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BENZI M DAZOLE DERI VATI VES AND THEI R USE FOR MODULATI NG
THE GABAA RECEPTOR COMPLEX TECHNI CAL FI ELD Thi s

wo pwenticon rel ates to novel benzi nmi dazol e der i PER/ERDS6/069262

phar maceuti cal comnpositions containing these

conmpounds, and nethods of treatnent therewith. The
conpounds of the invention are useful in the treatnent

of central nervous E%sten1diseases and di sorders,

whi ch are respoHSMNBRODRUAHORMUBLABION he GABAA

receptor conplex, and in particular for conbating

anxi ety and rel ated di seases. BACKGROUND ART The

nodul atory sites on the GABAA receptor conplex, such

as for exanple the benzodi azepine binding site, are

the target for anxiolytic drugs, such as the cl assical

anxi Theg piesenid mmdomzﬂemem& ndveMeretlatibinkyviag & an active ingredient
PiRsTeR o as B PRL BieHRASTUEARD aFFLBIRE sy preparing
‘rh@delpmdatnpls ‘Bhqyesm posiionds Emﬁl}ili@ﬂledbﬂ‘pp}’ sf htﬂ;)agtjbﬁ nires (HCV).
drawn fromai-6, bi-3, gi-3, d, e, and g subunit

| Sof RuBBosidd EerFh@wS ofidh aﬁa%téﬂtﬁhh—%@?(@%o J{BZ eRIW ??erpes simplex,
&hOMInO subt ype sel ectivit h beén su

as
Y) BIANG AR REPOREREH Gagenty ﬁ@lfalit‘é%ad%{%l%%‘é%htbﬂfs often
liléte€ basisd fatorh eFizsOigl] foe panesacoRinetic p\ﬁapsl&féafrb@ﬁbntly limit the

d iti
BT PR Mo BRI igl s Bt pfme
mlctlh)ssbl decivatwies ynd, seconfly, adoanuhabph yaalprbpertiesrestvier formulation
{
SR DL bR IBPRLFRb %?.“?V@Etﬂsﬁ%%ﬁ eﬁiﬁgf or
conpounds with an optim sed &harnaco oqpca profi

Fur t RediggsdP eqf@a@rueéalafé‘ﬂ% errnefld ¢y %%?3e¥4ﬁ>éc1§|1%ﬁéumont et
ERMRH WiﬁgwetdbomsmwandeSBd Ofgaﬁfdegeﬁg;a@%{@&ragﬁ&oreverszble

unds. R I ON |
Vﬁ’%@ﬂ%&?ﬂg&(fw 'émiaﬁe/é’m%ﬁ"%f’ﬁw é@fﬁle&wﬁgﬁwf E%Odmgs H.
Bondgahal (ed) Els¢viarScancd\Palishiest Aresefdanahy8506. M. Pauletti er al. Adv.

bZ:?angél?v R%v %’?’7' 5 WB. 100 Joh& 4n%‘%€‘9é1§choforer%b AntivialRes. 1995 27

maceu acceptabl'e salt th

Rﬂ5 apd Caﬁd“mnerr@ able¥l ﬂh &ds. £§V BEPA:4] hdPraffosd emttchnique to
ASNBGE abs‘bﬂﬁldnrﬁfeﬁ‘é 491, ﬁfyﬁﬁélcé%a?mﬁle@ BEpIIRARM L G@e compounds that

conposi t.ian, rising a therapeutically effective
hasrelogrally 1@61?@6%6% SRR 1}%‘% f éﬁlctleva é’iﬁmﬁid)?if H active
tdiepeafd. fﬁﬁylat@cfn Ia&ﬁatlcﬁﬁd‘fﬁftﬁerﬂfpopﬂﬂic A odifida€ioRbf tHeshydroxy

i SO r i cal

EREPEL P By RehaRy T wibe B TR R nalBishngptidps. These
poaepleatides cambe hpdrolyeoccompdealiylacd idivivaem genetate thefagtivdhempound.
aspect, the invention provides the use of a compound

of t Uﬁfdrﬂl\ﬁ%fkw ﬁ9n¥(9ﬂle%s%sgﬁﬂ f"o&rﬁ% &ﬁfblt lﬁﬂﬂecpéquetﬁs solubility

i soners or an ture of Its 1so

PhighPEeseRk wlﬁgﬂné&faml%ttﬂné@amget ﬁéqdét&nal ?Q%‘Ftl‘ifﬁéo poor aqueous

seambifiaGheln e AicranPRamN@aewd p?a@'hol@ QE@JQﬁi twhen fdadiblel & version of a
evention or al on of a disease or a

treat nent I

BREGH o P By T RS AT BRtes oSl | i nci udi ng a

human, which di sease, disorder or condition is

r es pBeigi digpergomrodivk dbn oappobachite f@ABAAisreciepgoU0dsPitepoOr
bcﬁle{)ngs&?ﬁh{yﬁ hrhg %Elﬁg)‘b?f ]F(? b é@rsil)l@ s%te?ﬁ#olr p%éﬁﬁa@&[ﬁcal

nvent i
fqr@alﬂaﬁ@ﬁtappmaél@éﬁh%dwe@ reviiwedy (W Lorhion agd & BisaelmapyJ gharm.

S sEr7den 9128 -¢9ud it wﬁlepﬁn@J IDr¥dsR@n 8 ARIPRBRAYBIopharm. 2000

LS R R Rttt Bl SonipRss ol SA5E N Peohgorner e ot

ProepTerhnobipt. €801 MU de27e e.rBréladnblﬁf Houg Physh.ird Bibphahn.
nmet hod conprises the step of adm nistering to such a
living ani mal body in need thereof a therapeutically
ef fective anount of a conpound of the invention, or an
Noxi de thereof, any of its isonmers or any m xture of
its isoners, or a pharnmaceutically acceptable salt
thereof Clher obJects of the |nvent|on Wil | be

e N a o o ' g, r T




10

15

20

25

30

35

In a further enbodi ment, Rd represents a n aryl group;
which aryl group is optionally substituted with one o

WO 2000068631bst i tuents i ndependently sel ected frpoT/EP®06/069262

group consisting of: halo, hydroxy, RR'N,
R R'N-al kyl, cyano, nitro, trifluoronethyl,

5(5(52{ §4UJIQ{Z OJI'I%I f] %)fe[me %{Jﬁo%aﬁ]ﬁ CM%g?Q%I FLYgs aﬁc& It%é Pharm ?Ceutl ical Sciences

and
1é|3r24§¥26aﬁnld B’ Aj G@Ierpfeﬁ dtecﬂr; Pb«ﬁmeéﬁedmcf ﬁ@% é) 62-70). Solid

B GeR @¥s@erﬁs kb eutle&mamfy&'ﬁltep Q61i€ TR ®Ak sudlnsions, glass
represents optionally substituted phenyl . In a sti]

wpw&n%ﬁééehurr%% amggphous pé%?&ﬁf@é%ﬁh%?féfﬁtﬁﬂw carrigys. apHd
Hﬁpé,rgidﬁspﬁe Aebhvadfient s cBédhies teckipit; 86 e forhy e ly sBRIb, active

aegg ts Ihlsgﬁogagﬁtadﬁéncgsrﬁersia]{:éﬂ {:ojﬁ;sﬁgl)%ég ozgld%)lensqorrls affords fine
cdwids pmtttlch;y df tgentivelingradienr whieh aglrdbodkipirenof thective ingredient
F rifluoromethoxy o r al koxy;
@%@%ﬁe gtﬁ(?fsﬂe mda(rfgégqracgnd R5 represents hydrogen. In
a speci al errbodl ment, R2 represents halo, such a s
f 1 uobRid Jispeasionrqan e DEsRIE i MEexEEsioB 96 ATROlep amgture of Al

hid @arsitd drl byfrapidRQap &E@Qﬁéﬂ@d@lwn@oﬁl@s{oﬁﬁ%ﬂt& the Al and a carrier.
n a further .enbo

1.1 uo rret ho
&T%B?%%SQ §aréi]|e¥<9% L%%HC%{Pgr A IRBXSP: ldldﬁsﬁ’ﬁr S |“PChfd”&%
polyétaylersrioct] (BIAG), pRYethglenesady (PHM| polystghyraolidine (PVP),

T R e T

Q,SS éHP@) athﬂmymetshubthy&gllwetsdw(@MECRmyd@erm@emlr@thyl cellulose
BH@EB&E@IPM@% %%Ma@% e E&lyﬁ@dh@lacﬁ%‘a@& fred ahd YR @ £ mannitol)

In a_st er” enbodi Rd rep resen
(,rw@rleq Arg) - Whie nyerougsplions qh@rlr/ﬁalétpérraemngo%wé%ﬂnolecule

Q/ith ehtirRPpepenies RfdinadgeRidubPbdctive eredidn? rddi4Rng a significant task.
-(CGO-, RR'N(C=O-, cyano, trifluoromethyl,

fl ) | i B
f TR OTEL AR Ay Vagl Bt Pl kS B

2rigdoR1Yin and PEGR3IV ., L. Rhiqu Kbl &Me@nmatpm)e € ssem¢ available over a

Uy panpu bt SRt oL M ERIES S o
gmnrprmra@rrlr QQPO End B Iﬁ@ﬁppamamhyswm@rpegﬂé%@ﬁpgeparmg Solid
E{s dréofd w1th @ﬂ%oﬁﬁmmR@rmeﬁ%l@rﬂﬂaﬁﬁni@éﬂP ufe@tﬁ)sf s%ﬁﬁﬁﬁty and is

3 r%rrylgﬂﬁr oy oSS A e GRDIHE Yo draerRag o Pienvin and PEG
erehoakeedhs OfisREG® REGand b g nilepndentandfithemebrpoidten of
F]neigfsﬁise?sng g]a Roloxé/rbat%rég ﬁ%}ﬁﬁlﬁgﬂ&c%ﬂﬁgﬂﬁe %§ g&lltlum dodecyl
suifwo xn&y yhe sollifd rﬁlrspQrSfomlretnhemceértb@dﬁrss"vélmon rR@cqsepAemctage in release
PRE BRI muldtioft aShisbiid &19_;5(&&]@15 @P@@@bdmﬁ% beéﬁ%tﬁ&qecﬁﬁ)r Bt drugs

represent mreet t ly a still furth
QCE\WWH%@%W%(@MR&M L Rpagnd 9 1 4%%@p%ﬁéaermoxwm (M.
Baahn @zhen, mpye&aﬂh 1@939829 3@)’1(iolaﬁ)em 5. BaganRer @aghy. J Pharm.

| Ba80) SHEIRRR ) E; EEHE) SERES el . 1994

t @ (Hs EIv) soxeparh (QRylacthaz atal.) Int fJuPhRdmex IWM) n2dipine

t :
SR I AL P90 3684 MBGTPEc 1
Bhacox 98 hIT-RR). ffF@ﬁhrﬁde Rd. Eadieu gy é@eﬁtphmr@@éﬂr% 137-146),

?reﬁﬁ%@loﬁl: (ﬁrreemvrr@znrm Rensspregesy. s S?TEM‘ OXWuridd (R V. Betageri er
urther_enbo |nen%15R4 represents nethoxy.” In a still

flulbind P erBoPRE AL S RYUnd R4 bot h represent net hoxy.

