776] About
0.15% a ti ne, gbou 05%. f | uti casone, nonetasone, dexamet hasone

bel oxi | %&}@j epr edfgiowt b&g%@%ﬁl%{n%ﬁﬁ’oﬂq Balr%iSFF‘GPlénél?o‘ﬁ v lgulenggiene
pseudoephedr iaRfoohisttRB AL QRN u@Ids@bout 0. 15% sucral ose; [0777] About
0. 05% azel astine, about 0.1% fluticasdne, nonetasone, dexamethasone

bel oxi | [085 epr edddiont Bude seeliastine, @bottr 0.4%c stlenlidnahoua Bt 16ulssitiene

pseudoephedri_nge or. phenyl i;ne and about 0.15% sucral ose; [0778] About
0. 1% azel ast iaﬁtgl,goggoaﬁﬁ %‘."%&?‘ﬁ%ﬁﬂ*?&&%e, nomet asone, dexamet hasone bel oxi |,

| ot epr eq@8s1] budesmide.128% ii-afiEd, ABSRTE1 %2Rl AbdIMSRUdasRhad | ne or
phenyl ephrine and about 0.15% sucral ose; [0779] About 0.125% azel asti ne,

about 0. 1% f PoEReRsFRE abors P36 shealose;

[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, about 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;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinol one, about

0. 5% pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [0780]
About 0. Wwoo2amalssmbi ne, about 0. 1% fluticasone, nonet asece/Usd@sansshasone
bel oxil, |oteprednol, budesonide, or triantinolone, about 0.5%
pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [0781] About
0. 05% azel asti ne, about O. 01@6f|ut|casg e, nonetasone, dexanet hasone

bel oxi |, |oteprednol, budesonide, or triantinolone, about 1.0%
pseudoephedri ne or phenylephrlne and about 0. 15% sucral ose; [0782] About
0. lqbazelastlne about 0.01%fl uti casone, nonetasone, dexanethasone

bel oxi | [08&} epr edrdiout B 93&s aaglaraine.ozbout iOahie | skspignabouafolit leulgisiene
pseudoephedrl 0 bout 0. 15% sucral ose; [0783] About
0. 125% azel asﬁﬁﬁgﬁlst%gg %‘gtrdﬂlq % }l&{ﬂgcégsone nonet asone, dexanet hasone

bel oxi | [0862 epr edidlont BUYE @ Blaskine, aboiitr 0.2%¢C steedidNghoua 30, 1dulibiene
pseudoephedri ne or phengl ephri ne and about O. 15% sucr al ose; [0784] About

0. 15% azel as@PtigonigisadaboutP0a% susaleskone, nomet asone, dexamet hasone

bel oxi | o83 epr edn@o;t BY95500).H [ 1%
pseudoephedtrll ne or Oﬁenygg%h%engm%e(r)léb&go(ﬁt[r%oa%gquga%@a ose gﬁ}%&f”] About
0. 05% azel astntagonisttaodtabout@04% lsudralosssone, nonet asone, dexanet hasone

bel oxi | epred |, oni.de, or tri i nol. abouyt 1.0%
pseudoem#eﬁg i ne o?‘%ﬁﬁteﬁaseﬁiﬁ?qlﬁé‘n%rﬂ?o bQWé‘w{ %Wélql%eleulfo@?@m About
0. 1% azel ast iafQeodRQMY aBo@TP04% Yid-p8sOne, nonet asone, dexamet hasone
beloxil, |ot eprednol budesoni de, or triantinol one, about 1.0%

pseudoeﬂ?ﬁﬁﬂl ne oAbphbﬁﬁﬁ%pmﬂlacs@nemboub@ﬁl%OStG.rS% sbaut 4. Bédeulfodi@ig] About
0. 125% azel a%t Is st%lﬂ u ﬁ] t| casone, nonetasone, dexanet hasone
bel oxil, | ot epr%anﬁ &Ecr 8?e’t ri anti nol one, about 1.0%
pseudoepﬂwﬁul ne OEAbl@hteOM%QBé'lhd%ﬁeaé%uﬁl@QH% QtekSillo abbuk @ B59eldi8] About

0. 15% azel asti ne, about 0.05% fl uti casone, nonetasone, dexanet hasone

bel oxi |, | ot épigemgiand gherdblibaucralese;t r i anci nol one, about 1.0%

[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% leukotriene
antagonist and about 0.1% sucralose;

[0875] About 0.125% azelastine, about 0.1% steroid, about 0.1% leukotriene

antagonist and about 0.1% sucralose;



pseudoephedri ne or phenyl ephrine and about 0.15% sucral ose; [0789] About

0. 05% azel astine, about 0.1% fluti casone, nonetasone, dexanethasone

bel oxi |, wote@wessozel , budesoni de, or triantinol one, abo®rCTAISEGMS/042362
pseudoephedrine or phenyl ephrine and about 0.15% sucral ose; [0790] About
0.1% azel astine, about 0.1%fluticasone, nometasone, dexanethasone bel oxil,
| ot epr ednol , budesoni de, or triancti nol_gyg, about 1.0% pseudoephedrine or
phenyl ephrine and about 0.15% sucral ose; [0791] About 0.125% azel asti ne,
about 0.1%fluti casone, nonetasone, dexanet hasonehbgl oxil, | otheprledn(r)ll )
budesoni or triancinol gne, about 1.0% pseudoephedrine or phenyl ephrine
and abodﬁgﬁ@.}lS% S&O&F @s@?ﬁ [Raciesbne Ao %ﬁé%&lﬂe?@&ti%b",o llﬁb]@gtlz@. 1% |
fluticasone, : ] e beloxil, |oteprednol, budesonide, or
trianci nol Ong@%ﬁﬁgﬁtﬁ&@%ﬁ%%&%&%ﬁggn ne or phenyl ephrine and about 0.15%
sucr al 046§7710793] Aloou.06052¢ ke, abbine.01 #bsieroid) 263196 G 5% Ribtaa® about

0. 1% | eukotri ene ant agoni st . (%}0794; About 0. 1% azel astine, about 0.01%
steroi d and ggﬁg?m%_af&)aggﬁ%} iSBEf&'O8ft agoni st; [0795] About 0.125%

azel asti about 9 ha.an of).. 19 1.e rd A ni st ;
von) sl 800 b gebotd P19 Qi hinBth M TR Sfetbid el SR AR A

| eukot ri ene antageustiant abp@7®1% sudrelase;0. 05% azel asti ne, about 0.05% st eroi d

d abo 1% | eykot 1} ., ant.agoni st ; 7 About 0. 1% azel asti ne, about
0. 05% sﬁésr'%ﬂ d ;ndl‘&g’é’%{ﬁgg R a7 Oé’ﬁb%al?{%@%‘g?%?m[%fég UkQRPE 0. 125%
azel astine, ah@péni§l H8U6iEr. Phduadidsabout 0. 1% | eukotri ene antagoni st ;

[0880] About 0.15% azelastine, about 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;

[0884] 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;



[ 0800] About 0. 15% azel astine, about 0.05% steroid and about 0.1% _

| eukotri ene ant agoni st; [ 0801] About 0.05% azel astine, about 0.1%steroid
and aboutwO.208@dsen2kot ri ene ant agoni st; [0802] About 0. l¥Caamsba@sibirse; about
0.1% steroid and about 0.1% | eukotri ene antagonist; [0803] About 0.125%
azel astine, about 0.1% steroid and about 0.1% | eukotri ene antagoni st;

[ 0804] About 0.15% azel asti ne, about 0.9 % steroid and about 0.1% .

| eukotri ene antagoni st; [0805] About 0705% azel astine, about 0.01% steroid
and about 0.5% | eukotri ene antagonist; [0806] About 0.1% azel asti ne, about
0. 01% steroi d and about 0.5% | eukotriene antagoni st; [0807} About 0.125%
azel ast ilA81labout APyt 0126 & arelasting abei 0156 ShdidLabout §.8¥eleakategmni st ;

[ 0808] About 0 I i t 0.01% steroid and about 0.5% _
| eukotri ene éﬁ%aggrg%%%;a%%’a‘ggf" Sig%ﬁotse’o. 05% azel astine, about 0.05% steroid
and aboyd89R]5% | eukimiut DeIses amlagas sout DOEUDteARD Wbolk 5.00AREkASEINE, about
0. 05% steroid and .about 0.5% | eukotri ene antagoni st; [0811] About 0.125%

azel astine, SBBIPNIS aMgorbeEl. bedugialpsabout 0. 5% | eukotri ene ant agoni st ;

. i Q i o
I[ 23&3% r ﬁg%eg] agt ;SZ‘%\%? ;ba)?%lﬁ%?asﬁﬁgul%bogt. ggé//g (ggztgogdéglb %&%'g‘g’gﬁbk %2(: steroid
and about 0. Sftagenikictndiaboet Gihaganist:;

[0894] About 0.1% azelastine, about 0.05% steroid, about 5.0% leukotriene
antagonist and about 0.1% sucralose;

[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 0.1% 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% leukotriene
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;



[0814] About 0.1% azel astine, about 0.1%steroid and about 0.5% | eukotriene
ant agoni st; [0815] About 0.125% azel asti ne, about 0. 1% steroid and about
0. 5% | eukwoOrp@ss@at agoni st ; [ 0816] About 0. 15% azel ast i reT/sb@sn41364 %
steroid and about 0.5% | eukotri ene antagonist; [0817] About 0.05%
azel astine, about 0.01% steroid and about 5.0% | eukotri ene antagoni st;
[ 0818] About 0. 1% azel astine, about 0._91}‘_3/0 steroid and about 5.0% .
| eukotri ene antagoni st; [0819] About 07125% azel astine, about 0.01% steroid
and about 5.0% | eukotri ene antagonist; [0820] About 0.15% azel asti ne, about
0.01% steroid and about 5.0% | eukotriene antagoni st; [08211] About 0.05%
azel ast ilf0]l about APowtdh e @?@Fﬂménﬂb%dh%%ﬁ@wlldeawtrQ-E%e ealrptageni st ;

0822] About oh: I ' 0 .05% steroid and about 5.0%
[ ] aflia cﬁh%d?a%ﬁbtgg%ﬁ/% é(‘)f%l{og

| eukot ri ene ant ggon . 125% azel asti ne, about 0.05% steroid

and aboli@9@] 0% | e ot DA% antlagimr, sbout (0B teADUbok 0.5% lBulhasiel ne, about

0.05% steroid and .about 5.0% | eukotri ene antagoni st; [0825] About 0.05%

azel asti ne, %@&?ﬂlﬁ.@gbaé’f"étrooﬁ%éma@%ut 5.0% | eukotri ene ant agolni SL; _
0826] Apsygy 0. 1% b/ t $elQl t % | eukotri ene

Eamt ag]oni st; ! [ 0827 %E%Eg?%&, %f’éa%lggealbggtl{lypgﬁ Sg%glglf %g%‘?g?g#’elf%o %anr?d about

5. 0% | eukot r aetagorasttang@abbdwt0,15% sucralose;

[0909] About 0.05% azelastine, about 0.1% steroid, about 0.1% leukotriene
antagonist and about 0.15% sucralose;

[0910] About 0.1% azelastine, about 0.1% steroid, about 0.1% leukotriene
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;

[0916] 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;



[ 0828] About 0. 15% azel astine, about 0.1% steroid and about 5.0% _
| eukotri ene antagoni st; [0829] About 0.05% azel asti ne, about 0.01% steroid,
about 0. IWol2ewskss22ene ant agoni st and about 0. 05% sucr alPo3aIS20088313h2 About
0.1% azel asti ne, about 0.01% steroid, about 0.1% | eukotri ene antagoni st and
about 0.05% sucral ose; [0831] About 0.125% azel asti ne, about 0.01% steroid,
about 0.1% | eukotri ene antagoni st and_%)(_)ut 0. 05% sucr al ose; [0832] About
0. 15% azel asti ne, about 0.01% steroid, "about 0.1% | eukotri ene antagoni st
and about 0.05% sucral ose; [0833] About 0.05% azel asti ne, about I0 05%
steroid, about 0.1% | eukotriene antagoni st and about 0.05% sucr al ose,;
[ 0834] AB@}E 0. 1%/t 9B n azelagimgt a&%%%is&;gidd ,ab%iﬁoQZJgZ;d?@Qimém(ot ri eBe t
ant agoni st a . 0Y ‘o 0835 out 0.1 o azel asti ne, abou
0. 05°g/o st eroi gl,qtaggglg% ar%@%%ﬁfé’??%%ge’ant agoni st and about 0.05% sucral ose;
[0836] AGRR2] 0. 15%tmel0alds i azelastidzgubolt 03% steesi@j sboumlmstt, Bukieibeukot ri ene
ant agoni st and, about O.fgg% sucral ose; [0837] About 0.05% azel astine, about
0. 1% st er oi d ANEBEBYSL gd ‘Ftéht%‘ﬁ’rsll%rﬁ S&nt agoni st and about 0.05% sucr al ose;
0838] Apsuty 0. 1% 4 Eqe % $.eL0l 119 otriene
Eamt ag]oni st 1;;md about (lt).@gglé/?sizg?agﬁg%ea?&%to%géﬁ gt%g%hdtagg.&tlg%&%é%tgs I ne, about
0. 1% st er oi d anwigounist MdbbeltdkB6 sienmsgnt agoni st and about 0. 05% sucr al ose;

0840] 0. 15%.azel i ne, about, 0.19% steroid, about 0.1% Il eukotriene
gnt agonﬁ@ﬁnd ab 0“3033% §%ﬁl?§l“8’s@?°“fé8f 1 SteEpidu b dho% dswioldencne,  about
0. 01% st er oi @ntagbsibit ard-ab3htIB18QLHEBRGe;aNt agoni st and about 0. 05% sucr al ose;

[0925] About 0.05% azelastine, about 0.01% steroid, about 5.0% leukotriene
antagonist and about 0.15% sucralose;

[0926] 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
antagonist 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;

[0932] 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% steroid, about 5.0% leukotriene

antagonist and about 0.15% sucralose;



[ 0842] About 0. 1% azel astine. about 0.01% steroid, about 0.5% | eukotriene
ant agoni st and about 0.05% sucral ose; [0843] About 0.125% azel astine, about
0. 01% st ewoi2do6/skeat 0. 5% | eukotri ene ant agoni st and abeor/B32@5M36Lr al ose;
[ 0844] About 0. 15% azel astine, about 0.01% steroid, about 0.5%| eukotriene
ant agoni st and about 0.05% sucral ose; [0845] About 0.05% azel asti ne, about
0. 05% steroi d, about 0.5% | eukotriene tagoni st and about 0.05% sucr al ose;

[ 0846] About 0.1% azel astine, about 0.05% steroid, about 0.5% | eukotriene
ant agoni st and about 0.05% sucral ose; [0847] About 0.125% azel asti ne, about

0. 05% Si@o‘%ﬁ d, abOLLtﬁlO. 5% | eukotri ene antagoni st and about 0.05% sucral ose,;
[ 0848] 0. 15900 0d3tt Aeslasiimsuebayt G506 staspidi abowulie leulsisiensukot ri ene
ant agoni st a A5 «o.] 0849] About 0.05% azel asti ne, about
0. 1% st er oi d?%gggﬁgg%ggweﬁt%’%%gﬁﬁs%m agoni st and about 0.05% sucr al ose;
[0850] A3G1 0. 1%Adwat ak05%e azelbgitte, CabbY 0.€1%1 dlutislpout, hdafethukotri ene
ant agoni st and about 0.05% sucral ose; [0851] About 0.125% azel astine, about
0. 1% st er oi d 3e%Rhasens osloxih otsnrednol. dimdsspaides or dHamabelone @andsbeeicr al ose:
[ 0852] About 9004 3%n@d@l.gsti ne, about 0.1% steroid, about 0.5% eukotriene
ant agoni st and about 0. 05% sucral ose; [0853] About 0.05% azel astine, about
0.01% s{38]1 d, abdiitoub. ¥4 eazkbisting nebautt AgdRt s flutitkdond)outonfidde sucr al ose;

[ 0854] About ,0. 1% azel ast.i ne,, abou .,01% st eroi d,, about 5.0% | eukotriene
ant agoni st aﬂax%%ﬁqs%e_ B%l%“i’u]@?‘?i’l’f?f@@g t[”é%%’@}deeABBG‘{laré.C@@S% 49212894t ne, about
0. 01% st er oi d,19%8Bmtelikaf0 | eukot ri ene antagoni st and about 0.05% sucral ose;

[0939] About 0.125% azelastine, about 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;



[ 0856] About 0.15% azel astine, about 0.01% steroid, about 5.0% eukotriene
ant agoni st and about 0.05% sucral ose; [0857] About 0.05% azel asti ne, about
0. 05% st ewoi2d6/sReat 5. 0% | eukotri ene ant agoni st and abeor/BG2@5MB6Lr al ose;
[ 0858] About 0. 1% azel astine, about 0.05% steroid, about 5.0% | eukotriene
ant agoni st and about 0.05% sucral ose; [0859] About 0.125% azel asti ne, about
0. 05% steroi d, about 5.0% | eukotriene ggt agoni st and about 0. 05% sucr al ose;
[ 0860] About 0.15% azel astine, about 0.05% steroid, about 5.0% | eukotriene
ant agoni st and about 0.05% sucral ose; [ 0861] About 0.05% azel asti ne, about

. 1% st i@g‘@i about 5. 0% | eukotriene antagoni st and about 0.05% sucral ose;
[0862] 0. 1%“5&’28‘1 aldhe 2zelpdbine, 0abos sPdPoi uticasenn H@mstRsonROt ri ene

ant agoni st - ang kol BAUEHaLORE1 LRGN Yial: 48R 381 AS( ne. about

0.1% steroi d, about eukot ri ene “ant agoni $ sucr al ose;
[ 0864] About Oﬁl%mseilddaatstl ne, about 0.1% steroid, about 5.0% eukotriene
ant agoni @43Tnd aboyt éii‘;%/ ucr Iose 0865 About 0. 05% azel asti ne, about
0. 01% st up. géu% AftdRe ahAtt dblves FlutifeFont, o ROMCtasMEcr al ose:

[0866] About d@xah@@gssﬁ@gemﬁ 1RHnoD KGR & %&%gﬂgg@gﬁazegabgwot“ ene

ant agoni st and about 1% sucral ose; [0867] About st ne, about
0.01% st eroi &; 1%mtellﬂta&t% | eukotri ene ant agoni st and about 0.1% sucr al ose;

ant agon Be8hnd anaetl, 198 huckaRal: Pibol hobitisom, MAHGSERe, about
0. 05% st er oi dexah@bidsok: ﬁ%kﬂ,uiﬁ@éﬂrécﬁﬂﬁ RALRBANY o tARHciARBHE aRd W¥egucr al ose;

0.1% montelukast;

[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 beloxil, 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,
dexamethasone 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;



[ 0870] About 0. 1% azel astine, about 0.05% steroid, about 0.1% | eukotriene
ant agoni st and about 0.1% sucral ose; [0871] About O0.125% azel asti ne, about
0. 05% st ewoi2doé/akeat 0. 1% | eukotri ene ant agoni st and abeatr/ud2@%:0$2362 al ose;
[0872] About 0.15% azel astine, about 0.05% steroid, about 0.1%| eukotriene
ant agoni st and about 0. 1% sucral ose; [0873] About 0.05% azel asti ne, about
0.1% steroid, about 0.1% | eukotriene z_a%ggoni st and about 0. 1% sucr al ose;

[ 0874] About 0.1% azel astine, about 0.1% steroid, about 0.1%| eukotriene
ant agoni st and about 0. 1% sucral ose; [0875] "About 0.125% azel asti ne, about

0. 1% st i d, about 0,1% | eukotriene antagoni st and about 0.1% sucral ose;
[ 0876] w 0. 15%"82&4&%%&261&%1& o, &P &0 THITICENeBEI TEOMERIEAK Ot r i ene

ant agoni st _anxa@isoe BULRHCIA RS0l LRL it WO 0RHARE oLASHoE, about

0.01% steroid, about 0.5% | eukotriene antagonist a 1% sucr al ose;
[0878] About 0B %%momtedilast;i ne, about 0.01% steroid, about 0.5% | eukotriene

ant agoni nd about 0.1%sucral ose; [0879] About 0.125% azel astine, about

0.01% st[@rstﬁd, abd%f’?ub.éé%%e%{afﬁlléene[l%abd%s UHPRIOUh o BROTREAMcr al ose;

[0880] About dxkfdhasel Bebielondheitol Ll HlamaROtthe dndYphgukot I ene
e

ant agoni st and about 0. 1% sucral ose; [0881] About 0.05% azel astine, about
0. 05% st er oi @;5%pwatelukass | eukot ri ene ant agoni st and about 0. 1% sucr al ose;
roi,d,. about 0.5% | eukotriene

g(l’)l'? %Lni@& ng- ;?éﬁ’é S%aq%/gﬁgezﬁgggé’ Oaﬂ’gg';g?tl%oo PliGRsqnss o UGIRGta00Ene  about
0. 05% st er oi dexahahidsofls béfokdUloBpré®@dE RIAERARTY, Bt tARHciADIBHE 2Hd h¥osucr al ose;
0.5% montelukast;
[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 0.125% azelastine, about 0.01% fluticasone, mometasone,
- dexamethasone beloxil, 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;



[0884] About 0.15% azel astine, about 0.05% steroid, about 0.5%|eukotriene
ant agoni st and about 0. 1% sucral ose; [0885] About 0.05% azel asti ne, about
0. 1% st erwOdpocaisenze 0. 5% | eukot ri ene ant agoni st and abo®CTASI#ssUsERl OSE;
[0886] About 0.1% azel astine, about 0.1% steroid, about 0.5% ]| eukotriene
ant agoni st and about 0. 1% sucral ose; [0887] About 0.125% azel asti ne, about
0.1% steroid, about ‘0.5% | eukotri ene a%agoni st and about 0. 1% sucral ose;
[0888] About 0.15% azel astine, about 0.1% steroid, about 0.5% | eukotriene
ant agoni st and about 0 1% sucral ose; [0889] About 0.05% azel asti ne, about

0. 01% st abo %Ieu triene anta oni st and about 0. 1% sucr al ose;
[ 0890] A{ﬁgﬁi] 0.1% tli’he 22eitstiae @boul, EPEkoifiiicaseBet BOmMetAP@ISkot i ene

ant agoni st artﬂ:x@xﬁ@cﬁﬁsoge jbélo%diI 1&'31?(%@11(11 0@&1161501{'\99 r %{glgxé%og{ee%ﬁ%% g, about

0.01% steroid, about 5.0% | eukotri ene antagoni’s ucr al ose;
[ 0892] About 00%Bendelekastt i ne, about 0.01% st er oi d about 5.0% | eukotriene

i I 893 0. 05% | asti ne, about
0" 0o%% B apatiowd G2, RaT Bhe HhHia b&%’?éﬁfiwoas%%fm%mucra|
[ 0894] About &Xﬂi%tﬁzz&hé%teld%ﬂ lé‘iglﬁ'le'&no@ W&ﬁl%?&ﬁﬂgﬂ&%@ oml';2 g]éf elb%H%(Ot ri ene

ant agoni st and about 0. 1% sucral ose; | 0895] Yo az st1 ne, about
0. 05% st er oi &0%bwutelekasts | eukot ri ene ant agoni st and about 0. 1% sucr al ose;

0,
At agonBtnd abAth, 495 KickERage; Ti5H07 Ao tbasa% dangdtarRe, about
0. 1% st er oi d,deaifdthason® Yeloguk QitéprediR], RIS toraR s SiRBIdhe And %osHcT al ose;
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
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;



[0898] About 0.1% azel astine, about 0.1% steroid, about 5.0% | eukotriene
ant agoni st and about 0. 1% sucral ose; [0899] About 0.125% azel asti ne, about
0. 1% st erwOdpocaisenze 5. 0% | eukot ri ene ant agoni st and abo®CTAISI#ssUsEAl OSE;
[0900] About 0.15% azel astine, about 0.1% steroid, about 5.0% | eukotriene
ant agoni st and about 0. 1% sucral ose; [0901] About 0.05% azel asti ne, about
0.01% steroid, about 0.1% | eukotriene t agoni st and about 0.15% sucr al ose;
[ 0902] About 0.1% azel astine, about 0.01% steroid, about 0.1% eukotriene
ant agoni st and about 0 15% sucr al ose; [0903] About 0. 125% azel asti ne, about

0. 01% st abo % eukotri ene antagoni st and about 0.15% sucr al ose;
[ 0904] Aﬁ%ﬁ] 0. é dovheZelapiBig: ot od- 9 ér dlulicasepeutmemesansukot r i ene

ant agoni st arHéxﬁQ&Hﬁsoge befbAUGIAIARSE bLaBle o mEnBRIR AR AG I be, about

0.05% steroid, about 0.1%l riené antagonist an /o sucr al ose;
[ 0906] About r@onlél’&ﬂmtaalakabmmo OaYoutrals®5% st er oi d, about 0. 1% | eukotri ene

d ab I [ 090 out. 0. 125% azel asti ne, about
gn'(t)gogmogltl é7ﬂn a %Oug é&g (@%%@%tﬁégeabaﬁf a@;bﬁ?’gt u&ﬁ%ﬁ"&ﬁoﬁ%m@e@mﬁs ucr al ose;
[0908] About c@xeﬁﬁe%é‘béﬁé B@Ib'xﬂeloteﬁl%‘&%l Qu&éc{ﬁl@ﬂe Qhﬁimmﬁg RUE, e@yofit/@ hgukotriene

ant agoni st and about 0. 15% sucr al ose; 5% azel astine, about
0. 1% st er oi d,meduaspanidatonuR 6% Ssnl@k&n;t agonl st and about 0.15% sucr al ose;

it agonit o nd abdEth- Ja98 StrEPaBs e Aoq o Tif>*An duti oS s FABLPRBE: ne, - about
0. 1% st er oi d,depdd@dthasOnd belogiletehicdnsl, BidecaMdL Sdr tARHCARYE, HokPYaFucT al ose;
montelukast and about 0.05% sucralose;

[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;



[0912] About 0. 15% azel astine, about 0.1% steroid, about 0.1% | eukotriene
ant agoni st and about 0.15% sucral ose; [0913] About 0.05% azel asti ne, about
0. 01% st ewoi2do6/skeat 0. 5% | eukotri ene ant agoni st and abeor/BG2@5MB6Lr al ose;
[0914] About 0. 1% azel astine, about 0.01% steroid, about 0.5% | eukotriene
ant agoni st and about 0. 15% sucral ose; [0915] About 0.125% azel asti ne, about
0.01% steroid, about 0.5% | eukotriene ggt agoni st and about 0. 15% sucr al ose;
[0916] About 0.15% azel astine, about 0.01% steroid, about 0.5%| eukotriene
ant agoni st and about 0. 15% sucral ose; [0917] About 0.05% azel asti ne, about
0.05% steroid, about 0.5% | eukotriene antagoni st and about 0.15% sucr al ose;
[0918] ABM 0. 190400t a8tli"neazedasting. Gbosiv, GO ER oiflyticasienet TOometAsaREkot ri ene

ant agoni st a u 0 | ne, about
0. 05% st er oi 31‘3 %E%g%sog. ?15’3)00 gu@"? #ef?%ﬁlé b%%%égigﬁﬁgﬁ H%rﬁgm%g)%é ﬁé‘ﬁﬁ@ Y% sucr al ose;
[ 0920] About nbntdthar ehdstiduwne,058dtaléke05% st er oi d about 0.5% | eukotri ene

ant agoni st _and about 0. 15% sucr al ose; 0921 About 0.05% azel asti ne, about
0. 1% st dP87, abouﬁb%“ 594 230k 83slasERe &h‘?‘&g Pl & @W@a%’@éutm@ni‘@%ucral ose;

0022 Aoout sbasehentyss obiruno ookl el i) et ere

0. 1% st er oi d maubeiukasOahdatontiRO6 V4 mnmlca;a; agoni st and about 0. 15% sucr al ose;

09241 Ay O 1ok G3hO%,BR0N Shlte STAO M aPeut &yl cueot 1T ene

0. 01% st er oi Qlexﬁ@&ﬁ&soﬁe Bk U RbEdIRPE bAIsBERBI i iriNcinBRAM! afdud&¥esucr al ose;
montelukast and about 0.05% sucralose;

[0989] About 0.05% azelastine, about 0.05% fluticasone, mometasone,
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;

[0993] 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;



[ 0926] About 0. 1% azel astine, about 0.01% steroid, about 5.0% | eukotriene
ant agoni st and about 0.15% sucral ose; [0927] About 0.125% azel astine, about
0. 01% st ewoi2do6/sReat 5. 0% | eukotri ene ant agoni st and abeuor/IBG2@5MB6Lr al ose;
[ 0928] About 0. 15% azel astine, about 0.01% steroid, about 5.0%I| eukotriene
ant agoni st and about 0. 15% sucral ose; [0929] About 0.05% azel asti ne, about
0.05% steroid, about 5.0% | eukotriene_ gg agoni st and about 0. 15% sucr al ose;
[ 0930] About 0. 1% azel astine, about 0.05% steroid, about 5.0% 1| eukotriene
ant agoni st and about 0. 15% sucral ose; [0931] About 0.125% azel asti ne, about

0.05% st eroi d, about 5.0%| eukotri ene ant a%gni st and about 0. 15% sucr al ose;
[0932] ABXNM 0. 159Ahkeké| AdbVneazelaping eboBolster Suticasapeutmemergsoneukot r i ene

ant agoni st a 0 ; . . 059% s/nNe, about
0. 1% st er oi dfag)é o%%i 53‘338&?1%%%%@?%@%@’ g[ﬁge}églhf’égqg%ﬂggg%é? a%)%&gﬁ/og é’ucr al ose;
[ 0934] About nibritcmkeebadibone).08%aucralost% st er oi d, about 5. 0% | eukotri ene

ant agoni nd about 0. 15% sucr.al ose; [0935] About. 0.125% azel asti ne, about
0. 1% st e@ﬁﬂﬂ aboutPast oBP & 1agelpstEise W&g@)bl"ét thitigaseneutmematssaneucr al ose;

00301, About, g 1\ 1o el Syt aher it SRR Suli ket cne

0.01% f I ut i cmmiukasbam amane 05 Wewarabdskasone bel oxil, | oteprednol,

azel ast €8 about APRRoPA FEREG, ool LUane ICHERANG! FSBHECER oxi ||

| ot eprednol , dbkERSAINOHE beldkil!1bicBFEhH0bANRoRE RRGMhciobie MH3LES biast ;
montelukast and about 0.05% sucralose;

[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 and 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;



[0939] About 0.125% azel astine, about 0.01%fluticasone, nonetasone,
dexamet hasone bel oxil, |oteprednol, budesonide, or triancinolone and about
0. 1% nontwbhek@&asg02p0940] About 0. 15% azel asti ne, about @COAXRINSOEIZ6EASONE,
nonet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or _
trianci nol one and about 0. 1% nont el ukast; [0941] About 0.05% azel asti ne,
about 0.05% fluticasone, nonetasone, d arret hasone bel oxil, | oteprednol,
budesoni de, or triantinol one and about 0. 1% nont el ukast ; [0942] About 0. 1%
azel asti ne, about O. 05% fluticasone, monet asone, dexamet hasone bel oxi | :

| ot epre | ., budes trianci nol.one and about 0. 1% nont el ukast ;
[0942] ﬁ@@& 0. 1299 oPAk | Aeelastipgytabguiosdel Ve ufliicrsonme, mAsmRlasesene,

dexanet has oneicbehalidne hab SRNIELRoPIIRSANIAS: BimUbbRELBghangand about

0. 1% nont el ukast; [0944] About 15% astine, about ut| casone,
nonet asone, mmi’ek&samomawa%lspcmmse,pr ednol , budesoni de, or

i i d t nont el ukast 0945]. About 0. 05% azel asti ne,
;[Jloﬁ'?ﬁc:). f%??u??cées Hg ﬁ%sl (;ﬁ%%?‘? ne’dé’iﬁ%{oﬂ}go UEASPB%i MOMAsePE-ednol |,
budesoni de, @exdnidtAdEBhEBIIGHE 1&eﬁlreaa&%u&so1la‘%{amﬁﬁélﬂ&ﬁélbﬁé QB46ls. @90‘” 0. 1%

azel astine, about 0.1%fl uticasone, nonetasone, dexanethdsone bel OXI|
| ot epr ednol , menirbwenst and abet 4.95%soemlbisane and about 0. 1% nont el ukast ;

oanet 008 e bt AHERE 0 B Eein al ot te, MO A BRRE and about
0. 1% nont el ulasimeth3648helAID WbtefredRol mb@ﬁdd, of triaRaHSloRe, h¥ButIsus,casone,
Tomet asone, montelukast and about 0.05% sucralose;

[1009] About 0.05% azelastine, about 0.01% fluticasone, mometasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, 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%
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 triamcinolone, 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 triameinolone, 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;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinolone and about
0. 1% nont el ukast; [0949] About 0.05% azel asti ne, about 0.01% fl uti casone,

nonet asorw 2dexaseahasone bel oxil, | ot eprednol, budesoniPde;usee05/042362
trianci nol one and about 0.5% nont el ukast; [0950] About 0.1% azel asti ne,
about 0.01% fl uticasone, nonetasone, dexanethasone beloxil, |oteprednol,

budesoni de, or triantinolone and about Q 5% nont el ukast; [0951] About
0. 125% azel asti ne, about 0.01%fl uti casone nonet asone, dexanet hasone
bel oxil, |oteprednol, budesonide, or triantinolone and about 0.5%
nnnteluiﬁgﬁ [ 0952 About 0. 15% azel astine, about 0.01%fl uti casone,
monet as ®HH6] dex andtiost oh &S Belegslpsiine; o%bébtr bR, Thtigesonni deomesesone,

triancinolo n%eﬁﬁﬂetﬁ%@ﬁé bgoﬁ%l%gfeﬂhb'lk SOI‘L?%%%]'[I‘IQB% H%)loge a%&%ta(f g‘J poast i ne,

about 0.05% fluticasone, noifetasone exane asone oxr’l r ednol ,
budesoni de, orontelileastamicibone0.aVsuatxdase; 0. 5% nont el ukast; [0954] About 0. 1%

azel ast | about 05% ti casone, nometasone, dexarret hasone bel oxi |,
| ot epreijﬂﬁlﬂ bude 86%52’ tZFasEeottonE  Adde aBBticasonsognasisPnkast |

