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Solid dispersion product of N-aryl urea-based drugs
Many potent drugs belong to the class of conpounds of

wok@wpho2or eas and conmpounds of rel ated struct upel/EP2008/064076

types. Unfortunately, the crystalline fornms of nost
N-aryl ureabased active agentd are characterized by

00 .sol ubi lit OUS|I |ds Drugs of | ow water
SBRLgPRarHgh ProscL BRIV EO el 1 o0 ac
ractjically insoluble" or "insoluble" according
M%PY eqtest dugs diRag IKlessss of espyouss CHbaY! Ureas %’ Cqmpounds
ef relategstrustyral tgpasubinfortupatety, thegsystalline fatosiof rmo@&aryb@nea
b&seQ0itipaayentsvateeshaldoterizet g poababilktp B aqykeoly liquids.
notoriously difficult to fornulate for oral delivery.

W\%tep E&B%ﬁtgsbgskm@mcﬁg'c‘ds@‘ e@fas ﬁ7’&5&céfe)}llg&muble or
n||

I
(Al sdating o e e gRRPPI At lr?“e&ﬁp Pof0 & hav-
ing\? SeARIKtY spsbihpn @poyts! RaTEPRr JRRAGRRriRader ((ess inmaoyt 100
kB/midare obtogioysly glﬁfewit Itg foxmulate for ot delBere Amping ledhrey loyahiems,
BiopVeabBtYDF sueh drubs,i wiengrintidisiereat I8 thetoysl ositacekdsiase very low.
(PTK) inhibitor. This corrpound whi ch has a nol ecul ar

85\ ic t ?lge ém% ec II }Qolu c8rrﬁ%und N-[4-
?%g@lngt %I%#Eézo ﬁo\f F’Qe%} ? ugte- EZ’E e”¥ gﬁ}i BT-869), a mult-
P59 Qt%?r%ﬁﬂr@%@ﬁ:'@”wpﬂﬁt@'tﬁﬁé mhﬁgconspogaﬂ i WhigfbBagya molecular
eight ofs37dguglmol; ipdiedlesadad Idermatiend Pgtent Pdioisatien Nor m

WO DoG4/1138D4anABBott haweateries.or al sol i d dosage forns of
a drug provide a | ower bioavailability than oral

?ﬁ e%ér fea Jﬁ% %ﬁ(‘%ﬁgas p;gﬂgﬁtecth&zarfd lggt%qn%&mfihgfsohd dosage

”H PS égre?%&%ﬁovgé@. liguid fosagesogp- I”dU\P%R é%”ces owever, oral
s@Jidufsispree {pres ©ha deugamYvide 9 lewritbigayakahility hiae orglsoitigns of the
daigi ni stration. More particularly and w t hout
limtation, there is a need for such a formul ati on

I?ﬁé(rbr?'gmﬁfns aer%%ﬁ n?ﬂ\% dParh A& utich! a?t"ﬂr’)ﬂgn&?é‘%b‘lfoe@rmulatlon of N-aryl
?eatatﬁt I%%tlv%r segfllcgﬁ ¥v %Ic 80|BBI Xrlu g g:% g@vﬁeﬂ i& 8Lt for
8%??'{715" ré ZRQ@F%IF’PSPC ﬁ%af‘%\’}’%‘%‘it W't?*éqnaf € ¢ Be’gyPy guch a
Wrplatien baving aldest ooe wpihedelinying fephises, advrntadasrardeasfits: ac-
teptaly highcbnventatentf theldtwy; aed abseptgblebiepeailabifityavhen adminis-

ldréib@iyrt Xt ure contai ning the at |east one active
agent at | east one phar maceutl cally acceptabl e

| east armcel
TRe e Pl B8Rlo oBher R HrofF o BRERIRT bt Saphingmacen-
F%@PW\?‘%%@"@F B%s) fromthe liquid mixture to
obtain the solid dispersion product. The invention is
par t pephivd ¥ liglse Misttureaontsdrtigy thierss @agbbres aotivpagedtyat least one
wat ebha?ﬁiab'@ut%aﬂﬁéccebﬁéb@rﬁ@tﬁ@%r&mgﬁé enlt,i R @RBE bCpharmaceutically

compgynge ORRU §n%tqe£s%ﬁé§8(/§rqg %w@fer i nsol ubl e or
b5 @“%V'ﬂgebg 3Pt g o migte ookt ekl pRfe Slon

0,1 BP¥8Y nl .In the dosage forns of the invention, the
active agent is present as a solid dlsperS|on or,
preferably, as a solid solution. The term"solid

#he PRESEIANS pgﬁlﬁulﬁﬁué’ef@f&t\ﬁﬂb? Rs@ubieldr BoShyalStet-88uble (or “hy-
ﬁr%?ﬂ?tﬁ? 6r0 |I80 hh%ﬁl Ougﬁ% o%ég gr)e c%ﬂggérleﬁ'wrgqeﬂﬁsoluble or

P AARIR P OS I rhbUly PHETEHED Casondi be/100 ml. os-
eetiplyriessisan fJro/E0GMpl e, the active agent or
conbi nation of active agents is d is
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persed in a matrix conprised of the matrix-form ng
agent (s) and pharmaceutically ac ceptable

waoobasizant (s). The term "sol i d di spersion” enEOIVEPRS®664076

systens having small particles, typically of |ess than

1 nmin dianmeter, of one phasé di spersed in another

RhAe %osé’&@fﬁrrﬁ@bﬂhgirﬁlﬁﬁfcﬁi He Kftivé BEeRMPRESRS d $ol1id Widdersion
BP%LeféJ%Blé/;é(sgé %{}Ld scbltft{(} “’{ﬁé‘%erﬁé 9618 c{i’ésb\é?éf&r?'de?‘n%‘é Eﬁgéﬂm in a

e e P
PRNts, vb@r@lmqng@ogpog(mt||sdd|§@ﬁr§|@q @Wnlyotpr%lghglptdg%yther component or
sohptrients. Forexanags,tha ettiveiageni o canthiratige nbaclise ageats $3/dis-
poISEE M 4 Mantxi impRis6® bithe mEridformingQlgeats) anddhatassytically ac-
PR SurtLAtARaY. Tl thinh Abfd aRFeRRn" gn&%bﬁsb@@@s@érﬁs having small
E&ﬁ{:lgg rt?&cﬁlli}yoﬂe%"él#ha%yﬁ r‘ﬂ'ﬁ dla ?@re?fséﬁ p%'ér’ée g% Qr%%d |n another

D Spi ishasiF Shihe FERPORTT 5 SoEh AL Sk trericaty
ew a@@@@ Y ByifaRe hamogaaeupdhouUgBEr 6pnsigtagf one phase (as defined
i thénmnaositynamicap alighsa sol{dvis{®rsion willdre efibddi"sdidtsobftion’na a "glassy
boIMEI" | M Plas@f sdi@Rptis @Menidgbh&sus| §lagsldsmichointiect & LR is dis-

?féd*'l‘hea §ssf§%roﬁ/eﬁfe '@Pé’és? QPﬁJhﬁnsSéHdV&ﬂH (s§ﬁjtl?ﬂ§ a @%?effeﬁ’é@ Bhysical

%}é %rpse r %m?ﬁg%gt Q/nt%t (a ¥spnﬁﬂ?antgﬁ1oup% of acme agen?s in
BYeir ey sé soré‘?' fORYYSEBINe Slais: saﬁéer@eaﬁechw\?&’Pa'c%‘?B(FﬁéE?SC) or X-

rﬁyuogﬁract!%wyatmts (¥AXI). di spersion product to be

subjected to a direct tabletting process. Preferably,

trhéh émbb@mehtoreissSRNEMmtdN! ¥t 16 Ohe Allet id dedﬁjetohheﬂlkdlﬁij mixture be-

eré(Féﬂﬁ&rln Tth@_FSNQfTJ 1P ag 'fédn@rtﬁat'lﬁc ratfH &l Ol faf'n d'the liquid

q&&?oe%%mw o ParsEivatl RGeSt R eSO"8 dispersion
erdecthiaingd dhistaows f1ecsichd !ﬂﬁ’@@%h%f?@'é‘?t q be a¥higgied to a direct
thbtsttingegroerssur al and pre-gel atini zed starches such as

corn starch, ce real starch, potato starch; or the

bréf@ramvommér is bB&ntiblly iBSoliiste I?ftﬂé%@@'nﬁdxt\l)ﬁat er-sol ubl e.
Useful fillers to that end nay be selected from sugars

ch_as lactose C ols s
TAEHy € oPBBRIF ol A S Ebo SHER By sooctc
femiRran e partivHateaatgtialy sugher silica. Galcim Gayonale gelcium phos-
phete srditaniunm diix|de; aatuepardpre-grdatinizedfstaraiasgsuagentcoansiarch, ce-
pahstarte potaadthryhagraleplilabl e surfactant are chosen with
the followng condi tions in mnd: ( 1) Essentially

Eﬁbve\%r {hgq‘lll?‘: Is pYe%?r%gg%até%mbqe %gﬂ{l I’Pe% ?eﬂaﬁé’ ﬁ){ be selected

8’&?[“ g?s Sé(lﬁia aﬁﬁg}?%c%l{ﬁrq){ggfsyg’aré\&cg BlﬁéﬂF%aS mannltcﬁ sorblg)l xylitol;
UFUOAE BigARY SpTivatyys.The matrix shoul d have sufficient
mechani cal integrity and stability; in particular, the

MRé Fdlative RadushtssTtaceveadint, phatladduaually Geosdtatbié YnatIﬁ)hI@rmlng

g8t ahdh han?Jce@ﬁéa'llEj%c Geitie AL RPRLABGRYE Gah ki¥e following condi-

glécelm*rﬁP selnﬁal or”%;l;g% %qgg%gérﬁ SFE)&Q]b d?s]p segj eR/8nIy

‘& %‘OH?t Sé‘f?it JRaFiKEY B\P& ?QGQF(P ar&ﬁ@@ﬁ?aﬁ%wa”y
g@nepﬁa@!eawr(a@yant(g Z)Jmeonqtrlx shoulg haversufiiniestt araghprical-infegrity and
stabilityGintart@ates thk Imatrix steusbhat éxbibi peld SloenGpnerdUi tthe mass ratio
604HH0E sgéﬁtraampabmceﬂméacny 36cépdnie WtrikYormipg efeftadirym 0.01:1 to

ﬁr3o eﬂQQH% 0bst T)to]('f_’Z %6 I'ggll?é ma8f radi A a@ﬁvelaeg% ¥ar9ﬂ9narmaceu-

rmaceut.ical t r 0 %
B RS B 05| K ol o el eyl Rl
of said at | east one pharmaceutically accept abl e
Fanerialy.fig selidglisngesion piodeghcebwise to 70 % by wei ght,
preferably fromabout 5 to 55 % by weight, of said at
| east one surfactant, and
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fromabout 0 to 80 % by wei ght, preferably from about
O to 60 % by weight, of additives such as fillers. The

wodwioz02bor m ng agent may be any agent capabl ePOIf/EP2008/064076

enbeddi ng an active agent and/or being |oaded with an
active agent and stabilizing dn essentially anorphous

ﬁbrﬂtaﬁbogf 110 %Ody \Néiglﬂgﬁr'éﬁ‘era@ﬂ/ Xb oufd 13798 %4 By WEIGAL, Bsaid at
dised. The pharnaceutlcally

cce rfea@%ﬂna ljrtlgaw 9% ent s su {% °§eb L&l ,
FORAOHE! 100 ettt MR o gl 20 s % By Wi, of said at
I?ﬁatrQP&o(éﬁ‘( mé%ﬁqt@a'b(c?&éﬁ?taﬁﬁ@%w -{PRBing agdenbi ds or

tromiziboat 2 tn&) Bfbyt weiglur priefarably fremeatfout £y et weight, bbsaid at
tehst gner esetanf, ahtie i nvention are cyclic oligo- or
ﬁQr‘n%%%EP@fH 8(7€y \I/élghteﬁl%fﬁ?étﬁy #8mCH oL ¥ E OB W LIBRE ST additives

chC%s II8 ucans anal ogous cyclic carbohydrates
V\%] are “descri bed, for exanple, in Angew. Chem 92
%1980 . 343 or F. Vogtle, Supranol ekul are Cheni e,

hel MeiixTosRINg egegInay Isannagent sarabl effesbasdingran agiue agent
eya/boching oadedwitih ae belivevageat arid stebilizirg suesstiallyfaomorphous state

binthe bable AYemt. Wliktdre3cdf imera@ening ke WaA Sof dolrse, be used.
particular in the sense of host-guest systens.

ll__')ﬁ‘% 85ar¥“aﬁr lljt}/c‘aﬁ)gaéc?glaglec%gg qgrﬁrélg Sﬁ is swtgglggfallected from the
BFOHRé?B”‘Ej E”@dg sygpiedrinegrphasmargitical e%tab'e %?'yra/er@ lipigs or
gorphipatiuneaof fvaner, mHeg}h@ﬁeOfst ructures anal ogous to
cycl odextrins and conposed of a |arger nunber of
G&M@@éi@ﬁnsqbr B PutRse D BRIISveRtiEn BtSE)cROBIRRL YARdIRsa@Bithrides, for
8 %stc?@og&c%lé Lz? ]Qfaéyc c%ﬁ?gn'a'arﬁ lo 5@5 | 3(:: ér%ghydrates
Wﬁ'c lprbRy Wickefi o fe PophybE7otie. su-
ulage (Pemiga2nd Eiti 'Oac 1§9%hPyiqigeand %rﬁf%'%ﬁdcﬂﬁ qusﬁ§yc'°dex
’F@@W@h‘dt%@ aoyirugBlre gdisbiecidr intarawiops ith actisagemhmslecules, in
partit@bd ie tlexsemskes hasteyupstagytenss. Bhirtichiarly eaitibieotycaldextrins are
ek egexdting % 617, tdordd &M'@QI?C&Mlééﬂ?ﬁnWUéﬁe%hhy |v@iéh are
Qéﬁleg%e i g@('aedqﬁlogﬁhﬁﬁs eéﬂg?‘ %f?”aﬁur%é' q§|o§§us%ydy€|88extrms and

ﬂgp%ggg%aégz{p?r %“rB%Efr é?ﬁ’&?%esfoéﬂlﬂ%@( PHIRA 599%9/ 9Pa°§?"’88'e and
8{/i#dt6- t ut ed. Dependi ng on the degree of substitution

or the chain |engths of the polyether units, the
Alsersagsbleas ayclolrgirine a0 nodifist ichclddextrinstsoah as ot éxas@ye, prod-
L&t whHIRRh el prEPAre§ b feartiky bRMSIeRtking Svithiliky MR gx[e8 I"&Ikyl hal-

m&%e SJ %?(J gd&%%bﬂ/d'nﬁs rl?@c‘g/grer‘ges b?‘héigé:e%'a'téﬁ &ﬁb XW(,eim S.

R F’;‘F%RJ?% aig ot e Lahh oty g{ﬁ%ﬁmﬁ it lkjlene ox-
idee skenes pihieBs oxgel RerRMeNa PddanbiYlearIoXidear sy renfemtide. One,
swohthas ode -or @2 Rydibiy grauak iirdies cy€lodextrirapgyetherstfidrpded in this way
ﬁiﬁb%lsﬁﬁstlt@tbbyﬂ)epﬁéhld(?fgl dhethe dagiee @P¥libstitiltion ioflthe dhaldUbydths of the
%é’tﬁé%lts' t%@ké%ﬁé e%lé}xde‘éﬁee S ufhl Mat R8o sh Weyr{umber of

ﬁ% 2d of ﬁyleﬁé%?] % |tﬁ h?(gp (9 ran% o?%kcl?&eg(trm 9

[ eac‘tee Yusually be-
e3x

Eeh'f/ [n %rmcf%‘i BO HPIX‘?i |"&'%{Zﬁrt'§ﬁ'ﬁﬁb§léta%% exam-
Reaare ba mdwts@@fkm eeche efcxplepedrinsewidsalkyating agents such as Cs-
Cyedlind balideis nfoe examge imetint colbride ethyirohlerideh &opaopg| drloradel n-butyl
byl elideX Ydob Oty PeHIGridRY, Bersdybaiibridel RAnDhiBl#, lsteirI€hlogd&Upsthyl bro-
WJeh elyfo Mﬁdeoﬂ%&ﬁ 'b .8?%99%%ﬂ<r\{f3£ulfg{éé°s%ﬁ a¥, %F é«arﬁph@ di-

fgi/fa e cﬁ%h}% S %te ﬁ%?#tl%ﬁ&\}ltg & @%tlng e?uagq(rézgl c?s to CH(gOdeth‘ln
i Qe Moge %38 oRRAT BhRYdrexy! QFQU;?S ﬁfee%%sﬁ byalkyl ether

gw@@psa aln‘«{@etwerqyn%pqlext@nszconmspd ohplacosgsr wiitsr the ayerage dggﬂe@rof eth-
to methyl ated, ethylated or propylated a- , b- ,
g-cyclodextrins with an av erage degree of
etherification of from1.5 to 2.2. Also suitable are
cycl odextrin esters which are obtai nable by reacting
cycl odextrins with acid chlorides such as carbonyl or
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sul fonyl chlorides. Particularly suitable are carbonyl
chl orides such as acetyl chloride, acryloyl chloride,

woredobasrzyl oyl chl oride or benzoyl chloride. Al BOI/EP2008/064076

suitabl e are polyner-nodified cyclodextrins, that is
to say cycl odextrins which aré incorporated into the

Bﬁic%ti@lh osBQ:'nN.’ T@js%aﬁﬁﬂﬂ/tﬁé rdnge | ieAeR bltb BSpraftiradly MAKe range
r%rb 1'i ﬁg Bﬂlc I'aq 'aglg wPfheQQJ@’éé‘?irﬁ 196 29p5 c¥lar prefer-

emse
'8(986‘?{‘ o %ﬂ I SR PUARY OF iy oo With an av-
ﬁrraﬂﬁﬁ’@@@elq;ﬁ efrﬁ*é'f"i‘f?d'loﬁ of figmn- @ 2-RAlpopyitable arggygledextrin esters
whichianedbtainebledyaepitiog chylodedrirts with avjd biidédesrsiunls asicaibony! or
suilfonil dhitidps @ farfsustaibie akd €arboMPLhiBGded such as acetyl chloride,

5&9@@' dh%idegmé%er%ﬁ/ﬁchlérﬁfe cﬁ’b@ﬁ?&ﬁcﬁéncﬂ?scrl bed in
Act a, "Vol . (1965)°, p.
r- m)dl fied

C d
AR TG B P hSo ES ‘E?V&I@d@ﬁ%‘f‘ﬁ t@%ﬁgpq FAHFEIBHringphich are
isompPERied Nt the nesim chin ebpalymers, antr cesdladgtrans wiyjch have been
eiyarihed éx side wbain® di Halwdersior repthenselves sibé ehgin® ofsolyreenagPoly-
ﬁi@P YHORIIfied @Il dxivirlin uhichQR® BRdETextrinf hits @rxeamPdryel)in the main
Py Hptrnb%)bﬁ/&leﬂfgrl\ B89 e¥talrien, (o?@&é}%asfw RLEShd Y cloBExtrins with or in

ep(g&s%?cg@ L? %\ Fe (fO% nﬁ% oS ssln#xI}In%/rqagérlijt)%aftlp?%xawglg mse déscrlbed in
Uﬁh‘t ﬁ Faatvé?é 4§nQ1g }és PRIYMgr-Mmodiied M?Igg@qtrlns in which the
gymﬂ%tr@umﬁs ake sifeehai C@iﬁml@ntsﬁﬁl%@ﬁ%?ﬁe ahaighean be obtained, for
gxartblerbypryswidbxtting motiified pite palymegzgaoé groeps ity fpoltherized with

ethet @cﬂﬁ@!ndnﬁér@&‘o%%a'hﬁl@@y BYIGMeans Wdlbdé&trirﬁ(rrfélh)ﬁd:r?l@tes in the
lre‘%?ﬁ’c} Gt e |(%WI Hﬁsgat@-g rm?ﬁesrs bPb} fed- ?ﬂﬁéal rafting of
terlﬂ,épgﬂ%i%wl?% %’P?fﬁe l/%roups such as, for ex-

tr| ns, or
g? o
ﬁi?l e%wmd.aimh@aéﬂ?%r @qsél?ﬂ@/ f§[| e'f?pagng P@Ymﬁ&@ﬁﬁ'f'%d cyclodex-
Hink ydthitae cydladsxtrianmite on sisiedronlsi af @ssideegroniys ¢fmolpersis to react
byadlagetias, ddpedtendted cporadendims tor thatrsallkaalienetal salts with polymers which
hy\ww@éMﬂmta@y@b@t%@éu&%ch S5.08r SaMPIE rBRYyIHRP¥beydate, acid
ﬁé(lfb‘e‘?ﬂ%%%%}) é}oa&“blt Ogeeng' pi ds may be selected from

waxes noglycerldes and

hospho ids. The preferred matrix-form ng agents are
Efﬁi‘?rﬁ% qdgxlrings Q@JE’SEO&MP'EY'WP@M@”GSTE@“ as hydroxypropy!-f-
pYododextriout i cal | y acceptabl e pol yners may be sel ect ed
fromwater-soluble poly ners, water-dispersible
BGl'téﬂ"@Fpﬁtha%B %éreété%'ﬂloﬁb\'/v@xé%otrbl &I Sn@ mcARYlyBanded raﬁd

}p ﬁ8ﬁpu 430 ymers are consi dered water-soluble if they

I a ear honpgeneous solution in water. \Wen

d| ssol ved at 20 OC in an aqueous solution at 2 %
Tog QQGfGFfGH’em'V\Ht(éQmEQﬂ ANEs YEIRPREPagRUbcally ASESPiakI] Pakymers.
apparent viscosity of 1 to 5000 nPa.s, nore preferably
The phdrthatlicaRaasceptubie ;bﬁlﬁﬁer@fnﬁ)ﬁwe’ﬂéﬂlyct@d frémtviatdrOfdluble poly-
mg?s %vatéM)tlé:d'ers(ﬂﬂ)lé B@Fyﬁfepé & \P&bﬂé@él%b%&% § %r bRakhixt M @fbreof,

fé}h%?s ?% cwhg Her\’\@'\/\?arter- o) ble |‘1;91e %r%all cI ' Np%ﬂ 91 Bus §olut|on in

nat e

S0,
W?t%é&aﬁfb '%@Y?Pl? g’r?s 'M@ﬁ“@%éﬁp ?%tloé “ﬂ‘ix ?ter'SO'Ub'e
pelymer prefaiakly habpe aypayemt vispgsigf Ofs1o‘10lﬁ90 SHITROTS paerferably of 1
[ &f0emPad, &rdmestaivbfprabiyhel Spotodi0fecieas i Waler-dispeséd pdiyreers are
pRky eI, HEw eyedtddwithWateR e tIBidaRGisgerdigndfatiadr thas tlear

40 06on. @?Sﬁ %BQQ&XMENWét@?értaq'b%?&)&ollﬁm% \Pét%F §\R/é‘|pa|b)é bdiHrs typi-

ass trans
Elhnsia o Mo PSR  es of te
organi c polynmers are described in "Introduction to
Physi cal Pol ymer Science", 2nd Edition by L. H
Sperling, published by John Wley & Sons, Inc., 1992.
The Tg val ue can be cal cul ated as the wei ghted sum of
the Tg val ues for honopol yners derived from each of
the individual nononmers, i , that nmake up the pol yner:
Tg = S WX, where Wis the
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wei ght percent of nononer i in the organic pol yner,
and X is the Tg value for the honopol yner derived from

woonsn9i . Tg val ues for the honopol ynmers mapCheP2008/064076

taken from "Pol ymer Handbook", 2nd Edition by J.
Brandrup and E. H | nmergut, Eéltors publ i shed by John

PYei&rybi, tﬁ@@)ﬁarnﬁéh‘éuhcah?gl@cep\t’é}f HI?m@Fjélﬂano 8§ inAREIERRS has a
*I' of Qﬂ §E|4bd§ CH f\)é)[ e d P86, st E%?J}a Igﬁoﬁ%df ‘Vf% 180. °C.

@gmfe@n RAPNST toRiretaitis, MeleR S FiRG TS Ul pf the
SIGRICLRR: qrﬁ@rqq%g[lbeﬁdp| tradugien 49 Bhyw%a’eb'meﬁ%'eace 2nd Edi-
Soneywhat. Speieg. pidlisHearbyt JobndViayt& Bgng dhoyn192uslesd T walue can be
télsulpee patied weightedsugrestendirg valnes forhamopolymers derived from each
g BRI HiIQLI HREmEAL i, i3 nakEQipQhe pOIyAEr:alg i PNEE where W is the

ﬂ/ﬁ?ﬁ%@r%tﬁ o}% Bgm%F %ln tl%](gggaalg%{;ﬁ/n%r eefn%r)@gl tH %8 vgﬁe%r the ho-

Iner OpEf oL EOBPEP inba R IIES [ ea@% s may be taken
fremy W@%b‘ﬁn@i@%m?@ét@ﬁ'mrwm Bran Wﬂ@rm Editors,
pastisped hyrdots \Wiley @ Jookyiner $968. N- vi nyI | act ans,

especi al Iy honopol yners and co polyners of N-vinyl

9¥ﬁ6lﬁl éo@ﬁﬂ@s F@ntglne@m H¥isBid ¥6e§r§’ibh Rﬁlﬁct((?\ép)en the actlve |ngred|

E t¥ m y%x%rt p\ag¥?F|R¥8 ton?@ 88\ Vi hu?§§ re sthe Tg of

yg%ers c g}aﬂr@lﬂng}sqygtd FSiON RIPguct gﬁa somewhat lower Tg than
tﬁemmrélw p@lvmgfeusqd;f@rr 'WQD%?II%IW genpsels thejfinabglid idispeesion prod-
htdraeayTy ofiphdl ‘©Cedr hidees aprefeyablyo & &C oy highdry hoed prefersielg 20 °C or

higheedrd raodtdrefBired 95 yOPRighset hyl cel | ul ose, cel | ul ose

pht hal at es or succinates, in particular ceI | ul ose

cetate at e _and hydr | cel | Ios
AT RArTIE Prolorl Bng BaRieR AR Bbl e S Gak by 3oBeisp from the
ﬂ%P&QWF'%JB?I met hyl cel | ul ose acetate succi nate; high
nol ecul ar pol yal kyl ene oxi des such as pol yet hyl ene
barndgolaners ol ycppolpykasns Noxingléacnds, cspotiviieiadnaiolymers and co-
Qél Db RN NYih gy ABREIPE 0P Y &ﬂﬁ/l%ﬁ@)hdcﬂ%: PViPYYdopolymers of N-vinyl

copol yners

Plaraphs R %’@"%*F Fbﬁ%*é{ ﬁ(ﬁ? i B‘Z\spyAa
Ludw gshaf en, ; pol yacryl ates and
BRIUATE SR IRET ?’I‘%F@%"%@ @H‘e&% inreanigldanneibyigeliuipsstang ethylcellulose,
hydrgxyaikylcetiposes, imgrastjcutes hiidioxynropy| eatiu bsemstydydxyalkylalkylcellu-
eedac partiadier eipedyproplyBnetidudaliliose, cellulose phthalates or succinates, in
PRLiBAST 38ib8é BcdlhiZInHIRELAG Bl drvky d?@émgt'hyllc@ﬁlﬁose phthalate, hy-

%r%ﬁgé éeﬁﬁ%th}yfﬁgl( é&y Q{cﬁ?g%?el +W1| %%{/é’ljoe}'}lﬁ% hylcellulose acetate succi-

@Pyacryl ami des, vinyl acetate pol yners such as
copol ymers of vinyl acetate and crotonic acid,
pigh mad¢dwarippiyatiyene dxides guihmad payadhdere @ddesand edlgromdene ox-
ide a8 dapbitinald of es@MsNel dxidetandabyWentydxidd, cohol "),
pol yvi nyl aIcohoI ol i go- and pol ysacchari des such as

E‘ %&%%?C%ﬁ?lsp I‘%%ZC% ﬁ%?tecgﬁglym g@%\hesﬁgs Rllicoat® IR from
6 wigsgateg ofl%r 5

's of N-vinyl pyrrolidone, in
particular a co polyner of Nvinyl pyrrolidone and
polpgdrylatestaati @olyarethgurddtes sech asmpthatiytubcd/ethypaceyleteragdoly-
Aeks/ rlfé’thé(ﬁyh% a@@ﬂﬁtﬁﬂﬁﬁetﬁicrﬁl@te%dbbly\ﬁ@rg fHuty@fnetHh@F]ylate/FZ-dimethyl-

[ [
imgfa g}{%}?ﬁgh‘&&!d\iﬁ/ nc;/ giégt a@ﬂﬁy&?ﬁr frﬁla/e ¥4 ‘éﬁg@ ywa cﬁ<ya|kyl

S sﬁtably used is Kol lidon(r) SR(avallabIefrom
BASF

polyacrylamides,
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AG, Ludw gshafen, Germany) which conprises a mxture
of PVP and pol yvi nyl acetate. The term

w0 plvansageut i cal |y acceptabl e surfactant” as UBEDEP2008/064076

herein refers to a pharma ceutically acceptable
non-ionic surfactant. The surfactant nay effectuate an
i nst ant aneous enul sification of the active agent

{if ea%ﬁf%qe {)&grngsI%%C %§%8 Ifrﬂé@o@@%%cepaﬁg\éﬁgﬁrotomc acid ISoartlally
Bl ee PRy Stetp(Pdn R0 ceipad 04 parFall SoBp iR, FOnvY alcohor),

surfactant as well as conbi nations of surfactants nmay
pelyusydalcohelcor di ng to an enbodi nent of the invention,
the solid dispersion product conprises a conbination

Bfigd- WRd Bb Mcﬁam&rs”@ﬁ ey chGalderars GRRIRIh$nans and xanthan gum,
8}1&1[@{? 81{ e rrnq rS &Q 1surfact ants "are selected from
sor an

ers, pol yaI koxyl ated fatty acid
esters such as for exanple al koxyl at ed
QW@@I‘“%@S“O%@P%MFW 8%y FeRaMers IOE)KII'VEWVI Pyreligone, i padicepsa co-
polymat ofiN-snyidbyestidore afd ol pedtilel ameregleyredl A particularly preferred
pellival isaxadpalyaiér et MV&by)\ﬁ/elfgﬁﬁ dfthetspaehst, NVaEOPRTidbne and 40
QOW@Euﬁﬁﬁonﬁe &d&ﬁ%@rsvu% at¥@idr nmore thereof. A fatty

acid aln in these compounds ordlnarlly conpri ses

fron18 to 22 carbon atops. The po kyl ene oxi de

Bifgthes relymsy MOIChSRN Deetiiafly P?‘%f’n’ﬁ%ci( ligoa® Sk faypiakle Bam BASF
Ok Ledwigshafen, dsirppasy whietheoraisge aunixtuse offeYP apd eelyyieylacetate.
Suitable sorbitan fatty acid esters are sorbitan
mﬁ@@rﬂubﬁérﬁaﬁ@ﬁdélly Q&e@%@ﬁ]dﬁbiam &s U8eH Betedrefers to a pharma-

%\gjc'g Sb@%%ﬁl s@%(ztarﬁoﬁﬁel §Lﬁ‘ﬁcf£ﬂp 9} 8AL&uate an instanta-
Igjficai

5PeT hg@Cﬁ%%%%ﬂié@%@Seed%m& dosad foum aneley grevent
Brrec@ﬁﬁtﬂﬂ”t oftherdeiys ingmedient E&éﬂ?pqoé@%? Wids pfdhe gastrointestinal tract. A
piole sl faxtgntsere!lsasr ¢gsimbimations pf/sutgictintssmay be gsed. According to an
pobydixeat bithe mve M) thecsdlid depersimnqreduciteémprises a combination of

RRJ yrasyetdmakBaRutiddly szeshbbiaRumiiangl mtate,
poI yoxyet hyl ene (20) sorbitan nonostearate,
%gi !?QFW éﬁ&C%%sO%?rBﬁt% iy S?"tgtees%rsatpgwk%xwated fatty
[ §uch5; 'op 8X3BRIG RMYAKX¥laterglyaeHAs. Polyalkoxylated sorbitan
tattyabelaftsterg Dk @l e8&rs obudlyedseretglyoolse poiykexytdied athers of
Aty @sdodals atoeopHedy| yompetnus & meixtids & and bt mbrentbaiod W fatte acid
ShaiP M M@é@’@érﬁ'ﬂdtﬁﬁ@ okdiar®PEMhirRBs MBROPIEBL &arSiH 4BRIs€The polyal-

éﬁ@&%&’{%o@s (%)nﬂlrpég %W Srsagﬁrfrg)r p{oa\‘iqwglgylgr?é oﬁé@gplts 8%erably
B hy@Pé%'QgH@F? fpeEg’lor%H'Ieof nat ur aI or hydr ogenat ed gl yc

erides with pol yal kyl ene glycols. Comrercially
Suitatleabdrbitaxfattpbeid eatees prel spobitpe tniyriokueatgl sarkitanl monopalmitate,
sbrbitdaromeAd Rearate (SPhY® 6P Isbiiten endbyleateqiSpan® 80), sorbitan
irfsle’&)’éié ROYVSHRAF G Se ADrbitnSHBRM A-4ts, &Hithn BORahRe d?'régrbltan

F}% gxyl ated glycerides [ike those obtal nabl e under
e pro prietary names Gelucire(r) and Labrafil(r)

from Gattef osse, e.g. Celucire(r) 44/14 (| auroyl

rsamelgs of sataglwaeik@éﬂaigﬂ Speited faly aciherierstase poly@wvethylene
(H#0) hyrthitary evvadiedrata Ipolykryeatiaflers (20)sdrbitdPE@oddzitate, polyoxyethyl-
(S0 é@r‘bﬁén ﬁﬁhé&eérﬁfeeéb Pryeffifaredd) sbvignteeidolese (Tween®
Q@)GB Ietn 639G |f%'t ét& eO(FFw%En@YS% ?g I‘F&/I@rﬂa' 30) sorbi-

?,aaé“ %tF( P2 88'%03; gerngé“ﬂ%wﬁ agns%s%%?ar ecRygethvione
prgton @ﬁf?é?%ﬁ’ et Yiepes(Bireybitan menocksie fatty

aC|d ester of polyal kylene glycols is, for exanple,

PEG 660 hydroxystearic acid (ponegcoI ester of

12- hydroxystearic acid (70 nol %9 w th 30 nol % et hyl ene

gl ycol ). Suitable polyal koxylated ethers of fatty

al cohol s are, for exanple, PEG (2) stearyl ether
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(Brij(r) 72), macrogol 6 cetyl stearyl ether or
macr ogol 25 cetylstearyl ether. In general, the

wo omophkepyl conpound corresponds to the fornul BChePDMS/064076

wherein Z is a |inking group, Rl and R2 are,
i ndependent |y of one another, 7Thydrogen or O C 4 al kyl
@Ui@aﬂb bStyARoxy QDY cdrides ke (§t9a|;\Q@for Rk&hBleay icokPiatiéh of natural
d-rr<¥ n%?eldl yce% ésgorttgﬁ e{nesgétgHﬁaca%n Bfndt Hapgﬂyg?o enated glyc-
gré(?/ gI36;8 C@%gélﬁzavgf %tr)]ﬁﬁﬁ?raglgﬁ arﬁgjﬁ yoxyethylene
ﬁ'N@fFr@'rrl*Céfd)'Q%% 3% IWXQXY@B%'@%&'MC‘P@' tHhyrhaxystresrin éPyremophor®
RO BAFTF &i&y agH ypolyblkexpdated gtyeeriddsilisé thase obtamzile/under the pro-
phdia G \Hai 35 @Gcile® &0 b T®EEm Nhtteioide, EgTBSiciré®@4/14 (lauroyl

RigoF) YPL&idbopra %f‘eo‘W Hr%bst%ﬁﬁ’cfa%@n Yt I‘i}ﬁ‘fﬂbg&ngted palm kernel oil
R/ﬁﬁ'&%@ﬁ% @%(ﬁ{] yd/%’%q tt q‘gﬁ‘ r¥, rm%%ﬂ @é}‘éﬁ'by trans-
iy oH Dbl A in 25 P b S Toleoy!

