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PHARVACEUTI CAL COVPOSI TI ONS OF A 5- HT2A SEROTONI N
RECEPTOR MODULATOR USEFUL FOR THE TREATMENT OF

WOLGORDERS RELATED THERETO FDELD OF THE | NVENTPCMUS1066/038267

present invention relates to certain pharmaceuti cal
conpositions of a 5-HT2A serotonin receptor nodul ator
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coronary artery di sease, nyHEREdOal infarction,
transient ischem c attack, angina, stroke, atrial
fibrillation, reducing the risk of blood clot
formation, asthna OrFIEYMOOP THE INVENTIONI t ation or a

S RS ] ok po A e B3,
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g{%eleeﬁ g%&:&@ mrﬁ%&;\} qﬁ: cﬁ%egé)eg%g&g}fdl %n%%gtloorlll Fansient ischemic
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ST DR 80 BUDLISIe 30 MR SKAT A0y vos

lsghizophrenie pedrelated idisgrdenst sleep tigordermdliabatic-tekated dispalem cbrogressive
s described therein. In
CHALGH f%&(éeﬁcehﬁ‘&%%gg ced g{egﬁte.

partlcu ar Formula (1), referred

her ei dhas, 3+d.15[uBst1(nztedj;r@m9n@om:és by ldisclosed and claimed in International

?Lgl&&amb P%Twy% @?;4@9 A I]1te§1a&(§'1 r‘plﬁﬂ@ftﬁ&m woe
Py-Urea, has been oun e especl a ective

280401288 ingasporaséd heprin By n%mcgmms tmntn and can be prepared according to

m&, &k&ﬁe WEMEH therbil 3- (4 br ono- 2- et hyl - 2H pyrazol -3

-yl oXYy- pkeny[ 3-(2,4- difluoro-phenyl)-urea

was o %m@@rﬁb@ ﬁm@uadq oioursule Q) rbfetred fereif a@bl@t(ﬂ—blc@no-Z-methyl-
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especially effective as a modulator of the 5-HT,4 serotonin receptor.
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each of the foll ow ng aqueous systens: (a) deionized
water, (b) 0.01 N HO (about pH 2), (c) phosphate

whoedo7es14pabout pH 7) and (d) saline (about 0. 9P6NESI006/038267

sol ution). Accordingl I -[3-(4-

br ono- 2- net hyl - 2H pgf\éé? 3 xy phenyl]-3-(2
, 4-di f |1 uor o- phenyl ) - yr ea 0 oa d t o possess

ext r emel y poor aqueué* sol ublﬂ )'Z{ and woul d be

expected to provide NeRy | ow or aI bifoavai l ability. It

is well known that an aClive g ug substance

adm ni stered by any route nust’ possess sone aqueo

sol ubklpwewr, fd3- (%9%@-@6%%&%?7@}13%& lflﬁbwpx%wﬂ@ -(2:4-
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herein, prov substantial solubility
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Wé}tﬁé}&)@ﬁﬁlﬁa@gw é’@é @/ﬁ]ll kg t{l%; an eggl)ve grig éu‘tgifance a(dm)1n1stered by any

RIuRGARSFRIckd doyhe AblidoRPsoRibR ol sy¥RiHid Afsérifidh and ﬂ@raﬁaé}’uc response.

hi gh oral bioavailabilit In particular, it has en
GSepdehitkaYe roer el efissshbl siesr BroTHEe g ingosophon and

tHaY frokiice B ndhih@Iebfdhsel 0 € dRireP@sadel on of phar maceuti cal
conp03|t|ons containin rono

met hyReeopnigps ﬁf@robéengﬂ %fr&[wtb%m%bﬁ%eé?f@ﬁtpéawcwﬁ%ﬁlf I u
edrRpoRifieiyby r-m@a)rmﬁo-emg@lzﬂgulym&usgﬁ)-wmm plaetnyx_pn §2,4-difluoro-

such_as caoncentratio
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ta&eptaaﬁt? (&) daee c&%?dceééhﬂi@tly Idﬁﬂﬁfgqﬂ@ﬁc?hzlﬁig[‘mﬁ@ﬁd(ﬁ b)) Kgigh oral
ters, such as at. |east t ol d. hi er. -
OB S5 I FAGFHIaE 455 Pesh ObesmER b ST ERUgBRGS (ypresent

ﬁ«ﬁ/&ﬁfod @ Sor tﬁeﬁﬁepﬁfaﬁ&ﬂﬁﬂphhrﬁmedmﬁb@ BorfylsBibaScohRiniiP\VieB~(4-bromo-2-

t t
o L P 3 MO B-PBY k-4 Sy mhersdl W gy bieh
}:orﬁer(tx%tlélnssjduf:ﬂl wofcantigtivnb Jp araBaut BH0 @b/ndl, ehuk slefwidhg fobEonvenient

A serotoni.n receptar disprders
T R PN T A e 8 B TG a5 SR e Paeter
@ﬁihtaélhtﬂé‘asﬁ tvobla Mgaaehﬁalvahbhlap,rmm@aréd DNke ROETAE bt&peﬁ@on

Vi oo MR elafs B oVt G OGRS for 1-

n_m(aar meeatmal@h-zexmmenm)sehamethén'yqm -@, 4gd1ﬂm6-phe(ﬁb],)-uﬁaa which
pol o eth ene C a pol yoxyet hyl ene
éTW‘%&%gWengngg b WS %@ﬁ’eglﬁf’rﬂma pol yoxyet hyl ene
sorbitan fatty acid ester an acyl polyoxyethylene, a

pol ygl ycol yzed gl ygﬁwﬁw@WI

pol yoxyet hyl ene. ne I nventi on

per t aions aspectiE the petserft iveritioa @ttt tapirkizAutibab@rgesitions

such as _those di sorders described herein, in an

i ndi vi %%?Slr@orrprl sing adm nistering to the i ndi vi dual

i N nead3ideroant2-methhledthpaitol-8 31)Hymethbaethend]- B (AAHiifluarb-phenyl)-
%re%haanrdnaceuti cal conposition as

at least one pharmaceutical excipient selected from a glycofurol, a poloxamer, a
polyethylene glycol, a polyoxyethylene alkyl ether, a polyoxyethylene oil, a polyoxyethylene
sorbitan fatty acid ester, an acyl polyoxyethylene, a polyglycolyzed glyceride, and a
hydroxyacyl polyoxyethylene.
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descri bed herein. In sone enbodi ments, the individua
is a manmual. In sone enbodi nents, the manmal is a

whovand414bn sone enbodi nents, the phar rraceuti CaPCT/US2006/038267

conpgsj tjon.is adm nister ed oral| Y,
subl .%@étr%ﬁ 3 ﬂzﬁp&sswwven%qna)ﬁ%ﬁtﬁwﬂyds (955%&% p pH Gy disorder,

s’h@t%séﬂldsy dlsérﬁer§ QIR B inM R SndiidiRl éb‘?@hﬁiiﬁgl @dﬂhhﬁ@hng to the
nposition is admi ni st er ed orally. lgqect of

IBBGON {3 7R0 AP BT VAP <P SR L B Rceutical cripositon as

&XNeshddipns as descri bed herein, for use in a nethod
of treatnent. of the_ hunman O{Hanl rral body by therapy.

One o8 pens sgtodimpatspthe SdRidweli a memgRl pert ai ns to

phar NBeaHS éfRldinstP®s hah@fbisagusescri bed hel‘ ein, for
use in a nethod of treatnent oI a 5HI2A rel at ed

di sorlePmotMRNEnRinthA PRFMATTRHGEH CHBAT OB P 15f55pd oy, vasally

ASREGLIObudAIE, RaR&RMLIY, wgeﬁauy efrefrgllyt. ai NS to uses of a
pharmaceuti cal_conp %ﬁﬁ on as ?Iescrl bed. h in, d ”
the pPERRTETRATIBI S g FRRPORjagn s AR s ered orally.

t Le at ORI Uspeef ofdhpidedh 1ﬁ‘&¥nﬂ61€;ﬂ:ﬂdm§fbrriﬂafnﬁce(ﬁjﬁeﬂ aspeRitiond as
t he present inventio tains t t hods
traibat hagdl ﬂralﬁﬁﬁbaelaftﬁ%‘g t‘i?%‘i‘?&%%qf the gﬁgl%frﬁa}*?ﬂi Py by therapy.
| -[3-0de eﬁf)&ﬂb'l;tiﬂe ﬁfEJeHMiﬁveﬁﬁ?rpp&taﬁQ’to-p'iiatydgbeuﬁemtnhpbemoﬁb&n
| uor o- n - Uurea; n .

%66%1}})6%@ islﬂ PILUSE 13 ﬁrletgﬁcgoiﬁre%ta}eg}tgq%ﬁ égﬁ”wglgtea rig;grgFrl od? é}}e human or
melﬁl%ﬂyw‘tﬁerﬂ@t hod conpri ses: di ssol vi ng
|y|_ ]-3t %‘rezatérag:t 81? t%cf HS?EBJ}/ IBHe@ﬁLVP g rrt%)rzng 1}% 05 aﬁ)ﬁ%“rrrrlgéeﬁ & cé)nllqp%gition as
fatyted natinyteme poithction of hmedicineal fpcok yivibel treptyiere of ST, 4 related
g,r g m xture thereof. These and ot her aspects of the

AVERAti on disclosed herein will be set forth in
gr eat ©he aiptcabf thapretcheinpatienpertdins &l rosthivde fpopedtspharmaceutical

DETAI.LED DESCRI PTI ON OF THE | NVENTI ON DEFI NI TIONS | N
REERSSCRSTRERTVENT as used herein refers to a judgment

made bYy3-@i-lramegineliyl Q8L yrazphi gi)eiasthoxpphew]]- -3a@rdsdfluoro-phenyl)-
ractitioner, etc. in the case of humans; veterinarian
%M case of ani mal s, including non- human nmanmal s)
that apolymj/efhyldmfahl amda@nlygmolyzeq giyeesleor Wil |l benefit
fromt eat udgment is nmade based on a
vari ef”;) rt?faeéﬁ% éfesare inthe realmof a

car egiisivisg BEG}C—)(GFHIMS@,’Z nhntltyl-tZHaiyratzasieﬂ -yl ésnethory-knanyl]-€ @ 4-
dlq'f%oro-ptpleny )rju(%eavlln ol%ﬁle po?yoxyé’%flngle ofl¥r {he pblygclyco\MzeA glyceride, or a mixture
thereof.

These and other aspects of the invention disclosed herein will be set forth in greater

detail as the patent disclosure proceeds.

DETAILED DESCRIPTION OF THE INVENTION
DEFINITIONS
IN NEED OF TREATMENT as used herein refers to a judgment made by a caregiver
(e.g. physician, nurse, nurse practitioner, etc. in the case of humans; veterinarian in the case of
animals, including non-human mammals) that an individual or animal requires or will benefit
from treatment. This judgment is made based on a variety of factors that are in the realm of a
caregiver’s expertise, but that includes the knowledge that the individual or animal is ill, or will

become ill, as the result of a disease, condition or disorder that is treatable by the compounds of

-3-
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becone ill, as the result of a disease, condition or
di sorder that is treatable by the conpounds of"fh'e

we@Rkbodoiis09' t M ngly, the conmpounds of the invePtT/U8200&088267

J rotective or preventive manner.; or
B st AR et cEE HeTTgh 6 6 L g Pitsgtive o
H18enkEid maied BEdonPb@ide of e irfibR A Sh beGSEto bail®@Mhtd inhibit or ameliorate
g%gorder NDI V. DUAL as used herein refers to any
19ease: PRy A5 Al s, preferably mice, rats,

OL her INDOEDUAL ars ahéau Hefein 1@ R@Sto afé}adn&nal Siﬂélﬁh?ng Iﬁ?lhlfnhle,,preferably

shee or ses, |nate an referably.

Rleants, olfekeis SR, e ST, STARP ahor e OF Hopatgsy g most

mb&n@ndﬁ@ﬁﬂous forn1of the receptor or to the

const d form,of .the cept or nd

o VP A GO b Bl eneta i el ] 6 SPGB o e

febdpldr af fﬁehynshhﬁveaﬁ:]{ctw%edf foofate réd&ﬁoﬁ ﬁ!ﬂeﬂh@r ml'bl(ﬁji‘[ thebasélide

nor ase | eye act.i vi.t rve

e XSt Blec BY R sl ol B ol £ Pyl s et of

ﬁﬁﬁt}bwlildl 18 gbsk:@ednn tarabseac. of E’gcﬁfs’g bﬁﬁﬁl’t}bld agohﬁts,bﬁi 8&krdataGTP binding to

|nt ace rore i bited in.the presence .
bR ey o Bl Bt oy gis Wi A e PR g e inverse

bg(mﬁt byl st st S(BQ%oreap‘rdfe]ﬂrb]sﬂay pirledsieiosd) ind niwygt @tfelaBiady at1&8475%, as

h t he bas ne r anse in the absence
B T bttt it B gl SRR e el o v
AWJMWI@ALEN@FM@IMOUNWW&GW refes fotke amount of

CHR NN o 2 01‘% aarrmrrgecu%ggl Iagcg:e%lt th%ge%mtts Elogllczlﬂ%r }n%dlcmsl response in a
ol 0Qi orP HBEr e Rartfeshonse T'ha L UEVSTER

assuemys,tenn |anh|ma1 ah;ﬂahduaT orfiumamn tiahia beingsobglit by a s@eaytiter, yytednarian,
rr1e§1ca§ cr:]tgr dr {n{CPa%r | %nh 1n%ges%?e ordrr%:rg 8§ th% ﬁollg&nqi !

icran, €s one
foll om)ri’gavet(tmg thércmzmi foneratple, pie‘@e‘axm difeose, emamph et disorder in an

Pndgl\ll(%ln %t{l}g[?na? ﬁg Pf%ﬁ%éo%%d HUX &1%@2196 co%dlggllty §ro({ %)g({ ‘blﬂ dggs not yet

I Spose
exmrederce ondisplaydhspatidérzy lou $ynni11mmtoiogy of éte disemey | e n c e or

d! spl g%,lﬁl'?l%n%ath%&%e%?y foqre%(%%(eﬂfp tll’ﬁll% ol ocgééas%f co‘ﬁ!ﬁ%rm or disorder in an

di sea seas or e
irmlividyial thatgs acpch'ifme’ag er dmnharydlgtthmt}miogﬂ Dsmmwtqilogymf the disease,

o 1 ‘ ) ;
R e R
eymplosgoldey), €nid. e., arresting further developnent of

fAPneEI Pgstr)l)?he%g%%lﬁ%ﬁil 8 glgs%agéég&t 8or 1g,|)?§'gﬂ%ratm%r£qh%§ 8? % Pd1t10n or disorder

i scadividual @mjns exmrniewingdir dopld@ng tha pahologyohr wrdp}ematblhax of the
i th
h%a%?%ﬁ&#ﬁﬁ&hﬁﬂm@&xﬂé%%h%%%g&,L%%ﬁ%ﬁi P%%mg&gumgg

. . The teyre f‘@lyngfurdl’éaqoacdﬂmr@gsﬁfeam@/aaiasmfmpammabai gycipients
I!f:)]rﬁ r%s%‘[lgrrpra cgf{s%ﬁl?g £e?1151a11yatﬁ' ?g m'ﬂ%p @é)rgporuﬁé & asnngcﬁlréaof(f:&)ﬁl Gunds

ceutli cal excrp or consi st

@S@@@md frainitgprabydr ‘efllltfﬁré} al@phgﬁ amg Ie‘ély]GWHQt t@rahmdrnfurd'tlm d00h01 and a

30y CATRRIERD. 36 PR Alhouhlle, B APOY T U 1 Mgl i
asyoutiajie phydieghecagippui or alnmxismré cempouddsms thegollagving formula:

excipient in this class conprises pr consists
essentially of a single© o Ol m xture of
conpounds of the followng f Ia

(199} g

wherein “a” is an integer selected from 1 to 23. Representative examples, include but not

limited to, Glycofurol® 75 (average molecular weight of about 190), and the like.
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wherein "a" is an integer selected from1l to 23.
Representati ve exanples, include but not limted to,

W(ﬁzqmmunml (r) 75 (average nol ecul ar W€I ght OPCHIDS2006/038267

190), the like The Srr d bianmer” sed herein
refe rkjgletﬁé’ma P glogamerg ps BHR% pereie agfers iog ¢l @ﬁ ef %qalé?ﬁcgutlcal excipients

&&Bﬁﬁh@émns@ﬁmg @d@&iti%ﬁ}l' &Qsltﬁﬁﬁﬁﬁltgle&bﬁxymﬁﬁ o4 mb@lire 8f compounds

singl.e conp a mxture o { d

rrenated Sipm %ﬁhmc %?CB@RPO&BBW it n‘a PXl ft |Pé‘ﬁ>§ 68‘5 %’ Amepme
RN eAR Can@Xéifient ih thisHIBcoMPRIGE o BdHsSts efBntRNG bPi iifle ¢dinpound
this cl ass conprlses or co éﬂﬂhs essentially of a

o 2 gk tETe b RpyaRAads the fofoviRg compounds of the
followi ng formul a

HO (G 2020 - ( PR oHRY{CHePaRaHGHEK-OFE + b

wherein "b" at each occufrence is Pndepend@ntly an

\ifﬁ&&ﬁl 95"" ab @ic%&fﬂlrrénc% @s 1ﬂ&§endeﬁt1y dnSntggbr bétive@erto he1; we'eis ad integer
and the ave

and (gi r
W"@E lll |a§d g\k Ibdfﬁ + st 3ttﬂ ézza SPERe fvsFase Lol pveie gg‘f{dhe&o loxamer s
46885175 600dr Q8 NBS I Sxadie R al@'l@ﬂmn Of ca@ 3B pREarpd BP@AERSHs iy the art. A

nmethods in the art. An [ ol oxaners a
ORI 75 ety P@@% RBEPeAEg mpgeg of¢ Pojoxamer
Reh@x BiRfe dod GitétEro, Ibilﬂxaﬁ&el 2n Qlﬁluﬂohia@ LedNI)oRold3@mex EBSEPluronic”®

%(g?gﬁ&;)%o otpgtpllgc &fglllfrgég\g: %%}F\ES ?:(?reglﬁrr 3}%2%{[&;!}1%6%{%@&%?10““1“

ﬁﬁ&Pth&@QﬂEﬂ@D)mﬁﬂQﬁﬂE) Poloxaner 407 (Pluronlc(r)

F127 r.m." Pol yet h

(al soTbpTbcdweisgs Rl aGsn el mepiatis e Do et o a las

éf @S@naﬁéuhﬁ&l af(cﬁﬁemyédm;ﬁlsmg wicdopsigting $ssetinfly bBeither adingle compound or

con of e|t er a single conpound or
t%gﬁnggﬁ%%' W3’Igf?lﬂ]élafollowng for mul a:

mhereln "d" is an |nte '%%%Gﬁﬁ om1l to 23.

Polyethylene gl ycol s ar be prepared by

methods in the art. A nunber of gm g%lene gnycols

wherein Sis P inddgkrselegiad fram|ldo 2@%@% PR A BNy Grsbe
?%gargieb}prﬁ@c s GonD Yt SX RREy 'o@;t)cﬁ?éﬂl;m% gﬂf\éﬁh l\r@%rﬁm&elaﬂy available.

se I'n the art. Re resent Ive exa
Bieypalyryhybeme clyrglsesn he mesperaeby yutheticomet @%avaé@blﬁ & thesean the art.
%g%es@ﬁtgh@eveﬁﬁ Es (ﬁqlpgﬁl%ﬁéne%cgﬂhcl&ﬁe 915{916{ hrfh%q tg @) 200 (an

300 (an a era?e mol ecul ar _wei abou

26528 1B cculppEigis Of thent W&J%BE%P%@WW&MW%W%N of about

l (v
1P R348y 5 AL arecamunb i i
welegrer weighilebihou 6@@)35’EG a0 QIS ﬁloaq?g]pla@@ght of about 570-613),
ﬁrﬁb%b’ ka%ravc\fﬁéegﬁélec@lfar %@@Httof Gbout 9@50900) anpdmk hﬁe like. It

I's understood in the art that the nunber that foll ows

PEG i Hd$ endlewstood H@h%%@a@bﬁ Wbé%fé}ﬁtaﬁaﬂ%.l’&ﬁ indjpatesihe average

RRLHIES weibiRlof 8% 36HMen. F‘oh&ah@fe%he REGBEO3007el®rs%0 4 PE@ havmg an
PEG havi ng an average nol ecul ar wei ght of 300, and

gmwapoleoahr Hoiehtaf e00endie aﬁr&falwe.awgeméﬂ%@élabwelglbtamge of about

38510l80@RPI U§f$§unajcég Ql{ottﬁéf‘ﬁkﬁbd/ to RRRLO&scrimR PRed Iﬁ&ad of using
exists to describ EG |nstead of using the averag

i1 averageanolomilag meight e nymhes dhet follgyvs EE1G” aeters tqﬁée‘wm@r e# gthylene
LRidb BSitsP¥BR thR B ¥ &E&ss@&in%&ﬁﬂ%eﬂr Q@&ﬁ‘(ﬂmgl% Ris®g this

nunber i's expressed in whol e nunbers. Accordlqg
aemenglatyp.EG 6 would represent a PEG having an average number of etliylene oxide units

of 6 and an average weight of 300. One skilled in the art appreciates and would understand both

nomenclatures.



10

15

20

25

30

35

nonmencl ature, PEG 6 woul d represent a PEG havi ng an
aver age nunber of ethylene oxide units of 6 and an

war@ragaonei ght of 300. One skilled in the artPCT/US2006/038267

appregj at, woul d understand both .

nomen }53@5‘%@@ ‘%@?téniﬂ?fﬁ efan aBerh%ﬁm?l?@iaé ¥EieBPEG thatpeexst
DA RS, hV\PE(g bin dfe®e ubtallin B8 vAIAS Embadie&iH cﬁTtheVﬁﬁésgﬁ’ctmventlon and
PEG can a be used in the various enbodlnents of

radipgl. if R oRe G o b B Prgrsgte of par of 2 geprss éﬁ%aaﬁon "ofan

%xb@lent"db@érﬂ)e&’ Bpeing Sthﬁ@)ﬂﬁraﬁ’éﬁcﬂlgolﬁﬁﬂdr W@fghﬁPm BT aﬁerage molecular
escription n excipi ent desc e|n t hat

werel PR e ra??&bé@mpaﬁse%@ﬁwnpﬁ@qﬁ g Hgee skilled in the

HP&EI0W 18 hreprie @hd idBRE BE@s SItRsAGRkclly vt!fhgxt piicESefbe molecular

i nvention. Methods are known to those skilled in the

WFighton how to prepare and identify PEGs of exact

mol e cv%afmwbﬁy?nﬂe@%w &Qeﬁ’ﬁtls agd |h%1nW€ﬂe@E& a cliRef

term " Pol yoxyet hyl ene. a et her er.ein
PaTRiegu e B8 LB NS GURR oA i Snele cormpound or &
ﬁ’l_ﬁdﬁﬁé bSdoffpotids gﬂﬂéhlnfbb lg61@ra8§ debiibedlab ypélilcg@bﬂhtﬂlelﬁe dycol monoethers
S und or_a_m xtu n tocan

Ghéner g B soSeals. HlptRipHidR, PR oy FethyEBe, eyt

Uﬂnﬂﬁpﬁfﬁﬁ? bafyl-Ol, 3éntydlOI) hetys-OH, uSOOEL, ﬂﬁfﬁﬁtgl] (D’Hmeﬁj,l-OH stearyl-

coho] s.. |n | ude, not limted.t
BHE S5t 5o 58 s g o i
tsattitiylly (ﬁ*d, single dofipyilndGrla nﬁ;&ﬁl’y of édrhposddaar fh follokingdadnlae
like. I'n sone enbodi nent : z excipjent in this class

conprises or consistsc @CHYCHY-GH si ngl e conpound
or arnxture(ﬁ conmpoun the f ofd (wwng f or mul a:

Wgerem “P 1?,] an 1{1]1 eéar S ethé(f e%rgg &P ? b g %e?s a];r CEeT S setiectea%fomal 10 60. In
mﬂmnﬂnb@émteﬂts “f’l’—'lslsslecstal fewt &d 1f Yo, bpd 17G.e ]tageﬂibﬁmthlﬂld teininal

Hﬁ@%_ %tﬁ,&%;; tvvr1]1(1e b t%e &@H h eotrr(rleéeg' fc%nr%;/ 'I{Blt 5]3/ ag,l t&ra%ecy? h‘c’:\)'ic'gldecyl and
b@tﬁc’reayi goqub$ reb’;&x‘a@b() yIn same edeadmy f‘f ’gsr amuptsger selected from 1 to 24.
qu% emgvf ngl)lts i-IElC tpogf%?rehtpflrgltl)e gfﬁgeeﬁrts)%s mix eren Glrs. In

ecte [ om n so I men t
g@ie;atb W}&ﬁhﬁt Ddlymxgethﬁkyelalk@t diler & desnrlbed]thctdm‘cepmfn rdfefsfteﬁle mtajor
e?lﬂ% rnerlrc Sof { e e 1%112,&%'01% gs {e o di {egﬁ a&p & ng? %xamples other

escr escrip ers t

IAYBu).0D OB R eant ex B w]nhleare wncp]ibemmltngtfuhn ths pteh@ationr Mang
direct
801%)8/6:%}1#6% acflgﬁ etél)g(rlss }éer ae Sésé l%%1§§ %ogglq%}? 51{1?1 available.

Repmsettatveprxemppleadf acmlyokm.‘twlqgo hlyyi)cﬂet nyluds butairdayot hrmted to,

%}eﬁ%ﬁe glg/ﬁl %%%X‘Qh;{l gﬂg Jt%ra c:htoy\ft"ﬁ ;’(E%gcr&gi ﬂféo gfox¥1 2 cetyl ether,

aval ep res I ve "exanp
pollygyk y@ tdm;lleéwe pellyéeyl 2Q3¢elt1>é pthsmpcblmj(el 4 utyl qh@, rodptoxyl 9 lauryl ether,

FLF?L’%?'S & gﬁyl tl §D{YO Qtﬂgrbf@%gtg%fb%l%@ g 1o S/ﬁ)ol%oxgleztquleyl

ethbe polypol ¥ dna,rlvl eﬂ@r,tpeb'y*yl &9 ktaryl eﬁmt,xoglstXyl 2@ steagylyether, polyoxyl 100

o4 lauryl ether, polyoxyl 9 lauryl
{ngamQQ#Xoxy4 23 lauryl ether, polyoxyl 2 ol eyl

et her Thptmp R ylbfomethaleeworblmreﬁatty peitl ysmyf apBedhaggih refers to a class
[ .