[ 0955] About d@xa}geﬁ%s@ﬁ@i)ﬁ&ﬂ ']@beﬂl%gﬂb'lt biteSotid | Rl SASADRne, BORIAERNE:

dexanet hasone bel oxil, |otepred budesoni de, or rlanﬁlno one’and about
0. 5% nont el ukesntslfloetsid abbuild. 1%, sb6td@eze! ast i ne, about 0.05% fl uti casone,

i arme: FUi8he. and ARGt 08 of RHARURHER: 057 fuo0He 0 usesast i ne,
about 0. 1% f UetdnecibabEs beIBE ISEHREnIIRIREGREMA TP MeahGhorshe, abbicepy,ednol
budesoni de, or trianti nol one and about

montelukast and about 0.1% sucralose;

[1019] About 0.125% azelastine, about 0.1% fluticasone, mometasone,
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 triamcinolone, 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;



0. 5% nont el ukast; [0958] About O0.1% azel astine, about 0.1%fl uticasone,

nonmet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or .
trianti novoneosssb2about 0. 5% nont el ukast; [0959] About @CIASeanetsastine,
about 0.1%fluti casone, nonetasone, dexamethasone bel oxil, |oteprednol,

budesoni de, or trianctinolone and about 0.5% nontel ukast; [0960] About 0.15%
azel astine, about 0.1%fluticasone, nppetasone, dexamethasone bel oxil,

| ot eprednol, budesonide, or trianctinolone and about 0.5% nontel ukast;

[ 0961] About 0.05% azel astine, about 0.01%fl uti casone, nonetasone,

dexanet e bel oxi | eprednql , budesagni de, or triantinol one and about
5. 0% m)m%ﬂkast ; ‘A[)iﬁ%zé)'?%o%?teg@?lﬂ% abta §G5e, lubieaseneg. MwBStasene.casone,

nomet asone,  dexARRARIROBE0BE! Bihlednd 0B EREERO or L2HASSOBLE SN 0 554
Riedpeh oSGty o rainoldhe ahaty

tri anci nol one and about 5. 0% no ukast _ azel asti ne,
about 0. 01% fhantélekesiand, aboun® i Asowemjoseexanet hasone bel oxil, | ot eprednol,

budesoni or triantino and about 5. 0% mpnt el ukast; [0964] About 0.15%
azel astiﬂﬁﬂ about 95&&'1‘#%%% [ ‘i‘h?ﬁét%gggﬁ)’e,ﬂ“&é%&%t RISEHEOBRI oxi |,

| ot eprednol , dbuaesRRbEEe1OKil, blepFiRhd OhRIREANY R ROMECiR107E BB skast ;
[ 0965] About 0.05% azel astine, about 0.05% fl'uti casone, ronet asone,

dexanet hason&dsédldsest and|abpeil)- é¥raakraldsesdesoni de, or tri anci nol one and about

OO Toppkpkact L G36Pl, Ahpl 0,06 anE gy BRuL . Cote Lt casone

trianci nol ondenettiaRond bddoXolompie@hdIkARIEsonide, or triamcinolone, about 0.5%
montelukast and about 0.1% sucralose;

[1029] About 0.05% azelastine, about 0.1% fluticasone, mometasone,
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, budesonide, 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%
montelukast 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;

[1034] 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;



[0967] About 0.125% azel astine, about 0.05%fluticasone, nonetasone,
dexamet hasone bel oxil, |oteprednol, budesonide, or trianctinolone and about
5. 0% nontwbukestss2p0968] About 0. 15% azel astine, about @COAXeddswi3ensone,
nonet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or _
trianci nol one and about 5. 0% nont el ukast [ 0969] About 0.05% azel asti ne,
about 0.1% fl uti casone, nonetasone, ﬁ) rret hasone bel oxil, | oteprednol,
budesoni de, or triantinol one and about 5. 0% nont el ukast ; [0970] About 0. 1%
azel astine, about 0.1%fluticasone, momet asone, bdexarreg(t)}asone PelkOXItI

| ot epre budesgni de, or triantinol one and about 5. 0% nont el ukas

[097?] iﬂ@tﬁ] 0. 1239045 42374 ri’éelaﬁb’@utab@uﬂ%? Pi%ufbélg@ﬁ@@e mm?tasmne © about
dexamet hason r i ha and abou
5. 9% ront of uiceaer P PARE R SR ag U0 bbb e 8k B nsone.

nonet asone, dmdekdsawm)obwd%éu,craﬂ@bgpr ednol , budesoni de, or
0973]_. About 0. 05% azel asti ne,

Ly el pkeRe, 09 GRSt e tontel Ukgst [ 6970 SHECHRRE X THOm¢tatossr ednol
budesoni de, qléxrhﬁét%ﬁhé‘@él@ﬂ? lot%gféﬁﬁolobﬂr%‘s AL fdrg}ﬁ%?% At)l?lpgcta 3R 5 §o 05%

sucral ose; [0974] About 1% | 'asti ne ut’i casorie,
nmonet asone, deowghetay h@drﬁéon‘e@d)%dupralctsb;eprednol budesoni de, or

i t % nont Iukast and t .0..05% sucral ose; [0975]
:[Alroloﬁpt IOT%& azg1 2‘%9}1{2 &{5 %tll?ﬁtyal?cf“ﬂit |02(%s}16n§u“??6ﬂ%@c asuaeset asd’é%arret hasone
bel oxi |, | ot épxeekiitdsondblesiQNb@BredM], budcROMHE Yr WisinciAROHE, Bodi 7. ANt el ukast

and about 0. 05% sucr al ose; [0976 About 0. 15% azel asti ne, about 01%
f1uti casone, DHERbEEsiAmE about 0.1% sucralose;

[1039] About 0.125% 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%
montelukast 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;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinol one, about

0. 1% nont el ukast and about 0. 05% sucral ose; [0977] About 0.05% azel asti ne,
about 0. Os@2hdusB@asone, nonet asone, dexanet hasone bel oPpCirjusb@smpr3erinol |
budesoni de, or triantinol one, about 0.1% nontel ukast and about 0.05%

sucral ose; [0978] About 0.1% azel astine, about 0.05% fl uticasone,

nmonet asone, dexanet hasone bel oxil, |oteprednol, budesonide, or
trianci nol one, about O. 1% nont el ukast and about O. 05% sucr al ose; [0979]
About 0. 125% azel astine, about 0.05%fl uticasone, nonetasone, dexanethasone

bel oxi | eprednal, b oni de,. or trianctinol one, about 0.1% nont el ukast
and abodib%’tlog% sd%?oéll oggg/s 6@%’6 1n9\b@§39ut0 ng%)afwla%spp?re meBEigeong, 05%
fluticasone, d&ﬁ?ﬁ&ﬁ%ﬂ@bel@%al PF&%EQP%uH’%BH@%' or tge%gl S oupw@som de, or

trianci nol one, about 0. 1% nont ef ukasf osucra ose; 0[0981]
About 0. 05% azmtdskasnmddmuﬂls%mlfaﬂasb; casone, nonetasone, dexanet hasone

bel oxi | epredngl, . b nid or t about 0. 1% nont el ukast
and abo&b@t]OS% su@f ?ﬁo@gf& % iSting 0 d O%n@&qz&e@g?%%@ T8RS 1 %
fluticasone, Jéﬁﬁfﬁétﬁ%ﬁ@bel@%ﬁalﬁﬁf)ﬁ@ﬁ&nﬁu&&bﬁfﬂh|or th%@iﬁ&%ﬂl@o&boupb"ii@som de, or
trianci nol one, about 1% nont ef ukast and about 0. 05% sucr al ose: [0983]

About O. 125‘Vorm¢1alsast&@a®bbﬁt15%Sll%aidsal|casone rmrretasone dexanet hasone

bel oxi | epr ed on| about 0. 1% nont el ukast
and aboJ%J)%]OS% 53%03 o@ig 74 ﬁtmﬂbo%’t g%?&a?@‘ﬁ&@f‘ﬁe MAYBFO. 1%
f1uticasone, dmmétﬁ@g@ﬁebeldﬁﬁ alﬁﬁf)fédﬁ&nBu&%bﬂP&Uor tHah&R6RHE Uboubyidgsoni de, or
trianci nol one, about 0.1% nontel ukast and about 0. 05% sucral ose; [ 0985]

About 0. 05% dbetielekashand ahewtif.18%Guskaldsat i casone, nomet asone,
[1049] About 0.05% azelastine, about 0.05% fluticasone, mometasone,

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 beloiil, 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 triamcinolone, about 0.1%
montelukast and about 0.15% sucralose;

[1054] 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 triamcinolone, about 0.1%

montelukast and about 0.15% sucralose;



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinol one, about

0. 5% nont el ukast and about 0. 05% sucral ose; [ 0986] About 0. 1% azel asti ne,
about 0. OWwenhdeuss@asone, nonet asone, dexanet hasone bel o®pCirjusb@smpr3erinol |
budesoni de, or triantinol one, about 0.5% nontel ukast and about 0.05%
sucral ose; [0987] About 0.125% azel astine, about 0.01% fl uti casone,

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

trianci nol one, about 0.5% nont el ukast and about 0.05% sucral ose; [0988]
About 0. 15% azel astine, about 0.01%fl uticasone, nometasone, dexamethasone
bel oxi | 65% epr ed'rJA(i)tO budeosonl de, .or trianctinol one, about 0.5% nont el ukast
and abodl0%%] 050 s Rt 0dd 5% FE8esting oabows. @Q%aﬂ&l%?lil%emm%ﬁpne 05%

fluticasone, BRARLRIBNSHIHEN %‘f@}}:@%ﬁ&nﬁu@%hﬁé & t%ﬁ%@ﬁ}l%ﬂg uttd‘]fj‘fs oni de, or

tri anci nol one, about 0.5% nont e suera ose °[ 0990]
About 0. 1% azmlln&émkasEandadimutO.ﬂ)S%S&’mfaldsé; casone, nonetasone, dexanet hasone

bel oxi | e rednol , budesonide,. or triantinolone, about 0.5% nontel ukast

and abmﬂdsg OE% S%PHT @gg 2’[ @@ans]‘u up. 4959, gf@?%@?‘?ané‘lo%ﬁg{leao 05%

fluti casone, n soni de, or
dPRARERRBAE helHEiX 2{5’%&%@&9 Gucigél)t‘ﬁgo orhléﬁlg(gﬁ/é Hé‘%'bPuW

tri anci nol one, about 0.5% no ukast an Jut ucral ose; [ 0992]
About 0. 15% amt@@tashmd@botﬁli%eﬁmfdsmlcasone nonmet asone, dexanet hasone

bel oxi | eprednol . = budgsoni riancinol about 0. 5% nont el ukast
and abo&]tdsgj 05% 5%2’1931 o@'z,/s Qg?st Oracégﬂ)) agﬁﬁl%?é‘?l?emem%ﬁf’n% 1%
fluticasone, dmm@ﬁl@beldﬂg ﬂaaﬁ(qn@u&%%ﬁaé lor 4 BLEREIBHE Aboutsigsoni de, or
trianci nol one, about 0.5% nontel ukast and about 0. 05% sucral 0s€; [ 0994]

About 0. 1% aﬂ@ﬁff&‘%&aﬁ"ef}ndaﬁbﬁu'to-@%wfﬁﬂwﬂpaso_ne nmonet asone, dexanet hasone
bel oxi ’[1d5@] epr edngl,,; QPRSP nizgﬁstiﬁ)er, IBRGhY) ﬂgéasggg u%no(i)ne e%one

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 triamcinolone, 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;



nont el ukast and about 0.05% sucral ose; [0995] About 0.125% azel asti ne,
about 0.1% fluticasone, nonetasone, dexanethasone bel oxil, | oteprednol,
budesoni d&Q 2006/45802anci nol one, about 0. 5% nont el ukast ane#cahsa50413620

sucr al ose; [ 0996] About 0. 15% azel astine, about 0.1%fl uticasone,

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

trianci nol one, about 0.5% nont el ukast_gpnd about 0. 05% sucral ose; [0997]
About 0. 05% azel astine, about 0.01% fl uti casone, nometasone, dexamethasone
bel oxil, |oteprednol, budesonide, or triantinolone, about 5.0% nontel ukast

and abo 05% su aI o 8]. About 0. 1% azel astine, about 0.01%
fluti cagj)%%] nmomet ¥Ghe ! c(?exé??i% IILPQE’on@OBbI B9 P%%aéﬁﬁi%dﬁ’éﬂmet%ﬁ%@soni de, or

trianti nol ongexARQHisone ge‘fb %Fc% St Pﬁ&‘!ofﬁﬁ@ lbtr tgmgéﬁ%?)ag UET LSS0l 0999]

About 0. 125% azel asti ne, 1% t1 casone sone, deXanet hasone
bel oxi |, | ot epmédnisdsi aItﬂJI]EBUhilﬁﬂé: suoraldsej am:l nol one, about 5. 0% nont el ukast

d ab 05% 10 Ab S |.astine, about 0.01%
?Inut ?cgii)%g] ; S:‘Ag’é’BLoé?ése&aﬁ%eg%’Fgél o B%q gg( b %B?%Bb%dﬁéﬂmet%ﬁ@a%som (:je or
trianci nol On@exﬁﬁ)éﬂﬁsoﬁe ge'fQ))E‘fP']&t‘%bféh% b@d@oﬁ@@l& t&rﬁéﬂ%ﬁﬂ& ra@&?ﬁ%‘y[ 1001]

About 0.05% azel asti ne, about 0.05%fluticasdne, nonetascne exanet hasone
bel oxi |, | ot epmédwleist ats\ abewidhl 36, suoralasej anti nol one, about 5. 0% nont el ukast

d ab S(Vs GLal 0§§: 10 % azel asti ne, about 0.05%
?Inut ?cgi%r?gl X §8L 6? [ Olf'%‘fgéeongbod'g é Q)/a ﬁ}“(’)‘faéﬁ?%dﬁ&met%ﬂ"ésom de, or
trianci nol onaexaamhasoﬁe Q%ﬂprl& 1elAS bﬁ’dk@oﬁ@@‘& tiParREANBPHE, Bb RT3 %[ 1003]
About 0. 125% azel asti ne, about 05% f I ut i casone, nonetasone, dexanethasone

bel oxi |, | ot BnEdwetst ansd dhewidhi e sugrelases anci nol one, about 5. 0% nont el ukast
and abo'f'f%@] 05% S%%roﬁ{ 0§65% azelastine, about 0.01% fluticasone, mometasone,

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, about 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%
montelukast 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;



[ 1004] About 0.15% azel astine, about 0.05% fl uticasone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinol one, about
5. 0% nontwbuekesss@ad about 0. 05% sucral ose; [1005] AboutrCO/B26sazBbast i ne,
about 0.1%fluti casone, nonetasone, dexamethasone bel oxil, |oteprednol,

budesoni de, or trianctinol one, about 5.0% nontel ukast and about 0.05%
sucral ose; [ 1006] About 0.1% azel asting, about 0.1% fluticasone, nonetasone,
dexamnet hasone bel oxil, | oteprednol, bugesonide, or trianctinol one, about

5. 0% nont el ukast and about 0. 05% sucral ose; [1007] About 0.125% azel asti ne,

about 0. 1% fluticasone, nonetasone, dexanethasone beloxil, |oteprednol,
budesoni®d6l or t r ARRET bl Bheazadtsbige. 50ouh ie| HREXASORS d MPBIASODE,05%

sucral ose; | tq 9 i

ot naone, | SOIHt RGN ot 18@ERUAS s RO ROl WARYG

t ri antci nol onmonedhtkist MmdAbouriN! Fhukaaiosegnd about 0. 05% sucral ose; [1009]
About 0.05% azel asti ne, about 0.01% fl uti casone, nonetasone, dexanethasone

bel oxi | [1078} epr edAdPut HR% oRzelasting  #hquhnbil ol BHACasams, uBOTeAasORBNt el ukast
and about 0. %9 Tosds u h?a%t, i 1%
fluticasone, &ﬁ%a?rﬁe%%%ﬁi‘%kg@g%%ﬁ?ﬁgﬁhfémﬁg g@%l%? ot%ﬁ@ggﬁg@ﬁ bSSG esoni de, or
t ri anci nol onmontdhdiast £hd Bbouwidhi Elskastosegnd about 0. 1% sucral ose; [1011]

About O % azel gsti ne bout . 0,.01% f | ut i ong, .. nonet asone, dexanet hasone
bel oxi | ,[qu%gloepr edmBPYt Ky so?ﬁel?é'fm%roé{bf’}“an@f‘%’olfg‘i"ﬂé’,as%ﬂfoufnoﬁ?eia%’%nt el ukast

and about 0. §s4thRbRASESl0Ai L WtehreARAbuddsdRdl, 37 BiASdihHBne, ABAK!S. $,01%
fluticasone, nonetasone, dexanethasone bel oxil, |oteprednol, budesonide, or

tri anci nol onaontghaiast id Bbeutdht Bloskeratoseind about 0. 1% sucral ose; [1013]
About 0[1%@%/? azel aitbioﬂte ’O.ﬁ%%t azoelaos%%)a,f la%liltc e eﬂu{lrgargg}lea,s (r)nrc])%ietasone,
dexamethasone beloxil, loteprednol, budesonide, or triamcinolone, 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 by the patient. In
additional embodiments, the formulations can further comprise one or more
taste-masking or sweetening agents, such as those described herein. In one
embodiment, sucralose is used in the chewable formulations. Additional
active agents, such as those described herein, can also 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 triantinol one, about

0. 1% nont el ukast and about 0. 1% sucral ose; [1014] About 0. 1% azel asti ne,
about 0. Os@2hdusB@asone, nonet asone, dexanet hasone bel oPpCirjusb@smpr3erinol |
budesoni de, or triantinol one, about 0.1% nontel ukast and about 0. 1%

sucral ose; [1015] About 0.125% azel astine, about 0.05% fl uti casone,

nonet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or
trianci nol one, about 0. 1% nontel ukast ‘and about 0. 1% sucral ose; [ 1016] About
0. 15% azel asti ne, about 0.05% fl uticasone, nnnetasone dexanet hasone

bel oxil, |oteprednol, budesonide, or triancinolone, gut 0..1% nont el ukast
and about 0. 9uhiraiyr Hilbda: the1 @ttz]andpingludg. Hess ARIunit iaRe , CoTRIBRIMS 196

fluticasone, I e soni de, or
trlanC|noIong&RHE%ﬁﬁggﬁiwgﬁ%%gﬁT@%§QHgéﬁ§® %J?H%Q%€§%u§¢§+oggggﬁ1018]
About 0. 196aﬂﬁkammimempﬁhDQMr@oﬂﬁ@ﬁémﬁﬂmﬂyom@,dnmnﬁl@ﬁ@nb atgbert 8398t hasone

bel oxi |, | ot eprednol bu ni d or t i anti one,. about, 0, 1% nont el ukast
and about 0. JASHERAPHY IY[ 6600 kFdabgrt 155 @%ﬁ%ﬁ%ﬁ PEDUSHIBMOTS. 1%

fluticasone, 4 @Eﬁﬁ@é})%ﬁd a%%ﬁ@@ﬂfsh/@%”a%oﬁeb%% sudr@oSRr %@Bﬁ"ohe@ﬂﬂ%son' de, or

triancti nol one, out™ 0. 1% nont el ukast and about 0. 1% sucral ose; [1020]
About 0. 15@6ﬁzem&§mnmaeeﬂnmnﬂxm$ﬂhﬁmumh@asmpemnqmnnhas@nmmh@mxaﬁethasone

bel oxi |, | oteprednol esoni d tri a i.nol on ut 0 nt el ukast
ond about 0. Shaste. it 86 STEb e allsel! sibRuEER B tRet st EY01 00
fluticasone, swRIRIAS ONBind S aTRIARSRrRELeXs. . | ot eprednol, budesoni de, or
tri anci nol one, about 0.5% nont el ukast and about 0. 1% sucral ose; [1022]

About O[1082hzel asThaeformplitions 0EY, falsat icortsnecolorantst s oimeprove xdfet hasone
beloxil, Tot g}?pegldange ofbﬁldegﬂ weqﬁe rmﬁlaﬁ@t{gf 'é},Béc%%r S%RQUEH an?{&lVG

coloration imparted 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 pharmaceutically 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%,



nont el ukast and about 0. 1% sucral ose; [1023] About 0.125% azel asti ne, about
0.01% fl uti casone, nonetasone, dexanethasone bel oxil, |oteprednol,
budesoni d&Q 2006/45802anci nol one, about 0. 5% nont el ukast ane&cahsa50428%2

sucral ose; [1024] About 0.15% azel astine, about 0.01%fl uticasone,

nonet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or
trianci nol one, about 0.5% nontel ukast_gjad about 0. 1% sucral ose; [1025]
About 0. 05% azel astine, about 0.05% fluticasone, nometasone, dexamethasone
bel oxi |, Ioteprednol budesoni de, or triantinol one, about 0.5% nont el ukast

. | % azel ast bout 5%
?Ingt ?ggggng o gggooﬁl gu%é%?f %ﬁ?&%@&%&gt?éoa%eﬂf@'é’ggﬂég 8@ée/‘50ni de, or
tri amci nol onesbodbnsts, BbGEoIMEIY eAvekasds. ansht 2ot Q»o&éwcra%ﬁsﬁs%lozﬂ

About 0.125% azel asti ne, about 0.05%fl uti casone, nonetasone, dexamet hasone
bel oxi |, | ot efbpeicdie) abaidedBhi dmwut 3r5%.r dbmrt BVOPG reboutadioLbeutsaa 5toNnt el ukast

and about 0. I 5% azel.ast i out 0..05%
fluticasone, ]a%)'§ %ane méeiﬁ%r@% ﬁ@@gﬁé’)bgﬁ iqr orﬂlﬂ?%{psﬁ}ghﬁbﬁ‘ Wekoni de, or
trianci nol onappﬁb@wtthﬁl tﬁ%ﬂ@ﬂﬁt&iﬂé&@&bn@ﬁﬂaﬁ&uwﬁe&n& Siﬁ%@kt?éfgth 64029]
About O. 0596aze|ast|ne about 0.1% fl uticasone, asone, dexanet hasone

bel oxi |, | ot dp @arisklar kyerstenst dsed gnd tthe alﬁwlmﬂmmed dpotite Gesdstannt el ukast
and about 0. Jaéih%ﬂ ésa%oi)ﬁ?el ﬁgﬁg% ﬁﬁgalllérqgiu % azel asti ne, about 0.1%
Xare

fluticasone, asone as6n OXI| | ot eprednol , budesoni de, or

trianci fibdSShe, abGuitalﬂe S ol teins Kas asa il B QHEwib1d Fo SHTIRESRS 6F thel 031]
About 0. 125% azel asti ne, about 0.1%fl uti casone, nonetasone, dexanethasone
bel oxi |, | ot @FFEdnBIventioRidBelfece, ¢ ar v agnslofsrbing, oabwutallylses nemt el ukast

and ab OUt 0. %f?h%%%l@ylglseﬁ derivatives thereof, such as heptakis (2,6-di-o-methyl)-p-
cyclodextrin (DIMEB), randomly methylated B-cyclodextrin (RAMEB), and
hydroxypropyl B-cyclodextrin (HPBCD). 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 aqueous 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



[ 1032] About O0.15% azel astine, about 0.1%fluticasone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, or triantinol one, about

0. 5% nontwbuek@ssse@ad about 0. 1% sucral ose; [1033] About POTABW0ENEd3aSt | ne,
about 0.01% fl uti casone, nonetasone, dexanethasone beloxil, |oteprednol,
budesoni de, or trianctinol one, about 5.0% nontel ukast and about 0.1%

sucral ose; [1034] About 0.1% azel astin about 0.01% fl uti casone,

nonet asone, dexanet hasone bel oxil, Ioteprednol budesoni de, or

trianci nol one, about 5.0% nontel ukast and about 0. 1% sucral ose; [1035]
About 0. 125% aze] astJr about, 0. 01%.f| uti casone, nonetasone, dexanethasone
bel oxi |, | ot éBFEERol ; he, i B iy dhengried i feiRiDH AEE adilt Fyom tbht el ukast

and about 0. s & 055l 1036] ool Bud SLIALAST | 16, 1ABRNY, QnOL%

fluticasone, nonetasone, dexane t epredno esoni de, or
trianci nol ona:on@b&ssﬂd Elice)%smgllft kyerkadti-layred tabeutsind. stdsticmathode well1037]

About 0. 05% | ast 0 05% | utj casone, tasone dexanet hasone
be?gxi |, ot 33‘?’8338: u%‘é@%iﬂnd@e etgr’l %ﬁﬁnnﬁﬂgﬂg% SfHGES o BTNt el ukast
and about 0. %ﬂgQBQf}f%ﬁl’ay@rlﬁéé% ﬁ@%HIoertéa@l@ﬂQ\lcﬁ’ﬁ% la @nts ﬁﬁ ag Qp%

fluticasone, nonetasone, dexanethasone bel oxil, red no esonlde or
trianci nol ondo beBolayes 6%fomn tetnifust presehtatouds ﬂlel%abucrbﬂleﬁmds fprL039]

About 0. 125% azel Stl 5% f| uticasone, nmet as.o xamet hasone
bel oxi |, | ot EpPEHHS %&S‘é’g@ﬁ ‘%bgets gpd V?’E‘%l%?c‘ioﬁa?Oé‘Fﬁétg?%{b‘bsﬁtmgﬁ?)%gﬁ%t el ukast
and about O. Jc‘%(m%bltfdhﬁidotﬁﬁ) ?@@H@k délaned d&cﬂ@?{@@g@haﬁrah@%eg lePoS%
fluticasone, nnnetasone xamet hasone bel oxil, |oteprednol, ‘budesoni de, or

tri anci nol ondJ-Satstant sPebhceae eNak2098/024850b othe diselzswnec 04l whish fis1041]
About 0. 05% qg&lr@o%fe@%y r@fé?éﬁce Qleljeéf for"é h p%?;?os@? A%%ﬁﬁ c ew’able/orally

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
disintegrating/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),



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinol one, about

5. 0% nont el ukast and about 0. 1% sucral ose; [1042] About 0. 1% azel asti ne,
about 0. IWofbeastdss@gsone, nomnet asone, dexanet hasone bel oxiPCT/UsetspsBdnol |
budesoni de, or triantinol one, about 5.0% nontel ukast and about 0. 1%
sucral ose; [1043] About 0.125% azel astine, about 0.1%fl uticasone,

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

trianci nol one, about 5.0% nont el ukast and about 0. 1% sucral ose; [1044]
About 0. 15% azel astine, about 0.1%fl uti casone, nonetasone, dexanethasone
bel oxil, | oteprednol, budesonide, or triantinolone, about 5.0% nontel ukast
and about 0. 0§ SHEEiNEEe 22sUHASE- AHETH0SE) 0% ohe  E3lhs disvaegralng ttalyeln 16

fluticasone, s 3 j , desoni de, or
trianci nol onef, agéot%?@g&l%%gﬁgnt e} {i}ﬁég{t}&é%gé gﬁiglt}%’ dg%&{@%?gltggg; 1046]
About 0. 1% azeliesyi sidll abdh¢ £t, Odbd fihalitdec dlsaseeamomnet Arloembiaxamet h?slczne
bel oxil, |oteprednol, budesoni de r trjancinol one, about 0, 1% nont el ukast
and about O. %EW@E@L%@H& ,Or[ei‘éﬁlﬂQ ﬁ&?cﬂﬁ?llbgltfmaé%l% £t fosmulagiers ofp. 01%
fluticasone, WIDERIRSORRyentiSN A0GLIHAECREHRED 9% lto A%h?p(ﬁ.?%ma]zel?éﬁqgsom de, or

tri anci nol one, about 0. 1% nont el'ukast and about 0.15% sucral ose; [ 1048]
About 0. 15% apedradlyi amut abolle ® 6UGGtf 109%i cthenrejvenpgeti@s doe matexanet hasone

bel oxil, | ot dnol d iLde, .or Lancti nol one, about 0. 1% nont el ukast
aﬁdogioout 8. % rﬁ?@??’gﬁl SU@?%%%%abﬂ%@lﬁ%%ﬁ@&é’%el astine, abou(; 0. 05%
fluticagooss] nONMELASERDle SRXAMBIRAS MRS PEIISNEhnulbLbLRs2Aaat (addugdgsoni de, or

triancti nol one, about 0. 1% nont el ukast and about 0. 15% sucral ose; [ 1050]
About 0. 1% af8icasplions] aglsuageotshBowe 4 paticlesvzresuchnbins tahgwink)0%l ef dreet hasone
beloxi |, 1ot %ertke: egchla’ve balilldgvse(r)e{gedseme o letsg it iy iago%lt %’6% ?b&ugui?ab}g/%uch
embodiments, azelastine (and any other optional active agents) are present as
coated granules.

[1089] In one embodiment, the disintegrating tablets according to the
invention comprise coated granules 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 diluent agent, a lubricant, and optionally a
permeabilising agent, a swelling agent, an antistatic 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



nont el ukast and about 0. 15% sucral ose; [1051] About 0.125% azel asti ne,
about 0.05% fluticasone, nonetasone, dexanethasone bel oxil, |oteprednol,
budesoni d&Q 2006/a45802anti nol one, about 0. 1% nont el ukast anaCahsae0504285620
sucral ose; [1052] About 0.15% azel astine, about 0.05%fl uticasone,

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

trianci nol one, about 0.1% nontel ukast and about 0.15% sucral ose; [1053]
About 0. 05% azel astine, about 0.1% fl uticasone, nonetasone, dexanethasone
bel oxil, |oteprednol, budesonide, or triantinolone, about 0.1% nontel ukast
and about 0. 15% sucral ose; [1054] About 0.1% azel asti.ne, about 0.1%

f1uti casone, mapwéalasiel, sobiahadHaalsil. Féeprenortiqneldisistesmting3geRsoni de, or

tri anci nol ong,. o t, an t V% ol 1055
About 0. 125% e{tzag a1§ﬁo%é%&9§g§3{) Q%&H}%ﬁ%%g%@%%g%%ﬁt& g)g%r@r?g],[ P%)ngret ha]sone
bel oxi |, | ot epighdrmid, inktieeswenifdemiaure ehdndisintigetiag aponubeiflg piésemint el ukast
and about 0. 15% sucr al ose; é1056] Aboqut 0, 15% aze] ast | ne, abo%tg . 1%

td€soni de, or

fluti casone, OFEER 280Hel eaadt Hes dve Wenh G-, abPt epieahot, !
i i nol . 0 150 -
triantci nol ong.; APl e %(%ﬂ%ﬁ&%?)g%&ﬁﬂe%ﬁleﬁpg%g @cr,?%igé’b%%{f; B@lt9SBoutl 1057]

About 0.05% azel astine, "a uti caso tasone, dexanet hasone
bel oxi |, | ot e¢fredgnebighty edesaboiitd) tooabaut HaYChNweighte bastidanteach &2 wont el ukast
and about 0. 15% sucral ose; [1058] About 0.1% azel astine, about 0.01%
fluticasone, %}nggsogﬁlé‘?tahléLarret hasone bel oxil, |oteprednol, budesonide, or

trianci pajee abgyfaile D¥-ERML 8 Usash 1RNEisRRYEHING 5% SHALM, BBLare[ 1059]

e,
About 0. 125!’1/0 azel astine, about 0.01% fluticasone, nonetasone, dexanethasone
bel oxi |, | ot epr Boietl, tob mhesenimesteasatet sicarieiaagl cadiumistearyl olusBaiont el ukast

0 .
and about 0. %1?04)031%% agocf}sloe){yethyleneglycol (micronised Macrogol 6000), leukine,

sodium benzoate and mixtures thereof. The amount of lubricant generally is
from about 0 to about 3%, e.g., from about 1 to about 2% by weight, based on
the weight 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,
silica with a high affinity for aqueous solvents, such as colloidal silica
(Aerosil™), precipitated silica (Syloid™ FP 244), maltodextrins, B-
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



[ 1060] About 0.15% azel astine, about 0.01% fl uticasone, nonetasone,
dexanet hasone bel oxil, | oteprednol, budesonide, or triantinol one, about

0. 5% nontwbuekesss@ad about 0. 15% sucral ose; [1061] AboutrCO/B26sazBbast i ne,
about 0.05% fl uticasone, nonetasone, dexanethasone beloxil, |oteprednol,
budesoni de, or trianctinol one, about 0.5% nontel ukast and about 0.15%
sucral ose; [1062] About O0.1% azel astine,, about 0.05% fl uti casone,

nonet asone, dexanet hasone bel oxil, | oteprednol, budesonide, or
trianci nol one, about 0.5% nont el ukast and about 0.15% sucral ose; [1063]

About 0. 125% azel asti ne,. about 0, 05% fl uti casone, _nonetasone, dexanet hasone
bel oxi |, |ot&Hfe ed gikigas IB%FMOrRSE7|2i)aar?€H‘H61‘10ﬁél}caat(éﬁfosdT%%Q%nt el ukast

and about 0. L3%SHEERiRSES V1B o4 uj. 159 elagtine, about 0.05%
fluticasone, %g%éqw}gt asoﬁe‘?ﬁ&g&arret t?aé\%ﬂ’e %@P%X%% oe?epr ednol , budesoni de, or
trianci f9%he, abdrcoflin@saromt elchkasbodimentakfoht ifivehfivnsther @hnbe; o 1065]

About 0. 05% azel asti ne, ahout  0.1% f| uticason nmet asone, dexanet hasone
bel oxil, | o('z %‘%@%ﬂ’&l or IS étérli’lhﬂ@}ac%wl‘faﬁ]iye?ﬁﬁpﬁgﬂl%?@tﬁ (é%‘gﬁPtl‘@ﬂ % Rt el ukast

and about 0. $p%noHe! daRRal BRG] ARAN! sEhl% %@L@S&és&%egﬁga]%hgg e%

fluticasone, nonetasone, dexanethasone bel oxil, |otepred soni de, or
t ri anci nol onéharagietizedinsthahrtret glanidas tranchteabaut cOmpEse sicroatystels; of 1067]