mRcrogsid glmgengs IPrepaERf bWr@ﬂ‘ﬁ@S@Bﬂ‘iﬁ’ﬁ'ﬁﬁ @é@@fﬁ-‘@ék%f ”?'NFd)W'thl REG
32®). found that surfactants or conbi nati on of
surfactants having a defl ned HLB (hydrophilic

k's@ﬁ%&l? kdt J&ﬁ)‘ Z I¥96I§fse fcfr%QatﬂB%r PEENR0 hydroxy-
%%g ?CI% I}gfglyc]pﬁné(%r | en rox§§tﬁ§r(ljc &id QS% mﬂld/a v¥|th 30 mol% ethyl-
0-

yEQ! Cant or - Verl ag (2002)) attributes numeric
values to surfactants, with |ipophilic substances
Beitales polgalkowateHitBensadf fety alcutholsyette, dphedantple HESS () sesaryl ether
(BHE®72), Mg did dbiN 6 lcetylstbard et or MacRigef 28 eQfiseaRPEinBENt S,
t he phar maceutically accept abI e surfactant conprises
ﬁ]&e%ﬁlt oneOSf;r actant havin aggtﬁ\fr t())f V%O or
era g eophery CComRAUAg S %%98%1‘“ DYV rror e
may be selected fromGelucire(r) 44/ 14 (HLB 14),
Cr emophdf (1) QEGHR-BHR?Y)H Tween(r) 65 (HLB 10.5),
Tween(r)| 85 (HLB 11) . Preferred high HLB sol ubilizers
are tocgpheryl conmpounds having a pol yal kyl ene gl ycol
nmoiety. (In a ef erred enbodi nent, a conbi nati on of

sol ubi lilzersYi'$ used which conprises (i) at |east one
tocophey] c¢

noi ety, : CH,
gl ycol

pol yalike ed poty ‘ CH,
t ocophetyl canpound prefer abI y is al pha t ocopheryl
pol yet hyl enngEycol succi nate. The pol yal koxyl at ed

poI yol fatty acid ester preferably is a

0 at ed ri The nass ra
% 'yb'hgf%%, SH%CPS %S%I & 'RESRPNG e C?&P%‘P‘“PS‘E - frydrogen or
&ciCa atkyt and rptsahentslewfrqr@ Site 19®»epre arapy Hi %wmceﬂlyl tiothe

tesidlie.of bn aéphatinhiddisiverttd such esattance sagpinic, ar adipidvcid. Hreferably,

et R'bagaet a6 hi #egagent . N-ar yl ureabased active
agents are bio oglcally active conpounds which

ast one urea ecu
I B e S cdpEodd sa[ﬂ"ﬁ ﬁ?%yorph%ﬁhp%ye.@tn%‘? Yot succinate,
whisaeg CQ"EH“@'EW@ @M'a%ﬁdﬁ {PEWN EXEQS i§ 3 Waig[-soluble
hyif obibealsabrcefvitanin, E a&epa/@ﬂdl byzgsterliyire dwitiheHoesnberyl acid succi-
sytetvethi polyetHyéie, glyadot 0000 VadmmdETRGSE it availzble fidne Eastydan Chemi-
B4 B pERY, RifgShFRATROCRA! dn@ i9listE@Ineth® CCHHFmassHMRId (NF).
group or "a fused carbocyclic or het er ocycl ic aromaticC
{ o t he n| |s usual

s Boywid LRCTE s brpppahtn A S Bls Py gnganted HLB (hy-
QWOBDHBC Hegphiis brfanrelvalus @rﬁé’r‘i’fﬁﬁr?@@é@f O BP\PHZ RS-
aromati c or nonaronmatic carbon atom The aryl group
may, of course, be substituted by further
substituents. Generally, the N-aryl urea-based active
agent is represented by the general fornula



wherei nGL and & are, independently from one another,
a carbocyclic ring selected from phenyl, naphthyl,

wheozosozel obut anyl , di hydr onapht hyl, PCT/EP2008/064076
t etrahydronapht hyl, benzocycl ghept anyl ,
benzocycl oheptenyl, indanyl afd indenyl; a ring system
sel ected from benzoxazinyl, benzim dazolyl, indazolyl,

PROZR %91 Heal &eﬁ@%@%k%dua Bﬂg%& da&%‘té‘zé“‘ &d.; Aulendorf: ECV-

Eﬁltlﬂ aamch erla (ﬁé@p&?/ I‘Iﬁ \)és n meﬂ‘d)\(ﬁlPF%& g/urfactants with lipophilic
ﬁ%ﬁﬁmﬁarqqﬁ:wmg lgyemiak-B M9Ipes PWHBYWPph”l'CS“d{bﬁ@@P% receiving higher
HhBokluegl , purinyl, tetrahydroquinolinyl, indazolyl,
i m dazo- pyri di nyl, pyrazol o- pyridinyl,

RYSrefpkd ePrWoHWQ‘It@XIIle IR RicRMy éd@egiaﬁbél surfactant comprises at
I%%Etr QUL rﬁ‘é()qu WHLQ&QME%? hhgt ore,

o-pyrrmdin 0- 0Xazi ny pyri do-thiazi nyl,
r|do oxazol yl , pyrldo t hi oxazol yl ,

E9Ipplllﬁce§§h9y,|ng ﬁﬂMLIBevaIL’ﬁ Arli0drmyare n@y,ﬁ%?,qlqmd fse1g Gelucire® 44/14
(rdph 1 4)y Eresnophior® Wil Hh B GB),diwe@d®d35 (bthBhl tnB)y Tleen® 85 (HLB 11).
Pritsitdd higie tiLBYsoRIBRIZOMs B it ophdISdomihas RaliRr4 pdlyalk@she glycol
Hggﬁgroup consi sting of C -6 branched or unbranc%ed
al k O 6 hal oal kyl, G -6 branched or unbranched
acgf -6 branched or unbranched al kox% g ,

Breﬁr%?ﬁ&%*&f’ddmerﬂ}n%P%’ﬁé'ﬁéﬁorh?fk%ﬂ"@ﬂ%rér B?ﬁﬂ Wh' 8?'852}/593 (i) at
paBiane taggrhieryd compoyrd havingsg R@Jye)lkséerﬁer@iycwrm@@y dreferably alpha
thicopi@ryl-pblyettyidnpayiicobsUsCindte, ayd(i at leastramequolydiESIRted Holyol
falty bk dafer NYheERopHuRg cBmlpéu&j ereﬂerabIWs dIH tocopheryl polyethylene
EI’Q@&I RBEGHAh C'Iarl FYOIW Ita?eka pﬁ) ﬁ)‘?‘ atttz'acﬁ ?é'r%refér%%% %vpolyalkoxy-

fes. or
sieto{ @écea' Bl B e ﬁacg@"% SoRBoFAT Al 55{? joryAeg polyol
T P§ERRDY R B ﬁlfﬁ‘r@eé%i oM Bérldefl:1-wherein Ais
seI ect ed fromthe group consisting of i ndol yl, phenyl,
pyaregmbydimeply thedativé ygent [iy/ 4 Ndaryllyllrea-byﬁedncﬂweyibentanmryl urea-
bideRNttive Xgérits 8@ K6IbGGallyrREVd BEMBSIB \Aﬁh‘Ri‘hSdo?ﬁdn@Q aPlea&d one

zea&m&Ie Fp heﬁjm(ﬂ?& r?[:tﬁré Nﬁ&@%%%%b%tf?rﬂh&% é:lOIan 3R substi-
P

t%% Qyi&%ﬁéfm e}/ %%% h Bhysiolnal (lﬁf{;—:'c&l%)yyell as those
whigh §xgrt agyslena/alf |afteh%nabadrﬂla|sgaq%qpe 3R DEAPKYY, be a carbo-
bydie pobstefoglcliclaserpatorgroly bad kisag icarbieey@dic oc hieteydcsitlicagmatic
bl&ij@r A)td:e)ﬂhh}dn&id«‘tyé nitfogee ey Bluslaiyad i yhrboh ety the aryl group.
Yroup egig%ﬁ‘ll k&Y to the NRRIGRM akdr@¥i%.an aromatic or non-

éﬁggaﬁggcgaléﬁony Qrguﬁééﬂay @E@%@;@bonyr é{f“?(d tfy fﬁgher sub-

U¥d R5 are each i ndependent |y sel ected fron1the
group consisting of hydrogen, al koxy, al koxyal koxy,
&lekgrially, Hizd N;arplairembésedygctiabgmit ksleprasgated oy theagehdr&dormula
provided that at least two of R3, R4, and R5 are other
than LR6; L is selected fromthe group consisting of
(CH2)M(R7) C(O N(R 8) (CH2) n andeHZC(O) NR 7, wherein m
and n are independently @Zor 1, m@&rein each group
is drawmn with its left A, R6is
selected fromthe gr@¥§920nS|Mt|ngNof hydr ogen, aryl,
cycl oal kyl, heterocyclyl, andl1,3 Henzodloxolyl
wherein the 1, 3-benzodi oxol yl can be optionally
SHBSH] tuted with one, two, or three substituents
I'n ependently sel ected fromthe group consisting of
al kenyl , al koxy, al koxyal kyl, al koxycarbonyl, al kyl,
alkylcarbonyl, aryl, arylalkoxy, aryl al kyl , aryloxy,
car boxy, cyano, cycl oal kyl, hal o, hal oal koxy,
hal oal kyl, a second heterocyclyl
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group, heterocyclyl al kyl, hydroxy, hydroxyal kyl,
nitro, -NRcRd, and (NRcRd)al kyl; R7 and R8 are

wo nabepsndent | y sel ected fromthe group consi st PEDEPR{008/064076

hydrogen and al kyl; RO is selected fromthe group
consi sting of hydrogen, al kenI, al koxyalkyl, alkyl,

af lamd eafab@mdepeﬁaéﬂtl fﬂaﬁ{&{e%)éﬁrhér' abkpbeydny AR G¥aEY brom
rdﬁw H%%%Eﬁﬂglet}%ﬂa}{y&rS#]fgﬁﬁrﬁﬁ ben-

and

fro on IS

al ky?‘??é(P'Bﬂ?g Mk ngydqh%m?ry' v 2 ids
aryl carbonyl, aryl sul fonyl, hanaIkyIsquonyI
cycl odhgyystem@te@rctedwdny benmaényjdyeﬁzymidazqyl,,intmzdlyl, benzo-
het emaxpii, Yeszddxaroyl; berrisoRezaytherdomrayi, BeeapyeEent, b¥nzodi-
sel egisd dlﬁr‘r’andlﬁ &g Lgﬁé'—"zlol?n}:)%‘u%\oibhr\w |Qﬂ‘qunﬁ6ﬁﬁﬂgrﬁfholrﬁ§/lkﬁﬁdolyl iso-

al kyp g | Bl sinolfiyiing imid nyl, pyra-
RRRLATS i Bl Bl AsilnctYE L8R imdeeoroyrigoy. pyra
|¥ aﬁ‘g grr" )}/ %?E%PV””P' @yaerrr<3% PYya mnyfgylrole '{]}ﬁ/'dpy”do'
of fBYAZINY. pYridp- F{yr'rﬂ)d'n&d)rDYéld@ﬁé@?a@éLHY”é@‘ltW'?/Z'@dd@kﬁ'ﬂ@@%ém'yl
sal t pyrivertbiokazohh.gryemidoxpyrenidiet gaemainyl ramdihg agd eaphthyridinyl;
consi sting of O S, and NR9; Rl and R2 are

{NHQ,%H-P@dSPéi ;/%@ sfubfﬂbﬁah% y ShE WP nfof §Tt%rt|tde9tsodcelected from

2?3{%% Pouil %f“h?? {51 sx%i ke B A i o, 01
het ePGBGRS runnan@lﬂ f& el 1ae|tr£%rrﬁne Oh&p Peefrrd%}'r%rkf&l?/gen Cis
het ebigaghs raunrb;ancheréalérloéwrtgﬂnwpmw anied nep; or di-(Cq4 al-
hy dr kyt)aaditka xygnoh pddigCy.ablkyl)gmiGdRERN Nk onitro or HNSO,,
(NRaRb)aIkenyI (NRaRb) al kyl , (NRaRb) car bonyl al kenyl ,
and @NR@ rgpgmyalkyl R3 and R4 are independently

sel ected fr m the group consisting of hydrogen,

al koxy, aIkyI hal o, hal oal koxy, hal oal kyl, and

Hydr@%&@L IS selected fromthe group consisting of
(CHR2)M(R7) C(ON(R 8) (CH2)n and CH2ZC(O NR 7, wherein m
anttie phameadentietig adesptdtye Oalst edtersasdmete hgdmtesat Bolgaes phereof
is drawmn with its left end attached to the ring

4

LA bA e e et 200 rep el iz g o

hydrogen and alkyl; RO is se|ected fromthe group

consi sting of hydrogen, al k&ny L kOxyal kyl , al kyl,

al kyl carbonyl, aryl, heterocyo allkyl , hydroxyalkyl,

and (NRaRb) al kyl ; RlOrand Rl 1%a Npdependent |y

sel ected fromthe group ¥ \rng of hydrogen,

al koxy, al koxyal kyl, al o bbnyl , al kyl, aryl oxy,
aryl al kyl, carboxy, cyang al e, haloalkoxy,

hal oal kyl , hydroxy, hydroxya\ﬁy¥ nitro, and - NRcRd;

Ra and Rb are independently sglected fromthe group

consi sting of hydrogen al kyl , alkylcarbonyl

al k Isulf ar ul f I oaIkyIsquonyI and
Re?}ebera %ﬁgﬁlc?o[}{ e S%ﬁ)ph\é cOfaVn "R are |nde endent

sel ecf‘ ‘d?ﬁ fraa te BLAYP CORYSIEG ¢ ndofyl mePYg az'%'k@%'daz'”y'
aynd,myd;enyborwrryl adythienr yI al kyl, cycl oal kyl ,

cycl oAlikydledtay fromltiad grcxup;cohgr‘stmgaﬁd) I ted oIRfycI yl al kyl .

I n anrt Bed ReARAAHSRMenty R dARSREHh thd Yo ad omsisling\of BRFogen,
QIkSM&U%I@xnyRdWEI@yI alkyl, aryl, arylalkyl, aryloxy, aryloxyalkyl, halo,
haloalkoxy, haloalkyl, heterocyclyl, heterocyclylalkenyl, heterocyclylalkoxy, heterocycly-
lalkyl, heterocyclyloxyalkyl, hydroxy, hydroxyalkoxy, hydroxyalkyl, (NR®R")alkoxy,
(NR?R)alkenyl, (NR?R)alkyl, (NR?R)alkynyl, (NR?R")carbonylalkenyl, and
(NR®RP)carbonylalkyl;




(1) wherein Xis Oand A, Rl, R2, R3, R4, and R5 are

as defined in formula (I). In another enbodi nent, the
w@e@sem29i nventi on provi des a conmpound of for nedBEP10)8/064076

wherein Ais phenyl; Xis G R5is LR6; R6 is

1, 3- benzodi oxol yl optlonally Ehbstltuted wi th one,

two, RP, F§4hétﬁ?RS§rl@§édchl|‘rﬂi@p§ndéiﬁ RereRAt #i8ReIEEhNsENY of

P UR GO IR IS Ohik 9o BRI YArd LRS;
éﬁ& &8 % © %% ?kﬁglar cﬁ y
ﬁ% 73 W%%k I thﬁ%ig .
CyC| ohl'sk IeCt‘Pf’a rem ”I‘ﬁigr@dp l@@&?s“”ﬁﬂfé%h"ﬁfym &(QXN%MCHz)n and
Be@(QBIRCI wherginaupnd hereindegeridghtly Rl |, dnddwieecgin each group is
hnawnomyats}qwt enfiiftachedtOReRd, and (NRcRd)alkyl; L is
(CH2) ﬁ%%@e@(@f%t@ érgbgkzéhsm"ﬁﬂg offhy d?'oféﬂc erﬁ%yclgélkyl%terocy

A3 oRESdAM BLITL Botdok LJb fituted
C)taﬁﬁl é %ﬁmﬁ‘{ﬁelﬁﬁle 3be Q/ y stitute
Bﬁ AR S N ﬁ@ﬂf’ﬂ thyofegip gonsisting of
ﬁdﬁemé allrexy. Fxyglkyl, 8 %ﬁ@@ﬁwlxélkw alqut:ar@ﬁwlleyyl arylalkoxy, arylal-
kylbat/lioky tcatbony t dyanoesycloalyl, balo t Hal@dkaxybsalodlkydret second heterocy-
bl?@@wmmrboycwlmtmdro& HYdEdX§algyIoniRo CHRSRS tanB GNRFRalky!;

ken Pand'?‘hk9?%\)’|nd@;%eiﬁeéﬁ( eL eoaﬁr&ﬁ)fw&?rﬁpﬁe&msistiﬁpl@f’hydyrogen

% Icarbony aryl a oxy, ary

ano cI oaI k , hal o, haI oal ly
hal oaBk |se %Ip? n alkenyl, alkoxyalkyl, alkyl,
ﬁlévlé@r@@wﬂ qwlahqztyrocyﬁylaikmlxpy k;aad WIR Rlkio,
- NRc RR? amh R AidRo®Ref)emllknytly; selledtesd f('dﬂﬂ-lﬂ)mgdbﬁﬁ TO{sBtiNG Rf hydrogen,
8kéMJ2IyI, dMyRsacbdhyRaRyBulfdRYI, aRd, d??lalﬁ?leaﬂynﬂﬂﬁﬁyldﬁﬂ"éu}fonyl
0 I [
ﬁ?bﬁﬁ Ig)é{/l Q(ﬁ&ﬁq’g h%’hégo ygrhg{e'r lﬂy gglglsiifonyl
% seLecteg fron1the®%roup conS|st|ng of hydrogen and
aI kyl R #pd Bnaferaiensnagilymstacted ram Bieceranr cornigiing ophydrogen,
plkwvalaxésaraor@cb,rmﬂuﬁrdlamyl fcyelaalk, qychoalkiletei, hetaraoyclyl, and hetero-
pyatyilkyl. X is O R5 is LR6; R6 is 1,3-benzodioxolyl; L
i s ( CrZansheRehBoeMnR the éé?tlﬂ%)a@enﬂ'h %Q@nfbo@ﬁ@oﬂforrﬁﬂla %I'ﬂ)d
R2 are independently 'sel ected f he group
consi sting of hydrogen and al k xy'I ¢ R3, R4, R7, and
R8 are hydro gen. In another Jment, the present
i nvention provides a conpoung of farmula (1) wherein X
is Sand A, Rl, R2, R3, R4, d R5 are as defined in
formula (1). In another e 1, the present
i nvention provides a conpoun f formula (1) wherein A
is phenyl; Xis S R5,is LR6; is 1, 3- benzodi oxol yl
optionally subst it ut edt , two, or three
substituents i ndependen cted fromthe group
consi sting of al kenyl, N Jal koxyal kyl ,
al koxycar bonyl , al kyl, z%%gbonyl aryl ,
aryl al koxy, arylal kyl, ary OfN carboxy, cyano,
ycgg%%§%L?¥PaL§ﬂﬁgﬁégg£F§x \@ﬁ%&glkyl a second
yl hydroxy

hydr oXy%\$¢{9¢te§ fipmrthe grovReRasistingdf NG RAYARY | ; L is
( CH2) RRGIRY REAE) iR eB)6 EhietctathitormthengroBis comdktinBbf hRtogen,
aﬁoxﬁélkoWalkcﬁ(QdaIRﬁ(yaikEi ARyl d&ryfok P elylbxy k9T, Meloah4lbalkodyl haloal-

RPN SRR clyl yprh%{%(? ol &%Q 'r%rt'er Eﬂz i terocycly-

@%*ngr%hx goxya R NF%% 'Eﬂ% (R A FaiEny.
IR lafhyl SURVR Deprsnylaliany!. aad (VR &aghpaglaiktybents
i ndepBhaehRf 9resledwmédntfyr®dﬁc¢¢ebfr<gn thepgroom sorsigting obhydrogen,
akkgnylkyl, ablookaioalkedxyohglahikyl] anddhykieoxycar bonyl , al kyl ,
al kyl carbonyl, aryl, aryl al koxy, aryl al kyl, aryloxy,
car boxy, cyano, cycloal kyl, hal o, hal oal koxy,
hal oal kyl , a second heterocyclyl group,
het erocycl yl al kyl , hydroxy, hydroxyal kyl, nitro,
-NRcRd, and (NRcRd)alkyl; L is (CH2)mM\(R7)C(O N(R
8)(CH2)n; mand n are 0; Rl and R2 are independently
sel ect ed
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fromthe group consisting of hydrogen and al koxy; R3,
R4, R7, and R8 are hydrogen; and Rc and Rd are

wa@eedogos®dl f rom t he group consi sting of hydr ogePCEHEP2008/064076

al kyl . I n anot her enbodi nent, the present invention
provi des a conpound of f or mul d (1) wherein Ais

phenyl_ 1s Qélé(ﬁeosfrorjﬁﬁhé ro on&m'g%f%cﬁz bR ESOPEEY CH,)- and

e en e ec{{b?r 6‘% 1narf?);)\ﬁh eln%]acﬁ‘ﬁ up is
er@esvg.vg'm% 8?% R eI SRR Ry and
R arB' A Ro@'@#”dfm?”ﬁﬂ@)t{yff@ﬂecéﬁf’ofm thengroup ﬁ@n%ﬁt@g@ﬁhydrogen

amvelkyli on provi des a conmpound of formula (1) wherein X
i s NRRY isasetbcfad fRIm tHa2grolB corf3dstin fof hmdgemameﬁylaakoxyalkyl alkyl,
Qn%{/lbék%gnylnarifloﬁé'fe}&yélizl&kyl' RydRBRING!, aRFRQ

presegio ] R‘&"F@“‘% e |Hd(?p§e la ‘fé) &H%UB rqgilétf%g(olf%ydrogen
erel y | hal
%%@[%Q&ﬂ'@m %ﬁs?whmy aAByipe P bﬂ’ﬁy o%(é”o alo,
h@\'@alk@fy halpalkylshssexy: Dedexyalkyl dfenaphtNg’ %el ected from

t he gRdapd BBaresind¢pengentfy slldotatyfrom sckgnoyp candisiing af kydrpgen,

I|k Oéﬂ}(ﬂ@érb@rﬁw|alk)ﬁédﬁbjhyl allksvttangr, Balyikyls@fonlyh, aBd h¥terocyclylsul-
aryl al kyl, aryl oxy, carboxy, cyano

ﬁgt le(r)%ck%@ R¢ hrallﬁ) h%hgﬁ“ fg;/;cqol}?orﬁgé groH g?ns(? |gg of hydrogen,
Ryrdr By ”y' arW' d'a'k-VNF?% kXé\er’C'P ¥dky PRW cygly} and hetero-
escqlnglml(R?)C(O) N(R 8)(CH2)n; and m n, Rc, Rd, Rl, R2,

R3, R4, R7, R8, and RO are as defined in forml a (I)

I'n anmtéiﬁihe?@ﬁfb@dm ithé P%s@ﬁﬁﬁﬁh‘hoh ﬁktﬁﬂfels%%dﬁfﬁé\dhd@ﬁformula

ﬂﬁ?\gﬁ H’ME‘%(? nfj%rﬁ“”F@Z (?'3 R‘Wﬁﬁdi R Hreané1 éﬁfiﬂ & orm

v bst e e e rsRela AR bR oL -
( h\éf@‘ifélﬁ‘d%ﬁtlﬁrfvng'e?(é%%a fsridini Rhis lys-BeRradinrol| rtiongllysgubstituted
witk eng.l two adrikbseg, substitesntainkdgbendenity sglected frapl the grduplconsisting of
alk&il cakdxgnylkoxyalkyl, alkaxychedoklx gikylasikyledrisyhy|, aiylyia@ba}koxy arylal-
R}ﬁrif?%)(y camsg, cy'éM@'c@@lbléﬂ(i/I; h&8) %Ioaﬂl&ix?&hé?@éﬂ&yl a second heterocy-

U e TR

f#qocrB9mulaland n are 0; RL and R2 are inde pendently

sel ectnsmotrrewmbnémgeﬂbupe pwsshignvangon providés agempandd of formula
g) Wbergin RB, phdyl; RTs OaRrdisRR°aReishyslbegaioxB9l dtionally substituted
#8h 86¢.afof sramdeRep&iitGeis B érﬁfe'nﬂ)%&&ct@c‘l SHHRARE gAY consisting of

Qlkgés(;!l 3 *g 5? ﬁggyﬁglkfﬂ‘xﬁas %?9\ I[()ﬂ@grb{}@l H-AUBry1alkoxy, arylal-

%MP%% rOoxy BP% ‘Pa' E’u *@rﬁoaﬂfod% ag 8[]?18@“6“’03’
i gr@wmuheéﬁr@mclwm@w iy Aroxy i hy dpmxgalsyl; nisko, -8l anggNRR )alkyl; L is
(G%:)-R& JGOINE 46 2 ardinydre OLR] and RE@)eritgaRENQ¢lyNeRcted

B G Yroupoasisting Ahed@gefRandBrtoRy Rir R, IR dafeRUsathydrogen;

8&d RELAIR? éﬁé@é’i&ﬁecﬂﬁ&H Phe&Qaah sbhdidingfor Hydjrbe&ﬁéhcﬁélﬂyl

al kox eaaﬁ?ner e Znen?r{ﬁje grﬁﬁm@ﬁﬂ&??%ﬁld an coﬁ?po'uﬁd of formula

elec S §I n
i &g?reﬁﬁ R eel %Pe@@#oxpwﬁiﬁf. on
mNJKBs)CHOMEbﬁGHd)n cm aﬂ@mrﬁne 8; R] 3ndReprsiindependently selected
rmreruyd; gro){plcsnsmtlri@&flhsdno@én aRb alkexic potl 88 RY IR” oaotd Rk lhydro-
gbstltuted wth one, or three substituents

|ndepﬁ{5?ﬁﬂfér)én%%b n?qhé ﬁ%}aﬁﬂﬁg%‘h@h‘ercﬁ/ §'asédn{&uﬂf of formula

X el [o%¢
G s B A caﬁboxy* haEs S%&P%%P‘kfsf:?ma“
hal oa|”k%ﬂ°th%)‘? B glptkwen |OINREq:( es a compound of formula
(INRo e inath mhenmlna |$3§o is LRS; R is 1,3- benzodloxolyl optionally substituted
(CHR2)M(R7) C(ON(R8) (CH2)n; and m n, Rc, Rd, Rl, R2,
R3, R4, R7, and R8 are as de fined in fornula (). In
anot her enbodi nent, the present invention provides a
conpound of formula (1) wherein Ais phenyl; Xis G
R5 is LR6; R6 is cycloal kyl wherein the cycloal kyl is
sel ect ed
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fromthe group consisting of cyclobutyl, cyclopentyl,
and cycl ohexyl, wherein the cycloal kyl is optionally

w@ st ed with one, two, or three substituePtHEEP2008/064076

i ndependent|y selected fromt he group consisting of
al kenyl , al koxy, al koxyal kyl ,1%l koxycar bonyl, al kyl,

ﬂlhllﬂéhé &WBO&}’[hree‘?s@bQﬁQfé/nts P?M@B&ndehﬂ;b Salediad ﬂ@l"nlqﬁé)éroup consisting of
Ei&xk/ %W&{ggﬁ}/ll alﬂggfcg?@éﬂblkéﬂlkyl alknggraqnyl aryl, arylalkoxy, arylal-

@Hﬁ'ﬁ‘)ﬁ' halo at?%oe}#koa(yeh%oallﬁi aa:ﬂed:op& heterocy-
g\lvlegrpwm ﬁéﬂﬁ@l@’ﬁ yi yééwér@%édwﬂquwemfkwaw Ro8R {NRITE)alkyl; L is
6BHDNROIFER)N G K OKly),; aandikoxy &°kB% R, B, IR/I R, i) and R® are as de-
hiyetr ipxormu{d\RaRb) al koxy, (NRaRb)al kyl, and
( NRaRPDMr@P%Wb%HW'the Fresaftdn htigh Erdvmg%e&ﬂ%hhé( of formula

ﬁ%ﬂeﬁdAL Oo‘?@&laﬁ @éoﬁp s‘i‘?ﬂasﬂa‘sﬁs 1':?9 Igl"?ﬁuﬂnall |y substituted

g,( WoF\er rﬁ,& S stﬁ?{ tﬁ&;ﬁ%g ﬁme (aﬁa group consisting of

@I’é\fi e?ﬂ‘ﬁé(bit alkoxyalkele alkaxycateny 'hé'kﬂr dycarperyl.sary ngyyistkoxy, arylal-
kyl carglgeyn cartebxpl dygho, cynidalRel, bald, Hrdoadkaxyi medeadiem cesedopd heterocy-

ol g?@@@%efdr@éyctyfhﬂkyg fh@d@)xgi Ayt Bd/aIRg, Bifro MRCRY @Ad ANRCRYalkyl; L is
g? IN RV J&(BNQRR ? ‘ghmﬁrbtr? ot he MQSSI%tlnéi \é‘ﬁﬂér‘lt@rbelected
rﬂ V[h(f Src'okp c§8@9ﬁ hgdrof&gﬁ nE%glk 1 aﬁz ?rg hl;{drogen

|&ql Ba[a el qcéedc g{p p conLS|§télg of hydrogen and a kyI

( CH2) rpﬂ)e@@@bngmgrﬁ (ljm@pﬁ}sem inyantign gravides appmpeyngef formula
a)whmnde®enﬂemymylsslE%Bem@fR%mﬂthbagmdwmdgbh&;stlng
@HMR@E}EO)WP@)(@HK)QW an@ntr&d; RR4nd R areandbddBd&itsy selected

r 1 e i
DA ot BRI oot MR SRR RN
gﬂ%nyl Xis S R5is LR6: R6.is cycloalkyl optionally
subst lww&wrmmdm?@t tF‘%\BreSE'ﬂt 'E‘Yﬁ”&@” Q[?dgjteﬁﬂ@mpé’und of formula
(Ihaegreindéist Ny’ ot dcRARE ROt RS apddriare easienddig farfula ().
al kenl gnotiek empodiadnoxy@plegbnt iadotizy paiviaes il conadokipd of formula
) Whére@r A RMHenyE RIHARY: RGY 2RE,R°Nah B-bdhabdiskd@ ptionally substi-
*tr%(&hef( t\Péf dd’r‘{’lﬁ\ée snl}f&ﬁwéamh&gendehﬁf@ected from the group con-
[ | (ﬁ \6@) ogxc&a nyﬂ1 allﬂb alkﬁlﬁ:ar%j}yl I, ary-
Rﬁ‘OXR@W'ﬁW' A Xn@aawya@/aae yckalkyh Ralpohaterlkoxy) waloqﬂhyl a
senont detaspdyotyl anonp,, hetdrecyhaliamthyidrmxgninyidoexyp kgl hitles-NR°R’, and
QORASJag; Qi (MR’ (C(D)NIREY(EHR), Asridsm Ty R?, RX, RS R, RY, R, R,
B R ot deﬂﬁeaﬁ-‘@ﬁﬁmg I kyl wherein the cycl oal kyI i's
se | efﬁt %t err%mbtgg &Edﬁ%g%fgﬁtj \yén[ﬂgn v gl oﬁ%% un of formula
DS e

Biigrsvith o two, gidrge ﬁa@ﬁqut%@p@raqrtgenw tecter g diaggroup con-
sietirg cftalkenylo filkakyk etkpkyallgll katkoxy caabdryk \adlyk alkylcarbonyl, aryl, ary-
RiIKkoRY e RANYIoxR| deybaxy adyayibCcaiclamkyl, haleatidieakoxycaogkyl, a
5alpd r&@Jc Pg%upf}@te%!: |a|k>h>4%R%<y hyay&i!y@myﬁhml NR°RY, and

g%ﬁ%@a

gg%i@g@%gﬁ% 512 ; C’j(and 4,0 and |nde

S'FPW PBGpd @ §Y R’a”d
Bf afpyiiitdeepen; Raislkasigrte ddr oo igsgrriex gonsi n9|o hygpgen and kyI and
RY dnad R are( ddReRin) fadrk dheygro(plRaiRidtmlglof hydrageh and alkyl.
( NRaRf) srfHee eybabikesny, the fesamdni#htian Brovitiée Redbaeiduhy of formula
ﬁ?r%ﬁldA I h |9NRBLH%5‘%QE§<B ﬁiﬁ |é H‘% nzB?{GJZ Chis
@ﬁ(nRgﬂ gf)r/:l g and(g Lareég ’nderﬂf}j/ selected
’Hé@%ﬂ@é‘ P S'%@%?fﬂ“é@f"ﬂ AT ﬁ'éo e&wsﬁ‘r‘é’tRnﬂeé‘ﬁ’droge”
A Roigeael feark§he graviel corsising ORUthiﬁ@eﬁ angeglendent |y
selected fromthe group consisting of hydrogen and
al kyl . In another enbodi nent, the present invention
provi des a conpound of formula (I) wherein Ais
phenyl; Xis S; R5is LR6; R6 is cycloal kyl wherein
the cycloal kyl is
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cyclopentyl; Lis (CH2)m\N(R7)C(O N(R 8)(CH2)n; m and n
are 0; R1L and R2 are independ ently selected fromthe

w@eaapseonsi sting of hydrogen and al koxy; and PI/ERDNS/064076

R7, and R8 are hydrogen. In another enbodinment, the
present invention provides a tonpound of formula (1)

wher ejnardticd ehibRBhent thé Efe'élagt inV&ntib® phdwRies B&ohpound of formula
ﬁ%\%%lnkﬁ( ls &{%Eéloﬂ%l by Sié Hel h“fsec?/cl%lgg gS?allg‘é’BP tFPuted with

Ls endén e

8?%3\60 chﬁgregtsp g lbe}ntsalln FP] den@;f groklglconsstlng of

a||erMﬂ%ﬂxrzso@imxyak&v'k9'|k0xy§|araﬂnulaalbwnykylca;raewmrb%ya%no halo,

halbalkoxyahalalkgxlyydréva bwrhwalkyhyuRwy(NmW)adwyaheth Lis

(MG AR (OUBPREKF Ry, anarml rczw RY, R'sRE, RN RdCRQUIN(ER de-
Shdhuipnd m o n, Rd, Rl, R2, R3, R4, R7, RS,

and Rﬁ]é'”o e?%ﬂ%%ﬁfn{b%gt & Ie%ém%\?en BA&FOV e@na\octo ound oaformula

(éroodl éé% rbs pr ﬂ<
WRSTEIA & 5 B s gypbe e&ﬁ@th claglkyl is se-
lertsd froen Fh§ 959‘& @ws;@yng fhefctobytyl, Wéd@thda@ﬂMyCIO@eXy' wherein the

syllastkyéd dptiomally lsebsgfitatagd witb mae stivongr thfeecsubktitberty independently
§¥164t60 &Binthe grou@ c@Mﬁbmige@fsdlkenw@lk@xw alkBRy S, | afi@hiodrbdriyl, alkyl,
QIR%'5 @NI}’C&I?’ N Belcrialéﬁv' a‘f%lk yP'hyh ItUX enydrox§alkyl, -
ans(f NH‘{“:‘F?d eﬁl%yl %g’%&o L &yﬁ% §§L@ S h SHPYBre 0; R and

Ri REX %%963 gty self %%frorm 4P %gcgé HBRgen. @ifaNy,
plkPxyalieRy .ol cm_{,o hydoal(NRTR)3lseto Rﬁaﬂwbﬁydl kyl ,
(Mmaﬁoztart(omamdwl RYénd aﬁaireomapehderﬁly(s@l-ez)ami\ﬂ(da?)r@(ga))w Bonsist-
&)g(cff:hl;a rﬁgerﬂnaemyd alkoRY, &l kdixy dikox§ N FalB2h A6k dx daremairsiyt R and R®
EQQ?\(} atg;rlﬁ) eﬁ@?rﬂysste?e{&%oﬁfﬁonhw&g%‘conS|st|ng of hy-
? T—'zéS‘% L t:XP{éf‘ %B) g[q(liigépegﬁgnﬂy seYecteJ(#Om the group consisting
aI kenyl; R3 and R4 are independently
seI ectrwotheammbhémgarrmdbe psshtgnvangon prayides egrompoahé pf formula

d) Wbergin Alskghenglt Xox®; Rhal LR®; R&lsagtlvaikyl, wrasneln thedeyaioalkyl is
BlclshedtyRe. |§r(©H5)¥|d(R3&§(0)NW)(Cﬂzﬁeﬁn%aeﬂarferooFEF A REBRYIAdepend-

3 7
g&gééez(%}étent y seg% ?@@sﬁﬁﬂ%%lfﬁy&ro %ﬁ%@d;%ha s?‘ﬁ&R I? R, and
R/ e“gé’ PERd” al kyI and Rc and Rd are mdependently

sel ec '%d%e @'Eﬂ%”téﬂY%%PFQYW&P PeHRd of formula
) Wpdaremmmsam@nwex iLfbBisiRi R° tsmclpalbﬂ@ntlonaiyenbstmﬁed with
Dlﬁ@\twdedr tlare6 GUPSHitEhtDIhdéesntiehtly §dlgctadomitiie §roup consisting of
BIREAY alkc&y' SkNRikyRaIkbRych BN |R§|ky|5a|RM§ér9@Myngﬁfﬁlaﬂo

SR

E\ﬂ‘%ﬁ;ﬁorﬁm@(m R7, and R8 are hydrogen; and R9 is

sel ech@othemmnbbdmgafmum p@sshtgnvengon pravides eg@mpapdd of formula

@) Wiidreinl AisgphehhieX i 8PRUISR R® i tgcipsIRy aiterdimuRdycloBlkyl is se-

%%W'fgﬁéth% dr&t g%@tlﬁé of Cﬂ%'uﬁ‘/l ChdopdryIehdY Aclchexyl, wherein the
)Splt 3n s st tlﬁg& Fleﬁ]? eos% {th}Génts independently

‘S
ogﬁ%tt?ﬁ’ regyr{{‘% grméaaﬂamqffngeawee%@w PP‘S%W yh 33?0 gygproonyl, alkyl,
@Ibwgarbpnyigca@lﬁow wang| haley adpalkoxy) hedoapad. loyproxy, hydroxyalkyl, -
AR YRR i, analdxyiLlse(CIkmeIRBG(Q')N(R?)(ﬁMXm argymae, 0; R' and
Rabmlnﬂ@d&abhﬁf@led{@iﬂﬁhm groby dbssisting oy By drsya, lkoxy,