5 o BB B0 SR LI Wt S

etniiture aiodnpdvedd priered Tive sodhitod, ﬁrﬂ’(yﬂlyct@xylgt dﬂy}ﬂ@n @xide to give mono-,

??Q‘%'s bior t@fal i AR FesRRL R D Slyo Bt YRESORTEE! A bl EhbodtiRen®s, an

excipient in this class comprises or consists essentially of a single compound or a mixture of

compounds of the following formula:
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of pharmaceuti cal excipients conprising or consisting
essentially of either a single conpound or a m xture

weboocomgounds prepared from sorbitol, anhydri decT/asmo6/038267

tri- and/or
xyet Hyd ene sorbitan

et hyl ene oxide to give no di -
tetra-fatty acid estﬁrsqg?/@ ly

In some enbodi ments, af|eXci n &hﬁ% cl ass
conprises or consists esse tiglly of a single conpound
or a mxture of coﬁp& fol |l owi ng

formul a: wherein " />—and "k" are each

i ndependently an |nteg cted from0O to 20; and
Rh, R, R, and Rk amg ach pdependently H or an acyl

group of a fat%¥ acid; provided that "h + i +
Wherein “DhtBgaT, aust “Id Breach isdspendenidy andntpger G‘?l%i‘ideff%‘?r‘ék@ and Ry,

| k}, Qﬂf@f( Sr&dn {Hd%geﬂﬁe%ﬁy fhenek %{Qﬁ}gof{ar}?&y a@&d LRdRikd AReh +1 + ]
kRJ group 1s ot her H I'n one

& ﬂrb tﬁdlrl FrEipReT Oﬁ%@r %% inshding diagteregmergrentioaers and mixtures thereof, and

hﬁ{ dt @JMB@ w f0%hd R} %}Guﬂ i$ oS th 11 OMSone EBAMRNMES, (B

pol yoxyet h ferie”sor bi T an fatty acid esters i ncl ude,
BEWO%QWEFYﬁﬁﬂﬁdﬂﬁﬁympém?§%ﬂ@%ﬁés@@Ovbolyoxyethylene 20
sor bi tan nonol aur at e], ys rbag e 1
[ pol yoxyet hyl ene (4)R Qte],

soikbi tkan

pol ysorbate 40 [ pol yo
nonopal mtate], po quE%, pol yoxyet hyl ene 20
sorbi tan nDnostear

[ pol yoxyet hyl ene (4) sorpi nonost ear at e] ,
pol ysor bate 65 [ pol yox yl'ejne 20 sorbitan
tristearate], polysoﬁbat 80 dhpol yoxyet hyl ene 20

?‘%r%lésadgf)gﬁg 2%%‘? Jé)g%lfea? ka)&g 9%@ @%&s ﬁl lildé BQ! %@ﬁ%ﬁé&% | p%ﬁ@orbate

B0 [nphoryrdtyésne 20 sortin ng@olagste], apldsa@igrte H [poliyoxye]hylpnqd@;sorbltan
%%Pglé%%tbg?&is%gg %ﬁg&%@xyaﬁ}'}]eﬂe 26 sbrb"%l rﬁéqopéiﬂ‘gta{e??)olysorbate 60
fedlyesmetindene 20 avbitaonenestedratt]) Bplmﬁmeé@ [leolyprsieihylengd4) sorbitan
En{eo?lgns‘?w%glgfpol Efﬁ%%)%r 65e E %ﬁgﬁkﬁe Q@mr ﬂ h‘%@éa@a@éﬁ epoly-ggx%ate 80

as use erein refers
thdesyshylpledp ﬁ@rbém hengplegglcpqiyservats 8¢ dralivaxg¢thgensi(S) sorbltan

%b‘ﬁﬁél@a& ”&d S&At & sQbat&iJoNRY, & 6§'a!?19'86 H?PffPPMECi 2@f for

a mxtu commu%%’mepme d'fromfatty acids and

molyysba’qqﬂlehe“ igliydet Stand dirwelysasbates 24 Al @ hdii-ifigtly4. Certan

Z)%%?Jrﬁat&farqo&wﬁ}ﬁﬂ y%@ﬁlagiem&lr theh@dSHTR @M R Roch® Applied
xCipient 1n this ¢class conprises or consists

édswreeti al |y of a single compound or a m xture of

conpoyfd ?en?f“AEﬁ‘g)o%@ 1&9’ és%me?em f@?e‘?é’t%'arélasmfﬂhﬁnﬁ&uhcal

i nteger selecte 0; Rm and Rn are each

iepei gt SRERTTISYAE IoF mnﬂatﬁlga@esyntw@v @ﬁ?}thélf a ginglygopypoed ¢f:a mixture of

p:()fﬁ}f&ﬁlﬁgpr%}tb?éd ﬂm %a@c%rﬁld@ﬁg &ﬁ%’cﬁﬁ&e @T&cﬂ)sto @wg %H@— a%ﬁ/ﬁle&l—faﬁy

are not
é’ﬁ‘ﬁ@@f mﬂgﬂens @tynolRﬂin NS crgodments, 38 ExrdNerd i m qhss Cb@ﬁs GEprises or
Qo Qfen %alfyébtf b ¥in81€ i BmpdeX @ 0P & 1RE of@6dbounds of the following formula:
pol yoxyet hyl'enes 1nclude, but not limted to, polyoxyl

2' stearatetpoly' 6xyT"4 skearatel opol yoxyl 6 stearate,

pol yoxyl 8 stearate, polyox sRearate, pol yoxyl 20
stearate, polyoxyl 30 stearate, polyoxyl 40 stearate,
pdtleyenx yoh” 18 @n infegerrsaleeted oy dx$0; anr{) R sddaraeet each pdwnd@yﬂy Horan

ga gt g{f gECa ng\g ;ﬁ%#dkﬂa% tﬁih e{ctﬁlg:i{ﬁ]taﬁ?_’%}gﬁl )ygg&%) | ot than H (i.e., both
R ey1d>Ry etetrpt Bh dh serse atedinteaisdioth Refralrk, ata)n@pem@sfév agfacyl group

p(l} 3l %@Ht Eﬁﬁt\pl@(&' @jl %&&&y& ?f@ﬂe’s ?ﬂcﬂﬂe %Ejtt & 'ﬂﬁﬁt&ﬁ {on&)lyoxyl 2

esse srnglt e conp
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m xture of conpounds of the follow ng fornmula: wherein

"0" is an integer selected from1l to 50; and RO is a
W((Dzeozmﬂbskyl substltut ed with one or nore -O?FCUUlmps/osszm

Wher.ein or an acyl group of a fatty

TeAade ﬁ)ﬁ%{ﬁxyi%ﬁé’fearm RolgrY f5teptenpluayt 8 FFRE3C aopd 12 ﬁtsarafe

ﬁﬂ{fﬁ 1000 sébafaleS p@Ixyl 1075120 pOHRGULRAE Be, phiotys 5 @st@rat@,@olyoxyl 4

stituted wt
ﬁfﬁaarreﬁw@wy &F%%Pﬁ%’@ﬁ&dl?t%%@@ym%g ﬁg@ﬂﬁﬁerﬁnéé‘thke
Eo | pmlleyhta}iﬁnﬁmexyghylmeiyo@@ﬁlyieae haédlﬁwﬁéﬁdirﬁﬁge@dte a class of
pol yet hyl e CO r oxyst ear ol ut
PRSI @fuhcamcwﬁ%ts isge P @@%?P%ﬁﬁs’iﬂman@e cdifound o &
glnge bf ddeipoasls bse fdewRiglorifaer s to a class of
phar maceuti cal excipients that, is a conbination of

conmpounds conpri si ng or FtE)MG)ﬂgR@ssentl ally of: 1)
nono-, di-, and/or tri- rs gI ycerol, and 2)

nono- and/or di-esters of a poly hyl ene gl ycol of

whetih “6.’01@ amﬂtegwlelactedr\&mghtto @ ambRyit a 2, . aa(aﬂcthb@mﬁhwith one or
moregBi{ Eﬁo nenliemoﬁ( %r éacacdf%)ro ocflg.fa% 01% t\’yheg%gogg fha1J1 She -OR,

sone e he °pdt Y 3V ZetgiVeeri
mb Bipresent t}my c:artwuhﬁt ssmebr djffprestr @ sm&h@pdlp@hty dohyd nealkyl

C ol ﬁ \Nlt% g uet t P) E: g(r) j G %%]6#61? ? S/E%OI? ch%t%pq%r%? 2 léfud? but not

ﬁmﬁ%% pisyteng @96c G6h D3y OOLE (rolyctiblont 11010
%,Stga %)tgls/\ﬁé@m%lg?%% 1fhe d?ee total weight of the

ef orf separately. In sone
e rrb odThetatns “PttIMprb’Izg@ly@uﬂyzasdtsqgﬂ hersarietes to o aigsd of pharmaceutical

%ﬁﬂ[gén%t tga&% > %%b'nﬁ}l!)ry (zf%FTEOL&lQmH ?1%1'11% Br &B%ls‘r;lr% egseﬁt E}g I0

or a re o oun
For mull xm¢rot)di-, andépr 2j-esers piglycerobenpound of For rrul a
DDL 3, %14
g H) ) \%}llglénea? ﬁﬁﬂ((%i’,,dy-lgﬁerg I)f a%m EQG? %lgéeo(lz Eg Wr 1§|Qn (ﬂd!le)culax( \gg1ght to
abroit RA00 RejeculRr weigbt W@n@rWylawlde,asgw dsrigbpreiddent | y H or
an aCXA sogrfe%%ocﬂfneﬁs tl?éﬁo‘é’yg?ﬁ%&zed )gﬂﬁt:ﬂ&'s Bé&htain m nor fmounts r‘?tg glycerol

dlastereoners res t ereo
endjogiolyethyisne leCtﬂss @r exxeniphet prgeent inebat 6@0d 4 abont V00186, alzout 40% to

aQo@SB@lr/’éalabch@b%% X&)‘a{ (yg(ﬁg’ %&ﬁ@?(f% go%o@tr 0‘1“%', l)r a%%t'l@@cjto about

m Xt ures an re connér0|a aval |
19108 parbe aivetiht qféhd’tg‘@bwmiﬁwﬁthp Axaiftent alrﬂter togs@h«mlr @epar@feIYa

2oL G B R kLo g

@rcpmrigit®Rpl: PEG 1450 pal mtosteari c gl ycerides (PEG 32

gl yceﬁ)(L sit %!e E@ntl ﬁﬂ@@ﬁ%ﬁﬁul%l)% Rixfude ¢ of c&:-&)lﬂlé§9f Formula (II); and
stearic glycerides (PEGszagbycery st ear at

GEL UC2ZREgingle s@ippoyd offiognda dirg e mﬁwmf P@mgxuyd:saf Feragila (ID);
(PEG 400 caprgrj [ y}c{%p\rl Rl yceri des, (

Acconon(r) MC-8 300 caprylic/ caryo gﬁml des
(SOFTI GEN(r) 767, onon(r) CC-6 E ol ei c

gl yceri des (Labr af l(Iﬁ M 1944 CS), PEG 300 I [ noI eic
gl ycerides (Labraf(YXr)M 2125 CS), PEG 1%8D | auric

g’J/Héﬁeﬁ{ ‘it’dﬁ 3n {rf%é'égpégﬁ@t@& h‘org'l 451’ 35@1& Rg !RS}', ﬁrhﬁ, elnidlf{?are each independently

H or an acyl group of a fatty acid; including diastereomers, entiomers and mixtures thereof. In

some embodiments, “t” is an integer selected from 4 to 32.

In general, polyglycolyzed glycerides are well defined mixtures and many are
commercially available or prepared by methods known in the art. Examples of a polyglycolyzed
glyceride include, but not limited to, (GELUCIRE® 35/10), (GELUCIRE® 44/ 14),

(GELUCIRE® 46/07), PEG 1450 palmitostearic glycerides (PEG-32 glyceryl palmitostearate,
_8-
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The term "Pol yoxyethyl ene oil" as used herein refers
to a class of pharmaceutical excipients conprising or

weongiostibng essentially of either a single conporus2006/038267

ture of o ounds obtai ned fromthe reaction_of ®
Gﬁ&%ﬁ? E“é%% %Gng‘ﬁ%éfq?w? Sieeridss @RGPt Gerh%?%aé g&?&?ﬂ

5@r1 03 'P!EGSS&kiﬁltth/prﬁg ggbem@sr apﬁ@ 4@0 cxﬁryqtc%ﬁ& gwbaﬁ@safLABRAsom
repn the substit on on ceride,l
Arsareoepic-Sh BRSO tsoey e Ay PR PN T Sh docamgr CC-6 EP),

122744 ﬁ)otdila@ g19&eid&xﬂ£t9am@ VS5 T}, PEeB0h &h&ym @@b&d@@mabraﬁl‘@
esent then they can be t

23?? f3§} ERE. 159%%@%%&4*%@&% C %EP% le}w of

var yiTys (@ ®olysxyehyRinb yﬂ’eﬁ&smee&] teferS10 A QLes (TPhmtrbhdeutical
either caster oil or hy drqgg ted caster oil and the ¢
CXFIRICRIS COFPTEHEE FUTistingessenit 03 BiRFEE HYEle AROYR] o mgiKjuEe o

RAodhds B’QLBM&?(J‘Y&ﬁ ¥ k@BRonly §4:9Be BRbAds sfaftyRhe 6kille' with 2 mono-, di-
respectively. éone enmbodi ment [

an e lent 1IN
PR S G L e TS TGRS s B TG yregn e dyceride i

}?kiﬂﬂ&lﬁsusﬁﬂﬂﬁmﬁr £R1d RyIProdipehe whén 1&%’@% ra,dshﬁlfroxtyh@bsumted fatty
| ow ng formul

ar e

CHASHeHPE Prysepf i tggydﬁﬁbi)thﬁ é%ec?r %ﬂ@e %ﬁ%&n*%ﬂs the
fedcvbn aﬂﬁirﬁﬁ)% Abudts (Nétflylﬁﬁd)xiﬂb & dbhcﬂhcfed lwlth either casnd oil Wt 10
are each 1 ndependent n integer selected fromoO t
R A A S S i o S M S e
‘fMﬁgﬁthﬁageG@Hﬁ@eﬁﬂtﬂlﬁaltei‘ Gﬂ’%sﬁeai’ve}gfa(’hhsdﬁw enfRudin@ants aR\M;mpwnt
i ncl udi ng di ast er eonrer s oner eometric

i HESeEPBLE P BT Cori AL SR AP ISTIE of b Spg cobounds
éﬂﬁkﬁﬂb@mgﬁhmﬂ@pendently a group sel ected from the
Formul ae (TV) and (V) (|Oe a nonphydrogen group). In

sone enbodi ments, "u", "{{", and " are the sane for
each R11, Rv, and Rw. Ry s@ﬁﬁTéﬁﬁbdﬁthts, at | east
one "u", "v", and "wW' is diffe in R11, Rv, and Rw.

In sone enbodi nents, "u" is 7, I'v" is 0, and "W' is 6
and each Ru, Ry, and Rw are thé‘sane group. In

geaehd R aariaqziw)éwa{ RidpeR@ny H or 8§ g@upedldcted GlobiBéelFormula (IV) and
nlxture and many are comercially avail abl e. Exanpl es

yoxyethylene 0|I include but not limted to,
poI casto n CA-5; poky
t-%cy*‘b?‘\@'"—p@ﬂ 85‘2 5 ei | al(%ccé%a@a ?'/'9(55 CH3
po yoxye‘hylene 9 cast r 0| pol yoxyl 15 castr oi
(Acconon CA- 15; polyo ©HL5 cast or OI|)(OCHg}b OH
pol yoxyl 35 casiqr oil (CIenD or(tm EL; X
pol yoxyet hyl en 5 castor oil), W)

ﬁagryﬁxw Pot, é{ﬁﬁ(‘y;\e’tak’ey&aelﬂﬁldé}ﬁnd‘eﬂﬂj? 8 infigér)sele@ed ¥&x% Y ko14@or each R,,
y r enatg,,ca tor. ol or RH 40;
Oyt BB BLBRER SHeTELE R | 61 190! 16 PoRyiand Re
ﬁﬁlu'disﬁ@ ranQ@féaina@ cBAGhas, gedrhetridEsddrg iafid Rkur&QGhereof. In some
yl.ene 60 ed castor o}l d the
PR ApiTeng o g G R S Ry YR Bt V) and
cesi.efa ﬁkbﬂ-hydflfgkﬂ»lﬁeup)bhi sof® Embbd‘ﬁnér&d “WQvpald/axX\ake thsame for -
na ast or or ;m“a Q...

S Fonye CHyH e HoSORY SHPBT G BEF GBS oy Yoi 1 o Gt i R B
et Ry, dmag:aaah@ﬁuﬁ@&t ar’ io7, I“v’(lEommldgwn @Hﬁd@&h Ru, R,, and R, are the
'(I’Lrﬂ%grx Igéclan%pa? a%glyQXy%{hg SQ gﬁ 1%% vxge?l P red?rlnlc re a% %anyh:?re
commercially available. Examples of a polyoxyethylene oil include, but not limited to, polyoxyl
5 castor oil (Acconon CA-5; polyoxyethylene 5 castor oil), polyoxyl 9 castor oil (Acconon CA-
9; polyoxyethylene 9 castor oil), polyoxyl 15 castor oil (Acconon CA-15; polyoxyethylene 15

castor oil), polyoxyl 35 castor oil (Cremophor™ EL; polyoxyethylene 35 castor oil), polyoxyl
-9.
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The term"fatty acid" as used herein refers to a
carboxylic acid represented by the fornmula R C(=0) OH,

wob@reinoRi is a straight or branched C3-C2S ab&piS2006/038267

or stra t or branched C3-C2Sal kenyl grou
R TTG AG BN B0y bty eiRvedq casteroin poiyony 48 i Gpenated

Ralviels ﬂmen%g&mRHub ﬂogroﬁ{ﬁ@gle‘ﬁ& Q@Qy&{r@hat@ca@gﬁolmﬂ@%@@l 60

can have one or nore bond a each_can

hyiiopanated rastas ol (Fupdsin HREGORAOXYH ens o ha@agﬁnéte‘gsﬁ%@f piD, and
tﬁ’cr 1BR€ @kaﬁﬁl@syof?l%Bly@ﬁ/e@x&ﬁn@ﬁydkfg&ﬁ&d%st& dil iXdlatleEbut R&@atkd to,

f tt b
soor do PR RGPl e lr L) JERp gy E ey el

whsr &, '})OB%X}H %0 Hy@bgcRMed Qsist oil ((Eﬁﬂlulg‘yh HRB @0; pblyoRycthyRae B0
i ndependentTly an int eger selected fromoO to 25,
}ﬁfl@g‘i’fﬁ@écﬁwtollitaqd@e k%3 or less. Accordingly, the

?ﬁ yl fﬁ{e%ll@l “of ah:i(ﬁ ab ageﬂxﬁ?@ﬁlr%te@ &a &h@bdé?ﬁ)cr ﬁlﬁﬁﬂlﬁreﬁntb&by the
e fornul a; | =Q)-._|l.n sone .
ORI, SRS . 1L PO S ahsr - g O et o
B‘réﬂlchm 0,5 hiRéd glaup, GhdBit GEBptiosi Gl $Bizd a2 kaft=OR 3 ov eydmryl

'y z" are_each rlde end%ntl an i nteger s% (? f{'
SO 5 1g @dggtoo%%w3t%aa s:eﬁ%{ ca§} q_vezo¥1a 01'21?0r8|do %gon [Rd each can be
SO LML Rt forelth@ oflo BdthR-H0ad & pr&ertitifey chibeS@nae trans or a
embodi nents, the double bond is trans. Accordi ngly,

PRETedEIeolyr oup of this fatty acid can be represent ed
by t hg sh@¢ Bubetimé&id 4 @f@)ié'i@bﬁ'@d(r@r%)aﬁt@{ 5The fol]EWﬁig‘ﬁd;rﬁﬁla

S Rodaten i ibetearsy B g o tird iy i e reach
%?ﬁﬁ%}‘% agﬁhté@r%ctem aaisepracidet thah3( f."'? ggﬁﬁmad]rdmgly,
gém%qf&c%r%r?sf&%%thfg%%ﬁm c acid,
XZ}(%}E@IM(-O)Qonanm C agl ddgggl argonl c aci d
0 e SR S B IS RBL Sl s e
FrH%(gHQy@IQ*GH{CdQ)jeG@)(OH@vha&hd 5’ W(Z%)w@ﬁﬁd?ﬂeﬂ;b’l an integer
feﬂeé{ ﬁ%@ dafﬁgscprg\egl C(ré%% cgsagﬁme/mﬁo%llmen{cs e QOub(lf bond

[shex agdeparaibediarehts, thﬁcfﬁ.bl@lbﬂt)d]lé ZamO)Aochrdinglyethe dayl grovydof this fatty

g;%w%%%g%%%e@ o AT S0k o

CHRIn T o Dshinrede? Jait) 6 dGh e, buat matdmhitkid ¢o, ampd)mc acid

@?ﬁs@@ P e P SR OB AR R b Rpocoom

héxahdieaeid PoH(GHINAE0)0H Heptanaic @dd [CH;(CH,)sC(=0)OH], caprylic acid

5 A AR e O DRI B ESe [T T COI0H)
eﬁ!‘g aeﬁldecgi&?mgllpélfﬂ(_ﬁﬁf)ﬂ(eOm]d ut(decammg bt [RAGEH,)£X=0)OH],
iefisrt o S bR U R it B ag g ror0m,
iyeistivodcii [etraddcahofccailf OH;(CHE),ECIQ)OHE, mindifie acid [hexadecanoic acid,

N

agdrdxystearic acid [12-hydroxyoctadecanoic acid, CH;(CH,)sCH(OH)(CH,);,C(=O)OH],

G BC2 CH CH OrROOR QRO B AT R R ) SC(=0 OH

Examples of unsaturated fatty acids inlcude, but not limited to, (alpha)-linolenic acid
[CH;CH,CH=CHCH,CH=CHCH,CH=CH(CH,),C(=0)OH], docosahexaenoic acid (commonly
known as DHA; 22:6 omega-3), eicosapentaenoic acid (commonly known as EPA; Cy0Hz00s,

all-cis-fatty acid 20:5 omega-3), linoleic acid
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[ CH3(CH2) 7CH=CH(CH2) 7C(=O OH], erucic acid
[CH3(CH2) 7TCH=CH(CH2) i i C(=O OH], and the |ike. The term
wO paboit4ost earic” refers to a m xture of palniPCUUsnmdmmmn
In sope amodnens,the

d stearic acid m
R R -G T e DR e ralerszeia stor b B o9713-
ﬁﬂr&?@dﬂéde&?%moﬂ- h&d rdHﬁ;}s)sCH@(vH)cmz@HBCHtcm)Xm@)y)}qCdrﬂ:hdomc

d h f h
SR SRRy i A G R g  SPl ioi
Rﬁﬂ(@ﬁ)7Cﬂ]&Cﬁ%©H})ﬁ3d~(b)oH] heudi®fdijCM,(CRLCHEH(CRETEONOH], and

has the same definition as descri bed herein
E%BV%. The term "hydroxyl substituted fatty acid acyl

gr oUpPTheASrn pRlinitéitelia” @k £1H 9 ntiftutetE pilinitdy 201dPn@ bteddic acid. In some
bonded _di.rect |

fatty aci t he carbon_. of
HRRATER R %e HHtE of Blris il é'ado H5prie A fsgrrin of Doyt ?:@Rbsn%u‘f 3:2.
wher eTke ﬁﬂrasb Sac@l b lipbOatt hcil? anGbEEkr&d réfatbtoahd® group of a fatty

%Cﬁ%b : 04' @reg ot e?qg{"b@g E’{',\ﬁP{ %%Y eggoucp%n 5}% %lrﬁﬁ% le{;yotﬂg formula:
QICHOP, whdreih he R) Uy t5¢ ©a@ dbﬂﬁaﬁor@ deRBbal Heeydboean have

one o[ nore, ubI ond eagc n be,eith or
C ans ThSFEn THAF G PRI TS bR IP S BLErn gy o he R,
ep bfa feityvactd bdnfAadiretty ta thel cxibuf 6f 4 dagoadfgroup and can be represented

AN TR T ST T —

bRvart C90325 a‘]!ld&h)ﬂ fgr(ﬂlp,a,ndeQi‘s sabsaitutddywithdie 23, iobehlydrexyt greups. It is

cont of s odi nent s | s e provjde .
A ALY B A o6 ROY PR IO PoREgp QiR b Sl is o
vianhs; ofien theathin ese dfublehb@nd 13 ypedadnt iRy van Wetvisarr @and @ra mixture thereof.
brevity, described in the context of a single

enbodi nent, may al so be provided separately or in any
_s)uhmd@hﬁmubmp&itms Of The Phﬁexﬁinmtmmf the present

Icg\r{rg pﬁ L9d a?ema eg tha? cel’[alnqha Lot B uetl}n?e%llon W%gSI L %or (rzllarlty, described in
|the[c3nté)ét -obseptrate zmtmdﬂmylhts 2y pligo bz MOwﬂeQIm)cembmtﬁtdnmxy sqlg‘]e n

SR, e e Bt by D Rk yF R PG, cosgvea i
MMammaﬁafamagpamyﬁmhghem@agbyepkwubdg@hy&by&hhy@@m&bk

al.kyl . et her, a pol yoxyethylene oil, a polyoxyethyl ene
§%ﬁ§??5ﬂ"?atty acid ester, an acyl pol yoxyethylene, a

pol yglone adpgated thg lpysatt lrdemoa peftainshy plrapmycaetydal compositions

pol yox enbodi US ealar t )
&g résgly -E%Lfbrf)mf)-z-me%l}oygglél azo \-/3gel brfr;]etlg ﬁgl ﬁ% Ql 1§u0ro
@hdwbydmaMEB of |-[3-(4-brono-2-nethyl -

(rj?/][ Iaﬁ 8 L loeas,t3 %ne) rP 4 ra%éutcllggi%f(ﬁpqgng%%lcé %bé(%n ar.T}élxcf‘ofurolf ﬁgolmfamer a
Ipeazsmylemmlmoh ripalyexyeihglehe dlkd efheeapolysxystbylent @lda polpexyethylene

| e Y |
R T T
agmumﬁsﬂembwawdwbnpolyglycolyzed glyceride."In
SolMe Xf j n’?eaén%ﬁﬁié s}e%g?r%%erﬁngﬁsc‘ éon%%gitlglﬁ%rf H‘E%?eléet{t &Qf!ention embrace

exci pl en% IS Sse
solvates and hydrates of 1-[3-(4-bromo-2-methyl-2H-pyrazol-3-yl)-4-methoxy-phenyl]-3-(2,4-

difluoro-phenyl)-urea.

In some embodiments, the at least one pharmaceutical excipient is selected from a
polyethylene glycol, a polyoxyethylene alkyl ether, a polyoxyethylene oil, a polyoxyethylene
sorbitan fatty acid ester, and a polyglycolyzed glyceride.
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di et hyl ene gl ycol nonoethyl ether, PEG 300, PEG 400,
PEG 600, PEG 8 caprylic/capric glycerides, polyoxyl 40

wogaroganat ed castor oil, polysorbate 80, pol yBOI/D81086/038267

20, PEG 300 oleic yceri des, PEG 300 linoleic
gl ycag m&eﬂibﬁwama%ﬂes% deast 9P Phrarmacenlisel emieyds palepsd fropy
d?e@rg;?e#g gfgﬁ‘? :ngsgfl%ﬂ?é eﬂlg}g})ﬂ}gs@ PEG 400 HG 600, pm Eah}ﬁ?hd/dépnc
ns conpr
g&qm%@gu%}é 49 h)g;g%gemt%qastphg{ pplngsoaba&of&yg ft}a&;ﬁgn]’eEG 300 oleic
oBckrided PEE308 HaOBHL g@b@fsmraﬁm@ 3b0 @¥Blipcaic ggeérﬁﬁﬁ ed
from di et hyl ene gl'ycol monoet hyl et her, PEG

0,. PEG ..
400, IJPE@@GWO%E@S»Q TRIpTY IP‘éeFlE%IbWtam@rw icdl compositions
BRbYs: bate 80, pol ysorbate 20, PEG 300 ol eic

gl yceri des, PEG 300 linoleic cerjdes, .and PEG 300
caprWﬁ?@@é%ﬁ?@%hﬁﬂ9%@??@3@139%lgﬂﬂﬁh@ﬁﬁﬁﬂﬁﬁ%%ts t he

p r esekcond ﬁ%h&ﬁndﬁﬁé)&@ldﬁﬁsde@te@ hﬂfrﬁﬂ%ﬂ@ﬂﬂnb @B’bol monoethyl ether,

TR AT T T P —

mm%lmﬁfldéﬁﬁﬁl«mﬂi@ 360 l‘iﬁ&dl@glﬁd'éhdésezlrﬁm% Of) kzﬁm‘yhc/caprlc glycerides.
di et hyl ene ycol noethg et her, PEG 300 P% i "
PEG RO BT ERSABe RFEbHErbRrEES (o egiapoumcsl compositions

dPeapyisiegbat e 80, pol ysorbate 20, PEG 300 ol eic
glycerldes PEG 300 Il.i.noleic glyceride PEG 300
capr ya firgRbamapqutiga! grcipien dat 1sla% %’%W%Ol%ﬁ‘f’gglafﬂglﬁ t he

pol yweanhxsh@ﬂﬁce@n&al b)&lrﬁenp mlqc&ammwétmnme@molag@mhﬁ@ther

o e PBeeRlBRR L T isa arbe i b ity i Botvsorbae

TRPEGRO®blkic glyberfOSPESTB0 tihsteid igB/cerides apdPE® BQ(I:@bljyhe’dapnc

%I}%c,g{i de is PEG 8 caprylic/capric glycerides. In sone
B8¥ments, the present invention pertains to

phar naGeué taeddinaig) hs ipblyomsthganpsil 5 kpglyoxyethylene hydrogenated

gﬁwg Eyethylene oil and a pol yglycolyzed glyceride. In
nbodi nents, the present invention pertains to

phar naGeut baeddinaing) as ipblyensthglenphydsogagtedpastyraryib pel@oxyl 40
&}/dr oﬂ? ‘glat ed castor oil and PEG 8 caprylic/capric

THSEOI P some enbodi ment's, the present invention
per t ainnsmt empdianeas e tpbyalycalpn glycdride isPHESOmpidiciegpric
gol ‘xﬁyl 40 hydrogenated castor oil and PEG 8
lﬁfﬁ\{{af 'c/capric glycerides together in an anount of at
| east nabmd emb&lidenta Beypies&R MvertvaperiBudto phanpateuii@gompositions

about . 68% . abo t 70 a 2%.,8pqut_.14% about 76%
8%%151%8%%0 BBY &l a’é(g%?ﬁ y yze‘f;%’(f’e“‘g%% about 85%
about In&ﬁ%e eﬂb@iﬂﬂherﬂg %e padsanttinv8Bidn pattons to 8B macbideat cl@@gitions
250 S8 B G B B AR RO
99. 5%irypme embodiments, the present 1nvent10n pertams to pharmaceutical compositions
comprising: polyoxyl 40 hydrogenated castor oil and PEG 8 caprylic/capric glycerides together
in an amount of at least about 60 %, about 62%, about 64%, about 66%, about 68%, about 70%,
about 72%, about 74%, about 76%, about 78%, about 80%, about 82%, about 84%, about 85%,
about 86%, about 87%, about 88%, about 89%, about 90%, about 91%, about 92%, about 93%,
about 94%, about 95%, about 96%, about 97%, about 98%, about 99%, or about 99.5% by
weight of the total composition.

