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WD 2004/ 056807 PCT/ | B2003/ 005883 -1 PYRI M DI NE
DERI VATI VES FOR THE TREATMENT OF ABNORVAL CELL GROMH

WG 2Baokground of the Invention This invention PEI/H2063/005883

to novel pyrimdine derivatives that are useful in the
treatnment of abnormal cell gxuowth, such as cancer, in
manmal s. This invention also relates to a nethod of

usi ng such conpounds in the treatnent of abnornal cel
growh in mammal s, especially humans, and to

PhaYRRNBINE BEERIVAPNES FOR THESTIRIOATIMENT BE ABNOSRMANBEUNEROWTH
10Tt is known that a cell nmay become cancerous by
virtue of the transformation of a portion of its DNA

into an oncogene i.e, a gene which, on activation,

| eads to the formation of nmalignant tunor cells).

Many oncogenes encode proteins that are aberrant

tyrosi ne ki nases ca oyyyd n I

t r ansfihisadention relélet @ madlipyerhiine Hire/aties e pre@S IR theftredtment of

%‘Bﬁgl:ﬁral cIQJI %Fogvtq Q{P&Oa%%ghc%r tr Fn%lnﬁ% %Q%%Sntgﬁxéls% resizﬁe? tto a raethod of

atrve sorders soneti nmes resu
juging sugis Cﬁ'ﬁP‘PL@ﬁ%m tf}@h@m%@f apeqrepk eall @rowBsineammals, especially

kruﬁaﬁeancaroeheﬁrauéwsar Mm;rob.t.&msnttarhegg@hlco meane and
possess, an traceh r blndrng

factors=d\| gwn at N ecﬁ?%ﬁf'ﬁ’ ?og%tbksrvrrtug @ 1 transp)rmatlon of a
thoding n@wm%et%mmpmenefm agenewhietc eh ctivationpleadsi to the formation of

Wﬂﬁ%h@l’ﬁhnf Hifok 'cél@)s ﬂ§nyaor{éb§@\§§ ehBde B%ﬁﬁ%h%tﬂr@%@en%ﬁ?ﬁroghg kinases

éé 0$i ne r esi q Pg%n F and ence to influence | orofo.

P PToTAUPIRY S¢1 BRTSIOBRtiey hé erpalivet 187 ovgrPmeTsHian K©f AdQreal proto

iancdgeadie twesrehicde neyrasb, redultdn BrolifPR@r disdrddrs, ,sombiines resulting in a
2t penb§pe. KNOWN that such kinases are frequently

aberrantly expressed i n comon human cancers such as

br eastReCapfRdyrosigpldiases e 8aaymgawhict prad thesgel Megdrang ppmpossess an

rextaceliular biatingreddmaia fiére Growte Ukdtdrs asuch aagl ébid@fnﬁa’ﬂngrowth factor, a

Waﬂ&ﬁé‘nhrﬁ%neordoﬂgﬂc ﬁftén ]gn(“[r%?éﬁ‘t?lar goFtroF a\ﬁhr%]z gn%n §c’ %V\pnase to

w@gs@@@@@? $RPEibS E’ffé'“er‘Fﬁé@és abrrp\?insyand ingngeute e am@m@ﬂ @oliferation.
Zﬁh@\fﬁeﬁﬁépfy&ﬁﬁiédrnésfés m@nue Barlmarz 6—&@6%@ rsm@rlflr EéFrbérﬂi \VEGFR It is

kH%gnnthgﬁs %gglé%sp abeefgiquen?l g%r gp%/gexg aeissééinra c?rﬂg}rp%pranan cancers such
tasriagast caneerp geltraglestinal ¢anpersutieen coler oeptal pe dtomielt cancer, leukemia,

| aRB1RAdA! &oﬁlfhrdi 8€ pdcrRbtid ddnesH r]tehé?s' élﬁ)?‘@e%naJhgwn %@Ebiherﬁ‘él growth
eIect R P tors,of the gro manmal | an_cance
cit?r recppipr 2&&3 hr%rr Bgstsgfqeg tyg;srneylfua@fengctwyn gemutated and/or
iaverekpressed rrsrebramumaelcymws fuch &b dsain, enggsapatnus cell, bladder, gastric,
I manmar y
e e T
r ecept/§eordinglyols Pﬁ%b%”nr&%‘@”FEGﬁ'ﬁ} b °rP of ieAgutyrasing déneses are
anefulhs sglective Inhibftorabidhdgowin af mammm&mtcbmrer MgSFqﬂ @kample, erbstatin, a
et?rggrr?es Sfangglee i g:torr es%l%?fvglg att-gnlﬁlies ?n%l Lvlhv?n 'aﬁr?’n?:' f]L?JeS mice of a
certaln recept Sl ne n se are
tiResRigniagk Ppan @ﬁmarewmarmron@erhat EPERRESS, SRiderpalr arpwih fagtor receptor
Q;’:}BQ@H kindsB (E@Fﬂﬂ)BduSrs V\htﬁo@@ﬁ’éci b9 thetgPowth BCARINSF cdrdffidfd & does not

OPRET pa SRS T SRRl S T PR S s, ae
msrafalge)he tiegirnentsof ebnoaml cell grewth, inearti¢ulas oarnicar irkhamasds. In addltlon to
(rSc tor t 6€‘He| l(hs@?%%Bﬁﬁgﬁnhmggpé]e/rtgé%gkce tor tyrosrne kinases, such as
BZOO 005883 % %f re usef g t he
(SRR SR e i T61 G S5O SoHInB 4 EP P cvelin dependent
cancer in mmmals. FAK is also known as the
Protein-Tyrosine Ki nase 2, PTK2. Convincing evidence
suggests that FAK, a cytoplasmc, non-receptor
tyrosi ne kinase, plays an essential role in
cell-matrix signal transduction pathways (C ark and
Brugge 1995,




5 Science 268: 233-239) and its aberrant activation is
associated with an increase in the netastatic

w@odoensisal of tunors (Owens et al. 1995, CancePCT/IB2003/005883
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Research 55: 2752-2755). FAK was originally

identified as a 125 kDa protein highly

t yr osi ne- phosphoryl ated in cel#s transforned by

v-Src. FAK was subsequently found to be a tyrosine

ki nase that | ocalizes to focal adhesions, which are
contact points between cultured cells and their .
urkesasy R gsafe ins g dertanentaf arneras! celsorepthi in patiader cgncgs jmpammals.
piFagphasy/kradtvh as theiﬁMfe;hSynah@@puhwew ptrezl and, thus,

?(I:EE?II\/B/ att():%ﬁ\abcr?ngqr%/?dgg it e éestset?)( ﬁicg:n‘lf‘#%}’?r rr{@ahon recepnor Vyéosme kinase,
detryn et esgeatiel relain cati-matiérsigrgkeiranaducien paiNYE diletksand Brugge 1995,

acsrér@mamae%tm@,swens b enaat aﬁ.«mkh Q8 aockiedOLit A Gherease in the

t h
et ofelH of CFeRIBHER 1 Gh e et g abi FopRTo0) Pk
t waer origimbllys ideMiifiedt asak. 12609Ba pCebih I@dymtyrosirechbhbSphonfated in cells
7 traﬂékgfrré&%g/ v-§r<9 IQQ@WSé %sécﬁer‘ﬂ@'f&%d%( BE §3765hd l@negg%t localizes to

tissue FAK is found | evat ed %ﬁeve l's In st

¥ e Ogr swh'ﬁh@f% eentat my'nfsnbﬁwaw lipRsaEgiigeand el Underlying
netizasbiasesd sites bioiuenseoyosite disgspisangétioasF AL Ysr hogphorylated and, thus,
d%[:t‘iv\éféﬁ'nY ?e?s ort%@vtg e%rﬁzglltpa@ %tr%b%e{/ﬂﬂgtb%dmgsté ﬁﬁe?grmé yh@éénﬂ? studies

ki nase inhibitory properties,
pliBYq diﬁmoaﬁ?tednﬁ??él 3 Epsrepssely FAE MRNA d@l‘{ﬂsi gq@cdnpamed invasive
Caraadiematidh, ofLAMS)s, afdPattenb8idn Sﬁlhtﬂexr(r@datbhlcﬁhﬁ(ﬂ( Jridegh2he use of

1 nscaliof ARt ndiPed SoobBHE G e E N2 b, S qgan crouts anc

QT P 40458, 10 Zcion {opbaild SHpeebs ek FomBer 153, b9 FRK Is found a

I @le@dited Bvéieh ntisthud R \eahdefs, SR IduIAY In\HRghly ihvAsiP@ibiabidbear
QU| naZ i.ne deriv ant| -

S sessin
o oper SPS REPOER A6 15 Sl ETPavGT delnaeo Ridgenn t possess
i hnesinetkinese iphibiiper troresties. AFige Furtiach ¢ateatt rehlicatipp)l iaoelyiEBN0 566 226
V\@1 WilbrPed 60{09&@0' ﬁi@@}j EE"%V@B‘%%E Az%ubﬂs%%@lunerﬁf eda), tE@ 0 635 507

" h
i sy 2 08e Kk REERD A bt el 25 B8 aepo s

uge? W (publisindai Dedember 3d) N@B2Yp keferetol ceptainl bidyellcadidrigdtives, in partlcular

Do S0 ek, VRIS ek e o o

91PW'tPW@mpP%'P%d August 21, 1997), WO 98/02434
(publ i me,derannYAé’;ﬁcatlﬂ\@% 92/20@1:9@0@2#&Ndvaubérlzsh@dz) refers to

330500 S 0 43R PHBLL SRS AR Mbirs e
héteeyseiy dn@ahipiEng é*?rioml icgle groifgratiqpy ook Pﬂﬁentaé@hcanons WO096/16960
| Wwﬁ!ﬂhé@ﬂﬁetma%@ﬂﬁol@%@ém msﬁewaﬁme199y?lrwg%exso¢é4§pubnshed

Dg@@% 3%%7@{\5{;}2% oi? 4 prgl? o 4615333718%g}%g§/02437 (published

r demey22t H993), two)g‘tp 88/62/88 @ifublishee Vanpgnyi2di 98k also refer to substituted
d%kk&r‘@héﬁél%ﬁroﬁﬁﬁ’é d&ﬁl&wg@L@ﬁ*dS\‘l@ kink W inRibitd $raPhre FLAKI feﬁsthe same
suc hese conpounds are useful in the treatnent of
aBWBPSPal cell 35 growth. WD 2004/ 056807

PCT/ | BRI F 06 3B RlicatioB FcieloNali 60¢39,67@ fieeleDecexibart 80,f2002 (Attorney
a@qbﬁet QR ¥co88id ?Fé‘idtéé% L RRLb !clé&r & nel Bﬁﬁw‘i«?ﬂerheﬁ\?a%%%ttﬁe{t are selective

non-recep rosi ne ki nases,
t F@Mfﬁﬁﬁf FRi- éﬁrﬁyﬁmdheseaomp@mww usefyk 7 a8 tregtEgpledt abngjmal cell
marowel. S. The present invention provides for novel
pyri mdine derivatives that are selective inhibitors
of the non-receptor tyrosine kinase, FAK and are
useful in the treatment 5 of abnornmal cell grow h.
Summary of the Invention The present invention rel ates
to a conmpound of the fornmula 1




HNNCF3 O\ I "" R4 HNN(CRL RR)Yn R31 10 or a
phar maceutical ly acceptable salt, solvate, hydrate, or

w@e@dosgot hereof, wherein n is an integer froPeT/IB20033105883
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each Rl is a substituent independently selected from

t he group consisting of hydrogen, hydroxy,

-(C1-Co) al kyl, -(C3-C7)cycl oal-¥&yl ,

-(C2-C9) heterocyclyl, -Q(Cl-C6)alkyl, -

Q(C3-C7) cycl oal kyl, -Q(C2-C9) het erocycl yl, -NR5R6,

-SR7, -SORT, -S02R7, -C02R5, -CONR5R6, 15 -- S02NR5R6,

- NHCORSA\ccarfimthCENmBRaExistsnfdr addiesd BRigctivaiinttibitpiseof gedain sageptor and

t hah- r@eﬁ&t @F&ﬁkqmaeés dsBre antihS%bmmR%f abHsrhiit 468 Nréwth, such as
0 an spa car on%%tom

ar%rt“f?éﬂn mﬁ'@?"@'ﬁoif‘%ﬁﬁes%?ﬁlﬂ‘ ngiprypryd Brsqugt%wpgme derivatives that are
- (s€l&etug jranibityrs of the @8R-GXpptyclymaink Yihase, FAK, and are useful in the treatment

@%%Jre&qmuol yl, - QCl-C6)al kyl

- - C7) cycl oal kyl , - C9) het erocycl yl, - NRSRG,

- SR7 - SOR7, - SQ2RY7, -Mﬂw N . SO2NRSRS,

- NHCORS he pNBRECONERGIBG relsadstto o NRDSARG tog fotmnsa Ar e 20
optionally substituted by one to three noieties

i ndependent |y sel ect eN{ th ap; consi sting of
hydr ogen, hal ogen,o#;gg;@;- 3, I- %4 - (C1- 08) al kyl ,
- NR5R6, - OR5, -(C3- C 5]

-(C2-C9) het erocyclyl, -CRR5H - CO\l nd CONR5RS;
with the proviso that a hetero o’m of 'he foregoing

optional Rl noieties may not be bound to an spa carbon
atom bound to another heteroajom 25 each R2 is a

SR SIS Rk Bt R

- ( C2- Coateloeniy bn integ@2XraB6) ®mlKynyl , - (C3-C7) cycl oal kyl
- (C2- QQ%HW@“ 1 0§¥Gﬂ)s¥ {uent mgp%ﬁdenﬂ?%ereg%l théMgHGpt&)ﬁsxstmg of

pr0VI so that a heteroa oreg
s HEPFe I BHEreYnalP e?'kﬂe (GeGHayctoa'kﬁn (Qgge)E%*?'B@ﬁ'ybt gﬂ% -Co)alkyl, -
t ITHC.-C Scybloaikyl, -O(C,ahpietearcycih e NRIRSaiSEAT-SARY -s@iR], BD,R®, -CONR®R®,

SU%JN& aml-ﬁJOR’;( gkg%hﬁg:ky d Nl&% ﬁi hﬁ%rwgmso that a heteroatom of
Sl@zf_oyﬂ@'%,sg@y@p@;p maymop k& bo%midto a@@qﬁgg@on &fogn bound to another
optleath; ynesHrsRI mtsﬁderksy -(@nes)alk, {EVFERyEBAIBA, i-@&S-Co)heterocyclyl, -

h%@g@%&%ﬁ b?/%g Lcy& %IV | -bg(fn (.I, Iﬂ'@f_egocyc wab StShmgS%fR7 -SO,R’, -

" CORTEPANRR, - -SERRE) am*wéa@‘i “NR{QGNRIB),adridy iyR°SOR” groups are
ClggGSUbIQEtmem 2&%;%%@@;%@4 *r@glggﬁérqg5%ted flom the group

S eV 75550 s 0 e GRCHEXS R e o .

- SREYCIoaBIR (5-Co)IBERBTyClyh mwﬁsmNRﬁaﬁmsNPﬁmmmma@wso that a

a'ﬂgtermgl% ioregwﬂs loBlidhaSiR r%let(e%a(;ﬁ')o@bgﬁ&ﬂd B2 sp® carbon atom

& %t moi eti es may be optionally
B‘é’tdlt?ﬁ'f%'lfrh 9’0696‘ to three R5 groups; and with the
provi seatth&f i@ shetistinattoniependdndy fsoleagoifogh apt igmopl coR@sting of

es 0 bo
oA, SRR, RN 2 RC EBRHL POl et <cx
t GgletREYa. -ROrMeand AN’ Rt ovithrine lﬁron/ﬁ@;rheéraéﬂe&w%ﬁ@a any of the
t @)régl)ir@ R®&ubstitlehts ngHyQidPbe bc(lﬁataa:%;éwaibeab{@w th@f'is bound to another

SEE LR Hhag S0, 8 o .
s@lﬂé){ﬂ*@ﬂ(ylf rentopieregvelivip- Qﬁzﬁsﬁgd rq}@NF@R are optionally substituted by one

to three moieties independently selected from the group consisting of hydrogen, halogen,
hydroxy, -CFs, -NO,, -CN, -(C4-Cg)alkyl, -(C,-Cg)alkenyl, -(C,-Cg)alkynyl, -C=N-OH, -C=N-



hydr ogen, hal ogen, hydroxy, -CF3, -NO2, -CN,
-(C1-C6) al kyl, -(C2-C6)al kenyl, -(C2-C6)al kynyl, 10

W@2004/054807 C=N- O( ( C1- C6) al kyl ), -NRS5R6, -ORS, PCT/IB2003/005883
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(C3-C7)cycl oal kyl, -(C2-C9)heterocyclyl, - CO2R5,

- CONR5R6, - CONR5R8, -SR7, -SOR, -SO2R, -SO02NR5RS6,

- NHCOR5, - NRSCONRGR6, and - NRbSO2R7, wherein said
-(C2-Co6) al kenyl and -(C2-C6)al kynyl noieties of said
cyclic group nay be optionally substituted by one to
three R5 groups, and said cyclic group is optionally

i REH kel -BRRINOR’ 0-(EnEeycletlinie f-Solvelesasyay, Coa, tERNRR®, -

grmmiamsrast 5087, Qfsotlﬁe AR, @%@Rﬁ 5NRSCC9\1R5R5 Nand -NR°SO,R’,
e s ol <R Ry e RlRtsPmcbegionpl substute

by lboeltvdhree Rgtgrosm}aaama\mbdhe prodsn thhtat hetesodion ntithe tDregomg optional R?
arm;.a@g ma?ﬁ({)t%é BBUAH oS arRaSpa' oofh S o ShARd hEARR

i ncl to a subst]tuent se Cte
fr om ﬁw é‘”ﬁﬁoﬁ‘ﬁy E%Wjé?réfpﬂ‘?f@erd‘f'th thecriqrals) tRyieh Jray;arg ffached to form
- (eCoydid @Jaupy HCOL o)cy€idaiKyD Joh e{GRrCamelocyadt ivhetraihl $aid cyclic group is

S %?ﬁ&na@"%&lh@%g otgﬁ oJ\eo té Wﬁr@@ m(ﬂ%}feg tée%?te rfﬂ)‘f‘rp %}Qed %Fbtuk yconsnstmg of

roup consi %
hw«prgg@n halq@m,?@ggoéy kg;lfs -NO,, -CN, -(C4-Cg)alkyl, -(Co~ Ce)alkenyl -(Co-Ce)alkynyl, -

- (G618, adHybyBL YA CINRBY al-kix], ) &,-C;)cycloalkyl, -(C-Co)heterocyclyl, -

li 8 5 5 5 5 6

SR B SR, spype g wecower
mp@@gl@ ;Qg )V\dmetqn said NGBQRY: a(&snyc(aﬁy cy@r@mluyyyl mo@t[‘gs of said cyclic
'ﬂ(c(ug]m Be’ibﬂf%hal Sgggst@flee ree R® groups, and said cyclic group is

: é’& % \;1&9%/ Yy oné Cl o t|eg fr2>m the group consisting of —(C=0),

- (B £l @6)Nal H- and ¢ @FRB the pr@@)f( B3t &hogfalye Fooagolaglcyclic group
- (ki t
] I%%?r %@ﬁ@% Bér{ra%/ 8[1r0§/ _% 3\) &? & b8ﬁ3é‘ﬁ1ny Ithat is bound to another
- ClO) cycl oal kyI (CO) O(OB ClO) aryl ,
- ( CO) ORC2s é:gl)lfaelbwmmhylincludimﬁ,(m @t@ﬂrﬁt@)dﬁ&%ﬁisﬂmémlselected from
-%q é@]c gtﬂ% -Q(Cl1- C6) al kyl, -SQ2(C1-Co6)al kyl, 30
@( oal kyl , SO2CF3, SO2NH2,

SO2NH( €)- oaﬁmﬁyaln - S02NH( C3- CB) cycl oal kyl

SOZN( ((@1 Cocalckydr Zor -(@C@Bﬂ(e(e%rﬁﬁﬁwﬁél@3dul§é&|tt)t3d by one to three

m0|et|es in %eﬁc‘i’]e% @?%ey(fr%]ﬁ]t t%G)grao:ug ¥<|€ri§%¥:6_3glﬁ% 8?%?‘/ lgg "R 4G Celalkyl,
op(ﬁr@m)alkW}P(@)@@mCu)Ekﬂﬁ b;(Csﬁe)CV@OeﬂHW eéCeDe}ﬁe}mt s(C2-Co)neterocyclyl,
sedc@cg)ﬁaea‘oagm t heyrgrROUD OO, & C@@ - (&Fo, cgrﬁfé?oxoalkw
n

TR e N Doz B comir

at Wzm%ikﬁh (COES:- @d)@k)at {GR)BE -(GD)QOm)aycloalkyl, -(CO)Ce-Cyo)aryl,
lyl; /1 B2003/ 3

SP Hﬁﬁ&t@rrowcycl al k wfﬁg%ﬁgfgg he}ﬁe- f ooVl (@Qﬁ’ﬁé =Ce)alkyl,

((é ) Wploil @p FoPeY. optio é(Cg Cg)heterocyclyl

Sbm@t)@([oﬁce)detbma@ne to tl‘a@)@mm{yl @E ACpdrpendent |-§0,(C;-Cq)alkyl,

s d@gé eel) Jy% %ép%%ofgrf OURLGRIS §b e, o) 8], CIEENH(Cs-Ce)eycioaliyl,

- (%9 gb)leﬂ")-’l P( O) (Qr @,@z"mﬁelﬁyqlgaﬁyl)z -SONR°R?, and
- (SN O3 Fanc/l- @@Jd&\)’dryl (WeRrefRl Gl Y(Ce-C1o) aryl or (C1 Cg) heteroaryl are

(%@?@]ﬁ%@ %Vb;;«:c% tq\‘m&gf %)ngg’e% ?fgémigiﬁ 5 Dnsidling of ~(C=0),

- NQLCIE-COr alNk yNii{ BO-NE: @@!)%laklyﬂ of said NR°R® R¥(b) group may be taken
- Rigemdr mtRd e (SPkh é’cbé%é?i% Ko¥rh bas-(Co-Co)heterocyelyl;
- (Cl- C6) al kyl , -O SQ2(
-0 S2( C1- CB) al kyl , (CO)(Cl CG) aI kyI - (CO) CF3,
-(CO) (C3-Clo) cycl oal kyl, -(CO) (Ce6- Clo) aryl ,
-(CO (C2-C9) heterocyclyl, -(CO (Cl-C9)heteroaryl,
-(CO Q C1-C6) al kyl,  -(CO QC3-C1o)cycl oal kyl,
-(CO Q(C6-Clo)aryl, -(COQ C2-C9)heterocyclyl, 10
-(CO (( C1- Q) het eroaryl,
-(CO (C1l-C6)al kyl -Q(_C1-C6) al kyl, -S2(C1-C6)al kyl,
SOZ(C3 C6) cycl oaI kyI SOZCFS S(IZNH2|



-SO2N((dA -Co) al kyl )2, -S02N( (C3-C6)cycl oal kyl) 2,
- SO2NR5R6, and -SO2N(Cl-C6)al kyl -(C6-Cl O aryl ;

wob@resaosai d - (C3- Clo) cycl oal kyl , PCT/IB2003/005883

10

15

20

25

30

35

-(C2-C9) heterocyclyl, and -(Cl-0C6)al kyl -(C2-C9)

het erocyclyl are optionally interrupted by one to
three el ements selected 15 frowm the group consisting
of -(C0O, -S&2, -S-, -0-, -N, -NH and -NR5; and R5
and R6 of said NR5R6 R3(b) group may be taken
together with the atons to which they are attached to

f or m a (&) C2-Cafmvelpdedic| yH(C-CofjetergagelylCs) anky| -(Ci-Ce)alkyl-(C2-Co)
Omteieﬂfd?dI)H YOpﬁMQSﬁ $ubbhted BY of® three hidicass ’ﬁ@ép%hdje%ﬂy selected from the
h;é Op%ét gonsnspr& OEjgjaéﬂgﬁ'gr %ucﬁ'ox On%é S(E Saﬂ% of CP&)QI%/?B(O O(C4-Cs)alkyl)s,

_ HCr-Capvalpail.- P(O-CaE0L.- capac@wqrgcyclylzo -(Cr-Coheteroaryl,  -NR°R®

((r(i§c>2 »@yhgalclkyJN w:@ cﬁ{g%k wo ey %%alk 1)(SO4-Cy- Ce)alkyl)

%@239 ‘?I@g s?ﬁ %(gwcy oy (3. G8) oy® o Y Wiyl 10-80,(C-Co)alkyl,

Px@(sczeoe@)s)alkwy HPORCRCyB)GONF, -CO)Cs Crleycoatyl, -CONCs Croay,
S ( C3-

@?%%E%Xyo)y( ( 0@0&6);’ ng-ie{@[da%y&) o csiSPI8 %?1 Co)alkyl,

O S02(CL
%93 ~Ca) ‘(yé@ 0E3- G o)( Qé%kcgﬁp)aryl; (CO) ( C@(.C@j_% eterocyclyl,
- ((00) 0C2-0:Bpebt, ocycl ykco 1(¢E§B)Kvﬁbfo¢@)s)bawer oaryl- soz(c1 Ce)alkyl,

: (.%%( &C%cy@?éli} k%'ozc %/ %ﬁ?ﬂy sc|>2}t>1|H(C3 Ce)cycloalkyl,
- j\&:@ Foley het er oar§@2N((C3 Ce)cycloalky and
Qg@)\(@lcewaddﬂdw-)ﬂlcwh%%abéﬂ/ l-¢C- 016'9393165“()71 CQb?bbNéterocyclyl and

Sﬁl&ﬁ%&%ﬁ agff bé’terocﬂyﬁﬁ ﬂpﬂoegllydé %Lipéedobéll %ﬁ Ito three elements selected
- BopNig Qljoum:69r§|skf39| of 2 C=CBOBRe( 6306 -ty eNidadricy+NRS; and R® and RS of
- Shid NRERGR® b'?@%u B'(tﬁéh Gt t@@@fogs% Mhikh they are attached to

V\,herel é Jal kyl 1s optionally interrupted

b)P”Bl"f‘eR‘t ocahFﬁFo %l ement s sel ected from the gr oup

ConSI s{d)ng ef+-C¢ elk)(])))ptlonsmpbsh@ted by@®ne to- thkee mdMditles aglekbtd0rom the

@d?lglstl?vé an qwa{%ﬁerpf hﬁngcéigm; S ﬁ( b—%C ?‘{]%ﬂ@l 19(%\}(0?8 -Cg)alkyl),

ken toget her w

af CatriuClodf vt or KreColpth- coyneisiasesyelly| ; -(@n Q)W’S%P@b"n -NRR,
eeNSDzR?\ Gy d) suhasog(oeog)cycmkpty OEN ghargwmyl)asez -C-Co)alkyl),

q(gé”b"‘ §6b(%t%r:gb\{c%glk¥lf a(ﬂ<ly 0*6 %66(& Eg)ta i) -(ce) C1-Co)alkyl,
%Ef fé(p)@(’@é},o cw&egl,kijy -{ 6 Cﬂ’)]@ﬂl CMCO)(02 Cg)heterocyclyl,
Reﬁﬁbabwéteroaroﬂz(@)bai ke ny, mi@b@dfa‘kifdmm -£E0)0(Ce-Cro)aryl,

(GG SRR Do igoc-om,

Q%(@@k k| 0aPRYFs:ColaglGkyL9) HRDLEF o Cy AGsNH2,- CHOLH(Cs- Cs)alkyl
Q(d;tce cl@Hl h(l %ozN M%%lkyl)zs%o NVE.- C%%Wo%ﬁ{@%ozlso NR°R®, and

R P AR i S e
t ﬂ‘eeeml@v@ni&)setldcmd fevn‘nﬂae gravatcomisting bhgCFOY, e§04, RS, R3-, -N-, -NH- and
(IR d ﬁ’UQﬁ; Rt b‘leééﬁosNng'Fg ) %Ftru %agrﬂzénttaﬁen 3 etﬁé%uﬁ’t%é atoms to

bound to an Spa car bon

aW%LP'F]@PV AEEEr Y Bt M dCz RSIEPHCI¥E and R6 of sal d
- NR5R6 and ¥aNERD BSch R°I0RMRs RS itu@rt,omoitIiRSSC@NRERE is PpaeHasy substituted

oﬁe k?c? th@é‘ %.c%@%&e'&@rﬁde\ﬁ&g%% (an NRe %% W %lstlhg ¥ hydrogen,

are atta orma - er ocy

slregent udidtoxgel -8B+ edVP orftNshel TQ@?@HW'C or(§z §¢)@|F@y'of (Cz -Ce)alkynyl,
hy(dg-0gemioalkyGl- @mih&wocycm C3(CLl)aNC | garldpyieterstidl, -O(Cr-Colalky,

G UG sSSP B e Y, e o

substituents are optl onal Iy substituted by one to
three noieties independently selected fromthe group
consi sting of hydrogen, hal ogen, -(Cl-C6)alkyl, -CN,
10 NR52i -OR5, -(C3-C7)cycloal kyl,

- (C2-C9) heterocyclyl, -CO2R5, and - CONRSR8; with the
proviso that a heteroatom of the foregoing R4
substltuents nay not be bound to an spa car bon atom

a o o, o, ey [r—— o —~ Y



C9) heterocyclyl; 15 R5 and R6 are each substituents
i ndependently selected fromthe group consisting of

whyanossn, - (G -C6)al kyl, -(C3-C7)cycl oal kyl, PCT/1B2003/005883
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-(C2-C9) heterocyclyl, -(C6-C,0)aryl, and -(Cl-

C9) heteroaryl; wherein said -(d -C6)al kyl,

-(C3-C7) cycl oal kyl, -(C2-C9) hed-erocyclyl, -(C6-

ClO0)aryl, and -(Cl-C9)heteroaryl R5 or R6 substituents

are optionally substituted by one to three noieties

i ndependent |y selected fromthe group consisti ng6 of

hy$PRG e$0:RhalodtmrCONSER’, - SONRAR], -NHEIR'CARICRIR’R®, and -NR°SO.R’;
- Mith k- ms@ﬂlﬁﬂa heteNé(oQSof@@f@b%&ﬁ’gakkg -{d) substltuents moieties, elements

i ﬂHE% ?pg% :t%g d'ts R{ (sﬁlc?%‘j”a?tR %%lnd to another heteroatom; and
- NOGEB- Ro75rohyRY QiahlkinRﬁ{ CRANRORY, -STONRER e Bt INRPGONRCR® groups may