About 0. 125% azel asti ne out 0.1%.fluticasgne t asone, met hasone
bel oxi |, | ot AGHEERBIF Ot ob&illmaaceibion b iAs Sﬂg?(g‘e&a&ﬁ?laﬁ%%f(ﬁ@nt el ukast

and about 0. aRuE' &l Re%; onk 1A, AR WptiBnalB% AAREAShEE, arpRMitatll 1%

fluti casone, nometasone, dexanethasone bel oxil, |otepfednol, budesonide, or

trianci nol onégeripdis 2 eolsungipennt| Jikadierraere, the granubitios wxsipiantd @sajso 1069]
About 0. 05% gl Aodilifferaig Yherls S8 bl GRS One, Mometasone,

[1097] Suitable binders include, but are not limited to, cellulosic polymers,
such as ethylcellulose, hydroxypropylcellulose and hydroxypropylmethyl
cellulose, acrylic polymers, such as insoluble acrylate ammoniomethacrylate
copolymer, polyacrylate or polymethacrylic 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] Optionally, in order to enhance the granulation of the azelastine (and
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, pharmaceutically 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 granulated
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% to 95%, preferably 80% to 95% by weight of



dexanet hasone bel oxil, |oteprednol, budesonide, or triantinol one, about

5. 0% nont el ukast and about 0. 15% sucral ose; [1070] About O0.1% azel asti ne,
about 0. OWwenhdeuss@asone, nonet asone, dexanet hasone bel o®pCirjusb@smpr3erinol |
budesoni de, or triantinol one, about 5.0% nontel ukast and about 0. 15%
sucral ose; [1071] About 0.125% azel astine, about 0.01% fl uti casone,

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

trianci nol one, about 5.0% nontel ukast and about 0.15% sucral ose; [1072]
About 0. 15% azel astine, about 0.01%fl uticasone, nometasone, dexamethasone
bel oxil, | oteprednol, budesonide, or triantinolone, about 5.0% nontel ukast
and about 0. P&YEREr o et the pasmaggitiselpacespirhiesrlis therrsf, thnbalanag. 05%

fluticasone, (grop®y, forfi8f hagene b girg%% E]’?d éﬁﬁ@r&?@%?ﬁa}osg udqsoni de, or

trianci nol one, about 57 0% nont el ukast an ucral oSe; [1074]
About 0. 1% afteit dis¢ coaded abrous sOitdBgoaf dpheiec Ssong,, Frentt patemespptextnet hasone

bel oxil, |otepred udesponi de,. qQr. .tri anti nol gne, about 5.0% nont el ukast
and about 0. %&@sﬂ%ﬂg{g‘&gm Xeggyd W%B@h‘ts 1@9392’5%3‘3?@[" fenfehergiBout 0. 05%
f1uti casane) rmmm%@eeem%aﬁﬁéfﬁtd}%enﬁvéagbﬁ,xme gﬂ(%ﬂﬁllg %ﬁa&i%eﬁlpﬁ@ soni de, or

trianci nol one, about 5. 0% nontel ukast and about™0. 15% sucr afl ose; [ 1076]
About 0. 15% aonsishssientiallyapiyufirorn.abs9s FQ%itd dmadhsYs, egndtoms obreit S6%xtanet hasone

bel oxil, | otepr ., ~budesoni de r triancjnol one, .about. 5.0% nont el ukast
and about O. %}é%g{p%é)lfc% ?S%’[nfogfﬁ pﬁﬁ%‘ﬂﬁ‘e 1€ gh'/oaﬁﬁeéﬁ?ﬁg? i ,heg?pglﬁe.g@_ 1%
fluticasone, a78MBEha HOIG andl SPASRIBESRNG RSleOditiodaP hePfeedfls, sRydgsoni de, or

tri anci nol one, about_5. 0% nont el ukast and about 0. 15% _sucra1 ose; [1078]
About 0. 1% afsadescribed hersim apmeghFhout 2% durvesightorfehabinder, rdeiatet hasone

bel oxi |, 1ot il %%lt ’ofb%Fﬁf?ﬁg, d(?r’ ofd otfr‘c.h@a rlglfniaprrqzlicoelnlﬁéalﬁybgygept%bl%(ygalts
thereof, at most about 5%, suitably about 2% by weight of the antistatic agent,
relative to the weight of said granules, suitably about 0.05% to about 5%
sucralose and 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™
RL100 or RS100 or Eudragit™ RL30D or RS30D), polyacrylate
(Eudragit™NE30D), or methacrylic copolymers (e.g., Eudragit™ L100-55
Eudragit™ 130D, Eudragit™ E100 and Eudragit™ EPO) can be used, alone,
in combination, or in admixture with pH-dependent polymers. Eudragit™
E100 or a mixture of Eudragit™ EPO 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 (Eudraflex™), ethylphthalate, or mixtures thereof The
plasticizer is used in proportions of at most about 30%, preferably 10% by



nont el ukast and about 0. 15% sucral ose; [1079] About 0.125% azel asti ne,
about 0.1% fluticasone, nonetasone, dexanethasone bel oxil, | oteprednol,
budesoni d&p 2006/ts802anci nol one, about 5. 0% nont el ukast an@Cahsa0s0428520
sucral ose; [1080] About 0.15% azel astine, about 0.1%fluticasone,

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

triancinol one, about 5.0% nont el ukast_;and about 0. 15% sucr al ose; Chewabl e
and/or Oally Dissolving Formul ati ons ewabl e Fornul ations [1081] In
addition to the solid dosage forns disclosed t hroughout, the present

t I des chewabl e o Iatlons In certain such
embod nent o, “CHE Pb HLTOROVHET) SCBh BIE BCoeiide PERSEBREYREy of ) an

ef fecti ve amupthaaf130meddsibis. CarMetant@aBl %%tdnhnﬁnﬁgk )nddl QY b4 fy Sui table
excipients that allow the fornmulations to be c by t he pa rent. In

addi ti onal eﬁﬁﬁﬂﬁWQWUgfmmﬁwkﬂmrmmﬁmmmoﬂﬁn&@haﬂmnﬁh;ﬂnqpnﬁhﬁ&ﬁdﬂd@ orlnDre
t ast e- maski ng._or ents h as t e descri be erein n one
enmbodi ment , gucra 0sE ? @gequ ﬁmtsﬂaém@ﬁ%ﬁﬁab"lwé‘ @Fmﬁ? af-BorfsC-digtd i onal

active agent srospiGloravhitdseadis T%q(blh&sh OEMeiRd dirdd BereoPt i Onal Iy be added
to the chewabl e formul ations. e anounts of azelastine, other optional

active HJ83ls (e. éultatgy,éh@p%ed granvlageesording fo theyiteseni iementmnttageni sts, and

h
Chonabre  or RTEErak o RATRbE R AT aRDT ik aith e BUGHD, Rt i nabl e by
t hose of or di gafaplysidtveerd ab&heu@ Fﬁm ﬁfadaﬂoﬁp hyﬁ'ﬁgﬁ Qﬁﬁﬁ @{&g&%%fm 336,

conbi nati ons descri bed herein. exanpl e formil ati ons of
the present Mmeveswitably atteapr7096 of te grombis dhves panicledite/ranfihg Bbosen 0. 05% t 0

t t 1%t o about 10% ot her active
gggﬂi(g?b?éfHﬁﬁﬁigién ﬁh??ggy%‘3W§E§Hgﬁ%16&0%@@?émﬁﬁ@ﬂbgﬁﬁmswggacralose.
Such chewabl g, £ %mﬁ%&ﬂqsghﬁl'espem ally useful in patient popul ations

where conpliance Is
[1104] In one embodiment, the coated granules according to the invention

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 HCI 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)

(a) azelastine or a pharmaceutically acceptable salt thereof (e.g., azelastine



an issue, such as children, the elderly, and patients who may have
difficulty swallow ng or using spray/inhal able fornulations. [1082] The

f or mul at iwosomess@kso contain colorants to inprove the appaseesoesel the
chewabl e fornul ations, especially since an attractive coloration inparted
by a colorant may inprove patient conpliance. The relative amunts of the
colorants selected will vary dependi ng,gpon the particular hue of the

i ndi vi dual colorants and the resultant col or desired. [1083] Any standard
pharmaceutical ly acceptabl e exci pi ent can be used in the chewabl e tabl et

i ich (i d d t rression such as diluents (e.g.,
o bS5, SRS e BT o etk et (5
conpressi bl & e heth HliRAGtdnt ASUIRIFHSRL SUST SR6dr () gDl © From

( Hol ndel : spli

Austin Products Inc. del , NJ.), binders, di'sintegrants, ting or
swel | i ng agersng of él)gpn onganig\idee agidlapdy(2) @lsald treegofe(in sit fmsedeosfars odi um

. ilLable f F Bi oPol .. Phil adel phia, Pa.),
gt(:a é?éhe?car?d % ealPi r\?/la@ \a}a(g ,agcaélgaﬁﬁ?leo%@jéh%aﬁg%%t? pad ,bl‘i?fe%nﬁ@r yad éF))i ne
cel | ul oses, spdbnaly Avpieehbdditically Akpable irtidihk) ﬁﬁ%ré?éérilt5 @ ceytain

mcrocrystalline nodified with guar gum), both available fromFMC
Bi oPol yner, Eptithlagappdimentspshe efferugseen sformulatigemfusthéecgmpriseagmeesi um

stearate), a I X LeGelloidal silicon di oxjde, such as
Cab-O Sil MB(r it Jggg? ?‘g“g@é‘gf‘%&%&m%%} RBoPSEIEE: @ﬂ%ké%b%‘%astféﬂf? g 1084]

Sui t abl e anpuptms dbscsibedthersn. (Thgamotuts 'l HBRktinG esthdMofthar heyRb! e
formulations, will be famliar to, and can be readily determ ned by, those

skilled in t R8¢ (CBn cHfoklsn elopenseriantss, leuketrimeet atgonists, prandent in an

anount from 59 b %.(.e. g out  0.05% about .0.1% about
0.125% about% Q%E%Sag%)&atf%%tgo%. %{%td g geu{%&ggﬁ eng%o tg"O.S‘g%%ﬁoa‘%oﬁ’tl 81.65% about

0.6% about effésescabioformoladens abthatprdaeﬁ%wabﬁutara%éadﬂﬁd&?g%nzﬁ%ﬁb@?ogg/ 1.5%
about 1.75% ,abou % abaut. 2. 25% ahout 2. 5% about 2. _abou ()
Sbout 3. 2506 UBBOAT oBs] S uthS hisuit et tes apwils e smmpinatons

described herein. For example, the effervescent formulations of the present

invention comprise 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 CO,, 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 CO;. Edible organic acids which can be so used include for



about 4.5% about 4.75% or about 5% . Those or ordinary skill in the art

w | appreciate that the anount of sweetener nay vary dependi ng on the

st rengt h wO 200v05p@et i cul ar sweet ener used and the | evel ecapsecasediby t he
regul atory authorities for use in pharnmaceutical products. [1085] Suitable
cycl odextrins for use in the chewabl e fornul ati ons of the present invention
include a, b, or g cyclodextrins, or ap-al kylated or hydroxyal kyl at ed
derivatives thereof, such as heptakis ?5 6-di -o-nethyl)- b- cyclodextrin
(DI MEB), randomy nethylated b-cycl odextrin (RAVEB), and hydroxypropyl

cl odextrin

b-cycl odextrin b .. A suitable .cyclodextrin is b- _cy ,
(avail abl e fr% %r g‘ga&f; ,malﬁfc?c,l ’ acifly, adipigy a‘f“io?ﬂc%’éfué@fle Aneri ca,
Inc., KeokuK.as¢cfodNKRT, thdlictdchisy ﬁﬁ{@adﬁ.eﬂihgﬁﬁa(&eﬂﬁéaﬂxl%c%%lé &fait he

conpl ex of the active substance with cyclodextrin canh be "prepared in
advance, for seliamglude, foy enapleasalts pf golypasicuicatsiwigeh e mesdnast solgl and any

addi ti onal a(ili ve ybstl]a ce(s%{tg and %].pe cgcl odeégliri nin tg}(?égre ence of
wat er, or by %%62\‘?%&'%1 4o fGesh gue egid g Britdl Mesrgtr i SPHYM ne and
any addi ti onaihydeddereors HREUARE Bfdrde @ Phbdhhatey 6 adR¥iddifini & LREaidgsi red

nol ar ratio. Alternatively, the azelastine and any additional active
subst ance(s) CHid#-t he cycl odextrin can be sinply mxed with other excipients

and adj s. Th ar t| f the azelastine and any additional active
subst angie/?gl to c?%lr%l‘ ef{#b%ﬁlhﬁesn?’sﬁliw[ a%f’%?njf rlgﬁ?r’é‘%u?rof.“%gl? SVESCElout

4.0:1.0. [10&6e}1as@intefwnmtimmumlﬁﬁﬁgJﬂiermnﬁmaﬁ@@SanﬁQbmgB&ﬁaﬂs &sbiiedg a single
| ayer or bilayer chewabl e tabl et@%eneral ly involves blending of the desired

i ngredi ents efrbrl?ﬁ"éf_lguﬁpf?#‘?"f‘i’%? rRasetqosPrsing (o azeixise | afecyleind any ot her
active agent Q;§1)o)3nat§)§9i:tjl'p'a§ Q)trgan(u[e edble &83,2{)@”& ?m%‘&f'%gf @Xl&{u'np%al%gﬁﬁés as wel |
,an tn ex o

as others). If desire clusion co e azelastine dand any
ot her acti ve sadjemt {sshormie] soytmino tiextbonate(andgan ofgagiccédibiexdcid;nr @y be for med
prior to blendi intq.the m xture by mal axating the azel astine and any
ot her active n&é@?ﬁ c(fgpaglﬁaglcarbonates, soallum carbonate and an organic edible acid.
[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 HCI) 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 from 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, from 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.



cyclodextrin in the presence of water in a planetary m xer for about

20m nutes. The mxture is then dried in a drying oven. After drying, the
conpl ex iwormosadsat h any col or/fl avoring bl end. The bl equ/tisgoosoerss2
conpressed into a single |ayer or bi-layer tablet using standard nethods
wel | known to those skilled in the art (e.g., Kilian T-100 tablet press or
Courtoy 292/43 rotary bi-I|ayer press)_.1 he colorants and flavoring agents
may be added to both layers to forma uniformpresentation of the tablet.
Met hods for preparation of chewable tablets and various conponents for use
in the tablets can be found throughout the detail ed description section and
the Exatbplids of ulhe spyblefisporsle Eplsts pamee preposd by kBews pragsesesfoscl osure of

which is inc -at e e e ej . pas it.i onal
chewabl e/ or a F@Q I soP%?ﬁ%g%é%%%%%fﬁgadhae ﬁ%ﬁgﬂ#%ggéhgﬁ?ﬁﬁ%ﬁﬁgggture, are
di scl osed i nNd. §245a5&nthe Mideldsm@tdforhide is ROpotRaGbRAZinandrdferEnceRat ent No.
6, 270, 790, the disclosures of each of which are incorporated by reference
herein for aftf *Hiiflfoses. Orally Disintegrating Tablets In another

enbodi nent, the present invention provides orally

di sintegrating/orodi spersible tablets, such as those disclosed in U.S.

Pat ent No. 6, 723, 84&lly Dissobhirgdlosunabid Fillasch 1 s i ncorporated herein by

referen i,h its entjret or. all purposes. The orally ..
disinte@f@??ng/orgﬂpﬁﬁérépg@%mngP t_GSQFFQHI?“HPE?%tégFEP@a?ﬁotﬁe_bucca
cavity upon GRRMi@A6Eiciiy RectplabMaIOthi RPaiulABYwEIRadWRLd RVEisdsRaASI on. Such
tabl ets conprise (or consist essentially of) azelastine (e.g., azelastine
HCl ), and optheonall dayity ofie vexrmrdealed daimalonelndiag himnens gedtadhqrs tctheas t hose
descri bed herein), dn the fo of,, coat.ed granul es. and i xture of

exci pi ents cg}%‘ﬁ?%as‘iflﬁge glia?f;%vé{%'t Ooarpgwd %I}Vﬁfgﬁt? eiaﬁtgieaodeﬁa?t tgérgg’ﬁ'lgl’e di | uent
agent, a | ubeidiatihe 3T, @pd iopfiedally cheS¥embi ARG acive addntsSthiag (1 ui d

fl ow) agent, a perneabili si n% agent, taste-maski ng agents/sweet eners,
flavoring ag#ivse dessaibedheyiemn. Speh plysielpgicalii: pccepipblgi fHmstsgitaklp dor use

in accordance 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 a modified starch, azelastine or a salt thereof, e.g.,
azelastine HCl, 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 agents (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,



di sintegrating/orodi spersible tablets conprise the taste-nmaski ng agent
sucral ose. The anpunts of azel astine, other optional active agents (e.g.,
st er oi ds,woecangexant s, | eukotri ene antagoni sts, and ceciiusatsomnse2
thereof),- Ill - and sweetening agents (e.g., sucralose) in the orally
disintegrating tablet fornulations of the present invention are readily
determ nabl e by those of ordinary skil]jn the art, and include those
anounts and conbi nati ons descri bed herein. For exanple, the orally
disintegrating tablet fornul ati ons of the present invention conprise about
0.1%to about 0.15% azel astine, optionally about 0.01%to_ about 10% ot her
active agent CENU JreciBiaings agepisi rddy?a shaulahagt agentsueoeling) AN, 15%

sucral ose. [ 10888 &%ﬂiﬁﬁ@%ﬁ&ﬁ?%ﬁiﬂﬁﬂﬁﬁg a%églgst, g@&%@gﬁgﬁé&%@mﬁh of

azel astine (and any other o onal active a a“parftic si ze such
t hat about 10@8stsfcoldrmgpageniscirmdydeades, polyathyiagoxidezepopyleas glytbign about 50
mm | n suitabl gigsu h enbodi nents, azel astine (and any ot her .optional active

agents) are prELignt! BYCTRAKDG IS oSV eoons o [TaBHNGHe PEFSBEHYREANd t he

di sintegrati mg LRbI8leRs@Me@ 8 UMPkent RS, 539663, e AREREIRSGAALUEE or anul es
of azelastine (and optionally, one or nore addi’'tional active agents) or one

of its phar maecomadratad by referseet bdstia isdtistestifetuch as azel astine HO), a

t ast e- ing agent such as sucral ose,.and a m xture of ci pients, the
ratio gﬁfﬁ@ mi xt df e*5f S@%&i%@’e“rﬁ@el?to S HPY egiﬁﬁﬂﬁl%éé% PIERTYy i s about
0.4:1 to aboufvedtidn iR StbdifbA StapdhOThe dodifledisPardiR@Uisedinlacclaout 2 to 3
parts by weight, the m xture of excipients suitably conprisi

one di si nt egrath g Rigisat inventien g dediepripd bag@mhan@allumhe@g%iv (?rﬁldl sast
oPLs onel 1 sRESAREChANERP AR SR RO SR Bibs, oo
enbodi ment s, nidyebedirspare@y aidnigaldgeeitingSstaehes ¢d pebdut)foi B@anglQupidconsi sti ng
of croscar rTeltrlegt?nel‘e’nt as;\{a?lri(:L(gs,E)le%Z}?rie et'rgétmégt- dsite;rcsh%ls,( tor}gdized starches, cross-

bonding starches, and other starch derivatives. Starches suitable for

modification to produce modified starches may be obtained from natural

products such as corn, potatoes, tapioca as well as genetically modified forms

of the same such as high amylose and waxy corn as well as sorghum varieties.

[1117] Examples of modified starches for use in the practice of the present

mvention include, but are not limited to, modified com starches, modified

tapioca starches, acid and enzyme hydrolyzed corn 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

corn starches and pregelatinized modified tapioca starches.

[1118] Representative examples of commercially available modified starches

useful in the present invention include PURE-COTE™ modified starches such

as PURE-COTE™ B793 (a pregelatinized modified corn starch) and PURE-

COTE™ B795 (a pregelatinized modified corn starch), for example, available

from Grain Processing Corporation, 1600 Oregon Street, Muscatine, Iowa
52761-1494 USA.



crospovi done available as e.g. Kollidon CL(tm, sodium starch glycol ate and
m xtures thereof. [1091] According to one enbodi nent of the invention, the
sol ubl e dvbueswosse2a pol yol having | ess than 13 carbon acormms2@sm4136: ng
either in the formof a directly conpressible product with an average
particle size of about 100 to 500 mm or in the formof a powder with an
average particle size of less than aboy, 100 mm this polyol suitably being
selected fromthe group consisting ofmannitol, xylitol, sorbitol and
maltitol. The proportion of disintegrating agent suitably is from about 3

t o about % by ight, e.g. bout 5 to about 15% by weight, and in the
case of [é}llrsﬂfxtur\é\ﬁ“éﬁ’@ﬁuﬁ? g‘?’h?%&’reéf Phifeayessnt BepRiPH s mafilisdsigseh about 1

and about 10% byesui Epﬁmoﬁltg'ranﬁll?%‘[ﬁtog?agguta 2ub %)8)%,8[ @MVV\@%%E%L}? L t he

proportion of soluble diluent age ei ng about 0 abo wei ght,
e.g., about 4Dother ambuding0fatmut WOPght abduwa 96%h by wedgth, sab®e wn ahbderei ght of

the tablet. [1Q9 Syi t abl.e | icants f use. in fhe disintegrating
tablets incl %B&O%%B?n%ﬁo@ ?R?Pt ??%tPé‘ oyt ,Ogy’ﬁ%}‘(é’ﬁhhﬂ#@?@iﬁ“at e, stearic acid,
sodi um qmggxél) furmb@iied st ailysed i&%eexai%@_xﬂﬁnsghxcoggopﬁg%ﬁff sed

Macr ogol , | eukine, sodiumbenzoate and m xtures t e The anount
of | ubricant cgeberagionywiihsarf additieied wrat@ sobubdd Glrh B8hHing. pplymdrs embatout 1 to

about 2% b i ght sed on the ight.of the tablet, T I i cant can be
di sper sed \>//v| ;@ﬁ(%sg s[eheézPe ] g?rﬁr Oro?xaé’%m@?’gp‘élﬁﬁ%r}’ Wﬁf%&@&?&#ﬂaﬂﬁ&%ﬁ@%modi ment ,
sprayed over hiyt@x9eth§l &Uilboase hgfirdx arowbh%uulo{é}%olﬁﬁg@rﬁw&i&oﬁeone

enbodi ment of the disintegrating tablets of the invention,” the lubricant is
in powder forAbargmethyl gelluleses tpalyvipdr elcokiils pedive alginabe polyetladencof t he

tablets. [10 T L1 LSi nt._allows.the creation.of .

hydr ophi | i ¢ %ﬂ%?ﬁaﬁg,nﬁﬁﬁgtFﬁ%rfé}r@%%gﬁg%grgng Pl BER- B%Y%Cé?/ "i/?flgnd hence
assi sts the dighyitvedraatylan efpolyitersabdagioxyuiyt a;ﬁdl?m@f%! nealibkd, Shifh agent
include, but are not limted to, silica wth a high affinity for aqueous
sol vents, su@Avisecgiare; a]gﬁrogypqoealated high amylose starch, pectin,” dextrin,

chitin, chitosan, levan, elsinan, collagen, gelatin, zein, gluten, soy protein

isolate, whey protein isolate, casein and combinations thereof. A preferred
water soluble polymer 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



(Aerosil(tm), precipitated silica (Syloid(tm FP 244), maltodextrins, b-
cycl odextrins and m xtures thereof. The anpbunt of perneabilising agent

sui t abl y we 2betose@n about 0 and about 5% e.g., from abectr/G2&swe3about 2%
by weight, based on the weight of the tablet. [1094] A swelling agent can
be incorporated in the m xture of excipients. Suitable swelling agents
include, but are not limted to, starcfh; _nodified starch or
mcrocrystalline cellulose. [1095] An antistatic agent can al so be
incorporated as a flow aid. Suitable antistatic agents include, but are not

imted , i - m i lc, funed silica (Aerosil(tm
R72) - ol | ol HaBs; PETEacP M (6 S7a0ponr b Hhtiavi &F 1VEaR Byl of of ¢ m
FP 244), andiﬂﬁo)ﬁid#ﬁt@@hérbﬁ%&feferérﬂ&gﬁltsél@tﬁ@fy%f‘gllbg?)%%. such embodi ment of

t he invention, the granul es of azel astine or one ~its pharmaceutical ly
accept abti@3kal t s Agndisgssedoiml Vs, Ratent oNo.n62d19d4j theomastaingt irvleamgent s such

as those desgri . | re .characterjzed in.that.the granules are
coated and cg%?ﬁ%g}gﬁlaﬁﬂ}%h%gﬁéﬁg%&mgﬁF%gﬁaﬂlgdﬁf' ??}]r‘?g’sof its

phar macfuRdtal | y dcTeptgbbindaal éSadRstne oo phaflabarickS iqce?ﬂdﬁl’e%aﬁs& at

| east one binder, and optionally a diluent agent, an antistatic agent, and
a coloring ag'@ﬁ‘io.f (P@Ptaﬁélﬁﬁﬂﬁe,}lq\{h@nérmnébf ene @X@W@Eltlﬁloualnzfai@o_ i nf:I gde
di sintegrati S r f S Suitabl e nders incl ude,
but ar egnot Iggenrﬁ%? glgi%t %s?&gé AEFa0 iegq%gﬁém%)r éﬂ}ggoélé%(?%%y %thﬁ?/ﬁa%& ‘fagl!ogse,

hydr oxypr opy Exebiahgere s Ehanf@llbwitio xypy, ofty | einiplé, ®el hasdose,sudlgr dtiog pol yners,

ch as insoluble acrylate i onet hacryl ate copol yner, polyacrylate or
[S)gl ynet hacr yF< a‘&%eﬁf)l%’ﬁglrc a@%%wgglﬁ ESpbT b Aehangrsblpvpiaianal eeiiol s,
al gi ni ¢ aci dgronpdi QDR i ARLRylitSHaITEIL64 @Bﬁg‘r?r?{e' %&iﬁ?%fﬁte@ﬁfcﬁ&aggﬁ&? ose and
its derivatives, guar gum polyethylene glycol, for exanple acrylic

pol yner, sucNaagcEgloungi $Qt ng.g EADDerldeTd IRPxdUr es t her eof . [1098]

i i ) . .ation of the azel astine (and
Opt | onah|1¥5] In Org.eéoz;[tﬁ)lgeo .':%%%g 11%ghrgd1grr1talglalljrtllc 1t-és, granulate or peﬁet grains or (

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
phthalic 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; crotonic 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 (Eudragit™RS) content, as well as
copolymers of acrylic and methacrylic acid esters and trimethyl ammonium
methacrylate (Eudragit™RL), copolymerizates of acrylic acid ethyl- and
methacrylic acid methyl esters 70:30 (Budragit™NE 30 D), copolymerizates



one or nore additional active agents) or one of its pharmaceutically
acceptable salts, a diluent agent can be used. Suitable diluent agents

i ncl ude, woto@vmssezet |imted to, mcrocrystalline cell ulPOTAS200308138E,

di cal ci um phosphate, starches, |actose and polyols of |ess than 13 carbon
atons, such as mannitol, xylitol, sorbitol, maltitol, pharmaceutically
acceptabl e am no acids, such as glycin,,and their mxtures. [1099] In one
enbodi ment, a granul e of azelastine or one of its pharnaceutically
acceptable salts (as well as any additional active agents, such as those
descri bed herein),.can be in the formof a core of granulated mcrocrystals

of azel astin& % etfid ]_'tnﬁthéffylhéaaé’ﬂd dnavelhge thetp stefssiratio é)fetihﬁsfl“?%e. Such a
coated core icsheRA AGRMH AfR%kstd? ik £ )a}ﬁl Te?l dﬂ?@é.@gb%itlf@ 8b r]]@?”p“ se each

from70%to 95% preferably 80%1to0 95% el astine, or one of
t he phafhiééut i calSugh susteipbdbtleasafdarmutdiensafiay tise datameententibd% bei ng

formed with at_.l east one, bi nder and ogptionally. sucral ose, _.and that the
coated core fgﬁ?{?ﬁ gebg')fﬁgulfggﬁ&?aé?‘te_s%g ?@g,taﬁg’néﬂdﬁé?ésmtglﬁ’ﬁﬁpi%i on FR 00
14803, the dighrlns eEtrsOpntWAliCALil SstbR AN RAAMAHLRUNIES B AAFR %iﬁle”- [1100]

In one embodient of the invention, the granul es can conprise (or consist
essential |y &) :addr oweisbeokuble0%stibstaisout s98%4 as. gpolytthglenaboglycd®% t o about

70% of azel astj r_a..phar maceuti cal | ccept apl e |t thereof. (e.g.,
azel astine H wgwg’ygﬁ%lﬁ%ea|CPB&mnaﬁte%%f?%&éﬁa?ﬁ’mﬁﬁﬁ%ng&ﬂﬂ}@%@@}(&h s, such
as those desacdtired Meli@typrofll FeBllosh)OUyddRYplyyMRiigNt ceflulble bimder,
relative to the weight of azelastine, or one of the pharnmaceutically
accept abl e safi¢igor Hgﬁ‘élﬂs,sua}ﬂ agrivdeuna lgad/pr Burgnesiim stslaatetoothe cRoting/iswei ght of
t he anti stat Egoz)ggsqgle relative to the weight of said granules, suitably
about 0.05%to about 5% sucral ose and optionally a diluent agent for the

bal ance[t1@7100% [Otdfhid adile (grchnasl 8 ekanplkel Geidscidonitatc wtilh nlgeat i ng
conposition sing at | east one coating polymer selected fromthe group

onpr i
consi sting O%HIE 9 _LHSS%rlblf B6id) FBR% alsec by | ipeorpenalade info dhe RNt rSrainst ur es.
Among the ceblwhRsd Gains 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, lithium chloride,
potassium sulfate, potassium hydrogen phosphate, urea, saccharose and the
like.  Other osmotically active agents are disclosed in US 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,



pol ymers, ethylcellul ose, hydroxypropyl cellul ose (HPC) and

hydr oxypr opyl net hyl cel | ul ose (HPMC), can be used. Anong the acrylic

pol ymer s,wons@laiki2e acryl at e amoni o- met hacryl at e copol PogErUSeEIdnBg2 t (t m
RLI OO or RSI OO or Eudragit(tnm) RL30D or RS30D), polyacrylate

(Eudragit (tm) NE3OD), or nethacrylic copolyners (e.g., Eudragit(tnm) LI 00-55
Eudragit(tm L30D, Eudragit(tm El OO _alr}g_Eudragi t(tm EPO can be used,

al one, in conbination, or in adm xture W th pH dependent pol yners.
Eudragit(tm EI OO or a mixture of Eudragit(tn) EPO and Eudragit(tm NE3OD
are suitably used. In one enbodi nent, the binder and the coatin ol ymer

are the sane Roslugame acetptps carptatyshydm imgthyheaceteiti Felkilosg agpsate sethy
| astici , | . disi t] t d factant s, b
Pided as conciindf padERld, SisuPhaRl SLPHo08FL Fudiield’ KBRhR o

limted to, taétaeephihelatd,r telliiydcaaedtat emethyl etdiphgater abBulokidicefateex(tm ),
et hyl pht hal ate, .or m xtures thereof. The plasticizer is used in proportions

of at nost alSBeRnaBycePploser aptigte1ompivkaryne grcteiie edbossg Fsetaimer s.
surtable sol i BaENtantiBE HHAnRRlY kiR Hidldad GRS RRL b ERRARN at ors.

Surfactants y anioni ¢, nonionic, cationic, zwiterio .
anphot eri ¢ suefldoteadipentanate abtlbuloieSadetatg valeratg, agkidss dcetitaipleolubng are not
limted to, croscarnel| ose, available as _e. g. Ac-di-sol(tn), crospovidone
avail abl e as SB@B?H%mehaﬁﬁe @cpiels) butwale, cihv &P’é@%%éﬁ@ﬁwelv{ PeEmIablsyi t abl vy,
the coated granmles vAREP M NErh&l bYSjoRtt S3EMbith e BE 20 riicle size
di stribution pgg?ﬁween about 150 mm gﬁg aglgﬁt E)1500 nm arrg(r)1 és{tﬁin?gﬁ?ya bet ween
about 150 nmpahwniaboast di46sednin $uShPathddosa3, 178856, 30%6,586y 8,541j005pl y at

| east 70% of _t ranu article size rangi ng. bet ween, gbout 150
and about 4253’%‘110%8%?4 gg@@na}i’g%il Hlo3uRgs _Q%aw 1°Bsarﬁa¥7’§°’§’°ba§?4i | e size
l'ess than abgufereh@Ihémin inl #4] edtiettide CORMRAI M tyhBEn GeRE PEmMBRUI €S
according to the invention conprise: fromabout 10%to about 95%

preferably aBesmbraes i fyuexanpds also be effected according to U.S. Patent Nos.
4,455,143 and 4,449,983, the disclosures of which are incorporated by

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 pm, 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, CgH;60;
to CisH360,, 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, corn 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



granul es of azelastine or one of its pharmaceutically acceptable salts,
suitably azelastine HC and optionally one or nore optional additional
active ageote)6/s8mh as t hose di scl osed herein, sucral osecfrrusaooabass2 0. 05%
to about 5% from about 5 to about 90% suitably about 10 to about 70% and
even nore suitably fromabout 25 to about 55%of a coating polymer, such as
Eudragit(tm El OO the percentages being expressed by weight relative to
the weight of the granules of azelastine, or one of its pharnmaceutically
acceptabl e salts, fromabout O to about 10% of a per nmeabi | i sing agent, such

Il oi dal sj| th t bei ht relative to
The vet oht or 8 oS dltabie) Sl St aias AERe ShRhran e 2Dicoron S8 1 n'
anot her enbodiARAba WaRe bBESERNFatl n&l@dﬂo’lso{&trgfg(ﬁ}’ LHES o? b?&ldfhgc%) &f Ligfyescent,

rapi dly dissol vi n% dosage form o azel astine tor oral a stration, such
as discl osed lengthuCsH 108 6n€30Ne101, iR $B1t BBy CiiTes@Hse Codiliw®Hof which is

b h t h nbodi t,
the effdRvEdcont  PETHIPE: Toh SompreY DefoReh Yyl SuBHEPaPYSaRYC (a)
azel ast i I’le Oracil (Tagsdpae®Y{ afihib YoBaEeRARD benReabryliB 8E R nd(Beacrylic

azel astineHC ), and optionally one or nore additional active agents such as
those di scl osisil meersi (Eudragit™h, Eﬂﬁr@g\ﬁ%eﬁ@r%awdcmn’macmhngam ebtemst one of

1 cast - one ‘SPoRentitds MO BRUR° U, Refipt el BuifeaahBiiare ano

bi car bonat e, FMdeagfitE¥ROpti onal |y a pharnaceutically acceptable auxiliary
i ngr edi e[&i)?ﬁll n certain suitable enbodi nents, the effervescent fornul ations

further rise SPobmMGHALESt A4t ethyhs Redpteyyetnds  mehioh wﬂmt}fl%tba)se
and/ or ot her Eﬁ&%ﬁtw BRD RIS ek egeosfca[c?ti% 2di§ rrﬁétpacrglhg aaﬁménv%e

azel asti ne, ot her~optional ‘active agent eco %stants
| eukot ri ene anstemgbercef Gatiand fice vixboagli grmsttb%Eﬂgﬁoupamd)iﬂl&@TagﬂMlg agents
e.g., sucral efferv scent formyl ations of the present invention
gr egr eadi | y @S]a, rﬁoﬁ}ﬁﬁgeﬂ? polyg yco ic acui) pn]fyhydroxybutync acid ppolylactlc
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 cellulose;
cthacrylate maleic acid anhydride copolymer; maleic acid anhydride vinyl
methyl ether copolymer; styrene maleic acid copolymerizate; 2-ethylhexyl
acrylate maleic acid anhydride; crotonic acid vinyl acetate copolymer;
glutaminic acid/glutaminic acid ester copolymer; carboxymethyl cellulose
glycerine mono-octanoate; cellulose acetate succinate; polyarginine; cross-
linked alginate; cross-linked gelatin.