[ )Q@MR
%:x& Gy Ey(hroxyarmRQ%bg 5 kdx @\lF(aﬂb%Flé%fN(aﬁg Sl RS

thop¥ilsg i Ry OrCTﬁI 4 '”‘ieﬁef‘ﬂe”t'ﬁ(o oSt r%’gg‘er%ﬂ't‘p consist-
t”ﬁé’f Y‘é@%‘?ﬁ %'W/é‘H‘P?‘lﬁr? W&@&%S hajo Ratprlity: 19 skonyd R’ and R”
(ane)hmme@s R 2nd B® pisengenenstently selectRsl fram tregroms consisting of hy-
het er ocycl yl wherein the heterocyclyl is selected from
the group consisting of furyl, isoxazolyl,
I sot hi azol yl, oxazolyl, pyridinyl,
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thiazolyl, and thienyl, wherein the heterocyclyl is
optionally substituted with one, two, or three

wanpshsieent s i ndependently sel ected from t he BEDEP2008/064076

consi sting of al kenyl, al koxy, al koxyal kyl,
al koxycar bonyl , al kyl, alkylcﬁﬁbonyl carboxy cyano,

BRgen ah@'aFP( I Eﬁéfzﬁc EWRQEL%M!&?(%&M%W%W&?YR% %%hd) consisting

8 ' depende nt
sel ec eadﬂomeaﬁndma Edi&éeﬁﬁgﬁf?‘(% RPNy mpound%fformu'a
d) wbspin Ajshepur Kok y; RasikiR’; Rhisicyclogipd W‘(Kb@fﬁm the cycloalkyl is
(:NRa:Rb)yalMSXQHZ)(.WMINWI)(CI-E}adm and n are 0; R" and R? are independ-
eNRadsiotey fasr Y eagrisep bnsiskdg an BydRéger end akenessert IR, R7, and
rRebrotyefbdehom the group consisting of hydrogen al kyl,

al koxpﬁ %@n't tn \?@lt &Qéydvm% ?ﬁgbfformula
Rufaan &meﬁé'ygﬂ%l c%%e% 45 6Yci9ajki Geianallpgpibstituted with
angJ\vo. ArirereubsituaRis @ﬂ@pewééweme@m ryméléer er@ue@owdmg of
alhenyj;raikquczﬂihmyaﬂ(ylnglkoXych;tId)n;algelhylaaidyledrbgmyl darbaxgipotyiaep, halo,
ﬁzﬁlbélﬁbiyeﬁéloamgehﬁfr@@eﬁydrbiwt -RR°RTT (NREERIKG, @adBRG:Ndis
Hz)q{l% c%o D ?’Q@ﬁf BidhdAni s RPhRNAH"; RXRSRORTRRE iafd [RRGre as
ﬁx% %(%c wherein 't he heterocyclyl I's
9%‘”&%}” R7) %0) NR rg @dz mand n_ ar
0; R1 ”aarﬂﬂ”@ é %a \éf‘é‘lt'e deB GrRofTiRoUR ?'SU rmula
ebwbergtnuﬁqg% Rifenmlyaﬁ%b}éin Ririgl LBF KONy cycderikyRherin thm:yclad lis
Bectee frogmdhe gerup donsiatimgt dfeyclebddpidcyoimentyt, ked pyesieadyl, wherein
tH@vC@Brbbm i bEHOrARE s @saRIRPNRoR], thedihrde blibstiftatsindegind-
bﬁtl %&Y dfr(%n ltr§e Qo ﬁédﬁsﬁstﬂn alﬁén}}lsal eél? |k\ﬁ|| alkoxycarbonyl,
2 g}ég@.%&% drtenP %Z\ Edsikgéy IRV 5oy ycronyalkyl
d‘b%& stNRG JBkYlapREmA: L is( RalKOXYE KGH2)n M and'n are 0; R
ank 8x9rﬁanmnwrientbzl ﬂe}ﬂcteotafrcw Itfmrbunyonsmlag l9b Rydroggra atkoxy,
blabxyalkdoay,caiyk dwalo, hixdrooal(KRIR®)dikakyofyRRiyatkyDeayal kyl |

ardoMAaREN Al RYAnd RNEreOX®S ehdér&ly(s@lé%)d’(ﬂ“ﬂ(dﬁ? )r@(&bd}iﬁ Eonsist-

éit)g rﬁge?%q%/mal%w S (0)4 ﬁfhalﬁzhal nt}’dr&p nd R®
DVGFASBHHR’ (Rl C%psbsl ggenfeg} Ifyé R*and
?re\mﬂ REnAenly; selqofdh grgugcormstqng of pesiroggn and alkyl; and R

hed Bf ewode\;nendhretfy&lemcmvbfrmt@ oy byisigtiog o&hydrogeh fimdoatkyl.
t he gincanotiedrREbBYInt,ahe brospht inventisap@vides a compound of formula

\Qﬁ&bﬁ‘\zﬁk\’dhenﬂxﬁﬁ@f\mp R5Q¥LR@1'F€"M£ cyddHIBA @h¥lein RBEycloalkyl is
v)g?éﬁ' nN Rh ( 89(@4: yrlnaf nd n (%% Ooﬁaan R? are independ-

ree su
%)fys | Bf> and R® are

t'éeeﬁJFQE'P soYS '8Hw°ﬂ’ H\é gegLy’
B}'d@gﬁ‘n analPk¢s<§ﬁle<a¢¢<6§zryém¢<gnoup&pk%&tyl@aqf hyrppen amql<9l|kyl
al ky| aamothey lembodinEmnk\the presant, invealtion preaidealakaprypound of formula
palvbeklkyA is ghedyioXys OhREswRPaRK gl heterbReRal optlonally substituted with

6:’1\'5@\%5(9’|ﬂ|ﬁ3é19 su@ﬁ%é??fé’mdépér%eﬁ@'@lé%ﬁ%rﬁﬁ@ D conS|st|ng of
gﬂ(%@ﬂz Il((}dX]yng\llgl ﬁfgyl al'f%o cal%JOn ?Ik aI Iggrb r%ﬁpc%qgo?(g (Ly\éno halo,

te con
é@lelgd,xy leQg rR ak and oxo; L is
(MMQ{@ k(ﬂﬁa)Rkﬁnéeryﬂ RCalﬁd R R R% R R7 and R® are as de-
{idRBIRIQroatdbdny | al kenyl ; R3 and R4 are i ndependent 'y
sel ecleshofiep @ribdging e Ute BRIIBASHVEMI0® brdVies @mpoahd Bt formula

\%Hé‘l’ém ﬁ‘sk&?éngil X Rh%| LR hals 4?8?,‘3)6] I?ﬂgrenw%%iéro é/clyl is

F%%&S fr]orm tﬁﬁaphog)égcpn%gln@o% drgplslg'\)xachyl §/ch @ﬁn xa&oy*Y pyridinyl,
Hyqzply!. agd dhireylaMierea the keteragsg l@ﬁ%ﬁ%ﬁ’ﬁqn %%lgoéE‘tUEGd’ WitpeRe. two, or
thiee grbsuwectsn@d@pnngﬂtkyfsewmddgmtf@rmom wgrisisting obalerhbralkoxy,
enbodi ment, the present invention provides a conpound

of formula (1) wherein Ais phenyl; Xis S; R5 is LR6;

R6 is heterocyclyl wherein the heterocyclyl is

thienyl; Lis (CH2)MN(R7)C(ONR 8)(CH2)n; mand n are

0; R1 and R2 are independently



10

15

20

25

30

35

40

45

sel ected fromthe group consisting of hydrogen and
al koxy; and R3, R4, R7, and R8 are hydrogen. In

wap@dhsnoenbodi ment, the present invention proRCTEB2088/064076

compound of fornula (1) vvhereln A is phenyl; X is NR9;
R5 is LR6; R6 is heterocyclyl1®ptionally substltut ed

Wby alye alk‘bWba r8nyt, BIOE afkyiBaibohy €6HrBodyn nﬁlaat Ha¥oalkoxy,

LR

H9rart6€<9ral|uwpns'stmdm@ydrpmwdhozv@koxyalﬂﬁa%%nyl halo, hydroxy,
(NRIBRR) ko RIROR O Ik IRar8) (B Jearbandatenyt, RFend RbareRidependently
§ectBd frodhe BioupRBnsistind) (R@lydlfo@eﬁ,salldﬁfdlmsi lkoxyaIkoxy, dalo,
ﬁél))alk!»@ 3RO hebx B RE oA "I@% eh 4 K8 ehl Rb%\’@ﬂﬁéﬁ’éhdently se-
%Yj'fﬁ)%‘?w% ég &Hg 9 EE}d al I ear 4R Id Ff“ are independ-

T eridd om0 graea}epn 'SLfﬁng oL By segetnd 9B fe’ or oup

consi tanegheseriogdiment,teg pegsent nvenﬂg@pmvaizeéwwompound of formula
6 xaberkein A ismhendli Kys O; RhisdRSt §t is heteto ¢yl yewirkreinhe hetenocyclyl is
thienyhetie (oYM R ()o@ aRial.l i asd sdre DUREENWRE BredR@spendently

| 7f 8
Eﬁ@cte&’ﬁohﬁﬁ@ rcﬁjﬁ%hélgmf%ygn%@ﬂ%ﬂ?%g&(ﬂ;]y aé@ﬁ?iﬁ;‘g%ky{xm are

Ycﬁg%/oup coinsi sting of
oSy bhieg i RSLbSAE B0 bt B0 20
(INRogn /5 mzfﬁaylaxk:ys, R%l'ﬁdl-PoxB nsmetego 9RO R SToSfitNER with
8n€, @2, ar;thnee andstituenteinGe pdR eathdsdR2cted omrikie pexdenhdisting of

SIREME L AEbx rQR@)IyBFRylgél‘lwﬁjcﬁﬁbbﬁylsIalkf/lgalﬁ;ﬁlcéﬂéglﬁ)ﬂ)gﬁi’boxy cyano, halo,
ﬂ%l%‘%xy I Qﬂ%yl r )‘( alky a QVR" W‘@‘}éikyl and oxo; L is

2
E O Eéw w R Rf R R R Ror SR g7 2 de-
r&delatf‘é'ﬂ‘uﬂ%@)m t he group consi sting of hydrogen, alkyl,
al koxin, arsthes eywiodiment. therbigsenidnatiroriovidead dopthogrg of formula
RywherdinR8 isgshenhly RriogeR® isRR®j R® is dkeard@dlyf whereinhthe geetgyclyl is
§él€(§tb§frbﬂ19h@brd7u¥5%ﬁ§§ﬂ% durd, kkazdia, |§é‘[ﬁilaE@ylab>€ézolyl pyridinyl,

%qa'?ﬁéﬁfyl gﬁweﬁ%ﬁ QFQC ﬁ 5@#6@3!% |E'(one two, or
E*X?ee& TS HERS 9908 ? @g}&@ ééqmég quu%%l}sﬁdgs g&iﬁ% dny, alkoxy,

akpppalkyl, ﬁ'kgﬁmaﬁ@ny trslagroopy ecasb@yeRtanonii@pt haplkoxy,
haloglkyletsy daoxyo hystyomiliof, “BFRUNRR Jplkyh @ne oro:A. iss

renNI(R IC(ONRRACHRR, rh sintl RGire BSRT andRt eredadedeyibiently selected

HOSIted Br &J?%ohﬁgtﬁ?%}ﬁ §dbeh SallEdiyeA?B(dxyalkokyS aIkyI halo, h droxy

I\S'\Fb%)’ HdANatke eR an endently
é?'eﬁ %reééﬁegfpﬂfp g%gl' g yd&;@enp@gkﬁﬁ tha'%fmsfks“%

oxy, h
hylarlsgenandAvArRy;iRs a§6|%@r%ay¢r@9ﬁﬂ frangRoape beprensentiyse-
ehteldyino thergraumdcalsisjing of mydaogentend adricuidRérend R'reee independ-
it ctdd W@ thedfropp Qundiabgaf phabgacaid alk@l com

POSi t jn0fhoBRMRHbS LA tﬁé’ BRdn @dntibe FB\‘Ad%s(a\l&om&'Unéof formula

L}EW”%%%UM s | l 5 R5§ pka@ 65 ﬁd &h t&% 3/% \elgt—gr in the heterocyclyl is

nati s | cal
LD ek 7&@%@@@% TR Dcht PR A nRRendenty
aclagtet Famrtbe grqwmqwslrsm Yrhytwogan Fan@habk@xy ng Fioa& &tandR® are
hwirogeri.zed need of such treatnent conprising
adni ninsdrdthdr BehboBinidMe, thébiceBit ifveniien pRVidek @8ddmpound of formula

?ﬁ\%ﬁ&%fﬁbﬁ\ f glnk é’ﬁRa F@*"QEERE‘VF@‘S |Q et%%c?b!blaopQ ibdall %‘hbé’tltuted with

8%%2@5 ?Fgrttrllr%e sH st@tlgeg%) ?gﬁ)%\?%n{w %eﬂetg?(? Lo ethe gr%ﬂg tcRg%stmg of
plseny r%‘éﬁXWn@ CYAKYl akpxygabonylepkyl; gk %W 7P PRty apP: halo,
Baloalkexye helnalky. kyshipwy. Bydrgxyeti. INBERS (NRFRE Jalkyh @ng @xoidnis

a therapeutically acceptable anount of a conpound of
formula (1), or a therapeutically acceptable salt

t her eof .
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I n anot her enbodi nent, the present invention provides
a conpound of fornmula (I1) wherein L is CH2ZC(O NR 7;

waraoXs02Rl, R2, R3, R4, R7, R1I0 , and Rl 1 ar ePEREP2008/064076

defined in fornmula (11). In another enbodi nent, the
present invention provides a Ynpound of formula (11)
J)GN(R OW(NQRCHBH Ia?rdGHZC(F@) RRR; RARY, RLR'RRE, aR3 R are as
o mfdﬁéma , 1 are as defined in formla
n gnot resent i nvention

Er L Ao esw%adwaeng%r BSpaTTo" Riphider 3 ERouRegt formula
) yereiresaaryly X |%H8 Fa is RR”; R;gs hetgrocgaly! vilereirtioe heterocyclyl
sregleRiedfrcan the@oukecmnsaﬂrng of fuoylredxazolyl, )sotHrazoa/rh(nthlyl pyridinyl,
o, R thieh levibreif ad héteroendlyiagoptiondiliabsatutanpiaad, two, or
Bred %Mlﬁn@n‘rdep‘@h@érﬁfz%eﬁcléﬂ RR? thelgrb &L’r‘%@@ BIRaIZenyI alkoxy,

b afk%c r’ﬁ% (,eenbo 56 %os koxy,
T e R e R

%dr(n?e)&(o)l‘ﬂ(rﬁ’e)(ﬁrle)@énﬁnd MasR Oj Bnarrzﬂ‘ Bvagardepepdeitypeipcted

dmftioe groua cOhsistingte hgdnogdh,i adkdXiR9 IkdxyakoxXSHARYIOh&B/hydRixy,

KR RR2koRe,, (NRAE ) RKylasmd tnr:e;rRBy@er|r>,onﬁa|krerw:yrsrle3 ér@prk”e@refumdypsrendentry

&érsctga %Pu RO ﬁduetdoﬂgsrm‘ GRS @H ig alk Qrka

ﬁe/l ;QI 5()5/(;” (?F 7e§g(ﬂjcare ﬁ)zar'éﬁ;en 9{ ?ufelec?%fﬁg m'trﬁl@group con-
rwgro(genﬁ\a @Mk&( ﬁa|afpan%§q)endﬁ ee)l ted fr mthe group

wm%ng af kxﬂlrogem andoalky; NR@FE&” ang 9nd/ﬁr@v éelrcterdrom the

groyb erysistgpdiépdrogen andlaRgl. and Rd are i ndependently

sel ectneshotte? @idgintsrdURe fRIBESHVEMIOR brdViés @ARMPRNAJ of formula

Werein! NisBHhhek i€ NJR@ ﬂ?ﬂhﬁ Rehen Al &Rk, terocyclyl
e s S e
pRi1Y; selegied fam dhe QFPHHP?W%S“QQ@UBV(&BQ@I 3] ARt Rh &nd R are
hydfogerk pnd RRiselertedron thedope sdesisting of eydregereand albyh
t he gmaanpteoresietintent,dhe pyedeotigeventiah ksdvidebal pharraackutical com-

@érl%’ﬂ d"dﬁ'rpnsln@ aaéb?ﬁé'&rhd %‘F’R@ﬂhféf(f)t ord fh@réife@ﬁ(%‘ﬂg acceptable salt

LH%Y E&éj ccE&E\ el @rek! ) wherein

n \éﬁngorégrod ﬁﬁé’aetp%forﬁrbrtrng
pr&t% f"ﬁa?q |n)a pqtﬁ”b‘ﬁd?‘?@”'z@ﬁﬁ‘éﬂﬁj REFHCH tiesEmptcomprising administer-
ing\te titel aiiept athedkrs utically mpeentable Bmbontmilazgomdopndigiogiula (1), or
Athesapdlicalgratceptaid safftherdtd, R4, R9, R10 , and Rl 1
are ag #ptidrerhbobin{e, thalbRsthtlidventibn BRRIIAST method for treating

Sﬁgpln@{}etre Hnereg %z%ﬂtne'ﬁH‘é?%ng{%QM c%ﬁﬁ)n@lnﬁ%%%&gnng to

Zi e]amgwg o[fna crqmpﬁlind g{z‘orrﬂga (Ihépr a
,raqqgjucqiig,acq:gr@atglegﬂ thrieof. are as defined in formula
(11) . Inlanctheo ehdodierdnd dherpresenttieentior pevides mvaentpoond of formula
N Hetks Las CRRP@INR;aindDQIRIURY RC) R), RIhRPeamd X'iase BRBéfined in
#oninﬁlRé )rrN(R?)C(O)N(R 8)(CH2)n mand n are 0; R7

2o

and q%g%nt% ?‘esgﬁ n‘la’grgg Q/[Hetsleeco p%HRd o[lformula

I St 1
B ode %ﬁ Ma?l}??& ?&kyﬁnd wpre as
gefinemtn formulapgll). R3, R4, R10 , and R1 1 are as defined
i n f ommarothef lembodimendribe hessertinauhtion ptovideh@ qomemeand of formula
(INv@REdiO R iP NSV IdRTHRL,OTOINRUBAD &, RDORAR‘QR( IRY) RhBAERM are as
&%ﬁr%d%rmhlacfﬁk( CH2)MN(R7) C(O N(R 8)(CH2)n; mand n
are I; are
n another embodrment the present invention provides a compound of formula
(1) wherein X is NR?; L is CH,C(O)NR’; R", R?, R®, R*, and R’ are hydrogen; R’ is se-

lected from the group consisting of hydrogen and alkyl; R' and R are as defined in
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hydrogen; R9 is hydrogen; and Rl, R2, R3, R4, R10 ,
and RL 1 are as defined in formula (11). In another

wepeipodsozent , the present invention provides a BOIEB20&064076

of formula (11) wherein Xis NR9; L is
(CH2) m\(R7) C(O) N(R 8) (CH2) n; ¥ and n are 0; R7 and R8
frAuBydy.ogen; RO is hydrogen; one of Rl and R2 is

seI ean % qu N8It YRe p%@ggg}moﬁph&mg%%%p%ﬂﬂd of formula

H egeiln he:ca-l ( %is se-

m ]:qu grq:ggp cmlstlpg_gf hyd&@gyn@dlalla/il ER agn@@ | |ﬂ@%pe|nﬁently se-
feotemmcmn thielgroup eoreisting ef hysindgsai, alsoxy, atkbryqareswhalkyl, carboxy,
bmnhalommauwxgieﬁel@almnmmgi fdréxgamyl aitro] INR*RAE i afyloxy
%hér%erﬁg ar)}+o %Nrﬁ@(‘g.(r@ Mﬁe@de%aéhtly%%ﬁ@dﬁrom the

gen RO is hy rogen; one of

&rf%g tm% h g%ﬁ u | stin
dro eEH'O greaptp]tép\gqrg EQ F Ingmupqi]gfformula
@6%}9@@?@%‘& dg'S&HM@PNB(yR s Brd&yamt{? aregiygirogen; R® is se-

eRa Rt thieydroupamnsistinRaf lanidoden ars! diitrRigend &Adnddmendently se-
Rtharfrins theejrews &dwsfsltlﬂﬂbﬂhﬁir AU BIKPIORSb Sdridalddikyl.
al koxjyaldeher enfbbolient MRS resgﬁij R\?taln 8% rovﬁ)‘%g a*‘%ﬂ{ Hd of formula

@ h QL0 10
Eé(\}vhen?ln Bls @(}I-"f‘p!}j\lo(hf} ﬁﬁ\ln( )&%‘ %5 kdxy E{ %@ h eR R Lﬁh R
an BxﬁgﬁgGﬁ red ig fula @l- yl oxy, arylal kyl, car boxy,

cyano'n angther emdm%%w pfegp@tanwrtlon R Id@)‘éyﬂ compound of for-
itk ibpytedréivi X isINR’; and bR, RRRR&, RaRAhdn®RR 'aare as defined in for-

hugependent |y sel ected fromthe group consisting of

hydr 09, eﬁ*b%)ﬁmen@qge B%s@ﬁ‘lqnv%ntlén ERERh TR %f formula
e e LR

i Besand Ro 6@ﬁ6’efb'?e‘#'8rf?mu )1) wherein X is NRO;
L is (nca@)hﬁm@mbpdm@w(tmp(e@mt)Invenﬁorand)vmearae:ompomd of formula
RO whigBsin Ris NRS; L BrGHRINGR'OCID)N(RYEH,) Rt drsl s atect; tREcind R® are
hy& rh@gcig SIBtEPNSI IR BdupTcohystingas RIkaRehIGAR| Myl BkYicarbonyl,
a@ﬂ Joy By AEABRUARA o Rkt il SRR B, AT REPR, R, R
(E 1st| f e I? a
&fé’&agéﬂﬁ re 'BI uld (1 yl oxy, aryl aI kyI car boxy,
cyanoln glmqné,)g pwgp@tdp\@mtlon RGRY compound of formula
HDW@)@@N@NRgm isr(6HaNRISIRNGR )(eﬁ’rdi)an amioh & QR aind R® are

Hegpregete R li hyrrdgset add R qrA, RAR'gRFUpNE Rifsdrs ok lgfigdd in formula
drogen and al kyl . In anot her enbodi nent, the present

I nven - Qb C! I(?o %F\gopformula
AL e i %2%@@%@% R A
)édr@@%rbd? fis Ryereges: @?%gbRC@WSRS'ﬁISﬁ@C fWHV‘@@th‘FFd‘S'S“”Q of
hedrogerRirQdl lzatd aRi the dhey i$ selegted fromt thy gseipamneidtifg afhytivey, hy-

groRikye aiiell (SIRPRYaRYl; SYTIRYFENR® R*KRRYyandRK axy agdbmivd in formula
kyI carboxy cyano, hal o, hal oal koxy, hal oal kyl,

dr oY ;n@nlt th@ Fesgnt |n\|/\éR‘t" rq o@[b%a%lz%) )&ﬁnd of formula
er e| n %5 2§ N? g 4 R®
d\@ﬁé%fa Ny detsdEtiel BTG erey Ragnd R are
Rydtparye ™ amblydiegepi one af %n@t%@r'séﬁbétﬂdrfm thetdieumpeansisting of
hydregen amd mloendde @herosrpelactdd Gbmftbe grdup dohsistihefhydroxy, hy-
droxGal YRS ndy NIRSR{)&IKkIZ) BN &79&%@)%8& dreb@n Bad theasligertis 8él6cted
Qomﬁpre c%smtﬁé » of Bikox Ml aI R Endi q{aﬁﬁﬁl%g %d'g roxy R and
il

c gL a'e%fgf”%m i %%a § et
?'ﬁ%xyj‘ll‘%{lzﬁ'k@ém?lr%qﬁy Iy aFY;FB‘Noar H‘y SPIRPKY. M halon paloalkoxy,
halpalsylklyydroxyn hydiox |, @ittsodn "R t Rcanst B3argtindependently se-

i nvention provides a conpound of forrmula (I1) wherein
Xis NR9; Lis (CH2)mM\(R7)C(O N(R8)(CH2)n; mand n are

0; R, R2, R3, R,
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and R8 are hydrogen; R9 is alkyl; R4 is selected from
the group consisting of hydrogen and hal o; R10 and Rl

wa 2awesizadependent |y sel ected fromthe group CPOEEBL00$IG4076

of hydro gen, al koxy, alkoxyalkyl al koxycar bonyl ,
al kyl, aryl oxy, arylalkyl catboxy, cyano, hal o,

%{e@&}dﬁﬁ)ﬁﬁé gr&i’d lstethg o r&j@{l arﬁl%ﬁfﬂ”@ﬁ@'ﬂ@ﬁnd R¥idr& thdepend-

?mghfhﬁﬁ ou %glg ) m % % IykSeIeCted
ot hBrenise ambadment o é%td v 3%9%‘? v cyirgutd gfformula
GBr‘fﬁ’Gtﬁﬁrdxdfﬁ NPorLrTﬁl(QHe)lrnNﬂ («Q)é'i(% ){eH:g; Fand n afed; R, R, RY R,
REHDIAN(RF nBgropei; RY)ig eHegtad fromdhe grougroengistirRlef higdrogRs and
Ralo; RHGNBR'as@ ihgesbeagertly s8Rcted! fadnktHe grbdp tensistihgof Bglirogen,
EIRQW %%xy@l@#%l@?&lr%dyﬁ%l@f aﬁ)f&i(yogl?%ll@fn@ahf&? cyBAO, halo,

ylhgiE)gl &p)pﬁ &rby rl@lﬁaﬁdhgnog ROMRY R are in-
onS| a\ﬁ( {} &2 carb

dent&ag% d 9r°Ha|08nS' bosA KGRV f Ay

hydr oboyanoﬁw eEibpaIMapt, theprasant iovgRé e prokisies arapmpeyind of formula
(B evherain Krie NRyLL isX @ Hb s NERRAE)NRAGH Re meard mRarea); &', R2, R, R,
RAdpRERIARE hlyrogeh;axtie seléstodfrbmahg gmmp (ﬁ)ﬂﬁ&hrﬁj dfm@d@lgen and
Hé(lgrlﬁg%ﬂdwda@l#d’é en!jé‘nt ‘e'%?d olsi@inBLERRIMgen,
Qvf RIL@ rrt?o\ﬁI Oun cN Eég ? !1 Ig?] rr(l_:‘yldroxy hy-
éroxvﬂky' FBtro, R@RC 7a” ﬁa’%"‘ﬁ% 'é?ﬁy SF@‘ef‘gxyalaR%E and
e indensarienttyes goteshiarh éhepgroup cerwﬁmgtof hyfiregerhgngt &
and hinl amotren@nfRbBinzemd tRd piesantanvemtiep prodeies laycoseloand etiformula
(II)WhleTrJirﬁ?Xgé NR@ Lcr@r(@H%N(rg JO{O YR @DEN; mdreyh are@IFY, R? R?, R,
RAd, 9%‘ yro? Rar?é’gélgétegfrgﬁqre’g FHU cto 9@“ &mﬁrogen and

bIBEA" B R Siep ety ifTR0 g ydro-
gen. FQJFkyéﬁ‘é'ORS %\F‘%’Oﬁ' ¥r ogen: is hydrogen one of Rl

and Rp ar@tﬂw@mb@ém@mdhe h@semm\ren‘tlgn hegvigles armpnR@UNR4f formula
R Qvherem il iRRMRY; [aisECRIS), NER ) QEDINIR) (GH i ear(d i el ) R', R?, R%, R,
aRPRP&fe IBRYENTRN s, alltyN &R RS S8B&Ed FrBMaRE Rﬂjpmoﬂylbl‘ﬂﬁgsof&lydrogen

gnghoaf, r‘ﬁ@esre?elcfb %Tdﬁ?t ourconSisting of hydro-
g% N? Wﬁ%ﬁ i F%hﬂ% 504 B v
hgarlkeen ha'ﬁa'kY'h'éVdé?We yqrgxmyb nitgys apgh NRR ggnd R” and R* are in-
lepimdentticsel¢ofedstsdrs dheedrofip @m&nﬁ@gglf bwogemsmdsalkwg of
hy dr ogesnottadr ketmbpainken the mdsysht, inVedltion proaldeslakanpouamdf formula
hMWh‘é?‘éfn xd ArandiskREHY), A6 ﬂ@r‘éﬁf 0O dien SleQMIR'. R2, R®, R,
EB St Mrc? enhbéﬁj rs R‘“% E(%]Eé(ted it ﬁﬂﬁg éﬁ{yk&%]ﬁl chd (L‘%lydrogen

JuRT D K e epeﬂr?&r&@ 16 1151 By i PSR! hyciro-
aeq»|aas@9<y|%kqw@afb§zw 'afvly CREDOXMEYRAO RO, |hﬁl§>ékkemdélﬁtqa1kyl hydroxy,
bydrexytadq!, hitemNRER garaligrylosy sheteimtye af yibwyds phemxgnand R® and R¢
ateifliepehte@iyiehute dErdm e \@dip céidisting @8 Bydrogenvart Alloy.
provi ﬁi\ea?noﬂne? mHﬂ%n@fthiffég%ﬂn\(énlt idn Mtﬁro%lsré %Mp%uh@%f formula

t&glvﬁ]eﬁe QN('\’R 4 | IRe) Hr’l? @ r% QZEZ G R’,
e e of

ﬂ%l% @@W&'H?gg%ﬁ és Re %IF‘%EFQE!H tDF 9[%8)&9”3'5":‘119 ‘Fé‘ydroge”

gad hgtepand B\n@nﬁeﬁ argriedependerttyrreteciad framm el goyn 1:9nSIS|tIn9 of hy-

drogeherikye iad iang hbloalkkile present invention provides a

conpoghotfer kbddingent,Ithe prldentahventon Brovd@s alconfpound of formula

éﬁ'ﬁﬁ%m& R7%e 8= L'\Ksr@)-l g’}' gﬂg((ﬂ?z?r B fhd Jﬁzread“#?@%d R® are
3

aP%%eﬁ@%m%v%%enoPﬂ% o a#&gdrgpe? Vg IR, MegsS g ana R

4 Rreén dritie pESRRER NG érbloé‘E%'é ¥romt he gr oup

consi sting of hydrogen, al koxyal koxy, al kyl, hal o,

hal oal koxy, and hydroxy; R10 and R1 1 are sel ected

fromthe group consisting of hydrogen, alkoxy,

al koxycar bonyl, al kyl, carboxy, cyano, hal o,

hal oal koxy, hal oal kyl, hydroxy, hydroxyal kyl, nitro,

-NRcRd, and aryl oxy wherein the
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aryl oxy is phenoxy; and Rc and Rd are independently
sel ected fromthe group consist ing of hydrogen and

wa@bkdoglso2bn anot her enbodi ment, the present i nVBOIL/ERIV08/064076

provides a conpound of forml a (I'l') wherein X is NR9,
Lis (CH2)mM\(R7)C(O N(R8) (CHZY*, mand n are 0, R7 and

R8 ar g dhete? @aiboditthnt Qhé‘kﬁ@'s@lgﬁﬁ‘venﬂﬂﬁ prwo@% a&ﬂ)%p%andj of formula

ﬁq\yh% ﬁ‘x‘%‘%j |SQEPW @ ) Qﬁw% i3 Irﬁﬂ R® are
g r%gg r | n?ﬂ p|>§?1p/grolg pgnﬁkjfer(gﬁ IS }Swalo R and
By arednri%newﬁnttypﬁteﬂw fr<gm Heodronp eera,fdstwgtoﬁ mregeraﬁ&oxyalkoxy

3ikyl, Halo t hrail oaditdxy | arl, Bddixyx B°nidrR 'd aveoddletiter/rom R8: gnodp Rdnsisting

af g draydapeiReen bikgxywateel e dikilr earbbhie cgdrel paleodbslkdxyghaloalkyl,

F?)f/drBth?&%anl | K@K, N RGREY and@hxy whheh thtéaalr\‘jléhklg)b}ﬁenoxy and

RO FRIL N g JSh e AREL RBkich RS i gﬁgﬁ 89@.&%@*& ?drgé%‘]fwd alkyl
fl

consi strn al Kox

car bolyAnomE G ﬁ ol qh%P'E?éPQ% nigap ormula
HQW@@%M?NR i ﬁr(@thNﬁéF)@ O)H )(:S}WI)noRyaﬂméﬁr@rQa Fi W@d R"are
aydrbgeny R°s$s mfveogeay pntanﬂRRanohlﬁﬁls Redmgen and épertderis hgterocycly-
%ﬂdo&fteﬁ\dl R /i FUPIQan@erU BreCay\gadfdbd MoforrhulBY . ogen and
al kyl 1y dd&tr?é?%HB%Hu HPe@Emt |ﬁ\§b¢1h9ﬁ BRfes ar%‘?r{Ho'uF?H‘ of formula
ﬁf)%' %?_éf‘%ﬂ ° ﬂg@) flr(] ) Hgm%raer{dnn 'OSIEQ‘IR%H R® are
O ) DS Y 9860 P epIEETHS hp Broycly-
M}@P%g% rﬁftﬁ'n%r arg @d@pﬁ@denﬂg selefted from the @reureongistingof hydrogen,
slaosiattoxyaaliof, haNRaRbaikaxyhany hadrory)\R'® amtiR" are selected from the
GRIoa BB astiePar ) h%/é%gerR%lk » allkSycatbonR1dkyl, @%x?lcylan@rﬁlo
QP

ﬁélo&'lﬁéMﬁQloélﬂ I dr \ yalkyf! nfROLN Rdegﬁbo the

aﬂgsent | nvenﬁﬁgrh p es. % co%& | tﬁ%frf) {] consist-

NPT hydipgenandy! Hnd R8 are hydro en; RO is hydrogen

one ofn dRbthen@nmRRdinen,tbe g@@ﬁntanwnttlhre pesiviges ai ecompoliad peigrmula

tlr)mmadnexga; NIRY, leiBriSHs), NIRY)OfO ) NNRAERN .5 ambarayh atek®iRfland R® are
o W@Wdﬁ o oPR iR @y bidgER BRAERNSther is heterocycly-

E\ o§§ Pr(elr{fﬂ@h%;%ﬁ (%fcfg/ﬁﬂ sefi dsfrdn‘?Ee rorﬂy g‘&ﬁs‘ﬁgg of morphollnyl
6“%{%@ Sy, bl ey RT3
A AR R SR L w@przwden&wmd rom the
gryoap@onshalr@ of hytirog ek atsoxydidyabikyll halbyfdiastsoxy, and hydroxy; R™
bydl ROxaralskigbted miohT e grcNMsusamgiofaryﬂrc@eyi skexyebiRotyiearbonyl,
§IR{I| ar¥orkyS cPAHNAIY; hdrsalke, @%ﬁkﬁ'm Sly¥lkyl, nitro -NR°RY,
354 OIS0 R s o L A bl scicte

ﬁ%Wé{]%QE?HP Q%lftfr@y I ydf&ﬂa P09 3y Ra are i ndependent I}/

sel ectenotties gmbreingany e erﬂsgmsqum@or@pr%ﬂ@ﬁ@gf@mp&ﬁad of formula
dl) hegpierein X inNECHeis (GhiblaNiRDOEQ)NIRG(GHAs svand mgwer; iRirand R are
By dEGEle R°as BIBEnn on@©bf RoantuRAis hlytilogehanette othérss BE8¢ted from
{-hﬁe‘;i]g?o& NS (‘F&F@h%ﬁb%)m&l%awenmmfh%l xgléhd R/ Rb R®, R,

are r ydrogen; one’ of
|s ﬁ drRoq% n%é% ﬁ%&hf ulla ” sel ected fromthe

conS| "t ? B'E?ﬁ PLNYEOHON POy, es a comp unélofformula
(Immﬁrgnm@w RS (Ghd-NR IEOINR a&mmm g6l &6t @ad R° are
hydrogdrh & i lowduogemn sies bi Rbaraf Rhig dydgpgan aad kexotbérissglected from
Mekarbup &tﬁis%,tln@@f OEROXHrboANE kB A YNRTREQIIX; Rilark Rt gre in-

g&de&iabRtl &H%J\l?ﬁ%ﬁé) rl%uﬁ‘&E |s°tFn rb@ 9ér05¥r¢ra%§9al o>1y alkyl, halo,

ﬁ%P%I@{woan R P’&’a dﬁ cﬂr ?/Iec g Pﬁythglg wp don:FlF noq of hydro-
a’% x4 amércerh?xr He/ag 'kyhﬁydroxy

byﬂiomlk'xr @Itrmd\é%éﬁqdm¢rylosrewbelte§dthﬁ|e@ﬁ@>tmépgrrmm “and R® are

consi sting of hydrogen, al kyl, alkylsulfonyl,

aryl sul fonyl wherein the aryl is phenyl,

hal oal kyl sul fonyl, and heterocyclyl sul fonyl wherein

the heterocyclyl is thienyl; and Rc and Rd are

i ndependently selected fromthe group
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consi sting of hydrogen and al kyl. In another
enbodi ment, the present invention provides a conpound

woboobosorai a (11) wherein Xis NR9; L is PCT/EP2008/064076

(CH2) M\(R7) (O N(R 8) (CH2) n; mand n are O; R7 and R8
are hydrogen; R9 is hydrogen; 2bne of RL and R2 is