- H@ (a%n E%Qt?wér VY ke atonlx\l( t()gh cf;%‘)ep e{t@n 4td Brm a -(Co-Co)heterocycly:

) q C2 @)Sn%f nggesp& §e§}qacted f@rt%e ersy g?rwstmg of hydrogen, (C4-Ce)alkyl, -(Cs-
- Of)Gileidaiyh ede( @2t JHeterocy BB -WhA)ary sdid@l Ky)kikyl - (C3 C7)cycloalkyl and -(Co-

R
(%Q%Eg%ﬁrﬁcgﬁéﬁ% ue?tg\cl:%oz tﬁn%g\uﬁ?t'tﬁe er oa "Sm ofhrfa fgmoteties
f SNBeRIAYYRSIeged REn SisLa IR PERIEET OF MGAGED feoRey (Gt -ON. -

bowAg -ORFP, 40;-SPS/cloBIRY, b(m @m@md@ww dcbgasaé}m L®INRR®; with the proviso
h?ht ‘tar %e{eronFoB"l gfqgﬁ(weg?l ﬁtg)rs%r{t??rsnﬁﬁ got %g)??gncf:g\l q%z%%{gﬁarbon atom

t heb;ndatp enﬁlnetr@ehmtom alﬁctawimr@ln R{ @nd R99f sakle€@NBHR"yroup RBay be taken
afhefRer WRY tl*%eatl)lﬁg@cnwh'@lg &)l Witidhed RE RN OJT((él clRyWHigor -(c.-

tE% ar e tac hed to form 30 a cyclic group
etﬁ’f@}c icl oal kyl or -(C2-C9)heterocyclyl, wherein
sai d cyébnd¢RYarewpch slbstmmtsomWIpbr}dechmactedtﬁem thy gone cdrsisting of

tnpcﬁsgéﬁm @Ndﬁ%lk-?le' @gt@ﬂyélaaw tc@? @95&%%&9&' INGa and -c-

d h
ég}g g(l k@pe?gln(@d Cﬁ%ﬁe%&ﬁ&/l (C&%@'clgﬁ5yé| R(§ﬁ§:p)heterocyclyl -(Ce~
OCNQ&@'PL andCtO-QY)feodt ) REl deyR®) substilRnis6are -dpRSially substituted by one to
SRt oA LA 00 oy . cr.-
RO Colafigrts N5 Re)alk g -MiG=-Crreisemy -NifgeConpierayayl, -NH(Co-
- CleFariab) almﬂoybgmﬁoar&l@ Kcalckymy,, mlmtosgs)cﬁloeﬂi@l)ﬂ -N((C-
EC)LI terﬁ?&'f ﬁ%ﬁ SW?( a;)ar r@@ y%%&@?otﬁb/ )il{I te %YC 85alkyﬁ -O(Cs-
z@oayodwa;slomma)me@@@gm@s@a@m)arw SE+ @amergeryl -(C+-Cr)cycloalkyl, -
i mzeggynémr&qcmy G@}R” BONPL 2L ONHHTE BA S - SENIFRE; Bt fh@rBrB\hs% that a

up_con
JhAERRRE" S bt 5 %&Bsautiswa?%ﬁymaueﬁﬁsh@ax o g ioies o an so°
cyafbmrcatgmcbuymd trehaber dstemratosisparentiraialR’ arot R sbid l@ONR'R’ group
Athay R {%ﬁérpﬁ:g)eﬁ\gtomtﬁ R afomhs B8 URCHE ﬁ’ief‘%?é lagécped to f m a ~(C4-Co)
het er oat om I's a substituent selected fromt
gP¥ERa¥bnsi sting of - (Cl-Cs)al kyl, -
C7) cycRdahkRl may lﬁ@ﬁké’ﬁgb»dw{eewmmela}dm(s) té GﬁrcIC&@)' areydttached to form

?%%Icl%c%rogg) Ee{i CQ@J ony\’rk%r )ﬂetér% ﬂ'yl (\%lerelr?%)a% @éllc group is

()thjgnqﬂy(ﬁt@ptypted deO”-e( m n]ﬂﬂtl@ﬁ- @glps:;p mam the group consisting of
S bijasddeh Leimdgen, aiyerogptcm,nwldz YCRURSECHAMYE d(d;yce)@mauw O(C-Cg)alkynyl, -
E:(E)l'ﬁgl%s 'Ce'w f(‘?(l;]' d; % Efg Oﬁ%l e{.;é g)cy(clc%rlgy t(l? @Sheyep rocyclyl, -

- EesR o@q?w -CONRBRj -SRhdSO @ozfé -@@;Nﬂ RYI-NHGPRR -NRGONRR®,
PEAY LNFFSOLRIt wieldRt Riidatcoa))akerdyh and Q((EQQ JalkgnyRfnoieties of said cyclic

substitu ents or e ound to, an

S A BT B e B o oheg =i S S aroup s
substituent selected fromthe group consisting of

hydr ogen, -(Cl-C6)al kyl, -(C3- C7)cycloal kyl,
-(C2-C9) heterocyclyl, -(C6-Cl0)aryl, and -(Cl-C9)
heteroaryl; wherein said -(Cl- C6)alkyl,

-(C3-C7)cycl oal kyl, -(C2-C9) heterocyclyl,

-(C6-Cl0)aryl, and -(Cl-C9) heteroaryl R8 15 radicals

are optlonally substltuted by one to three noieties

o o



group consi sting of hydrogen, hal ogen, hydroxy, -CN,
-(Cl-CB) al kyl, -NH2, -NHR9, -NR92, OR9,

wo ¢@3/08ytycl oal kyl , -(C2-C9) heterocyclyl, -COPRIL0B2003/005883
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-CONH2, -CONHRI O, and - CONRLIOR11; with the provi so

that a heteroatom of the foregoing R8 substituents or

noi eti es may not be bound to-&n sp 3 carbon atom

bound to another heteroatom and wherein R10 and Rl11l

of -CONR1OR11 20 may be taken together with the atons

to which they are attached to forma -(C2-

COplianaly inteyapigd by R@ tativecRldneantseseteatet fro(@ie @6)mbdogistirgrnd —(C=0),

magopess Qﬁ-e[Nt Q@@tdﬁ@r N‘Rﬂ\,hthtthéa @V@Waﬁ Qn})’\‘@ﬂ fhd for%gb% cyclic group
are attach e orma - - eterOC 1

S S5 RTOHS SIRp SN 5 DU Aol A e bound to another

elmbediatent , t he present invention relates to a

;:orrpourpg @f tJﬂlﬁstltJeﬂf 'gylleﬁedl flgm me 88,5??’ coRbidt é_‘ngl TG Celalkyl, -(Cs-

CRI R2 arnaceut | acce

G S RYO, oo CORGARLH! el 815 {FabBrtetosn wherein said —(Cr-
wmra&wm -(T4iC3)cqtoalkyl, eERIC,heterveyolf, 0-(G-C BN dfll i(S,-@) heteroaryl R’
S%Bl‘?’stt utthg %‘e #ﬂ?lgﬁé?lg g&%ﬂ{llliex b?%lng ?c} f?]gee(réﬂ% lndle ér]%gnptly selected from

consi st
(ﬂ@gre,ve é?ﬂ?lstjfzﬂ wydrogemweggmév@pmy%m YAGi- Ce)alkyl “NR®, and ~O(C;-
ﬁeﬁﬂ(ylg:@ﬁfa{h:é )ﬂowso Wat P @lgtét‘o@@ﬁﬁﬁzheﬂ%gblgg a0 3&&%&%&% or m8eties may
oa e -
O%gi” %OQ% d%‘ﬁ? 8&%@ o Eﬁ%ﬁg\% a¥°m’SOZNR5R6
- NHCORR’ I&a\mmmecwmmthmﬁmﬂmsxsmgtdh hyolmepr{mr%&alkyl «(Cs-

t @kyc@oéﬂ@t E)ﬂ&bro@\fclyt he fC%‘}ﬁgoérﬂlg (Bk?%gl%FdaFW &Hefein said -(C;-

t dt
a G)FE‘ &Hé‘f’ g}l‘Jcéﬂﬂkéﬁ' i aﬁd)ggtﬁg’ggcﬁiné%gﬁyﬁé%s -(C+-Cs) heteroaryl R’
- (@lcaEEra bitjdnally-uESindt) nyaleda lthcyd mmetnes independently selected from the

S B e K et s o
7Cr)C chl Cg@@lp@}eroqycl@oé.“@; Nl@ﬁn RRS FEONRR"™; with
- NdGiEhEs 0 th&ﬂ%ﬂﬁ@)mﬁ obihé forddo&R® Bﬁbsﬁtuglﬁt@ dpMoiliés may not be bound

ORS 4,0 aéérx rlsé{ Ltlr%ttg g (?P/erﬂgtgﬁ)ta{%mt D5 EER T, Rl a{nﬁ R" of ¢ -CONR"R"

| nde ect e fOU consi s
hmofgeerﬁakenatp@ajfeqﬁ Wiy heogtpms - tQ:PEhICh @my arecqtte@@%obltwqrm a -(C2-
- NEb&ErocydiyiRo, (C3 C7) cycl oal kyl

- (C2- het gfo

with tq;}% pér gwaé ea{c a(tC1 g()j%%yl RY @%Cﬁl{i%ﬁgbt?g%ﬁeé %E?r?g%(i’rﬁsgto which
ofitey grecditaftiedriefont pelCFalpeterotychykatbund to an sp3 car bon
atom b@ugqy&ggea@pi(@e@ g]@ter oatom each R2 |s a

subst i ﬁuent pe selected fromthe E

consi st Iqur rre )‘?B‘B%@E?f‘t th @Iese@t) QVWP” relates o a compound of the
- ([(@AuIE€B) al kenyl , - (C2-C6) aI kynyl, -(C3-C7)cycl oal kyl,

-(C2- ) heterocycl yly - CO2RS, and - CONR6R6; with the

provi so that a heterora ornof EVA CEkhe 15 foregoing

R2 substituents ne boﬂ gk sp3 carbon atom
that is bound to another erer KT and said R2

substituents, -(Cl-C6)alkyl,H-(C2- goraizkenyl ,
- (C2- CB) al kynyl , -(C3- R

or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof,

wherein n is an integer from 1 to 3;

each R' is a substituent independently selected from the group consisting of
hydrogen, hydroxy, -(C-Ce)alkyl, -(Cs-Cs)cycloalkyl, -(Co-Cg)heterocyclyl, -O(C4-Celalkyl, -



C7) cycl oal kyl, -(C2-Cg)heterocyclyl, -CO02R5, and
- CONRS5R6, are optionally substituted by one to three

worpi0ensess7 | ndependent |y sel ected from the gr oupCT/IB2003/005883

10

15

20

25

30

35

consi sting of hydrogen, hal ogen, - hydroxy, -CF3,
-NO2, -CN, -(d-C6)al kyl, -(C2-Co)al kenyl,
-(C2-Co) al kynyl, -C=N-OH, -C=M8- 20 Q(C1-C6)al kyl),
-NR5R6, -ORS, -(C3-C7)cycl oal kyl,
-(C2-C9) heterocyclyl, -CO2R 5, -CONRS5R6, - CONR5RS,
-SR7, -SOR 7, -SM2R7, -S02NR5R6, - NHCORS NR5CONR5SR6,
arRICx-REBsiogiRT, -O(wfé;or@tqmos@yldNRfRﬁzs@é) §pRén§vozFén@ozR -CONRR,
( Craa 0 sy =l WRSR&H@GDIQWR@S%HHMR%ZQN\MH rﬂl?é ﬂ)rﬁwso that a heteroatom

gtltut bé/ one to th gg rouE th t

e dgreqei R o ‘RS GAT O e PRutiia g8 ?@b%pﬁt%ﬁalvndﬁz another

mbuetha@m aay saio R’ htﬂ:shtoem:d -(Co-Ca)alkg p-8C £G)dycinaliat, 6 (G fg)hatdrocyclyl, -
é{léat)élﬁf '&ﬁéﬁ}?&wé\k iy Blc ﬁ%rg%clﬂam PRe L3N SORT _sO,RT, -

6%2 sgl are attache,d
Br mCOQIRCQ/cI |%02§'ﬁ)‘:&p H?@@ CNB)CONR el R -NfR"SOR" groups are
(oﬁ}ﬂ:néla/) baistiuedywl yhe toMiteseinvictied thdeyaridestlygselefed fom the group

ﬁs%ﬂﬁéd of hi&’r@@%]éth%g %Orﬁgf P t EN]?G(C”Ba)Sﬁ(' IESNRR, -ORS, -(Cs-
hé}dsgcéwlkyh;@ré}sapetem@ﬂz agq;-po@gg Rl Mﬂh the proviso that a
- heRroehjradikiraBregoing GRtidna) R AyiBds, may et bk Bblind to an sp® carbon atom

al k - NR5R6, - ORS,
g@h’% thﬁ%gtie'ky?ém) (C2-C9) heterocyclyl, 30 CO2R5,
CONRS Rech R&@N% REOSERSSOREPendenlly ReleSia NREREe: dQORBNsisting of

Fz kyNR2 %RYaJkeM\ghef e(bglogaikﬁwyl -(Cs Crjoydloalkyl,  -(Cx
Aand, - |es of id

&%F*&f& Vbu OfRy bk @?R %avv'{h%ﬁwgtsp R GGPOURE o Gny of the
t ifnfmeER gubsiipents amay rebbalbayd lta an sy’ wagpon stonoibbt iohalrdyto another

| RbBFoRiRE: &fld %ldoﬁ’esﬁb‘éttha;ie(@l%ﬁﬁwSCS%IG)%%EI%P chz%fba@\l l, «(Cs-

t
gﬁgpgngggskﬁ% ﬁl%sfe%%oiw%k/r [7ad %(?NR& arhePtiopslly gbsityted by one

c}q:ihre@. igoietiep iddepsmicatyi sdectid fRIne fRRNGréupTEdhsiBtitg drenyadad halogen,

PR N S0 TSkt s e Bel Gemthio Gk, oo

a%@w&)ﬁ*ﬂb MR Sl -OR etCsGrisisiaatel. fEaGphetairsich. i-ag:RSt CONRIR, -
( @ONRJRF; ogren -SOR), -sOF6; SHNRTY -m{COFésCINF@&UWﬁT QA4 )-’-NR5SOZR7

| t t 2
RS UG ) s T S rgy st
hay otfeta thrqeg,ﬂrgmb}ps and@tith &) ridvispl that aheteroatom of the foregoing optional R?

- (oltiéona) ey be E’&L@j ¢dArGsh? @3@1' dfdfﬁ b&ind to another heteroatom:

( ?(331C ) %%cf f’glﬁl{l'( % take(n Oz’VaN\ﬁg lg?t e;/%Feya%tLghed to form
- RIHSOR( ﬂ@ulﬁﬁ) @y@lol@wldeydyl or -(C>-Cq) heterocyclyl wherein said cyclic group is

:RF’&QQIW%@ 44 )b( Shés td 1l ﬁ{olﬁa‘{l!eg Sﬁle tid from the group consisting of

. &%ﬁg C6aiﬂglgk|yly rox;oC%(gB CG) @éc )alIy (Co-Ce)alkenyl, -(Co-Cg)alkynyl, -
- (:@@)qrcw@m«me)awo OCD)F@ﬁS GF(SOQ)%@)C@&)M ci@adneterocyclyl, -

- 8 b 5 6
_ 5:%%5( %%@Bh‘é‘{:ébla ;‘:&}/%@ czzfﬁ yILlHSOR NR’CONR®R®,

- 83:RC1 wyerpiel &pe-Ce) al(< )a rwl moieties of said cyclic
- QIGQ QA oeCohtibrNR rsOstitkad] by ome( 16@1,%6;3? éi&l)d@ebﬁﬂ 6@6 Yehelic group is

% ]rreéfl%?eldl lop%ﬂ%reg%%%ﬁg% sgeﬁﬁ%ém ?he grgup COXSlétlng of ~(C=0),

S@ZZNH(SolDGG al Rt ¢ and IRNMICHeCro) ey tbatcatlykof the foregoing cyclic group
- PRt ( &kl@ﬁérﬁ’é kgl ndt be BOHRBI GR- 8 LaB6h Qt%H(bhlaQ %' bound to another

\Aﬁ(p 3 and -SO2N(Cl. C6) al kyl - (C6. C10) aryl
ef'af Sald -(C6-C10) aryl or (Cl Q9) heteroaryl are

optionally 15 interrupted by one to three el enents

selected fromthe group consisting of -(C=0, -SQ2,
-S-,--0, -N, -NH and -NR5; and R5 and R6 of said
NR5R6 R3(b) group may be taken together wth the
atons to which they are attached to forma

-(C2-C9) heterocyclyl; (c) -(C3-C10)cycl oal kyl,
-(C2-C9) heterocyclyl, and -(Cl-C6)al kyl - (C2-C9)



het erocyclyl, optionally substituted by one to three
noi eti es i ndependently selected fromthe 20 group

w@oemghsishng of hal ogen, hydroxy, -(Cl-C6)al kylPCT/IB2003/005883
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-(Cl-Co6) al kyl -P(O (Q(C1-Co) al kyl) 2i
-(C3_C10) cycl oal kyl, (Co6-C10)aryl,

(C2- C9) het erocycl yl, -(Cl-C9)h&teroaryl, -NR5RS,
-NSQ2( Cl1. C6) al kyl, -NHSQ2(C3-C6) cycl oal kyI

- N( (C1- Co) al kyI)(S@ Cl1- C6) ai kyl),

-N((C1. ¢6) al kyl ) (SOQ2( C3- C6) cycl oal kyl ),

-Q(C1- @6)33'1 qypftltuen@egg@(j@f @@pwonsmtlng of:

- O S02(4&1. Cayabdent , - (CO) (C1-C6) al kyl, - (CO CF3,

g%g Clo R ba?@l & G %ﬁi%ﬁg%@g}astﬁq by one to three
- Q’r(g@tlg (Mepgeq@plkyqlected_f(mﬁ@g.p gqr@)s@@gbqaf@glogc}q hydroxy -(C4-Ce)alkyl,

@, xje)alkSI'(zCO)(q €358t erecE Gl  (Co-Coheterocyclyl,

: (%} ere%rylgbky-lﬂﬁ‘{m_ Cé\iﬂaﬁqegﬁ 1-Ce) a%( C1 N(%g)oéﬁéﬁ s)cycloalkyl

- SUCAC)2B8) (EPeCotbkly!), STGRR)akPISNAL;-Celcycloalkyl),  -O(Ci-Celalkyl,
| |
SOQN %ﬁém Wb )bé%gﬂﬁl&cs og?@ & dswfyl?'c’f" iy (CONCoCuolary,

het aﬁayc OQN( c1 3t cm) ar yl(CO)O(Cr-Celalkyl
V\Aq(GJOE)M@sE&bcﬂclea(ll@ C10) Cy(ﬂ@@(%)ﬂw)aryl (CO)O(C2 Co)heterocyclyl,

neESREhabant 1 ol ﬂé%l zijd‘ﬁﬂg ) -50,CCoelky,
{ PP GUCo P s§pe‘é’fseds@ tmew STl n PO ovcloalio,

(§Bz®)( C-CHEMyl)r S, - OSON(IECochitbalkang - NRS; -smyRWRS, and  and

I B M R e s

- (neTueEy Htase de e elemsals (sglpcteq EemadBy atokl (corsiting ahH(GrO), -SO:,
Sudsia-t L eﬂH{Jéth-Nﬁfs taﬁd Ihh BRERTH ISQB Nﬁﬁ?@%b?gﬁoﬁﬂ ma Eé‘f}aﬁ(élﬁogether
nsi,s of hal.0 y y

9 b BeConal ShhBFu2! aNSgel, Al Qe dlacpial kv
PCT/ | B2003/ BC5E8Eyclodly,- ( CICAAMetoyesverl kylnd  ~(Cr-Colalkyl-(CxCo)

( ﬁ%‘g%@y@ %naﬁﬁ‘b@ﬂt@@?ﬁﬁ@%%r& mofefi€slinGepk H@énﬁ)f 9 Ndd from the

TS I D AN S AR AN CIN S KR
- NC6-Cih)caB9eiuyk y | X@M)@@B CEE£Oheteabdyglyl) , -(Ci-Co)heteroaryl,  -NR°R’,

- 1 |,

- @@S%ic‘q ( C3 é:%/cf oa Ek?ﬁ - ( Céﬁi(gég%q)?d()d rCojaliayl).
- Gepl ﬁé?epé%?@la Y -( CO) (e k er oat}P BaEr-Copaly,
- (@@)og(oc&e)ém al(&g)(c:- Ceoeﬁ@) AcBek] oo @:@ai)tloalkyl, -(CO)Ce-Cro)aryl,
@ ge)h%%}]ﬁy}é’r varyl (CQEA - ERLRRLRN ocYCl Y1 L coyo(c,-coalkyl,

((@@@@1%@)/@1@%4 Q( Cl1- @@@pkqﬁt%)arylsog( C1- €6PaPlEgiColheterocyciyl,
h&y@brglal kyl e)alkyl -S0,(C4+-Cs)alkyl,

S%%&¥%% ?Pf%’zasoéélé\gngz&%ﬂg %;a,?/ kﬁ())zﬁ”_l (Cs-Ce)cycloalkyl,

SEOMNKERE,)aliyl, - SEDIN(CH-Coe)cialkyl)ss ( CBSCMNRREy| ; and  -SON(C:-
V‘"@faﬁ%&lﬁ&?@ )@ryr W&reﬁ@aﬁi kylcly §ycﬂ)§ﬁ<¥logézjf d:&jhété‘r&@(:l&lu BiHC,-Co)alkyl-

rrent s sel ec r om
Cé%gggthptﬁ[j)cwyl a(eclg@fnal y g’@rupteg by oS- to thige eenmq_ %ted from the
- YRBIp camsibtifRBofa(Ea36-56k, -5ai-@-, NRSRGH- Emmngamm@ arE\R° o said NR°R®
t @@ fgfogg‘?ﬁe@enfe t‘é’kémto%&ﬁere\klﬂ’ﬁnﬁe tafbms"%'\ﬁvfkht !H@)Y aﬁar Sttached to form a
attac het er ocyc Yy wher el n
ea@hoﬁ?set‘frﬂﬁycw) substituent, noiety, or el errent is
opti onad)l y S(Gng)alkyltoﬁttbnalhiysubﬁmtédbytdﬂlée@thr@dﬁ@ales selected from the

[ e . d t h Sk
ngBq S Rig! of HeREEE n Bl - S abiRoIRCrCaan
-(Cl-Co6) al kyl, -(C2-Co6)al kenyl, -(C2-C6)al kynyl,
-(C3_C7)cycl oal kyl, -(C2-Cqg) heterocyclyl,

-(C6-C10)aryl, -(Cl-C9)heteroaryl, -Q(Cl-0C6)alkyl,
-Q(C3-C7)cycl oal kyl, -Q(C2-C9) heterocyclyl, -CN OH,
-C=N-Q(C1-C6 alkyl), "NR 5R6, -SR7, -SOR 7, -SO02R 7,

- CO2R5, - CONR5R6, - SO02NROR6, - NHCOR5, - NR5CONR5RSG,

and - NR5SO2R7; -with the proviso that a heteroatom of

L ey 7 1.\ 7 1IN



wherein R5 and R6 of said - NRS5R6, - CONRS5R6, - SO2NR5RG,
and - NRSCONR5R6 groups may be taken together with the

wW@r@a®sd8o7 whi ch they are attached to forma  PCT/IB2003/005883
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-(C2-C9) heterocyclyl; R4 is a substituent selected

fromthe group consisting of hydrogen, (Cl-C6)alkyl,
-(C3_C7)cycl oal kyl, and -(C2-€9) heterocyclyl; wherein

said (Cl-C6)al kyl, -(C3-C7)cycloal kyl, and 25

(C2- CE)heterocycIyI R4 substituents are optionally

substituted by one to three noieties independently

s efCeEtodyclodliyn t Kee-Grlslb cdﬁscstthgcyowl hydﬂogéheteroaryl -NR°R®,

haN$g20,.Co)ieil - C6) akigb,(C:-ENecycloalNR 52 o)a I|<:¥ g(so2 -C4-Ce)alkyl),
I N R
f olC8YeFang RACQ)BaEio)cyniaatks!, may- (ﬁ@l(Cb@meﬂUnd HECSpketerocyclyl,
Ca("d@?@1 %:tbrog’@lu n-@bé&)\l A Iﬁgg\@lr Béb%(ea% clz%mﬂl V"g@bﬁi(es-Cw)aryl,
to<§“ ) ?tﬁroft?g/' at ONeEC )(Oé \/\5I:ﬁ Qﬁtﬁr?%éy ar(QO%tPt SoRkY-Q(Gr-Celalkyl,
f 630a(@-Co)alidH C1OPOYCI-Cadykiphlkydr SQ@&@)WOCVMJBNH(Q -Ce)alkyl,
RSS@W((BQ)G%QO PhSéq\Rﬁf1lde}é?<% @e %d)grt:@f}f( el $§tl\ﬁgR and

fromt onS|st|n
%3%1 -lqu)aryl W@QI@Q?IHG Colglid] i iy pptlonally mterrupted by one to
¢rﬁﬁe €afras yélectainiebm thé@lot@%hﬁétﬁg @AL(=D), Whes, esh -eainl, -NH- and

(l%" %&% ﬁk %Pe(ér gg gtf: ?%?’q ﬁﬁ%gyf:gbﬁl ct%d?eg bq taken ta)gether with the atoms to
(”C'fh they Restadipehgd §a fo ?/be'a df-Rohelerbeclyk uent s are
opt i onahd Wh@rbr hebéd 1t @6l )éu&ﬂt@eﬁtomoﬁe@r S€ldinels! Blonally substituted
Ih)E/; { geg% (?hrﬁ %ds cg\l% é ed e”@&fﬂ@%‘?ﬁ? %g bg/%posulpscons&mgfof hydrogen,
PCQTPQGB2OWQ)®58@33 ~NQ, - -(@GIGR(K3) ak(RyLCq)alkenyl, -(Co-Cs)alkynyl,
w C%cy@@izlﬁ;h tﬂé{roé CQJNEKa@yc@Z )G &cooié gy' {CrColneteroaryl, -O(Cr-Colalky,
wgoﬁ|g¥ler%(§y§P)Xeterﬂ€3(c@h %ygmypfép Ci-Ce alkyl), -NR°R®, -SR’,
- M(QRC3-SOBRG Y0 B3 -RONRRS, - SOINREY, BHAOR®eNeEyONKIR 2and -NRPSO,R’;
:Mﬂ( ﬁ:rg &%17@ ﬂ{a%/é %gter&t%(og%e@rg&%ﬁeﬁ ?)r gu%stttuents moieties, elements

. @X @glc@g)rwt@lt 839)@}1@;{ to a@m&@@):ﬁ?mbound to another heteroatom; and
- %@ém@@)dnena%oearqltmsée -CORREP) SOCNRE Katd, NR CONR®R® groups may

- %&%%&gﬁeg (Nﬁt? %ﬁ% a%'msrt% &M@E& arC%\IH%b to ?)rgt as r(ncbe%%eéocyclyl

f or egoRné RUbstituret %ﬂﬁ?@dl foJ”erﬂtesg@ldp ﬁ@ﬁ%l“'ﬂmgf hﬂyomt (@reCo)alkyl,
bqogldy)cyblealﬁvﬂ aﬁ@3(09-@5)5&&0%@”\\/\}&%ﬁ*ldsade(CQCQQIhﬁr )7c cloalkyl, and

e}
RS 8IS I eu B Y e et
t hé@peaﬁ@ﬂmselaztmtdom thef @roun eonsistinGlof GYJrogeet balogemy HC-ChHalkyl, -CN,
dOI’Q€6 (ﬁ?&& 8@105"?3}1 emélc%%%%{/cw -£8, ﬁshﬁldabgmﬁsﬁs {fth the proviso

the attach a cyclic
V@?ﬁsﬂ E?ttfj’ ot éttel{?/rsg%frg R(%ﬁsf@wﬁév@fr@é% Pwnd "9a s&] Garoon atom
sboudd (t,ry@toiher pterogtom sandoyieredmR dng RS wib said tCANRIRDyYroom tal Oe taken
t | gc f ISt
Qg@*ﬁer”t’{fﬁ"gf%’fgﬁﬁ & Evﬁ‘?% Xtﬁég/mal%lzgttéz:ﬁﬁ%go ‘%8@5\' tEng, Mcloaikyl or
(%21 BN - (C2- os) al kenyl - (C2- CB) al kynyl ,
-C=N-CRf and(Rﬂ‘érQa(oﬁ]su@)&htde}spendélﬁ@Bﬁlecte%n the group consisting of

R XEL ORI (o (R TRINE T Slatlso,df - 0B ary,  ana

_fReathoiesiy AereinNRBED 2KG -Callert e (§:-Saybloalkyl,  -(Co-Colheterocyclyl,
- (€ ey bkeny, LCMFO&W GPRBd Uk ¥iEntsTERE BbtioRSIly QlibstRitdd by one to

e i % Pl oBeh 8o @l AR e e At S ryeinaelogen -oF

|nterrupted by one to three el enents selected fromthe
group consisting of -(CO, -S@, -S-, -0-, -N, -NH
and -NR5, wth the proviso that any of the foregoing
cyclic group 20 noieties or elenents nmay not be bound
to an spa carbon atomthat is bound to another
heteroatom R7 is a substituent selected fromthe
group consi sting of -(Cl-C6)alkyl,



-(C3_C7)cycl oal kyl, -(C2-C9) heterocyclyl,
-(C6-Co)aryl, and -(Cl-C9) heteroaryl; wherein said

wo ¢@1088Yal kyl , - (C3-C7)cycl oal kyl PCT/IB2003/005883
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-(C2-C9) heterocyclyl, -(C6-Cl0)aryl, and -(Cl-C9)

heteroaryl R7 25 substituents are optionally

substituted by one to three ndileti es i ndependently

selected from the group consisting of hydrogen,

hal ogen, hydroxy, -CN, -(Cl-C(3)alkyl, -NR52, and
-Q(Cl1_C6)alkyl, with the proviso that a heteroatom of

t RENT or-&yelelatkyiR7 HiStCHalloht s-NH(CiOi)eycioalkyl, mapH(@{C lheterocyclyl,

bONn(tGIcqo)érpl SDM@—Q&P@ e 4Ry boung éoc %]gﬁ her _N((C-Crleycloalky,

etero |sasubst|tuent se ecte

Rl o NTEB o R S S (Gt
(0333@7))3yqltmlkglal kyd(C- C{)ﬁﬁelﬁ&)clyet er@(«:,ymmyérw -O(C4-Cg)heteroaryl,
C@%g%g&c%@ (c8 Q&eiéé%clgg)c e(f@l@H)/ LeoNte™ SI.RNER®: with the