[1137] Swelling agents such as methyl cellulose, hydroxypropyl cellulose,
hydroxypropyl methyl cellulose (Pharmacoat, Methocel E (propylene glycol
ether of methyl cellulose)), alginic acid and their salts (Na, Ca salt, also
mixtures of sodium alginate and calcium salts such as CaHPO,), starch,

carboxymethyl starch, carboxymethyl cellulose and their salts (e.g. Na salts),



those of ordinary skill in the art, and include those anounts and

conbi nati ons descri bed herein. For exanple, the effervescent fornulations
of the prweendas/dssnzenti on conpri se about 0.1%to about OPLPMSamsloast: ne,
optionally about 0.01%to about 10% ot her active agent(s) (or nore if
required), and about 0.05%to about 0.15% sucral ose. [1106] A solution or
suspensi on of azel astine or salt thergaﬁﬁf5 s formed by adding water to the
sol ubl e or dispersible effervescent tablets or soluble granules, with
evolution of CO2 gas. The resulting effervescent solution or suspension can

be i ngested ve@é easily, even by pati enf)s who have difficulties swallow ng.
The rapidl y @REFIRRBEREET REm At et et THPRY. BRI EHPnASYASEE S8Rt i t
directly di siygh@g 3@ser] guarr RELUEP Yhil -its ddrRRtifks! e&e@%%a&fﬂohﬂgora@wee
ingredient is of particufar Inportance here, to ensure a rapid onset of
action. [1108glycet flgmabs pectin, tggactsthcapabl e of rel easi ng CO2, whi ch can be

used in prese i nventio | ncl ude ali .nmetal .carbonates or alkali
met al bi[i_ onat es, "R OQ%aiaan‘carr ﬁ#@f’@ogr‘mé&(ﬁﬁt‘ﬁwl&%ﬁ%‘ﬁ&{e& Agent s
for induci ng a88Riohfll RATE a¥ditE Hich 8 tRIeIRE b8 MBlRY 6 1R Rrsdlabbes of gani ¢

acids, or their acidic salts, which are present in solid formand which can
be fornmul at edhepinventidnearg 2boudk ) me taebowte O mgrsuitaldptabant).2 g otabent auxili ary

i ngredi ents s_wel l. _as _any,ot her tiv e t roovi de granul es or
tablets, wi t%gtﬁg’ﬁ%%‘%’[ﬁﬁ@}% Aaltat @-ﬁ%?"c@.‘lp}éﬁ%’&"ga%ﬂ@%mec aci ds whi ch can
be so ugetsd) ncl udsuiteblexasmplry dusfaldirelease ddmpbBért€ardci d, fumaric acid,
adi pi ¢ acid, succinic acid, ascorbic acid, naFeic acid or citric acid.

Phar macdlit40al | y aiEepenprchangaryiSodum pely(sharasd divinydpenagappihonstd t s of
pol ybasi ¢ aci bEHit 2GR P, i | i r I i | east one
acid functi orggg'smsﬁltb?ﬁh]lt%r esggifgmstﬁﬂélg 32@ 1sogpl gr%pé\l%%b%lrltgg%érb %‘Esf%rdi um
hydr ogen phospimaple used parrioseciflaaelastind (bad).um ci trate. [1108] hi one

enbodi nmen the present .invention provides effervescent azel astine
f or mul gﬁ?%‘ﬂ% i ncl E?Su ﬁaatﬂfrge SHEBTFREES iTHREORRIYERsBY (rhrese sathalyed

suitably at 1.5 to 3 parts of hydroxypropyl methyl cellulose phthalate 55 are

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 Eudragit™RS per 1 part of azelastine.

[1142] c) Semi-permeable layers with osmotically acting active substance
containing core and outlet openings: Coating with 100 to 300 um thick layer
of 82% cellulose acetate and 18% hydroxypropyl methyl cellulose.

[1143] d) Embedding substances: Hydrocolloids e.g. hydroxypropyl methyl
cellulose: 2 to 10 parts of hydrocolloid per 1 part of azelastine. Eudragit™RS:
10 to 15 parts of Eudragit™RS per 1 part of azelastine. Glycerineditripalmito
stearate (e.g. Precirol Ato 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
as follows:

[1145] 1. The preparation of the coating or embedding of the active substance

in the described manner.



herei n, having an effervescent base conprising (a) a m xture of cal cium
carbonate with an organic edible acid; (b) a mxture of cal cium carbonate,
sodi um cawban@tsgo2godi um bi car bonat e and an organi ¢ edi plce/tseéod 4362 (c) a
m xture of sodi um bi carbonates, sodi um carbonate and an organic edible
acid. [1109] The soluble or dispersible effervescent azel astine tablets or
the sol ubl e granul es suitably conpri s_elz%c_)r consisting essentially of) from
about 0.5 ng to about 10 ngy azelastine (or salt thereof, e.g., azelastine
HCl ) and from about 50 ng to about 5000 ng, suitably from about 500 ng to
al ong with other active

about 3 of an.effervescent base, aptionally,
agent s ?](s)@éﬂgas t o&gest&&e (GetfF7s? é’iefrF)Ctlg‘hau%CBi%?f?st}lei%éqﬁﬁdfoﬁ‘@
tast e- maski ngsiagani N $HCNARFHC Bﬁgsﬁ)lh%'ﬁ@f& }b}?%ﬁa?ﬁ'ﬂgquergw 0 about

5% [1110] The effervescent base suitably conpri'ses from about”"100 ng to
about 500 ngrdedseimgdiunons as, for exanple, cal cium carbonate, and from

bout 2 t bqut, 150 itri [ d/ it I hi anot her
anbodi b7t ho- of B YUY nhisten BufiePeadcssPiinaba obe RppPBoBhout 2000

my sodi um bi sarkoRakEined 1ORABDLHpAR_nIMUnd/6r 20RMtR WY 1 Bbp&adh W car bonat e
and from about 20 lrl% t o about 150% IT%CIU’I c acid and/or f‘rr)om about 20 ngy
dsl

to about 500Waterisaluble guxiliey subsfangdsl Redvctiad dif thaoprapodiontodiobmoti@iiyosi t i on of
t he efferves&?[weslag%tgn%onpri ses from about 50 ng to about 500 ngy sodi um
bi carbonate, Troma out” 20 ng to about 100 ng sodi um carbonate, and from

about 5Q148] t o abbyShdid tewlittielsabstmdcecrenraded: RegudtionBfaR®plopd@enm to
about 1500 ng_of citric acid.[1112] The sol ubl e/ di spersible Fabl ets can be

prepared by RhBrsusiasied seleasecompenery andiey incrgase 06 thecpropgrdionof watkeh as t hose
di sclosed in B 2 : e di S of. which. I s

i ncor por at ed her o nﬁg%ﬂise etrarelgecséﬁ?crr\ga%tg S ftéﬁr]let ?&géﬁiogﬁ%;?espf tically active

Di ssol vi ng/ Cmb_stama@l e Filnms [1113] Anot her enbodi nent of the present

I nvent| Plrhb]s dir efr& gge ter(rjlbc(;‘diment, a release rate of about 0.05 mg of azelastine per

hour can be achieved.

Liquid Dosage Forms Free of Preservatives

[1150] While preservatives are useful in limiting 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 disclosed 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.

[1151] In order to maintain the integrity of the liquid formulations, and
specifically, to protect them from bacterial contamination transferred from the

patient or external environment, the delivery systems useful for applying the



physi ol ogically acceptable filmthat is particularly well-adapted to
dissolve in the oral cavity of a warm bl ooded ani mal incl udi ng humans, and
adher e t owbheoemissa of the oral cavity, to allow delivecy/uskoaneisasti ne or
a salt thereof, e.g., azelastine HCO, and optionally one or nore additional
active agents such as those described herein. Such physiologically
acceptable filns suitable for use in accordance wth 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
inits entirety. 114]. I n_one such enbodi nent of the_ present invention, an
oral ly di ssol"@’iX‘?l‘ng &%ﬁ]éfmgqtgmﬁiqaﬁ]%@oq?ayqulégebée%a?qrp%ao gl bagteridze| ast i ne
or a salt thebapbntefindthe sBRBLAS FOCexdhlple, ﬁpgrdgpgi oRa! hy intl%'aﬁct%@] Jiore
additional active agents such as those déscribed herein, surtably, one or
nor e t ast e- rhaiemyorppetitidstesthetimay ceme fratmothe psarnf aapkilepalyl(y.g. f#dml east one

i h i onal acti
hgents (e g. MOPEY Geee LB REES N ca ot VBTt OB gOR S04ce tand
conbi nat i onslitfielop PrivendNHe SWBELRAOAYoRIRML BadtEid intoS HE! BbiASEhdidt t he

oral l'y dissol ving/consumabl e filmformulations of the present invention are
readily det ef joa. diis filess saw foror phirhefrthe sikay br ropphenceele, oranad bencl ude

t hose anount ipations described herein. Far e l.e, the orally

di ssol vi ng/ cgoﬁ%gfa‘g'l e ftﬁ? ﬁ#?%?li‘?u?tz CohEYof" ‘?rﬁgp%rrg%t@ﬁﬂé?ﬁeeﬁ‘?i f5)1itFrcorrpri se
about 0.5 nyallevateutarids ig@Zahasitiods of MRipraRal InvedRao fsdthfligho about 10
ng ot her active_agent(s and about 0.05%to about 0.15% sucral ose. [1115]

(s),. ou \ : .
The consunmabihe flferig the patisat. Jrué diamits basiesiatar martienjates fromi e petienter nore of
the fol |l ow ng,. i X t 1 ma.crobi al , c@dditkonal film
form ng agen?lsf3 %r%r%tegl? ﬁéﬁ%@lig%gﬁ%%gg% Ig%isaet ?@?@é}ﬁé gldlg%tlesh oS _
flavorings, salefkmownrie thepirt atd arg cagertrdallysalailiisle foninleditknognagets, cool ing
agents, surfactants, stabili Zifﬂ% agents, enul sifying agents, thickening

agents, bi ndfHy " &GERt8ITREIVSIY éfé@bmegibram gade _equIEI@§ [ymss3, $uethgs ene
oxi des, propyhenst Fne So, ﬁ%@(&ﬂh@ﬁﬁifeﬁeﬁs GBIy TR Te) O mi MR CL ener s,

fragrances, preservatives a
cellulose esters, and poly(tetrafluoroethylene). 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 liquid 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



the Iike, as described in US Patent No. 6,596,298, the disclosure of which
is incorporated by reference herein in its entirety. [1116] In one such
enbodi mrenwQ 200vs8@asunabl e fil ns of the present inventi @eaTiuseéosde23a2

nodi fied starch. The nodified starches used in accordance with the present
i nvention can be prepared by nechanically, chemcally or thermally

nodi fyi ng unnmodi fied starches. For exapple, nodified starches may be
prepared by chemcally treating starches to produce, for exanple, acid
treatment starches, enzyme treatnent starches, oxidized starches,
crossbondi ng st{arches, and ot her staiegﬁ@deriv tives. Starches suitable for

modi fi cat i on PBERLIS PRSI FREP S8 & rﬁsfyﬁt?e PEEER| AEUHRLRS Nk ur al

product s SuchoahoSiabhy is REEAEE She bHRIAE3s @iScHBld. as genetical |y nodi fied
forms of the sanme such as high anylose and waxy corn as well as sorghum

vari eti déb15411117] Theangsenstivé-fireo domivddions af tegsresant inysmtidnna}rlmsdomeacti ce of
th t i t.) i.hclude, but are not limted to ified corn

st :r ELZEfannoéllrsls\?/(?gvdhflglﬁlng‘g%?%s?oﬂ%ﬂg@, sugh 4§, Q@néﬂ’ﬂ;ﬁémwgg’gﬂ‘?z%ﬂ%r n and/ or
pot at o st ar cheith a yReRNagaditeo LMt 26 ChISHREE REH a éﬁlayphﬁgtrbgeaﬁéélgf ches,

ethyl ated starches, cross-bonded starches, hydroxypropyl d tapiroca

st ar ches, hydlueéigwfr@pyfreaw@blpte@cma@waﬁr@rfegnulpn@@e| atinized nodified
starches, and the |like. Preferred nodified starches are selected from
pregel atini zed nodified corn starches and pregel ati ni zed nodi fied tapioca

starches. [ 1¥b#muRetfune Fortilineaapxbeleey of commercially available nodified
starchei1 yseful in the present invention include PURE-COTE(tm nodified

star ched!%¢h as @J@W&qﬁmm@e PrefeRgEtvantion peayidrsdofmelationsr n st ar ch)
o e o Bl el AR B oo
Muscat i ne, | opaos2lyH dbnd 48 4mbiRAadditibnal 1:B}ivé mgeme, sudhaenhedi deaibed t he
present | nve%terie(i)nr?’ F%p %xanrgp Ie,f }rﬁxgla%{ea];r)r(égaraﬁons comprising azelastine or a salt

thereof (e.g., azelastine HCI), and optionally, one or more additional active

agents such as those described herein, 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 form. 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 optionally 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),



is present in amounts ranging from about 1%to about 90% by weight, in

anot her enbodi nent about 10%to about 90% by weight, and in yet another
enbodi nerwofzn@mssizeut 35% to about 80% by wei ght of t hePCirluseoosni363

Modi fied starch may be included in the filmalone or optionally in

conmbi nation wth an additional water soluble filmform ng polyners such as
those selected from for exanple, puljﬁbqn, hydr oxypr opyl met hyl cel | ul ose,
hydroxyet hyl cel | ul ose, hydroxypropyl cellulose, polyvinyl pyrrolidone,
carboxynet hyl cellul ose, polyvinyl alcohol, sodium alginate, I pol yelt hyl en_ecI
gl ycol, tragacanth gu guar,  gum acacia gum arabic gum polyacrylic acid,
net hyl net hacrﬂ??yéi@hglég?ﬁi%m&r?go%é?%w%ixﬂ folhtalfrde s, safpmbsbloridegh anyl ose
starch, hydr QUVRIDRHbANAS dHRnfOYSARE b flhis AR bhSlandddt! SuflapiGh: L1 1
chitosan, |evan, elsinan,” collagen, gelatin, zein, gluten, soy protein

i sol ate, wheyngoeteidisa¢chetidtsearearskifor enuhpdenihitosd doglacdsbean elod ford pr e}‘ erred
wat er sol ubl e .pol. ris pyllulan. -The anount of the water sol uble polyner
typically is Oéptﬁ?%qﬁ'gfﬁﬁ?s' 93%"%?6\/9@99]%@5% @?%V?a{?pripées%"oﬁl‘en@@%yby wei ghg ,
nore suitabl yexsipichR. Hxe 'erﬁ@%pmsg‘qhgdﬂbinﬁﬂ‘lqbﬁ‘)gfep%ﬁ&%blc? vk Oy toout 40%
by weight of the film Sustained Release Fornulations [1121] In another
enmbodi nent ,  taberage prsticle sizawénpito abqut 230 des ssitebipbeteder sHonns@ uazaldast i ne
formul ati ons, suc&&as the formul ati ons and conpositions described herein,

whi ch al so cARPY 5 Hnt B0k sHiably Refvagi mPouts k2 Hragnd Abewl 88emy nlnaddi t i onal
enbod! MeNt . Sl e Anfhsdich GliS ARG MR- 8AB0Tcal 18 PRI VN1 O

i a5
C
can further conprise one or nore aé Itronal active agen such ‘as those

descri bed hemeémge paidie]sidvkiffabdst T min tprabpard nh. STigdsaiinedexcei@Rs gret abl et s,
capsul es, capl ets el llets and the |ike, as well as.exmcf)l ents for use in
the sust ai nedsPefelsied framntheagramsofoposstile srepients idisgloned dhroughautwel | known

inthe art, gRdncaph BRier to prepare the inhalable powders according to the present
invention, micronised active ingredients (e.g., azelastine and optionally one or
more additional agents described throughout), suitably with an average
particle size of about 0.5 um to about 10 um, more suitably from about 1 um
to about 5 pum, are added to the excipient mixture. Processes for producing the
inhalable powders according to the present invention 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 inhalable powders according to the present invention may be
administered using inhalers well known in the art. Inhalable powders



found, for exanple, throughout the detail ed description section and

t heExanpl es of U S. Patent No. 5,271,946, the disclosure of which is

i ncor por avecodwarseiza by reference in its entirety for allPCpusp@s®s23ct 1123]
As discussed in U S Patent No. 5,271,946, the sustained rel ease
formul ati ons of the present invention can be obtained as follows: [1124] 1.
Through bi ndi ng of azelastine or a ph ggceutically acceptabl e salt thereof
(e.g., azelastine HCO), and optionally one or nore additional active agents
such as those described herein, to physiologically acceptable cation
exchangers. The followi ng may, for exanple, be used as such cation
exchangers: aesoyding e Hetenbhewention whish centgin s physitiagigdhbaeepiebleons, acid

groups: COO : g, ; - . i i hangeabl e
e "aci d or SrapieRIpauitbd e bl oA hERARGAFE T, MebiG RSO0
active i ngr edicand offialidlesivésch delaatad sihgleaiosp @lohed sugpphi usSng®4 measuring

azel astine-containing tahlets wth _coatings of the follow ng substances, or
m xt ures of Pﬂaé“alf%lqsoﬁﬁqﬂi’gtb%t{é%c@é? N?d%o%?)()@gpﬂ et AR CB9aNE| s e _

pht hal ate- OloRflRLe (PYCPLRA Ros.CobbSIDIPEnd SEALIAY. @ FistRskrorPol yVinyl
acet ate phthal ate; carboxynethyl celTul ose; hyprdénell ose; car%opol starch
acet at e; cel Whichswe ammipeatep dlyyrefengrice deatintie thaieertirttos! | THeombalpblehal at e,

met hyl cel | ul gse .succi pate t hyl . cel | ul ps ht hal.at e_succi nate. as wel |l as
ot hyl ol | uPOSGSTHREHAR PEessBl EFRT £3t 6RD DEATRIETHI WelDUPRE&ias vl | as
ethyl cell ul agg]esd AOPIRAGLE pr&frtdal DPK Yiene cetthy! paERoXyEt Biyho 6891 ul ose;
ethacrylate- naleic acid anhydride copol yner; nmaleic acid anhydride vinyl

met hyl et her 6JdpdB§ rad 6,BR13dl thaldeclosarss dfwepln b mdidhzare éncorporated
2- et hyl hexyl acryl at e | ei c. aci d anhydride;, eratoni c.acid, vinyl. acetate
copol ymer; g %rte %lm% iSRG egmelﬁr}f%g%sei d S&@?@V’ @Bapgfar?#g}e; povders

car boxynet hy h&lobithg & khdibRsent dhyeneioh mmmm&omtrﬁﬂmtc@é%@mﬁ sdcep@piecet ate
succi nate; polyarginin; fats, oils, waxes, fatta/_ al cohol s; anionic
pol ymer i zat eSX@pieRs ithaddifon to the pefivarpgonts Fapaclpd inte eansulss (terpsoduce

(Eudragi t (t Mo RYdhRALddS) WiRdh «rE W W EHaR 68 aQrifGd, ¥od SxAe R Nacrylic
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 essentially of)
azelastine or a salt thereof and optionally, one or more additional active
ingredients such as those described herein, 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 propellant 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



acid esters with a | ow ammoni um group (Eudragit(tn)RS) content, as well as
copol ymers of acrylic and methacrylic acid esters and trimethyl ammonium
met hacr ylwoeo¢dassnagi t (t M) RL), copol yneri zates of acryl ipcTaseas@iisgt - and
met hacrylic acid nmethyl esters 70:30 (Eudragit(tnm NE 30 D), _
copol yneri zatesof acrylic acid, nethacrylic acid as well as their esters
(ratio of the free carboxyl groups to_ijfie ester groups for exanple 1:1)
(Eudragit(tmL 30 D). [1126] Such sustained release fornulations my also
contain conventional softeners (e.g. dibutyl sebacate, citric and tartaric
acid esters, I}}/ceri n_and gl )gceri n esters, phthalic acid esters and simlar
Sﬁ‘f 8

subst ances) . &af SEPT®PoHsE faBe 1y HaaURat é\ndsléqlwdé?%aﬂ%?bsass uch as
pol yet hyl ene falyeabe deRPAWNS BY LiR¥iAne! bdane ’prﬁﬂlg&l LA E %g(%lsgreo %ne or

pol yvi nyl pyrrol i done and polyvinyl acetate, hydroxyprop ul ose,
hydr oxypr opy Icxelpbiythne elHeupropellantT baseadatiyt bemsal oms teirdsws we hin asixtuadscum and/ or

magnesi um st ear at 0..t he .coat.] i s al.so, possi bl e. 127 ni ¢ acids
(such as for%li?%ﬁlgalgw A é‘BiaB?e t%fPP%}ﬁai"E 5@?5,”@@%‘10@@%@?&%?@6 ascor bi ¢
aci d) may al sleriRivedsened bRATG T4 shligelyl et grains, granulate grains or
tablets. [1128] 3. Coating of pressed disks, tablets, granul ates containing

the azell ne or Thal prop fiyera ighadgsiono aerbobals eueordmgntr éhaddkstitonal
st v 20en il i 1005 RSSO T o

acti ve substances, manni

sem - per meablserfavedins, antoxidags, IericéBistaad YT WHLgbsARforeRdst whaedegget at e and
hydr oxypr opyl nmet h%/I cellul ose or hypronel lose (30 to 10 weight%. [1129]
Ot her osnot i @a4 pyitahla Gopamergisd sorees dharpefi aearelbisoneds thewt.ude or gani ¢ and

70T SE APPSR PN RS IR SR o
wal | . Csnoti pedsént imvtrition agppbmaiar up soTabowtad byt % aifi active GpRares (drncl ude
magnesi um Su'rr}co% i rerc}& & .SiA%gc])sg sla?:cr:cix ?n’g tséot ieunqlfe(lzltt]ilor? rciogt%in, lfinE Q)ical#nmplghl ori de,

about 0.002 wt. % to about 5 wt. %, about 0.01 wt. % to about 3 wt. %, about

0.015 wt. % to about 2 wt. %, about 0.1 wt. % to about 2 wt. %, about 0.5 wt.

% 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 pm, suitably from about 0.1 um to about 5 pm, more

suitably from about 1 um to about 5 um.

[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



potassi um sul fate, potassium hydrogen phosphate, urea, saccharose and the
|ike. Qther osnotically active agents are disclosed in U S. Pat. Nos.

3, 854, 770W02p@NEsir07 and 4, 235,236, the disclosures of eatlusedosmimich are
incorporated herein by reference in their entireties. [1130] Sem -perneable
materials which can be used as polyners for osnbsis and reverse 0osSnoDsi s
are, for exanple: cellulose acylate, cellul ose diacylate, cellul ose
triacylate, cellul ose acetate, cellul ose diacetate, cellul ose

triacetate, b-glucan acetate, acetal dehyde dinethyl acetate, cellul ose

hyl b e, yam d ol.yur et hane, sul phonated pol ystyrene,
CEPl B e newrSRLER el LUE oD b sary o b OP 451 o
acetate succifiaiifle imBAlt|AICwRRAL BiRaidi BBS hiy! @g}e{‘%tf%@t@fogglga%ﬁgégg_' ose

acetate chloracetate, cellulose dipalmtate, ul ose e,
cel | ul ose di capiayling émbabsion ewsels dlepaniitednthtanghae! | Sulitbk arkidgtseandal er at e,

cel | ul ose acet at e; p- ene sul phanate, .cel.l ul pse acetate butyrate, ethyl
cel | ul ose, senfl%%?c}svgf gﬁfé@ ﬁ%eﬁﬁlcg%iﬁggﬁrﬁﬂé’ %mi a]&](f ZEP Ecﬁztaﬁéﬂsgﬁt o

recipitatio llantRk ¥6cdrHiag tahd iAvaBod AR BldwasSinthS gt osed | LS. :
ﬁos. g 173 8%?1563, 2ﬂ73g6a, 586,r 3?541, 605, 3, 541, 006 gnd 3, 546, 142, the

di scl osUt&dlof * while lsnather pmbestipentatieipissent dfventor pravadesipropatiattifeder

entireties. G i Al e_in sen -pernmeabl e. menbr anes for
exanpl e al so %etldeb?‘?zgﬁu agécng‘b%%‘ﬁ]nﬁs ts8lsu%.°g§ a8 SURRCIRISLS, GOMBESIE) £0Tan g _
4,449, 983, t lenditi eseitbslyodf) whtlehiner & hnaRIAGESH g Bytisg’ GRCS& her ein.
[1131] The propor%{' on of osnotically active substance can bé from about 10

to about 800 "HaFt¥IdHODREIAGHYS agemte abich ambdinse 2ipsebesdh beneirg00Suitahly nor e
sui tably aboupyalts 8 @RAHSudCInPAiLEniY (Yiﬁ(!ieg oA rhoiicpglrt 2y wei ght
g substanc 1% P05 SUCH

of azel astine. The anmount of coatin s applied Phat t he
seni - per meablseitabiyrian atieaniolic ablatibn.5 0T Heoscbaty nfaf) benWates bhtiabbyn apaut 100 to

? Eg?te o? ;) 0 amf%?%ug‘?f?f Eﬂ\%lpf%?aznld e%hmgnb%%glrggtti% p(r)gpotr)tlior;ldgtn gthgri)ell c%?r;[plarr:a?l (or salt
with water suitably is up to about 70 percent by volume, more suitably up to
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 bases. 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, sulfuric acid and phosphoric acid. Examples of suitable organic acids
include ascorbic acid, citric acid, malic acid, tartaric acid, maleic acid,
succinic acid, fumaric acid, acetic acid, formic acid, propionic acid, etc.
Exemplary inorganic acids include hydrochloric and sulfuric 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.



optional additional active agent(s) to the follow ng substances or m xtures
of these substances: [1133] Digestible fats, such as triglycerides of
sat ur at edwbabaepssmeds, CB8HI6Q2 to Cl1 H36(Q2, and m xt ur epCrhmse@sing2zpeanut

oi | and hydrated peanut oil, castor oil and hydrated castor oil, olive oil,
sesame oil, cottonseed oil and hydrogenated cottonseed oil, corn oil, wheat
germoil, sunflower seed oil, cod |livef;;0il, mxtures of nono-, di- and

triesters of palmtic and stearic acid with glycerine, glycerine trioleate,
di gl ycol stearate, stearic acid. [1134] Indigestible fats or fat-1like

b f I t of aliphatic saturated or unsaturated fatty
ci ds (315122 carBOmIFOEd T ofar e EEIeals 20 b A Eh Do BOOHAW ¢ h
nonoval ent  alfisghakdlsbiak&ah®ltons of thprnt dHRAMAL Qgsﬁabé? Egﬁ&_@é{ﬁg alex,

beeswax, fatty alcohols (straight chain or branche ain Tength
C8H170H t o CHoiee wilgrh contappahydroxylagro@is2e2 6Bkt polaC2AdigB8Okg., [alcbRb]s--Pol yner s

SR P i LA G S R AT R I
acid esters (ghudl, 0lyiprépildne g@ﬂﬂil,ta%%cﬁtefﬁe@gly&%ly%&l?o%ﬁak %ld ¢ acid

ester copolynerizates with trimethyl ammonium nethacryldte (Eudragit(tmRL,
Eudr agi t (t m) R polyexsahylensptstty pstd eserss Tk temsy¢xciments ané sdditidesniat hy |

met hacryl at eg; | S | | of rylic .acid,

net hacr §I ic ghclig gbjlgéﬂgv\%%n%{egsn w&’s@%?@?ﬁé?%%ﬁ%?@%% SBE‘SQ‘#C&"%PS]? BoXSH  gr oups

to ester groepsctiveljubsanel ngiwitichn 80 fidmulfel wehhi atigve PBsEHeYS0! 1 ¢ aci d,

pol yhydr oxybutyri c aci r}ll,arpgol yl acti c_aci c{ copol ymers of lactic acid and

gl ycol i c aci au'%/sf?é’ﬁ?ﬁ et ?’E‘n@@@ﬁl?%ﬁu‘gﬂ@éj]ﬂéﬂqﬁlz Oréglpngl gfg?ﬁ@‘l@ %t Io)e(llc'éI |e c

acid and eth X . | - ,

copol yners o?ihélﬁg%t“i%zba Fﬁfégﬁg E{fg?%ti‘&btsjt ﬁ?éiﬁg aftgrlngﬁhg%/ndr ol%fpry)cl)ﬁg?sﬁet hyl

cel | ul ose- phabstanatschave noa;dranafulmlsglcail e{f&b{eor, fxebéruitee?@a aﬁﬁﬁg&i g‘tgggmihal at e,

starch acetat,e phthal ate .as we as pol yvin acetate p| X

car boxynet hyihe{:%yt By 8}3}%@013@9 ﬁ’%}latz Qaﬁtdpoo esura%()le pharmacological effect. The
excipients and additives include, for example, surfactants such as soy lecithin,

oleic acid, sorbitan esters, such as polysorbates, polyvinylpyrrolidone, 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
occurring in the human body.

[1167] Preservatives may be used to protect the inhalable formulations
disclosed herein from contamination with pathogens. Suitable preservatives
are those which are known in the art, particularly cetyl pyridinium chloride,
benzalkonium chloride 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 ml,
more suitably between about 5 and about 20 mg/100 ml. Alternatively, the
inhalable formulations can be prepared without preservatives, for example, in

unit-dose forms, such as described herein.



pht hal ate, -succinate, -phthalate succinate, nethyl cellul ose phthalic acid

hal f ester; zein; ethyl cellulose; shellac, gluten; ethylcarboxyethyl

cel | ul osewoendwasspkat e mal ei ¢ aci d anhydride copol yner; PORIUS2@5@E1362

anhydride vinyl nethyl ether copolyner; styrene naleic acid copolynerizate;

2-et hyl hexyl acrylate naleic acid anhydride; crotonic acid vinyl acetate

copol yrmer; glutam nic acid/glutam nic_agid ester copolyner; carboxymethyl

cel l ul ose gl ycerine nono-octanoate; cellul ose acetate succinate; _

pol yar gi ni ne; crosslinked al ginate; cross-linked gelatin. [1137] Swelling
0X propyl cel | ul ose, hydroxypropyl

| |
mothyl LRBhi aso. (BharRBHt RoREIRiEar TRy SNy GLTCPISEG! oty
cel lulose)), nﬁ}eﬁ’u&h Barfisd Qirﬁ’aﬂﬁtér@@hﬁm %Ha?erg M" &Bqﬁd $lch: aﬁ@l;%)gar [)9 iures of

sodi um al ginate and calciumsalts su starc oxynmet hyl
starch, carbosying k soelll ahoss efhd ltqmei rformaﬂatmn(m the fNarapalticsjlogal act o

b Kk ubb hat t agar rrageen,
xanthan Fubbarmuy 8L Reeg optateeshir oL titiobis B bt wﬁﬁllaama
propyl ene gl genhbialHala fe tROStH Rvhilt Qgﬁfiﬁﬁ% Bfle}ﬁ?aﬁ]abmglg% Al dna actl Ve

azel astine or salt thereof, and option ne or nore a

agents such &mnthimm: XegEr |oloelfbt\heasr9|aboutl 10 tiie ah@ravshaBOOWS ¢ff adthe | nvention
are about 0.1 glb ut 50 _ng, suitaply about 0.2 ng to about 30 ngy, and
more sui t abl 488 ?S Bomﬁaf@éedﬁ@ub@mnr@leowr&zém@t F%B)I‘m[q.flag]i)s@wtable

exenpl ary sugfi@i Aedef.ol g @Q‘T’l@ SRAPHEQ! E(Eﬁut %&]u?ng]suﬁz}b %12{18, ¢ angers.

Sodi um pol y(styrene, I ny benzene su ona | RP 69).