In some embodiments, the present invention pertains to pharmaceutical compositions
comprising: polyoxyl 40 hydrogenated castor oil and PEG 8 caprylic/capric glycerides together

in an amount of at least about 60 % by weight of the total composition.
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wei ght of the total conposition. In sone enbodi nents,
the present invention pertains to pharnaceuti cal
W@ 0u08i409 ons conpri si ng: pol yoxyl 40 hydr 0geneCPUS2006/038267
castor oil and PEG 8 caprylic/capric %t cerides
ot

t ogetlh et sFEHmMEAE AR prS%e qun%%!eer%a EragguEgAl GRTRAsitions
Bhplifie: bay A mmaﬂ)%bﬂét&rbaé%r&ﬁﬂ e PHG@tcabﬂEé]&aPnc tlherides together

present i hvention %) E ar maceuti.ca
l%elhww f3hlsast ghagt %M’a Weﬂférsrf& S0l enat ed
cast qf séhd endEinRES tBe ﬁ@@hﬁ’lhif&ﬁ@l@ﬁgrla&s & pHeBfiacél@iSal compositions
together in an anpunt of at a%Egl%%t 70 %. b

PP HRE: Pelye ! %%Wwﬁ%@rfast?fml fiirouc i opoter
R EESBSUnt bIAY RAK: bt S(E%tbgrlvﬂﬁght &tﬂ@@fam&ﬁmt;m&al

conpaosi tions conprisin h enat s
cast dh SgT HhgoES Be Bt Ry ek priads i xg%e%ca@gﬁ Gompositions
doRGRERE holybkyR10 ByfedHehatef caﬁtbr diEad PEGBMapryBE cdaib ylyveidevogether

of the total conposition. nbodi msnts t he
iR %fé?ﬁm PAA LAt AR gser/"tbéﬁ W%ghé ol tﬁﬁ%?? R

conpag |s<§ﬂ1<|§)éi§oog.ﬁllf@fsl e ﬁ@senﬁfﬂkféfjﬁ&ij{ berthéhs Wﬂfaﬁ%a&ﬁkﬁdzomposiﬁons
cast.or ol a PEG 8 caprylic/c i des .
BB P O FRRE o Sor LA PAE S PP o et

i@fan bGunk 6f Alead @PROSO Vd hajn;velgm oftha®tA a&ﬁ@smmt s, the
prese t invent

lonprtaln O.par ceut.i ca
P orp R PTO SIS G RSoth B0y PO o Real gompositons
db&ﬁ)h@iﬁg Qioiyo;@l‘ll do o gnatedaytot 6il mrm(mb @byydne’b%pﬁg glycende; together
I oget her n.an n out ) wel t
e ERe o 1R aRRo e v S e LR o d BBt ot e ©

pr esehtsoiné Mﬁlﬁﬁdirﬁdfmtspﬂlé peesdis irfventioh @Erl’memphanaiceutlcal compositions

R IR

in@gambert of 4 1@ ahom 9f s Wwaghtloé’ehs totaib(mlposﬁl@n% by wei ght
gi efc,g St‘”i%tﬁ \a,l‘lghffdﬂ n%%pg?pées?{g II}VSH OH gF an%:secﬁI Ph ?ceutlcapcomposmons

CafpdE oSyl @0 hpdroginmgd cgsok ylﬂ)xgd PE4])8 b’apd&ﬂm@mtgt}dendes in a ratio
castor. oj] and PEG rylc/ca

?%%Dé? ?Pé)?’l{ 4'%?at8ﬁb%uﬁ%ﬁ’ta% 50t %‘%?s A ou?UX ggl} out Rei o 496
fabbilt@6Bpdbatt ScI3p aisdut HOF).abdut 698 eatent S, At %93 tolrabout 93:7,

RsiReet erBHE e b ae et SuPoa0oH HaGkt spayg 11:89 o sbou

g st,@boud il 2: 30 dbRIEESR:B2,camit Y BT tocputiSE: 18] apoerlH 36 $o dbouteB6:14,

L tfs gsfgtp LRL ful?jou%]%g)?4 b3S an t%h'géfggoujflzﬁ??o Hho %68%7 Bout 18:82

ﬁ:be(bd\ht 39438 éb,bmﬂheiml tbabebt &1a 9aiixou1t1 Dt about dHpatiou? 1949 to @bout 79:21,

0(1515% '&Zt gbou 22? kl% al@oug% %’Pto aE%uEIW g%,;agd’)utggzgﬁ%o a%mg[%tﬁtgﬁ, about 25:75

aba]»uﬁt 79:23, abaly@6174 1dlat88t R 6atbout 2783:td dhoua B, atioRt BE72X to about

T4t 3080 30 S5 G U
15568t dbout#BORabeL 3167 tadboutt6753; BButt 3¥:Galoatouse: 7 about 35:65 to
B0 o R ol P Ao B0

£9:32 Lhowr BRG1 to2RoTE] 59, Zhbwii2t3 t‘esabcms Za@ou&mzs tqFbotri9:41, about

igggg Put%ﬂ%é%&%{%% éf} tcbag:ym}t?ls 04 ogtzfil 5% 51%%9:%%442?003545 55 to

2fout 35:45) abduodd: 548 2Byt 54BQ bR 8732 ta aboattdd ¥, abut28;52 to about

oo T gt 13020 o 7 o ahon 13
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32: 68 to about 68: 32, about 33:67 to about 67: 33,
about 34:66 to about 66:34, about 35:65 to about

WO 0354140 b0ut 36: 64 to about 64: 36, about 37: 6BCT/US2006/038267

about 63:37, about 38:62 to about 62:38, about 39:61
to alseiicanmginesisote Proseat ingeripRRRArASS 50 PhABRIGE AR cagPesgions

ing P ab Rat@Beabtbr AR PEGE Agnylidb@Ht ¢ &ridds in a rati
c?ggg%g%?o%%)%s, Hgfkr)%gﬁt t44:a5tG to about 5 lr:yAlf41,9€@abcg)lﬁt S arene
of frogrbpy 1xhfg@bout 8:10% weighbyt 46: 54 to about 54: 46,

about 4dmedn RAiRRAUhe ?%éeﬁ? invétion! berthBis f?pHafn2B@1dA] compositions
52: 48, or about 49:5 to about 51:49, e

-0 ) ich by L :
RETPEFRS: PALYSBHAO ByArpgepr w@stor ¢iang PEG fariyig earpt glyoerides in a atio
RehAIEE: A Db BRGHWeighdl conpositions conprising:

pol yoxyl 40 hydrogenated castor oil  and PEG 8 . .
capr yRisepe gpbqdancgfs, e pregrat nyeptign perfang typhaprpagyticpl sqpupositions
cbPribife:dRBky1 20 bitfoseRitehdastol 61l SRAPEGEIRBHIIEBLPLS glytdtles in a ratio
present i nvention fgr tains to pharmaceuti cal

At e e BBt PRy Wy oxyl 40 hydr ogenat ed )
cast op sf@ﬂn% elﬁMirg&ﬁ, fhe prRdY Inlvedtioa pértans@d Heehicdeiial ddmPositions
rati o of from abo

t 2:3 to about, 3:2 b ight. In. . .
womwEsiagsloRe AP é\,y&%?%?@atﬁé @é@h?l??w’i%f&% @ﬁryﬁg/ﬁqpéﬁc §lycyrigies in aratio
shaswaaetwgal. conposi tions conprising: pol yoxyl 40
hydr ogenat ed. castor _oil_and PEG 8 prylic/capric
gl yceliso@s e‘inh(’dgm‘?nést ths 16?%‘8’6%0?6%@%21%{' @gaztog'gla’ sipethoxy-
PP 3 1oy 4 6gfive Rt phehyl)-Groame irtaacunEsThbout 1076 tqebesENI0001% by
I nvention pertains to pharmaceutical conpositions

iR edge coBPYE®N 40 hydrogenated castor oil and
PE(13 8nacsaﬁ15ysinb@dhfia@sr, ke 19_’8%%—61&0&@%5: iniemy]tazr?-ﬁj?rhml-efyl)aﬁbmemoxy-

; ight. Ln sone enbodi nent s, . o .
P8 S sto.2m s B By RTB1 STab 0% o AbPH A Rt 39%
to] abowt-0(081%; #tioful 1804 10-aPdue 090 )% Lubed 37% to aboand.ariel aboudB6% to about
@.@W&ﬁﬁgg{"gﬁ% 3 %ﬁﬁ@(} 18@%@0&%% {o‘;‘@'oﬁﬁr@feoo‘f&,, 1036+ 4598 Blabout 0.001%,
hbc{u83'3 Q(%tzdﬂél‘r)&lif@ft()?-l Yspibloyd 3—1%‘!'0 ;ﬁymﬁﬂ.@bl_—%,—ajbbl)t 3a% e bt pHés ywbout

uor Q..phe - a.is an. a o, O o
b T e 2P B b s P, S P B G 2600 0
atbhatd. 0888 pabeut 25X i abIuid0IAG%, allmti2493 dbtng 00 bkt abdut( %P about

6Y% 19% t .35% £ Q. 019% .
SRt 35002 25400 BB 2PN oS50 05 s BRI o o1
a1 9°3 2abbax (eloout aHduDIBLe4o aadno 0100 B4 %bbwa 1d¥%do tbddt Q0A%, about
t 30%tQ, 01% t 299 001.%. {10
SH58 500062850 2 DB GRRYL 350 BRRLD B 0008 o
abua 0.0@BYpabaut AD% s aduODAPLY%, alzmiit 192 59bba 000%t aleuOYto about
1 24% 001% %10 abaut 0. %010
G081, Sovesbtoapiib oBioheh SoGboS TS SpRTks afitfoorse
abait 5%20 Yoout0.eli6d) hbdit £%18aboab®i1%4d 886t ¢ adbdhetit OO dhout 3% to
9 t. 0.001% %1 t 9
BB od e bim 0o BRTLE AR b Sehol ARAY: <n g Fiene ot e
adidubmpebiono about 0. 001% about 13%to about 0.001%

bout .12% t t 001.94 b 0 t | O
bout e dro b Bt b o o s s -
abeayl]- 8@t difladopbendl) 06 % in ab ewount 66 dboutaititd 2uO0.00%% by weight

of the total composition.

In some embodiments, the 1-[3-(4-bromo-2-methyl-2H-pyrazol-3-yl)-4-methoxy-
phenyl]-3-(2,4-difluoro-phenyl)-urea is in an amount of about 30% to about 0.001% by weight

of the total composition.
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about 6% to about 0.001% about 5% to about 0.001%
about 4% to about 0.001% about 3% to about 0.001%

wabman4@AM o about 0.001% or about 1%t o about POT/O8M%6/038267

h h f th I .
gﬁgod%\é\gé}gﬁb%ﬂgmmg t}?e 1t [%t (2—brc§:n?o- -(r)nsé’lchtyi ?I!f-pyrazol-3-yrise4-methoxy-

ic{n?'l']@‘kz ALt 2piEayiMlea fth By frac@at of3bylt O%B-tIBEROKYPIERYWeight
% ag d]f| uor o- phenyl)-urea is in an anmount of
b ot 69RO 9Bout 0. 001% by wei ght of the total

CONPOE dohRRmbbAImSAERhENBAE AR AY-S-methyB2H-pyrazol-3-yl)-4-methoxy-

RENET e G TR ey

abmbltota{,’b@&{msdgmabout 0. 001% by wei ght of the total

conposi tion n sone' e tinients, e
TR Buop airbo P o T dysrmts S el P Syl iy AR
Ipheny3-3((2 A4t ok d-pisnOh-atee Myih hn sth@mt babbilt 68§ toabdy 000 U by weight of
g%out 20%to about 0.001% by wei ght of the total

BLPEPEHON h sone enbodi nents, the

| - [ 3- (hsoltcapo@mRts [t t-RHAPYSAZ Mmeaﬂytmﬁmﬁﬁtmxy-m?&ﬁw-
sl G o oB 00 oy e he gt Reo BT ol by weigh of

@KHT'@:@]Sdohip@dmonln sone enbodi nents, the

| -] 3- - 3- - 4- et hen
FEACRT e A e ot SO ey S ST
@bﬁiyt] W@ﬂl&iﬁ)@lphen@l)ﬁl&l% ihyin waogih bf abbutt3ietotabdal0.001% by weight of
%(l)r{% ition. In sonme enbodi nents, the

| al(scﬁ)mé’?%w 2-met hyl - 2H pvr azol - 3-yl ) - 4- et hoxypheny
I ] 3 I dhrdb-ethibblitents; thd1B{B{4)bromea-nicshyll-AH enyraactediyl}-4 afethoxy-

g 50 0 t ﬂt?({%g-lﬁl) e&%lgpuge)er],ra%/s&g%n 191@ E)IE a}%foutt 1@3’(0 agmﬁ I0 001% by weight of

|the[t8’sa(dbnipbm1m1- 2- et hyl - 2H pyr azoI 3-yl) - 4- met hoxypheny
la]b-ou?- g A% e(ljn fod1u Org 1.‘8%1%?}(38‘2 1nven§gl Ie:%tall g %ofpgqa]?%rzrloéﬁ%cal C(f)mposmons
ccommtdrsm@ | on I n sone enbodl rrent s t he

R e L

aloait al’ﬂ.%dlmt almbort 40%0@1%’0@/00/!&4 @ym’eig‘ft of the tdta) tarhposition; and
conposi 1 r% r . . .

i nventitas p of lpolyrg])gfrirﬁo ﬁ}b %ﬁ,enge B, tbr ol ﬁg%ﬁ%?gca rygclg]/gapnc glycerides
oo apatio F stgut 1:9 to about 9:1 by welght

- [ 3: (I]? 50%60 nnt}o%hmn%{s %ﬁg eseln %Ve%%lgn pe%ta}?fls }0 p%a%?atc%l%)é%ﬁ Cglll]lg(l)lltlons

yl]-3 uor oz urea i n an
aboptisidd% t o about 0. 001% by wei ght of the total

COMPOS ol @Rordla Bl LSl ROLYEXYL AR Y S SIRRLE Deny-

cast or I cl°capric
neta ip amémaindof abdutd0togo alyoti@. O(Q%_lmywmghtg)ﬁ the total composmon and

a mixture of polyoxyl 40 hydrogenated castor oil and PEG 8 caprylic/capric glycerides
in a ratio of about 2:3 to about 3:2 by weight.

In some embodiments, the present invention pertains to pharmaceutical compositions
comprising:

1-[3-(4-bromo-2-methyl-2H-pyrazol-3-yl)-4-methoxy-phenyl}-3-(2,4-difluoro-phenyl)-
urea in an amount of about 40% to about 0.001% by weight of the total composition; and

a mixture of polyoxyl 40 hydrogenated castor oil and PEG 8 caprylic/capric glycerides
in a ratio of about 45:55 to about 55:45 by weight.
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In some enbodi nents, the present invention pertains to
phar maceuti cal conpositions conpri sing:

wda2003/0§4edbr ono- 2- et hyl - 2H pyrazol - 3-yl ) - 4- met PFORYSPOE038267

yl']1-3-(2, 4-difluoro-phenyl)- urea in an _anount of .
aboutin 696 wepogienEs: e pryidy Byenjien Brtng fo Rhgenacgitigpl compositions
&,gﬁ;;qg%:ti on; and a m xture of polyoxyl 40 hydrogenated
castor oil and PEG 8 caprylic/capric gl ceﬁi Rles in a

at 1 o-BrlheeR > el SRS By R, BRI 2 dhiioro-pheny)-
BEDA g BRAINS of bB& 4098 @Bdut 0.0VRAbY REIgREQIF tRitdisl chByposition; and

o bR ROR ProR g 0T GRS el berce

Mlalratid of 2o it bl welelr. phenyl ) - urea in an anmount of
about_ 40% t o about 0Q.001% by wei Sht .of the total

Conp JRSPPHFMDOSHRFNL: e RECSFIL IMSFRtiGR PSFEHF It PRITARFRLig s EPatitions
SASHRE cQbhtiaBiPdr PEG 8 caprylic/capric glycerides in a

rati o of about 45:55 to about 55:45 by wei ght ne
enpoal-Ferbsome-franey "%@fﬂ}“%zﬂiﬁéﬂi'?'gﬁa‘ﬁé%f’]éﬁnﬁﬂgf @’q'd?f?“om'phenyl)'
llﬁiez[ﬁﬁéﬁ?gﬁgﬁﬂt Gﬁe{boﬁm%ﬁ&:abd%ﬁfmo Be Hﬁlﬁv'bi%hﬂ'tg the A1f:ota1 composiﬁoné] and

-[ 3- (4- br onp- 2- net - pyrazol - 3- - 4- met hoxy- n .
yl ] - 33ipixture ofi g X&’ESYld‘-Oéﬁ%rﬁ% % Gomot ﬁ‘}/éa‘)rﬁ%ﬁﬁ‘i?ﬁa‘cggp& Hlyerides
akasto (ﬁ@%ﬂt@:%@ﬁd@ht@_l@@ilv%gbtyfmm Ight o:‘ t4|8eht gt al .
conposition;, and a ni xture.of polyox rogenat ed..
cast o SBFF SHRRITPRS B RiTYy ITEN oA TSR s et mposiions
EctbiktthgQbsediR@ybf:1: 1 by weight. In some enbodi nents, the
Corpo LT aRERE B P B A ey phent - 4-diftworo pheny
{nie% &éaﬁégqbﬁlﬁ gﬂ?‘tlﬁ)ufm/hwhab&kdiom 149 Iwe&hycbf)thecltonmolr@m?iﬁm emi
yl]-3-(2,4-d.fluoro- n - urea in unt.. . .
2 bout * 56T 8t et 5 e Yy s ol P Fhh 8 S tfeerc hyoerides
aopfsoftaban 2:3acdocat B2 by wehof pol yoxyl 40 hydr ogenat ed
castor oil and, PE capryl.ic/capric glygcerides in a ..
ot orgpms pahRees s RGBS g] orbosivons
esbptligeirhsallytodfte present invention pertains to
phar i cal .co Ltions consistin SS j ¥ of .
T TR e 2R FL PRy DAt B PSS R Rk psgnen)-
yiteh in3en(aghodntahif fihouo4a34 pheboytl 0)001%rbe aveight affthatomlictmposition; and
about 40%t o.ahout 001% by .wei ght, 0 t ot al . .
conpod R Of RolyP <y qu lgélt%{ﬂg%n%efi Cf)sgfq)? 52 Iﬁﬁfi P]%l%%ﬁa Tapag gypendes
esitatis oftibbutatids REABoSt Safsrvylwetghtapric gl ycerides in a
eboaFBRE SR B e bl i Eomposiions
poafstiacasthtidbl ofconposi ti ons consi sting essentially of:

ly |_ ][ ?’ é gl%%-?él;[grgolm;o %ﬁ‘g?" 9%4%%&%%6-¥5 9% -%—rhg{ﬁélxly)phéﬁyﬁ%-Ek?i(-é(i_ﬂ%}g%henyl)-
urea in an amount of about 40% to about 0.001% by weight of the total composition; and

a mixture of polyoxyl 40 hydrogenated castor oil and PEG 8 caprylic/capric glycerides
in a ratio of about 1:1 by weight.

In some embodiments, the present invention pertains to pharmaceutical compositions
wherein:

1-[3-(4-bromo-2-methyl-2H-pyrazol-3-yl)-4-methoxy-phenyl]-3-(2,4-difluoro-phenyl)-
urea is in an amount of about 30% to about 0.001% by weight of the total composition; and

the mixture of polyoxyl 40 hydrogenated castor oil and PEG 8 caprylic/capric

glycerides is in an amount of at least about 70% by weight of the total composition.
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urea in an anmount of about 40%to about 0.001% by

wei ght of the total conposition; and a m xture of
Wq»oouymmm 40 hydrogenated castor oil and PEG 8PCT/US2006/038267

caprylic/capric glycerides in aratjo of about. 45: 55

to ab®i ee@P bggients, B¢ BRTent inFPnbeieerianp RhAEreaticy] ggmpositions
v@{epe%ﬁnt i nvention pertains to pharnmaceuti cal

conpositions consisting essenti al |

| - [ 3-Y¢l3=-(frbeme-2 ey hfl-Dyreqly P 6%0791 BhepylldhGdiflugioahenyD-
Wdalis Brab dmbordof iﬁégfwm%ﬁwtbﬂo LA wleighﬁd’f ﬂ&HthUl'ﬁon@Bsmon and
about 40%t o about Ql{% by |1%§/t of

e t ot
conpdls pixBe ofpqlyonyl |‘i"P XY GPEnEe Fknd B giﬁ/é?iﬁ‘(ce d
eli®k isah bn AREInPEGt f&aﬁ ab‘w Rd% b @Bfght%f@ley@telrdod@&mdm a

ratio of about 1:1 I n some odi
pres éﬂ@om%W1rrafﬁtSp@? pEESGH mtf%mﬁmfilﬁglééﬂﬁr{'? oS SombotTions
m@& ti ons wherein:

y1 1= 3 CAbpre ST SR - benety-Hearl S AR Gr phenyD
B8O 23Q%0tng oa bt 109 Q)(hia%tl@}oo\l\%lbg h&te1g(hf ofttherotaDdoddposition; and

Py daeakoBEbiesH oy SapamegessBr ol BRECER eapplcsaprc
gweﬁ@dshﬂﬁsn b0t ofdl 1aamumf 90%s bgtweigeaattheabxam@eg(m@y

hent ; s?x%%érg@og‘ég%%l }hgggo%% %%érg]gp %aﬁé?ct %armaceutl\é\gl compositions
\aﬁ@@ﬂaceutl cal conpositi ons wher ei n:
PR R e R e R S
@bl in 20Hecust off biediit 693.t0 BbbUb (o lﬂeb}g\hélglﬁﬁ)f thb etdl odraposition; and
conpo | ti. t he ture 0 4 . .

oor ok o Byt e es ol SRR gapryticeepric
gtzgeeleésl igiASn iafmotm ot 1amubnmt 9a%, Bt wiglaof tha hmaltcorﬁﬁ%tby

wei ght of th 0 n.

O S S5 TR RO g TR o
aﬁzaﬁaolsteﬁ um&pmﬂrer ei n:

[ -]3- razol net hox

V1 1~ 3o SRR B e R e Y coppBfions
éth@psmaﬂeﬂ%ztsmﬂagmuh c@sﬂ@l% by wei ght of t he t ot al

conposi tion;

d th
hydr o e gﬁb ‘g@‘frg% %'b qresgr# &Wﬁ% nnge%%%sﬁéf Ph aceutlcal compos1t10ns

@{ch@ﬁra'tedefoa hsd gdiatﬁlmramogﬂ:mn@ﬁpsate | east about 90% by
wei g of t h

t he p QR ™ %‘i}lgﬁl}%f ghe pgps?lf’téﬁwﬁ%tlotn(ge Q[P],B}éaé“rlﬂl{lceutl(iwpon‘?posmons
sutaple §drtotaﬂ) adminkgst@nn:

|- 3- |
yl ][ 31 ngﬁ eng?cf 1ments I?QI rese tplyve%o% gel%anﬂ t)) pﬁ'arggceﬂgé%/ &&%Qltlons

uor G-
shatby Hphaomabaichl c{bnﬁ)ﬁﬂlﬁbrﬂyom@s ghAUGTof bt 8@hghr/mL to about 1050
co |on m xture of pol yoxyl 40
gﬁ%@%n%f% C&SF%$§%I| and PEG 8 caprylic/capric

g | y c eilri shes eivbodiments tEenmesatt infentidn dedasg to phaymace8yéd bympositions
w. Im%{;}; th {)hatrrlﬂe?celtlt‘i)ctaﬁéom%gm gnsﬁrgxifigeg 'an AUC of about 30 ng.hr/mL to about 660
ng.hr/mL after oral administration.

In some embodiments, the present invention pertains to pharmaceutical compositions
whereby the pharmaceutical composition provides a Cuax of about 10 ng/mL to about 245

ng/mL after oral administration.
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In some enbodi nents, the present invention pertains to
phar maceuti cal conpositions encapsul ated in a capsul e.

wo oosomaoenbodi nents, the present invention pePCHUSH06/G38267

phar maceuti cal conpositions encapsulated in a

sof t -Tojeorhi btrbudtpests e prespnkipHtienPE@ingERharmaceicy) cagpeftions
WHYRY %ﬂe%mﬁﬁﬁéuﬂw %oﬁl&sﬁhﬁl FERRBL €,C bt 268N 08 bAI A0 Sbout 170

encapsul'ated In a hard gefatin or non-gelatin capsul e.
ngfmls aites orb&HNSERI08. the present invention pertains to

phar npcenl éxﬁl%dm?éﬂfgpﬁé blebn@véidibh plahs ft@ﬁhaﬁﬁé%kutlcal compositions
adm nistration. In sone enbodi nents re

Vo ChecHheise R SO BB PTSE At s 3 SROBF RSP bfpgbout 150

MGV bhae . RhgLIPResUt | cal conposition provides an AUC
of about 30 ng.hr/nL to about 1050 ng.hr/nL after ora

adni insePaepkdingns, %WS@&%@W&%H?@HS%@%P@&%W compositions

wm&s}ttﬁé}ﬁlaﬁ%é@bﬁ%o&ﬁbsmﬁ FReY 1,.C 3k altoRIOSIntHe® RS bout 130
wher éb phar maceut i cal conposition provides an AUC

gRuigh OG@Wﬁﬁn%ﬁﬁﬁﬁ to about 660 ng.hr/nL after ora

adm Miy§biathOdimdnts, 80 PR QRO IR ﬁériaanstt@ﬁlaﬁﬁ&‘éﬁ[bbl compositions
i nventi on pert ains to phar maceut i cal

wikraeia By IR 4-romonaeetivr Zhpyasipardm °’i¥r¥g\§iﬁll3aie§ (-giffugro-

Henphomdt isiP arﬂﬁﬁd’ﬁa’c Gfﬁb&bqlﬂﬁg taéﬁ)u'ﬂ %(Tﬂ;g after oral
adm ni strati on. It nments,

t he
i nveniisgre ﬁg]aqdétpﬁgs fh@ p&ﬁ%ﬁt }Pg&l’gﬁ){l Iperiaqmsa;%m Ptp compos1t10ns
WheEis e 1tﬂ3E{4+Bhﬁfonﬁﬁlemyll-mbyxﬁwm%Lszeﬂno;@Lmn)dp&(m GfRro-
of about 10 ng/nL to ab %ﬁ?hﬂﬁPnL afég 10
B DSt SR P mOUHOIEBEHE o & 2bouyy Blgé’éié ut 40 mg.
I nventy e @ﬁb&(ﬁhhé}ﬁs Lisc) p[:ﬁ@aft eRioh Ip61@i1ns(1@ Wﬁadeu@fascomposmons
wher epy t he naceutl lﬁﬁg )0Si tjon pravides

gheaRsHBled oS B &ansye BSTRUR0 CREIS YT “éFenB‘?‘éVl off
adm nil%3—(@Erbﬂﬁa-IhdﬂhﬁQH%)yﬁﬁ’@lgﬂiflﬁmriﬁﬁhoxybﬁe@t]GS(emt-dlﬂuoro-phenyl)-

i nventi on ertaln to ph r itions
iR FEByPIOHR o ARRMAEA M ADPE: J@%ﬁ%"éﬂl tBﬁE?gEg*\?/ FRRRERop 4
of abg Hﬁxt&@ oﬂb&#ﬂx@&ﬂ@d@@éﬂd&:d t36br il ahd BBG akipeylicdapdic glycerides

adm ni s ion. In_so enmpodi nents, the 0
e o s C e BT He R b %ﬂ%%ﬁ?%?%ﬁ% sbout 94% by
We@hﬁifrﬂhettbtal cbrpSsitidh; br ono- 2- net hyl - 2H pyr azol -

{1 VAR e S gt b RO e bl o

a&da@@luJﬂﬁom&ombnan@maﬁnﬁyrazmmnaﬁr:tmﬁyxpmnya 3t@,4-difluoro-phenyl)-

harnaceu itio

R B L POARC 2L U Ry ASGT ST e e SLgPopG O L
whdut 345(@%&: dir & k Lot @pdue DY Injnuted Eesboits] 30 mimesaftermnil addinistration.
about 5 ng, about 10 ngy, about 20 ngy or about 40 ny.
In some enbodi nents, the present invention pertains to

phar mae axidel eﬁi&bdlﬁ'ﬁﬁmﬂﬁd poilyorgl 40 hydrogenated castor oil is Cremophor® RH 40.

