10

15

20

25

30

35

40

Ket opyrrol es as Organi ¢ Sem conductors The present
invention relates to novel sem conductors containing a

whedoopynool e of the formula (1), and to a correcSpaEPDNSIE4076

devi ce such as a diode, photodi ode and especially an
organic field effect tranS|st6r and/ or photovol taic

el | .containin nductor, or a device
%8'1‘14 dfhign ar et ) FeeFRRERBFode and/ o an
anic field effect transistor, and/or a solar cell
gy Reteat drygsPelgne E&WSP@%@EB‘?'&P%@% SF NrgYliWigasANdogpmpounds
hiretedcetalctusalttyrast Wbforungtelyntherageataliinesformeaft mogiittaryl urea-
baspel dotind afertsrafeosharauterized pe pooesolulility adatjuebosliquidsgh
eff|C|ency of energy conversion, excellent

lgjlsq);fﬁ;ﬁ\?lgfe{ E&Bb. t%r 'f’r{ys fcfas i réﬁ%'a’%ﬁnfloluble or
'6

exce

ST, aﬁfwe{f cla ﬁ@&???%ﬁ?§$¥> 6. .. hav-
g %MU%PUPS%@@P @kgu orp%Tf RRINOLRA s VERterd|ess fapabout 100
e/rilcars nptosibasly difidul Yo formplakenfer oral dglivety é\atqngméhe(r@rcg)lems,
Mioaad i85 susMdBH O AdEnd)dntiriserédigy heroralirdute, tends to be very low.
di ket opyrrol opyrrol e (DPP) based polymers and their

H\%Seblpc fﬂh&fa‘n(/é’@ %Ilwedu?ea g é jtgpéd’flgollg)#ﬁ‘% compound N-[4-
Foar

C
B eRRe- Y HRRERY @hséfﬂé# b h A rea ST 965). 3 muli
targaied BrotRIR tyr @FFB'I'%' aselfd: inbibitar dhiscemepupd. wttehy hagya molecular
vye@ahofc’ﬁISaf’s@’modjus)diedose'ﬁhe Idbijnationab Pateiné Ppilestiort No.
WY 2004/ 018308 Jf Abpstovalsieatbays! or gani ¢ sem conducti ng
mat eri al s whi ch show excel | ent performnce when used,

f:g,l’ 9&? !)ferfea J?}ssgdghca{%rb%ll’i% {onﬂ)(ﬁgrg E‘t%tnqgék% eg’solld dosage
d |”|r§

ani ect ra@ &) or org |
oS4 PE OVFE 7illgRId qosBystor '@Lﬂf}?e O?Ne fir. ora
80lid; q-gsggﬁ;gprmﬁ oéﬁgfl@),pr@wﬁq@ @meﬂbloayﬁ&@mtbman oral solutlons of the
fiiugl d-ef fect nobility, good on/off current ratios
and/ or excellent stability especially against

‘Pﬁér‘é%ﬂngiﬂs asl‘%'eq i e tarr’n§ e%@l I%Vtef r Do RITRLIRYLRSuIGon of N -aryl

LG e e ? hsTH69%nat | f
I‘gra ﬁ %ﬁat-lv S O WW er SU8 %‘Frl SI(%T:I a I%gltl or
a3 2 Strtaﬁ%n ?n%?ﬁ'ck' F‘g §§ W}{ %"F’HP §é§|% eed UCh a
qur@glap@'dhg\gng)@q Iy@@ppgpf@pf@ll@vlmgﬁpﬁmr%ﬁ @Q‘ae)ntagﬂs or beneflts ac-
ceptpldy highscpnodntiatien biothendhay; @hd pEceptadbidnbipevailakilitylwhen, adminis-
daredfo@ﬂﬂ f are fromthe range 0 - 3; each of A A,

Rl, R2 |ndependently are selected from hydrogen; E

-C 25a
¢ By Blatedha ﬁg s ERbeinr LR By e e Bhppacen-
@@@P%‘@@eﬁbﬁ’@ta'ﬂ B esent, interrupted by D, a
cycl oal kyl group, which can be substituted by E,

@ pepiephiing @ hiquid mittimeedntainimgtheyat @astCor@addiiye agéitCat least one
8t hi gﬁ’érkﬂéé{utlc@ﬂy é’cc@p&NeI‘rﬁéth-f&Fnlr?g &g{—ﬂt Qaldext ot ShPmaceutically

whi ¢ BARSRS 2051 Bho by
pe'a”éfﬁ ”ttﬁggﬁv ﬁfmgmtﬁ?%&%dm{é%“” iairgth?,s,gﬁgdggers.on

O o°®du¢tky| , hal ogen, nitro or cyano; a cycl oal kenyl
group; a ket one or al dehyde group; an ester group; a
car banoyl group; a silyl group; a siloxanyl group;

ﬂé%v@ﬁhon@?@g@uﬁlg} ﬁ@ﬁl‘f&ﬁﬂ&ev-m‘éﬂ%l@o@ p86AWstef-8lule (or “hy-
rop ?blg ﬁrr |IpO hﬂfck} 81% (ﬁér;bo %gﬁég]glre c\%g Hertela%va\féﬂxeoluble or

R G S b'\%marﬁW@Zép%'af?émthm@gﬂoo ml,es-
Bedialtvilessttean Byl @00Mi.s CR where Ris as defined for

R1, or is another ketopyrrole noiety of the formula

(I'b) the index gis O or 1 and Ar, if present, is a
tetraval ent residue connected to the rest of the

nol ecul e by 2 chem cal double bonds, and is sel ected
fromquinoid C6-C Oring systens, such as =C6H4=, and
residues of the formula ; Arl, if not |linked to R2,

and Ar2, Ar2 , Ar3, Ar3 , Ar4, Ar4 and Ar5

|ndependently of each other are selected fron1d|valent

e e o — . A - oy o g,

e o
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or ethinic noieties, where each of these noieties is
unsubstituted or substituted by E;R5 and R6

wo nabepsndent |y from each other stand for hydr OBETEP2008/064076

fluorine, cyano or d-C 4al kyl, which can be

substituted by fluorine, chl o?l ne or brom ne, or

m\tﬁglﬂbsa fhs 6@Re MRS tHd 44106 2888 id SrebbiteR o 4dkBYispersion
hﬁ&a Qsl %L‘!}hd ﬁ’{lt}tggsﬁ?@%ﬁp %)(ghdq{ erdh rb%?lﬁésog‘gyétem in a

g.b
St % SISO 0 1948 Ofgassols Sl cPTRRb R ILigActgwo compo-
@@Hgtww?'@&neﬁ@mpen%rﬁﬂ%@swqrﬁ%ewnﬂw a)_ughgtgﬂkg,ptheacomponent or
G poreakk 6ry exaamué.dhe det@edmiehkioonyconbination GCactive GOERLS is dis-
p&séed inSOmatrix¥dhprised mﬁ@)ﬁmﬁ)}rﬂﬂg ag@?((@)a(nﬁ' phafh&2eutically ac-

céptable %‘tant(s‘) Gf%%er@?%hd disBErst BNne sTé*?ﬁavmg small
p %ﬁé@éﬁ% ptm | E% %&%ﬁm another
plss: in(sﬁ'd 3%”3'8? 0%5?8 MRONQALS, |Sp {gGhemically

am(ép*wsw@llumsﬁmw|hommewsﬁﬁ5¢ueéout@r é@ﬁ‘&ﬁﬁ r@)/p@seé@s defined
ah- tﬁbrn&aﬂyhmycs)mhudha salidsdigystrsiontvdicbebsallBd ariséldrsolutibn” or a "glassy
sS10fich" NA BBisSy SBlutRPPEaindhlogendsue, §lasdyadystidiMBahich a solute is dis-
5OL& ih IS& %Iv@nt Y!f‘% 9'38IuRgr?§ arfdéblid sa%ﬁor?snéjre er"i‘é(?physwal

V\x}s?e ! %g%sgﬁt?rpﬁgg%ob n&I ény élgﬁlfIC?nt amoYI&}s cﬁjve age¥1ks in
g‘&”l@&?}tﬂ ing; Qr ICISIYR me& ja @Zas(ﬁwdggpﬁ/py thsred gnalysis (DSC) or X-
raytdiffrectisineanabipis-(RLA $27 and R28 are i ndependent |y of

each other H, C6-d 8aryl; C6-d 8aryl which is
Mﬁémt)édlmgntbdf tIQ m%nt%ﬁ' Kt\déast Bhe BllerGd addldieXys liddid fixture be-

Féﬁhowrﬂj'th ré IlfWa Wnﬁnhéﬁnddﬁg 5ﬂ'cﬁpéf%qlllgylnfcpthe liquid

d 8a
lél‘F e rg&erB rag 6805/3 ?lncrg?éleéth nt@grpqgs)g{/theosohd dispersion
progyetgptaingg. %PWEH]%%"d\ﬂfﬁF’@F?'Q”sprPﬂ‘ﬂ%FQ %f‘%e%?d tq direct
Rbt@tlrigsprageséefl ned for R29 except that R 29 is not H
or a tautonmer of such a compound, oligoner or polyner.

PheeBBlyyiBHiflerdd ebRAtIBIMASHIINNE iINHY iI§@BaktQreSt r UCt Ur es
of the invention (la) in a statistical or

E@‘F fs (tagg IB Flll{af%g'lis pnﬁqaé'g%laéf r8§]t tgél p‘Is‘neoff lleP r%ay be swte%%y selected

5o iReTERN Y RATICY/ate; 'B?Fer'ﬂﬁﬁu%a%ﬁ'{'%ﬁr EACIHECEHTRIPNAE: tegcium phos-
pigates disaniwndioxldg; Ratowahanaprehgelatinizedfstatelzdsrsigh as corn starch, ce-

Banstaeohl potafyr @hichng thelmes. i ons may be carried out.
S| nce X fornms, together with the rest of the nol ecul e,

th s f 0 ars t may be selected
LBERS eanEsis BRLARY WRLL o |2k M fors [t SRYmES

RomUggREh gS kT b s'mfo‘faasme ohsrigpl Xyiiol
P%?%@é?'C@?O'IdﬁéV%WESI Nf (cis):where n ranges, for

exanple, from1l to 10000, and other synbols are as

Ued rdnad/e@n&mmecsf%cn@(@gmh ehafrodcdtitdlgiatge @406 patdd-fotmiag

%’éﬁf%na ﬁarfn%'c%ilt?al& bBJeph eﬂﬁé seectdhRar HostM&ith the following condi-

c%[qulrﬁr’}ﬁcﬁ: :ﬁ enﬁéﬁ@'gﬂlo‘? acqlv@'ég(gﬁ ﬁoﬁwb %Y ed evenly
.?1 anaﬁ s to e one or mil’ 76 ,
ihheydhgut @smaé% i Aoy ‘?{61”?91%936‘&(?) harmaceutically

pecsptalptess uitagtant{ps (4)t 1l éﬂlatvéﬁh%mﬁ! Bavepdiicend meshaniga intggrity and
siabilityf mrpagticalgp) the nsdibestontt Matewhibiiosld floivs Gederaliyo\tee mass ratio

Wactuwéger&malphameédemncamge@ib@eyf@bl@h@tnxcramag%g@rﬂt i$ ftém 0.01:1 to
H‘ﬁvﬁféﬁ‘ér Bly B8 Ft%r(Pé hs i niEQH@F"%SQF tlg)ergﬁ%‘lllv%eag(em and ﬁ)r?armaceu-
fo

AL BEoditle Rl om0 Pl it M e P

i ndependent|y of each other sel ected from

eeperailnlthe spldrdisperdion grodetteomedsés om C R7TR 7, C=0,
CNR 7, O, S, NR7/, SSR17R 17 ; R3 may be the sanme o
r different within one group and is selected from
hydrogen, a residue E, CC 25al kyl, which may
optionally be substituted by E and/or, if containing 2
or especially nore carbon atons, interrupted by D,

C6- C24aryl, which nmay optionally be substituted by G,
C2- C2oheteroaryl, which may optionally be substituted
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interrupted by D, C7-C25aral kyl, wherein a r (=aryl)
of aral kyl may optionally be substituted by G, o r

WO 80Bs281 o r two o r nore groups R3 which areCT/EP10h&064076

nei ghbour hood to each other, formaring; R4 , R4 , R7

and R7 independently from eacﬁ ot her stand for

HyRrBeeM 230 %de‘w@grﬁ; l‘éfera gemkatout MY $819BYweight, of said at
RBE{ S Ha}‘m?feu?% td y E and/or, if cont al ni ng 2

i
e DA B e g By Pon L AL o Vg of seld a
least @@0}#@(@@%&“9@"}/ a\ﬁﬁ?@ﬁblﬁﬂi@ﬁt% 9inglagenbe subst i t ut ed

frgm@bout a0 Betiykwaight, plefarablyrpmogitoubh &d By Y%dtey weight, of said at
rRubStrict dufadtaby akdand/ or, if containing 2 o r

femebot! d ¥ 8'03%90})‘3\% ng’tnpr%?é?gﬁy bRl UL IEE0 %’bﬁNelght of additives
wherein a r (=aryl) of aral kyl" may

op(ilonafafasly be substituted by G, or -COR 28 or R4

and R4 forma ring, and Rl7 and R 17 are a s defined

&8e pRYix-legpiag pgentynasbaamoagent sapaplesofanasdingenadive agent
ead/br laiyg loadel with en aalivel agest ared gebitdng am asgEndaliyl araerdhous state

bithe pbrRYdgenPEkteFdses nem-RARRY lgentsdad] epurenbalsed.
conpounds wherein A and A' are independently sel ected

d al k a
V\ﬁ]‘? 8?}ar¥n |C@l|§6%%oeﬁf%g rln %6 f{)) n{ITﬁ %%BC%? %J__.Iktgﬁ% /ssleg%ﬁmo% the
g oeb SPRY E‘Qkﬁﬁﬁbﬂco §xt Rimapetisalty grcerfaply RsjYMers.19ids o
ﬁomblRalBR@ -of tvgHomgre f!?Qf Ari10 is select ed from

phenyl and thi ophenyl; DIS -S-; -0, -CR 23=CR 24- ,;
@Qdo&ﬂtﬁmsfmhg%rpoggo?-ﬁwe mJ‘éRh&'iR%ﬁoéchmlgooof pdipdaeeRdtides, for

sy ofaé lucafs, dnd8ak h i€ Bar%BNydrates

% er U

Bfishers tes ecp 1 exampl .ﬁ?gec Shetoh (BB, 535 or F. vagte, su-
"saﬁ&‘?kéﬂ E Cﬁ‘ﬁ?”ée 2af Bgions dR82)- PHitaNs apdt gr@feﬁsed@re those cyclodex-
tiine méhiiah fm/s a fagture RAblafar RiEGactions With @gtivedegent pnotsicules, in
partibulat ihetie s&nsplog hyst;guebt sypteersy Partipblarly buitabte cyclodextrins are
frﬁb@@&%"éﬁng\fﬁﬂficﬁ g6 @Mhs:t—@-téﬁsﬁﬂcéﬂ Ilﬁeo%lu&%bKMhs vhidh are

! i & ‘nﬁl% i to cyclodext d
Lﬁee% J?Qif ttﬂ%l er sﬁ’?& la g cyclodextring an
e S LSRR Y RS S poncgvplg anc
SU'@ ®Bal koxy; G -C 8alkyl;Fr ais as defined for Fr a
except that Fr a is not H Exarrpl es for such conpounds
afsotshrabil@ asvy@oddx)ringrard hapifiad eydibds@ine Bto b fogexamdid erod-

ﬁ&é Whﬁcfﬁ cfaﬂa'b%%réédr@& b{ 'réa‘alné%ycﬂdde@rlné Wf% alk)enB oXEROAIRYI hal-
S {:}ﬁ (% o hal?ﬁa/dinﬂf gkjc'y te‘?ir (’MX%/H) a |ds

i@ %éw?%?é%emes g eqicBoTine aqyr«‘ Pl *éa' e o

igeaspeh of eihrennexdel rrapiene @ﬂd%@ﬁwﬁﬂp Qs 8hirene gxide. One,

froreribba ofie &y all hydrexy! gravpp i the cydlodentrin poledteeralidbryned in this way

el eetsabstitited basbnddgrtn the deglealdk ¥libstitutior odealniRNyhgths of the

SE1Y &hé’rfun’f‘@' b aV@ﬁég@?ﬁdlé’rrb%lgFéé &%uﬁé‘thﬁ'ﬂdnt tHaed t9¥a)'f:-the number of

'8 ﬁe XiC ™m Ie o {}ngoen in i crféou (ijjally be-
@ S;Q%P Eaéjé%we g §Hraerf"avt %&%%@@hiﬁ%b'e exam-
pllea @rez)the@roctuciscofzt%ﬁ repctiqthefcrcledextins withalkylatingsrpepis such as Cq-
Chrrokyd halided, far &dansplantshyil ohloadey rethyp clobriden isoptapy| chberider n-butyl
chiviey, &oButyt estidel BENA chleridd, 120yl dhioffe, BBsarPehlbR&e, 58étBy| bro-
F?lrded 'efhf flﬁr%ﬁﬁdé""ntthddﬂ 859&'9@ E[f ?te%eslu@ﬁta@q‘of HMple, di-
8 g/ ?"f %C{hg squ cé@ [\—Qﬁ@ %tlp%ea&enFq%% setp&)jijgdextnn
giners in WhICh one more than one or all hydroxyl groups are substltuted by alkyl ether
groups With the cyclodextrins composed of glucose units, the average degree of eth-
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whi ch are in the nei ghbourhood to each other, form an
annel ated, 5 or 6 nenbered carbocyclic ring; R4, R4

wanahog2ondependent | y stand for hydrogen, C C PEHER3008/064076

whi ch may optionally be substituted by E and/or, if
containing 2 or especially noffe carbon atons,

bm&fléhi?éﬁﬂu&)‘ée it s dsuGhy Pah& e MR 68 t&@}’pr@@rétﬂ?ﬁ‘\' th¥ range

ﬁgm%upﬁ?gléhg an&’:ulgl Er(yfe?é% nfth%qgﬁgfel rﬂg té arti Lyar refer-
L s
§rl§ﬂ9§ ﬁgiﬂeéd eﬁgﬁr'@at@n of a‘Nﬁ‘P é'é,'ta\béﬁ arﬁrﬁzﬁ@'@f’%?ﬁ'ﬂ” esters

which @neolstamablehyl reading cmlodeh@rlnsrthkmcnd)mlam@stslmob @s carbonyl or
vl dhidrides . rrdrtdwaryfsultaienatecd rao0 bl ofides dueh fagaatyBchloride,
éé@rolll\éhior&jb%k@%h%&)yﬂéﬁ&ﬂe%r%n%ﬁgl%rtldé)f N-aryl

ur éa- based drugs ny potent drugs bel ong to the cl ass

Bhpsors %39%%@6&%%# CHIER Y s AR 1 P s yaioh are
bromeEtedinig e maie shriR @detmel'@@négéﬁvdo Xigins which have been

sttanhad tt@side edaiby obpmymeamslonbid themselnesasjde obiging bopolytsers. Poly-

Flebgfdfied lcoylod@tiets i Whidhithé tyclodeRtrinaeBlLark 41 in the main

Eﬁ@ﬁ%’fﬁlb%@lyﬁ%r cBf ngbfémeld}’fo'r BRGhHB! &/ re@[:tln d" RLERSS with or in
%%zénrd% o* %H%Ie co%gl‘?dg (§1 cvo§sﬁjr?k o5 Pegﬁgﬁt% Qr?p%? asg gescrlbed in
RYNnC

odictay Yoh48. HEB5K B: HR6- Eamer-mdgw ?@e@ey{wﬁn which the
atstadexTioINiy AFA Sidecleaimeerstilusnl of a6t 89 $idechaingcan be obtained, for
&xamplé diyecytlodextriad maedified @4ty pokmengalie heupp being eatymerized with

Bihepyshbredmhdrs tigr &fa By gélyﬂénzm\@@%kﬂwﬂrml (le@i)86hyBies in the
f)rl'éget%eadf ot eth '¥B?]tnl n% hQtR5te qﬁéfnd @é: 'rgdl(%l grafting of
i

&Y§ cﬂf%f( rlnt( e 3 8 eéoor%o ;&(ﬂgnﬁ_s V\ﬂﬁll fo rg/rd{%(g qroups such as, for ex-
amplee a%'wmxd aiﬂoi‘ﬁ'héwtf‘?r Wss(oﬂ'tw fiog e&e@asnmlwﬁbm@ﬂ'{m GYGodex-
Hing MB-tiges gyclodexirinl units an gisleegioynsoireisisideygrogiaef polymeseis to react
CRRTddexirinbj d¥pratonatd cpcledexpipe od theitalicti rhetal saltsolite polyaters which
H&i&é’dm&ém@ﬂt@y“re%t%' oups ss ek qéle&dng)lé HnBydfel RB&anate, acid

2004/ 1 1330 bot t
Eat)or at Erl egr%a%o r¥\§ty of reasons, such as
Batl ent conpliance and taste masking, a solid dosage
WW?‘%CWMSF‘I”S?G%?@WHF%a'bi()éwc'ﬁd@ft@ﬂﬁsdS‘dﬁﬁ‘s%?d?é’ Sy Riopyl-B-
tyclogextrini nst ances, however, oral solid dosage forns of
a drug provide a | ower bi oavai | abi | i ty than oral
§9||téﬂlé FP&@S by b@ Qefdtidd frofRhLed, 8TBIINSNd nﬂﬁﬁ%glyb&lde@%nd
q? ypical art for a novel solid formulation of
alp urea- based active agents of | ow water
sol ub| li such as ABT-869 that is suitable for oral
5@%@%9‘%’%‘%{”%’?%3%9{ arelaharmaceatierliiacaeriable polymers.
l[imtation, there is a need for such a fornul ation
Ay bh@r’r@bebtﬁﬁﬁy acueptadfe pdgméminhpbaseléted tib@svater-soluble poly-
%Y@%@&Qﬁsdé&u@@ BelyideRs odfateLBléiRbg Jdlﬂﬁb@ BPSRPiXRrk Mereof.

Bal%%%?s grtre%%h Qr%d @\fa‘t"eerpstpﬁﬁlleelf 91' g?orﬁ{ Illdrx ng%ous S?Iutd)n in

W?E%%’E% ISHP ES%PL%HZ c&fﬁﬂnﬁqH Ol Sq?%tﬁ’é‘t 2rf ? éﬁ*h%wat?r'so'“b'e
polymer pretesably Bagige ﬁppar@m\@ﬁméw oyl 1Q)500P apa-$.reprg preferably of 1
ta ¢ rdPadsxand mostqméfarablyngf & toel OAtmPa a9 aendispetsiblepolymers are
B@e8 that,athdreshtacestewipwateRaew talialdaydigsereiph@hdtifer than a clear

E‘&BtrdnxU Bﬁ %ﬁ‘tg ﬁqmme% q%@é s Q&@tldﬁ@a\ﬁl%fg\}dé"a%%addfyrggrs typi-

sur east one.sol vent

el rmnare‘hb Fe( ssj"r‘]’ 'eo‘%%%”hers PIRIPE okt ure to
obtain the SO|Id dlsper3|on product. The invention is
particularly useful for water-insoluble or poorly

wat er - sol ubl e (or "hy drophobic" or "lipophilic")
conmpounds. Conpounds are consi dered wat er-insol ubl e or
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poorly water-sol uble when their solubility in water at
25 0Cis less than 1 g/100 m, es pecially less than

wW@O2995@00 m . In the dosage forns of the i nventdDEP200$E64076

active agent is present as a solid dlsper5|on or,
preferably, as a solid soluti@n. The term"solid

AHIBED! BB bhéehidatodty srSifaBI o m%Péﬂano?é@Fthé A¥ention has a
?ﬁ%??ﬂ astt‘aoac r&‘éta%l;%t %ﬁ%éﬁ: o%tgef&r%tg"fﬂoﬁtétg @4180. °c.
b

éé}"aé% A '?rhfeé'ti’ I H“’Sﬁﬁ%frdwged ?ﬁ;ﬁ@ vglpes of the
@@qﬁ@rpé)mnsers pesy desgrbrd 18 Intrﬁguqi@p ﬂq@hgg@\t]?okymer Science", 2nd Edi-
ttonby hat Searliod. pubtished ta(gmhnélvlieﬂ &Spss, pray. sS¥XP2i hheaTg value can be
oEtulated @@ Ny Waightedfsuer that g IvaluéQfthE)Qto@QI?mb(SSderﬁéd from each
Qhﬁé mﬁdﬂdl RRhbeRC i, BRR ke RIpHE bBIGHRRA TS zvtfb@whstetw is the
gorgérﬁ%?ﬁ%nfgﬁtle Pﬂ(tl?ér? gﬁl%?)ﬁ)%}lrﬁa I )P%Vt Qgﬂg’?% fort e ho-

EWBO Eﬁ‘&é éerafe "é’n”b'%‘& PR tJH%'Pe %%9? g may ‘b’ take”
apRpepkMen Handaek™ @@ﬁﬁ&ﬁ@ﬁt@t 5@9@?9 abE- - lremegasit.ditors,
peblishedrby doHn\Wiewl& Hoysi loal 1973uni f orm or honpbgenous
throughout or consists of one phase (as defined in

RREL E&)talné?‘ Hne s did &bl%ﬁ%l:oﬂuef‘or"gvbh t€active ingredi-

éﬁ el mﬁﬁgx%r a pPaSPélﬁlg%ﬁgﬁ on thg P/r‘?%r gn §§ﬁ;|)re éo‘ the Tg of

”éer§HPut*@t F@ fipal %0"§é*| %Psa?'qrhpra Yitae ngew@ﬁt lower Tg than
tHepdayiing polmpowseddatitssryeparation - in gmﬁgalat’r@ fmabsc@ﬁ disgersion prod-
ptyres @alg ofylk Ener. highee serefeyae h® °@or higherc owtaprefaalyly 20 °C or

RigBed dridcmbdt prerenied 80 of orfilghye agents in their
crystalline or mcrocrystalline state, as evidenced by

FOre o B plarineniioa Sikeblalsuntibs oAt op Sasged from the

BRUPCPIPESINg s added to the Ii quid mixture be fore
renmoving the solvent(s). It was found that
hoveopg@ypnersiand copolambid dfeN-vinyitlactéimhe, dsbgeiaity minxdpaiyeners and co-

&9@6% 6fwwlfwﬁbthﬁ>n§°é em&vﬁaywa@n&%e@mezzogowmers of N-vinyl
6“%,’?{5,?&\,,9}4 FBE1tSH \,l, |gp L&) on product’ obt ai ned.

ows the solid di'spersion product to be

subjI ected to a direct tabletting process. Prefe ly,
elwlospesiers ard ealblogeiediars, in RIGEYIBN r@ethMICPIHéoael %ﬁ\&t eahylce"ulose
hyd(oxmylcﬁﬂtdosﬂsommrmulafr|hlydr@wysprosylmﬂuIopa,rttmdwlyalkylylkleG”U-
foesd, fin pénﬁdular'l'ﬂiﬁir(ﬁXybtcﬁiyln’ﬂmrnyMubse faabliyses pthtralbed of s0¢vinates, in
bAAEGAiRuIBEE bbété'tleq;h@narﬁié ahd & @roﬁm ﬂﬁe@nyllcélﬁﬂ’ose phthalate, hy-

& ;5 ylrcft%t Igse %\ténor Riet |I ﬁ‘tﬁlbéﬁ% etate succi-
AR PR O 7

sta Hes suc

Bgfn starch ce real starch potato starch or the

i ke. However, the filler is preferably wat er - sol ubl e.
mglafrmnleduldrlpotyslkt/bne laide aachnasypddyetisydé recoxide dmdpolyugpyiene ox-
RGN daBPOIRMERSH ettilsrei@ie Sidgibpaeotides such as

mannitol, sorbitol, xylitol; or sugar al cohol

E éw &a‘lcoﬁgl Cp 3{?&%})' e% %; ?a?toc polﬁm%fs @% |a\6?eaé}glﬁ{>]ﬁCoa é@ IR from

Naee' Ie surfactant are chosen with
the follow ng condl tions in mnd: ( 1) Essentially
pblyaaylatek @nd polywesttagpeyidtes boehl @b methdriyficasaédthgl/amylgte copoly-
trtéf@uﬂinm&ylt:%dvméthylxn@ta&gfb&e@p@fyntd@ bUB FexrdcyidteHimethyl-

%ﬁ@gc ,Q/Té?éz) The matriX gﬁ&ﬁ%ﬁ éﬁ}gatsea fp |O e/l(hggtroxyalkyl

H’c%ﬁ)lntegrlty and stability; in particular, the
natrlx shoul d not exhibit cold flow Generally, the
pel¥acrylamidesof active agent and pharnmaceutically
acceptable matrix-formng agent is from0.01 : 1 to
1: 3, preferably 0.05:1 to 0.2:1 ; generally the nmass
ratio of active agent and pharmaceu tically acceptable
surfactant(s) is from0.1 : 1 to 1:7, preferably 1:4
to 1:6.5. Generally, the solid dispersion product
conpri sesfromabout 1 to 30 % by wei ght, preferably
frontabout 4 to 15 96by wei ght , of sald at | east one

. o oy I e AP a1 P Y. Y4
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| east one pharmaceutically acceptable matrix-form ng
agent, fromabout 2 to 70 % by wei ght, preferably from

w@bmabhs@ot o 55 % by wei ght, of said at | east OPEI/EP2008/064076

surfactant, and from about O to 80 % by wei ght,
preferably fromabout 0 to 606% by wei ght, of
additives such as fillers. The matri x-form ng agent

Wi a@gt ‘?J‘%fo ?r%t %ﬁ‘%@%ﬁol er%'m% I'a&teﬂ?aﬁ‘&é?o\’cﬁn@g&@tpartlally
Bidigrecool %ag e T S PR AP aN g foplyvinyl alcohl),

active agent M xtures of matrix-form ng agents can,
polygoylreholbe used. The pharnaceutical ly acceptable
matri x-formng agent is suitably selected fromthe

eﬁgbu en B%a%hmdé%fsuew%gegﬁégéelnaﬁ§ qaPRRINEHFEHS bE@kdhan gum,
L)]eo o ry Sher {) ds or conbi nations of two or
ereo C@&F" d&x%ins for the pur pose of the
i nvention are cyclic oligo- or polysaccharides, for
Arwnp thesgohQRPRAAINETS OF 6eRAYTBRIE O Blrviry) @vr@deeene padiggjar a co-
polgmegofus-vinyichyirolidaretattadnd b edtateh aepreieaed o paitib@drly preferred
peymexigrdopolyiier BNEEY byCheight &2nd dQBImdp, N33 gyrrdiidone and 40
h/olg}\;vgph@mﬁ@ggggoe}}fﬁgrav, RyIGoedte, 2nd Edition, (1992).

Sui't abl’e and pref’erred are those cycl odex trins mhlch
ave a structure suitable for jnteractions with acti
é Wier RElyESH WAIeh GaR besttaklypggd is Kalliken@&is@vghable from BASF
Lu@uggﬂaf@yﬁ@m@ny)%wh @anqrqey agquixtugg pieP VP and polyvinylacetate.
cyclodextrlns are those consisting of 6, 7, 8 or 9 a-

Indtedny QMcéaidaHy hiédekeblcduteetat Widssd h%lrﬁfé&fe&é ® a pharma-
@Jticgl fl; &ceptal Fe non%m?%ur‘#a&é( | Arfale Rt mgv gh&étuate gan instanta-

a7 fi B
Bequs SiISTiGAIAR o7 B A Cadert Fr o L o ga@ameansﬁgsfevem
e@ﬁ@gamféheaﬁ%pvgmqrg(ﬁerg in mesagu§9pst %qj%ofat e gastrointestinal tract. A
sipglesudactantras wellasastfinadigne ptsustaeiants may begbedf\ccording to an
exbogiment girtbel investionh thefsotiddispersjangpaduet] ciryiprlsea et dongpination of

%érqﬁ@rétahlaﬂﬁadéuhtbuglalwé@a@e Quirstesnts.al kyl hali des,
acid chl ori des, epihal ohydri ns, |socyanates or

al_.oge d, car box ci ds. sui.ta
DRt A er i ore ﬁé'leP@“'Q? %ﬁOFBJa,;g?BY St B o AkRted fatty
aFik PPeResUsk asdios exyBpeaRolvd Byqeddes polygireyiated sorbitan
tatty deid dstary betadly egiddbstens omqby%fydﬁrke)glmls Epnigalkepytated ethars of
mﬁ? afohals) tobyrshed ybmgbantdorintixtuFed of Wb odestd thareof. A fatty acid
BiRdity B th8SS S STRE s LRIk dMIyB oM isBBYroRes BL3BEdrbaH 88ms, The polyal-
Fﬁ@rﬁ{'ﬁt & I8{‘)}]t&>¢n €4l ﬁeavgiaﬁgtl‘%ﬁ{ A% Luéd QIR}{Igﬁe )tdge ﬁnlf”s' Breferably

@é@@% ogﬁegu&tpef U%/’Fe(?H 8. that is to say t he nurrber of

nol es of al kyl ene oxi de with which one mol e of
Byitdbdeieorbitamfalty acid @steesiarei srhitwo andnolaeateieeita® raonbpaimitate,
E6Hb 8 0mohodtedraRy (Sphs®i60), BHIVItEH PldhobleateBRaN® 8D, tsorbitan

FRidatas] RirbitangHbIbAB! SrENmhEh teh®, S8t rﬂgh’&&ﬁa%for sorbitan
%%ﬁ &gg@tlon of cyclodextrins wth alkylating agents

as d - C22-al kyl halides, for exanple nethyl
chlorlde eth chl oride, isoprop chl oride, n-but
Eteroplesief sultebémowalk@nw@teﬂ@erbltae ﬁ&tél acihesiers @ee p@lawy{hylene
(29) soribdan menhelausdte, plolyoxryadieylemee2ly $orbitam mbulepalreitdiy.| polyoxyethyl-
Qm@mogieorbnarbhwbstbér@fs gelyaxyétitietelz0) sodbifantresncoliiic Bween®

?&E?%'trﬁﬂen@ (E%r/ H%l?éh t§4bdate e(Ie g‘swoly%%yétr%&we (20) sorbi-
o O DY BB RGBS ol Srcare. pohappiviens
%&PMW manglayEat %\P(ep@XFB%’FW'&P%&“ b%?r%\ BRYMONOIF8IE- gr oups.

Wth the cycl odextrins conposed of glucose units, the

aver age degree of etherification per glucose unit is
usually in the range from0.5 to 3, preferably in the

range fromO0.1 to 2.5 and particularly preferably in

the range from1l to 2. Particular prefer ence is given

to methyl ated, ethylated or propylated a- , b- ,
g-cyclodextrins with an av erage degree of

etherlflcatlon of fron11 5 to 2. 2. Also SU|tabIe are

o o, oy o o I .

m)re
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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 cyclodextrins which aré incorporated into the

Bﬁﬂtefblébé!yé] Bl g{l%ﬂrﬁe@@%( Staif¥E R ERAPleby IMYxGRtiGRYEhatural
? \a{ ﬂgﬁé s@§t H]f ca'ﬂ8rj1 Xg’?eftﬁra%r ngocﬂepateeg glyc-
50

CPH@P%g%Vy‘S%V@)J?Q'?ﬁ S[RPIPS 2ik ROVOXyethylene
N?%[ﬁbfé?H‘Q'?ﬁt‘E ﬁé Q%anfy%thﬂﬁrhe gyceraribyironisteasaip 494Cremophor®

Bbidai BaIE A)randyalyplkexyldigd glyaertdeasdike yledse dbsainablesurvder khe pro-
Priethry it siB&leerREarf Labrafli@om Gattgfbssegedl Gelucire® 44/14 (lauroyl
ﬁ{a%@bi ﬁ‘g‘;l?&brfd%§9?éﬂ>ta§ed tg&ar%é%ﬁhc%n% O\d?%)%gjé?ﬁ%d' galm kernel oil

/13 rides, prepared by trans-

re® ?ar
aaw%dmﬂee@@rp@? .Oaév't%%’#ﬂ S |gblafM 194 G foleoy!
5‘@0@99@5 giieerisies prpard Ribtransesigrifi¢adion ek aprsiobkemg! oil with PEG
89@)I odextrins nodified wth polynerizable groups being
pol ymerized with other conononers, for exanple by

RUMHARE kA %locis@érQﬁ?ZS Efkyleﬁgsﬁlbélg%r Ydr%&gﬁp leNPEBSS60 h gdroxy-

o o
gtlegrgeg(%: $ éool@c?oc%ﬁter CEM d)‘%‘%?tg%rllj (E gf)g)a m?l r{ )rWtrp]cg’Bem 1% ethyl-
eReol§Atryl ates onto polymers with free hydroxyl

groups such as, for ex anple, polyvinyl alcohol.
Bnitdtee polpalksiylatdd etiedsarf faityepaholsgaredbyerampi HEG & stearyl ether

BHID 7dRddrd gt 6 \Wetyibtddi eﬂ)@?loed%fdgbnzsléétylgte@m gthde
groups or as side groups of pol yners Is to react

rins r ot onated cyc ri.ns or, their

a6 Lo i P R o B b ot B o
conpl enentary reactive groups such as, for exanple,
anhydri de, T AESHRRCERAYM hal i de or epoxy groups or
hal ogens. Preferred cycl odextrines are
hydr oxydl kyl - cycl odextri nes, such as hydroxypropyl - b-
cycl ode trinC uitable lipids nmay be selected from
waxes, tiri-, 3-, and nonogl yceri des and
phospholQ pi e_preferred matri x- forning agents are
phar maceuty
phar maceut
from s :
pol ynew?% or wat er©svvel | abl e poI ymsrs or any m xtur GQH
t her eof . Polﬁﬁgrs are considered water-soluble if they
forn1a cl ear honogeneous solution in mater When

ssolyed at 20 0Cin a ueou solut
g O n? e%ﬁt ge‘iro%l'{}tﬂr@ '%f% 8?%1 eﬁﬁ%tﬁ% hydrogen or
ﬁalaliﬂmar\ﬁ s is@si indpger fram Hdo 4 @oor Egbty, 1Qﬁ§>r - pyeitalyaBlisthe
adfsidlietod a @lphefa dibasaradicnnsh agrghftanicablgciroé, db atipicldddd. Preferably,
F&ia.F. anwm?%rre%@;@géﬁl bl e pol yners are t hose that, when
cont act ed with vvat er, formcolloi dal d| sper Si ons
i Sl o ) WeAd'oVe Slccinat
© que °§%‘ihﬁ{y GRTPOLRAL B pé\%e ‘f°£B B%Y?éﬁ%?%e PYpi Sliccinate,
Wﬁlcf‘ys ?QS?’HP%JV @BB’I%'@%dg?eﬁ vitaq Er (3 § epater-soluble
forafas nekiglBeefce vddmin E pre@arﬁdahyrmct@liym@ d+alqhaat@@<mblea&blaeld succi-
pate ywithrpobsthytenedglycol 1 009. Vitsraimt E DR GSAS agailbiledforaEabteamt Chemi-
w%mﬂyngf re.hg@ovt AN, UsAsdnd 9 ld inRE UsDsti@badiagial (Ne

Tg" neans glass transition

r at thods for de erm vaI ues  af
R T b LR e cBiTbBlEL0) ot R BTGt ML (hy-
F"M’Bﬁ“% BWO@S'PWC@H%@@ prejﬁ'iﬂe@@YerOHF?rﬁ?'UE"'FPFS
Sperling, published by John Wley & Sons, Inc., 1992.
The Tg val ue can be cal cul ated as the wei ght ed 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 weight percent of nononer
i in the organic polyner, and X is the Tg value for
the hormpol yner der| ved from nononer | . Tg val ues for

o o T
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publ i shed by John Wley & Sons, Inc., 1975. Various
additives contained in the solid dispersion product or

we @/ 05281 acti ve ingredi en s) itself nmay exerPCHEP2008/064076

pl asticizing effect on the polyner and thus depress
the Tg of the polynmer such th8t the final solid
di spersion product has a sonmewhat |[ower Tg than the

Egé‘ﬁ B%gfem ¥ fer S &4 é&gclbgédu%ﬁ@% ;ﬂéﬁt?“j‘“fid“ A oglJ ECV-

iy -Vegpg %@3@%25 o8 BB ler  ibeE CpPerdp ABRRic
SepstAnCes remegfmlownnH yalups té'%h&‘(g@lpha'@? Postences gpeeiving higher
FoB veluaapl e, preferred pharmaceutically acceptable
pol yners can be selected fromthe group conprising

FOsrRRALY TRibDdAchtS AROPHATRIEEe Ricall é(dc@?ﬁableas(iﬁ“@%nt comprises at

f N |
B g o s

copol mers of N-vinyl pyrrolidone and vinyl acetate or

\?P'HW“ZEH pbpvibaan &l '—Bc\éi'l!%q)fd%)rémré mayecseieatgdfrerg éSelucire® 44/14

gl t4), Cramgpinot® Rid48r(HaB 118y, Toeden®@l Gis@LantD.5), Tween® 85 (HLB 11).