In a still further enbodi ment of Rd, R2 represents

al kokyW(RW/ﬂQﬂﬂq%ﬂiﬂ&dﬁBﬂo@mb&t &, R497, RMaGiditiRan @ Bchhang disclose
bERLRR&R capf%g , O%?lons IP (9[' m&l )9[9 B mixBfe of a therapeutic
Pe resen Fr ¢ herMenbodi Hent

represents fluoro or chloro In a further enbodinent

of Rd, R2 represents al koxy; R4 represents hal o; and

R3, R5 and R6 each represent hydrogen. In a speci al

enbodi ment, R2 represents nethoxy In a further

e o o, . M
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represents hal o; R3 repDrreesseennttss aall kkyyll;;
aanndd RR4 aanndd RR5 eeaacchh rreepprreesseenntt

whbyydesioggeenn. . 11 n a special enbodi nent, R2I/EP2006/069262
represents chloro or fluor 00, In a further
enbodi nent, R3 represents nethyl In st|II a further

C{mﬁ ﬁlr{ﬁeéﬂltdher e rrg%ﬁgc})l? p Qg{e%%ﬂ{e Z QQE? Sptfbnally

cqrmanmg)pweﬁeﬂenealm@plﬂsa pRAtICIZeRsTbﬁEEQ@t@a@dnmrtbprrefgetmn had a
Motene Qfelghf‘ra‘ﬁ§§fr@ﬁ@9@®mtto 1' 008,080, - THiSaARNh was subsequently

enbodi nent,, n i's R' represent hydrogen.
9ﬁn§g§ﬁé%§a?meﬁﬁ8aﬁﬁ§§t6 R2 represents
nor pholin-4-ylnmethyl. In a further special enbodi nent,

R2 rEpUSSEmlbla:apmeran(D(W(IZS%14 publishdduDéchmibee ity @004nH.-U. Petereit

gt ?r}flﬁclo%gd f:n%ﬂ ﬂ(tn? for%Hl%Tax o|n§ gﬁnﬁéfaglﬁ% gl? agfﬂﬁglﬂharmaceutleal

blerﬁzi@[nl an@p dm@&ﬁacrﬁagel comﬂtsrmar spuepiised of #ﬁmﬂﬁn@mht % of radically
é@r‘bgﬁﬁéw@ .6R ﬁe%fétrssofadcﬁ}m@ stibtoy %@hleaekﬁm gdqfromthe

consi stin 2- met hoxyp

2- met ha 3-chl or o- phen nmet hoxy 0
2 metigy Publientieh Sop QQ?%U“S Tl hﬁar&{a o?@) pﬁ ?’enbach et al.
disereichoKy pEarnfdcbllﬁEda} phragy/forma ccmiplhﬁﬂg a Golfd dime@m@h&faﬂleast one

R RS ARG S e RUFRY b o st W RS iRl yper soluble potymer

ndatiénst end flomyheoitindlyplceapydble Qirfaceyawbgimrthf water soluble

éo 1%%?\[‘ %oafﬁ M%]Sotﬁa;}lp&eo #3 Fﬁp %G&ﬁ? o(?foa-t -aStca3t/) glﬁtos Op rgje nyl,

2- hydro 3-chl or o- phenyl -di chl or ophe

2, 6-Hi ‘fjls)jBP‘blﬁﬁtém No. 30057 (XHF‘%?%Z@h@hf‘dh Anrijed og%ﬁehﬁpsenberg et al.
ars&lbéerbﬁd himniRE@icat d&bg&’ﬂorrﬁb @c&ﬁbmsm g a solid d1spers1on of at least one

51 o e P STo S st B P ar P sa yRiSR Jhilbte polymer
2 Batdeayediopharphenyicallycdeptibieturtxypnpheny |
2, 6-di net hoxy- phenyl, 2- (nDrpholln-4-yInethyI)-

hen . .. .. .
phenhe 25k BRLARL Ml cBAAMhaceicq composiion comprising asoid
wsewm prepaed py b@ ﬁyrum@ifyﬁobu@m 35 4R,5R)-5-(4-amino-
2%&612%9&1«11411&11 1 §1§L26az§12>e§ lﬁlfyls—z@%ﬁflyrﬁ@ﬁ}t—tettﬁﬁ &rlaefmachah ylmethyl

%&%E%P?hq%%aﬁéiaﬁ ] ﬁgqi Igilileﬁ%l% 4r§£ docy%lldme 2\( 3 ]5 tri-iso-
b Fratdeidioctyelidd) had vl poBreytylent glycol (PEG)/polypropylene glycol (PPG)
§%Q§Q§QJ"] azol 5-yl]-ethylam ne;

%]%i ' no- et hyl ) - benzoi m dazol - 1-yl ] - bi phenyl - 2-
arbonitrile; 1-[1 -(4'-Fluoro-biphenyl-3-yl)-1
H-benzoi i dazol -5-yl ] -ethyl am R 1] 1
-(2' - Fl uor o- bi phenyl -3-yl)-1 N7
H benzoi i dazol -5-yl ] - ethyla nel 1-[1
-(5' - Fluoro-2'-met hoxy- bi phefiyN"3-yl)-1 )

H benzoi m dazol -5-yl ] -et hyl am fe; -Bl,
-(2'-Trifluoromnet hoxy- bi phenyQ'- WGOY-Pr
H benzoi m dazol - 5- yl iPret@yd . L/-[1 -(1
- Bi phenyl - 3-yl -1 N3(XXO)1Pr

/-1- ben20|n1dazo|-5-y|)-ethy|] acetamde; L/-[1 -(1

- Bi phenyl -3-yl -1

/ - | - BesqouGe thysefiensprigvidest pharmaceticahgogepositiongfer omally

adrRini rdri P-a2idoBRIENSX Y B Phenkb-bat llt):'h}drochlorlde which comprises,

{)ztsgd nleﬁgtlog]al %‘%%%%é?atélgﬁélﬁstﬁﬁéﬁ%f%gg %ﬁ'ﬂt%%‘o mg to 5%)0 ngg of 4°-

Azidodyadinei 21 3 &v-alri- Se-phityr &t hydipeliloridafl) d&he dbrhpd&)nedlis d€stribed

L EREON I SR e Sy SL0 iyt g 05 e e e
-(2' - Met hoxy- bi phenyl -3-yl)-1

H benzoi m dazol -5-yl ] -ethyl }-acet am de;

N{(R)-1-[1- (5" -Chl oro-2' - net hoxy- bi phenyl -3-yl)-1

H benzoi m dazol -5-yl]-ethyl}- acetamde; N{(R-1 -[1
(2 N@thanesulfonylan1no blphenyl 3- yI) 1

o - o ) 7 ™\ A r a
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(S)-1 -[1 -(2'-Trifluoronethoxy-bi phenyl -3-yl)-1
H benzoi m dazol -5-yl]-ethylamne; (S)-1 -[1

WO ¢@7Besszd[ 1 |, 3] di oxol -4-yl -phenyl)-1 PCT/EP2006/069262

H benzoi m dazol -5-yl]-ethylamne; (S)-1 -[1
-(2',3 -Difluoro-6"-nethoxy- blphenyl 3-yl)-1
Q Y
E%Jgﬁﬂﬁ%té@sﬂ@gs desé‘b%oxyqtblﬁp gfrt%t/ Set ng% %’S Pdblication 20050038240
PPM@ththhrd%erV 09| ] - et hyl am ne;
-[5-((S)-1- Am no-et hyl ) -benzoi m dazol -1-yl]-6-chloro

b' pTE@Mlacﬁat%@ hRelebdidd 1 1ess been found to decrease the viral load of patients

migec{tﬂqle\&érl? %g)att)tltls C{]@jusipki{\)l? e?)étcl)tlls (\:I’l%lzlso fs the l)f/:aclm g cause o{ c%ronlc

He3'disElne olii@u2h o8 theliwbild ONOBdWep by V. Hpyilo). 2000 32:98-112). Patients

fyp 5yl
H{%?{hﬁ)gll}}gﬁgﬁf %Jf’ E_?g/ll)fk rréeq {\X{)’l ﬂﬁtqsfs% l‘?e)hv%tl'and subsequent
hefaeaezbilpi chacindms agd pe@qelﬂq:‘g{m the ma(j@)m(_hcatﬁop for liver

fr(u?’sglaq’ltatgnf |A1f1’1r09 %@I 1s'5‘%51m1@’ thﬁtﬁﬁﬂ%él f(')t?in)’llt %as]pH dependent

nzoi m dazol 3
p]@g;tco engicﬂé)trmg}esbl %ﬁyqr t:];leypljnpgun readlly forms a gel when exposed

t waszaidk dagallt ©prbdeseiviiy hgmdone solt®nsl - [ 1
-(3' -Fluoro-2'-nethoxy-bi phenyl -3-yl)-1