MYEpSaRANREElc B8 frofhRE gick %%hﬁgﬁr%cbffh&%?bﬁeanqn QMIsulfonyl, aryl-

g&{bﬁ}/lshélﬁ ﬁ&[u ﬁ(s"n%}l' %y ﬁg cf: Sﬁlf‘or ?F}éﬁ h(a?d R aga &%ependently

pelocipd M s drap cpr aft@%f pht R A

an ot h@ramﬁm’ﬁ?@ﬁl’“e”@ Hiae BWé@%tﬁﬂanltiQ’é REQvisies Qr‘@WRﬂ’é@d Qf formula

00 nyhecainl Xo$ NPBerSI(@Hé)InNIR WBENNI(R®)(CH % MREYd nLaiesd; R” and R® are

h@!ﬂagm\l(ﬁ%) @(ora)gﬂ(nRoﬁé 6R2an Rhisapdrogeabld the dieragdelB8ed from
MHeSyroy s &9&%%2 B NF@R QWb%HﬁQlker%ﬂ%nzgﬁkb | xP2RY $nd R* are in-

gt éécft d“f?orﬂ Qlcc?r‘?%&@g%‘i‘ &?{g}ﬁ oSy MRy, alkyl, halo,

i g

ﬁ@?@k 08 ot i e Egerios rouPggnsising:of hydro-
aer ﬁ'ﬁ%épﬂé‘ﬁ&é@ﬁr W}ée’ﬂl”é’étcéﬁb@(vm’haﬂﬁé‘ .08 awéﬁxsuh@tqaﬂrgl hydroxy,
bydroxchikyg @itro, all R Xy karylpxy ethkrgin thealdoxytiabbeddgxR® and R® are
mﬂdpérwéh@y(yele&é@framdh&rohp@bﬁsugtﬁig&qmdroﬁgé@rantynexng:ls@u@nyl aryl-
Ql‘ﬂf?)?l&/ﬁkﬁé?gm(?lfle Qﬁflﬂlrs%gg Wsulf@h;ﬁ IyIsgﬁ’f b)Y Wherein
g e?g(r&&xm»‘(%%ﬁﬁw and R,\%\q‘?ﬁ ar%x%deé)reﬂ S&Legte g tﬁ%group

bhd Rc and Rd are |ndependently

sel ectneaﬁometﬁﬁmbl@émg&%dbe PEHISNIIAVaNGOR Pravifes egempenad of formula
al) kalerein X mhlﬁig Heis (6hippt(RBOLQ)N(RY(QH5s erdnd maren; iRdrand R® are

ﬁijd?Mgé)‘ﬁng 53 n@n@Bf Ff{g)érz&lﬂ?as hiydogehangite dfhéprss g%&:ted from
H@té?‘g CR/I y? d heterocycly-
h RS Mg nems
gr%r R R Cr h@Fe"f‘ssiié il wwﬁmere.n the
ar | ran 'tm%‘ﬁdh? re§g|5t§@\{e(nup af%d@ﬁ ampoupg of formula

élhdvhRnelraP(es NR&dp@r(@élm)tnNyR Je(NRU(GH divmt sl myarsuly R’ and R® are

bydrsget; iRids fdréyeth; oge of RadidoRYialhyaogen ahé e, othalio selected from

ﬂ*fé' @U[ﬁké@%lstlﬁ@ df SryRkpatiyil, h%l&oéiftgl RbtekodycsIH)l 86d Béterocycly-
doliil‘par‘é F:Fu]jé?ﬁ’l %EIe A QAP e 8%'S|st|ng of hydrogen,

car
5%Y 08Ny Maboa&%'komapgﬁidmﬁxﬁ%‘o%} R" e selgptep fom he
Q'NREIQ@”S@H’@ oA hyereg nqu@xg,q{kqmgar PRM |C§rtiﬂ¥én‘6/>@90 alo,
aaianRw(yahdloﬂaylahseiroxyd bygrexyddot, Injircs NRER eand arytexy berein the
llfymxp iCpidioRy;iang RifandRirapg e pavticatik yélectba framathBgroup consist-

dehén a,l;(hak}qresent i nvention provides a conmpound
ofn E@ ﬂé%%é:)?' esgntl\ﬁ%n Bn brsbwdea CQJ?p & formula
ﬁ% 5 h)sr 3, el gy 29 E§ R’ are

hwpgﬁg“eﬁ aﬁwwqrm?nopﬁ%pf Rsawe%e'ﬁ@wr&gyn aph diecqthertin aryloxyalky!
vbereinoiby @y lis prengkedpionalty substitutel evirialgp REand iR tareipdependently
polectdd g tAagrduipi @AYiktingRT hgabgBd, dksxyaliReBH amkgiehalbyhaloalkoxy,
ﬁtﬁ Ryd rS - ROMd Re Q&QCtE@ﬂ%hTSthégg)U%fCOhglg{ "hydrogen, alkoxy,

|k3éaéé%$>fy h;?aj plﬂ O35 hA I ch?‘ hydroxyal-
%50‘?"5 %iilgaae ?%yéc 8) wﬁoxe% ROXycgpg § ny:re inde-

y ﬁ%ie@ted ffamotae ENP, conalrsmq yydraged raosiyllkyl
hydr obtmaidkf;dr embiotlinggnt,-thxpfedentamebndioy bavidestaerogipoutidéhef formula

@F)Wh@?@ln XSs NIRENOMY CHERNN (RGC @M (RY(GH.%,; alepesden R and R® are
?éne‘ﬁigflé' Wﬂrﬁgﬁ% BhOBPRCENERSs hg&% h ahy qfeo&lﬁ& i8R8erocyclyl

not ese

ﬁs%m e eI in e P%P'”%m e o EREBg AR Kokt tienyt

5(:?@3 renpep irEPBhgroHP SARPiSHing o8 hiydroggn.
alkaxyREkoay ealkws dvatsy Bl oal @nﬁjnmdr@gya R antROfargselgpigd fem the
i s hydrogen and the other is heterocyclyl al kyl wherein
the heterocyclyl is selected fromthe group consisting
of norpholinyl and piperazinyl wherein the piperazinyl
is optionally substituted with alkyl; R3 and R4 are
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i ndependently selected fromthe group consisting of
hydr ogen, al koxyal koxy, al kyl, hal o, hal oal koxy, and

whyawozo291 R10 and RL 1 are selected fromthe grOLYEP2008/064076

consi sting of hydrogen, al ko% al koxycar bonyl , al kyl
car boxy, cyano, hal o, hal oal &y, hal oal kyl, hydroxy,

ﬁg E%&Mﬁét%'of h%r‘b@@n R F%ﬂko@!’:‘é’rbéﬁw |eQRW déﬁ%x?'éi/ahbenalo
1¥aIR

$|OQ|Q ;ég y GNIQC %%Dﬁ'ggﬁnbvhgrem the
nS| St 4
ﬁry V IS ‘? ”Qﬁ%t arrr‘:é "Hg’%m %%'8%‘@ ?rﬂ(?eﬁ? IEyp consist-
POSY nuregen é"c’ﬁﬂbﬂnd of formula (I1) wherein X i s NRO:
L is (GHR)ENERBpI@NMtR: Bleseravention ardides ar@nimouRt of formula
ar)dvhlaeeuap(es NRAr 108 & B H, RR (RICIY)N(RYEH, ) Orcaref n Bk @RI aRd R® are
rBY&H: W@h;ﬁ?‘{e ShenBn@bRY arﬂdsRhlgth%l%@Eéﬁ laMJj MYGh&MS heterocycly-

e\ﬁh% Fnh[ Serd0& Icig)é Iebtﬁd?r Htﬂla gﬁn ﬁollnyl and
H%%E‘éﬁé‘” bt (Fa%ﬁéap falogy@ﬁ ngéﬁ.ﬂﬁ%fwg Ui 2@’% el

ingapendgntyaeeeind fram the afoyps:@nﬁéﬁr@ooffhwér@g@'hea"gweiboxy alkyl,

balnsthadalkoxy odinchiyydiroge R addkidX yre sdléaed/fromtimanplup consisting of

ﬁ_\l/dwi;en GRoRREIkoX GBSy, Ay cafakp aykex hald) abiBalkkyy, haloalkyl,
(96 Yy drB)( HilgX WL(&(YNRCF@’ hnd B9loxy W%%?n thd I@)()yl%%lénoxy and

Rn (Ehm elﬁii?%%ggr)ﬁé/ §e§ed:P dep?%]%(¥rhe gr P%ﬁgj‘s%ng PY r%ger} and alkyl.
dro egbpgiment. he; pres Rt invanbe PRYIeS ageenghiad ghjormula
(Iﬁ\v@ereu@xnw&.td@gcaz)@u OUERINGR®) (v meand 0 3reikid¥ @nd R° are
MydregedR®R’ id_ hydsodeBtidnerd R7ar@( B isIhiRd®péCHRY the otharis haterocycly-
RxPalkyil wiRéreii theRRtarb6y Y B pyaiginyl; RO ahd RMYAY ing&stndentsy stfiected
R%mqwgr%% 'c%nglé’tq{gqg?lvd@B %x%ll?%oblﬁ IS élscﬂﬁ&llgfx9r%nd hy-

NS| S
8“’%% gﬁﬁ%i?gareﬁﬁ %fgrom L(Wog éip PR Sé'X%S Wﬁ?%@dakkﬂ"y alkoxy-
£ ﬁw'aa' e, |°FrquM HRBP Hsilo. diafngiions daloalkyh hizﬁir@éérhydroxya'ky' ni-
fran-&R°RS @ng rroxoxyerheseio dngpaiyiody isf pheopx laad R° land i @reindepend-
&ntlysseNRR®sd fror she( Grbidp oD FINGOOMNIrBYE) 4icHRkyl; m and n
are Ojn dR6tHndnidddmieht hb{éib%élﬁ‘t |n\F§1tlb§pRMﬁfe§%%m 0Rd of formula

wHRrbiR% id ﬁIRhylgfs‘{@ﬁn) ﬁEE%Nﬂ{Q (]%‘IV(HZ nsnf‘ der%\r% fl'\ﬁ%% R® are

q% gerno% réipt Ian |ﬁth|ygro§8 88 ?tparﬁ ﬁl cted from
cgﬁaurz;@m@rsm ﬁba'b@xym'a? BEEEXY. AR Sy RalRcy(and R" are as
Hefined im&drmalakdxy, and hydroxy; R10 and Rl 1 are
sel eC[rﬁﬂwofHGDﬁh‘lbme@afrmune p@’sntdhvenyol brdvitds @g@impound of formula
E' ) EYein R'li‘RI’qu_afsQ@PI | N(RHEMD)N(RBIIRXY m SN Sre N Qnd R? are
%’58%d¥%¥s h %feg 59{ fll\wg{oo%’yls h%éfr% 8?1(}4% tH%y(#;[herms gélgcted from

i o0 SOty R0 B deoaa KpRmka a7 OGS G Mibendentl
gpleeipd Er@msthgﬂrqvg conSIpiNG & e Arogaa. alkayslkoxyn alkilohaler haloalkoxy,
endbbyliraosnR" anteR P raes selected fremt the grqupeensistin gofdydegandalkoxy,
akokyeaibohal, alky1) carbexyecyans, haloNoallkoxly Shaloalkyl, hydroxy, hydroxyal-
kiR INNRIRCERY N8 Mr@‘!%)m the I%Wls h%‘h@x;pfangaﬁ aR4 RR8re inde-

gérgde%é)qggg%%r%t glqr c%%glst'lneg h?ig ﬁ& %”&)?dr ogen

1) . Mo H‘g" 'QPﬁSg ?rﬁ?ﬁse”tt'ﬂ\éen P%B@Wt e?ﬁ\ﬁé?mHOHHd of formula
k)a\(hee@@ Xds DBvpoigHGHIRNRDEMA (RDIGH ey asidm e & RiRad R are
hydregdrORS Jay(dRI)eB( B) Bi6RRB aterR) ogenmaan 8®,iR‘aRE, ond RY' are as
a&ftheldn r@ulaydy.ogen; RO is hydrogen; Rl and R2 are

hydrg%:égv r%?%nib%glﬁ?én@qge Fsbst |Wé#1rt|8t9 Fbv gtan% BRE of Brmula
g efe%'%ﬁ@ 542k Hg@ﬁ@)ﬁd& R@ﬁ 3t dﬁa (R gd R are

By 0%1%” Tefd Ml Oger'i‘ Raafq (8 hydrogen: Q%Ph%ra%%o'alhﬁ’érﬁ’ﬂe” and
the present invention provides a conpound of fornula

(I'1) wherein Xis NR9; L is

(CH2)M(R7) C(O N(R8) (CH2)n; mand n are 0; R7 and R8

are hydrogen; R9 is hydrogen; Rl and R2 are hydrogen;

one of R3 and R4 is hydrogen and
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the other is selected fromthe group consisting of
al koxyal koxy, al kyl, hal o, hal oal koxy, and hydr oxy;

wapahoRioand RL 1 are selected fromthe group PCI/EP2008/064076

consi sting of hydrogen, al koxy, al koxycarbonyl, alkyl,
car boxy, cyano, hal o, hal oal k&xy, hal oal kyl, hydroxy,

ﬂﬁédftl‘?é?)@%éﬂ&&ted frbftRe grdNB%Bﬂ&sﬁﬁ;dof%ﬂ%lx%NoMﬁk)ﬂ' ald,Maloalkoxy,

R”%Péjagﬁeﬂ\rég ependent I y
Zfi TOT aJE}Pﬁ& rogAinien o Fisen St' ! ?egoa%% bl of formuia

ﬂlr)d\(he&é% Xgs H&rploﬁr{@H@)anﬁ%ﬁm)H(% |)0 HZ\)vh@Hﬂdn” %el% F‘Nﬁgd R®are
hydregdrCIRZ jsN(dRT)e0 B BIRBY aEHR)dogem: amelofRbane B is Rydragen and
R aner idiyelecge fromRBe gfoupYdhsigEY; of Rlkoayalkd?y, alke, halo haloalkoxy
BYERREERY: aR3 RANSh R4 3k & shYAE@E8RY th&BrbUBBn&8khd¥F

Qﬁto f alrtQ)n Pr&g' zélal&)ée% cgérﬂ) ﬂQBt %Eml? Oﬁélgﬁl&l h}} (?Xy hy-

vaﬁ?xrg N o A4 R fnd R

aliedn%rmnéemly aa’vecéﬁ%frm th?r @rony aemeélng oﬁzbydrggerry@n B;

R1 anbh dRdtraar entpdinuegérihe R@samtidn\Rhtian prdvides agempoand of formula
R Qvhargin Ris NRArieisgeHeqNeRN)E o)mxmq)@:rggoupamnéneai IRT&naMR® are
RYS6Q5e "PQQ |§"Il1 53/ bn; Rl KR KeaF enah ¥%hd REaFPYEYogen; and R™

h , hyd
Xéﬁﬂa %/rglasﬁpﬂn ﬁ%r %ﬁKﬂ%Rg ognd ar ngro\)/(\%erel n the
aryI X0

Sr/'nen aeq(,esg?]tdn\’:g@tlg Brovisigs &mp?offormula

g inerains Xfig BNt Lhis (GHoluD (R OGEDNR DG Hons ai¢ Qiff and R®are

Aydegden; IRT isimatr-dgem; Brbod RAerd hydrégenpRé sedR* Breviemirogem; and R™

BRORI'ARE séle@l@ﬂﬁ@ﬁﬂﬂe@?oﬁ%dﬂi‘disﬁnd of Hyd heélklo%t hlﬁo?@grbonyl

éléylscér H‘\L(rB7P1 CMM@ éélk Ig‘f@ é 6 Iky it@NARRY,
#bRaAE

AVhPagEN: Aty 500k pﬁﬁ& Pang, '&&epfng?réﬂy selected

ERNdRS SEPUPCORTISING A MyHi99emARY akYng of hydr ogen,

al koxlp, ansthen epbadiotany. the afelegnt, Inmﬂlbmspwd@yammmah@pf formula

nalmkekmxys NIRZ] Lol (RYb ) NERIC @I RO§CH X yredirtayn arerd; tR7@and R® are
: RAIh rad,éww BRERe LR hRogdny RO¥Nd RS aRNARAXhd R and

ﬁ“"da G o Bl RS Pihe g‘g&ﬂﬁ@ﬁ@%ﬁﬁﬁ bfyha/ﬁ?c}g%ﬁt A1 Iﬁ/ Qlﬂb}ﬁSrbonyl alkyl,
consi ﬁt | n'g (1 ?

CBOR U, R balonys PRI S Mgl B 869[) and

afyloxy Mﬁrean Khel e)rylw%llseg ﬁ”‘F&/ and RRQ”%R@T%‘H@?@HS@W N syalected from

thel gsetrecbrisisting phieydgegampndaisil.st i ng of hydro gen,

al kox, andtHen xyriolionant, the s@syat ikydntio@pioviale 2 compound of formula

Ef Wh‘é?‘éf@hkﬁhd Rh%Peolnd@@én@@hl‘ﬁ%@f@ct&ﬁ#&ﬁ|tilfé’br’oubﬁégﬁ§é%g of hydro-

Ik |£ | Xl¥alo halqalkoxy, haloalkyl,
%%%ﬁg l?%% é% lgallﬁ?x? R{'@ﬁ‘&ﬁé‘ Jalkyl,

IR )Cam?nmlkf”‘dr@"da@‘ BFma@enylalkyloamﬁJxaL (Fi IR R°RY, R, and
Rictrhes defifpsdin fiemtula fiihe present i nvention provides a
conponrghoter eAtbadingdnt, the preftehventon provides@ dompslind BRfor-
Raita(Mvhdrdifl x |3@anﬁ@ F11 @Pq?ﬁﬁ“@’b'mm %refé’s!&%»rln%dﬁrl fokmula (11).
In an%tgh%ri sQrﬁtqﬁ’\?eWilor"n ”VO%IHS %an(qg?‘formula
g OO, i §3R3+-a R R,
amgR"’ F@I@as dﬁmﬁohm qrrrml%(llas defined in formila (11).
I n anintdrethes ebddimemt, the heespntesemtion progittes arcoprpound esformula
ZI ) PRSI Rds Of LfQ(Gﬂ&b,W(RF)bXOMRPﬁCHZ)R(mén@n ake OSR', R?, R®, R*, R’,
&R Mﬁ%}&%@ N(O%(m)&ndéﬁe%ﬂgna Ie,ect&j fr(fﬁ]r 'thé:grougéonsstmg

r
%‘1$8e%' ?e{ g%f”@’catl ?‘%o#a{%o”ygraoéf' acyé?%‘gi %'?/'a' % garooxy,
ARy hydreyRiKapigen jand R
am@ Roﬁge In@qa@ﬂnéetktw sel oy thecgranp consdgtiog of dfagm@d alkyl.
hal oal kyl , hydroxy, hydroxyal kyl, nitro, and - NRaRb;
and Ra
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and Rb are independently selected fromthe group
consi sting of hydrogen and al kyl .1 n anot her

wepeipodsozent , the present invention provides a BOIEB20&064076

of formula (11) wherein Xis Q Lis

(CH2) M(R7) (O N(R 8) (CH2)n; 43 and n are 0; Rl, R2,

R3, Rk an%?her%ﬂfﬂ)o%ném ehdy ﬂa"s@ﬁﬁﬁ‘venﬁé@ pAVeRh c%r’rﬁfo@nd of formula

L ?J‘H'%% kle’se q\?(R gcg ﬂ(@ﬁ%uﬁn%%‘ﬁ'ﬁ%b“@ % R RY R,
E e:}‘i%da ei%a%oeﬁ lgg@ r m eygroup consisting

69@938& R'WXV ﬁikpnﬁ:arbqqpéap&gyl ‘a‘ﬁf@oéfr Wmh’v\lﬁefr‘%ﬁ)ﬁk@ﬁehaloa'kyl

hyqrbmjnydrsxyﬂhlemm -BRIR Randagy|dRp wheesin Hespgnxieistohgnoxy; and

rehe¢ Redrd inaepdnaentyr eulgtadinerh $tid roup tomyisting@e Ayd@dgen and alkyl.

al kyl in drid R hibRHinfIHR Ak BPe@Bmt il 1iBR BRRMes laORTHOLRA of formula

R R

ro@rter gwur)mos@ﬁw gehydroger alkexsrkaealylyalserysatosayls allyh ary-
tolve, ayylelpl, carhexys tyary, bélohlyaloakpey, halbd byl yhydadxyobydadbigpalkyl, nitro,

athCNWf A andaRkye,indepelidérdy seleatedl fdnk e, gré@s Esnsisting of
RYdRBGe Qk (hal oal koxy, hal oal kyl, hydroxy,

h dro L Lr
i ﬁdepenﬁlgwqun%gp n?e{nt 39(13; Pt SnRﬁtlI?R\?en?gq %@a%g uﬁg of formula
B XA AIAH R RISONR Ko H@”a(fh@ rig dglprocycly-
Ia hwh@ﬁalrpih@\heé%gcyélyb@mgh@mar R\ a?(lanq R\Aﬁ@r@{dﬁogen
Y ad®" bra indé @iy SR din R SYroTpi2pmsistimgani ydrogerg alkoxy,
QIkoBl:afb‘é) IChIR I0§éf§b>w| @ﬂ/dﬁ@xb{alm&élﬁb Kﬁal&ﬂkﬁr sy Yhydroxyal-

k rm?Sp R*mé x RoxyReher r'yloﬂf/1 Jtiﬁa 4 %ﬂg:ﬁblﬁ[}e inde-
eamerly pefeetds ?fﬂwb‘age@pcgﬁﬁs o Sty egs I i
car bokyano ORIt thePreseRidR ”“H%PE%(M@)SI?‘ COHWHB%’ffOFmU'a

(b avhexgimX I$<§D| L Im(QHmN(RNQéQW(Ra)ﬁ@Ha)ﬁ yh ery Nvee PeR his tshkected
aomltm(grdus cph@ﬁtmgmf atkodly, Rékya mdldRanahaloblkoep RARH R YR’, and R®
R Bet&fénf ROANG ! QF&H@e;SéhGéhtﬁiéeﬂtQ:t&ffr&M tHeogr8p @&ﬁslstlng of hy-
o'g;XE danld}gaél%ﬁ‘éérb e ifqﬂeéé‘rtro@hﬁ/ Beﬁaﬁ@tha'lcf%g% alkyl, hy-
Hré)x EE]_\@ &\2) e)) éﬁ@jl?f(y ﬁl\M}rﬁe gry Xé is no y and R®
3eq Be e @@W?W@/ %%? fEsR diesgPHg cotsising 6% yyd rawwnd alkyl.
hal o, IncandthesleowoRioent. tR2 preRgnt iIMENtIRY prayites R ommeund of for-
hyeiogersreiRMis@shdRl, /', BF,R% RePEteRT yresed @ufined irf foanula (11).
the 9o R REHbDHIMGL, Qﬁe Bbé@é@tgﬁ\ybntlaﬁ b@%ﬁes a compound of formula

Yy n 2 3 p4 p7 P8
E f’el‘;ﬁ‘ktfé’@ I|_’|s %%N(Rﬁ% ?gbé Q(éll@ :&89( alnkﬁ R, RO R R R
he aryloxy is phenoxy
and %‘W%”&Oé'm%é%ﬁ@éﬁm' vesiipe pravifles EgipnaeEnd of formula
gh oteraioXds St L isy(Chf)-MNBHEERINBHECE)K yh and n asn@tReR’, R®, RY, R,
eind B8 aretilldrodeheRPT2@ERIl arev@gianasntir i oteisirem egroup donsisting

Qﬁa‘fd%d@rﬂl é‘l((O)L)J )alk\ﬁ&&ﬁarl@/\ rélk)éxi/(,sar&r@rn‘él Kivt, a% gRg:iylaWI cEhoxy,

o; rée?}gegao rrt?al&ﬁ e‘h F%S(ghr#})?jr&&en L, ﬁlt l\'l'\n'Rb and R?
an?d” pe'ngp Q,m eegrﬁu;;(cpréy%nglg rogen and alkyl.
( CH2) mrp‘pl')e@;@@bngm (tb}p@;sgnt inyantian pfpwqqg a qempoRgd of formula
) whiein R8s SRLE (CHaN(R)CIOMN(B®eGH e amtin are O:R R, R%, R*, R,
fhd R? allerh}@i’dgeheRm%mwﬂ BRSThdeddhdetyesestted FotRd @BuUp consisting

l éarbb%g %é(]ﬁ{ ﬁéIB R%lbaﬁkécy kaloalkyl,
@dﬂfcﬁmﬁiﬁfﬁdﬁ% gé gvrpereﬁa ea Oﬁ)lISf gn%xy and
Rna%gna@nmﬂ@p@e%w%éeqt%m Née PHBﬁO'&%ﬂ@Sé’F Nygogsn and alkyl.

hydr ogen, al koxy, al koxyal kyl, al koxycarbonyl, al kyl,
aryl oxy, arylal kyl, carboxy, cyano, hal o, haloalkoxy,
hal oal kyl , hydroxy, hydroxyal kyl, nitro, and - NRaRb;
and Ra and Rb are independently selected fromthe
group consi sting of hydrogen and al kyl. I n anot her
enbodi ment, the present invention provides a conpound
of formula
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(I'1) wherein Xis S; Lis (CHR2)mM(R7)C(ONR 8)(CH
2)n; mand n are 0; Rl, R2, R3, R4, R7, and R8 are

whyawosgens R10 and RL 1 are independently sel ee¢PEPIN®0G4076

the group consisting of hydrogen, al koxy,
al koxycar bonyl , al kyl, carbox{ql1 cyano, hal o,

hal Oalnké??é)‘fner@ﬁ{bgainkéﬁt thé‘}éﬂars@%ﬁdnvéwgﬁ BrexRiek Yol compolih@ of formula
g% in %géj&b[}’é }EN‘; %gcﬂ%r\{( ?(é\ﬁ%j %Té{ dnd ﬁaPA“@W@X)é? R3, RY, R,

grdGp? 3}@{%&, n g@W ' %oegpﬁ y selqg t%d?é?rﬂgfe group con-

wawﬁiogeﬂ*@ Xﬁrf&%@(‘ inAlealYs on provi des a conmpound

of f olnmanothef eMbodineméithe preisentdnventips provides a compound of formula

(IGkREraNg K73 S E))d\{(dezﬁ,N(QHC?O))N(R?NG\‘HQ i afen Qe BIR' iRBeterocycly-

BkoxiFR2, R7,RART 433 R¥ e RYHOEEPR™ §WRR]é?em pEHdehtiFs8lected

'rHrg?R@g%%Btc Esu?tﬂg o“fthgé’rog anlEoFg %ﬁ&{&Blk?lOQlkéx %}b%ﬂylo&kyl ary-
GV ASH, Car (Rﬁaé?eh?l o5 ol b S Bigsonaiy. o,
gmd IR ,Iﬁﬂ de( Rj 3n e@r@mpfje;pengergy selected from the group conS|st|ng of
b eRyerNriRI7AIIO N(R 8) (CH 2)n; mand n are 0; Rl is
he%\rer Wﬂgh@u%ﬁhe B%seﬂgnvdﬂ?on %ﬂfldBS aftfo@r}poam% of formula
h@EETR X iS SV RQC?O NIR® d ﬁ% &Lt Efé%cycly
g\r/vgglpebnc% e’?’er?%yﬂs q%eﬁ@ﬂ I a%yFV Fh}%jrogen
aar%i héfeo'nd?r%ﬁ%iﬁ gﬁt Q%UH 8%%% gof hyd ogen, alkoxy,
@wmy@nwyalkylnmrbwy aYano. I\Ramﬁb%wyﬁaal@m /Ly degg, hydroxyal-
kyldeperdEiR!, und ehdotyarhdreionhd arglogy eumhenorys iast iRigndR” are inde-
béfrﬂfe‘hﬂ?ﬁeléﬁgd abkthe ghdupadatibeig & Gﬁ'ﬂg@ﬁ%hd alkje present
I 'nven a%trFHr% %@% Bk | e Eje&' Al do %Fm&'of‘formula
(0 s B LEHCy ﬂ%é@% dgpetes
fram e BIYPICRY$iStiNGOf afigxy. RIKYI, jalo, aﬂ%l mealkew: Ry 59
rRECYrapeR1R Y aad R aceipdentadent)y ssidotast feem ﬁrra)giwmeorgmsilug of hy
d@sh sdikaxg, alkoXyyatbongnalkyl deobaxy, afakoxlyatartatuzykoxy aakglkyl, hy-
8RKP N Mroxg MR 0n|trBaJl\!RaRh%|n@%|r%éRthé?&hQﬁé Edloxy iy sHemMy; and R®
ngﬁmé%qnd ndeftly' defucte 5I¥4l§?ﬁ‘| om%rggén {nn)ealkyl

ary

| eno
sl eclharome AbRaEnG e eeﬁgntgw%aowme( i GERE Hpigpulical com-
BWR%” anﬂprﬁfﬁ‘@t%@fmmgd’l fasmela (HHher BF'@%‘?&Ut'Pﬁ'Veﬁ’W?@ﬁble salt
fheaaf, deeombmehmwmmadﬁerammalb' qoceptableesarion. X is S; L
i's ( OriZriotierépBoMnnR tBg plasedt)imventiv@pebvitied aeméhodRioriirthibiting
E@t&ﬁ kidsd mampdtlRat @-8edyntel sl bF‘QJC‘Piftre%Itrhém)borr@)lngMb administer-

é8the§5]aq ﬂl%lreg)%ﬁca& accé%%ataep c%f%”c%nﬁ ul St formuia (1), or

A M
aI k ox ficaniofes gmbogimapt. th%gqqgg&tynvqpygn]@rovéﬁg method for treating
baticsalnkoopatienhial reeddaded niegd df suop, treaayrdebopalpkiging adminigiering to
thisFiRbnt sindrapemlicany avdeptatidiambentar ylcemipousd phemax (1), or a

@,réqap%@t,@ﬂg a@&@ége LodgRrpgently selected fromthe
group consi sting of hydrogen and al kyl . In another

enbodi ment resent inventio rov

phar n&8 4§89 @&Fe E%%%WP‘?‘%‘%&%EH“&W‘H@ t%{"“EJ}?HSHPdeSP”'”QS indi-
sedul a (| I) or a therapeutically acceptable salt

t her edlfie term "elseril as used ereim, eeférk do apaightal drgnched chain group
8re/RNb 1K rsuardtbias cohtain@iyQt efst SR @stb&®Birbok BButRE B8RNT

' nven*rhé){énlﬂf QKbEEes asauégat%ﬂgnfr@feré PP R)H'T@ ﬂfa@f-\é}j to the par-

N tient in reco nee
e daPRale BaRlhelin g be oo (he patient
t her ape&iteRapkgxyakeo tﬁ%P%edarr‘I%SWt eg?rséo b Af§B0herogp attached to
thernanerd n(ql¢quIardifﬂOletytthfeugfp@nmtwaﬂlhcyyscqv@pt abl e salt
thereof. In another enbodi nent, the present invention
provi des a nethod for treating cancer in a patient in
recogni zed need of such treatnent conprising
adm nistering to the patient a therapeutically
accept abl e anount of a conpound of fornmula (11), or a
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therapeutically acceptable salt thereof. As used in
the present specification the following terns have the

wore@niongst i ndi cated: The term "al kenyl," as UBEDEP2008/064076

herein, refers to a straight or branched chain group
of two to six carbon atons coftaining at |east one

car bomn&&#@am@%ﬂdye 008k hEEIn [ RFdR {RArKAKY groldSsubstted with

Qﬂ%g el Oﬁ\?a «duB. an al kyl group attached to the pa r
n_oxy

ou n atom The t
Al Kol a0 koxiserthou e R R B il aeitp Sached
tprthe patant ﬁ'@f?@bl'af Bofeie theeidbra carberyd AIOHP- moi ety t hr ough
anot héhe tErndalkyldraswsed herdire refersatblacggap derived frasn astaight or
behehdt cHaif edterated Rr@alydn @oad o sikleatbioh witsals. Weieheradd alkyl
bRaps oPME p%ééﬂ%h‘nv&{t%\’l%re Ihéhd 18 tRce Bh MK YeGHh & O pre@ﬁed alkyl
g%%g E%rrﬁkmgl %n% Sha. to an al koxy gr oup attached to

Dot m g [ alkidcaont e Seanertis efasiaoh aydlaao atTac‘%ed to
Hernarend Mileiva raqiptytyRUghH? C@ﬁbaﬂﬂtgé@Jthal n saturat ed

hydr o€le teom "elkyleutonyly' asi useddnelzm, ratecs®. anRaliefl graupdattached to the
phreyi mlb@MQﬁm@fet}Ithmu@h%S@lﬁbnyl@\otﬁfrbtI on are of one to

threeTﬁ@{ i %Oé@u eﬁﬂ%ffé?ifc%j Rﬁ Ybroﬁbo&pasblayc‘ﬁc or tricyclic
FiEr

ﬂg%%ymg %¥sq erein gngg ‘% %édai [t)he Sh%rggp Bicyclic
PEAPY A5t %’Eﬁ ?5.5} XGHTRY g arqyar WR5RIP agPeRRsyCligfycloal-
NVIDroaPpkad dafined hgtein, aagormdlompléaikyl grede@§ detineghherein, or

ahdtiyér mreayipraid. abiuydid fasédmengsystams anelexeonpifiednay @bigyclic fused

Fu'i@ G fusedltd @deo@l]&l@Q:ycla_élﬁeﬁyﬂ?lgmup3é§/(|jef|nea$1eké$r€% monocyclic

Ic?dl lro% eé§g‘é'fﬂeé‘h8 ?rmb a%mﬁé'rppheﬂgll%? $£u8 inc ude but
m% ’F‘ftﬁ% 0. At 5ac§ﬂ§n ST Thoreart perrt i Pldlh epfy B
REYHPRARM WD e prboByPHOiihe R{ASeRY BYRNtiPD $8Y be rtonally
ﬁtum@t;w with ey Itwg,l theemyfougoofiye substitienisriedepeadently, selected from
therpoyc torsisting bbalkdnyl, atkoaymlkagalddf alkedchdbeyinalkyralkylcarbonyl,
AREESRI arPRH, a8 akXy, dry Ia@?ﬁ'a?ﬁofyuéﬁﬁoiy Bfarky S)@omkR o,
RAGARY hglgallRE ﬁetPr‘o‘&%&YI' et r‘é%%ikxlélk;g &{X Jr&%)%ﬂ(yF Qitdd, -

I

N PRI AR oK1 W oindhe sgcoagf%nﬂ@aowe 140! gL of the ary-
HGKRdh e PRI agdpary VIt @PS@&CVPMEEU@@G flﬂﬁ?roﬁlfcé/' Raft of the
hetchedyltaklsyl cantbierfadiearyiptiorsatiy Isebstityted witb oaeytivo, threta fur, or five
grdes indepsrientinyélectpd @bl the grudiptadhsigiimesfainiaphit Bikbxy, kexyalkyl,
@Ik%ll cynBURSo %lda%x?ﬁ?ﬁ&dﬁ 1] U@%'Wﬂlr&@ﬁlk?emﬁgtémd y
e 3 u er rs bstltuted with at
S Eleen i prse Lo LA s L0l i

EeUbSt It uent S el e
8RS qrgetqry]ggrgqp aI kenyl al koxy al koxyal kyl ,

al kox%'&%bﬁ@n?'ry'caéhq{‘yl a%l'ﬁ@?l*@éﬁ"bdﬁfﬂs toa?‘r\sQé'MldJﬁ@UFa?t%Ched to the

gareupmolecwaarlnb@nythrcwgyIaaiaklydn,yl @oyp.oxy, carboxy, cyano,

cycl ogh&igrm "Bglaikoxhalag abé®Karein) adfesltd wh anh gicvibeatachad to the

R%ﬁfu%bé@uléﬂﬁbi&YJthrJ‘u)éﬂraﬁ%)%)koxD)é dg@xyal kyl, nitro, -

f ou Rg ﬁ) ylats uggéjp%)é% re\z’?@r% FRObCSrc%%ﬁ)Ca?ﬁgh&“élthe par-

g &PW?rm‘&' tpﬁgglaeguozsygpnqwg heterocycl yl, and the

het er bog terml"agykoxyalisyl,’ taﬁélsﬁ@h@ﬁeﬁbwfﬁﬁﬁlt@lam?ry'@@[rgrb@ attached to

fherdanant nogecutanahdigty sShrbsgh drublked gnodgh one, two, three,

four, TR tdrinvaryBuatis," bs desemstent }eyerg@é 86 bstlgloupathied to the

E{:r‘éHfmSl%Eélb%b gxtﬂfmﬁh‘é%}‘r{zm yI 8k al koxyal kyl,
Yarquar 0 a5 i r%ltow hydr oxy,

hydro % I é{ﬁ ?(8 1'I"ﬂ% 2 aryl al kyl ," as

used F%‘? Eﬁr’% C?FQP’é\fvsast‘tbsegﬁ‘eé‘F'R F’feg'jﬂﬁ’u Hbstituted with

at The term "cyano," as used herein, refers to -C
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| east one aryl group. The term "aryl carbonyl,"” as used
herein, refers to an aryl group attached to the parent

wondoeosizar noi ety through a carbonyl group. TheCt/EP1008/064076

"aryl al koxy," as used herein, refers to an aryl group

attached to the parent nol eci#€ar noiety through an

aI KOXYh@tePPeycldkedn§l Ms @e)d'h‘é@ln reféfs !ésaeﬁjorh%ﬁia'ﬂc cyclic or bi-
Ilgl}lﬁ ts? St h%(/lYlb tfgr'églt‘&h ctaﬂgﬁ or%ga r|n s, wherein

e%%y L e Y L A e@F@PB‘ m%m ?{eﬂr" g ono o
Begpaheyfies Fralradght- nﬁﬁmt&rgqi P9 fes ens torthres ble
bonas, Ryd e@crrrmpe -toTles-no@mberedring bas domid four daublesleahds. Examples
bedyeioa lkehy fgpdupstifc@de, Buydre Goolimitert thpgtrmhekenyl, ketapgd@hbtphtha-
[éggdeg,% ﬁ(grbgp,ly%w| through a sul fonyl group. The term

2 DR term *EIGERER qugéomeraﬁfﬁe%&%ﬁoaé%g% dﬂzn Soyefid, Bleyelic
STHREDER

CPfrde hyaroCeTba g Pitem Nauna 1Ees i tnelyerasbarefns. Examples of
Ilgyégq@é%,|nc|udg5bqj§éanqﬁém'ét]eﬁ to, ey elepropylpcyglopentyl, cyclohexyl,
hmmldﬁdn‘dhepﬂylcm adanpantyi cyclic ring system having
t hr eeThé@ cycrinliGRHRAPs 8f tABHrevRet iGéntion chh lb@Q)pfld)rftﬁlg substituted with

Wﬂ?rt\% NhRACHUE, 'oY ﬂvé‘?ﬁﬂ%ﬁﬁ%ﬂts |h<§kg)eh@§r\1(\g/ |0t oup con-
gg@}? éfa)fkenylng )g ?)ga alkoox&car{)%n all-ig gkﬂ(gﬁ:la (éarboxy
aXAnG: Ralpdiiealk %Md‘ag%%‘fv' VRO BT A VR rﬁN‘?gRHa@.‘y' and

oX®e to four double bonds. Exanples of cycl oal kenyl

gr oup$he tecine deglo,band dratogeat” dsiused ddreir refeyiol FOlGix@myhd I.

oct ahYIﬁ’é @ﬁmphélbalk@fw1 as wed H@z%anéﬁYé RYhalodik@ gkdipBttached to
iyl Iar‘?ﬁm 6 &) Brydlef %rﬁ to a saturated

C rbon g

Syst eﬁ*%!fv %'?%e a?&S?@ké?R? Elbisdf S AESORE shbitflued by one.