Ptdmarraehibih HOB&olUBYidE @ar@tdepb syl donRRds havimps bbigslk@Aene glycol

p%%rt}pxypr opyl cel  ul ose, hydroxyal kyl al kyl cel | ul oses,

In particular hydroxypropylnethylcellulose ceIIquse

ht hal at es or succi nates, articul ar. cel]

pPreferesRpadipentad SO’HQ'G%% rSOPPIRBIHS Head WH‘JP%%’“F’”SGS (i) at

lsastriledpeorhigly| deORYWIANAYINGE PYlYalellensg @yeol mgiaty. magferably alpha

togdploecyirotyest viemie gy coksd Ucainates aad 6i) at leastnei pohetkexylhied polyol

Ry eeidl e%lterpﬂhe/@b&ﬁpﬁe@yl %oﬁ?ébdﬁﬁpr‘ét&ébl@fs AN Y REGPHPN Polyethylene

g?k&l%u@aﬁ‘atgof llo‘?( I%t aEﬁFé%ltéf féra%fy is a polyalkoxy-
b Tes Pior el i {9885“6 ¥§Pmp88€08?§4’r8§‘ alkoxylated polyol
(el gridastes Paafeidbly it Bohe r3noe Rifcrbr BASH  ag

Ludwi gshaf en, Gernmany); pol yacryl ates and

pﬂéryerebdstameyﬂ dicesctiselaera ss adtdralaryd-basatadivetbyt. N-aryl urea-
B&dedl Rtife 6§51 Mré’fﬁéléglcﬂ@td&@é YorhSowels Hhiddt ddiprise at least one

Uﬁetahﬁ&&),(/llﬂh% gﬁg&dﬁ ctu (% |n one or both nIJr en atoms are substi-

gjg%{;acﬁ%?g gr Hpﬁr]%,vmg e@er{!@,ﬁ)ca '29 og as well as those

wmcp @H?@ ﬁ&X?tﬁl“J@?ﬁ%taﬂﬁb?rﬂ %gr@g)stratlon The aryl group may be a carbo-
pwillig ac hstb ey cdiesiramaltid grage baz &ispdicgrbecyclis wc hetescyclic aromatic
gp! Attahenedt tothayiltrogee biheisasdaltr id arabodciteh of the aryl group.

Rafidddedrbaliy fwogbwaﬂydoepmkw 'td"ﬂﬁgénﬁﬁ‘c%bﬁltaﬁ)nﬁ Ao efrd)&fn@ﬁé &§hon-

E%rgasﬂc‘%g{bto‘*%co o3P a5 el LK of s R Blodby yrner sub

’H Yeenans, gal act omannans and xant han gum or

m xtures of one or nore thereof. Anong these,

Benepdy, imeNsargrurepadedrastive agerttissiepydsepted roylthelgereraliformula
particular a co polyner of N-vinyl pyrrolidone and

vinyl acetate, are preferred. A particularly preferred
polymer is a copol ymsr of 60 % lgy wei ght of the

copol ymer, N-vinyl ;/gx )do d 40 °o by wei ght of

the copol yner, vi nyI Mﬁi&ﬂt pol ynmer which
can be suitably usedd KoI [T on(rl)l SR (available from
BASF AG Ludw gshafen Ger marty) whilch conprises a

m xture of PVP and pol yvi nyl acet ate. The term
whRBajreceutical |y acceptable surfactant” as used

ferein refers to a pharma ceutically acceptabl e
non-ionic surfactant. The surfactant nmay effectuate an

i nstant aneous emnul sification of the active agent

rel eased fromthe dosage form and/ or prevent
precipitation of the active ingredient in the aqueous

fluids of the gastrointestinal tract. A single

surfactant as well as conbinations of surfactants may

be used. According to an
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enbodi nent of the invention, the solid dispersion
product conprises a conbination of two or nore

w@bavmosreut i cal |y acceptabl e surfactants. PrefBeT/EP2008/064076

surfactants are sel ected from sorbitan fatty acid
esters, polyal koxyl ated fatty9acid esters such as, for

@XaH@b@ ar@%dé%bh@é?ﬁl #offlord é’rﬁfﬁﬁérd&éarbﬁé%}c){@}n‘@%@ééb@ﬂom

Sorb ahhthyl Bér%ogy%l foha ﬁl’h?l $af{dofdphthyl, ben-
o I”SY &{ ”gﬁ gHfhY, Eafiydropinh
A cﬁmﬂg SRedprpecki S NS

nore thereof. A fatty aci d chal n in these conpounds

or di aang bystenrspleicadrdn benBxaznd 2oarainidarz it . dntazolyh denzo-

pol ytiazsi, BBezcvxaslylbbartisdx sy beheodrangl BEfgDYFangINbénzodi-
to SO k(}’dlmn}qxthlﬂt%z‘éﬁhﬁ% uinx8hi, %q)[un%hml(ﬁﬂﬁ)hﬁ%' if8olyl, iso-
un| tﬁﬁdolgpfndmﬁ%lﬁlr ﬁyl l%'t“a J)(gjtr’?‘oqh ' ﬁ1 Q cII |H(da§8| ?/rldlnyl pyra-

est
monof ‘i? WE'%{E‘ py§%ﬁ%‘? PHH“'H’BM'@BW&%{? 8%’%’“(’5]@! HW?'OGM'O“”V' pyrido-
sor bPYraﬁnYiDM@péHf'@'ct"Sﬂ)éW('ﬁ? 08@9'”3/' SOFigethiazinyl, pyrido-oxazolyl,

t r i spwmioahiexazoiyl pyriendd-pyrimhidiaé eptesdimydi diroolinyl and naphthyridinyl;
nonost earate, sorbitan nonol aurate or sorbitan

gg?%mt gﬁBfGZ : bgsgrﬁélt'itﬁt‘réglbp S oReloy ﬁ{c)fg§¥ﬂsﬁﬂﬁzﬂts elected from
Sor b POl w‘éﬁ‘ﬁ LA, B St o
rmnoEr&Pﬁ’i‘qda?rém aehied of uakyapeiedplkoxy. haloge” Cis
nmonobiagghest @ ungeng Q@/éwyn@ﬁ@ombwcy@meﬂwp Mo Pedit(e1-4 al-

( Twelntamin@ gnop ot gy e blkyl)amieoSZB) cygopbnitranr HoNSO,,
tristearate (Tween(r) 65), pol yoxyethylene (20) sorbi
an frq Tween(r) 85), polyoxyethylene (4)
gor b|{5t1azﬁ‘O R%snt(eeéf(gte pol yoxyet hyl ene (4) sorbitan
nono| aurate or pol yoxyet hyl ene (4) sorbitan
Aono§I%t e. Sui t abl e pol yal koxyl at ed gl yceri des are
obt ai ned for exanple by al koxylation of natural or
biyttie pyemadoedtiglly aetdpttsde ssltshygstersaBseetse hiydratatdr golvates thereof
natural or hydr ogenat ed gl yc erides with pol yal kyl ene

poi%/ygﬂgiﬁ/%(%lﬁg ene C@%é?@rﬁ ?fklnsgp ?’g%ﬁ%r%% (1)

pol yoxyet hyl ene gl ycer ol tr| hydr oxystearate 40
(Crenophor (r) RHA0, BASF AGR~agd petYal koxyl at ed

gl ycerides |i ke those obtainab der the pro

[ [ ibfagi |l (r) from
Gattefosse, e.g. Gelucirg(r)~44/14 (lauroyl macrogol
sterification of

hydr ogenat ed pal m ker nel\oi / ¢t h PEG 1500),

Gel ucire(r) 50/13 (stearoylr'mact?ogol 32 gl yceri des,
prepared by trans esterificatipon of hydrogenat ed pal m
oiI vvith PEG 1500) or Labrafil M944 CS (ol eoyl

ceri Ra d.b ransesterification
B Loy bR Eto S B FRAIE R 0 C0! Pabl ot Vo
aci d éﬁﬁe‘a?d [semyhe QWUQﬁQ”@JFW&f doy!, phgpyl eRUAFNY, pyridazinyl,
PETIB6®YHpdlimskyanddaiend; aci d (pol ygl ycol ester of
12- hyHiiosglsdtedfrom tae bebup 2onsisirg) of i, th aBO NR3] % et hyl ene

gl yCOh) and®RP bﬂahh@eﬂéhbyﬂhﬂ‘éa@&eﬁﬁ&n md@bsp ebndighlf hydrogen,

KGR ;ga’ Eox fakoxg ROPaRy! 5’5‘3 y°r E»;Q aRidk§hIky1, halo,
Ei hal Ig%lt g&?‘% eg?rﬁ)é(c?ylglﬁ érpgﬁeéi)cyc yi?ékoxy heterocycly-
ﬁ@lr yC'é’l‘j’P@f)% Y We@@é?fﬁ’é‘ Y. fidrorpikh (NRORDaliexy.
(/bhcérPe)an*ezyh ENR'RJatiyi, YRR aliynyRINBHRY ) Rebenyiglkenyl, and
(NRFPRad@nylakybf one anot her, hydrogen or CrC 4 al kyl
and nis an integer fromb5 to 100, preferably 10 to
50. Typically, Zis the residue of an aliphatic
di basi c acid such as glutaric, succinic, or adipic
acid. Preferably, both RL and R2 are hydrogen. The
preferred tocopheryl conpound is al pha tocopheryl
pol yet hyl ene gl ycol succinate, which is conmonly
abbreviated as vitamin E TPGS. Vitamn E TPGS is a
mater soluble forn1of natural-source V|tan1n E

o o o e . .




10

15

20

25

30

35

nate with pol yethylene glycol 1000. Vitamn E TPGS i s
avai | abl e from East man Chem cal Conpany, Ki ngsport,

wabhoo8R9end is listed in the US pharmacopoei ap¢™MEP200$/064076

was found that surfactants or conbi nati on of
surfactants having a defined WLB (hydrophilic

|'i popRE, |R“Caﬁlﬁhaﬁl‘ée@acﬁ%dé%eﬁ(ﬁ&tl?rs@lfeﬁfeﬁQl%npﬁh@rgr&kh&fnsstmg of

EﬁdrH@ér ﬁég& l{b‘igﬂc& ?é{lﬁ |eﬁ%| Fa‘? é&;& H!L&na/l hydroxy, and LR",
?ag ttt}ﬁ’loo\/ %802 tthppy Ees numer i c

vaI ue's i gplaated e AR grouwwwﬁms&éKW:;)@N@E%@N&%XCM and

CEe@(QINRY, Winkein nHald v aireimgeperaiehiyld ophj dridcwisarbisteanic geoup is

dieoei withnigs 1bit ghe bttidhBdvalties. 1 n preferred enbodi nents,

the pRajNRERI fdth ke @’6&&9&%@“%% (ﬁ&gﬁ&marﬁ bhR@Sheterocy-

)’ﬁl %ﬁ@ tS)é[?ﬁ 3’8{& h%péln 'fhaev ]ngll £ubst|tuted
S‘/OB% %’81 %’ct r@851“ Bt ?%? &SPP “lﬁi?'?ﬁfe tﬁ% roup CO”S'S“”Q of
alkemtyeny r 31kaalyyl; plkexyrgibonyhal w(@lyyl%b@waarmoarsbalkoxy arylal-
Ryleamplory, c@BbokiHldgatd,)cycloBikgf kalo gthldsligixy HidBoagiol, Lebsddone hsterocy-
alyegrb@s, MR 6 Mlcl YR Oy Bibxy 13 dxgalRy | PEItry ANRIRE 2@ d gNRERalky!;

nDI et @t a
? % P& ?gﬂﬁsaﬁlﬁﬁgfeeg]@gﬂﬁi%%rgé@ﬁ b@r?stlétm o@ﬁydrogen
ocophe

ryI corrpound haV| ng a, poI yal k Iene I
moi ot §, SRPECERIETY ha AU Fersine £ 1dses e% %eﬂaékoxyalky' alkyl,
akylea ogxdc@'vlnb@térocaeiwawls blycgoxyaé%{ @ng (HR°R" )alkyl
pol yaRkenq Ratedngeendentyedelectencia et goup Thresisting of hydrogen,
hreRpaKy | allgaRsIAY L aﬂk&l@ﬁlﬁf@b layy1i &ylakpharytcaasipbe biAsulfonyl,

e hyal

HQFXI? g%ﬂoﬁ chyg!(l:éég@l Stlt%e'tér?&afég ere’éeg(fks/cﬁ%ll%gﬁ aKG)ﬁXEz%d?/glylsulfonyl
E qyalgox lated glyceride. The mass ratio of
t ocop e??fr Re 88 ”Qﬁr@f'yﬁ&e}%ﬂ%&m"%@e%é@ ting 9f pydrogen,
aﬂsvldaléﬁc@rbomﬂ e attylajkyl. syéloalkHecycwaliiglatiy!. heteraagclgl, and betero-
dychalkyll n an enbodi ment, the active agent is a Naryl

urea- Pﬂﬁﬁﬂmﬁ%HHb&n&ﬁ@ﬁheaHh@&%ané%Q%ﬂﬁ@qn@6fbHﬁMaUD

agents are biologically active ounds whi ch
conprise at | east one urea noie¢ty—ilngttheir nol ecul ar
structure wherein one or both "3 gen atons are
substi tuted by an aryl group, andrwhich exert a | oca

physi ol ogi cal effect, as well_as those which exert a
system c effect, after oral inistration. The aryl
group may be a carbocycliclp eterocyclic aromatic
group or a fused carbggyclicyorgsheterocyclic aromatic
group. Attachnent to the nit ogen atomis usually via
a carbon atom of the ar A fused aromatic
group may be linked toMhe g%ﬁ ogen atomvia an
aromati c or nonaromatic éa 1 -atom The aryl group
may, of course, be substltut by further
substituents. Cenerall the > ar ur ea- based active
argeemerqpﬁupﬁé%lw@%%&t%e B%"‘ theecoh s én fornul a whereinGl
and G& I%@Eéectechﬂrerpéh@ewpwoml@tmgmf@ $hontdR’; a

car boRYyehd B? aiengdemindentytselected fodre thd gronapbridisting of hydrogen,

@Bk@i()%tﬂtﬂ nédkoxydlkiﬁlyglkﬂné&@l&)&{]‘)ﬁryloxyalkyl halo, haloalkoxy, haloal-
E}tﬁeﬁ‘g% 3% oly IQ P‘I‘%{-‘ejr g/@ Ej% ’heterocy IaIk , heterocycly-

Y

Eﬁewdprwn BUGSY %‘m%% gry i ‘feyﬁy
YR Jcaseanyienyopyd ( %&£3W5

benzoRua@mljif‘ archjadensgeatiyseledrsizend itexaoyp ConSIstmg of hydrogen,

guoxaktkyniblo, kplbdleagl hayalkylgaidioxadxyny! ,

i soqui nolinyl, quinolinyl, indolyl, isoindolyl,

i ndolinyl, purinyl, tetrahydroquinolinyl, indazolyl,

i m dazo-pyridinyl, pyrazolo- pyridinyl,

pyrazol o- pyri mdinyl, pyrrolo-pyrimdinyl,

pyrrol o-pyridinyl, pyridopyrazinyl,

pyri do- pyr|n1d|nyl pyri do- oxazi nyl, pyrido-thiazinyl,

pyri do- oxazol yl , pyrido-thioxazolyl,

pyrinido-pyrinidine, pteridinyl, cinnolinyl and
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branched or unbranched acyl, C -6 branched or
unbranched al koxy, hal ogen, G -6 branched or

waondwasebed al kyl oxycar bonyl, hydroxy, am no, POTEP2008/064076

di-(C -4 alkyl) am no, nono- or di-(C -4
al kyl ) anmi no- SO 2, cyano, nitrbl or H2NSQ2, Z is
1, 4- phead &gy fr@\ﬂ(ﬂh@gﬂoﬁp@o@éuénng dP(CII-IDGN(R7)C(O)N(R8)(CH2)n and

E @Rlﬁut\bﬁégb ﬁ&ﬁ%ﬁ@mdg?érﬁ;ehﬁ%og Ejdjfwﬁ%rgl a%h group is
R ﬁ%%\egégﬁt e flites PRIF P o
t her aBeaW RaPpreyingrrespenity %@'%qfr%&eegfpup W%‘l”ﬁ ON‘YCHOQe”
ged elgyled from the group consisting of indolyl, phenyl,
pyr azRhiglseldayed febrd tHaydrouPyérisibtiny lof hyaroddan, dlk@WI alm@alkyl alkyl,
5|Ry|€é%bn Ixarylshét%hﬁ‘é%l dikfr ayRrb R QHB ( IQIQ‘P@Pa?IWIng of Q
S, ango d?ﬁtﬁ/ %eﬁléjc?é’oef?éjlﬁ%é %I‘OESCSI‘F&I&HQ of Aldrogen,

OnSI Sﬁ

a'ﬂ%g %PE@C[‘V SRS 1YL Iy SARY. gathoxygypno. halo,

a@|9alb§z>5y halpglkyxarey, hy%axs@lkyh@!tﬁaan@ﬁw Rhal oal kyl ,

het er Btyad RP arehiederendyntyydedd dkashfydm tﬁaegreup»cgmgtllnglolﬁbmrpgen,

BrRyIesIRAYSbYhYA dilisulfBey edr I§M€d I, aXpalkiaslifonly dh@X¥terocyclylsul-
al koxy hydr oxyal XNRaRb) al koxy,

Ngea I k
; Sggé (#(E rﬁln %) (I?‘bgt%/ ﬁ%/egﬂ ﬁge)agl;rg %{ s‘1| tlnp o&gydrogen
hy' %'Iﬁ)élc‘?fééo%}{] é"@a%%f%‘%ékﬁ%%l tdyglogksylatyle etPF%‘gf?'t"h@”d hetero-
gycdw%ik}dony sting of hydrogen, alkoxy, al koxyal koxy,
al kyl', hal o, hal oal koxy, hal oal kyl, hydroxy, and LR6;

provi m%otmtenﬂ)bdin%ﬁﬁtthé Pﬂes@ﬁt |R%nt|84prcﬁ'més Bﬁ:oﬁf@uﬁ& Bﬁiformula

| \ﬁﬂ r‘e % %eh@%zeﬁs “Oghc'.i Re ﬂ%mﬂ‘lg g

and Z bk fﬁg@% O e i mvegﬂa %%Sﬁ’ C@Mugv g{fgmula

(Ewaergi & Rhvenvk & s &% R iR aRt i8¢ hesgepzpdioxolggoptionally substituted

with eoe.dyof erghieersabsfiternis indapérsientyseléctay frpmgbe grawpydonsisting of

alyemoedllkcydy alketyalkoic gikbxslcarbandl, alk@; dikeylzardomp.adryll arylalkoxy, arylal-
K esrgioRy, lcBboky TyBROZYEloak Pl balo StifodMox9 PRI | &/second heterocy-

b u cpd
é i) Buﬁ Wia?e‘? %)!%1%% g&r‘o}? hr%@i%xéglég mgi%% R{ééh %‘HH Nthe )alk(yj/l Lis
PRI Fe £ oRngT ; SFRyfre as de-
, aryl, arylal koxy, arylal kyl, aryloxy
car bobnyano@jmnmbodmﬂrxt;ethekpte,selhtanmntlhrapmldee)ayqompound of formula
hplvbeklyA is pheagic BnslOhRE &rI_CR?yRF il 1, 8rbenidioxolyl optionally substituted

ek eroaws! of tﬁrlelélélubsthMéHtQ?%e yabkyh froﬁﬁ' thé Qroup conS|st|ng of

alwgydallggrpral %WP Qlkg)\r(})carb yla Ryl k)?][: ea‘?ﬁ” o¥y arylal-
onwart@xgeqy@e é:é{clplal ¥|l1 ﬂ q) nd heterocy-
ﬁlymr@%rﬁlete@%wwkyl ényﬂwymyﬁmxyaléylkwo ARG @a tﬁHRﬁ Jalkyl; Lis
e(Bij)mN(RéICéOM(R?)(QHa)L ky lapd Inyade 6)(l§i};daﬂ>«yRé a@riodependently selected
friinaib yuls\bnsisithgasithyfiagar end arene RIeRt, IRY, srl Rtirethydrogen;
Eﬁ@ﬁ‘:éﬁk?R%%I&%lﬂr&h'tﬁbg r%L Bwsr.ém@rbfh rks énd Akgy!
al kng‘r embr%d{’ﬁ%/ ’H?l“één ehtl E%Itl ﬁFcX/o%o ompound of formula
“‘%ﬂ TR S PriB K iy cf?y SLRSe oIS %E RV Lisg
mw/@(g»o@@ XGHyh:m and e k" Fen érellﬂ@lﬁﬁ}%ﬁ@@mﬂeiﬁcted
feddbe goupreonsisting ajhgdogenasd sikbxg aof Fﬁyla”r &®Jeand R &glhydro-
%ylcarbonyl aryl, arylal kyl, cycl oal kyl,

CyC| 0@1'%%1 dfﬁ?én?rtﬁf Rs¥ht |n\§:é£1‘ﬂgrhﬁf;o§/rdés%yc‘b|n}ﬂoﬂhg$% formula
FWﬁ%fF it g ?1;?;& oy 81 1, e e ol

sal t e present |nvent|on provides a compound of formula
M Whereln Ais phenyl Xis S; R5 is LR®%; R%is 1,3-benzodioxolyl optionally substituted
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X is selected fromthe group consisting of O S, and
NR9; Rl and R2 are independently selected fromthe

w@eaapseonsi sting of hydrogen, al koxy, al koxyaP&DER2008/064076

al koxyal kyl, al kyl, aryl oxy, aryloxyalkyl hal o,
hal oal koxy, hal oal kyl, heteryclyl,

Rk 8heave! Urltﬁfle%%ﬂ}zﬂétitue]ﬂé Fh’d@ﬁé’rfde)ﬁ I@éé‘i@(ﬁé‘d from the group consisting of
E L w@yélmﬁlk&l DEbS: g&%bﬁ %S?bo r}qxé(wlalkoxy arylal-
xzn:gﬂé ||k | i‘l gheterocy
QM'OQ@NR;S‘RE?)V%WCLY W";‘i’lx}’ %@r glkggni ?’se'"ﬁwae@é‘ﬁd@ﬁtﬁi Velkyl; Lis
WM(%)G(@MRSNQH@E and eonR°skRi, i), B, RiyRt, Rjeand R® are as de-
ﬂdmeknnyomﬂjlgkw haI o haI oal koxy, hal oal kyl, and

hydr OYaretie? & BBsEREN HHAER Rﬁll?)%%%tdoﬂ%o%d of formula
%%H(B?s?p 9 |N$< §)|§ R @.@1 %BE(QOI Ioﬁo %s‘ﬁbg@ituted

apeawov@rq reetsg e t%w&ea%ngeﬁ%ae'? &4 ffamytingroub consisting of
gllhg@tl aliaxy el tyrIkrz alkpey crepony alsy dalikgcapanyl, aryl, arylalkoxy arylal-
kyldeplery eattoxy swbectaydotikgnhalbehajwathgxy cloaislistl,i angpoohd heterocy-
blyﬁtjr@wfheﬁfﬂdcy@yka}ﬂyl hig@roix$, r@@l'cﬁ?‘/élﬁﬂ hitr&,NRIR?, @hAYRRRYalkyl; L is

§,¥§(ﬁ'\’" O R’h)(éH g%analnka‘? R1§tl1 RX¥|%||Kd'e en@erlﬂxl selected
i

?\@acﬁé)cép ﬁ@%ﬂj@ﬁ%ﬁ %ﬁé’%l‘k%ré |’n epe’n ent I(?e‘lkyldt’ogen

§%<i' BeRdIRf s erteFan e grep sensiRjingrof A YRIPIR L]

al koxlp, angthes spdoriment.dha esegenlyibamipn peqvnd)ers a WO@W of formula

dy wherekyA js ghenploXys ScRaisa R°hRl is,1,béreabiosalyl; L is
ﬁm(IWjC(OWWR@Hg)n hy ah@xyé BYR! afd RF 8re iddsbenbiigdelected

conS| 59| ng%ﬁs'ﬂ“@ 281'%5 ':‘E ?Sik@)@ %ﬂ 4 RPOR, Hﬂeargﬂ@%e hydro-

al’kyl carbon
8?ky|su|fony| arylsulfonyl haloalkylsulfonyl and
het er B3Ot @ﬂr§mbP8W§ﬁl”t t%‘ﬁ Hreﬁémdﬂ\d?”lf@” quﬁ,/'qeﬁ @ecﬁéT?Rﬂ’é'H@ p{formula
gpweereindX fsr RS ehe AgROUTS. B3R Briang Rifaraypd detirad, in dorkyla (1).
al kyl meanotiey embatiyignt,ahy padskyt invesyioh padvidgk a compound of formula
ry@h@relnkylse\éﬁem XheNer.arYis LrP;, R*agd 3nsdnebiokomloptign Ay lsubsti-

e AR B txﬁ{f‘%ﬁ%‘é@%b @ila% ﬂ'n@éﬁéh‘dehﬂ)’?é‘édté’d‘fr %gr%%p con-

o, b IS hi) LSy Y. iyl ary-
fornaryiakdodyiesntcaraary, ‘ﬂiaé@eWF'anfvbh?'Pofﬁ?'%'Wyd@@o gkyl, a
senopd iheteradyclybgnoub aheterpoyahdaliail rhydraxs, rmve@sylaikylxnutrg ORRY, and
RERIRS)alkigh L iSRECH S, NRBYG1ome @) (GKo), ydndapt n,RfaRf R, R? R®, R*, R’, R®,
SHPRE hiddLdbinbd th BRRulal | , or three substituents

| ndepf:ﬁ%% )énﬁ)%h% n‘?qh % Fﬂhﬁ\ﬁ%ﬁ 8H ro%gf&' Séo uR of formula
oX}//I‘ aI & nzpdi IIo | ubsti-
i WE?%E% BT PPl op %W
Wiy ONG P (pr t@rymsgmt;@qnts |ﬁge[@endﬁayl3bﬁlmfrom the group con-
hlallr[gadﬁlaydenyaa&emntkohﬁatllew atkaxygdrogmybatkyl, alkylcarbonyl, aryl, ary-
oy aeyiakyl| adyloxy,, caftyskly 0epano m{sdro@)kylahhlbl hal®dlkd»g, haloalkyl, a

s&%ﬁ@%te%k‘ixc( I\!Ei%ﬁﬁ)r?ét&%ycl Ik % MrB NR°RY, and
Qs LG}Q g(iz)nl frandh Irr%md ﬁf‘greRﬁ’de
P léé@ﬁ?te?' 9 ?arp rCéN??' of hYdiAgBnAAd %S%mnﬁ R, and

R )arevm@lr@eﬁ R isss rom o gro@p cemsistigg oRBydregen and alkyl; and
R° 8nd BA amdseteaté d/lroro e gnoap kyngistingtof hydregemardalbyle,

two, Rrardiie?@nfbdpidnt, Ued pesemdersnioe pidvites &l ®Bipddné bPBrmula
ér h%FPHtP scdmz ylsk' & @fRﬁEKPﬂW is @'3Woduakéﬁﬁxh/%' kyl,

Bﬂg X@a afid zne§; On%aﬁggglnd%z%ﬁgﬂWSebcmd
B%myp CORHES A1 D PR R0 b6 G

h@d Br scsglastsd fragp &mromc@rrsaﬁi'yglophmrkgen arrwkxbxy

hydr oxyal kyl , nitro, -NRcRd, and (NRcRd)al kyl; L is

(C%Q)nN(R?)C(C»N(R 8)(C}Q)n; mand n are O; RL and R2

are independently selected fromthe group consisting

of hydrogen and al koxy; R3, R4, R7, and R8 are

hydrogen; and Rc and Rd are selected fromthe group

consi sting of hydrogen and al kyl .

ofg hydrogen;
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I n anot her enbodi nent, the present invention provides
a conpound of fornmula (1) wherein Ais phenyl; Xis O

wR20008502R6; R6 is 1, 3-benzodioxolyl; L is PCT/EP2008/064076

(CH2) M\(R7) C(O N(R 8) (CH2) n; mandnareo Rl and R2
are independently sel ected friom the group consi sting

of hygy HR81er dRboaInkX the Fé@emnvéﬂ‘ﬁon Biowo%g% 3B pdURd of formula

pX\%QregleAlls r{éngtnﬁ%‘éf RE® Etcy]ngQ IFU‘ﬁ IE/ WHbstltuted ith
Pge tglncg'n eeﬂ n? ge de t[%sqjgcq% orgg lpuHézan:?l?]lng of

e %kC(XV) a|kQ>?¥aH$M|oﬂ|K@¥yCéFP@6M|r Akt alkylearbem.e@nioxy, cyano, halo,
hatoalkoxyo halpalisyli kiekoxy, bydrpoyatiy], oNRERSy (NRR Yalkyl, whe omb:r. i8
(GHPIMRYIC(OMN(RS)(SH_)R%ndsm LIR&R°, RB R sR%l, R3; RE R oghi R4 las de-
fidd iRMGHhYa gpbstitutedw th one, or three

subst téh%ﬂ%? Fw@gﬂ%ﬁi’%ﬂé }) esgﬁtll eitnﬁgn f Q/l%ﬁtls & oHRURd of formula

Q | St ;@%Ocﬁw |§(§|, R® 18 éaisif@fﬁ i y réin the cycloalkyl is se-
@p&ﬂdg[q%;w; grgtpryq:ca]sksyng obqw: q@;@yl cggg{p@ej}tx} We@hexyl wherein the
cyabdadied isydptiotnedly s bstalited Mikibone, thal oathked subatitses mdiependently
bsbaePayel thé g@fu@td@nsubmtge@foqmwmbm blkohy’éﬂfyﬂ))é}'koxycarbonyl alkyl,
IKAEEDY k3%%0 }Va‘no hABGRbaneRg, HINHEH) HK)Y(&/ hydrd:§alkyl, -

N B (Qg@#‘)@ ﬁg B INRE ) %?rﬁga% R" and
Bnafedeiier@ﬁ%@lyé&lﬁc o e ee%reHre C?reﬁ/%'ﬁe.oéhy PaRN- alkoxy
alsepiiedy.crikyi, cnalmhmdren) (NRER a3 ko, (NR R8syl anX i s S;
RIRIRS)chReNyIRKend; R 8rdeharedndepehgéntlyseieateal from the group consist-
ﬁn@bﬁhydndg@rﬁj a\ruyt RIKSRE antdk?alk@{y h&1b &eal SaNRsdy| dndeiidPoxy; R” and R®

ﬁ”fi InFRP §t(et|ﬁ ; EQ’r\tFyrk%ll Eé&*%rﬁﬂ{ésirﬁﬁb Bﬁ tlng of hy-
Y

i%?%ﬁ? s%x an B 90 R pii easedenty SR fom ngrglp bonsisting
Myl c ycl oal kyl , hal o, hal oal koxy
haI oalnkqnothem eg‘é)@dmjarﬁ,eth@pmynu |Wer@o@g@wdes a compound of formula
h)é‘tvﬁdélemymlsym@hklyb( is Oy B ®OR°; Ry droyeipalkidydhersin tieocycloalkyl is
tyI iﬂ@‘ (é CRRAR 3 (YN ngdﬁ)n(%)jrﬂ\lﬁrgm Rl eh&dNRRare independ-

Nty o7
ggyge& TRt EoB St i et R géﬁdj&mﬁ R, and
"R4, R7, and R8 are hydrogen; and Rc and

are s I%@Ef@d efmbgeimend t (?ﬁe'&tdn‘éqn§9” H@VWSWM th@rmu'a
d) Wherein AisarenileX iefbBtisiRit R® islegclpaled eptionatly enlbstisred with
phie)\tive.as tl@reé@ﬂbﬂlﬂﬁ&i‘nts)fndémnmhﬂy {digctedromitine droup conS|st|ng of

QIR@W'aIkc& '§k(§é alRy| bFRo rbo , élﬁyllalﬁylg’ﬁrﬁér%ﬁﬁ'dém @yaho halo,
Eg_r‘g | BE‘?Z P NN FEER’aj’a x@r]_ is
TR k40 dam Byt % W and 3 arg g de-

en In another enbodlnent the pr esent

i nventni amtrmrembctdsnemt dberp@sant infention ntdeeé la)compauad of Krmula
(IpwhERin ArchNyIRK is B2R® BIR RS is R%Ioém)d \Am%rélﬂi theascloalkyl is se-
Aefdankeh ih2 JratdebrRistihg of éﬁlo@ﬂ@lﬁ rE:%Io A& ciohERB, wherein the
g\x]c‘:f‘osa% is /Q%‘ﬁSE‘eEnH%{]b@ tﬁ%(o %ﬁ Wép bs ng ﬂwdcependently
ge

QCtB%F{QES‘o‘}‘%Qg%Wl °8E§H'Wﬁ”3‘?”¥'u8 E”fyr Qély% r?”i%écarbony' alkyl,
aifg carbpny HieskoxyuaaNPt hadpthal Galtgep.diairatie. wyéenlxediyelepwlbyh
NRERY (RITR petky, sinsitoxnpl & (Chl. &1 C(QINKRRIGH A kroancah lisel Q; R' and
RP ki @asdnanitly, setddted froralttkeygroap b@rwétmg@w KYdroger, ¥lkoxy,

blﬂb aJIWI Aoy h dr%i’qy | iébe)Q Ff Pand

ﬁ%t f%@r X n ||ah‘< r@UR het eer&: ﬁda? s% r’r?%e group consist-
A Bx 89% hiafkogy: alliges Xya ydl[°>$ysR7 and R’

EHRrgeR7 R Ry areswquqzyientlym&ctﬂd from F’ltﬁ grpzdp ceusistipg of hy-

R3 R4, R7, R8, and RO are as defined in formula (I).