H be{*éolﬁgm?lglgglJCCﬁ%tf% &%}a %J‘hoz]i]m%qql%gs (N%}_hfutédlwater solubility with
wlﬂ@mrslmdb)zmlulaﬁoyt; hasdtehy Fepoi e, eaQIS)XI has-yriique properties and
?—é n n " é)fogmal ’thEtf arQ{;}HF\‘: ok Ilreren% )chgtllen[gﬁtl g empirical endeavor.
Effectiverdispersal@n-the @ngg ingre th%ﬂl“lblr?}h yptimalrejeage. Hot melt-
tdrRRnERn g dazebofr Nllehctlw%tlﬁ'gﬂe@t@h%d thSkarkier {olexhibit adequate

ti}_(eﬁtaﬁlzs&a[b‘?]‘ttaaiger%al %a]?%@t (#);peamy gﬁélc aglgj: cq_ntat[ning Al was a significant

eqriern3’ Fulﬁhl&ﬁhh&;(gfhelmq:lhﬁaw of3vindl Ylisdases frequently requires high doses to
qtclgﬁyém mt t—’g Zlgarl (l)oagyanh ay 81P%§’hag]t15)§ﬁéo%)ducwe Loldru g resistant mutations.

PFhbemndityrd Cetind m@reylhqni at thyldesdgadorn( 8uired folproduce high
cdrieen tRh RN 32l fbe Wi ﬁl?ﬂhgpéﬁxerbg’teé’ éo)lut;tht problems and limits the
H benzol m dazol -5-yl | -ethyl am ne; (S e [1

ca(p2c1t§6for gi@il]:lg](}ﬁpl 6X(Bp]ﬁﬁ1é m}ql %h)t p‘gherwme be used.

H benzoi m dazol -5-yl]-ethylamne; (S)-1 -[1

-( g' Ooblkaken rthd Wetds 5f ani@phyls ditvaryhd Saspknsidns is the intimate
H benzoj

1.d | -.5-vyl] - lamne: (S)-1.-[1 o .
pr(eéen_c%Ptgb%(?régl}%{:%rB%/grg(f tE% éiﬁ@% Er%m(tes? vie]ttm }ID; of the active ingredient
b bpotziotiiallydaa ed se BropoJubalithipk thei Aden the diffusion layer surrounding the

artl[:é (E&R?eg m ”?ﬁ@ﬁ@éfﬂyhrﬁﬁﬁ%‘f‘elﬂu‘ﬂﬁﬁ&é RidsBebd Fétinld'th sbMetimes

bonit

mmw ﬂquﬁ@n &‘thﬁlyftcllﬁfﬁté?ﬁz@ldrﬁphﬁ)ﬂﬁb’ of cmpoundsiitf sakisr onret h
Yot NG énsmﬁélr Qﬁﬂic{ah'té s8ch as sodium lauryl sulfate and Tween 80 enhanced

r@éqa%fhfél%Pf Qa&rgﬁ% ptgtrf%/CLg?OOB e&)%)8 arrtrgi g@ (7)(% (d' Leuller and J ulgressman

8iprd)5- ((S) - 1- Ami no- et hyl ) - benzoi mdazol 1-yl]-3-fluoro
- bi phenyl -2-carbonitrile; N{(R-1

-(2 It%?ﬂgw%urF il Rl 4}'.1 Mhatdox e)th ne glyc /polypropylene
s8R RS har kol %fe shicp) (BECy/pofspropy
;@gﬁel?%}?b]ggk quoimejl prqylfé:i}des@a‘t;l? ;Inmmrlx for sgllgd su)E(s‘;)ensfons of I and

ﬁ%@&?ﬁl@h%ﬁﬁhltﬁoﬂﬂméf Pith briRe glagbedeThe compositions provided
((R)-1- Am™no- et hyl ) - benzoi m dazol - 1-yl]-4-fl uoro

hgpﬁrpée@,qnog)h@gls EtbqgetitsrtquéVherem the block copolymer is amorphous phase in
%hrch@rﬁs(aﬁlnell 1é\!§ﬁsp@‘r(%ﬂh%): cHRP3aHioA ﬂ@léﬁareli— fybth a%lédklb@pslymer
onitril.e: or an .N-ox] t her eof n

b RIS g R EbPV b ot s CafipNnihe BeshdE e e or B¥exiruder ac
Ehegrenagesbetvabh theauelapg abine osbirntd thheomdymerAny

conbi nation of two or nore of the enbodi nents as

descri bed above is considered within the scope of the
present invention. Definition of Substituents In the
context of this invention halo represents fluoro,

chloro, bronmo or iodo In the context of thls

.y o o g,
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t hi adi azolyl, im dazolyl, pyrrolyl, pyrazolyl,
furanyl, thienyl, pyridyl, pyrimdyl, or pyridazinyl.

wobarnssseut i cal |y Acceptabl e Salts The chem caPCT/EP2006/069262

conpound of the invention may ke provided in any form
SU|tabIe for the intended adm nistration. Suitable

O MBhd RELUYRCROASTRREHLL GRltntrchl 18 DY SLA) GGl hised or 2 o

acce e sal or pro
M@%s (@b sqgwntﬁ) of diffigeent hv@ﬁpolamerSE@mrésh@mpolymer refers to

QBQEIﬁﬁP eothpallof a3ReRRh X BerdMhdy A8 {F b'ldH(chE&yerms are
ut limtation, the non-toxiC ipnorg

B‘Psélé’ iaclyding sippfe ditipckspalymers yath ag ﬁ?éqﬂgfa%%mdombé%k
pbgmbmdvlabAognAde A-Bh@ anthite@t es. Pblexpaeshboradd’) arb@-B-A block

ho hat e e for te t a
GIORRPES F b RO RARLS el bR RS T ) fumbPhymer
behthedd egmehtas bydmaheltie pOIype)p(ylenc alyeql hohwpelybomaPeloxomers are
E%g%f@@%&ﬁkabié}g%% a‘q%rl:%o?go&lﬂﬁ egb%&mﬁ{ egeon fhlg?r]félatéve s1zﬁ: of the
hag@olyrﬁ@r B g gﬁ@%ﬂ]ﬁHWﬂ@stet h,g TROL is a trademark for

@l@%lﬁéﬂs eMBe il lppRRBAEeLand Dﬁr?@?@ﬁ@e@ﬁﬁach Eh@geably hereln
e stlear

?%QX? b nab ﬁiﬁ%%af%@ﬁeﬂﬁ ALt Sodfael e R 52547 C
SutHLBahydropkiicipoplitiocbalatye) pf 0804 uii @ thevs@blagk penticle aiaelran ging
\%ﬁﬁlcaﬁl?c?gn k4 ?(S(E 1c%1¥s '[? E)%é/o é‘d(iwI nseuuclﬁts?’%frggé% !ab u‘ct‘%ll‘%’ of the

e consi
aotasplaa bdeeht niggloxnenersi@s id readﬂﬁSh@bylmepm’cm ilo timiﬂcs’airt)@rug

Hﬁ’ﬁﬁﬂtloﬁsthé Bfo@lE E’@lﬂﬂ &‘ﬁltﬁl@s &?Bﬁir@ kR oBuiB SHiGAauses undesirable

npound ention its pharmaceutically

&@é%‘?féb? éI a@ﬂ@r é‘&tﬁ qariaeys ¥Ruch. co@@%sg@ tggproduce solid dispersions of
phRluieogiahiis & Tmmam@ht@aﬁﬁne@m& 43Alt Selatir@50/13 (Gattefosse,

eni cal oynd of in n in
R R TR R a7 S Y 27 QR AL S AN, swerose
tlipelnmieegyer exsd wmrosbkiisteakane(CItokle, NJ)um nium the lithium
the choline, the lysinium and the anmonium salt, and
t he t
cont ial ﬁ%neﬁor@g%:ﬂgdrﬂtfé egéﬁ@ HRASJH@%IP{:haeHHg wa%g’] d ﬁﬂlrmaceutlcal
prwwrmmweégsmmpn REFPAFEdrych o érsf'étrqxwalon r@f iso-butyric

ad?@ (= S, 4R BRbBE4CHRRBXE 0 RS- 2thﬁ1m1raﬁem1y1)oztahhe 3.0pjsup-

cont ai ni conpoun a
B bl pseabR ey Soeediaene bufednowlonir PeaTeaicre
Blakk Sopdlytﬁd:ru de ahblﬁelaérklyddlmenuasﬁ thabteSentﬁl’fMEntlon the solid suspension
ey y|.-oni a kyl al kyl - oni um
ﬁ{n% eéxwuh ﬁﬂelésflan}o?c'@ ca%flerbcrh‘fjuperng%}(ﬁxg xgﬁ)ﬁ%&o f the
chen1ca| conpound of the invention include exanpl es of

sui t loyes apether agzodomen tef thepresei susn et Bredd 1§ grevadadire

bRUARESAR S R piRI0R MMM RASO TP U hhREHRSF (PN pdTBEder. In yet
reactive or derivati zabl e groups of the parent