(p@lsgy)qt]@p@tpr@e?@oythe fqrquglg@_ @)‘ r SHbstitugigs or eietiepmay not be bound
hes enon® LhrbbB atorfdounal 5 @oteO RbteRBRMSY afd MbbrehURBENDR® of said

oo A e o s
- (Ci-Cedeiareapy, - NH2, NHR9 -NR92, OR9,
( C3- Cﬁs M E ROALK taker{ @et@)ﬂﬂf@r&&ﬂ(@j % lwhich @Q@Bﬂ@attached to form

{ RabVEE B SRrBHBTOHNE O o Cagal G Ry AT R Sf oroup i

noptanallys Sufmytumt bybeneb turtittee tnupiedins syekectedrfmon that group oaonsisting of

t hesio
Lo @% ﬁél %gﬁ gglg ﬁgll%%@%og@go%&e@ c;ice)alkynw
Celh VRt o t Ao YRRy -Epalheterocyclyl
at ®a€he@NR5Rﬁ‘ CONRIR® --6R2 ~S9RN eS @RAGBONRR, Fe&l-lecm‘3 RURPCONRR®,
alyfFg eﬁ%ozﬁﬁ%vv\%)naééﬁy @@)al@% | lgﬁd hgé(}ﬁ{]gj %ﬁtnho%tiew& Igald cyclic

the. at ors 2 fac
- Prepp meht& @pt@e@}lwsypstltuéqqdbgomp ihgeeh@dgrggf@n apg¢ said cyclic group is
bﬂﬂonﬁl@’)lﬁbr:mﬁteld bvlm?ae wm&ememegmeebcte@gahm gragd dd)dﬁ&lng of —(C=0),
is Spaunds are i
S vhate oty B¢ AR ERRIERA Y orgl P Ao e Bopfvt aow
ofiPiedes ppeleMeity ey Aokbe eplllrdcfecﬁnbip Ca'rbomatﬂm Fat isngpuag to another
ahemioatorass or mass nunber different fromthe at om c
Mass Or,;MASS und in nature.
of isofop8s % F?HF q@ﬁﬂt ﬁggﬁﬁgopi’)’ar [%h Ced T4t &o'ﬁft'% ﬁg‘scﬁ)alky‘
of(Ct-Becyicloalsylt H{GnCd)hetdronydyli 6t GpMyl oéndh&@#@eg Ehleterqawl beirerein said

n'— U @leﬂyl @‘sy{%'fc?cloall@h C’(@%&%}F\Qf%cycf %?a @%dc%% H¥eroaryl R

364 St“fg?fs are WHO@%@U“W&%@&PPW tyree é@ﬁ‘Fﬁ’@% gepegrertiiy gelected from
pthes @mup i coneistingonf, hpdrogmy gldgler ByafrgxyandN, -(Cq-Ce)alkyl, -NR®, and

t’@‘("C“B WI' tﬂltlké/pré\yﬁ ecﬁét%meferosa%nﬁﬁftﬁéff%bq %QQPD%H’[U s 8 moieties

Sal prodr ugs contaln
i §1§'§’ apis baurl ta en sk [saPon alendsey te nelhes @Pte@?@ﬁk ar e
wit hi nrf f‘easyubepﬂ:eﬁﬁ‘ sdidttesl fidm itheverBlp Odhsisti®y bahydrogen, -(C4-Co)alkyl,

' S etégﬁé:ﬁtl%lalk% IK Xg&tle?eqoc?/agﬁggg S}]a?)rl %dq&e é(g 8 Zﬁe{eroa v wherein said

P OACE
| S(Qt @p)é'§y|s(ﬁ;rp7)ﬁ°k?ﬁ”f)’br{§2 Chiterpeyclyh G- ﬁ@)%tl end @n@g) heteroaryl R®

U seRifcdls dr@o;ﬁifoh@ly s@kﬂﬂt’u% EyUWhs tté Bk ﬁwblﬁﬁéﬁndebéﬁcfehtwgélééfed from the
assa

i 401 gons'sg'}gedggf?qegu az%gr"grg’}éri’@i‘yer‘%“id(‘kﬁ)g]g)afkﬁ'e.“l”%&?& O‘SRQ OR’,
pr(Epariesclogityl atiek-Chftetaracatlyl] 00R " FGONHer-CONSIRY's bind +RANRI’R™; with

WiHelbrVR3\VhR b HeRRlaRRESH tﬁélfbheg@lﬁ%ﬂe WhRHtLAHR of m&etles %ﬂy rfofBk bound
Fford certalt?r%é%he advant ages rgsul t

r

oGt Br R B4 Enolies BetPrPEIGM: gshiBieIB " @nd R' o -CONRPR'"
increased in vivo half-life or reduced dosage
requi renents and, hence, may be preferred in sone
ci rcunstances. |Isotopically-I|abelled conpounds of
Formula 1 of this invention and prodrugs thereof can
generally be prepared by carrying out the procedures
di scl osed in the Schemes and/or in the Exanples and
Preparatlons belom1 by substltutlng areadily

.



25 reagent for a non-isotopically-I|abelled reagent.
The present invention also relates to the

w@baamseseut i cal |y acceptable acid addition saPCBHIB03/005883
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conmpounds of the formula 1. The acids which are used
to prepare the pharnmaceuti cal | acceptable acid
addition salts of the aforenerifi oned base conpounds of
this invention are those which formnon-toxic acid

addition salts, i.e., salts contai ni ng
phar macol ogi cal |y 30 accept abl %nﬂh such as htgeto form @
chAPorieddake ipgpiiE, Wit dihge 21ORt °at ichg fiqva e attacne

bicutHiwst@ocyphpsphat e, acid phosphat e, acetate,
| act at Ra %'é“ ?r% %?cha?d) & G %ak&fﬁh%aé/tb%rtéﬂeﬁttdbethgt \Rnﬁ'\r thé 8lbRs to which

succi nate. l'uconat €, sacchar at e,
Hbeasa edachadiorel ﬁb%t(@a‘%ﬂ‘&feéocy‘étl y#fesul f onat e,

benzenﬁswﬁy@,@g&e@r @ dogkmginesul f onat e and panoat e

Y;
n ap ht h-g}ft Sef%rél 'f'yen?% t%?l m(’(hﬁd\? g n?&t@&f&én??gel?% compounds, which are
biderdical trothoseonciied it Rormla fl dutrer the fact thatkoneipe moteatopn e geplaced by

t HakiomMBYing @n Lb?&ﬂc Atast 6AAEKL funtber BiffeRA fom the atomic mass or mass
phar maceut | cal |

2OPED S84 f?’ﬁ‘f’/ p ?%‘ﬂf | ookt asgf gtl(?geisrp% aa” %g ¥¥rporated into
f compabads| oft et meréloacmcduob isptopest gf dydrpgent pegheni RiFpgen, oxygen,
f;% HoRfis ! tgféhr‘r‘e mloﬁﬁ’é tsSchvisth 3I—$m€h 14@0Fﬁﬂotfod§o SHCﬁD ®g, BF,

non-toxi c base salts I ncl ude tt 9 oof. and

£ #t5ls & CH eresRRSH Ve on9°r%99t'hdspﬂfa|1hr?a8EﬁSS'§| l‘:“éﬁ’] on: Bré’grﬂgsaﬁ ¢
CaarautdaMhadesptabik adlis offediécoropdundmner c(fsag.proqomsaﬁmhmwtam the
g‘?rem%?t%ngmso%ggs thlolti{éﬁ lsgﬁﬁééqomhélat&ﬁé Li@NGth{neth8 scope of this

rumor water 5 soluple
aﬁvqﬁ@oradd}eﬁplanscggqlqagy I‘)ﬁyﬂd &empounds of the present invention, for example

NhB%%t |Ht‘é|vﬂt|ldh(?adlbd&ﬁ\re(|m@ebl gidheds,*Hand "Chee Inowwporated, are useful in drug
amg? no g éﬁueaél s(%rlb%&asfs%%e Siks i, 3H anﬁi carbolq -14, le “e,

acce e‘organic amn
pbtapemewart@@taﬂyypraf@tf@bfoameé e§a¢f ©f §')eparafa§' we%fef?&b@tyn “Further,

uglefistcA BN RE: |sdt<5]5$|s %aéheéi; ddutgilidies, %bérﬁaﬁh‘rd a&riathi erapeutic
S;dvg[%%é&dgﬁgtgﬁirop&e@ge{ ."}%bdtﬁﬁgab@%n%f exaa"g) eh?icr%%@@ %Wshalf-hfe or

pregisedt desaye nequiremettatands Berisasimayi e meafeired lr gome circumstances.

CABRBLAy MoeliQf Eﬂnﬂ%uﬁ’ds\%f%rﬁ'@é'195fyth@>f|n§e®h<§r$ aid bfbdrugs thereof can
varil ous | norgani c and %an|c ac

nﬁ?ﬂe[?@y be egpargd By %%YI”@ H Re Hrge%ﬂbl{qs @éslcﬁo?e Egtgd?cgsm%s and/or in the
aEkéTﬂnp?éi;dtartd Prepsralidns befows big Bulbititing acreaqj@mei@blgf iscippically-labelled
(gntt‘c!?%tnoh %“EBEQ Wnggffédcre hd addition salts, i.e.,

cont a r maco ?chal |y acceptabl e an

S u C h adhe ﬁ@sw dnvg@pp G@\lsio dglateﬁ ma&%utlcﬂy oqcsqp(tﬁﬂ),ed%cld addition
n lsélt% af &mp‘éhﬂncfs at Be fdrhGalh f Bearcidpvbisphr@tueed tapieglare the pharmaceutically

Saﬁeﬁ@l?qgtagdla:sgg?%ch tItls %ﬂh% af&%ﬁérﬁi{)l%d ha@&tc%?ounds of this invention are

rate,
pthesotvrhinhafoen rintiexia egifl caddiiien: Selsatie. Al cSORigingy pharmacologically

”@!:(%Ettaﬁe afiBRY, I'Slitihr@ttl‘t‘la Chl(fflﬂ%ﬁﬂ’tl@ icdldb Oftread, Rulfate, bisulfate, phosphate,
uron

N e

pfmttdraieneQUubcﬂrtateat eseacl*@rq@anoaergoate e. methanesulfonate ethanesulfonate
ﬁénzeh@%hllf%ka@nep t@l‘u@nes&l%nété/ dérfax}ﬁargodﬁélqm haat-gphyiedd-tis2-hydroxy-3-
e conpounds of the present invention that include a

b&gmﬁmaeﬂﬁméty, such as an anmino group, may form

p har magee nverdibh ylsaekes telzse addilon salts of Foraela it olike ci@uical bases that

2 O LS ms rQaq%qtg' tb! tggbaté) hite oty RQplBREFasBOAME of those

Th| I‘hvent i on SO enconpa ses pharnaceuti ca

conposi tions containing prodrugs of conmpounds of the

formula 1. Compounds of formula | having free am no,

am do, hydroxy or carboxylic groups can be converted

into prodrugs. Prodrugs include conpounds wherein an

am no acid residue, or a polypeptide chain of two or

nore (e.g., two, three or four) am no acid 25 residues

mhlch are covalently JOIned through peptlde bonds to




occurring am no acids commonly designated by three
| etter synbols and al so include, 4-hydroxyproline,

whyanoseshysi ne, denosi ne, isodenpsine, PCT/IB2003/005883
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3-met hyl hi sti di ne, norvalin, beta- alanine,
gamma- am nobutyric acid, citrulline, honocysteine,
honoserine, ornithine and 30 18t hi oni ne sul f one.

Prodrugs al so i ncl ude conpounds wherei n carbonates,
carbamates, am des and al kyl esters that are

covalently bonded to the above substituents of formula

1 compupeyef fermulaciathal g dcidicain balregare thosgythst foret i texic Dase salts with

| @M(?{Uoh‘@ﬂurﬂlb S SudieR IR DAES RO m@@a@ @ﬁt é?é nf)t%l’rﬂbﬁ fé tllmse denved from
contal nin

o BT o PR et B AR st e e =iy i fpsshm anc
c gedigm)sand afElineeearihn mptal @tionsi (6.b., calsitrakand Pegtesiam), Agimonium or water-
I0URS IhAd RiforH 8k Isucf.h0 fas PRIty lchiAie- eﬁg %nd?_qF#e lower

can be renpved before adm nistration to gﬁ

pPEE %%'Ugh%"dd’&sf ks é?”? ShPhgrmaceicelly SReePt organic amings.
2004/ 0568 @hraRCTghbiB208 B0 28&Ptable 19lt@)" 04K Gseld Shetkir§ Qinhiebe Btherwise

' rhdlcgt'éﬁ’f\}sfg%'ey §alt9|gf)gcﬁﬁ%m£br esgﬁ{]h%\y@?maggé é?eg?nzg{ i}\g gorjr?younds of
d@ﬁ%seﬂh'nmn@%m EhegipRPREslp oF the Jyeperidnveninn, that apg b@"é'é mature are

apghaBle@f Mrmiél & SvideWali&y of %ﬂﬁwlﬂﬁvaﬂﬁﬁﬁn&é&&%ﬂd o-ﬂ-d'éﬂlc acids. The acids
CWR}AQ%}% u%fad téphbr%%érg%ﬁg}ﬁwaceﬂtlc}apf gcucgﬁtaae af:lgt ggl ion,, faﬂs o¥ such basic

(e
i §@nmu§d80fof @mnﬂmﬁdbatofomn menfiexicmatia ddditien galls, Reanshlts containing

eﬁﬁéﬁhbéﬁlﬂ‘éfcél)y ac@é:té?ﬁ émcﬁﬁé s&ﬁ‘é@ @ﬂechydfﬂcﬁﬁﬁo%r ﬁﬂf@frén‘ﬁd@rﬁ%rouodlde

other m

BT et o e
s eifratedcid diteate; Grtetd, parftainamste, hitatiatedasegrbath esuecindte, aratbate, gentlsmate
' mrrﬁaﬁaté Qlubdna®NGudiifiats edLcrang, rb%n{og{eg\g}; ?\quate methanesulfonate,

rEI’TEtrIC | soners and mxtures ereo
s gles RinARNegiHIang i, cprta'a%rtfsw\ﬁow? A4 RaMagte Beod -Bethylene-bis-
t (eehydrogg@ntptithoete)) tsaitn Thaammmasofeh@ @esedSinvanidrLth&Sndlide a basic

amto%H/t th%rés arp Qt'hml) :%ro%gt H15y ﬂ%‘n éa {ﬁha%gdtlhglgngé{&abtésé’é% I\/\)I/th various

one tautoner predo
naYinp gcidy Bidplii ﬂme@W€S@?@§@ﬁﬁmpﬁ¥entlon i ncl udes al

t aut onekis invéntibi els@ér&ﬁmﬁéssé@;ﬁﬁéﬂhlﬁdﬁtlcal-rdéﬁlp&' t@)ﬁ@&intammg prodrugs of

I n C es I SOner.
i Ec}//ngﬁi.lb& of%le&?m*u% Lo n%n?p? r f eformula ﬁ]‘%m%h’ Fo’fa&l“ﬁﬂl |h¥ldroxy or
| carbRxylicciphpe &ar éfaawal?ré@ intA tpepdrugs-a Fragirkghs lingludg ompounds wherein an

I 8%k ia6itl esbidus Qﬂ%rp’é ﬁ)e-Bh&'é SHRINTRP st e tell., Swd,NNEO b f@lﬂ) amino acid
I:% contain ol e
a

o e D A PSR I b Sabonte
cisd giedps efa¢espowdb iof farratla dn sTheranias acidrrestduesemcludecthe @D . naturally
Aoccﬁh'xh& 33%@0 %H@sﬂcb%hﬁ@ﬁw "dedignatdat @)n‘:ﬁ?rge tléftem:é%?@s and also include,

ﬁﬁ% Y harnaceutlcall accept ab
f HEAYT YRR ”eglhéﬁ‘iifﬁxyi'ys'ée deqaspe: eF?d%Pe'dB@trW@tst'qT@ga{P@’a"” beta-
t Henite, obagha-ahinaatyirivi 4gd, ofitrdlline, homuesteing,e hemosead) d6rmithine and

SMQ!HI'?FNH& ts@ﬁdn@ SHB&&J@& gﬁgtlﬁclﬂ@y oﬁ%our}%gtv#lﬁ% 4 cgr%r‘a etsegarPamates

SEFFF%P@ gl 64 efsuf@ﬁt%fe icPiElentiebonged toathe ahere Fqbﬁﬁ'W% gfgormula 1
hiataigigthe darsony! @etioh Iptbarugaldkankingr oups, perfluoroalkoxy

ﬁ;g?gi?@brﬁ%htlo’gr%é(bgénco%pgs%ggl lcor%égugn S 'of ?%ﬂ%% ac?rr&@rlﬁlﬁﬂl’péotective
g9'6tRSs, Orzﬂ f’r&‘é‘ﬁ? ingthe g1 &vill eéﬁwqpp@pla@s&hﬁ@p@pwﬂy ot e dnyprtion can also
abe/ br@?féfe@ﬂvltmeér%fnopﬁét}iétiﬁéﬁrog P#BSare @ée?ul ! puﬁf"catlon or storage and can

é %r %@é%&{r&_a%mmsg?t}?ﬂg a pgt}ﬁn% J?\arp c(?nr gra;%lpro?%{%w of functional

dlalkylan1no gr oups, carbannyl groups, al kyl carbonyl
groups, al koxycarbonyl groups, al kyl am nocar bonyl
groups dial kyl am no car bonyl groups, aryl carbonyl
groups, aryl oxycarbonyl groups, alkylsulfonyl




groups, arylsulfonyl groups and the |ike. Those
skilled in the art will appreciate that many 30
WG g 5d80ent s can be substituted by additi onal PCT/IB2003/005883
substituents. Further exanples of suitable
substituents include those recited in the definition
of conpounds of Formula 1, indkuding RL through R11,
as defined hereinabove. The term"interrupted by"
refers to conpounds in which a ring carbon atomis
repl aced by an el ement sel ected fromthe group

C @RS iS gRgcribed iy @ﬂ@;ctlve 8rps ingOrganig)Chemiplry’, editgdb\HW.F. McOmie,
arrknuNfeessH 99738 ¥ Prdectivd Grodpd i Orddal-SyAMRad Ydrd e8iEN TS, Greene

g e agrees e v o my

f or m t Hée tohpamiang this ingntionNhaude lall sth@bisemers (eyg..od dvdriransisomers)

5 I &Rk amgalcmsoma% J?%Brﬁﬁdﬁﬁésodﬂr{é' fsmg,eng g&wmgﬁan%mérgeas well as

i nventign can accommdate u ree suc

r é‘fzﬂeg‘tceﬂﬁ%?@m%‘?”c 2R P aptireh sg‘?ﬂésc’ﬂ?é% her ei n t he

t er m " dhkyompowasis,vexlts aad ptobeigsilok yHe preseat inesmloﬁ cai Rgist in several

grtél}t’cpﬁer?é%r‘g‘r s ﬁ'\gludléé) H%eé'nﬁ' 5}10( ﬁm% f0||'n‘?| Aﬂ%{% ketgaa}‘ud kéﬁarpme form and

i Iéiggei%m? {somerﬁ aﬁdtwfureﬁ dhorast & surééel&?m%nycfow Je, icluded within the

10t @tdpeadt yrepibgen) invendbri. OTh’ﬁlltdn’)ér§©bh§£Ta*s hitt@ds bya ﬂaufoﬁleﬁc set in solution.

SLM tsgl‘?il’ %r HR)%H}) E)Nee%mlsom%? et% rln[%ggf \yé)ﬂs\ L{igh one tja_btomer may be

( @63@9@) me;nr@ﬁyt invepfian| inpiden@lt thgspers ef the Q@ﬁmehWS)dsor

(Cl Co)rak kWesenThlﬂvdhhdSrﬁsa%oeﬂfémd&J a‘aaplg)om@é kot ‘theaprdd&@dinvention.
nol, e

WPy P W aRRPePien ) PR CE T TP 38 RSAFGRichgTo rotatonaly
15 Prestristeddésprmikyl s i ncl ude (Cl-C6)al kyl, nore preferred

are ( Cﬁh%)ﬂ%&hﬁhs oiatﬂg mvgpt%ﬁ n%%%ﬁecﬁeﬁﬁf ike ﬁ@bﬁyﬂon@@dWhen such

used herein he term"c refers
o oA B BIPRSRb HecoBpoES B4)ER ientie ébaﬁccr'% Jrid trpgs Farfigyrations and as
( enigures thgrebfopr opyl , cycl obutyl, cycl opentyl,

g )); g : g h 2?; %lert]a %b&gﬁ@&ﬁgi(se lrr]fe?ﬁ&édg Iﬂ)g Hcé %Xgén? gy%nd i]armaceutlcally
20 b@gv@g

BIFju or@l P@BR !a‘hy? W tha Wémg negate @w&)gwl act|V|ty of the

elrventive o@hpoRn@. |Sucls sutaite @mkﬁmuénts}hay?béjmuﬁie@ sBlettes byatRbse skilled in

H'L qllugty tl%JQ)?aH %Tb\es% éabl?%sulostttt%né mcHJde,ﬁ are not Ixn‘htiad to halo groups,

uen S as
tPP'f'PQE@ﬁ"@hﬁtOH% perﬂe@gal@sy Araps yalky( %U@l@yamyylgmys alkynyl groups,

tmydrbxyog@n&t mszaygro@sf h@@é&@ﬁ%:&@gyaswnthﬁc‘aml%) Kby grodfk, aryl or
25 L RPEREY dFuRom ol % A EReR P eeralkd AT B Serbiky] Bitipsy arakony or

oheterpdiatkexy groupss dtD-(Ee0ei groupsheminer groupal kisyly brid igiylgmino groups,
St::ér@érgm nguppré\@EQr%gnW BFK‘)’U& lé%ﬂk%éﬁﬁgrouﬁé%l&%mogrbo%yl groups

carb , I nc

etdﬁ’g(}ﬁlﬁri”mo 106[5908ﬂeﬁﬂ?|"p3 zar)éqa{}lﬁgy{ygroup(sme]rmxycarbonyl groups, alkylsulfonyl

| Youps, Gpdauiiony! Groupmst dngl thel Higer Offeny IskilleB- ib utieeary Wijll appreciate that many

30 s@d&ﬂ%&fé caﬁrbq MB?% téc}(@ﬁ g@@ﬁdnglné\.g)'s?tu%% S%ﬁﬁért&gﬁ ep36f suitable

o e oo oo e Sk ool e . g R
( Bhough &' aasydieﬁngd hetdirabbweor onet hoxy, di fl uor onet hoxy or
(Cl C6 IJlT[ Intpﬁl.gltlé%e& t}g{eﬁtg tnﬂ;?)uﬁo%rm WQLA(%nXAg Béréon atom is

used her anched
c Feplaged Ay ?@ glegeptagieqigd dam ther Qrpureccmsﬁm ¢ick %d?)n@o b, -O-, -N-, -
35 NOH-lanB1-NRY R exMgRy T is —(QLOPHAY buchlkgt ynyl, and the
i ke; optionally substltuted by 1 to 3 SU|tabIe
substituents as defi ned WO 2004/ 056807
PCT/ | B2003/ 005883 -16 above such as fluoro, chloro,
trifluoronethyl, (Cl-C6)al koxy, (C6-C, o0)aryl oxy,
trifluoronethoxy,



di f 1 uoronet hoxy or (Cl-C6)al kyl. As used herein, the
term"carbonyl" or "(C=O" (as used in phrases such as

wa@bkdlos@obonyl , al kyl - (C=0) - or al koxycar bonyl PCT/EE2663005883
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to the joinder of the >C=O noiety to a 5 second

noi ety such as an alkyl or amno group (i.e. an am do
group). Al koxycarbonyl ami no (i15e. al koxy(C=0) - NH)
refers to an al kyl carbanmate group. The carbonyl group
is also equivalently defined herein as (C=0.

Al kyl car bonyl am no refers to groups such as
acetam de. As used herein, theAt® "aryl" nmeans
aromatic radi cals such as phel apht hyl, 10

t etrahydronapht hyl, i ndanyl a gl i ke; optionally
substituted by 1 to 3 suitable>sgbstituents as

defi ned above. As used her-in t he tern1"heteroary|

gﬁ&? r?n[gtr#a n m% Lgfetdbc ree(r‘;} %1%@%&&%8%&0{?3[? Oémﬁl?e r{‘é’lowmg ring:

In addition to said heteroato aronatic group
may optionally have up to fouff N atjons in the ring.
For exanpl e, heteroaryl 15 grpup includes pyridyl,
pyrazinyl, pyrimdinyl, pyt i , thienyl, furyl,
inidazolyl pyrrolyl, oxazolyl (e.g., 1,3-oxazolyl,

1, %J ﬁﬂ%aaz EI) | c?a}botnl?sl r%é\l(a)cl: d Qy?hee' I%Eeir?,agdirg Pi@r?g%e%tz %:‘%JQ%LFVF of the invention
( e g., 1, 2¢B-aceoramedald up tg trpeessuth ieglaesnyenys ordnterdiptiors! y |
( e. g . Ab ugeﬁh&éﬁCthé‘?eﬂh Yaiy,” astv‘ﬂéll%g'tlézéfﬁj\'y}’hoéﬁ‘es%f other groups referred

4-t hi adi az ui nol i SO
oo PSS e, ol S ogpe S 2, et pgropy, scprop.
o pthutyh abd-yuty,ubsondant-edyl biertibrythoty; sptlohailyl fibstithst by Uetot 3 suitable
a%u@ﬁ&érﬂ@ dasabn%ﬂr%ds léﬁalea§u<%0 2k | ﬁ{BEcP I@i‘l) C’r’trﬁlu?romethyl (C4-Co)alkoxy,

trifluoronet
t (e e?@fﬂ@%ttwf%ﬁryme@m G%H‘er%y()?r (GorCeley . Cﬁ)eaﬂ’h@qe “each of said
Thitkylt 21 msed herterrefessad oy ofaise precding @lkeimbigties edtisin b@raip such alkoxy,

C%F&Lﬁﬁor%‘kgl‘emin‘aoFFe?érr@b Ql?y slmcgw“e?tg @%’%ﬁ%%[’%pr&ﬁ%d]aré 831 s)alkyl, and

tero at
EXiRrderegarametyl apdgBY- i ncl ude azeti dinyl,
t et r ahyd ru@éd.llﬁeﬁtéiw the tdﬁr‘h d@él@élk}ﬂi’l réfls, to EWidn6| bl@ifbl&)’dr tricyclic carbocyclic

p'rlﬁ)i; oqd a'xloglrpgyl IDcer az CI?PePtylo tcy]c%og;%}/? ﬁ%?qeﬁ)ﬂ cyclooctyl, cyclononyl,
t eYalaRRyiembt hi gﬂ#qhyxenylt et rb&WQ{? a4lheptertli az bm}dlo[3 21Joctanyl  and
MBI 2. @]ananﬂxe% )arb}S |onaﬁy%ﬁt§|hM§iﬁ 21s)) é\ﬁb@ﬂonds%a%btmﬁélby substituted

0 ath azin n dolin nuc
oHF omisng1 et sk s ashTedodbiess gt e OB ENprpi Bucrometny,
ExGirf)atkoxyo {Cs-Gaargloxyo mdeyahatioxs atflusrernetboxyor (CaiCe)alityl]l y

sat ur ahgQiskd Rein Yt % "ﬁefl eb elFlcfllﬁ)Qi’ ﬂlﬁc% lbrhl%Fb BioWo or iodo or fluoride,
t et rahydr of ur an- 3-vyl azolidin-1-yl,

|ﬁ?ﬂ§@d¥?ﬂ@ﬁ°@°@qe i i dazolldln 4-yl, pyrrolidin-1-yl,
30 pyr Aelused herziny khe tpiy ratitengt nreaasyd;tcalgh't pe biadtHed lohyih, unsaturated
p'ré%fc'é,scgfa tt%B%%rboR'a%ﬁ{s ﬂblﬂdl% ¥|.|t’ o?'hrg‘teeraat%' rﬂ]e?ndiyjl p?per]yl 2-propenyl

erazin
i éq@lyl}” gg-efqunyp]ez-nyptryl-i -piops Yyl |btptﬁeryl yP-butenyl, and the I|ke optionally

1s@:smwéazw itdion-32syitkble IsuBstiRihtaz&d idghindd labbhe such as fluoro, chioro,

t Iﬂ'@&?&fx@@& )Sg} o%f%kog% (86-§1e)tary%>r<1\¥ grﬁ‘lt%r?nh 3%ox hdl2ﬂé] rlofé"lgthoxy c1r (C4-Ce)alkyl.
mor phofAB riisgd he@lnzih%tefraﬁ'ylmb|l%g$q¢ ergin to mean stralght or branched

1hﬁdr6<ﬁﬁﬁoﬂrbhdh(hdbl@zilé ﬂ*na\lné’ bne 1npﬂe %ﬂzlhélu??md/ lbut not limited to, ethynyl,
1 O

t 4- X n
c BWP %ﬂyﬁ)éatényi Pq’f 'ﬂ% LP:S’?%‘?‘%WE?*%‘?@VO i osr'fg%leyg/“bﬁuems as defined
substituted by 1 to 3 suitable substituents as WO
2004/ 056807 PCT/1B2003/ 005883 -17 defi ned above such
as fluoro, chloro, trifluoronethyl, (Cl-C6)alkoxy,
(C6-Clo) aryl oxy, trifluoronethoxy, difluoronethoxy or
(Cl1-C6)al kyl. Nitrogen heteroatons as used herein
refers to N=, >N and -NH, wherein -N=refers to a
ni trogen doubl e bond; >N refers to a nitrogen
contai ning two bond connections and -N refers




5 to a nitrogen containing one bond. "Enbodi nent" as
used herein refers to specific groupings of conpounds

worodsss0T Nnto di screte subgenera. Such subgenPCHIBPAY3/005883
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be cogni zabl e according to one particular substituent

such as a specific Rl or R3 group. O her subgenera are
cogni zabl e according to conbi'®ati ons of various
substituents, such as all conpounds wherein R2 is

hydrogen and RL 10 is (Cl-C6)al kyl. Thus, the present

i nvention provides a conpound of fornmula 1, wherein Rl

i gbgvel sueh agl flugre, oiorg, difgremethy @ Exglkoxan @6-C1o)aryloxy trifluoromethoxy,