I n anot her enbodi nent, the present invention provides

a conpound of formula (1) wherein Ais phenyl; Xis

NR9; R5 is LR6; R6 is 1, 3-benzodi oxolyl optionally

substi tuted with one, two, or three substituents

i ndependently selected fromthe group con sisting of

al kenyl , al koxy, al koxyal kyl, al koxycarbonyl, al kyl,
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second heterocyclyl group, heterocyclylal kyl, hydroxy,
hydr oxyal kyl , nitro, -NRcRd, and (NRcRd)al kyl; L is

w@ Sd2psipR7) CCO N(R 8) (CH2)n; mand n are 0; RACHEE20PR064076

are inde pendently selected fromthe group consisting
of hydrogen and al koxy; R3, F*# R7, and R8 are
?&@Eﬁgﬁ@ alki® ah@ RS Qh&R“ arb |BH@dBnHBl$tlﬂe”éPéb@eoC@6}ﬁ i QT;IBGp @bnsisting

and Rc and Rd ‘are selected from

con |st1 dr ogen nd a In ano

embod!” Mgm%éﬁé p Eﬂif“éﬁ? B silies 2 comsmppuAGormula

6?%%’?%& F{hepy érei R AL B 'ér‘f'w‘oa'W|V‘§‘em9theFEE/Ci0§|kyl IS

LRBIPeRY ;s iLsis 1C82) R/ SHOINR°WICH:); insanl OHEE ONRRANCRORN iRdepend-

&)t()Gd?édtbd fforatt groap okisting oANgrBgernamd alkeiependRAR'YR’, and
on1the group consisting of hydrogen and

al kox%ﬁe&%‘\ &%en@qgeﬁésgﬁtqn\%ﬂoﬁ) 3§naldcoﬁgpohad of formula

}e‘&eﬁ(’: Erfggﬂ ﬁé%&jp%é ?Eib tSF?IG iﬂ%{ ptm,@ﬂy §Lg}§t|tuted with

BW‘QJ\FW@JF.@ t@'e@éhﬁﬂ&wt%mdﬁmwﬁn%y %qlgct%@@@the group consisting of
plemy glkoxyi alk@yalRgl, alkoxyeérboRgl, alkylcglkylcabéyl, aaptaxgnalahy, halo,
Ralbalkb heidamylt Ky ey, hydBxyaikyl, LRRET, NFFR jalkyE ah8 oxo; L is
o S S g o
?fkny?ﬁ anD%H)?OdS car boxy n

o, hal o, hal oal kox

hal oal kemotheﬁ Sr/n qtrgm Z‘e%glptﬁg\(entlowwajes a con}/pound of formula
(I}\Rbﬁgm mhenﬁlna iHNB R®ip is cycloalkyl wherein the cycloalkyl is
¢€leizp oM 7th €6 OUN(dBBS i THdfrey clabutyinpydopeRty), aRd cy@ihexiR2 wherein
1R3. cyBbalkiiis o@tﬂﬁmaﬁ@s@fsﬂtu@eﬁj Wien brd) @b, idn tires BUbstitddnls inlidbend-
BRRF MRt ‘tﬁ@f ? g%?ﬁkeh VéhEH O{ﬂk ygmyp's& &ycarbonyl,

gég %Hygéﬁz%g Gall O&Vt &@&H&a oHytrﬁ oa‘l: hygro%yflhydroxyalkyl
&n@&e REBWR WRs G CorbimSaR, o OUM(REYE st n ars 0; R
8yt Rd p@nnyﬂependﬁotly@etecéﬂﬁefm tha/\@reu@pensasileg o bydragey IaIKosy
alpbxyan@ky yalksl hatd, hudrely, WNRFRGalllkoxyt (MR2ROYalkyh e
cblﬂtﬁ)'ﬁylélkbﬂ EREAGIERT b |§(ﬁioéﬁ&@rﬂl fs%%etdh‘ﬁ)ngﬂ%ug?oup consist-
@l%‘f‘n (?:rjgg%n %f y “ﬁ[; a'lkoz?( Q%ap@owyﬂd& and hydrox R’ and R®
“yd roB koS oty @yoﬂ?%g%" FIGATKT R and
NR@F?d”d?WQQ d f591m tr&(g_{ou;gcogslstmg of hydrogen and aIkyI and R
ey me(uﬁzde)memo)am el the grdp Aorsising of Ridragen &l alkyl.
ar e i mdgpaiwl enfdoyinsslt,abé pebskhtanvdniion gravities Gaesippuh® gf formula
E Wﬁar@fn%%rbheﬁ IkR)fé/NRal F@QQ(ZRB K%Y ¢ (%ahWI whB&irPthe cycloalkyl is

BP ?ﬁ R' and Rt re independ-
Y gﬁﬂ# ften%rogp ﬁeﬁf %@ﬂéﬁfé Y PR e ﬂ%&&a R ang R are
Bydeggen; anﬂ&’xys selgatefy wﬁ@&grouagpwstrm@maw{@gyn anhalkyl.
hydr obwygnoRer miboRiBnesnt,éhé prirsefanyeniian ardideb asgogpound of formula
(Indegemide it dhenglekes DER® fsrlRfy RPR Hatero gy cb0 Bptichainguistituted with
Bb(éj ft\QSQﬂ tired sﬁb&ﬁuent@ﬂge&d@ﬂ @e&é@frbMQﬁ@S%@S%Bhé/ isting of

af ox§/ aﬁylgr SRSy yl rllgali% Icg'rg rqﬂ%%rb 0% ano, halo,

B@Iegﬁ i? I%é w@(yogglreyy??hy}i gj € Ik I a%g)xcr)YLls

kﬁi’éﬂ%W(R ),@(DéN(B N RB2)handrs; n. k. Rs F?cyB RyIR7mm§5r R} #re as de-

filesd ioyarhodd &)yl i s cyclopentyl; L is

( CH2) ST PNRIN, G prsse it isshtion Bravidds aRbraddndRat formula
H FeRRKHR ﬂ%ll Xi i@l R@qu_q?sf RO ﬁe@o%cﬂ#@h&%ﬂ?t‘héth'efégocyclyl is

ﬁ?} %% pe

*fﬁ%qﬁ%gforv&%nﬁ'sti% GRSt Hondlin Brdaf sy
WfAeindhe 'F%tP'iﬂﬁV%{y (3 PriRalesbsitufed with one, two, or
]‘fﬁlﬁ@mwbstllﬂeh§ i epﬁsdwlyl_sa@ctemrqnstf@;&fpmcwlstloopf dlenyl,yalkoxy,
substituted with one, two, or three substituents
i ndependently selected fromthe group consisting of
al kenyl , al koxy, al koxyal kyl, al koxycarbonyl, al kyl,
al kyl car bonyl, carboxy, cyano, hal o, hal oal koxy,
hal oal kyl , hydroxy, hydroxyal kyl, -NRcRd,
(NRcRd) al kyl , and oxo; L is
(CH2) M(R7) C(O N(R8) (CH2)n; and m n, Rc, Rd, Rl, R2,
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I n anot her enbodi nent, the present invention provides
a conpound of fornmula (1) wherein Ais phenyl; Xis S

wR20008502R6; R6 i s cycl oal kyl wherein the cycl ordRyP2008064076

se lected fromthe group consisting of cyclobutyl,
cycl opentyl, and cycl ohexyl, Wherein the cycloalkyl IS

SIRbXy2NG, |a}ko§}l‘3é$t§dntyl”aﬁk§l Wk&lﬁar‘%ﬁyl éé’t‘@@xyofz dnld! 880, haloalkoxy,

ﬁéﬁBélk'lt M%% hﬂfg%% ?nltxl‘-‘&hds Eﬁ( o 5161_ igroup

Kok
ESEAY r% il r%gr%oﬁ ergy iRsapndgyly s lected
Hanndhe HE’%W@&PR%& V@@gﬂ@ualkquoﬁlma'kﬁwﬁﬂfy hpliyhydroxy,
NIF&%)aII(oNRc(N&fB alyyl arcth(N )caltbonglalkenyl R®and R* are independently
6T Ao th £ IUN(IBBSi6 Kidofiy didgan calkyl adlix); alktixyarexyRRalo,
ﬁél@alk&aﬁlﬁ@ﬂﬁd}&w I'\S%hﬁﬁg%‘#eﬁ &%éHWQa%BQW a?é)ﬂ%ﬁério‘éﬁtly se-

Ia% & Péf;gi ’tlng aI I NALR are independ-
k
C EYR @P si @“fﬂ ¥pendent | y
sel ectneaﬁom%ﬁmbﬁémg%d @@ﬁgntsinvqnﬁgn Brovidips cgetpound of formula

d) Wiyereinad lsphenylaKkoQy BP lsd&; Rhisl heterbaichhivkerein thameterocyclyl is
myshyex s (EH,) AR’ RO @RILHL N0R Bihd Raara DdRRan@R&are independently
E&Q&Q&ﬂ%ﬂhé }jrc%'c%ﬁ%u@ éf 6f¢1%$o§@n %&’%\Roﬁfgx%ﬁs' RY Rf and R® are

% rogen and Rc"and Rd are in ependently

ed from t he r oup consi stl n hydr ogen and
al kyl 'n qnothe E? H@@?” “E‘Y?é‘ SiArfipamoupg of formula
ﬁm%’erew i m@nwomsok SRR SS (e erwvékyéowomhlyssubstltuted with

pitesrtyd,; orXhries sBbstiRtenitsint&endebtly selegted Damktlyé groluproensisting of
talk@ ,yeqmgl Hidx taw(ylcmbgmamoywl, alkyll 8lk{1641Bd (dﬁ?ﬁ&&@%& halo,

halSuR h%rﬁ;g @al@ﬂ N da l\ﬂ?dRr" ey 605! Vis
g)é% 9@6?@49{0 fﬁﬁ’g enr},galggareasde

B'Fﬁﬁ'ﬁé?m’é&'ﬁﬂ)dl ment, the present | nventl on prow des a

conpolmraiwomerEmb@dlnaem,ltwe nieseet inventips prsivisies la; coxpogndirRBformula
RowherelnR® s gR@ni/ls Xdy 8] RaiskyR®; Rpisiheteaddyylyswharkintthé @dterocyclyl is
¥hbHte®RBm thé\@rotgéohggﬁ% SHAFE iSoUSA, |S&ﬂ|@9&ﬂd6%§zbb§/| pyridinyl,

pas) ftﬁlgﬁ?l rSh AH&8 &/a I|§] pt%fn Ytute .hP&‘ﬁ’e two, or
gﬁ?&og‘ i 9%@6%&%&5%&% ir%?@% %%5%%”%?'6% . alkoxy,
!alla Kycartmyha'ky MR@ QPYJ ¢arb<awdcs®a@ hq;olrsaloalkoxy
hﬂeal)(yma}m()x% ky dxieFRyatky(; EIHBij (Nﬂh& yalkyh angoxoiidis R1, R2,
RH) YR RIO)RR®)(@HE),;FE add @ ars OFRT ameR” are if depenbientlylselected
’ermQH‘é’bnﬁb c%ﬁ@g’tmgrlﬁ'ﬂ&dro be aWo?@ SAlkoxyAKERL, LRI, REIBY RSy,
&ﬁ%ﬂgﬂl &14 l\)Ra %Eﬁoﬂ Ak p@e (JR“ e ifdependently

8?}8¢t8% R}‘l th?gr%’l Cé’E;f'é%P 'E%Fé” i 3{? 6‘%3? %‘Wﬂ'&o’% halo,
Bslealkexr: gnd ht‘if@m&r@ﬂQIR agmbyE9esnoRerpf | R” wFeindependgatly se-
egtelddaink thle greuppganistiag biyhysindigsni dnatadid/|; ViR Gme R’tane jndepend-
bhiyese|sotdabrorh tegrdup Beleting ok AYdrggeehmralrg. from t he

gr OUpInCéP%%!e?'éh{E)%dmen@ltK@ MsentBhVei¥n pRIvViRS Yaddound of formula

ﬁgﬁﬁ’é%& nyl: - §I R5 lﬁi\’gj ﬁ"'ﬁr %H%J)Cyc F’é)l)é% tPﬁ%?@(POCyCIyI is
ro

tﬁkit‘-@chsa& (ﬁlﬂﬁﬁé G (%a d“ aEd N &gé 7g@s§§%ﬁqdently

ggl(z@g@)‘rgm the gmy,lpn:oaslgtlr[g oquyd@ggn Rpd glkexy:; @@ z;nd R® are

Bylregéred from the group consisting of hydrogen,

al koxp, ar@ltH*’e@)éMﬂioUm@ht thé isentdledtion pEBVRIEE a2 compound of formula

}Jﬁﬁéi@ § %‘Reaﬁpj}’ %dﬁé/LRG ?qs heterocycl I optlonall substltuted with
wa Q Eﬁ?rbon quéuent%/ln e enﬁj n eﬁcq cffr mél‘fég roup ¢ { ting of
?dFSr%% 8% SRl rlectd aé’HgPl

a| R Ak ke as'x9 OWéﬁ@O”MaPB‘AI%B 9ar A GRAYxGYano, halo,
Raloadh@kyRBalaaléylhw@g/ehydrp&/al@l SHRER ANRR st laad @K@d—pis
consi sting of hydrogen and alkyl; Ra and Rb are

i ndependently selected fromthe group consisting of
hydrogen and al kyl ; and Rc and Rd are independently

sel ected fromthe group consisting of hydrogen and

al kyl . In another enbodi nent, the present invention
provides a conpound of formula (1) wherein Ais

phenyl X |s NR9 R5 |s LR6 R6 |s cycloalkyl mhereln

ORI PN\ 7 ~\ RN
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ently selected fromthe group consisting of hydrogen
and al koxy; R3, R4, R7, and R8 are hydrogen; and R9 is

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

al kyl. I'n another enbodi ment, the present invention
provi des a conpound of forrrul%ﬁ(l) wherein Ais

Rf]-@i?,)ﬁ‘ll(W)&(Oﬁ\l (BB, SankfR; n,IR6, RS R1eREFOCREIRY| R®, and R are as

8 r]Iegn stltuted vvlth one, two, or three

btue engem %set .ect d fro the R
conS| @ng GPIeSRY, NN 85‘( ggva?ﬁaco pouhd of formula
d) WBQF?E‘a‘?‘ WY' Blik R %I'R&Reﬁ %h?t]erocdgylmemé%h@terocyclyl

Isadletscteiatara Heogrpup beisistihg pf furfiyism@xzylyl, Fpthianolyaldxgkqlyl, pyridinyl,
thidRoR ,and NRemd,) v deyih th@ﬂ&e@é@clylhs bﬂl&@&édﬂ%tﬁ@d@@l@ HMRtwo, or
i ERDRiucARdndB eﬂdelﬁ? sefdiedRlom C(ﬁ@istlﬁﬁ of AREHRBilkoxy,
hgxﬁﬁ(gp% lJ[ ch%rﬁ&tyl k'&}?”a@ I(:él)oonllncaqgé)){yu C?n%nﬁé} 'H.g? Ikoxy
or

7 Weyéﬁ?%ymo?é@wm W end o e i

BB (PINEEER) 1 Red ﬁétr %poBy@ﬂWR pre '@@Q@@ﬂ@rdlwsﬁtﬂﬁed
from tige groppconsiststg af gydiogémirajtoxy alexaalsbyy, alkyl, halo, hydroxy,
(NRARN DR, Y(NR"‘R%QIKg' yhd (NRPRP@hithylalkbhyazrRl atld RBae independently
EQE&Q&'hom"Vﬂ@b%u §sw<§frh98%%lewalky$ YOQI?&J ¥lkoxy, halo,

ﬁ% %Ik%} éﬁ? PV\('J é)@f aha%r%ﬁ)(qqr gene‘?ag‘?s seﬂ;}ct%éj f ?m§he group con-
%hyd@gﬁa)@y é‘lkl)(b APt area||ng SPWO ctegjr@rp|the group
a@ﬂq&tlaapbbmogerbmw rand Rzare indeap rwmylected from the
belup @bksistinghof dydrogen bydlakylyal kyl , - NRcRd,
( NRC Rﬁﬁéﬁo‘ﬂ%@r enodintre; thé—pie%elﬁtcﬁhi?énﬁﬁlﬁ BF&/QB@)aN(th ound of formula
srBh%ﬂ ; Ri@RR-GRe |5311_R5"'"F€‘5 |5ael@ c?c BASY heterocyclyl
ect e (

|
&: Ea%&l‘{g I)r[:tg]l % %'\5 '%ha'R? are independ-

q WRUREYRSIHKPO. of ayfgogen and alkoxy R% R*, R’, and R® are
{yaRaGRE); @ad H?orlg/ss@w@dwgvom tmgr@nd cpasisting df hdpeeniand agyl.
sel ecineghottred enitodingsnd,upe p@sshtshvamtjom bravides ageiarmadduyital com-
iR sonMrisMgYREd0ind Qﬁf&muﬁﬂl)oéﬂ $%%pe§f&ll9)ﬁ6é&9@ole salt
mBFn% W\%ﬁrﬁ’g%bra t@{:‘l %pendent ly se

e

ecte I ou onsl sg,I'.n

al kyl I afieles @ﬁﬁ'ﬂﬁ@?éﬁ%pfeﬁagt ﬂ%ﬁ%?@%&%@%ﬁ&dforrafm'b'tmg
proieiy kigase cnaitiept 'ﬁgemnﬂyarn@g AT g tegiakyent cOMPEPIBE REMinister-
mgio thenmatient a theranegtieally acerpsanie emopnicfiadesrmuod ppioemda (1), or
efthdrapauticaly(dcteptisiesan tidrés. phenyl; X is O R5 is LR6;

R6 i sinhgiotie? eWfbodimeMianél Fésteul?ﬁn%th@ﬁg fXfde¥la r+1§thod for treating

I
ﬁﬂf %atnwf?'gﬁ o ol a0 it
RAtEEh e EPe Al AErRD Eeamﬁkswf 2 GhmeRund pfortpud (St
Rerapealicnld Peerable AalhiNGtastr enbodi ment, the present
i nventn ayothar ewibddisnent,doerpesact iofention pwlvwle(s la)comiroued nf farmula
(15 weediy Ljis EHLG(CINRRNISK, IFRER?,IRB, R‘S HﬁeR@rsm/RP)dre as defined in
%U%Qﬁj |y substituted with one, or thr ee

substy a“n%‘EHe% nﬁ%ﬁﬂ%‘%’qﬂé biesSEY i r"? dg;p%g; % O%D%Hﬁd of formula

B&@s’ef’é RSV R and B are as

fefingd 'm}fﬂ”@éllak(ﬂ)(y hal oal kyl , hydr oxy, hydr oxyal kyl,
- NRc Ruh, anohfec Raibabiknydnt, tbmdretsgn)t intentien p(dﬂm)em(dan)p@gm)l Nif fermula
8)) WhigRaim X i@ NER° N isTGH RGO )N, afd R' R, RRR?, R4, RRR/, ahdl RRGre as
fhe@Sn Bfmilangd in formula (1). In another embodi ment,
the p esem in 8Htlon rovides a ouryééof formul a

1) er&m C psssent |g/en g rov pognd of formula
ﬁe%&e&‘f%ﬂ@N%&Se@#ﬁd@“%eﬁer%eﬁcl Rt and RS areduydzepeny Bnis se-
telsteddronu ihecasoun eansisgn@df iygrgden ar@@t@z(ﬂ and R" are as defined in
i sot hi azol yl, oxazolyl, pyridinyl, thlazolyl and
t hi enyl, wherein the heterocyclyl IS optionally
substituted with one, two, or three substituents
i ndependently selected fromthe group consisting of
al kenyl , al koxy, al koxyal kyl, al koxycarbonyl, alkyl,
al kyl car bonyl, carboxy, cyano, hal o, hal oal koxy,
hal oal kyl , hydr oxy, hydroxyalkyl - NRcRd,

ORI PN\ 7 ~\ RN 1/ T~
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fromthe group consisting of hydrogen, al koxy,
al koxyal koxy, al kyl, hal o, hydroxy, (NRaRb)al koxy,

w@ diRaRbpad kyl , and (NRaRb) car bonyl al kenyl ; R3 BOTERD08/064076

are i ndependent ly selected fromthe group consisting
of hydrogen, alkyl, alkoxy, al’koxyal koxy, hal o,
n)aflngalh xy and hydroxy R7 and R8 are hydrogen; Ra

and irrlrﬁje%?tthé( %ea e‘?ﬁ%rﬁ otegea WBnd of formula
ﬁﬁeféﬁi%gﬂ% e@%?zo j&r 3%52%&] ﬁs?g?;hg)g;%ﬁ RYis se-

@@hthﬁrﬁﬂow T@ﬂS'St'P% OBWW RN d%n?”d Rndngaresdantly se-
Iemedrftqnmﬂnepgmum cwsisting ohipainegenoflkbxy, mlikoayqarhonyh etkegl, narBoxy,
by‘e‘ari@hﬁaw,lhaldélkcs(ysaaléﬁkyl ShydR&y, B@Irdxyalkel RErOCINRRE, and aryloxy

S{(@M? Ad R‘SaﬂohR‘eéPlélmde'pehéently selected from the
0; "Rl and R2
Se

g?:% n: mand n are
elg] en

ﬁ,m E&gmq&ggn&p éﬁcons' S“d%fformula
H&)W‘Ggféfm ig NRariotsr@#z |ﬁ9rﬁ RLHE' preSeate hmetm Bhis se-

jectedifoes the grounpoansetiod of loydnegesn a(rid)allv;heR '®and R isdependently se-
Rlagayftom el FolfRonsBling 5t hydesgeRPalksl, Rgb SdrRINEId My,
opt i ofﬁaAr,oYhe?'*é% Hﬁﬁgn?qh Fet%eﬁtnﬁventtllﬁﬁ’PrdeeEIarc%‘?npound of formula
@Q%te'rtn%‘ﬁ AR 2)neCt ke B PR Rs RO

1 &'RO%ya

ﬁlag@ﬁ red 'Hlf u1a @\'I)k I car bonyl , car boxy cyano,

haI o Nreql OHaﬂrlembpdlmmﬂ dhe Rgﬂsenw;rmn@wpr%d@s@@mnoynd of for-
NGy her IROREINRK i LRI R3XRE, Y, R% REHBhar N Rt G @i in for-
Al Yn; and m n, Rc, Rd, Rl, R2, R3, R4, R7, RS,
and a?f'?ne"i‘% Bhined thi‘gie%éﬁﬁb@en%% rdvgjegré% ound of formula

d| me n N S a ound,s 7
ﬁEb 8%?%@6 %ﬁé?@e) ?é&é}ﬁgﬁgﬁ OB, Rl § R R
REY R6» pad Retade ge Jefinad ipfrriian(yhe heterocyclyl is
seI ectneanotheammbloém@n@dbe pessntgnyangom pravigesla,compound of formula
(Ils)mze)dm Xlis NiRSdt isi(GEQ).N(R"YOCHNORYIGH iy m aHdnyhre 0; R” and R® are
@éﬁ% )Fjg is Sdsktédnireémdthe g rE%@hQsttn@%f%%ﬁiéﬁ% IR, ali§icarbonyl,
b e 2 3 4 10
% %tug& %W;hg&r‘&gﬂkgb (RlegFét egﬂfaﬁHR g R2 R, R4 R
|selr?ﬁ' 8?” 'R ?{W Vkoxy, al koxyal k
al kox F” odj m&pt. th%p re%taawﬁw pr%f&ﬁ@wmn@yaﬁeﬂormu'a
Halv\mermraP(oaNIRS»dyls (aaib)aumkyq: (O)NYRDEHp)n: yaidox el kYR’ and R® are
hdRed%h; RCNReREdgInk shd RARF, BXR*, R'% and Q%rﬁﬁéﬁ@ﬁlﬁcﬂ%lﬂﬁrﬁhula
(CH2)n; mand n are 0; R1 and R2 are independently

8
sel ected fﬂ{( En%rn?qpt—fé eﬂ@oﬁ’ v}’o‘ag%gc%'ﬂnpound of formula

romthe’ group

?Lﬁﬂ%ﬂé'%%&% (C|'Ii]2 “M°and n are 0; R and R® are

&H%W%ﬁ”k@ﬁ‘ifpf OEaEidISR&Iesteé fotscrietgngangisting of
lamregetreahd‘ madorandhhegutiverps selasted fromgthe grdwpdioosgietng afl Hyyioxy, hy-
aldkpaiiiyl, SHoKIR7RNKlyly andRE, R, REIRIaRRox1yd RERgle By defnad;in formula

and R8 are hydr ogen; R9 is selected fromthe group
consi @fﬂé e f‘?gh?n%sgk Xventl gjre]zg S(‘t%ﬂﬁ)oung of formula
3G e IR A, el S = are
)edr@@tre(ﬁi ﬂ9r vAregrs; gre bR cantsRSisisalgeist fiaprinegseumeansisting of
hydeyden anmd lealo bhe thesstheds selacted frbm the gsmiptconsistny ofdrydroxy, hy-
BioRyaIkle Sardl (NRTROLIRA; 6ife Bmmﬂda?‘(lb}\ymgé@ bAd thel dher is selected
@ %rc%ﬁ ondlihg 2l o§ tﬁ@% %I@%ﬁfa%)(&la)ﬁld hydroxy R'" and

erei teroc
52 j 'ﬂqgﬁ g% Iﬁcté grcg.Hp sﬁtl%@} %fsrydrqgfn
ke ﬁt?q '§ yf@résﬁike/h@ar@%\o y%r&ﬂaé‘?‘s?t halgalkoxy,
baloaiwrmgiéwyahmramedjwy nltmancﬂwR , Raandl Rargrirdependently se-
hydrogen; and R9 is sel ected fron1the group consi sting
of hydrogen and al kyl. In another enbodi nent, the
present invention provides a pharmaceutical com
position conprising a conpound of fornmula (lI), or a
therapeutically acceptable salt thereof, in
conbination with a therapeutically acceptable carrier.
I n anot her enbodi nent, the present invention provides
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ing to the patient a therapeutically acceptabl e anount
of a conpound of fornmula (1), or a therapeutically

wacweps@bl e salt thereof. In another enbodi meneCT/EP®08/064076

present invention provides a nmethod for treating
cancer in a patient in recognt®&ed need of such

feRALTARMNheCPORT ErisREn Gf‘ﬁﬂ)‘r@de@irddal%lﬁw dnRR°RAYI e hdepend-

%:r'?tﬁ; &Jn 'tﬁ’e 6@;28 r?s*?ét% Bgéﬁ r?d ’Wound °f
ho eyt
t her e S BiSerkinvantan quhé@d%ﬁ@ qomP@Hﬂﬁi g
ﬂk)d\(hetﬁé% Xds H&rﬂotﬁr{@H@)anﬁ%ﬁm)H(FG D(GHhBY RGN 2rei @ R, R R R,
@ NRe Tiydrageh; )R iRdeleqad frR®), thiRgrouRzonsidiing ofdmydro@ﬂzn and
Rale; RY adafR'hed indedentshtlyaseldetad frdni tren@ble cortsidiing oMeyitrogen,

5||RSX>P %\ﬁ‘(%%k}ll %%Q?éa‘?@or@ﬁ QA E&QW afox CHyQHJ) halo,

oQI h%l 8JQ%1 n r%sz are in-
F%‘?%EP%“V dgeie iﬁora : 0HD GRRRS |nﬁé>§by3rpﬂ%n ?fi@'éwt
i nventn amtfmr@mb@é&m%t db?rﬁ'i%ﬁ"dt ipfention nmvaie(s a1 9oMigieE Pé phformula
) iveheNRO X it NIRS; LOISZ CHE)NFR JC(QINRIRGHR2m 4781, n &%, 0;R7, R%, R®, R,
R9,anB¥ are apéroGdn; R'ag selasied ebmnpd grdupfeansmtirgy dflhldirogkf and
RABL Rer, n@'ﬁm?ﬂerlﬁ penggrﬁl ’%re%%?é'&itfrdnﬁ‘}f%'ﬁrb c&{s@s\flhg%?hﬁjrogen

%ﬁé&%pﬁﬁ? 0[31 % a{%%xypﬁyan ﬁaléVnéﬁ?a %X alg/ kyI I'ﬁgroxy r;y-
froxialiod ey -NRoRy ?H%a@’ %ﬁvf@éﬂglfﬁw Xpis 8fd Bngnd R
arexpdeperdentlyriglaRiedifron éhengrodie ponisding of bydvogen f(nd 3lkyly n
an ot hieranettzo @ mbediment,Hire preseetnnvenmme ptaviales pravwmpdesd af formula
Hs[WXQé NR@ersU(@H NkR%@)eJI(RIB H.%.; N%d tales0; R', R% R%, R,
%Qg ele dfr@ﬁﬁ h d'%l eco ¥| | rI‘vyd eh Sind

Rfipyid %ansfﬁ? ﬁ&@%@ﬁ %@Lha aUFr Jisisg of hydro-

@?rblﬂi‘yb@ﬁg apq H@‘O%H‘yh dr ogen, aI koxy al koxycar bonyl ,
al kyl In anathsnembodiyans, thnate@enMa\mabrkow;deﬁalQ@mnoyhd of formula

UMW\@YQIH Xhy 8IR8XY Bl (R¥h ) NCRY T (@)N¢RIREIRE,),; anghda yiledX R', R?, R®, RY,
WheRehR H}Jﬁieog%rn}’h@?é)alkﬁ RPheBagdted BBR the grie dBdsidfiry of hydrogen
hﬁ‘dj HQS”IQ@ %gwsg eQH&a%%nEéﬂ&]s%ré%tegirfMtf% g{?éu;ﬂ:] H"sgstuﬂé of hydro-
ﬁ%&@# e e n far¥'8%mnﬁa'k;¥'1saf F&fgo. hao
wpalkmhalea ¥, rpepop e R R iR gare in-
Herkndgeth, saRtedfron thegrtosd Cf)msmhngmé hgdrog@n auhslkgt i ng of
hydr ogesmottied earlbodimenRlthe predemlinventtion epsivde atdoynpdand of formula
gswh%pemqu BreHD) NESCES)INIE)QIH Y A fENaredd: Y R2 R®, R,
A B o e?lahk?’élalk rl‘-'{“%]g Q&[—}d ﬁmq gfcp#) Cohg'i?tln f hydrogen
edi iy sl B Gt ) o
g, Xy RIKOXRIArb e tszy @ABO. Fb@bl hgjoalkgyy. d\@fqalwa hydroxy,
hydréxomaiiyl, ait(o, HYR°R narsharylogy wé ertsirdiherengloxytis ehenageartd R° and R?
hiRVirtdpenbe ftyelatesi fort @GSl coisidting Bihadroddn anthaikg@i n
Xis m%otr%rﬂ@njrbodl%nt% Rentivenan p}%%)jes 2¥hd3lind of formula
@ﬁ? gﬁenﬁj fil lezﬁel_i‘%(éﬁé)ﬁ C RMR? r I% d%ngjrré arg 0. R! R RLRR,
B oa;ﬁpyéir eln) pr Kyl rﬁ ys sele fro% the group conS|sm)g é+ hydrogen
a2 aNIRAR Ceoy ﬂ%@)l@@@yﬁentaﬁelaﬁedﬁrome arRoup FEsistiag of hy-
RogeR&EIkyRMaldRbOd halmallylR1 1 are as defined in formula
(). % ého&re@bh%dmé&gh?mtsenm%nﬁg)@@mtdesravcgntpog&%%f formula
N QP X8s NRITAOKNEHAT NI \oH, &ldh e & d R®are
@) 3
Eﬁdaogéc?és L iﬂs%bl @%f%@g?? R PRt o and R
Bor¥i < rﬁdng Sfe%%‘?ﬂaﬁgl"'k rmulg Wy al kyl car bonyI aryI

het erocycl yl al kyl , hydroxyal kyl , and ( NRaRb) al kyI and
Ra, Rb, Rl, R2, R3, R4, RI10 ,
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and RL 1 are as defined in formula (I1). In another
enbodi ment, the present invention provides a conpound

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

(CH2) M\(R7) C(O) N(R 8) (CH2) n; mand n are 0; R7 and R8
are hydrogen; R9 is hydrogen;1%nd R1l, R2, R3, R4, R10

; andln%oihea%ﬁ]b@&n%ft 'tﬂ@ﬁre‘s@ntﬂ@\yéﬁ%@p(dv|dbs a'd@mﬁﬂ)@h@@f formula

m@;ﬁﬁ? is NRMS_ %@ﬁ@?h(ﬁ(ﬂ(g }ndﬁﬁj RaUYROURE R are
)gﬂ.@ N Jﬁ nl]S ngolge%@ed 81e %erdﬁaalﬁgRs and
r QFGIW'V@!?R?@éﬂ”t'yF@ ercée fwm é*gae@fouw@n%ﬂftmgzpf Rydrogen. poxyalkoxy,

glsyleloale.chafloadimxy handgrydiogxyc B singtR 'h gresseldnyett fogre theagrdup consisting
betyar@ed, dlkexyobikexydafoodgl, akyieearbodcydrd, galelitaloalkoxy, haloalkyl,
RIS FEH/MX}QJ W?thpXNRcmgﬁ@ébﬂlﬁx&?Wher&p%e@}ﬁéﬁb&%Hébféxy and

E‘Qn Q:ted ﬁgﬂﬂt n%%yﬁ‘c&s"i‘s?mg%fr h)?}kfrggérpand alkyl.
| nven , g]bgggﬂecrg %ﬁtat({ilenglgrp H{ﬂvgjegplc)ommgpgpﬁformula

) mdrergim X is NS, L isHE N I(\ﬁ G@Y2cPpgngt n aesh R ignd R° are

aydrogen, IR? isaimeir@gsna pee byt arg:blﬁ is R9diogehpdd tgertheras betefocycly-

BikoaRthndR3, &* FEP efiderl’ breods ddfiRediridimegians). sti ng of

hydr 091%0%\@ ePrfl‘)lthn?’e!?\‘%i tﬁ@ﬁre@%ﬁﬁﬁvénﬁo@ﬁ*o@ﬁe@% OH%H.AH@Sf formula
q

ghl&g%[)c;r? ﬁﬁ'x"g r\_gléscz%‘]t—lz (Q’ﬁ(é((ﬁﬁk’R (Cﬂi% m é’nd n R’ and R® are
YH 896? éi'i‘l@é?%ed‘ PRSHM @h@‘dg'?o'ap‘i‘yé@ﬁg'i‘é ?' per is heterocycly-
laikoxyyR 30Xy aralindgpendeatiy selﬁaﬂedénonbtia? grwqw@hwgf hydrogen,
RkOxyaitdx Rk, dia, haldelexdeant hydrery; ¢t ead Ri'care shiectgu diopm the
gl@ﬂfélc@hélﬂ&ngf hpone &ﬂ%‘kox?'zﬂ@%car@b#ﬂ@l@)l kagkboxy, cyano, halo,
ﬁél Ql?ééfﬁlaﬁgegl)(kl h cﬂ'B%(%)e\Wgy nijt ﬂ; lew’a‘ I*’yénd é:r?rog?}(/’?ﬂ/ynerem the

ﬂig/g)l)(&?{% ]! ?(y %1 cﬁ?@ng dare Nﬁg%ndyeﬂg g&%l tgé¥r8p1 the group consist-
Nt P pyd kylect ed fromthe group consisting of

hydr oljeanothred ealbgimenaite Resamidn\itian eravivge geaethpennd pf formula
g meeteta Xfis BIR’ 1 Lhis (gH@m(mb@m)N(R%)@:rqﬁ hyatrdogere @RI and R® are
AYdr¥den, IR iRRIrb®N, GH@@ﬂRm R? & 615 ARd tHeOtBETis ABterocycly-

%ﬁ%&@ﬁé@ %g% ag gﬁg L% gdr@lsﬁaé %@Bﬁ)holmyl
ppen Ia;q pz’ ) O?P\g %'PB@' hu ?ﬁ“ g"@é‘l Ry it 3.4.4-
i H2ed- @'Pé‘ﬂrﬁ '@a@é?@myhd? @”dlﬁ/cﬂr@) gesrenieniypejectrd from the
aredp Rensistingeof ihidiopem dwreeyglkeel alylelald. fmtaitnay gansthydroxy; R™
end R 'sdre Bgleoted et mgeyi‘oupﬂtdﬂebsyng afl Hyarxaehkatkoxy, alkoxycarbonyl,

gk 10X 3B PeYMHo, habkidiealids: %bfalkﬁfrWd?dﬁwrhydr&)@faWP%tro -NR°RY,

P((?Q ongﬁ{p% elﬁﬁeoﬁ(%g%l¥ N&%@ dnﬁ}%)endently selected
Eé’ﬁé%éwwoéﬂf 5‘& a‘ygﬁogﬁﬁ‘ y'oup coﬁs?gt ing of

hy dr otjernodies egbRyiment.iheiRtssRABN apfiemPrAYises aaemnerad ehformula
(b wéeteinX ip NGV ldisg CH)eDIROQEDINGR®) (Gt drumeand n jrevih &Y @ind R® are
PKydrSgéﬂR@ig id_hydsod<bHan erdX R7Id Q) RIHR8logEeiana theathdrds Beldéted from
E gg(y %%sg@ E?%R)qaﬁgm%ﬁy@?gw gaagrgmﬁggﬂoggﬁadgw R®, R®, R,
r d
i

endently se|ected from
rou 'nc%wmeé@m?g Breninoe BEgSRN '%Yj?&?iproé(l%éﬁfé’ﬁ}%?aﬂ?/P‘bf%rm“'a
gl)w\merel@éﬂrlwﬁw L @;XQH@)WNKF& (ONAR & ox N, ansad al kyi' and R® are

hydiogeny R°lig/lydogenl; kiyé of Rl zhrrch2 isNRdiRgen and ther gtheniy selected from
wlé;r@umcdd@%nag vt RP)&ambﬁﬂ@mynylaﬁd(maF&mko‘igl Rt @nd R* are in-

E g;)( ron‘&Hhéélﬁm erﬂ&'cﬂ’r W%‘Ik%%yéﬂﬁo ! alkyl, halo,
%Io%lggxyoﬁﬁm (A R1° 4 ﬂno r%aeI8(§ ?rp% 3g§iul c%wgs neq(ir;]]fhydro
9@” Sk a”f_OXV%ar ar‘nlﬂd 5t@(xb)‘N R@)alg-p lér'i‘&'qfi"kéﬂ’ deroxy’
bydrpagyallqyg nitiRa -N qﬂgi argiony Wger;grrethhya@rl@g/eﬁ phﬁzpﬁysRa and R’ are
selected fromthe group consi sting of hydrogen and

hal o; and R10 and R1 1 are independently selected from

t he group consisting of hydro gen, alkyl, halo, and
hal oal kyl . I n anot her enbodi nent, the present

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; Rl, R2, R3, R7,
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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, al koxyal kyl, al koxycarbonyl,
al kyl, aryloxy, arylalkyl, ca#boxy, cyano, halo,

lh@le%déﬂﬁ sel8@t@abithe gmogrc@wsn &rhgaeb@bhydlkyl RIkyisRufonyl, aryl-
k |§lﬂ]q)n at‘?dq etg%c Iﬁﬁulg) glegﬁé]ﬂe Fkgfé |ﬁ§%ﬁe%dently