RRPY R odin e A thoRiesEn t IERYUL the pharmpeptich agmposition is a solid
mﬁeﬁsﬁcﬁﬁofal) aaldcﬁsdlmﬁer@bﬁwmqedmhyﬁn@sybnegdam@ difen@fnd/or

g erivatives
S Wy AE R B e RSPt GR R s provided o
salvenspension®y (henprpelodecher iy cdsswdulb Iaeonm[)ressed table or a capsule
{Vﬂf&l%ﬁg % Q L:@nt%‘ﬂraﬁﬁltfoﬂg a?r%rs Vﬂlltugnt@ aR R al l y
accepta e sol vent suc as water, ano
like. D ssoluble fornms may al so |nclude hydrated forns )
suc hinganothes eﬁﬁ’f‘?@ﬁ?@ﬁ&f the Rrﬁ@nﬁinﬁ?ﬁfoélt therejipprovided a pharmaceutical
b&ﬁp&gytﬁd@oetalﬁia atsbiiddyiebpad on 6 @) aﬂﬂ@&wﬁ@tms ﬁﬂyi:t bﬁ'@ther

eral, the dissol uble re consi
et ipneBnBFRE bt dGmbeR LB AT aR | AR B RO CaGprPbsition

tdntsmlrrg\aeqohd cumspSh@on of ([sankpdokdmen 188 Wierathprelid atspehsion
Pa/ntalﬁg § 484 I?J&Q%llt%fijla B, Al the compounds of the

i nve COnt'al none or nore chira
centres and that such conpounds may exist in different
stereoi someric forns - including enantioners,
di astereoners and cis-trans-isonmers. The invention
i ncl udes aII such |soners and ~any n1xtures thereof

o s r
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starting materials for the processes described in the
present application are known or nmay readily be

w@e@paessts by conventional methods from comrer cPEl/ER2006/069262

avai | abl e chem cals. Al so one conmpound of the
i nvention can be converted to anot her conpound of the
i nvept
of g eén%@}gﬂég%h{(}%gﬁqgéeh‘g??ht ggegﬁnnﬁam% thg&%s 1d%£1 g%gﬁ{p%ssed
Oy epnthioi a 1olid pipgugen ob(ly ancbyolemmgrcl%@ﬁntammg mlcrocrystalhne

&8l hhsadol Q%sppdv%&dﬂel &R sﬁwnod@hgg,rcéﬂhé‘[arcﬁt(gr talc),
The conp ounds of this inven

FBB0 g (B riiden (b %wa%ss%t%&ﬁt F ptiagally contain sodium
bi@aibna@te udrpigadel of nadio@lpktainl .8 d belopeioh slysuedouadedigyt £€oating
g and the like. In general, the solvated forns
e nS|dered equi valent to the unsolvated forns for
the purposes of this invention. Biological Activity
Conpbus’qxﬂlsyebanqth@ cnrhedimn ergrof drespresepalniventadn teckub ardvidgd a
I@@S@%‘tﬁ&%@ﬁ’{aﬁﬁn %QE'EH des)ﬁspe-ﬁgl%}i 0@@} al€ pbRIbAEr ii%fwhereln the

thePr ability t feceptor conp
palid suéneﬁglog ﬁ@%‘iafris&pste @lawiltt%lot%?fel&md appet biorp @bw&s%efmg of
E)@l@xzﬁﬁ@‘sl%ﬁt aboy 78 ﬂn(g e abXRit2g5 hi gﬁrﬂﬂerd‘cgrstauh@ cellulose (Avicel”PH

T ERTE0 By Apubt TR e Bub TR bap P Bl et apgu 150
mgwdcro&spw@énec(%mpﬁlsdm’KLI)IBdaoueIﬁuoedboneét(i/mlgs)fsglkmmimhcon

a_i%%ﬁie Rego ﬂ%@ a%%?teﬁ)tt]po ?%&P@E%P ﬁ Eé]}cht ?télﬁ%/glg(#tqa to

ar e C nSI ‘use
aqua b ang Qfﬁn@ﬁneaum ssesaie, Thie t@blﬁdmth@rerr&mdemmt@an optionally be

EEIRONRH Vpalis yaRsWI03ki1ompf the GABAA receptor conpl ex
in the central” nervous system In a speci al

enbo ounds of the invention are

con sf“d%ﬁ‘é@‘% %@gﬁﬁflﬁ%F OF‘%S PESSEHER{Ion Ele‘éG Syrpyfedy compressed

aalbleevmmhmmg odolidanspiertiyn di @p ke psloxcauehl 88swhpadin €he solid

Qus % ovr\lnt t1rt1]s 19r Wlbtoﬁ%)g& %%fl hcpz?nou’t 2%] I %@hgf% er 188, about
uQ( P 5 Ot he

panic dPsorder, anima
b?folh)g 2t rrn@bemtn@ms gdllmsemb@bt Bmeobsessitve alm)mi@() mgvfé

oS0 iRine, 2 ILRR ALRSHuYiicSH BRARRORSIRIY HRLRBK] 8hith (or

di sorder; stress disorders including post-traumatic
i 286 abentsiBrag of mpgssiyar steargicapp thy Cgrrieyssd tablgg frgpyionally

b 3&r Wil DpafBUENsS®H3K 1201V ul sive di sorders, for
exanple epi | epsy, seizures, convul sions, or febrile

O S0 g Tt VO BB AR Sinpresed
Gbst e@tﬂammg gssoﬂlglsesmmlsmdé(m’ pnd peloxomreat 1 8ajterein the solid

%ﬁg é{)%tegﬁ z{b’ougg %gr rﬂi?b%ﬁgﬁ?%m 'o?gl)%&amer 188, about

é?ﬁjmgyaé H@‘ffﬁsfr}‘ﬁtéﬂléP slludese, abogsy?&mg o€ manBibelgerost 120 mg of

Ef3G d#i’dd?ﬁ %ﬂﬂt 29 ﬁfgf FRbRoidalRBIHR dﬁﬁﬁﬁeﬁlﬁiult o niy dfSoRPstarch and
fron1gere al ischem a; %tentlon
te a]b

iPIENGTIL B YR e it isantionstly costed with
@@uﬁggamhwospaz429 emesi s, including acute, del ayed
and anticipatory enesis, in particular enesis induced
by C ezﬂP)tt &' eﬁﬁ%d%er{t%ﬁérgg p%wd dp Bh%a%%ﬁ@?é n osglon containing
post-operative naus nd Rom ti di S0
] ﬁdldmmsmsm@rf émép)@@rev 684 a@mtldazﬂru il dnﬁ@nb@b@ent the plasticizer

Hl%?éiﬁ‘é@?feh%ﬁity,%?ﬁ:ﬂﬁﬁ'@ or cﬁﬁé‘ﬁs%lgﬂy%f tl?e &truﬁﬁﬂeg %Fh(ﬁﬁhon a
neur al g nmuscl e spasn1or spastic

blé?tgﬁeé amaf IRRYCP élﬁ:t@e tvisgpsitp ppgloper ge %(%% m@e@% thegproduct.
PlastiteRenctaseily Idwie kiudilng uah aoso teaneﬁr:hdfe&)ﬁ@bftenm g point of the

n ve di.sor ers
BRPR RN e R BHIS S Pl R bRt efif i Eiemygy toraue
ah(tpm:sharfsdluﬁn gthe estdigon piogedanPlastiqrers alscsanppreobly lower the viscosity
suffering fromthe effects of jet lag or shift work.
Preferably the conpounds of the invention are
consi dered useful for the treatnent, prevention or
all eviation of anxiety disorders, such as panic
dlsorder mnth or mnthout agoraphobla agoraphobla

1. . - .
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or parenteral (including cutaneous, subcutaneous,
i ntranuscul ar, intraperitoneal, intravenous,

WO pdor@esst®ri al , i ntracerebral, intraocul ar injBCL/EP006069262

i nfusi on) adn1n|strat|on or those in a formsuitable
for adm nistration by |nhalat|on or insufflation,

bf‘t‘fl% %&%g teg?ﬁﬁiag )?a'ﬂgpléé &;;)llegtla%rg g&lt ﬁ'ﬂl?@eﬁgg)ﬁ( tg%%{cb%n?e with the
wgmteﬁ miaglude] t@a@émslyr@p@me Bliiet]uiidyesieviensedl yee bl ven g a molecular
W@fghi &fea%oQi‘ 2(%)% 'aﬂoﬁWﬁ@O@H'@%b PEGQ!%bWTﬁfb%tﬁ %Hﬂﬁﬂdﬂé 'al%uttﬂ%ebacate

0 i nvention,
fr&?ﬂm lFraéfh é{f)%aﬂ%éf‘r qdapperal eﬂg atfy 46@ %rty Afid "Eyegrb%eﬂa PEGe-1s fatty
Adigs, el Mwead 8C,aAPohgkeof the invention, together with
a conventional adjuvant, carrier, or diluent, may t hus
be p e mo t l. it

and Lmqoq}ldéoggl%géihf%nt%f [H[ Jrgifg:gﬁfnngnct?olﬁ tl}l%%l is gr%gg(fé?i ia &)Sr?&§s for
almiamlng pelid; saspeaslon 2l enda PEGI PR blogh setcdgnerpomiaisingrttie steps
e U) %{qung Fd‘f@sohﬁg‘ﬁil 4 ﬂ)lgﬁ’degs(w) Tt R gQHé ?e@ul@iﬁ%@&ﬂﬁ nPikture into a

non-aqueous sol uti ons, suspenS| ons, emul si o
E‘FWE #ene efrichQtamali gxeadey Vherginihe franceatyegpf thehgatinggone isin a

i@k abise thShRRMS ipb@itiof Sail 8Tock e@ﬁoaizmélddﬂdrbelidw el rdltin @ @int of I;

R R e e S
bdteranibaun 20 amdrp)hsom 20¢®micond. dnahothegerablodintest offpresent invention
&%’b‘éﬁ%& 8&% nH é&ﬁ%rbtelw%éﬁ ’abg\qlt ﬂ)o% 1!(!}61&%@ tiaggit i onal