&ﬁmoﬁﬁhmbgy*«hanmgnally substituted by one to three

noi eti es ntI sel.ected fr

consi st°n¥ 3%&3}'&@ hcei’fb(?@énm hﬁ‘gn@xgas %éﬁy n pegses such as

Caikalckrponyl, -aMRIREO)-- Oﬂaﬁkpxwémy(ﬂ?fel}%db t®l jkipdigr of the >C=0 moiety to a
(s@gon@%cmﬁ]ﬁfcﬁ G¥ &h 3é‘kyl or SREByroup @B Igﬁmﬁrbqoupa-5Alkoxycarbonylammo

R5R8 i nvention further rovi
OgN SHlea BTO)F@T‘ ﬁﬂ?fﬁrslm %h%'%lcﬁrbp@aﬁesgmw?CTh@@?%’PRXP|9r°“P Is also
O@umﬂaﬂly ydesindals hetelnt esl (ByOpneAlkyicatbongaminoi referseso groups such as
|Q%&Q§Bgently selected fromthe group consisting of
rogen hal ogen, hydr ox -CN, -(C1-Cp)al kyl,
. NR5R6 As L%herem tgfyr) pagqnﬁﬁomatlc radicals stich as phenyl, naphthyl,
- (&2 eBdrizphtay Qﬁdemt/l)dnd the (& BptionalGSM=tiintd & d 1 ENRERS sub2fluents as

T t invention al so provides a conpound of
f2§W%P% $Bmhere|n Rl is selected fromthe group

consi StAsNgec.blpereuQ e em d}ﬁt‘qr@@{l kryﬂersép, @n aromatic heterocyclic group usually

(\A@R 'oﬁ@heh&bﬁbrﬂ G¥iett¥d frorR Y, S GR&NIiY th§ Hhé;t h taHExﬁ&h to QMld @BRroatom, the
r ee nol et

g Ia{_) 18 gLk MRy ﬁatlo&alll’]yﬂ*&?g? 8% gq,]ftoury 1}11 8 0615 érh"%e Hlpg“. E]Qr exameﬁ, heteroaryl
- Clup QB uslek pridyh NRBREY!, pYORE]IN, (P¥8da@inylc Vnﬂnaalfuryu jmidazolyl, pyrrolyl,
6@20@9()3'@)“1 @&@Y&JI y1| 2-oxaz lEra#_i’azol' @%‘R‘Ef Bﬁhléﬂ%ﬂ qq\{ﬁ%%iyl), pyrazolyl,

t q | nvenil on 1 SO con (Ig) .
f errr"f‘ﬁﬁ”él iagghe (29 n 1R IEaz0y]. d Ei‘a?%@mm‘ digzedyl. @@)’a1 Fogioxadiazolyl),
- @ z@[ﬁaz@?l) eyl ’Qalﬂf-lﬂydlcnazalyk)i quUD(GR - lﬂ)uheiylebmzpmieyiyl benzofuryl, indolyl,
0% 4 %Q(?le yop%b%ﬁ)’ Gbléflt@tgd P¥ 1%@ suﬁéﬁ)l Jbrbﬁﬁue'ﬁg' £l defifed | gbove such as

ependent | up consi sti ng
h)ﬂﬁ‘?'%g@ﬁ’ro HQF%@{EW‘V' Gyt ?JW)/ C@%o)anﬂc@l t@p@gm@)tnoxy dijroromethoxy
5B6(C-C6R¥%&yl. - (C3- C7) cycl oal kyl, -(C2-C9)heterocyclyl,

efr:b%(qu > F%‘% ngé?ggcy‘a& &icﬁ%ggﬁ%k IJF%I"SatO %r g&%lglro%pfantammg 1-9 carbon
s @9t andtleld “pptesp atams &ehap@é frnmu Nt P, e%fol)nmﬂé‘fj%namnlgs of such rings

S(iﬂcﬁlﬁé egbefidi rWI‘n tdﬂ@h;@ifd?wﬁnﬁoﬂﬁﬁ&blid?@l O;Syrrohd{ Q@demgl piperazinyl,

l{ff%@%ylc laggczll'dﬁg/ll Pyréz(o&gnyégﬁ%?o‘g% %I ﬁtraﬁ?w%nyl tetrahydro-

: @@WR&I AINorPIBUNRS RS etayhe tedrabystiodinzinyl, ofxazing, | axediazingn indolinyl,
| %oﬁld&@?‘ﬁ@}mhﬁyl fc%mdhﬂ idocMRRERY, rbeﬁﬂoxbfmy‘l %@@ like. Examples of

ona substi t ut ed one to ree noietie
R TR eSHF P oE P e HiBteg Wi YR (G, e porren-2-.
otetiaiygtiraligrem 3-yh alnudgenljdiralrdr oxyjdazelidin2-yi,( GhideEm)idih-ky, , pyrrolldm -1-yl,

3, C 0al k Py -
- DB Mgz Byt PRGN “Yostdniz., pooHitiilg PRGRET 19
2@@&?66'5@%7 P@'PPTaBQO'@@/ obagrezolidingyl,A isetpipzpligine, 1,3-thiazolidin-3-yl,
er2qyiaa@idin-20f, t h@-pyrveiainiion i s aniaworlmd, of1 :It@frzﬁﬁayhl@thibzm—zyl

V\g%rtﬁ%@thlbﬁn -3 212;;%%‘%%?&%{5 ?&%znr{%?? Bno%ﬁé-y SQ%—%tr‘ah rodlazm-2-yl
rrﬁﬁé?tfaéédr?dr'ﬁfé‘p%h‘idem P&?Ziﬁé%cﬂé’@ﬁ cfXﬁﬂ?mZmﬁe/l gerslipthe like; optionally
canadisiig N@r 2fdotyié b ind PREABIR BUbSIMAHIONY1 to 3 SDkable substituents as
-(Cl1-Co)al kyl, -NR 5R6, -ORS, -(C3-C7)cycloal kyl,
-(C2- C9)heterocyc|y| - CO2R5, -CONRS5R6 5 and- CONR5R8.
In a preferred enbodinent, Rl is - S02NR5R6, optionally
substituted by one to three noieties independently
sel ected fromthe group consisting of hydrogen,
hal ogen,



hydr oxy, -CN, -(Cl-C6)al kyl, -NR5R6, -OR5,
-(C3-C7)cycl oal kyl, -(C2-C9)heterocyclyl, -CO2R5,

WO OQOMR5RE7 and- CONRSR8. The present invention aPGDIB2003/005883
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provi des conpounds of fornmula I wherein Rl is -CO2R5,
10 - CONR5R6, - NHCOR5, - NRSCONR5R6, or - NR5S02R7,
optionally substituted by onefo three nvieties
i ndependently selected fromthe group consisting of
hydr ogen, hal ogen, hydroxy, -CN, -(C, -C6)alkyl,
-NRBR6, -ORS, -(C3-C7)cycl oal kyl,
(dEfZ‘GE'ZQP*Pfé’?eF%y@FyﬂUOfQ Ceiwg, tiftooremsieg, (G aNms HEe-Cro)aryloxy,
| nrifi@orpinethexy @fhorraediyna i, -Cohlkyi. s NR5802R7 optionally

subst i g\}éi 581 fpéf rﬁqumé & useg tHerem erﬁ ?S >Iﬁlnag1§pﬁ'qd netr("!l -N= refers to

sel ect rom consi S 0 e’n
hal r@i@gen dopble Wyr@q aNyefers @Na nltrqggm cqma)nang(lwo bODCNFQS‘IR@‘)tIOﬂS@?QS ~N refers

&&Bnlﬁadeﬁx&h@mwoﬁe bonc(CZ C9) het erocyclyl, -CO2RS5,

f oC?r\rISIS?T aﬁ ug@ hegelﬂ ra \é%?gaca C glr%’@?ng%%?‘gorﬂué’]ﬂ%n&for uses into
ostsiretea bubgersais t Sucht subgbryerameayt e tchgrémblepa@bidgy to one particular
i @d&%@ﬂ%ﬂ&ﬂ é(s §§ﬂe%ﬁ|& ﬁdo; Iﬁn&bﬂ_id" CoHER enel%oeﬂé &_@ﬁn'uilége Qcording to

%ﬂ? hal ogen, ‘Y I OXy é’ .
(:@le 5)5? Rfé/ﬁwus sg@st UG@Q %85‘ a5 Rl&,mpounc@__vm_e@m is hydrogen and R
- G(-CHEIBA- C6) al kyl ), -NR 5R6, - OR5,

- o e Heafiattpentaupfout Ry ARG R i ic SRR s setectc

NP@@éng@NﬁMR@R@ (Caﬁd)aWNIRs@@QW subiisttad by opg & three moieties
- (rid2pdaagraly lkkeleytbd ms\ﬁl thel §rdupCeonaibting i hydr&En "Bl €deh EBydRXY, -CN, -(C;-

b by ~Susbsti one thre R 6

G BRu A IR "C%%ﬂ%ﬁi'nd SE PP | ST SCPNgR’ anc
i & - C7) cycl oaI kyl, or - (C2- C9) het erocycl yl ,
Optl onghé )bre%éﬁslﬁ\y%%rﬁﬂmhé’r &B\ﬂdésoa %B%S&Jnqubﬂrrﬁﬁa 1, wherem R is

gé%gﬁ g%/ng (s:thgtg? Biérg)ent]of\kﬁge %OEHTPS m% 3 (&J’I ?q&?ﬁted from the
e@zp C@)nallsilmny:f hydr(o@@n Cadledeky riytiroxy, GENY, OHIC1-Ce)alkyl, -NR°R®, -OR®,

Qg'é\béx_)/c dg?ﬁ'eber MSB@ﬁet FBRRR and CONR5R8

er ocyc

I%eg oaI k
C(]\IRS re%ﬁg%@on al wowdwmpog@ﬁ%ormulago\gmp{@ is selected
- Nbi@BiebEgroupNRBSIEINERDREC ;-G clo IR SRPIRT., Co)eesr@iyclyl Saptidnally substituted

gg:%gg@ ‘%r&e% @éqgﬁ%p% ?r‘ﬁlf?safe\'g)e&“ﬂ%%n%[ula ﬁulpn&;n %tlm%Sof hydrogen,

e optlona y S

e«%&@pwnt %R t 8 piCeselarclaative niCedmhptgrocyclyl,
awnﬁooodRﬁieaﬁ&cmNRéRﬂ wherein R2 is -CO2R5 and

- CONRS ?@e ﬁwen't 8:4"5}& é/onF’eH‘In ?’a‘iéstcl&negung%/ of%]r uLao1 vtvrﬁ]egﬂg R'is selected from

noi eti es | hdepe I"ec rom
co@@n@ts)?'hig X d-&dnyelg@ L, 4ndI-eferto)haterhcty), optin@dly sulghjuted by one
- (Chrdebhaibte¥ lindepeddertt @té@efﬂa‘{ﬂ the %)s@ﬂlr@’&)’ﬂydr&%en halogen,

BT o Tt e o '{“%c'eajsvh T scsbyiorsy i -COAR.

cm\laaamsgrreosanvodwnm RDG4/@WB668FKy!, optionally
Pgtfsht@%@ &Qﬁgsﬁee n%'o%tless%%%tly sm%m the group consisting of

, - wh
@209@8) at ﬁS'/I 'Hﬂrﬂxy (Qﬁ Oé(if eﬁgﬁ%l%{CI S%S%nol OR'es (GrefyrIcycloalkyl,
deQ@&)medmedyblyl QIHRY, FCONRER’ byd-00ERIRS. t hree R5 groups.
Al so PoRY bﬂﬁ&’d rhéné%f Emgr’ﬁ?f%ﬁ)ﬂ dé’é c&%o‘[ﬂ;‘é fo%r{f{“‘aeﬁh?feﬁ]'*@ NRR®

sel ected from ¥ro en
oBRtioBAN| $upstityied oyt Weetd weoweletleﬁ wﬁ?r@edwv eaeieé@ flom the group

i balepaydeat | pydrdyesel radged, f hamxyhe-aN, ougcconsatyst | -Ng°RFf  -OR®,

hydr | pge Yoo 1N~ ) 8
"ELeasRe R IR R oo ook SR
-(C2-C9) heterocyclyl, -C02R5, -CONRSR6 and- CONR5RS;
and R2 is hydrogen or -(Cl-C6)al kyl, optionally
substituted by one to three noieties independently

sel ected fromthe group consisting of hydrogen,
hal ogen, hydroxy, -NO2, -CN, -(C-0C6)alkyl,



-(C2-Co) al kenyl, -(C2-Co6)al kynyl, -C=N-CH,
-C=N-Q((Cl-CB)al kyl), -NRS5R6, -OR5, - 10

w@ aB4vesey cl oal kyl , - (C2-C9) heterocyclyl, -COZ2R5I/1B2003/005883
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- CONR5R6, - CONRSR8, -SR7, -SORT, -SM2R, -S02NR5RS6,

- NHCOR5, - NRSCONR5R6, and - NR5SO2R7, wherein said
-(C2-C6) al kenyl and -(C2-CBY§Pkynyl R2 nvoi eti es nmay
be optionally substituted by one to three RS groups.
The invention further provides a conpound of fornula 1
wherein R is selected from hydroge

n, hydroxy, and = _,.
- ( C1- CB)fathey embegipery r?éﬁhey'“é%n‘ﬂ@”t ISt %g@ap‘wg Shirige hpegein R is
N§dietddefom 1SR’ ratEpesdeRt layd sed AR dogtiveaty tshisstigiteslljy one to three

%18% i &Qﬁ%kﬁ’{enw %0@150&8 rbcgnl}%ggr%xélf hgerQLrl halogen, hydroxy,
- (% (@Q-Pﬂ)éi!(\érxb@/% IR, @@ﬁ@cloalbmp@ﬁ@ naiegpovaldhiRERie CONRR®
aé}{b dRSN R%R*’hyrdé preRfed Jrh@odnﬁ@ﬂs ems Jsmgremais @ptidntifyt daBstituted by one to

%':VFI egeg?sk&p ggjegg«%nq% r?glleft grhl) A het %rP rgr{s'iltuﬁ t%y?r?ﬁen halogen,
n’mrdeQXNeéJN nifeFelatientNR/RS eDBot & G7M¢I@€t"h'é -(CaSsYjristasyciyl, -COR,
COItN @{)Nﬁﬁ@r ogen hal ogen, hydroxy, -CN,

ficg e R R CT
arGDNRZRY sNHB@aF ohyB ONIR?B or SSRTSOR noptivnalyrsubstigted by one to three
pﬁwg)éhége@déebfeﬁ%&g Qagcté?jf frér@ R rBud c%@f & Hdrobéh, halogen, hydroxy,

sel ecte ou consi stin 5 56
(@867 Wyloﬂm@ (@Qcy@ggh\gt Seojpeteyaeyciyl, -CO:R’, -CONRR
Opid-CORRIR?. sLdbsrbietred edbodﬂt'ienb)R m’}BlRfSI)z roeeormw fibstiged by one to

' W%%p%%%ﬁ&hwé Oose%&?l%es%legt'é&) 'Hohﬁcﬁie% ?%}0 %&%h rl’lgdrsl\’%n halogen,
o0 RS, @) YR DRI -(CoqressieaphelGrcabyerapyeiv, COR:
WRG afdBPRRRReand- CONRSR8; and R2 is hydr ogen. The

i nventi n al so,.conte e unds. of.

wher of ARRESL BPLRFHRLR) SRR IR b & cronaon
- QticBalig73ubyitited bl ydne ’@ntﬁ\reew@zﬂ@)nﬁéteéﬁ@@ycﬂewed from the group

ORdHsRAR |oY Wd%feht Hél@@enthy@fbﬁ 3ot oo\ RE, - (ﬁﬁ%lI@l i 9(5:2 -Ce)alkenyl,

i nde t 'y . s ct rou nsi
hﬁ%&% W o %dggﬁ eliiel £ kﬂ) C@R%) ot N9 Ofc reycioalkyl,
Nametermslyl -CaR’° C?Q@lyla R&akcp@mw , -SR’, -SOR/, SOZR7 -SO,NR°R®,

f&#ﬁébﬂﬁ%' M r\JRf@@Zl@5 where@gé\'%&ﬁ@ -8 5r&NRA B ,-Co)alkynyl
R2 Is ?1

yro en. 0|rrent of e invention is
aRc @ﬁﬁﬁ?ﬁ’fﬂey&e oPg‘P'Fﬂ.M Sé’bi'"tWPet?yeqnﬁ fofree &’ 9[\‘“%8??6
opt i onaltner proviied tsus @dmpaunorng faroukaht ebensini R is eCs-Cr)cycloalkyl, or

qeeegnggﬂawcwh%ﬁ lo%gl e&ﬁét@ﬁgﬁ B gn%ﬁOtleéf 8?053&%? r}ﬁibé n'dglgly selected

roge
NPIBRB‘G grms comstmeoqf/ OBE‘SIW belpoe BB TERS CN20(01 Cealkyl,

- (C3cSdikeryic| 0ot Kaphalkyndl,C2-EN-bet er -aepad( wﬂceyam?,Rsin -OR®,
5S .8} 8 7 7
SRR R 58, cpdhoene L4 050 o
WHED AIRFRR-NHGOR's MRPGORR Ry end rgrésoza scwlerem saip R(C2-Gaipdkeny! and
- SB2NFaRAy Rhdi@Rha béb\!ﬂ@hémj ld&t%ﬂtuté)d b9 Be fodhrb&RBGouge.

Consi s(0Re ar%ﬁgzawﬁﬁttgjéﬁe R ORAnIGR R ByPothgRfTormua 1 wherein R
- (sG:CER] @ht yCONRMIRSREonalORS stitufe@36yC) e Y troerl knplsties independently
g&téﬁ&ﬁ‘iﬂ% dd?&)bcéo)ﬁjslstmg g@g)ﬁ;@@ en%mydr%%d -(PONRBRRB(C,-Co)alkyl,

sent i nvent 5
PG AR MRS oF RN WHERaYUERaIh. o’  -OR"
- GONBIRGIoalkMHEIRS )heteMRIGONBO RS, -CaNR° RIRESUIZRR’, -SR, -SOR’, -SO,R’,

optionally substituted by one to three 10 noieties

i ndependently selected fromthe group consisting of

hydr ogen, hal ogen, hydroxy,



-CN, -(C1-C6)al kyl, -NRSR6, -OR5, -(C3-C7)cycloalkyl,
-(C2-C9) heterocyclyl, -C02R5, -CONRSR6 and- CONR5RES;

w@ea4BH80s hydrogen. Al so provided is a conpouPdI/tE2003/005883
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formula 1 wherein R2 is hydrogen or -(Cl-C6)al kyl,
optionally substituted by one to three noieties
i ndependently sel ected fromtH& group 15 consisting
of hydrogen, hal ogen, hydroxy, -NO2, -CN,
-(d -Co)al kyl, -(C2-C6)al kenyl, -(C2-C6)al kynyl,
- C=N- O, - C=N- (Cl-C6)al kyl), -NR 5R6, -ORS,
- (@w%yw@% yNRCCONRIR', @0} WeR'SCaR'y cWikrein Saidp#G;-Celalkenyl and
B C@\R%)%ﬁi nyt may%BZptlon§ ugstltuteﬁqg'%ﬁe to theé NRQBﬁps

- NHCOR5, NRS R5R6 d
(o~ 2 REVAT BAcHampRg ) Ao hereR i B g oy crosen,
béydrpxyi, and|-(G-Ga)alkglt optishally dupstiuted by onbrteehrB® nopietiep sndependently
a@aeaéd frém W‘B?&Q%anm%p &ery&rlaggn Rélﬁé dﬁﬂrdx? 8N %’R%H\@I NRR®,
D

(‘%59%;1%%9'9?8%&? ColgieTrpieal GO &th%ﬁeandog;owﬁemgnd R? is

t hydregemDbret(CeSq)alkyd equtionkdin tsLiystisedde by ede td ntioae tnhﬁat:gs ndlependently

%%E&t%g kr?:{ grQb!pF' St J?ﬂkd?@?{ﬂ hg{%oﬁ Xy §/| CﬁN L -Coalkyl,
- oxCerl ke%-NiQa(Qe@iky@és) RPN, -GrSFRH(C ot y?f O,
- (€ Aerdieai, 0@,y hetero ok, @@Mtwwm }’¢ONR5@Q2B§7 SOR7 SOgR7

R e W e
- ((C2CaBlkumkBHypietios ana’ybe aptiorally sH Rajiwed bR2Nerts) terep BS rerys.
be opt iTpg iﬂvleryuoﬁ ARGEA froMiRd donPBEhdt @ frIBE Rerd RURSelected from

and r her enhodi ne f_the
i H\‘?‘Eﬂqelnoﬁ‘yf’@}‘/% ?!@rrgi?uﬁnq'g}f P%Pﬁr‘ﬁ'lyas%s\[}kﬁt8$eqyn°@q° %Eree moieties
- CeRperEenrtlydselaCERIRERG tog grcop adohsistimg baft hydwoed mjogenehydooxy, -CN,
t e )M} ENRER, Léﬁep(@né%klomyﬂ?czs DRSS! %BzhheCONR R® and
grouH gqn5|sg|n rogen, halogen, hydroxy
RC2edy & 9r°99" (cz 06) al kenyl , - (C2- C6) aI kynyl
C—N— Offihe -p@ebhtQn(eGlierCa) thérkyrbyides- NRoﬁﬁﬁqnd d&Rbrmula 1, wherein R’ is

. ﬁ&%{%ﬁ y&(@%@%%ﬁltut&gﬁy 6% %gﬂ/:@é 9@@% |lndepe%\ﬁ?% ted from the

. ISR SISIYE CONRSREEN. o AHOIRRITIDRT, -Ghher(Gi-Roalkyld -NRR®, -OR’,

(@eg@cmbkﬁnytczmmeteroeyaﬁ CagalrRRY ngONRER MBhECORRRIAYand R is
gg%l onally substituted by one to three R5 groups;

35 hydrogen. WD 2004/ 056807
PCT/ | 85033769%88@“00 2ls0 Pipwidesy eorenognd pifpmiver 1 whesein dRdés selected

a f@mﬁm@ﬁ@b &fnsﬁs%@l 6~ é—;)c)ﬁ’@l@él%@ncﬂ(cﬂ -Ss) rﬁﬂ,@ér&%ﬂ@doﬂtlb% substituted

d
kR R r@specnﬂ%"@é SHHEY o 1B R BosRIENg o hucrogen,
s bbleggre HydrexymGhh e(Cg*fC@)abylc:fN%Rst -DRY -6F:-ajesieiarijerh -(C2-Co)heterocyclyl,
had;@ oF cl oegaIPﬁEC and@s%r&ﬁ Y I I NR-SESZRS(PS
CONRsF'E% I 'O%agwq%méate S hiPras & (1S LHePR{R is selegted from
P F@ER1T,)alkply €3(Ci-0f)cykloalkyheand pOGsHChiretetocgdypaptinnhlip Substituted by one
S&Lmr’éeamgnetc?mﬁ&egﬂeﬁheﬁly é%ected(fg‘n-@@ llﬁ:y ng@ﬁﬂﬁj d&'\ﬂ)d o\ﬁen halogen,

s8yEee N r MQGW@‘V' g'?”%l'fp ‘9&161@&"?79@’0'6?"‘%3[6@20@8}?*@ 00y0|y| -CO:R’,
hat OgRTR® ahy-GONRSR®; arfd? is Kydigk) al Kyl , - NRSRS, OR5

t | 6,

CWR5Q€8)§?1’J§8%§§§‘G R R LBhRENG er ”&%‘30? 'ie‘“ Ryig NRR

ppe@@ﬁlty PybStiHier gl enesty Hvesy moistes lr@emdﬁm_bl szﬂecfearfmjnn athe group
1 cuheied N oR1 hidoden! €RAIeghn, T hdvddyhe -e,ouRCLONsikyBt | RE°RE  -ORS,
- (C3- CI% cycl ogl kgi‘/e;a and@&(CZ %Hga))l%/et er ocygl f/lm »

optionally substituted by one to three nvieties

i ndependently selected fromthe group consisting of

hydr ogen,



hal ogen, hydroxy, -CN,' -(Cl-C6)al kyl, -NR5R6, -OR5,
-(C3-C7)cycl oal kyl, -(C2-C9)heterocyclyl, 15 -CO2R5,

WO QOMeSRe7 and- CONRSR8; and R2 is - (Cl-C6)al kyl pPCTIB2003/005883
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i nvention al so contenpl ates conmpounds of fornula 1

wherein Rl is selected from -QCl-C6)alkyl,

-Q(C3-C7) cycl oal kyl , and - O C20Cg) het er ocycl yl,

optional Iy substituted by one to three noieties

i ndependently sel ected fromthe gr oup consisting of

ydro en, hal ogen, hydroxy, - &1 Gb) al kyl 5. -
cyclogtiyg, qz@)r@qe;c@y@yloaq:%ﬁ NR°R® “and- CONRR and R® is

(h Gero§eh het er ocycl yl, -CO2R5, 20 CO\|R5R6

and One odi men ot
of 1 he | UGS Bopen a°fct8%ﬁ"erur?6 33 Stegmpd o GRBICT e R
i selepiRl §RO -SBpt-PORAI-$G RS Arst-BONRIR® Ioptianalkly substitétedby one to three
MphdRdtie€ hdbpiaafn dertiby fr@r%ltﬁ&b%dp cBﬁ’é’QtrE@%f B n, halogen, hydroxy,

Coéa &Fgﬁﬁy{ '\ws%%%%g (06%5? 90?06% (&?Q%qﬂ 8%y g,rC’OZR"’, -CONR’R®

t endR3jis hydrqgen. COPR5, - CONRSR6 and- CONR5SRS;
and I_"‘)z'l"h@ predent n(vgmo%s%ldféd s'eor?r utanBf f@fﬁaﬁ%‘l Wﬁa{emq{ |s -CO,R?,

the |nygnt|on IS lg rein
S CPRURAT R iR CONRRR ror -NBISRY, opliona!t SEoRKSREY one to three
omtdrénﬁarddyparuéﬁlylsbhtted froyi thé@rouip chibistifg oftBydadder Shalogen, hydroxy

BT SR Gl PRI oo
'ﬂa\ld@B)e@ycl oal kyl ,

( C2- Cgs)slb%r@f RAVE bﬂompotﬁ%Rﬁnrmulmn Rgﬁb hydrogen or -(C4-Cs)alkyl,

.andtrocr%q\)/' SU %de one (%I' mco? %slskr}é]]fep? le (?ﬁc?ed féor% tﬁe group

ti%on §'t§o pr ovi des
R];Onssstm@oﬂ RBydrogeGONRB RS, hNmeSNOe NFEEEONRTRealkdr -(C2-Ce)alkenyl,

,algasrgyrl, }] OpckRITH, | V- CSNQf(dC{dg}aﬁ(Z b?/n NRARS t onhr €%C,-C;)cycloalkyl,
Jpelost eI i %a%%eﬁoﬁﬁﬁog@ﬁw 0 Lhe GORHD o, -SONRER!