SIS

3‘?48? ﬂi r%ﬂ%%afw ¥ig gadiogen p 3@E<e/f‘on orovi des a
conpolﬁ‘rﬁi‘OHTerﬁmbﬁﬂl”é?nG Itm pWﬁ@'FtéW?nj(on Brovidgs a|_co|n§:)ound of formula
(IMieranlf K73 BRE) INGRBYHEENIR NC (QINERIO(GH 2 @ d Rare RR’ aR8,R® are
Ridrogerd RR& yfdrodend bageni’ &Rl Riisalylivgen BAd tre @teéras t€ldcted from
ferbli D orisBHE oE N RS)CLMIn PhIKBYA LAY Rw%mpolas SHPR are in-
%b%:b t?y Hi& é(ﬂﬁﬁﬂ‘? @%MP s%tﬁ%to?ﬂxé & % IRYR. alkyl, halo,
bislgg Oxycaﬁ%ﬁ SXG R dNd Ral5° SARHBAIRBYS T kiing of hyaro
a%raéisoyy %WV@@(?@M)EI”W' R0y, CyRIReFdlo, Antealkpyy. drelpalkyl, hydroxy,
tyrzojaticyt, Inéroa YR GXyan dsarplogyokgreinathel aRdoxarisl pRencayeR® and R are
lnﬂdg@mdwéélyctwh@mttﬁ@l gfduBEoh&I1Etingy STHPd RGBSR, ityl, Riky®ulfonyl, aryl-
BYRhoaRRr8RGh Ak Vl phlaﬁ'yl NS Ae/is FIRR dér{mﬂatteroé \qﬂ.ﬂf@lsrﬁ Wherein
%Vh%?%\lhgy%lﬁ IquHIe I%Q%gf I%‘? &%%%%@ r? lercne m ﬁlgrgeroup
gonsltﬁmggﬁh Oh‘(%g W R8" are hydrogen; R9 is aI ky
R4 i slns@oéhﬂ'@mbpdmm Hiee gresapt Iemmﬁp@prqvgieéfa aeythoY @ﬁf formula
an avhzedio X i NR*RLIB (GHl),,RIRACHD )N (RH@Hpandeartd ryaed); &taad R® are
ﬁyd? dMKR°H @ﬂfﬁo?‘éﬁnéhébf ROaref R’hM(ﬂﬂy@@)@Bn afd 4 oth&ak 8elected from
@l QsHlsterih I%Q}%Igﬁrhe W%Eero#ﬁ%/ d%ﬁf §§£Beterocycly
n t 1 on |
oY ‘ﬁ‘f? 4 ?z %C@%n@( l)a,ggf
0; R7 ”a%ﬂéi’t WmEntdhe Hresp@t 'F%enH% PE?dQ?S aeERopNRef formula
AR avhRgein X Iw& dg@r(Chlm)dN(FhéC@)Né? ){GHzhamoandamarer8 R'Rad R® are
R)d}ogeram ifydtogane oas otiRT armeR’ is myliogenibad (Hel Jthérmis selected from

r@@d ccﬁ‘l’é’%ﬂﬁig B’E I»oxyahl%/l me@esrééi\}clyl MeditbdyR Ia‘MWMhdjﬁéteﬂ)cycly
8Fe‘éieﬂ Rérﬂ ﬁ‘le T (]};s)_}fs%tlr&g &f hydrogen,
go 8)f oagﬂ y ﬂéy gﬁd noargéelegted rom the
kax

H%IP& @ﬂstmcpfthbs@roe% % HlisprycarRenvdrlkykeaghayy. cyano, halo,
haldaleryd balphitylskydsorye tydroxyalkyh @it SR°RE oared aryiomg woberein the
biytbx9 gephenakk axdaR o R aaé kkeperdtinty sélattealrisexiie geoug consist-
& B¥drog (;RJ-Qn@QIRl IRL 1 are selected fromthe group

consi sti g of nms w&m % mwnve% ﬁ? yo%e%%ﬁq ah&xhormula

oun J
mand n are

ﬁ@a?h%%rz‘m%ﬁ%@rﬁ 5o o R are

BYdrpesty R’ 4 hysseasey onaabR Eidlsmdr@ﬂen ?H@i&}%?‘th‘érri% pgyloxyalkyl
wbbreit thd afyl cmphteingl aptiongllycoibsiitsted vgthdfaldyRd raogéﬁ apgthdependently
QélB()tbd frbf tAaQtdprconsibRt sreytirogbhcalkux§sIRBLy, BIRYE RbloOloalkoxy,

BROMYAIES, . R'THIPRUNG. 8|00k 'FFHJnEthé b}&upvt%ﬁéu@ﬂur{g of Hy8rdBS; alkoxy,

%cg 0] %In’y(ﬁ?ga?é@yl\l&%?o ﬁ]aloe{mo%bl?é?ﬁkﬁ h E@ oxyal-

dro one

ﬁa%d PH @YY H&%W'GW@IRHGHP’%Q& Bdﬁeare inde-
Rand msele@tﬁ@erm the af%lpa@nalémnm@‘myriwgﬁmanﬁla YE11). In

anot hieranetiizo @mbediment,Hie pressetribventioe ptavies prawnp@eed af formula

Egmtmmxoé NRéfLmé|(@H§)LnNIR%@])RIKRfB)@SHIZ§] MREhd d-ates0; R” and R® are
%7'8 éﬂ\l('?@Q an % R) Shd 2 |§r91gd|r6]9@ﬁ %n@thﬁh@rﬂg hERrocyclyl

W relnytﬁﬁ%g{eeao%yﬁ ﬁ%dqgﬁgihg el ‘I)%/nls g ﬁ%oglpyrlﬁlgyl %ndj thienyl;
433 ?F?d'@ %Q?ﬂ‘éﬁ'ﬂti QLR erQ;F);JP ken 6‘9 f hydrogen,

@Iéswaﬁwn@lm hialed h@@@hkoxsalan@%y@rpxb@ Ryla are iselleoted from the
hal oal koxy, and hydroxy; R10 and R1 1 are sel ect ed

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 wherei n the aryloxy is phenoxy

and Rc and Rd are independently selected fromthe

group consi st ing of hydrogen and al kyl. In another
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(I'l') wherein Xis NR9, L is
(CH2) M\(R7) (O N(R8) (CH2)n, mand n are 0, R7 and R3

wae@hydpogen, RO is hydrogen, one of Rl and RBCT/EP2008/064076

hydrogen and the other is heterocyclylalkoxy wher ei n
the heterocyclyl is selected 4fomthe group consisting

8fou bﬁilﬂ‘rigrbf|hydd%b@rﬂdll§ix9¥élko>@¥érbgh ,ydlkyl RiéFth%k/)/éyano halo,

é(lﬁélg&ﬂh{:‘%lal pw dr8 ?yﬁ thFe IWRI" h rejg,the
gfy@ ViR @ﬂa\{' il N a‘?'sﬂs ér8ws e B tonsit.

¢ %Pmr@@@ha”%ﬁlkﬂxyal koxy, alkyl, halo, hal oal koxy,

and hipdmother eRbOdiaraht, e preseet iesngion ewVfdeemQOhmogn@obformula

(0 RBlerdin v(gs MRy dr(caenN((RNE@IN(RBICHYY fedriioniite, 0; & layit ,R® are

RAIBGeY R°GYRRRogdhebRe of Rl 47 KOX Yy d leﬁ’%h&lrﬂe» otﬁ‘é/rqé ﬂéﬁérocycly

Bﬁg[\%é@lnktxé Het%%cryglyl is gﬁ%ﬁgd f@ﬂ% X%a ﬁtiﬁ&)ﬂg ﬁollnyl and
|

BleFaein gk her B e BPgra Y 'wﬁﬁmwﬁ b%futﬁ HEBGIH: nghd R are
idrpendently %mt%fm@ﬁb@@f%@ns'ﬁm qimg@ﬁ@nu welkewy. alkyl,
baloyvh ek axy canplowainakyo R O aelrR arg( $dlgctevhiomitime roup chiRgsting of
hydr§gérCH&bﬂW(aR?>)<%a@é\‘(yR%)KyﬂdabU®xy reyans! haloahgloBlkoXy! haweikyl,
r@f h Dk I%)T' nithy - NﬁCFE"}’QﬁcP? foxy ?ré?rﬁ th%]arﬁeﬂ/ iE%hbRoxy; and

en_an erls

CO s st Iare In eleacreb ek%r%u;i) (gnsostlns ogh)%‘}ggen and alkyl.

NRa aé] %res |n\F§4jt| m@mdeg@&o&@oyn%p@formula
B wihefgime&ds N flotSr@Ha)m(\l(ﬁi))C(Q)N(%r)&Hréar Wear&duawéhtR and&° are
bydregart; R°is/kytrogem; pn@ui ReandRTiemyoogdn ahd ther otiiéras hétejocycly-

}w%l@l mh&duﬁthlzi%terbcy |(s<%gla)mw R?)aﬁ‘é@bkeqaaé@ﬁaémy dBlected
ﬁ‘Q t er pQ:o 89% rhogkﬂg&ﬁ/ealo hh§|o a%a‘?lgﬁgtan hy-

g
O(S(Yn recsgl% eg f{o 157970 W %ﬂ &I F Sqere pxy; alkoxy-
SO ‘R% &r %ﬁ‘% yaﬁgt%‘r{% R@agﬁo ing éﬁﬁgﬁw J‘gdixva'ky' ni-
el —él& BY ahd @mlwyemgaf@n pheaiyoixg is m@noxy lapdR5ged R® are independ-

ahtlyosejettdadixom tred grplip ctradigtinglofihpdrbyerxand alkg. hydr oxy;
R10 apchridihet eﬂ{b@dﬁrﬁin@%@grefsé@tﬂh\téhﬂo@EWRjeQ QAsohfdouRE oPformula

EMWh%r&%glls R q?% (Fﬁic)kﬂ{#g&ij RI'(]E% ctd andPERWR7 and R are

%ajp% | hy rogen, gne o QWF’ )%9 i% T%ﬁjs Pﬁlgched from

g\e)gr@,g@cq@lsﬁﬂ@ﬁwayRalk%y@ kiQPSy e?rnélaf”ﬁ’é and R are as

definedtietbriularill.he group consisting of hydr ogen al kyl ,

al kyl B]Ldrfoﬂﬂ?j|emb@fjWéhltl,|tﬁ@pbdsenthﬂ\bemﬁbnkwcﬁlldeé@mplmpoaﬁd of formula
NBtudeRgy Xliy Neel (f @"(@Hg N('Fi*’ F & dride RS eTthY R are

ﬁﬁﬁ&neqagfsr ﬁ;}q % {1}%0 Rstts hggro:ggz EX@’ h%g(?tﬂera}ggelected from

e B Bhtlkaer ?H@ﬂﬁm AP ARGAE B R ers nckpepdenty
pelpafed @pm)thwgm@@@wrm #yeragph; alkxabor. alkyl, balogaloalkoxy,
andihyRBoxy; & "hyrit BY ene sétected frapdhe genup consisiafg @hydregeR2alkoxy,
BikoXyedimpagnaRidcdrbexyo tyrio, halostedieakee, hdlGamky 1y deix9Uydroxyal-
§t NRIROE R Ié' MARIFOR M &Y KRP 4 h%ﬂgxy and R° and R? are inde-
géle& éffro gc%up coﬁggtl cng H% qﬂg{z%l Fl ected

rome % al kox XY,

al ky nm%z? ge %‘Fﬁ@”tH il 8 TRPYY Qf'fé’rm“'a
@BIV\é@fQé'@IXf'$ B’ tthé (@H@)m (ROGEMRDIE éWO R"and R® are
aydcogsn; Rilikioydyogenb 8hghd Rélawmydr@gaanbeuq/R BfaRY, atdiRY, are as
befrealikyulah@l.oal kyl, hydroxy, hydroxyal kyl, nitro,

NRC% ar%ﬂ%r% ePﬁéen\m é Sffe@ LBVt gﬁ B?@(ll e§ a%ﬂﬂ)‘&lﬁxd ofdrmula

@gﬁvher%m ﬁg)ﬁ YIg%Q th( Y Urnf%ﬁj P54 R” and R® are
y p%qn apqi]g gfequrggeah@m,p R nd R*is hydrogen and
haloalkylsulfonyl and heterocycl yl sul fonyl wherein

t he heterocyclyl is thienyl; and Rc and Rd are

i ndependently selected fromthe group consisting of
hydrogen and al kyl . I n anot her enbodi nent, the present

i nvention provides a conpound of fornmula (Il) wherein
Xis NR9; Lis (CH2)MN(R7)C(ONR 8)(CH2)n; mand n

are 0; R7 and R8 are hydrogen; RO is hydrogen; one of

Rl and R2 is hydrogen and the other is selected from
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I n anot her enbodi nent, the present invention provides
a conpound of forrmula (I1) wherein Xis NR9; L is

w@ @iapsi¥R7) C(O) N(R 8) (CH2)n; mand n are 0; RICEHBE2088064076

are hydrogen; R9 is hydrogen; one of Rl and R2 is
hydrogen and the other is selZted fromthe group

fHRih&tis 88le&@bd BHX R YAIUKYonsi f%%b@d/dkoxy al% halo haloalkoxy
! [ nd R
Qr‘?& ﬁy(d?gﬁéﬁ 'a}{b # d‘%{rld _n r@?é g&?@ﬁq rolglr%béa( IE

COﬂSI Sti

@ (—;:( resgntwwentlH%B@vnﬁglaocgnwg d %f formula
QHGVHWQ! X?NRglilO'Sa( 5‘2)R?t‘( )%@Né;%ﬁ)@ﬁéd”‘fﬁ“@lﬁ aireed; @GE R® are
bydegert; iRids mfdrogeady Bend Rakkeohxydrogenk oxey ok badyR*? is dilyéplgen and
therdiestyis selyes® fromahe grdupl ceasikingyof ai@ikpskdsy| alkylyidie aloalkoxy,
QN@H&H?M)@J kil R Mdd RY ardEaRded A0 tRE YIRMENBSER] &t htyﬁl% en,

Ql'k%f épfbkgkfca%%g )ébkél "é‘é]%ox fﬁgloaﬁ$ Jﬁlf? pﬁé\ S , P(ydroxy hy-

Vi pitrey 5&&&% '@gxé?’%tpheﬁwnﬁn and R’

B'EGdWQI@@dantb’cﬁ?ﬂﬁﬁmH“ﬁ\“ teogrAup aor(alqtmgwﬁby@pgﬁ@@ndsalmg

L i s (hGHdjheNeRbpdh@ni(tke Bleseridnvention ardides aranipouRY of formula

ar)dvhBSenaD(es NYREr 1088 CH,)RR(RSCIDY)N(RYEH,) o Fearf n Be BRI aRd R® are
@S%ﬂhﬁ?ggénhw ShR? ateShyRr Y RaLKY R* Whes ;%'raq%nhsnd R

gra/kn rgfag gﬁrbedoﬁtf%[ﬂﬂ?ﬁ gp{ substituted wth hal

sel ect ed fromthe gro
consi g‘tqr\?ﬁ‘%ﬁ 87%8&%%‘%35@4@1} proyjdes @ comgognd of forgnula
Hambgraimxys NEid- ﬁ @w(R BEE) 2k Brandsepiec; & and R® are
hyarogarh &’ i ImmnogmlnRF shd R§ aof hyuyolyeng B and Rk aryhydrogen; and R"
ah&k RXYyLrakbleBl frofd ﬂh)é'gro&:%cﬁ@?éﬂng Q)gehaélﬁoxy alkoxycarbonyl,
R |°§A B&g/y JH% é B/A Ri¥alkyl %:g/ﬂ%a{/arhy K9l hit3; -NR°R,
ef

|n I he
g Ry e fe s “Y'%ve's B ?9 bR F%%Repﬁ%h“y selected
gPaUbe grnricepsisogt d@esyand akd- al kyl . 1 n anot her
enbodinmanether ehwogdimandribe pregenitinamtipn oravitles agcopthepod atiformula
of) V\fneremb(as NRP)L lst{eHel.N(ROECE NBR)(AH,).sm and n are 0; R” and R® are
SANRRTY K RR8)3E183H2)an hy8rédth; R® 8he® RO ard k@ shdi®'° and

¥9|e81%8f1’ro cg{egx?;gl V\ﬁgﬂalﬁgxyc rbonyl, alkyl,

o%%ﬁa' h%%?(éwehﬁ?g@mew 2l 8t nSNFg ‘. and
B'SY XMI whgrei Hig ariPehiyIPhergiyaaed Raard B predagrned éﬁlijtlyyselected from

tel %@wre@rfsr&bng Dhiwogmgﬁmmr@mlml sting of hydrogen,
al koxyadrothey emoliyhent,iad presbiat ioadnkiox proviiad alpdipdxiyd of formula
E@)Q\/h@%iln Rlafd & %reslﬁlj@ﬁén%@nw QRUOELHEA YR §@08 ic8hdi&tB g hydro-

%92 qll@clxb%lﬁ%{%a? &yzﬁ;l&ﬁr F}g%} ary%x é(léil 25 l?1%1(c¥a\1koxy haloalkyl,
P@é()}? rQwaIKOﬁ(iyt hygrox |§?%\{| dNﬁ]% )alkyl,
Jegrhoayiglendxgnd @%TR a@ﬁﬂylﬁé&yla?@' KrlddpeRdéht Ry R, and
Rgl aetaedeﬁmemntfcbrmugar @yp consi st ing of hydrogen and
al kyl in driﬁ)tr&#ﬂ@hhﬁﬂm%ﬁmﬂé ﬁmtant iV tiph pERes iansoeipouad of for-
RIuR(IdRSer8in GORRPLYNG | Ok R | dndikre el é‘s a%fln%d Nf%rmula ().

L 'SR%% (9 pggn@nw( @;@e\%ntlgﬁ BR)Q/ o%s X formula
Q RSB 6d Onhi 1) ACEIEE w@%r R R

Rie aﬁféRerQi@@éld?fqusmé@Tf‘é’éﬁ @ fromthe group consisting

of nonpdrolthengmbadithgnit.diee prisapt invdméioe provides apiopeoand offormula
(18 mi@tem(aé by L$€U ZDJN{Ré)d:(@oM(RS)@tH» ;m Bad ante BARBIRE, R, R*, R,
H&'RF’Q td%j' BFeQEH% dgﬁ Ié\c‘l?ébsf'riﬁ gr8lip consisting

dro W I Ix ro alloal car(é)ox
@y yaﬁ & ol aly, gy eFod Fg v,
Eﬁéﬁﬁ@r Ip PRy iy rB(P'[&?S(yhy é‘WS% 'ea'FBo Rk nd R
gag RO, in dentWaﬂ cterﬁhfmmrth@gwup h@mswllnwlf hydfygﬁro&r}d alkyl.
hydr oxyal kyl , nitro, -NRcRd, and aryl oxy wherein the

aryl oxy is phenoxy; and Rc and Rd are independently

sel ected fromthe group consisting of hydrogen and

al kyl . I'n anot her enbodi nent, the present invention

provi des a conpound of formula (11) wherein X is NR9;
Lis (CH2)MN(R7)C(ONR 8)(CH2)n; mand n are 0; R7

and R8 are hydrogen; R9 is hydrogen; one of Rl and R2
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fromthe group consisting of hydrogen, al koxyal koxy,
al kyl, hal o, hal oal koxy, and hydroxy; R10 and RL 1 are

wa@eedoeos®dl f rom t he group consi sting of hydr ogePCT/EP2008/064076

al koxy, al koxy carbonyl, alkyl, carboxy, cyano, hal o,
hal oal koxy, hal oal kyl , hydrox%»3 hydroxyal kyl, n i tro,

- NRc R, arfl‘)'ﬂﬂar %H%Uo@?ﬁﬁbn\f\hﬁé BicRehtBvehtigh BroVides apdbﬁ‘mé%lﬁd of formula
gp%@%.ﬁggls oL n ¢2‘5‘ %%S ﬁﬂh‘gécﬁ%' q’ﬁ%ﬁ?nfarré)ﬁ?tlﬁgﬁz R, R, R,
0 BePIRIEroqoRe M 0 dS: 2Rt S 6P L g gonsising
ef hydgegent glk@m ?Ik@mpg;qqylxaikgl KILYOXY, Cyno, halo haloalkoxy, haloalkyl,
YN RDXE( ), MR, SNRTRI2ping anylcxp avherein theCarylBAY ismiie®SXy; and
RP endi R bRgiABepdidentsy deysbtaDfesm tiengroap cRrisisting dRBydrégen and alkyl.
hydr ogeshoas e%%d?ﬁéﬁ?rthé e%@ﬁtqﬁ\’é?ﬂqorﬁ bR de8e ¢Hhfdlind of formula

é%@(ﬁ] qus el L% égf rgg%{hgg f?wé‘gn&‘h@% g igg hR%rocydy-

|3(5ﬁ | gy aelected
&@mﬁa@a@uafwﬂ%ﬁmcﬁhwlmpeweélf%vmlB@nyglkwmlkowca@onyl alkyl, ary-
oRHArMRIKRY $EOO)YINCYRID) hablRaipalkoxgnkialoalkyl ehydroxig7hyaimokyREyl, nitro,

ane- NIWOWRa R5arysiepaatentyelcefedRonahéd drdug Sonsisting of
RYS6Q8€ |the ot her |s sel ected fromthe group

%anlr @t a gqeeéfgmg)g %{ﬁ éﬁt |k\9e)§‘1¥|0n Rro | e&? co’mpRﬁnc?onormula

ydegin 4 m g 79|are H@'ﬁ OIS heterocycly-
Wéhoemm@s@w thsmterﬁgwb/ky mcﬂmoolwu 1RarFé ged B peshydrogen:;
RIamdt R'é agr indgpendesilysidlemedfromyiotr ggep coadistimgyof hydrogen, alkoxy,
Q'kK@éﬁ%h?loﬁﬂdll; caﬂb&w cydhd! REIY Yhal 6aI8X9, hAadIRyl, hydroxy, hydroxyal-
| i KRyre, Baly %?I(B%/ heniA R YryloR %&%\ﬁé& - Io¥ h Raré'nH rF\‘;D are inde-

Wt R lo
RAIeRly sdced i qfile Shbsir efa“yéfogsﬁ‘ AR
gr oup!"cBwEes eMbgd me”ﬁ)}ﬁl‘? Bi‘féﬁ”tdﬂ%P”HP'Ry[OV'qeﬁ a;ma{qqud of formula

BhiwdereimXtis O hds (SHbHR ICIOMMR WEHpr 0w et s ase BoRpis satgcted
trémftm grolup cohsidtinghaef mikory, Xlkys hRO andl halsalkoxy; R% R® R*, R, and R®

FgeR7R@(aQHM1Ra@|ﬁ@’Fe}16entW Rt IR tHE grodp aukidtBg of hy-
arro ef: arbd y%ﬁﬁ%‘?bo@l%ﬁ@g r%ﬁ% g{aﬁ)ahiéq %Ikyl hy-

?rof‘ hYFFPXé{’ﬂ'&’ h'é'Fb Bi r?é‘?ita"y'?w 'b‘?“é'&éﬁ%? AVIRFE it ﬁ"b%‘oxy and R*
9% a@s'”ﬁelf@é‘ﬁ%t riplested éqrﬂlheagrevm YOW'fé'PeuoﬁhwrP%eﬂ\ﬁ@ alkyl.

L is (hGHRihreNeRDpAM@NNitRe Biesamavention aryides arenpouRy of for-
mch (IRBvtegreinhyidrogent, FROR?, RhRURIGemd R agngb d&tinad e formula (I1).
hydr ogefhottP@nbbdifendfe fsbit |H\Y&ﬁ|@l§iﬁfbvﬁfé§ta%nﬂionﬁ8 of formula

f 7 8

gﬁﬁ%‘ﬁﬁx i35k {@f@ﬂﬁ >%§@N<Eyéﬂ%zy 3 TS R R R
re '&%Rdeafrfaﬁédie' In anot her embodi ment

t he plexiieriempedimasy the msa@@n\eﬁn@@ﬂﬁmylsi@s(@fcomouﬂqiafformula

(||)M)hevmrexess Xig (ss|—|s,g|m1(F<[)C.(cg)N(Rg)(CHz)n mandn are 0; R", R R}, R*, R,

aRHRY af(Ia)delen) RCRMKH(FCHZ)aindepemaantly stlestdd frdiA tiangtoB8 consisting

afreyd%@y OGRBx B&Okﬁlmfwém&abrb |, &I, %@ryea Ay PSS boxy,
r%%o@ a‘ril&\ S} a%oJ?IYﬂ ggc%xy r&pgllkgl |‘tero ﬁeta%% R®

I
ns st
(?gl af?df‘ %8? EWC QFQHHC%SOS“& cSPfE%i : 9%{}%“0' alkyl.
seI ectneaﬂom%@mmém@ﬁ%dbe @@ﬁgntsqu@o'@prqud@s@g@mpound of formula
al) kedveygin Xlik Sxly tsaChbImN(REIKQN(R® )@ Hoxyandy are); RaR3,R®, RY, R/,
Bﬂdl R&bkrodeal R& dedlR" Bbéih@é‘péndbwt@lw@b@é&w&m thd §roGp consisting
%enaglﬂo )é'ke%% I‘R by bk, h opll?aﬁ R’tyx’y haloalkyl,

G Y, selhect
{fa EES?{SX%% yﬁn 5% @ IoxY hegsT ea%%\f 'ﬁeopenoxy and
%nﬁB Rnafft indenes E'Pté’ R/‘EﬂttheoWOHPSQ”%%@gé’ B¥tfpethand alkyl.
of formula (11) V\hereln Xis NR9; L is
(CHR2)M(R7) C(ON(R8) (CH2)n; mand n are 0; R7 and R8
are hydrogen; R9 is hydrogen; Rl and R2 are hydrogen;
R3 and R4 are hydrogen; and R10 and R1L 1 are as
defined in formula (I1). In another enbodi nent, the
present invention provides a conpound of fornmula (11)
wherein X is NR9; Lis (CH2)mM(R7)C(ONR8)(CH2)n; m
and n are 0; R7 and R8 are hydrogen; R9 is hydrogen;
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and R1 1 are selected fromthe group consisting of
hydr ogen, al koxy, al koxycarbonyl, al kyl, carboxy,

w@yanos502bal o, hal oal koxy, hal oal kyl, hydroxy, PCT/EP2008/064076

hydroxyal kyl, nitro, -NRcRd, and aryI oxy wherein the
aryl oxy is phenoxy; and Rc ardf Rd ar e I ndependent |y

sel eCFn%oftHéP'é}ﬁdd&n%n@lme S%éhﬁﬁ\bé?ﬁo@brd%déé%%%p%ﬂﬁd of formula

gll)'\%e den# % |§‘§°E 'ike EE(%{(R‘? e,:,? i ﬁRgRS R, R,
7 % A eﬁswﬂ ey SeTetee oo e G con-
R8t'%9r@° W%Hg@@eﬁi yI F@'Q gn H gloglsh; R1 and R2 are

hydr ogpeanotRd eanbddiRtendrtiee atelsylht ln\am\ttlorRma)vme aRbnpoaneé of formula
gBmertee Xfis g td‘(@l—g;,rmﬁ )G(ID)N(R?)((mgz)Qfm bydln agedt, R is heterocycly-
RIKEQYIR?, RE, kacaafn GPre hhbyen; FOALRP RY' aréYr?Hé endbik I?selected

ﬂﬁ[hq%!} 5%{% é:o Q&ﬁ%xd? &é Bgrqr(ﬁ%%% Jl zaalﬁg aH)'on [, alkyl, ary-

e BTG EONh £ R BRSSPV RBsl EYEEORvalky, it
RGN EorksiR] aﬂﬁ B arﬁy@ﬁﬁpgedera &ewct@yllfrom thegiedmegnsisting of

bydrogemantt alkylhe present invention provides a conpound

of f ommatothel embodinesngithe Fresamdn&Atian Brovitde RESHRIBLhY of formula
Sﬁlmﬁ]%ffeﬁﬁjxf gr‘q_ﬁ I-% ‘N(W)@ fN(Rt) C’fm EN&’H %réJG"rR1 is heterocycly-

Ily?g}llvhgﬁek XyY:p(alls ?FR @lny il hydrogen
a|a IQ ep % apg%& |ng of hyd ogen, alkoxy,
eﬁimmpb@nwea Y, ca(rbm:e@mokpalo f(a\kmmycfaa%kwmyldmwwroxyal
kyl.ohir RAIRBIRY, anb anydxg! ihydrein aimlangloxy js fRenoiRo an®KR? aR¢ R” are inde-
BéerentI?BQe&&d froRTr tRe @ﬁot@ﬁfohﬁlgﬁhgl &F Hy@Fogehand klky. | n

anot gﬁmr r@'ﬂ E BFe%éﬁtrlEvén%ﬁEFdé%s%r&Yd f formula
HA Whel 4e'n %foS: e e T e EF? tted
fram4pe otoup cgﬁg%tmgr@@{koxy f?éky M8eARd PAPRKPOR pRoR dfRs and R

areduidpendREfant gy’ rrareanmne)wdamib'mleﬁted fram the snrou;s consisting of hy-
QS e dRY ) AkEydlariB3hyI Gl ncartsoxy, egano, hdRd,, halklkok3, haRdlkyl, hy-
Koxy FdrdsQiky!, ﬁﬂg JR:R ﬂib g adpoxlalhdied thélafyixgid ghdnboky:-and R®

Lﬁ‘d ﬁﬂgﬁ)él}ﬁéep%ﬁ} f?%ee Uﬁ %Y&lﬂ%o?ﬁyd%géﬂ Q?osalkyl
( cH2) eé(a@)bﬂ se% gwgtlﬂn Rfoyi d@S aFepar ceuﬁgal com-
Rasitiqrzcompiiginga w g,oé rﬁulapéhb op A dhamapeutigally acceptable’'salt
theomﬁsndemblnyxtl@rewmadmbram@mﬁallysaogemplemrrmrst| ng of

hydr ogednotiadr ke dingdnik aby pldsght invadnkiox peardee aythethad ko linhibiting

EHFoYénQKMas@Tnya gatenl in rﬁﬁi@&] neby @P&chh?&aﬂneﬂ%@?‘r iKiAY ¥dminister-

a epﬁé%:utl%@ﬂ agéé/ %t}ﬁé{% c{f%d_:o QL nula (1, or
rﬁp ﬁ§|yﬁcpﬁ%ta I Sﬁ@ n and al kyl . I n anot her
enbod‘nr@mherleﬁ'@oﬂmﬁhe Presemti N aRtig BlAVisies ad“%tbﬁ?)&ﬂﬁ'@atmg
odnceomraupatieft inreodgmizeidmeld iofsugh tteatrpent comprising administering to
{HetpatieM(RAk Pl iy 8¢deptibldamburtind artompeuld ofdrmiRd (I1), or a
fRraddbticdny actdifatiid sat diefr ogen; R10 and R1 1 are

I ndependent|y sel ected fromthe group consisting of

Ezggggs Haa(gljnktﬁ%g@éal %X?%ggéx%igﬂowwé& H}gjwvexn/e meanings indi-
patedioxyal kyl , nitro, -NRaRb, and aryl oxy wherein the

aryl oXye tesmdhlkawt,;"/ as asell Reremn bfétb tapstraigtepdmamatied whain group
SEWRQD 8B daftsti dtties @HRHRINGQN S8t bigcibori¥shbeg abuta®dond.

al kyl ypd fénﬂngﬁ(&%f %M' HSRh ; re onéfrﬁﬂ grddﬂ%ﬁﬁkh&ﬁto the par-

grﬁt0|de a_co for L In X1s

MRS s @Z% mand n are 0 Rl
hete &ty gk oxm F@ed elngﬁfergﬁ(aarpglkgnégroup attached to
WWmOlmrmetmthum@nqﬂi’fﬁf@di@xmgmupy sel ected from
the group consisting of hydrogen, al koxy, al koxyal kyl,
al koxycar bonyl, alkyl, a ry loxy, arylalkyl, carboxy,
cyano, hal o, hal oal koxy, hal oal kyl, hydroxy,
hydr oxyal kyl , nitro, and -NRaRb; and Ra and Rb are
i ndependently selected fromthe group consisting of
hydrogen and al kyl . I n anot her enbodi nent, the present
|nvent|on prOV|des a conpound of fornula (II) mhereln

ORI PN\ 7 ~\ R




10

15

20

25

30

35

40

45

wherein the heterocyclyl is norpholinyl; R2, R3, R4,
R7, and R8 are hydrogen; R10 and R1 1 are

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

hydr ogen, al koxy, alkoxycarbgg¥ al kyl , carboxy,
cyano, hal o, hal oal koxy, hal kyl , hydroxy hydr oxyal

kyl rhé el * alINB%aBlm , aéEjus?erd)HéPéﬁM hes ) dh &1k gPaup Rmxtitled with
are i ndependently selected from

e CQ%EBO en.and. al k In a
emoogff U daghs &%@M& PHFER eI g0 e A Ry dSinached
torthe parant 5‘0 qcpyr Wﬁ’@*ﬁémﬁo%hl acarpony! gg)up
( CH2) Ting RYNCaIRYIN(aR B Geim refarsaineh grosw derived RDn g straight or
Beinelsdechdin satutafel oestarsopngiodt tdsix @hrbdh leoriis. Rickatted alkyl
gﬁ‘)'uﬁs oﬁt'ﬂg p'r’e:geﬂt"‘lnbémbbn a2 of 5ie toree RarboR R8RS referred alkyl

%g 1 are i ndependent Iy selected from

al kox %6 le%qbQ&{l a§g¥ %’elncg)%e]ra(%o%mag(yl group attached to
el R?éq?rlé(ﬁﬁ@ec Ingsiet Jhrougtya Q?@QW' g oxyal kyl , nitro,

- NRaRbhe tend "alkylbafonyhihes wsed hensn,aefersotoyan akyp t;mw@ttached to the
padnRaocrRBGaRMoRELhJUYR RaE gyoupe! ected from the

gr OUpTﬁ@feWnS"é N9, 0f s M-SR ERADH & bKMyA rloﬂ a&roilg\%ycllc é>r tricyclic

ﬁ#sngagn%uyst mle er%@ﬁggr mlﬁ (Eﬂ@e Puleggrrlggw wny icyclic
f¥pBd ring Syt ‘F@S preprempliiehpy ﬁ@Be”Wu gruPused tea '}‘O”QCMC“C cycloal-
e BrouPcatdriinad herein, Rempasyelifcyriegkptdrown. s egfinrdshegein, or

amrtptmm@nplfgrélm nTricgcl{d fuyedmirey Biskené are eSpmblifies] by a bicyclic fused

))sﬂ’é\% R@e@(t@)a iR 08y dlicTdyddakeryngroilip, 4 ddfhed Réreif¥3 monocyclic

3 ?{ F %&fmeé‘ﬂgﬁm ot afASth %qulférﬁﬁéj A,@n %’?Dgy*nﬁ‘lude but

LR or
QbR i by o mgdpVE Aol phon
I'Q/d OTI'N{ ﬁyggrp@pfs Qf)the pFﬁsgﬂtdny]erglp@ cgn bm’:)ptlonally
Rﬂostmed with oy, tweyrtbireRgfodr, @ fiyelsWigdivenRindeped dgtitly setacted from
thedgpencesidtiyg sehikatyd chilkoxpmlkdxgalgylpalRoxyoadiosdli akyl odlkylcarbonyl,

BYEES@ety| gﬁ‘bthpéyylall@é%yoéby%hﬂw|aryl(§lyk@é%§ﬁf RPNy, cyddatiyl,-halo,

£I LR Qi[)ié/ lMErocg(ﬁ}dbﬁeigro iéf)ﬁé\%h mlr&xy H Nitro, -
i 70

E %%%Ir%d) i gy %rﬁ'aﬁﬁrr cog i ol 1 &g of the ary-

@l”@iib tee Aiadien, @@détpe AYWyen hatesrFixly pnd fhe r!ﬂ‘i‘%f?ﬁlé}'yl part of the

betbatychelatkyl cahdefudizaptiomallg stibsiitutpd wath des, twvocibngso fmu, or five

gioups naependently ssbetee IferXhe grodp donsisting of alkenyl, alkoxy, alkoxyalkyl,

éﬂﬁzé GR@I@(@MI@@)%@&'& rh ydFBx d%x@éﬁggmtrglamﬁ%(o

(S’gndem | i’g’s é‘&gc?geg E?jy (:“llg-ﬂ"err ouar?QIQ%l pr é”b%tlt%]ted with at

, alkoxycarbonyl alk car boxy
cyan he ey ' amgagggnybxq}s uqeg|r@éenkyeferq1§/amyl group attached to the
gmnbmyLebwyr moieiit theugh NRaRIMnybgrduar yl oxy wherein t he

ar yl oXye tesmphgRoxy," asds&nhéeanh, Riferdne ah At gengentatiyed to the
E%ﬁPhSI‘éculépﬁ‘ibfeﬂﬁthﬂj’u%H%n%yﬁwl{&g of hydrogen and

al kyI The {grrﬁng%‘%&hg"%% Hgl% réf%r%ﬁ? aﬁ%gpérourﬂ)?%g&l\@o the par-

i de
B S‘?ﬁ\lr(“?i?y@r@}’ RASNYEIBIA: mand n are 0; Ri,
R2, he fRam "gryloxyalyy| R@s alsed Ageino srfers tama aRloxyzgrgumRattached to
meqoarerdepxéemimvmg:etyeﬂhreagreah Blkggroue gr oup con si sting
of hyukr®gen, a.aylsl@ybnyl hat asecisteinaledart iy bn alyngrptitgthed to the

Sé@ggmgu%gmarh @ Hta éu”fkﬂﬁﬁgrdﬂﬂ provides a conpound
IR s SIE GRS 00% o m s
heter&‘?tﬂr edﬁ@re'ﬁéfefeff@o Sh4HRS are

hydr o@%termgy%md mused@eeem m@lférﬁetﬁdﬁl’it ly selected from
the group consisting of hydrogen, al koxy, al koxyal kyl,
al koxycar bonyl , al kyl, aryl oxy, arylal kyl, carboxy,
cyano, hal o, hal oal koxy, hal oal kyl, hydroxy,

hydr oxyal kyl , nitro, and -NRaRb; and Ra and Rb are

i ndependently selected fromthe group consisting of
hydrogen and al kyl . I n anot her enbodi nent, the present
|nvent|on prOV|des a conpound of fornula (II) mhereln