Sui tably 3 t 00 Lfh, dastch ;o%vaﬁmarthé IrmﬁIaB)el 2R &&h@&&o&&rcoﬁéwhﬁ&ﬁﬁd per 1
part of azelastlne (ba [1141] b) Coating substances:

Hydr oxypr opy ﬁ%ﬁh@@iW§fPﬁD@§Bwphbhalate suitably at 1.5 to 3 parts of
Dyt oA PO, Tt Sk AR LB A s AT S g BRENI s o v
used per 1 pafa hqfudqﬂﬁhﬂaiehm} cbposigot aé@8ding to HRY préeaiPivention are
described for example in U.S. Patent Nos. 5,497,944; 5,662,271; 5,964.,416;
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 in 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 concentrates, for
example, by the addition of isotonic saline solutions. Sterile formulations
ready 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 HCI) and optionally one or more additional
active agents such as those described herein. A delivered fine particle dose

(FPD) of azelastine or a salt thereof (e.g., azelastine HCI) administered by



Eudragit(tm RS 0.01 to 0.1 part of Eudragit(tm) RS per 1 part of azelastine.
[1142] c) Sem -perneable layers with osnotically acting active substance
cont ai ni nyocoressnd out |l et openings: Coating with 100 t ®@Cc3B200508136zk | ayer
of 82%cel |l ul ose acetate and 18% hydr oxypropyl nethyl cellulose. [1143] d)
Enbeddi ng substances: Hydrocolloids e.g. hydroxypropyl methyl cellul ose: 2
to 10 parts of hydrocolloid per 1 part;of azelastine. Eudragit(tmRS: 10 to
15 parts of Eudragit(tmRS per 1 part of azelastine. Gycerineditripalmto
stearate (e.g. Precirol Ato 5) 1 to 10 parts of Precirol AEo g per 1 piallrt
of azelastine., [1144] The requisite rel ease of azelastine (and optionally,
any additi onéﬂhaif’éltop reafg&rﬁ%ﬂmafede?@{smbgsn%@hpb? Uh%Eﬂng@lﬁﬁ%Bh’C}ﬂtdccErsl .
W thin the degsi e; Har ckd hedrherein., Should it
be. desi rod 5 AR ey ong HENLEHOIbbILRs DR A28, S0 A RESTRE il 5T

possi bl e, fometoredpdae loaded cineecdmasntaterl evsbe [ukddSfor #’hegbmgﬁp? ation of
the coating or enbedding of the active_ substance in the describe

manner . [ 1146Pd@msiEdon gan g? adjyated dprapredicist logses suehggpeientivmeandimetet he dosage

form usi g Oofidt HichPadauely RACCRRTERNEL Goluf fer pH 6.8 (subsequenty)

as rel ease nmedi um [1147]- t oo much substance be rel eased:
| ncr easfl1@®] t he piEapipient paﬁiofestﬁaeirg%p]ajrsimdnreel[ﬁallszeticlersmgel@ter g/ or
reduction of th roportjon of water-soluble auxiliary substances.
Reducti on of a‘?‘ﬂﬂg Zgr%lg?ﬂ‘i %’h%? Ve RSEowAarcle size distdibion afithegenpreilys] b)

Shoul d t | § r : Re hon of t roportion of the
sug'tJ ai negore}ég%g}g‘ncﬁ/ﬁg%%gﬁtgﬂ %ﬁeélb?rﬁ%%%gggsg?oﬁ Ep%én %?ng E&tS?ISW sﬂ‘)dyvater
sol ubl e auxi Abarpropartia antes.suitile éaste of miiereptaRal e Wah 0Elaqari cal |y

g]? t ia\zlg Zg? Isf,]gns% 'rter%angf e].g.l, gzglgsetin%ngggl ar;%nf)ﬁtic?nagl}e/lc?naesoer rrn?)iee agcflitigl?egm 0-05m
active agents, such as those described herein. For inhalation purposes, carrier
particles having a mass median particle size in a range from about 10 to about
250 pm are typically selected, including about 30, 50, 70, 100, 130, 160, 190,
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, e.g. grade SV003. Uniform homogeneous azelastine powder
formulations having a physical median particle size down to about 10 um can
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.



hour can be achieved. Liquid Dosage Forns Free of Preservatives [1150]
Wil e preservatives are useful inlimting concerns related to chem cal

degr adat iwo 2006/d382erial growh in the liquid fornul ati eas/uskoosle3pz esent

i nvention, the presence of these preservatives can thensel ves cause
stinging or irritation, especially when admnistered to the oral or nasal
mucosa, or to ocular tissue or the conj4inctival sac. Therefore, in order to
reduce this irritation, in one enbodinent, the liquid dosage forns

di scl osed herein, e.g., liquid dosage fornms for nasal, ocular or oral

adm ni st j;on, sych as pharnmaceuti cal.ly acceptabl e enul si ons, solutions,
sus pensi[iﬂ'y,] syr uﬁg‘ﬁﬁﬁ]ﬁ egﬂp*ant%for UL B b ardestioe @ewdsy fosplatiany i all'y
free, of presgEua IBiere At UARALA R, ShohdsaRBES MsacdiRs, BliyBUERkant 18l 1y

free, of preservatives" means that ‘the liquid fornulatidn arh |ess
t han about 0.9001%q welysatéarisles;nplydéotmls rredwneat isalts, omonietuses @bl y | ess

t han about o.t80001% wei htllvol une). of ﬁdgres rvative, and nost suitably,
no preservativec §4 1]e‘ﬁqug BrBer REIR ARAPSS defdoseHRebEIAteflagteee | i qui d

fornul ati ons,anBfdosP@el, fioCaybivilink Qvatir r&eht IhBBIEE RBIRARY &ak@arose

contami nation transferred ffromthe patient or external environment, the
del i very systieshosységifans gerbaph| mammitol, heyliel, codivun ghiotdidé camdutatiuvons can be
appropri at el %aﬁjr&%tgeered tolimt bacteria fromentering the solutions. For
exanple, in order to limt the introduction of bacteria or particul ates

that nay1ttsje frombxtiptents for 0fe ¥ithaselastdy oY a( l0thefdoP N e8RS PASSAgE),
the spray bottle can be fitted with a filter or other device to limt or
prevent the ittt sadcentionally apgcer mwse adilisionplt activeeagsotst Isuclard/ thpse

formul ation. 4Ll ik r [ fe t ray or gro r.nozzle, or
can be | ocat eg vr\?f%:hnltet%?‘ie %ﬁ%@t%Fgélggte?rfreongga@@lgo%m ! Spé’ﬁﬁ)%bll?‘fee itself.
The filter algoodwotshee vanlithissin ticpshet thatrthehubistanns will néthaveriseyefect nvent i on

to pass thro to the patient, but limts bacteria or

h the filt 5
particul at eslﬁ%’r B?HVFh%%eBEt?{nSnE%? crdpse &kPIR} dan thenghelfohifeenf the Bradsek eri ng t he
nozzl e and bedafless WirdorRbPcildngtElSambient conditions during storage. Suitable

"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.

[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 herein, constitute a formulation from which mietered 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
particular dosing regime or as needed by the user. Suitable additional active

agents include those disclosed throughout, for example, inhaled steroids: e.g.,



are known in the art and are comercially available fromwell-known
sources, and include mcroporous filtration menbranes made from pol yners,
such as, wotoesaissi2em ted t o, pol y(ethersul fone), poly(vipaylusdesms4fsbrori de),
m xed cellul ose esters, and poly(tetrafluoroethylene). In general, the pore
size of such nenbranes are on the order of |ess than about 0.5 m crons,
nore suitably I ess than about 0.3 mcrpgps and nost suitably less than or
equal to about 0.22 microns. Use of such menbrane filters elimnate the
need for preservatives in the various liquid }‘or deI ati gnis_ of the p{ esent

i nvention when.utilized in nasal spray or ocular drop_delivery systens.
[1152] The p‘r%élg?fﬂ}]gti SﬂltlF?Sé’Bean gonfl > MINGREBHECan gD B8R 681ePBINS; of t he

present i nVeNSAQDsP@?é g%ﬁﬁm@ﬁ; l@ﬁl@fﬁ&ﬁa%nite{k[oais%Ic:.%dﬁfiﬂlfté(:}ﬁ?&?sﬁoafcdﬁmoﬁ%lner s. Such

contai ners are accep e to delitver the erap c dose azel astine (or
salt or estemntlbgarmates, i agudipipsting| astirinmehy txofdnhdinedeplopmddiapt i onal |y

one or nore addi tional .active agents.(sych those descrjbed herein) to
the eyes, nod & OgP AT ﬁ?ralgq‘gl%eer %P#?S%‘%Fe ﬁ(eé‘ﬁ%%%q’ (FEfdaste; ¢ SiiRdFdAt i on, the

conposi ti ons clanshi, ethafibinke! eeaiicRsni, 2 pRAGKAGS:,COMRLIhiAG 2 hi on
density polyethyl ene (HDPE) contai ner produced using a bl owfill-'seal
manuf act ur i n§hOBbEReXAING t Hiimevkyiduinetec apdipheyhydfanzibgut fromkthafind53] The

f singl P f- nat | | j minat.es the concern of contam nation
For the user Cphrndy HBISARAR BT plelope] Sel iR f R opt BiedBBh ai ner 1 <

opened and asainegtd, shisgand] idtornedarihs K PFOE DN sikit@Peshisons is
delivered, the container is discarded. [1154] The preservati ve-Tyee
f or mul at i ons S¥¥ictMsleotids aosphodssierases anh darivges adgmaesinenAh medptar- dose

Contarner; e o SIS ALK L USRI BT (o,
use with presetl&t PullisheéePdian nipaicatiors Nd-02003 EBEDIStheodisBehFO T Y
Delivery [ 11% chlisninfcgltl}o?a?céd g}rfﬂr)e(%griexrlrge te%éintil?iei‘s grgtieigtgl.nt | nvention provides
formul ati ons
[1177] A sealed, dry, high barrier container can be loaded with a powder form
azelastine or a salt thereof (e.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
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 HCI) 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 HC1) 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.



and conpositions for pul nonary delivery of azelastine or a salt thereof,
and optionally, one or nore additional active agents, such as those

descri bedwbep@/osso2kor exanpl e, inhal abl e preparations ceoprisssg4BaE| asti ne
or a salt thereof (e.g., azelastine HO), and optionally, one or nore
additional active agents such as those described herein, can be produced.

[ 1156] I nhal abl e preparations include_ijpnhal abl e powders,
propel | ant cont ai ni ng nmeteri ng aerosol s or propellant-free inhal able
solutions. Inhal abl e powders according to the invention containing

azel asti optiognally one or nore additional active

.t th f .
i ngredi éﬂf@ irngl 32‘?“‘?91@;{93@ 3&2‘3%“888 Helhgi PreseynvHHeR; e speciabt i ve

i ngredi ents : i i i; i W th
physi ol ogi cal T he aor Biheafihord o ifithfiaftey (RELAEE A O0e R e
i nhal abl e f ordmehses of dinpuprse ot hevarongpisidriy drast, dfclidieg psthmenihdichyait i on i n an

i nhal abl e for W .t hin the scope of present jnvention, the term
propel | ant - f Pglét.r‘}cﬁﬁﬁ|%¥18n%|‘ﬁ?‘ia%§c§ﬁ)aa PR 1opie Caé’(?ﬁééh?rre%ﬁ 84chops sterile
i nhal abl e soluih&Rsy 8peMedsRhn, Ysewell NE ﬁ[el?@@rﬁtd' AR aRGERT flifGs! Opf he

invention may conprisé azelasfine or a salt thereof and optionally one or
nore addi ti ondditign; thy éenhateple thiraniasionnadcodlingtot the peeselesnvértied nwgrta n, i n one

formulation, or,.in_t r re separate formul ations 57]

Physi ol ogi cal'f§ tggﬁeé‘lg?%isgifﬁg%ﬁ aﬁﬁ%éaralulleﬁgl‘f MFOI%?WGE;&%% prepare the

i nhal abl[e1gepwder s TaeCsiestnd Inddtibh a1y BERdes! ANBABIE %rdyn?héiﬁﬁcelﬁféhl are not
limted to, nonosaccharides (e.g., glucose or arabinose), disaccharides

(e.g., |actosempesitientar eraprisieg t &) consistigs- casratiply y ok clvar sdible e. g.
dextran), pol ¥§Jéc,%8§§t]|1(§1 éoerinpgjvl o ég%ﬁegl}ticm re‘ff%c?fvé crc)élf: Ihot ga!?}egﬁtil%:n}oirﬁ( g' 8\” i h

sodi um chl ori Ccl unt car bona t'ures o

one anot her . pharifaabhtjcalloaceeptibledi SifiC hakktde sthakef, Usad, ohér oexabRl e,
| act ose or glﬁcose in hhe formof their hydrates. Lactose and | actose
monohydr at e PBHFRSEHICAHY o AgsERIRYIC o $RIIST, o AlRBIIZEN OF pesciRignt oWheisia the t he

| hay 2! e Pr SRARhLORS B2 NBKRIORT [APT AGP RRELECE Rate e Wh i about 250
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) having an average particle size of about 1 um to about
5 um. Such inhalable spray pharmaceutical compositions of the present
invention can be formulated for pulmonary delivery using, for example, a
suitable device or inhaler. Suitably the amount of azelastine in such inhalable
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



about 150 nm nost suitably between about 15 mm and about 80 mm Li certain
such enbodi ments, finer excipient fractions can be added with an average
particl e wozeosfss@bout 1 mmto about 9 nm These finer exwiyse@sios23aze al so
sel ected fromthe group of possible excipients disclosed throughout.
Finally, in order to prepare the inhalable powders according to the present
i nvention, mcronised active ingredi e_n%j@ (e.g., azelastine and optionally
one or nore additional agents described throughout), suitably with an
average particle size of about 0.5 mmto about 10 mm nore suitably from

t he excipient mxture. Processes for

about 1 mmtq_abqut are added t _

produci ng thgre?%ﬁg?yaa]egggﬁﬂmgﬁ%orhgg8?%?%’@1&0_6 %H@WQ@EW@IIY RGERtabEN by
grindi ng_and sl ef eeteziragoRNThdY i bifHibnal Trbblthdie HALERIGAMSyhgoet her are
routine and well known to those of ordinary ski in the art. The inhal able
powder s accofitiefst ot tieativge s mrevamtiogt sush phys\;\;i{:}a_é ﬂnsm;da{sedcmmsﬁlfgm [1! sg e(r) (rad
ither inth . skhnal e powder .m xt ure contajns azelastin

g sal t thereg?&grﬁ(glije@fﬁ%?%ﬁgfgﬁveoaﬁ%ougfoﬁﬂpgoﬁfﬂ?ﬁ P%ﬁ@ COERASHONS gk Hies such as
those descri hednties @b mn @ﬁmhln(ﬁahﬁ:uiéﬂy”aQﬁar&ﬁﬂ?ﬁﬁél@dih?@h@xﬂ?t@ fgpgers, in
whi ch one powder confains only azelastine or a salt Thereof,” and anot her

powder cont aPHeipREebIo FFoEerRIfromosieh aphysical digendes Avded dwrein ame

i Sty : : eparning_t he inhal.abl owders .of the
grezcs:reln:) e?ncg%tl T ﬁ%g@%ﬁﬁ@éed&{g\” iﬂeb%’ > %lr&}?%%‘?rrls 88&1?‘:\%%&“ aé’?rgalc}{‘%tcl Iorsed in
. S. Hioss. ncB e&BibItA4Awaliy oF,0920 ph3Sical dy@ptomtdb A tab atboRRE BRtithAPP! i cati on
oo, 20091 ¢ 8. PP 2009%15?02.7 and 2005/ 0%23486, t he

Nos. 2002/0009418,. 2005/0121032 | / { . .

di scl osures Efgeé‘ﬁg?ﬁ%é’f pé%ﬁ“ﬁ?lgl%ﬁlb’ rriRiberpdTeeat gk e davialoping B¢ diserdee in t hei lr3
entireties. i e : I . nrese i pvent.i on may be
adni ni st er edﬁﬂg}cﬁgrmia %\tﬁ%ls’etrhg Q\%ﬂ)ﬁﬂwtﬂ% B%ﬁéelﬁélﬁ %tlﬁrrl\_ﬁlga[yg%}lsege ‘_lsed _

powder saccor giopgylacticdily ap chsropreventieatgans dhiwh dissii@sn a physi ol ogi cal |y
accept a Xci pi e ion to the act iq\izpraegeent s nmay be adni ni stered,

t _in. addi
for exaﬁplsz , by ne %°f5’r‘ngi ﬂﬁg? BPVER{PR, h gy 13l Buggydhetrism a suppl y
using a nmeaspieliidfosed to or suffering from a physical disorder may 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
thinitis, 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 keratoconjunctivitis or atopic keratoconjunctivitis) and irritant
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.



chanber as described in U S. Pat. No. 4,570,630, or by other neans as
described in U S. Patent Nos. 5,035,237 and 4,811, 731, the disclosures of
whi ch ar eworeavgsenat ed by reference herein in their entiPCEtliSe®s/031362

i nhal abl e powders of the present invention can also be adm nistered by dry
powder inhalers (DPIs) or pre-netered DPIs (see e.g., U S. Patent Nos.
6,779,520, 6,715,486 and 6, 328, 034, thedisclosures of each of which are

i ncorporated herein by reference in their entireties). Suitably, the

i nhal abl e powders according to the present invention which contain
physiologica&k .acceptabl e excipients in addition to the active agents are
packed into cdé§&¥es (to produce so-called inhalettes) which are used in

i nhal er y1E83]descr i hedotddobb&eANB @he iiflvddtish, FA&RbosNbN Roifrisitg 8an he

di scl osure of which is incorporated herein by reference in'its enti rety. An
addi ti onal Dpffectivg amawntid azslasting oha tphemposwtaally eooeptatle sals optstéthe pr esent

invention is val | zer (.r Sof.ot ec ad Honbur g, rmany). A
description 8%14}?%%'%3%%3{51& )’aasf‘dn%ﬁ% E”to&ef?fr]i‘?ﬂ?ea?&%%ﬂgé?%vef or use in
it, are disclagsfisl suth bs ShosPade8eribdioReref, 840 bé RUmiRisB8dd 1ol Qi naBed/y 498; and
6, 681, 768, the discl osures of which are incorporated herei np by reference in

their entirePf@dde syuplomaig telehfionnar vasieho of risarders, irvdndimg slergic nvent i on,

i nhal ati on aef:asQl I 4. F | t _gas._conpr.i Si or caopsi sting
essentially ?ﬁ@ﬁ%’zﬁsggﬁtﬁerﬂ%@ %éggé;%% %(ﬁ Feor l%nad;qg%q F%ﬁ“glvgf}?uso‘?{ or more
addi ti onal adisowders diclesédetirsughonh aes khdvas én desariti Bk beblimry dki@isol ved in
a propel |l ant “ggs or in &li trs’r@ersed form can be produced. Azel astine or a
sal t ther eof Vaf@PSBGMmalhe Smoynt ghepncgrirativa qipgelastinentos salsocesters t hose

or epar at | on, nerp e PLERSEL: HdRERBHEbC e R POk Beaen”

di spersed, ormonet"of arslaginecinte doerpunendrspisicalyiNeaplivithgandnmpny ot her s

ik TR R R K R O
hydrochloride) for use in the pharmaceutical compositions of the present
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
bottle 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



the art. Suitable propellant gases include, but are not Iimted to,

hydr ocar bonssuch as n-propane, n-butane or isobutane and hal ohydrocar bons
such as fwoaneemssed derivatives of methane, ethane, propamais2iwsiase?

cycl opropane or cycl obutane. The propell ant gases may be used on their own
or in mxtures thereof. Particularly suitable propellant gases are

hal ogenat ed al kane derivatives selectggd,fromTd 34a and TG27. [1160] The
propel ' ant-driven inhal ati on aerosols according to the present invention
may al so contain other ingredients such as co-solvents, stabilizers,

surfactants, antioxidants, lubricants and pH adjusters. Al of these
i ngredi ents, mﬁgecgﬁpﬁeamr@/ EBRe f‘é}%l?géfefuw@égaaah@%l&apow@ vgbiesiefown in t he

art. [1161 ] i i Bi I : ording to
The present | mient) oh e Pk S LA b P B Ao ct ances
(or nmore if PéYynimpsYesigusddyoV slosckivum; Mgrltg;de Rug, Fmg&stfm\%ddﬁign% ajen,b f?r .
xanpl e, abo 0.0 W, %to out 5 . % .apou ) .. %to abou

\(/th . nOpA; about H%fa&i%i?iﬁmu&%upﬁls 8%a€? pI?VWF&,&I@/& ugﬁgﬁﬁe &-Pr@ wich apdeserhisdut 2 wt .
% about O.5Shikein. % 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
nore adtil8pbnal ac'él‘le\ﬁ@u]agmkgimh ofthis invewicdewe nlsbabsh effeitivy wheh162] | n

nmbodi t active. subst gn S re present in dispersed form
te heop:am3 inclseé\{%(g,%> Ieg%({alﬁ%te&:ésﬁ%ls%saﬁég(eg) c@fﬁ %%?‘Trgﬁdhw ugndeéi%‘r’é‘@]g“elﬁ%ﬁtl cle size
of up to aboutmAdkition ofsthiet iabéntiohr etaRAyitinla WiV &y , 3udiMhs HOr € .
suitably fro bout 1 nmto about 5 mm [1163] Propell'ant-driven inhalation
aerosol s accg‘]?tai3 rdt & EePRE AoTs Qi dplbeyreaft theoformmdationewentatitheent i on may

be adm niste &guﬂa;j' ' -0 -the. art .1, | s: .met ered dose
i nhal ers, seg e.g. ?ﬂ%a%@?%{%s%ﬁ@d}g%&, @%B,Pr&feg%g,pggggg fPrdisseo, 549,

t he di scl osuinesuchfpredts of thehinvhntioreark naeltipdysas Bdwa@fh,esiﬁglbxmattez{o@,é enc;%, In
their entireties). Accqrdingl i n apother aspect, the present invention
provi des pha?(?’f’g?:‘é‘:(ff iaEeaﬁs%?ﬁYgB‘ébﬁ %rf’gﬂi’qﬁ the, gherapeutic dose of azelastine (or

salt or ester thereof, including azelastine hydrochloride) to the eyes. In certain

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.
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 agent, 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 intense bitterness contributed by the presence of
azelastine hydrochloride. Thus, use of such compositions of the invention

provide symptomatic relief from allergic rhinitis, vasomotor rhinitis, or



form of propellant-driven aerosols conbined with one or nore inhalers
suitable for adm nistering these aerosols. In addition, the present .

i nvent i orwpnosi/mder2i nhal ers which are characterized i n hatustévspssent ai n
the propellant gas-containing aerosols described throughout. The present

i nvention al soprovides cartridges which are fitted with a suitable valve
and can be used in a suitable inhaler.gpd which cont ain one or nore of t he
propel | ant gascontaining inhalation aerosols described throughout. Suitable
cartridges and nethods of filling these cartridgeﬁ with the |nhaIaEIe _
aerosol s contginin ropel.l.ant .gas.acgcording to the ipvention are known in
the art. hi &ﬂ%ﬁgﬁegogﬁﬁ%mlﬁn?’,}lg? rfég%ﬁ ot IPPROBIET BRISHE GppeRigbility
propel | ant - f ee comp@m@pl e formul ations, such as solutions and suspensions,
conprising (or consisting essentially of) azelastine or a salt thereof and
optionally one or nore additional active agents such as those described

her ei n. Suitﬁl so%v ts.for use in such enbodi ments include aqueous and
al coholi ¢ sol %% on gﬁ?’f%rﬁ?% an ethanolic solution. The solvents may be
wat er ofii87p OWN Qhe Pré¥eat Mt EntRin MR HHviARE a ShdIROP or t%gﬁn%ﬁ’ﬂcﬁfd VifiatP! OpOrtion
of ethanol conpared with water suitably is up to about per Cent by

vol une, nor e % §PMgHlagesy plimgatgsosnorie® epbiradmneandyyn \odhen masesoredupest theabout 30

ercent by v i of t ol.une, i s made .of water. The
E ol utions or %stﬁﬁs%g na:élilH ?ﬂ%ﬁg@ r?{] gf%r%ogag'a?% ég?tfnr?gt 8?m§r1$§§|agg}ﬂwgﬁﬁggg %and
or ci . Separately of todether . are ad usted o aph o e 7 taing

erein, separately or : . _ ,
Sui tabi e ao Bgywloaa%lbs@%mféblﬁﬁahﬁl}erwj aém}g_ﬁfflt?tazg tage-figslioE agenje gé@y ed 11 om
i norgani c or LC ' . S rg i inclu

0 aypbr s e :

(I?i ?f?coglc?da. mal.i ¢ az::s:a @tgrtari c acjd,. mleic acid, succinic acid, fumaric
acid, aceti é:lsaéfhﬁi‘,lm%%rlﬁ i 4B Glflob?tofﬁ!f‘_?ﬁtﬂi"& o itf1ib ¢ noripg s} AR3Y idor gani ¢
aci ds i ncl udgdhiiaedbdd & AOE Al dddk aCafC TS sudtdbié SmBdfent, at least

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
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 (preferably 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



possi ble to use the acids which have already fornmed an acid addition salt
with one or nore of the active substances. Exenplary organic acids include
ascor bi ¢ woi2dje/dfsserari ¢ acid and citric acid. |f desiredpcwustans®s23el the
above acids nmay be used, particularly in the case of acids which have ot her
properties in addition to their acidifying qualities, e.g., as flavorings,
antioxi dants or conpl exing agents, such,as citric acid or ascorbic acid,
for exanple. Hydrochloric acid can be uSed to adjust the pH [1165]
Co-sol vents and/ or other excipients my be added to the propellantfree

nt invention. Suitable co-solvents are

i nhal abl e formyl ations. of .the pres ]

t|hOSﬁ }/\/ni chh@g%f‘%i thoﬁ‘?y‘%ﬁsﬁ%‘v}[ lbﬁrr}gfrp O?PX%J@M@rS%EZI%?F lgﬁm@fl,lyaffgjt;ve |

al Conol ssuch aaQ dwkeith Pl i 1 ¥ 0

pol yet hyl ene?gl ycol , g%]yypr_(?pyl enSlem%I é)%g# ,%ngjfk)c/co Oé?{?glg,"fg%@er% ,

pol yoxyet hy| éventadre ofoo| sseand pedtmenty etf hyhaaring, f pdrtigulaty dviest aised Fhe terns

ipients and additives din this ¢ xt denote any pharmacol ogi cal ly
g)églegt abl e sﬁ%%ctegﬁ%bon\ﬁm%ﬁ?r? §B?|‘§t0'®ﬂg/gé‘? PRt hsquifallx ab GenegRiafionsan be

formul at ed Wof frobd &bt (0.018/ T RBEANE S0 nd HRst aliRay laf coenPRIRGO! 09l cal ly

suitabl e solvent in order to inprove the qualitative properties of the
active subst &88e 2t A0236i teraboguD25b| and tivss euitabhys franc elsout /@5 % oto

phar macol ogi f.fect .l.n connection with the desired therapy, no
appreci abl e gﬁhgﬁiéé§§{9%g°Eﬂa%gvﬁﬁgvg phar macol ogi cal effect. The

exci pi efit190hnd adfolveme Whidicindd 8e uéedl fof¥adPlRmuBMbALRERAL St U @S SOY
| eci thin, olﬁic acid, sorbitan esters, such as pol ysorbates,

pol yvi nyl pyr rBItEd dhe Watstn saturatedhalinhate smore rpd aolyvglent airobplsawhichxi dant s
and/ or prese LV [ Gh | ong |.£ Jiife of t i ni shed

phar maceut i cg(?ﬁ%lg\r@rrzlc\gﬁogln?tgﬁga %r?xtnag]g)}g\r%ﬁ}agﬁi' r{§°p5?¥)d’fl8¢eloé'ﬁﬁqpy i tives
known in theghrel, ghiering)diligiridepolaglyeols NeloletalaphasipRcDime 6ob). y ecept abl e
salts such as .sodiumchl oride as isotonic agents. [1166] Exenplary

exci pients i FRlYes it i Syl iy ader i epxBEes@lcwrist withtleer physiglogically  vi t ani n
Ebd;.oCODher Oheptable S{dR Y (Fort &lihipke ke PR SR Bov8f: CUs B8, ! flet Ne human
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
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 cetylpyridinjium 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



[ 1167] Preservatives may be used to protect the inhal able fornul ations

di scl osed herein fromcontam nation wth pathogens. Suitable preservatives
are t hosewahwadnsse known in the art, particul arly cetylPCpyuscaisoirsn

chl oride, benzal konium chlori de or benzoic acid or benzoates such as sodi um
benzoate in the concentration known fromthe prior art. The preservatives
nment i oned above are suitably present Qgconcentrations of up to about 50
ng/ 100 mM, nore suitably between about and about 20 ng/ 100 m .
Alternatlvely, the inhal able fornul ati ons can be prepared w thout
preservative%) faqrms, .such as. descri bed

herein.[1168] OI'SLe{Of)(ra%anBi aﬂpw é\éelltlﬁﬂé’?e ?énflﬁu%f%”&ﬁ’sonéce@ﬁwlﬁg to the
present i nvenﬁélgmvcagh@ep?éiéﬁéw BlRERFHS %hﬁé u%te?xlflar%hﬁnmoﬂlq which are

capabl e of nebulizing a snmall anount of a ion 1n
t her apeuti c do8@wowdshiare salkdbengplc dimsthyb qmmmdnuum ahloaide osod rﬁututrd)l e for

t herapeutic | bl e inhalers ar ose in ich a quantity of
| ess than abo {]‘fgo""ﬁﬁx@‘é’l ?lfehﬁ?an‘B gﬁleﬁ{lly gPo‘ﬁ%t%e\égeI&%B’Eluﬁb nL and
about 30 nL chloagei've substance sol ution can be nebulized in one spray
action to forman aerosol with an average particle size of |ess than about
20 mm dU%Z bl y | Syshifagpulatenst of1te mresenh imventiom fovagreatment phendridgal abl e

part of the r ngds thethr eutically.effective quantity.
[1169] Sui tagﬁ&gﬂsa {Pﬁﬁig&f %r W%ﬁ fSeriPa Pty ﬁg eord@fsf’e%ﬁl?}lsoi"“gmﬁgf’er ed
quantity of arﬂuilsmnsdcmhms,rms#dbSagabe@%IEﬂ%ntdoﬁﬁlrﬁMfd'OOQS tPaBdae2 pr esent
i nvention are esc |bed for exanple in U S. Patent Nos. 5,497, 944;

5, 662, 271; i’6 -abguy H0Q550 gbaw7 1379r &oppe0.00%: toarabost MUE%547, t he
di scl osures Q\fve‘gm/&vgl 1)€o n%'a?dé?z{sﬂﬂé %}eq%e&]etgefhg % LEISHE0 Cbeas%,)o \;Sthagfgr

entireties. resen |nvent|on

phar maceut i catelistinmbe zpmsem&m arsalt hhe bmronnt@fsh@ﬂd be rdcaltiutdiéess ndabhgbl e

formul ati ons sucg as sol uti.on Sus sions, as descri bed herein,
b asti3e. W

corbi ned wi t I° 8VG&0§ aRouRs of 37 e§t3€ﬁ fognshewnrabene & thens.

case of powders, the concentration of azelastine base generally is about 0.0005
to about 2 percent by weight relative to the solid carrier substances.

[1193] In the case of solutions, the dosage per nostril is, for example, 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 (HCI, 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 1s also suitable to add buffer substances such as citric acid/sodium
hydrogensulphate borate buffer, phosphates (sodium hydro genorthophosphate,
disodiumhydrogenphosphate), tromethamol or equivalent conventional buffers
in order, for example, to adjust the formulation to a pH value of 6 to 7.5,
preferably 6.5 to 7.1.

[1196] In one embodiment, snoring is treated by use of a 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 ng of azelastine base).



[ 1170] The propellant-free inhal able fornul ations, e.g., solutions or
suspensi ons, according to the present invention may take the form of
concent r aveo@wossi2eri | e i nhal abl e sol uti ons or suspensi ens/use@dp4136z use.
Formul ati ons ready for use may be produced fromthe concentrates, for
exanple, by the addition of isotonic saline solutions. Sterile formulations
ready for use nmay be adm ni stered usi ng,.ener gy- oper at ed fixed or portable
nebul i zers whi ch produce inhal abl e aerosols by nmeans of ultrasound or
conpressed air by the Venturi principle or other principles. [1171] The

pr esent ntion al sq. provides fine particle dosages of azelastine or a
sal t theﬂ‘g% (e.gln aéaéroastpiaﬁ@aﬂ@e) thenerrapasitisma usgiub fer tseating seotaii t i onal
active agent ; i i iV i ne rticle
Gose. (FPD) or “aagp BRoRARonERE St BFfhoheitifonaf e AEHE L AR

adni ni st er ed deydribled|hetdinn Iheddition,i the motnpokitibhefdr teatingreyorggn@nalldyy be in a
range from agﬁgﬁ 1 to about 50 %glél ncl U(i]i ng about 5, 10, 15, 20, 30 and 40
ng. The corr FEPBIPESE GBS BorpsiativesRislesnmemdy torhelp agsist thsamer Br t he

purpose of agmiifj §§16@.igﬂtaﬁﬁ%e@ﬁiﬁghﬂégﬁ§) 5188 iRuRd] &ht%’e {%&Siﬁl’ﬁﬁed%g(:h as
de-ag t I

retention and nore or |less efficient gregation o e I nhal'ed dose.
[1172] Exci pinesiatopiar (Nedcstyl-hanethoxdryptasine | a meelaomipangimiste GABA | ar ger

t han about 2 and .hayi a very,narrow particle siz istribution with
general l'y | ei%%%‘ﬁl%%'}éf@ﬁﬁé‘“f}gr%% aé’é‘gﬁvgwﬁgss&‘ffe‘?’ﬁﬁq 10600438 34 general |y
show good f| oWpatadpR),t | BenzodiBgkpMcd SUbt akkSnple! Hi€aAolhnil XHiHieg)ﬁrtn?,Oget her

p

w th azelastine or a salt thereof (e.g., azelastine HO) and onal |y one
or nore addi diageRipesacphspebabidwates, gliphenhgdemiwe desuethbedleber €ther For

i nhal ati on puyf: ariq.e tl.cl es _having.a nmass.nmedi an part.icle size
in a range frg{é)ﬂrpnﬁﬁz%%eglg{d% olhglggétﬁl%o%%%gsr égfhyﬁis‘c;\ﬁlwaélél 8@@5’&?13’i ncl udi ng
about 30, 50Lavéhdul)Gngldolial 6HumlAB, lamdus 2fassifloral HBcdiBalE2ORANRI Cl € si ze
chosen vvithig t.gi S range depends on many factors, e.g. type of carrier
subst ance, dBgH @ Natdogerhysiatamansi; Hypedcwe nerforatwag Carydadis sviunhal er and

ease of de- aggliegahliRibniial NBypdpRbAkd OPuRedile 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
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.



resul ting nedi canent. Commercial grades of Respitos are avail able (Il actose
nonohydrate from DW of several defined particle size distributions up to
400 mm) swotadlss®@e particul ar excipients to be used i npPCoOmus200E0HIIAS

contai ning azel astine, e.g. grade SVO03. Uniform honogeneous azel asti ne
powder formul ati ons having a physical nedian particle size dowmn to about 10
mm can al so provide good flow propertigg when the particles have been

nodi fied to have a very snooth surface, thereby inproving the flow
properties of the fornulation. [1173] A practical lower limt for

vol unetric dose formng for sucggggglable powder formulations is in a range
of about 0.5 to 1 ng. Snaller d e difficult to produce and stil
maintain a low relative standard devi ati on between doses in the order of
10% _Typi cal anphORON ARRSEn SRS ARGIAGENLEA Do 1 L0 10 nm. [1174]

Sui tabl e excipients for inclusion in the azel astine powder fornulations

i nclude, but are not limted to, nonosaccari des, disaccarides,

pol yl actii®8k, ol i §b-onexpophsacomiodiion pblthal twkbatien, pohagalerspraysal ts or

m xtures fro gr . e.q,..glucose,, arabi nose, |actose, |actose
nonohydr at e, ﬁ}ﬁé@?ﬁo@g aérjlqrﬁi&%im S%E?l.g%t%n,e ﬁ‘bvd{:?f@?@ € | W& V\B’EGB?re‘gr &8t in

| act ose nol ehyprejnellose sharidsieene B0 ISR as bXib6BRicit§ Uelht Md swERRE Ol |
xylitol, sodiumchloride and cal ci um carbonate. [1175] Excipients for use
with azel astPﬁ*fg;walgsesaélbpthw%ne(én@atas@zr@asésmg agentiC ) and optional |y one
or nore addit{onat I gents;suchas—thosegescrified—heretr+, generally
are selected from a?}‘gb%‘jé&@@i pi ents whi ch have good noi yt"ure qualjties in
the sense thaj the subktied®ydtbdtlomds adversely affect gifag active agent
fine partic|e dose (FPD). for the shelf life of the product regardl ess of

normal changeb in aRoPEmclosn?iQ0.URE 4800 i ng st or Age. SOI0AbI e "dry"

| ~ d

5
exci pients arg weti Eﬁ&w}%}%‘”&‘%ﬂg‘é@’t and—nctude thoscto%‘sgc. osed herein.