In some embodiments, the PEG 8 caprylic/capric glycerides is Labrasol®.

One aspect of the present invention pertains to dosage forms comprising:

a) about 0.001 mg to about 1000 mg of 1-[3~(4-bromo-2-methyl-2H-pyrazol-3-y1)-4-
methoxy-phenyl]-3-(2,4-difluoro-phenyl)-urea; and

b) a polyoxyethylene oil, a polyglycolyzed glyceride, or a mixture thereof.

One aspect of the present invention pertains to dosage forms comprising:
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encapsul ated in a soft-gelatin capsule for oral
adm ni stration consisting essentially of: 1-[3

WO gobt7losand- 2- net hyl - 2H pyrazol - 3 -yl ) - 4- met hoxpepisIvgé/H38267

-3-(2,4-difiuoro-phenyl)- urea in an ampunt of aboub
6% t"8) aARBtR:S tistoam b0 wre of Atl3-64-Prome-4 Bty - dbRp et Y8t

n%ag, ggfgngf]lgr@ A RRb-yxyh-uAe: Ay dr ogenat ed castor oi |

capryli c/caprl C glycerides in a ratio o{r
about) & palygryeiigienil, 2 ppfestesoyzeheySeride OF & mGUrp fier

anmount of at |east about 94% by wei ght of the total
conposi tion; whereby the conpagsi t| on {gt er oral,

admi (insesReet oihegresgi dyention PEFAIRSIR dPRELIGBHE compringe: d gk 2 e 3

rﬁgélmg Smg,6mg,7mg,8mg,9m%+10mg, 15 mg, 20 mg, 25mg,30mg,35mg,40mg,
I-[SS br ono- 2- et

49'“}& 30 1, . 8.0 s 62 %Jﬁwﬁr et r§$ {;;'g,@ég”gfﬁ e §PF e 105

m%OIIBQnQWEéG%g,tIQS o1 n@gﬁ%ﬂﬁg,hmb m& 1@ rﬁlg >15@fng, 155 mg, 160
out t o about 245 n

P61 8> 17 T8 81 360 it FOaeS g o 135 ane or o 200 2 bt 175-4-bromo-
AR ALEE-H R oDy L OmEREE BRI - mﬂlﬂuorbfpﬁer@@Lm@(W 40

hydrogenat ed castor qil i s Crenmpphor %Eﬁ%‘?‘ n]]

S GISGRRHRA TGRS AP P aEt ST o | e e
105ngd; 20 53S9 mEr40-mgse m@smo@ m@fof 1B (496:68:62 méthyl QNEpyedazol-3-y1)-4-
pertains to dosage fo conprising: a) about 0.001 ng

@h%tpll}fmyib})@ A}Tﬁl ¢ro-p enyl)-urea
I -[3- I§14>01hé @rﬁEbdZmé}ﬁI, ’th&! osd bt foyth adifirisSs pdiyoxf-40 hydrogenated castor oil
met haox ?F{y 4-di fl uoro- phenyl ) -urea; and b)
aéldﬁgpy% 8 ya?r} es. o pol ygl ycol yzed gl yceride, or
a m Xk4bRe Ellﬁ&[(ﬁﬁénts B3 doAgPah c@ﬁprtshﬁquoio&ﬂe!m)thydmgﬁﬂted castor oil
Zg‘le g’tgg}lﬁqg’a@t 81 OS a%%lcgno({eggl acrgtrgjc{f g mna%out laé)to albou(t)9q by welgh]é
| - [ 3-hhdoRE eﬂ'@ocﬁmﬂﬁi ¢ ldosakbt foyih adtﬁﬂ)nsBs ]ydljo-xgﬂ- 40 hydrogenated castor oil
nmet hoxy- phenyl ] -3-(2,4-di fl uor ; urea: .and b
BOI L BPRYF BHe e Byt g Ty 98 31 Jebrag et
m Xt UIn%oinB emBefimert}) GheadoREE fonﬁfcorhjsrﬁepp(ﬂmm 40 hydegtrated castor oil

d&?&% (fmgzosagg?yfe angelCro rtjéi‘s g)o&fdﬁ:% to %é)npSS %ﬂ:gqulght
ng, 25 9Be e&@od’[@ent@ Bhertigsagd ﬂ)rﬂftgomﬂfnsengqucﬁn@l myd&@em@d castor oil
60 65 0 ng, 95
?ﬁjl, P%%c / 1 r@e&%é 1%&1&&?@% 1%5?%%& 125 1,
130 rrga, soiﬁ%nﬁ@&m&ﬁ@ theglosakd foriigs ink6IH fogm. 155 ng, 160

17 180. 185 90 ny,

19 5 g% E‘éa&? ngg% d%fa%g an:mﬁ? 182%{ form of angapsu%e.
2- met lhyslomz Iy dige, {3-dokage formmed inob@foph efreyéoft -g81 ¢a@sude. di f
| uor o: henyl ect. of nt. . ..
| enit oo tineds o eRB T Hih e it dibnyion o
ng, 1lh smme eﬂﬂ%odﬁ@pnt&@hdmeserﬁ@nmuonﬁﬁrtﬂgs to qpharﬁ@&uﬁgﬂ edmpositions
| - 3-
ﬁ@rﬁwmgﬁlﬁ%}? 3te uor of&rﬁm?ﬁ%@ Ured. In some
enbod Hrnm{e&mbbﬂlﬁleﬁiﬂshtgﬁesémnmenmrt&eﬂo pbhryresepticad Gompositions
hydr aprylic/capric
é’%f/‘ ﬁ%@éﬁgl‘: précn%%canges lstﬁgb%f%cle dosage form :
conpri ses pol yoxyI 40 hydrogenated castor oil and PEG
? ga{J | Iﬁ%}{ﬁ?ta oG F% r&g%érﬁ%g %eljtamsz%o m@tthogs o; prfepra r‘% le%%aceuhcal
composition comprising:

1-[3-(4-bromo-2-methyl-2H-pyrazol-3-yl)-4-methoxy-phenyl]-3-(2,4-difluoro-phenyl)-

urea; and

a polyoxyethylene oil and a polyglycolyzed glyceride,
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In sonme enbodi nents, the dosage form conprises
pol yoxyl 40 hydrogenated castor oil and PEG 8

W(aa(mmﬁhimd capri c glycerides in a ratio of fronPebos1006/038267
2:3 to ahout by weight. In sone enbodinents, the
dosag@hﬁ%’g%@@%ﬁfll"g@@sﬁ%l yoxyl 40 hydrogenated castor

oi | angoREs 1?3Q@-}Bfo\fﬁd-@ﬁ'l@ﬁﬂmﬂipﬁhﬁ-@fyﬂ)dﬁﬁleﬂhﬁxﬁp}feﬂﬂ] B (4-
from about 45:55 to about 55:45
Efipoerphrpbsreadpie tegege cHylens %‘b??df‘/? 1\%@5@%68 %ﬂ%ﬁceﬁ or a mixture
iydsogenat ed castor oil and PEG 8 caprylic/capric
glycerides in a ratio of about 1: 132% vvei%hﬁs. In sone
embodiFRHE Smbadiacit, he gresth fention PRl Feigis Al PeRdig e
ﬁﬁh@&hﬁﬁﬁﬂt&mp&mm@ QBaea tlehisivEyg isin tReolyakyaigienaoil and the
? In saone enbodlrrentﬁ t he, osageformls in
E‘Wég 5f°81ryﬁ’?d<ﬁly°§n§fifﬁa rgfio of abayt L 8y weilg %one enbodi nent s,
t he ORS38E ekiBddihéris, Bidiptadlk Sivé@ion @éwdmsadmemb@stdf@fdpmg
In some. enbodi nents, the pr?sent nventi 031 g}g%ﬁl s to
y

W%%a%&kqoe“ap%wéw. SRR O1iés BoGIO Beented
&h),gfaf&genat ed castor oil is Crenophor (r) RH 40. In

some enbodi resent jnventian
o G FERM B JSPH R S GO EFTP TG MBI prepirhe
SraphatkhteACRhbE ik WhekindRspolyplycalpraasbicerlide)is PRIR S cagfeddapric
of the present invention pertains to nmethods for

YEHEPY ng a pharmaceuti cal conposition conprising:
| - [ 3- lnsohik efiboddmens, liyl pre'éé]ht et lpedaind th néthoBd dTexeparfiize n

ﬁ%wé\'&ﬁqmd I?E%lil%{so % %a-éaff‘%g% Cygegg/l-ZH-pyrazol 3-y1)-4-~
Gethes-pidayl] M@#ﬁfﬂl@fd—;ﬁﬁnﬂ)@ﬁrh@ﬂ ircamngadoustas abalit $696 kovdbogt 0.001% by
2H pyr azol - 3-yl ) - 4- met hoxy- phen

W%E%Q(f%q%al c&F’PP%%‘%ngy:ohenyl Y-urea into the

pol yokysetre ¢indodmenth, titrpréstre irpehtycd|pyoahs/ts ectttgly efgrdpeing
A M
ph&bﬂsaﬂeuﬂ]-eak 4-diftvpaspHenydgreads éd & amduhieofdbas 6Vord atgut G001% by
PPt NS "o “about 1 1 by weght . 1 n Some
enbod hn@nies:mbbhmems elsemtsentiwentidngrrtgey tb aeti®ds of prephtigds
SR R A G S OTRE R IET B o
®ielght dﬂnhaﬁotﬁbcoﬁmbmﬂwment s the present invention
R T
B]Ez(ﬁn&ceuwi yinohitiansrwiere e miinge &.in imarsemeoihived abmh$4% by
Welghp resent éo%%sq 1(lmon pertains to nethods of preparing

In some embodiments, the present invention pertains to methods of preparing
pharmaceutical compositions wherein the dissolving of 1-[3-(4-bromo-2-methyl-2H-pyrazol-3-
yl)-4-methoxy-phenyl]-3-(2,4-difluoro-phenyl)-urea is at a temperature above about 25°C.

In some embodiments, the present invention pertains to methods of preparing
pharmaceutical compositions wherein the dissolving of 1-[3-(4-bromo-2-methyl-2H-pyrazol-3-
yl)-4-methoxy-phenyl]-3~(2,4-difluoro-phenyl)-urea is at a temperature in the range of about
25°C to about 80°C.

In some embodiments, the present invention pertains to methods of preparing

pharmaceutical compositions wherein the dissolving of 1-[3-(4-bromo-2-methyl-2H-pyrazol-3-
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phar maceuti cal conpositions wherein the

| -[3-(4-Dbrono-2-net hyl - 2H pyrazol - 3-yl ) - 4-
woreiohoxyephenyl | - 3- (2, 4-di f1 uor o- phenyl ) - ur ea PGT/UR20861038267

amount of aboui 40% to about 0.001% by wei ght of the
OGBSI HSORILES -Gt difHore ey DB esdp ﬁ*@ﬁ?@?ﬂ% gnb‘ih%gaélﬁ? of about

dostypnbb@foRertains to nmethods of pr eparl ng
pharmaceuti cal conpositions wherein th

|- [ 31 mlm%rrhgdlzleﬁféﬂhw@%mlayﬁpgarbweﬂsmwo)m%h(’ds of preparing
pﬂ%‘xﬁ@éﬁﬁcﬂ B&Msﬂmﬁ% Wierdhn S bl sétﬂ’\ﬁﬁg &helg}(h—brdﬂx{cﬁﬁrm&yl-lﬁ-@ﬁazol-&

anount of about 6%t o0 about 001% by wei gh f the
Wit-methenphsayt3eht -dﬂL}O@dali%nYé)nLBE?dlﬁ M@Pef%tﬁfé Y?%?élﬁ? of about
SseY @Nbb@ksrertains to nethods of preparing

phar maceuti cal _conpositions wherein the n‘%d% re IS in

an arfdseee grbodimenisghe PrstatVEHORRBRING Iﬁ‘ﬁ 1 prrgarng
fhatdkegiodTROshdsitdhs ﬁﬂtﬁ’er%@rﬁﬁ-lﬁ{gtiﬁwdtm&lmg e phiemedutical

i nvention pertains to ods of preparing
OHRPHERR Y ¥EE Eonposi ti ons wherein the mxture is in

an anpyghe &hbodimdnBamt pREAtEnvaMo pdibind® @ethodafof pﬂ&ﬁanng

total conposition. In sone enb d| t resent
RO CiGH CpEPesHionS fpther cemprbHRg ¢ ?S%%;@P}g Eﬂph% aceutical

4o Bmﬁﬁab@@mecon’pom tions wherei n the di ssol ving of
| -[3-(4-Dbronp- -2H

y1) - 4D SRR EREed BFFé‘Ff’yT P%ese(nép ﬁe@ﬁ P?IE?FB mehodsof BeRE e s
ﬁfarr@ac&xﬂi&ﬂ%bﬁbéﬁtﬁm@ﬂﬂh& cahptidingAhEstep of MlpRhepthaticamictls,

t he resent%%nventl on pertains to methods of preparing
SRRPHETLH st el BBl i ons wherein the dissol ving of
| - [ 3-¥n4oké efiBodandtig ’thy lpreddth PiyErdion berBrins to methods of preparmg

yl ) - 4- net hoxy- phenyl .4-di fl uor ure

Sl QbR s Hrrrorgiet B “u T Paee pyisE ek
SEMYositibrin S QA gelitiﬁ)dﬂ ﬂmrgteﬁtm tdpeulr esent invention

(F:)g:'r‘:) o ns?)lin%(ﬁ)]g ?ngsﬂgzpﬁ e ar | n&p?@a met <l:ls o%preparmg
bhahﬁac(eﬁhcblrdbﬂipoﬁmcﬁﬁetwhydemZHré-anoaﬂ@lb h3drd gﬁnated edstor bi @ Cremophor®
%@ﬁ@ enyij -3-(2,4-difluoro-phenyl)-ureais at a

erature in the range of about 400C to about 700C.
I N sorBoREbatldiReaS thetplﬁtﬁerﬂ ireSitivh peranestd irsthofdesftpaipasngt 0

h&%ﬁhc@{]@ggpg a%];s\r;l ﬁtSm%G%(? y E:zlipcr:ﬁlc capnrclpg? Scleltu!,les 1sSLabrasol®

| -[ 3- (4- brono- 2-rnet hyl - 2H pyr azol - 3-
[)-4- - | ] -3~ - ,ro-phenyl)-ureais
TiC T AN MR ol oF TRkt R0 Poee b about
65C. hfhdﬂﬁﬁfﬁto@l{&f&égdmtteﬁeﬁciah&qume smmademoelmhapositions of the present
ertai ns t hod ar ncey
’é‘,?rﬁu%e mft 7 ¥R, %‘i’eng:%fpﬁ%r f‘%‘dﬁ 51%{11& Hlsea ep" o‘\slsoé S5Y fsgn the

hxlﬁehopdma:ﬁ oBsg@pibing thkreatd Widsirtlingiatidnotheds umtuda hefollomingone
enbodi nent s resent..t.n N, rtal ns .t o,.met hods
of o by aninseadt THRAERE Bt ARl BEncdohy
conpr iAsiiplgelttagenss (epiphifeldts) ik pregrribéicfopdrariatm oesnditiers. For example,

in coronary artery disease they are used to help prevent myocardial infarction or stroke in patients

who are at risk of developing obstructive blood clots (e.g., coronary thrombosis).

In a myocardial infarction (heart attack), the heart muscle does not receive enough oxygen-
rich blood as a result of a blockage in the coronary blood vessels. If taken while an attack is in
progress or immediately afterward (preferably within 30 minutes), antiplatelets can reduce the

damage to the heart.
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conposition in a capsule. In sone enbodi nents, the
present invention pertains to nmethods of preparing

w@barmeeut i cal conpositions further corrprl Si NBCT/N82006/038267

step of filling the pharnaceutical p HEOSItIOH in a

sof t Yeitairrschape aiagk ("THY" 95 mankeke) e hiie mier@tion of oxygen flow

th B SR BB 1RRELALNS 0ddF oRREIAQESartBfies AIs@MR Y8 an obstructing blood clot.
.§harnaceut|cal compositions further conprising the

tipptelst dpgy HaysRyen foBndin e Hicdn pgrentignddsi tion in a

hard gelsatd eﬂe orzﬁ’? AnddfBeRtcbirifAdhed bin, pkd@s@@cff‘ﬁlscomfort caused by
enbOdlnentS resent i nvention pertalns to.ne

%%dew@p)éygew&dpwaqdﬁ&&e(&eh%> tEOms Bttt gﬁée%@rpé?‘?i‘tst"ﬂ@‘ angina,

Rapiiedtherdl i ROS8 atiee of Al an@ihk riklSof GlySaRd @ifdrétion RH
40. |1 h sone enbadi nents, the present |q€§nt|on

pert aytroke 15 gn ereptip Hhich the B}fagﬁigr:q qﬁ)@reﬁqql\gr% GKyeenFich blood, usually
dh@ RPISIKh de@NS cafdbedl Blobd &e@&l REGISdcaR ﬂﬁ/fn@l@hﬂ@ﬁﬁénfs taking antiplatelets

er| es i s Labrasol | NDI CATI HODS . OF
r? \enbeen fundapieyaht Sontnﬁ@nfb@%gleﬁ t%@%?é?f%t £f Sgpond strokes.
uses, Aﬁéﬂﬁ)la@@ﬁd&&%ﬁﬂa%%&ﬁm&dth 61513% aﬁénets Bl%tr@dt@l&@l’a&)lood clot.
invention are useful in the sever

R e omAR TS Beda e i AL QI i b th arery open

BiiBlaieRfsdid BdhcOthe HIHIFRAEngtabE @RS blochIdﬂﬁUIﬂowhmgrﬂlé Bbde@ie(s).
t hese i ncl ude t he fO]|OMAn%§ 1.,  Anti c_ﬁ\telet Ther api

( 5- HTSHOMBHIYRLS P HTRE & PEECA SEFedys P SR NPT 378 rsg%ken from

ﬁgﬂg&& ir{ tREBodp bt god fRll ﬁ)l)a AdcRedofMmEy laREY, rélﬁlﬁtln@ blé)_acﬂ ireingd tiafblockage

condl t1 ons X COr ona art | Seas .

dipoish Shtrewly e A I ORGSR afe s of

seb6rales biodd flas. ents who are at risk of devel opi ng

obstr blood clots nmbo

b R PR o e e o it U ek e R Ryt

K&&Dﬂl“ t@ﬂlﬁﬁ?ﬁ&fﬂké)lfﬁ abiﬁ@v@d Mﬂh(ﬁﬂhmmharﬁ)éy@ﬁyﬂat dh ahhldﬂbdllﬁﬁn ahe atria (the
t o a oC (o40) ves

hS nsp a0, SRR Rl IR bR o iR afh o bontrac

adriely\V@hdreuft ﬁfafnablﬁhha/lly\lfhdt knr?ﬂn%]@ ifreguls E&)‘tbeat When glVil after an

ant | can e the a art

et PRI Fire SRR PR R R i Fol fnlchh dhé Reartang

bmmhmybﬁham&uamb@mmmf oxygen flow to the braln due to

d d f t t
an obaEBEINg BIUBEr bt TRAE By S SR Er beed by
beted satelets Eansdd @asedonetittion @s well fraetivetivini of gddftloAs platsivgy duging

Iﬁl?) ’f}gpeg% WECSEI}% %$ #ﬁq&%ﬁgegsg ra%é;usgwgpglaﬁlgﬁ%elnt aggregation and thus

Baygcemallueitm&ht@odl dntiglavelét tmmmea)zatﬁmlras &pet apaflinCaaliol 2002 Jan. 25

S AR R S PR PP i =

My ocafié HHT) An:fn&rse hgomst mﬁldsm&&renr&aamoemebﬁneﬁmal miprmrembltt@
recel

S ch. bl
ety s Phehh Rl G EppHale AU ol R epgoyenve
arodbaod ttelagdregating Iﬂat@]dsts inj fs»kexpap]e emndt 1t lntnaéd tm gle mdlcatlons described
been f.

?@?Vﬁnf‘fct(gﬁdnﬁf X rerg? Or{%) egf‘ the rgsgntfm er'ﬂ?on ?o Srgse e ds ffot;l?educmg

Platetel &regation in a patient in need thereof comprising administering to the patient a

composition comprising the 5-HT,, inverse agonist disclosed herein. In further embodiments, the
present invention provides methods for treating coronary artery disease, myocardial infarction,
transient ischemic attack, angina, stroke, atrial fibrillation, or a symptom of any of the foregoing in
a patient in need of the treatment, comprising administering to the patient a composition comprising

the 5-HT,, inverse agonist disclosed herein.
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Angi opl asty is a catheter based techni que used to open
arteries obstructed by a blood clot. Wether or not

waet@nning i s performed i nmediately after this ansmuc/msszm

to keep the artery open, ant |ngl atel ets can reduce t
i sk R e e Prspeal mEEePreYidis sefofs fauidhgne ﬁlék of blood

R ReEcHoh & a?l)anggi%s% EdtoRYAPRDess SEGE patichtSord patibhEuffédng from

procedure in an artery or.veln is_taken fro
agsjakEiwilation, ‘qupflﬁ%g %S’M}IS"%YW& t<g & Patign} acampOsyiop cqraRising the 5-HTza

ifefse Q%Hiﬁét Bt REMhereinl PHhE RBerbbiRRHsIak@wNd t he bl ockage
and through the newy attached vessel. After the

procedtimHynt i pl atel ets can reduce the risk of

Seco rlfjl?a% Eee’ﬁ' Qsté&'tlfh‘% 5—1—1’[?5 Jhy&bxﬁtr:yﬂﬁmiﬁk)%ﬂdygﬁlrdle&n tHa Qathdhissiology
conmmon sustai ned irregular ar

ST e CRERE S o7 Bt Mt o RES0RL P B0 ot
BHtlsh §. PRarNTBH98C WS H BB Y Tlﬁ@ﬂ[almz{ceutﬂﬁlrcbﬂbosfﬂoh)d’ df hﬂe@tds@m invention
the atria (the heart’ supp haggn 21) ra ?g b
digclogadhereiyy aresqsgq,}]alp the frgatpent 3 € & thy Wé(}ms thereof.
ARBRIngHNM rs&ﬁé enﬁ't@ﬂﬁﬂéhtls Mhe pldient irfv@itloh plovidadn@kyde fdﬁ&édtlﬁg asthmaina
fast and hig [ rregul ar heartbeat. Wen gl ven

PeHens pyrserd ﬂ%‘ff“%“?‘i‘ta‘lm]&’?%?% Joparisteie to,fhe PabiFny 8?%?%1%8%?@1’“5‘“8
thesluae, ihhese bionlst @fclddarRebut 19 tisthéreiBbdigerntd) ndethedsheayrévided for
andtravell tothe brai.n (

g oL g & S R O E R OBl ggisteig ot
ﬁéﬁ&ﬁ@k&nﬁﬁﬁoﬁcdﬁﬁﬁn&ﬁg?ﬁq€5-ﬂd“yb¥vewéfaigm gisclgabdiicpdiet S
causes vasqconstriction as well as activation of
addi t+-o¥PP at el ets during clotting. There is
evi d eﬁlgﬁ&nbﬂh@b vl Fecbihi2Ad bdhhtﬁﬁrsl&yﬁgmm ®ith avahde of yiphints, including

Iet ag atlon and t hus ential .trea
s SRR PP o Sl e o oot S T Bbben-
ﬂaﬁsﬁel@a,rdﬂﬂ Blllig 8Q 21 936N A gitted HehavrBs i3 Zie Edeely W A Somvepthhl Review. J
ghr oﬁ[sb nggﬁ?t 1991 Sep 2;66(3):355-60). The
ﬁ\tr ) 'st di sclosed herein can provide
b enef Agitafibn is AREAMENEBlrrente ifrthe kldedly ad lofitn aesvciied pith deumhtsa such
i n. need of at el et her nt,a Y ZiLn the
et sty et Birtee LB R BPLS ARG e o Phipare
dd’geneiamﬁ/e &iXa s bEthamehvondystem ahd Bddideaset fhet affed bloed vessals, such as
cribed a Acco odi nent s
SRS GhPo ORI R B e o o SR gL gh Sen A3 hduce
ﬂélﬂdnﬁi. eAlZlRpare gﬁéaBchbUﬁtsdorpﬁlbrbﬁmhte]yl‘}O ereh dffald ldamdntlas (See Koss E,
co | Si admn sterin nt a .co ti
DA P RS O B4 B B AT RAR b B
Mendichl. Aditatidnhivehery. Bl dgiemsn E1seash @oq@emswrﬂtudynMehdm@ iis Assoc
rovj.des t for treating coronary artery di sease,
%8@&?&?‘%%%?’%? ion, transient ischenic attack,
angi nan estintiatdddive ﬁdrcrehtaif péaplEraged Ghtand nlderaind ap 1:9}2ﬁ'p¢rcﬂmt offthose aged
0 n at i !
g& érﬁlt({]ﬁlgﬁ?re aiféeé:ﬁ?g S¥ ge n%a%laa 89&1«%3 s%f% rers neairl% ﬁ:ﬁﬂexglfbﬁia {)ral
dnnbandet,isach ag mmdnswn@eﬂﬂge%wbwmmmmr se agoni st
di scl gs Jtti 0
nven O EOHE DR et PR P oBliRll Buacl Qg PEREM by tose
@htﬁbsyfcmﬁﬂﬁiaﬂismdem wthmﬂaaaﬂgnanpdt asty or cor onar y bypass
surge atle uff rin
fibri I‘A%/gg* B, ° 8% E ey nc g)FﬁEl cahongfu‘:ﬁ ?Srr?la%%&id% Gpfursing
Ao o maashet assmtect@memsgsn g‘hctrhs e&eﬂgﬁgzﬁx&mwmu‘r&ge@@omgﬁ the 5-HT,a
di Sﬁl OS e brgnrl %a réth%tefta Lts Of rr‘re%ucmge gg%at‘?o%(irbpe{tllerﬁé( m%fﬁd]?lé iizhémer 'S
dementia (See Katz, LR., et al., J Clin Psychiatry 1999 Feb., 60(2):107-115; and Street, I.S., et al,
Arch Gen Psychiatry 2000 Oct., 57(10):968-976).