ORI PN\ 7 ~\ R
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R10 and R1 1 are independently selected fromthe group
consi sting of hydrogen, al koxy, al koxycarbonyl, al kyl,

w@e 2000030291 cyano, hal o, hal oal koxy, hal oal kyl, PGTEP20¢$/064076

hydroxyal kyl, nitro, -NRaRb, and aryloxy wherein the
aryl oxy is phenoxy; and Ra ard® Rb are inde pendently

sel ectggltelmoBydidtikedOUR L‘P&‘éﬂﬁie‘ﬁélh Nefe?d toly SERS@MaBREyclic or bi-

aééﬁgklaggﬁtéﬂ%tat)ﬂé t@'@p?@ffeﬁ%m on i]%?ramﬁgﬂ tdtﬂ ;% W ereln
E is&‘%‘ E’?i?rf%; )df’@rleé’? ch 5 rﬂe’HB%reé ringfiag gne or
bandsnea é%?WdMT@m%e@f'”%hﬁ%Qw tOéthdOUb'e
batds, asdhdadhatinatdkiorymermereRBng Rds oRY to fanddd®lealpands. Examples
bﬁl@k@g&ényl@l&pﬁnﬁbl@b butedre noniheisNtd esvicl oh esenye Acemyfifoaaphtha-
ZI gﬁ@H&bGW@n§|tl ng of hy drogen, alkoxy,

OX¥E& r‘r)ln‘ qloaﬁ\%)}fyl? %e%rgeqélx reﬁ%g Pa sJa']tﬂ} (Peq monoczycllc bicyclic,

oal Kox

ﬁﬂs Chy %&C% 7 2hs el bona s A ke et e, Exempes of
ayapatty| aisypRinchide, b%@éﬁ)@@ﬁd'@h@ﬁﬂ"o S¥flepropd. eycRentys CyC|0heXy|
bicpalp3dotiseyli ag) adanmyrdylogen and al kyl . I n anot her
enbodTieBjclodikyegidups 6Nthe ipPaseAt inGéhtioh @¥h @Qﬁbpﬁonally substltuted with
?H@rt\ﬁﬁctﬁﬁéte' At o‘F‘ﬂVé ifUeRR |ﬁé°éH%‘hH§r‘utp e?ec?é?m%?H $bup con-
§%tr ngeoffal glkﬁﬁy I%\ka)x aII%}P lﬁ{] ggﬂrhgny"f‘ ﬂ(? rbs’o‘rﬁlllylt carboxy,
Qrangphalpy Ry oA M kWerNRCRt &N%R@e@wt and
P¥ention provides a nethod for inhibiting protein
ki nas€&he terms padio.2and ralogead gisiused haedd refer ®UTICI, Br, and .
tr eat RO {er®ORBbAIROAY AAFeaiheksHh, rbi@:% foQ hdiSalRAGtRPtatdched to
orezm% T T
ther 008 ST HABEINE B GBAT WG TP o STWhy CERSGRT R by one

rl%vé)réoq’fé‘laf?@éniag}m?reatl ng cancer in a patient in

r ecog'lﬁlhez tedmribaldalsyls ook, "tasaisendatein gefers toianploalkyl group at-
adhedicsthe paregt toldchiar paidte thirowght dsulfapgigrowal |y
acceptrpbtePmanbieficy¥l,"asGREY PERSh, Qépr@é’érﬂ%lb%c(nlo@ollcodlcy%hc or
¥r g&@ egcgtskgt@h' %@cﬁ%uﬁ%%%ﬁ"n?orﬁﬂh@s &%%&PfﬂveA%wscﬁ%e

I cat |

rqu,](an?%tgp% gne, 'ItW8 (Bré ee: hg}qg%%}d mg In(%geﬁ%%@y selegted from
W@r%?lﬂp consiséipg of rjtrageyy, PAY anst SWivan ﬁ@@cy@h(‘af'rl‘g BHSHRIpS are ex-
efmplifiad kycangi3x oc Amrinberedrisg c@mtalammawlgetatoatoga@dem@ently se-
Ratdadront ticlypou s eatsistindg onekygéhaitr@yem anal dadury of a 8s 6UsET-
RRhfehad f (?Hn?alﬁlﬁ 8Re,alvb Yot tHBEOHBe At R R Here thE Beftfodioms are

ﬁ%%&%eméctg@ *rSFnythé g %%né\gtl 3{@%91%9{% O&ngﬁgné gulmr The

&eringS Ay g ahke T S
%ﬂ% Bendg anexhe §r e’ -TeEnkasediingg hayry@nk (3 dougle hesds Repre-
bantative, exagpasof Mwnanydit king systep irsldist butare doMiniteddo,
heaginepafe pilk axiyidige odifzepiree 113edioxol ek awyand, RiaRghe, fu@s, imida-
Y8 dmiteBiid, |rﬁ|@£ﬁﬂ|§mbols@‘trﬂla%blléoé%thwzeh‘r% @oﬂﬁ%ﬁ&#né%éﬁ%ole
t%8§ae£& m%@&i‘?@%l% nen}?1I GL; |IFI£| 9(3& (ﬁe o%Ja?%%’llne%?a%Paon&]ﬁe oxa-

6@%%60% o%%°§Q'P%up¢‘Pﬂfa%?e M%?Hgﬂédp%ﬁ%uwr%it%géﬁaé@e pyra-
mSlineorpEIAIngf Psigine; pyrdnidingaptigiaziae anroleppyireineeplyrrolidine, tet-
edhiyghtofugam upisatydrdtiiephEnes eirazinavemazabe thiadiazdle, dhiediaroline,
tHiHdRe oh@h&QRiagdle Riazdhe! th-efid@ns amiophdnd tHsravtpRolRkEthiomor-
Eﬁélmwsum #lidran, L efr{ékol@' & tﬁﬁ'\ré}%n deych@ﬁné‘%%@ems are

efers Q
r@%*‘éﬂ%}/sew 8 B ool A fSed B 1 %hgav' e @ monO-

PBéCr“?nCV%\? oMl STAUPARA eme%eers@ea EBYGHC cyp@kenyt groyp, as defined

henein, ogarmjlperamrmbi@@ hetﬁromlybam@msteml Bepresentatiyeegxgmples of

t hrough a sul fonyl group. The term"aryl," as used

herein, refers to a phenyl group, or a bicyclic or

tricyclic
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fused ring systemwherein one or nore of the fused
rings is a phenyl group. Bicyclic fused ring systens

wae@pzeopl i fied by a phenyl group fused to a PCI/EP2008/064076

nonocycl i c cycl oal kenyl group, as defined herein, a
nonocyclic cycl oal kyl group, %k defined herein, or

&6%I|’8@| Rp&BMk it @lébut BFd St Gimited E&%@ﬂaﬁﬁd@ﬂol@{%r&%lﬁoﬁe ben-
%&ﬁ é%gnﬂﬁgol 'tﬁ-%%%)fupanf Hé%ggrl Jﬁ(ﬁ] éhs%gnio%l&me

o)

8?' PRI B AV s Z'ﬁg%aza@ |nﬂaao AP Indgine, indoliz-
@ﬁoﬂmh%'ﬁ@ﬁylsogf?r@@ rawggbegzcgl[ylgghqr}qac|S@@Qoleb\§pmgpl@en@pqumo
linerphivdlazive, pyrahoycding quirdink eqymqlizine uguiroxaline,iquitargline, tetra-
hydieyduindiap hietrihydredigivyihe, avadhibpyraabydicpahityoit rindésystems
B xeMpRRBoPENny Br8h PEESRRBicych ARy é)%'fbrﬁ@ﬁth@ IPRbhaRkhY a

g%(ﬁ }}c éjE)ﬁ(‘tqoamy‘ oﬁg%a dterw ed ﬁ&%lﬁe%\ nfé)%&ycllgfs% Iée}ﬂ?enyl group as
HE

pgpf% qgfangﬁ pocy§| %:Iagg rocgﬂzlﬁ&r@ gp/%t?rn eR resentatlve exam-
alleﬁ@f(sf'@m“%'ﬁgiIS}’StQmﬁWdUd&I Ry Qf@lnBUfW'Fed ta, aesidingdcarpgiole, car-
bolmepdibemzdiabk okilyenzathydphke ke, naphihpfusary, ,napbihbihiopheos,axenthrene,
sw&iaemlekyﬂmenohaﬂhm phédaxakike)phenbilamekitiantheh & oo ystydne, and
r%CW-‘Fété;(llo@ dlg ?J&%H& attgbfrﬁoo%)ﬂ?é Baent AbleEQar moiei[y through

NR Rd erein the secon ar
EPS“ ] ‘hm f°,9§ Py 'nttﬁs%fOUPy | al Kox -

%/I aI pet e%?ﬁ CYrQéOW Hi?yprets?i’é IYEPEY *P%/PF,’“OQﬁ'&’ ybstituted

@n@dyel fareepfaur, aiffive Rebdiistestsoagenspdantkiselesigd fiem the group

i:mrrsﬁsihleg ob@lkewhadlkqusalhsdyaﬁ(wt aldoxyictitboaylealkylyakyltdrbewy|, aryl, ary-
fafdaky, 2¥lalkylV SrydxP b d@@ﬂad@@tdahkyﬁﬁbl@%eﬂdalk@@”hélb@lkyl a
LMD HeRRS K ﬂ%f]&fhe% | K M ro, -NR°R,
N R MR UM
theedy 'H@f éhehsecpt% 8?*§rq<‘<¥0'¥'r9raﬁ‘%ﬂ”dérﬂ%ﬁ‘ﬂe%b‘él’hQaﬂt%g‘%qtﬁ'ocyc'y'
ikyl eanshe lwrtberarpionglyaupstitTied witbrame! oy three. doury br; fivezgsoups in-
dsrhdbetiyesatectédfrenshd groap cangistingrod afkeaylf alkdedalkoxyialkgl, alkyl,
%n%%alﬂa%éﬂic% Wm@aﬂ&w Hyar&ygkyd@o@amglowb SHPsM». The
t er m % K%Vocy%‘ ﬂﬁlkgﬁﬁd aQ%E&{i Here[ ar(ﬁértgltétg?/%%ﬁg?r?}w sub-

ecu
erﬁ{‘émf; ¥Jn ‘U1 oxy, " as used herein,
r ef er EhQ r@nhatﬁmcygv'al!@%t @Sa%sf?é’d‘etr%”trﬁf@%g%a Beterocyclyl group
atbﬁ@edltcamemr@ttynqlmumngm@vn thorygrean alkoxy grdhe t erm
‘ar y| Oy &lriiyhetéraagclyaikgl, st hefeid, @eferd 10 aaraligi Yooy Bubstituted
g,[tgggeggtt(ﬁ\,%h%@erg Cyhgrog@rent mol ecul ar m)| ety through

an aI P( eg O‘HQte{o 981 S ﬁ‘géﬁlg% OI%Y rs tc? ?ﬁetgﬁo%%(yil Rel (el at-

oMLt PaGrLrviech 5 et R A IGFoaI™ The t or m
“car bBIFﬁ/ ferm a@tewéﬁylﬁé\@é’?yﬂ\ ag kﬁ%’r@er?'@ refgreja an gikd areimgubsti-
t‘ut@r\btﬂxyt Iéasignamnbrcbre'pbquy grayfper s to -CO2H. The term
'cyanmheé ted® "HSEEbchayIsiifbnyl, E—fsejﬁdth@rel@Nefﬁf’e&totaﬂﬁéfbrocyclyl group
2t Gead HePhrent nﬂﬁedﬂjﬁiﬁ%&@tp%reugﬁ §§§Ifc§nytg§’r
non- aﬁ'l‘?%‘fhchg&/rgﬁ)ocaso@se%l h%¥é: in, ' teld [E)g em havi ng

threetoteq one rin

wher el P E’é’@hhﬁf Qe e?%HS‘?‘f 'ﬁ‘i;[ewage %fﬁéoa M%roégﬂ@h'a attached to
&@mr@tanm%metwh@ugfagn alexyogrovvo doubl e bonds,

each Skestwmm "hydtoxiatiyt,* aremdmirr&adelmre@rdnwsaroaibyltgooudmbetituted
d,wah@angh@sq,ydm? gfagh nine-to ten-nenbered ring has

one { 9nd i “ARD deeaﬂére.ﬁgm'tss 8f. cycl oal kenyl

gr oups | p g{a s 358 re Irm entst ngCl 0%@ n¥\’|b ' which
oct ahyd¥ 6 @ﬁ eyl %n% HorBorh IeN’ 91 b
??y%ﬂ%%?%ﬂ epa@nb@@k?cr\@f Bty fequdnaa g O%P”s%f’ rzﬁ &pd R"are
mdﬁwgﬂ@ntlscselmt@@&pmdhe grouprqocy@ulngcpftﬁvydﬁog@@,raﬁtﬂmyk alkyl. alkylcar-
system having three to twelve carbon atons. Exanpl es

of cycloal kyl groups include, but are not limted to,

cycl opropyl, cyclopentyl, cyclohexyl, bicyclo[3.1

. 1] heptyl, and adanmantyl .



10

15

20

25

30

35

40

45

The cycl oal kyl groups of the present invention can be
optionally substituted with one, two, three, four, or

wo pooe/osizbst i t uent s i ndependent |y sel ect ed fr onPeEP2008/064076

group con sisting of al kenyl, al koxy, al koxyal kyl,

al koxycar bonyl , al kyl, al kyl c&& bonyl, carboxy, cyano,
uﬁéﬁ}}?%yl NIk éarb(mﬁﬂjra%){é/ulfohyldlﬁélé%ﬂ}lwﬁonyl cycloal-

K%Fgeﬁg*ocygd\iﬁaor%%rg @Yylalkﬁ d%??ro %/Ié b ﬂtheéﬁ‘/ the aryl

?ﬁ’h‘]?@f @B@fylca@ghﬂs § ﬁfﬁ’ ‘é‘fyﬁ' ré‘? g'lo%c part of the
h%\tPEP&VW'ralk@'r%@ﬁh%h?tﬁtq%aylﬁbb'quwbcqmeefﬁfth%}F@@%'b{rsubst'tuted with
ong, dvg, thimeotogh cafivesylgditueatsondepehdentyraelecheal fozmh kel grbup con-
sistintpefdIR@y e hRoxy, afkgr, 8ydr, Aflo phdyalkydr gk Siird, wnddxo.
by ongpe ¥e\PR NJI#HREEIkeﬂK/I f QUseARRHE Ve fHe88Rs ard BfkehffgMdup substi-

nyj b sed hereln refers to a
Hﬂféd \SP@( T‘/;gé{ 8 Ra%%efy he. par ent [
i ot DR R gngs usse i Sinb i asp i an NHR group at
l’ﬂ@é?‘é 9@?‘%”" mO@“@é@@'eﬁb thh FepkRY oW a
nonocVlee tecm U\lI%W)aIky] as ugadi rceyelhjrepresagtswsaﬂeafrgmhersebstltuted
ANe adleasiyne NRﬁfnggfoﬁpa four-, five-, six-, or
seveniRaRehetNRIR G adsrUsB h@fh, r %p‘ﬂ’@serﬁiartl ka?r‘?yl group substi-
p?(qua ng n eﬁﬁ y selected fromt
cons| Sfo% xygen, and sul fur ocyclic
ring E%t IR @egwn. Sedisprein e@'eswtsanmb%e@@upat-
trachgd teohe prEnhgotecier aoinly tt\ﬁ@ugh\ope@% QryhEroyPse | ect ed
f r om Thetegnd(NRES)eaitmhi/iatkenl,” @s ygea hereirt, repyesendnah alkeny!
§M>|uf)léﬁbst@lﬁte@m/&h at féalefneRNHﬁ"’)b@rb@ﬂyl Igrdw) cont ai ni ng
one, {Hoid Qr'h ﬁL IO‘H% LY@%@rh%lreﬂn rggreggﬁtgﬁﬂ% lﬁf@roup

nd
a*bsrﬁ'uttde Z*hats e T AL

rings’t M NRiGuH P& UE%%B%re'”t FRPTESEREMEr EAURS: Bg%%@ Wh'Ch
awecﬂﬂa@hed Wb perepbmateceiat molety Broughd Mtregerhatped R'iang R’ are
magperideatly S=18cted frbmehd grudip.coRsipting @@y, ealiek atiyl cagbonyl, aryl,

9 Id]@ﬂ%?&l@élk;ﬂ EyclA KGRy E RBtek at§LIyH Bnd Retferddy8lyIBRYI, wherein the

Part 8\‘49&5 NEA, t7E BRLARycIAZAAd ﬁ#brﬂw%ter&% RAPRESH the het-
Hfglﬁ% r{ﬂ‘ﬂ%{;’? qﬂ)js}ﬁl? ﬁl{ ﬁq% %p é two t ree Pjur or five
?W'Neaﬁsdmiem@” ?@bftsﬁ’ie&%’l [ Hie, grp%sz%tleg of alkenyl, alkoxy, alkyl,

cyowabhabi redgallyd, dyaknaddoxyli niteg, amdophol | ne, oxadi azol e,
oxadi aEetdrme(NRARARIIGE 0aS tiadtherein azplegentexazilyl §iBup substituted
AR EPLESt e, NFRFH?‘egﬁr@ﬁb ne, piperidine, pyran, pyrazine,

o az?ﬂac.? errRyE)%'D%é OSed X ﬁzl%lf%rglton'eO pyri di ne,

ri rr.o i ne,
D ol e Sy B s L. e BirsBeot f ophene.
tetr aEh%éomP@tf\dé%Ff@ PreganA Hvaptianecanigxishas H@@ﬁ%‘éca”y acceptable
sdlisadihazeln Uherepeuticalhyzadceptablel sedlasnsed haiieiz odprelsamds salts or
rhittepdieOrms bf MeRoRTpLNdESf thé bRBAIM@NIBE Whithfap@ @ater or oil-
ENLRWF aﬁper%fbieaWh% arb %hl%%l Rr tr8&ttheht bit dié R8s whh&M ThbiGe toxic-

lty. | nrgita%Xﬁ a%'EBau% fic %)éggﬂ)se %%ﬂ éxpe%/ c&ﬂ%eﬂgqrgg%ﬁ\ P¥Esonable bene-

a%r%tlcbﬁep é’)‘@l’ yqrgﬁ el egg tla@f linf,?@geﬁgg%l {ﬁhe galts cam%e prepared
finache final isgjatiof ANk dniyi c%lpa@bthea@rrmﬂn@fe@r Teppetely byreacting an
groupomticy slitablehatice r Bepressritativiersgidsgdliteam salts include acetate,
E@pét@sagrnatel mawagmirgse bRz 6, |HebzErdR0IFEHE3S, BiRIlfate, butyrate,
J}Bhatle Fu%gnétg %%h%&%@lr%mlsulfate hep-

nzot 0 ene nzQ
Eﬁ@ﬁ%tgf ?Xaanoatsefr?f asi évmaf%tshhzy&f%?% aﬁW" Wi ByRgaice. 2
hydsoxsinasalingie: lacatenpeipale; sy 8?5‘??%”&?&%16@“ fonate,
narhizderesuifonsds. @icotinate] 2 n@phthwamsutfomaig axalste. rwmoatm@ectmate,
i sobenzof uran, isobenzothi ophene, i soindol e,
i soi ndol i ne, isoquinoline, phthal azine,
pyranopyri di ne, quinoline, quinolizine, quinoxaline,
gui nazol i ne, tetrahydroi soqui noline,
t et rahydr oqui nol i ne, and thi opyranopyridine. Tricyclic
rings systens are exenplified by any of the above
bi cyclic ring systens fused to a phenyl ring, a
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of tricyclic ring systens include, but are not limted
to, acridine, carbazole, carboline, dibenzofuran,

waledwenzbhi ophene, napht hof uran, napht hot hi opheeEEP2008/064076

oxant hrene, phenazi ne, phenoxathln phenoxazi ne,
phenot hi azi ne, thianthrene, t4 oxanthene, and

¥e_LIRRESs- Fﬁ*@iyﬁfr@&bbﬁbbé' i@Fa%‘Hﬁva%é‘ pﬂgpléﬁétécshu%gmbt% taheate, tri-
{n%%et fﬁl%f%c fe P(ostp%f%“%%?%%?é‘rd%)ﬁ (ﬂ-' %Fa o
e e LRI e R TR
Weﬁﬂntd'h\@nt'f’%an p%ﬂ@@ternpz&grwﬂhdpethylv@thglu BEOpk a%b'sty' chlorides,
brodeqesn d eth tddides edisethyd] diatirh ditwdylgamligiamghssilfsteisndeayf, lauryl,
Alykemly bnd etels0xyloriddsk broyrddey bind &ldkdesysar henzyl andaghieyibthyl bro-

Rlided! EERPRS of aélﬁé’k/\ﬁhlc‘ﬁrdéhfl‘)'eké?l’ﬁ}fo e%lrtbflf(ﬂ’hkt}ﬁlaﬁap@ﬁﬂ’daﬁ%é{@ceptable
%&Fﬁ)&f{alﬁs?ﬁ/c%b% m&rﬁ%k g%{;#&lsuo():{(m ﬁydrg I(S)rﬂ: h}%%bromlc sulfuric, and

Seco

ré‘fsé’%% @In |05$W acu]i?%‘y; 7, ! %Isl%'(‘}‘f'n'cn?riq'%t”c

- NRc Riihe preemdraIveynds eaclen exishasdherippeytisallsagaeptapleeprodrugs.
ahg tlerpdtherafeutitadly aacgd@idite pyadraditrefary kathkyé prodndstdnewitterions
ahich @xy suitabR: BEGNE Jartaet Wity Bk \iss @sa Pati@is withéut undue toxicity,
Pﬁ%ﬁirp%)ﬁela}fé RQ’B% pdrkeldiE CBﬁWnQG%?é ith élrgéélongt?}@ bQﬁeﬂt/rlsk ratio,
?H(L%re effe%ﬁ)\}e énfcrlllgaer{ntér%J eStulcfthtT%g rm r%(prP%, {e f S%r%?%unds

Fre R %F?G%Ofa‘fe dn K'éﬂ pargnigampouniig ghipumudg (1) or (1) for ex-

a'InI%k@I by bydAlsis frableod-hal oal koxy, hal oal kyl, hydr oxy,

hydr oxyal kyl , nitro, and oxo. The term

Rbgﬁegém@m 66n@édﬁﬂ8§bﬁforrﬁ@a§€?§hd1@li)ﬁfd1 refers to an

E ?ﬁ%lm ?Hfi’noséigl ﬂ/j%, g g IhéﬁﬁL Ikoxy as
TSR %H Py Den AT ?{,ﬂ& gﬁ*@% DUSR 2ehed
N4 t%@”b%éﬁtmq%%‘bm e O HOBREY AP35  Koxy
Yrldtipramite IﬁmdaZOh%v&wfmy&iw{%wwordm@tbylmgdylh@%i n,

Ne# €8-antiro-&iA-ired dgygl-4-gnshepy G- &2-fluard-Semathyipbherty ussast  one

Rgk&8-Q63d-YH- n‘iHaQme yfﬁ?ﬁen;g\"% ﬁﬂﬁir@%QFrMbebh%lWl)ph&%/I]urea

e

bionech e g tfes O
Nef-d$-amine-A- '%%9 pthylghewywredh at | east
oré- (h@nmaaélylcmqazokﬂfy@vmw] NFheenyéirea;
NHei(8matys Mlisddzbeayl)phengig-Nussildiedansthyipeégiarda0 a
Rk &5 AEHEd-YH-ika2HP4- 2&%‘?\ el (?flﬁcfﬂ HEA F?lmea‘ml ecul ar
Wg 553584%%%3‘%!52@ -4 %n;g_l‘ﬁr% hydroxy, "

F< £ az% &V%S‘r Wor?@i‘eé‘y UP a hydrox
or 6d%am'mcaéﬁ%mqr61<¥'nﬂwﬁwénw Wﬁﬁé&ﬁﬂélphﬁw'}e&l ;A3tf|hlpw pnyl)urea;
BIF{4 dB8Jaoxyo- G burohidiaylmethyl)- tirtdexytat WipheryllaN'-@s ed
hetiphenyiRfres;s to an al kyl group substituted with at
NGB 5-aRMio- ﬁxmé(hcﬁik&zh%th_ﬂm-l 8558 45@’35%yl} IQS[ZHI%S% 5-
Eﬁﬁu%r(pmetthg %e%glm? term as used

e AN NI o N e (1 A

friflyoseaethuirhenylRdeaind Rb are i ndependent|y sel ect ed
N8 aiven @7 Gispocoin gtrietiyl ofH-indezgeyiiphaniiedyiB;  al ky!
@hﬂﬁ_lwr@ﬁéthpmlylenylﬁ]rgyﬂ sul fonyl, ar y: aryl al kyl ,

r N'-(3-
AL {‘3‘%&&?‘3’ 4 rﬂét}‘]glspbllpgféﬂ %t e ﬁ‘mlﬁhﬁé% %bhenall) N'-(3

% / ur s eterocycly cycl y
K ?é’Po% sul fonP/ wherejn the ary é/
Br4tifeny % Al4Rppthy HpPﬁ@ZWQWSEWBéhVPda%%é y'}ph nyl)- ! (3

fﬂﬂﬁ#@%@ﬂlyea the heterocyclyl part of the

het er ocycl yl al kyl and the heterocyclyl sul fonyl can be
further optionally substituted with one, two, three,
four, or five substituents independently selected from
the group con sisting of al kenyl, al koxy, alkyl,

cyano, hal o, hal oal kyl, hal oal koxy, nitro, and oxo.

The term " (NR aRb) al kenyl ;" as used herein, represents
an al kenyl group substi
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tuted with at | east one -NRaRb group. The term"(NR
aRb) al koxy," as used herein, represents an - NRaRb

w@eaapsapbt ached to the parent nol ecul ar noi et yp¢EP20g$064076

an al koxy group. The term"(NR aRb)al kyl ," as used
herein, represents an al kyl gi®bup substituted with at

Ne(a 8-aRfifo- 7mhgltﬂkd@era-£hﬁl)ﬁ@fhm] 1(—|Nﬁd§z%hl)16}1|}|6MéW|) N'-(8s
c?%pﬁbry iRy représents anal kynyl group substi "tuted

Nty égm%%ms@y' Baormera Pyl Peb ke irredrt-

griglpporaethy! ¥l4reait he parent nol ecul ar noi ety through

b-(é€Blaomyd-7 gidenpthyTheipeexzmy )RRy BRbiyio dadob- Ay lahdremhyN';[2-fluoro-5-

asflusse@tethgnsHenyljurepr esent s an al kenyl group
ﬁIU(QS{ﬁJaWﬁ@‘?I é\ﬁtrﬁgth?lh b%@l%tmn‘}ﬂﬁle{h@ﬁﬂﬂhh&é‘f&?—@fw}bh&ﬁﬁbw +(2-fluoro-5-

car bonyl al'kyl as used herei

sen¥§ u bst j d with a Ieast
Bﬁ@ FRie] o Rolty lndgzﬂﬁ Byiopgan - rbroReper s e
Ndf-dp-aminc 'é@r@n‘t 'ﬂdﬂéolglrxdlpﬁgnylhw -@riehlaephepbléRaar e
bt[#-48Haetina-o-fltbre- Painelarol ey pheh d-N RS H &ifly otohrethyd)phenyl]urea;
NH8H( 8@ &Y 5 0broRH-Aidid zGRol- ﬁrpﬂhehﬂ}iﬁp(enﬁ@tﬂylbb{etﬁﬂ?)b%t; ed
Rrger tggrgncgmu&oonmﬁfd§%|m9y|ﬁ;hew I9gsy 3 ﬁ,é( Vurea;
W‘Y{ e i@t ami i@ LAy (g5
Bpahgn H’ée%lr , the ary I art of the ar Ialk |, the
Héﬂd?@@ym VAl dlraﬁbylﬂmélome@v é?‘dn@azobﬁwt}pfﬁnyﬂﬁ\é—(%t
ehloopbényylatdayl can be further optionally substituted
m(nt{s@nﬁno Vw;méthylgmmof)rﬂynhyu QH-ihdazel-5yhstdry NS

Fﬂjﬁp I?FL ??:t ed fromthe group consisting of

n
U N S e
sI%%é‘H“WféF Bty JSHP@%@‘T@’ JRherldyiPhgpBui§as ubst i t ut ed
Ne[#H3-aminee Anetioytd H- iNgeAREH4 g o bgnyl[ <2 meathilpheoyl)ureass
Nsj¢q3-aetiei-n-matiefl-dHsint azora-y| phenyteN'rg-heathfi syl ) Ureas
N%@Qsléﬁfr% LmdtRflaHSini 8z01-2GRphdif N> mm@pﬁ’énﬂ)h%a

hbﬁm%%m@ﬂa z%%'ﬁl%)pﬁﬁnéﬁ
ta sa t cept abl e
j % St e e a2 AR %W@@%Cb@ %nyafx &
v{ﬁt $@m'f&_ﬁn @thﬁﬁ' ipdazaird- y&@hﬁb’dﬂ‘&ﬁ@rorﬂweﬁv'&@%t
Nr{%-¢Briaimimo-vim ety |-d Hein daztobA - ywhphenyil ][ 3HiriBuasemethyl)phenyl]urea;
Ni[g {18 agiifd-¢-methyl-dR-ind&zat-d iyl phére/I[INH 2 flueat Sreiethybhenyl)urea;
QL[& @-%ﬁﬁndM thaazoungir)@ fhuedpheh N’ 03[rhéﬂgo?lbhé’rfyl)u%&d

% § 3 lJ‘?ﬁRr?d%% ri ZCFEO g%eﬁ;ﬂ gsfh'f Bl e

MR Be 1 Hindarate Yopbntmle BusR asoimerhy h&aMD%a
r[éﬁ%ﬁéﬁncﬁﬂﬁﬂW#&‘th‘bylf)ﬁrfhlprqpé‘éﬂﬂl'ﬁ“0(13 afpdrhamyeneaat i on
Of[44(Bramimorbidtnmtiz ole4-yB-@ghuoetpbke py b - (Bedddrd Aefluaro phisiRd Rivea;
yr@YUB-awdifidI1 - ||$dﬂzbla¢bbll$-28fmloﬁbph8ﬁm KS@rluatd-4-enarylshenyl)urea;
Rddi( éJaﬁ{hoiﬂLlluﬁddzBPW ©_RIGEIALRYI-R 3%‘icﬁopr?én9|' Gake.

[El ino ?—% r%gq |n5’ae2817'9 ﬁ 2 % IUr a;

E@é‘;ﬁgg?ﬁ% é c;;egqs gil %@]%%fn‘ﬁﬁh}- cﬁ raethylpﬁenyl)urea;

R ?aﬁmapemma@id’ayl eﬂﬂPNmf@nylﬁ@ﬁtamaipe

Ry Baminor 1 Hieydahgldi- vjpheny(H- (3tohbraphedyipbeptainide;

izswwémet&ﬂrmwlaﬁamaylﬁ)heh PNl gluorEd-arittsiphenyl)acetamide;
eﬁil“irfo?Eat@ vl dﬁ%hﬁ?ﬂ% l(‘t'nﬁ@&éﬁm%thyl)phenyl]acetam|de

g‘ﬂ)é ﬁt Hwé)l daF(irg\allt q%p@en Clﬁf\l (g n(]_}e Sth %ng%cetamlde
MdéiPRatne- Z)é'?eétﬁﬁya?'é'” §Z‘Hﬁe¥ﬁﬂhﬁ% '?‘l@dﬁ?téy'pﬁ?rt}’ﬂ)élfe@

pi val ate, propionate, succinate, tartrate,
trichloroacetate, trifluoroacetate, phosphate,

gl utamat e, bi carbonate, paratol uenesul fonate, and
undecanoate. Al so, -NRaRb groups in the conpounds of
the present invention can be quaternized with nethyl,
et hyl, propyl, and butyl chlorides, brom des, and

i odi des; dinethyl, diethyl, dibutyl, and dianyl

sul fates; decyl, lauryl,
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nyristyl, and steryl chlorides, brom des, and iodi des;
and benzyl and phenethyl bro m des. Exanples of acids

wakioghsan be enpl oyed to formtherapeutical | yPCT/EP2008/064076

acceptabl e addition salts |nclude i norgani c acids such
as hydrochloric, hydrobronic,3%sul furic, and

Nt[@a%ﬁmm n@éiﬁo@rgamdgzam ﬂﬁ)h@h’}ﬂPNqQ sowalbc, mal eic,
. The present conpounds can al so

as Y;ﬂ] u% aI rodru The term
ﬁﬁz AR @5? éﬂTéﬁgﬁ Lg ﬁ" ngk to those
Br[@d?@@ﬁ”%? nﬁm&yew Bazalidrdiphardl-N oBciemephesywsa; i n
NelAt(Zemiva-Timatihexyt 1 F&sldesoldf-ylmemdhl’bl s(SvatinHohenyurdae

N4 (8atnino-Tnfidth@)yl tHYindansl-4ay1 o By IEN - @SRORS &-metiyphenyl)urea;
N Em@%%@? %é&hé)& fH- fn%§§<9ﬁa;h pﬁegﬁpﬁf-[htf{u&osﬁ ratio, and
ﬁﬁi‘ﬁm%r%gtﬁﬁ(l Fyn% glﬂfre .heir intended use. The term

onpou ar
Nl gﬁaﬁ%&m%hwv R R A I
Nrl4((3mineyf- n@zh%‘p%md@yolﬁlysd}p@lew Iél [ﬁr{trﬂu@r@methyl)phenyllurea
Rdpr(@sem @t inethognidtindd zolafyl fobenyl]-ld's(3(flupraphdnyljurga; ar e:
N-{El‘{S-(a\anr&fW-l@-nibthoxyethoxy) 1H-indazol-4-yllphenyl}-N'-(3-methylphenyl)urea;

NF{I4 s" y He?rﬁ&%ﬂhbxﬁ TH-RaAEd AN BASTIALN WHRAYIurea;

ZoI 46 ﬁtﬁl}ox%e hf)X;RIA @d%zol 4n%1f)ﬂ%r>]§(} N'- (ﬁ fII {?Iphgnyl)urea
N_{ 2{ gﬁl%ﬂﬂ thoxy thoxy)1 -indazol-4-ylphenyl}-N'-(3- br mophenyl)urea;
M{ﬂﬁa@ﬁmo I3 mesegthpxt LH-Bdazaldridiphemyit) tdwhlorophenyllurea;
N—{E‘r43-(a814ran'7-r(12)-mbthoxyethoxy) 1H-indazol-4-ylJphenyl}-N'-[3-
tﬂ-.muw@ﬁ@thygpnélng,m]}@@yl ]-N-[3-(trifluoronethyl)phenyl]u
il g PR K e
NP riaamine 41514 méthwuqth.qle-?wmﬁaaolsﬁt-wmefwwr@m hyl
metwippepyiisea; N-[ 4- (3- ami no-1
N- (4 H{8-anoho-2-[349-ploesholihyl Nthdx - bi-ordapbletryikphen @@ N'-phenylurea;

NE(b 43 @nimety a4l holinyl)eth 1H-indazol-4-yl}phenyl)-N'-(3-
H]( . ',urﬁyhﬁﬁé"ny"ﬂ?y)e’ b oz e T hens ) ur ea

w t ZWW ipvjghope diRsepRlyserYiN -(3-
M9f- 1 H i ndazol - 4-yl ) phenyl ] - N - phenyl ur ea;

N-(El43(331|mﬁ711j2)-(4&-morphollnyl)ethoxy] 1H- mdazol 4-yl}phenyl)-N'-(3-

tthiypdaaojured; y! ) phenyl ] - N - (3-f 1 uor o- 4- net hyl phenyl )ure

R (41¥3Ia4mr€&7qiﬂ(4lﬁ1olphonnyl%\rthoxy tH bngfg%|h4e¥]|§ﬂh)e8¥l()a g -[2-fluoro-5-

.h%; gqyl ]
g a(gé% ;( li yl),qth xx]_}H m:% IhAstll mzlég -[4-fluoro-3-
ﬂpfﬂwqrsetawm@nxl?}?ea I 1 PR

N-(# H{8arono-4-{344-pioephplihyl Jethaxgl-f -irsleaplre yijdheaylg &) -(3-
bhidbphénydiire9- 7- (4- mor phol i nyl met hyl ) -1

H‘(h%g-%mrlmo ﬁyJ(J %%Hdnﬂayl thdxyT- f th Wa%tkﬁ@ydrbewl?ﬁ?-[s-

m)rp ollny met h

% %n %ﬂ r
é&gi {[%—Oar%[lﬁp |40[47( é@&/l‘gﬁ%mﬁﬁm rﬁ g@rfyq c?)pl){henyf] 1H-indazol-7-
W Hﬂiﬂmthﬁaw@m@]yl} N -[ 2-fl uoro-5-

(25 )i3F{3eanioodt [Hy({[)3ptteorg pRanyBamino]carbonyl}amino)phenyl]-1H-indazol-7-

N4N-[d?mﬁﬁi'la [&rridk; mor phol i nyl met hyl ) -1

gﬂ (I@Za%lnéﬂ 1F{ (ﬂ)ﬂu}) uﬁté}ﬁ)‘pﬁl&h‘}ﬂfa%‘lr?b'}carbonyl)amino]phenyl}-1H-
wqgﬁq@ ”’\%’ %Cn%%(m 81 i nyl met hy Y1

N=( r{aé’%no ZI%,—K(?' ® @Mﬁn}l q\)ethpgy] 1H-indazol-4-yl}phenyl)-N'-phenylurea;
(trifluoronethyl)phenyl]urea;
N-(4-{3-am no-7-[ (4-net hyl -1-pi perazi nyl )nmethyl ]-1
H i ndazol - 4-yl } phenyl )-N - (3- chl orophenyl ) urea;
N- (4-{3-am no-7-[ (4-nethyl -1-piperazinyl)nethyl]-
H i ndazol - 4-yl } phenyl )-N - (3- net hyl phenyl ) urea,;
N- (4-{3-am no-7-[ (4-net hyl - 1- pi perazi nyl ) net hyl ] -
H i ndazol - 4-yl }phenyl )-N -(3- fluorophenyl)urea;
N-(4 {3 amno [(4 rrethyl 1 pi perazi nyl ) met hyl ] -