BYo. & E?O%{IW W@Dﬁ?mfhcl ude, but are not limted to,

cycl oph®isym;’ halyelkyipldfwyll,",awgﬁ@ri@heew,lr@fetﬂ t@;pcmana?skﬂgroup at-

tathéefat the pasnd matkeonimpiety TireugbyLswiahidyrogy. oups of t he

pr esenfe A RbteRIByOAN R&iselhbrilrbpreSaHis hintdhogtlv Bidyclic, or
gChC FNZB %t Fne\ﬁh ré@%@i ?FnJré Ylﬁ sslgkésﬁ)hrt q‘ﬁ/@t %Jx- or seve -

Q@pen % Bcon SIS(E nIE I ted f
RO i sepiaIming B,y o fhres eisqats g gelected from
melﬁfp%?%fﬁ»‘f‘g OE@F%%W OXWnénd sidius, Meapey4li (k@ﬁ@/sy stems are ex-
babfEdkdyl anyBy dr ésayemibgreld org abrkgining- a\lmiﬂ@gtom independently se-
[ebfsdRebnathieyroueshsXing oflbiygeeiBogehadnd, sulf@ndr a 5-, 6- or 7-
n"éﬂb‘é%"nn éb?]tél'ﬁﬁ g ohentRbRr tHr&& Rétetditdms \g*herehjﬁrthe ﬁ@f@rdatoms are

-Ha & ly &é&é‘éh ?ﬁyth tp E3fisls i ogeﬁ &&eh ndsulfur. The
Ff% ﬁm '%ﬂ%?w Eggogﬁ'sﬁm%né%h% mﬁm%{gggm?s from 0-2

a@uq@é@nm@. the 6r ankfsnangPased ﬁmg@navgrfmboé*w@gbiethﬂnéa Repre-
bgntative, examp|estdiimamocynlic fiog sysiee gehudat outsire mbtdinitedrio,
abaildiel kxdpmd, bafyihe, diagepireed, 306 Idhe, dRketa ditBiafe, furan, imida-
hak arlidesbiiry, Wleaﬂ}hdin@cltéglﬂlatzelet g@th&ébfﬁ'ﬂ; iSO &HbiRS, isoxazole,
;?z; r'r(])éd |§c19<g?(§| dﬁ\es}'ho spchgﬁ%e %&ga’igzde &ah%&&]ne oxadiazolidine, oxa-

epre

Ropep! ”8 >Eﬂ28 'P‘F PIPLHPRG: |p&?6'9{”8pﬁ’¥rﬂ@ @MWME?'& pyra-
solieopyrazsiging Piyislines pirpigine. pyrideviee, pysiole. pyweline, pyrrolidine, tet-
wwémlftﬂfameeimhyldro’nlgoprwrteatem'anlge,daheazcﬂm/cbhmdmzdldnrtbledlazohne
heidiZoadineRhiancle panrRdeMel ihiBoli@es,atioptieh® thiomorpholine, thiomor-
pholine sulfone, thiopyran, triazine, triazole, and trithiane. Bicyclic ring systems are
exemplified by any of the above monocyclic ring systems fused to phenyl ring, a mono-
cyclic cycloalkyl group as defined herein, a monocyclic cycloalkenyl group, as defined
herein, or another monocyclic heterocyclyl ring system. Representative examples of



10

15

20

25

30

35

40

45

t he group consisting of nitrogen, oxygen, and sul fur.

Monocyclic ring systens are ex enplified by any 3- or
wd20membeped ring containing a heteroatom i ndepe@DEP1008§/064076

se lected fromthe group consisting of oxygen,

nitrogen and sul fur; or a 5- ,2%5- or 7- nenbered ring

6@ lidirinh RYstemS indivMR KUt aFé“ﬁ(ﬂfﬁn'hSH% PRhAMRa2BR! BérYotole, ben-
%Foggn sz LagqeRearpN bgnz% %tg o[h ﬁ%ﬁe gﬁﬂﬂﬁ)xme

n,, 0X
i%ﬂ%ﬁ%g? RiGye '%%3‘@ Hao%&ﬁ%m%azs n@?azce Ol ARUPg ndoliz-
mﬁn@am&fyr@m@mseb%ze%m ésabeReRhigpkenen somdolgnigoindoline, isoquino-
Imerehthelaather pyrgsopyadieef gumlide 3qulmalizine, gpunaislindepimazoline, tetra-
ARITbisbqIeolia% APhiIRIrefuinaine canel thiopyran@oysimiee MBicydic il ge systems
B ex@M IR by érW 4tk bSbvear&lclidiingsyRARPIREd tPF bR RSy, a
%ﬁé '|I8?YC|(;IE’| 1%09@%%%‘%% egéﬂn$méﬂ Iéyryllgggcilli]efll%gngr%roup as

f’%&ﬂe hgﬁed”u%é‘”o QBPHP%%I"P tﬁ%’cy?'%%&féﬁ? gm. Representdtive exam-
ples RAFiSYFiaaingisygigas ddlusienbut arp nphibnitaddo, astisitieagasbazole, car-
bolei dibehzafiean odizetizathidphdneenapbthafovbre napkthethidphene, oxanthrene,
PR nedpighox fthPe bR dxazin®) giehbMidtihe, Pidnditend)hidxdriigsne, and
RAH R, %et@%ﬁ%ﬂl 'r(ﬂfbs o2t rb@Za“PtlaFf%d"t% th@%{lﬂeﬁf M6lecular moiety through

pyrroline,

rL,m

Ei‘r?rb&" a(ﬁrﬁgr )A'trolggﬂ o?m ur%ﬁ toet r ahydr ot hi ophen

tetr a-'z_l ¢ Betefagyel )4&5?%)3 ' esRressy iyention cal ke tloﬁé”y substituted
with Q06 dwel heen fourarifise @u@tltqqmtsaz@@nqméenﬂwﬁeé@c@d @méhe group
tdsnsumlhgnéalkeriryl mMXpMIkonyelkylt koo ool alkylsalkylcarbonyl, aryl, ary-
faldoRPYAr@BlkyIt AryR&Y,Mrbd @éﬂbecyc@ﬁﬂ’(yl hia[bhlhémﬁko@l EM64lkg@, a
Eéé&d% &Wélyﬁ%‘% 4%'?& b dl A&aiky P}{%o -NR°RY,

@%ﬁq%& %m@'g? vty %@F‘ﬁ@erw'e% E@}ﬁ? gy, (R 5raty, anc
NG APTRERSYFIY LB and SheiRFterasyclyl dagi of thedheterocycly-

@H@t mberfiuriberyqntlpnalty@tuésmt@d Iwith anienyvos Yee@rfeur, or five groups in-

Repenels it sdldoted feoranipd @oupicbngistingiof alkeny, slkadyeatkoxyalkyl, alkyl,

EyHHoURS o Mo X ﬂ%loéll’()ﬂn Hy@Ebxy Ony de&yaikyT, Higd 04 oxo.

benzo Il?é %ﬁﬂl ete rgggtamb h%@%s @ﬁ%ﬁ\xﬂgf&]s% an lken @FOUD sub-
er

b
iﬁ%te ‘%%E%e ALY %Egu%d. o e .

[ ndazB'I‘%termnB%‘P@CYPW@BPWI@S P?ﬁﬂ’dﬁr%‘ﬁ@ferﬁ%bﬁﬁchbﬁ'}’ié?roulo
ptaihed 2otherrangntinydduiter ordiety titene)) an slsoxydarbep.

| soi nTlied tend,"heteagycipialki/iless yskt ihatenzirfers to an alkyl group substituted
Rtk 3B dndiHaGero&liyh rlo'uBe qui nol i zi ne, qui noxal i ne,

qui naﬁ% e'?r% hét@ orcgayl %)? dr}%!réﬂ refers’gna heterlocp/cl I Cc_1ro%o at-
laehed e i i Caﬂéémqtsf e S

bi cycTh%tqrmn@etng@wﬁqu}%da% By fﬁﬁ’ﬁ@'ﬁy’lequﬁ Hyan alkyl group substi-
taterbwijtt &l leass pok betekgdyclylogygraap. def i ned herein, a

MONOCYiked temCliste il M@BIfongl, "Casousas haesih rrefér@t@raemétero@yclyl group
aRinRE o fﬁ%%?é/rﬁ |nﬂc§FeJ‘u@$r‘?ﬁd?§t¥ @rhrkshgrr b B@IFRYREBD.

O SR N A e AN S

i nclu acr.i di ne, ol e

car bo?h%@rmdhﬁgﬂ’iy@ﬁﬁ’?%n as H?%Fﬁ%ﬂ"hf%‘ﬁﬁ &nah ygroxy grotp altached to
ﬁ@mﬂrmm@wbrmﬁvmpmmm@h@w @Rt hr ene, phenazi ne,
phenoXis¢ term,"hpdrexyakal aeysqoitenet hietezs tvean dlkyl gndupr emestituted
{vhih @t(léaﬂl'tﬁ.ﬁ@&;ydﬂﬂ(gi graupt hene. Heterocyclyl groups can be
at t achfdidh "hite, RANEBY nBRAE fetbAloTROST Y L r ough a

carbo on1 Qli pabRI_L T Q

het er b R%u g5 39T He® i e%oéﬁ%ent%t“%rﬁ%s FRng £, whicn
Bist ?f@ﬁB E% afen G‘Pl@&“\ﬂ[ﬂ‘? Yaher Nifrpgeneatomg i ang/R” are
fnlde@ersi@bﬂy pelected foinribe pmemnwytlrtgecrféwd@gem raanyhelkyl, alkylcar-
group consisting of al kenyl, al koxy, al koxyal kyl,

al koxycar bonyl , al kyl, al kyl carbonyl, aryl,

aryl al koxy, arylal kyl, aryl oxy, carboxy, cyano,
cycl oal kyl, hal o, hal oal koxy, hal oal kyl, a second

het er ocycl yl group, heterocyclylal kyl, hydroxy,

hydr oxyal kyl , nitro, -NRcRd, (NRcRd)al kyl, and oxo;
wherein the aryl, the aryl part of the arylalkoxy the
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| al kyl can be further optionally substituted with one,
two, three, four, or five groups in dependently

waedogos®dl from t he group consi sting of al kenyl pCEERD®N$/064076

al koxyal kyl, al kyl, cyano, hal o, hal oal koxy,

hal oal kyl , hydr oxy, hydroxyal?(ﬂyl nitro, and oxo. The
b&ﬁmaIIﬂ@stu%r%ﬂyé?i/lYé@Ialﬂ@méI'ylcar%yU%@ﬂsd’l‘l%ﬁﬁ' RalodIRfIgNI®NnYI10cycloal-
E\/rI I?Elt E}y |¥9rIe%I8 II nldt qje, e% I Is‘ﬂlfoh Itnefr the ary{ji the aryl

S fargdky Phd esaw'aa@omt e SElRPI § etaws ity egr of the
f‘%tequfédﬁa'tké'rﬁ”dﬁb? elgragyclitsyléany! Qarwtszgﬁ rPPAPRYNyysubstituted with
gneytyo, titee, toar, ror fie s Wrstiteotsyindddeptlertlyaselastasidirdne thel grpup con-
siefirey & dik@n@inakbigy lalkgr, @ymwowbxsl hdlodlied, halddikoxy, Nit@Indxe.
het er egy fhhl" (NG PrikehDS' ds&isBY' h'%?élr?rré’&rlégédfé QX Yilken@roup substi-
tﬂﬁ&ﬂﬁmgﬁbgﬁ orngflqhﬁ?agf{ L%hetero;:%cl yl group at tact ecI)
noi e roug ,at om

The. t SPBIORAIN SO 29 HERY N SHSea gl STRR S1oup at-
fashed to the pafenamiﬂcu@r mwtsstm@tgh amlwy\ar@w at | east
one h&heteomy NRARS)ajkyht ampnsedlﬂeeeme‘emesents an alkyl group substituted
whiebeleashoneyNRERT @ayp., " as used herein, refers to a
het er oGy (i %) WIAI@W@%I%‘%}%H ‘HeFeh’? r@&ré?éﬂts QPE\FRI}M}I @Foup substi-
MRS SEoY e AR QBY) group.  The term Thydr

Q”I’QoQ\I,RaRblffértli’é‘éé'd %éﬁépﬁ‘er%‘%fréﬁ’@s%@s an lﬁ%r%}wo“p at-
@c%@cbtod £ Rerpaimoleculae maaﬂemouﬁdi\l earpenyl gwiuet y t hr ough
an al Koxiergr' oNRFR")Eaebonglatkeh ¥y cis axgad hbngin, temssamntseah alkenyl
P%slsﬂbstﬁﬁé@mhwle@@t HekWR*BY)eaBoryigrdupt Ut ed with at

east Tﬁ’é‘fer Y I@E’)@”)Cg l§)Ial h‘eastlfs"e'a‘heﬁRarREprgséﬁs Hﬁ%ﬂwl group

ﬁ@qi%éd I’Z’b? s%ﬂtogeé C(S’IJ bW 0B Ro. whi ch are,

at t acheitarg "t alaéh'fse PF@M%WG??@I%W Qrﬁ‘i‘%ﬁeha%\d R, which
pietatiaghed totthenparat atecRiar moisty ieysbrairiiiogen ateme R ead R° are
fnceperideati\gsaeqted rositsé groupabnsiyithgog emdrogb ke, allsddaydonyl, aryl,
ahlemtye & QQQWI; cy@Idé}klyﬁaHJyf ABrocyally bnd BEMIRYKYlaikyl, wherein the

I I I
ng trﬁ?{: of 17 ¥ gﬁa‘ﬂlef |, QY h ter%i/& a/5&/& g R%?&y'cl | part of the het-
IR con e kel DRSS gl bR i e o e
sybstifventsgi %eﬁgqantgrﬁglqcpgg mFI@agrB%y‘q)nsqtlﬁ@ of alkényl, alkoxy alkyl,
hsear@r balg.diajdglkyl, el dadkosy .oilye lapd ogar t  of t he
het er Disy @il "aRYR atiyt)” ddesdaeicpsincyplogbstslahamyl gwap sbisstituted
MR BhehstRki-RRaRd g'ro%lbstltut ed with one, two, three,
four, Tﬁéterr‘n“ch?‘“g’ éetd Lig IJeﬂ}q er@ently sel ected from
theg % UT?EI["] F) aIExy al kyl ,
cyano T %'B sy néﬂ'al sedﬁgr%%ﬂr 1810 gﬁro and 0xo.
The t E?%OTWF@R@f H‘I%@Eﬂ%ﬂ”t invartiqnean axist as WGFQF@&F'@%@ rgcgeptable
saltsal Tlerigim gh@apeuiuvbﬂyt acceptable saitt’lasasedl basin, oengesdiRagiits or
gt honid foemb F e doNBoaRIs) &l tk@piesentasvansies whrRheirdwater or oil-
5&95I§%?Hfs§er§fble WRARr8 s Gtk iAol RERGRNE 6F didkeisB&WRRS Ut undue toxic-
Ng[ﬁﬁ%lﬁ&ﬁ’) r{?ﬂll?@{c Felgpgﬁé%hwﬁfgh%ré(gg m%é)d‘rlgt’e vﬂpwe e%F&ible bene-

represe n
55, BQ?‘u ihee \‘Rﬁ?ﬂ"’ﬁtforlté%'ﬁfeé‘ﬁé YRRa @’1‘ Busn
@rm the fipelara tipnlapdyaurificasion g e deetPeLRds eregeparadely By gacting an
N RARA grougrwitipa suitabte adidit Repraseriatie doebadtditonesatRaRide acetate,
le@élt@ alginatet eutrme é%ﬂﬁr&@b@ﬁid&@)ﬂenze@%ukﬁ&%@e,%ﬁuﬁét@; butyrate,
E’l@t Sarfibh Qlﬁfﬁﬂc:'@neﬁé élﬁfe}j&ﬁ\ogﬂnattgeneﬂﬁélﬁl%e hep-
{n%oaet%u exanoateelto¥ma r]%u rate I(I:y%rroc%nélrlde | oau &)romlde hydroiodide, 2-

hydroxyethansulfonate, lactate, maleate, mesitylenesulfonate, methanesulfonate,
naphthylenesulfonate, nicotinate, 2-naphthalenesulfonate, oxalate, pamoate, pectinate,
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The term "(NR aRb) car bonyl al kenyl ," as used herein,
represents an al kenyl group substituted with at | east

wor@9hRaRb) car bonyl group. The term " (NR PCT/EP2008/064076

aRb) car bonyl al kyl ," as used herein, represents an
al kyl group substituted with 2% |east one

gé\“@é‘l%é CRpRProfHoRER, pithfte, thfaBte -INGsiBshte, R ciHgRtartrate, tri-
rﬂ?%'aﬁeta){eeHﬁlﬁﬁr%%étattev‘?h%gﬁgﬁ Iug?na%]q) c%ql? nvéi?é Eaare

AREUE MR i A o Sty

P'ieéﬁﬁ‘tt“h\@”gtjia'beif‘ B AYFigENiZeg Wi rﬁ?tBVlo@@Ml p@pxlypnd butyl chlorides,
btokyidiesa pbd ivgides adipiethyh diatiafl kdibytylcgmd diaimildulfates; decyl, lauryl,
iy ast0ia by stahk ghloridesl Bropfiyed, vhd icaiddshaiesareyicdnd ghekiihy! bro-
WiEIse ek afrpfe st Bkids WARh &K IbeRahHIold tb rf’(?mﬁtﬁ&l laﬁﬂ’dall bb&ptable
e a ro dr ulfuric, and
e :?éft% ryJK 4Tl ol Sl Al ey

er OC

RE“%%P 8r a”f’ a”forﬁcé(gs ‘PE@F OXB'#C fralgic. sSHBéE"Pt Q' '
i ndepEPRIBIGSEYt COBTPOEPASICATY B8R EXigd @rtb@rﬁp%h@ilxﬁqmgtaéfe prodrugs.
ah& Emyl "thead pdeotigally alckstable pantioyg, hafers tdhthlbea ptoghugs or zwitterions
talcaak& oxiable ot tigh inBBta@XWith theeistdsnaf paiNhts Redhaltkinbué toxicity,
ﬁ‘ﬁtah@? %n %ﬂ@;‘fql% reépﬁﬁ‘s@%@%%m%n@hr‘él@ with QV&S%HQ@E bR sk ratio,

ané are effeg %Flr mtenoce%) l&%r .Cil'lﬁg t?rm rﬁr“t’oe”d? £ ren g tQ C ns*npounds
Waieh arraRidly r"f"b?‘%f F‘@dt'r&)V'V%@par‘f’ﬂtem&ﬂ?ﬁa%a%fo%u'? I(1'é or (I1) for ex-
pmelee by hydrolpisimbloedn exi st as t her apeutically

acceptable salts. The term "therapeutically acceptable
R@bﬁesentaﬁvelkﬁfhﬁ?pdmﬂﬁgfbﬂorrﬁtﬂﬁé gpeid glyapd:ts or

ﬁgté%hﬂ@&‘ﬁﬁnﬁ 2B Ghottdh SRR RN g esent

Rt (Mo B D R P By
Nrid<aeainanl i irAlazobdryrhenylkiNe(3-eRjorophenydsaan, and
BHH-¢8-giming-tdpredazel-4-yhwhemyldiNe [ driftworcsoethyl whany hires;
Neag8aair@1Hemdiazbi-4-ynpreayi-At-(2fluaod-méthglbherydurea;
RE[l&Sah¥®o-T BSindd2814-y ?;mee] qiw'i[mro Eqﬁ.ﬂaaﬂoh%twh&aﬂ]urea
Hr[gggaﬁ%dwﬁl Eﬁz&hf § pay.i fication

iRy AR Ao
- NRaRb
Q 45 @P%wépq%@wé‘fhe%arpﬁp %f@ﬁ&*fx@ SRS
déi(rarn & Artrdazakd-yorheaykNat:cthylgheereaal gi nat e,
Ni[#(3ivein@siddandazpled- ywwﬁ\léphwnzemesul f onat e,
Ni[8yBaadtity-1 i dazak- 6y | srampior-g8-tyorc-anmébyiphéiydn alae,
AIL@L(BGRIRS-Bri-it 26 RA- Ok § pﬁw ARSSHrHFES;

(§%ﬁﬁrﬁoe1 hr?d%%BPé‘ gshe‘;y% iﬂlg)f Q;SFPe ?%ﬁ
chlori i.od
B?}%A@ wonaaértﬂaﬁéﬂ%ef nerylR Erigrapneny furea:

Nedi 3?%&1@%@1@ny'f’f’@thﬁ/ﬁn@%lﬁ‘ﬂ%ﬂéﬂélphenyl} N'-(3-fluorophenyl)urea;
Ne{pi8-ayiirmnés4rhfoopratieyimethydt iHhiatdazol-4-ylphenyl}-N'-(3-
Aeligfhichahesgsul f onate, oxal ate, panpate,

REBL(5 7 Fo-PRLAd1RIRy mB OIS AR APAL 1 M2 R-5-

th Sth Bl sucdinate, tartrate,
§ fg or ogzd} %%ri’@eﬂa&%}feb%@gﬁpﬁgﬁ&ﬁg gugros

ﬁfmqﬁ@)tﬁtﬂépheﬁ\v‘ﬂtﬁea NRaRb groups in the conpounds of
NK@-[praesment -(4-mogptidlioyimetyl )bld- mldaZcé-mFyl]peelny)\}N H3wet hyl ,
tif)dromethPHen mga butyl chlorides, bronides, and
N‘J(Q'{g%ﬁnnéjwf@t ¥h iyl ﬂbﬁ%&lnypﬁhb%]yihuméé%lq |)/Wb{(l;nyl)N -(3-
I)urecy and ste

%Ir(y %Y omi des and |od| des and
b'r(ér{éraﬂvno Ry D'E%%mye@ewlayr'aga%ﬁaﬂpegw')d% (3-
eetlytphedyiuwed;or m t her apeutical |y acceptabl e addition
salts include inorganic acids such as hydrochloric,
hydrobrom ¢, sulfuric, and phosphoric, and organic
acids such as oxalic, maleic, succinic, and citric.
The present conpounds can al so exi st as
therapeutically acceptabl e prodrugs. The term
"therapeutically acceptable prodrug,” refers to those
prodrugs or zwtterions
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w@bkdoengizel r esponse,

whi ch are suitable for use in contact wth the tissues
of patients w thout undue toxicity, irritation, and

benefit/risk ratio, and are effective for their
i ntended use. The term "prodrify, " refers to conpounds

W G B-adifo- l7 Lr%ﬁhylt’r ar{ﬁfaqrnlyﬁl%ethrgl]wwuﬁdézbl néyl}sﬂényl) N'-(3-
E &Ilrghg formula (1) or for ex anple,
Y od Re

g S?;Ega'ﬁat%{r wy'pg%gmyﬁpnt ﬁwybéﬁ iR ﬂphenyl) N™[3-

Ltpﬂq%%@thyup nylitiedyl 1 - N' - (3- net hyl phenyl ) ur ea;

N-(f 4 3{@Bov th@-rhethyl-1-piperazinyl)methyl]-1H-indazol-4-yl}phenyl)-N'-[2-fluoro-5-

trifluedeaehydotehyplresy! 1 - N - (3, 5- di met hoxyphenyl ) ur ea;

N‘(hﬁ?,-(e\%ll%wlﬂ@ methyl-1-piperazin 3Zmethyl] -1H-indazol-4-yl}phenyl)-N'-(2-fluoro-5-
P]D e/ chl"or ophenyl ) urea;

t ﬁ}/ g eé( ) phény
i yohd-vipsepylFNFE; Y]+
Ne[é (g_ﬂn[nzp Z{ngrm%ﬁggzolﬁ yllﬁe%l}‘ Ef&%ﬁ@gggﬁ}ﬂ)zr}gjenyl Ju
N-[# 1{sraroh o-A-flybroptteimgdei el d-yl (b e hy I N G- (Giimetometiptiehgry)urea;
R [4X8lafhid 37 A0bidotH-indazol-4- yI)phenyI] -N'-(3-methylphenyl)urea;

Nz wﬂ%ﬁ%o ‘ffﬂMb%WM%&olN yliphehlIHRL@-YahbiHehl pegmet hyl
ELE’( ﬁ%é e ?ng%t @ﬁ’&z‘f'}"?’RFth('éJ‘Hr RSl PSR -2 fuoro-5-

M(ﬂr{a@ﬂumo 4-inetheayino)rethytdl riogdazokd-yepsiypienst ) ur ea

chidkoplerfyBreza; no- 1

N=(4 78 a&0ho-A dimeth amiriojrhbthy@ﬂ HtlﬁWdzI@hﬂf?}}bﬂéHyﬁ)m 13-

g‘ u%r n?ietﬂ &%n%l] éndazol -yl ) phenyl phenyl ur ea;
ST S SO 2ok y{ BRI S HRERANERD ) ur e

[ 1@16&1"(05 -Mgtwd-111-indazol-4-yl)phenyl]-N'-phenylurea;

N-[#idapino- Z-nydthyit Enipdiazoid -y phénylidy dpimeatipyiphengbyrea;

N-[B 43-a8vireov nettlyl-1H-indazol-4-yl)phenyl]-N'-(4-methylphenyl)urea;

N‘[H%%ﬁ%o 4rvdthpenybdzoNa-yBhéAyN' QR RRAN XY BR &R )urea;

thyl-1H-in zoI 4-yl)ph 3 quoro eny urea;
D T T
N[ reragine-i-ma éh'w?quq“ yOBbenyljd¥ 15%19 phgnyaurea;
N-[{l-43-[a3maml -mmati?yl-(ﬂtL |n1ja4§hé+w)pp$nvﬂtl‘h3[3 thf[uoromethyl)phenyl]urea;
N=[4 f18lari o-f-mydthy enivi i dzdN4-y( )Bhenyift NIy 2 b eroys-netrsdphenyl urea;
Nef 43 aAnifdt B9 daz k4 W—‘?H’fﬂj‘érddﬂﬁh NOglohethylphenyl)urea;

&[hrzf%?n%o %HXM gf“fﬁé f orc{ %eﬁ qu@) fﬁjorophenyl)urea

rifluoro

[ﬁ4 8rq PYJ&'[\]F] I’% leethyIphenyI)urea

Nl rrapna- ZLHquqaﬁbfhyl)}Z OGN G- dophenyres:

Nt[#+(BJaoumaem e tinazp bherZHlueraphenyl]-N'-(3-chloro-4-fluorophenyljurea;

N-[{l43-[a311r&im Rondazok4-y02Euetdphgh BN ABLAuolo-4-methylphenyl)urea;
K- R 3 e o-#r Y dRBRAYH 2-fNordpBenyil- N (3 chlorophenyl)urea;

tr'é' %00%%1 é)-)l ﬁ S en me e
&{ﬂargunoh s iﬁ' Ob%'yngh e ty}ph%é ibhinyiures;

Rel4-453-prpingni Z?l(%yl)?énenyll Nﬂmgmdé@%tzmtdﬂ ) met hyl]-1
PH4-(amarlo- ¥H-yrdppbieinyl ) phehly(}-N3 3-chierdphlepiidatetamidea;

4 DHA43-birRm Hrddzl{ddy hyll Nl<4mua@>t:ameﬂwwrféaylbade]aﬁde

? %ﬁ?‘lo ‘ﬁ-ﬂﬂdbE 94!194 ‘\13[3 tfnh&’&f)r‘?l@ 5/ [f(?ejtamlde
:Z_\::[ 3ramirio- m(ﬁﬁylp {enyhadelEmi i

f fll ?@mcbﬁ‘g%/q{d&z%yp pqujﬁe)é{)phenyl] -N'-(3-methylphenylurea;
N-(4-{3-am no-7-[(4-methyl -1 -piperazinyl)nmethyl]-1
H i ndazol - 4-yl } phenyl )-N -[ 2-fl uor o- 5-
(trifluoronethyl)phenyl]urea,;
N-(4-{3-am no-7-[(4-nmethyl-1-piperazinyl)methyl]-1
H i ndazol - 4-yl } phenyl )-N - (2-fl uor o- 5-

are commensurate with a r eBSDEPIN®064076



met hyl phenyl )urea; N-[4-(3-am no-7-fluoro-1

H i ndazol - 4-yl ) phenyl ] - N - (3- bronophenyl ) ur ea;
wWORGdH§R9BM No- 7-fl uoro-1 PCT/EP2008/064076

H i ndazol - 4-yl ) phenyl ] -N - (3-chl orophenyl ) ur ea;

N-[ 4- (3-ami no- 7-fl uoro-1 31

N‘[MS‘%HMO Ayt eNlnkiadbi- 4[ﬁ)f%ﬁyl]‘-ﬂ\|‘l{9ffm6ﬁ£$ly| ) phenyl Ju

7 quoro
gﬂ) g @l%qmtﬂjwr aiol 4 ﬁ)phen;ﬂ]yltl‘p yllu?' e
N-[ ﬁ%ﬁﬂb’l“l Fmathepehyrindagel- 4(}3%9aﬂbwdérﬁrpmepwyl)urea
S N-[¢43-pBvireorT musthoxy( tH-melthgHdaytiphehyieN hgtgthviphenyl)urea;
N=[4 i8lari o-Anydthadyerindadbl-40@ yphe g '=(B=fluoro-4-methylphenyl)urea;
Mf{h YRN8y i 8&+1H-indazol-4-yl)phenyl]-N'- [4 quoro 3-

7 u rérﬁe %n ﬂ?& I met hyl @am no) net h
e e g S e
10 N_[ T(a-gmjrpo Zr_rrgﬂt@@qyeﬂj,-m)da;\pl 4[3g)phenyl] -N'-[3-(trifluoromethyl)phenyl]urea;
Nt[A+4(BJavomm et dilydXyphreimgiatalded)phBh{IAN'E@-forapbedyl)urea;
NE{EI[BL)éhnrio 7-(2-methoxyethoxy)-1H-indazol-4-yl]phenyl}-N'-(3-methylphenyl)urea;
Fn%o P A 'n) ¥ﬂhl)x3N TH-Ra IS AWIBREMALN WHRRYIurea;
N:{ |r§omi r&’g}ethoxl){Z h}éx;ﬂrll H- Iﬁ]g% -4 ye]ghew_l}[lj (gélugq%phgnyi)urea
15 Nﬁ{ét[iiI rmrio 7( ethoxy thoxy)-1 |nda oI 4 yI]phenyI} N'-(3-bromophenyl)urea;
oo A(meshmesigthpxne LH-2daza Hydllshemyi ) tehlorophenylurea;
N-{{43-a&rovY 1{@-+riethaxgethgky)d H-indazol-4-yllphenyl}-N'-[3-
tﬂ-.ﬂﬂnﬁ@ﬁ_%%@thy@pnélng,mﬁ@é}gl ]J( l] - (4- met hyl phenyl ) ur ea;
13 w?d“iréé’ th H-indazal-4-yllphenyl}-N'-[2-fluoro-5-
20 thu%)r rget P‘ﬁ) Ff?u&g IIFHTS 3f\r g hoyxk/ %eyn} I)urea,;
M( r{%é‘ﬂt&mo A4 ‘5B’Wé?’fgﬂ"']‘y')qthqle?h*xrtﬂaéa'rfewwhﬁuv'w -(3-
nefhylnhgngitred- 1 - net hyl -
N- (4 H{8anohe-24-[349- pimqmdh@yl)‘d’thc(x@}ﬂ-ﬁl—lnﬁfa@pllf@yl}ﬁh)etlylﬁal -phenylurea;
N (443 iRty 124l norsHoh é] 1H-indazol-4- yliphenyl) N'-(3-
25 &t 9| ur%ayl ) phenyl] N ( 3- bronophenyl’) ur ea;

%no”z[r%mg.ﬁw.yy%%% (ol GhRbeRYH sy ] o
opNe YUeRami no-1 -nethyl -1
M(Af{aazrumo Z-[EH‘) p@mndhmyllﬂ’thqxg} T H-irslagolS4-yiithepyIpNetdy | ) ur e
athyIINhéuﬁA)(u&aam no-
30 L%ﬁ%?r%o F13X4- m%raﬂowmwi th-1rNaz6i3-pRdHav IRRE D Uors-6-

if %cﬁ-l@n &
E[(4Rg Entﬁ?; Egzﬁ(z‘;%ipholljnyl) ho§(9 JII]1 |n'ga2(gl4ylk %rnﬁ?pleplyljlt)oro g-
(-tF'ﬂUr%%{E ylphenyllwea:| uor ophenyl ] - N - (3, 5- di met hyl phenyl
Ne(# €3:amihg-4-2-84-morprolidyl )ethoxy]-1H-indazol-4-yl}phenyl)-N'-(3-
35 bhlbm;a,@m)uﬂeayl ) - 2-fl uorophenyl ]-N -(3-ethyl phenyl ) urea
(ht{ mmm%rphonnyl)ethoxy] {-indazol4-ylipheny|)-N'{3-
E”JI |31p L | ? | uorophenyl ]-N -(3-chl oro- | uor op

i r?({ e BeBRmORg I IRerbp e ey igpro--
hlasrhlw;ium@bylawpzmctes am no- 1
40 (—2—E|)@d{@zalrhmd—4y[|4)({[€8—¢HImrophrpiyéarylln]o]déd'rbc(nSL}a:hino)pblphydhyﬂ-laimﬂaeol-%
91} NNH-[d#nétByl I@ﬁncYe' br ono-
Za%lné (‘i‘r)ﬂuﬁr&hetﬁ;ﬁ%pﬂ@ ﬁ%hﬁrﬂﬂ@é{rb%&ﬂ)ﬁ%mo]phenyl} 1H-

rQ ye

dg 0 ag I
ﬂ- %d-(agn alé]eth;}/ mo)ethggy]n‘rf-lt|t;1d!e£oq%n)}/}p¥1grr1yel)N -phenylurea;

H-| ndazol - 4-yl ) phenyl ] - N- phenyl acet am de;

2-[4-(3-am no-1

H i ndazol - 4-yl ) phenyl ] - N- (3- chl or ophenyl ) acet am de;
2-[4-(3-am no-1

H i ndazol - 4-yl ) phenyl ] - N- (4-fl uor o- 3- et hyl phenyl ) acet
am de; 2-[4-(3-am no-1

H i ndazol - 4-yl ) phenyl ]-N-[3-(trifl uoronethyl)phenyl]ac
etam de; 2-[4-(3-am no-1

A T T I T



10

15

20

25

30

35

40

45

N-[ 4- (3-am no- 7- net hoxy- 1
H i ndazol - 4-yl ) phenyl ] - N - (3- bronophenyl ) ur ea;

WORGGH$RIAM no- 7- met hoxy- 1 PCT/EP2008/064076

H i ndazol - 4-yl ) phenyl ]-N -(3- et hyl phenyl ) ur ea;
N-[ 4- (3-am no- 7- net hoxy- 1

N=(4 392amho- ﬁQ/J(c)uﬁhlaﬁméln]mcﬁ)feth()%ﬂfﬂl-umagzd} 40 R¥h PRl ) ur e

n_[r{bL met hoxy-
Er[(gﬂggaﬁﬁ%ﬁg@#y&;{é%“ )Eiihg AHRGS5 64y iphenyl)-N'-(3-
NefhylnhgD ¥ eRs- 7- net hoxy
N-(% A aapnono- Z-{'&-I(c)lmhti‘wwn]Incy\)eth@gy]dﬂrl-h)daq:ﬂ*rémy}lphamyéhl,\l'-(?:-
bhibbphénydiird20- 7- met hoxy- 1
H(qul%mﬁo - Q’J(é 8§k§ﬁ‘§7b‘y}rol'i}ﬁ|n>ﬂ)%thﬁ>§<§]ﬁ H-Hb2aRLREhERIRRY 3L U

ity ?I'& Iam her 3 fl h
i al%?né)nﬁl H%I’?;}I) gnﬁq@%zethzé my?;{[ p e{r]]wp%eny?)acetamlde.
N=[fHierapina- mHque\aﬁb‘hyl)]Z methyigbertIHY1(Faiyiphanyburea;