"‘t—l-
,_s.
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It has been suggested that 5-HT (5-hydroxytryptani ne)
plays a role in the pathophysiol ogy of acute asthma

w@ s@e/08arzol a, M. and Matera, MG, TIPS, 2008CT/R3$2006/038267
13; and De Bie, JJ. et al British J . Pharm 1998,
124, Wsyagmmyonsphihe ghentin distleed b gRpwa far SFRtingpeai and
?&%ﬁmheﬂe&v §hitd ARodE SL1RERHI B BbBntdfv@ntibh @fd¥tded Iﬂethd'ﬂﬁ for

eat ment of asthnm, and the treatnent of the sy

trepige@sfatiomEaPrnHENged of Fiok BRI, FRSETHER emini g Bﬁiﬂma

cbﬁ#@sﬂ‘foh @bhnpHshy 'tlié%SHTQE 1RO SagbMEt distIBRE h&Bin ABL BB erhbbdanents, the
ient in need of the treatnent

JBROR SbefosREy o oGP RSO0 OB RIS P reent

hRBGER PV SmERYR S redBRRiof igitdhichr 8 S26htdetheledEin 4 Patient suffering
further enbodi nents, mE\thocF1

s are provided for. tr&agkﬂg
RS ROBIPTsag AdpiTteing tofh palFRt 2 COMRRSEEN GFpriFRe the
1¥1‘§e%@ta§@1m discldBMHekehl. N8 sadsb Bnibb&inSiits OGuditmdthds, Biide@eitiad due toa
onposi tjion conprising the 5

nverse on
c}gg@@qaggeéiéseﬁé pgqhﬁner‘gous gyé’ie{naflor sa(ﬁmp‘é 2 \fniﬂm,}t 1}11%1 gon A?z%elmers

NRhde: TR DAY, PAAiREH AN RE ahd HﬁtﬁﬂgﬁﬂBmWaiehor&leﬁl&[ﬂ@ @udxb diseases that
i.ncl udi ng . hO%él|lty

SO et REGRER JIOR SRLMH. SEHRF UGB RBRH RTERLG dn some

dnRBinfett Shtthol¥ps hoeidel fdr treﬁﬂ% a@itd’ub@ or d‘iymp(oﬁ.ﬁﬁ&éof ina patlent in need
Agi tat ed Behaviors in.the

t ual

SshdirpimyntApheestpe %ﬁthtSSc?c“’%%‘f‘ffg’) m'XGf f"feﬂrYsz}igl? F e gfministering
%%@aﬁéﬁflilmd p@ﬁﬁdﬁrd)ﬁlﬁﬁ@igl the 3- H’ﬁz A&h\ﬁﬁ;ﬁ hgbnﬁfkﬁscn)fsédﬁﬁrem
assocl ated w t ch_as those _.C e
A 2 ot Qn S da Halopgyiob ity SriPen g S prghl and other
aisgrtiéegt on' s, which are degeneratlve di seases of the
nervous. ten1and t at affect 0
vesse#i? ?ﬁ”ﬁ%pﬁ?? ﬂg‘ 8W' ?%?gp¥f“@ghﬁ%%ﬁ%ﬁquSﬁxﬂw
ﬂdlﬂﬂ thle th Saradsiddodund Iiﬁihefr]keﬁlbg a Rtk eﬁcharmtéﬂsmsbps&éhotmﬂmptoms
al so j ndyce denmenti Al zheiner's ease Qunt s
BBB PSSR JFVeloPmient g GE oAl b R R RO (eBhbittyin
ik re@lon bel()\iz 92 B)gheshieoel S8ar Bgried! Crarnteriatic pag:hbt&tsymptomnare disorders

qug tlrz:g]%ter}st ﬁ%\lélﬁﬁ% %e?gxg ol e%fc%éﬁnmplgus Sog glgn ly'ghluggr{aFcogltents or
ﬁ@@m@péiieblmbnﬁind dymentllinh@isaflassbtistioAstigs ofinmginaioh) if@bgrgice up to
ve perc |l e .

Seomheon ). AT ha Sootgar eGP BLiRG R s R BAE fapertica
ot ﬁﬁﬁ’eqlafe&nﬁﬁcﬁrs);‘ bﬁélflpgrcejﬁme of in@nticnd artdhieseses,wf frmmmn relationships,
%gqaf{nlg]}fx ]%%cl:ﬂco o ‘é (Haer e(gla% 3t ¢ ?aéOﬁI%aI) @%rbs?xrﬂgt%%s %e laillg e%s%glated with
hﬁhﬁwnhfsﬁaannﬁm@@Shm&mﬂnmﬂ@mamamIhn&no@n|t|vely
1:1 Ing g? %Igﬁ)lgéjngfﬂﬁgaﬁelﬁg !%%8%2% ba%nneq%srgce% oL al antagg'rXs% hl? g%(lie?y prescribed
for@atedhisphienia sirpeys ot is meryrﬁ'ﬂacm&tfomh:spo&umya@toms of

g“g’lﬂ erld q—%cﬁ(}eyeérﬁ%g éﬁgl?t el(f ﬁzc iv@ ?or t h & %Vﬁq%%p&&n@ g{ s%ﬂl&(%hrema and
ampaagmamxmhﬂmgaWE$@$Mmﬁeewﬂbmsogmmbmebwmmnhhaw@deQwﬁhmmm

Bﬁgﬁ (ﬁé}%flgge%goﬁédﬁﬁg%gg e'l\ggra;t ﬁﬁ%@%@kﬁ &%}‘éﬁmﬁ& can provide
FBSr)bﬁ{B irtuding 122Bilifyab use a6 (2 )105& @VHﬁd&B withouti loSing #sedffectd orositive
%;?tl}%%l}‘lé, &@%ﬁ? %?%n?g.o? e‘r?lém %ﬁé i 1nd?u%lq‘% e&éét%%n neﬁahve fyméatoms and
@h&m@mg&ﬂmhﬁbﬁhmmmmﬁnmmmmﬂqﬁmmwbwmating agi tation and

Haloperidol is used for treatment of a variety of behavioral disorders, drug induced

psychosis, excitative psychosis, Gilles de la Tourette's syndrome, manic disorders, psychosis

(organic and NOS), psychotic disorder, psychosis, schizophrenia (acute, chronic and NOS). Further
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synptons thereof. Thus, in sonme enbodi nents, the
present invention provides methods for treating

wagiwasison in a patient in need of such treat nBEI/US2006/038267
conprising admnistering to the patient a conposition
“sehrpatiics mge FesEiont ofPrfantleapsme dusiipsien's ehoprsAaf gasep and vomiting from

Jh%&h vlaha SRABHEIRAME RO Ses. ABSinRHhtloR b @6 5T, G Gerde Aochist
5 ﬁ |atr|c di sorder other than denentia. _In sone

j hetsint vaith heleperisiokalsorpan providsienediis ip fhsen pERtARSt hods

for tfeahd@Hoalen@Ihd REdQmvetition pRY IR 1 rﬁéﬂl&d@ & @64dting MbeRavioral
gatlent suffering fromdenentia conpris

epienidgednduprg Pexshesechsitive A ChesE SHIYS &P %%@Weﬁwfir@% granic
&léb%deﬁs 5 hsit (b\’g%ﬁx%%n@lgéﬁj §§ycmh§&g&§eeq>sm5§s Bohizb e?&r(&:ute

diments of such the dementia is due to

@é@mﬁ Nﬁsb@n@ng@&%m@ﬂew@ %P%w dgpantiea B, rpesptor antagomst and

& qnﬂﬂgagmkhgggmkdm%ﬁgtlon Al zhei ners di sease,
Lewy Body, Parkinson's di sease, and Huntln t on

'S )
di seaBeomeembodivenis; the presentiipyepion @xyiles mefhqds I freatipe ppdgoral

¥ & dpug 1hdMEddUpiRBkis, E‘Acﬁti’tﬁb‘ bsyl:lh(ﬁk {Gil1és@B ia 'ﬁiﬁe&&@syﬁ&dme manic
mul ti-infarct dementia enbodi nent s, . net ho

Arosiogs DGR FOPO PGNP B ARE 60 THOTS SSHFOBHTIS (cut

th&fief NOB) Soniking Admihitee6ltHe batfekiGRlobérRiol 448 tHe S5-I Lneerse
the patient is a cognitively intact elderly patient,

@5H$V$%Pﬁ§h§HW1nlsterlng to the patient a conposition
CONpr inSbMe e&ﬁlﬂlr&nﬁmgé\m’eééﬂﬁﬁ\%ﬁn@gﬁd%@ﬁ m&h&fs |f&$1@£hng infantile autism,

herein. 4. Add r ridol he =
bngBg RS FhotER: Oslaaﬁf%ﬁf\we] %“&ﬁé’ﬁbc G ¥Ry o5 i Flgeiapeutic antibodies
&ﬁ‘ﬁﬁr@ﬁ@ himamikBridgSo the pREHQAIRAINILED deGplofi@itagorist dikine SVEIT,, inverse
orig whi.ch usual ['y appears for the first time in
é%PFVh%@ﬁﬁ@ﬁﬁgﬂ and is marked by a nunber of

C E ar agf sgﬁlb §1|hb&1$menltb§ﬂﬁ€ g&fjehﬁn&ylﬁﬂii;@dmdes memgdseasnremg infantile autism,
asi c devel opnent a eterioration in
Biihae i SO S0] BT AL P g TG pEgpefe tbodies
beh8ing B@nibisighesb tHe @ieht RWPEridal dnd iHeeSHI T,Chaeracdgenibtslistlosed
sychotic synptons are di sorders of thought content
gﬁﬁPtiple, fragmentary, incoherent, inplausible or
si nmpl ¥n fdlethad Sﬁlﬁﬂdﬁhenﬁsf,)ﬁié prdesit m«enﬁd@wndaﬁ mpiR6ds dariteitng kchizophrenia
and of nment oss of .ass i.on, fligh f .
R A o1 e PR B g B P SHRETb firpgine Ds recepor
Aftapast anaﬂie d LHSEK theérse bnipatscleget hdréih I’nyerably, the dopamine D, receptor
gwgllu0| ) of enotions (superficial or
ﬁﬁgﬁu q@ ions), of self-perception, of
I Nt entThosnidchtibMEheSidpamind Dj rBdeptohaniagonist edretiei comehitps with
and. finall hanot ori c. rder
Sarattn st e ByReent f BEh be AR E u gifepymes. Those
tohiksll @l ifteartcell easifyBeenbleAsritdrRmn apph@iikts Hoda regimek for the most

nosti.c Han IS a
SRR RO E0% BaBt BFo RGBT Ploner0f £Eie) g i BBk
mﬁlemﬁblbﬁdithé S{I{Tacmf/@s@gmg{ ap hdrainisteres yn‘qaimytﬂsiosaa tbrinsand in other

e effe or 03|t| e Syn tons of
§E’h¥d218ﬁﬁsr ;%W@ aI]“’(E‘g’o OS$EETNOT" ef fective for
t he nayapreseat mgeﬁﬁdmhe@ﬁroﬂdémlnzeﬂmhs ﬁmll«adaanginegmyve symptoms of

actual | y indu egat.i ve .synpt ons. wel. | itive
aguseaets bteer fy SEEErnaRel T RPRORle Al Rrapefn e
| st corapthing@dintetebind {624 pativneths 8-HigOinvesde agonist as disclosed
cgonconmitantly with Hal dol can provide benefits
ifudi ng the ability to use a | ower dose of Hal do
mnthout losing its effects on positive synptons, while
reducing or elimnating its inductive effects on
negati ve synptons, and :
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prol onging rel apse to the patient's next schi zophrenic
event. Hal operidol is used for treatnent of a variety

w@booseewd or al di sorders, drug induced psychosP&T/US2006/038267

excitative psychosis, Glles de la Tourette's

syndrone, Seghidisoxdlerssor ders, psychosis (organic and

NCS) ,1; 0 lsegﬁljﬂe tl e tgﬂﬁldﬁéep FRSHMERAS b2 S?ééﬁ ZOREHE PHIR more than

(acute, roni c an . Furtheruses include Inti e
qnp-édf oRdheradifs sprveved (580 r@ett hasPRS SHPRTIERGSE PRSP GO FRRigIS of
ﬁ%ﬁnﬁ%ﬁ@%@a RR XL kNS hd APy EAREHRSLB P oA ee in ten (35%) say
enot her apeutic anti bodi es. "Adm ni stration of the

theyireexpeTipaqed BISQipftitriiky SYBIPIOBIS SYSBHR it PrAlmosh pYeRy night.

hal opRLigal de E Cyctehd E’l@&)vdréjﬁe&ﬁy @afn'bta &sﬂuﬁte& Wa@@nety of organic

i ndi cati ons. sone enbodi nent s, resen

qapspedtiel as mvmefeel nERTIEEs APeFding e ﬁ{e.hﬁ@mél%aé E&éﬁl’%%?n of Sleep

]gls§r@é'r§j Bere a.{-U (H'gr SOQ&H%ﬁQ:dﬁﬁ Qadefs, OBURlel alp¥hds of the present
OS IS, e

psyc ourette's syndro
g yeatenpss @?fectpyg,),f@mgfgmgle (13@, ARY6F BT THO3E oﬁqﬁg%llovggggﬁg HB erders (ICSD -

ﬂfeﬁﬁﬁ&%fCla@ﬁy&BQ& Sieep $H0k %P Mighbstc 4ARIHERg MabiRNDGeRBEL
r|S|n amn|ster|ngt0the atient

@@{?&iﬁ?‘?tﬁ’é Stegring iigge, AmegoRrer Disgidery O%atlpﬂ'zl§9q)nv erse
Agoni gysshmsiRsed herein. In some embodi nents, the
present invention provides nethods for treating a
behav?@Wﬁﬁwé%§ﬁpﬁgﬁasdrug i nduced psychosi s,

exci t %&%ﬁhﬁ&%@iﬂﬂ%sﬁmn@ didep Staté@mép@rc@dﬁ Q&li)}ﬁt}ﬁc insomnia, Obstructive
syndrone, manicC |sorders gych SIS

and
RESBFPPep S{PRBE Coni S sFRfgpes Pt 5 i Y eion symdrome,

P&k Bmb GONGRHNE di ks, WS les 10813/ l:Bind gh dAAkh 4 Sdep BisbrerNDS.
the patient hal g eri.dol and the 5-HT2A inverse agoni st
dlsclb§%ﬁmﬁ%§@? ISP one embodi ments, the present

i nve nIn'a&bﬂud@J $6h RSB O6ENchAl sldep ﬁa&rﬁﬁgAlhﬁhﬁéijﬂkdtﬂﬂ@ Adjustment
aut i Sm hunt j ngt on' sy{ggore

or na
DM B oy B o L SHBRTES St Sasksel ociaton
GHO0HNT] NdcRighaBelTh\idEAleid) Bghdfothe] IgnPiRd de@d’mﬁerﬁ sletp@anidac Stdulant-

receptor anta onls and the vers

ArrSEIFBSeE er B rooha BB AR e SOt FHEGH e fpsordr nd
ERYIBAS d162 d@@&ymmgs met hods for treating infantile

autism ti on'.s a, or nausea and vom ting
from & %@ﬂgﬁvl% gﬂ%ﬁ%?herapeutlc ant i bodi es

CONpr irshd YonAdBA R (81 188) is@rdn®, S1G8 wbﬁtsleemdhsdﬁ&lr Opuladidéep-wake

d the 5-HT2A t di d h
and b STt Mt stan ot e sset e v

Hﬁbﬁ&@ﬁd@ﬁadﬁaﬁ&@ﬂﬂﬂ”s@ep&mra@mmeni ain a pat| ent in

need of t%@ %%nent conprising adm nistering to the
t|e e D2 receptor antagoni st and the

5- HT2A AroielSisorégoni st di scl osed herein. Preferably,
the d i.ne. D2 re t or. .ant ni st is hal operidol.

The agﬁgﬁ%§F$%@Fgﬁ%%ngﬂ@n%%@gﬁ?%% B2 receptor
antag@nﬁ&bJﬂﬁ@Thamﬁmﬂmﬂmﬂﬁant with administration of
the 5- .invers ni e an b

i ROV BRSY e AP g ecp s S pfERR s Pgetpret o5 e
a.t  WSLEERIISORDER SASSO (1A TES WITH MERICAI GRS Y CEHIATRIC
doshﬁﬁgﬁggines for the nost efficacious reduction or
ap

on of del eterions hal operidol effects. In
sone eniReHidaRIit, Mental Disorders:

Psychoses, Mood disorders, Anxiety disorders, Panic disorders and Alcoholism.

b. Associated with Neurological Disorders:
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hal operi dol and the 5-HT2A inverse agoni st are
adm nistered in a single dosage form and in other

wenodient s, they are adm nistered i n separ at BCHUSBEQE038267

forms. The present jnvention further provides nethods

of al PEHHIFEE g disordes Drmprtinkarignsoniah Fatshlmdis) gsomnia, Sleep-
HeREH SRl p Y Bl oo P b fidphiats 0P flecB hind Qb HREEE AR ddcResA.

pati ent suffer[ngffronythe,schlzophrenla, conpri si ng

admi ng-feweipisd wite OthseMpdi¢al Piserdetie 5- HT2A i nver se

agoni §itepd sidlaR6d, Ro&ENd irBiaMissheh®, Chiehhis WsBdtiSe pllmbriry disease,
reported in the National Sleep Foundation's 2002_Sleep
PleerArteied asimpoPleepTeiied sasiofsoRARe2 el p kptit Heer diaerss Siorositis
SHERY SSktcoRBIis, REAMatoidVhHAY F IsRREELLsRALIQN. MOr e
synptons of insommia at |east a em1n|%gh$ a week i )
the phdteliyesel slegpiirpryagantre jroredbag sEoestie Savtins slegpingss §5@f°m°
280 fREXpHEN&/2RE ROSIE EREEE, ahKis MRprassloh kiRl 153RL i0RSEseE MeHi¥nal
nlgﬂt or_ al nost evegg ni ght . The nor mal slegp cycl e

Insiguisy o Elsaldy Nptional deatt-d-ved Anddloed 1astiie duomya aepedhedy Qet. 1995).
PlelifBid RGeS Rts ARt Ml 2 8BerAlidokdePIARAsE significhid RIEESleep may
According to the Internatjonal C assification of SleelRir

PAnEEgde Boreaspriugeeptfodity (panfeaiions Qug gAY ReFURIIesEpn, cardiovasc
_Qcin%ﬂ’i"cﬂi_%ﬁ%uc}gs th]%'éfﬁ&ﬁio_nSkﬁﬁﬁhf@ UABShdihs, lﬁtlf&e,faﬁ@ﬁ@&hrdial infarction,
i nvention, are ective, for. ex .. in an e or
SRR ERERSE 91Tt fgreased sty o lapdi (SYR‘%BYQ Lomporinds of the
%@Eeﬁf iAednticH bad las@ucgts pieldrt &Hll@\lﬁat@fl&es‘ac&ﬁﬂicai(&@b}dﬁ{pﬁdving sleep quality.
agngsti c_ an In nual . agnost | .
O IR it ey s o e AR o dech dispiderp o the
afﬁ&ﬁ&ﬁﬁiﬁeséﬁﬁﬁm@ habrs©¢TfectlfD&y of b&?]zoﬁia(ﬁﬁml Shol\ide a?ytime sedation,
I.ntrinsic eep Disorders; Psychophysiol ogic . .
(RIHSR Epotogpagtfatiorh il RPLBYSERTT DR | PGB fhe Mational Institutes of
E;aﬁfhrﬂﬂn@nsmﬁdfréaiﬁé bﬂlﬁe@h@@ﬁllslamiham&yd ifl 1 e83haveendlsp@t guidelines
eep apnea syndrong,. ntral, al veol ar oventil ation
B rrahR e Be ot ik S e SR Bt Ron o Bt iR HebeBleh fbed over
ieg nsyned depemieaoytiwititkdwahgidect®lneEsotinmo TheefotGSs désirable to have a
trinsic Sle i sorders.. | nade te sle hygi en .
e QTR B (08 Bt PHiao TR Ve LT FOBTAY S0t Bas fewer side
Aff¢ctishaiivse Slre]ly udéds O shidition,|bessfibzepineie Wwkd®induce sleep, but have
. ro Limt-settin | eep di sorder, S|leepOnset
TR ernn B kish b e oot loss RS o R gfeee: Therefore,
sgngirenanddydipoaitis aredepandatwet kreagql. di sor der,
Sti mul ant dependent sl eep di.sorder,. Al cohol - dependent . ..
sl eep P@% F‘g@l?s, Wl%o%@?‘ﬁs ?f%&li‘&‘ m%&é‘@?i“ 8‘i‘ca§ s o g fgmpound disclosed
Rxbihihag demstsespd dinsivatténpridements on Qjedick @d siRfactitensleSh pepneters in
D sorders: Tine zone, chan J.et | syndrone,. Shi f
TR B vk AR RRESS vl lern BN ARE RT ot sharptey
4, etk Slel Bpe fibpseHsyndr Aok of AT arumé dHT)-Rerpplas e
ndr one n-24- hou l.een-\w i sorder, a cagli.a .
PR ol 302 DR QB R R R ia A e € BN oapine
on Sleep Continuity and Sleep Architecture in Depressed Patients: A Pilot Study. Soc of Biol
Psych, 2000, Vol. 48:75-78; and Landolt HP, et al. Serotonin-2 Receptors and Human Sleep:

Effect of Selective Antagonist on EEG Power Spectra. Neuropsychopharmacology, 1999, Vol.
21(3):455-66).

Some sleep disorders are sometimes found in conjunction with other conditions and
accordingly those conditions are treatable by pharmaceutical compositions of the present invention.

For example, but not limited to, patients suffering from mood disorders typically suffer from a sleep

* disorder that can be treated by pharmaceutical compositions of the present invention. Having one
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a. Arousal D sorders: Confusional arousals,
Sl eepwal ki ng and Sl eep terrors. b. Sl eep-Wke

wae@n®it4pon Di sorders: Rhythm ¢ novenent di sorBET/IS2006/038267

~Sleep starts, Sleep talking and Nocturnal |eg cranps,
P ER S tRDER S REBOCT MPEDHNEF METf e ApndoDyeaf Jepribeprosent

i DERSreRost BRS¢, Rh&do Witk boMBRdnBd arldhdOe @ sRle effects than taking
Psychoses, Mod di sorders, Anxiety disorders, Panic

o egpdepgenisnd Al coholism b. Associated with

Neur ¢ i0g Gfdct SR A6k HivelidR foRsvide alPRABBiticAgent for the use in treating
Par ki nsoni Sm Fatal famlial insomia, Sl eeprelated

I )
St Pisgeigrs. Erisanetherobicctof e preseainTeaim ' o vids oneparaciical agent,
wh@&Riybe Ladi ¢h LeadaGH 85mors confisRGiRERondlof the £3nBibns is a sleep
Medi cal Disorders: Sleeping S|$kn%§€ Noct ur nal )
disardgh: £omper i PHhe RARIREnTER 2t STined Rergt b Prsyd alone or in
DinBRARE witkla8G R slc8) ALRE B8 bitMtanBlegep- r el at ed
ﬁgstroqsophageal reflux, Peptic ulcer disease,
epAgehiterargy ndr one, Osteoarthritis, Rheunmatoid

ar t hrdideh Somprishd 100 Ry sBloBicaAlN e ONbn Bpid @Y exBdvemndit ENREN P &idsapid
of sl eep &&ﬁé%vatlon are nore Hg n exces%%vF %ﬂ¥1|ne rerized
oF OB RN Dirieami NREM SermePaasts of BibTiecs Py A WHH i gaesterize
prévkds@ety sléWes bRinwavel BRe@S S MThedlihe Bitt@indicdting @&p@leep. So
Nat1 onal Institutes of Qﬁﬁlth, N?tional Fgart,.L n ' of sl
calkeh iz S8t 118 Of NREV e, Mg degpesifa mostetieshingg o of slecp.
15151@' ﬂagén&a{fl%h ¥ BiEdIESs ﬁérl@@ElfS _to%dédh&i{elyh&ﬁév? glelaesﬁirzﬂﬁﬁ) sleep of stages 3
i sorder that causes significant | oss sl eep na )
B e 11 Dpice) 1TSS DRISE AP BTMRy TG P RE QT i, e petient
éi‘)lahﬁiﬁh Qt b{]ﬁﬁdmﬁmptﬁ{g%ﬁvieafmgmr At aw@mﬁb@@mmd hfﬁigia@ﬁ]gb and
such as hypertension, cardiac arrhyt st Wan
YRPOEES Epedn deeprsiger 14 So‘isr?dc ey ﬁﬂe g EX%IFE%@ g“éﬁl’%“?“g °§Jﬁ% gieans an
inﬁi@fd@aﬂ,&ﬁ@h RReRE] disopdeipaiied: abeids thle sgjodtyafitheir SeappimeriaSREM sleep
the present inventi are use .t.o.prevent o .
SR ] i P B b BRED B HRPUGHRGF e ggoused to o Waking
auaby lintited BRRmANS NI OATMBsul] thsBdiokiuaregties dtrough Seduont bbtteof light
jorit | eep disorders are the benzodj.azepi nes
et i b PR BB Mg DM Sbe Nhsh DO A e itorders ar
tHagkiaRd 8oy Fhgienta dadp adhitedtlirdll Hor edagglenmingtelderly patients with sleep
coordi nat | nd,.cognjtive. inpair ts. . Fu rnore
St s e L b b etk e e Ol BRfa gna
e il?]t&_@ gieﬁ@tél_?iﬂajoﬁtyamqleﬂr Elseifiean NREEM%% frapee] alede| oped
gui del i nes di scour agi the use o C " T
S odlat IVRT Ry pR O S Aot abie i e femgstcp consoicaton
6RRAt a kiR id Whisietle vaber NRENEIsepdeuts,depieuiatiritages 3 and 4, and the

i t hdrawal , and rebound i.nsomi a. Therefore..it..|i
ok LGP e oy et N s s o S Tk outs ae
tHécaatede i es@hcd, the ahitearewkithe lledpslisonleepaténtt consvlidaged ¢ axleeping
has fewer si.de.effects than those currentl .
SR Bieotsaagisah STt SRS R M 3 finort B i spen
dlovame slebp (Stagest3and @) veifHf fewdr oadillatibveStagei Irené A slaepe Cofmpositions of the
sl ee

., Sl.ee onfﬁgidatio ..or sl ow wave sl ; : :
erLRsPEoT G S8R RIS, EnSEag R eBy rL P B patcnt withpreviosl
Gagheitdd|sieep\eh how aéhddve thstorative, delta-wave sleep for longer, more consistent periods

of time.