For exanple, |actose can ed as a dry excipien r lactjose
Sorbitol 70%, USP 6.400
Sodium Citrate, USP, Dihydrate 0.068
Sucralose, NF 0.150
Benzalkonium Chloride 50% Solution, NF 0.025
Water Purified or Deionized Q.S. to 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 a volume
of about 0.14 ml (Valois). For use, one or two sprays were administered to

each nostril two times per day, or as prescribed.

Example 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:



nonohydrate can be used in a formulation with azelastine or a salt thereof
(and optionally one or nore additional active agents, such as those

descri bedwbep@/osye22Lact ose has the i nherent property of phaxisegsa4izev and
constant water sorption isotherm Excipients having a simlar or |ower
sorption isothermcan also be used. [1176] As discussed throughout, and in
a further aspect of the present inven;j?q, azel astine or a salt thereof
(e.qg., azelastine HOJ) may be m xed or fornulated with one or nore

addi tional active agents such as those described herein in the dry powder
or ot her inhalableformilations—The present jnvention also enconpasses the
use of azel astji ne oﬂ“&fgﬁmﬁ t her eof mhere a conblnd%lon of azel pstine or a
salt thereof wWth ot} as those—desct hetet+-{ constitute
a fornmulation{from fﬁﬂﬂggé 8R@§§es are then pro %E@g filled and seal ed
into dry, nDisture-ﬂh@hﬁndhmgn9@aUSPmmogeal contalnyg@)lntende for
insertion int¢g—aDRP—to be adm nistered accorlding to a particul@ar dosing
regi me or as neededEﬁﬁwFﬂésﬁﬁéﬁb[Eﬁ’tabIe addltlond}Oﬁbtlve agents i ncl ude
t hose di scl osgd—ttr -Atged—st , budesoni d,
fluticasone, roflepggggﬁﬁe%%%%t oxéﬁwgﬂﬁlor C|cle(gﬂ¥h NSAIEB, e.g.,

i bupr of en; Ieukotrlsn@amméagpnlsts e.g. nnrtelukq;@ﬂ)addltlona

ant i hi st am nes, epinastine cetirizine f exof enadi ne, ol dpat adi ne,
| evocabast i ne Iora?&de@e(HM%d{HSPlne ketotlfene lﬁﬁbdastlne

di meti ndene, ¢ 'PPI e, —cexchit-or pl ehtaiii1e; ,.u.\,m am ne,
doxyl am ne, chl orphenoxam , di menhydrinate, di pheQ1 dram ne,

promnet hazi ne, | ebast Begzalidbashe CHldsddBo/Nd or [ecl 0zj s, beta-mi|netics:
e.g., fornotetol —salneterol sal but anol _and/lor terbutalinsul phate; PDE IV

inhibitors: elg., 3VV%ﬁﬁPW§ﬁ@ﬂW®Ihmuh@®hlde pfosphod@Ss@d@ﬁ%ﬁs and
derivates; adenosine AZa receptor—agoftsts—e Ri-befuranesytHvanam de
derivates, and/or substances described in U. S, PubI i shed Patent Application
No. 200[3/202}3675 Fokovihg ptepathtidnOthe Wbinpbsificn was AltBREMRdvR)pat BiRhENce

herein in its entirety.
mto hlgh 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 two 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 isotonicity agent, and

sucralose as both a sweetener and a taste-masking agent.



[1177] A sealed, dry, high barrier container can be | oaded with a powder
formazelastine or a salt thereof (e.g., azelastine HC) and optionally one
or nore awdi2nécossi2zacti ve agents, such as those descri bedThse@sng23sn t he
formof a blister and may conprise a flat dose bed or a forned cavity in
alum num foil or a nolded cavity in a polymer material, using a high
barrier seal foil against ingress of npisture, e.g. of alum numor a

conbi nati on of al um num and pol yner naterials. The seal ed, dry, high
barrier container may forma part of an inhaler device or it may forma
part of a seppratettemintended for insertion into an inhaler deyvice for
adm ni stration of ppﬁgﬁﬁﬁﬁ?ed doses [1178] The i nhal abl%e pharnaceutlca
formul ati ons pf the nmttat—conprise ot stst—essentially
of ) azel astine_or aA§§ H%Q%Ireo égg , azel astine HCI)O;pQ a SU|tabIe
steroid (e.g.| a safgpeiretloseooBIESHHOG0abl y formullated agogzel ast| ne:

steroid in raWﬂhf ranging fromabout 1:300 to about 50:4, and

nore suitably| from Disodlggn; GSBbout  40: 1. In exenpl QWOf or | mJI at i ons

whi ch cont ai n[azet T T reof \C.g., azetastine ||u; and a
. aélttljléx %A@ljéﬁoushtjgg . e Mﬁ

steroid sel ected from anong eso fluticason sone, jand
ci cl esoni de, [t MEbaved &fdﬁum&hb@}ﬁfeﬂﬁﬂmﬁdtéqjﬁpr Sd't theugef):steroid are
suitably in therange of about Q to _about 30: and nmore suitjably from
about 1:50 to| 20: 1‘F@¥V§¥ﬂ¢H@ Uﬁﬁalable fornulatlons 0068ﬁe pr?Jent
i nvention are espe L% tabte—for—the—treatren O arat I’y
(including alllergic ob ructive di seases of t1e uppgTi5 | owelr
respiratory tjract, Bd’iﬁhlﬂtdmlﬁﬂl @BlofiaB senEG oM NNG Obstruchlpys pul monary
di sease (CCPE}__and conplications_thereof such as|pul monary hyperlt ensi on,
as well as aIIergl6W§WHFH6ﬁe®PHB¢@n@&ih|n|t|s I n addthdhtoﬂh@%lnhalable
formul ati ons accordimg—to the present—tnventton—+ay—be—used—to—t+reat cystic
fibrosis and allergic alveolitis (Farner's Lung). [1180] The present
i nventi gre0d| so pr dvileeimgipibratingtieRbayposiion ms‘%fegaéndcwmk&géans
conpri sing (or consisting essentially of), a suitable

nto 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 0.14 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:



concentration to provide a therapeutically effective dose of azel astine, or
a pharmaceutically acceptable salt or ester thereof, and one or nore

phar macewocaddogs@ecept abl e carrier, stabilizer or exci pCcEnisSoosierse: n t he
azelastine is in a solution formand wherein at |east one of the
pharmaceutically acceptable carriers or excipients is sucral ose dissol ved
in the solution. Such inhalable spray_pharmaceutical conpositions when used
with a suitable device provide a fine spray of the conponents (i ncluding
active and non-active conponents) having an average particle size of about

1 nmto about %ﬁﬁ—ﬁgﬁh—hn#w%#e—sppaagphaumeeu&_wm_ganpasitions of the
present invention ca PeeGt nul ated for pul nonary ‘@el i very using, for

exanpl e, a suitabl'e ge¥i, &8 Ovd PRl Ele Sul tabty tt rount—of—azel astine in
such inhal abl e spray phar mace{ltrl cai) ceorrposi tli ons is a@about 0.1%|to about 10%
by wei ght and {he anByptonedllose29@), 0SB 4000 such i nha) 5ol e spray
phar maceut i cal reenpesitions—is—about 0.05%tlo about Q_15% by wei ght, though
ot her sui t abl e| anountdetafelpisediym; PyPpe det er|mi ned 8350 he ordinarily skilled
artisan.. dinfcal” TgdicRLI QRS [ 1181 The tgnposityans—provided by the

present invention are tfselfstjl In nmethods for [the tretagtorrent of aj|variety of

physi cal disorders iSorbitbh®dlatiGpa0%) OsPary |mamalgsgzncl udi ng humans) t hat
are predi sposefg—to—-or—suffering froma physilcal disarder that gmy be

del ayed, prevent ed, Bemzalkoiumn Uhlorige S804 ol dd by t®5admi ni stration of
azel astine or A phar{ReEP AL Y REGERabtesatt ‘Q@&?l@@ Rereof . Thus, in
QS

addi tional enbpdi nents, the invention provides ne treafing or
preventing such physical disorders, conprising admnistering an effective
anount ﬁ %re or re of the conpositions of the invention to an ani mal
(parti ctiZ0ly a nEAYRWING prepyationy the KomRAgitionavasi asepiically sfltwed) and or

suffering frqmsdahead REYSShisR! defl; rein. an aninal that is

"predi sposed toi) a ghygﬁtcaﬁlggidggérlﬁgéoqféh}gé% ﬁgtgg%tsﬁﬁgﬁ “QFH ﬁ%%ﬁﬁé&y does not

exhi bit a pl pelethylnefirapper tippimdsi kigh denysitytpoiFetiofledeifotdiiony chpr Thet t hat
droppers were designed for delivery of approximately 0.03 mL per drop. For

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 various 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
HCI).



is genetically, physiologically or otherwi se at risk for devel oping the

di sorder. In such situations, the conpositions of the present invention my
t hus be wedo@msgirgl actically as chenopreventive agent sPComssush4zdssor ders.
According to the invention, a manmal (preferably a human) that is

predi sposed to or suffering froma physical disorder may be treated by

adm nistering to the animal an effecti_gsg)_dose of one or nore of the
pharmaceutical conpositions of the present invention. Physical disorders
treatable with the conpositions and nethods of the present invention

i nclude any physical disorder that is characterized by allergic rhinitis,
vasonot or r hiMethodologyy/ or allergic conjunctivitis, inflammatory or

obst r uctj di sea t raQrsl: i I AV ... ILncl udi ng

ast hma allrllg@fghr oni c%%ggfs?{t?u?ﬁ e\‘l/'\geo %g{lﬁotﬁ%alg%{eg?%@i@%es%)l,g@%&c? R6¥pl i cati ons
t her eof such legiepul nonary hypertension, as well as allergic and

non- al | e[ig@ﬁ rhinitis, c;ist_i c fibrosis and allergic alveolitis (Farmer's
Lung), r i ons (AP ARALYES: i Raacvers) sergdnigto amixcshseieedshedll prd gens,
allergic ocul@oednt ldcBitel.o. G alidsid SHE! GGARLMACHK S gaR &N &
allergic conjunctivitis, giant papiliary conjunctivitls, verna

ker at oconj uncANOVA and Dwaicarp nteake satacation] atnc tonfidenc) lesaldof OFYst @siiig

dermatitis, ) .as.other related or simlar disorders. The conpositions
of the inventaﬁéﬁﬁér%ﬁ)él\gﬁl %&ful in treating or preventing the synptons of

such di qepgrs, andethb&sI6LY: MENdtd enANIRA AMBWitterfRY,| £lted DA NGNS
suffering fromor predisposed to such disorders. Dosing [1183] As noted
above, by t hecicgivedtasowell as obsayosi the dengtlrofrtingd thy Littermbséselastied en dimount  of
azel astine or %atphar maceutically acceptable salt or ester thereof (e.g.,
azel asti ne H(T:Pr), "and optionally, one or nore additional active agents such
as thosqi2igcri bedihsdletichs wab pRpadrwifi SEBLOAVier @ patient to provide
synptomatic relief froma variety of disorders, including allergic

rhi ni ti 41214 sonot Standardpelntionsa| [ ergi ¢ conjunctivitis, as well as the

various 3" 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 ng azelastine HCI 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 HC per two sprays)

[1220] (4) Astelin Nasal Spray Batch #03-33-0lc (four sprays) (azelastine
hydrochloride solution 0.1% w/v Investigational Formulation with sorbitol and

high concentration of sucralose, 137 pg azelastine HCI per two sprays).



di sorders disclosed throughout and known in the art. One of ordinary skil

w Il appreciate that the amount or concentration of azelastine (or salt or
ester theweah)s/isskudi ng azel asti ne hydrochl ori de) that pconsteososss2 " an
effective anount” of azel astine can be determ ned enpirically. Non-limting
exanpl es of effective anpunts of azelastine (or salt or ester thereof,

i ncluding azel astine hydrochloride) for. use in the pharnaceutical
conpositions of the present invention i'nclude those described in detai
herein. It also will be understood that, when adm nistered to a human
patient, the total daily usage of the conpositions of the present invention
w Il be decided or recommended by the attendi ng physician, pharnmacist or

ot her nedical pra t he scope of sound nedical judgnent.

[ 1184] The |ntran§§§Pk$gﬁéﬁﬁg%g%ﬁ% of this invention are nost effective
when proper product design is utilized. The preferred product design
includes a c i - Off i ned.wihi.n a delivery system
such as a bo?g? lkgggngdﬁ%gﬁahgxgaséﬁg Q%%Py%ggm?h@nﬁgrﬂﬁpﬁ?? nin a

m st of sprayordrigiiog)s to coat the nucosa of the nasal cavity upon

adm nistration. Preferred punps for use in such products of the invention
are netered nulti-dose punps; however, single unit-dose containers are also

accept alji221] o del Théy sairtye ﬁrhiesr 1325 féﬂﬁ?ﬂ@i/s @;hﬁh@atth@ﬁlo@%ltt%&s or ester
t hereof, including azel astine drochlorl he nasal cavity. The

sel ection of “ieapirsqosipy ey f@thtWGGIdééldraé‘d m@t@&wm@mwmd spr ay
tt { t h
D11 o0 0 1o ho LA 6 BB NG T 0 St

i n a packagedssippted swithima 30i gimuﬂmfmt ynqs@lyﬁtalhﬁ enecbaile | 6f pahdliet With a
screw cap, and are delivered by .ametered-dose spraﬁPpunp desi gned for

i ntranasal apPIFEREq Wm%re\?@ualn%ewﬁs oy 2 1003 bOLESa T tegléme. alhetnpsalvp3/ 140
18/ 415 or t halsy&ﬁfo;ﬂeags BRAGAR AR} @QLriBAPa %5@9@ 1%151 ¥ahfls Pharm
ﬂ nu? I ons gén be

Marly le Roi, France. I'n addition, eintr
provided in a unit dose form such as descrlbed

(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.



herein. [1185] The ocular formulations of this invention are al so nost
effecti ve when proper product design is utilized. The preferred product
desi gn i nwbrd@ssn2eonposition of the invention contai ne@Cmitsheos/os3del i very
system such as a bottle and a dropper, for ocular delivery of the

formul ation to coat the conjunctival sac of the eyes upon adm nistration.
Preferred packages for use in such products of the invention are

mul ti-dose; however, single unit-dose containers are also acceptable to
deliver the therapeutic dose of azelastine (or salt or ester thereof,

i ncluding az in hi.oride) to the eyes. In certain such
enmbodi nent s gp?t guﬁ%@%%?%ﬁﬁﬁ“FﬁBr dnposi tions can be effectively contained

in a package conprising a high density polyethylene bottle (HDPE) in vol une
capacit f.10 nL fjtted with | ow density pol yethyl ene dropper .and

secur edﬁa}tﬂ a HDIéf@“LLkélpt TP, W3 R tsi }Caﬁlﬁﬁ desal Aitter othem| #tei ons can
be provi ded Odndnétdial FIRSQER I eser | herei n. 1 Sui t abl e
conpositions of the pr esen? clanveHnlgllfg% %’:{%’gu@% %‘g%grfesﬁ.‘)\ia‘%noé%i%t . 125% or

about 0. 15% azwll distom®rt wamdeatihed 3. 0BV @i ihstcSansls ¢ 32088 d-Had bel ow
are non-lim |(g§ %gadifpl es of t cg)lr;rgosi tions of the present invention,
compri sing 0285%8 36 UG 8P sprays dylost eradlistsflsserired shisisampleeas naore $iveds 0. 3% of
hypr omel | osetlas 8ittdnl Age - Y 159 S I a et eni ng
and tast e- maski ng. agent ,_Iﬂggd/%&%f{%%&cﬁ%lﬁ%@bﬁﬁgsag&?ag?@ﬁagﬁl P@%f | avori ng
agent. Suit aBY%”ﬂg%harb'obtﬁ@@BQSi Both sweetadndditenfaise dospared withie aaddi ti onal
active agentgou?ruch as those described herein at the various concentrations
and anounts descri bed herein. These conpositions are welltol erated despite
the intense bitterness contributed by the presence of azel astine

Sympt omat | ¢ 121 SR e ledFgRBSR i t1 5. vasomotor rhinitis, orallergic
conjunctivitis, while significantly inproving patient acceptability and
conpl i afﬁ?S] This sample exhibited the least bitterness. 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 03-33-01¢ 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-Olc four sprays as their first
choice with four indicating it would be their second choice. Again, they

preferred the sweet flavor that masked the bitterness and they felt it was

effective.



Treatment of Snoring [1187] The present invention also provides a nethod
for treating snoring that in sone cases elimnates snoring entirely, and in
ot her caswe w@tises the intensity and frequency of snor iPog/UST#S/ 08136t NENt
conprises adm nistering a prescribed dosage in one or nore doses per day of
azel astine or a physiologically acceptable salt thereof along with a

t ast e- maski ng agent. The azel asti ne i§5§gitably topically applied to the
nasal passage, generally in the forn1o% a nasal spray or in other delivery
forns described herein. Azelastine is admnistered in an anount effective

to inhi m’ztezsznori ng. and y be adm ni stered once or nore than once a day. In
a suita mbodi mehte heleyeranedsfechose 4326 twel sprays s rtheir Frst shoice, bedt i ne.
Publ i shed | ntgigid QivakinPat &N sABR LEALd : 6 he (di scl osure
of which is incorpora;éﬁgby re?erenggﬁﬁéggF%QPgwﬁtggén iégg%%gﬁﬁggcribes
conposi t i ons peaferrerka blight bitierness. Sanmentestivhed ter dffegtivhmks 68owobgraysed in the
practic t he present .invent | 1188] In one enbodi nent, the present

i nvent i Elr%%p)} ovi qei\?oap%’fegﬁ? faé‘ﬂﬁ‘#wgg%q g’b‘Fé?‘JéﬁPé&gglré"é*tlﬂhP@ﬁ-_ @%e pangligdst i ne or
one or more hoseliBasiR bvohd chloice Bkahfode ARt Adelike (I QDG el g O Mor e

t ast e- maski ng agents and optionally one or nore additional active agents
such as those described herein, which can be used in the form of drops,

oi nt ment s, creanstk%p*so i nsuffl atabl e powders or, in a suitable

enbodi ment, in the 8‘W¥8§ a spray (preferably a nasal spray). The spray
can be {i@30pd by (e pimeliad récozBiP¥e the CRhmERIAYFSHHARRR M%A@g@r a punp
vaporizer. In addition, it is also possible to use conpressed s aerosol s.
For exanple,1@@@ﬁ?“€8”3¥%ﬁ”b¢5%@%lastine base can be rel eased per individual
actuati gnpsq] 1189] c ' u di ts, the.fornulations. of the

pr esentﬁl nvienti ondfs i;h E‘g{)aaglpgasér ggtslgn ?es r%g??nlbdl}%%%?g%éca&h?é ‘B&Qn%‘fge

t ast e- maski nbitlegent snd e discomioe . f | avori ng agents, and/or one or nore

sweet enj ents, or_a
[1'292]39 The 03-33-01c 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.



conbi nati on of such agents. Non-limting exanples of such substancesincl ude
t hose descri bed herein. For exanple, sucralose is especially effective as a
sweet eni nyoanah/asske- maski ng agent in the conpositions @®CTiuseoosnesent
invention for use in treatnment of snoring, particularly when used at
concentrations of fromabout 0.001%to about 1% suitably at concentrations
of from about 0.01%to about 0.5% andgpore suitably at concentrations of
from about 0.02%to about 0.2% and noSt suitably from about 0.05%to about
0.15% of the total composition. [1190] Sol vents which may be used for such

formul ations 'nclk%flbg, gut are.nat limted to, water, saturated aliphatic
nmono and pol §o&MEH7 % al EEFENEatiye fise QsntatiSelvtion oy Weit Desons (for exanpl e
et hanol . | sopropanol, 1,2-propylene glycol, glycerine), liquid polyglycols

(rol ecul ar weight 200 to 600). The solvent used is suitably water or
m xt ur eB28f] wat er Onetenempley cpmpesitibo graddddy bpahe prabheinseitioants a( f or

exanpl e thosg neniioned above). Suitably the apount of the |atter sol vent
in the aqueoggﬁgﬁi%? i OEﬂ‘gla 183 ﬁ%‘%ﬂ%@é&fai%% hydraehlopde PrEpared psiggch
sol utions or hjmbmeliedel ans tﬁik!kérﬁép|aﬁd%§&a%@9taﬁﬂ%9ﬁt§§]ﬁ5§/ Q.tthéfg-qua?]%}gx%l .

stabilizers, as well as other excipients disclose erein.

exci pi ent s i pEIhidhe fangeegisied belvhy| ene di ami ne tetra-acetic acid
(eidetic acid) and their alkali salts (for exanple dialkali salts such as
di sodiumsalt, calciumsalt, calciumsodiumsalt), |ower alkyl

p- hydr oxybenzqat es, Taptddiéiexi di ne (for exanple Tgp The formof] the acetate
or gluconate),phenyl nercury bhaorate. Furthernore, it is possijble, for

exanpl e, to uge sodijﬁsﬁﬁas'(ilzeﬂfyﬂlgﬂlch]@jﬁd@uri thi 9)- berz@d@0elfenerally known as

"t hinmerosal " whittr b re t—n—an—arpunrt—ef—0-001-to0 0.095, preferably
from 0. 005 to0.02, F°‘§§1°$§P§U%F§f@??mi ght/v&3i¥We in 1iquild

fornul ations, |ot her Wdeta®isgium\eIght ). G her Suif@l € preservati ves are:
phar maceut i calfy—useful quaternary ammoni um conpounds, for exgnple

cet yl pyri di ni um chl Gorwe Citeste, 4680 Dibydratet hyl 0068

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

density 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 concemns 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.



ammoni um brom de, generally known as "cetrimde," benzyldi nethyl-[2- [2-
[p-(1,1,3,3-tetranmet hyl -butyl)] phenoxy] ethoxy]-amoni um chl ori de,

gener al | ywhrrosansse2" benzet honi um chl ori de" and nyri styl PCTaiSc@siond3am

chl oride. Each of these conpounds nay be used in a concentration of 0.002
t00. 05, for exanple 0.02% (wei ght/volume in liquid fornul ati ons, otherw se
wei ght/wei ght). Preferred preservati veganmong the quaternary ammoni um
conpounds are al kyl benzyl di methyl anmoni um chl oride and m xtures thereof,
for exanple the conpounds general |y known as "benzal koni um chl oride."

[ 1192] Such fq it invention for treatnent of snoring
(sol utions, SLspenS|IB§'éedé‘§ltwel | as oi I y sol utiong or Slfé»pen5| ons,
oi ntments, enmyl'sion Usage aerosqgts)—c 1 about
0.0005 to aboyt 2, %%ZSPS?%%?W%%%%{M% 007 to abodt 1. SOSBIEE 0]003 to
about 0. 5% (wei ght/ \Sedrgidt ) qfludzeb@st | Nnhopiasdhed to the free azél asti ne
base) . Shoul d |azel agétdngetReonE €S BBbxAS alo?éﬂrédno’ire anmoundis29houl d be

recal cul ated as necg§§@5ﬂldgoorghgﬁcﬁlg|@ gount s of azel astine, in thfe free
acid form shoyn abo | wders,—the—concentyat+ono

azel asti ne base qen\gggf‘f@el?dsggﬁg upsg48g‘g5 to aboyt 2 pg)rict}é)nt by wei ght
relative to the sol BderDisedivgijlspances. [1193] [In the gmse of s$ol utions,
t he dosage pern postril_is for PY:—\I‘Y‘I’ﬂF\ 001 to 0.2 rﬂ in parti‘ular 0. 05

to 0.15 nl. Sych a §8§%@é7@%9USE be appl i ed once |to sedetd times,

[ 110

preferably 1 o 5 [Isggﬁfr{]é{tfa)fewp e atso—hourt+y) 0 1941—Sti t abl e
i S are h% i

aci d conponents for aze I né safl for exanple, rophiljc acids
(HA, HBr), sulfurisuaaiode, phosphoric acids), niffric agidy 19rgan|fc nmono-,
di-or tricarboxylic_acids of _ali phatic__alicyclic, aromatic or heterocyclic

or gani ¢ aci ds (enboﬁeézaéﬂéqlﬂum&hl@m@@% dolutiansMFilc aci @)OZSaI i phati ¢ and
aromati c sul fonic a anphorsutfortec—=a '] It is
al so suitable|to adg%g%f%deﬁrﬂed (%g:%egc%zéi such as ci|tric Q:$tfl’sli9g

hydr ogensul phate borate buffer, phosphates (sodium hydr ogenorthophosphate,

[1237] 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 8: Azelastine Hydrochloride Nasal Solution Comprising
Leukotriene Antagonist

[1238] One exemplary composition of the invention is a nasal spray
formulation containing azelastine hydrochloride prepared using hypromellose
as a thickener, a leukotriene antagonist, and sucralose as both a sweetener and

a taste-masking agent.



di sodi umhydr ogenphosphate), tronethanol or equival ent conventional buffers
in order, for exanple, to adjust the fornulation to a pH value of 6 to 7.5,
pr ef er ablwo®o&/i5802Z. 1. [ 1196] I n one enbodi ment, snori n@Crasteosassd2 by use
of a 0.1% or a 0.15% aqueous sol ution of azel astine hydrochl oride, suitably
as a nasal spray. The spray is netered to deliver about 137 ng of
azel asti ne hydrochl ori de (equival ent t?6125 ng of azel astine base).[1197]
In addition to azel astine, the conpositions useful for treating snoring can
al so optionally contain one or nore additional active agents such as those
descri bed her etn—tn—addition—the conpositions for treating snoring can
al so further conpr|§@g6ﬁbﬂﬁbre sedatives or sl eepi ng aiYs to hel p assi st
the user in farting sedatives—at | ude, but
§§$£§on| %ﬁﬁﬁhﬁ 'Q),

are not limted to, ace?yl 5- met hoxytrypta a el atonin
agoni st, GABA (gammt | er antihisjammes (for

exanpl e, benoc_t_e_n__an t?\f%g?%é}dn?st%@oﬁ?e%c% epines (for exanple,
m dazol am di azepan)Hymplézlé%ﬁeﬂégo U}Sﬂi’e‘l‘ﬁﬁ)@ar b| turat es, dih¥hhydr ai nes or
met hi azol es. Qtter ee ds—netude—phant—extraets—sueh as:

Val eri ana off|C|naIﬁ§khﬁ gﬁg Mﬁﬁbustlfolla Hunul us q | us, passiflora
i ncarnate, Ccijmum bawibitdd g, Nypdost achysj at amansi, HypgfadgEum peiqf orat um
Corydal i s cava,—Daliva mltiorrhiza Cyperi pedi um pubescens, Cymnopogon

fl exuosus, Melli ssa SPofiven Ratrate, U Mihydati dymi a, |G truD.G6& antii| Psicidia

pi sci oul a, anC“rheﬂgﬂm?—igiﬁ?ﬂ—ﬁ%—ww.. be—teatdi-hy—apparent—to—one of
ordinary skilll in thélcragfs t arts that other sditabl &8di’ications and
adaptations tag the mhbarsnianCRcRd SR, ISSNEIMERET|I DET hggs N nay | be nade
wi t hout departing fraomthe scope of the invenfion or any enbodlnpnt

thereof. It ig to béV@nﬁBwsﬁ@bqumauzmhlle t he inventi dhShwsld®eeh descri bed
i n conjunctiomwththedetatteddesecription—thereot—theforegoing
description is intended to illustrate and not limt the

[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:  Azelastine Hydrochloride Nasal Solution Comprising
Decongestant

[1240] 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-

masking agent.



scope of the invention, which is defined by the scope of the appended
clainms. Other aspects, advantages, and nodifications are wthin the scope
of the clwDreo6/disn2eng now descri bed t he present inventi eaTius2esaisb? t he
same will be nore clearly understood by reference to the foll ow ng

exanpl es, which are included herewith for purposes of illustration only and
are not |ntended to be limting of thegnventlon EXAMPLES Exanple 1:

Azel asti ne Hydrochl ori de Nasal Sol ution [1199] I n one exenpl ary conposition
of the invention, a nasal spray formulation containing azel astine

hydr ochl ori de | |l ose as a thickener sorbitol as
an i sotonicity agentlng’ﬁﬁiil%etener and sucral ose as bd¥h a sweelener and a
t ast e- maski ng [agent A preparatior, the—¢tomasit+on was
filtered, and|was Dal%zfgaéggéHg lﬁ densi ty pol yet hyl e%géggﬁ) es fitted
with a screw ¢ap andecongsstasi ng (ﬁse\dﬂaepﬂéﬁﬂﬁ@d ange Spr?-t‘?’ ? esigned for
i ntranasal appli cat iphenyléphainyol ume of about 0. 14 ]0 ﬂm use, one
or two sprays|were fH;@S'r oNOSTTT I WO t77 er—day, or as
prescri bed. Exanpl %zhgﬁcgé??%degﬁg%?gchl ori de Nasal Q:m’. on [[L201] In
anot her exenpllary c@dptalesodlumgbI\SPded by the present igpsention,|a nasal
spray f or mul at-ron—eant al A (y \_,. asti-ne h\/rlr ochlaori de was prepar d usi ng
hypronel | ose as a t Zp °a];:l§ sucr al ose and ment hol és4Q0aste nmaski ng
agents: [1202] |FolT O\goagmpcﬁﬁpe eJ £, CONpPOUST {7 oM WS ttered, and was
packaged into|high density polyethyl ene Bottles fitted V\ndth a screw cap and

conprising a VP3 nemtledaluosecrsmsay\l]i)urrp desi gned for iont-papasa
appl | Catl on | & ‘VU Hre UI ahnant 0 14 I‘ﬁ (\/Ql nl S Eor use, ane _or two

sprays were afimi ni sBSPEdkRSDlprs30% SobuieniNigs per OB, or as
i bed. E | ' —Sekut+an-H1203] |
prescri be kanp ewﬁateﬁilﬁ{_ffééfokp%m Tirochtoride—Nasa ﬁ%‘&?a{yb%l ] In

anot her exenplLary conposition of the I nvention, & nasa

[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 ml (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 Comprising
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.



formul ati on containing azel asti ne hydrochl ori de was prepared using
hypronel | ose as a thickener, sodiumchloride as an isotonicity agent, and
sucr al osewaoaiskn2a sweet ener and a taste-nmaski ng agent pPLTAB4dosBeisboW ng
preparation, the conposition was filtered, and was packaged into high
density pol yethylene bottles fitted with a screw cap and conprising a VP3
net er ed- dose spray punp designed for jﬂ%[anasal application in a vol unme of
about 0.14 m (Valois). For use, one of two sprays were adm nistered to
each nostril about two tines per day, or as prescribed. Exanple 4:

Azel asti ne HycFLr—eehJ—eFFd%quLar Solution [1205] |n another exenplary

conposi tion provi deéng'gﬁdi‘ﬁé present invention, an ocul & fornul ation
cont ai ni ng azelasti Tyl bk o de vas preparedustig—Hypro rel--0se as a
t hi ckener, sorbitolqggﬂgﬁ&$§ @%E%@ﬁgé agent, and sucraﬁk@%d;gfa
t ast e- maski ng|agent NSWID6] Fqliihpeéfes, pr epidlalehad)| the c({c;lr’rg(gﬁl tiop was
aseptically fil teredcecmgqawngﬁ@,g@@ed i nto highjldensity yet hyl ene
bottles fitted wt hH}%W)n‘P&R)%é WO(?BB?%%}EW ene droppet tidéﬁ)galld a—i gh

e

density pol yethyl ene "protective dap. e droppers were i gned for
del ivery of approxi idteeteyDiSod8myiUSper drop. For use, omeysdrop was instilled

into each aff-ze(—ed—gyg;t—ﬁn—%e—a—day—,—gﬁ_as_px_ecrri bed. Exanple 5:| Sensory
Descriptive Bftterne8Pphd%: WRBI ysis of Astelin|Nasal 6g%0ay [1207] To
determ ne ef f ecTT VEREIR A ARSI Iﬁgﬁﬁl T nproving thetaste; of
Astelin(r) Nagsal Spray, a %enéEE%gev Jg i on of ariougiﬁgrnulat ons was
conducted. Tepting WasionAlyr Secalowé, NFa a random zed, doubh.esDblind,
pl acebocont r oj-+ed—tial—to—evaluate conparability between the currently
FDA- appr oved AsteliE%Pymﬂﬁ§ﬁﬂcéﬁﬁavfﬁﬁﬁgﬁWB@%dﬁFand vaildfs sweef ened
azel astine hydrochl of i 0% IaSg FornmutatTons—The phiectiye of the
study was to determne if gi%g\%g%gﬁ%%fdfornul ation of a%ﬁ%?f’%
hydrochl ori de (containing 137 ng azelastine HCO ), that includes 0.15%

sucral o a taste masking agent, is equivalent in efficacy and safety to
the cur fléﬂ?]f y apgf ng 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 11: Azelastine Hydrochloride Nasal Solution Comprising
Steroid and Decongestant

[1244] One exemplary composition of the invention is a nasal spray
formulation containing azelastine hydrochloride prepared using hypromellose
as a thickener, a steroid, a decongestant, and sucralose as both a sweetener and

a taste-masking agent.



formul ation of Astelin(r) Nasal Spray (also containing 137 ng of azelastine
HC ). Met hodol ogy: [1208] Panelists: Twelve highly trai ned descriptive

panel i st swbadodnss@2panel |eader. [1209] Data Anal ysis: PBeraSsesedmsniered
into an Excel spreadsheet and proofed for accuracy. An anal ysis was
conducted with the data using ANOVA and Duncan neans separation at a
confidence | evel of 95% using SPSS 13. ]g for Wndows. [1210] Methodol ogy:
Panel i sts neasured the bitterness, not d-ot her flavors perceived as well as
observed the length of tine the bitterness lasted in the throat. [1211] Al
solutions were prepared with MI1li-Q Water [1212] Standard Sol utijons [1213]
0. 05% caf f ei ne, b| ttlégreﬂle[ﬂ1214] 0. 08% caf fei ne, hitter % [1215] 0.11%

ad

caf f ei ne, bi t tret sanpres—were—coded—y hr ee- di gl t
nunbers. Panelli sts s?\gglrégt&lés%?‘r% %108?1 bal | ots i ndijvi dualor[gvf Eég% bs wer e
eval uated by panel | StegoidS! NgflatidaRoR)! ntmloﬁ{egdg%gy scale divided {nto 0.1

poi nt increments w gk AREshd CBLILRS, nol0 Labl e ef foegt2.8nd 15
i ndi cating anjext reﬁﬁddoﬁhg%}%ﬁgifﬁ%m@” uct dent i ficati g?mL121_7] (D

ASt 6| N I\lasal P dl.b T+ 1L OZ0 \Cll_ —astt+ne h aro€ Orl de, 137

ng azel astine C?n stan 2y S @‘ﬁ.@f“ﬁf% .| in NAslal. OSpr ay| Bat ch

#1326 (four sj ine hydrochloride 137 ng azel astine HO per

two sprays) [1219 romaqlioss 90 TP 499@ ay Batch #03-38-100 ¢ (twpb sprays)
prays) |[ ] 03-35-00 c_ _

(azel astine h g;g‘:hbﬁ&h{%‘bﬁé’dlﬂh{, PRp0- T wv—investigat g Form | ation

with sorbitol

Sorbitol 70%, USP 6.400

Sodium Citrate, USP, Dihydrate 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 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 12: Azelastine Hydrochloride Nasal Solution Comprising
Steroid and Leukotriene 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.



hi gh concentrati on of sucral ose,
[1220] (4) Astelin Nasal ( .
hydr ochl owodeosssBazei on 0. 1% w/ v | nvesti gati onal
and high concentration of sucral ose, _
sprays).Results and D scussion (A) Comerci al

137 nmy azelastine HO per two sprays)
Spray Batch #03-33-01c (four sprays) (azelastine
For mul atrcensesosinssez bi t ol
137 ng azel astine HCO per two

Formul ati on (standard
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[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 ml1 (Valois).