[ERN

=

|_\
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N-(4-{3-ami no-7-[(4-methyl -1 -piperazinyl)nmethyl]-1
H i ndazol - 4-yl } phenyl )-N -[ 2-f | uor o- 5-

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

N-(4-{3-am no-7-[ (4-net hyl - 1§|perazinyl)nethyl]-1
H i ndazol - 4-yl } phenyl ) - N - (2-4 uoro-5
Mth{ylaﬁh@dlyl[é K’dlﬁ@fhy%’r{lﬁ‘o)ét%bﬁﬂl1rF-pmaaidlMWl?hényl)-N'-(&

ﬁ (E) s¥1) phenyl ] - N - (3-bromophenyl’) ur ea;

i Q%no b psu ek gpamds--
Nefhylnhen¥ireds- 7- f | uor o- 1

N-(# iazino-2-g-diphtyianindiethbsyl( tH-inftibzaddexiiphb )} WHGny | | u
cieaiophedyhute3dr am no- 7-f | uoro- 1

N‘(ﬂ%ﬁj‘ﬁﬁ%o 4‘[2'J(é Qﬁﬁmﬁ)’y}rommﬂ)\%ﬂf&ﬂh‘m Pagayla yigRBnyl)-N'-(3-

A uor o-
%g R ARV Focamice
N[ ﬁa@ﬂmo thmqqaﬁb‘hyl))Z mpthvlehqznydd\l 43-\ethylphenyljurea;
NE(HHH{§Haptieny1[3-(2-ex0-1-pyrrolidinyl)ethoxyl-1H-indazol-4-yl}phenyl)-N'-(3-
bh|6|4)p{1§n vt~ 7- [ (di met hyl ami no) net hyl -1

Afho-#2ehP faé'o)z; ) K&yl]%':@rr%ﬂ%méwlw
N:[ 3 § |r§on‘ilaoqepz§§ qo Em}ﬁpie&yﬁ?\} I%? tr| chromethyI)phenyI]urea
Pelf |?1a%?<bﬂr’8tt}?y%38 -y lplieny N (% Tlyasoaynathyiphenylurea;

Nr{ét(Wrmr_l_o 1,2-benzisoxazol-4- yI)phenyI] -N'-[3-(trifluoromethyl)phenyljurea;
N-[# f{8laniho-4,2ydenpisexazo]-4-M)p et R ypdredy(trfuoeeethyl)phenyllurea;
Ne[B 43- Ry AeetAoxy n‘BJsziéhzuéoxazol 4- Yl)phenyl] -N'- [[2 ~fluoro-5-

H.ﬂJb‘#@,ﬁQﬁwﬁpﬁélng,mnggyl] - phenyl ur ea; 4- (3-anino-1

M'W?é%no TR PR RO fyTpyeneny e
fl 43 gﬁlw-ﬁr@t OXYre pzqoxazol -4-yl)phenyl]- N -[3-

(-tFlﬂlmj@rZ@hylmfwn)’lbh@myl ] - N - (4-met hyl phenyl ) urea;

N-[# 43-a8vireor ntetioxyre2-hghzidoxazol-4-yl)phenyl]-N'-(3-chlorophenyl)urea;

N‘[H%@%ﬁ%o 4nyétalme@ﬁbnﬂ%ox(aﬁolrmwmvémpﬁnwf)u&@e
met hyl

etrfiidhandil
% bl q‘,‘%lﬁ%lﬂ‘kp&}péﬁwb-‘e%l)g 2 Llerlmjzcl)sro%zcﬁrl‘ryylf RERVI-N'-[2-fluoro-5-

-N - (3-chl or ophenyl ) urea,;
N-{El43-(a3mmf71ﬁ4)-nmrphc¢nyimetrwl) 1,2-benzisoxazol-4- yI]phenyI} N'-[3-
tiflusterethydphenyphreayl 1 - N - ( 3- br onmophenyl ) ur ea;

Nfﬁg%‘a"*ﬁwﬁns’%ﬁﬁb‘ﬂ“ 12 benzisqazol 4-ylpheny kN3

&{Qr{%ra |°£ ST SR Benrissea ey P RS ur e
hvlghgnyl3uregyi no- 1

N-{Afialazmmo~2L-(§~h)orahcﬂ|hyJmeﬁpnangkb]anm‘tsox(azolfﬁeyl}wbpﬁ]ewyqz)fuuoeo 5

frictlyihén{ifréari no- 1

H‘{hﬂﬁ‘%ﬁ%o ﬁmor&mﬁ.hwe@r%ﬂny bbaMoxadsifd-ypherieRyi)alr e

met 41
%d4gginwc[ 2 (%/-g?oépﬁtiqlfay Te%ﬂe ng L)lznzsoxgzol 4 ﬂjpﬂgnﬁ?’hp&enyl

PPGPWWZ@WHUFW) 2-f 1 uor ophenyl ]-N - (3-et hyl phenyl ) urea
N-{BHB-4(irB-&@-nwriholinylmethyl)-1,2-benzisoxazol-4-yl]phenyl}-N'-(3-

broniuspag®iufeadsl ) - 2- f 1 uor ophenyl ] - N - (3-chl oro-4-fl uorop

NQEXB%%@@? [i\l( f‘ho(r oY R0k ] -benzisgxazol-4-yliphenyl)-N'-[3-

EL rmtlhlslpnl iglgg]rogh% f ? Iuoé ryn%[\t]:?p

M(ﬁr{%éﬁ%no Zl%w( RH%W'EH}%MM F-ojnzipaxazat-y bpitaaMy N (g-Buoro-5-

aretiyighgnylBireaii no- 7- br ono-

H i ndazol - 4-yl ) phenyl ] -N - (3 nmet hyl phenyl ) ur ea;

N-{4-[ 3-am no- 1-(2- hydroxyethyl)-1

H i ndazol - 4-yl ] phenyl }-N - (3-net hyl phenyl ) ur ea;

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

H i 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;
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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- rrethoxy 1

N= (i Q%mho 412/@ I|ﬂ1 j%fthdxgﬂ blyéhgséxarzsmyi}mww MW -RBuoro-5-

EFﬂ %a %?%gghg%bﬂ@&ﬂlﬁﬁ%g} { bY2h % Sazok-4-yliphenyl)-N-(3-

8- 7- net hoxy- 1
N-{ﬂfialamwl-(%)qﬂhwwﬂhpxwﬁ( @daidl-drydiphemyi '@ lapro-5-
Melrichdn@mires- 7- met hoxy- 1
H(uqé%mﬁo '?gyJ(zi %Wl.ﬂmylj&hdxﬁ {rtlf AdaSA-QiBHRYD-NRBRM b 4-

am no-

%?n
& j g}?ﬁ%l O(ﬁn%tg%’)ﬂ@)gy 3 f l -g yT]BHe n)X} P2I L{E ?Iuoro 5-

,?OV')LUJG%AI ] phenyl }-N - (3 met hyl phenyl ) ur ea;
N-[{l43-[a814tmﬁ +hgdroxy-2 Hreddrokg-gt) blooay)]-NI-(2-fluoro-5-methylphenyl)urea;
Ne[4 8.7 o-A-hyliloRY @ AYihda Y- 4-@|)§Iﬁbﬂy|~]ﬂ\ﬁfe3 fluorophenyl)urea;

N 3-[a?hn?d"7 "H?Fr%x quﬂ‘? &%?W %brom phenyl)urea;
H:?Zga ?nch?h r%a gp&/ln ehz(g)l4 R é SPhX/ sngnﬁﬁj’rea
N rﬂ%*é%”%hw']o? dHyngang-H v@owgfrm%ﬂwmea
frffuprgrsethpienyllyrea;met hoxyet hoxy) - 1
N—[Aﬂﬂanuﬂmo—?l—hydﬂopm RiyihJazdl- 4(VBpthfﬂyt]{l\b1D4‘rﬂmmb)&:|r ea;
(thf[dbrdirﬁetﬂw) urda;Met hoxyet hoxy) -

g%ﬁ%o f"h%{!l E:yhé - 4I phenyl]-N'-(3-chlorophenyl)urea;
&il B ITB¥ !:4 Rr&) L [3 (trifluoromethyl)phenyl]urea;
Nl ﬁ%&ﬂmozthyﬂﬂméﬁyn?aw Iyaptremy Nsphenylurea;
Ne(#i{Blamin @zt byrpHiding)gioeed: 1 H-indazol-4-yllphenyl)}-N'-phenylurea;
N- (4 43 fadrimavv D4 TrpYrecliddy yeth phd1 HAv a2t -0 aRpherlyl -N'-(3-
thdrogtet@harday! } phenyl ) - N - (3- nmet hyl phenyl) ur ea;

ﬁ(ﬁﬁﬁaﬁuﬁ&‘ﬂé’u} B{q@.@‘?‘yﬁ%f}%ﬁ'ﬂ-ﬂ b;]z%‘i BXY¥héryl)-N'-(2-fluoro-5-

enyl urea;
; DY 4- nor phol i nyl ) et
N (riaamine: mﬂ eIy DR H g ANEH S
Mefhylgh@ngjrireai- 7- [ 2- (4- mor phol i nyl ) et hoxy] - 1
M(nr{damdmo 4{_274(1} piresiiglinyhthe$y8-1 Hoih oaap B e ghriyent; (3-
-7-[2-(4-norpholinyl)ethoxy]-1

Emg ﬁgﬁ 2&;1 %78'}3&%4 X\/pr%{hoﬁilmehp%{ ES(%%]%’W)% [2-fluoro-5-
N-[2-flu

Ne(A{B1amine ﬁ{rpyrmiléﬁw)ﬁetnpé&m indazol- 4 ylyphenyl)-N'-(3-

Bhlorphiaydiaro- 7- [ 2- (4- nor phol i nyl ) et hoxy] -1

N- (4 q8-antho-A34 1-phresidinyhdthokyd-1 H-iHed1-3-y phenyl)-N'-[3-

&ﬁdcfr&dﬂl@tﬁ?l i Wichyiurghenyl | ur ea;

T e e

ﬂu@rﬁ@rml)uwayl }phenyl )-N -[ 3-
(\It(|4+{34amm®ﬁ¢2-l(’(ydat}1plbmrr;d)(}th())a@-1 H-indazol-4-yl}phenyl)-N'-(2-fluoro-5-
y@ea;no- 4- [ 4- ({[ (3-net hyl phenyl ) am no] car bonyl

métytpdret
ha(m{g%n '?‘lfi ]rgdwéhh ahﬂ%ﬂ%tﬁ!)xy?"m -indazol-4-yl}phenyl)-N'-(3-

acry

p?ef u 3-chl or og)henyl ) am no,\l car bonyl

A {ﬁ@m@%ﬁ)ﬁ fdlq_th}q_ mﬁwgétépxy-}-1H indazol-4-yl}phenyl)-
tomaghppdiunes; hyl acr yl ami de;

(2E)-3-(3-am no-4-{4-[({[3-(trifluoronethyl)phenyl]am

no} car bonyl ) am no] phenyl }-1 Hi ndazol -

7-yl)-N, N-di met hyl acryl am de;

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

H i ndazol - 4-yl } phenyl ) - N - phenyl ur ea;

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

H i ndazol - 4-yl } phenyl )-N - (3- bronophenyl ) urea;
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N- (4-{3-am no-7-[ 2- (di met hyl am no) et hoxy] -1
H i ndazol - 4-yl } phenyl )-N - (3- net hyl phenyl ) urea,;

WOR(4H§R9IBN no- 7- [ 2- (di met hyl ami no) et hoxy] -1 PCT/EP2008/064076

Hindazol - 4-yl } phenyl ) -N - (3-_ chl orophenyl ) urea;
N (4-{3-ani no- 7-[ 2- (2- oxo- 1- pdfr rol i di nyl ) et hoxy] - 1
Nr(l4 Q%Zr%o 41?J((}|@th?lﬂbh||r)o‘)$ﬂ'h0)(y§-'1 HOBR&IPA-BHBPYSYMINR2-fluoro-5-

& 99% %i, Ia% rlo)e%éxy] TR RNG TR ASS BlgL de-

Ph'PWGHQQM')UEﬁayI ) - 2- met hyl phenyl ] - N - (3- et hyl phenyl )ure
N:(4NB-{amif B 7 42d diethylainiho)eth oxyd-1 H-ipgazob#iytipimgry) )N Hidx y] - 1
tifluederehydotehyplresy! ) - N - (3- chl or ophenyl ) ur ea;
N‘(hﬁ?,-(e\snn%wlﬂﬁ"(éu 4- trlmethyl -2,5- dIOXO 1- |m|dazoI|d|nP/I)ethoxyH 1H-indazol-4-
%79 Tp?ﬁeXyl) gaenyl] nmet hyl phenyl ) ur ea,;

Né & 2?'%% 4£t PeEMERyId R - 9eadidinyRIP ST Hyngasr!-4-

WHepyh-Bi(3- Nllmpbglyé)mqao 1

N4 @ rmis® §2-63,4 4-tyiinpthiyeRGHdiox-1-{lldéaliding)Bh oyl-isttipdezol-4-

yibpheh@idN'-{¢-fitbr6-B=rasthpphdnyl)urea;

N2(21t{ %.ﬁ»&%ng 44l i ?é‘ké'cinoM T-Inda&2diibib iR QFRE Ahd42B1-4-
M@R@B}’ tfior %ﬁ%hw@j 2-fluoro-5-(trifluoro

p,] TI dazelsA-yig2rethyl eé']M] (%flwpﬁogg thylphenyl)urea;

N2[4tﬁzﬁmlre,fbi< zmﬂaZaL%er)ﬁr%ww]enM] -N-8- fhrlfwf@n@hyl)phenyllurea

Nt[#(8Havom@ st brpk Y Hinelagdl{4uyedenyl]-N'-(2-fluoro-5-methylphenyl)urea;

Ne( slaamadrvmeor?) AR%Yméthyl)-1H- |ndazol4 lJlohenyl}-N'-(2-fluoro-5-
{ ! W| ;bkzenyly) (3- rretyhyl pr¥e}nyl() urea;

N-Z{ % nine %&gﬁg%ro %ﬁ@ﬁyqyj) 1“ mEj%zoI -4-yllphenyl}-N'-[3-
t’E'fNOFq"U%tNSMteW gr renyl ] ur ea;

N={p-43agirmT fluorp- &fﬁwﬁm{ymgthyl) 1H-indazol-4-yllphenyl}-N'-(3-
clelopheny)arsaz ol - 4- yl ) phenyl ] - N - (3-chl or ophenyl ) ur ea;

N=(l43-GATiRdY AQorb=61R1ya thyl)-1H-indazol-4-yl]phenyl-N'-(3-
Wl - GrRARRImEthyl)-18-ndazolt ylphenyI-N'(

&'?{e S pi %ﬁow T HPpRe! PR FHBERG Ao
flyorgRlipnylRaz ol - 4- yl ] phenyl }- N -[ 2-f1 uor o- 5-
(\It(ﬂf{ﬁ-lalm)mQ}ﬁ’é(tdigﬂhwlgjhlenqutt]yl]eb-ﬂuoro 1H-indazol-4-yl}phenyl)-N'-(2-fluoro-5-
Ne{rﬂﬁdhangamr@@ 7- (4- nor phol i nyl met hyl ) -1
Nz @J&Hﬁ&w{%@t &arﬁunb}h‘?& A-7-f1Dbrol B4-indazol-4-ylyphenyl)-N'-[3-

a

Wﬁ%ﬁm&? @&ﬂ”h‘ TR

AP Byt '”QHM AOPRBAGY Y Yr @,
RhIpePhenyiies6- 7- ( 4- mor phol i nyl met hyl )
NZ24H@rmisokd@sthyagind phahyl]- }-ﬂubro(mmdazmyfl-p}meaWI)N‘F(éa;
N-e{}-ﬂn‘dh@nylmré@ 7- (4-nor phol i nyl nethyl)-1

N 4 %Hn%l’ﬁ %yrlﬁ Y lokPREMIE tHNinae 2ol L HPheryy-N'-[3-

h

5%@??'%%)122&4 rﬁ;gr;g}ﬁ)gﬁ I]} rTE%é}/_é -yl}phenyl)-N'-(2-fluoro-5-

meffb’iﬂwr\)dhéﬁ% )ur ea;

N-(8 43 a8 124 miofp rotiny JettyillryH-imel g4y yiipheny)-N'-(3-

fldorbsiery@sazol - 4-yl ] phenyl }- N - (3-

%{g §>é)’rﬁrlik?ﬁ13[ik4iFr%ﬁohonnyl)ﬁtr]yl]n1y|—l mdaﬁol 4 yl}fhenyl) N'-(3-

%’Qn‘in eraaZOI I 3- bronophenyl ) urea;

e ¢ RS Tk wgé;caﬁﬁasep BAFRS)

(toflupsem etbmlmvuuteajl }phenyl)-N -[ 3-

(trifluoromethyl)phenyl]urea,;

N- (4-{3-am no-7-[2-(4-nor phol i nyl)ethoxy]-1

, 2- benzi soxazol - 4-yl } phenyl )-N - (2-fl uoro- 5-
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nmet hyl phenyl ) ur ea,;
N-(4-{3-am no-7-[2-(4-norpholinyl)ethoxy]-1

WO 2¢e0b@smps0xazol - 4-yl } phenyl )-N -[ 2-fl uor o- 5- PCT/EP2008/064076

(trifluoromethyl)phenyl]urea;
N (4- { 3- ani no- 7- [ 2- ( 4- nor phol 3%y! ) et hoxy] - 1

N2(4§§%..$@xqz-@4 bt Zryd ﬂﬂfé’ﬂWl])TH\ﬁndéé’Ul -40RjoR¥hRPRTEL ) ur ea,;

oxyethoxy

eih 1
gé ggZO?‘ b}iﬂ'}:&iﬁ |ngzo|\r4 -ybp henyH?\[ ?3 methylphenyl)urea
NEl¢43-emn ﬁéon?ofb indazebByheeiiN-63-mekyjrhenylurea;
N- (¢ A d-apoho-4-[34dipktaylan)indfethy 21 fHHodazo-8-yl}phenyl)-N'-(2-fluoro-5-
metHydhehgnyéa;ur ea; N-{4-[ 3-am no- 7- (met hoxynet hoxy) - 1
H(uqé%mﬁo HQ/J((].II%Bﬁ%'n}md}Teth@ﬁ’qT—iLuH@J&T5 I}pheny D-N-(3-
h@rﬁ}ﬁ)ﬂﬁé ur ea,; -am no- /- hy
? aef]_r'mJ g %(l[gg]&ncﬁ 5rr8§ §IEheny grrncl)no carbt %aglr}]%%/hle)nyll]’
indpzR) z)d}OXM,)BVW)]mﬁ&WVP?fU”NnaW@LBfI uor ophenyl ) ur ea;
A1 A-irfdei-ayl ridH-ndbyahSeanyging;
H i ndﬂ:{ml[sényd&pi(@ﬁﬂﬂox&bthwﬂ Briega RN LR ey BAN'-(2-fluoro-5-

N‘ehﬁ/éfh ?‘ - 7- hydr oxy- _

gg 4n¥nc}7‘9 g%’llh tri e(h%l f%hd)(ox%hnggé/zlc)lg e‘layl)ethoxy]-1H-
e st o. 5.
(trif Nd@-,(@ﬁmlw]ﬂ)l 9I|-4} MI,) #&-dimethylphenyl]-N'-(2-fluoro-5-
NefrAph@ngidrean- 7- hydr oxy
H i ndrZ8)3 énﬁ(ﬁd—ﬂhﬁb\dzbkﬂylj—b%(ﬁlhéﬂfyﬁ)h%nyl] N'-[3-

tﬁ d ?‘ ?gj%ﬁglhggyenyl ] urea;

1 ncdih ({ag*"w eSS mphEmMrea:

N[ 4 j éﬁ-%mq 4h[ dil phenyl)amlno]carbonyl}amlno)phenyl] 1H-
Hdazmazsd}oxn)ew)]mﬁ&me?ulfmharpm(t ri fluoronethyl)phenyl]u
rea; N-HP4E(anianidn@d-[Rihycrosy- 1
Egﬂldb?é}ﬁ@thylﬁjrﬁéhg[ﬁhﬂHU}lc]arbUnyI[éh‘ﬂﬁU]bHér%@ ~1H- mdazol 7-

QPyrrolidinyl)ethoxy]-
Pﬂ?{% ?f{y}lﬁ%le u KT@ henyl ur e
N ( 4- 7 @?{[ ﬁ;l?rpﬁh?ra%ﬂm i‘(‘taﬁ%%zvj}arf'nomheny'l 1h-
idpgrix2dioxeiviimriRy egu Be: f | uor ophenyl ) ur ea;
N- (4- l[\l’q’Zd(tiiramm@'A[{Z [({fB étqﬁyuommttjylW!Iemdlanmg&]sarbonyl)ammo}phenyl}-
iHHimdtao BT -y Beylidtpemsthandsutfdraniiiajor o- 5-
met hyNg@ Béh')r%f ?ﬁ-lndazol 4- yI)phenyI] -N'- 3 methylphenyl)urea

4 1P|Y 4§ - yI henyl)urea;
nl(zdg 37 e tr{yi '\llgg ql aﬁ%gF r@ﬁ%ig Ii)rop%enyl)urea
H i nd8lZ$1(3-amjnor ﬁﬁé‘ﬁ@b{' )1 Nndgzpl- 4w+)@hwﬂé\h ) urea;
(Fifubrdraetaptipienylrea;( 1- pyrrol i di nyl ) et hoxy] - 1

H i ndRZ!(3-4mi d-phesiyin HNn dd21-BLypré@mB-N'-[2-fluoro-5-

F\Lumofr&d%&h%mkh horggenyl J ur ea;

il Jn?efq [ !1% Joo]r’no enyl)urea;
H i ndgggwﬂ ?rf;;het{yflﬂzgg Z&MS,RE %}d{}ﬁig or?phlnyx(;zjrea

H- | nd¥Z#1(3-amjng- Kﬂ"nﬂ’ﬁwl 3 HNindazgl-4-yl)p enyl] -N'-(2- ﬂUOFO 5-
(ettiyidheoylpmed;hyl ) phenyl | ur ea;
ﬁ("rdl&l 4I BaRthol7 Ity ettiRydnk RO es iYaMY](3-byanophenyl)urea
in
R 213 %Hﬁéﬁé? lPll[fi%I%Jélbgi\’%l)?aﬁfﬂﬁbﬂéh%%oxy]phenyl] -N'-(2-fluoro-5-

m no) et hox

U W}‘%?oﬁsniﬂ%_‘g]? Iy é uor ophenyl )
N (4 W3 thetng oy gt R BB br &
friflupdgemethylehenylphiediyl ) - N - (2-f | uor o- 5-

nmet hyl phenyl ) ur ea;

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

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

wokoonadseel - 4-yl } phenyl ) - N - ( 3- brom)phenyl)uremT/EP2008/064076

N-(4-{3-am no-7-[2-(di et hyl am no)ethoxy]
H i ndazol - 4-yl } phenyl ) - N -] 2-38 uor o- 5-

(trif Ng@f (BRI -NEHSH-INdBES-4-y I)phen)ﬁ] -N'- 4 -fluorophenyl)urea;

N-(4- (S 2280 7Jflgor() H |a¥ h ro henyl)urea
o %37 Piisor Fé[ﬁﬁ@ @@ﬂﬁ &ﬁ [];SOFOP

Hind
mﬁiha/ By ues;| }phenyl )-N - [3
(t ri f Neié(SamitinoyT-flporeriH-indazal:4-yl)phenyl]-N'-phenylurea;
N-(4- N3t2*7@{$¥aﬂﬁm3“4[ [3=(({B-rhethylphbARfaiyiho]darbortlillaxmndlptienyda-
)ﬁ/’l:d}bgcﬂﬁy}h [211 111JfF'f|u|BF@ﬁ&har?esulfonamlde

ﬁgx aNm %?%XI ‘PQS?H rre%;oﬁg?yllzNS(Z(Ilug;(Oo5l i m daz
616 rH'f 13)—11 H i ndazol - 4-
yl} ph@r{fd@ ammq iiagelapitentienylirNeld-fluoro-3-
(trlf(u@Qrﬁetam)p’r@nyl]L[rQa;( 3,4,4-trimethyl-2,5-di oxo-1-imdaz
ol i di RyhY®hhmMH HInddzbpAazsHengt-N'-[2-fluoro-3-

ﬂLR)'F‘&ﬂé!t‘nQ/I‘)Menglﬁjré d.uor o- 5- net hyl phenyl ) ur ea,

ol i di njﬁ) Yt ]9 (%_%bfﬁ ﬁr]relnnTth brom fjht?or8phenymjregz
yl } phiig§2 mm% rtdﬁZP'r‘béS';)FEﬂ?@t/% -{sMiig R metauphenylurea;
N- [ 4- (\I3F4-é fdnor1H- mdazol 4-yhphenyl]-N'-(4-fluoro-3- methylphenyl)urea

H- | ndIB4[3-4myti9-7-23-etohyHafihaigbrbpdky) {1 B-if ami-4-yEpietyiN'ph
IﬁléHy)l}#ée@a N-[ 4- (3-ami no-1

H- I nd '13 %n-)mld f is ﬁ%}%r%ﬂ r%;!) %)F)g;(gp-[‘l ﬁiuﬁ&éi f-h%ﬁm‘}wl@-

h
ﬁ\!en%fb‘;i‘ g A1) henI] 2f|uor05rreth phenyl ) u
: 44 %aamqﬁg@mrmla 4&'@@9%@%%@@?@'ﬁyﬂpheny'} N-(Zfuoro-

Mﬂbﬁd&hﬂwmlﬂa} phenyl }-N - (2-fl uoro- 5-
mst hy NgA€3¥gming-B43-morpholin-4-ylpropoxy)-1H-indazol-4-ylJphenyl}-N'-(3-
é{hg ?1 Qé) 7 fl uoro-6-(hydroxynethyl)-1

H' ' nf ﬁ‘)()'n%r]ci* 4L propoxy) 1H-indazol-4-yl]phenyl}-N'-[2-fluoro-

?‘{F(%h ‘&gmg %‘y% ﬁrﬁar 0- hydr oxymet hyl)

H i nd8lAB113-20yn9- fiEmpre qlun 4c>éproewyéﬂbbn@%ﬂ' “fulezenyl-N-(3-

ShiouphSAENTER0- 7- f | uor 0- 6- (hydr oxynet hyl ) -1

H- i ndRZe![3-4mjid-Pl@mporghdih-4(yderopety th@zmdl St pleenyl}-N'-[3-
ﬁLﬂ)r(Brﬁélﬁ eHenyifréator o- 6- (hydr oxymst hyl)

t’:_‘I( n(:ag {T,arxlln Elh ﬁg hthqro %?fn R%}gﬁ ﬁﬁ}% a%o%gl}imlno)phenyl]
[ 0 |) tr| or r@e §ué mide;

net hyNF{B,-é{S}yq: |gpéa[,4 ( [( -fluorop enyI)am|no]carbonyl}amlno)phenyl] 1H-

INd@zZol{73ymmy JethyE-1] {, ttétuoydraetharesuiertaytide; 7- f | uor o- 1

H- i ndrZel({34aninp eyt 2)-ﬂd‘dro-ESi’methyIphenyl)amlno]carbonyl}ammo)phenyl]

ﬁF—IfMaIzHP’f W&Ey')lé{h | ebHF@Rmide

ﬁl?Z‘c’[‘@ Jlrglﬁﬁg gﬁ}ié Hﬂu%rgéﬂah tg?)é Lam|n$}5:§' rg‘yl)]amino]phenyl}-
amb‘?reth |]1-7-fluoro-1
H- | ndHi31({34arplnpﬂh[ér{ﬁ@ﬂwroqf®ny In9]¥>ptrb@nyl}a)rmm@)ahenyll 1H-
INdaZel{73ylmy )etwib¢nzenesutfodamigepxy) met hyl | - 1
H- i ndqu({%arﬁlhbﬂh[ﬂf(m@-cmbmbﬁenyl)amino]carbonyl}amino)phenyl]-1 H-
Hd k& 9 mﬂy%!)i&laﬁ&mbHé

H- : nda i Sr? ,'cipn%r %JH? |,§¥i idl-ll-yl}phenyI)-N'-(2-quoro-
FFGrea N- ( 4- {3 am no- 1

[2 (4 nmor phol i nyl )ethyl]-1

H i ndazol - 4-yl } phenyl ) - N - ( 3-
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fl uorophenyl ) urea;
N-(4-{3-am no-1-[2-(4-norpholinyl)ethyl]-1

wokomadseel - 4-yl } phenyl ) - N - (3- chl or ophenyl ) ur B&x/EP2008/064076

N-(4-{3-am no-1-[2-(4- m)rphollnyl)ethyl] 1

H i ndazol - 4-yl }phenyl )- N -[3-37

(trlfN@I%ﬁ{rWV POy lar thyl]-1H-indazol-4-yl}phenyl)-N'-(3-
R Oy R oty 1£tindazol{-ytehenyl)-N'

&r hé
| 8 i?g Hﬁ %9E§%p¥,\rmlrgc%me%] 1¥| f%r(]aeg(}“ ny} ehyl)-N'-[3-

Lm%@thyupfwnylbﬁ%w ]-N - (3-net hyl phenyl ) urea;
N- [ 4- N34 4Braninct/ hfisopoopylamino)methyl]-1H-indazol-4-yl}phenyl)-N'-(3-
ethytbhaay eyl ) phenyl ] - N - (3- net hyl phenyl ) ur ea;
I\F(4 Ns{zlf{maﬂﬁ’ndl- 1lisd pdﬁyﬁﬁﬁu@%fﬂyﬂ%ﬁm&dl 4y pheny!)-N'-(4-fluoro-

61”%%} phe fluoro-

:44 gi (é (‘(h&qrﬂ@}qwrygmeltmj]ekl-hw]p?zq -4-yl}phenyl)-N'-(2-fluoro-
ﬁﬂ“ﬁ@lﬂ@fwﬂyﬂu@i‘ﬁ} phenyl )-N -(3- chl orophenyl ) urea;

N- [ 2- N{(8-{3uaimir-4- @4eh{drptidnbkyoretyl- e inkd gk qidediph eyt Ne(B-
cbmPAyhardano) phenyl ] -1 H ndazol -

7-yl }RX(X é@*amﬁ#d ﬁ&%éwécn%%me@] H-indiazol-4-yliphenyl)-N'-[3-

t”gn dol dazol - 3-am

%’ rget '%8”%‘1 et hoxyet hy I%
H | nddA$n32ming-p (érﬁﬂIC}roWenpéy)melell] lHsindazol-4-yl}phenyl)-N'-(3-
retiaheReiyed;ur ea;
N- ( 4- N34dBranmin?7{@-dhRrdphenoky )methyyit HRinGazbl-@xdiphendzt@-fluoro-
Qinﬁbtﬂylyﬁén@I)lh}@é ]-1 Hindazol -
4-yl } Rgﬁ y] 'a)n AS-74(3 (R By REHN oA AL z01-4-y phenyl)-N-(2-

ﬁﬁrﬂé’ (DEMYph 35“5336 dimet hyl phenyl ] -N. - (2-f1 yor o- 5-
met hyﬂ-rgﬂé-mq gTyQ-g' [3,\q_‘lr| Y8l é—ly{)plr(gpgxy] 1H indazol-3-amine;

H i nddzéH34amjng-723 &mpwmlﬁwlmmwh/]ﬂwmqazol -4-yl}phenyl)-N'-(3-
(ietriyfdheoyipmed;hy| ) phenyl Jurea; N [ 4-(3-amno-1

H- nd 1
bt (P s s

10- 4-[
gmy;i g g‘{g ||nj) @Rg%@mr? 8ﬁgﬁp}§8henyl)amlno]carbonyl}ammo)phenyl]
20 ammetmll{tmomqn 2-5ligppeids:
(tri f Neid({Srarning14y[BHEByinEtuyioh o i mniaeigarbemiliaoiipherepiyl-1H-
indbaslazgjoxy)etiyl [ihpybes-Rydulioriniasesul f onam de,;
N [ 2- ({(BBEhRo%4- (1] (1é$|(53y|Fhﬁ%d%ﬁbﬁﬂylhd@}etmitm%%&d }

OI? p&;anyl] 1 ndazo
t hyl suI fo
G 1o et Z‘f% AT PO Peoi? Hriestarg - yhRBR Al Tuoro-
mmﬂmgny )di®eno] phenyl } -
1H- i nble#gB-amind-Y-G3c{diehyigin}nogerbamedd Hfiodesol-ggiphenyl)-N'-(3-
ShipdphSmydiitez- 1
H-i ndﬁz(a?l{s Ao ?JT@(Bféﬂwlen HoSorBEEY-H ADSERAo)- LY, BBheny!)-N'-[3-

[ u%r %n
%[4 égﬁg?fh lé%?%@}%ylimm(o?prggéxh mc? zo y?&enyl) N'-(3-

ﬂuqrﬁﬂmnumaw )phenyl ]-N - (3-chl orophenyl ) urea;
N- [ 4- N34-4Braminor? ineitdaz b4y 2ifudenpobryil- N HBstidngriometti)f 3-
()hényf]b,{é@r orret hyl ) phenyl Jurea; N-[4-(3-am no-7-nethyl-1
H' ”d rLc) ﬂh%ﬂﬂzbr Jz%rqu;BE%BRyl ON"-[4-fluoro-3-

-am no 7 net hyl - 1

fidorom yI
r%% % %i g%(iq ]3 yi1H mdepzro(I)HDyP)Bﬁgn)g/l] N'- (4 quoro 3-
methy Z’OV'Me@/' ) IOhenyI ]-N -(3-fluorophenyl)urea;
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N-[4-(3-am no-7-nmethyl -1
H i ndazol - 4-yl ) phenyl ]-N - (2-fl uoro- 5-

woredobps@benyl )urea; N-[4-(3-am no-7-nmethyl -1 PCT/EP2008/064076

Hindazol - 4-yl) phenyl ]-N - (3- csyanophenyl )urea

N-[4-(3-am no-1
H-i ndﬁz[@l(s Amid 0-7-Byfidik 3ty Y PLiRERINAX Y H Rk ;NJ(s %lo(c%héhmrea

ro-5- e oro

RO N

E'@lqo,rm% ' r?‘}’Te | Jurea; N-[4-(3-anmino-7-fluoro-1

A N e ey

Nefryinh@ndjdrea- 7- f | uor o- 1

H- I ndeZ0l(3-4mil9-pRengihB-yN1H(iRd ddouary0 piery)IN'14-B@sro-3-
ﬁlﬂ)r(gn?retﬂ ﬁjl]l]‘réé‘oro 1

' nd :Qé !-j;ur ei?&ﬁn%%w(agﬂﬁo §8%ﬁfl u|ndazoi4 yl}phenyl)-N'-(3-
ghezy phenyl ur ea;
N- [ 2- bl{(e {%ﬁmm WFWy@mm)a@p@ﬁdﬁﬁ Wd@ﬁ%&]Yd}ﬁhW}(Z-
ﬁmrn@}mb@m@h@;nﬂ)uk&mdazol 7-yl}oxy)ethyl]-1 ,

1 ter(hq@rammih ?ﬁmbﬁ@@mdsropbk)[]fﬁﬂlad@iﬁl IZIQrI}ibhenyI)N ~(3-
| uor ophenyl ] (2-fluoro-

) -2-
|r_rl_elt Eéa ol%g%fj ?ﬁ:& &%Fﬁikfa%[ ri)TPrlo 8xy(; 1§| -indazol-4-yl}phenyl)-N'-(3-
eqlprophemy )Hfﬁ?thl henyl Jurea; N-[4-(3-anino-1
H i ndblz(6+{3 BN~ %@mj‘smwan{l@)moo@m -1gl-indazol-4-yl}phenyl)-N'-[3-
(ttiftudroraethpliy@tenyllyrpdieny| ] urea; N-[4-(3-am no-1
H-i ndﬁzml{s 4nitho-PN@Wimbthiandido)brop 8%y] A Hih e PR BRNEN e 4-

I n Eig %@gﬁqﬁg)f)%%%rgholm 4(y§prfo|pcl)'l>8/)qH mgezol y'r‘]pheeprwl})l\&l
Pf-qn?ﬂﬂ’ ee¥uied;| ) phenyl ] - N - (4- f | uor o- 3- met hyl phenyl )ure
a; N N44{(%amnm®4 Tnotagoln%vlprﬁdlupmphewlbm'd@crwt)\ylmhenyl)urea;
|+ | nduz[M(Mrryrid piarielzb ANy h-3lneryphen ghN'-(2-fluoro-5-

H- ?1 Q@ 7-(3- rmi)phol ég 4dyl propoxy)di
' n 9 Z6l- Fu pﬂgﬁﬁ @yhdr’{)&%nyl)urea
IS it el sl
ur ea;

N- { 4 [\|34*&3narrm1071 K3 dezolehl) BrilugrophpndpXg)fkugro-5-
triflustemethydohen)phieayl } - N - (3- net hyl phenyl ) ur ea;
N-{4-N322 ﬁﬂaﬂmﬁoﬁﬁﬁnd&blﬂi&ylbhﬁwrdﬂhemﬂpnX[M)fruéro3

2-fl uoro-

[t 1‘h gﬁ yl}
l{b Eﬁ? Efjpheﬁ/ﬂ#}r%eﬁbfﬁ p 6&9)d|rﬂethylphenyl)urea
H-| nd 2613 @qu b IPPEBORZOL %yl)@hﬁwﬂ BeMlyraRea;

N-{ 4- N34-d8raminozd 2 empis pkaziol-Ay B hydny-dd-¢cnettlyiphenyl)urea;