As sleep moves from stage 1 into later stages, heart rate and blood pressure drop, metabolic
rate and glucose consumption fall, and muscles relax. In normal sleep architecture, NREM sleep
makes up about 75% of total sleep time; stage 1 accounting for 5-10% of total sleep time, stage 2
for about 45-50%, stage 3 approximately 12%, and stage 4 13-15%. About 90 minutes after sleep
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Cinical studies with agents of a simlar mechani sm of
action as is the conmpound disclosed herein have

walewonstnat ed significant inprovenents on obj eRtT/vs20861088267

subj ective sl eep paraneters in nor mal heal t h
Fs%\ila]élfeéup

opEE DRERBHIEEDF exmty to g ish REMlesp oiitore fjtheapiey

%‘;} Zg%%@ foBe §1§ep[t1§téaﬁ1 EBIﬁﬁést%—NREM S&tﬁ' RENVPYeY @V Baracterized by

Humans: A and 5HT2c Receptars.
hmlw ® h@plrmewa@@gloodmgw %Well ag 3@@?@8@@7%&3“@% Felggito those

s@ém i the Mtive FELA dfsta%g featsrel < ]% 1 3RERIHR a9 "paﬁd@ﬁ&l sleep.” Sleep

Continuity Sl'eep Architecture in Depressed

opest peeiE during YREN elea g {pkes 38R0 grinugss &) heplthy yRungagilts, Thgdpur stages
o%ﬁIR%@I {&p t Qlﬂerlv@ﬁQQiﬂM F]P se 18im Gle-comBIER k10&Y dYclé tHRES %Béa‘&fds

and Hurran of Sel ective Ant agonl st _an

threv@putﬁpf@@faiﬁan ofmkeel? @ﬁ@&hcﬁm Avioties| Bgyyclieggetragd Fleep Rrcaular

a%& {cRib14 2 RESSPerioPORrs 3hREH eR 99 ikl Bds FuidBh SR HR tH[d%Ser the first
found in conjunction with other condit]lons

REEM aisk RpPs foloR B ShrastROER oHos Jesedban @a%la"BFSeWﬁveas the later REM

&H@Js ARG Bt ipdaho MERTRE SWith S5k, BE tifnb BetRERIQMHng hritNeBIRH brRBt-increases
For exanpl e, but not linited to, patients s%ffer

PRgmeaout SopgdEeslsg degrasss begAloc ChPeRHLeleep digyietiure hat

i SiP 6 matdidtnct a8whlBas ke §Afustly. %ﬂmmﬁlaﬂﬁbtages 3 and 4) and

conpositions of the present_Inyvention. tgla]vl ng ? h

M elerpargienyegd #Wﬁ‘&r@ﬁﬁ? CNREM lere it is G Bes s e, roreases wi
esent invention, is nore cost effective, leads to

better conpliance and has fewer side effects tha
t aki S TSAHOEFD. Msrtermy gelfPgawer| feqng 2 mgasyysiof ﬁ’? piiqnph EEG activity in

t?i €5 &85 HAMesd dubifg NREpIrs&vp ga 1ﬁh%dgﬁﬂ’tabewﬁ1!:£ura @Eclhﬁpefr Qiiore
e use in_treatin sorders s anot her
SBBEE S T PSS BRTPIRUEA 1 T 57 OAR b proces caled
POSkEIDERU theight 13 ;gemtrerse:rl\y}nuelaﬂad fwake d@ﬁ)lmlﬁﬁf ﬁleﬂp ah Iihéiivﬁcﬁlalteb(pk@lences
WO or nnre condi t.ons. wher e of the conditjion
E SETICR PR, SeahipbeTie sy TDrep e s G R, fhe lss
bﬂé\é&;elssl t@é’lgréﬁeldﬁks&pzb esls1Rpr Biigbelitged et Poeds 8lbainds tiedughout the wake
t|o I.d sl .ee duce
RO At A aiied PagPalioidan A el e, Dl oy g measure of
ﬂﬂé"fha@lhwﬂb gﬁ P&dee@é@ piSdrad B8 sledyqieriod it l@ger dmwey@wake the greater
NRE and ra vement . (R sl e
%@ﬁ?% pydrge tp g‘aﬁp oy ﬁb‘"@ g&eat&hthé f‘%ﬂfﬁf figine NREM ee5Bowever,
slaBid@ek efith Zﬁéb (ﬁiy()ﬁ&irs)ligive gisficuR) §1’ch$elvm‘glai‘u?j hkiataiingdetta wave sleep, and
erns, th t slo tterns,..indi.c
¢ 3 dises b S Rr S SR At €] Sk Pisiyed s R qurine
ﬂlk:@e B-HT,2 agdmstieaqiantcliaindlynns blirﬁ@ﬂi] ashicnige dffepeof Glbep deprlvatlon
S ati.en th sle
SR aPRr o BaHT ot bRy b R T QR R Hee i iy 33 g
aglisfor ahﬁg@hslt RMiIC Bd atilecto mehievp dtdpeinhere reflestfng Yaept @hﬂs seameceffects
S Bt bers P SR ALTony BRRHE bl g ey S0 1 BGRRSS offrentty
(Iﬁﬂcmed Wﬁhﬁd@@&:ﬁ fa I’sléeﬂjlealvél sidasifeks sathchs hmgyvdr ieffedtssor taddiction
deep sle her ei e term"fr nte
s SBpaRE Bt 5 AReliEleE, Pt e it PR B me GaBa
sdcegr il swﬂquersmﬁaaﬂbcesrﬁre n@ peml:smt he ITHJ ority of their
| e tnme . in NREM sl ee l'ighter
%E‘.’Je%li’g apg °l§ PSP M“t%‘m’&ﬂ ‘ﬂ%F F\‘é&lf(ﬁg 51 dual can be
easi | Thae o @dmbe oawé@ﬁkd degrsihatietisy the biset, é«ﬂatmmtoequaﬁﬂy of sleep
ier % a%ﬁstor@ﬁm oL regr'oraltwégﬂe[ep e1s frrgagljre\é o(r:I Hr%:!rovex %ne me od %%%ij ective
determination of the patient, e.g., do they feel drowsy or rested upon waking. Other methods

involve the observation of the patient by another during sleep, e.g., how long it takes the patient to
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sl eep interrupted by frequent awakeni ngs throughout
the sl eep pepod Many sl eep disorders are charactepzed

whyood/oiegment ed sl eep architecture For exanpl BCT/IIBI096/038267

elderly patients with sleep conplaints have difficult

) C ) ( y.
"THERICEN hoty thrisHighes doesshegretionbwpkenp g iiehé haw gestlagrisihe patient

leep tine in NREM sl eep stages 1 and 2. In
P@b(ﬁﬂn_mg'lapltYO fragnented sleep architecture, as used
he re 'I%ly(s&ﬁqo%%gl@ is Bk GfoRitdrab §ﬁhﬁl€&§é $1QRropliyBiBlagical prhbters titing
whi ch tthe nunbéer of NREM S| eep baouts, particular]y
sl el dhcipcsprasireent e TCHoB Y s adagEalye fyiigand

McRorhyderB1aS SfivityVad ¥&1 4sRBenHARREmARITHe N Bduls, @fon¥Veth StBervations,
bouts are decreased I n essence, the architect L;;‘p%taolgosleep

cepeaspie apt oalyslseriisiengyAthe ameunt of tersiepirpdiqdalpsiesp
ShERRY RYersl BliRcNbisRe) HARARTAALHAR AP csolidaBEN Pt of sleeping

fewer” awakeni ngs during the night and nore tipe is

tgprehent rlelid-gavewavstogtiEirop)Sthirgay 3o antdigguogt He el sleep.
osci | hatel R EvoliREf: depRflged, Whi@LHRn b&aPHRAEd bodSystndghhy: rapid eye
present invention can be effective in cogﬁg%]:wgatl ga
gpverpnt GREYI:iore aadopages o 8oyAp EHR YRRt %ﬂr{z ges1,2,3
dniag RRR EAREMARRD (A Mrafkiin REM vRKEUTHES tdNledp bnteccupies about 5% of
del ta-wave sl eep for | onger, nore C%Q}?J’ st ent Eeri d

. . 0das.
@re ppHBsiccndn epldhy s, Haeer NN plagpeaich 1 lprcierigyd by specific EEG
w1 38es8s (sb§AbindeddA Kadtshphtk&y) deddpieSHditS 0% of fime Bftheddiety. Stages 3
rate_and gl ucose cons

unptjon fall, and | es rel ax.
i AR FIoe (B ma e AT B B Peclo el SR st drlicare fpes) e the
gé%%g%}ev%?%f Qéeptaml l@dcuﬁ BER 10207 of Sdep e IREM 6ot tirthg whidh the
-10% of, taotal s

) eep tine, s 2.for about 45-50%
BRIGHE OBVIgH dreeRs ?Fﬁtﬂegvu@w@%ﬁ@%f 8518@:91%- 15% About
90 i ThebESeep bthk hleQRPdrattdrbe térhposd! ofgmVasibiesose i SigleNREM

of the night. REM es up, approxj nately. 25%.0f total . .
%ti‘?ééi)midi“rf%?d 1 PR AR ALY oReghiFp ﬁﬁ%@%@ﬁﬁ%@%&?ﬁgﬂ%eéﬁ%wamﬂm

fRphRad ﬁéépﬂe;ﬁivb?’(inhREM swﬁ[b &Rurs Eﬁgailly airduglla theafptlt. Blteaading with
ressure, as we ot he S| 0l 0Ogl ca atterns

RETPA inge baBE o R Y50 P e AL SR oo e

HereR, HiREM skbeasd vasiesdhsactdcidioatly &soss hatifedpan Afdr rdhtee pability with

Sl eep onset. occurs duri NREM sl.eep.and tgkes 10-20
e 1 KA <o G P TRBI PO Srkgadimgy end dept
MEREEM=3d RE1Bs thOgRIthgd ratdet ThivdeREdatdhdsefléctd by eecaed mpkefileess and
sl eep d throughout the duration

cycle that, is re t
gpecdl S&é%?ndﬁﬁﬂﬁa}sfdystﬁ‘gf)ﬁ *g“gr% S\%?R‘/e times. The cycli cal
nat ur & 4afitisd, @RRoinpositidgLlfdte ideftionehd twhisefiil for tREMapeni afthe sleep

iR Pzt by Sbempr BT Seerrhgues Pa il verse agonits at the
shreiie SHT, pfctivr indgbienias duaizs oftskeamat hightiina whiels canwhe@esasicessive
t.he Ialter. REM periods may last up to 40 mnutes. Wth

g SCPEY i me between retiring and sl eep onset

i ncr easasdinglyl ahdier bk lof hemuseht infentiingbltted th the tiskapeyic use of
RS P Sreee i it B Bt e iR BiSMHelsE Thé ffpositons ofthe
Gbadnt inyentiBoiEluddRinb P ttiaCis b potéry instragreeni abihel seddtoramBHH T, A

REM sl e are reduced. However tage 1INR | eep, ..

WFFERIP af“gg‘f’rﬁ 9 5%9 ﬂ‘f %fgefh‘?I“é@Efreai %lf%igsgeeeg %D\%oﬁ%s%& ST.O%,&Eng one or
wsedbriierfeliowing: Reudigythe sldp bisat e périodgacmsura ofidas indectiof),

the duratiaqn of . EEG actjvity in the.0.5 to 3 5 .Hz.

Feee B ey s B %l R ingrpvave

Qfeefi@@pRie of SBEpauality enhancement and sleep consolidation) without effecting REM sleep.

d?ﬁg%%?é%%tc.aﬂgotﬂ nfRfdd is go% qiveﬁﬂﬁtﬁglré 8 sthRk 6f didey udile
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refreshing sleep. Delta power is hypothesized to be a
nmeasure of a theoretical process called Process S and

WO sorhought to be inversely related to the anpReit/usf006/038267

sl eep an individual experiences during a_given sleep
Tyedditod., COBDeE P of teeameses fvertiop yanhs eersivatither ava s1eaeHhesmy.or in

c%&ﬁﬁ?&oﬁ%ﬁh sl%é]ﬁmllucﬁ 28, 61 GERSle bitGAmSRE &), aﬁti'ﬂﬁtaﬁ‘ﬁriey e

eep pef’i eved that Process S buil ds
thr omﬁghoutDlﬂmcﬁah@dr?@ﬁhwe&nd i s discharged nost

effi CAm{aa% @e{%@amg &l tﬁ@mﬁ}@r"\ﬁﬁse%ﬁﬁ@gaﬂ%laﬂe&s Bﬂ&i@cfenb s a

measure o e magni tude of Process g%[
compligntiprsspeirs dmhélq neFipferal a%O@tha@P%wéemtnﬁ%‘“@?a @) and

dgﬁb@ﬁ@éﬁno%aﬁfr (S, ¥BrebRd Bilaﬁﬁapseﬁﬁ&nﬁ bihSeriBorGh Gﬁbﬁfc pbﬁ'@lts has also
power ~ dur’i ng NRE ee However, indivi

bgen implicdedjo @lag erele rrsdlwaaﬁérwwlp%(HWS?ék’rM&ﬂ%1 @Hambom Res.

f@!z rlsfs@d) %@94%%%&&@5\4%1&11%3«0 jaad, tzhuzsoém/@% beye01-4).
Up of Process S with limted abi lity

%ﬁr@@mﬁ@éh%@ o plaiaTalen YRIPIPAYR iddegseasesl eedet agg(s&ﬁb&#%
ﬁyﬁ%xﬁ% RERGAstNh A Jd Yo atié fobehet idbdtic Rbeplidagoef f ect
sl eep deprivation on delta power, suggesti 9%@’2
s u bj e/étf@ewsg‘ﬁy by Guperen W ppsn Veway SeiEdsherss g gmacol.
2(’0‘3 §S 86 RO, REA ASUAYOfHtbni ele)erﬁ%nﬁbihﬁg IAQ‘- 1@CH1a8¥ 6ther non-
ger nor'e refresh|n sl eep. These s

6,5 EH oGPy AR EitfPSREnY SHROBIE 45 et Shdies LS that l

ﬂt‘k’é'ﬂﬂﬁg QbRRQbRM HSduck B nAdH tcdnf&[&’uorﬁ@lz 559917*’/(%) oﬂﬁlk%eéhiatlc motor
ects suc

har macot herapi es for sl ve s
FrRAOTS R BT FRBEE o UL Do LRSS 27 FES s ey Proneuril
b1B&d fABAI BRRAS R kensSry ld&?dﬁcﬂldﬁwero&ef va@e BorletelsiGevettd.
target the GABA receptor and s e%é gle ef f ctst
not am&o%%aé%tﬁpat@%p@ztwgre%ww s & Biepevstan el B
@éveﬁ)bﬁ&ﬂ oﬂjﬁg&ﬁﬁﬁﬁ)f %115@15: Qepbidathy (DakaiRhioT ., my,s?ztzb)etes Res Clin
det erm ne nse ura al i
Erocb ghipatey: ion a0 b byt roksran Toabe B uivt sraidsy S gemitcmty

toanaH L fkrPElbinARcRMekbn 1€RE Met hod is a subjective
determ nation of the patient, e.g., do they feel

dr owsy* or 22 upon waki ng. Qther nethods invol ve
t he olysgeal ol Ad@istriitonABIFET A reddpton maidosists estilt ingh decrease in intra

D Pt SR 1 mor By (Heps Fiofol DG EBRRER 1487447 (98P

Uimahd (MBGrob&gud ¥t GhitActOpmtli-hséll Sess Sugpltzz¢2pas {(¥997)) indicating utility

%%ré{gg} g({n%g) tb‘%"? A;]—P]gp g{s:(ﬁrrsr%%g%ﬁlgts ﬂbfihfl g%ﬁ%ﬁ%{g gocﬁl?ar Xypertensm

BabyisedWIg flaoshal Thd hHTHBER:bﬁt&f dnﬁigorﬁit kaﬂaﬂlsémm(l\éastropasqua supra) and

RGRARE (L RPUTEs TERED BT CEaTAE] (o g fbve been hown o

Qi pRiEicarAlg Udvarg IGID M glavaihd putieyts.and el ect r omyogr aphi ¢
activity, as wel| ot h asurenents. These

resul s, al s?ﬁgEWV?ﬁls“Hﬁg‘é‘f@%lﬁ%‘e’%‘}fg?hﬂg’%ﬁ asure not only
sl eep Pk@te@ﬁfbytm(lﬁﬁ@l Rikveideplefophthyr@MIgdus letha deroydliadting disease

asl e but al so.sl.e CO over al | ce .of.
§P@%€€)£?&PW%VH@§%‘E B g eiebitp b @bt Bl
(e Eduedlive SpfentSd EREHRG ubigious p@ntfavlrms thet hrtfel;tswhwreajm'rty of the population

restorativ | eep) vvh'ch. n|nd| atlon of the
pers aegingpd o seioven P ion g Rplcdety, B ngpidogbmproried hosts,
GRS can%hbi@&hte@ﬁ@pﬁ@cﬂ%&ﬁfe&td)h@gdem&mm rﬂ’tmgﬁavpdwly rare condition,

oL Da o BB e R B LR dGtrdegs, s now
aﬁkfie ék)rmno‘ﬁtba@ﬁselNREM Bl4eegf patien® \;\tﬂha\ﬂBS  Patitnt$ usoatly present with

e ent essllynperggsresglge f%ca? e(g)ur(ﬁogqc c?e‘t:ec%’sl suc %Qr?u%grems or V{Sllal field deficits, or with
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time spent asleep in healthy adults. Stage 2 NREM
sl eep, which is characterized by specific EEG

woanehorns (sl eep spindles and K conpl exes), OBCLIPS®S6/038267
~ about 50% of tinme spent asleep. Sta?es 3 .and 4 NREM

bR BT e doin MBL OOtryoss ™ S el GRS e s ey ae

3 S i HSedQhageh. Ash
T e e e

) € sleep, during
offbrtand eordrashaghendemgnt ésfrarg) Diagnogis sxhs coRtEwFd by gwg with
RROM Mtk o2 viths ‘B{I ints@h BbridizRRR or iIMRSEcyEIcRERsSL RO HeRst\BaiR

characteristic tenmporal organizatjon acyos& t he nﬁ%ﬁ“h q
ToqRED atlifeasiomof s seqsaref 5oB orSFicAn ¢l fipgpsis withiout thenee

f&'ﬁdﬂs@ tsEg e LOARDBr Bad f Nafolbder 995%@ 681B0U; IBRFEME ®1a0R, Seminars in
duration’in resEonse to sleep_ dep

Nsotoizs (OB 19051 DGh, SFISTGHES ALt Noior ORI e B
OREMS HeRRs RO ivEEHRYy. BRrdkADaftth MitkdnSs is BM SoSafionths in AIDS

peri ods increase in duration toward the norning. Human
P&y al so varies characteristically across the life

span. JcAfifuS Entdr&deB byeceplonibdittd/clhrindebeidee eRdboyisHisS Bafding of JC
sl ow-wave sl eep in chil dhood and ear é a@ﬁlescqﬂ%e, tical f
W e liaherls (72 qHscdensrryign fuspses A ioRacs Lyl signgl figt 1s critical for
Qe bid BB 39S Bgand Ridscible biethiiRaeehdent hehdneshl [@uebek ebal., J Virology
i ncreased wakeful ness and §ﬁgge %%eeg and decrgazeglF
@000 68 239- 200 RecateapI T Wag ereitohe the FRECRIGAp S8 TET BHLCS
£ E8ating e HoR en& A Bf JTevits 8f ulathfifdependent Ertiatyasis [Ephick bieal., Science
sl eep di sorders characterjzed Q¥ eéﬁessive d§¥tine bited TC
@PBPPHALD- 1388 SALn At easrisis S olugg KPR B Fep g R
Giftfs @ f8dtoR oPhurhg Alisl REIBD KRtansef AV Rtahdatin Havalinviesse afonist @eipity at 5-
at nightime which can decrease excessive daytine

2epi ness. Accordi ngly, another aspect of the present
i Nvens.imm, &klgahies inkRdihh evbhesgpitithie iesecafemplated to be useful in

it h t ] ' f QL1 ,
¢ Saenio! BbSf bk e ovrere OV B0k ocaRet Jwmgpetpgament o
AresEedted gAMaRs wiehs -Hm%l adthorAstE® Bﬁ)ﬁﬂﬂt&dgﬁlﬁbvehstha smaﬂeg IC virus to
I nverse agoni st at .t he serotoni - receptor. .a
e e e e
PAtR6t ket PMIYis pi@a®iet Ryredute vival sproscewitifin the eerftal hepwiungystem and

reduci ng.the slee nset |.atenc eri od (neasure of
§We§‘éﬁaﬁl‘ﬁ%‘15‘&]ﬁpl§ﬂ‘%§ gf%&?&%“}? Yhe ﬁuﬁber of ( ni ghttine

avak e i @B emBotEing@isOmeneis g pidvitled fd tradting profriessive inmltifocal

el ta-wave sleep (neasure .of  slee ual i.t. nhance :
koSrop B e St e PRy Shth SO B RPN g th paient
adehpdsion caprpiasiht 5-8XTs, iaterdehagoniit disdortd hanaient i on can be
effective either as a nonotherapy or in conbination
wi th sl eep inducing agents, for exanple but not
IRefids@fiative Metlivids biithé luventiea: 6. Di abeti c- Rel at ed

Pat hol ogi es: th h. h I 1a bsS,t ' :
For 1 A BEHOURAC e BYCHRARES  BrPe ey A L Aforder n

dh aldetidual @efpriphe sdbinisetingp seliydi(iDRNn need tibredd actherapeutically

n ropat h and di.abeti ¢. retinopa DR
AR 2B o P BRSSP b B AERRA RACRDD)
pat i ert afst dlie@rda@e imventioh ipedtiesdo tmethplsfpr eating @sl¢ep disorder in

%Ip ?%ﬁ}a%?r éo%%g@%g %_(8‘%&1(51:@%1%}%) Sezl%ig_dl%]r % ﬂaeﬁ% Ehex%lof a therapeutically
Aﬂ?ﬁ)ﬁ}ejaﬁl\ﬂﬁk af Bladkeeuticalebmpdsitionkds Hesci@pd hereinl 996;

98(2),, 101-4). .Serotonin is believed to play a role i

vas s A SHSFPORREPEASeHepI B HIER T A5G P AL PpS sibodintd, the

dyssomnia is selected from psychophysiological insomnia, sleep state misperception, idiopathic

insomnia, obstructive sleep apnea syndrome, central sleep apnea syndrome, central alveolar
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| mprovi ng m crovascul ar blood flowis able to benefit
di abetic conplications. A recent study by Caneron and

w@edaore#140n Naunyn Schm edebergs Arch Phar macol PCROSB06/038267

Jun; 367(6):607- 14, used a 5-HT2A ant agoni st

BRI pERISHIC e gerivic limbsmovemant hgEder, AtHoss frgyidreme, inadequate

s’éew}?g&n@ %Meﬁfaﬁsléeﬁ alsbdbN Sifuid RBSRLA, RdRAREhent sleep disorder,
sar pogrel ate. These st udi e$ found that all three dr ng

ipgsFlesicabilespsundsrend Ha-seitipgylece FiseBien Scen el oigliglispy

R tufaldd iR Brikinkh Sé @nﬂ%ﬁ@ rhy@ﬁlﬁfékﬂ }§dn9éht diedg ddokdet, r3,‘£1mu1ant—dependen‘c
diabetic rats. imlarl 44. 7% and. 14. 9% r ed ction

sjasp disprder; @cc&mﬁb@mg@@té eelbq'hgggerf tpygwngi[qaeds%e'gﬂ gdiseyder, time zone change

(F?ﬁé})sfy}{d&ﬁg AUGE & QR sV dokdeY, iVEHRr SO AL Shiterd, ﬁb’l@feﬂ €Mep phase

n a separate patient st udy, saro rel ate | uat ed
sypsromp @dynnesesiaep BinseTyningme gad g ‘% aasef i on

of dijakghd &nﬁb@ﬁl’i@hﬁs DAL AYe (de%K@hﬂ%'@hﬁasc;ﬁmla €t séthe embodiments, the
Di abetes Res in Pract. 2002 Nov;

RBFASOTRA Selé‘ftedzﬁlowﬁmonalfaf%se%ﬁma kl%% nﬂéé%ﬁ%f’fé thythmic

Iﬁdnsﬁ]e tl GRRel, Yiek R elecp tAIBRF %dabaulmhnegea@mpal on | evel
A aucoma Topi cal _ocul ar a(flm ni st raé of 5-

r ecepPSPmaATRAGERTE: Ge Fleditrdchisgsyeite .H}?dlicﬂ«@f gsychlatrlc
QSHERT IRHRS %MB&hrﬁér@:’ Jhe inked1EBIYE ¥ Bhiattld Angrdet is dlected From psychoses

Ccul _ Phar nacol - 137-147 (1 humans
NG T DT —

&%ﬁn@eﬂ pﬁrﬁmém Foral ifeliia] dsbfia Ul deb irdlyted Qﬁleﬁdymld:ca{cal status
npounds_suc

S 5-HT I nverse agoni sts in
BRI IGh o5 ¥eéﬁtedﬁ§/’?fgf]%eévr? iSOG B {3 oo ischemi,
S HESHFBuctiTE ﬁul&oﬂﬂﬂ:ﬂdlﬁﬁs‘@ EIE@KreEféH aghmi, Sleefkllaasdsastioasophageal

S B e e R T
ﬁaeiﬁy:ﬂgl@mﬁdgt-amm §1e@am+d¢r I ovver | OP in gl auconm
ressive

atients.
Ee uko ﬂ%%?ﬁ??é Pg%%g ﬁ?nBPﬁé‘P%‘%%eW‘é‘S Fc?dP‘t‘ﬂP?dS @fjreating platelet aggregation
ineukmﬁmep&mhlﬁi@ag BymigRietking foShetindieidhialin ﬁiﬁﬂ’pédubmaéaltm@t a

sease .Ca ortuni stic viral
R L e e et b S At
C ﬁu S aOh?’ &pagenthe pﬁse&ﬁannﬁblrSperﬁmtsl b igethdds v tr@apg)&/cﬁmaryl pstery
that I nfec

S .the,. orit f th opul ati.o
S o astappretrelsderisBnfl Rl BLitthn A pgoilaton n
ki BhaEIAuall cﬁmpmﬁgumﬁm&mmtsmé 1rh1¢18d1&1 intnla&l ofsud]nstreetment a

reactiyv producti vel ect ol i.gode c

e abieRERy St Skerame R A rpr 4855 el irgdm

pri MaDné ¥spkdt optiE pRES iﬂlvénlflompﬁdﬁrﬂsyo ethods for reducmg the risk of blood

E RO f 7 BB LR arS P T A P adniisiering
Rothe dtvidubisit aéddyheperoé 8 éptapautit zkllyreéﬂean/b laeweitpf prlognesgicele

ocal . neurol oqi ¢, def ects, such as hem paresis or
\‘/‘?Iglﬂf’é}tlofli"lse‘?eacrg’gﬁ"%?l?s or withaltefau' ﬁs in

meni &Oak aspast.of fha phsant mvédRbn patainsoe mathods fahiedusingslietrssk of blood
| esjons. ar.e are. h en
5 it aneT HEEL SN Ry bt BB TS g egpnistering o e

intigé@ml in heat theresf ankerapast®aliyf ¢ffective aamvdnicod atphasmceutlcal composition as
ﬁgsggﬂc ment is rare. Diagnosis can be confirmed by

“of%y, with denonstration of virus by in situ
hybr i dinzatdecivf die prasent iwention pereanisse mgtho®dbytnmtigesasthodadn m

&@w@gﬁ co&gﬁ%mg rgﬁis ﬁg%%&hejlg‘%lﬁfgﬁ %1% %eeeg %heepe%F 3 thgrralg) calﬂy effective

amount of a pharmaceutical composition as described herein.
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for biopsy [see, e.g., Antinori et al., Neurol ogy
(1997) 48:687-694; Berger and Major, Semnars in

wolearohagy (1999) 19:193-200; and Portegies, ePCHIUS2006/038267

Eur. J. Neurol. (2004) 11:297-304]. Currently, there
is n e*ﬂh‘efasi@étmf% prdsent ppntiogperdingp metheds fogirepada pyanptagn of
a% 1 %& ihRvidud PR Rl Qdﬂn@%nﬂégd 80nividhhd i hédd $heddk £ S

ésrece pt or-nmedi ated cl at hri n-dependent
thflnm@tw pféectiv) amepupiopf @ Phaymaceufical cquepopitipmps dgporiked kegin-g
(e.g. One%ﬂe%%%&@rﬁﬁ&%ﬂudn%@ﬂkﬁﬁs&o &tHodd foRG&kihs! ﬁgﬂtﬁtmn ora

signal that is critical for entry and infection by a

syinptamdbirerd desn&vidpal comprisingedeiniriane fe b i enesdiirgeot a
tﬁ&?ﬁ{luoﬂly; ef\fgcﬁ@é é?l%ﬁnt(c%{a%ﬂz)rngbug@@ caRfkitioB R RdribYd herein. In some

was shown to be'the receptor on human glia

e@é)pﬂ@en@dh@mﬁlmglu@lm %b@qgmayréy wact Ay evigyalys by

cl at hden; P(ﬁ*ﬁ%?}' HtSind 6 oak o trealing agitation or a
SC|enc§ q%% 06: 1380- 133§ 5- HT2A ant agopi gsts

%’ﬁlmoaﬂhﬁgOfR% %Ialﬁélé}di“ﬂ Swliing ﬁpﬁlrﬁg@ﬁl% ComRHFIR{ adpnistering to the

Mbi%AdSal iR E tHeRBf Pheldptrmenng kitedive Shbidi ofBfhaRSRE|tBal @BEposition as
ritanserin have inverse a&%rﬂ st acti vi t

dsquipohhagei alGAMS PEDIGHRI M giemﬂv@ﬁ%@eé%ﬂ?gg?egatwggléease of the

RN §RAEL TP Rt ehbo@inRts UBEdddlentidis WD@eﬁﬂeﬁﬂilmt Leadfy Bk,
Sci ence (2004) 3

éﬁlphlck et al_., ggP 380- 1% %%?

lop1oys disease oniupsiens diggpseynsdmere epist tPedrmentiy if fue to
Azdaled Mo PATTRONE SileSsels S otk SBHBAertS) thr dRieitta i§ M t6 prokadr multi-
of JCvirus to the central nervous system and the
ﬁgvéﬂﬁﬁﬁﬁﬁt of PM.. Aggressive therapeutic treatnent

of pabphefbset ¥f thiprivht 1h{5enﬁ6ﬁ/1be$ﬂaﬁ§1 R0médthods Gttestingiat aldividual

spread within the ent ner.vou ev

%@Pﬁ o pt least S @b e &t ‘i?r%‘ﬁi? é?lf"‘ﬁ%ifﬁf%%ge W"?&g}édpéer d%‘g induced
BeyBIRAis NeR BitSive @Eﬁb@ﬂ SGifleRied Doviiretesd sillﬁioﬁld’ &atulc I’cig;order organic or
Srogre55|ve Itifocal |eukpencephal o

OSiPaYrRofi, PSS c(slfsoxglﬁxé HSYP]?‘E‘&t eﬁzgﬁtsc 1200 Pllasﬁhﬁoalc schlzophrema and