N-(f 4 3{aBrimary 12~ ZFoX @1 pgtrhimiypdethoxy]) Hiindazol-4-yl}phenyl)-N'-(3-
thibigag)ufeay! 1 phenyl } - N - phenyl ur ea;

N‘ﬁ‘t?,-[a\?hlm st e%zﬁsgx&%‘ ;%f% n@/ﬂw 3-heth glphenyl)uree_q;

ﬁﬁ 9 nchﬁl'zyb 9 gnérfrg ﬁé/)?gf% ll\}" HﬁhorgmgtHyl?&fenyl]urea;
Nl 3250 gemao - orenY NG %%fﬁ;ﬁ Peihyghenyburea:
N_[{h_(B-[agumﬁl ﬁdm‘nz@gx -ﬁ-(yiapl@gqy[})wj(i (trifuoromethyl)phenyljurea;

N-[# f{8laniho-4,2ydehpisexazol-4-M)p e HN'-(2-tydredy(trifuoeeethyl)phenyllurea;
N[Ms{aamﬂfrvwﬂm(y& PBLRAXMRENXY)phbnyl]-N'-[2-fluoro-5-

n‘llﬂ) y' }-N-[3-
t r | uor ﬁ@%ﬂ%%é?ﬂ &anyl]-N:-(3-methylphenyl)urea;
ﬁ%&ﬂmo Z, A %eh benFpQazoltd-Yahengl-N-[3-
(ttlfr‘uofrd)m@thwmnylﬂqr%enyl ] urea;
N-[(143{3311m?mmtﬂoiy%ﬂ%enﬁs@azbllmwbp)rehylpbdy(l?r&llorophenyl)urea;

N‘[k'r Si-%ﬁ’ﬁ’rluo ’ﬂ'nﬁ/étﬁ eNylobnAsoxadol-41p ? pﬁnﬁQLf)dé,rr@g
% %{?ﬁ I 2- (4- rmrphollny ) et hoxy
%%A% nip”@wmﬁ&ya A S oers -2 oo

henylbiiedy| ) - N - (3- f1 uor ophenyl ) ur ea;
Nr{643~{aﬁwmﬁ ﬁ@mmﬂlowlmethyb#ﬂoi eandiaahadyyliohenyl}-N'-[3-
tiflusdenethydphenypheayl ) - N - (3- bronmophenyl ) ur ea;
N{ﬁ%ﬁeﬁm@%@a@ RO LGB hery -
e

U TN TR 2 PP 8 A ey I-N-(o-
WFWWH“@BY'W shyl ) phenyl ] ur ea;
N-{#43-BBrremY 1tb-mionprdliodmethhic2-beayzigedhadylpbenyl}-N'-(2-fluoro-5-
ethytbhaal eyl } phenyl ) -N -[ 4-fl uoro- 3-
Nt{ﬂfjam@mﬂ%rﬁmﬁﬂ elry)els- benzllsoxazol -4- 3!I]phenyl} N'-(3,5-

% ¢ (4- m)rphollny et hox
hl
(o7 %cg% I SOCT LT L P e
Pheneesisinyure} phenyl ) - N - [ 3-
(\It{|4+[3-latrmlrcn3mé4-hyjrr)m1hByiyie}hyt)élaZ -benzisoxazol-4-yllphenyl}-N'-(3-
opbefydyuséd; no- 4- [ 4- ({[ ( 3- met hyl phenyl ) am no] car bony!

| W{Q%mlik?m[i &4 ;Ingﬁanﬁiﬁnfeglox?ﬂ ,2-benzisoxazol-4-yl}phenyl)-N'-[3-
en I
e{ph{a@fﬁ'ﬁ%ﬁ ?}4 Topzr]qq&&a&soxgh‘ll grb%ﬁglgonyalz)oﬂn ylr}:p?rlecnelr) N’ (QI fluoro-5-
giethyiphrad)urea;hy| acryl ani de;
(2E)-3-(3-am no-4-{4-[({[3-(trifluoronethyl)phenyl]am
no} car bonyl ) am no] phenyl } -1 Hi ndazol -



10

15

20

25

30

35

40

45

wokimaseel - 4-yl } phenyl ) - N - phenyl ur ea;

7-yl)-N, N-di net hyl acryl am de;
N-(4-{3-am no-7-[2-(di net hyl am no) et hoxy] -1

N-(4-{3-am no-7-[ 2- (di net hyl am no) et hoxy] -1
H i ndazol - 4-yl } phenyl ) - N - (3-3%br onophenyl ) ur ea;

N(Msia%.@drvrp@wn{ozpr(oqhwﬁak PR HehekB@s¥4-$)pheny!)-N'-[2-fluoro-5-

”J %_%Hékl £1y|) N - ( nmet hyl phenyl ) ur ea;
no) et hox
%a@é s "&Em%ﬂﬁh%gf‘%me@pmﬁmw N-(3-
WIW‘@DHPHF% 7-[ 2- (2- oxo- 1- pyrrolidinyl ) et hoxy] -1
N-{#ridanino-A~3-metiemgthpx i HH-Bdame#hylbhérayN'y @+learo-5-
areltioh@nanired- 1- net hyl - 1
H(h%}ﬁ;mﬁo ﬁyJ@ RIAEHIihyI it oky Rl ThdaRBeny rR e @l-Rimt Afuoro-5-

eEh 1
I t hen ure
inos ﬁﬁﬁﬁaw’*f@ SRl be A e B R
Mty ,?OV')LUJG%AI }phenyl )-N -(3- chlor ophenyl ) ur ea
N-[f-434aBraY hgdrbxy-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea;
N4 p8ariisRR-agMloxy-1 Mlin genyly]) pheny( 3¢ NBfGyrbpiey)lined! ea;
h 3-%1?}“@6"7"?‘1 dr%xy 1H- |nd%zol -4- yI)phenyI] -N'-(3- bromopheny roa;

§%H|r§00¥ﬁ'yg: ¥I|| P y])pheny{]%\l é hylpl‘rjlg }ﬂ ea yl)ph
23 WERAAG LAY SO Prifdrrohg v PhenyIN14-1478-5- net hyl phen
anjwe"aethw)r{mn{/lﬂwe% Ziﬁ? M t P
NA4k@amirseX-aydioxy- vikingarehyy])pienyl| v (4-fludrbder omet hyl ) ph
aftldrorh eyl )ddehdtiuréa;am no- 1
NZ[AE% Fdlﬁcp?(‘ﬁf\ goxﬂ’ﬂql |)1 Zlg])pill\en a:ﬁ f(é UH’IBFbpﬁelglytlfu'réd uoro

2§¥ rox&q f?% é)h -IyLSTNeny ]{C?ﬁd lborémethyl)phenyl]urea
k\lt[f‘q(%am%ﬁ@yﬁ%@ %( phenyl]-N' phenylurea
N.(Eli{3-(a31|W%(prmllﬁwpetmoxy] -1H-indazol-4-yl}phenyl)-N'-phenylurea;
N2A4HBanis®X 4201 pydrfthd)rphethyk;]]-1 N-ind&@zatatyiiphetyBayi(Bur ea;
hhdrépHetyBimeRno- 7- met hoxy

N2(4Q?%Hur$&méﬁ4 meﬂ'd ? JQJAWN indi&70l-4-ylyphenyl)-N'-(2-fluoro-5-

Nit‘ﬁ%ﬁﬂi'%%i%& pquhri)npfﬁethm] JIRHD gz AYEPREMN 1 ($ur ea;
Mefhyinhengitireqs- 7- met hoxy- 1

N24H812mis® X 42-01 -pfrrofiidjrg hethgkyl]-1 N-in §azol -4y} peerbA)-N'-(3-
BRIBEhBRAY a) urea; |

N {133{?@? r%n7 p§r?‘on'3}?18ﬁ&%w3ﬁ Hrﬁ{i%% -h-[yépherg/l)-N'-[Z-quoro-S-

'fqoﬁ’rﬂ tf] en | ]urea;

(43 Rguingry T DJ(@“HWB%PWNHN@@W')’*yi}phenyl) N'-(3-
clotophendlorez ol - 4- yl ] phenyl }-N -[ 3-
Nt(m{BJawm@MWbyrﬁhﬂmyl)étub%1 H-indazol-4-yl}phenyl)-N'-[3-

n{lﬂ)r&ﬁetﬂ I g 5;mor phol i nyl et hyl) - 1

e

g&g s astl sl W oty g Fo 8 sﬁ@rmmmwma

e et H@wnaw) urea;

ﬂ!—'qrﬂpf[e?swalﬂﬁeﬁo 7- (4- nor phol i nyl met hyl )

N?_(4t{é+amnmﬂ¢2—(ﬂ|ethylyln]rpi)aﬁhg>ky}]—1 N-ind<zof- I4+ydplmer54)-N -(2-fluoro-5-
ARtyheRgnea;ur ea;

gég?:{?ﬁ?lﬁd%%gg(fetﬁﬁaw{oﬁeﬁ{)/)w‘xHrﬁﬁ%% hyhphenyl)-N'-(3-

e éw%@etbwamﬂawwﬁmm Fylohenyl-N-(-

Qméblk@aol 4-yl ] phenyl}-N - (3-

PCT/EP2008/064076
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phenoxyphenyl ) ur ea;
N-{4-[ 3-am no-7- (4-nor phol i nyl net hyl ) -1

WO 2¢e0b@smps0oxazol - 4-yl ] phenyl }- N - (3- bronophenpd)/BP®asg/064076

N- (4-{3-am no-7-[2- (4-nor phol i nyl ) ethoxy]-1
, 2-benzi soxazol - 4-yl } phenyl ) -#¢ - [ 3-

Nt(ﬂ éJaHﬂﬁélmJ(Wét)w Be¥HO)dtHEBA1 H-indazol-4- yI}pheni/I) N'-[2-fluoro-5-
(4- mor phol i nyl )ethoxy

&y
H%f:g 1a ?fs/%tgylgnﬁr%)gtngx AN m&azo‘ 4- yﬂphenyl) N'-(3-

Rh'(’@p{‘%']Yé)Hf% 7-[ 2- (4- nor phol i nyl ) et hoxy] - 1
NRA4HrminoXd2-¢liethylgminshethetyl-1 N-in dazof-#Hyd plosryd)-N'-[3-
(ttifidordroeth ginHeAyliyredeny | ] ur ea;

N=@ 43 E3nmdty 199 a h%r..%érrﬁvpi Btb%%on‘b’|rﬁ|§£mal}ﬂ/|?e1thoxy] 1H-indazol-4-

phenyl ) ur ea;

X4\ %79 nyI 3- nethy
Hﬁ:%a %Bno rp; H refhyﬁé%éoxprﬁ%@ éa@lldlnyl)ethoxy] 1H-indazol-4-

Vﬂmwvlﬁrhleﬁﬁr@f)lwéaeny Jurea;
N-(8 4 3{Brimovy 123 4 AZ2rihéthyb2 prddxontImidadudistiny/l)ethoxy]-1H-indazol-4-
grl}prfed?lml - 2AfydrdBhasml phdhyl)irsf | uor o- 5-

Prﬁt%‘yl[é Ei) "21 trnlN'e{h@rﬁ% o%?on‘PmYd{siHﬁthWfé{H&gyTQHM%da]zol 4-

H%Lm?n 3 tf Pon?e'ﬂ IpE hyd

el 3%”0 Hle‘h V-] fzenﬁdh’}bl(%ﬂ%orﬁér'ﬁ inyRBEMDH (R

B- [4f(B-[az[ur(c31 |dﬂﬁ‘ ol74 Mp—@rqjlm}pr_rpnyl] -N'-[3- (trlfluoromethyl)pheny urea;
N-[# f{8laniho-A-flybrioptiemgbk el M-yl [iBehy LN @ iery b metedphenyl)urea;
Nl 43 oV AQorb= GIWkaym&th % 1H-indazol-4- yl]r)henyI}-N'-(2-quoro-5-
H—etl gi,l 4‘eé(| ) phenyl ] - (v br omophenyl ) ur ea;

T PR ymeth S RgRRak AP Y-
i Mf?@etawm%n%’ ek TR RGP
N-{#ridtamino- Zﬂyorprﬂwﬁwwqumem[yla ~1H-indazel-g-=yl]phenyl}-N'-(3-
¢iloiopheroy \areet; hyl ) phenyl ] ur ea;
N{Ms(a%m@dlmeo% élbf@ﬂﬂ%(yméth[y Z 1H-indazol- 4 -yllphenyl}-N'(3-

fluoro

ygﬂé I ) phenyl ]-N

@{ﬁ el o :¥> %g}gﬁ@%u{hyﬁ 1H-indazol-4-ylJphenyl}-N'=(3-
qrﬁ@rﬁwnur@a | ) phenyl ] - N - (3-chl or ophenyl ) ur ea;

N-(5143(3304mrﬁﬁ@;e‘lh;ﬂgrdmg)@ethyl]-?-ﬂuoro-1 H-|ndazol-4-yl}phenyl)-N -(2-fluoro-5-

hethythhzalhuteyl ) phenyl 1-N -[3-(tri fl uoronet hyl ) phenyl Ju

NECH {3J¥‘n{n40 éfr(d?éiwlé}mﬁo hREY-fidoro-1H-indazol-4-yl}phenyl)-N'-[3-

na 51y| - N -phenyl ur ea;
%ﬁ@%ﬂﬁgﬂ]&f}tgﬂﬂﬂ%) n?%ylgjﬁl ﬁgl)/rgﬁﬁ-tgqtdgg)iy]yl}phenyl) N'-(3-
Iewp PENVANTRF6- 7- [ 2- (1- pyrrol i di nyl)et hoxy] -1
N-(#r{dzarone-8-{ (digtmtieminb )mathy! - Bfluéroidt-mpg hzotydyiheayl)-N'-(3-
Me(Htdhdn@mirés- 7-[ 2- (1 -pyrrolidinyl)ethoxy]-1
H(ur{%mﬁo 'ﬁ L;%W.B%Vbb&))n{}ithﬂﬁrﬁ |H4QE&-42yphenyl)-N'-[3-

ﬂ ¥
%;ﬁ U gﬁv&m’w%ﬁyﬁ%fﬁw%;@h OHONE Tt e fuoro-5-
WlF)PsnﬂPHF% 7-[2-(1-pyrrolidinyl)ethoxy]-1
N-( H{8-aapoh o-4-{3H(4-pioeshol iy Jsthy(]3H- ind e dhdipi b yi - e(3-
MidrépHetyBieno- 7- [ 2- (1- pyrrol i di nyl) et hoxy] -1
kk(l4 B2 Gh G- ‘Hﬁ’ 4- f?-;&?;ﬂbdrl{y;r Fthyﬁ]zﬂ-f INdQE 437 phenyl)-N'-(3-

UOT OITEt urea,

2-(1-pyrrao 3 rl
N_( r{aéﬂﬁno jrj -ﬁ I||)1yl thyd]31H mdaz [-4- yI}phe yh-N'-[3-

(trifluoromethyl)phenyljurea;
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chl orophenyl )urea; N-(4-{3-amno-7-[2-(1
-pyrrolidinyl)ethoxy]-1 Hindazol-4-yl}phenyl)-N -[3-

w@ aovkazer onret hyl ) phenyl ] ur ea; PCT/EP2008/064076

N-(4-{3-am no-7-[2-(di et hyl anmi no) et hoxy] -1

H i ndazol - 4-yl } phenyl ) - N - phed®y| ur ea;

N(Msa’a%wdmrnzl(i Holh @ jeiiam-maidiaoivhedyl)-N'-(3-
eyl}phenyl) N - (3 f1 uorophenyl’) urea;

LR

byq héﬁ HX/&)Q qqyﬂ?&féﬁp e¥I1yIp]henyI)urea
ﬁ%amﬁbqu@-&H mdazol 6-yl)phenyl]-N'-(3-methylphenyl)urea;

N-(¢43<{aBrimorl db(dlmpmy(amm)hwwﬂogl@tohéwphanyl) N'-(2-fluoro-5-

ethytbhaayuted:l } phenyl ) -N - (3- net hyl phenyl ) ur ea;

N= (443 Ldniddty IE@(Jm[a%y(a%|ﬁ6)9ﬁh%g’ﬂ'|-ﬂﬁa§ztoh@2§/}}bhényl) N'-(3-

br onophenyl ) urea;

| jufeay ! Phenyl )
g @gérmﬁrgof r(i%é@'gjfer]tq?%l Igﬁgqyﬁ}%%@aytlonyl}ammo)phenyl] 1H-
(rdazal’adiogwetmimpiaeasyPosaige:

A H-i{d®t-aml)rid+-indp2olSeareinby | ami no) et hoxy] - 1

H- i ndaqm[%m{,{d Pj@ﬁtétﬁox%th?@ﬂ thdjazroomlquwn»qn\a@z fluoro-5-
M—e( -7-[2- (di et hyl ami no) et hoxy] -

(t r i f ﬁﬁor{% l1)4 |m?{hgl 2,5-dioxoimidazolidin-1-yl)ethoxy]-1H-

Kdpzoldy 'E’H?%li yiphtef‘VlPi’E?*Fr | -2, 5-di oxo-1-i m daz
ol i di Ns[ﬂj(%ﬁnm@]Hlnqqulrf}mli-&G. d;methylphenyl] -N'-(2-fluoro-5-
yiejipipteny)urdd;- ( 3- net hyl phenyl ) ur ea;

N(4 NquﬂaﬁmToZﬂHZno(a%om Qljiere drmehwlphanﬁ} Hi.@xo- 1-i m daz

H-| ndazol -

R
N- (4 E?‘ A%a%n e Jicagoi w’fr%n#ﬁi“e@% DYSrQIBPEIOUET: i
ol i di S[?-)({é%rqmlg 4 [f ( q rﬁgglz'@heqyl)amlno]carbonyl}amlno)phenyl] 1H-
ylldpmién)g}}o)(y)ﬁthy(]mefhauga;utfoaameilehy| phenyl ) urea;
N- (4- Nazqmarmma-q{z [({R-HuoteBr i met hyl - 2, 5-di oxo- 1-i m daz
@HﬁILQJiré}Mé Aﬁ nb}chﬁb@ﬁ% mlﬂo]phenyl} 1H indazol-7-
e‘rr{\cﬁne idnbhdid é uor onet hyl ) phenyl ] ur ea;

H- i nd 'I”E Al [%??59{839?r]yl)ﬁm'”(°§’af?%é’ FamEoRERYI-AH-
@H§¥9'Gr>él§>xy methagasutignamide;

H-i ndbiz{a+[434arylh9>A%d({qutrﬁh@mqthwphpeyllarmmcv}ba,rbpoymnhw]phenyl}-
pRenYEzb T -§BOxyIthyiInfedha@tisoonandidiejor o- 1

H i ndgzel séwﬂ&mﬁmé'z])ral\&l ;{h%n M- wu(@mémry%eb@hmb@yyl yure
ﬁl;_ N;jh 41(§2FHT} ?n?et |‘19|r X/qg yn}etﬂylphenyl)urea
ne't Ey yI Hid |nd it SRS N"(3-chlorophenyhurea:

N- { 4- [H%%ﬁﬁ"wloﬂﬂqywwan@w&ﬂdwmyﬁﬁ ¥
tirflusdermethyphenypireaty | } - N - [ 3-
(trif Nyo@arinty?-puemy Hlidd&al-4-yl)phenyl]-N'-[2- quoro-5-

ﬁlﬂ)r&ﬁetﬁ IgdHé ndrbaror o- 6- (hydr oxyrret hyl) -
N_E{sz Acif’?rfeqw}my %Z%|4% ?}ﬂrﬁ?r(‘y }o%gp%'enyl)urea
H- i nd 61 AT RN '}1Hmn 214 yereafenylurea;

N- { 4- Nd4-43riamtinoy ﬂqﬁ@ﬂﬂHen@w&ﬂdﬁph@tyﬂﬁj( -fluoro-5-

Hethytbtheoylyutes;| | phenyl } - N - (3- fl uorophenyl)urea;

N- (4- 134-380aRind7 Inieihyet Byih @gdona Bk N (3Ll avpBedyl)urea

H- i ndRZ2)(3-4m\ J- PRSIz SNy -0 2L SRRty )phenyl]-N'-(2-fluoro-5-

methylphenyl)urea;
N-[4-(3-amino-7-fluoro-1H-indazol-4-yl)phenyl]-N'-[2-fluoro-5-

(trifluoromethyl)phenyljurea;
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lidrtafery

nmet hyl phenyl ) ur ea,;
N-(4-{3-am no-6-[(di ethyl am no) net hyl]-7-fluoro-1

wokoomnadseel - 4-yl } phenyl ) -N -[ 3- PCT/EP2008/064076

(trifluoromethyl)phenyl ] ur ea;
N- (4-{3-ani no- 6- [ (di et hyl amrﬁﬁrrethyl] 7-fluoro-1

H i ndRZ413-4minto- ﬂJﬂ@MLﬁH Ndaﬁ@r 4 )‘yheﬁym amubwpﬂanyl)urea
N-(4- (i3 4%“2919? 7Jﬂ&8po hdg f o%?fngn yurea;
H i nd 37 h

e t‘@% ngp
methyl EBY'MG% } phenyl )-N - 3
(t ri f Nedéi(SawtinoyT-YipdreriH-indeze:4-yl)phenyl]-N'-phenylurea;
N- (4- N324Bi-araind-4H3-(([(B-methpipakhyamies]Batbdnyllamino)phenyl]-1H-

fd bﬂqﬂ’z;gvoxﬁ)'eiﬂy}]ﬁh‘? 'T‘-lelfbuo,%me(tﬁarfésu Rérmde;
nmet hy

ili[eﬁ]%( ngébé o’i’*.I |’3J%Z ﬂ/ }quFb%h%nyl]N -(2-fluoro-5-

hen - fl uorophenyl) urea;
N- (4- E\Iﬁ[é‘z@naﬁwlor MOlnﬁvlﬁﬂf@InV'WI -Jeflueye-B= 1
trfluvdemethyldphenylplreatyl ) - N - (3- chl or ophenyl ) urea;
N-(4- N3[4*’Q$ﬂaﬁﬁholﬂfl2ndaéolm1mm}@nylﬂlw Joefidayd-B- 1

|fll]Wﬂ%é’t‘n yi Héln yRpeny!)
N- ( ggéﬁlﬂ% ﬂ XM }/I%ﬁ_‘enel’nylll]N 4- ti)rﬁrr] -2- Huorophenyl)urea
H i A %1(3 @ i nyI §tnyle%enyl)urea
N- [ 4 (\I3F4-é$naﬁw1q-5ﬂm oI14 yI)phenyI] -N'-( quoro 3- methylphenyl)urea
Hi ndbiz{é#[B-ényﬂc)—Wnydr;}hdhh-%)BpmoMM pliedydo)-arydphenyl}-N'-
bhérﬂfgj@a am no-4-brono-1 (
Hin £

ﬂ@@ és %ﬁ%&?hfﬂw(%qoﬁn%t4hﬁ?r€ﬁ]6%)@pﬁ&%{% ML RABRenyl-N'-(3-

yl} henyl )-N - (2-fl uoro-5-
met herifll'é 7 m z morpholln -4-ylpropoxy)- 1H indazol-4-yllphenyl}-N'-(2-fluoro-

Benfethylohemy!)wea:l - [2 (di met hyl ami no) et hyl ]-1

H- | ndNZ{04[3-ényﬂc}-D1(@hwrphdhh-4€}Bpropbbty()nBlﬁhémadl-)@wl‘]ﬁlaenyl}-N'-(&
avbano- 4- [ 4- ({[ (2-fl uoro-5-net hyl phenyl ) am no]

Car boN néesu it )-1ki-indazol-4-ylJphenyl}-N'-{2-fluoro-
o ngfﬁ” Ml et

®*Adazol - 3- ani n
N- { 4- [\1§4=0{$naﬁwlo_—[ (MR R e‘,fqa\rg)pgxyim -indazol-4-ylJphenyl}-N'-(3-
ehlorlwhewl)umayl ] phenyl }-N - (2-fl uor o- 5-
met hy Nghg8hming-B43-morpholin-4- -ylpropoxy)-1H-indazol-4-yl]phenyl}-N'-[3-
NlﬁlfbrdrﬁetﬁV?m%n?/I dréa:( 3, 4, 4 tr| met hyl - 2, 5- di oxoi m dazol i

din-1
N ethyl y amlno]carbonyl}ammo)phenyl]-
2 i’g@ﬁh)ﬁ% gﬁ tr| oro T H%R rf}l)

ane onaml
H- i nd%lz[%1({34a"9'r‘? Asf4 6l fﬂmrmheﬁwm'nPlcwbooyz'}am'u@-oae@d] 1H-
imela gl 7pHomy)ejhyil dat, 1 MifludrqnBstbariesoldnamide;
H-i ndHZ[Q-l({-34ar1yllhb-42[AE({[(ﬂ MR-l rRétaghdnyNamindicarbonyl}amino)phenyl]-
T ke e
[ in { oFQ Naminglphenyl}-
sy e ﬁig T RBS f rnae
;{gj(@tamlppﬁe[m{ﬁ@ef@mr(pmw‘)aj@no]carbonyl}amlno)phenyl] 1H-
Nd{aﬂal{%ﬁ}oayr)emyl]ider{zén{ez{uﬂﬁ)ﬁarhideor 0- 5-
N-[2-({3-amino-4-[4-({[(3-chlorophenyl)amino]carbonyl}amino)phenyl]-1H-
indazol-7-yl}oxy)ethyllbenzenesulfonamide;
N-(4-{3-amino-7-[(isopropylamino)methyl]-1H-indazol-4-yl}phenyl)-N'-(2-fluoro-
5-methylphenyl)urea;
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(trifluoromethyl)phenyl]am no}carbonyl)am no] phenyl }-1
H i ndazol - 7- yl ) oxy] et hyl } met hanesul f onam de;

WR020§d28t anmi no- 4- [ 4- ({[ (3-chl orophenyl ) ami no] eer/BBIUY$/H64076

am no) phenyl ] -1 Hi ndazol -
7-yl }oxy) et hyl ] met hanesul f onahf de;

N { 2- N((E {@-fé}ﬂ%n gf(é&g%.if[a%..Gd)memyqqrmma&fbﬂ4)ﬁﬁbﬁewlirar(en
iﬁ'\ q[)l ?&Y regpm{aln}lr?% S1Lf|-| azo 4 yﬁ‘}phenyl) N'-[3-

(-tli' Lm%@thyupfwnylbﬁ%w ]-N -(3-net hyI phenyl ) ur ea;
N- [ 4- N34-dBdanun o7/ isopydpytemino)methyl]-1H-indazol-4-yl}phenyl)-N'-(3-
HethWﬂméﬁj/I)L#eaf,l ) phenyl ] N - (3- et hyl phenyl ) ur ea;

N- [ 4- (32 350aR L7 TRBYdpyming 3)methyl] 1H- mdazol 4 -yl}phenyl)-N'-(4-fluoro-
chl oropheny drea;

mé}ﬁ{a 4n by phenyl T2\

no- [ en
AT G lfmn@a% TREpH- bt HeheR A Sz fuoro-

Qﬁ@ld@ftﬁﬂyklur)@la) phenyl]-N -[2-fl uoro- 5-
(tri f Ny(érdametinmV - @haaborbpheneay )midttyd-1(HBindazard-ylphrenyiyN'-(8-
thibi@pg®iufeay| ) phenyl ] - N - (3- bronophenyl ) ur ea;
N-[ 4- (\l Zl a0, i nyltﬁroaheng)xy)met [-1H- mdazgl -4- yI}phenyI) N'-[3-
fTur

KH thhﬁ%%l 3-Tlu ropheny

H i nd§2(61{3@ ming- Bﬁ@rﬁh)(c]roq\lpen()éy)memyll] plHsindazol-4-yl}phenyl)-N'-(3-
retitiahsheiyegiur ea; N-[ 4- (3-ani no- 7-net hyl - 1

H i ndBzéH{3-amjimg-pi@mhidrepienoSy)methypieimgbzabdediphenyl)-N'-(4-fluoro-
Binfiethligh %@r@al

A S i L o e

fifera-DEhy: 5‘5 {2 (horo-s |

CEri T GOOL Ry Dy A P AV ok S NP PRV T Brin szt S emieio- 1
H- i ndHi6+{3-4mW9 ﬁh%bw -pynol=1evpronexy b HiréneipkdleA-wphenyl)-N'-(3-
Nefidhdnadrea- 7- f 1 uoro- 1

H i ndﬁzml{s %mnha P UM-II byr%l A0 Ry PR I -AFEhenyl)-N'-(3-

uoro
|n8 g@g |U?)212[‘221Qﬁ%—f&m(%%mth@pt}eqﬁa@}n&](‘frbonyl}ammo)phenyl]-
9bT y Xstayihgphensr2-piiongmisesa:
N [ 2- (\I{[Z(’@mmIOOA [F4L ey imbemy)aptiesigarbamillaotircap feovwiH 1H-
B E7PRRY Jelhylithidphdaealsulfanarhiiexy) et hyl 1-1 , 1
1 tr NibypLanRbhen PﬁHbélQﬂﬂ)ﬂm H@nda'ﬂb[—'ﬂ%l osq?émmw dphene-2-

enyl | I'uoro-

toh g(%l 4-yl)-2-fluorop

H | nggz(gT gylnzy'lflr Zﬁ%@%t&ylﬁg jprpp%iaHgndazol 4-yl}phenyl)-N'-(2-fluoro-
ptmet Ymﬁndﬁt‘ﬁeﬁyl )phenyl Jurea; N-[4-(3-amno-1

H- i ndbz&K3-4mino-phi(diethyldminoderbbaxyi-6H3ndazol-4-yl}phenyl)-N'-(3-
cilbiophergyareet hyl ) phenyl Jurea; N-[4-(3-anmi no-1

Hi ndﬁz(@ tﬁs 4riho- ﬁ%@wéﬂqylmn-rwprewwn Rrihd 4581 2RNEMAY)N §2

vl

a' @2(2 i[m i% eﬁ(}/e*ylamm(o?prgpgx?/ ?H mdazoPX yﬁhﬁ:"nr%{/|))l\}J (1?
ﬂuqrﬂ@rm Uﬂﬁ?ayl )phenyl ]-N - (4-fluoro-3-met hyl phenyl )ure
a; N N44{(SaainrtH-da2ebyipRdluorophenypNepdiifiierbmethyl)-
phériyfazal - 4-yl ] phenyl }- N - phenyl ur ea;

N-[4-(3-amino-1H-indazol-4-yl)-2-fluorophenyl]-N'-[4-fluoro-3-
(trifluoromethyl)phenyljurea;

N-[4-(3-amino-7-pyridin-3-yl-1H-indazol-4-yl)phenyl]-N'-(4-fluoro-3-
methylphenyl)urea;
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N-{4-[ 3- am no- 7- ( 3- nor phol i n-4-yl propoxy) -1
Hindazol - 4-yl ] phenyl }-N - (3- fluorophenyl)urea;

WOR{4AOFR9IBN No- 7- ( 3- mor phol i n-4-yl propoxy) -1 PCT/EP2008/064076

H i ndazol - 4-yl ] phenyl }-N - (2- fI uor o-
5- met hyl phenyl ) ur ea;
N-{4- N3 4 %%J?&?nmmmlﬂdé‘m}ih@ﬁ RERVIIN'E3- chlorophenyl)urea
Hpe 3gnw7 e oS
Y ‘6 2-11
5-(t er[f‘r-lg%-lamm yn)l%ﬁ-gmmﬁ[dp@%zolljg yI)phenyI] -N'-(2-fluoro-5-
Neftyidh@ngjtireas- 7- ( 3- nor phol i n- 4-yl propoxy) - 1
H i ndRZ!(3-4mid-Pernyth-B-yN1H(iBdazohi g1)pRdre N’ wﬂ@@rb-&

fl[l{]bé&,ﬁetﬂmﬁjn&ga .mor phol i n-4-yl propoxy) -

tr F;[‘fﬂ}é l?P{éﬁo)propoxy] 1H-indazol-4-yl}phenyl)-N'-(3-
&I— 1{}% 2 f 1 uor o- 5- et hyl phen ani noj
car boNy(i“}{%ﬁmmE) (fiﬂln]? yt@ﬂ””Qi@l@@@Wl'ﬂW'DP@%@'ﬁ }ﬁg)‘F']yJ)iN +(2-
ﬂuqrm-&memylubemnr)atdaaanesul f onam de;

N[ 2- N{(E (3@ iieo- A 3-(ditb{h{ Bmdihd)propplag - |haz§12dn-ﬂ]}4}@h@r%ym }(3-
&) )ég] 1 Hi ndazol - 7-yl}oxy)ethyl]-
r

fl
02 E‘ <é‘i§ hegas 2”1?{“@/% AlfosoeietRgrp s
PR I%)Hfﬁamo hen
T 1 P d5-aTin T G ey eeieenesdiFongaRald:yohenyl-N-3-
(Hfudréro&hglppheoylinéat- [ ({[ 3- (trifl uoronet hyl ) phenyl ] am n
0} car RQBY B R PLEn¥INamino)propoxy]-1H-indazol-4-yl}phenyl)-N'-(4-

@ I Keﬁ/ ] et hyI } benzenesul f onam de;
ks g % %an&{l h LG s SRDs T ) g sAu v

iR
et

am no
] benzenesul f onam de;
N-[ 2- (\I{[ik(%rﬁmm HH{inpagplF4- Slé-éh‘luorqpbh@yiw}(éfmﬁbylphﬁ:ﬂy@nsﬁa}
am NoNg#€Baindl1 Hiinaaled-y1)-3-fluorophenyl]-N'-(2-fluoro-5-
X}F;wéﬁ 18l ] benzenesul f onam de;

! PLI-M f N‘I b c110ro enyl)urea;
?%?ﬂg?égﬁl%gil éfg}%ggl Mzz{;};@gfi:rN 24 flulorogh 2

RPSDWHR- 7- [ (i sopr opy! ami no) met hyl ] -
H- | ndbiz[é+(3-¢nynq—iiﬁm@azyﬂ‘NyD@fchommhenyibNdﬁyllupw@a
ifubrdrietapiprenyiUréa;sopr opyl am no) met hyl ]-1
H i ndrz @J sﬁnﬁmc} PRz =Ny B3 uorophenyl]-N'-[4-fluoro-3-

(g f@ enggl qggl eyl 1) Ur ea

iRt ROREH B ::gk{&%@%yrwwahenw>urea

N- (4 Ng4 "ﬁnaﬁ"wm? [z(qeé‘é'ﬁf’)ﬁ’}?rw SorpRsy urea,

H- i ndbZd#i(3-4mjnd-pReepkisoddzol- Q-VDHJWBDW@-N -(4- methylphenyl)urea;

3- et Rykpdaming-urarnzisoxazol-4- yI)phenyI] N (3 cyanophenyl)urea;

N-(4- (3 4@%9%021 b(b‘énﬁlgb%z%pﬁ‘- p Whlord-3-

fld%‘? ioﬁén g}pggy “O”’

N- (4- 1323 g@ E%E”E'HP@ZBEMHWM pompphenylurea;

H-| nddAHi(3 aan‘p depripoxazo-4y eyt pipoghenyl)urea;

N- ( 4- N34-4Braminol R{beneikbxazophgheheny it {Brethylbhenyl)urea;

H i ndRZ9!(3-4min d-PrasaykisoRdzol-Byl)phenyl]-N'-[4-(trifluoromethyl)phenyl]urea;

(trifNyRrearkihyl bRRABKLILOREYI)phenyl]-N'-(3-fluoro-4-methylphenyl)urea:
N-[4-(3-amino-1,2-benzisoxazol-4-yl)phenyl]-N'-(3-fluorophenyl)urea;
N-[4-(3-amino-1,2-benzisoxazol-4-yl)phenyl]-N'-(3,5-difluorophenyljurea;
N-[4-(3-amino-1,2-benzisoxazol-4-yl)phenyl]-N'-(3-methoxyphenyl)urea;
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N- (4-{3-am no-7-[ (4-chl orophenoxy) nethyl]-1
H i ndazol - 4-yl } phenyl )-N - (3- net hyl phenyl ) urea,;

WOR(4H§R9BNM Nno- 7- [ (4- chl orophenoxy) net hyl ] -1 PCT/EP2008/064076

H i ndazol - 4-yl } phenyl )-N - (4-fl uoro-
3-net hyl phenyl )urea; N (4-{3-3hino-7-[3-(1 Hpyrrol-1

yl') PRORY3¥hido-T2lyaA g 8k arbt-¥ JX})M PANE Nn‘e(r%x henyl urea;

LE?“ Lol e

i nd 2[61(3 -Amjna- b éwwaowzob%yl)mrw ﬂwwﬁe@w)urea
( 4- N34-4Priaminorl Rdehisekazpl-4-9l)pHenyiHN-2-tpmegtienyl)urea;