For use, one or two sprays can be administered to each nostril two times per

day, or as prescribed.

[1248]

The present invention has been described with reference to certain

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 and 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 application was specifically and individually indicated to be

incorporated by reference.



and 03-33-A c two sprays. Mst panelists described this sanple as nore
sweet than bitter. As they experienced drainage, the sweet flavor
i nt ensi f iw0 2006815802di Ng any bitterness. Both sweet and biPCTAS2005A¥136%
di ssipated within an hour. (E) Sanple 03-33-01c two sprays [1225] This
sanpl e exhibited the | east bitterness. Al though the panelists noted a
slight sweetness in this sanple, it wag,;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 disconfort was described as m|d. Mst
i ndi cated no_bj r taste after 30 m nutes. The bitterness faded
faster than yﬁé&%mﬁﬁ wth Sanple 1326 two sprays, sone panelists
guestioned the effectiveness of two sprays versus four. Panelists'
Preferences [1226] O the four test sanples, 4 of 11 panelists ranked
03-33-Ac two sprays ad tgheimackiticl eimpasgionFoemppsing| dzstastinanted it as
their second choice. They |iked the slight sweetness that masked the
bitterness; bawawesuticallyeetadptabidsaiues tita@nthekef, ek donberBpitiay N aBow as
effective as four. [1227] Four of el even panelists chose 03-33-Ac four
sprays as theigpséid rist I €80tk h indi [N o BN Vﬁfe\hﬁ ; ir second
choi ce. Agai g]%gé}e;}ép?@‘@r?gé tthye“fs é’t a?lgag%{ o?h%ff)}emskeda%ﬁg&%?tter ness
and they felt it s ef.fective..[1228] Thr | ev | St ose 1326
fwo sprays: acotoREPsras o Rt Phortil Teltuioh SR ARRK el o ce.
Some did not like the sweetness, and preferred a slight bitterness. Sone
quest i oned t AEFSBRP ?qr’(}%rﬁé%sexﬁ)‘f’lefl‘bﬁ)‘s§‘ﬁﬁ%¥9‘§9asgﬁé‘§fnt ARATS; et BSteanked 1326
four sprays as their first choice. One panelist chose it _as her second
choi ce becausésaithazelpsiinaor sali weestenhesopfesuch Bt e gensgtipn oCahtitentissns [ 1230]
The panelists recogni zed the Conmmercial Fornul ati on and sanpl e

by a patient caused by administration of said pharmaceutical composition to

said patient is reduced or eliminated.

2. The pharmaceutical composition of claim 1, wherein said

composition comprises azelastine hydrochloride.

3. The pharmaceutical composition of claim 1, wherein said taste-
masking agent is selected from the group consisting of sucralose, sucrose,
saccharin or a salt thereof, fructose, dextrose, corn 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.

4. The pharmaceutical composition of claim 3, wherein said taste-

masking agent is sucralose.



1326 four sprays as the sane. [1231] Using two sprays of sanple 1326 hel ped
significantly with the bitterness and nasal disconfort . [1232] The

03- 33- 01 woxampise2were significantly | ess bitter and gace/use@s/ omssal

di sconfort than the Commercial Fornulation. [1233] The 03-33-01 c sanples
were equally preferred due to the maski ng. sweet ness. Exanpl e 6: Preservative
Free Ccular Solution for Unit Dose [1334] One exenplary conposition

provi ded by the present invention, is a |iquid dosage fornul ation
cont ai ni ng azel astine hydrochloride prepared using hypronel | ose as a

t hi ckener and sucral os ment hol as a tast maski ng, agent t he ranges
provi ded bel ow. [2235] %h%P VARG SHepRIRRASIHOR, © tCI]faéms%fl ‘glil %ugraFQSFt ered, and
packaged into high density pol yethyl ene containers. An approximte unit
dose vol ume 6fpragemitin Ga@iscampasiion aii a cpmcepirgtiandof frophebewrl-8lfertowhi ch has
a capacity of about 1 nL. The use of a single unit-dose container

el i m nat es tdwucotwc@v/mp of contam nation and provi des the conveni ence of
portability. Exanple 7: Azel astine Hydrochl oride Nasal Sol ution Conpri sing
Steroid [1236] One exenplary conposition of the invention is a nasal spray
formul ati on contai ni ng azel asti ne hydrochl ori de prepared using hypronellose

?Zs?et Pr;gisﬂgraggntst Frl%g]ph%qﬁ%gmﬁ%gl pr ﬁgﬁlgplg)gor? 4 %oﬁﬂ‘f%on | s packaged
into high denS| poI Iene ottles.fitted wt
conpri sing &% ’i? 4B Sejst SUmBRSHHiOHE Fg‘f?é‘ﬁe’!ﬁ??lof“n?fgﬁ ouglppl i cation
of about 0.14 ni VaI oi sé/ For use, one or two sprays can be adm ni stered

(1]

p

to each nostQpi%ttﬂ@bPiltr% er day, or as prescribed. Exanple S: Azel astine
Hydrochl ori de Nasal Sol ution Conprising

7. The pharmaceutical composition of claim 6, wherein said
sucralose is present in said composition at a concentration of from about

0.02% to about 0.2%.

8. The pharmaceutical composition of claim 7, wherein said
sucralose is present in said composition at a concentration of from about

0.05% to about 0.15%.

9. The pharmaceutical composition of claim 4, further comprising

one or more additional taste-masking agents.

10.  The pharmaceutical composition of claim 9, wherein said

additional taste-masking agent is menthol.



Leukotri ene Antagoni st [1238] One exenplary conposition of the invention is
a nasal spray fornul ation containing azel asti ne hydrochl ori de prepared

usi ng hypwvormédmse2as a t hi ckener, a | eukotriene ant agoRCItus2@sa4:6zr al ose
as both a sweetener and a taste-nmasking agent.[1239] Foll ow ng preparation,
the solution is packaged into high density polyethylene bottles fitted with
a screw cap and conprising a VP3 netergddose spray punp designed for

i ntranasal application of about 0.14 (Vval oi s). For use, one or two
sprays can be adm nistered to each nostril two tines per day, or as

prescri bed. Exanpl.e 9: el astine rochl or.i de al Sol ution Conprising
Decongest ant [124d§‘CnQ%éx@%BFQ??HE%ﬂﬁﬂ@P?$BﬁHd? £ 8niﬁv@’ fegh P a nasal
spray formul ati on contajning azel asti ne hydrochl oride prepared using

hypr onel | ose ca@Pgsitipn sdamaiated fordaarpsaiadntinisipiiprs ucr al ose as both a

sweet ener and a tastemasking agent.[1241] Follow ng preparation, the
solution is packaged into high density pol yethylene bottles fitted with a
screw cap and conprising a VP3 netereddose spray punp designed for

i ntranasal applicapj onTog hedhitit4l Bbmposiot OF clalh USheRRE sQid t WO
sprays can be adm ni stered to each nostril two tinmes per day, or as

prescri bed. BsaRBliforl & foAtahRd B itui digsilaside Nasal Sol ution Conprising
NSAI D [ 1242] One exenpl ary conposition o e Invention is a nasal spray
formul ati on contai ni ng azel asti ne hydrochl ori de prepared using hypronel | ose
as a thickener, an NSAI D, and sucral ose as both a sweetener and a

t ast emaski ng agent,[1243] Fol |l owi ng preparation, the solution is packaged
into high density pol ngﬁyﬂhélﬁéa‘f%‘flﬂle%omﬁqsﬂ@é i d&r siereip saidd
conprising a VP3 netereddose spray punp designed for intranasal application
of about 0. 180mpogieil edmprises at least one viscosity-increasing agent that reduces or

71

prevents postnasal drip of said composition into the pharynx upon intranasal

administration of said composition.

14.  The pharmaceutical composition of claim 13, wherein said
viscosity-increasing agent is selected from the group consisting of a
polyvinylpyrrolidone, a cellulose derivative, carrageenan, guar gum, an
alginate, a carbomer, a polyethylene glyc.ol, a polyvinyl alcohol and xanthan

gum.

15.  The pharmaceutical composition of claim 14, wherein said
cellulose derivative is selected from the group consisting of hydroxyethyl

cellulose, carboxymethyl cellulose and hypromellose.

16.  The pharmaceutical composition of claim 15, wherein said

viscosity-increasing agent is hypromellose.



For use, one or two sprays can be adm nistered to each nostril two tines
per day, or as prescribed. Exanple 11: Azel astine Hydrochl ori de Nasal

Sol ut i on Worzped/isgarg St er oi d and Decongestant [ 1244] OnePeXAIspO0&any2362
conposition of the invention is a nasal spray formnulation containing

azel asti ne hydrochl ori de prepared using hypronell ose as a thickener, a
steroid, a decongestant, and sucral osg;as both a sweetener and a

t ast e- maski ng agent.[1245] Foll ow ng preparation, the conposition is
packaged into high density pol yethyl ene bottles fitted with a screw cap and
conprising a VP3 netereddose spray punp designed for intranasal application
of about 0.14 m (Valois). For use, one or two sprays can be adm ni stered
to each nostril two tines per day, or as prescribed. Exanple 12: Azel astine
Hydr ochl ori de Nasal7- Sollhei phermsagiticsli pemspsion dfaglain d@k otherenesaitht agoni st

[ 1246] One exenplary conposition of the invention is a nasal spray

f ormul ati on doyptamnaliong inbgpastdliose B DSH 400@ et prepacmctiosiofgaboypr onel | ose
as a thickener, steroid, a | eukotriene antagonist, and sucral ose as both a
sweet ener and).@s% ashubiesk pgivagent . [ 1247] Fol | owi ng preparation, the

sol ution was packaged into high density polyethylene bottles fitted with a
screw cap and conprising a VP3 netereddose spray punp designed for

i ntranasal application of about 0.14 m (Valois). For use, one or two

sprays can be admni stered to each nostril .two tines r day, or.as
prescri bed. [1248f%Theq%FeB%ﬁ?mFﬂ§% FYRPHALOTH & dgggbgﬁiBﬂH%V?t$P ef erence
to certain enbodi nents thereof. However, the scope of the invention is not
limted to tfETPRBHAN FRNPEsHEeddpasherp viscasitymipreasieglagaph theb reduses o di nary
skill in the relevant arts will readily appreciate that other enbodi nents
and exanpl es peeneniseposinasal idspdofnvsaich campasepay intm thef plomyrtxhepecioprenashl t he
present invention. All

administration of said composition.

19.  The pharmaceutical composition of claim 18, wherein said
viscosity-increasing agent is selected from the group consisting of a
polyvinylpyrrolidone, a cellulose derivative, carrageenan, guar gum, an
alginate, a carbomer, a polyethylene glycol, a polyvinyl alcohol and xanthan

gum.

20.  The pharmaceutical composition of claim 19, wherein said
cellulose derivative is selected from the group consisting of hydroxyethyl

cellulose, carboxymethyl cellulose and hypromellose.

21.  The pharmaceutical composition of claim 20, wherein said

viscosity-increasing agent is hypromellose.



such variations are considered to be part of, and therefore enconpassed by,
the present invention. [1249] Al publications, patents and patent
appl i cat iwo=omsassizoned or referenced in this specificatipom/ise@sionzdszati ve
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 sane
extent as if each individual publicatiof, patent or patent application was
specifically and individually indicated to be incorporated by
ref erence. WHATI S CLAI MED I'S: 1. A pharnaceutical conposition conprising
azel astine, or a eut caII ac 8tab|e salt .or ester thereof at a
concentration of out ‘?)@ %"taﬁ ﬁtc ‘?SIPB%IBE/ %?@m andhse #d nmor e
phar maceutical |y accept able carriers or exci 8I ents, wherein at |east one of
sai d phar macdbpreaglioge de depraasllose aP0G ISP 4P @t iaptesnengration oft ghoue- maski ng
agent that masks the taste of said azelastine or salt or ester thereof such
t hat t he sensa®i%io atfoud OLHi% (wfv)t aste by a patient caused by adm nistration
of said pharnaceutical conposition to said patient is reduced or
elimnated. 2. The pharnaceutical conposition of claim1, wherein said
conposition conpri ses azeI astine hydrochloride. 3. The pharnmaceuti cal
conposi tion of cla H@Jﬁ{ e sel ected from
t he group consi stl ng of s caﬁ?gcggﬁéagﬁéﬁlﬁgﬁﬂgéég%ﬁ?hﬁrgpe&o At her eof
fruct ose, dextrose t cesul fame-K, x sorbltol,
erythritol, amyoniiie S‘fié}gﬁi{?l pﬁ’ﬁ e}g‘g%ﬂ‘rgf’tnnt%e rge‘B’tpa‘??é‘mﬁ‘é%tH? PR |
ment hol , eucal ypt us 0|I canphor, a natural flavoring agent, an artificial
flavoring agehtmoErg V@B‘ﬁ‘bPﬂ%tPT B9 PIFEPIAIiVes4 oner A Mok Fiebidiaetsi erg or
conposition of claim 3, wherein said tastemaski ng agent is sucral ose.5. The
phar maceut i canorednﬁblbdltwmpr@ﬁng:t@nm dne wheroed isosuiuityl ageats| sndomsent in said
conposition at a concentration of from about 0.001%to

more buffers.

24. 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 msomol/kg; and

QS water.



about 1% (wv). 6. The pharnmaceutical conpositions of claim5, wherein said
sucralose is present in said conposition at a concentration of from about
0.01% t o wbawa6/38@% 7. The pharnaceutical conposition eCTalsasosiog3scnher ein
said sucralose is present in said conposition at a concentration of from
about 0.02%to about 0.2% 8. The pharmaceutical conposition of claim?7,
wherein said sucralose is present in sgd conposition at a concentration of
from about 0.05%to about 0.15% 9. The pharmaceutical conposition of claim
4, further conprising one or nore additional taste-masking agents. 10. The
pharmaceutical conpositjion of claim9, wherein said additional .
t ast e- maski ng age%' is nPW?ﬁ%FIC%BOIBH%WbQEﬁ@% ggoméqllﬂiséﬁi of claim
1, wherein said conposition is formulated for intranasal adm nistration.
12. The phar FEBRO%HERH (CoOBpRIBesiaclagHn® hydroghleride aptseewicantsation efofrposi tion is
formul ated for ocular adm nistration. 13. The pharmaceutical conposition of
claim 11, whebeitd).G¥hb tb ewp046¥i (ivkonpri ses at | east one
vi scosity-increasing agent that reduces or prevents postnasal drip of said
conposition into the pharynx upon intranasal adm nistration of said
conposition. 14. The pharnmaceutical conposition of claim13, wherein said
vi scosi ty- i ner eashg aget 2 aEhBENCHLLEAMANG: AP 28 OUFcRH N0l 2

u ge€man, guar ¢

pol yvi nyl pyrrol i done, a ce ose derivative, carra um an
al ginate, a carbao a.pol v.et hyl en | ycol, a pol yvinyl alcohol and
xant han gum P& Sgﬁlélepﬁ%@ﬂﬁflé«%h#f%eﬁff%nposi tion of claim14, wherein said

27.  The pharmaceutical composition of claim 26, wherein said
hypromellose is present in said composition at a concentration sufficient to
provide a viscosity of said solution of from about 2 centipoise to about 300

centipoise.

28.  The pharmaceutical composition of claim 27, wherein said
hypromellose is present in said composition at a concentration of from about

0.1% to about 0.3% (w/v).

29.  The pharmaceutical composition of claim 24, wherein said
composition comprises sucralose at a concentration of from about 0.05% to

about 0.15% (w/v).

30. The pharmaceutical composition of claim 24, further
comprising menthol at a concentration of from about 0.01% to about

1% (w/v).



cellul ose derivative is selected fromthe group consisting of hydroxyethyl
cel l ul ose, carboxynethyl cellul ose and hypronellose. 16. The pharmaceuti cal
conposi t iwo 2006/58@2m 15, wherein said viscosity-increasiPol/Usg@sndi3s2
hypronel | ose. 17. The pharmaceutical conposition of claim 16, wherein said
hypronel | ose is hypronel | ose 2900 USP 4000 at a concentration of about
0.05%to about 0.5% (wv). 18. The ph_a{6|:,rqceuti cal conposition of claim 12,
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 nistration of said conposition. 19. The
phar maceuti cal conposition of claim 18, wherein said viscosity-increasing
agent is selected fromthe group consisting of a polyvinylpyrrolidone, a
cel l ul ose derivatidte, clherphpeancanticguaempestionanf alagimade wharetarsbsher, a
pol yet hyl ene gl ycol, a polyvinyl alcohol and xanthan gum 20. The
phar maceut i catentiaripopieténoin @id corapasitldh atwhenedniratiah df Gehl Aboes@osey i vati ve
is selected fromthe group consisting of hydroxyethyl cellul ose,
car boxynet hyko giddtvl1©5e and hypronel | ose. 21. The pharnaceuti cal
conposition of claim20, wherein said viscosity-increasing agent is
hypr onel | ose. 22. The pharmaceutical conposition of claim?21, wherein said
hypronel | ose is hypronel |l ose 2900 USP 4000 at a concentration of about
0.05% to about 0.5% (w.y). ,23. The pharmaceutical .conmpositjon of claiml,
further conprisi ngéoneﬁlle Wa‘é‘ﬂ’g’f’ i S%PO%%%ﬁeﬂP’?‘ ¢ etRgENs tsm t he
group consi sting of one or nore solvents, one or nore preservatives, one or
nore stabi| i 2apslaliphefl s#d wepwositipn bF Iffony 2beysr 250 mgsmgkkg &0 abas 320 nor e
isotonicity agents, and one or nore buffers.

mosmol/kg.

33. A method of treating or preventing a physical disorder in an
animal suffering from or predisposed thereto, comprising administering to said
animal an effective amount of the pharmaceutical composition of any one of

claims 1,4, 9, 12, 18 and 24.

34. The method of claim 33, wherein said animal is a mammal.

35. The method of claim 34, wherein said mammal is a human.

36.  The method of claim 33, wherein said physical disorder is
selected from the group consisting of allergic rhinitis, non-allergic vasomotor

rhinitis and allergic conjunctivitis.

37.  An oral dosage pharmaceutical composition comprising a

therapeutically effective dose of azelastine, or a pharmaceutically acceptable



24. A pharmaceutical conposition conprising: about 0.005%to about 0.5%
(w'v) azel astine hydrochl oride; about 0.001%to about 5.00% (wv) of a

wat er - solwbl2eoqusBozoer ; about 0.01%to about 0.1% (w v) @CcTaszensioerser at e;
about 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 ambunt of a pharmaceutically acceptable
buffer to maintain the pH of the corrp_ol%'?t_ion within a range of from about
4.5 to about 7.4; a sufficient anpbunt of an isotonicity agent to yield an
osnol ality of about 220 nosnol/kg to about 350 nsonol/kg; and QS water. 25.

The pharmaceutjcal copposition of claim 24, wherej ai d._conposi.tion
compri ses azSPASE FHE HyapbehP SPPRBTANOROLGHBEROPED D3R 1BAPFHOMZLBUL 0. 05%

to about O. 15%’1%&‘{// ¥d ofBor FlMRe %@ﬁﬂ&%@t‘iﬁailﬁ;%cc&RéHlQ%bﬁie%“oPEx&%iéht@) 24,
wherein said water sol uble polyner is hypronellose. 27. The pharnaceuti cal
conposi ti on ofherdiniahie2d onetod seidrpheahatchiyatlyraetépdaide cariprses entipiantsai d
conposition at _a cgoncentration sufficient to provide a viscosity of said
sol ution of F?W%B%ut 2 centipoise to about 300 centipoise. 28. The

phar maceuti cal conposition of claim 27, wherein said hypronellose is
present in said conposition at a concentration of fromabout 0.1%to about
0.3% (W v). 29. TH&. phdiheaewltdosage pbapeseeticah wmpsisiiom o4 clagwepédi n sai d

conposition ¢ rihssgfa asu%rﬁll ose aete Lol ecrbt rac;t;tprrll Q[fafrn%mtaEQPut .05%to
about 0. 15% (WH5n 38, 2hRsng B ikl S0 mRRstich Brp e ERiAaT £ ur ¢ her
conpri si ng MaRdiRal.18% & deucensyati on of from about 0.01%to about

39. The oral dosage pharmaceutical composition of claim 37,
wherein 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 37,
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.

41. The oral dosage pharmaceutical composition of claim 37,
wherein said azelastine is present in said composition 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.

42.  The oral dosage pharmaceutical composition of claim 37,
wherein said azelastine is present in said composition 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.

43,  The oral dosage pharmaceutical composition of claim 37,

wherein said composition is in the form of a liquid solution or suspension.



1% (w v).31. The pharmaceutical conposition of claim30, wherein said
menthol is present in said conposition at a concentration of from about

0. 05% t o wbaoa6/B38@2% 32. The pharmaceuti cal conpositi onPofi/usb@smisg;
wherein the osnolality of said conposition is from about 250 nosnol/kg to
about 320 nosnol/kg. 33. A nethod of treating or preventing a physical

di sorder in an animal suffering from g, predi sposed thereto, conprising
adm nistering to said aninmal an effective anount of the pharmaceutica
conposition of any one of clains 1, 4, 9, 12, 18 and 24. 34. The nethod of
claim 33, wherein said aninmal is a mammal . 35. The net hod of cl ai m 34,
wherein said manmal is a human. 36. The nethod of claim 33, wherein said

physi cal di sorder i s Seheckerl doEam benGEQMPACRmbSHEAD ot cRlthergi ©

rhinitis, non-allergic vasonotor Thinitis and allergic conjunctivitis. 37.

An oral dosayhephonibceudsitain is onthe $ormni ofhe @blep i edpagjea t her apeutical |y
effective dose of azelastine, or a pharmaceutically acceptablesalt or ester
thereof, at a concentration of from about 0.05%to about 5.0% by wei ght,

and one or nore phar m@ﬁytdrﬁﬁldbyag%Cf@a@ﬁ@@éﬁcﬂa%ingémi&{ dIXelah€31,S, wherein
at | east one of said pharmaceutically acceptable carriers or excipients is
sucr al ose. 3@hefFinsapt cmphsyagess piehewiabdetabletal conposition of clai m 37,
wherein said azelastine is present in said conmposition at a concentration
of about 0.125%to about 0.15% 39. The oral dosage pharnaceuti cal

conposi tion of clag.m 3The Wier &loBagdapkhridedicals @oinpogii@s &t claimsad,d
conposition at a concentration of from about 0.05%to about 0.15% by

wei ght. 40. Vheresyid epsapesetiqrhs epraedlydidars@irg et on of cl ai m 37,

47.  The oral dosage pharmaceutical composition of claim 37,

wherein said composition is an effervescent composition.

48.  The oral dosage pharmaceutical composition of claim 37,

wherein said composition is an orally dissolving/consumable film.

49. 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.

50.  The pharmaceutical composition of claim 49, 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.



wherein said azelastine is present in said conposition at a concentration
of about 0.1% by wei ght and said sucralose is present in said conposition
at a concwotzoatdssie2of about 0.15% by wei ght. 41. The or CTAS3@3M42362
pharmaceutical conposition of claim 37, wherein said azelastine is present
in said conposition at a concentration of fromabout 0.125%to about 0.15%
by weight and said sucral ose is presep, in said conposition at a
concentration of fromabout 0.05%to about 0.15% by wei ght. 42. The oral
dosage pharmaceutical conposition of claim 37, 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 sai d conposition at a concentration of about

0.15% by weight. 43. T eyt %|5OCWEQ% tdi@enef claim
37, wherein said 5“cll(')rrpoigjl%t oni1sin %hﬂﬁ?(%lﬁﬁo 3 l'iqli d sol Utll oﬁ or

suspensi on. 4dr. mdtecarihistardipeage: plierteh Gont ﬂreagrouprwpnmsttngouf oftirizire, m 37,
wherein said conpgosition_is.in the form a ftiabl et or capsule. 45. The
oral dosage ﬁﬁ%ﬁt%uﬁeﬁ%fépa@ﬁ?rﬁ?f cnadigR ag CEP@ WP37, wherein said
conposition is a chewable tablet. 46. The oral dosage phar maceut i cal
conposi tion of claim37, wherein said conposition is an orally

di sintegrating tai.et. Thle?phaiﬁmca)madﬂ apogwgitiop Fd chiro St Wi@tﬂlméﬁé@%tl on of
claim 37, wherein said conpo

f f 48. Th
oral dosage %P%%@qusc%ﬂe S@f?ﬁi‘?gs#chf“il Elﬁag?"%& %1%% ent\ﬁ@?@g&%%b ©

conposi tion jigiah! ahomhsne! Vi nghsemnsivieb! Bethinkiihsob, Aupialidgceut i cal
conposi tion conprising a therapeutlcall effective dose of azelastine, or a

phar maceut i chidesonads ipcldphethasane, b}rdeé@tl , fipmexelene, latergedaghceidihat i on of

from about 0.05%to about 0. b nd one or nore pharnmaceutically
accept abl e cgﬁﬁgrfl %? P&“c‘}oga &'gex wﬂlars%rl?en at

53.  The pharmaceutical composition of claim 50, wherein said one
or more leukotriene antagonists are selected from the group consisting of

montelukast, zafirlukast and zanamivir

54. The pharmaceutical composition of claim 50, wherein said one
or more decongestants are selected from the group consisting of
pseudoephedrine, phenylephedrine, phenylephrine, phenylpropanolamine,
oxymetazoline, propylhexedrine, xylometazoline, epinephrine, ephedrine,

desoxyephedrine, naphazoline, naphazoline, and tetrahydrozoline.

55.  The pharmaceutical composition of claim 50, wherein said non-
steroidal anti-inflammatory agents are selected from the group consisting of
ibuprofen, diclofenac, mnaproxen, 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.



| east one of said pharnmaceutically acceptable carriers or excipients is
sucral ose, and wherein said pharnmaceutical conposition further conprises
one or nowe a@dissizonal active agents. 50. The phar maceutrctals2@smpsst ti on of
claim49, wherein said one or nore additional active agents are sel ected
fromthe group consisting of: (a) one or nore antihistam nes; (b) one or
nore steroids; (c) one or nore Ieukogﬁ;ppe ant agoni sts; (d) one or nore
decongestants; and (e) one or nore non-steroidal anti-inflamrmatory
agents.51. The pharnmaceutical conposition of claimb50, wherein said one or
nore anti hi stam nes are selected fromthe group. consi ting of cetirizine,
ol opat adi ne, fexof®nadihe pPheratacewied! FemPRETPR ¢t daithe O pylerqipesal

phar maceut i ?}plaﬁ@ﬂ? Ess bids@ft 8f safd @Bl{ﬁ?é&tiowge lrae(.!d?lcélﬁ}ﬂioﬂn@f RbmRdRt St er oi ds

are selecte romthe“group consisting o uor oret hal one, fluticasone,
nmonet asone, (0.1234%0 abdun0el,5% by eeizhhasone, fl uni solide, budesoni de,

becl onet hasone, budesoni de, rinexol one, |oteprednol, beloxil, prednisone,

| ot eprednol and dexanet hasone. 53. The pharmaceutical conposition of claim

50, wherein said gpe o LKLY | SRR IRbAWINERLE S0, ewhabRctsd from the
group consi sting g? nnﬁ%gﬁﬁﬁggt, zafir?ﬁfﬁst and zanamvir 54. The

phar maceut i calcralespBspricsann infsatl admpadtiomiat petomcerttaioonel §pmnaaat

decongest ant e sel ect romthe group consisting of pseudoephedri ne,
phenylephedrﬁiﬁg?’t gﬂ?ﬁégﬂ? H&G¥enyl propanol ani ne, oxynetazol i ne,
propyl hexedri ne, xylonetazoline, epinephrine, ephedrine, desoxyephedrine,
naphazol i ne, naphazoline, and tetrahydrozoline. 55. The pharnaceuti cal
conposi tion of cl58.m 50he whemedcauigesil Gconmesisionrofi gma,i Wheremapaidt or y

agents are sgoln%pcc;[sﬁgonf Ec?rrr}})}isgg a E:l%&g)ne?%?si Ehﬁrﬂﬁcaﬁically acceptable salt or

ester thereof, sucralose and one or more steroids.

59.  The pharmaceutical composition of claim 50, wherein said
composition comprises azelastine, or a pharmaceutically acceptable salt or

ester thereof, sucralose and one or more decongestants.

60. The pharmaceutical composition of claim 50, wherein said
composition comprises azelastine, or a pharmaceutically acceptable salt or

ester thereof, sucralose, one or more steroids and one or more decongestants.

61. The oral dosage pharmaceutical composition of claim 50,
wherein said composition comprises azelastine, or a pharmaceutically
acceptable salt or ester thereof 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 steroids at a concentration of about 0.01% to about

0.1%.

62.  The pharmaceutical composition of claim 50, wherein said
composition comprises azelastine, or a pharmaceutically acceptable salt or

ester thereof at a concentration of about 0.05% to about 0.15% by weight,



i buprofen, diclofenac, naproxen, etodolac, flurbiprofen, fenoprofen,

ket opr of en, suprofen, fenbufen, fluprofen, tolnetin sodium oxaprozin,
zomepi racwouds/osse@e | ndonet haci n, piroxi cam nefenam c &cCiraiS200al0u2se2 One,
mecl of enamat e sodium diflunisal, flufenisal, piroxicam ketorolac,
sudoxi cam and i soxi cam 56. The pharnmaceutical conposition of claimb50,
wherein said azelastine is present in_said conposition at a concentration
of from about 0.125%to about 0.15% by weight. 57. The pharmaceuti cal
conposition of claimb50, wherein said sucralose is present in said

conposition at a concentration of from 0.05% t q about .0. 15% by
el Gt 58, THECHRAAT BT FRETIOR GO DOR bl HroH 307 PRRKFERD 26 4

conposi tion QﬁﬁRﬁh%ﬁédé&ﬁ@éﬁ&hB%ax%hc&ﬁﬂﬁ@h%@%&ﬂkbqg%hYQﬁﬁ&¢Qb@b|e salt or
ester thereof, sucralose and one or nore steroids. 59. The pharnaceuti cal

conposition of cl ai m 50, wherein said conposition conprlses azel astine, or

a pharmaceutically cc tabl e salt.or ester..ther ) 0se and one or
nor e decongestants 3a & WICW‘H](?&LFPE]QPSIE %feiafl%n#bofw T %D, wherein

sai d conposi tddﬁ![bo@i%lar éo%ﬁﬁqs%@ &b @sdtinBe or A pl@arﬁ@@éﬂiﬁ@ﬂgﬂ Tab&e@idee agcept abl e
salt or ester thereof, sucral ose, one or nore steroids and one or nore

decongest ant seSt%Ihel‘ﬂ(Wéatoa a@pnmﬁa@@ phabeiiceléYoctal ah@@ﬁ@d§|% ibynweightc| ai m 50,
wherei'n sai'd GOIRASi 90, COMRE| SERARED B3] Nenel o AsBNAY TRGRHLIERL | ¥

accept abl e salt or este ereo et Toatt on> Of Sb% to about

0. 15% by wei ghibre S¢r6ld3| B c@iceptrationcfdboat 01 %to albnaiyto. Do0afd bae about 0. 15%
by weight, and one or nore steroids at a concentratjon of about 0.01%to
about 0.1% 6RorerseongeaiapEcbacoeantaismiabepidhl 6o abetthB6, wherein said
conposition conprises azel astine, or a pharnaceutically acceptable salt or

64. The pharmaceutical composition of claim 50, wherein said

composition is formulated for intranasal administration.