I've conp suc unit ‘dosage
fornB may contaln any SU|tabIe effectlveannunt of the

act i Iﬂeariqﬁlgﬂrr@mb@ﬂtm% PP BInxpR P therejih proyiisd adphiarmpaceutical
Iﬁf@ﬁl@pr‘is@d Bea esTl M&ﬁsmﬁhﬁl ﬁlli'k? IQ%mQIOTBSWelﬁfthe solid

the rese i nvent i ered in a

VPP S PerieER Sa SaaPAbRr A AT TGpaeS Byl 127
bﬁnﬁ)b(vll, ghesit 1@ td iimﬁle 16%i rhicecd:rysmlhﬂteceaﬁbsd IaBdSuttSrte_about 12%
cr%rs]%ov\/\cﬁiont% z(ljb ?%%o lgoruqﬁagomlg?({%m{lco edlg)?itcicF Eﬁ fl:{r(l)l/a\é)%%llt ?60(]0 corn
@mrh(phémhan@abmndnbyb@ddﬁbn&@hemsaB&mmmsa cheni ca
compound of the invention. For preparing

phar IBGRUN KRImEXBTORE HieQins il veRIR RHeREH &?sbe&%mﬁélﬁ‘ w1th
of the glesent i nvention, pharmaceutically accepta

eatFiprsedilicptyAng eXPIERSATSHEPPOFHC] (4R R EOmBEAsted t'fﬂ&?tmEXClplents are

Picepaiatd ol g I\Nﬁl@thdﬁ)lﬁ@ﬂ@i&m&on &@bhpﬁrs despable properties. Useful
ache r 1 es,

%?:%) ‘%ﬁtgg’hw e ?onamggﬁ?lﬁcg & aIH C881P6‘F§éed tfljblﬁgﬁémugtlons include

budstsasuckstantsi dihenty cahpossaot aids dehiid tegan ts,, anfti-alhenitn gtabilizers,

%&? ggzﬁané o(!oll&lahﬂs Z\%tﬁn % Léégfébﬁ%ﬂrlﬁ%mcaﬁ'tés %ﬁqérg gilﬁgﬁt@ taﬁ d expcipients
ers, preservativ isintegrating a

whichhasnprye it nee wﬁi krqv in the phasmpeewsicat s ra|r¢ é‘?scrlbed in

Rénﬁ:gldnnﬁw%cwnw z%cm? ck 6 PRofingl) 1995, |eﬂ1t@d H%Ft ‘fvr M%Mﬁﬁ Mack
| nNe | VI CliV onen ets e
é@‘?li gé‘{%%@! f9eH§3%°Re€a%“t el%fh%f V&%lf"‘r %@“Yﬁ%&i?%ﬂtﬁ fn used for

mexaslslmpysds lengh \nghmapasunt@/formu&uoﬁ abdi eheuxoipients amidslilangks
acted.in the nd sj

1nc § %}Fre%nscarr)lrbeefsgr sgz% t)ﬁ/td go nPh ad%erff'(fr:,l (v)vrlrt] 9 depaﬂn*éfo or%l%ﬁe spirit of the

ab©wmmseventy percent of the active conpound Sui t abl e

carriers are magnesi um car bonate, magnesi um st ear at e,

tal cThSUBREs coln?a%lﬁ%ﬁle Jofid tsﬁéﬁengﬁi(ﬁfeidi}tloﬁﬁlﬁf&)gted The membrane
gel atin, tragacant hyl cel | .ul ose, sodi"um

coAting MAYLHHYFrconfain pher C%tmgﬁﬁ%lrsmsﬁ@cwpae&eréaplgments
bilbia@ts andnbe like Thb Kl@ome%’l&uﬂﬁfrﬁterﬁ[s%ﬂd ftiad ar@Blntk o be utilized are
e the fornmul ation of the active

inte t0|

6Wﬁ%ﬁ%§ *FPﬂl%m hlatlng material as carrier
providing a capsule in which the active conponent,
with or without carriers, is surrounded by a carrier,
which is thus in association with it. Simlarly,
cachets and | ozenges are included. Tablets, powders,
capsules, pills, cachets, and | ozenges can be used as
SO|Id forns SU|tabIe for oral adn1n|strat|on For

e N N o o
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in single or multi-dose form Admnistration to the
respiratory tract nay also be achieved by nmeans of an

w@enesede1d or mul ati on in which the active i ngr ePBCBERP20068069262

provided in a pressurised packgwith a suitable

propel l ant such as a chl orof | uorocarbon (CFC) for

exa |

1o arOrOap SHE aRel IR AR nsrpein hid s
gadistaeteryipiogesdiag apd C@mnéqsm@lm Fhaptteriggigs intrHe faenplgben paympart

G E Ehﬁ‘s‘iﬂal YhRARQisEeoah o fiRishaH fapet ant such as
| ecit The dose of drug nmay be controlled by

rovision of .a netered valv ern e actiyve
Pror D Ete &ty Bt Bl iadit RObHR Y ofegigroatE  size
paatied forfoompeesaﬁpl €oammovdiduents ixclotle tiicelcmmpmﬂpﬂauencamum
o] base. s ; t
%ﬂfa& atc%sg C%@uﬁéﬁ’ gaso%ﬁy%ﬁégr%?& 40%%1@9 %ﬁ]tolt]ﬁ%: lalrjl?i ggw%ereg sugar.
Pdhents srydhpg mrapinitdl frpetO(SP\spybitOC@mreSﬂ amitlnysltolhel dindent quantities
glardﬁéllgégﬁﬁhl)lll of @eMiletd8H airenfré ?ﬁ@d i @dvible (APEts,

er conposition inunit dose form
?/B?roe%tﬁ%%mé ogl Hﬂ@séé\w@L phxaeer risgfpRsengreipigngin direct compression
gehatd.n, or blister packs from which the powder nmay be
adm ni stered by neans of an inhaler. In conpositions

et Btoe Tt PERAL BT A B B bR B bl g whicn

gérvertht tymprzved satderdad retpartsiictegrityi Matéraals @mmrphky upéd as binders
fntaﬁldg g@(gl gélaél %&gu%gfs st ilsesﬁérose?‘%ﬁ.ﬁo?e R&ltd erﬁolﬁésésea[nd lactose.
i ned ans novvn "riSthe Art, for exanpl e
Hytqﬁal@méﬁwzta@%ﬁlmwewdu@sm% sodigFpUEn fieopis vae apnehatti gum,
&z@bébtyﬁ@etﬁﬂ eb18i 1 6RImelyPasif100¢, pbRRiIngHlyivadbMYE@E] @Ntildi®Nave also
ed The ghar maceuti cal” preparations are

g‘?lé?e e&SﬁﬂﬁOH’ﬁ. m&l@%%‘b‘@ forms. In such form the
preparation is subdivided into unit doses containing

appr bpbricat e aguanployéde® pévehhedtesivn \wé tieonplon@ateriallioehe surface of
H@ tanggﬁﬁ‘&%tsf eb oéhg)( gs%d%tﬂ&"f‘c%h%%t‘?&i?@é t%ﬁg#n%gl]légﬂlm E@%ate calcium

contal nin cre uan | es repara
stgarhtea@eqm@mgbﬂdrpmaéquveg@a s gileand R Mé@@bledubrlcants

iﬁ'cﬁid% s@(&uﬁﬁ%ﬁ%ﬁ§ m&hﬁ@s oftsB8iuhén M2 2HE S ALM £BA DS Bum
cachet, or |lozenge itself, or it can

sul

6&01&1 ?%B]F&Bfilqi‘f@"i‘ﬂ}ﬁ‘@g? of any of these in packaged

form Tablets or capsules for oral adm nistration and

l'iq uGﬁSarftoareimtolrpmetwus irapravaitisd flaw clomaadrtbticos the tables powder.
bnﬁ(? rhc%rrl %100 B (%ER%I@@;? g’ontlm ns danL{r tL[hﬁ‘\: destelave ag'a

ues ornulat’ onand &dnini s

bunbmadlhlhrnallt@ldlam est edition of Rem ngt on s

Phar maceuti cal Sciences (Muack Publishing Co., Easton,

PA) . ARidfiesapeNhiseRdnte &rfagfixtie ogQﬁﬁtaﬁgés%ﬁﬁe& @ ﬂi&ﬁ{ate breakup
anpunt of active . ing redi ent, which ameliorates the

QY HHD RS ?fteéé‘ﬁa}“@lﬁfé?flonTH%fﬂ%baé@tHOéVdéffﬂ &R §AERPT Potato starch are
p@pﬁil@ﬂ dantegra@ts BB havech KR @f,ﬁni’f@Yorbﬁatdﬁin@rsmen Wﬂleﬁ)){nmstened

ha col ogj cal in cell
B a8 B R TR R R R ercip 3T FE R sy Bt A BErancs
mhbtdapwtarmemsd a axssdinked ediuéosa,SCrbspeo‘tﬂh@Teapemss tinkgrd@dymer
gﬂbdsdaﬂ}{n REGX @%ﬁ%@% PsstifiRed & 1_lc %/ W&e (POLYPLASDONE®
armaceuti caf” conpositions ex | tin
tSHeyRiHeUE itsof e butrapiddy pradipkle ﬁws'lﬂlfh@ Ho\g@/l pyrrolidone
RébLpbISHer.ed nust of course be carefully adjusted to
the age, wei ght and condition of the individual being
tre d e route of adm ni
s able P Ritkrer Bls tbne b pRbaRaT Ao hBieilevaation of
tdrepexaistwithas dgecsfronflthe divertaur: Skhekeexdmipéasahd eepayatiohe which
r |
g)rlllggéaé% EI%Q/fcfed tér Q?zﬁb@é: %legée%(g%%glg Iﬁhega?&r%gg&e d:ﬁ]eahgglnﬁatsﬁhg and to
Wi thin the d| scretion of the physician, and nay be
varied by titration of the dosage to t he particul ar
ci rcunstances of this invention to produce the desired
ther apeutl c effect Hovvever i t S pr esent I 'y