H i ndRZ9!(3-4mind-pRaeykisoRdzol-8yl)phenyl]-N'-(3-cyanophenyl)urea;

(t r | f Nq@f(@gﬁ{.m ,)z%%%biéibﬁ@ayl)phengI]-N'-ﬁ-‘;'/UOgﬁ'ghy| ) ani noj

e 2-fluaoro
M? g&%é@q&g@gﬂ?@@ﬂyuh WALt
N- [ 2 N4 4-(ZAmiree- h2fb$n€l§9>(azofﬂwapf¢95w&1ﬁy1(§ ahprivehem by | }
am nolNg#€drahiindt1 RibedaizoxazolF4-yl)preay - &' «Brethylbhenyl)urea;

, 1-t fNf[hw%ﬁmh,ﬂmﬂibém@m-‘?%henyl]-N'-[4-(trif|uoromethyl)phen lurea;
N- [ 2- ({38 -4 [b‘énF Bia%ofhy%ﬁbn?[] eI RBAMEhFFhER)urea;
T Pﬁ@ﬁhﬁ? I i} beltle Py (rdaghensurea

N-[4-(3-amino-1,2-benzisoxazol-4-yl)phenyl]-N'-(3,5-difluorophenyl)urea;
N-[4-(3-amino-1,2-benzisoxazol-4-yl)phenyl]-N'-(3-methoxyphenyl)urea;
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N-{2-[(3-ami no-4-{4-[({[3-(trifluoronethyl)phenyl]amn
o} car bonyl ) am no] phenyl } -

wdakbovnsiezol - 7- yl ) oxy] et hyl } benzenesul f onam de; PCT/EP2008/064076

N-[2- ({3-am no-4-[4- ({[(3-fluorophenyl)am no] carbonyl }
am no) phenyl ] -1 Hi ndazol - 39

7-yl }leé’(-)(%hﬁmd bQ%ﬂEl§§%HzBPm-§Uﬂ)r%§v)l] -N'-(4-methox phenEv)I)urea

N-[2- (s % s foliknb EblaborR ABRAYAIL) am nof car bonyl}
) iy) SEAYIT iyér??@ﬁ'é%ﬁzf’b‘hé{ﬁﬁ’*beé‘y'] N'-(3-nitrophenyl)urea;
4- N43-43raRtnoy 1 Llessisexaspl- %‘M)W%W -flucrophenyljurea;
H- ndbiz[é{(is-an‘ydq—pﬁdlwlz)somzo(Q-yf)ﬂ)hﬁmyﬂ;-N -(2-fluorophenyl)urea;
5- met Ry4-pdamild-upahzisoxazol-4-yl)phenyl]-N'-(3-chloro-4-fluorophenyl)urea;

N‘ 4- Ng[4-§‘§ﬂaﬂﬁ’noz1 MHeﬁ%@B)@cﬁw @m)&@n@ﬁlr\hyé ]:hl&ro 4-methoxy-
yl }phenyl)-N - (3- "chl 6r ophenyl ) ur ea;

o ndS%%‘l%nﬁno 7 %(I S ’g ﬁz%t%n])ghe?nnﬁwﬂ ]d|methylam|no)phenyl]urea;
(tri fN[[ﬁ,-,(%-ﬁmlrpW ?ﬂ]@@ﬁl;;p)}q;p 4ryl)phenyl]-N'-1,3-benzodioxol-5-ylurea;

N- ( 4- N34-48raminofl R{biesipoxaag|-aiyl)progny-iNHA-{tdflioromethoxy)-
phériyflazal - 4-yl } phenyl) - N - (3- net hyl phenyl ) urea;

N'(4 N3z 8 §naﬂ'ﬁ’n 1b(ue%9|86>9&15| @W);an?ﬁtl\hﬁ ltritkioromethoxy)-

henyl’)
ﬂ S??’ph f y
3{4 é@,—.@ﬂ%c?ﬂ F(b@nélﬁp@zebﬁ gﬁwm{%@»Plsitrlfluoromethyl)
Ph@ﬂi/ﬂa@@l 4-yl }phenyl )-N - (2-fl uoro-
5- met Ny[#{{Bramyrig-tieesmnzisoxazol-4-yl)phenyl]-N'-(3- chIoro-4-methylphenyl)urea;
N(4 I[\I3[4 ﬁmToZﬂn{eAh LM@Qnﬁméyalrmyl YI;J-N'-[3,5-
urea;

Shatfvi R -N - (3- chl orophe
N dﬁag %dr&; glCh' 1 %ngefgo%%l'ﬂeyl% hyiENe-4-
tf'fllqoqu”'[]%tpeﬁﬁ? B]‘ﬁiﬁényl ] urea;
N- (4- I[\Ia‘4é3naﬁw1077{n(elh@¢y+b?wbph@mgtqlfﬁeylWIepylltN'-(&ﬂuorophenyl)urea;

H- i ndBiZél(3-4mind-phestlydxy-T\P-béRzisaxatdiyi- ydnmeyj/l)-ur @anethoxy-
Et C?{“%aam no- 7-[ (4- chl or ophenoxy) net hyl | -
in

3 et ﬁagé’%eny %ﬁlﬁgég%% '(\%b% zgdxg%lq‘,}ylkpgen;_/[] M_g - d|f|110riphenyl)-
)p opoxy] -1 H i ndazol -4-yl }phe

£1 uor b: [4-(FratriRA mmw&aenaswz@ﬁ wmenﬂl 9'1 (p-rpethglppanyl)-

Hegyrrol -1 yI ) propoxy] -1 H i ndazol - 3-am ne;

N- (4- N34-qBranmino/ 7 niktiidkyk, Pyenssoxbzo -y phepg kil 3lbromophenyl)-

fteghdazol - 4-yl } phenyl ) - N - (3- net hyl phenyl ) urea;

E’E I( ﬁﬂgi ?ﬁng%?qcfﬂn?éﬂ(cﬁﬂyq;\?% éﬁéoxéfolyi %ﬁ)r ﬁ(M]—g}S dlmethyl

*am no-4-[4-({[(2-fluoro-5-nmethyl phenyl ) am no
car boN ﬂ}(WWM)ﬂy 1,2-benzisoxazol-4- yI)phenyI] -N' Pél‘r (dlmethylamlno)-
phériyd@20! - 7- yl } oxy) et hyl ]t hi ophene- 2- sul f onani de;

N- [ 2- K3 @aimio-Aniethddy/ 1 Bbertisosapsienyliphanyipri ¢ aeasydidxol-5-
S W ek Fﬁﬁtﬁrﬁe 2 AuLanam i

y er %‘sé Hphenyl]-N'-(3-methylphenyl)urea;

( benhZ Jphenyl]-N'-( ylphenyl)urea;

H-| nd&z%ﬁ S qzmﬂé&ﬂﬂ;ﬁ '385%%2% -Wphemlle R Haiphipeophenyljurea;
N- ( 4- Mélé%aﬁwmﬂf@ﬂ@diﬂe&— ZinoK P} propbsey N -(2-fluoro-5-
Methytpheoyyutey| } phenyl ) - N - (2-f1 uor o-
5- met RyhpHamino-BheAyI-1,2-benzisoxazol-4-yl)phenyl]-N'-[2-fluoro-5-
Etﬁlﬂ)rérﬁe V])A&% nyidras;( di et hyl ani no) propoxy] - 1

ind ﬁz[g (3-a nc}/P metl¥yl)1 é\[)en(msoxgzhc!l gfry(l))% }X]l IQI % ?fafluoromethyl)

phenyljurea;
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N- (4-{3-am no-7-[3-(di et hyl am no) propoxy] -1
H i ndazol - 4-yl } phenyl )-N -[ 3-

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

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

N-[ 4- N34 380%Rfnol7- methyl 1,2- ben2|soxazol 4- yl)ghenyl] -N'-(3,5-dimethyl-
Fhérgﬂ l 4-yl)-2-1l uoropheny (trifluoromethyl

urea, nmn
Lt i haSaNG AT @%hvués%ﬁ A BOF 42 givoneny e
(trif Ndﬂ,—,(%ﬁmlqwfm tgﬁrtz@oxazol -4-yl)phenyl]-N'-(4-methylphenyl)urea;
N- [ 4- NJ4-dbramino? 7 athydi erBeqzllszazol -4-yl)phenyl]-N'-[4-(trifluoro-
hetostapabnyiuyday phenyl 1 - N - (4-f 1 uor o- 3-
et hy NRRSSY hidd-Bandthyll-4 ;A BarfABoR8zof- 4%)Ehé’hﬂ “N=($lfiudro-4-

EHH“% 4eg(l)phenyll N - (3 chl or ophenyl) urea;
H i nd@iﬂg Q”W() Z)‘Héﬁ@){ 1% ’{Z§0X320| 4-yl)phenyl]-N'-(3-methoxyphenyl)-

gteai f | uor omet hyl ) phenyl ] ur ea;
N- [ 4- N34-4Braminor#-mathydi1 i2-Benzisokazol-4-yl)phenyl]-N'-phenylurea;

l+ | ndaqml(sérrydc}mnmmh H; Z\E)er(z%‘o&émq;l)'éhergll] -N'-[3,5-bis(trifluoro-
urea N[ 4-(3- amno?pyrl 3-yl-1

I(_IE Ir ﬁ?ﬁﬁo ﬁe"%{'}] f)l)rqneqqpéllh $r{ |soxa¥ocl)4 yI)‘?p'henyI] N'-(3-bromophenyl)urea;
TTgatrMﬂ '%ﬁ?% FMI)@E$I )S}]IN (3-fluorophenylurea;

H- i ndblz[61(3 amqu pimataxy- NZ bemasm@m;fl ydadyl)-Nrldeluoro-3-

(Hf{ubrérBethpfiphenylrda;( di met hyl ami no) pr opoxy] - 1

H- i ndﬁZ[mJ(s Amin 3-Riesiydxly= N -bErRzisoxazol-4-yl)phenyl]-N'-(4-fluoro-3-

fle § gglyl phenyl ) urea;

e A AR ERY AL REN Grpsoromarnny

Hi nda

Rp?rkY U®3dam no- 7- [ 3- (di nmet hyl ami no) pr opoxy] -

H- i ndNA&i(3-amng-pliserpt ), ZNen@saxazwdoylMﬁeww}@r@éprophenyl)urea
N- ( 4- N€[41’ﬁ$nanm077-ﬁlaelbd’i,%tahmd;ca@zoi@-}dyphpﬂydyﬁxl'-—m-ﬂuoro-&
Ertuﬂldb%}ﬁ@th yHohehyipheayl ) - N -

rif gﬁﬁr#l% Q@Wé-})gﬁﬁf’oxazol Ephen %h gmethylphenyl)urea;
H- | nd EHWC}E;H %r %ﬁoxazgl eny fluoro-5
ftrifur eyl ) ur ea;
N-{ 4- [\I34*&3narrm1077ﬂ30m‘r bhehmpngﬂﬁbvlmny}Ni(Z-flu0r0-5-
hethythhzalhuteyl 1 phenyl }- N - (3- bronophenyl) urea;
N-[4- (3 4@%%017 trlfluoromethoxy) 1,2- ben2|soxazol 4- yl]phenyl} N'-[2-fluoro-5-

”Jh& Iﬁlph% | I uor ophenyl’ - - met hyl phenyl )ure

H | nd@g{é %éa"m é”'f"I‘QEB'F‘SB}%Wy1 f- bﬁf"z'%‘?‘aFP'u”bY'H)hgny'} N'“[3-

ﬁ‘é%’yrq)rﬁﬁ M r’)51'3]7’3}&93‘I\I—[4 (3-am no-1

H- i ndbZé1[3-4mjnd-7-Brifllaromethioay)yl,2-behzi¢Baebitylighleayly N)-(2flioro-5-

miettytdhén{ifréari no- 1

H i ndpzal3 esmxma 7 %tnﬁudir%em%ﬁwi ? b%zué&afzblbm{/lﬂm%nyl} N'-(3-

Eﬁ?%h@ )ﬂ}’ ur i | uor o

R w&rftaﬂwmf&og@ %pbpaz'%%.aa%-%w?Weny'}-N @

bromupagaylused)| ) - 3- f | uor ophenyl ] - N - [ 4-f | uor o- 3-

(tri f NJé{SamtinosT - tnfieorginptnogy):-1, Xbpdzi¢ waoft4rpiphenyl}-N'-[4-fluoro-3-

(taﬁmér?emgwymﬁeyl ) phenyl ] -N - (3, 5-di met hyl phenyl ) ur

methy%\ﬂl}éﬁﬁéﬁ;ﬁﬁ f]gtrlﬂﬁjgrgmgw)?rqr) 1N2 bg zel?]c))ﬁaﬁcr)lgayl]phenyl} N'-(4-fluoro-3-
N-[4-(3-amino-1,2-benzisothiazol-4-yl)phenyl]-N'-(3,5-dimethylphenyl)urea;
N-[4-(3-amino-1,2-benzisothiazol-4-yl)phenyl]-N'-(3-chlorophenyl)urea;
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N-[4-(3-am no-1
, 2- benzi soxazol - 4-yl ) phenyl ] -N - (4- et hyl phenyl ) ur ea;

WORGGH$RIAM no- 1 PCT/EP2008/064076

, 2- benzi soxazol - 4-yl ) phenyl ] - N (3-cyanophenyl ) ur ea;
N-[4 (3-amno-1

, 2- benZi38AHRI- 1 4- dé'nklﬁblﬂfé!bﬂ-ct N Hefy I%NUPZ](RIO?’O 5 methylphenyl)urea;

T

, 2- beNz[H%‘fe‘aWﬂ L5 ﬁuw)%@ﬁwa ANy Buemeperyfiiens iy erioe;
Iehyipn@n pijrirers- 1

, 2- beRZ4-$8xau-7-4udyio) PHhREEJI-4AN/-2-Bueopiéany B xhloiphenyl)urea;
N‘ [ 4- (\l 4 @aﬂﬁ’nd-? (1 meth Ipiperidin-4- yl)[methoxy] 1H-indazol-4- I%/I} -2-

fI@oP E%Kgr@or fg)ﬂ}fh]l)u'r\&a 4-(trifluoromet

en

2yb§% %4y ? M'BWPT'”ﬁ yhimetapxys -indazat-frylpfrow-N*-

{A-maiwipheny]ueg; 3- ani no- 1

, 2- beNzZ#4daanmd-7 4 yhehhleipgtidin M-y (nBethdxys A dpindazpl-3-yhetegnyl)-N'-

t&&rﬂorbshw)nﬁeal

, 2- benlg(h%gé%% 7‘ff(1yrhétﬁi)|sf&)éh&un ylﬂﬁetﬁo@nﬁhqm&eh&fwbﬁ%&l)N
i Iphenyhu

"3 b Lt TR PLEE oty A

CfEO@@hQn)é)szol 4-yl ) phenyl ]-N - (4-met hoxyphenyl ) urea;
N- [ 4- N4 -48ramindt7~(Zpiritiz-Bstptagmdy)-AHyhdgzbesyllfheng@eN'-(3-
Mettitdhdnanires- 1

, 2- beN h%@’éﬁﬁr‘éﬁ 7‘63-}6{/ FRENrbpdNy)-¢ Bt 2o PR Y RENERY BN B4-fluoro-3-

&Eﬁ%éé'@?t }SI BVI]UA[e?I (Phen)( g4 f1 uorophenyl ) urea;

4-1 3RO 7-(3-pyriai propoxy) H-indazol-4-yl]phenyl}-N'-(4-fluoro-3-
W@ihylﬂhzmslwga;ol 4-yl ) phenyl]-N -(2-fl uorophenyl) urea;
N- [ 4- N34 dBraninal7-(3-pyridin-3-ylpropoxy)-1H-indazol-4-ylJphenyl}-N'-(3-chloro-4-
f|@0r3@r%|y§@r>égzol 4-yl) phenyl]-N - (3-chloro-4-fl uorophen

I
; ;lﬁgo%ﬁpgtg;%% cf—?’zl@ - %r}/ﬁr?p%y) ag zoI 4- yﬁphenylﬁ(l)\lX)[the
, 2- beHz{ﬂé%ﬁa&rmz 39}")%&#%?9%3% -ngazREd HljRhamy oY -phiypro-5-
me}hﬁ@&nylw{?aﬂ; (3-amno-1

, 2- beNZ{AQB)-)aﬁZr(d 743-pindwnenydropdiy’-1H-indazol-4-yllphenyl}-N'-(3-

ol -5-ylurea; N[4-(3- am no-1

%ﬁ E ig%@"%gﬁ%’d %pd}sﬁ AsibddAolh Vﬁ’r;h%'ﬁ?f} 'RP@’)

rg E%”VH $&zol - 4-yl )phenyl ]-N -[2-(trifl uor onet hoxy) -
phenyN][ﬂn(%'ﬁm'er [1d-indszal-igr2Amethoxymethoxy)phenyl]-N'-(2-fludro-5-
methymengldxeol - 4-yl ) phenyl ]-N -[ 3, 5-bis(trifluoroneth

yl )- NklemyJa}rMcﬁaH ifNaz81-4-3h-arhyacoxdphenyl]-N'-(2-fluoro-5-
oI 4 yI)phenyI] N - (3-chl oro-4- net hyl phen

yI ) urg
2- ben é\ﬁ hexlb}ﬁ]enﬁp% ?fgjoro5
iveie] §M]W§¥) phenyl ] ur ea.
N-[ 4- (\Ig[éf-é%aﬁwloﬂﬁm;mg;w:l -indazol-4- -yl)phenyl]-N'-[3-
(t2fveornetbpiyamolfuteyil ) phenyl ] - N - [ 4-
(trif qur(waﬁr’fwmr)@hewyh Huf ®&&ol-4-y)phenyl]-N'-(2-fluoro-5-
N‘ehﬁﬂ - 7- met hoxy- 1

g\a ’é?‘nir?%? A %'9, yy‘?%' ihadSor-43nHhSSHIPRERYS Y e

SNYIREF ol - 4- yl ) phenyl ] - N - ( 3- met hoxyphenyl )

urea N-[ 4- (3-am no-7- met hoxy-1
, 2-benzi soxazol - 4-yl ) phenyl ] -N - (3, 5-di fl uor ophenyl) -
urea; N-[4-(3-am no-7-nethoxy-1
, 2- benzi soxazol - 4-yl ) phenyl ] - N - (4- net hyl phenyl ) -
urea; N-[4-(3-am no-7-nethoxy-1
, 2- benzi soxazol - 4-yl ) phenyl ] - N - (3-bronmophenyl ) - urea;
N-[ 4- (3-am no- 7- met hoxy- 1
, 2- benzi soxazol - 4-yl ) phenyl ] -N - (3, 5-di et hyl phenyl)

m%
2be
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urea; N-[4-(3-am no-7-nethoxy-1
, 2- benzi soxazol - 4-yl ) phenyl ] - N - [ 4- (di met hyl am no) -

w@b@apsjor ea; N-[ 4-(3-am no-7-net hoxy-1 PCT/EP2008/064076

, 2- benzi soxazol - 4-yl ) phenyl]-N -1 , 3- benzodi oxol - 5-
ylurea N-[4-(3-anino-7- met hyl42

, 2- DeRZ1 3948AHNY- 7/¢yw.mtwnwhhdé\io1 43npRdryyiNeieny | ) ur ea;

b 6 &nd
E?[LE g};%zow]lgg%/q{ %hyiq}[' ,Ldazolg%/l)gfbelzn?/]%?g P{Io oplhenyl)urea

, 2- beNz[f‘é%‘;’e‘a"ﬁQﬂ -1~ &ywwﬁn@ﬁw'pdtﬂd ¢-aDphenyfldL42-fluoro-5-
netﬁyyihphxdwea) urea; N-[4-(3-am no-7-nmethyl-1

, 2- benZi gpxanel-7-pyydinahenytihddot-f 34)pherny o $4-fluoro-3-
tFIﬁde&d’l%ﬂW{| harehenyl Jurea; N-[4-(3-am no-7-methyl-1

94 A BNEAVLh AN b 3n6h &, NS fumb ) -
Hgf?%%ﬁlé?g Wg%g% LT

=/{)hen yl]-N - LB 5-di net hyl p hen?ll)
ur ea; NNA{(Zrapmnospriflnero7lHriadagel-4tyl)phenyl]-N'-(3-bromophenyljurea;
, 2- beNZ#48reaural-5-4ugro) hadgrdl-4Nph8n gl RYyBphethylphemyarea;
N [ 4- N34 -qBdaRnol5-MBdlayIH-thdazol-4-yl)phenyl]-N'-phenylurea;
2 Do gL oo gl NiphényEtgliabeay ) ur ea

0
&Eﬁurg)ré] ?tﬁn‘;prhfnw]ui éll é )[p% ét rifluoropethoxy)
phen ]ﬂn(%gmlq@_ Huore: nlqaz 4 gn I)tN*-(2-fluoro-5-
”@ﬂWﬁ}ﬁ@mﬁMa&ol 4-yl)phenyl]-N -(3-fl uoro- 4-
met hy Ng4€8ramino-gdyoms- THEHNd3z @ nphényleNHBt - 1
(taﬁmetﬁww@@wlﬁeyl ) phenyl ] -N - (3-net hoxyphenyl ) -
U7 e ! S”fl[ié’ro lﬁ%ﬁﬁl 4h(l)phﬁnyl “[4-fluoro-3-
leﬂ%) t o F%zo I] rea;

 2- eNdfdRaing- 53“9/'10 %@HW?' Ay epgndl-NrSahtarepheayldsreeh
yI ) pNdfB-poiread-finpro4tH-Brdardl oy )phaet k4 4fluoro-3-
mattymengiiez,ol - 4-yl ) phenyl ] - N - ( 3- br onophenyl ) ur ea;

N- [ 4- N34 380%aR o5 ABS MY H-hdazol-4- I)phen I1 N'-(3-chloro-4-fluorophenyl)urea;

I-

2 be ) ur ea;

[ 2 Ngh;@?é%%% c}fJP]é Wh&?q&éz]or yr)ér%nfy YPLRAOGHS.-
Mty fméglz%azm sy phen] N o[ei] oo
(trif Bl dAd s @(aﬂzp ﬁ-y@@lhenyl]amlno}carbonyl)amlno] -4-fluorobenzoic
akifl4- (3- am no- 7 met hoxy- 1

, 2- bemzttyb3-p[ak(34mind-pHamydzbr-NyhHenllamino}cdrbonyl)amino]-4-
ﬂ@grgyérgggﬂgyl)urea N-[ 4-(3-am no-7-fluoro-1

, 2- be %ﬁ%ﬁ .j Bl%e%ér]; pf Nﬁ?ﬁ@&b%‘ﬁ&h%ﬁé@}’)h%a

pheny

z[? '8P 4 AR e”w '§°1&ﬂfb8P\s' AgPHemdatH
NdFZtO|(73¥|E>PW)¢HWﬂmP h%a:%%ﬂfpngmde an RERGFY
, 2- beNA#<draimnd-743-ydimpthgtayinoe)proppxiy liHdiodazdg4-ylphenyl)-N'-[4-
{|mdrbf3L(¢mru@fmﬁd1W|))nb@nwdaur ea;, N-[4-(3-amno-7-fluoro-1
, 2- beR hf(P)ééétS)lLs ﬁmWolﬂlilﬁ%H)l N 1dh3nRNDLRRRRS! ) ur ea;

#%EW g%”{%gol u|OI)r of %l N L9
(et TSR ReRT T aresr e B SAEE93 | vor o- 1
met mﬁr‘ﬂw%&ol 4-yl)phenyl]-N -(2-fl uoro-5-
met hy Ng#4€Bramino-e@henyl-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-
Neltftdhdnanire®- 7- (tri f 1 uor omet hoxy) - 1
» 2- DeRzih $O%AFA-7 43 ¥ A8 BYdrd p Ny -l Bif d 482y Bohenyl-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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(trifluoromethyl)phenyl]urea;
N-{4-[3-am no-7-(trifluoronethoxy)-1

W0 2¢0b@smpsoxazol - 4-yl ] phenyl }-N -[ 3- PCT/EP2008/064076

(trifluoromethyl)phenyl]urea;
N-{4-[3-ani no-7- (tri fi uor omet4oxy) - 1

, 2- benz[m%m 1I41Nda]z§|h4190/6r}ehw] N-Bidd-89Pec and
NP R Rt prenyres

2- benzi soxazol - 4-yl ] phenyl }- N -(3- chl or ophenyl ) ur ea;
h.qmemgoqiwpmpf-th [rlyqaqqolqom@rﬁgflyﬁﬁ%n_t ig N-[4-(3-amino-1 -indazol-4-
yiIeheepiENS (Rcimud-54ngthyipheny))ujeaNAB 869 )mr saitpirerygidtes emsolvates
Nefebf[ 3- ami no-7-(trifl uoronet hoxy)-1

, 2- benzi soxazol - 4-yl ] phenyl }-N -[4-fl uoro- 3-

B B (SW&H] £r]eLUsgl%1 or inhibiting protein tyrosine kinases. The
REE iﬁwa&éﬁt&r P?/ o]{q §CC&’§8I Eg eu%qllg dgs_persmn product of the

wgm{wnmqg,qyﬂ @@@egm [for- t(eg.tlggrp@m:eg_ln a patient in recognized need of
s@shteratmesatt domgzieing &dyrinigthemy lo] théNpatfet 5-titkrapdiighlhhemcgptable
ameant dialcbripduAdi no- 1

, 2- benzi sot hi azoI 4-yl ) phenyl]-N -(3-chl orophenyl )urea

TQL %@'ﬁ’ ‘ﬁ%"&r%i’ E&d“ﬁt Y PIBRENM2 RCTZEDF Y8588t hy! ph

enyl )urea; N-[4-(3-am no-1

a)z bri¢RRERE & liglid mMqurg| copiaimng the gt laast ena #sjive Beentl Jtdezsi one

;N pHer(m@ceautically dcceptable matrix-forming agent, at least one pharmaceutically
, 2- besebedlddrzelanfard dPEM&IVhE sbivedt3add ri f | uor omet hyl)

}_F ?nlcgffr%ihe @S)I[/éntg Trgﬁﬂotg '|IﬁUIP]rT”QZ[JI% t% OP al‘ﬂ)trhe sglld dispersion
rrethl hyl)urea N-[4-(3-am no-7-fluoro-1

H i ndazol -4-yl)-2-fl uorophenyl]-N -(3-chl orophenyl)ure

as dpsqriped 3bayr, ableast qne-fitet Mgy pilyantagionsly bgladded totkg Jiquid mix-
tdré befamolentbvinglth@ solvent(s).

fl uorophenyl)-N -(2-fluoro-5-net hyI phenyl ) ur ea;

%Jlga%cé g’ol% h%)é Ef/el & R6fe 'd@séTth)o'FEBIn&ﬁéf%g the matrix-
azo

e mawb& %85%% o PRl poceptable
le%%g@ rrafege e yiraqes of sRlvant BYey Here A iy meégted solid disper-
slog @rqomlctaﬁ%uﬁablw t[lQ aolvmt melquﬁaiemdwfm&n yte anetih osydisting of alka-
hbls slai @k rdletiyd op Regimto), id8propanol, n-propanol, isobutanol, n-butanol; hydro-
CAbbhAIQUEN S PEItAYE, HRRENE, LikiSRsxane, methylcyclohexane toluene, xylene;

%l&ﬁ O[[a%e %?%ﬁﬁ n%[] ih'e% @O%L%PE?;?E%; XL, ethane dichloro-

Isdjlc as e yI acetate;
ﬂ‘.hpﬁd gliqﬂ as:1d|9xa]r}§h@‘tr9 ydrafurqng; a%pwplﬁﬁ |q‘ fvear more thereof.
Kthanol i3 pariculery preBrmrdugi ta itS aydilabiifyoRigelting power and pharmaceu-
titdl egfazeds. 4- yl ] phenyl }-N - [ 4-f | uor o- 3-

(t r| f 1 uor onet hyl ) phenyl ] urea;

(a'[az g"%@f@%% rle b iy% Réb%) r)od of contacting the essential
ly

éhe h rmace |ca accep le matrix- -forming agent, active
ﬁgqrn,tpgpaﬁﬁnpﬁgevthaﬂy gsx?qp@ﬁm\e ngichﬂr@p@cj(%e_splvent or combination of
sblverdadobn #mpdofipegvh\thé lidNiid (rdxtareli® pepdred by dissolving the pharma-
Eédli@él@@é&@b!ﬂablérrﬁﬁnx forml | agent to obtain a matrix-forming agent solution,

Ie}hc{ édci ﬁ)’g adetit B a?’mw:élftleglﬂ?%eﬂtable surfactant to the so-
v¥> eny tm xert an solubility-enhancing effect on
t'?nfll?o r?eﬁ for nt may exert an solubility- g
e{a4: |[/%agﬁ.ﬁ ntBU % scﬂg}%kl iof]thg %F it W&P)th?‘c matrix-forming agent solu-

H i ndazol - 4-yl ] phenyl }-N - (2-fl uor o- 5-
nmet hyl phenyl ) ur ea;
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N-{4-[ 3-am no-7-(3-pyridin-4-yl propoxy)-1
Hindazol - 4-yl ] phenyl }-N - (3- net hyl phenyl ) urea;

wWoOR{dAOFR9BNM no- 7- (3- pyri di n-4-yl propoxy) -1 PCT/EP2008/064076

H i ndazol - 4-yl ] phenyl }-N - (3 chI or ophenyl ) ur ea;
N-[4-(3-am no-1

b ﬁh@?%@'seé‘erﬁi times i rhl@éﬁ%f@%&kﬂ%ﬂ@ PeBYbledt adn: PldigaBly, the
EE“VG ﬁy L%Q&ﬁ( 5%“%3@3@5’[ eS%s/F?Wg éw}gjlmlxture

nmet hyl phenyl )ure 4-(3-am

¢ i mlxtqr_qha)s Wq[itenpor[tgntqu Upi9& % by weight, for example 0.5 to
ph Yelbyweigbt, iryinpstiestgndesr2eta;60 % by weight, relative to the total weight of
ellduid3miatird1o- 7- t hi en-3-yl - 1

H-| ndazol - 4-yl ) phenyl ] -N -[ 3-

5&&% &Hﬁg%l ﬁgs&}@y} gﬁf%ﬂtable method known in the art, such as
Y

dgy p |t? t D/ q, rgy fill'ymgr gwg bed drying or combinations of
e Wwwéwppfug@bexamqlﬂ ‘e pamprysold gigpergion-pewder qbtained by

sprapdadng may Yk Ytrendii¢d by tréylddyingdpptiddally under vacuum) or fluid-bed
H@tdgy(bptrtefaw Dmk!eﬁafa&bt[n'ﬁl)- (RBare@mbedirhe R Faralbvat &tk sdlvent comprises
zé fé?/%q‘ﬂh ;ﬁ’&ﬁﬁw ith-cBmblr3tion with one or more drying steps other than

ronE phenyl | urea;
%4ni no- 7 pyrldln 4- yI
H-| ndazol 4-yl ) phenyl ] - 3- chI orophenyl ) ur ea;
No¢ resicRiabsalyamt gzorﬁymtu@,the.f salig dispersion product is preferably 5% by
WeightiaZess, sioyé pretieaply [198\by (Right ardess. 5-
nmet hyl phenyl )urea; N-[4-(3-am no-7-pyridin-4-yl-

ﬁ“%fiarg/‘ngdfﬂ%l gp Ek%]d”%h |s[sAUsF>Jer"rHHdQn§ gas flow, e. g., air, i. e. the lig-

gﬁﬁi Hm 0 |2 d) providing a large surface area. The at-

p{:nfzigg iq@id @re)g}qu%qi] fl?w Qf h(Pt'Lg_aﬁqu%pa/lrg; chamber. The moisture evapo-
(ated duickdy amthirsolgshamayedayetes, ashe pawdes-cansisiingsffingdrajow
sphenidalzairtiofesy Gap vestytbhpdiaturds bif @S TE] grigved higher may be used,
bbd & ths vampdrator the ¥as &mdperature dro;&)j rapldl to a temperature of

ﬁ%@%@g&g?n&n%|(%Rgffampler4}[,re(ome§ enyl ) ur éa:

H i ndazol - phenyl ] henP/
Rpaf Ql:n(cgolgﬁf tﬁg uwdmrpg)prpcess (roller drylng') is that a thin film of material is

gpplied 4o te- s4nqqtl') pthréawquarqon[rmquslu@jotgtnm heated metal drum. The film of

(itied MhtevinoisedmtinuppsieByraped ef by BlstatiohIryaife @catelll appositelthe

bbihttamplicaiod bl fPu@@’GMl'd]mé\t%ﬂe(l 2rifd #9EQcopsists of a single drum or a pair
&rmﬁl ﬁ%lvoltﬁ%&a‘satgl‘hie @I%&%%Q%rtﬁn{sg H189 %ezl'ocated in a vacuum

ChAr oo G i o g slpged and s geqover

P-pci FREAF'8Y-- 4- yI ) phenyl ] - N - [ 4- f | uor o- 3-
(trifluoromethyl)phenyl]urea; N[4-(3-amno-5-fluoro-1
-4 beladgkr, theyllquihie Rptebd NNr sprdyed boto Gbetrwlidhipssdes over several
Nedtéd %Té%rﬂrﬂ%r&am He et 1The materlal is heated by steam-heated or electri-

'S!éllyrh%?lzeﬁl ﬁét t e sng qafﬁ addltlorially be fostered by infra-
fgd |rﬁé'§ it °4m§t;‘3@ gt toﬂ? 'oe%tee HV%TrtBe E?eﬁl RelrByRe AAY g @ried
gut ija[vacygn g 7- brono- 1

H i ndazol - 4-yl ) phenyl ] -N - (2-fl uoro- 5-
nﬁHWdrggEan)iqllﬁiG&iixt@re[ (of b Aisp8rsfiii fr6ddct that has been pre-dried by any
bthbPRRERY) R REN Y dr A UM BF PARY rhadd Aielpidbelliah 88&, usu-

Qﬁyolln 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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acid; nmethyl 3-[({[4-(3-am no-1
Hindazol - 4-yl ) phenyl ] am no} car bonyl ) am no] - 4-

wo basonsizenzoat e; N-[4-(3-am no-1 PCT/EP2008/064076

H-i ndazol - 6-yl ) phenyl ] -N - ( 2- fI uor o- 5- net hyl phenyl )ure

N-[2 ({3- am no-4-[4-({[(3- fluorophenyl)am no] car bonyl }

?mz Pjédo s]pl (S_rll ﬁgﬁéslul %y then b(e3 filled |n’E§) capsules or may be com-
%g [ gs a)m{;gﬁ]\)/yﬂgrrﬁbxg WgﬁBWfs iomprlsmg the solid

p.;sp@fg@g@roci‘,l_cg,qsﬂgﬁ@ﬂ?ql ynggr hjgh_pressure in order to obtain a compact with

fourosity; ¢.9r & tdblrir Compiepsipp betheldowmdeamass is usually done in a tablet

Prekd-rodreapeatifitalld aaseet die between two moving punches.

H i ndazol - 4-yl ) phenyl ] - N (2 fl uoro-5-

Egeg%tl d%'%%%ﬁlnl# Slﬁctel}l'f %B?orz (I}}é Ht%r%n{'s, bulking agents and

?ﬁn ijﬁé%ﬁ?/fﬁg/ elése N—' gfm %,c '59{1 r}?ogrfnul ﬁeq%ptegrants promote a rapid
fisintrasation-od 1 9%1pféaf¢§,|n]thqs\|sto(@.ch [and keewthe liberated granules separate
fremiople@netingl.)Suiteble disintegrants are crosslinked polymers such as crosslinked
pbl{ényl pyaoliddte and 3radglinket Bodiul qirien@elihylcellulose. Suitable bulking

E'%% %?%Qajekﬁ:’[ df}ém%ﬂ‘yds}a Jz\élmﬂu% ﬁyhl‘!ﬁéﬁp%sphate microcrystalline cellu-
|!1 v

B e e R B B atnizge pplata oo tareh. poy
8l - 6- yl')phenyl]-N -[3-(trifluoromethyl)phenyl]u

rea N-[4-(3-am no-1
Buitabiattal refuldt)rp lrenydi¢ctéd fromi ghlBdigbersedsilieen@erosil®), and animal
B {erelabieitd éwaxes.
Hindazol - 4-yl) phenyl ] -N -cycl opentylurea. In an
%_qboé{lcegt '3,9{33%@&&#3?&\@6%}@&2?“”9 phe granulé’se S%ﬂaetr)]e Iubrlcants are se-
W HEm P?'yﬂhy'F@e Ve (@95 hﬁﬁf‘%ﬁ‘l“ﬂ)‘ﬁ@ﬁ?@'}“dpggtq Q@)ﬁgﬁrgzjagne3|um
and saimu@ stearatedr sadikn steagbfumarats, taltepedihe [RBMpounds of
formula (1) or (11) are useful for inhibiting protein

Vw&ﬁ;' cﬂﬁ‘er‘@d’dﬁﬁ@§ may B8 uSed i fer Slapitte 8ye&asueh@dWeb d9&s, organic or
i pi ﬁr’hgﬁt? %85“ ES QIh%ll‘éﬁ%xﬁjgldr ‘ﬂt mu%p?l%?l'd?rbr%r 89 Yfdatural ori-

|gn%t8$|ll%<fﬁs gu%%ngﬁltoxmﬂnt]selwg aglgaerﬁ,ergalcglfscgﬁ%r}gers %r stabilizers
poaiagt miFOPEOAAKSI ng admi nistering to the patient a
t herapeutical ly acceptabl e anount of a conpound. The
Bodrier tdifspiesteiteninpkedistic 8 dpsaeao@tbPy nfandhalC & &Sadvantageous

|§é‘th‘éQ§6§§?éﬁ)§m%}1 prRRiai hape ! LAY oMt indt &an be swallowed
ﬁﬁﬁoﬁé@lg%?? qu&jegcceﬁa{bapélgn %d Pé?h S rou il s%%ﬁg one

riXx- orm ng agent,

I east one pharmaceuti cal I g accept abl e surf act ant and

Adilm é‘@%ttorbtﬁ@ tajdgtfieiter camdbuips feive \Baag With avhich) it eam esgwallowed.
Arfibmcoitaaldd iquiralesitadte ned poviles anreladant gpddadarde sl desiiednthe film
pe NSt be AsemiescsddieTheavmat @uallgmsludesne pbiyhlesit fil@sbrming
AAYRA} ﬁ%oéésr{y)ﬂr ?g‘q‘ﬁleth cdifosk] Wr&yﬁwb f &HiIBI0BE Muicrylate

5%‘8}‘@ &Iattggo q‘@}ln\/eerg ds)des uﬁlka(fg |n§‘§ I&ﬁ%" Sth@ﬁl?n éc{éﬁﬁ%y further

RRTPSer P ﬁ?tf?gze&gee%tpo Y eé‘&c%’ bla‘v'séj fC ﬁﬁ&ve@ea §n® type, and
PRligaaly a pigmentece ditaniun dipxide«s joapkides dl Ihediimsoating may also
porebrmerteht dsemditmsibesivadds firh ceatl useally axwpunterieiless than bieout 5 %
dng@hsghhgddyﬁﬁﬁbnﬁion product. Suitably, the sol vent

may be sel ect fromthe group consisting of al kanols,
such as net hanol, ethanol, |sopropanol n- pr opano

i o t anol uta such

E@ :qgwmgfgﬁrgﬁgi %P%@ftg(f/“ & rgxé ng mvenf% \ﬁghou?[]mitmg it.
xyl ene; halogenated hydr ocar bons, such as

di chl oronet hane, trichl oromet hane, dichl oroet hane,
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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 nmaceutica

BRARPIBSS Prelfafatioh @ 58IidTDXbEfsRNPHdREs Pr epar ed by any
suitable method of contacting the essentl al

dients t reof harnac
SEELTREEPET pttP R isrsin ing mgliitoRiRg Paa SyRE orq rgpared ac-
eordingde the fotwing Peaiecebt abl e sur f act ant and the sol vent
or conbi nation of solvents. In an enbodi nent, the
[1)quDE sV PWPEN iethapble Par RUP B0 Gresmé waw%t(\mw)rsbmmm for PVP
ceutk¢@bk%a§§§g@@@ /&) §8lfidn¢- form ng agent to obtain a
Ff t3lds EQ&WC ?nO%rPN nandarﬂlQ .@ﬁ%‘bﬁﬁ’o fnm%?t%%t ve

ceu e surrtact ant
% tWée'gr}bPYulsPIg on nﬁbara'i) £ 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%%hcerea%% Hetnx%or?rﬁﬁ gi‘t;enét‘ 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 nDst i nstances 2 to
60 %myghneb gt -Pr&D ahd dissolee tngd ¢ ethaholventgitrous). t he
t2)qum.gn a@.véagerﬁmd%@s&sﬁeﬁm» may be renoved by any

'U@Ié%uﬁ?&t % g/rg zgthg artdsuch as

i,n el t .dr tray,drying..