( WG@B3 MREZONRTRIRarERBIR" SRS, Whe(rmsdlﬂ’)-(@j@k)eﬂléﬂyyénd ~(C2-Cs)alkynyl

Q'\@%og%éqrﬁ%)%é)&‘( Gty subsk@?gm 0 e@ﬂlﬁ%&@ \;‘;og?.gb(s)paﬂj R'is hddrogen
PCT/ | Bf@@@@@%’%g is azoemppung Cﬁrf@m“a’ea Whgrein 60%‘6‘&9’\(&)‘%'03"‘3" or

f e(rCE[BL)Betéromar @pionRE substitytelr bgene ar threeGloiéls ahdepéndently selected
hmort}%' gVouP UPo%E ﬁn t%rd hPé’ro%Etehﬁa%aéﬁ‘r it &Ig' efirbes-CN {(01-Ce)alkyl,

end nsi st ng . .
E@@henyhar d@@ﬁaalwm oxGN-OHop -CRD((C (GRRliB) al NGIR®, -OR

(6)cilalk@NyE Co)relckatyéi)-8OKYNIGONREE NEGNR®R?, -SR7, -SOR’, -SO,R’,

%@“@%ﬁ%@ﬁt RCONRIES S8 IS EDRR). Wisypin saifgdpCaalkeny and

e(@wﬂamynyl RONPiSIRS may §v\optioB@iRALbSISERIEY, one SCARRRRGIOUPS; and R is
W#dR, - NROCONRSR6, and - NR 5SC2R7, wherein said
ken and R2 noi et
e opt ORGP %/“Y@B'H?f‘ & sy s o foBeotRg oL PR wherein
aird -GR sand (-CONBB} adtipally Bubstitugad py owé dedhres naieties independently

C%QE&w#orﬁghé; %%BW&&\su'stm‘@*b% ereBZhélggen hydroxy, -NO, -CN, (c:1 -Co)alkyl,

heter oc 55 5
0 p(tqZ 8@5&‘? WhsurSy fy't)%ﬂ“@éﬂ' by EOH P o tCh‘l'\Je%«%b?%?”nys NR'R’, -OR’,
i Adepondmaldly-(GetHeteeatychl 0 COERIMAINR’GP, cCPNRWASSHL, i- srgR7 -SO.R,

C’fS igl kep %d olgﬁg)l\lgeq Eé’ NRW%_M%EF'” sar(c;’6)(é‘| dfsyélkenyl and

ol l@ﬂpgﬂat@ma,y be Rptiog sub%d by one to three R® groups; and R is
@@o@a) cycl oal kyl, -(C2-C9) heterocyclyl, -CO32R5,
- CONR5RG, -CG\IR5R8, -SR7, -SCR 7, -S@R?, - SO2NR5R6,
- NHCOR5, - NRSCONR5R6, and - NR SO2R7, wherein said
-(C2-Co6) al kenyl and -(C2-C6)al kynyl R2 nopieties nay
be optionally substituted by one to three R5 groups;
and RL is 15 -(Cl1-Co6)al kyl. Another enbodi nent of the
present invention is a conpound of fornmula | wherein
R2



is -CO2R5 and - CONRSR6 optionally substituted by one
to three noieties independently selected fromthe

w@e@pseonsi sting of hydrogen, hal ogen, hydr oxpCT/ABI@R3/005883
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-CN, -(C1-C6)al kyl, -(C2-Co6)al kenyl, -(C2-C6)alkynyl,
- C=N- OH, C—N-(X(Cl Co6) al kyl ), -NR5R6, -OR5, 20
-(C3.C7)cycl oal kyl, -(C2-C9) he"ﬂer ocyclyl, -CO2R5,
- CONRSRG, - CO\IR5R8, -SR7, -SOR7, -SO2R7, -SO2NR5R6,
- NHC(RS - NR5CONRSR6, and - NR5SO2R7, wherein said
T)al kenyl and -(C2-C6)al kynyl R2 noieties may
be opt [ BﬁéﬂVPV'OQ GBHET praYidas asPMpAEnd & fermpiag! wWierep 8ur§sse'eCted from
amgldreden Snydro(qc ar{d6) al, kyhikyl, AbstdnfliyOxididiet Sbya 0RO MPOHRE moieties

Oflndif genmén@ %elé'? %;_FF ? lgyo%psc%lngg&nﬁg?ffﬁ rol%ﬁ,?ﬁ'%&eg dh%o2 roxy, -CN,
on@@@%ﬁ*é@ Roi-@R, a-png@t@éhﬂeﬁ@i-?g)h%gpfe@b’bcp@zRon‘CDhlB R® and
gr@(gnRWr@daﬂ,m;&s emydr ogen hal ogen, hydr oxy - CN,

(Cl gg'}nal k%ﬁ%%&%?"@?“ fur%ﬂgwde (C3 Cﬁécrém o%&&gwhﬁ?m R' is

1Ey)dlk!i,gmﬁomly sisiBied bk phe todjree omvitibs msm:esderttlwseebt@from the
0@?0ub S8y R ﬁ}dhﬁ%n' ﬂgs&%nml&y ér@ @t%d)afkmomhh@ -OR®,

gzﬁ%li zg;o@%%@) &l C%;.‘,g) egegncyc(h%z h@l o 991R5R and-CONR? N@and R® is
- (Cepdkal kynyl , -C=N-OH, - C=N CX(Cl Co6) al kyl ),

ngRG T g%g?rg (l:nv{ergﬁér g@) &?g#&gég gé&ﬁﬁg%f for%hg&gem R' is selected
he gg:prcon& qu gmlm@pq@nd (W@@:@erocy&]gqgmmgubshtuted

amg onél%m&?mo@t\@QFrﬁibpbnﬂahtl@ se(e@t%d %)TatHéegmhp adtdisting of hydrogen,

n y e opt
su%‘g? Q{? {€ § yéN }r?éc r ee 8?@@23 d gcﬁgoar#%f s(Copolnglgrocyciyl,
Th@oz"h\réﬁNRdﬁ ﬁ‘nerQi\é? Rplaod/RdIEs(CaCe)elh)dound of formula I
wher ei 'Thgmvérﬁloﬁ ﬁl%@@(;n@é}n;flaﬁéyeonﬁbfﬂ{dgg?ﬁrmm AR ¥in Ra%@elected from

e ol 5 Lol e By SEo NS LG8 oy e

i e tweendeiatidsyindaplerdsnthd séleatat frdme ther gropp cosistird digydaigen, halogen,
hﬁ&!r CIEN hg¢1 zaggl '357(5?9301? %‘107)@&193&59?6)(@' | &Yeterocyciyl, -COR®,
(CONEES Ret PR 1 KR eI CNRERE and - CONRSFE:

R2 I S -On€EknboJimehtydf Iheamxénilibnllsﬂzomﬂ'dled pf Eeuld 1iwhemt R'as -NR°R®

fldBﬁJéSlfy( @f%@@&%f?&o@%&d fetlgso i {)&dé‘nﬂgv@bgc?édnfr& the group

optional Iy su
t Gpnsistingi 6f | gdr?%epéﬁ'ﬂ@'?ﬂﬂ?y@@%cr% f Henfoae, g'rN(EUE -OR?,

coEsCotycngikal -t peefcyd@l coeirR’, hgdNRYF, andBIONR®RY;, and R is
((g% %})ﬁl kyl, -NR5R6, -CRS, (C3 C7) cycl oal kyl ,
eterocyclyl - CO2R5, - CONR5R6 and- CO\|R5R8 R2

-(Ch f@esi)%lelawodlmeaw‘ the jnyention Tha opmeeundtof iferowiat 1 wherein R’ is
alsaect&f Adth d$’’, asGRMPSHLRY Rl -EOINRIR® optiohBIST Rb&itkfed by one to three

s(e_rlﬁle? %%%8@%9918%“% Flegﬁqﬁorvgge Coni:gis)rt&:lsgg% 8 Wdrogen halogen, hydroxy,
OpEN.ofatda)plgl BER Rf uOBY -(ChE-)oyvwatky, {Br@ghated@tiyleLO.R®, -CONRR®
| RHEBERNEEE! Ly 6l -?été‘s%utyf omthe gr oup consisting of
hydrogen hal o hydroxy, - 801 C6) al kyl ] 5
NR5R6 hé mgent u%@@tloe: S@)P&‘?V@SF ﬁ?ﬂ)poun s of formula 1 whereln R’ is -COsR’,
(((ZZI%IIR'EB{)6 helll-@()ﬁfy-NRﬁd)ONRQMFER SR\ RMamNsLLEBNRS BB pne to three
R%&e%es F‘n%peﬁ@rﬁ %lecte@ﬂgrp r{l?é sro&? CJA%% &&XP%%@% %a%%en hydroxy,

conte ates co

s PG O TNA S - OR C1Cof) RV {@x CaNeETIugi SR FCONRTR®
anfd- e%@%“{:&)ﬁéﬁe«og&g&w optional ly substituted by

one to three noieties i ndependently selected fromthe
group consi sting of hydrogen, hal ogen, hydroxy, -CN,
-(Cl-Co)al kyl, -NR5R6, -OR5, -(C3-C7)cycloalkyl,

-(C2-C9) heterocyclyl, -COR2R5, -CONRSR6 and- CONR5RS;

R2 is -(Cl-C6)al kyl; and n is 1.




One enbodi nent of the invention is a conpound of
formula 1 wherein RL is -NRSR6' 20 optionally

WG w580t ed by one to three noieties i ndependeeit/iB2003/005883
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sel ected fromthe group consisting of hydrogen,

hal ogen, hydroxy, -CN, -(Cl- C6%al kyl, -NR5R6, -OR5,

- (&3_C7) cycl oal kyl, -(C2-C9) héter ocycl yl, -CO2R5,

- CONR5R6 and- CO\|R5R8 R2 is -(Cl-C6)al kyI andni sl1. A
further enbodi ment of the invention is a conpound of
formula | wherein RL is 25 selected from
7, - SOAR? Proyiigd IssesRiregd OBW%&W%BSP. ftyaioseﬁ B"y Colall,
onﬁtldhé)llyt hrbe&tutemhyebnee&) ltrrn@be pe»l‘edﬁnridypeneér&l@t mlbcfeldoimm hise group

6(@20629 Wé‘t er@ch&Wl -C= '&:@;E(Qsce)ﬂ'w\lRS §'R andOBGJ\lRSCﬁascv)cycloa'kyl
R2(CL,.8,)hdtérdcyell) aLlyr®, -8ONRTR®] SCANRRiE -gR'eSSOR’,i IH0eRY i-80,NR°R®,

aldiﬁ?@&@v nge\lfgpﬁéf” ﬂﬁ i or @ME E@alﬂe&}aﬂds (C2-Ce)alkynyl
Bseﬁﬂwnamqpéw@lﬂy wbs’fuwgd byt Qneé@lthrgﬁ RSrgE0ups; anki R és -(C1-Colalkyl.
noi et i §rien %ﬁﬁ/ﬁi@&l @sﬂblc%m%&lrﬁcdf 86hmlul20MwhBRingR® ié;p -(C3-Cy)cycloalkyl, or

CO@S é%%tgr%w[yl %W%sdbs@gg gy (DE% paé% e&;ﬁﬁ‘b %téﬁs l&qependently selected

6@2’ @) beuer @oyistingl of h@ERRSE, haBENRSREIroxsN dNTEONRENRS:(C1-Ce)alkyl,
Rz(dzés)aléé%'yr OGJ(@' &ff&lkynﬁnd B=DHL- z@—ﬁlood?é %‘)éﬁ@zfi | SNRSR®,  -OR,

conpoun wherein R2 is . hyd (09 ; ;
16 SOBPIePKY-{Cr TR G Py o AN P OB B ¢ OR'. SOR',
t hscepmﬁmﬁ emmcersR*'i mﬁeﬁ@mrﬂém Iayd SNR°SOLRY] Witepein tshid -gCaCYealkenyl and

TS LB i
Pd‘ﬁﬁﬂCBﬁ B3/ 005883 (cz cei al kynyl , - C=N-OH,
- C=N- O éther@mpabilieht of the\IrssBA, inve@B, is a compound of formula 1 wherein R?

i %&é%g l&)@l&é{’{%’ opti?g%gz %C%%@%t & OC Cl lthr%ec' %%R%% independently
- RBIGORETom MRIDNRBREisting e hymmen vméfoév nN©ai-gN. ~(C+-Co)alkyl,
- (E2-cakéry Kené(t -808lkyn(IC2--CBN K Y NY=N- 6{2040@ ég;y\)es -NBSR®, -OR®,

be 0 t| 0 tut
niCy v>cv¢=@%%§“@w ef%%qu BYRNG RISy BSGR. -soxR’
i SS@NEIRDNHEORT -MRIOBNRIR], anth MRISERE Wissrein said —(Cy- Ce)alkenyl and
@S'CC;ZQ( PIJR% K36k ma9be opt(o%gllyg%éﬁﬁﬁ&irtﬁ%g kd/hree R® groups; and R' is
i onal su stltuted by oné to threeé noieties
i n@e‘ e)ﬁ'(]i)élnt ly selected fromthe group consisting of

hydr Ogeisp dnahdmgem,a doyrpowxiyof fordOR, 1 wlbtein- R'G% -s€B)tatl Kph, hydrogen,

%%@ik@ )"a\i( anoﬁﬁk%éftrﬂ}%qu g‘%l‘ tg]_lnree moieties independently
(sgjgct ngqe@g]upy:pnsml(lqﬁ r@)’@ﬁé‘t @qllggﬂ)cnyy{oxy %2@1 -Cg)alkyl, -NR°R®,

51R6,-C)GEIDIRRIRS 5(C-Sffhetero§EIR7 ,-COFT2 REONRIFSO2INRCBARR®; R? is

)g%CRS &ghgg\d%dom.oﬁ]g E%Ré,f%?%rm%g bl s > [ndependenty

béeleﬁed fﬁ%ltﬂeygrglam@lﬂﬁfﬁﬁﬂgéd higdyogsie Q'Qgef'hh‘yé@XRS'N@rz orles (C4-Ce)alkyl,
Rl(dz-%zs)amér@il Cﬁbﬁbbmkynylandoﬂwcm 1. .Anodhercgabndi nRRIR®,  -OR®,

t C 61 a 7 7
AP €D o7 G Rl Rak SEONBL T SoR', 0.
s uBRINRCRY, eHBYRD ARICONRIRE @ndrellRIS0eR’, | Wit rsdignt(CyCo)alkenyl and
Se{c‘%‘ 15! )%ﬁiydzyf ﬁﬂﬁw&gﬁesgﬁ'\%gﬁ o%%w%llysédb&guté’é b B8 988e R® groups; and n is
ogen, " hydr ox CN, - Co) al kyl
(C2 Co6) al kenyl, -(C2-0C6)al kynyl C—N—O—|
- C=N- CXT('Iéliw@ﬁ))alfd(ty\br) prowddl&&Rﬁ)mpe@aqu formula 1 wherein R is selected from

] %%QG%&J%R g%kwé@fﬁﬁ:o%ﬂ&égtlm bé{%g?% three moieties

- NHCCRS, -NRSCO\|R5R6 and - NR5SQ2R7, wherein said
-(C2-Co6) al kenyl and 20 - (C2-C6)al kynyl R2 nopieties nmay
be optionally substituted by one to three R5 groups;
Rl is



-(Cl-Co)alkyl; and n is 1. The invention further
provi des a conpound of forrmula 1 wherein RL is

w@edogosasd’ from hydrogen, hydroxy, and - (Cl- Cop@i/kBa003/005883
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optionally substituted by one to three noieties

i ndependently selected fromthe group consisting of

hydr ogen, hal ogen, hydroxy, -@€& 25 -(Cl1_C6)al kyl,

-NR5R6, -ORS, -(C3-C7)cycl oal kyl,

-(C2-C9) heterocyclyl, -COR2R5, -CONRSR6 and - CONR5RS;

R2 is -(Cl-Co6)alkyl; and n is 1. The present invention

f independepiiyossiagtesl ore dhp@ravd ehsistingnef| leydiogemhlealeden, Ridroxy, -CN,

l S(c;1 <6)aiky CRRARK YORS, oet-COBRldalkyiS UOSE)) R8BS el - B t-BONRR® and
{§§ﬁ ggg %tl ‘5‘(8 {} q%}gen ﬁntqiy selected fromthe group
BiR 1) DrChya? 0G&RY it ogen, hydroxy, - ON,
(Cl COhalkgdent inRESE furth@RBrovides a(oﬁﬁlp@m)icgfcﬂommjld(yl wherein R' is

i (S«(%%C(é%b( e&p@&%ﬂ?’ Gt bt d@?%ﬁi?to thr@%ﬁﬁ%ﬁ@s RB; %%ect&zﬁom the

st Qg resent tron, . 5

al%W pF?R?IS '&VHFPQSrL‘:nBa'8$e“f JfYH{?P“é TCNwh elCesiColatieys j-AR°RY, -OR”,

sedoaCs)eﬂzloakylpmzt-d:b%egirmyﬂylmmm%tGCﬂ@R53f and-CONR’R?; R? is -(C4-Cg)alkyl;
A ? cycl oal kyl and - (C2-C9) het erocycl yI

optronal |y substituted by one to three noieties

i ndeperide Resgnt §uprtion algo Prayiees A eorprayp oicfemyiiast M’hqe@fR is selected

hyr@dmaae groupd&onbisting e qC- bM@VcBéﬂny andNC,-c Hieter6B LRl Kytonalty Bibstituted
SR, g%ﬁ%&%cy é’g%l(ﬂ%ﬁglk eleﬁfg (Fr%mcg%lgnt&%r o6& %}r}fy gf Iaydrogen

n helegen, hWXI0 Y, 0BBERRIKACTHIRCB2008], GGBSBEycloazl@I Fifa-Co)heterocyclyl,
i noz@mﬁl @@N@ane@@m* aatz BS(C5 n@lﬁj rﬂé 1f ormul a |

o %97 @y%’ﬁ'B'éF'ﬁ‘g/FO”?eé'H’éatesdo g én?%aciwpvﬁm R is selected from
op@(C@-IQa]alkyl @iﬁsﬁf)d;mqtoelﬂylb@ndo@&z Ggimetelmo&'@ylmzptlel]allg;%ubstxtuted by one

krkgwglglﬁﬁésylnée%gl%hﬁﬁsélé&é@ fhe tr%r&?% Sﬁg?h binigydﬂ)fgen halogen,
ﬁ AT IORe gcfcqen @,@5 &,21)%%* 1(9;1-C7)cycloalkyl -(CZ-C9¥heterocyciyl -COR’,

(le@R)elam SONBIR B is -(€(028Eyl; anB nisCONRSR6  and- CONRSRS;

Rz is dng:lam@galﬁgrlftyolf themn n; li® a]:orp;%quﬁd ?\ﬁ&%lm &!{m% n KNE NR°R®

i nvention 1S
- Retiorglty S%WP%%HYI swestpomet W@ae%wdemd@rﬁlyt $flested from the group
mebreistiee ondepesydant hylogen| eay@ekyf r cont hgcgegap, -NR°R®,  -ORS,

CONS|.St | f Qgen a n, OXVYy ~ < 8. o2 : )
OB 3R XL 89T o Rl -y
@@0691) het erocyclyl, -CO2R5, - CONR5R6 and- CONR5RS; R2

- (Ch @ﬁeﬁ'eﬁbbdlmeﬂtoofaﬁ@ inderitidn s a"c\o%H&JnBle fSFRRA. WRBEin R' is

oLobl L i gl i oble LB e

optqmeﬁalntigpesdmw istletted frpy tiom grotip corsistiey ofinmidetgier shalogen, hydroxy,

'h%?g@ﬂ%%mkg} he%ﬁd L @%);C‘B%HRIW Q8 ‘}l%’fée)?%(ﬁrﬁl&/lng:c?ﬁ*; -CONR°R®

Cg?ﬂﬁeﬁ PR c‘?y)@&é@aaﬁﬁ/ (cz cg) het erocycl yl
C@RS The OXSDIRD REentibb aizn d)f@@lR&RﬂpouR% offormU@, + Qﬁéralhlﬁﬂls -CO.R’,

a g 5 eqks al

C(r}g%lgﬁrﬁ%shg Bﬁgr ﬁ&eé@l{fﬁ ye% S%%R oﬁt‘?oa%’%.)bgtﬁ&ted by one to three
- CotieRy derepfigntirs electagienmnires gigup é@nSLSNF%g‘dengen halogen, hydroxy,

OpCN, omlde)aikslub&fllﬂ LUORY (by cge@;;;tamyul(mze@g)hem@@tzwlescozf -CONR°R®

[ t by e group consisting o
ggytgsgﬁw St §8 5%1'&% a”E'R ; -CN, -(0-Cp)al kyl,
NR5R6AIso(g-\qynde ch@qg%}y@ |obﬁ§>rm|§)zp 1 wherein R? is hydrogen or -(C4-Cg)alkyl,

ﬁ%ngr@) H96RG60€ ! dHe, tor @%Rﬁfftlféq}ieép%der@@ selected from the group

PRI 4 MR SR o BRI OA er i rCRIfS CxCalkeny.
hydr ogen or -(Cl-C6)al kyl, optionally substituted by
one to three noieties i ndependently selected fromthe

gr oup



consi sting of hydrogen, hal ogen, hydroxy, -NO2, -CN,
-(C1-C6) al kyl, -(C2-C6)al kenyl, -(C2_C6)al kynyl,

wo eoMosady7 - C=N- O( (C1- C6) al kyl ), -NR5R6, -OR5, PCT/IB2003/005883
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-(C3-C7)cycl oal kyl, 25 -(C2_Q9) heterocyclyl, -COX2R5,

- CONR5R6, - CONRS5R8, -SR, -SORT, -SO2R7, -SO02NR5RS6,

- NHCOR5, - NRSCONR5R6, and - NR&E$02R7, wherein said

-(C2-Co6) al kenyl and -(C2-C6)al kynyl R2 npieties nay

be optionally substituted by one to three R5 groups;

RL is -(Cl-C6)al kyl; and n is 1. Further proyided is

a -CoRpalil. of CRNTH| aCPNHEEelalka | HIRR®, -OR’,  ~(Cs-Cr)cycloalkyl,
- (B cRgteneycnnl KYLR®, ACONBER®; ((CBNRRhesr agprl,YISO,R’, -SONRR,

b b h
°"@@§§%de%@? R e MR Yo i Pl CEbAEI €T g gp=Caetony
Wiimsisties manbeoepsipnalingubstinipd by Mot tr@\R® groums: RSy alCle@b)alkyl; and n
- (,502 Co6) al kenyl (C2 C6) al kynyl, -C=N-OH,

%;J&ﬁé %W‘]{?gl's a C()@%I(B@;S?‘fé‘?r@]ugc { 4hgyein BZC@'&B:’:'CﬂCYCloaIkyl, or

- GIONRBR&&roe)@M\IRBiR&aIIy SBstitute GORBe tdSIBRI m0|et+eS(Diki‘dREr%ntly selected

N 7 re S
06 aI ken%ﬁg%f h?t?}g&en %ﬁgéﬁ h n%?et ?ie'\g Ce alky;
be(CG-EP)F‘ el 1y (Subdipule edCB'E} e tqyj' (Pl«%eceﬁ@ky Br oupgR: -OR’,
R-(0s.£7)cyc(o8lkyl G632 iyeterocqtiyl, TOLR, I:om?O@@m%%W SOR7 -SO,R,

ché lN%alQO %Q@?@%R&C%%R%O%ng N J%?) on\ﬁﬁ%trelﬁ fa gCgeCﬁ)]alkenyl and

present invention is oun
Rz(Czwcs)antﬁsmawae& r@@\lbesmﬂoaaty. syhsfitytse BYIpRA for three R gyoups; R' is
ORE, TP)akily £@ o1 et | es i ndependent ly selected fromthe

gr oup %«%&tﬁ%&.}e}mqo mlent ol'f]¥h%£ %13121\1% éOﬁ\s? a corF@ %85/ fgrm@'\% Mhereln R?
@:M:Qﬁ anq;_Qp&Q{lflop@@)adiy lsybsjltutedl\mm to @RS n@ieties independently
- GEIBetéed & b@y&msnstﬁwg%f % heﬁé@é | Whiroxy, %§5CN -(C4-Co)alkyl,

S02 s s
ﬁ%@gﬁ%”m% ?5@'”3’ andC= 021’7V %1%%%‘??‘”9& dNRsR -OR’,
- (C2EDBcmbkEn{G.-Ga)ndterocy2 -COMRI HOONR RR2COMREL i -8B7, REYR’, -SO,R’,

-beS@ZWRBI@anidOﬁ” %%M@R@igs QMd GNW@"SbQRn r\K/r?e‘?eeréale —%’Fé%alkenyl and

) I ovli 1
cdﬁp&dﬁ'&$rt¥¥ R%Pﬁ{ﬁsdﬂﬂy %e?t@nﬂ'vmb?t@t%de%@tee@ thrweSrﬁ groups; R’ is
hy(@i-Ggelkyl; and@ iqy.dr oxy, and - (Cl-C6)al kyl, optionally

subst | t'l’ﬂé &Qermfn ﬁ.ﬂﬁer Povidds %et:,oﬁg%ﬁtd'o?? hﬂgg%%ﬂe?r{‘& ¥ selected from

sel ecte romt roup cons

h gycg%ﬁ\ hydrene apd - @]\pe)all(ytlompge&ly kqubstltutNR@R@one Igoiee moieties
(l@p@ﬂélﬁlycéeﬁaaieliyﬂom ‘tr(e(@ro@g)da@silﬁlh@cdmyﬁﬂogen (fdgen, hydroxy, -CN,

C@\I@%@E Byl ' op %\ %)’C%algg’tg‘% u(?gﬁt%?fygﬂ’e CtoéRt h?ggRSRG and
N AR ES FR r'ﬁ:l@eﬁ?%wt pydnisdl ected fromthe group
consi Sﬁh@%r&@nthﬁ@hﬁkﬂﬁﬁhrth& r@xﬂ@é% a RYAPSNY s of -1DHiIa 1querem R' is

égr;p%%y? oe_cm_aklx ihﬁt‘t%{j 8}( ?hrgmgﬂges m%gnéen}fy g/elected from the

- §@8p Gneigtirigoaf kybroger, mal@hhéwwpmyfﬂl\yl (CCHARI5 -NR°R® -OR5,

A 2 B
SR Pl <R By co R -

- gesn @é) al kenyl and -(C2-C6)al kynyl R2 noieties may
be opt iTbaplebant mudsion tlkd prdvibys Deenpoond sfrieamulds Giedeip KR! is selected

aﬂgm@hé %ro%x]co]pggn_glale ('irwmﬁég&lbﬁ %@' 1EE, t]%e?%’ g«gﬁsop?ionally substituted

hPHrOB@é‘h thrp@a}otgzﬁp mngﬂgande{r@}/ _s%o/‘tgqi [Er9qn thgaqL@nqgnp@tmg of hydrogen,
Suhlsgdgnt hijdesky DYCNY A€, LCe)alkinf fNRSIH‘DI ©Rj, e(@fg, C;Z])Bﬁﬁiﬁﬂ@lﬁ gEL-CY)heterocyclyl,
e £ | rogen,
ha &%engoﬁhgimghyﬁog‘%%‘ R ?d% ?Iﬂﬁ’k pd YR 5R6. - ORS,
-(C3-C7) cycl oal kyI -(C2-C9) het er ocycl yl, -CO2R5,
- CONR5R6 and -CO\IR5R8; R2 is hydrogen; and n is 1.




25 The present invention further provides a conmpound
of formula 1, wherein RLis -(Cl-C6)alkyl, optionally

W@ wgsdsar ed by one to three noieties i ndependreit/iB2003/005883
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sel ected fromthe group consisting of hydrogen,

hal ogen, hydroxy, -CN, -(d -C6)al kyl, -NR5R6, -OR5,

- (C3. C7) cycl oal kyl, -(C2-C9)h&ferocyclyl, -CX®2R5,

- CONR5R6 and- CONRBR8; R2 is hydrogen; and nis 1. 30

The present invention also provides a conmpound of

formula | wherein R is selected fromthe group

consi st pﬁ@vgftion @lcqgﬁ‘r@ﬁ&sd:@mpwndagﬂormula 1 wherein R is selected from

: (@2,?1@9))5#&% ;ﬂ(g_g&g&woa:k@,raridooa’l,rztofg)r@feh&twg,u?;ﬁdnaugﬁu&sﬂ@ted by one
ree npieties |ndependen sel ecte -om

oo e e MG ErlePiC SRR ror! i e Sons gy Meroesg. helogen,

- PBTOXEBY N, kY1 Co)aMiRE RETR.ORR’, (3~ @apait| (2utGejfieferocyclyl, -CO,R,

- (SB109 BRL.CORRS®! il is (07 6I0RIR ang FINERG and- CONRGR;

R2 is dr ogen; ng nis 1. 35 The invention also . S,

cont emdPEABOUBRT Y FEVERINGE RSPEPoLNd AEPETYR Rihpiein R is -NRR

s eptmotlydsubsiiinted GyGireC®) &irdey moieti€y Tdefenyientig| seidcted| fronarite group

- ; t | ti Seipst iy RBERE,  -OR
vB SR 0S5al e el (SREuYY SO bRy SRR, omt
niifet1esopkdefferfudrtrarydsd -eLe TRt #-GfP R R R is -(Ci-Colalkyl;
camsn Bt ng of hydrogen, hal ogen, hydroxy, -CN,

- (CL- Cg) lemb - = (€3 oal o q

(G- %ﬁ%ﬁrﬁgo@ﬁgﬁ?ﬁ_ﬂ&%tmﬁ g%%%%%gnog_f%ﬁshgyerem R'is
RocIealechelF GRfan- S d-SP:R5 and -eRAIRSHD Befioneiisubstitarkby one to three
| MeRAéd PBepeRdehtif QBB HorR fthd GOl bensbtiv6r IBldrbgBL Hafogen, hydroxy,

- ' t i | Lys subst.i t ut to t 5 56
S RN oK, KRR BBy, R B Ratiy) CO:R", -CONR'R
comsCONRTRY; BYis HGdEdee anthalisogen, hydroxy, - CN,

j ( Cl: C%(%Hék’i;nt ignv&ﬁ@ﬁ@lsg &)Qgggs cqﬁcﬁ%;%ﬁ%ﬁg_@glo\@géﬂg R I§2-COZR5,
SRR G IHEORE BRI aneh) SR HRISHR OB, TG by ps to three
i meieties iodepesdently eefpaediiono fthef groumu bansistigheTtgidoge, Hawgerd, ydroxy,

S clee m 5 . ORSER p 7. E 51 5 _ 56
R T
t

i Afspeddht Rys {ei-eatlisd af‘%!fbiﬁ%he group consisting of
hydr ogare phalded @na corysbiunk gt formulaN1 whefsh- RBis alydirghen or -(C-Ce)alkyl,

i S rted - C7) cycl oal .

- PRy, fubted Lo s oy enspenty, peleiggiag he sroup
Reonsistingy of d@'éfﬂgefanga‘?gqns hydroxhe-NPe €Mt (@v@dalkybn-(Gb-Soalkenyl,
PXOYCHRBNAOTRCENAS, OLCEND(TL]-8,)dkmherRRIRRL 01, - C@RRS)cycloalkyl,

15.- R5R6, . - S, ~ < QO\&?I or.-N

og(t\"’r'%t‘?r?/cﬁ%lbés rtut é%obkl'}%%adpé %ﬁ ?1r ésg' Fpg(ﬁ%?égzﬂ, “SONRR’,
| INHSAR IR FONBER’ eand IR IS0, tvthereyy ssish-(GoPigdlisanyimyd 6fC.-Ce)alkynyl
hielheBRR, Bhally BUHEHRNYG by oM thrde R FRDSIROH (C-Co)alkyl;
-NR5R|6, e S,GQ)?( Cg-sjgj) cycl ogIGI?yI, f g% {CrCajaliot and n
- '(562 C9) het erocycl yl, -CO2R5, -CONRSR6 and- CONRSRS,;

R2 i s Rytheogenidediisda worngouhd oAlfsmulpriowheteid Rsis a(Cs-Cr)cycloalkyl, or
C( 0 I e el ' :

" TRy ooty MR ) ?ﬁ%@?’?%&ﬁﬁﬁé‘ ridbpengenty selocted
t FeRetRofath ensisine pdnBwtnge). saleers dydrxuntNPre -§NoufF-Celalkyl,
cq0staikeny, of-(GnGljabgen, beHNQEN, -BYRIONO-ColaMNp, =NRSR®,  -OR’,

- | 4~ = - K 5~ 5 ( sy NYL7, 7 7
%’%&@fé‘i"@nﬁc )@i@@ Cy'kyﬁ X %ﬁﬂé;%; %@&K ¥R SOR, -SO.R’,
EENER AT k NRCONRES, o) R 8Py rhprein saishpf@s:Colalkenyl and
QENEREROy!- REQNGBHRS , may He7 optio iR ubstifd Y, ore IS RS groups; R is
?{Sggé% l_-aNanISQG\IRSRG, and - NR5SO2R7, wherein said

- - lS(yall Qenyﬁ ‘and - (C2-C6) al kynyl 25 R2 noieties may

be optionally substituted by one to three R5 groups;

Rl is hydrogen; and nis 1.