NI seHisdpBieh Gothprididp@dpatidt@iti t@the aidpadial in asedahurpifia Serupeutically
t he 5- HT2A |nv%rse a onlst disc

ﬁvggdbh ﬁeLn. )

FllSH ULk 91 PP BB FRIAC BTROTEOR ShhcFeif andadgaping s
é&@)t&%ﬁﬁ%&ﬂis‘c Iny&end énﬁtiﬁ)dﬁ&%hig,ahél golmmmz hagstof @ragbrigtad Hialgeridol.
a BHT2A disorder in an indivi dua 0

o ot DB SR s PieHe PRER RIS 19 R BR oy digen jndividual with
ulrenianetih Cahtiyetef S deich wienaaswa it vaaditise féra cieaoeistapy at
conposition as described h

R e S R R TR R ST

HepPputidhIB TR edvelatoait of ﬂﬁlia‘x/rhﬂjdﬁicab@mpbslmm descrlbed herem and a
to t he i ndi vi

dn1n| erin e .
3'5%?@3 F iRgPpiSh {7 0 e ienp e gﬁ%’s?“%?sc 5 trefhtgentagonist s

%ﬂﬁp@ﬁbﬁlon as described herein. In sone enbodlnents
enbod R RIS o g PrpeL BRI PE et B BaitPggeins schizophrenis i an
WMD&W@h@ ldlrﬁlaistehﬂgtbmm iadividha @pnesd dteeeof a therapeu‘ucally effective
R N
&hMQ@lhs@. r In-gbx)ﬁ@ bedditheits)) tha 'deparrdiecid, rEerme antagd)mst 1ls h:{ibpendol :
novenent di sor stl ess
sl eep QWQFpéﬁté’f%@r?\t/‘is?rg ﬂﬂ'}'ﬁlﬁ‘toﬁ Pmﬁq%gé% g h§ & fa {Fea Eil ]?eg?t i gymptoms
|off SEPpIReni@hiuet BE the a8hRPatibnadhaleperidol to an individual suffermg from the

schizophrenia, comprising administering to the individual in need thereof a therapeutically

effective amount of a pharmaceutical composition as described herein. In some embodiments,
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insufficient sleep syndrone, |imt-setting sleep
di sorder, sl eep-onset associ ation disorder, nocturna

we@aiorogi409 dri nki ng syndrone, hypnotic dependertT/EEme@038267
di sorder, stinmulant-dependent sleep disorder,

glacEiohe IR BEtve At gohisty halopeidgkand theghpmapailcal cempqsisiop are
agl%g&gﬁlnﬁﬁég@dg%ggﬁgggnge (jet lag) syndrone, shift

wor eep  di sor I'r'regul ar slegg wake pattern
del apedambsebthphresat iyention nestaing dymeibeds fon tafingaihstic-related

di%}rf%ggg Qi?maﬁfhuﬂ%gméé ﬁ@é&&mﬁh ~YVRHE Bn il SRl fGled ﬁl&e&Qmi‘

I ment | eep dlsorder is a €$rasonn|a In
fisopentientbodiepinemountiofa paarmacsptie oo ignas deygripgddifem. In some

ﬁlﬁ&flﬁéﬂtp aky dla%E%ﬁkea 'disSIdEER WRbdtc PerieR %uﬁ@ﬂthﬂf €l ,

m ¢ novenent di sorder, sleep starts, _sleep

emhbdamcrgs thecliabolécigleted|disolgr 16 fiabgtis nephioRsHipre e arhefivens. te
dﬁa%aw%ﬁ%@dfé&gaf@aabeu% @8508iyat ed with a nedical or

psychiatric disorder. In sone enbodinents, the

or p Sype hinsetiof thearesen iwentios peieste BRIPITAT e ireapes gfL glaucoma or

&F%%fﬁ%@%fe witlitn6l¥l frsQuBeessufeani ¢ di sor ders,
ﬁ Ism cerebral degenerative dlsorders denen

par KIS GRiCSil T rearat R IR aF A PR FivTHAcs eF g BCWF‘EPtPngTeSSWe

rfﬁPfli}oga@ %koeﬁ!:e%ﬁél@aﬁﬁfl in 84 AR RbMBRihLddsniQSterflg@e fhe individual in
eep-rel ated headaches, sleepln si ckness, noctur

retd Gt 4RI SO 0BT DT PR ARG on & feseribed
Hisgase, sleep-related asthma, sleep-related

? g? 1(:) ;[}? ggrgepgy?%g%ﬁ%ef lggic(l@/&gx@f% hqul%éeggqrf Hd S agl‘iloa)rohferatlve disorder.

B drbtodimehtsDih® DaheproliRadvdassdes Wgikemla o8 ly&ﬁﬁoma In some
di sorder. One aspect of the present_ invention

qehofistenis e lsvkef%%&lmahomaéi tbenie ygghasyia PO i f iscase,
drgli e dual conprising admnistering to the individual

d of h t t t th t | ff
I G S e

her ei |} sofPEmBRIRESks, e itdMehRI RSeaT thértof@nd dabiindp@rdsRi NS

to net hods of treatlng coropary tery disease
my oc aPEPES TP B I LPaRed heE R & SERLc o o

ARGhARorydideMCIn RAM etfbbdimbntt, ity draruBimiatis bﬂ’lnﬂzﬂnmatory disease is
I ndi vi dual conpri sing adn1n|ster|ng to the individua
fuherpdess 5 FareRidesist r eat ment a therapeutical ly effective

anount, safne BmBSHEGERS Sldtihddliuat mrﬁ@asmﬂeﬁns ﬁlﬁmdﬁsamprdﬁeﬂed In some
herei n. One aspect of th$ﬁ§ iﬁ i nven ﬂnlfl ertaln;msmne

£1bQdiReRE e frepunosereTO g ef fRdrvidualhag mmgirect el fpigrmunity-
Eﬁgd&ﬁh%n@ﬁfhb Rngshite@ BgiuRp i@ﬁwwe?mm@myempasmnge ry

i ndi vi dua co )i si m.ni. st er e, i.nd u

1 nebFomR B ORs A ARRI Soier) PRe e o Fp S B come
ammﬂﬁémc B0 ahfeCOdRARIdu0Bs £SDAE s dobe @ Ee200inmy’. Gnepme

ect of the present . nv talns t d
L L L
hﬂﬂ@hdﬂaﬂh&@ INISRIEE RETS] dbﬁqpﬂdeHR@b I Tin@brtdin hnbddimﬁntsoﬁRC is deﬁned as the
onprising adm ni 0 IVId

ﬂ’F?é‘r‘né?J?ftgo F‘f‘?é?sé’ﬁ%aﬁ TQP tf:%)egg\y &Y @ arsmun tleag t§68FHhe following
RIRAY YRGS %tbh@ abralCQI ikspldkiy, Rsurtes anl deddies, sicight IGs®! at least 2.5
3{2 Io1re C()tr/e gﬁ‘q : g\evgl'g{%\ﬁéuﬁx Hlstg\ﬁcergct)nlﬂ%nm&%ﬁér%la%maf herpes zos?er Stempera’rure

above 38.5°C for more than 14 consecutive days or more than 15 days in a 30-day period, or

diarrhea with more than three liquid stools per day for at least 30 days [see, e.g., Yamada et al.,
Clin. Diagn. Virol. (1993) 1:245-256].
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i ndi vi dual conprising adm nistering to the individua

in need thereof a therapeutically effective anmount of
\Nazmnmunmmeutical conposition as described here¢nUSNE6/038267

Ssp'e'f 'f the present invention pertains to nethods

f or "tfsonit iewgochmquqﬁted]pﬁlﬁfluaégqtqﬁzﬁqathprﬁo%ﬁuqdﬁ@owg mpnosuppresswe
t}{%ﬁagf My blﬂge \in®d B ifBudRu I%ﬂi’e%sﬁé"ﬁbr\éﬂ)}dd&{pnbdﬁ ah@Rthtering an
eo er

apeuf i cal | tive_ anpunt
nmhmomwéﬁtwe@aﬁnt&?mll‘t‘? v dn Jessed SBBEONDY 33‘? -3¢, gnd Krieger
t p&art DenPlasRAbH (20045%@9%99]9% §oRlelSabb@imeRt, RS
or treating agitation of a synptomthereof in

an
lmmmosmzpaswa;tbmy C@mgseaaﬁmrsgefleg TR OSIRBr eSS 28Ty BRketed

ﬁJOHlt ﬁ%ﬂ &ﬁglﬁfﬁ& oft doRRbARBIE (BA¢xaMpe] frémisbiveand I‘ﬂIﬁ:LHIl:E) oflcineurin
armaceut1 cal conposition as desc |bed

inditorsd b BERREn exs osparEe; tRIPLM theg), EUEH ??f%‘ieﬁgents (for

ek:ﬂltqﬁé: baligeht, hﬂc@ﬁﬂeﬂél% HofetiRBoIFBRESrolinus, AR (e HEOIT-cell
I nvent i on ertalns nethods for_t eatl?% a%P ation ;
dél’i’letﬁlg%??ﬁﬁt(@iﬁﬁﬁﬁl@rl% 6’@% “A meroslond atiherty (mady. Fat- é Hpprgpgioxin

FE AR RVA o P(HﬁJlﬁl(ﬁgl -@O%I) LAY, etl-0D4 kit Aei-T el the(}?ltd)a{nAlbnand the
need t héreo

a therapeutlcall ffectiv
ilsplafiviell-c repepior (ohn) B¥h (g 5 xape) o ey G PG aﬁ%heahke)
SRR AR 0B (fok Bfa rent.haIg, antdwls@(ca)4o ligand) mAb, and the
degeneratlve di sease

nerv I
Ik degPHBPHEY mtﬂﬂ%afai‘é}%éﬁﬂea R R 30, 1 L195. and
tﬁ@ﬁi&) 1&@5&31116&5&{8 a‘iaal@% SBESET (RF e)tdldﬁbld, REt@Mide, HKIEATET7Y, mnd the
nbodi nment e

denent .S due.to es t
1T BEV 18} 0 MeciBiegin PP die el ARTSCDPRED morodohal
HAEPRP! oS eMbGitents ttHeGiﬁﬂlu_ﬁdSsuﬁuEsfsivb bfeat £id ticbeoBpbdund.or

One aspect of the sent i hvent i ertains to
ARETHGR R GPRIS LR PG SHTE 1 S SRTPGRTG TP PRy gpbodiments,
the AshunaBpREsivegent 5]1@1 tatdniposndal phariractuticad mrh;mhmm acal
di sorder, dru nduc d psychosis, excitative
laseed @2 S@gg’ldé?%ea&"e % Tourette's syndrone, manic
di sorgl@sme efigAthedtsOthe N@Jl(ﬁﬁylﬁ el thereqd wmﬂﬁ’gomg immunosuppressive

di sorder, psychgsis, te sc hr ran

’@erﬁp h?rgq,ﬂ ttan 'ﬂﬁ% P’J.E Slaﬂ?cﬁtﬁgrﬁ gqg r%%an 1sr11ver hﬂ%ney, lung,

?é%m di”t}&tlﬁé [seig elgQ s}gﬂfga et gl ndnsh@ltation (me)ds9t46é¥4é2)]f a

therapeutically effective unt [ Mace

conpo%iserd Fimlé%hrﬁ@?eﬁ'ﬁe %‘p%i nged tﬁ%feo lé)un anr ne %ﬁ%‘% fora

FRGBAH AlseRBL E@Bﬁib shbodifery e resvbati dlmateSls syskeeicdopsni ne

D2 receptor ant agoni st i s hal operidol. One aspect of

Fﬁ@mﬁ¢@§éﬂ% ff¥enti on pertains to methods for treating

an i g géing B@abodivnérts, iefphiniriabedtieal torspositibluinhibiigI@vits infection of
choreq or nausea and vomiting from chenotherapy or
W%%ﬁﬁ%@?ﬁ%eutlc ant i bodi es conprising adm nistering

t 0 t hef desifkid Vthduﬁhllpolslﬁorme)é chetphsere dfverstioh ey dipthet Gopmkibgconventional

ective unt tical c i1 :
Sl AP e Rt s SR P oo
agnRO0NbEg aghils, SapBn@apocenving tagents siebilibemamitineidagt and/or
reé@gﬁor ant agoni st i s hal operidol. One aspect of the

A% 28°A%ent i on pertains to methods for treating
schi z apéiicddt that iwhedthe Iphui'mwedhmll canopitiorsidagribed herein are not only

adm _nj steri.n |dua n need ther 0
SHE e B Feun R b Gisp P e i A PSSR AU e recent
GOVIR&S fit the et st hedlRdarh Stiggests ‘Qatd:onmdsbmllam’bmgv@ﬁor the use of

ragt?v% g}gents such as 5-HT,4 receptor modulators, for the treatment of a 5-HT,, mediated

disease or disorder in domestic animals (e.g., cats and dogs) and in other domestic animals (e.g.,
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antagonist. In sonme enbodi nents, the dopam ne D2

receptor antagoni st is haloperidol. One aspect of the
w@e@sont409 nventi on pertains to nethods for treptT/I§006/038267

negati ve synptons of schizophrenia i nduced by _t

; ) A | y . the . _
© sumnlnd gwiwst anaskprsnfishf etk Bioas efedinarpskathin thisr{Aresadily credited with

f L Ghh D e LEQYLE REn SERAMRNA Sith Betti€RNPY i Si ng

a n1n|s$er|ng to the individual in need thereof a :

t her Apephaiowkitisalepmeesitiops obhe BisterbvAiph A s datirvpdgrstood in
ccﬁ]?r%@lgﬁ Lfith 3 f@lﬁ)\&?gs&gdng@g wWhith@kdintehdtd 898 Eillustration of and not a

e o rn h e d pl M

empbodi nents, ""t | Ane' -Da' edptdr anta%gn&%% A
lilvithtiop aippreise seppeioftheinprmi PRl dheyt Safherdabaript Highbepypd that one
sléﬂéh“ iR GLACE uiife HEBRERR HOSBHE6h dnakKEnfolRtion pRTEd Bifthe
the present ‘invention pertains to nmethods for treating
expples eloweprpasiogthe gresgns Bivendion foitsAHlUSSHEPH dual

conprising adm nistering to the individual in need
thereof a therapeutically effective anount of a
pharmaceuti cal conposition as described herein. In

sonme enbodi nents, the di gheAm®irsl ated di sorder is
di abeti c peri pheral neuropathy.

_ dl . ne Sone %&Pg&l rrentg 4
Fxpaplei 14 felubility detgraigationsior dedd-(-bromostsmethy-iHpNrasghi )4
o9 The RREH ARiMudro-pltAyY updihisfledtl @tipibnthl sor der is

di abét’ic retinopathy. One aspect of tqg ggeseg% 1271

i nv e i lgAL plesstvaalneasaddsdeanieaerss Frpunt ¢fd 1P & Bomer gy
pHa241BOTRY etk Bhendl) 3§ 2 Rto-pHtayIPIRa id the abiptanniabt resulted in

i ntraocul ar pressure. One aspect of .the

. presen s
W HPSTR o] OpEPCER AR R A TRTRGUE T 0L eeTTAgE SHorg oo solubility
wis g&ﬁﬁg@ t'o?’o% ghoddet ihhioHa ladddeﬁ 4O 6EMb aleoiiiatbiyme,forexample,

I ndi vidual conprisin m erl to I Vi dua
Trmorar PHRECID. B A SSRtE 2hi Sk ailel farabi g} e
Bl RHRENBR QY tiiea forG0 RRRsdstisB 2 ASVE efirvohedkr fidlogied by samication

some enbodi nents

the individyal in ne t her eo )

ool o bt Liisbieg eV Blswtrairect po & By E ptaTangn pul Oy Joou
:ilsyajpiha @Il&ifn%dftg EqiilibyRe £ ﬁ@ t#m?(ﬂ B Hoatsk e"lné @suiting spspehooms were

n sonme enbodi nenpts, .the | eukeni a,or onm, i.s
PR Lo FBHBEY T G R ERT D T B AT g SGLr 8460 and were
&E@iﬁlée? ﬁ)ﬁ 1b thisuldFRt Bimﬂ);iprlfm nl'}ﬁa,suﬂiehgtainﬂﬁém eath abpendorfi@belwas
thereo as roliferative disorder. In s S
Xpdef ane ﬁltlgt’ec? Wﬁn%ﬁ!f’ﬁg Igvfita Efﬁ”n}tﬂle r?élélat%?rﬁl vrvgl‘é ?ppﬁcg)é'l%{g%ﬂunon factor.
Eh G0y RShdyzell By SOHPLEMeodi.ment s, the individual in
need thereof ha ran tous or inflanmmtary o
i seabbin pmeErEe CHIHRAERE 222 fa® el -G aRS g hgpoous sotubily
Jl)fVTIf-ﬂ3é{mrﬂf-¥-gﬂih§rﬁﬁ$@yﬂa§omggb)g{-meﬂmsy}-ﬂ?eﬁyl] -Qa%é{difdlomi-lﬂlenyl)-urea:

n sone odi ts, e i vi dual i n ne t [
i munBELTpsHPs eyt 317%6 ﬁ%g%r}?ﬁ' a??e?#eg? ?qr‘iuemn’ RES ERY, 3!5fm,
it BXBORRE ANGHie Bhse ditenkti 1007 Uz ohiasl-Mithire weters Bink B: 0% NH,OH;
i muni SO enbodi ments,  the i Lred cellul af
L s D SOE oSBT e BBl s consen
SNDRRILRFEOL % fol90%i it @ minde Fov 1aten &6ent/mér; €ofuningemperature: 40°C £

infected with HY,, sonme enbodi nents, the
ﬁﬁ@sﬁﬁ?ﬁgﬁgﬁmpﬁﬂ¥§f%ggﬁghas a CD4+ cell count of

200/ mpnétodioBe ARMR Detector: Waters 2996 with UV lamp: 3D data collection; Start

wavelength: 210nm; end wavelength: 320nm.

Processing wavelength: 220nm.
Quantification was effected by comparison of the HPLC peak area for each test solution
with the peak area taken from a standard plot of concentration versus peak area for standards of

known concentration. As is conventional, the standard concentrations for 1-[3-(4-bromo-2-
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enbodi nents, the H V-infected individual has AIDS. In
sonme enbodi nents, the H V-infected individual has
wae\bFosahat ed conplex (ARC). In certain errbodiPnEnU52006/038267

ARC is defined as the esence of two. successive
RO SR OGS -G R T DT eI to Tl

wiifh b PGS &%n&ﬁtra%)éﬂpérgﬁfabso%aée ﬂ?ﬁthé yvi cﬁtékt@ﬂérﬂ;ﬁb}&d The

recurrent oral candi di asis, ht g f at 11?} 3
standgrdiggnognirationfasf- [wdyroweﬂgrnfthw >ﬁa2|° D4 Iszetmawf gnyll-3-

(2%1%115&@ Fﬁ@?ﬁrﬁ B2 WS BIRESd 18 Q&8 fashibreldRBtadt AbaBbraf@\Rrve. Dilution
more than 14 consecutive d

R R R T g
fob *1”[??4 MH&H '2%&&;9%8@&61 ﬁ-?l&}Afrﬁ?JthcﬁkSI pheaHt3-@R-dayGopeegl)-urea

i rol
obgipags B erin foe gt G sOONS e GALES WSS Peflghonphvit
q%ﬁ%ﬁmkQﬁ&ﬁﬁﬁh&éﬁ&ﬂﬁ&{ﬂ@hmﬁhmﬂ&mﬁﬂﬁuﬁﬁmﬁ@ﬂbue t her apy.
I'n "'sone enbodi nents, the |nnunosugﬁres§§ e. the(gﬁ¥1 tabl
c onpThasebserserhrohibuities fong varisty] RS hg figprine table.
[see, e.g., Mieller, Ann Thorac Surg (2004)
77: 354- 362 and Krle er. and Enre,
Tr anSelubilits of Li-¢dy OHIP 2emeshyl-B; Q}'raz‘ﬁ%@b sfnethoxy-phenyl]-
enbodi men g 4 ol lPREAP-URRIR IFIC/R atdaﬁ@@mf eLBPTRItE S€S
adm nistering an inminosuppressive agent selected from
the grolip consi sting orti cost er oi ds Gﬁbwﬂ€&anole,
predni spne and t he I?é&ﬁﬁ(scalcineurin iInhi Gighars (for
exanpl e} _cyclosporine, tacrolimis, andlhe I|kp\
ant i pr ol Deenatd weeagent s (for exanpl e, azafﬁ@@brlna,

nmycophe ; ; 0.0 - he
like), N ing agents (for ex le 3
nmonocl orﬁasmmnoWysb@ffm@H 7ant i - CD3 | noto&Ph

FN18- CRI autL5§9+||“L
anti-T ¢epined SO and the 1ike)l anti~iL-2

r ecept olf 50%2pisomib (for exanpl e, basil} xi mab4

dacl i zur ] i —+Ahi-bi
co-stintﬁ%%?@ﬂi%?%ﬁ exanpl e, CTLA4-1g, ant i S 154
(CD40 | ijgagighyedm@ogy and the i ke), deoxyppergualin gnd

anal ogs aple.15.DSG—LE—08-0299

LhELeoL_@LoL_exa
LF14- 0149,05%nEwesHa" $9 &8y % Mebpsshini de ahd andi ggs

t her eof [(f @%@l €, | eflunom de, FK77B, FK260, anpd
the | | kF\ ETY720 anti-al hha 4- | nt Qﬁrl al rmnnr\l nnnl
antibodyITEhHmantl-CD45 RB nonocl onal aht i bGdy?
some eno] S, the T mrunosuppr essi ve ageetaand the
conpoung_or_p arnaceutlral conposition are

adm ni st Eﬁ%qqlseparate doseage forms. |1 n Sore
enbodi P S raso e T MOMOSUPPT €SSTVE ageny andag be
conmpound or_p arnaceutlcal conpasition gre
adninisteﬁ@mwﬂmﬂglgiﬁ@le doseage form [|n sdffe’
embodi NeRES A, T dtvidual T meed theeof 3hE,
under goi jng 1 nmunosuppressive therapy affter organ

t ranspl vamﬁWQOIn sone enbodi nents, the orgah is
liver, k 4 art- urtTlEllKe[bebzgg.g.,
Si ngh et gﬁbraﬁl?r%rmig“‘}gﬁt ation (2000) 691467-475] - iln
sone embbIibmEIES) A beCE ndi vi dual in need thed%df i3$
under goi hg—treatgent—teor—a—rheuraticdi§ease 4y sdne
enbodi ne sgﬁg?ﬂ@vrheunatlc di sease is systeni%mlup
eryt hematosus or the Tike.
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In some enbodi nents, the pharmaceutical conposition
inhibits JC virus infection of human glial cells. If

wale®nedp9 t he conpositions of the present inverPtT/OR200&§38267

further conprise conventional pharmaceutical additives
rsyopreas co-surfactants (for exanple, sodiumlaury

Pﬁhﬂ;ﬁﬁhﬁheﬁc‘; of P—r[é.-mb@Qﬁ[ﬂ-ﬁeth?tm-ggffaﬂlﬂ-@ﬂﬁ-mlﬁethoxy-phenyl] 3-(2,4-

ragrances, preserving agen abilizers,. e
diflyporo-phengBwreasindvealthy mpale R@hfeﬁygleérggw@_rs followiag q¥pl agministration

that P%ﬁypﬁaprﬁao%ﬁﬁ&f@_?&l-lt[k—Sﬂbroﬁﬁ%ﬁ&hﬂ!-ﬂﬁﬁyr%ﬁglyi)blen(ﬂethoxy-
herein are not onl i nten n ma

ed for_use i n byt
ol 313 At SR PIERY BrifFa oTelFaTI8edE PRy malerrad Gnale volumteers
IR or A ARERStid b b REHsAE ERmBlated BbITRE 141204-5r0m6 @k rRethyl-2H-
suggests that consideration be _given for helgggRﬁgo
paerdl-dey Dadrenthexy-phrar -4 2. 4-ditronr el yra ?FS&%PI&? RE%r
the treatnment of a 5-HT2A nedi ated di sease or di sorder
in domestic animals {e.g., cats and dogs) and in other
et orel doss -GSk B S REe Hhey e
etc.). Thoggnefo-sHeayinaeyindkilthly niale dnbl€enddld voireetseadi | y
credited with understanding the utility of such
conmpounds in such settings. The pharnaceutica
be better

ONpOST LT ons or Jtne ng T 1 pvention w1
%derbb@@ﬁg)‘ nc nne&; %T&;L@Ith t héméxo(ugomli)ng ex affjplas ¢hr)

ich are intended BRI | bt r o d
5

imtation upon |t hgeagsCopespf IhaﬁhmvenfSDn.