I NdRZQI(3-4mid-pRaseykisoRdzo(-8-y1)StdngI1-G(EBiYblow-B@rophenyl)urea;
N- [ 2- ({13 83iiRy- ﬂztb‘bn(z%[»(a%ofhv%r%n?r]m'(élw&%&nme}rﬁinHO]
§€§’R’ I }am no) phenyl ]

eth hi hen
N[ gﬁé?éﬁm% 3 bbb piasblk iy it ﬁf} 14 e ab Bipany lurea:
am noB\lﬂﬁéﬁ,ﬁlmmoﬂ ﬂrt}%a@@gazol -4- yI)phenyI] 1,3- benzodloxol 5-ylurea;
7-y| } B{g(&amjnd-1.Bibephieoxaz2l-4-yl)preemgiiNted-(trifluoromethoxy)-
phdrt]ided: am no-4- (1 H-indol -5-yl)-1

H-i ”dﬁ 2l me#d @élf}e‘ﬁh@b&e)zt)m %ﬁ&ﬁ%ﬁgn Ar- [f&hffd&ﬂﬁﬂétﬂsxy)

am no- 3(d|eth I opoxy

Ebé”ﬁ(dé%‘l | % ji)henyl

- et H)[ﬂ' :plé I é)(s:nz soxazo 4 yI)phenyI] N'- -[3,5-bis(trifluoromethyl)-
Rhf(rwlll{l'@aam no- 7- [ 3- (di et hyl am no) propoxy] -1
H i ndBZé{(3-4mind-pBdrpkiserdzol-8-y!)atidng-dK olylbjoet-ewthylphenyl)urea;
g(4 N3 (;Jn ﬁﬁmdﬂrﬁetmfd) %Nﬂbtegil%di@mmﬂwhyl]m 13,5-
ét

gl faoa%?eﬂ#%gws%wxhwv'hN 1
Q%%E%tho’ﬂy) h Wh¥8$l ) - N - (3- fl uorophenyl)urea;
N- [ 4- (\I34é3naﬁmo];7 methoxy-1,2- ben2|soxazol 4-yhphenyl]-N'-(3 quorophenyI)urea;
H i ndBZ&l(3-4mitg-7-Trdthaxyriopbemisdxabbl-4-Apheny f-Nu@Grraatabiy|
H,e grgt Jurea; N-[4-(3-am no-1

(trif Fﬂolr(o rLc) r %%ﬁd&&/rﬁ@%gﬁ]ﬂédxa%l ‘{'}éll)JhIGH}q]’ R~ é 5-difluorophenyl)-

RFF4- (3- ani no- 7 pyri di n-

H i nd%lz[61(3 @n’smg Z,—m(qﬁlww 1|\? b@qzlsqugéqalﬁ g)phenyl]-N'-(4-methylphenyl)-
meahy| phenyl ) urea; N-[ 4- (3-ami no-7-pyridin-3-yl-1

H- i ndRZ9!(3-4mjing-Phesilydxy- T\ bé|82|@dxbﬁdilophﬁjh)éhyl}slNe(a;-bromophenyl)-
Dreb4- (13- ami no- 7- pyri di n- 3-yl -

H i ndﬁﬂo %r’r%(rlhc) Fﬁ%% 1]Né bL}r$Z|soxazol-4-yl)phenyl]-N'-(3 5-dimethyl-

tri

&DT 3anmi no- 7- pyridin-3-y

H i nd%lz[61(3 A0 HHEHY= N bE'ZZ'WX@é(P'd’c g)phenyl]-N'-[4-(dimethylamino)-

pherryﬂwgelaenyl)urea N-[4-(3-am no-7-pyridin-3-yl-1

H i ndRZ9d(3-4min - piesiydxly-TD-bEAziédxaes|ar-@)phenyl]-N'-1,3-benzodioxol-5-

& dof | uoronmet hyl ) phenyl ] ur ea;

H I(?]'d % ?gnil 7Jrr§etrq %% ?)45{03)&8 3}3 -methylphenyl)urea;
ﬂ 2 (C}‘Pmet en |soxazolq syl)phen (3 cﬂforophenyl)urea
N-[4-(3-amino-7- methyl 1 2 benzisoxazol-4- yI)phenyI] -N'-(2-fluoro-5-

methylphenyl)urea;
N-[4-(3-amino-7-methyl-1,2-benzisoxazol-4-yl)phenyl]-N'-[2-fluoro-5-

(trifluoromethyl)phenyljurea;
N-[4-(3-amino-7-methyl-1,2-benzisoxazol-4-yl)phenyl]-N'-[3-(trifluoromethyl)-

phenyljurea;

ZFZFZ
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N- (4-{3-am no-7-[ 3-(di met hyl am no) propoxy] -1
H i ndazol - 4-yl } phenyl )-N - ( 2-

wo basonsn28t net hyl phenyl ) ur ea; PCT/EP2008/064076

N- (4-{3-am no-7-[ 3- (di net hyl am no) propoxy] - 1
H i ndazol - 4-yl } phenyl ) - N - (3-4& | uor ophenyl ) ur ea;

N ( 4- Ni‘mx’(l@ﬂaﬁmwozﬂrﬁmrﬁﬂh @BM@%MMH)%@M}N %3,5-dimethyl-
yl }phenyl)-N - (3- chl or ophenyl ) ur ea;

H-i nd§§€f?§n@no {7 %@ﬁéﬁ 1%?/ %Q]azno pyrl)%ﬁen%]] ](3 -ethylphenyl)urea;
(trif Ndﬂ)‘l(%ﬁﬁ’t“ﬁy% @ﬁ'}’l’% pgnzisoxazol-4-yl)phenyl]-N'-(4-methylphenyljurea;
N- ( 4- N34-¢Brarminor 7 nBstifydh1 iebénzisamazod- Y op eyl N'44-(trifluoro-
hettostgpnbnyituyda; phenyl ) - N - (4-
f 1 uorQ3- (%HW(J Phgm I-)1L2f§éhZ|soxazoI 4-yl)phenyl]- N -(3-fluoro-4-

eih T ’é (3- for phol | n-4-yl propoxy) -

I\I- [ 4 ?mim%ckyhert]ﬁ/yl} g\[)en(msoxazo qo)}?)pﬁgrYyl])l{Il‘ (g -methoxyphenyl)-

H’-Qandazol 4-yl)-3-fluorophenyl]-N -(3-nethyl phenyl)ure
a; N N44{(Saminnobniethyl-1,2-benzisoxazol-4-yl)phenyl]-N'-phenylurea;
H i ndaqml(sénydchlﬁw‘tﬂmwmrzomlﬁisbkézdﬂ4=ﬂ)§héﬂ1yqu3,5=bis(triﬂuoro-
rﬁ/gb epurea; N-[4-(3-amno-1
NEZ{ '&‘Hﬁ( 37 rlly}llqré)t?enezns%lxlxzol 43RS BREIN ArESurea:
H i nddad(3 Mo L5192 Pz phenyih g3-guorophenyljurea;
met hy Nifrédraming-eamethaxy4L¢-Bergisqxgzal-4-yl)phenyl]-N'-[4-fluoro-3-
tHflucdemethydehenyiBed;l uor ophenyl ] - N -[ 2-f | uor o- 5-
(trif NL{M @%ﬁﬁrhw hiddhiediyl 4, %@@z.sdslakéi 4(91)@611ylpwfl(4 ~fluoro-3-

f("r'r Vﬁﬁé I) 3f|uoropheny|] [4-fluoro-3

t

2 rn'y i e PYBORTRA BT ?dwo'%%y'&%apiﬂeﬂ PG R
3- 1

, 2- beNz[H@r)aagrzjni ?wgluyb)bh@ﬁyll§omzolrﬂaﬂvahlenylka;-(3-Ch|0r0phenyl)urea;

I\I- [ 4- N34-dBranindk7-fluoro-1,2-benzisoxazol-4-yl)phenyl]-N'-[4-fluoro-3-

g\fﬂmétﬁgwwﬂeyl ) phenyl ] - N - (4-net hyl phenyl ) ur ea;

uoro-1,2-benzisoxazol-4-yl hen 3-methylphenyljurea;
. 2 be@% § xazo 4u ro)f%%epﬁ o@iol(ﬁylg"p eny})H E;rui)royg
(thg%’é‘H’E?@b‘Mh‘*BVU%e%ﬁl)phenyl] N -[ 4-fl uor o- 3-
(t ri f Neféi(SaetinoyT-flporery2-panasoxakpli4yl fideay-Nofluoro-5-
metHyinehgaxezol - 4-yl ) phenyl ] - N - ( 3- br onpbphenyl ) ur ea;
N- [ 4- (328802Rfhol7- trlﬂuoromethox -1,2-benzisoxazol-4-ylJphenyl}-N'-[2-fluoro-5-
@@@ étﬁ ﬂkl]u eé( ph enyllf N - (3-chl orop%enyl¥urea

%H’ﬂﬂ LA RRERPKY - N PEAZRPRG P ITh YR ET U al™-
(\{pfﬁwqrgetgy,ﬁ)m@nxl]ure
, 2- beNZ#4oraairal- 714tr|§hllgrpltmetﬁlpk)})-1\2~bpﬂziQQNaiZOII-%yﬂmﬁeylhw-(Qpﬂuoro-5-
my{y]pu]@aga)uréé [4-(3-am no-1
y 52) beg g?ffﬁlh)iéﬁ%r% 7- ‘@tgml%r%@ﬂ%k}) D bERzif bxa0610s-figHeh NYNRREN
ylur
@ZI i az0| 7?tr|}flljgr8methox;) NZ bgnzsox%gcr)lofglfphen;l} [\l?&

deblk%ﬁzol 4-yl)phenyl ]-N - (3, 5-difl uorophenyl ) ur
ea NN 4-{8-amama-nrdtrifluoromethoxy)-1,2-benzisoxazol-4-yllphenyl}-N'-[4-fluoro-3-
(tRdAEBPREal eyl ) phenyl ] - N - (3- met hoxyphenyl ) ur ea;

N- [ 4- -3-
ﬂgﬁﬁ%g‘gﬂo £7- trlfllljgrgmgw)?rqr) 1,2- b?ﬂa?r%xta %&@gk@ﬁg” ur$34 -fluoro-3

Rlef Y'RG- 1, 2- benzj soxazol }\lp nl

N- [ 4- 3[4 4ot 2 benzisothiazol-4- yI)phen}//I] (3, 5 di ethylphenyl)urea

, 2- beNA#<4Srrminst-1.2-benyisplbiagpH4-K)phesylhiN-(ogheraphgnyheea;

N-[4-(3-am no-1

, 2- benzi soxazol - 4-yl ) phenyl ] -N - (4-fl uorophenyl ) urea;
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N-[4-(3-am no-1
, 2- benzi soxazol - 4-yl ) phenyl ]-N - (2-fl uorophenyl ) urea;

WORGGH$RIAM no- 1 PCT/EP2008/064076

, 2- benzi soxazol - 4-yl ) phenyl ] - |\r (3-chl oro-4-fl uorophen
yI)urea N-[4-(3-am no-1

nf/l ?eNﬁ[hf%%m 14: dé'ahabtﬂr&bﬂct N)prfe%ylw R0 BERBRYBRES Yurea;
b Y henyl ur a
7 be ,T%i(azo el ggo 'a)é nyI EI' Ege(tﬁqo‘;%me é)ophenyl]urea;

I
yz] gng[ﬂg%@m & jrug,rp)%@ﬁ§;ql 4|\yl)_a_fluorophenyl] -N'-(2-fluoro-5-
methytaheod)weal - 5-yl urea; N-[4-(3-am no-1

, 2- beNZ4-g®xaidd-7-Audio) Prhiaykd-aN/-2AudrophélyaN'gBehideopyknylurea;

phenYNl(h'f §—%m|r%{7 (rRe®in fb@rlé]-ln 4- yl)[mzetr(lct)xryl] %Ill-lulr(m)draozr?{;t‘r I%/g%y)

fI rB@ﬁ @l MP] ﬁ)ﬂg jurea;
ﬁﬁam 40 ?‘SM‘BWP i raptaongl-2 gingazely BpkeryiN-
W‘BtWWéﬁVY' Weaa; N-[4-(3-amno-1
, 2- beNz#4deadwi-7 41yhephipimptidin -yl Bstodnyb B-iddaret-fryHpteswy!)-N'-
w SHIsropheryhlideaf 3- am no- 7- met hoxy- 1
, 2-beR Z(hs{ﬁ’)éﬁfﬁr% 71f'(‘1yr{1%tﬂylﬁfﬁ¥h&m yli:ﬁ)btﬁoxy] 1H-indazol-4-yl}phenyl)-N'-
P g ST T
2. begz{ﬂé%ﬁm 143 YYy dﬂKél’qur?p%y) [Iu:lndazol-4-yl]phenyl}-N -(3-
Q'ﬂ'@"othM)@f@t hoxy) phenyl ] ur ea;
N- [ 4- NJ4-dBraminof 7@ pvadiry-3dylpropoxy)-1H-indazol-4-yllphenyl}-N'-(3-
Whﬂw@gol 4-yl ) phenyl ]-N - (3-fl uorophenyl) urea;

2 benz? %T)?Hﬁ)no | g?r%ﬁ/?)%ﬂr?pci\ry) H Irr]r%atzﬁlo‘}qul% enyll} N'-[4-fluoro-3
PSR- 75 et hox |
2 beNz{H%ﬁa‘ir& (- AWY'}%@WW?D%V) ( B iedagork4-ydphspmkhy(4-fluoro-3-
meém/*phﬁn[/mw% am no- 7- net hoxy- 1

, 2- beNZhgDxatal-743 }bi/r)qMﬂ-eMﬁrﬂ)pdey) (@ 4-imatzblyd gl }-N'-(3-chloro-4-
ﬂ@&gphé}{y[ﬁlreés am no- 7- met hoxy- 1

, 2- beﬂgh%@éﬁ-ﬁ%7 ?%—%Sk%(ﬁ#g%}ﬂrl)p&y) - AR BPRD RO -
[\E‘ﬂ%éé{ﬁ?t el V'lua{e%) (3,5; di et hyl pheny 2

ur ea; pﬁé{[&a(r‘(yloazn(iﬁgyr‘ptf y?(g;gg@pxy) H-indazol-4-yllphenyl}-N'-(2-fluoro-5-
mettyimnengxezol - 4- yl ) phenyl]-N -[4-(di met hyl ani no) -
phenyN}{ZlHICG‘ramlﬁ\dr T43-p Pricatird (Yprdpdrgi-hExydakol-4-yl phenyl}-N'-(3-

a0l - 4- yI)phenyI] N -1 ,3-benzodi oxol - 5-

|
y;a:gz{. R T
- 7- net hy |
, 2- beNz[f‘é%‘;’e‘a’Qrm 1élr?qqa)zglrﬂewwj(mth%méwpéy)@bwﬂﬁ )(%nf'é@ro -5-
Netwlr(f@nwurem 7-met hyl -1
2 benqnﬁmm 1I4~1r)da)Z§Ithwy-l2}hyBPOX§/@16friyl]W-@ Aroro-5-
Hynehe J}aurea N-[4-(3-am no-7-nmethyl -1

2 be 0- 5-
St ri fﬂﬁhi “4 %4@%8%{2%1 *]e”WNN[ﬁZF‘Jé’V‘gr%n no- 7- met hyl - 1
hydgeyelty %J}edig %reg) ) phenylg N - [3 (t rifl uoronet hyI ) -

N-[4-(3-amino-7-thien-3-yl-1H-indazol-4-yl)phenyl]-N'-[3-

(trifluoromethyl)phenyl]urea;
N-[4-(3-amino-7-thien-3-yl-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-

methylphenyl)urea;
N-[4-(3-amino-7-pyridin-4-yl-1H-indazol-4-yl)phenyl]-N'-(4-fluoro-3-

methylphenyl)urea;
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phenyl Jurea; N-[ 4- (3-am no-7-nethyl -1
, 2-benzi soxazol - 4-yl ) phenyl ] - N - (3, 5- di net hyl phenyl)

waie@a/ 050991 4- ( 3- am no- 7-met hyl - 1 PCT/EP2008/064076

, 2- benzi soxazol - 4-yl ) phenyl ] - N - (3-et hyl phenyl ) ur ea;
N-[ 4- (3- ani no- 7- met hyl - 1 42

, 2-beR hfé%ﬂﬂrﬂi 7/¢yw.mtwnwhhdé\io1 44mpRéyyiNeieny | ) ur ea;

[\thﬁ %ré e 1]
p%eny ]Z[4 g}é{{r:lrr@?/ L%Ey(g% gﬁ{?ﬁﬁ' ]7d?ﬁ9{ hﬂl){)ltiegnly I\P% %H%rop%)éXyl)urea;
, 2- be z[ﬂé%s@a&rm @yWIW%ﬂWPdNOJ ﬂﬂl)meHIB\l 42-fluoro-5-
netﬁyyihphxdwea) urea; N-[4-(3-am no-7-nmethyl-1
, 2- beRZ4g®uatw- ?Jéyfsrdumtmwhhd&id 43Py pdHeaoth)3-
Hﬁﬁfbrorh%thﬂﬂ dren@ifir8®- 7- met hyl

en h DA R 7 @X%EWT%' |]16£019 ﬁBI}{én@/ﬁ?\?[Z -fluoro-5-

Q‘#U&é‘ﬁm? WRREBVIES S phenyl |- N -[3, 5-bi s(trifl uorometh
e e O TN el S (AR
, 2- beNZ#-48eaural-5-4ugro) hadgrdl-4N/ph8r Pl NRBphethylphemybarea;
N [ 4- N34 -qBdaRnol5-MBdlayIH-thdazol-4-yl)phenyl]-N'-phenylurea;
, 2- befyz h%@’éﬁ% 5ﬁué!r'o)ﬂ$%'a¥£&| N/ 1yph8afil- NO[Q%EFEM' ) ur ea;
bt et %{ eyl - (4
(trif [\ldgr(%ﬁgtlr}ﬂ/@-j‘l ]ng@é%{ 4 - yI)p enyl] N (2 quoro 5-
Nethylphenyired- 7- net hoxy 1

, 2- beNZ#4dgetral-5-Augro) Phisnyr 4N phdryi-NeBo- 3-
(}ﬁﬂda)yd),ﬁatﬂp% |§3ﬁeaN-[4 (3-am no-7-fluoro-1

1h39%i iﬂu% )ﬁi‘ﬁﬂ&% ][\{rly&ém(l}lﬁ* flidBFeset hyl ) -

&
fﬁﬁ%?‘é tb henyl]-N - 3 chl or ophenyl ) ur ea,;
N- 4- kdj4 é}rpﬁw]q&{ pg{@rﬁ-l -ndazol-4-yl)p enyl] -N'-(3-chlorophenyl)urea;

2 beNA#-<4Sraitg-S-fugio) irhimagrgl-4ny)phan ¥I-N o dlugro-3-
(riethyfdhenylm hyl ) phenyl Jurea; N-[4-(3-am no-7-fluoro-1

, 2- beﬂgh%@ém 5 ‘ﬂu&ﬂo)ﬂhﬁﬂﬁiz&l AN/ yphnTENDBLdpReaMLALBFREnylurea;

N-[ 4 71
[4-§ g N ci72 dﬁ% Qﬁe EﬁOI yl)gfrbenM] -N! |(2 fl%oro -5-
fﬁhﬁa}‘gﬁ%ﬁ hyI) henyl ur ea; am no-7-flu -1 .
2 be%i(l{@dﬁ’&ﬂb'l‘o qu% ﬁw)whqqyuqrzmp}oattw@y%ammo] fuorobenzoic
ﬁGdhyIphenyI)urea
N- { 4- 3t anB-NY4-43{airind-h Hafdzrel- ch-QD)pﬁengtl]amino}carbonyl)amino]-4-
f|@5r3§é}\zzb§@xazol 4 yl ] phenyl } - [2 f1uoro-5-

(tri f I
N- { 4- 4{ :i é Igéan%in I]- 2 fuoro 5-methylphenyl)urea
4

2. be ?/FP enK|- a | carbonyl}amlno)phenyl] 1H-
Waqu17wd}%w>@thyﬂmﬁﬁﬁéﬂwlﬁoua@&e an
N- { 4- N34 4Bdamoncr/{(3- (dlmbthlalamm)hl@pyz(y] 4l H-indazol-4-yl}phenyl)-N'-[4-
fldorbsnritseratahy phghliprenyl } - N - (2-f 1 uor o- 5-
met hYN%ﬁ]‘?mék%tyI[ﬁQmmo 1H-indazol-4- yI)phenl_/lI] -N'-(2-fluoro-5-

Hf{ry 3%1 > trifluoronmet hoXy) B
azo C r e ur ea,
aﬂ o7t dudioH GRSy o N-A oS s,
EMM%QOI 4-yl]phenyl }-N -(3- bronophenyl)urea;
N-[4-(3-amino-1-phenyl-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-
methylphenyl)urea;
N-{4-[3-amino-7-(3-pyridin-3-ylpropoxy)-1H-indazol-4-yl]phenyl}-N'-(2-fluoro-5-
methylphenyl)urea;
N-[4-(3-amino-1H-indazol-6-yl)phenyl]-N'-phenylurea;
N-[4-(3-amino-1H-indazol-6-yl)phenyl]-N'-[3-(trifluoromethyl)phenyl]urea;
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N-{4-[3-ami no-7-(trifluoronethoxy)-1
, 2- benzi soxazol - 4-yl ] phenyl }-N -[4-fl uoro- 3-

w@ aovkazer onret hyl ) phenyl ] ur ea; PCT/EP2008/064076

N-{4-[3-ami no-7-(trifluoronet hoxy) 1
, 2-benzi soxazol - 4-yl ] phenyl } -N - (4-f 1 uor o- 3-
et hy NABLBY inY-eind¥zbP4-(i% % IR&:-thien-3-ylurea; and
2 Do oL BT ) DU N ol T 7 phery)

2- benzi sot hi azol - 4-y| ) phenyl ] - $3 chl or ophenyl ) ur ea
irNar[ embadimgtthe invention, the active agen is N-[4-(3-amino-TH-Indazol-4-

yl2phieenkNs (2-hicae-Stmethyibhgrhybnkea] (ART8§2-dr Isalty o-tdreehgn guftvates
teydofurea; N-[4-(3-am no-1
, 2-benzi sot hi azol - 4-yl ) phenyl ] - N - (3- net hyl phenyl ) urea

Lﬁo( il (Pa ) Q (II euseful or jnhiki g rot tyrosine kinases. The
%Q@?ﬁ%{ﬁ%&iproﬁp tzpr4r 1{3?611 Crir]t%\;aap I'ie(%olld |s[)é)er3|onl})rrb) Etofthe
HWW%JZ%P uaeq/m)a e |096¢rdpﬁ¢éﬂ9 FanaQr Ln(egpqme@bmdegogmzed need of
sethhiydgidemydomprieap abr{irdste@agato the patidnit a dneyageutically acceptable

hnb gt @l cofmpplind.2- f | uor ophenyl ] - N - (3- chl or ophenyl ) ure
a; N-(4-{3-amno-7-[(1-nethyl piperidin-4-yl)nethoxy]-1

?%&?ﬂ%%%@%%%ﬁ@%ﬂ%ﬁW%%@“s

N- (4-{3-am no-7-[ (1-met hyl pi peridi n-4-yl ) nmet hoxy] -1

a&, n.r@p@mnggla JaYigh eryre)containingthget Ippishenangatiyepgent, at least one
N- (4piBrmaneutally ddckprabtehybipkpamniin ageb,)dt Jaast droxptiarhaceutically
H- i ngaeplabfe strieanymhd atheast bRe 6BvERtOMENY | ) Ur ea;

[EE aa%%vﬂ{& tHQ s?lv%r(tg]s') %H‘ML} Ry G rrﬁlﬁhlré B-obt R birspersion

(4-1PQ P(g 3- rret hy phenyl)urea

N-{4-[ 3-am no-7-(3-pyridin-3-yl propoxy) -

As idaskaibetl ahovd, ppleesiydrie-filler 3y advﬂrtbagg@h@lmwe)edd@dato the liquid mix-
¢ Befoe @movirgthé Selpamt(sili n- 3-yl propoxy) -1

H i ndazol - 4- yI ] phenyl }-N - (3- net hyl phenyl ) urea;

%l:ﬁa%cé g’ol]%ﬂ z[hésob \Hﬁgﬁ %ent%a} F‘emfgggél)épng%r solubilising the matrix-

rp,n'glal%p used, however pharmaceutically acceptable

pplyents gl:eawpﬁ‘{{_wb ga rt;a@pﬁoﬁscy\( { BY3x§maig in the dried solid disper-
slon poivol. Sqitghly, ph@ag{vqntMay(be gdleatedbfr@n the group consisting of alka-
Aels e lae mydthano®asthanol, isopropanol, n-propanol, isobutanol, n-butanol; hydro-
dhrbdnd, 3ueih & Perfiakasd Hie¥ad e ichcighakaRE CPﬁé’tﬁyllzchrohexane toluene, xylene;
Ef @gr%% (J h (!a]r@c!hesn&ljc}h elgdléh?for‘ameﬂ{aﬂelltrlchIoromethane dichloro-

hP 5§/

e ch a ch as ethyl acetate;
gt.hp?%d gliqﬂ a&;dl%qr}gh@ﬁ%‘(g;é?g%uﬁq%agﬁtgg?m o:isJ of two or more thereof.

Ethanbll isi painetaty prefamesdyduede éa availability, dissolving power and pharmaceu-
e 4afeBesyri no- 7- ( 3- pyri di n-4-yl propoxy) -1
H i ndazol - 4-yl ] phenyl }-N - (2-fl uoro- 5-

Kﬁi m{;tl(gm%@( )n%ft;% areg bl){ aEy s|U|tabIe method of contacting the essential

%ﬁegpow ] z}rnﬁcetdt@a g‘a'g er’ﬁ?,t]rl)( uqr@éng agent, active
ppgM-the phainase qafgy gsx?qp@ﬁm\e auriqctﬂm)p@cj(%e_splvent or combination of
sblverdadobn #mpdofipegvh\thé lidNiid (rdxturehis preppieeityl dissobdng the pharma-
&édt&al{ﬁa@@bt@@b%atrix-forming agent to obtain a matrix-forming agent solution,

Ehd Q@(ﬂﬁgﬁ hle T84 l/é r(t IRy fRHELRS0EARERL brae suAadthHab the so-
Iu?on e Hsdd vela¥'n trix- Forr'nlng agent may exert an solubility-enhancing effect on
the active agent; thus, the solubility of the active agent in the matrix-forming agent solu-
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N-[4-(3-am no-1
H i ndazol - 4-yl) - 2- hydroxyphenyl]-N -(2-fl uoro- 5-

woredobps@benyl Yurea; N-[4-(3-am no-1 PCT/EP2008/064076

H i ndazol - 4-yl ) phenyl ] -N -[ 2-f| uor o- 5-
(hydr oxymnet hyl ) phenyl ] ur ea;
Mo dhaf %e%mé‘r@rthésm@ﬁbr?théﬁ |tslsolub|I|ty in the solvent alone. Preferably, the

%%ﬂvﬁ%%égrlg%%%’%ﬁh?glﬁ%%?tjﬁb eaolved in the liquid mixture.

(3-am no-7-thien-3-y

qu; hqjaq mlxtqr_qhaﬂgfgﬁma]ttenpor‘(tgltqu Ub t@98 % by weight, for example 0.5 to
B@ Uhpy phighly in mostdnstdhdes-2 18-6Arfio iy -wWoightrrietitive t-the tdtal weight of
thtei liadi@zniktufe.y| ) phenyl ] - N - (4-f 1 uoro- 3-

met hyl phenyl )urea; N-[ 4- (3-am no-7-pyri di n-4-yl -

g_;r | Q?gfﬁ Sé)f]hayb)epr EV&J an)[ s?hltable method known in the art, such as

%ﬁi{% plgﬁ nng py grying, fluid-bed drying or combinations of

MQ Wd'ﬁQ@ltheFBS?fl f@h@fﬂ'ﬂl‘qle Khe pramary| setd gisesrpionupomgler obtained by
dprpy-d(yangamian be Turther ddedbyltrgy dryiing (optionally under vacuum) or fluid-bed
b‘l-yl nd@g@nafly Mhadehaewlnh)y: M ar( @mbbddigeat, Femoval of the solvent comprises
Fégl &Jﬂﬁ@ﬂe})u?&%nalw h%o&%ln%ﬂ§ﬁ‘9/ltlz oRY BF RoRs gy steps other than

o-
er??leryuoq onet hyl) phenyl ] urea; et

N-[ 4- (3-am no-7-pyridin-4-yl -
FHee rasiuel sojvapt perrentyin thening gohmqﬁne@sl@i product is preferably 5% by
(eight bruesso metrd piefqrbilpyig by eaighf\er{1dsg. 3- am no- 5-f | uor o- 1
Hindazol - 4-yl ) phenyl ] - N - (3- br omophenyl ) ur ea;

M s {P’l%| uid' 4 Bk @i is syspended in a gas flow; e. g., air, i. e. the liq-
e e e e AR

H I[Q rhye ?q ﬂ% is t(Smlze ¢ r%vi%lngne}/la ge su?’face area. The at-

p{:nfzigg iq@id |§1e>590f%qi]g}]§,fl?w Qf h(btrg@ﬁw @”d@/épg chamber. The moisture evapo-

rHesqqyiddnanchibesofidarededovered as a powder consisting of fine, hollow

sphenidalzairtiofesy Gap vestytbhp&fatUr@s b wpoto@58-°C or even higher may be used,

Gtﬁé tdthe @(/é’é'ﬁ?étrbﬁ th@ QQVérﬁbérr?t@re cﬁﬂobé‘vérg'réﬁm?@o & tdrhpra@relof

ne LE%P%ﬁbe%?/ll &(%LEIE?%F%AA}[(@ ‘ﬁ?‘ﬁén%&r fluoro-1

H i ndazoal phenyl ]

(be prngigle Sﬁ@@r&w ﬁﬂé@ﬁxp']oe?ﬁaﬁm”ﬂr frying isdhptrapthis fim of mnterial is

&bplied de thie-stnadth) plréaegldf aNon{inloukly aeteti®s, heated metal drum. The film of

(itied MhtevinoisedmtinuppsieByraped ef by BlstatiohIryaife @catelll appositelthe
hf‘é* Blicafion bl fPu@@’GMl'd]mé\t%ﬂe(l 38 RASRY! o W yle drum or a pair
rﬂm fﬁ%ﬁ%* é'tg li k?llergs TPF drum(sémay be located in a vacuum

%mvﬁn{eﬂ I}éghe {p qptclg Qs A @?Iﬂ;tﬁg Iaad _ILhe solvent is recovered
fPq Fﬂ%‘i‘@‘l’ 4-yl ) phenyl | - N - (3-chl or o- 4-f | uor ophenyl )ure
a; N-[4-(3-am no-7-brono-1

-4 beladmkr, theyllqQuphie Rptebd NSr sprdyéd BetoCrSelt which passes over several
AE3tBY bRAKNHIL B tha bkl {THE r(1§t'eﬂ§‘|§‘ﬂe§ted by steam- heated or electri-

I plate I d ally bef ered by infra-
'E!é Igrh%%tze%' dé‘t g 'ﬁﬁzh%é&tgﬁ ﬁﬂg%% 0o 2%'&1 8haify e ARG,
f—?— i "A '3?’(5? oym (3 Erfgt 196 t@%PB%HEP gl By dring may be carried
WM@%’@@M& amnboer.

In tray drying, the liquid mixture (or a dispersion product that has been pre-dried by any
other method) is distributed over a number of trays. These are placed in an oven, usu-
ally in a stream of hot gas, e. g. air. Vacuum may be applied additionally.

The dried solid dispersion product may then be grinded and/or classified (sieved).
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N-[4-(3-am no-1
H i ndazol - 6-yl ) phenyl ] -N - (2-fl uoro-5-net hyl phenyl )ure

W@2009/050291 PCT/EP2008/064076

N-[2-({3-am no-4-[4-({[(3-fl uorophenyl)am no] carbonyl }
am no) phenyl ] -1 Hi ndazol - 45
7- yI }oxy) et hyl ] net hanesul f onam de; and

érléd?’scﬁl'a] [ ﬁ?@p Hﬁ&/yth@ﬁrbg (ﬂhéy |9%03%Eulgzs or may be com-

p?q]%(?gf%n etc 3PS fs ng p/]adpévger mass comprising the solid
mqurspm_pg%{cyqs densifigd gnder h|gh préssure in order to obtain a compact with
ldwi pradtasityl e 4- g kahdiebgmpresbiol 2f the pomdebmass is usually done in a tablet

prsSyhelepetiicHea a Bekdié BDetrdenaws nfdvirgy @mthes.
H i ndazol - 4-yl ) phenyl ] - N - (4- br ono- 3-

Egeg%tl d%'%%%ﬁlnl# gl%ctel}l'f% %@Hg?or& di ﬁﬁgg%lnts bulking agents and

?ﬁn %ﬁé% p lése |n ompac ing the granules Disintegrants promote a rapid
ms@gqrgwgrﬁfﬁ@m@cbwth@ pien=ch 1apd per {e-liberated granules separate
flomruohazmbothér.\8Uitpblerijdintefanisare kcuosslnkdd polymers such as crosslinked
peiy iy pheoldohs aea crdsslirkel Soditimgrdoxymethyl cellulose. Suitable bulking

érﬁ‘éjg ‘ﬁ;‘l&:’[é’d f)rém%la/ sk !:\élmfrtﬁemmdé'éﬁeh slb‘hél% |(n é'ié’lrrile cellu-
083 a}a{]mkg 8%”(%( (Je natu a% Fy rreI 5e %rlz%gepo@f P corﬂ%ka]rgn poly-

pny! 8 4y|)pheny|] N -thi en-3-yl urea;

N-[4-(3-am no-1

Buitabdaftal reguldigrp lrenyeidctéll fromdligihedisyéraedsilicd (Aeaosil®), and animal
tgmﬂatg)(ﬁrng@sj nvention, the active agent is

N-[4-(3-am no-1 Hindazol - 4-

B0 bt eat Pty Vs en i Bl g s
festeshitom m'yetawem QWC‘%{K%gué‘éY'UQ af'\@)“?’ of FempioPP RSt magnesium
a2y¢ o3fine stearaisessoditne siseiyi Hinratpetats, end theddtact or

dosage forns containing the solid dispersion product
VhridldeothePaRiattives may BeUsed tbexdiniphé Bt Jueh ak ra@@*dyé‘é}] organic or

fﬁ% %rc @n@ntgghbf?% alhﬁé{ﬁrﬁwﬂb%‘?qmﬂm |8§(|d§;(§r é/e? of natural ori-

m N 1N

DResleR's S47] 3¢ AUEEERRs 'gghiﬁfsbw:feo*sfraﬂ'ca'o%%&wrs Pgtabilizers
3e1inel eiPepiet aagk- product is prepared by a process

whi ch conprises a) preparing a liquid m xture

modrtied toifadglithteeh@intdkeas suce desdde\fernage atmanaall, i &sddvantageous

vmg%tsaﬁ@ fohh RCHBRIARIASHARE i ﬂ%f BB haPER o siliowed
s FRhaBp e RLTE Be N o el ATl e PO

fromthe liquid mxture to obtal n the solid di spersion
prigageat ondye drbletfued capgbuies i theease Wihavhigh it ean bagwallowed.
adinarbaigadsnuisipyovss tasleledd pwvidee ahielpgadt appeatance. Ihdésired, the film
EEATRVAVE drhentsnd N(ﬁﬂt'(hé)ﬂlm%@tat @lafy moludesnh poBerit fids-forming

Wkl ﬁ!’cﬁ a%@%l%x? @b I%@tﬁﬂké’”uf&eoﬁyo@&y\d@p‘yf &il0¥st Mfd acrylate

ﬁgiﬁér [F(% n@?ﬁe % es aurﬁ&?o{, ﬁﬁ@&gr‘ﬁ%ﬁ ?ef|IH1 c?o%‘t may further

B?'BPréﬁer% Btg:gguﬁeg 4O 8 EriurRen Eﬁa?rﬁ’l‘{eﬁ”@ﬁé"e and
gpticaallsa pigmedit. sp@ rtitasiiusp dipxisigups iron sesud@&kif Ihe filmigeating manalso
oeypiire takelascindehdhesive.tTihe figm copt wsoalky adcongts ddr ledskihambisout 5 %
By @BigASofitRE B8swje. fogh.nanol , i sopropanol, n-propanol,

i sobut anol, n-butanol; hydrocarbons, such as pentane,
hexane, cycl ohexane, nethylcyclohexane t ol uene,

e MG AR P i PRl bR i wipeut imiing
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chl orobenzene; ketones, such as acetone; esters, such
as ethyl acetate; ethers, such as di oxane,

wo edovabozdr of ur ane; and conbi nati ons of two or POT/EP2008/064076

thereof. Ethanol is particularly preferred due to its
avai l ability, dissolving powet® and phar maceuti cal
ERARPIBSS Prelfafatioh G BEIidTDKbEsNBBd ks Pr epar ed by any
suitable method of contacting the essentl al

dients t reof har mace
SERLOPARLT AAEES isrtin e aglbiom iy PUa yNE ard prgpared ac-
eordingde the fotwing Peaiecebt abl e sur f act ant and the sol vent
or conbination of solvents. In an enbodi nent, the
[1)quDE sV PWPEN iethapble Par RUP B0 Gresmé waw%t(\mw)rsbmmm for PVP
ceut Ka;@‘b}@ba%cgg@b@ /&) §8lfidn¢- form ng agent to obtain a

T E%wtc ?nO%rPB\} rlnc i AL hEaas! | ve

ceu e surrtact ant
% tWée'gr}bPYulsPIg on nﬁbarap £ etlﬂ’ r?at ri x-formng agent
fely Wleighadiive gaenivfBT 899 bakattd tad &t s@etionpsliriund! dgsolved.-
gy enfdd sinmesctartt hed suk. ubsuriatianbsolitifies pettiaNye wageragainn t he

[t rif¥oligdrms Ryl AGIOtaftsObrE haun, ARMfuRerseVRIoRAnd héfsgenize.
hi gher than its solubility in the solvent alone.

ive ent.. i l
golﬁ ((j;: @ ralghﬁ) dﬁjg%%hc?r?a%% Hﬁnx%orﬁr? gi‘t;(?nét‘ Pcfydﬁ(i)x&‘gmp&ﬁg-y
ﬁléfé"d&xtﬁ'l” r?a(i'PQ? apERERPEI GECQIFINg &0 85 Tl %X}”%roﬁﬂ?f’!: for
exanpl e O 5to 90 % by weight, in m)st i nstances 2 to
60 %myghneb gt -Pr&D ahd dissolee tngd ¢ ethaholventgitrous). t he
t2)qum.gn a@.véagerﬁmd%@s&sﬁaﬁm» may be renoved by any

'U@Ié%uﬁ?&t g/rg 22 the art, such as
e feeaisp é&“ B0 o P e B K i
ther eof For exanple, the primary solid dispersion
pomyeiryiodhwas nerdormedw'rrwﬁ Buglii Bgl Stdgb bealé apralidryedr Thedequipment
s prealyeads  bergre( thpispayalytiy wasdedrtedasfiemgpraying 4 Gna -dbgey was
Qédduﬁ@ld(f@rp‘to 20 #Hid e t6rie tH@bbliml-cytlB waR iRiedli PR Rtomization of

[
ETRR! o Alo-ddichBhtR1cRITRA bRE S dorSRE MLl A0 bBLRBsed.