Further provided is a conpound of fornula 1 wherein R2
is -(C3-C7)cycloal kyl, or -(C2_C9)heterocyclyl,

wWo@pittosaht y substituted, by one to three noi et PEBIB2003/005883
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i ndependently selected fromthe group consisting of
hydr ogen, hal ogen, hydroxy, -NO2, -CN, -(Cl-C6)alkyl,
-(C2_cB) al kenyl, -(C2-Cp) a’rzﬁynyl - C=N- OH,

C—N-O((Cl C6)al kyl ), -NR5R6, - ORS,

-(C3_C7)cycl oal kyl, -(C2-C9) heterocyclyl, -CO2R5,

- CONRGR6, - CONR5R8, -SR7, -SOR7, -S02R7, -SO2NR5R6,

- NHOORBNOthRIFSEORIRSRE & theierenNIRSSHRY @ colequall of fganide 1 wherein R®

- (LR ainllie-ﬂﬂNRaﬁb Fdoptiof kg -sBstitukdely BY bnéﬁl’o W%&Moﬁiﬁeé'%ﬁependently
ReeP8bd DR R S itorel o i St b Bha e o
tH@z-ﬁs)@E;@M maem algmyli s -&=N&MpouriNed((€ eCaalityd, 1 -NR°R°,  -OR’,
%ﬁ@cﬁﬁlkyl'k R C@WR%F@W LEORKIR?, -SR7 SOR7 -SO.R,

by | es, i ndependent

NSRS E o NESET, | U SR o Loyt an
gEGus)eibyryl Bf moigtief mhy be optenallyhabstieet] bihyr oxtiiree -R@oups; R’ is

I C2- C6) al kenyl C2- C6) al kynyl ,

- ool egg)"q‘L’oT)(/a 06)( al ky|§ N RS (QR Jalkyny
) cvﬁiseyafwgﬁuw comppynd e WEW@er@WIR is 3glppsd from hydrogen,
GﬁHR&R@nd @GJNBER RQ, optohElly subRited by% o021 three m%%ependently
S R
S5 S e i MBI B0 e
beo%pt'l( qyyoéi‘ﬁvbst@r%a‘)f@éeer'wnede?t hFEMRRS grbEpNR R R™ is
R]:ydrﬁgenthf(O{J@J)alkWr@)tlbhallyS sﬁbstltﬁte‘élob)pbﬁé/ de@rﬁ‘eé $nofkties independently

nggc cp o trhf o(r)Lg)u (lzo%s% ing o?%érog&) lg:] ?S%‘?ﬁ qnygch oHéF 1y HN -(C4-Cg)alkyl,

sdgs@s)@l&@ryu b;(Cnﬁéa“syoylt hr-8eN@l, et G- @(K@éﬁb@ﬂd’ént - NRs -OR’,

Se(bgcJ)évélofalkmtdzttg)rﬁ{e%pclﬁ QB8 Pﬁt IotreR®, M@N@WHSR’ -SOR’, -SO,R’,
Ll1- | kyl, NRSR6, 5,

a@g@% W%@@WR E\l&zﬁg é%l%ﬁg)é’\)’/m\yherem @ﬁRSCz C%?alkenyl and

- ICNRDRByret Rl raapiRS Rezy bmpﬁlmallyrwadstmgmbmrne to three R® groups; and n is -

.-4Cl-Co6)al kyl, optionally substituted by one to three

noi eties | nde.pendent ly selected fromthe group |
consi st NfEVeTiom P REQYiden 31cggRHNd 1) EprpYy 1 W R_igrelected from
- bydtedsh) aldyty, and( Q2-CHalied, kenighally - s(u@rtl%m) &kayrraay ko three moieties

5@5%%%— %(fﬁ]’n C@l gck |st| B(Hy 06%% dﬁ?&gﬂ hydroxy, -CN,
(Csm cyclogm?(cz GlpiRTocyaE, DRNFERERR" and

- NHISHORRS, thﬁﬁ}@%laﬁlaﬁdn@md NR5802R7 wherei n sai d
ieti

-(C2- a
be optcﬁ p&ngﬁs?/%s'ﬂ en?ﬂ B’ﬁ%edr %0\)' %m?cﬁlpgn?%mé’ olpherein R s
ar{€h-Be)aliyl, dztlorfﬁﬂbesubntv@m bxovneftg rtltrh@mOphwn@@sn@ntbommmddrom the

Obrot@féﬂhls@ gﬁ gﬁo erthélo°geﬁe|h§%:‘?;ﬂ fonom CPMQ&I%@,E‘Q\JR R -OR’,

o e Y OB eRhk S@Ec?@%%%%e% ifparogen;
t bed gisdup consi sting of hydr ogen hal ogen, hydroxy,
CN - fhelp r@@nﬂnl@/rltlon almdes %w(o%f Z'Q%yﬁ\lvﬁ@%ﬁg is selected

het er ocyc
S T e bl e 2 pea A patot
f by bherto fhres mbetiesaindeepaarityl soibctéd froml the Lyouph@neistmgRif hydrogen,

aloéeglh@c)?%s 1 n(go-@: Ade )ﬂal in‘RSEQ%t ! @ube)gyépc)é kgl e(Cég Jheterocyclyl,

ree. nol et ect fr om
grQReB cORAYRSY @ﬁ@C@N degéwroml ¥Yeéris Thydr oxy, - CN,
( C1- Chéih¥ention al%ﬂ@mpb@@omp&tﬁ&s s fdraiRl 10k R’ is selected from

i & @AI@) %(? ?cygloalk e 388“22:%%2%52@’3Eq%i'ﬁ?q%\/}g%ﬁ%@w% by one

also provi des a conpound of formula 1 wherein Rl is
sel ect ed



fromthe group consisting of -(C3-C7)cycloal kyl and
-(C2-C9) heterocyclyl, optionally substituted 30 by

woe@4080hr ee noi eti es i ndependently sel ect ed PCDIB20EB2005883
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group consisting of hydrogen, hal ogen, hydroxy, -CN,
-(C1-Co) al kyl, -NRS5R6, - ORS5, §C3 C7) cycl oal kyl ,

-(C2-Cg) het erocycl yl COZRS'2 CONR5R6 and- CO\IR5R8;

R2 is -(Cl-C6)al kyl; and n is 2. The invention also

cont enpl at es conpounds of formula 1 wherein RL is

selected from -Q(Cl-C6)al kyl, -Q(C3-C7)cycloal kyl,

afrdthrey( moisiEy) indaperdsaicsajdcteddm divagrpyp sansisting ¢ft yeroggn. halogen,
ORRroxdD -GN {ERRIKYP LISt TRE S-ORA depengsabainyl, S &L as:fretbrdcyenn -CO.R,

200 BB PR/ EB DRI GRBBE L19b hydroxy, - ON

- ( C1- COnaleknpbdimenRs 6, inve @B is a CABPATAY of formara p(ywherem R! is -NR°R®
()ﬁ%n&;@/) Elﬁ)%ﬁ%ﬁt@@%l ¥e to %R%letlescga%@erﬂl Osef SNBSS the group

| ﬁ?/?ﬁ“f'”%n"f shgﬁﬁ%ﬁpoﬂﬂ‘g@’%{ip %‘6‘1’%}” a Nmn‘gﬁ?b#ﬁﬁ‘ﬁ; é'RE'%e -OR’,

- NB5&Atycloalkslj ¢@aCHhetauyslyli tA0-RY BPNFR® aro-GONRER’; R” is hydrogen;
&l is&s 1 ndependently sel ected fromthe gr oup 5
conS|st|nq of hydrogen, hal ogen, hydroxy, -

- (C1- Cé‘) oy lp@y|embom5|p§6of thedqgen ion @a @?Teg}.@pd&ﬁp{vpla 1 wherein R’ is

- 6lectéDrbre t-SR'O ek’ Y IS 0,ROGRARSSONECRIRE RGN ally buRERRERS) orﬁfzto three

is = - [

i ﬁﬁglﬁglgvg%;%egbné?( sele&@odfr%& r’@e érfou;f‘c&%{s ngbe{)f %R?}gﬁ rﬁ%&%er? hydroxy6

s P ctCaeiabygimN 0386@807 cysoRiRy, -(Garfeh hetRIgMRERE OR’, -CONR'R

oag&-goﬂhmﬁt aﬂbﬁydrédé?%dhys pnte to three 10 noieties

i ndependen cted fromthe nsj.s.

nyclr ogdfi PIATBJBR oD gitp B¢ £y é%p oA BT[] eteRys s -cOR”

SFEONRTBREN IR ONR B deyNR SR ooyt %ab@w@q §y one to three
%ﬁ@s ind selddish f%QN RRR8roupRéorsiting 6ilh @J\ J4logen, hydroxy,

Cmboist by T T GRBr iR, o SOt 00, -CoNRR

@ﬁ'.?NRBR&R M—le:ﬁmogenms@@\m% or - NR5S02R7,

-opt i onafch Y ﬁt% E%rﬁgoum( opf(‘)ﬁﬂﬁlg 1WiHeRE RLR HYRIoBEH g,s (C1-Ce)alkyl,

I nde endent ected fromt roup consi st ng
hyaqoa@@(nsubﬁfgpts%éw or}?y@rgg(%;a mogﬂps mcieﬂenéﬁ)tlw s’giﬂcte from the group
- MRisRe6ng -dPRBydregef3-helégay chydadxiky FNO-, -(C+-Ce)alkyl, -(Co-Ce)alkenyl,

RZ(EZCG %)%?It Wﬁhy'-c N%Q% )ayy‘f?\'ﬁﬁﬁ% algs C%%Rgcycloalkyl

rovi ded
c tfrfolhsterasiclylo rCPQdRa tCQURERG| TEQYR" Rs tﬁ'fg o%fé'%e 2R7 -SONR°R®,
- (NHe6R), aJlFt@EbNRSR?péndONRFSQgRS uh&ieut saidactcp;ze @ua@]ytacm|t-l(1nc2ece6 Yalkynyl

2321 g\oge? %snrlagygl?e en egt %l}rg)stst ? ﬁone tgtch(%%ne t}q/ro@pr ﬁ%ZIS h&%ﬁgen and nis
- (C1- C6) al kyl (C2 C6) al kenyl , (C2 C6) al kynyl ,
- CG=N- Olﬂurthegf_p%v%é g—a%% vl o, forrn'NB5R6mherem$ is - 03 C7)cycloalkyl or

] (C&_ﬁg%gr%c%{l %{g@ally &S u’t%eta o e[ % ClF%métle% Pg’ﬁgntly selected

NHGORMhe gNRﬁG@dRStR@ ofamgddreg*dRsS@DEaO nver@i ANGAai N, -(Ci-Cgalkyl,
(@cggkényrfnxb - Ghynf1 C2- @Qﬁ.@mymd =N- ds‘izcm%@éyl )€S -nnw -OR®,

I ona substituted b sar.oups

R Beyplrlet b e ey et 8 TN R ONER Py 2R -SOR',
i sS@NEORY aCORT, -NRICOINRAR®]. amdh eMRASO, MR wiserein said —(Co-Ce)alkenyl and

( F ggZ%%Fkﬂﬁlgﬁés’uTg%b% Oﬁtogﬁg&}tg%gtaf!]r%cgwn@&e !o three R® groups; R' is
i ﬁkﬁ!wﬁ‘d@m’] i51sel ected fromthe group consi stl ng of

hydr og@nethéradn@@aifment vt tHedxasent-itNGRtion-iBlcomfdihd GHibmhia/1 wherein R

; %_C& 4! 5 ngﬁ'l\lﬁkRe IO% gkﬁ%puyed&g%‘_%éo%ree moieties independently

-(C3_C7) cycl oal kyl, -(C2-C9)heterocyclyl, -CO2R5,

- CONR5RG, -CO\IR5R8, -SR7, -SORT, -S02R7, -S02NR5R6,
- NHCOR5, - NRSCONR5R6, and - NR5S02R7, wherein said
-(C2-C6) al kenyl and



-(C2-Co)al kynyl R2 noieties may be optionally
substituted by one to three R5 groups; Rl is

WO ¢@1088Yal kyl ; and n is 2. Anot her enbodi nent POTf/1B20&3/005883
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present invention is a conpound of formula |I wherein

R2 35 is -C02R5 and - CONR5R6 optionally substituted

by one to three noieties inde@8ndently selected from

the group consi sting of hydrogen, hal ogen, hydroxy,

-NO2, -CN, -(Cl-C6)al kyl, WD 2004/ 056807

PCT/I82003/005883 -30 - (C2-C6) al kenyl ,
(eigctess fram Kymgpup capsiRiinoref hydregenCpglaen Om)dedxiyNP,, -CN, -(C4-Ce)alkyl,
- NiRGRG)alkedyis (CZ-(:QSIk;@?Q cygRabky! .c=N- o«c1 Ef@@ g -NR°R®, -OR’,

ngoﬁ%gifkgf ?&é‘é%iétérocyggogﬁﬁ? Rg%%}h ‘B SOR’, -sOR’,

I\ﬁ@m R8HCARY -NMREY andvhléIR @QaRsawbierem said —(C,-Ce)alkenyl and

S2cHhik R”')ﬂ ie#8may bERpldRhiR! duMikiediBy BRI & hRR Y 1
g% $8t| ogﬂi S?lIJbSt {nta}ll.lt edpby glne %Ut?hr}ée REO ﬂ(f:}fhrae%ups oups; R*is
ygr gmﬁan't¥ 'o)alkyl; and n is 2. The invention

f urt herAlqormwndeelsns a @mwpumaimf fafnufzot mhkr@inlR\Ws eseleicied fomi Sydrogen,

(I?rgi R Rﬁ“ce}%)k?lr Qgtg)ﬂ%p/héﬁ%ﬁﬁié(d bﬂ%ﬂe “th %e%@o‘?éu&/ hndependently

i ﬁﬂ'@ﬁ%@%fﬁeﬁr%%@d%m Py fFoeeRe hgjpasn physisny -Gl H-Glalkyl, -NRR’,
hyORD 00y CMb@@@ﬂ (by-dy)iestatocycidN, -COR*CLCORRER K ¥hd-CONRR?, R? is

%% %et e} Oseé"g &%gﬁ%%u@%&ﬂhg% tQ tlHee f&)letles independently

Om e grgun ?C@F'S@S)Oéhl@@qenahﬁio%m kydgoxy, FN@2, pﬁ@séﬁt—ce)alkyl
i n(v:g-cg)taméhyf Uft(b?(l\:;g‘ﬁkyfhyll deg= ﬁ-mmpmsnﬂogé odiy! 2 ARRS,  -OR®,

b CoRRtiERo Lo Gl eetsh BRI SRR AR o

t I‘@z@%uﬁ‘”&@h@ L, SHRIEONF R Y ol SMRTBO-Ral wingeein shigt d(©@xGe)alkenyl and
-Cg)ifedrry(G8) AbikKs may WBRBonanyBstitutad Sy3orfetd T : and
- C% &9){;#yt er ocyclsyrrllay C@na ﬂﬁ NRE R%gand CONRbB Q%&Yds and s
"-P-C6)al kyl; 15 and nis 2. The present invention
al so pibe lndmwmfmtbermnmmés afcofmpound| ol fdrmwh @ rvitiereirRR! is Selected from

-Sﬁ%:s&}eﬁd hy(ﬁr[))%fn eLnlae (5 %ﬁ]lgn thTtutecf t1y one to three moieties

owti%%a?nﬂy %?!fﬁ@?.ffqm é*ae 9'&9910 dﬁ@swt'agtqﬂrfa/éroaw dalaggn, hydroxy, -CN,
| AGepHakle RNRIR s @RECH@LC foyabalikyh e(aaR)Bte RS, SCOLRF, WONR®R® and-

hal r, -CN, -(C1-Co)alkyl,
LR %ﬂé}%ﬂ SFoal kyl |
- (C2- C@yﬁ@f%p@dy\@an furt prQ)@gQ5a COIQIYYRE R6 formula 1, wherein R' is
ands;. W%@horﬁﬂy é@sﬁtﬁt@-b@)e&b kitbe mREesind egdenﬂ_)t@elected from the

i nventi on. tes c ounds_ of 56 5

WA 5B tol S dPloRh Fyen TopeD cé‘ghﬁ GrodBt. w0,
- ACER QTpalind] -6t Gelpleteramyayl, fcp eafrtdd;@ﬂ@fR*’ R?is -(C-Cg)alkyl;

Opikd 92l 1y substltuted by one to three noieties

indepeident cted fraomthe ro@P conS|st|ng

hydr og prﬁﬁ n6 @é‘?{‘ ion ﬁlﬁﬂ Pr83’<'983 a ou Qfﬁ?r 1| whereNp_QgR@ selected
- ©ORB the-qraAB-GHSisting bbﬁ@&@;bqyclea(ll@ﬂar@-}mgﬂmmwtlw gptionally substituted
%ﬁ@’to th?'ée mg@?lgg’n@ﬁ Cf%ﬂ@en%%@&ﬁd frg% t'hé gréz> R%Q]stmlof hydrogen,

CBW Hyd{)q'xy,f &I\lpcha-Cg_)aw,e-lN@ Iﬁ F@RI ISnC\_:%%g;:@?)alkyl -(C2-Co)heterocyclyl,
0ft0,BNat ONR®RTaad-CONRERF; RYis qoechalk{iiunaa ismi et i es

:19 S ‘r:" g ezﬁeeﬂ%ény oéﬁéoegoh%g}p aled %l’ﬁ%ﬁingg %’_‘f‘%g}u%qn 5rre§e|n %Rjé %%Iected from

- 61 e)albxbg-O@g)(éwPlggMﬁnd O(C@g:gmgtpfpgyc@{l 0299@15%}' substituted by one
- £0GRRR, moiélicbiRni3perriptlyERdcBRGionhel group( SehsisEladt Kybrogen3 Ralogen,
and nis 2. A further enbodi nent of the invention Is a
conpound of formula 1 wherein RL is selected from

-SR7, -SOR 7, -S02R7, and - SO2NR5R6, optionally
substituted by one to three noieties independently

sel ected fromthe group consisting of hydrogen,

hal ogen, hydr oxy,




-CN, -(Cd-0C6)al kyl, -NRSR6, -OR5, -(C3-C7)cycloal kyl,
-(C2-C9) heterocyclyl, -C02R5, -CONRSR6 35

W@R@4/Q8IIRE6RE; R2 is -(Cl-C6)al kyl; and n is 2.PGNXB2003/005883
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2004/ 056807 PCT/ 1 B2003/ 005883 -31 The present

i nvention al so provides conmpounds of fornula | wherein

R is -C02R5, -CONR5R6, - NHC@R5, - NR5CONRGR6, or

-NROSO2R7, optionally substituted by one to three

noi eti es i ndependently selected fromthe group

consi sting of hydrogen, hal ogen hydr oxy, -CN, .
- (hdroxs &N k{P1-Ce)alb RER'R° OIIR @ﬁgr)mmwl 464 Qeyflleterocyclyl -CO.R’,

R(zé?@Nﬁm“’iéﬂ&-eb&WRq R is (CQ@g)aﬁyl anmRﬁ 5 agd CONRS5RS;
1S - Vi

o pouresToptRiadar e ool  aRampad iR ToeteiR' s NRRe
- (0otlon@B) alilstituted mypoinehaltirge sgieties tln.qtewdbytlyosmedt&ni fromelbe group
”Qbﬁs‘iétuﬁ& 'oPd%P&B&éﬁm Mo eql@ehf I oaNt hetcgbq NR°R®, -OR’,

Co@il ;@I) 2?% iy -(C (h?}/?ggf% Wﬂ}t’]ﬁlé:ﬁg'ﬁeéq CO'{FE:E %%PW@‘ chl:é\l (C+-Co)alkyl;

@nw@a “C=N-O((C, -C8)al kyl ), -NR5R6, - OR5,

L A e, P g S

ﬁf—i@éﬁ%‘ffc’m KRB CeRRE} RESOFnnd NROMPRY OPWﬁ'é’rlye?UﬁStﬁlﬁP‘?j by one to three
- (HGR:tiEH )nabiemaytitly asdcted &8mQ@hg gloly Rimhsistifg? oﬂmd&igeﬁSth hydroxy,

becﬁp d, ‘Eé%@% r\?'é‘sB;t bk“t@dc%(c?o%g(yl %{9 he‘?er ?yglgl 35%% -CONR°R®
aae@:f?r@blﬁr%" BY le@nﬁsoalayuanm@%. nR is
( C3- Cithe ¥ Fels@rﬂhrk/)éhtlon%ﬂso phvideé M&?Bﬁﬁm* Wherein R' is -CO,R®,

%%@@ﬁ%e NRCEERY, SRris:E oh fortbh Sihafiig by pne to three

hyfme(ygﬁe mdemﬂx@@e isele¢tgd] fromyihe gi@R cons@iing of IGLiragéh,abdlogen, hydroxy,

g?ﬁh WRER (&R°, Cﬁﬂ@?wlk& éé%-bbrgférocydyl -CO,R?, -CONR°R®
@E%C % cﬁo')E\F(ny%ﬁ)%'kX'@dﬁgﬁ%et erocyclyl, - CO2R5,
- CONR5 Rﬁp W@@HBZEI&RS comSRInd of BEMTa 1-vBERRY R is- HYQDRERD R6-(C4-Ce)alkyl,

Wgﬁa’z boa'ﬂ'?eéz N@%ﬁ%z ﬁ%e %Ma%gl?' Qale%%iddfrom t?/e group
béoﬁﬁf'”gb rﬂﬁl h regghs thelegene dhi9iPxon eN‘P@ tofN edCRGe)gl\bup&z-Celalkenyl,
R-(CL.Se)alkyn®@l - GO3mulokky | ;-Camd((T;-Calkyl), ANRIRFREY  eoRQdi Y&E,)cycloalkyl,

o1 BSnPEESRDE LSS ARpmoult oLofe” R, Jonw'e,
s Ub@ﬂﬁ UNBEBYRBAend NRISOR, isietsin e +(ReiSpelkriwhandy-(C2-Colalkynyl

S &F RioleBsk thayas® dphiéha0y leﬁtlt&}@@W &ntel 16 Ghredf R*LK&IIp@Q#‘ns ~(C+-Ce)alkyl; and n
hal.pogen, hydroxy, -NC2, - Co) al 25
- C6) al kenyl , -(C2-C6) aI kynyl - C=N- O—|
C—N— OF prtier @@leeﬁ(yﬂ B, COMNRBRGT for@RB, 1 wherein R? is ~(Ca-Cy)cycloalkyl, or

ﬁ&&b’@c&l g%'nally &%TL@& %Bﬁé QCMFéleyrhmeheg:%ﬁg%nlggntly selected

9rONRREERREE G Of mog%mbewz YRRy eiNOz a1 ~(Cr-Ce)alky,
- {CegBkealylk e YC-Ghatkynyl( C2CE610M, Kk y1OEN-GRAC ATy aiyi)es -NRIRS,  -OR®,

be(coét é;%éikyly i@ﬁe e?dég&;ﬁ’ E&S i dt\%km(g&;Nﬁa J5RUBSOR', -s0R’

R RO (TR NRCRNE m@%rwﬁ RO Whereit 6ol ~Safakenyl and

hy(dg -0gelkynyl RY shoietigs, manbe oftichalkXGLbdtiuydd, byopid fortalek \R® groups; R is
Bs ')5!5\5!%%9% ne to three noieties independently
I éc? fromt group consisting of h

d
haI ogeﬁnotwmwent@fdthe pesent@p/patiorys a co e gzgof fornies! wherein R?
- (SCBAER) @Mdﬂ O@Nl’@ﬂe op’u&r@ﬁy G@&sht@fe@rl@ﬁ?dr@ Yd threCRIbRRes independently

Rt R SOt opiap o) st e BYroheNPe B -Comlio

noi eti es i ndependentl|y 35 sel ected fromthe group
consi sting of hydrogen, hal ogen, hydroxy, -NO2, -CN,
-(C1-Co) al kyl, -(C2-C6)al kenyl, -(C2-C6)al kynyl,
-C=NOH, -C=N-Q((C1-C6)al kyl), -NR5R6, - OR5,



WD 2004/ 056807 PCT/ | B2003/ 005883 -32
-(C3_C7)cycl oal kyl, -(C2-C9)heterocyclyl, -CO2R5,

WO goMBsRe7 - CONRSR8, -SR7, -SOR7, -S02R7, - SORMNREER603/005883
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- NHCOR5, - NR5CONR5R6, and - NR5S02R7, wherein said
-(C2-Co6) al kenyl and -(C2-C6)al kynyl R2 noieties may
be optionally substituted by ofe to three R5 groups;
and nis 2. 5 The invention further provides a
conmpound of formula 1 wherein Rl |s sel ected from
hydr ogen, hydroxg and -(Cl-Co6)al k Etlonall . s
sufssGollieatl by(Ce éa*ﬁthrééNﬁ%ﬁetr -O{(Rdepeiedlent MR, -OR,

se{agc;)eﬁtloﬁmgam(wwg)rﬁat@mclﬂ?g?zrsﬁ L(IEP‘\IRTG hgONREEN.SR’, -SOR’, -SO,R’,
y

" L3060 MLy e Gl TN R Bty an
e@m@smyra/ha m@@mas be Rptidngllyhsustiteech! by anel tnthies . gragps; R’ is
Th@hmggmgn&wunygntlon further provides a conpound of

f | G  C6) al_k t

Sober 1 e ioREh St otk acmbrar e R R b selectes from
sélérogend hiydroxy, t drel -(Gi- Gh)ﬂk)donﬁﬂosaliynglbeiﬁtuthycbyog&m to three moieties
hmo‘égﬁﬂentwyg&l@ﬂ fron e ofdap - Rdidnk Y. hydMBérRGhaloFggn?5hydroxy -CN,

(e
ﬁgﬁ%f éﬁl&g%oég Rg(Cs @cx%)aﬂ%f(}%gg%heterwalyln -GQR3 -COHR°R® and

Th@ONRﬁéﬂﬁhs+ONGmmmmmnahsa prOV|des a conmpound of
for mul & é d)\‘@?ﬁteb R%%lfﬁthérel)r%ﬁ{j( a ct)FnBSUntdh& @Frrﬁh‘a% wherein R is

COﬂSIStIn

- (E2C¢9 Méipé?flﬁéx/&qbyt'w eg) Ypeﬁwfalt%/rﬁe g\9isses indenrspdengy selerted from the
t@rdubr e@smmgetor e1sydioges paaeent | hydery, eated -Cr-egakihe -NR°R®, -OR®,

SR DR (O L, 4080 NGRS v S

@Ginﬁﬁéheterocyclyl C2R5, - CONR5R6 and- CONRSRS; R2
| S hydl‘l‘ﬂ@ﬁféserﬁ‘ﬂﬁelﬂloh %Isg proaﬁes:r QSonhpr\éﬁ@Bﬂ O B Rherein R is selected

S rf)rém l g#p?%ﬁglstn‘&oggrgyﬁgplgy yl an&%g%q{wpléapmypally substituted

aty onextmhrw)ﬂmahe& m;zmﬂnyentlycqatectemadohythsLmMpl tansistthgbyf hydrogen,
O'ﬂglogéno hidr6:§€-aRpI. @Hce)%mmnq\ﬁﬁﬁﬂdéﬂt | M‘)s g&?ﬂ@l Q) I@&h@t@rocyclyl

o) con5|§t|n hal oge
RSN nd R RORlC-cpecenpeye Poal k!
( Cc2- CSFM] !Btlemtlm:yisd Wnlemp%%mpoumrﬁﬁﬂaah@hwﬂl% B8pelected from

0 b Sard- | Ire f
oMLl 010 BRI, I i by o
KRS mmgttﬁsll@c}gg ndenty splectad fresy thgygreypecangisting: efehydrogen, halogen,
maycetwescn noE pRlen tN°RS elost | eck- (ﬁ,lj@ﬁlbélkw -mzcmwxeterocyclyl, -CO.R’,
(610) en roxy, -
éﬁ#%%fgﬁﬂeﬁNR%ﬁdgggqc Eéég ?Eﬁy 7)cyc|oalky|
- ( C2- CONRembpdipg|of the InveDizR ia cormEINRE Rbfommida CORRBRE' is -NRR®
R%ptio‘ﬁalﬂ)’é‘“b@ﬁlﬁ%@d byd&ié B Hﬁeezmo%@eso\mfd%énhé{tlyeém%nﬂ?ﬁ the group

i nven nis conpo of nul rei
eonsdfi o pEani R SPASHBOR oY sy AiECoBE R OF"
o pCh-Gnefclogikd L1185t Golhateentydhy), Gﬁd?t@QNﬂﬁBeandmwﬂ%sR is -(C1-Co)alkyl;
|gQ§pg@ﬂently sel ected fromthe group conS|st|ng of
hydr ogen, hal ogen, hydro CN, -(Cl-0Co)al kyl )

NR5R6A f'u@% emt e@e@ﬁfé F\&%ﬂthws a compound of formul'a 1 wherein R’ is
- 626t dre t SR 0 SAR" y FSORC@RR5SONEIRIRG RGNl etib SAMERERBone to three
R%oﬁeﬁeéjmgép%g@é?\tly Bl bSm %hef gr'\rilr% P@ns%ﬁ%i&nﬁgdhggg rHa'lo%@n hydroxy,

al so provides cqnpounds of

" PR Colglky, NERRERE  -(CRROBRI A N SEIREFECY, -COLR’, -CONRR®
blRQSO@RGR"pr*’us qoatlyksuhshisait ed by one to three WO

2004/ 056807 PCT/1B2003/ 005883



-33 noi eties independently selected fromthe group
consi sting of hydrogen, hal ogen, hydroxy, -CN,

wo @188y al kyl , -NR 5R6, -OR5, -(C3-C7)cycl oal kRgT/1B2003/005883
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-(C2-C9) heterocyclyl, -C02R5, -CONR5R6 and- CONR5RS;

R2 is hydrogen; and n is 2. Also provided is a

conmpound of fornmula 1 wherein-32 is hydrogen or

-(Cl-C6)al kyl, 5 optionally substituted by one to

three noieties independently selected fromthe gr oup

consi sting of hydrogen, hal ogen, hydroxy, -NQOZ,

_ ( C1- CA)aIPkSFRNt IDverHonGHseairpvides (compoLnds oidelraulay werem R is -COR,
- CSONRIR®, -NERORY (@C@ﬁkﬁ'\‘skw -NR*sARE, Iﬁtlortaﬁ—}_\)gubstttuted by one to three

éﬁﬁgﬁ%xgﬁgﬁﬁ@ reCte%I(gDCZ ) het T O@%Cl yl; h%%lp%ogen hydroxy,

- NERSOHS-Co)ay!, stmiﬂﬁsaa @3@7)0NR5$®2R¢2 cmmerecmlys LR, -CONRR®

R CORFAS AUl crisniGma 8l kyny| 10 R o et e may
be opt aII substlt gog¥ one to threg RS grou

Ri ﬁy* rp&j '%ﬁc?°?i‘p?L§‘ oMYA t1Hereip 8\/|'Sd'@’&fq9§” ar “(Ci-Co)alkyl,
C@n’tﬁmalf}'dswstltﬁtedm}d an€l toMtieees imoidREs iirdlependently selected from the group