10

15

20

25

amoni a (90:10:1 v/v/v). Evaporation of the pure
fractions gave the pure material. |If the product was

wamosibseils was redi ssolved i n a nm ni rum anmount POY/EFdB6/069262

and precipitated as a hydrochl gr_i de salt using 3M HCl
in TBVME. The foll ow ng conpounds were prepared by the

l;
@Q?tjl&éﬁghg% rg\%ll 1011 H'_F Ee nsélg}l}% %Patébglco%mdeirs:d as | pE/ t1n %]the scope of the
hyamt@mhl Gl m@@lx @éaengN@tra@aqt end ©CprespRONG twg heskilled

AdtmbBarticaldeRdst Wi be Wa?r%l%f éMﬂﬂenﬂ dTuddid ad®eriers Wthh can be
1H brtanOI m dazol -

u%f@ﬁ%%hﬁ%ﬂa@waﬁ&w 8’1‘413&’8“6 éa}lopmve foqn dhe @Mﬁlﬂ%@wnﬂon
(MrH +) = 344.1763. Found: C22H22N30 (M+H +) =

344. 1774. Example 1

3'-[5-(1- Ami no- et hyl)-benzoi m dazol - 1-yl ] - bi phenyl

2 2o i 50 G 2 AR oy v s

ol -%-y1 iEet hyl am ne, hydrochl ori de (3d) HEF/E:i Eg (W@
1H1%iﬁ§c;(t1lﬂlhfd ¥) 3’75°38AscbmbFateAddind) C2 1H19N4F4(1NB% +)
iZ 154’1 18%
1-13[0 XAFL 13861 0- bi phenyl - 3-yl ) - 1H benzoi ni dazdP-18%y -
etrhigt@nysndlindvetiilosh| ori de (3e) HRMS: Calc: C2121K599N3F

( M+H @] 332.1563. Found: C2 1HI9NAF (M+H +)
33304 6.00%
| -drdpSvidbheior o' - net hoxy- bi phenyl - S-yl J- ||+bemao)0%| daz
ol - et hyI am ne, hydrochloride (3f) HRVS: X
ﬁ@%i]lr\% 3% ) = 362.1669. Found: C22H2 1K
( Mbbh sthirce 362. 1661 . 2.00%

Trifl uoromet hoxy-bi phenyl -3-yl)-1H be m da
2 Shatjhy P& c.
O3

P83 ami ne, hydrochl ori de (3g) HRI\/IS

(.,ZZH 9| (IVFH ) oYo. 14 Founda. Il
Vi OB Siillerhig the 7 MomlLifor iz (83 4 Chuihn{iEkeidycan be casily
&bﬁfﬂﬁ t&brcﬁﬁ&ﬁ'ﬂib&tm dptinecbfAifferent strengths by replacm g some of the Al

gltfl eldi\ﬁ.}\gnt %ld1 %!a_!- a t%lnl lthrg %%%9 yo%lél I);He HX Id rs1on d)f I does

£ 550 oF i 8
a@toﬂdpelatflem tte sp@‘c't@@tlmﬁevemt@ht. TLC and LCMS show
conpl ete conversion, and the solvent was evapor at ed.

The @hé adtRe nﬂi;'r&ﬁéﬂt\f %gd 'pBlo%Mmaﬁ% é@@%@l@n?ﬂ’l} J‘pl’é@%ﬁgsare mixed in

sat. The or(I;anl ¢ phas dri ed evapor at ed

%hl@pé%rt ddedlodrd, ?ﬁhdc‘ﬁ%sa%{né@ﬁ éﬁlﬁtyl%tw |S‘F¥§W\E|X&rﬂdf§ The heating

ponek ufeeldﬁfstddl t6 b 0650 BEtdﬁa@S? 70 rrﬁstdmarmP Capdnasmpera&ure variation was
90: 10: Thi s ve the 1%&0 uct

Ht?}nF at31L é) g}uase 0%1( Narg Sufficieptte e SRR p\gﬁ]oixto%ler and
dxcfplerBs pitboytl m8+iy f 1. THcheny srewsdeao bp&atel Jat €@ty B&nevodutions per

§1zi’n1(tg ﬁg’? the%o%gpﬁg%)rat%%f %eﬁ&h:ﬁ?ﬂglﬁ# d‘%f et Olﬁ%gtween 10 and

é%@’lnéa {mdeptestronditipns theg odyner raglkpeadifeeny a homggangys yoating
M8 nadedetide &%Yﬂd%t Bhé Sltrdatd i bOBcfeRat ?th)ntl %ﬂe@@tﬁ%é @8 to 30°

Xt ur to warmta
@ﬂﬁ%ﬁ%ﬁ‘ h%'ést%@% -nePRRLANESS. ﬁ}%?sfégruag@ ’é‘a?é]ﬁ]dis aweﬁ thygueh a
FiteMall giedihe rpiias ﬁlathrriaEd'asl\bléﬂiﬂeNgﬁfh AVIEIUPA 101, mannitol,

EPLAPER SRR B ko Gl MRS B e of sy ppyen
bavaky magngsivon stearatess addelito éhestdén ded inmatdrid 96ie elilded panecle size to a
fg@%kl%‘ék@% %ﬂglr(‘)g%néi"%@) Ri& O e[%ek?é(suﬁtﬂf’g HBRHLMHQ %o a

{ablettn 2 Bpgihamand mpressed ido kemgisdazol - S-yl J- et hyl | - ace
tam de (4a) The conpound vvas pr epared from 3a

acCcoAGbmeh d R speRkidadaBbe &3lcombiRB FRPRDBE dpWidtiFied water and
356. l 63.. Fo

u
pxipg fqr f‘Sé‘i“BH‘é‘g&]z h%g%dz &ﬁ%&%ﬁ%?%dgg%?d q@ﬂ”‘s@r@mﬁ}ﬂaﬁed into a
ormam de (4b) The conpound was prepared from 3a
according to method A. HRVS: Calc: C22H20N3O ( M+tH+) =
342 1606. Found: C22H20N3O (M+H+) = 342.1595. -{ -[ -(
Fluoro 2
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ice/water and extracted with EtOAc ( 1 1). The organic

phase was dried with MgSO4 and evaporated i n vacuo.
wabm7pessdiict was an orange oil (57g), which acror/aPwg6/069262

to LCM5 showed 49% product and;£3% N-fornyl at ed

product along with small inpurities. The raw product

ﬁ?’?orﬁ@@%b%ﬁ{ég%npaﬂfi%egﬂgg thﬂ ihR¢ B 8{3%6-9 sb \%fﬁ?mrt]e%ﬁﬁttent agitation

mul{twal@uﬁtsurmwms 40 £3° br difsrqafeniie anpirienpplaery s ingiepsed to 60
ylsk ¢ aeahartdels cdadd with a contmuously stlrred coating suspens1on usm g an air

L/-{ am no) - 3-nitro-phenyl]-eth
$ATRY %Yé@?h??ﬁla@%’aw(@% g Oaﬁhgééweat I PN P téllet The
astedyiblesgenatierbipbsige Ratieyic Moi@RQoB)entRA&S than 2%, after which

A TRRR Al oBload¥ KInAT o BB R PeRRURIAR e comainer

catal yst using Celite. The solvent was renoved in
vacubxample£he yi el d was consi dered quantitati ve.
Synt hesi s of

L/ - {T@fohokﬁfg(c%nﬁro@fﬂ?anp%wéﬁarw benzoi m dazol -5-yl]-e
thyI }- acetam de

Ll-i(r() 1- [6 l—\lll IIU aq- kd Ur OITD- pne Iyl dlll o) - eHﬁ}l )5&11101'1"‘[ 0
yl } - acet amgtkeiecdq ~50g was di ssolved in 200 M dry THF

and added anhydr ous triet hyI or t hof or e pleza g; 34&xample 2b

_____ o A~ - x| If\ Lo A

over ni %ﬁwwg’he r eaqg ;S’I‘_%gﬁﬁ“rhg

m@mleké&B up by evapor ation of th%SOTHFmgoI | oned 139.00 mg

1—% -on H—E-OAe—The—of gaf “haoc was—washed
F%d NH4aq and the organicC secwas driled

(AN@SIBL)P}M@Q evaporated in vacuo tp--give the crudd75.00 mg

nroduc This was then cllhl ected o col um

W&%é@%phy usi ng DCM MeOH: NH4Z%GQ§1?: 3:0.1 ) 14324me

HOIEYHLASDONE Y. Z29. 49, pure pr OGUCIZMEGS| S Of 120.00 mg
(R -1-11-(3-Bronm- nhpn\/l \-1|—thn7 im dazol - 5- \/I]-m‘h\/l

RIS Ba) 24.00 mg 124.00'mg

lebrd &itkch I- [ 1- (3- Bromo- phenyt ) - 17~ {5 hghz@l M dazoll 23:0¢inlg
-ethyl}-acetami de 10a (1Qg, 26 mmpl) was

dnw@wwt%ﬁended in 150 Ml 6M HY-08mE heat ed |t18-00 mg

OWb I Of “Ke?nél‘W& UIIlI I ILb bll mc ITOT © bl quOO‘ﬂ’lg
material. The reaction nm xture was CO0O0 eg to RT]|and

dem@dati(Ertmpcmﬂmﬂ ice cold 2M NaOH. The product was

tha Ar AW NSO )

T B TS g ve & brown: oh 51718, 8g) . Thi o v

r gi ve a browni sh Sg) Thi s was

theiﬁeSlWSatact ed to colum chrorratogtmﬁymg& ng

DCM- M OHL: ag /O'—'\'—'\ﬂ1\ as—ahl el Hent to gl\o

:FIT% Oifu%lgs? oduct. The correspon ?%gp@genantl oners

6b-1 1Ib waFotallHila GS&C(&UT*&M@‘[W@@EX&QZ’)S&H&T@ experinent al

conditions for each individual ps_as nent i oned

abovehe ferilessaischRise Boue @orfs%’ n g'Sagsuﬁpu&p P Itﬂer}eu&@m claims,
sol Ut%f ]?f compound 10a, 10b, 11a or .11b fé qi %éq