I'n conmbi nat1 on w one or nore
steps other than spray-drying. The residual solvent
content in the final solid dispersion product is
Prasdcat tanlithe G higavedakjlity stididsess, nore preferably 1% by
wei ght or less. In spray-drying, the liquid to be
F‘Bl‘ §i8avafaSiits ReANSEHA, BolRy ddserdi J)r‘Ph%W@er &3 obta'%éd inlexamBle were

% er#\&uéngi)ﬂllﬁd ?nqg}égggstu‘?e% dr%‘b%&ﬂass&g %cl fabfaetsm st

ace area. The at
omzed liquidis exposed to a flow of hot gas in a
{iPe piygies Mei® B In BHANYRINIZEq, ErOSEPRY SV B Si%ui ckl y and
the solids are recovered as a powder consisting of
Doge (beaglel ddgs siked s6:ads, Paighinglpproxicastelynloadg) received a balanced

HRIRRK 2F %%%aﬁ’é weR é?m%ﬁé% WtePd RS RbRRedTRY \A)é?e left without
Uit 40 aem% 190, te?e ot sﬁz;ggg £ 2BSouta

ver
|<£15 @"};{%?%OFB ma §‘)'”U 9HRIQI L AR gpdle dase of
BTrﬁGQWSﬁSr?@npmlét@é@stO(Qaém deg. d\equg)wasgoltor«i\@ﬂ by appraximately 10
frilliliters fof wateerBladd s@nplppveedotitaineh &omramoh ninal paoetoaisiag and
0261 0.8UP0S1.3, 2,0, af 6,70 12 kaaatholR! dler drugadniifigtrtidniTRé plasma

Wéé ggpd@tte@rfﬂoﬂ{ the$e& LAl H&%Hfﬂf atibh % & floDdr (t Ky @ until analysis.

0|n

ﬁ:(?n rgﬁ)r}/s 0 g\fc %lngre%c?n e%g(?esf?rmme %gvgrrseé)r%a%e HPLgtW|th low
Wfa glength ede&‘?‘%}'ﬁf‘69"05%"'19&!%“'%#‘4“&*%@09\9%W tﬁgplﬂﬁ?‘ﬁééﬂ‘p les. The
argatuaidet the'cupvel (ARICY watirelcdiatas ky) thentipperoidad orethay over the time
vacuum chanber. Conveniently, the solvent vapours are
coll ected and the solvent is recovered and recycl ed.
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In a bel

a belt which passes over severa
waoinaenseat h t he bel t.
steam heated or electri

t dryer,

the liquid is spread or sprayed onto

The materi al

heat ed pl ates

i s heated DBRCT/EP2008/064076

cally heated pl ates.

The

evaporation of the solvent c#f additionally be
tartebere Ridy NEadhtdds8fe FRM v OdvaIRiedTh@ SWAY Bontaining 3-6 dogs;

U8 VeflerSpd o6 Sy At P BactFirbun RddesEr Y 0. T8Y Phe
E?@Wﬂq X%&G?H&Sfﬁbﬁgg SRS sl ersib, PlodUganay g the for-

lowingegonaositioayes prerased: 6% ABIT 684 54.8%alR3b 8 % Geluche By/14:
Vacuum may be
appl i ed additionally The dried solid dispersion

h5.6% Bitdneam PPGcHot gas,

Broduct

gﬁaw@@)htw‘ﬁ@s gpicd@s

y then

e. g. air.

be

ri nded and/or cl assified

Fribedi aboue with R0 M edes: (Thawjudiasarere run

with figuidl ekhican fomakiistl be seforeno@. 0 & bYWweigaCtABT 869 in ethanol-

Q?rFQ%%*t 5

nprisi

6‘|9t|5Fﬁfi’rP§ crb g&gz‘?

Rty et

SIO

R¥adh &Y

product

ﬂggfor%ass eva djated ina

n
9'?%!8 Poﬂﬁaﬁ%gp? gegsufhe Yaﬂveérraewqd@rs BV EIPHCR Oésﬁﬂae&oum fogs.

| ow porosity,
mass is usually done in a tablet press,
specifically in a stee

€. g.

a tabl et.

nor e
di e between two novi ng

Conpressi on of the powder

punches. At |east one additive selected fromfl ow

regul at drs,Cglicsi nt edrant s|, btyki ng A4HBH.s ANACHax AUC

| ubri cant squgnipr ef er@ll y useghd n ¢QppapkiND Phest. | Pt est.

grﬂmﬁ&es. Disintegrants pronbte a|rapi d di sintegration
conr8d in the2st onmach.7and |ke®p2 hel | i ber at ed
—separate ——EMLLah e

(ﬁoﬁdﬁ)ﬂsegra sare crpgslipnked dé)oly Q ch as g7 104

cpasohi nked pol yyi nyl pyrjrol rdon cr skl i nked ’

sodi um car boxynet hyl

cel I ul ose.

agents are selected froml actose,

dro enphosphate

cal ci um

or

Sui t abl e bul ki ng

m crocrystalline cellu | ose
nat ur al

&‘n‘ﬁﬁhr%clg %gf Fe%mcontalnlng

q63°2

55,43 14,1.92 %

WPE I%r)), magnesi um oxi de,
pre-gel atini zed potato or corn starch, polyvinyl
Eblhg the?‘r’éée%g %Jf'&%b%%é@dv%r i

é Lo SR oo e B
ak\dErmin EcB“h%%c% 9y %ot of én@*ﬂtalrﬁnde%m HueftAfbl-

are se lected from pol yet hyl ene gl yco

69.ubri cant s
(e.qg.,

havi ng a

e pquid rdaukGOfRdtte aﬁﬁ)ﬂlodrunfﬁﬁrgére%l@l’(ﬁr}&aﬁ*@omﬁhé‘éstwbalr of drums

ﬁ/ﬁ%ﬁra?é Rﬁateé fohe %56
eeTat 6f%l68utoé
R ai@ AR qm

rlectf JHBBER othleR | The diMs bREheat
SO G ) B Thatcd g

pdagid s [SURTRAUESS die TgRIGisie is be-

?d toa

ums

o seadran the cireurgfierentigkfaess of kg espetive dsunasitthesdidetable gap
betgletn sheatiol drame actsraadi madnsstoavengdhe filmothickbedsi. Afteretraelling

paRbNG FevBiLGOE®Rh@bridd natdial ik RerR6 @R in tie forf iof thirfétaetd sy scraper
ﬂh@ke of such a dosage form by a mamal ,

shape.

it
vant ageous to give the dosage form an approprlate

IS

Large tablets that can be swal |l owed confortably

EP%d'EyH@r‘EP%‘Fé‘repP%?r”é?”&SI'%/a PSR

Faamber Eh ¢ RIANABEA L 3 pres-

pure i apmbarapsolute doeasuts). thecethaml #apauis argegrawn off and con-
demdedi butes to the ease with which it can be
swal l owed. A film coat also inproves taste and

provi des an el egant appearance.
coat may be an enteric coat.

| f

desired,
The filmcoat usually

i ncludes a polyneric filmformng material such as
hydr oxypropyl nethyl cell ul ose, hydroxypropyl
cellul ose, and acrylate or nethacryl ate copol yners.

Besides a filmform ng pol yner,
further conprise a plasticizer,
a surfactant,

gl ycol

e.g.

the filmcoat may
e.g. polyethylene
a Tween(r) type,

and

the film
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optionally a pignent, e.g. titaniumdioxide or iron
oxi des. The filmcoating nay al so conprise talc as

wa@niw/osbesi ve. The fil mcoat usual |y account sp¢DEPI0es664076

t han about 5 % by wei ght of t4% dosage form The
followi ng exanples will serve to further illustrate
We i.nvention without limting it.Exanple 1:
e%%[’natl on of Solid Dispersion Products Solid
dlsper5|on roducts wherein the matrix-formn ﬁ’
il's PQ’ISOEG%‘Sg‘?ré'ﬁarpé‘a’“&l:c%ﬁ?%"}ggatﬂ%?st ARe plAMEGERHgally SGtive agent,
pr ot okfainedpyl ) Di ssolve PVP in ethanol. For PVP K30
prepare a 30 % (ww) solution, for PVP K12 prepare a

50 %W MY)epél‘iﬂgua liqhd meZl)rel\'%Hal fha Gt RAkSordt adtile Q§entNat least
an oven H.Qrﬁt‘_'%éhtfcglﬁl ey t%b'e atf ﬁ‘ W?‘ ny\%'t s phar-

solution_in

agent (A@tcaﬁﬁ attetaiR sy By Sandat et ne

di ssbl ve@mqveg thgaolgmtf%gpghtheg%d m'&tureltp obiait hetsqhd dispersion
solidifiewodpertially, warmagain. (6) If solution is

still turbid after one hour, add further ethanol and

DoNDYRNEAR- disprirdish Floap&rcs cRin ﬁrmét%tnsat\{\t&t 8hdYillh & added to the
natrth&&rmrg%eﬂ)ggFgmé\ﬁ%{% rgmém;e{)opy -b- cycl odextrin

( HP- are prepared cor o the follow ng

rot ocol : h85f; HPbCDand di ssolve in 60
5- et %whd(da?nwwrbe@ﬁuct(@y alfeil gwheretn the mage ratiogf@ctive agent
di ssaha/ghdrmaceticplly agcaptahtel matsixifdraningageniisdranl .00l to 1:3.
(2). (4) If surfactant solidifies partially, warm

agai Pha18diigl oigbefdiSrRprod Qi 'c%ﬂn H Swﬁ%ﬁﬂ' tH@%as§P&tﬁmVof%’bWé“Qgent
Was Qr?J A etHPc% ?cac WE%IBI rfé Peg rgﬁf@ qt?%‘ay

he €eq ore thée's ray
cycle was started After spraying a final drying
eondlieg aelidrdispergiorpprogiiehf eleimdf whereinHbe @b@tm%}guw&y éCCGptable
was mairixifatngdg agent isse@edtedfromrihefrouheohsisfingdf &yclodextrines,
t Wo- BiHTRRBEIIcaMPddptable sBIrakrB) I sadrico®inalib @b iof More
has pgaiRsused. Protocol for the oral bioavailability
studi es For bioavailability evaluation, solid

i sp rS|on owder as obt i ed in exa I wer e screened

g he pd (f I$HesS e podreL 8@'%6%?%@ qe pharagretisallygreept-
st udafég mgdieformingiagent is selgeler fiom e serosasisingieicellulose es-
desi tpns, cBihdese dibarg] maltimtpstrings Xé-adinglepye)idove lgdmopgplymers, N-vinyl

appr pyrtdnabed Yopbiynidy ah& esmpipdtichsahad eeshorl Beresf.t h 27
% f at and were permtted water ad |ibitum (non f ast ed)

wi t.hout vern ht an
71 b Thieeo sy OF Baghe R B o e miaie fpeitcaty accept
subck'a ”??é%@”ﬂ@@é‘%f‘t 'ﬁlsglﬁﬁtﬁfj MO ﬁr%%ﬁﬁﬁnéisyn%gf poly N-
m nuyiegpyradlideneso coslymers oANsyimyj perrelisoae ehd miBY BeGtevard combi-
adm natdhetreteéfo each dog. The dose was fol | owed by
approximately 10 mlliliters of water. Blood sanples

reTﬁ’%ﬁ rbi&)&fré'l I%Gg& ogel'a[ﬁ?H \% rgrnt HQ ng?c,%ﬁ acceptable
af t e$ %FET %[FF%QFO%SO’E' "s‘ﬂé’?ﬁé@ §%£¥aﬁ‘%¥% ers,

fr orrP‘?'V@kQ%’tft%ﬂxP%O' Rityasitt esterg gerlydrxaiatedrfry algofial sthers, to-
0C) conhieryl aprabgwids.or Combiatiorst dfdwe comoectheresf.

i ngredi ent were determ ned by reverse phase HPLC with

bow Y‘ﬁé’%l%ﬂﬂ%d’éré% Hl%ﬁﬁé’ttdf eRirh ql WR¥eRGhE 'pﬁé'r'nﬁa‘c'ebl‘?dé'llga acceptable

extr T
Curvée“::E 88 mé aI Rl eag%ﬂ% slﬁoeortrﬁgrggghgfray{b% ceptable
over %course of the study. Each dosage formvvas

eval uated in a group containing 3-6 dogs; the val ues
reported are averages for each group of dogs.
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Fol | owi ng the procedures above, an ABT 869 solid
di spersi on product having the foll ow ng conposition

woampsepar ed: 6% ABT-869: 54. 8% K30: 23. 4% GebPU/EP®08/064076

44/ 14: 15.6% Vitamin E TPGS. 48 oavail ability was
tested as descri bed above with 20 ng/dog. The studies

W& eTha! 8ol didperdisibddGet dMpeddior %Mtfﬂf bRl aSwh&ERMBE BRarma-
( 4. O%e(?tlgillyvfdcg&tabfa‘ Erfgglgntj ng)tr Q%QQ Igé@'t o&gtsﬂn%ctant having an HLB
,l}g sove

fornY%é‘% EVAPUEPEd in a group cont a| n| ng 5 dogs; the

val ues reported are averages for each group of dogs.
Exanmphesdid digdersion ppdt tief plage 8dvressin dfe E@oabimation bf pharmaceuti-
aboveallyactésiabld shifadtatite cordpiespaekasiconat tatdphagyl o6mpd&und hav-

% byinyei ;Qﬁ}all?ﬁ erld] rlr10|e%y53r?o6(||9/%tqga§?\c§ﬁ>eg§9alk§xy$ﬁe8;‘b&$/ol fatty

Gelu%&? % of° Vitamn E TP

Shd 1.10 %of ABT-869. The liquid mxture is

fed to a twin-drumdryer. This dryer conprises a pair
b2 dTrlhfFrﬁoﬂﬂfﬂ'%ﬁﬁ*F%@repﬁodtJ%itcéQ'aifﬁ1ﬂh‘éh359'ﬁd§$ asopherEompeund is

t o ealpha tichpherylindyethylare gliycel figatnat.t o a t enperature

of about 60 OC by circulating thermal oil. The space

ki’ﬁt V"‘Fﬁé‘s&liﬂl%éﬁe@@n f)t%ﬁ[]@t cI'a'inqL1'1 %Iﬁ’?@in thé‘b&yéﬁ'ﬁb%técﬁﬁ%yol fatty

[1quLd mxture| I qui d” m xt

i ng %?Jgggtg” n ?ch Iko &%‘ Ce”fj?al faces of the
respective drumns; the adj ust abl e gap between the two

4 unsherselis dispessionaioduetof elaite A b1 whereinithe mass rasiernddasophery!
Af t ecorhpaunel dnidrpglyadicokylatied olyelfattybicio ester isein thid @dge of from 0.2:1
matefgdpl .is renoved in the formof thin sheets by
scraper knifes. The drying druns are positioned in a
vacuum chanber which is maintained at a pres sure of
50mbar (absolute pressure). The ethanol vapours are

afa awhn&e¢lidgispession aoduetpf g@lr’eﬂ avhereip the agliye; agent is represented
di spey iedarmpdaduct conprising at |east one

phar maceutical ly active agent RAobtaiped by a)

preparing a liquid m xture conta g the at | east one
active agent, at |east qpg¢ pharng ically acceptable
mat ri x-form ng agent, at “Neast e pha|R maceutical ly
acceptabl e surfactant and A ‘§J one solvent, and b)
renovi ng the sol vent(s) f'?'\om iquid mxture to
obtain the solid dispersioff piodiet. 2. The solid

di spersion product of claim erein at |east one
filler is added to the liquid n(IXture bef ore renovi ng

t he sol vent(s?:‘W 3. The solid dispersion product of

cl ai o atheygpsubeally eReeniafde salhthereobwheseinve agent and

phar maceut Adasélgctad reptthd gouperbnsigtirfgoefindolyl.agenyl. pwazinyl,
f r onpRidaZinyl, Byridinyd, p3rimfbinyl dsmikhg; di spersi on product

of claim ly; é&éa‘fr%eth%f?&ﬁjpfc%hé@nr@ of%?ts ‘éﬁdfm@”t a”d
phar maceut h“: nd }ézacceg?p from 0.

to 1,7, 5. Al ERdBan sebieifim g ofiolsting bt hy-
wher &oges. r?ék ”ﬁ%é'ﬁﬁ%élkpwaé@’é yhiend: ardalkyl apvisn gryloxyal-
agenkyli hale dlamatkeyy. thatnalkyh detgrenyplyc baterenyrliiglkenyl, heterocycly-

cycl latkexy,hetescyciytaiyitieauddychldxyalty clepiratyl Bydrokyatkexs, hy-
| pi goxpdlkyQNIRRBAIKEXS (IOR* R Yy, IRRTR TN R R)alkynyl,
(NR®RP)carbonylalkenyl, and (NR*R)carbonylalkyl;
R® R* and R® are each independently selected from the group consist-
ing of hydrogen, alkoxy, alkoxyalkoxy, alkyl, halo, haloalkoxy, haloalkyl, hydroxy,
and LR®; provided that at least two of R®, R*, and R® are other than LR®;

(D
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6. The solid dispersion product of claim1, wherein
sai d pharmaceutically accept able matri x-form ng agent

w0 2009m8bmret ed fromthe group consisting of cel |l PdDER208%064076

ters, cellulose ethers, naltdfextrines, N vinyl
pyrrol i done honopol yners, N-vinyl pyrrolidone

copol ymer SL@&lé‘&é@fr&ﬁ&h@@@uefcoﬁé/i@tm@fof H8, N FESSONN(RPY(CH,),
The sl b fu@ﬁ %rﬂzﬂelﬂrn?QH{E aPJm%Sér{B‘ é‘%?‘ieén% \ﬁr?elrgn each

har fraceu o gent
sele9¥@8 ??FW@t @'ﬁr ?ﬂﬁ E g
Nvi nyl pyr r Bl iScReiRsie f&i’ﬁ@]%fﬁ\d% cgn&smng,o ydregen: anvl.cryglealkyl,
and kétasdeyelyearat 1a,3st1$dzomwmlyl waereumtheﬂhfbbequdioaolyrrm be option-
sol i diyHuppRtuidavithsred v, opthred substitlentshedependémtly selected from
phar i éﬁd 6&Js|sﬁn§‘6f3§9ér@rplaﬁ<o§y' fd‘n&‘& ARV, AIRo§BLBERR MKy, alkyl-

”O”E e p%& 'ﬂi%kgtd ngﬁ rg%!x art%o@ﬁ/té/yaﬁ@&/c%%kﬁ Ralo,
pol y g r ¥ %(

bl yﬁ?'R% IabERAIR € Sec R IRrONENLIRUS, B BRI hydroxy
conpysieryalyl. @tirﬁaber% o@f@@ﬁ?vﬂ@'kh&'r more thereof. 9.

The solid B speRSacminpemeidentiyodelarted o thargrenp condidieg of hy-
phar smgesbhgalklly acceptabl e surfactant conprises a

conbi nat i ORQ Rfs eﬁé’&booffo c?‘agreﬁ' Emﬁ'\b'o?ﬁydngéP%ﬁ’(@hﬁbélﬁoxyal-
Ziu;];%ﬁtaqk I%y?c&\r %Pyl het%oiy%%/ V@]Ig/?rhyﬁrci?(ﬁgl& hand rT(é\lR"‘Rb)aIkyI
ceutically aéE‘éﬁt 3mia %‘Eﬁ“fjﬁ'&tiya'%?ﬂecé‘%ﬂwfﬁ?méf&g QP canisting of hy-
one @ﬁ@ge@cq”mwl Bk algylsaropn, alkylisifopyl, argl, arylatod.arylgarbonyl,
The sglsutfordil, Sya&ratdysnlf@ryddyclbaleyl, lndtevionyyl vederecyclyldikeyl, and het-
corrbé,r(})@ydpgm@ﬁwpg]@{ maceuti cally acceptable

ig%aﬁhgm Re gm‘rﬁﬂ bﬁe% é e)ﬂdéTtlt A OOHE;; gﬂ ﬁﬁbfrgslstmg of hy-
e i, Q%fgﬂ%a% gy "EY' Ryl $d b

12 The sol i d dispersion product of claim1l, mhereln

t he tocopheryl conpound is al pha tocopheryl

pel yEhdydlierdspgirsicroproguctaif oaine 15 1sherdinghs attived agent is represented

di spgy tledBrmmii®gdyct of claim 11, wherein the

pol yal koxyl at ed pol yol fatty acid ter is a

pol yal koxyl ated gl yceride. 14. The irtl di spersion

product of claim 11, wherein th rati o of

t ocopheryl conpound and pol yal koxyl aked pol yol fatty

acid ester is in the range of omO0.2:1to 1: 1 . 15.

The solid dispersion product fof_ulaim1, wherein the

active agent is represented e formula (1) or a

therapeutically acceptaphe sal fereof, wherein Ais

sel ected fromthe group TRNSI S i ng of indolyl, phenyl,

pyrazinyl, pyridazinyl, pyr , pyrimdinyl, and

t hi enyl ; X is selected f Nom y’ roup consisting of O

S, and NR9 Rl and R2 are *'n ég%gﬂently sel ected from

the group consisting of hy dro ﬁﬁ al koxy,

al koxyal koxy, al koxyal kyl , alkgl, aryl, aryl al kyl,

aryl oxy, aryl oxyal kyl, hal o, hal oal koxy, hal oal kyl,

het epioz{perapeuticadly ecernjallly balt therppf, whesgier ocycl yl al koxy,

het er ocycl Xlissdlgdted fremnethe grotipydoosiyisgkoflQ, 3)yadd R,

hydr oxyal kpk¥nd RY dFeonii@ddrdbatiy ey ﬁérjﬁ%@/group consisting of hy-

( NRaEi*&Z;@h kaq’f&(g/ aI&&B@I@Qy”‘laﬁ%kyall(})\lw)a%hW¥ yloxyalkyl, halo,
haloalkoxy, haloalkyl, heterocyclyl, heterocyclylalkenyl, heterocyclylalkoxy, het-
erocyclylalkyl, heterocyclyloxyalkyl, hydroxy, hydroxyalkoxy, hydroxyalkyl,
(NR?R)alkoxy, (NRR")alkenyl, (NR*RP)alkyl, (NR®R®)carbonylalkenyl, and
(NR®R)carbonylalkyl;
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(NRaRb) car bonyl al kenyl , and (NRaRb) car bonyl al kyl ; R3,
R4, and R5 are each independently selected fromthe

w@eaapseonsi st i ng of hydrogen, al koxy, al koxyedkKaR3008/064076

al kyl, hal o, hal oal koxy, hal ¢dl kyl, hydroxy, and LR6;
provided that at |least two of R3, R4, and R5 are other

t hana Egzﬁ%;gg EE fﬁ%ﬁ?ié@%%ﬁ@ﬁ%ﬂﬁg r%h&)\ﬁgr;éei’ftlr?gr%f hy-
KX |
d d iaéﬁéﬂ
?2 o can ki S95s] ot oo sapsiting § GERF KIREHRcr.)
sel e2®EHGEHNRAVIs@I0 " o8 iR iNABPRSTIERYHP 8 &randayiarein each
cycl omukyd dravetvéthatsyeft g attantied tBthbeingsdbsitated ith R®and R*;

wherein thr’ én@Rberezmde@tﬂbuﬂy SHRTIEr @ thedgroap kynsising of hy-
subsgighuh ggd Wik{h one, or three substituents

[ ndependen }é s%% f?Cant 5518 SQHQ o?@%hsrbﬁ?ér{ 9 Rfl alkoxyal-

al ke amb

A kyF%aa"fyi gaa@gﬂy el kL (N ROalky

carboxy, cfarand %y@r%'aﬂmﬂndeh“éu @'e%%d fﬁ@[ﬂl&hﬁ@roup consisting of hy-

hal odiolggh,, alkoxg edlomgalkgt alkaxygetbphylgaleylparyloxy, arylalkyl, carboxy,

het ega@pChalb aldodikoxhytetcam, ydebxgxyakdgybikyiNhitrb Oand -NR°R;
e Rd, a}?ﬂ SNRRRQP&M& bendBrftyAduib Ry { R the BEREN Y of hy-

Zlekeﬁ}o‘%%@’ arllgsj\/rlnatllfy?cg?go%'yj? ?oﬁg@ﬁ’%lyp% J?%"fE?Péﬂg‘ %?Wlsuq‘gnyl and het-

hydr%@éwlyﬁf fiea W ?” al koxyal kyl, alkyl, alkylcarbonyl,

aryl, het eRoeyeE R ped iRgenendgethsejestad rom shedgroup consisting of hy-

( NRaka)gem lkay], aieylcartebnid aeq, @rylalﬁyﬂpejmdeyl yydedliedlied, heterocy-

ffO%Iythn&h@tblFbcg&ﬂﬁlkﬂtl ng of hy drogen, alkenyl,
aIkyI al kylcar onyl aIkyIsquonyI aryI aryIaIkyI

Y I sul fan
<1 57 e ee(% eyevq o3, 8B EH P qxgweyadgﬁa's solected from
het thchV%LF ¢an§Isfiag frraRoatdidazelrey inngayisN ae@rtuogo-5-

sel emBﬁU'pﬂlﬁOYﬁw%(PgﬁTc&GQ) oiogals of hydyaies ohgoldateg éhereof.

al kyl, al kyl carbonyl, aryl, arylalkyl, cycloal kyl, and

het eA%}éﬁhé/deutlééfdoJé'g% S 'c@nﬂir@lﬁgr’[ﬁé &ﬂldﬂf@é%n @r{)duct of claim
cl ai ?n 15, wherein the active agent is represented by

the formula (I1) or a therapeutically acceptabl e salt

t hereof, wherein X is selected fromthe grou

&%nsf‘ﬁ‘?‘?‘\"‘ﬁs &ar p@pagng gﬁ@lmﬁgpewn@ﬁ@@cqﬁ@nsmg at least one

i ndeplaTdeneuticaichdive aderity which peoogso apmprisesi st i ng of hy
drogen, al koxy, al koxyal koxy, al koxyal kyl, al kyl,

ﬁg%’g?)?éé’y rfbé(rll %Mh)lxtiﬂ@:c%ntgm b‘é@}@ést&@&ﬁ‘i:\/glﬁgent at least
het er 008 har %I}e,}}: ceeta qu{ Iﬂﬁ? goé;%gg\)g[n)% érij&ye phar-
hydr oxyal

( NRaRb) awetwmg th% maﬂﬁ Sa\lfrrem the {'N%%té@rta@hiﬂ'fhﬁhﬁéﬁw dispersion
and ( NRaploylgetr bonyl al kyl ; R3 and R4 are i ndependent |y

sel ected fromthe group consisting of hy drogen,

ah koye r%lcgé'é of dtn09, RALRA HeXiYuid hakia! i prepafdtfiby dlssolvmg the

hydr i @ﬁé E E?é tﬁ&ggr @%@g@ﬁt [ A2lorming
and §°| ‘deFERE give pgenf Wa@g%thza& %q,}:&ptable

is dﬁmt%ﬁ%’fhﬁtﬁ@w@ﬂ‘t end attached to the ring
substituted with R3 and R4; R7 and R8 are

pndepes Q@Bééé’of&ﬁiwﬂ%@@h&eﬂfﬂlb guig MAxAreCitudsd Syigatdr cbivtent of up
dr o9y PR byl diyit:
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RO is selected fromthe group consisting of hydrogen,
al kenyl, al koxyal kyl, al kyl, al kyl carbonyl, aryl,

whedosnsycl yl al kyl, hydroxyal kyl, and ( NRaRb) ab&yEP2004/054076

and RL 1 are independently sdi2ected fromthe group
consi sting of hy drogen, al koxy, al koxyal kyl,

ap KOXNE BioesY b claknkigl whale @¥¥6vindlof lth'ial dolent %Qfa%@yout by spray-

ﬁggp@ lj(r%rn @rﬁln a!)éﬁpd%lgg W%gllﬁé% glrn%g(yns of two or more

i ndep& ﬁﬁ%ntly sel ected fromthe group consisting of hy
drogen, al kyl, al kyl carbonyl, al kyl sul fonyl,

a3yl she prowgss ofh:dﬂimailley/hsngairf tbapblveatris selected from the group consist-
het eihgey alkyh@sl| Hyarchiboas thdRsyeaaddRY d scarbond eqeedideadtbns, ethers

sel egﬁ&é’orﬁt&%ﬂdn@%fM&&%S@ﬁﬁér%ﬁ ng of hy drogen,
al kyl, alkylcarbony aryl ary al kyl, cycl oal kyl

cl oal kyl al k het e and hetero |yl
Gyl SeL i sl et R s epristh o oo 46} B¥hgroin
t he BEdpddo abigita [adlelel ect ed fromthe group consisting
of N-[4-(3-am no-1
bbi ntliag plocdsydf)an@mal, Whdfeir &-1éd980h@ alditive selected from flow regula-
met hyglp @Wéérﬁﬁ%%&lﬁﬁ&%é&)ts 9hd RBkEME fs %MQH %B\%?e E6mpressing.

sol vates there phar maceuti cal dosage ft orm
conprising the solid dispersion, product of claim

19 N9 PORESSOTAAMPe PP hePaPrish g Hing thp aplid %?P%?'%BEOPUCt into
conpédpsuleg. at | east one pharmaceutical Iy active agent,

whi ch process conprises a) preparing a liquid m xture

gpnt ah@bMeém oAdiml 1®a@he@iPatagdst bhe BN addld th BRSTquARixture
phar gaseub| @n YhQE5 6 F)I e matri x-form ng agent, at

| east one phar “naceutically acceptabl e surfactant and
at | east one solvent, and b) renoving the solventé %
£3 omT'i‘%@qu?Wfd?'arW‘quY"Qe'leH‘ BITASS reteOiAsiy]iagRnd gy sh@rmaceu-
pr odtieglly ageeptathe matrixdessing fgentas fiom®.0Whér &Bn t he
liquid m xture is prepared by dissolving the
phar TFI'?é?Eﬁé)tcéé@éﬂC‘YalrﬂC1©e@/hér*é|irﬁthmds|s>?aﬁc%frﬂcﬂ@e agembnd Bharmaceu-
obt ah&llga[?@ép"rét?fe EL?“E iSRS D 5Pl Ufl( and addi ng the
gent ally ac

active and ar maceut | c cept abl e
surfactant to the sol ut| on. 2 1. The ocess of claim .

. WpePecass ofelaimd$: whadeir ihe é’hﬁ'&%a(’&ug?%”y #EE]REgLle matrix-forming
cont agant &f selgtedir@0 the Gpupsdrgistin@ 2f ciitiedexirinee sehaghaceutically
cl ai seckBtabwhssl@hers/ azvorgmbinatibes sitlve@nimdres theasdti ed
out by spraydrying, drumdrying, belt drying, tray

gﬁ yi e 8@{;88{':9 c'% 1%nv°(/ 8lfe| %/5?(% ﬁﬁarﬂ%%gut CQW ggcfegfa%% gttpl

proc

fr 0 O(WE‘Q@QSU@S éS'ﬁ%‘ieQ rOﬂhﬁe@rO% %é’ﬁ'éf'%g °fh‘§?3%"8%%?%}8ﬁsce”“'°se
hal o8f6a%E: BRltedaxiriesr Noiy! pedligare h@ﬁ@@‘)ﬁ“erét Neiny! gyieplidone
conbcoratyinmars aofl combinetionsmféwe hemedf the@df. The process

of claim19, further conprising conpressing the solid

gb SPEhS bdesy S 190wWRBIeH Shidph&HRIaBbuticARy add3ptBlARSHR-

of C m\%za en %&%ct@d ?rtog‘ t%gﬁat c?on%%ﬂr"ngi)bﬁ/ eolf' Qv § eo& rohdones

from
and F‘EHS’&”&%%E ‘Vé” BHéQi' B Brr‘ ﬁﬁ?@%ﬁ‘s“? COF%B PRe Thereof.

process of claim 19, further conprising filling the
83! i Thelpopessof@mipri@dwbereimthe pharmaceutically acceptable surfactant is

selected from the group consisting of polyol fatty acid esters, polyalkoxylated
polyol fatty acid esters, polyalkoxylated fatty alcohol ethers, tocopheryl com-
pounds or combinations of two or more thereof.
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capsul es. 27. The process of claim 19, wherein at
| east one filler is added to the liquid m xture before

WO 20050291 t he sol vent(s). 28. The process of cbPei/RPH98/064076

wherein the mass ratio of actd3ve agent and pharnmaceu
tically acceptable matrix-form ng agent is fromO.01

341 0THe Brocé&s ofUib@mpIrQoﬁ/ﬁél%lrpﬁ\e‘b'hQinﬁBcleﬁtlcéﬁg QE&plabid Surfactant
Mass,. rjls%s %fCO?fﬁ)t(I:r#a\{IS or‘shq& gFrﬂ%%% éil?%lcl%oéable_ﬁurfactants.

accep abl e sur om0
grocess of claim 19, mhereln t he phar maceutical |y
@ceE'ﬁ%B'loée%‘ﬂ'ﬂP%ES'% Pradygt gl 19swherebthe gheinssertrlly ac-
gr oupentais serfaatant cbmoeyisdsoatdoast dme syrfaotant hadegitn ¢hBlwalue of 10
acceptmblee pol yners, |ipids or conbinations of two or

nore thereof. 3 1. The process of claim19, wherein

?ésl.i g'léll%] e&tc'la%"ﬁléﬂw@qulﬁ%@%rﬁbl c{n'c?? ﬂé%a{b‘% ﬁtgaﬁ{)tacceptable

bt oPUTactagy %ﬂ%@'eeéf halrigadt cap doree ??/F%@poumﬂawe a polyalkylene
pyrr glwqi m%eth 8n® b 3y leasisonenpalyalaxylgiadmelyioksfy acid ester.

copol yners and conbi nations of two or nore thereof.

82. Thepiocesesisiddh 38|, #hBiekPthe WpREMI Scthsbund is alpha tocopheryl
phar gacanlibrabl Yol 3GE&RIEPI € matrixform ng agent is

selected ron1$ e group consisting of poly

N- vi nF\]/ Iyrrol i dones, g%ﬁ{ rs of N-v pyrrolidone
atd ¥ OCQ%Qfé?ﬂaémé*ﬁdWE Wsﬂotyﬁ&<0f>ﬂ%t%ap'yo atty fr‘ﬂ% esteris a
pr océ@salkﬁxylﬂt%d gvaegidewher ei n t he pharnmaceutically
acceptabl e surfactant is selected fromthe group

Q@lnSTI'ISé blfd)@esl'-f ofRMiv s, fvﬂécﬁﬂe}% tﬂ@lnﬁjas%%tﬁi@f ;tocopheryl compound and
poly Y hE? ff 2:1to0 1:1.
pol yeHZ%xy Vat edp(?g(% teqye{co% rﬁ‘e?s 2Ocor8 e? yl com

pounds or conblnatlons of two or nore thereof.34. The
process of claim 19, wherein the pharmaceutically
accept abl e surfactant conprises a conbination of two
or nore pharmaceutically acceptable surfactants. 35.
The process di spersion product of claim 19, wherein
the pharnmaceutically acceptable surfactant conprises
at | east one surfactant having an HLB val ue of 10 or
nore. 36. The process of claim34 wherein the

conmbi nati on of pharmaceutically acceptable surfactants
conprises (i) at |east one tocopheryl conpound having
a pol yal kyl ene glycol noiety and (ii) at |east one

pol yal koxyl ated pol yol fatty acid ester. 37. The
process of claim 36, wherein the tocopheryl conpound

i s al pha tocopheryl polyethylene glycol succinate. 38.
The process of claim36, wherein the pol yal koxyl at ed
pol yol fatty acid ester is a polyal koxyl at ed

gl yceride. 39. The process of claim 36, wherein the
mass rati o of tocopheryl conpound and pol yal koxyl at ed
polyol fatty acid ester is in the range of fromO0.2:1
to 1: 1 .