65.  The pharmaceutical composition of claim 50, wherein said

composition is formulated for ocular administration.

66. A sustained release 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 at least one of said pharmaceutically acceptable carriers or
excipients is sucralose, and wherein said azelastine, or said pharmaceutically
acceptable salt or ester thereof, is:

(@) coated with one or more sustained release components;

() bound to a cation exchanger;

©) reacted with one or more osmotically active substances
and coated with a semi-permeable membrane and a hole is bored into the
membrane; or

(d) embedded in, or is bound to, one or more substances
selected from of the group consisting of digestible fats, indigestible fats,

polymers and swelling agents.



ester thereof at a concentration of about 0.05%to about 0.15% by

wei ght, sucral ose at a concentration of about 0.05%to about 0.15% by

wei ght, awo 2005058022n0r e decongestants at a concentrat i oRCOfUS2WS082362 1% t O
about 1.0% 63. The pharmaceutical conposition of claim50, wherein said
conposition conprises azel astine, or a pharnmaceutically acceptable salt or
ester thereof at a concentration of ahout 0.05%to about 0.15% by weight,
sucral ose at a concentration of about 0.05%to about 0.15% by wei ght, one
or more steroids at a concentration of about 0.01%to about O. 1% and one

or nore decongestants at a caonc ntratlon of apout 0.1%to qut .0% 64.
The phar maceut i caP’ con%B%P‘t‘ﬁt%iHe(gfe gase pharaceyfical campasiiog cﬁ?ﬁ ion is

formul ated fQpele Ea‘%’l"%%ﬁhst MsNredeht di &d c@§1 og_lfign patf'%rd&&?rﬂﬁdtl%ﬁlof

conposition of clarm50 rel n sal corrpos ion is formulated for ocul ar
adm ni strati fom aﬁﬁutoﬁé%ustahomeﬁo%djyea«sghtphar maceut i cal conposition,
conprising a therapeutically effective dose of azelastine, or a
pharmaceutically acceptable salt or ester thereof, and one or nore

phar maceutical |y ggceptrabkestsiatd t@&ale BﬁarﬁféGélﬁicﬁﬂéoﬁnpdéﬂ%%ﬂblﬁh bgast one of
sai d pharmaceutically acceptable carriers or excipients is sucral ose, and

wher ei n sai dwheeeimsiid sacrabnse gaipdesphiainnseid gompasitign at eeqonewitetionlal or ester
thereof, is m)re ust ai ned rel ease conponents; (b)
bound to a cgg’f% ﬁ‘iﬁ%ﬁ‘%?ﬁo‘?‘qﬁﬁ}é%%& ith one or nmore osmotically

active substances and coat ed with a sem -perneabl e menbrane and a hole is

bored into the nmenbrane; (d) enbedded in, or is bound to, one or nore
subst ances sel ect 6% fr &he é‘ﬂsmlﬁ@d W%@Ph@’ﬁ@%ﬂcﬁbc%ﬁp%l@éﬁ |°é‘Iﬂ€1 P&t s,

| ndi gest | bl eyhaly BRYIEL SR GaWE o B A0RRLSAEF a1 TSnSURtAGR S rel ease
pharmaceuti ca corrp05| on of sai d azelastine I's present
in said conpaisduti0ors dly \ﬂelgbﬁmmrsaiatsuﬁh]lo@é is present in said composition at a

concentration of about 0.15% by weight.

70.  The sustained release pharmaceutical composition of claim 66,
wherein said azelastine is present in said composition 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.

71.  The sustained release pharmaceutical composition of claim 66,
wherein said azelastine is present in said composition 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.

72. A liquid, unit-dose 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 at least one of said pharmaceutically acceptable carriers or
excipients is sucralose, wherein said composition is free, or substantially free
of preservatives, and wherein said composition is provided in a single unit-

dose container.



fromabout 0.5%to about 5.0% by weight. 68. The sustained rel ease

phar maceuti cal conposition of claim®66, wherein said sucral ose is present
in said cwoposiass@a at a concentration of from about 0. @E%¥USeocalness2 0. 15%
by wei ght. 69. The sustai ned rel ease pharmaceutical conposition of claim
66, wherein said azelastine is present in said conposition at a
concentration of about 0.1% by weight ;and said sucralose is present in said
conposition at a concentration of about 0.15% by wei ght. 70. The sustained
rel ease pharmaceutical conposition of claim®66, wherein said azelastine is
present in said c osjtion at a. concentration of from about 0.125%to
about 0. 15% by me?gﬁt Qhﬂﬂﬁﬁﬁﬁugﬁﬁ@ﬁiU§§m9§ﬂ$W§%%Wﬁmﬁﬁ°§éﬁdﬁ%ﬁhﬁ%sition at
a concentrat iypBredf sdid ARIGARL isOhrORMp 1O AP UWnpBsitivieaPy éﬁﬁb&h\,\i]atioz g The
sust ai ned rel ease pharnmaceutical conposition o? cl ai m 66, erein said

azel asti ne i &roprabeei.03% teabdutdifp byivtdight. 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. 72. A liquid, unit-dose

phar maceutical composi TheNquid WRfldsidha@mbOigkRPCHnipedibY fdAkt 7oe dose of
azel astine, or a pharmaceutically acceptable salt or ester thereof, and one
or nore phar Waeeun said(sheralnse dppadserl wagard epmpositiex e piconcentratinerodi n at

| east one of ;sai eut | cce ble carriers or excipients is
sucr al ose, mﬁ@?ﬁ%ﬂ%gg§%%§8%%%§?%#%ﬁ%Ygwgﬁge, or substantially free of
preservatives, and wherein said conposition is provided in a single

uni tdose container.73. The |jquid, unit-dose pharnmaceutical conposition of
clai m 72, wher ei n75ai dThe dasisk paé-dpse plreamasputicyl compesiigrd slaioft.at a

concentrati ogefef §a?(§na§$9§fﬁleoisg;gogehpina%%'tcogx%g%m( ayvgié%mentt%ﬁ()n Ufe liquid,
uni t - dose pharnmaceuti cal conposition of clail ,
about 0.1% by weight and said sucralose is present in said composition at a

concentration of about 0.15% by weight.

76.  The liquid, unit-dose pharmaceutical composition of claim 72,
wherein said azelastine is present in said composition 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.

77.  The liquid, unit-dose pharmaceutical composition of claim 72,
wherein said azelastine is present in said composition 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.

78.  The liquid, unit-dose pharmaceutical composition of claim 72,

wherein said single unit-dose container comprises high density polyethylene.

79.  The liquid, unit-dose pharmaceutical composition of claim 72,
wherein said single unit-dose container is a blow-fill-seal high density

polyethylene container with a volume capacity of about 1.0 mL.



wherein said sucralose is present in said conposition at a concentration of
fromabout 0.05%to about 0.15% by weight. 75. The liquid, unit-dose

phar macewocade/ms80zposi ti on of claim 72, wherein said azelCaatseovs/ousepr esent
in said conposition at a concentration of about 0.1% by wei ght and said
sucral ose is present in said conposition at a concentration of about 0.15%
by weight. 76. The |iquid, uni t-dose_ql%i_r maceuti cal conposition of claim
72, wherein said azelastine is present 1n said conposition at a
concentration of from about 0.125%to about 0.15% by wei ght and said

sucral ose is present in said conmposition at a. concentration of from about
0.05%to0 about 0.3%%0% bynwepgable ppwderpharmageniipal ¢RMROSHHLLCHRBETBE eut i cal
conposi tion i j i i i : i id
conposition githega{p%gﬁ%ag%ﬁfga?gﬁ&%fe %gl%get}?&%le’i%’% yn\%\lg?egﬁte ﬁ%%ccggfl?i@s ucr al ose
i s present i salsai asterahgrest, tandoneabr emoce phaniacetically efceatabld crids%rby wei ght .
78. The liquid, .unit-dose pharmaceutical c osi.tion of claim 72, wherein
Said singl o GHimCHoRbaER S TRB IS Sebé APBR chuEPege o SRl itne. 7o,
The liquid, WhkkmndR98.PBAE @Eﬁ&bh&ﬁiac&ﬂﬁﬁﬂ? 'a&deﬁﬁbféfcaﬁjié%b ot Z}?oipl‘éﬂﬁr ein said
single unit-dose container is a blowfill-seal high density polyethyl ene
cont ai ner wi tsmigropsdedipartodgsafistigralobe.about 1.0 ni. 80. An inhal abl e powder
pharmaceutical conposition conprising, a therapeutically effective dose of
azel astine, or a pharnmaceutically acceptable salt or ester thereof, and one
or nore pharmaceugi.cal rie adeeBlAwRieE phirnficutital EXEIRItRM S clMhes®i n sai d
azelastine is in the formof mcronized particles and wherein_ at |east one
of said phar fhesisahmisronigedpartiepeolcagelasénshaye ap Re¢rpgeprrticiesiaeiodr oni zed
particles of s Pal ose. 8\%%. The i nhal abl e powder pharnaceuti cal

conposi tion 8‘? Yl AMMBT O WAePsi n said nicronized particles of azel astine
have an average particle size of

82. The inhalable powder pharmaceutical composition of claim 80,
wherein said micronized particles of sucralose have an average particle size of

about 15 pm to about 80 um.

83.  The inhalable powder pharmaceutical composition of claim 80,
wherein said composition is formulated for delivery using a dry powder
inhaler.

84. The inhalable powder pharmaceutical composition of claim 80,
wherein said azelastine is present in said composition at a concentration of

from about 0.1% to about 0.15% by weight.

85.  The inhalable powder pharmaceutical composition of claim 80,
wherein 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 80,
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.



about 1 mmto about 5 mm 82. The inhal abl e powder pharnmaceuti cal
conposition of claim80, wherein said mcronized particles of sucral ose
have an aweragw®spaeticl e size of about 15 nmto about 8@CEMUS283/042BhE

i nhal abl e powder pharnmaceuti cal conposition of claim80, wherein said
conposition is fornulated for delivery using a dry powder inhaler. 84. The
i nhal abl e powder pharmaceutical conmpg %'gi on of claim80, wherein said

azel astine is present in said conposition at a concentration of from about
0.1%to about 0.15% by weight. 85. The inhal abl e powder pharnmaceuti cal
conposition of claim80, wherein said sucralose is present in said
conposition at a concentration of from about 0.05%to about 0.15% by

welght . 86, The kphal ap SuRRMiSlo PR LIBGENELGA] o dif bdaig 3! @i m 80,

wherein said azelastine i's presen sald conposition at a concentration

of about 0. }Hekih v&dohrblaahd Sairekent!&f 8hids@nipdsifive et cintestadtidnadmposi t i on

at a concentration of about 0.15% by weight.87. The inhal abl e powder

phar maceut i am i §d26Vole APUich- A2 % oW eiRhbang 914 scERlasets LESFHE s present
in said CO”P%&'CB&%BsiﬁBn%f GRAGALA 8P A3 Bﬂo%f’gﬁg%tto Qodid AP0 4op bgbout 0. 15%
by wei ght and sard sucralose Is present 1 n sald conposition at a

concentrati aright. from about 0.05% to about 0.15% by wei ght. 88. The

i nhal abl e powder pharmaceuti cal conposition of claim80, wherein said

azel astine is present in said conposition at a concentration of about 0.15%

by wei ght and sakd suefiglisenlSpdies Phbrhibediat cGAPBIRE bOEiat 86} o
concentration of about 0.15% by weight. 89. A method of treating snoring in
an ani mal , obepin sidgzatising stgesony m saidhenpesiran 2 a erncapeaoncdl | y
effective dgggut%flﬁ/% %lyav%éi!g}r&edndosraida sucralose is present in said composition at a

concentration of about 0.15% by weight.

89. A method of treating snoring in an animal, comprising
administering to the animal 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.

90.  The method of claim 89, wherein said azelastine is present in
said composition at a concentration of from about 0.1% to about 0.15% by

weight.

91.  The method of claim 89, wherein said sucralose is present in
said composition at a concentration of from about 0.05% to about 0.15% by

weight.

92. The method of claim 89, 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.



pharmaceutically acceptable salt or ester thereof, and one or nore
pharmaceutical |y acceptable carriers or excipients, wherein at |east one of
t he phar msioeuad/0ssd2ky acceptabl e carriers or excipients iPsTAlSeoEl0es62 90.
The met hod of claim 89, wherein said azelastine is present in said
conposition at a concentration of from about 0.1%to about 0.15% by wei ght.
91. The nethod of claim89, wherein said sucralose is present in said
conposition at a concentration of from about 0.05%to about 0.15% by

wei ght. 92. The nethod of claim89, wherein said azelastine is present in
said conposition at a concentration of about 0.1% by wei ght and said

sucral ose is predént iTrhesIa@tHOQ:Sﬁﬁ@gpt@@l"i‘/hﬁﬁeuhs%ér?é@é?ti%lis(PﬁeSSIFt Wohout 0. 15%

by el ght - 9%,;q WG RAIAG: Qloofid Bl SiPor HORIBbE: 6305bALThBRL 0.1l Present in

sai d conposi PSS concentration o rom about 25% to about 0.15% by
wei ght and swightsdrsaidaseraldse iy preediit in Baid @bmipositipwat 4 icomceatratooncefncent rati on
of from about 0.05%to about 0.15% by wei ght. 94. The nethod of claim 89,

wher ei n sai doayahoyd 0i0ee toabaptdd e By Weightd conposition 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. 95. The method of claim 89,
wherein sai d comddsi t iThe methadi ot olagheio dvhiereira sad saklastreaip. présgnt ifhe net hod

of claim89, wherein.said aninmal is.a human. o, A, met hod of . treating or
preventing é?l\agf(&flﬁoﬁlﬁ?ﬂ%ﬂ ias‘,’onr‘ES‘i’fI%PIneP g@m\;a@gﬁéﬁw Y"ﬁ’igﬂ‘i & 39 al 1 ergic
conj uncti Vi th&alolBe ApraSint sa¥d boiapbdiGord BN RIAINSITAHBE: 0.08% 80,
conprising admnistering to said ani mal a pharmaceutical conposition

conpri sing aveigftf ecti ve anmount azel astine and taste-nmasking

95. The method of claim 89, wherein said composition is

administered in a nasal spray.
96. The method of claim 89, wherein said animal is a human.

97. A method of treating or preventing allergic rhinitis, non-allergic
vasomotor rhinitis or allergic conjunctivitis in an animal suffering from or
predisposed thereto, comprising administering to said animal a pharmaceutical
composition comprising an effective amount azelastine and taste-masking
amount of sucralose, thereby avoiding the bitter taste associated with the

azelastine.
98. The method of claim 97, wherein said animal is a mammal.
99. The method of claim 98, wherein said mammal is a human.

100. A pharmaceutical composition comprising:



anount of sucral ose, thereby avoiding the bitter taste associated with the
azel astine. 98. The nethod of claim97, wherein said animal is a manmal .
99. The meOhoab/3802¢] ai m 98, wherein said mammal s a huram/vusSi@6/042362
pharmaceuti cal conposition conprising:about 0.05%to about 0.15% (W V)

azel asti ne hydrochloride; and about 0.01%to about 0.1% (wWv) steroid

sel ected fromthe group consisting of _fluticasone, nonetasone,

dexanet hasone bel oxil, |oteprednol, budesonide and triantinol one. 101. A
pharmaceutical conposition conprising: about 0.05%to about 0.15% (W V)
azel astine hydrochloride; about 0.01%to about 0.1% (w. v) steroid selected
fromthe group caheitd:§ygtatbaut AtlidHadreazelesims hdbprlorde abt hasone

bel oxil, | oteprednol, budesonide and triantinol one; and about 0.1%to about
0. 15% (W v) sucr abose0.01%2to Aphr A e (Wivg ateroidnpasdted dront dinpigi®ipng: about
0.1% (W v) azel astine hydrochl oride; about 0.01%to about 0.1% (w v)

steroi d sel gehagide’ FMENAs@HeD WbrhGASINS! idegarBéthhdont iveasiin totepradieiiasone,
dexamnet hasone bel oxil, |oteprednol, budesonide and trianti nol one; and about

0.1% (W v) : maceut i cal conposition conprising: about
0.1% (W V) 2"%@?@%@8‘1@%}"6@%@% de; about 0.01%to about 0.1% (W v) steroid

sel ected fromthe group consisting of fluticasone, nonetasone,
dexamnet hasone bel oxil, |oteprednol, budesonide and trianti nol one; and about

0.15% (w v) sucral ose. 104. A pharnaceutical caonposition conprising: about
0.15% (W v) azel aédi néﬂ%@éﬁqﬂt@ﬂ GpEIposition 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 0.15% (w/v) sucralose.

102. Apharmaceutical 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.

103. A pharmaceutical composition comprising:

about 0.1% (w/v) azelastine hydrochloride;



about 0.01%to about 0.1% (wv) steroid selected fromthe group consisting
of fluticasone, nonetasone, dexanethasone bel oxil, |oteprednol, budesonide
and tri arworodéoseg22and about 0. 15% (w v) sucral ose. 105pCAvVUshasmeasert i cal
conposition conprising: about 0.05%to about 0.15% (W v) azel astine

hydr ochl ori de; and about 0.1%to about 5.0% (w v) nontelukast. 106. A
pharmaceutical conposition conprisin about 0.05%to about 0.15% (W v)
azel asti ne hydrochl ori de; about O. 1% 10 about 5. 0% (w v) nont el ukast; and
about 0.1%to about 0.15% (w v) sucral ose. 107. A pharnmaceuti cal

conposition conprising: about 0.1% (w v) azel astine hydrochl ori de; about
0.1%to about 5. @b@(‘t\/\ﬁ@}%r%tabﬂﬁikgé (%ZY(),I Agsist sejeatsd (fWIQ/)tE%l%‘P‘E’l ose. 108.
A pharnmaceuti cal conposition conprising: about 0.1% (w v) azel astine

hydr ochl or i depsistrguof futidsstre, abometa®nedodewimythasmediclikals totepmdnabout 0. 15%
(w'v) sucral ose. 109. A pharnaceutical conposition conprising: about 0.15%

(W v) azel agfide®niiedhe eidéineione;addaut 0. 1% to about 5.0% (w v) nontel ukast;
and about 0.15% (w v) sucral ose. 110. A pharnmaceutical conposition

conpri sing: about,,0,Qp%e QUL afsd 5% (W v) azel astine hydrochl oride; and
about 0.1%to aboutu %%?Wﬂb) gcongestant sel ected fromthe group

consi sting of pseudoephedrlne and phenyl ephrine. 111. A pharnaceuti cal
conposition conprising:

104. 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.

105. 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.

106. A pharmaceutical compoéition comprising:
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.

107. A pharmaceutical composition comprising:

about 0.1% (w/v) azelastine hydrochloride;



about 0.05%to about 0.15% (w v) azel astine hydrochl oride; about 0.1%to
about 1.0% (w v) decongestant selected fromthe group consisting of
pseudoephwdnrnewssezd phenyl ephrine; and about 0.1%to abear/uS2d0581362 V)
sucral ose. 112. Apharnmaceutical conposition conprising: about 0.1% (wv)
azel asti ne hydrochl ori de; about 0.1%to about 1.0% (w v) decongestant

sel ected fromthe group consisting Qf1 @geudoephedri ne and phenyl ephri ne;
and about 0.1% (w v) sucral ose. 113. ,& phar maceuti cal conposition
conprising: about 0.1% (w v) azel astine hydrochl oride; about 0.1%to about

1.0% (W v) decongestant selected fromthe ?r oup consi sting of

pseudoephedri ne aprit SHENY an p-Hed ("‘é(ﬁbmé?BE?tﬁka@t?i@& (W v) sucral ose. 114. A
pharmaceutical conposition conprising: about 0.15% (w v) azel astine
hydrochl ori de; abloutt 00L% ¢ sedsalase. 1. 0% (w v) decongest ant sel ected from
the group consisting of pseudoephedrine and phenyl ephrine; and about 0.15%
(w'v) sucral ose. 115. Apharmaceutical 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) NSAI lPog.e' %%Iﬁﬁgﬁéeqmﬂ%n%wene&a #i§hg:ng of ibuprofen,
di cl of enac, acecl ofenac and naproxen.116. A pharnmaceutical conposition

conprising: about, 0.05% to,about .0, 159 J)i..azel astine hydrochl ori de;
about 0.1%to abgmut%gl_‘%k%)vév&, v%iaﬁ@giﬂ%%é%ﬁiee’d fromthe group consisting of
i buprofen, diclofenac, acec]| of c and napraxen; and about 0.1%to about
0.15% (w v) sucr &PJEY:1% jorabout ﬂ%‘%@gw s aé"oﬁ‘b‘gsi tion conprising:

about 0.15% (w/v) sucralose.

109. 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.

110. 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.

111. A pharmaceutical composition comprising:

about 0.05% to 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% to about 0.15% (w/v) sucralose.



about 0.05% (w v) azel astine hydrochl oride; about 0.1%to about 10.0% (W v)
NSAI D sel ected fromthe group consisting of ibuprofen, diclofenac,

acecl of enao 200uh58@pr oxen; and about 0. 1% (w v) sucral os@CTABRS005M42362
pharmaceutical conposition conprising: about 0.05% (w v) azel astine

hydr ochl ori de; about 0.1%to about 10.0% (W v) NSAED sel ected fromthe
group consi sting of ibuprofen, diclof pac, acecl of enac and napr oxen; and
about 0.15% (w v) sucral ose. 119. A phar maceut i cal conposition conprising:
about 0.15% (w v) azel astine hydrochl oride; about 0.1%to about 10.0% (W V)
NSAI D sel ected fromthe group consisting of ibuprofen, diclofenac,

acecl of enac and naproxen; andabout 0.15% (w'v) sucral ose. 120.

Aphar maceutical conposition conprising: about 0.05%to about 0.15% (W v)
azel astine hydrochldri dghamirsauticl ocdmpestieheumpreings (W v) steroid sel ected
fromthe group consisting of fluticasone, nonmetasone, dexamethasone

bel oxil, | otepredasut ONYsieFONasttastiad Hydrotidordd)ol one; and about 0.1%to
about 1.0% (w v) decongestant sel ected fromthe group consi sting of

pseudoephedri ne apghpipemy @Mu'trl‘@%% RehRkBsERdcfRl fr&R MROSHEp ON
conprising: about 0.05%to about 0.15% (w v) azel astine hydrochloride;

about 0. Ol%éo%s%pggé geﬁ‘ﬁe&’ﬂ%&iam r%l %&ﬁ%&m fromthe group consisting

of fluticasohe sone aso , |l oteprednol, budesonide,
and trianti nol one; 1% to about 1.0% (w v) decongestant selected
fromthe group co?’%‘i“égul gg%{ )ﬁ?éﬂﬂi?ephedrl ne and phenyl ephrine; and

113. 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.

114. 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.

115. 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.



about 0.1%to about 0.15% (w v) sucral ose. 122. Apharmaceutical conposition
conprising: about 0.1% (w v) azel asti ne hydrochl ori de; about 0.01%to about
0. 1% (w woxnevssa2sel ected fromthe group consisting ofPCfriustéosassee,

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

trianci nol one; about 0.1%to about 1.0% (w v) decongestant selected from
the group consisting of pseudoephedri_nl%zqnd phenyl ephri ne; and about 0.1%
(w'v) sucral ose. 123. A pharmaceutical conposition conprising: about 0.1%
(w'v) azel astine hydrochl oride; about 0.01%to about 0.1% (wv) steroid
selected fromthe group consisting of fluticasone, nonetasone,

dexanet hasone bel oxil, | oteprednol, budesonide, and trianti nol one; about
0.1%to about 1.0% (w v) decongestant selected fromthe group consisting of
pseudoephedri ne addophehyhaplagdutieal camposiboncomplissg:(w v) sucral ose. 124.
Aphar maceutical conposition conprising: about 0.15% (w v) azel astine

hydr ochl ori de; ababbut®.05R%0té abap 0U5%0wIY) {28lad)inshielreihtorsdd; ect ed fromthe
group consisting of fluticasone, nonmetasone, dexanet hasone bel oxil,

| ot eprednol, budegpfiide.19RR8l absiktalEOROLIVE NSREPH beletd PO %H@%ﬁ-ou})- 0% (w' v)
decongestant selected fromthe group consisting of pseudoephedrine and

phenyl ephri n%nsqﬁglg?ﬁgﬁupg%%eﬁsﬁig%%%’sag&rl eB?ce%}l-dilég%‘o 8 %}%r maceut i cal

conposition conpri t o abou azel asti ne

hydrochl ori de; abo (t) thﬁ%@éﬁﬂﬁmﬁ%&é? \g/él\é%eester oid selected fromthe

group consi sting xamet hasone bel oxil,
| ot epr ednol ,

117. 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 0.1% (w/v) sucralose.

118. 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.

119. 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



budesoni de, and tri anti nol one; and about 0.1%to about 5.0% (w V)

nont el ukast. 126. A pharnaceutical conposition conprising: about 0.05%to
about 0. Ms@20a@/0s¥02azel asti ne hydrochl ori de; about 0. 01%pCo/tsbasndi36d% (W V)
steroid selected fromthe group consisting of fluticasone, nonetasone,
dexanet hasone bel oxil, |oteprednol, budesonide, and trianti nol one; about
0.1%to about 5. 0%(vv/v) nont el ukast 1§§1d about 0.1%to about 0.15% (w V)
sucral ose. 127. A pharmaceutical 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 qutlcasone nonet asone, dexanet hasone

bel oxi |, I ot epreddB?ut OdeSHi) S#eralasd tri anti nol one; about 0.1%to about

5. 0% (W/ v) nont el ukast; andabout 0.1% (w v) sucral ose. 128. A

phar maceut i cal conposition conprising: about 0.1% (wv) azel astine

hydr ochl ori de; about 0.01%to about 0.1% (wWv) steroid selected fromthe
group consisting ¢R0f!| wpleasareticaetRpadinecodsdangt hasone bel oxi |,

| ot eprednol, budesoni de, and tri anti nol one; about 0.1%to about 5.0% (W V)

ront e ukast . and ahau iy} RO ) s BIBIARardeiiRermCeUt | cal
conposi tion conprising: about 0.15% (W V) azel ast’ine hydr ochl ori de; about

0.01%to about 0 I{E‘hﬁ"%&‘ysttoe CE@?% &%ﬁ?om %elfﬁctt%r% on%%élél ng of

fluticasone, asone, exane asone epre noI soni de,

and trianti noI o
con31st1ng 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.

121. 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 1.0% (w/v) decongestant selected from the group
consisting of pseudoephedrine and phenylephrine; and

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

122. A pharmaceutical composition comprising:

about 0.1% (w/v) azelastine hydrochloride;



about 0.1%to about 5.0% (w v) nontel ukast; and about 0.15% (w v)

sucral ose. 130. A pharnaceutical conposition conprising: about 0.05%to
about 0. Ms@20a@/0s¥02azel asti ne hydrochl ori de; about 0. 01%pCo/tsbasndi36d% (W V)
steroid selected fromthe group consisting of fluticasone, nonetasone,
dexanet hasone bel oxil, | oteprednol, budesonide, and trianti nol one; about
0.001%to about 5.00% (wv) of a water-soluble polyner; about 0.01%to
about 0.1% (w v) disodi um edet at e; ab[)gdt' 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
anount of a pharmaceutically acceptable buffer to maintain the pH of the
conposi tion wit hishowt P&hYetoorbeytophl ¥bdwiv)steodosdesded fiona the SEQHPF i ci ent
anount of an isotonicity agent to yield an osnolality of about 220
mosnol / kg t eondistintg 35flutimesonzl MgnetasedheQSlewarhethasoh8 beloXph dotepredndli cal
conposition conprising: about 0.05%to about 0.15% (W v) azel astine

hydrochl ori ¢gdesdafiel arflt thi¥ntRoReut 5% (w v) nontel ukast; about 0.001%to
about 5.00% (W v) of a water-sol uble polymer; about 0.01%to about 0.1%

(w/v) disodiume 10 1 9 B oni um
chl ori de; about gﬁ&ﬁ}é(&@tg%ﬁ ut&ng/g@s/ﬁg?gﬁgggéga%%%‘g% \ng)O(ra\Hrjlt?1 ?ﬁ%‘{?ﬂt of a
pharmaceut i cal l.y. accept apl uffer.t i nt.ain the pH of the conposition
within a raﬁg}éméfngquedﬁp%(;ﬁ{e%gp%ag%pﬁga%pﬁgp&an suf ficient anount of an
isotonicity agent to ioel d an osmolality of about 220 nosnol/kg to about
350 msonol / kg; ar@@ogﬁa/-@\ét(é’r“{)f?ﬂal%ephar maceuti cal conposition conprising:

123. 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.

124. 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 0.05%to about 0.15% (w v) azel astine hydrochl oride; about 0.1%to
about 1% (w v) decongestant selected fromthe group consisting of
pseudoephwadnroessced phenyl ephri ne; about 0.001% t o aboutrCF/UBGds(OwI36) of a
wat er - sol ubl e pol yner; about 0.01%to about 0.1% (w v) disodi um edet at e;
about 0.001%to about 0.5% (W v) benzal konium chl oride; about 0.1%to about
0. 15% sucral ose; a sufficient anpunt _3% a pharmaceutically acceptabl e
buffer to maintain the pH of the conp Jtion within a range of from about
4.5 to about 7.4; a sufficient amobunt of an isotonicity agent to yield an
osnol ality of about 220 nosnol/kg to about 350 nsonol/kg; and QS water.
133. A phar maceut #at 038fp6ewivl susrelessnpri si ng: about 0.05%to about 0.15%
(wv) azel asti ne hydrochl oride; about 0.1%to about 10% (w v) NSAID

sel ected fromthe group consisting of ibuprofen, diclofenac, acecl of enac
and napr oxen; about 0.001%to about 5.00% (wv) of a water-soluble polyner;

about 0.01%to abpiy OAJp%aﬁ%dé}lﬁaﬂs,&ﬁbégﬂi@dgj@rgingabout 0.001% t o about
0.5% (W v) benzal koni umchl ori de; about 0.1%to about 0.15% sucral ose; a

sufficient anount ,of . @.Ogb}ﬁ{or%gg%j%I(wv)aa%gﬁp&@%,tgmgﬂg&@g; to maintain the

pH of the corrposi%lon w thin a range of froma about 7.4; a

suf ficient anount  of j,sotonicit gent. t i el snol.al ity of about
220 nosnol /kg to %ﬁ%@% tr?lsé}?ﬂﬁlf/ ]&a" @HH) é%féﬂtsé e."{ae Sﬁf’mAﬂﬁahgrr ceuti cal
conposition conprising: about 0.05%to about 0.15% év\/ v) azel astjne

hydr ochl or i deensibBgof Gluicasons, meB\stasone oglexgnigthasens belgxdelobredmorr om t he

group
budesonide, and triamcinolone; and

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

126. 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 5.0% (w/v) montelukast; and

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

127. 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



consi sting of fluticasone, nonetasone, dexanethasone bel oxil, | oteprednol,
budesoni de and trianti nol one; about 0.1%to about 1% (w v) decongestant
sel ect ed Wwoanmddsgo2gr oup consi sting of pseudoephedri ne amdTiseongloeshz i ne;
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%to about 0.5% (w v)
benzal koni um chl ori de; about 0.1%to ?gbout 0. 15% sucr al ose; a sufficient
amount of a pharmaceutically acceptab 8 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

mosnol / kg to abomb086@1%m1 suegglossnd QS wat er. 135. Aphar naceut i cal
conposition conprising: about 0.05%to about 0.15% (W v) azel astine

hydr ochl ori de; about 0.01%to about 0.1% (W v) steroid selected fromthe
group consisting of fluticasone, nonetasone, dexanet hasone bel oxil,

| ot eprednol , budeg@ni dg pafehdcEhtRAFERP RN RdRGPHsiy: 1% t o about 5% (W v)
nont el ukast; about O. OOE% to about 5.00% (w v) of a water-soluble polyner;

about 0.01%to ab%%t&.l%y /%%Qg}aag{hgegg;gyép&?%eate; about 0.001%to about

0. 5% (w v) benzal kKoni um ¢ fo about 0.15% sucral ose; a

fficient t _of [ I bl f ' [ h
oH of ‘the composi £8h SITAR Btk gts WP SRS oo oo SRR 4

sufficient anmount of an isotonici t% agent to yield an aosnolality of about
220 nosnol / keposistiag of fluisone JRHME gznean%PX@sleﬁ@ﬁ@%@. beloxil, loteprednol,

budesonide, and triamcinolone;
about 0.1% to about 5.0% (w/v) montelukast; and

about 0.15% (w/v) sucralose.

129. 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 5.0% (w/v) montelukast; and

about 0.15% (w/v) sucralose.

130. 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;



136. A nethod of treating or preventing a physical disorder in an aninmal
suffering fromor predisposed thereto, conprising adm nistering to said
ani mal amnwefb@aisgoze anount of the pharmaceuti cal conposipCirars2@s/osasg2 one of
claims 100-135. 137. The nethod of claim 136, wherein said animal is a
manmal . 138. The nethod of claim 137, wherein said mammal is a human. 139.
The met hod of claim 136, wherein said _physical disorder is selected from
the group consisting of allergic rhiﬁﬂg s, non-allergic vasonotor rhinitis
and allergic conjunctivitis.

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.

131. Apharmaceutical 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

QS water.
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132. A pharmaceutical composition comprising:

about 0.05% to about 0.15% (w/v) azelastine hydrochloride;

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 mosmol/kg 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 0.1% 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;
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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.

134. 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 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 mosmol/kg to about 350 msomol/kg; and

QS water.
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135. 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.

136. A method of treating or preventing a physical disorder in an
animal suffering from or predisposed thereto, comprising administering to said
animal an effective amount of the pharmaceutical composition of any one of

claims 100-135.

137. The method of claim 136, wherein said animal is a mammal.
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138. The method of claim 137, wherein said mammal is a human.

139. The method of claim 136, wherein said physical disorder is

selected from the group consisting of allergic rhinitis, non-allergic vasomotor

rhinitis and allergic conjunctivitis.