S PR BN SREF 1‘3:51?“%% 1B &P AR fA P TTBER S figsed
fgicdon,(orh méhed pr proceds Xdruatinii g heldielvisad ksidlt, as appropriate, may,

' . 3; : :
RS B DAY R 8 AR LR A pyenion
inhdiverecaforime themgoft ure was stirred at 90 OC for 6-8
h.[ The reaction was nonitored by TLC]. The reaction

m xt Tﬁ@fo\f@g% ﬁ'&/&fﬂloﬁl%agﬁeenddejs&ﬁﬁq 11Ws$rﬁe waheh way of illustration
ract et hyl acet at ove

nd
heeht f‘atf@opurw@s e#%étYﬁPgaaé%rSRﬂ)a@nguP. "f’Nﬁé’B OBylogﬁ o Qug of skill
ethe aal thixazhafded and ﬁ@rd&phuommgb@pﬂayﬂmd ediditie the%c&}&)@ﬂ’ﬂﬁe

as bi l.e phase to fur h bja

v AR B 5 B PO el BT REPE B AR AR enac
m ni rum anount of THF and precipitated as a

hydrochl oride salt using 3BMHCl in TBVME. 1la = R Rb =

H 12a-12aar 11b = S, Ro = H The foll owi ng conpounds

were or can be prepared using the above nentioned
protocol for Suzukl coupllng HCV PRODRUGFORNULATICN

e . a



pol yet hyl ene gl ycol (PEG, polyethyl eneoxi de (PEO,

pol yvi nyl pyrrolidine (PVP), polyvinylal cohol (PVA),
whyarosssps opyl met hyl cel l ul ose (HVPC), hydr oxp@r/apaone6/069262

cel lul ose (HPC), carboxynethylefhyl cellul ose (CVECQ),

hydr oxypr opyl met hyl cel | ul ose pht hal ate (HPMCP),

gv;lgeylﬁﬁgt%!tl@g g]?d ?toll {tﬁgﬂ@:y lﬁ%rs&%_&)o%ﬁwﬁmgﬁlo%%ﬂoﬁfd%he?efore be

Pliné)lﬁgd aptewith ;ﬁf@ﬁn@tto thfd@mvfs flgscpigtien.dait phaard motcad bk e

Wi iABd Wit reRfpBEI th@?olfo‘%n Qﬁbﬁeﬁ@éd’élﬁﬁﬁl al8fs WHE the full scope of
ingredient remains a signif cgnt t ask Anong the first

SHEV f@‘ﬁ@%é‘i“@éﬂlaj}méta{fcﬁngge olid dispersion
formul ations is griseofulvin and PEG (W L. Chiou and
S. RABgelenanpataitppplicatiPGen dpeblivtadd saitbd irothérapplivaeioy are hereby

r e I ' .
RS PaSH ET8E PRI EF S S B 3} GBoBSE s b Dgtsentayds each
mygivihed! ppleys petght appdipattani @s)ufobcatmnemﬁ poipdsaduadly denoted.
di spersions with griseofulvin. Giseofulvin has
limted aqueous solubility and is notoriously poorly
absorbed by the oral route. Solid dispersions of
griseofulvin and PEG are narketed as Gis-PEEr). PEGs
are not good surfactants and the incorporation of
emul sifiers, e.g., polysorbate 80, polyethyl enedodecyl
ether (Brij(r)35) or sodium dodecyl sulfate, into the
solid di spersion enhanced the di ssolution process. An
increase in release rate by fornulation as a solid
di spersion in PEG000 has been observed for other
drugs including oxazepam (J. M Gnes et al, Int. J.
Pharm 1996 143:247-253), piroxicam (M Fernandez et
al, Int. J. Pharm 1993 98:29-35), zoldi pem (G
Trapani et al, Int. J. Pharm 1999 184:121- 130),

ket oprofen (M V. Margarit and I . C Rodriguez, Int.
J. Pharm 1994 108:101-107), oxepam (R Jachow cz et
al., Int. J. Pharm 1993 99: 321-325), nifedipine (H

Suzuki et al., Chem Pharm Bull. 1997 45:1688-1693),
phenytoin (R Jachowicz, Int. J. Pharm 1987 35:7-12),
fenofi brate (M T. Sheu et al., Int. J. Pharm 1994
103:137-146), prednisolone (R Jachow cz, Int. J.
Pharm 1987 35:1-5) and glyburide (G V. Betageri et
al., Int. J. Pharm 1995 126:155-160). In WD 97/49384
publ i shed Decenber 31, 1997, J . McG@nity and F. Zhang
di scl ose pharmaceutical fornulations conprising a
hot-nelt extrudable m xture of a therapeuticconpound
and a hi gh nol ecul ar wei ght pol y(ethyl ene oxide) (PEO
optional ly containing polyethyl eneglycol as a

pl asticizer. The PEO utilized in the invention had a
nol ecul ar wei ght range from 1, 000, 000 to 10, 000, 000.
This application was subsequently granted as U S.
Patent No. 6,488,963. In U S. Publication No.

2004/ 0253314 publ i shed Decenber 16, 2004, H. -U.
Petereit et al. disclosed nelt extrusion fornulations
conprising an active pharnaceutical ingredient and a
(et h)acryl ate copol ynmer conprised of 40 to75 weight %
of radically copolynerized Cl-4 al kyl esters of
acrylic acid or of nethacrylic acid. In U S.
Publ i cati on No. 2005/0048112 published March 3, 2005,
J . Breitenbach et al. disclose solid pharmaceutica
dosage forns conprising a solid dispersion of at |east
one HV protease inhibitor, at |east one
pharmaceutically acceptabl e water sol ubl e polyner and
at | east one pharmaceutically acceptabl e surfactant
wherein the water soluble polynmer has a Tg (gl ass
transition tenperature) of at |east about 50 C. In
U.S. Publication No. 2005/0044529 published April 21,
2005, J . Rosenberg et al. disclose solid
pharnaceutlcal dosage forns conpr|3|ng a SO|Id

I L s o, T . o oy ' " . o,
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which crystalline | is suspended. The conposition is
prepared froma bl ock copolyner with a nelting point

whedoomsgsmt of | and mai ntai ning the heati ng zZPOEEPDNG6/069262

the extruder at tenperatures b ween the nmelting point

of I and the copolyner. The term "bl ock copol yner" as

used herein refers to a copqﬁégﬁg conprised of 2 or

nore bl ocks (or segments) of erent honopol yners.

The term honopol yner refers to a polyner conprised of

a single nononer. Many variations of bl ock copol yerns

are boééthetreaq%%ha@rﬁgoethpp%marl%%whﬁépmﬁ@nmmreéﬂrby hot

AreB efrGoibh sf:ts@tﬁﬁwambuita (zlt:bkswtk SR) gy(ﬂﬁfrﬁmW«Z-onAQB Iﬁrﬁﬂtldm 1-yl)-
0 oxo

Koeian B0 SR Ror €RR T Remk bl eyt a e ot
hyctia pﬂlbrethylen@gib@cé(h@ﬂ}ﬂp@lygdowbhe bigem IOBPGh’elbclamb of ymeerB
segnent is hydrophobic pol ypropyl ene glyco

honopo I

o oB R ) AR S PR L AR BH ] LG g
efTiphan dieigeRPIae copol ymer can be a solid, liquid or
paste. LUTROL(r)is a trademark for poloxoners The

t er N3, p@haxRARItiEN BorhPbli@dn Ac6rdise® dlier whasmealkl BEG/PPG
Pol axoner 188 has an average nol ecul ar wei ght

r
BB iR 00S RBREPAE pot nt. of  82. 54 C and H.B
(hydrophilic-Iipophilic balance) of 18-29 and the
aver 4g4 pharmacehecad caeposngi mgofdimgolclaiincy funtheoc&Oprising at least

| ene units represent about 81%

g%g&ﬁﬂﬁtcﬁggﬁ 8&%9%%%%@% Pol oxoner 188 is readily
soluble in water. In the HCV prodrug formulation the
bl ock AdPaIyIasHtical femEOBIbAIGPLIR Dok IR LFaum pfsigwherein said

EAHPEStidHNE eshtalel & §eAgsiRGrAfcotnpeestd. table@id R tablle or said
carrjers ch could be used to pr.oduce f0|ld

eSS PBFIBM Y&Pnta“tsrPd’let?&i SQUF £YHCh SEUFBEBESLLTREAT
Kodak), Gelucire 44/14, Gelucire 50/13 (Gattefosse,
NJ), 6.86Iphtmhadd$ﬁ@,l cobostdereaccdBiin g foutlaiml 5 Wiatein said solid

uelalele ﬁﬁﬁ? crose dipalmtate and
gﬁgrose 5 ara Q?Q%ﬂmfgﬁ I n one enbodi nent of
t he 2aesent i nvention there is provided a

phar fraGPhereacu dehpBPesioNm Akt Sioriiia Gyhergin said solid

SUP BB 9N0R0EPaWEsh dyeiBRy pFRikbmexigglsi on of
/so butyrlc acid (2R 3S, 4R, 5R) - 5- (4- am no- 2- oxo- 2

bt yby oy oasebi G BBe (iimadtouttha pigfimeLhgrein the solid
hys;icrumn igcomteinsdlit a Copresetd aatEGARRG 16 focthercgpingieramprising
gﬁgtm)paeé'xc EQ%%%IE&%H f n‘ﬁbj? ne%&fﬁﬁ{gktl‘q ggﬁm&&qysttzhﬁne cellulose,

suspe siIon 1s Cco
@@Flmt@t srogprovidane. gatoidel sdicen diasade. cor sjaseh gpidlale magnesium