I

flgrther—etaboeratton,—+t—ts believed tHat —ong :

iln the dPt can, |u$WBy {h8-B2edediBy dedliipdi oh?ang 94
tfhe 1 nf qr.mat 1 on |pr.ox. ded IRt he npl ellow; 5 0.3
dractic %% he pr sé%%l'rvgéﬁg Pg%?tc ?ﬁ??pcr extemt.
HXAMPLEGoExanpl § J.3980l|ulpidsit ¥ detier i nasbon f ans 0.6
I thyH—2 gzot=3=yH)=4=

[3-4-brorp—2-rethy—r2Hp

yt )

t hoxy-86henyl ] -{3-46124-|di%398or 0-9gH&nyfI -7 ed i A2 0.7
Iecteqg_excipi gnt s, 10 gllass, ,yi al s |added an
dxcess affbunt of ﬁng-(4}%¢8nt-§%%%tIvlﬁggnﬁrajgl- 1
3-yl)-4-nmet hoxy- phenyl ]-3-(2, 4-di fl uor o- phenyl ) -urea
and the excipient that resulted in a suspension. For

some exci pients, a suspension was not observed and
Exmigé®re the solubility was assuned to be greater

b B o2t Rty B B ot 304
aifnownshefbelf-u i @cn méab/SHiripe-Deiiéyer absed fenpral atiminjstedtion in various
coptents were mxed for 30 seconds using a VAR m ni

XSS er foll owed by sonication (Branson 1510) for 1
m nut Plasmaplatsacekineicpfoat €3H4-bromo-2-roesimd 28Fnyrazehp b dtrogtieoxy-

at i ~€. .o about C)_an I il i .
AP ReL fianBRocalyirts G Bt bIAIEL Pkt Hotoving
1 0raglsd @nlr dechitisiragippeficdr(#-btonweB methr 2 e nyregnhe o/ nt-mathexy-phenyl]-

. nyl gn filter ' 3-
P+ TRl e R Bl b SIS G ef ey
enthifleppeheiodfurtane foasilacd|ab ecaqudoua sesperisiont iagolypthyiene glycol 400

e acetonitri 0% no b |
detiofl Tl Sramiah i bR PART nd ol BBRTARED 2 naphor
REMbBbrasol (1:1, v/v), 40% hydroxypropyl-g-cyclodextrin (HPCD), and dimethylacetamide

(DMAC). Dose formulations were administered via oral gavage tube.
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As an exanple, the follow ng HPLC assay was used to
determ ne the aqueous solubility of

wo 20030§40dbr ono- 2- net hyl - 2H pyrazol - 3-yl ) - 4- met PFORYSPOE038267

yl]1-3-(2, 4-di fl uoro-phenyl)-urea: Syst em V\ater
Agenge spm@ﬁ%mwcﬁrﬁag@et% %W%‘RSBB%HHC# reig iR a 10

REB3al MR of £[RIPHBmol2-REth Zﬁ-‘ﬂ?f)@zolé-yl) 4-methoxy-phenyl]-
Deq‘:‘ggn?gggd M E)ore wat er ; Lﬁ-}e : 1.0% NHAOH;, Line
C. 100% HPLC gr ade ;&c@t“dhﬂ‘mrmpée“y Y&ftent: A 80% to

goTTT 8 T N B 10% conpt ant nug e; ) Gﬁto

D% in 8 ni 1611@(1“@(6?/\}1%/@{% C@@?‘n(}} Cpl um' ™

b Fprapiatign e 00T arpl e _Tenger afure C + |5C.
ot odi ode Ar ME2Dd tec%tg @Ps |2 g%clﬂ i { h M52 dnp:Std

10 d
T R L v Y
i i f te f .the |[HP

SIERcHLS T b lBh Fobd ot o8 ﬁ"?«paﬁb?%?” Seén? rlon 17
t 4K i f andalr d

oMb f dr A0 nﬁéra-?/']o oo donhh | BT 8T S 10
P el 20 O ol SR LB S, [
it [ 1

\glk scg‘?nbaé’ ‘&rel; F{%an O‘gg‘?i e(tg)%ral oye%lé/e f]g%st andar%zl5

c( qn for
| E% br 0”0 Po1%et Ny s34+ pyresel - B- bz 4qnetgwoxy pheo
yl ](I -V/\() -|di fl uor p- phenylf) -urea was dilgted in

W Y~ O O

sdriat—fashiton—to—eptarn—-atcatibration—cutve—Dirtption
Wy HRefi'ect eq b3y4168dd ng 36e [ackia@ni t r PHES f omlabbi | e 1.9
phase—Each{saturated—equitfirbriuomsotutiorfor

1- [IMA@ br orfo- 2336et Ny 10238+ gy r&Zi6l - B- PI1P3 4-ImetZibxy phés
yIH g-torepheny )y —urea—ontarmed af tert

fill th@‘ﬁfpﬂg?r‘tmbﬁic&?deﬁ & solutions was diluted with
acetdg}ﬁétﬁﬁwe@nﬁ{e mst honal wi th appr opr| ate dilution

f detor—to—reach—tie—t+rnea I armge of—tte—starmdard pIOI
The observed solubilities for a variety of excipients
Bxan h@\/\ﬂlnthefollovmngtable Sol ubility of

B R I ke ot S
piiengl}-GH(PH atiflwrb-phamileurea E%tpalllﬁﬂosage foartois s cymbmolgus monkeys

R e i b i P T g

fﬂenﬁ]] 8-(% Mdﬁlmbmeplsnsﬂ)ahﬂewwm detemahedaimplq |csmqnaﬂglk§ mopkeys fralowing

3?%r%)?rn:§>-%metfholh2}f p}gﬁo Iyaz— - Bo;i}'l }Shel}fyl]m3 (?h 4-diflu ro-phenyl)

hl]ea) oBal c&@ytdonctiobd (lIi’EGéQ(D hmhgl’al)adumeﬁram@f 18630 i §9a0iz ﬁr{3 (4-bromo-
hﬁ/p %I{I n’g\ia%ol%n}q Il m&y ﬁ]?elnyl;j'tj ?f hs %ht{u%la; Ig&%\ﬂsluﬁﬁ)qh two capsule

1 on O a caps ormul ate
Heshge— forkash Momiey®-weet sepdrat@d-pyor lgrofipings with 3 animals per group. The

gongwgg "%% go%éﬁg%%%éref ce(pgulg F‘%ﬁ glg Her.or -6 YL st OB -pyrazol-3-

WP){43ﬂ¢tM0mmbml]2rfw hﬂh@r@-bhqmybmﬁorgm%te)i_lm Cremeblnt ki papsule
ok PLO20e LUK A-PERYL) 15 Q2SR B S pheny-

l'unt'eérs.
urea formulated in polyethylene glycol 4000, and a solution dose of 1-[3- (4-bromo-2-methyl-

2H-pyrazol-3-yl)-4-methoxy-phenyl]-3-(2,4-difluoro-phenyl)-urea in PEG 400.
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Phar macoki netics of 1-[3-(4-brono-2-nethyl
-3-yl)-4-nmet hoxy- phenyl ]
WO 2007a140n el e Sprague-Dawl ey rats after oral PCT/US2006/038267

adm ni stration jn various ex0|§

p@hwmd@m‘ﬁ@l"m“? parameters for 1-| -(4-bromo-2
% @RLdirthore ThosRGeh afendrit Amifhiianonb aiie
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0fo¥8Plosd:
» Mgt h 2H%p ol}- 3-1yk) t 4+ gt ho
- (2, 49@$$ﬁuor %%% I)%u?ga cgﬁﬁhl 46%§a §¥or
eys. Plasma pharnacokinetics for
g F%ﬂ%%%mggﬁé1hyl 2H pyrazol - 3-yl) - 4- met hoxypheny

zsamﬁ&uﬂmdwﬁbmbg@%mhenyl) urea were determned in

O LdAriA el

il Rl |

Daﬁfev
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hoxy- phen
6.0 3.5

enyo,
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| ]

(1-13-(4-brono-2-nmnet hyl - 2H pyrazol -3-yl )-4-netri
qu-phenyl] 3-(2, 4- difluoro phenyl)- urea) ora
38' Uta n%g&??é rE Ee e%){]ggnzg Eh%l: va%%m rﬂ&ﬁﬁéaﬁgﬁsoghdﬁfonsl 0,
Q.ﬂoﬁ’f&tﬁth)yll; aﬂd‘kqﬁmﬁm (Dd» t-ha ilipktyatide cpetdpb:x yet firrhetein @n pg madegyithout

%{7@81&18% nla/ S)pgli Bg a{nlv%qtfo}ll\?né: a?g e?org %ﬁgc?eé(ﬁ» gﬁn the scoPe of the

roupings wt
meéntlgﬁ omh doclients fdféremechgaod@ sra:geinfgowmre\mt lemigadrip @rléfdd

B}]ﬁ{ﬂc%o% ?%dztg(rowmﬂrgﬂ er%] rg:%ﬂa(r %&’Eﬁ 3@1{1@%&]&%{ ar&ﬁle nc%ﬂir@tﬁ(?llgge’%n by

ﬁﬁﬁﬁﬁéaMhdrmﬁu&yenephor EH 40, capsul e dose of

| -[3-(4-Dbrono-2-net hyl - 2H pyrazol - 3-yl ) - 4- net hoxy- phen
yl]-3-(2, 4-difluoro-phenyl)- urea fornulated in

pol yet hyl ene gl ycol 4000, and a sol ution dose of

| - [ 3- (4- brono- 2- net hyl -

2H pyrazol - 3-yl ) - 4- net hoxy- phenyl ] - 3- (2, 4-di fl uor o- phe
nyl)-urea in PEG 400. A TagepnarnacoKiiietic paraneters
for |-[3-(4-brono-2-nethyl-2H pyrazol - 3-yl) - 4-

nmet hoxy- phenyl ] - 3- (2, 4-di fl uor o- phenyl ) -urea after

oral admnistration to male cynonol gus nonkeys. Those
skilled in the art will recognize that various

nodi fi cations, additions, substitutions, and
variations to the illustrative exanples set forth
herein can he nmade wi thout departing fromthe spirit
of the invention and are, therefore, considered within
the scope of the
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invention. Al docunents referenced above, including,
but are not limted to, printed publications, and

w@e@viosi4onal and regul ar patent applications, BCEUS2006/038267

i ncorporated herein by reference in their
entirety. CLAIMS Ve C ai m QAMShar maceuti cal

@si tion conprising:
i-i3-(4-bronn-2-nethyj-ZFprrazoI-3-y|)-4-nethoxy-phen
ly| ] - 3-vharmecqyfied] GFFRASHER IR SIRBea; and at | east one
phar maceut j%.al n8x62rhanf-2seyesbeslyl uamstiioxgipfiasi]s-@l4-diftuoro-
poloxgner, a_pglyethylene glycol, a polyoxyethylene -
aIkyP‘@W%@F@ﬂﬁ»po!yoxyethylene oi |, a polyoxyethyl ene
s O:r bi f an Fﬁ&és%or@ l‘ﬁ)hQnﬁ_&éélﬁéa,l e}&Jépiéiﬁ %dlﬁ:%'ﬁbﬂl?‘ayiﬂi’d@ﬁirﬁmﬁpdﬁamer, a
pol ygl ycol yze yceride, and a roxyac .
pol yelyehHiaceheol onlwe%ﬂa?%}ﬁféa ?fc%ﬂ?‘}i O&ﬁfﬁ%f"?i B2
ac ok fgethPlefd dltitad fatt§ QIR Edt&] MGicylofyokFethylene, a polyglycolyzed
phar maceut i cal _exci pi ent thaH@%s a pol yoxyet hyl ene
oi | ; hRends, ad @ dndopRa REREEEE SRS exci pi ent sel ect ed
from di et hyl ene gl ycol nonoethyl ether, PEG 300, PEG
400, PEG 600, PEG 8 caprylic/capric glycerides,
ol y 0 BAFERSE el Pes LR 308 ot STE
gl yce :r id ;3 &ﬁré?%ﬁérx%l@&uﬁmm ?1@1@5 @h¥e epmlgke@ethﬁmét R Id3 00
caprylic/capric glycerides.. 3. e ar eutic
conposi t i aﬁe%?eg B]?aﬂ%?@u?cé‘ie?‘lc’ﬁfem sf{égﬁe&? E?mr:\ﬂw‘?eg}yg?ﬁ g@%(fl gronoethyl
pol %/ QUME ?Plﬂy;l 320,@]30} AooLh BE@ 600 PEG)8ycaprylit/epeic tglyohndgee palywcbate 80,
castor_oil. 4 e { maceut | osition.
accoraPEY 12 IPﬁfhirﬁO@ ,0? 08?%8%%@3‘{) 01(%3‘3?3%‘{65%6%’% 4d PEG 300
hydr aggiad/@gric gigépidesdi | is pol yoxyl 40 hydrogenated
castor oil. 5. The pharmaceutical conposition
according to claim1, conprising: a first
o o phar mcout | ool - el pl ot
sel edPBEYE) n8PBFHV¥%W§§%P%?8ﬁy#%%%%?$?%$%@'er, PEG
300, PEG 400, PEG 600, pol yoxyl 40 hydrogenat ed castor
oi |, polysorbat.e.80, | ysor bat 0. PE 0.0l ej
&1 yeceabitpst ooy ire i S g tedh e uth iy tyiene
capr yiydedgepadicast@l oidepdighasl 406ydibpenap asstmodut i cal
conposition according to claiml1l or 5 wherein said
pol ygl ycol yzed gl yceride is PEG 8 caprylic/capric
glyc e’l(;li:ldlithmnaZeulti&_i‘l eorpjsml ition aotdirgetb cbmnrwsinpxiimg: g
accoraing to claiml,. conprising. el
T R i
conposi t i oxsed euttical ekapient fle ¢thyjepadlyco!
gloy EZ%F‘%S@B E(ﬁ)(,j Pﬁé%fb&r}’E%l (lOO,a p%?yoﬁﬁqo%y&rgggnwea g:!s&)? Qili,lpglysorbate

80, polysorbate 20, PEG 300 oleic glycerides, PEG 300 linoleic glycerides, and PEG

300 caprylic/capric glycerides.

6. The pharmaceutical composition according to claim 1 or 5, wherein said polyglycolyzed

glyceride is PEG 8 caprylic/capric glycerides.

7. The pharmaceutical composition according to claim 1, comprising a polyoxyethylene oil

and a polyglycolyzed glyceride.
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9. The pharmaceutical conposition according to claim
1, conprising polyoxyl 40 hydrogenated castor oil and

WORB7841mapryl i c/ capric glycerides together i n BOT/HAI061038267

of at |east about 60 % by weight of ihe tQ 140
scompki RkHetigal cmeomraﬁ%a%& to Slgym ad‘ﬁﬁlag?l?ﬁ Byoxy

accof - NndtQ Gbtdi &M ahd P@@rwap@nlaaapﬂ@ kyestidks. 40
hydr ogenat ed castor oil and PEG 8 caprylic/capric

gl ycerides together in an anopunt of at |east about 85
0% by TWehiEhac@ltichit8mbedifdn aﬁmﬂ@lotcla@ﬁ 1, dbilnprlg'hgpolyoxyl 40

pharnaceutlcal conposi tion ac d|n % g mount of
Cl a1 RrazereaasoE OB OT S BT IR SO 4t &
cast Qfleft dboRtHd ")€E§5w81fﬁ Pché'tbt@lldéaipbslﬁongl ycerides in a

rati o of from about 9 to about 9:1 by weight. 12.
The pharnmaceuti cal conposition according to any one of

16! ait ABe ph alirﬁa(:@%lcgEG béiﬁémr@@l/hgwdlm4ocdmpdmg eoiadmrmo
castor oil an ca i c/lcapric e

ol GvpEaBRR ST Sh G L AP e . mount of
CONMPQsleist MdubHOR LY inReht 6f tRdvgtaDvenpoditiel. ai ms 1 to 12
wherein said 1- [ 3-(4-brono-2-nethyl-2H pyrazol -

-yl') - 4- met hoxy- phenyl] -3-(2, 4-difluoro-phenyl) - urea

1S 1 nMhe Bhﬁﬁﬂiéﬁﬁcapéon@éﬁﬁbn AQ8ding t@dngshe 6 NOHYA tlyl Oyvexingginising
of the total conposi ceut |

CompGEbPRY A EEBRA o+ 0B SN BRPOR AP EhE g dppin s oo of
wher gtga &Rl :dto about 9:1 by weight.

[ 3- (4- brono- 2- et hyl - 2H pyr azol - 3-yl ) - 4- met hoxy- phenyl
]1-3-(2,4-difluoro-phenyl)- urea is in an anount of
phoutThb@Harinaceabiea Eorﬂpo@ﬁﬂ:ﬂ/a&ayrdmglt@hty oné of ems dtt@l0, comprising

ggg‘g?%ﬁ}%?é}%?% hgq?rggqjhatfd g@%}ﬁﬁnﬁ (ﬁ{#é gcapryqnggﬁc’rlc g'l}%'é]rldes in a ratio of

| - [ 3-4bdutr O8Owedgiet hyl - ZFprrazoI 3-yl)-4-net hoxy- phen
yl]-3-(2, 4-di fluorophenyl)- urea in an anmount of about
40% to about 0.001% by wei ght of the total

€N NP OBlietph@Mtiacakichl @oraposition accmfdn@ab yigxopk ofQaimg drio i vdiersin said 1-

casto il an a

L
phar maeel i @admotnryiabaut 1 tcammwmnmg) Hyom;gha pfihd total composition.
conpri si ng: 15[ *i pAf ono- 2- net hyl - 2H pyr azol - 3-yl ) - 4- net

hoxy- phenyl ] -3-(2, 4-di fl uorophenyl)- urea in an anount

of, abowy plﬂﬂx%céxmcﬂhompoﬁmﬁi@&%dmg Wan;gdnte of flainksd tp d2.afherein said 1-

COMPOB] hldiio ARG giiygr;a;o eyh%géygl?e%gléay(gw@w SibnyD)-

casto caprlc

rati owe 1s&1bmﬁm011nﬂ.&ﬂabmﬂllg%tto abm: 0.0718%6 yheeighd o&ihe fata composition.
conposition according to claim15 or 16, wherein:

| - [ 3- (4- brono- 2- net hyl - 2H pyr azol - 3-yl ) - 4- net hoxy- phen

¥b] - 3Tﬁ&p}ﬂaxrddcf:ﬂmmlraopipesmdn)accomliegtoi chim i, @mpasipgint  of

about 30% tl ?3 ?AP g 0ImMo- —met 2%/ pyyl@iog? tyl) gff—métﬁ]&ytp‘ﬁgﬁl] 3-(2,4-difluoro-
phenyl)-urea in an amount of about 40% to about 0.001% by weight of the total
composition; and
a mixture of polyoxyl 40 hydrogenated castor oil and PEG 8 caprylic/capric
glycerides in a ratio of about 1:9 to about 9:1 by weight.

16. The pharmaceutical composition according to claim 1, comprising:
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conposition; and said m xture of polyoxyl 40
hydr ogenat ed castor oil and PEG 8 caprylic/capric
w@byocesidoes is in an anount of at |east about HFOP@B3006/038267
wei ght of .the total conposition. 18 The : i
phar nace ui“i%@?gb&@é?r%@&ﬂgﬁ%ﬂ'%r@%‘ﬂﬁ@f lh“@'nteg"oéﬁyhegﬁléa §f*-difluoro
cl ai {5, b £:0a than M6 SE Food0dh RRBEHBOOLY, bg aleight of the total
conposition is encapsulated in a soft-gelatin capsule.
19. cphvwositie Atbeut i cal conposition according to any
one of claii®d of RivbRyl 20MGd:BEdRatE@top bR EXtERELRS bapaylic/capric
conposition is sui tab?,e for oral admnistration. 20.
The gresrifdesdratationf 2kuhbbBY VF8H- according to any one of
claims 1 to 18, whereby said pharnaceuti cal
conposi tion provides an AUC of abput . 30 hr/nl to
1B bouThendaanageytisal campestion acegrdpe taaﬁfl?ﬁ‘é?fr@?}”g 21, The
phar maceu{ jj£.al-breRBROE 1 OB -e6F T/ Ng-rhahapipheatyl-32,4-difluoro-

claims 1 to 18, whereby_ sai d pharna i.cal .
conpblasyl)-yrea B on HEe 0@%8‘1“ 38‘2’8& f‘bofg&%l/ /grﬁy eielied e totel
170 Q(g(lﬁogilﬁo@fahgr oral adm nistration. 22. The

phar maceuti cal composition . accordin 0 an : .
ol ai o 1§49 WK LRl ANy 6%??%8@%&&‘ P@%ﬂ){d%ggi"“’hf’_ caprie
CONPQRbdrideshs i AVindRst of af le@f avdboI0ts B weightdfels thiol @bpogition.
130 mnutes after oral adm nistration. 23. The

phar maceuti cal conposition according to any one of o
18! ai Mhe fhdrBacldticaBébntbokitidrlactetding to any one of claims 1 to 17, wherein said
br ono- 2- net hyl - 2H pyr azol - 3 : . \

-yl ) PharpaeayHsa) e ig‘f"]‘ 151?9?3??“&&&?Fﬁ%@’%qlﬁtﬁlecﬁgﬂei urea is

in an anount of about 1ng to about 160 ny.24 |ne

]@Pgr @g ;ﬁ%tn'@g%ncc gg)n%)%:sél%rg&(a%_ %8 Ecodalmgf%ng: St @hs ?%elﬁcvherein said
br omMgh@maeduivd] c@hbdition #sahitibieyby) erdl-admitisnefierpheny| ] - 3- ( 2

, 4-di fl uoro-phenyl)-ureais in an anmount of about 5 ng,

about 10 ng, about 20 ng or about 40 ng. 25. A '
fhar M eUire eduticd bpaisttion iccarding ps alyane df ¢lama 1 to 18, whereby said

ithS; e*%éugigégﬁ%ggt}o%%%%vgesa :!m gg H‘ o?:iabsou ﬁ)ttlg%/mL to about 1050

| - [ 3-dAnMIOdTRr Sral@intiyibtraBibh.py T azol - 3- yl ) - 4- met hoxy- phen
yl']1-3-(2, 4-di fluorophenyl)- urea in an anount of about

6% to about 0.001% by wei ght of the total conposition;
and  ariE phbridaGeuital Roy@ith adbordngdn agemaoédaigadtiod8,oibereby said
and PEG 8 caprylic/capric.gl ri j [ f

bout PG A eghpos et it § Spr o et P o0 g/t
anounifted brapddrligiasdtionbout 94% by wei ght of the total
conposi tion; whereby said conmposition after oral

adm ni stration of about 5 ng dose to about 40 dose )
of. The pharmaceutical composition according to any one of claims 1 to 18, whereby said

| -[3-(4-bronp-2-nmet hyl - 2H-pyr azole 3-yh) - 4- poen
V1 | - 3P POt RN 2o “hr oy AL e B s
about af39 ofafjadmiihidation. about 660 ng. hr/nlL, a

23. The pharmaceutical composition according to any one of claims 1 to 22, said 1-[3-(4-
bromo-2-methyl-2H-pyrazol-3 -y1)-4-methoxy-phenyl]-3-(2,4-difluoro-phenyl)-urea is in

an amount of about 1 mg to about 160 mg.
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Cmax of about 10 ng/nL to about 245 ng/nL, or a x of
about 20 m nutes to about 130 m nutes. 26. The

w@b@yoseut i cal conposition according to any OPET/UE2006/038267

clainms 4 to 25, wherein said. poI oxyI rogena i
e ast v PoArmaGeEuE) EQTESRIGPY 307 0T gﬁ}b nygme oﬁcﬂaémw 0% 5?3-(4

ph arﬂ%&ﬁ@ﬂ%&%‘mﬁ%@&@ymmn@%@y -gheagl] B2 Anfyfhonepiefiyl)-urea is in
clains 2 to

rein sat|4(3 PEG 8
Caprajlamer g pout @P‘?@@PW‘&@ g §b°‘L15 I&% 81 PP}
dosage formconprising: a) about 0.5 ng to about 500
mg of |-[3-(4-brono-2-nethyl-2H pyrazol -3-yl)-

254 me}x BRx¥ndheny bdmpdsitien éhc&iisﬁlbﬂdd) {0 qoftepaiati) eapsdafor amltl b)
a po oxyet hyl ene oil, a polyglycolyzed glyceride, or
igrafip pagistingggsen Bosage formaccording to

Cl al m 28, 1@@%4)1{104%&1@3@@@2&@ m-et@mqﬂfomwhenpﬂBy(M}dlﬂuorO-
40 hydrogenat ed castor. oi|

ol ycHindbseat s preocAgut B Ftan ua g YarpERRLE
or 2QmpiasLiand sai d dosage form conpri ses poI yoxyl 40

hydr ogenat ed castor oi PEG ]

gl yceri ded3 MUy O%Bftwoéy]o@q%(gr(?%?natf %E of an&%ﬁfk@g %Lp%?ﬁ/capnc
dd ggyeesiahaditdbfhouany bpreighf, whéramrmd ﬁﬁxttum i3 an amount of at
swtaleforo tlon 32. The dosage form
accorgstaput 84 arﬁ)"?ﬁﬁ%‘%&lﬂo FEBO8HP 3 1 wherei n sai d

pol yoxyl Meﬂawﬂgammbmbn@asﬁ @1l adininiststi@ @rbpih 6 mg(deje to about
RH 40, and sai i | i
Labr ég B d()fe)o 1%% (Eﬁro %ﬁ‘%&‘% 1 02?-{ Ezo ﬁ/g ﬂﬁg_ﬁﬁ:%;ﬁﬂeﬂﬁ] -3-(2,4

di so Hﬁﬁbr&ﬂhe@ﬂ)-meﬂmwdmh mmabemtr?pg naxljmnhltts ahopi 6 ngdr/mL, a
said jndividu in nee re t

ef f egthX\?é a%ﬁﬂ /ra%, 10 Bﬁt gt@ /91& &a 09&%%20%&11'&15 to about 130

¥eutica nposi tion
accorghuigs.to any one of clainms 1 to 27 34 A net hod
for treating a sleep disorder in an individua
conprising adm nistering to said individual in need

t nar ﬁi&@ﬁiﬂ“@ g%gﬁotglgyg o3 il on acgordl g d éﬁﬁ 0%99%1m9f1 125, ¥vhere1n said

har 'on acc to any one
cl ai rwlybxld0 Mdrogeﬁate@cqsﬂoamhm&unopbaﬂ Rdbffhosi ti on
according to any one of clainms 1 to 27, for use in a
met hod of treatnment of the human or ani mal body 6y
rher apne phdracobtiph asmmsition icaldingdorposing oblaize 8 & ﬁl nddiSgo 25,

f t hod of
A A L o L

ani mal body by therapy. 37. A pharnaceuti cal

? uéltlon accordlr]}%fto any one of clainms 1 to 27,
gosage orm SR treatment of a sleep disorde
of the hun®nbar 0amgielaboao a0 by of h&*@pb}omo-Z-methyl-ZH-PYfaml -3-y1)-

4-methoxy-phenyl]-3-(2,4-difluoro-phenyl)-urea; and
b) a polyoxyethylene oil, a polyglycolyzed glyceride, or a mixture thereof.

29. The dosage form according to claim 28, wherein said dosage form comprises polyoxyl

40 hydrogenated castor oil and PEG 8 caprylic/capric glycerides

30. The dosage form according to claim 28 or 29, wherein said dosage form comprises
polyoxyl 40 hydrogenated castor oil and PEG 8 caprylic/capric glycerides in a ratio of
about 1:1 by weight.
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38. A nethod for preparing a pharmaceutica
conposi tion conpri sing:
\N¢2@Bm4mmbronn 2- et hyl - ZFprrazoI 3 yI) 4- met PORYSINE088267

é? | fiuorophenyl)- urea;

ol yobth B0 ke sGior e s S5 e I S el oo,
adhetigiatiorsal d nmet hod conpri ses: dissol ving

| - [ 3- (4- brono- 2- net hyl - 2H pyr azol - 3-yl ) - 4- net hoxy- phen
yl]1-3- (2,4-difluoro- rhenyl)-urea into said

ol t hyl gne oi |l .or said gl yceri de,
B YOI St B afiapt o gruonslobc s 2504 I haiimernigogon 40
5 phar I’l‘ﬂdﬁgéﬂa’&a |camr(m @SCrenOphoeftRID K0l 20 g sdi OPES BicHRrif/capric
wherein s bving is in said pol yoxyethyl ene oi
and <H°§° BF @1yzed glyceride in a ratio of about
1:1 by melght 40 The nmethod for preparing a

har t onp ccor di clajm3
B REPEM E rr R8Py BonGF e T Loy Bieptimitering
hydr ogiérati€duat antead theiebf sahdtarealidllp eﬂf?ég{feyﬁﬁﬂém&ﬂ“ @ pharmaceutical
glycerlde LS PEG,.8 i rjic ycerides. 4 1.

0 The Pﬁ%ﬁxpﬁ?mﬁ@g%éfgﬁél %gﬁﬁghﬁ@ggtlcal conposi ti on
accordlng to any one of clainms 38 to 40, wherein said
%I 5SSO gd Po trﬁqtiﬁg taﬁgﬂeg %ﬁrﬁ? Enaazldpq%@%l fgrﬂgrising administering to said
I’Tet h cm@mphvé inyepd Sefed] ﬂthdhﬁduﬂ@lﬂ@ efftveiny ot & pharmabeutical
tenper yre i of C to about 800C.

1i)rrs'é BT aﬁcqfrgi e %’raélg ar oﬁcﬁﬁa U‘hté{%zaceut i cal

15 conp03|t|on according to any one of cIainB 38 to 41,

fsurthe { g th e

h ar maé %?ll catiwac 009n 0S| rfagﬁ&fhng fo e 31‘){16 ‘gfe aérf‘? H‘)@Jp%’m*sg ma
43 Theshauietl fredmEwrof fhedpaan ergnanapbaly ivs detply c al
conposition according to any one of clains 40 to 42,

wherei n sai d pol yoxyl 40 hydrogenated castor oil is
B enophiomhaceRidad@mpasitorsataddiRE® By onpoficlding ta@7i for use ina

20 glyc %étﬁo%sof 'u%at}n@lpc o3 ghi"z A)re]ated disorder of the human or animal body by
therapy.

37. A pharmaceutical composition according to any one of claims 1 to 27, for use in a

method of treatment of a sleep disorder of the human or animal body by therapy.

25
38. A method for preparing a pharmaceutical composition comprising:
1-[3-(4-bromo-2-methyl-2H-pyrazol-3-yl)-4-methoxy-phenyl]-3-(2,4-difluoro-
phenyl)-urea; and
a polyoxyethylene oil and a polyglycolyzed glyceride,
30 wherein said method comprises:

dissolving 1-[3-(4-bromo-2-methyl-2H-pyrazol-3-yl)-4-methoxy-phenyl]-3-
(2,4-difluoro-phenyl)-urea into said polyoxyethylene oil or said polyglycolyzed

glyceride, or a mixture thereof.

_46 -



10

15

20

WO 2007/041409

40.

41.

42.

43.

PCT/US2006/038267
¥he fiiefidt Fr Preparing a pharmaceutical composition according to claim 38, wherein
said dissolving is in said polyoxyethylene oil and said polyglycolyzed glyceride in a
ratio of about 1:1 by weight.

The method for preparing a pharmaceutical composition according to claim 38 or 39,
wherein said polyoxyethylene oil is polyoxyl 40 hydrogenated castor oil and said
polyglycolyzed glyceride is PEG 8 caprylic/capric glycerides.

The method for preparing a pharmaceutical composition according to any one of claims
38 to 40, wherein said dissolving of 1-[3 ~(4-bromo-2-methyl-2H-pyrazol-3-yl)-4-
methoxy-phenyl]-3-(2,4-difluoro-phenyl)-urea is at a temperature in the range of about
25°C to about 80°C.

The method for preparing a pharmaceutical composition according to any one of claims

38 to 41, further comprising the step of filling said pharmaceutical composition in a soft

gelatin capsule.

The method for preparing a pharmaceutical composition according to any one of claims
40 to 42, wherein said polyoxyl 40 hydrogenated castor oil is Cremophor® RH 40, and
said PEG 8 caprylic/capric glycerides is Labrasol®.
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