Q@%lsmg? Céfch Sg{éwt 'hafdhe ﬁﬁ?@xg;g) It]St er(ﬂ@yc(bgbf)alkyl -(C,-Cg)alkenyl,

ut e one’to tfree

sub
@éﬁ@%@é’&tl yCshiQktt b= Ntor(@ﬂcb)ﬁu.‘y'br ot %onspgg ngC:cffr)cycloalkyl,
hy(@ﬁ Oglesicrotialyb gem.RHGONRIR®, ~DORRR*CNR’; (-SbRTE)saLKY | -SO,NROR®,

1%\1_%%‘; é@i %EJKI%EM f d &%%%Lald g_&)ql;lényl and —(Cx-Cg)alkynyl

)R t@éﬂpp‘@qally st(b@gutgwh@teép m;gﬁcﬂa AroupsRIRAC -Ce)alkyl; and n
- B@\R5R6, - CONR5R8, - SR7, -S02R, -SO2NR5R6,

NHCO& rtt]eEIR?o %IR ﬁs:}g cor(%%g.m NR ?Sr%ﬁy w f%{?g. etsl Z@ mcloalkyl or
be(Ceﬁst)hQﬁﬁfa(MC'y' spiipsellyt wbstitlitésy by oree toothtel medeti®S iglepenpisntly selected
Rﬁromsthehyﬂﬁﬁ%ﬂslstﬁﬁdoﬁ" hi®ogen, %gloéé}pt m%#?n‘q@?' R %1 -Ce)alkyl,

sent 1 n 1 0ON | S conpoun
AT | LD ant PR R (CortayD. NRRE,  -OR"
sdﬁs@n)qygtpdhtyl b{Chietemcydiyl,e@ORTj -CONSSER], ralanrRAe8R], YSOR’, -SO,R’,

-S%@ﬂhﬁﬂ fm%btﬁsh%@b@wﬂ%@mﬁd %&§Q%§f vﬁé@{r?gﬁ&‘ (Ca-Cs)alkenyl and

?ég%ﬁygylk%nvpletles(w l&yp&np@lﬁypbstltu@lw%}qe to three R® groups; R' is
- NG En@B ). kyl ), - NRSR6, - ORS5,

- CONRoR N iRttt of febies e LELAIoR RS pehioyad 2y pgnerein R
- RHEERD, an\FERNRIRS mptionalid subHBedtR7onentoe thegenmeisties independently
béd%teﬁ&boat fhlerwdupamdsustm«{; Gghy@&)gaﬂu ey E? ﬁ%%drﬁ)éy b SCNRYC ,-Co)alkyl,
e ne t.0 5
RICPEMEIT SEOR eoVol T by 53@% oo o
at(gecvmy@w”@és Car Ce)bnfp@ewdyl FOARSr- ﬁ@NR R, +crowm"R& RSHE]-SOR], -SO,R’,
R%C@NREtR;EMDRSOQ\gf%QNRWSt hd JNR5§G) g‘gzﬁ?hl?,;e% g\éﬂo—&gt(hﬁ)kenyl and
oé 7 %tyr@e%ua@?w 3’%§P?38Wgyﬁz5bs¥ﬂte8ebyrﬂ5‘ieé9 ittege R® groups; R is
séCeCday; andmisthhe group consi sting of a hydrogen,

|ja| 09%‘%\30 P%gﬁ@d( &Wound %rm&l%]l \%};%\Ll&yolf selected from hydrogen,
_I{-yfg%_xu%ﬁ%_ éﬁréq %W )optlorrqrﬁ%geps ity 5by onect- @;gecgneqe@ﬁ| IRgependently
(@te@@)ameh@gmaycdnyubung of kyagdgen, haG@tRﬁRﬁo@O‘dRﬁ R&1 BFalkyl, -NR°R®,

NRSS 7)3/\/\,{!1 E‘le n' <al %‘Wi’&%@m& o CONR'R®; R* is

*(yé?g%‘)oél t?yﬁy alifp joetianally %tbstﬁ%t%l bo!ycaﬂe| to th®s mpieliss ingapendently
beeleofet iffomathé groap keisisting 6chybiog @mehalbgert A d?ék yRNGY BRS(C,-C)alkyl,

e L SN e

which R1 and R2 are taken together vvlth the aton(s)
to which they are attached to forma
- (C2-C9) heterocycl yl



optionally substituted by one to three noieties
sel ected fromthe group consisting of a hydrogen,

wh 200098807 hydr oxy, -NO2, -CN, -(Cl-C6)al kyl, PCT/1B2003/005883
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-(C2-Co) al kenyl, -(C2-C6)al kynyl, 5 -C=NCH
-C=N-Q(C1-C6 al kyl), -NR5R6, -OR5, -(C3-C7)cycloal kyl,
-(C2-C9) heterocyclyl, -CO02R5;32= CONRSR6, - CONRSRS,
-SR7, -SOR7, -S02R7, -SO2NR5R6, - NHCOR5, - NR5CONRSRG,
and -NRSSO2R , wherein said -(C2-C6)al kenyl and

- (C2-Co) al ky nyI noi eties of said cyclic group nmay
op&qa{s}ﬂamalkx'uﬁ%ﬁeehﬁewyw ERRY oCQNH% BS -FBNBRUSR, S‘HB -SO.R,

pr&sze\mﬁR‘? aneoch?;nNaflcmNH@R@\éhaifﬁif@og@’im@h@Qn %df—%ﬁ@é)ﬁkenyl and
aKe

at {()fqﬁtcmf;lk{/ryl Bimglﬁfj e(s%eiyabg rogtl%&a{lya%%gtgut?(g&fe%r}e [ gwee E groups and nis
- @C3- Cl0)cycl oal kyl optionally substituted by one to
three rmk @ivbRdn SBHECH&RL BighdHr RIS ANGHerdinh ﬁgls%feleéted from

%‘&%o%g) an E@%ﬁ,?aen% %28@%% R@}lﬁg}? Iy SUbéLtlfQ‘l@é]C_:tply/ ong to t%ree moieties

@@Pﬂ%ﬁW@l@tddyﬂrc)m theNigrobiREsonsi<IRG, of hydrogen, halogen, hydroxy, -CN,

(%?’\,ng'my N'R@@ng#rq (Cé@ %%%%%@%%cy - §B5,’-CONR5R6 and

r%F% i3 Bydmgan: eRIRBSEF R7, wherein said
(CZ Capalpkeseyt! ingandon (UERerGipatidsy s bmpRingt df &6mia $aw51ere|n R is

Cy(%l bc)ﬂgﬁ ro%H&aﬂ?yubgﬁutg@ Bg gﬁbatlo_flb(reg' H]%?& ést i epenc@n{ ectted from the

gsent Ve
f gfoyheﬁorﬁssw\n @éshyaroemrpbdmnofhyﬂr@xmﬂaﬂ | (DnCv)thdh -FR°R°, -OR®,
an@; 8gcycrbRyll ABL0,)RLB6yBAI -0BRA -CORRIROMSGONPRMRTR hydrogen:
tgg are attached to forma -(C2-C9) het erocycl yl
optloné |y substituted by one to three noieties
sel ect &te pregent inventign elep Provides & cinmyuid offorg0laydnargie R’ is selected

hﬁbrﬂ%‘ioﬁby%ﬁgé‘th‘l g of asw@%lkw ér@-—(@@ ﬁ'lelfe)‘doyclyl optionally substituted

ken (n y
rr?/ﬂq’g% epe S Ie%%from(@ g@;ycgp@platglpk%ﬂ hydrogen,
b@@ge@smmwr @ychj-le)alkyl,Gm -ORONRGR6)c ydda@dRaagcg)heterocydyl
SRR SQ?NRﬁPa\M %@NHR'\"_"RFQZ ’\%ﬁ[? ©R6 and

NRg wherein said - and
- (C2- 05’55‘%1”@\‘19'1 SlbroB MBS FOBar I EPTIa GHistgh Ry spleoted from
02 (Cotaklky, DUOSCT)dydtbaii), iyd GOEZIGQ)hbhfoeﬁzlyRﬁapgds@upsubsﬁtm@d by one

ntoI tﬁrel-,nragét elhr%eﬁurﬁi@ﬁt[}t 'e@éﬁq‘ 'rrhgw ai(?u% Pogggllngeo% hydrogen, halogen,

eI, (GREsU. (CERCIORAE--Govcigay] &)z’rﬁaihe’iemvw -COR’,
omomﬁaf’ larw SORRIR’{RAICE) dRigeRRAd h @ 2.1 hr ee noi eti es

Ihgldng#:}ig égdlnslgnt %F %g%f&%méﬁt %3?%08%3 (o] f8rrr]nsullas} {/\/"1]<(e:‘1‘ei(r)1fR1 is -NR°R®

Q;@]}nf@l@) Q}lbktylllte@(b@) qngY i81thEe) albleyqs) Pidependently selected from the group

éc&ﬁ%rsﬁ?ﬂg()) sﬂ/Chﬁ@dg’éw heﬁc@%n Cl c1c alkyl, -NR°R®, -OR®
yggtl&ogqy g a/heterqqyééz ;{?é&% aqnlgﬁo%r{\méé R? is hydrogen;

M08 2C5) al kyI ) ( SCe- C1- C8) al kyl ),
j N( ( ClAQ@r}r@ iébﬁ'bddlrﬁ'%(o%eqmény I%Zé fyrjnaound of formula 1 wherein R' is
- %&3%’61 “bé)%l SAR 5@@%) eﬂ% ;S z{*@d’? ( exforslly seRasiuig yene to three
- m@@le(sﬁﬁde(ﬁk@t)wﬂw Iselected(iﬁ‘ﬁ) (He2grbish) bukietingCyftydidogen, halogen, hydroxy,

h‘RFR%GO%SFl‘SL 63 éﬁ?ég% gr c??k&lé% gyl -COR’, -CONRR’

- 0 [ oal
- (r@C‘))iQRd%f '%&é?aggwav 9152.35 - (CO) O Cl- C9) het er oaryl ,
- (CO) (tHe @65@& kyénti6X &ldo pByiadsydmpourledf €akmGB halHeydin R' is -CO,R’,

S%(—Iﬁl ?ésﬁk oﬁkwé&%%’bé\ﬁﬁéééycFQQP?J%S“bS“{}ﬁd by one to three

2004/ 056807 PCT/ 1 B2003/ 005883

-SA2N((dA -C6) al kyl )2, -SO2N( ( C3- 06) cycl oal kyl ) 2a

- S02NR5R6, and - S02N(CL. C6) al kyl - (C6. Clo) aryl ;
wherein said -(C6-C1O aryl or -(Cl-C9) heteroaryl are
optionally interrupted by one to three el enents
selected fromthe group consisting of -(C=0, -SQ2,
-S-, -0-, -N—, NH- and NR5 and R5 and R6 of said

R IFSNE™ v/ I~ 7 1\ o T T T



5 wth the atons to which they are attached to forma
-(C2-C9) heterocyclyl. Alternatively, the invention

w@eaniosiss? a conpound of fornula | wherein R3 i BCT/IB2003/005883
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-(C6.C,0)aryl, optionally substituted by one to three

noi eti es i ndependently selected fromthe group

consi sting of hal ogen, hydroxy3- - (Cl-C6)al kyl,

-(C3-Clp) cycl oal kyl, -NHSQ2(Gi - C6) al kyl,

- NHSQ2( C3- C6) cycl oal kyl

-N((C1- C6) al kyl ) (SO2-C - C6) al kyl), 10

- Igqetips Q)g)e%qnyéwt (sg@t@@@ou@ggw@y@pggprp@qt@g of hydrogen, halogen, hydroxy,

- CE@lfmeaﬁlHnyNRsRQ 6@2( 802 ég?ﬁeﬂ ll)fddgmb -CONR°R®
) al kyl

:gg%ﬁﬁf'ég%c%w“gﬁ? ki‘ﬂd”'s SOZN((C Co) al kyl)2

- S02N( (AER-rTB)dsfid$ eaPikpdung of fandula SOLNRERE’ isTHygrogen or -(C1-Ce)alkyl,
i ré}eﬂﬁﬁbllyogutﬁhtﬁ@d SPUhed?c?t@e&ﬂ'\%é@%d@ﬁeﬁd@ﬁtﬁ%@ecﬂed from the group

h
& CREDG,  ahByodshe TGOty BEraT: Lo thduGeRgkt (CxCoakeny,

s e{Ce-€t)eltyryt, o rFC=I1%OH, hngN@ﬂm@@)aﬂxmt ngaf’mﬁf haR®%ge«G:-C;)cycloalkyl,
hY(@r @%Neteroéﬁyl’ %baﬂid( b m(%l)cy l kgbR7 - I§02R7 -SO.NR°R®,

lzléﬁR Cdjl%‘p@l%)l% S@ﬁ?’ @5 %ﬁm Whgrgin sald —(Cz Ce)alkenyl and —(C,-Cg)alkynyl
(rokti€tnay beydptidBOR §UB3HtMEY by chentaltteyd RS groups; R' is hydrogen; and n is
Cl-C6) al kyl, -0-S2(d -C6)al kyl, -S@(d -C6)al kyl,

02( C3- CB) CyCI oal kyl, - SO2NH2, SOZNH(CI 6) al kyl
sozNerﬁleC@mﬁeﬁ G lopmpound s prncia, TherelayR) Bi - Ca -Criceycloalkyl, or
3@20@6&3‘0@0)@)bﬁﬂldhaﬂykébbét&tecﬁ&d oneSQZtNB'é%onet%Q |ﬂ:débéﬂa§ﬁtly selected

se? B%OI on opws:f E{iay%_corrpg_‘u& ?n hyyc\fpoxy l\ﬁg %N -(C4-Cg)alkyl,
((@zcomemn; erd@x@daHynylandC=N-OH, C6CaNK(C(@RIEY) -NR°R’, -OR’,
he(t?d‘}g@béféblﬂll (S )r@@?dcwyl -8Bkt IdoNreRe, Q)’or@mk” 8rRt ¥, _so.R’,

%@’\lgt q%f%)'gﬁ %%gﬁlé%ygg%)%?ﬁ%g?%l t‘g%’% ﬁ?}fi —(C2-Ce)alkenyl and

((Q; Cg)ﬁ)(mykm mPie®s(ra6yCde QBipadi\suhituted by one to three R® groups; R’ is
@@o‘gn@)ﬁq; sal kyI (C6. Clo) aryl,

heterocycly (C1- C9) het er oaryl - NR5R6,
NS@( épo )eg]bRg;mentgthe NF%@E("@S'“@G)‘%? gcpr@ggukg,pf formula 1 wherein R?
- N({CCLRTCB)@ - BYNRIRE@tictkHyCe)mtititel )by o (Chiree moieties independently

C%él%ééé;yﬁg)f( @g?g‘ﬁ ﬁgﬁé Sig ggg%d@éewalq% C]ny%%?' ! N, -(ci-Coyalkyl,

(@1&%) a1(%y¥e)alkyoxbc)) cf=3\-OH copftis‘) Saepad.oatg R,  -OR’,
- ((6@70@6[0@&)@) @030, )heterdcfel), (@ﬂ:\@g'bm%mdlﬁs R?, -SR, -SOR’, -SO.R’,

(s% &%q@%ﬁﬁ% E%Sl}‘R R %ﬁ@ @Fand —~(C2-Ce)alkenyl and

R {(eF RepyIR) m@ﬁ@so"n%bwptlowys@!@@u@(d@y @) thdree GAgydups; R’ is
-ﬁmg(eman@@)@ kyl -Q(Ci - C6) al kyl, -S@(d -Cs)al kyl,

S NH% Q%C%I?P\(l) antul)<r¥ %SOZ 33(%%9mdégp‘q£rppla 1 in which R" and R? are
@@QN(Oge}herO@)fatHeydatyrﬂ(s) tCS@ﬁiN( (HE8-06 ettyabked dd Korin) 2i-(C5-Cqo)cycloalkyl
§Q|%Nﬁ§@@bstﬁﬁ&j %%@% %remo‘?’étl lselég’@d %rg) fﬂéydroup consisting of a

\A,Fer ein salid '\Qgcl oal Cfv
988) ﬁ@?%%nodve'iow d -CNy LGPl Ik y(CoCeplkeny). -(Ca-Colalkynyl,
het=rQid,y eC5N-0aT-eCcoplkyHNNRR’, | FIRSY r-(qt@itydiyalione- (CQCg)heterocyclyl

t *Hc?ﬂs gﬂﬁ“ﬁ‘%@ﬁhﬁ@t %‘?%3§of=<f %%{fs@ NEURe, K@g&bﬁ L coNRR,
aﬂ‘d’ 1‘&@ ® WQ@@&/%@%@?CMWHVBQMSOC@@@%W myBliespiisald cyolic
NEROEREMERBH o ptigiticlid Pubdiyted By brkie hrécofedrblpe. Wi th t he at onms
to which they are attached to forma
-(C2-Cg) heterocyclyl. Also provided is a conpound in
which R3 is -(C3-C10)cycl oal kyl, optionally
substituted by one to three noieties independently
sel ected fromthe group consisting of halogen, 5
hydr oxy, -(Cl-C6)al kyl, -(C3-Clo)cycl oal kyl,
-NSQ2( Cl1- C6) al kyl, -NHSQ2(C3-C6)cycl oal kyl
-N((C1- CB)aIkyI)(SCQ Cl- C6) al kyl ),
-N((C1- C6)a|ky|)(SC2(C3 C6)cyc|oa|ky|)

~ ~A ~NsN\ N NN T ~NA ~NSN NN S ~NA ~\ 11



- SO2NH( C3- C6) cycl oal kyl, -SO02N( (Cl-C6) al kyl) 2,
- SO2N( (C3-C6) cycl oal kyl )2, and - SO2NR5R6. The

w0 pwefsdson f urther provides a conmpound i n whi cPCRBB2063/005883
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- (C2-Cg) heterocyclyl, 10 optionally substituted by
one to three noieties independently selected fromthe
group consisting of hal ogen, -¥ydroxy, -(Cl-Cs)al kyl,
-(C3-C10) cycl oal kyl, -NSQ2(C1-C6)al kyl, -N
HSQ2( C3- C6) cycl oal kyI
- N( (C1-CB) al kyl ) (SO2- C1- C6) al kyl ),
“N((CL T@epmsglg;ur)veg@g(f@ewpw%q Q;g}np@apgld of formula 1 in which R' and R?
- Gkt @dtikey hith tI@aﬁQﬁ(@ﬁl whith ddg\re attadRed tolforfdd f}b!‘(ﬂ)he’cerocyclyl

SRR LRI 9 Ay Bt AL L G s o -

$MW9(nC31a@9?@ybYQﬂakalN§’2 -Cah H(C1SD2ENR, REC-Tdkenyl, -(Co-Ce)alkynyl,
| n&'ﬁﬂleO NncENIGBRL, PAgY dRRRE, C@ﬁpott@gicl,- QICMFK? E@ dofeterocyciyl,

SRR LT e S KBit L s RS bey ooneie

S @h@ CNRBOERD rwhetem saqid e(h-Geatksnyd tand g(@fcsbm{yog emoletles of said cyclic
h)lng(ﬁ Méx bz Gﬁon%)sﬂbéﬂdted b&f)ﬁg’ fo%} ﬁyg kyI

- N(( Cl @B?rgﬁ IIT)V?@@ a@gp@gl)i%q g@qn)poum)of formula 1 in which R" and R? are
- (keClogethpa ity lthe SOR(T3e Ghjch tedyoark kataghed to form a (03 C10 )eycloalkyl

- 0

] %‘r@%@@igyg? bg%g‘ ‘%(t@%ﬁ%@eééﬁﬁﬁfg%% ng)\% cgnsistmg of a

- ?fbywd&%v kylWO2 -CHNp2(Q:(Rrlkgs ) 4¢ %l@nyl -(C2-Ce)alkynyl,

t Sﬂﬂ\f\bﬂﬁeéﬁmyﬁtpalgw HIR°RAN gORsog?W%/clo 9000%239 heterocyclyl,

RO ﬁi@&““%‘ R o, ST B ek R oSN ibnmere,

t ARE NRSPR} é@e@@l geid e@:@s)@l’menmen@ LS ointaye)l Stdigligs of said cyclic
}oQ ﬁﬁgbe gﬁtlohﬁzrs%@ﬂute'd(b %n%)ﬂﬁégw groups; and n is 1.

(C3 E;ZI O Q’%}\{)ql{i& [&%\(Ae& ompound of formula 1 in which R' and R?

)] 8&‘? B4
( @z-taeh h@e#heowyfcthylatom(é @dwﬁlgl) ey erecmﬂayﬂe,d te IR R6-(C,-Cg)heterocyclyl
E‘E&%&I@%@Qﬁ@é&%é %%@ %Xlgétgéllﬂ%w the group consisting of a

)al k SOZ Cl-
@&( @59205;:5')/ CYCO'QG),@WI) ~(C2-Ce)alkenyl, -(C2-Ce)alkynyl,

- =CLOKS FaFNDI(C1-Co QKB 2 (NEPREB YBRK YA Cs- C7)cycloalkyl ~(Co-Co)heterocyclyl,

- | 5 b kyls

{8 ol e R 3R A v
- @O@ W@@r@mogﬂd),f(pz Co)elgry end c@z-é'}eiéikynyl Bwieties of said cyclic
- @'6@ fa{ e @thﬂw sliaiuted by ond @@)rg RBgr&ddd) & is 1.

-(CO Cl. te
_E CO; %%2 &%géﬁﬁbﬁgn&%flls&erw ?&% a c%&gldr@g %%ﬂgiﬂﬁy wherein R® is
&dpqoes. C6) cycl oal kyl, SO2CF3i S@NHz
(INH( FreiedbhalR Yd -(C5-SR Q\"()@Q@QM&J):Q Al Jﬁiﬁbnally substituted by one to

% ZN&gﬁé Cngﬁ%I %gﬁ %‘%HC%}?CG Q%C&Ci oal 'ﬂl)‘/)yf’ halogen, hydroxy,

wHer@atkys ai d-(C(- Q}J)a'm)’é@ K@(C1 Coalbyk:i ona(loe%d)avtlealkyupt eCe-Cio)aryl,
byt eRRetbRcy?Ry, L@, %@)h@t\e:%ggmhﬁasﬁel ﬁﬁé@&c}‘ é%gw h@ %g@;oc%cloalkyl

TR AR MRS M, AN O ) 2 AL
0fO-8@i(0:-CIRBIG -RIPHG:-Criatiyp -(CDYCRe -(CakER Clhgebdiel, YEDNTs-C o)aryl,
“?éoﬁé Bﬁhété? g\é@' ch they @bi@&b )ﬁ&Q@ oy fo form ﬁ&codogg Co)alkyl,

eterccl yl. is aco
T(C‘Plﬂ(ﬁiﬂ;@) W'W'r e| n R3 (pQ)Q(PQ@M%WaI kyl op€PE}as-Feheterocyclyl,
S{bOIA(CLCHdtdoyarpne t o L(lu;ot)a(e;1 -CRLRHiRS,-684REt ed fr oo, tdi1f,)alkyl,

0 f&é%’)&fc[?%fkhng alorna 03‘%%5‘1@? o%@ﬁ(& cﬁg@( RO Gerpeycioalkyl,

- NHSQ2( C3- C6) cycl oal kyl
-N((Cl C6) al kyl ) ( SO2- Cl C6) al kyl ),
-N( (C1-C6) al kyl ) (SO2( C3- C6) cycl oal kyl ),
-Q(Cl-Co)al kyl, -0 S02(CLl-Co6)al kyl, -SC2(CL-Co6)al kyl,
-S2( C3- C6) cycl oal kyl, -SO2NH2, SO2NH( Cl- C6) al kyl ,
- SO2NH( C3- C6) cycl oal kyl, -SO2N( (C1-C6) al kyl ) 2i
- SO2N( (C3-C6) cycl oal kyl )2, and -SO02NR R6. In a



-(C3_C7)cycloal kyl is optionally substituted by one to
three noieties independently selected fromthe group

w@omgisasdng of hydrogen, hal ogen, - (Cl-C6)al kyPCT/EE2B)3/005883
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-NR52, -OR5, -(C3_C7)cycl oalkyl,

-(C2-C9) heterocyclyl, -C02R5, and -CONRSR8; with the

provi so that a heteroatom of -3he foregoing R4

substituents may not be bound to an spa carbon atom

bound 15 to another heteroatom and wherein R5 and R8

of said - CONRSR8 group may be taken together vvlgh t he
at-8adN((Co-Galalkidh: t hey aB@N{Gsfelswedoaliyl)f orm a -SONRR and

( %5!\@0) dﬁl;gﬁ"@r @é,‘ﬁ%’)éﬂ/l wHeReirsdi dﬂ(¢bt©5) Y F QC{ €s heteroaryl are optionally
© TR0 R By gt s R St e ieondbiR ! A=) 50 -5
ea®h -N-s di$t dnd i’ saridRfeamd it e s iy NR&R 2B (edoréupomay betaken together

Oyt BheCRdhd t%WhT&Q Rl aFZeVéi‘t"a%@rb @Wa ((:Cé )ﬁ@tér@kﬁm 20
opt 1 onal ||>r/1 substituted as describ above,

In 3 .
pr ef er rEEMEHEYd |”?Feﬁlve“tt°ﬂeprﬁ‘f‘q§§eﬁt°°fr}l?%’ﬁ’t Phifor B‘F@vﬂ deeren R™ s
C O(Qa.Cubiealyl odptibriadly Burstituied by 2ndo thie€Rdieti€d ild&beAderBy B8ected from the

0 nq

ORI BB 0y
13\ P R(Ps-CaeySiPaik¥h\D 2004/ 056807 PCT/ | Bzotﬂ@%@@@@@ Q8- Ce)a'ky')
E\l -N((C L)) (SO R4.CycNalkiRl  D(C1-B5)alkdl, - §DJ4 CJ/ (\35()2%3) -BORC.-C)alkyl,
T L e = e

R4SGMN(C1- Qa)alkyl)al Sg)gl‘ﬁ(pa-Cs)cycloalkyl)z, and -SO,NR°R®.
The invention also provides a compound of formula 1 wherein R® is
-(C+.Co)heteroaryl, optionally substituted by one to three moieties independently selected from
the group consisting of halogen, hydroxy, -(Ci-Celalkyl, -(Cs-Cyg)cycloalkyl,

-NHSO(C.Cg)alkyl, ~-NHSO,(Cs-Cs)cycloalkyl , -N((C+-Ce)alkyl)(SO.-C1-Cslalkyl),
'N((C1-Ce)al kyl)(SOQ(Cs‘Ce)CYCloalkyD, -O(C1—C5)alkyl, -0-802(01-Ce)alkyl ’ -SOg(C1-C5)a|kyl,
-8S0,(C5-Cs)cycloalkyl, -SO.NH,, -SO,NH(C4-Cg)alkyl, -SO,NH(C;-Cg)cycloalkyl,

-SO,N((C1-.Ce)alkyl)z, -SO,N((C3-Cs)cycloalkyl),, and -SO,NR’R®.

Further, the invention provides a compound in which R® is selected from
-(C3.Cqp)cycloalkyl, -(Co-Co)heterocyclyl, and -(C4-Cg)alkyl-(C2-Cg) heterocyclyl, optionally
substituted by one to three moieties independently selected from the group consisting of
halogen, hydroxy, -(C4-Cglalkyl, -(C4-Ce)alkyl-P(ONO(C4-Cslalkyl)z, -(Cs-Cyo)cycloalkyl,
(CeCro)aryl,  (Cr-Coheterocyclyl,  -(Ci-Co)neteroaryl,  -NR°R®,  -NSO,(C;-Cg)alkyl,

-NHSO,(C;.Cs)cycloalkyl, -N((C4-Ce)alkyl)(SO,-C1-Ceg)alkyl), -N((C4-
Ce)alkyl)(S02(C3.Cs)cycloalkyl), -O(C4-Cglalkyl, -0-S0,(C4-Cglalkyl, -0O-SO4(C4-Cglalkyl,
-(CO)(C4-Cg)alkyl, -(CO)CF,, -(CO)(C3-Cyo)cycloalkyl, -(CO)(Ce-Cyp)aryl,
-(CO)(C..Co)heterocyclyl, -(CO)(Cq-Co)heteroaryl, -(CO)O(C+-Cs)alkyl,
-(CO)O(Cs5.Cyp)cycloalkyl, -(CO)O(Cs-Cyo)aryl, -(CO)O(C2-Cg)heterocyclyl,
-(CO)O(Cy.Co)heteroaryl, -(CO)(C1-Cg)alkyl-O(C4-Cg)alkyl, -S0O,(C4-Cg)alkyl,
-S0O,(Cs.Ce)cycloalkyl, SO,CF;, SO,NH,, SO,NH(Ci-Cglalkyl, -SONH(Cs-Cs)cycloalkyl,
-SO,N((C+-Cg)alkyl), -SO,N((C3-Ce)cycloalkyl),, -SONR°R?, and

-S0,N(C,.Cg)alkyl-(Cs.Cio)aryl; wherein said -(Cs-Cqp)cycloalkyl, -(Co-Cg)heterocyclyl, and -
(C+-Cs)alkyl-(C2-Cy) heterocyclyl are optionally interrupted by one to three elements selected
from the group consisting of —(C=0), -SO,, -S-, -O-, -N-, -NH- and —-NR®; and R® and R® of



3mR2 -(R13 )MR2\ /-(RI3m \ 1) R (R - s N R4

RL2/N Ri -(Rl)mwherein mis an integer fromO0-3
wW@n4/@36807 s a substituent selected fromthe grPCpIB2003/005883

consisting 5 of hydrogen, hal ogen, hydroxy,

(C1-C6)-al kyl, (C3-C7)-cycloal kyl, (C6-Cl10)-aryl, (Cl-

C9) heteroaryl, (C2-Cg)-heterodfclyl, O (Cl-Cs)-alkyl,

O (C3-Ctcycl oal kyl, S2-(C1-C6) al kyl ,

S2( C3-C7) -cycl oal kyl , NHSO2( C1- C6) al kyl ,

N( (C1- G63 al kyl ) (SO2( C1- C6-al kyl')), N((C3- .