% e aiop e o o [ o B ¥ tfinea.
thereof For exanple, the primary solid dispersion
Boweiryiohwas nedormedsysingye Bughi Byl 9¥dgb bealé apraki dryegr Thedequipment
s prealyeads  bergre( thpispayalytiy wasdedrtedasfiemgpraying 4 Gna -dbgey was
e6ndubd feP1d-20 il ited hstBrie tH@EbBIR-cytlB waR iRiedli FBR Rtomization of
{h%mm' @{/ éJr‘ﬁpo%%JS%’ﬁ&Elef(ﬁémé P%@%lr%rszﬁ&ﬁ&a%rg'hgg bebfBsed.

t llonal 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%é)?essg@ %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 ddys shixed s6:ads, Paighinglproximstelynioedg) received a balanced
HiRDRRA 2F %?a%aﬁ’é weR ;Sé?m%ﬁe% WtePdd RIGH ibﬂj?a‘%'ie V\}%?e left without

Ut e S e te?e e eo[sﬁziggg £ 2BSouta

er
%‘E}%lslcbs © @”H?%?%OFB ma i gynutegRrqs e fes! gpdle dase of
P68 asaginpnisieessisto (eash Heg d\equg)wasgoltor«i\@ﬂ by appraximately 10

frilliliters fof wateerBladd s@nplppveedotitaineh &omramoh ninal paoetoaisiag and
028t 0.8U0US1 B, 7,&, at 6,%0,12Rhaatathoirt der drugadmifietratidnITeé plasma
Wéé ggpd@tte@rfﬂoﬂ{ t b$ (‘Peé“s' H&%Hfﬂf atibh % & fo2dr (t Rye @ until analysis.

ﬁ:en rgﬁ)r}/s 0 g\fc enlngre &n \ge%g(?&ermme %g@/(lar:]seé)r asge HPLg with low
Wfa elength givededeaiion delloingdjauidstavig extaciipn ¢f tﬁgplﬂﬁmﬁéémp 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.
In a belt dryer, the liquid is spread or sprayed onto
a belt which passes over several heated plates
underneath the belt. The material is heated by
steam heated or electri cally heated plates. The
evaporatlon of the solvent can additionally be

r .



red radi ators or mcrowave radi ators | ocated over the

belt. Belt drying nay be carried out in a vacuum
w@b@aiosnol I n tray drying, the liquid mxture (BPCT/BP2008/064076

di spersion product that has been pre-dried by any

other method) is distributed Yver a number of trays.

&Slﬁ§eeoﬂh§ sRig@cestn dbsafe Wﬁ%aé’é}élﬁtéd’m'angrauﬁbérﬁﬁtmngf?, 6 dogs;
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ByefiRs,

n

re

a

gricd afalera

ri nded a

Edfhargng d’é?“éﬁdUF?S;ﬂ%{?g‘%:éf”l

EcHy!

ed s

g%:%@{rgﬁﬁ of s

I'Sper:

R0 bo9 Sl

i eved

SHEFYPRE

on product may

opHiztguavmg the fol-

oarautasmpasitiomayasinseraped: (e AB 8680 i 8%t K3 23eidn Selucire 44/14:
Ps 8ULGiaA e Bldgsa powder mass conprising the solid

di spersi on product
order to obtain a conpact wth | ow

Biggvaitabilityonps tested s dgscringd anevelesth

or osi t
$rg/fleg.

Is densified under high pressure in

%f@@étudyewe run

th dquidbliretal poresmtionas esfefeacs (4.0 8d byweighbBABT 869 irdktRanol-

ect ea&pﬁoﬂﬁ}#

ﬁﬁ’é'ﬁtcgméﬁtﬁq PG it @

t he gran

ul es.

REbsBONYr '%ﬁ;t%l\o/r e5i h

OM/regm

a

E23dh dU38 é‘ﬂ;‘?:‘nt

I sinte

nts

the liberated granul es separate from one anot her.
Suitable disintegrants are crosslinked polynmers such

vk)é%ee&valuated in a
rsp@?eéirao{spyer@ggafqrﬁaetbg,r,ggeto, aﬁgs
Di sintegrants pronote a rapid

di sintegration of the conpact in the stomach and keep

as Ccross
sodi um ¢

li r&ed pd
ar hgryre!

Dl y TRy |
hylihgel |

pyrt@ i dg
ul o Sy

NALRL C
i (L gRb/mP

rossg&nke
Ul i Rt

d AUC
Pt. est.

are Setec
phdsphat ¢

)

ed from
b, Mi.2roc

nesi um ox

[actoseE,
rysoad | i
ide, naty

cal cium
e 62 u
iral or

ose

agﬁﬁég“en
PR,

Sobd Bisat 1 1y 76

apesival .

nagy
d |

777

Dot E':ﬁg or

Sui't abl ¢

p flOow re

co St g

trcb,zpm

gul ators

are sel e

Y Vi

cted fron

1.04

highly d

i spersed silica (Aerosil(r)),
A |l ubri cant

vegetabl e fats or waxes.

Esed i n conpacting the granul es.
K@MRIE Z ect ed from pol yet hyl ene gl ycol (e.g.

Mv of from 1000 to 6000)

ig

YR

of nat ur

el

Bipr5,
wegﬁf’a@e&

al o ri

e.
%%dg rﬂ‘f Ge cbr
eL\ékanas Eal (AP udh Mfd@altﬂipl and hind o dwfd‘t%&
gi n;

and ani nal
is preferably
Sui tabl e | ubricants

or

magnesi um and cal ci um

‘8’92133

1f Weaé i w& ﬁt )&Urqu

E’:etp'a&

havi ng a

Hg?nt

aining
$92%

or dyes

stabilizers such as antloxidants,

Th@huis rabirelig RdSo artaii-gran &o&Y ERig@fer compRdedtH paizéffdfums

@/ﬂ%h %?é rdtAted HPthélo @6&@%0*& tere‘é@ﬁ ofr@r. fﬁl%'druﬁ@ta?e hd¥ed to a
%ﬁ u%fofsa%S &b ‘%)eya cu grwg]t étm?lor I aée bét\ﬁeer} the drums
"QEQr gl %&9@9@ A o e nyrs s be-

wgéptera@lr@f

¢ sirginafpeantipl foces ripatesaectiye ideyms; rttamaf#mtﬁale gap

betweba fres twa druinmacsats comeéietotcabtreltthé filnt thekness. After travelling

paMbT & RvbREoh,Qhé BEeeMSrY ik Reribiedhin ithe f6AH oPfin sheets by scraper
RiRlsl oned. A film coat also i nproves taste and

prOV|des an el egant appear ance.
may be an enteric coat.

| f

TR‘%PWH@sder GRS iRedin AVesHum f

pyreoh R\ mbappbsatetepyessard)ul ssetha

dedded| os

gl ycol ,

oxi des.
anti - adh

€,

e.d.
e.g.

desired,

RRAT eI |

the f||

The fil m coat. usua

is Malggd at a pres-
dﬁW@ﬁWBWH off and con-

and acryl ate or nethacryl ate copol yners.
Besides a filmform ng pol yner,
further conprise a plasticizer,
a surfactant,
optionally a pignent,

the filmcoat may
e.g. polyethyl ene
a Tween(r) type,
titanium di oxide or iron

and

The filmcoating may al so conprise talc as

esi ve.

than about 5 % by wei ght of the dosage form The

foll ow ng exanples w ||
the invention w thout

serve to further illustrate
limting it.Exanple 1:

Preparation of Solid D spersion Products Solid
dlsper3|on products mhereln the natrlx forntng ‘agent

~ I~

a

" o

m

The filmcoat usually accounts for |ess
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( 1) Dssolve PVPin ethanol. For PVP K30 prepare a
30 % (ww solution, for PVP K12 prepare a 50 % (w w)

waeodoabsmm (2) Melt surfactants at 60 OC i n anPOWEP20a8/6k4076

mx in the ratio indicated. (48) Wi gh PVP sol ution
into anber glass bottle. (4) Wigh active agent (ABT
%%9& and add to PVP solution; stir until dissolved.

84 surfactant and m x. 1f surfactant solidifies

artially, warma | f solutlonls still turbjd

ifte‘?‘ SBPfid'ﬁB%I?'O”é’gQPUPh?Q [Sing a5t OB ﬂB\‘?‘ﬁ@‘é‘W%aC“Ve agent,
Sol i ebtginegéysi on pr oduct s wherein the matrix-formng
agent is hydroxy propyl-b- cyclodextrin (HP-b-CD) are

pr epay edpr@9§ ﬁ]l)&lh}@ coRtalirivg he R IeREO6H! actile Agent, at least
Vi gh' 8. §, r%c@ll ?t%B'e rﬁath? f&hi d'gg d%ierﬁ@%‘? east on(e phar-

(a”hydmus LFQEW‘PS Qe uAatT oL 95} ona Sqva, and

sur f E)ct arr‘f’lm%’tﬂgl the ﬁ?'é@nt&éﬂpm&iﬁwawww@g@. te\fhfthielsobd dispersion
cl ear soprgdigin i s obtained. Spray drying was perforned
using a Bchi B-191 lab scale spray dryer. The

?w PRE 8liWisH PS8 prRatidhs BRI ewhdreinsh ekt Gblé:)fllakr‘i’f?&jded to the
star I ylng was conduct ed
for &%Bﬂt& g&egogégéfr? egatthEeSB@og ng cycl e was

initiated. For atom zatiaon of thellctuda .

Bwo- Eemprlidetitrenzion Prodpstial gladm g1 waerginrthe grasaralin of ctivvnggent
has arkphargedeutieaiht amebtabermatis-faming dgepdisdidnaBionitity 1:3.
studi es For bioavailability evaluation, solid

gi SPRS LG RPUAGHN %d@&tcﬁbﬁﬁﬁ’ 1l \Wh&ﬂ‘éﬁﬂﬁé %a‘%%rrﬁlosé?ra%ﬁ\&e&g
and LJ [iegBl G SAPSHLERLR < FANBRES 35 4 0. 1gLRL . The

studres were run Cross over st udy
desng Dogs (beagl e dogs, m xed sexes, I ghi ng
appr e feldelispergiork prodpel s Claise 1aWb%rIet§‘ntB@9h%r "@CG\M'Q&\HY ageeptable
% f atatixefomeng agentns $¢lededvirbmrthedrdup lwohsistingnd oy ¢laddxéihes,
or wetigmaédticwl c}lé'&@btadleedolﬁfv{e&& Nipiitor@Behbiwaitiers &dwo or more
l'i bi fapdfaste Each dog received a 100 ny/ kg
subcut’'a neous dose of hi stam ne approxi mately 30
nm nu rior to dosin singl e dose of ABT 869
Qdni ih%ts &déﬁﬁﬁeés'%err?dk!%gﬁﬁ? quQ%reW@'chhqrEﬁ\%%‘”%&?'Y\aaccept'
appr axe matei-lormoargent is iselegted fomadie eFourBtans gtirgpifsteliglose es-
wer eteodtcalluiesk déthens) maltddeatrines,| Njinylgpy ritotd ahesh angopehaners, N-vinyl
0. 25pyrkblideneledbolyndrs aRd combithatidhs & twd 3r RBEE Rérddour s

after dr ug adm ni stration. The plasma was separated

he re S e gation an r oz
60 it por sty el f Bl g BB accent
i ngr %*d?é‘?ﬁt”ﬁ@f’@'”éé’tgéf‘ﬁ? selgcisy froay be SEouennsisting of rRal N-
| ow Waylpyrealigomesoopidyraensiad N-Viny! ppuwlidgne igdividyl dagtateland combi-
ext r agtionethevéoft he pl asma sanpl es. The area under the
curve (AUC) was cal cul ated by the trapezoi dal met hod

B T St St o I el
r epo?{ B Y & i @@nﬂlﬁgr&}%ﬁ %'Ggo 0&9} Fyac ers

Fol | BWH@O&W%G%PQ} HRiVesidesiers, pc&wlmlamagwlpahol ethers, to-
di speophieoh cpnpaureds dnaoinhigatiors dfdwb onimaee thergedsi t i on
was prepared: 6% ABT-869: 54.8% K30: 23.4% CGel ucire

g4/ 1fpe %&rd@%p\érélémbl%dﬁct-%?%im B @R¥RIN tAE bhadacéBfally acceptable
test ?Lﬂfa%?an ﬁr‘ﬁfnﬁ&%da d&?rﬂ?fﬁalt%ltolﬁ Fv@cp ﬂﬁé %arrﬁg&uﬁ{:ﬁg a%g%ptable

wer e ation asre

(4.0 %oqﬁﬂnﬁélght ABT 869 in ethanol surfactant
solution) in a crossover study design. Each dosage
formwas evaluated in a group containing 5 dogs; the
val ues reported are averages for each group of dogs.
Exanpl e 2: Followi ng the procedures of Exanple 1
above, a liquid mxture is prepared, containing
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56.13 % by wei ght of ethanol, 15.36 % of PVP K30, 3.56
% of CGelucire 44/14, 1.92 %of Vitamn E TPGS, 2 1.94

woe@b/osabt i t ol and 1.10 % of ABT-869. The | i quPCI/EP2008/064076

m xture is fed to a twin-drud9dryer. This dryer

conprises a pair of druns which are rotated in the

PPOBhé ol cﬁ%éi&ngﬁo@u&%eﬁim rodUét®f BaIE, @héteMaRé BRarma-

Lo AchRIRRT AUEEHR suﬂQ&?ﬁt c%g}pq)i e?%t |8é§t%HE§BH5‘&%{§trh%(/{ﬁ8'an HLB
oil. e ance etween e uns forns a liquid poo

i nt 0Y3F Bh'THePequi d mixture is introduced. The

liquid mxture is be ing spread on the circunferenti al

fl &c eShesoldiispeesipreptoduet of claime O wheeeia teusinalbihaiog ayh pharmaceuti-
bet wegly dcbéptahio sdifadiBntactrdpisesdi) BerRAst drie toedphesll cémpound hav-
filmaghi ﬁdﬁ%nie'g&c%f mbleBV&id (ifsk |9%ﬁ*on9§>o@a|'fk8>¥>%tﬁ& b&Yol fatty

the dfi is renmoved 1n the formo
shee?ébggteg?raper knifes. The drying druns are

positioned in a vacuum chanber which is naintained at
42pr Eke sQliddigrersonpeductahseinut & Wiersigdhe jocomrsyleompeynd is
vapoalpba tooeplderghpolyetiylemedyohsdemsed. We claim 1. A
solid dispersion product conprising at |east one

E?g;f@? ﬁéﬁdi(ﬁ iérﬁ?@ﬁﬁbﬁﬁuﬁgﬁgﬁ 11 gPﬁ?E?SQS% Eéﬂg?k?x geqstetzd %%I%ol fatty
acti Ceid Sg‘gﬁ'{s,a @#fyqqﬁoggcé{egl’r@y%?ﬁgéhaceut ically acceptable

matri x-form ng agent, at |east one phar nmaceutically
Atcephabrlid dspersien aieduelid claim [1éakkergindhe alage ratio o trgophery!

r enovemgounideansl@olyaikokgatetl potyot fagy beid estér is ik the nge of from 0.2:1
obt ajgm:{ he solid dispersion product. 2. The solid

di spersion product of claim1, wherein at |east one

filler is added to the liquid m xture before renoving

the solvent(s). 3. The solid dispersion product of

¢Pai Mvasol RErHor R@dhetd claip i1 owg?reb’\‘ctf‘? Fetiveqgent ighgpresented
phar bathedointda [ly acceptable matrix-form ng agent is
from0.01 : 1 to 1:3. 4. The &8l jdd{sPersion product

of claim1l, wherein the nmass rat active agent and
pharmaceutical |y acceptaple surfgctant is from0.1 : 1

to 1:7. 5. The solid dispeysiopn, product of claim 1,

wherei n the pharmaceuticalfy EC %/Et abl e matrix-formng
agent is selected fromth® gr p\, onsi sting of

cycl odextri nes, pharnmceut ch%rﬁ accept abl e pol yners,

i pids or conbinations of two o([) nore thereof. 6. The
solid dispersion product of clal’ml, wherein said
pharmaceutically accept able matrix-form ng agent is

sel eet2Hefansrtiey ageantpble salsihgtgohgvhsreigel | ul ose es

ters, cell Aliosdedeth@om, thergtdupdersistinged inddw.ipinghyl, pyrazinyl,
pyr 1 pYricdeing!, paianie] pyricdny|,Nmdithighylpyr r ol i done

copol yner sxandecqaB kB the Brouplcoh ¥ty of T ohBR(FEOT - 7.
The sol i d Qi sperston, RLQdEhn lachal P indhSLE LD S of hy-
phar maceut | cd cceg?p AP e it 13 % 1 OF M h L.ﬁjgﬂt §rgaorhy
sel e@@@@”’f%‘Wt%@qﬁ'&Bﬁ” abryyadityl bR arrylalkyl, aryloxy, aryloxyal-
Nvi nigtlgale. dialoatseny haleaiol, paterecyelyl. Reterapyrlylaikeny| heteipsycly-
and haikoyy, hetebdaicty iyl hetarbcyclyidxyalkg, hyesgohydr8xyalkogy, hy-
;gla:r @lrosiyﬁmr(ﬂll:@nb)alk@gu@mRﬂib)aﬂkeﬁh m(lisaH‘M)wi S}ﬂ%ggleﬂg'?eélgynyl,

fromE the )té:bg)% y%l‘a‘iﬁfsﬁ"ﬁgfﬁsﬁ%@g I?P}tgfetydz}\ci d,ester Seonsist
pol yal koxy[‘at'ed? F\/S'ieer PtpeRENIPTIY Sglegted Trom the group consist-
pol y%?gl@é;éwr%% koY \2lkaxydlhty: alkKlehalo. hakadiprgr Raloalkyl, hydroxy,
conpauhbB’; orovidsiddhatzt iensstwsf oftRioRb andiy @re pbeeivan LR,
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9. The solid dispersion product of claim1, wherein
t he pharnmaceutically acceptable surfactant conprises a

w@oovbiosdi on of two or nore pharmaceutically aeCEpPBbS/e64076

surfactants. 10. The solid di s¥9ersi on product
di spersion product of claim1, wherein the pharm

ceutical | y| areafiiaPlr&mIng @Gb%ﬁﬁsuﬁﬁh@ﬂff é@ﬁgmﬁcﬂ@(@ﬁ R®)(CH2)n

'(I)'E: §ﬁ’r{ &ﬁcé@NRh%VHJP&nW FaY(? nH?p de br 'imé'n%tv% ein each

ConbBRHPTLSTBn R R R FaskEt 5 Arcopt abl ¢
sur f act ant & Bagfctesefeony the group é@z@dst'aa@f Pytregrie Al cycloalkyl,
conpbetacchelyl, anty1.8-beokgdidropl eherain thedl,3-benzsdioxatyticgni be) option-
at | @l@sdubenatemhmairieoww at edlepolbstiuchititdepaadehtigSericted from
12. {Reyr écﬂm%&.ﬁ@@f Sk, %ﬂ&»}s!y'Catlkd%@alwlaélmxjyéarb\eﬂﬁfakﬁ alkyl-

the rwlea{ryl % R r%\ Iélﬁ cycIoaIkyI halo,
guolsy%?'g%/'k % ;ﬂ%%%qung '}‘?1{?[‘103’% %rPHPH“E’c‘HQCVC'V'a'ky' hydroxy,
pol ybyq{@W“%(t éﬂr HRR’. anst (NRBORMYlest er is a

pol yal koxyRAted R byeciedémimdedtty. seldntedsiodr thedgrope cemsising of hy-
pr ode@ye®bngbiiyim 11, wherein the mass ratio of

t OCOPher yl Ref%r%%éﬂﬁj A5 tHROYrY Wétlﬁb%@h%bgg alk@h§1Yalkoxyal-

The S @'Cea a2 o y'a‘fwa T uend oyt
actlve a eﬁt a'ﬂ% apria %?ﬂ”@@”tb’ys ?Péeckfé?weagw cgpsigfing of hy-
t her ér;@gam iadkanyly absyle é'}bV'Q@ﬂb@nﬁa@'kW%W@ﬁ)ﬁo@W' anealiedl prylcargonyl,
sel eatysdIfémybrmatdatkypuibarny|, mdsalkylj In&jembyolwdcdtgdopyqlmamm and het-
pyT agiodydlylsitehyidaad nyl , pyridi nyl pyrimdinyl, and

tS hi Z%' 1 RéRb ndRE gret.ﬁa*eaerneem ng&?”#éh tm%of hy-

nde [0

the JP8EY d&@hsﬁ'ksyrcaﬁbé’”éé?a% %E%ncvc d fiterceyolyl

al koxyal koxy, al koxyal kyl, al kyl, aryl, aryl al kyl,

aryl oxy, aryl oxyal kyl, halo, haloalkoxy, hal oal kyl ,

het eTiee yalidydispehsdre padyctl of calink @ Bywherbiatties activel agleal ik eepresented
het eppeabihiad Kyl , heterocycl yl oxyal kyl, hydroxy,

hydr oxyal koxy, hydroxyal kyl, (NRa al koxy,

(NRaRb) al kenyl , (NRaRb) al kyl, (N rKynyl ,
(NRaRb) car bonyl al kenyl , and (N rbonyl al kyl ; R3,

R4, and R5 are each independently sekected fromthe

group consi st ing of hydrogen
al kyl , hal o, hal oal koxy, hal 4 hydroxy, and LR6;
provided that at least two of R 54 and R5 are other
than LR6;L is sel ected pmon1thﬁsﬁpoup consi sting of

(CH2) m\( R7) C(O) N(R 8) (CH2 CH2C(O NR 7, wherein m
and n are independently nd wherein each group

is drawn with its left efid a % ed to A, R6is

sel ected fromthe group cdﬁsgsgggg of hydrogen, aryl,
cycl oal kyl, heterocyclyl benzodi oxol yl

wherein the 1, 3- benzodi oxol yl é% be option ally
substituted with one, two, or three substituents

i ndegreawtﬂ@rﬁnwti@élm@@@ﬁabkﬁ ol theeeofvdgreiconsi sti ng of

al kenyl , aKkosglectad komytad kydup cah&istingca @) phd N ky | ,

al kyl car boryknd &P ¥te mé‘éb@n@bkﬂ%ééle(ﬁéd/ﬂr&h Hivd groab )éblﬁ’&?ié/[mg of hy-

hglr 2%?6éen Ca)ﬂ@ﬂg alk 5 th( e)é kox alll1 Ak E¥Aoxyalkyl, halo,

nat Bk nARIRN el Gobla *h%s o ifﬁﬁ Y1, hglerogyclylalkoxy, het-
NRCP{@CV%M%‘ x;\lpsé RPHINPIYATKidy NYdTaRBY Qﬁoéy?"ﬁﬂi%(p%%@%“‘y

sel etNRER Yatkowy t(N&® @r)dlﬂﬂ%dhlﬁ Bl)ﬁlgybﬂ‘NFhﬁ xedgeylakeayl, and

al ky{NR®R")carbonylalkyl;

| koxy, al koxyal koxy,

o
S
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RO is selected fromthe group consisting of hydrogen,
al kenyl , al koxyal kyl, alkyl, alkyl carbonyl, aryl,

whedosnsycl yl al kyl, hydroxyal kyl, and ( NRaRb) ab&yEP200&064076

and Rb are independently selédted fromthe group
consi sting of hy drogen, alkenyl, alKkyl,

al kyl car boRyhng R kid indéSepa¥htly s%réﬂted \%M'tl@é §%lp consisting of hy-
g;lé: g@pgr‘? %ﬂlcﬁ% Wl SHJJ@ (P\?%la ko?@'h%?claw %H£ g{%ky

het er ocyel b AR e
sel e@@%é GhiN éN@*@[]p”” aphgiase i”ﬁ@p%\‘deﬁsby G Pbéeand Where'” each
al kygroupliskgriawamtitiritslleft emd/attaches kathkying substitaiat! kjth R°aand R*;
het er ocycl Rl and R® afeiadggendenttli sspested om peoghiaap coffisising of hy-
clalgk)gmaw@gr kN the active agent is represented by

the t °r mul ¥d f?or% ﬂ]%r@rgﬁb*%{gr?s?én'ngﬁ o?ﬁ%o% GPLfkeRiH! Likoxyal-

considcdiy aﬁfy‘fce”b J| 37 TREIOOIRY IR Tarcay @k and (NR°R ety

i ndependenRl ya@'e? e@feé'ﬁdqaﬁ%\ﬁ*ﬁﬂ%%?%‘%ﬁbfr%ﬁ@@ gfolp GoRdisting of hy-
dr ogemgeal dimxy, aledyelkylablkoxyart@hikloalitd) &yloxy,arkglkyl, carboxy,
aryl epano, Bdly, X dky ) haldrityd, hybdxg alygeosyalkinahiea) d -NR°R;

het erocycl gk an{i‘Rt’ S RYSHoRIBh (f ed“#(&rﬁﬁr%%r%hkﬂcéﬁéf&%}j of hy-

E%r gr)?§§|¥ C'n}’ ilé anWY grbo'@ as&(ylﬁxl?cir%kg%s)uprﬁ%xrgplgaqky?s%bnyl and het-

( NRaRISFHIN MRaRb) al kyl , (NRaRb) car bonyl al kenyl ,
and (NRaRbBcéﬁ%Bn?f%mﬂ%enRsmb/rﬁ@'ER!Bda ﬁhﬁj@rgémg@wstw of hy-
sel edrtogen fallymaikyEadramyh aoh resylsikyincyctrfalkdyl cyeloajieytalkyl, heterocy-
al koagyh afid kytb;ocgzawggkymal oal koxy, hal oal kyl, and

hydroxy; L is selected fromthe group consisti ng of

iﬁmih% dodiataio by B0 VBRI o sl Gefoff fom

i s diNgwRouR eansisting Pfe'?“'t[ -Ehamigor Ui-Reazeld-y Ilbepylhy luoro-5-
subsmethytpbgnyliuren RSB TH68) prsaltRpr hydialrg oapelvates thereof

i ndependently selected fromthe group consising of hy

4ls 09 pharfacubiydl do&Rye s &lofprisiAg 08Bl his paFfsPproduct of claim
consjsting of hydrogen, alkenyl al koxyal kyl , al kyl,

al kyl carbonyl, aryl, heterocyclylalkyl hydroxyalkyl

and éNRaRb)aIk yl; R0 and RL 1 are |ndependentl

321 eftPERPOEP E%F’I"GPF@”QG SUiPi¢ BigRerStonmEOBICt AYMRIISTHER, 'eaSt one

al komlyarmakkdicaly &stive ageitowtichphmmeys compiisgls, ar yl oxy,
aryl al kyl, carboxy, cyano, hal o, hal oal koxy,

hal og ky repg'ﬁr' Y SAYuid AR sAakhg thBidk Te‘ést SHactiNRa Rt at least

Ra and I
consi sti® orfa ﬁgggﬂ%ggﬁﬂceﬁ?ﬁﬁ rﬁgtf'g‘f{? ot%erﬁf 231e2¥Pone phar-
aliyl sul ER A N PR DS e g

het ePbcy@mavig th@ﬁwent%éromcthahwdamwr@ P R igeetid gispersion
sel ect edprodach t he group consi sting of hy drogen,

al kyl, al kyl carbonyl, aryl, arylal kyl, cycl oal kyl,

Qdd ‘?Iéi'é bbé'c@éé‘é‘f'danhelbeﬁvﬂﬁbéﬁl thb lig @B thi %Fee‘é% hod B &¥éolvmg the
17 gﬁ%%m%egut%am SREbBLRIBEA I ;Qae%k & cdn AL g

con
of Ng@qp (5qu ,?gd fddlng the active agent an theg harPnaceutlscaﬁy acc%ptable

H- i nekitasfang tothe sAkIEYN.] - N - (2- f | uor o- 5-
nmet hyl phenyl ) urea (ABT869) or salts or hydrates or
80! Vaheprocbsy &iaiaim 9, wheRitethBEGEd nigiele KIRSAGS rhdtfeMcontent of up

corrp{olgij 7N tv"/@ (ol i d di spersion product of claim 1.
1 A proc ?or preparing a solid dispersion product

conpri si ng at | east one pharmaceutically active agent,
whi ch process conpri ses
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a) preparing a liquid mxture containing the at | east
one active agent, at |east one pharmaceutically

waeweps@bi e matri x-form ng agent, at | east onepP@IYEP2008/064076

maceutically acceptable surfd@ ant and at | east one
solvent, and b) renoving the solvent(s) fromthe

EQ quirke Hﬂoééé'sf & dimolat ﬁ/h@rérht%nﬁﬁn‘gd)fq‘\me‘ﬁﬂt RaPieAMk by spray-
J&Pﬂgpar%?ﬁe& m?;f %&L&&/@P H\‘pﬁg othB ahén%lﬂf%o or mpgle

fs prepa armaceutl cal
acceE‘Fée&e mat ri x- form ng agent to obtaln a

matri x-form ng agent sol ution, and adding the active
23genThapocesseofgimami®c wheietathk golrentap sealbtted $nont the tgemtp consist-
t o ting osalkbihdl®mydbcarbohbehdiddears hytirashmons Itonahesteisnethers

the LidedHoiRbidnd of tiiRsr Aodlther@BL t €r content of up to
O % by wei ght.22. The process of claim19, wherein

of the solye is carried out a
b Brobss SR by Riger ooy i feiprarn B SHi fpndsion
of tmdbﬁettﬁéb@'ﬁm@fb@ﬁf 23. The process of claim 19,
wherein the solvent is selected fromthe group consi st
PBY Dhe plosasiodiciaimicd! a6 arelPaSeast ahegedittesklected from flow regula-

hydr peaiR@fisqrakist &ﬂﬁn? %ééﬁé %n%ﬁfbﬁ@érﬁs Adq Qrﬁgfdﬁé‘&brﬁ&%ssmg

of two or nore thereo e process of cl aim1

further co |S|n ressing.the soljd dispersi

AP-odlie p"toégg‘b?féﬁ'ar‘u 191! hgt comiisingfiling the galid ?peﬁ'an Ryoduct into
24, ogmstissn at | east one additive selected fromflow

regula tors, disintegrants, bul king agents and

bubr Tﬁ@ﬁﬂo‘éeé,s‘ofaﬂiﬁtﬂdl obehereth sosat eRe fllfkﬁ is &ﬁjed_'fb@ne I|qU|d mixture

gglc)lcgérgre%nﬁl\,ﬁg%elgolvéerher conmprising filling t

I spersi on product “into capsules. 27. The
grocess of claim 19, wherein at |least one filler is
frdedhe Brocgss ¢fidaimd 9WQF@f%th8é‘?%séaﬁ‘%?Wf'Yﬁga$% and pharmaceu-
sol vigaly e¥ceptable MatrixFouaing egerit iz framn®.AR1 tavhér ei n t he
mass ratio of active agent and pharnmaceu tically

26 Cepha@ploRe SRS dlaimi 10! Whe@irp@e 'ﬂﬁas‘s-?atfd &Mackivddgent And Bharmaceu-
1:3. tl%% I&b%teﬁfl@&?r?a%té?ﬁ |s§‘+c91b1 yperein the mass
ar rraceut

rati o of cactive agen ically acceptable

surfact ant is fr : to 1: 7. 30. The process of
ﬁhqgrocmqféqlqﬁmﬂ@ewﬁﬁrgfrh@g@@@qn@aéqepycﬂg@gfﬁﬁp,ﬂpl@matrlx-formmg

rrat r agertt éx seilentedaigenthe grose cedigingfof oyaledextripesugharmaceutically

consa&iebtapleadoldyerds Ottt dricoabingiibey ofetee W ntad thereof.

accept abl e polyners, lipids or conbinations of two or

§1P r eTﬁ(—Egrro%gés of%la]rm 1-5h$/h8rre%cfa§(g Pﬁgrm%lcgutmgé?acc F’a\rb?e' rﬂ trix-

R RSE s sl et e S cch I b el o A coluiose
est efiyerse praftpdexdrinest Nainy! pyrealideerekeperrbymens Nivifyl pyrrolidone
pyr r cdpotiomers hodropobipaters, of e bnybreptpereof.i done

copol ynmers and conbi nations of two or nore thereof.

32- Thep l%'b@é%eéf%lé?rfn 19! @hBeisai ﬁérﬁia@e@tﬁ:‘a% acceptable matrix-
phar lét é el%gt%gﬁ’rtoﬁp h& réo)ﬂs% ggpo%gﬁ \/ﬁn))lp%rrolldones

sel eC con

N-w?RH ”PEFBB} d’r‘ﬂé’ py E‘gﬂen‘i/ﬂ%‘fé'”g%cﬂat W‘ﬂv CmRiIpiang drgeot
and vinyl acetate and conbi nations thereof. 33. The
P8.ocElses pricesd @fiamih9l9, whereg the tphernpdtan ficedig atcapddbly surfactant is
accepdlehbe fromrth@gicaptcohSisti) FQoRA fattp Btitl Retedd, Pdalkoxylated
CoNSh Stk Reyaf cnpgété,(t%l %%IR&y%@éﬂaﬁ?%%Bﬁol ethers, tocopheryl com-

pol ya yl'at e aci ters,

D Y LRty BBl BRI B ASHREEE ©! Scopheryl com
pounds or conbinati ons of two or nore thereof.34. The
process of claim 19, wherein the pharmaceutically
accept abl e surfactant
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conprises a conbination of two or nore
phar maceutical ly acceptable surfactants. 35. The

w@e@emsrIti sper si on product of claim19, whereP@I/EP®08/064076

phar maceutically acceptabl e <3 factant conprises at
| east one surfactant having an HLB val ue of 10 or

BB! eTheBrocd EofRiMneDS whbref tﬁb%hgﬂné/&%@ﬁt%llf ab&table surfactant
corrb IS%E' OJonﬁﬂf’d’nGﬁ%?{Md &4414)% Fgﬁ%ﬁ'ﬁ?&eﬁh aqlg%ldéépﬁ%@%ﬁactants

CO[Tpl'I Ses one toco

al kyl ene glycol noiety and (ii) at |east one
%@I y"é'I¥ KBogeet @%P%@P?@FOdNQEQfW%ﬂ@ whergin thg pharmaseutically ac-
pr ocesdallé seffaitant 86mpuisesr adilenst bree swtotint hgving empib.Bnalue of 10
I s abpharet ocopheryl pol yet hyl ene glycol succinate. 38.

The process of claim36, wherein the pol yal koxyl at ed

g? ;y?ﬂwr%@%tcé%sg&%fﬁm%tv%eéé@ trge% 9(9*1%%%%\ pﬁé%ceutlga}% acceptable
ma SSHTACTAS FOIRIEEB N Py oSt GRB OB SN HCITRSH R Bipe ol alkylene
pol y@lycal saisty aad @)@ét@ﬁt qne nqlwh%ylamg@l fafty @aid@ser1

to 1: 1 .

37. The process of claim 36, wherein the tocopheryl compound is alpha tocopheryl

polyethylene glycol succinate.

38. The process of claim 36, wherein the polyalkoxylated polyol fatty acid ester is a
polyalkoxylated glyceride.

39. The process of claim 36, wherein the mass ratio of tocopheryl compound and
polyalkoxylated polyol fatty acid ester is in the range of from 0.2:1 to 1:1 .