aehadi BB BkabbRatbr £8i8MHe, m@&@&%&@maﬁ$§ﬁﬁnh§n&&&%ﬂded
a pharnaceutlcal conposi ti on mhlch is a solid

suspgen n and a. oono not her

enbodi ﬁf“f’atcef‘ﬂ?eal HEBeH 011 Hve %t‘? ‘tlfﬂé 5{)?{ ‘Frﬁ‘é‘csétﬁit‘i%%ressed
chiposinprien: i S a solid suspension of (1) and a

pol oxonmer conbined with at | east one carrier, diluent

and/ or{ exci pient. Ifpr&diedtl yet anotherQeﬁhﬁglnent of
t he pr i i solid

suspenst PB4 1) and a pol oxoner is LPHERE n a
conpr eSsaexdnaR1880T a capsul e whi ch capﬁﬁhgg)ggnh in
additijonal carriers diluents and/or exciplents n

anot her MEHRBHHERG Ceéhﬂ(tSﬁéA}ﬂ@e?hI IPhviehSimate Freyeei s
provi degl;fnrfar meceut i cal ComposT tiom APRG L)
solid suspension of (1) and pol oxoner 188 [n veg
anotherP@hﬁB@WﬂﬂaNEdﬂéthe present i nve?ftngito dHeme i s
provi ded—apharmaceutical—conposition contarnnga
solid suspension of (lI) and pol oxoner 188 where the
solid suspension contains 20-40% by wei ght of

pol oxormer 188.1n anot her enbodi ment of the present
|nvent|on there |s prOV|ded a conpressed tablet

T o o o o o A NN




the particle size is mlled to between about 100 to

about 600 m crons. In another enbodi nent of the
wW@e@3eess13 nvention there is provided a phar maceCt/ER206/069262

conposi tion conprised of a soljd suspension of | and

pol oxomer 188 wher ei n the SO|I suspen3|on |s bet ween

0 A .
ceIIqusensmhmuntacto about 12@6crospouhﬂgme403nput 1
t b
o R é'tﬁ“' e I P msou 2

[
PROGHT FBCrmECee [ fepimarbrcoatangthSpady I EpaK 12429.

di l uents and excipients are incorporated into a
conpi@sA pbanaisbetical uoppitemt wcade g thchip Sreangdisalgong
with the solid suspension to inpart desirable

properties. Usef ul exbigndeatts whi ch are|€ormonl y

i nc| uded connr ac-c-arl + nhl at for nnul! at| ane 1 nel nda

O T o1 C©7T

bi nder s, E?Fﬁ%ﬁgﬁFs di | uents, conpres<§th§td;uu

disintegrapbﬁxmﬁatu%adherents, stabiTTz¢ns0 mg
anti-oxidants, colorants_ wett] ng agent and

| ubri cant s Migggritalige celfuleignt s and expcil preMs whi ¢h
have proveEmMeRsUlI are weil Known 1 n the7om
pharmaceutical arts and are described imn Rem ngton:

The Sci en¢ BOAYFLASRONEEL of Phar macy 199320 8@ t ed by

E.W Mart E‘olldi’&‘él*éthE’&Wﬂfoiﬂ'e”g Conpany, J.‘iQ[]]n?)I tTom,
Easton, Pennsylvania. Many ingredients ¢an used f of

sever al pJﬁ@@S@gdeveﬁkMAthln the sane f p2Am&ati on and
t he exci p ents—thctuded—hersi
substitute ﬁé\fgﬁeswﬁgﬁfégﬁ Feer ed, w thout deparé %g fror[n
:EZ zo%:rye%ltsgﬁdfs coténrpsrlesgfr:](y glrmeetopotptloplgl} tc%gcegg 1th p rlé%ﬁ]o% 03K 12429.
menbrane coating nmay further contain other coati ng

exci pl-nplnrmgedutigal copwesitipe pecorging heplpisn 9 comprising's and

the like. _The choice of such materials and the anpunts

to be uti]ized are comgredéemed to be w t hQpaidthg art . The
ter m exci pirepts—as—used—heretn—+efers—t ‘ﬂcrt
material s aAPERYIdhbar t satisfactory proc%% si™g and
ConpreSSIOﬂﬂ@ﬂﬁﬁﬁqurlstICS into the fornu)@,lon or

i mpart desired physical characteristics tot

fini shed tﬁ%F%mWﬁPH@%ﬁ?§1§ﬁe i nert |ngreHﬁeﬁ%s added
to adjust Lhgpikyl k in order to produce ajgi

practical for conpression. Comon diluents include

di cal ci um Bﬂb§MSéDONEI?GL um sul fate, | atibwe,
ceIIquse, , sodi um chl ok} starch
and pomdere ﬁ%gbghh ueﬁ{s such as nan%|E%I

| act ose, sanbm@nﬂunsmbrose and i nositol @hnguff|0|ent
quantities,aid dlsbntg&%atlon of the tabhgt and are
frequent | y GEEE YR HENADI e t abl et s. E¥ystal | i ne

1 ul ose €en _use S_an exc

5 WP AELRESE ivRRtignal gty @Paiaat PO tbdbo,
powders to inpart coheS|ve qualities to the powder
whi cl2 Alphemsadehcat owl’pp@@cﬁdcdmﬂuﬁséﬁ g 4 slidetgiensibh prepared by hot
ROkl oPELELIAL S PRI Yo SRH.RS PInders 1 ncl ude

sugars s as sucrose, gl ucose,

dextrose, nol asses and | actose. Natural and synthetic
guns |3 eproessh fpr peenariag asebid ﬁtwpetsgtm@ftleandeaﬁ’ﬁﬁdiéP@lhhck copolymer
Sh@pidce@UBnpeRin My AB/Ishy! cel lul ose, nmethyl cellul ose,
ponV|nyIpyrroI|done et hyl cellul ose have al so be

used,.bi nder one formul ati ons. Lubricants are

enplgggﬂmP% 5@9 ﬂegqon of the tablet material to

the surface of dyes and punches. Conmonly used

[ ubricants include talc, nagnesium stearate, calcium

stearate, stearic acid, hydrogenated vegetable oils

and PEG Water soluble |ubricants include sodi um

benzoat e, ntxtures of sodluntbenzoate and sodi um

. I B D T D Y T T I I Y. S A NN PN
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PCLYPLASDONEXL and corn starch (optionally with talc

in place of corn starch). Finally nmagnesium stearate
WO 200adessds t 0 t he bl ended material. The m || ed per/EPDNE069262

size to a particle size is betyeen 100 and 2000

mcrons. The resulting mxture is fed into a

{ abl Gk G RENHD AN SOMAFAZES ih BLBHBEL AR of ahot melt

coat f ng suspertsi on can-be prepared by coO nlngfsgadry'
exieh dsuvheiedthgaeraperatude of the heatingrzongisii a rygraeiapoyaide melting
EREEYsal SHIEATRIpRlyRh Y afl DPRLSRE mekle et gS are placed
Into aperforated coating pan and heated with inlet air
of 45, 5 Cwith intermttent agitation until the
exhagg} extiuding Eﬁ%ggﬁﬁ’@ met@ndiTher eafter the inl et
tenperature is increased to 60 5 C and the kernels
coat ad) miltilg thecold suspaussdnytost partidel sicoatiengees ubpetii ad about
?ﬁkﬂ?mﬁﬂmair spray systemcalibrated to apply 25 ng of

e TiImcoat on a dry basis per tablet. The coated
tablets are dried_byjoqging unti| the noisture content
i s | 53\ piieaess 20gprding & clowt Ehwhereintthp pelidssugpaasionds mdlledgo
Fliwadflatsdu®n @0lad Natduk b@hkhidend! e pol yet hyl ene- |ined
contai ner. Exanple 2 The followi ng conpositions are
prepared: The features disclosed in the foregoing
description, or the follow ng clains, expressed in
their specific forms or in terns of a nmeans for
perform ng the disclosed function, or a nethod or
process for attaining the disclosed result, as
appropriate, nmay, separately, or in any conbination of
such features, be utilized for realizing the invention
in diverse fornms thereof. The foregoing invention has

been described in sonme detail by way of illustration
and exanple, for purposes of clarity and
understanding. It will be obvious to one of skill in

the art that changes and nodificati ons naybe practiced
wi thin the scope of the appended clains. Therefore, it
is to be understood that the above description is

i ntendedto be illustrative and not restrictive. The
scope of the invention should, therefore, be

determ ned not with reference to the above
description, but should instead be determ ned with
reference to the foll ow ng appended clains, along with
the full scope of equivalents to which such clains are
entitled. Al patents, patent applications and
publications cited in this application are hereby

i ncorporated by reference in their entirety for al
purposes to the sane extent as if each individua
patent, patent application or publication were so

i ndividually denoted.Clains 1. A pharnmaceutica
conmposition conprising a solid suspension prepared by
hot nelt extrusion of isobutyric acid

(2R 3S, 4R, 5R) - 5- (4- am no- 2-0x0-2 Hpyrimdin-1-yl)-
2-azi do- 3, 4-

/ swr-butyryl oxy-tetrahydro-furan-2-yl nethyl ester
hydrochl oride salt (1) and a pol yethyl ene glyco
(PEGQ / pol ypropyl ene glycol (PPG block copolyner. 2. A
conposition according to claim1 further conprising at
| east one diluent, carrier and/or excipient. 3. A

phar maceuti cal conposition according to claiml
wherei n said PEG PPG bl ock copol yner is a pol oxoner.

4. A pharmaceutical conposition according to claim3
further conprising at |east one diluent, carrier

and/ or excipient. 5. A pharnaceutical conposition
according to claim3 conprising wherein said
conposition is contained in a capsule or a conpressed
tabl et and said table or said capsule optionally
contains one or nore carrier, diluent and/or

exci pient. 6. A pharmaceutical conposition according

a I e . o o N1 Y L L o o