CPRENR BaRiR) 9r¢uncpayche. telsenapgeffiey With the atoms to which they are attached to

N(féshr- 456G 2t eter dcHEld ( C3- C7) cycl oal ky: ), N((C3-

%%E{E%S%%dgéféagmcs CQ fﬁé&fﬁl ,@é‘lfsyé%ﬁ’ PiEXstoaty. optionally substituted

CHY ARylP , thisepTpiktiEs - iCRpeydshiyabasdted BORNRSRBEUp consisting of halogen,
5 SGHMo%/CLE6d ik )@gﬁﬁcb@(%sg&?{:@l}w hiS04(0=Celoycioalkyl,

? J

g%ﬁ“@%ﬁ%{@‘)&ﬁf é‘lcﬁ%a "dé'?i((%écﬁi?%ﬁ/é%@ﬁ'&% yolqai) £ or 1RIPaCs)alkyl,

3 -YE 0200468 BY 8 6FORTITTLH) B0 0-3020588ycloaldP; ID.NHN SOMFRC,-Co)alkyl,

Whakei i t § u 56

coroofba ERYBAIE So (o3 kIR SRNIGE -\l By pamiet.

Rl R? %bﬁ%"ﬁ?t@ tuﬁlpgagrﬂylcﬁz a (cmjggumi inj whigQRER™ \ifN-(Q21Cs hggerocyclyl,

10 r oplioRdllyRéubRitutEd. byRéne- (oRIBgemididties RbdpemuéRAly lsklecte® M the group

consisting of halogen, hydroxy, -(Ci-Cglalkyl, ~(Cs-Cio)cycloalkyl, -NSO,(C4-Cg)alkyl,

'NHSOQ(C3-CG)CyC|Oa|ky|, -N((C1-Ce)alkyl)(SOZ-C1-Ce)alkyl),
"N((C1-C6)alkyl)(SOz(Ca-Ce)CyC]Oalkyl), -O(C1-C5)a|kyl, -O-SOz(CrC(})alkyl, -SOZ(C1-C6)aIkyI,
-SOz(C3'C5)CyC]Oa|kyI, SOzNHg, SOZNH(C1-CG)aIkyI, -SOZNH(C3-CG)cycloalkyI,

15 -80N((C1.Co)alkyl)z, -SO,N((Cs-Ce)cycloalkyl),, and -SO,NRPR®,
The invention further provides a compound in which R® is ~(C4-Cg)alkyl-(C2-Co)

heterocyclyl, optionally substituted by one to three moieties independently selected from the

group consisting of halogen, hydroxy, -(C;-Ce)alkyl, ~(Cs-Cyp)cycloalkyl, -NSO,(C4-Ce)alkyl,

-NHSOz(Ca'Cs)CyCIOQIkyI, -N((C1-Ce)alkyl)(SOZ-C1-C6)alkyl),
20 -N((C4.Co)alkyl)(SO2(Cs-Cs)cycloalkyl), -O(C;-Ce)alkyl, -0-S0,(C+-Ce)alkyl, -SO4(C4-Cg)alkyl,
-S0,(C3-Cs)cycloalkyl, SOzNH,, SO,NH(C;-Cg)alkyl, -SO,NH(C;5-Cg)cycloalkyl,

-802N((C+.Cg)alkyl)z, -SO,N((Cs-Cs)cycloalkyl),, and -SO,NRRE,
Moreover, the invention provides a compound of formula 1 wherein R® is -(C4-Cs)alkyl

optionally substituted by one to three moieties selected from the group consisting of halogen,
25  hydroxy, -(C4-Ce)alkyl, -(C+-Ce)alkyl-P(O)(O(C4-Cs)alkyl)a, ~(Cs-Cio)cycloalkyl, (Ce-Cyp)aryl,

(Co-Co)heterocyclyl, -(C4-Co)heteroaryl, -NR°R®, -NSO,(C+-Ce)alkyl, -NHSO,(C5-Cg)cycloalkyl,

-N((C1-Calalkyl)(SO2-C1-Colalkyl), -N((C+-Co)alkyl)(SOCs-Co)cycloalkyl),  -O(Cr-Co)alkyl,
-O-SOg(C1-C6)alkyl, -(CO)(C1-CG)alkyl, -(CO)CFs, -(CO)(C3-C10)cycloalkyl, -(CO)(Ce-Cm)aryl,

-(CO)(C4-Cgo)heterocyclyl, -(CO)(C4-Cg)heteroaryl, -(CO)O(C4-Cg)alkyl,
30  -(CO)O(C;.Cqo)cycloalkyl, -(CO)O(Cs-Cygp)aryl, -(CO)O(C2-Cy)heterocyclyl,
-(CO)O(Cy.Co)heteroaryl, -(CO)(C4-Cg)alkyl-O(C4-Cy)alkyl, -SO,(C4-Cg)alkyl,

'SOZ(Cs-Ce)CyCIOEIKYI, SOZCFS, SOzNHz, SOgNH(CrCe)alkyl, -SOzNH(Ca'Ce)CyCIOalkyI,

-SO2N((C4-Co)alkyl)s, -80,N((C4-Cs)cycloalkyl),, -SO,NR°R?, and

-SO2N(C+.Ce)alkyl-(Ce.C1o)aryl; wherein said -(C;-Cg)alkyl is optionally interrupted by one to

35  three elements selected from the group consisting of —(C=0), -S0O,, -8-, -O-, -N-, -NH- and



R& 4 \NNN /Rr\/R& RLRRRLRL 32 -(R )mR
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The present invention also provides a conpound of
formula 4 WD 2004/ 056807 PCT/ 132003/ 005883 -40- H I N
CF3 N ND Hwherein Dis selected fromthe group
consisting of: 4 R4\ /RA NS R q(R2R1\) g(R2R1C) N

q( C :~0Ov, N (R 1§|_)b6m R13)m (R13)m N NrR4 I\!/R4
W%E%&Rﬂs %qem\l\l)'? Ia%ml.@)mqy be taken fogether) with the atoms to
( RhBY they R} tavEeRIBHM a QC.-8.)hdrobyclpd\ N R4 q( R2R10)

q( RZRLG), 4 '3?0%9 is @ compound of formula 1 wherein R® is -(C-Cs)alkyl optionally
substituted by one to three moieties selected from the group consisting of halogen, hydroxy,
-(C4-Ceg)alkyl, ~(C3-Cyo)cycloalkyl, -NSO,(C4-Cg)alkyl, -NHSO,(C;5-Cg)cycloalkyl,
-N((C1.Ce)alkyl)(SO,-C4-Cg)alkyl), -N((C4-Ce)alkyl)(SO(C5-Cs)cycloalkyl), -O(C4-Cg)alkyl,
-0-80(C4-Celalkyl, -SO2(C4-Ce)alkyl, -SO4(Cs-Cs)cycloalkyl, -SO,NH,, SO;NH(C;-Cg)alkyl,
-SO2NH(C5-Ce)cycloalkyl, -SO,N((C4-Cg)alkyl)z, ~SON((Cs-Cs)cycloalkyl),, and ~-SO,NRORE.

In a preferred embodiment, R* is a substituent selected from the group consisting of
hydrogen, (C4-Cg)alkyl, and —(Cs-Cy)cycloalkyl; wherein  said -(C4-Cs)alkyl and
~(Cs.Cr)cycloalkyl is optionally substituted by one to three moieties independently selected
from the group consisting of hydrogen, halogen, -(Ci-Co)alkyl, -CN, -NR%, -ORS,
-(Cs.Cr)cycloalkyl, -(Co-Co)heterocyclyl, -CO,R®, and -CONR®R®; with the proviso that a
heteroatom of the foregoing R* substituents may not be bound to an sp® carbon atom bound
to another heteroatom; and wherein R° and R® of said -CONR°R® group may be taken
together with the atoms to which they are attached to form a -(C2-Co)heterocyclyl.

In a further preferred embodiment, R* is hydrogen.

Further, the invention provides a compound of formula 1 wherein R® and R® are each
substituents independently selected from the group consisting of hydrogen and -(C;-Cg)alkyl,
optionally substituted as described above.

In a preferred embodiment, the present invention provides a compound of the formula

H
:<\l;©\ > o
O |
NJ\N/ A
H
2

wherein A is selected from the group consisting of:
4 4

P{N/R ,-'"'iN/R T /R4
R1
| |

N
R! AN R N\ N
R? 13 R2 1 R2 'l“
/ R )m / (R )m I / (R1 3)m




N (RI3)M (R13)m/ (R13)m O 4 R4ANRANR N gq(R2R1\) N
q(RRR1C) (R2ZR1\) Ng (R13)ym(R13)m (R). Q WO
wWQOm408B6807 PCT/ 1 B2003/ 005883 -41 R4 R4 R4 PCT/IB2BB3V005883

N~ rJ N g(RRLIC) O q(R2R1c) q(R2R1 \) >13)m (R13)m
-(RI3)yYmN N /RA\ R4 NRa N N gq(R2RL') q(R2RIC) 2 1
q(RRC) (R13)m (R13)m (R13)m=-38* \ N R4\ 4 /R\ N R4
02 f gq(RRR O q(RRRC 21 q(RR) (R13)m(R13)m
(R13)m S "~LS02 RANR4AI NR4~NR4 N(R13)m J (R13)m (R13)m
(R13)m N O/INR4 /INRA NRA \NR4A N (R13)m (R13)m

(R13H_,trn )%{1.3) m NO | N,_,-54 NF§4 SS\NR4 / NN /R4

H R1

N\ R? \
1 ”l\/

R R2 ‘
9\( (R1 3) ﬁ\@ (R1 3)
i R
7/

R4
L/ <
N N N
E) ,and
R N\ R? S R N

2

<\ _>~<R13)m At A

N
s

e

N

R4

R1

R? k jﬂ R,

wherein m is an integer from 0-3 and R™ is a substituent selected from the group consisting

5 of hydrogen, halogen, hydroxy, (C4-Ce)-alkyl, (Cs-Cy)-cycloalkyl, (Cg-Cio)-aryl, (Cy-

Co)heteroaryl, (Cz-Co)-heterocyclyl, O-(C-Cg)-alkyl, O-(Cs-Cy)-cycloalkyl, SO,-(C4-Cq)alkyl,

S0(C5-Cr)-cycloalkyl,  NHSO,(C4-Cg)alkyl, N((C+-Ce)alkyl)(SO,(C4-Co-alkyl)),  N((Cs-

Cr)cycloalkyl)(SO,(C4-Ce-alkyl)), N(C4-Ce-alkyl)(SO2(C3-C;)cycloalkyl), N((Cs-

Cr)cycloalkyl)(SO(Cs-Cr)cycloalkyl), OS0,(C4-Celalkyl, SO.CFs, SO:NH;,  SO,NH(Cy-

10 Ce)alkyl, SO,NH(C5-C7)cycloalkyl, SO,NR°R®, SO:N((C4-Ce)alkyl),, CF3, CO-(C4-Cg)alkyl, CO-
(Cs-Cy)cycloalkyl, COCF3, CO4(C4-Cg)alkyl,

“\
ozs/

Also provided is a compound of the formula 3



/I (R13)m & R13)m - (R13)m S02 SO (R1I3)ymON 2 5
wherein g is an integer from1l-2. Mreover, the
w@e@gomsoT nventi on provi des a conmpound of for neCHIERV0INDSSS83
2004/ 056807 PCT/1B2003/005883 -42 HCF3 NI ~~" HN
E wherein Eis selected fromthe group consisting of:
i~N~R4 Rl R2 (CR1IR2)g R14 R$§-SO2 5 wherein R14 is
sel ected fromthe group consisting of (Cl-C6)-alkyl,
(C3-Cr7)-cycloal kyl, and (C2- C9)-heterocyclyl, and R15
is selected fromthe group consisting of hydrogen
(C1-C6) -al kyl, (C3- C+cy'¢| oal kyI nd
( C2- C9) - heterocyclyl pEC e;t ferdts of the
present invention are c Onpaund I d from
N- (1- Met hyl - 1- phenyl - et hyl ) - 3{ 2("2 0- 2, 3-di hydro-1

tr|h?%uoBrgrsréfﬁéqPor%theﬁ]rod'f)ﬁorkf's)}lga?ﬁ noj] - met hyl } - benzenesu
B_H ’fe; 3-{[2-(2- Xxo- 3qI|hydroI

H-T AUl - 50yl am no) - 5- t ik | uét omet hyl - pyrum/a‘lin/zt yl ani

noj - thyl } - benzenesul f oriam de;

5- §14= | uor o- rreth%\neulfo

i no]r5-trifluoronethyl -y

yl am no} 1, 3-dli gg’ro i ndd¥- 2 453, R? G

5-{4-[ (Pi peridin- 3- ylmethyl) H0] - 5-trifl uoronmethyl -

pyrim di n-2-yl am no} - 1, 3-di hydro- indol - 2-one,;

5-{4;[ (1 Met hanesul f onyl - pi geri di n- 3-yl neth )-g,m' noj -
g_n"ifj/uororret hyl - pyr| \dl,n’ 2- /

) -benzyl am
2-

N (3- 2- ( 2- Ox0- 2; 3- di hydrlg
H-|Rndl- am,no) - 5-t I f{uo ofrethy | - py
yl amRno] hff " phenyl ) fret hanesulf®nani de; ®* /)

H i ndol - 5 ylamno) 5- trlfluor yl -pyrimdin-4- yl'am

i nal’- ngt'hyl } - pi perid int1-yh)- proplonltrlle
52> 3(11D|oxolr'JI/)é < K

- pyrei yl am no}-1 dro-i’ndol - 2- on
5- [ 4r2( 2- /1 - byt yl ami ng) -5¢Tri ™ uor onet H/
-2-yl ami “Hl"hydro 'ﬁ ndal - 2- R®)m

N N
R1

R4 |
~
N b
3 b R1
R R2 —(R'3)
R? RS, R? RS, "

KN N oL

N
R
— (R, — (R, R2 — R,
5

The present invention also provides a compound of formula 4



one;

5-{4-[ (1- Met hanesul f onyl - pi peri di n-2-yl met hyl ) - am no] -
w®2aosf0sdsoor onet hyl - pyri m di n- 2- PCT/IB2003/005883

yl am no} -1, 3-di hydr o-i ndol - 2-one; WO 2004/ 056807

PCT/ 1 B2003/ 005883  -43 N-{2-[27(2- Oxo-2, 3-di hydro-1

H- i ndol - 5-yl am no) - 5- trlfluoronethyl pyr|n1d|n 4-

yl am no] - et hyl } - met hanesul f onam de;

N-{4-] 2- (2 Oxo- 2, 3-di hydro-1

H i ndol - ylan1no) 5-trifluoromethyl-pyrimdin-4-

yl am no] - but yl } - met haneg am CF3

5-{4-[ (1- Met hanesul f ony iqﬁg%ifglnethyl) am no] -

5-trifluoromethyl-pyrimd Z

yl am no} -1, 3-di hydr o-i ndol - 2- odé

NiMeielmyD isNelbeted fonf e @¥ddp 2ordisthdiprdr o- 1

H i ndol - 5-yl am no) - 5- trlfluo4ronethy|-pyrirridin-4

4UJF amj#fo] - et hyl } - net h eguFfonanide; haﬁgsdeonlc
a\ -{[ 2- (2- ox0- 2, 3-i dro 1 Hindol - 5 yI

|no) -tHf| uormnet I

2 1
Py« RS N | am no] - ester R°R'C)
N-{3-[ 2-{2- Ox§- 2, 3 dlhydr
H- i ndol - - yI & 8= 5- trlfluo onet y“ Yrimdin-4

yl am no] - yl } - met hanesul f on

5-{4- [(4 N@thanesulfonyl nn@phol|n 2- yl met h ) am no] -
S-p{ityuoronethyl pyri ~d|ﬂ'2- N

a o} 1, 3- di hydr o- i ndol\- 2- one; 15

uor o 3- {[ 2- ( 2- oxger®;.3- di bydro-'1 dﬁwé) |
I no)-5-trifl uoronmethyl - pyrim di n-
- metlhykd- phenyl ) - ngt hanesulrignani de; T R®)n

o-#or phol i n- 2-yl me -anino] -5-trifl uareih
pyrl {di n-2-ylam no}-1, 3- di hydro-indol -2-one
Metdioxy-3-{[2-(2-0 4di hydro-1 . R*
- b- ylan1no) 5- trufH romet hyl - 20 rﬂi,/
pyr|n1g 4-yl am np] - nethyl}-phenyl)-nethanesW'fonanid
W -

‘e; oRR§ | - 3-{[ 2- (2R Ndi hydr o- 1 4®%R'c) AN
H i ndol - 51yl anj no) - 5- trlfluoro th I-E rimdin \ i
4-yl am no]\- n&f il - phenyl ) - met Nangsuff Bnani de; Rm

5-[4- (3- Met hanesul f onyl et hyl - benzyl am no) - 5- trlfluoro

nethyl pyrim di n-2- ylan1 o] - 1 3-di hydr o-i ndgl - Zwone;
a =

5 {A{i%A Trlfluoroacetyl rpholln 2- ylnethyl)‘anlno]

22w>¢2<

5-trif uoronethyl pyr i @% dﬁwck\\

yl ankRrey - di hydr o- |ndoI ej] —N
5-{4-[ (13 esul fonyl - azet din -M$ﬂpthyl)-an1ggtr5RBM’
-trifluoro ®Ppyrimdin-2-

yl am no}- 1, i hydr o-i ndol - 2- oné,

N- Met hyl - N- (4- met hyl - 3-{[ 2- ( 2- ox0- 2, 3-di hydro-1

H i ndol - 5-yl am no) -5-trifl uoronethyl- 30

pyri m di n-4-yl am no] - net hyl } - phenyl ) - net hanesul f onam d
e,

5-{4-[ (1- Met hanesul f onyl - pyrrolidi n-3-yl net hyl ) -am no]

-5-trifluoronethyl-pyrimdin-2-

yl am no} -1, 3-di hydr o-i ndol - 2- one;

N- Met hyl - N-{3-[ 2- (2- ox0- 2, 3-di hydro-1

H i ndol -5-yl am no) -5-trifl uoronet hyl - pyri m di n-

4-yl am no] - propyl } - net hanesul f onam de; 35

5-{4-[2-(1- Met hanesul f onyl - pi peri di n-2-yl ) - et hyl am no]
-5-trifluoronethyl-pyrimdin-2-



yl am no} -1, 3-di hydr o-i ndol - 2-one; WO 2004/ 056807
PCT/ 1 B2003/ 005883 -44 5-{4-[(4- Met hanesul fonyl -pyrid

WO pe02/05d8oet hyl ) - am no] - 5-tri fl uoronet hyl - pyr i nPcii/IB2803/005883

yl am i no}- 1, 3-di hydro-i ndol - 2- one;

{2, 2- D|rrethy| 3-[2-(2-0x0-2,3-di hydro-1

H-i ndol - 5- yl ani no) - 5-tri f I uor et hyl - pyri m di n-

4-yl am no] - propyl }-carbamic acid tert-butyl ester; 5
5-[4- (3-1sopropoxy-propyl am no)-5-trifl uoronethyl -pyri
md|n2ylamno]13d|hdrg-|ndol20ne o

5-{4-[ (1- Met hyl plperld ylmsthyl) am ng]-5®trifluo
romet iyl ;R8yri m din-2-y rrN);’;)} "'gi/
1, 3-dMydr o-i ndol - 2-one;, \ \
5-{4-“\I’etrahydro pyr af*ge ﬂylﬂ) ani noR&B.9
met RFR Py i m din 2 yI am no} - 13

di hydr o-i nfioT} 2- g 7 ®m
5-[4-(2-EtthLbiJRt’g?Iam'no)-5-tr|rﬁ uor onet hyl - pyri mig#n-
2-yl ami no] - 1, 3- di hydr o- indol - one;

SWAIM%'Eétrahydro fur an42R- yt msthyl) am no] - p-trifl uor
pyrim din-2-yl n/} 1, 3-di hydro- i/ oJ/20ne

5 ﬁBfRF( et dr o- f ur arEeS yl ) - ani no] m@*é rifluor
onet hyl - gyri m|di n-2-yl am no} -\ 1, 37di hydro-i “ndol - e;
5-{4-[ (5-|Met hyi=®man- 2- yI nﬁé‘?ﬂmo] 5-trifl uorererR™y,
thyI pyri f'n- 2-yl am no}-1, 3- di hydro-indol - 2-on

(1:.Met hanesul fonyl - pyrr.ol
| d| \Z,yl nmet hyl ) - am no],rit,rl fl uoronet hyl - p’)_I'H m'/d‘i n- 2-
20 vyl az'l no‘{mgl? 3-di hydr o-i n¥lol - 2- one; N
5-{ 4ebbAdanegit an- 2-yl ne
pyr?er'I{ -yhami no}- 1, %F!aeﬁ ' r ONi ndol - 2- offER'C)
5-{4- [(Ad mant-an-gs vl met hyl ) -am w trifluor OW;(Rw)m
pyrim di n~2-ylLam no}-1, 3- di hy d;ndol - 2- one; 25
5-[ 4- (2- Met hoxy- 2- net hyI pr opyl ami no) -5-trifl uoronet hy
| - pysimdin-2-yl arp,ano] - di hygpo i ndol - 2- onJeJ,J

- ami_no] - 5-tri f 1 ugr anet hyl -

5- {ZANkéndo- Bi cycl oONR%. 1 “NR* “NR?

] hept { 5- en- 2-yl net hyll ) -am no] - 5-tri|f | uor onet hyl - pyri m

di n no}-1 [,0- i ndol oONe. 43 D 513
(3- [2,(1@8@ 3d|@a'%hn RS, (R™)m

-5-yl am no) BEtrifluoroneth -Opyri m di n- 40yl ami
no] - ;30 met hyl }-benzyl) - phosphoni ¢ acid di net hyl

est N

5-[ 4- wl\/bt hyl - butyI\Iam no)-5-trif IEoromet hyl - WR“m’ di n
-2-y 131 3-di o- i ndol - 2-

5- { ( droxy- ¢ycl &) et hiyl ) -&ﬂdRié)]m 5- tr1 THaRS)p
eth i mdin-2- m no}-1, 3- dr o-i ndol|- Jne

35 I\I-(4-I\/Ethoxy-3-{ 2- (2-o0xo0-2, 3-di hydro-1 o)
H i ndol - 5- yI am no) - trifluoromethyl-

pyrira di n- yI a O‘gso] net hyl } - nyl ) - N- net hyl s net hanes
ul foglqm de; )4,R56807 P ‘I\ﬁ%\QOB/ 0058835

“NR?
é_ R13 m g\__ R13 m é_ R13 m
é%_Z(R-[s)m O/ ( ) N/ ( ) 862( )

wherein q is an integer from 1-2.

Moreover, the present invention provides a compound of formula 5:



-45
5-{4-[ (4- Et hanesul f onyl - nor phol i n- 2-yl net hyl ) -am no] -5

WO reososasor onet hyl - pyri mi di n- 2- PCT/IB2003/005883

10

15

20

2

(3,1

yl am no} -1, 3-di hydr o-i ndol - 2- one;

5-(4- {[4 (Propane 2-sul fonyl) 2rrorpholln 2-yl methyl ] -am
i no}-5-trifluoronethyl -

pyrim di n-2-yl am no) -1, 3-di hydro-i ndol - 2-one; 5
5-{4-[(4-Acetyl -norpholin-2-ylnethyl)-am no]-5-trifluo
romet hyl - pyri m di n-2-yl gm no} -

1, 3-di hydro-i ndol - 2- oneﬁ CF3

5-{4-[ (4- Propionyl - y rra yI) am no]-5-trif
| uor onmet hyl - pyri m di n-2

yl am no} -1, 3-di hydr o-i ndol - 2- ohle 5 (4 {[4-(2,2-Dim
Ehhin BNORId R ol the é}BlﬁH&hs&tW\g%fW meth yl]-am
ino}-5-trifluoronethyl -

pyri m di n-2-yl am no) -1, 3- d| hydr o- i ndol - 2- one;
2-{[2-(2-Oxo0-2, 3-di hydr

H i ndol - 5-yl am no) - 5-t T\I\ g(omet hyl - pyri m di n-4-yl am
no] - net hyl }-nor phol i ne- 4- ¢arboxylic acid nethyl

ester;

5-{4- [(4 Met hoxyacetyl p hq@z yl met hyl ) -am

i no]-5-trifluoronethyl-pyrim Qi n-2-

yl am no} -1, 3-di hydr o-i ndol - 2- gne;

5-[4- (3- Et hanesul f onyl - ben ' B’%/ -tr|fI uor onet hyl -

pyri m din-2-ylam no] -1, 3- di hydro-Ttndol - 2- one;

Swieteih (A% ib/belb@ercsu the QWP nesistied of NCQR)?lkweﬁOa%))Gydﬁﬁlkub]and (Cor

) ég)lhre{efdc %HWL se@é’dfédrﬂoql tﬂe group consisting of hydrogen, (C4-Ce)-alkyl, (Ca-
2-y ro-i ndol - 2- one;

SC{)ZPVT"{@'L'W ?%%&U{#%W?Ymr phol i n- 2S-yl met hyl ) - am
i noj - SSpe’cif'f: kmbsdirnantsoy the pyasemhiriveition 2re c@i@ipounds selected from

yI am n - y
9% e?hym Eﬁ/g‘}l%ltﬂ%ggﬁg io%‘?ﬁ djhydr_o 1“ in oll'lgrylg%nto
pV l'ilqwfﬂ?t "Eer'%iﬁﬁrY@}mnP] metyienzenesyiipanidss. one;
5-{4- élﬁxzr(@.mmz G)Hyﬂi’eﬁhiylhdoi Byiamdl)-54rifludrbietoylarridiv4-yminol-
! I;n d 1, 3-di hydro- indol -2-one; 25
mﬁ”gL’PVLF%“&?%e% 0{1 rﬁ f"'z 0x0- 2, 3-di hydro-1

H i ndoE{45L3y(rfaflwmetl®npwlfﬁw})d%emﬁfmm] -Spfiupiemgihpl-pyrimidin-2-
4y|¥,lnfﬁ8j nghmpaghmb&zmenyl ) - N-met hyl - met hanesul f onani de

|no]5 53 1{4 M?lpﬂg iﬂ:@ @7#’1 %/]rﬁtf) oﬁornlﬁa yppysr%dﬂlrr?ﬁb%%rpo} ‘?g]dlhydro-
ylnammie 1, 3-di hydro- |ndoI 2-one;

5-{4-[ 642 $%%%Mésﬁkon9%&h9ih13mr2et Z)@rgrgBﬂSJtrifﬂB?omethyl—pyrimidin-2-

no]-5tr|fluororre -pyri mdin-
yV‘é‘FH”ﬁb} 3-flihydraingdglef- T r ndol - 2- one;
5- [ 4- ( 8,-(3<Di(2rekdrg J3-dydred Heindoj-b-gdaimimo))-5-FilterpmEth g mgriniding-
ydr o-i ndol - 2- one;
%ﬁﬁn?]fqétﬂﬂzp%b ﬂgk&ﬂ;nelgﬁ%g?ﬁﬁﬁ% -5-trifluoromet th wr i,
m di n- 3= @‘Péﬁ?ﬁ@]( $X032 %i’p W? oH- n%b@ylar@mgh%tnﬂ%om thyl-pyrimidin-4-
5ylehino2majihesatioib- et diydionétilby | am no) - 5-tri f1 uor omet hyl

2836 Lrl/ oég‘% 837& ﬁéﬂ?{%@@%@}ﬁ@%@@@gﬁy fié{gpﬂlé?rql%] 54fBRmeMR-pyrimidin-2-

5ylprminopd,8-gihydrpiingiek?-anep6- i sot hi azol i d in-2-yl)-ethyl am
i No] - 5stiid ey BB kMYHo)- 3 flidFornthl-pdrimidin-2-ylamino]-1,3-dihydro-indol-2-
one;
5-{4-[(1-Methanesulfonyl-piperidin-2-ylmethyl)-amino]-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;



yl am no} -1, 3-di hydr o-i ndol - 2- one;
5-[4-(3- Met hyl am no- propyl am no) -5-trifl uoronet hyl - pyr

WO poosai5802- yl am i no] - 1, 3-di hydro- i ndol - 2- one; PGI/IB2003/005883
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5-{4-[ (Pyridin-3-yl methyl)-amno]-5-trifluoronethyl-py
rimdin-2-ylam no}-1, 3-di hydro- indol -2-one;

5-{4-[(6- Met hanesul fonyl - pyri @8n- 2-yl net hyl ) - am
ino]-5-trifluoronethyl-pyrim din-2-

yl am no} 1, 3-di hydr o-i ndol - 2- one;

5-{4- 3{(21 1- Di oxo-1, 1, 6-i sot hi azol i di n-2-yl ) - benzyl am
|no] 5 N[22 10ro @B hydro-dirindel-atilamPo)-& ifluoromethyl-pyrimidin-4-

y yRiindPthyl)-Bedlbitbdfoarhiggol - 2- one; 5-[4- (1

El rF:g]e nﬂ {é?%—%é)&}n%g-ghﬁcg? 1I|:II fd|8ﬁ€ylamm hél trl%luo);(;me%y(ii I;)erm%c-ilx |4?
5Yleminosloyy epgthanesulondmitie;i f | uor onet hyl - pyri m di n- 2-yl am
eER e ol R R L
rTP" B‘j”oi %dgiyﬂ%dﬁdﬁ F2-fRfol - 2- one; 15

5- (4S- deldetBrH\NyR42v{2raxoB; &dlmyfdfdsm-l-mHGISW}’dmnWH-tﬂﬂudio?ne&ryWyﬂmldm-
”14 [y%)n ri'o] éfh?“?&éﬂ&r?esbﬁbﬂ% o.”e

m no)-5-trifluoromethyl-pyri

m di n- éﬂey]aa?ﬁuma feig. %ﬂ gzocrxez a ﬁm@ra-ﬁi t¥rlel;5-vianjido) (Gitrifluoromethyl-
SpyPinediy-4-yeirinyol- amwlpbhéﬁyndstef-l uoronet hyl - pyri m di n-2-yl a

m noj - , -

5-{4- [ Z“z{g&ﬁ AR "yﬂ';fre“tdﬂ" 'V'?%*P@?aff'f.“mﬁ*w-maﬂ)@raf*ﬁ
nw]ﬂm@o}rrrpwl}mf@ﬁmuﬁymanpqﬁu m di n-

2-yl amgnpl4- Meﬁlaﬁléshydi&l%érﬁmha%n%%/i) -amino]-5-trifluoromethyl-pyrimidin-2-

4- P, trifluoromethyl-pyrimdin-2-ylam no
ylglm@o%fg)éﬁyéc}] % %: one;
5-[4- (R (Wwpwx%fﬁzmmmzmrwmw Hainilat6)ylemitia)i5fififluoroanestilyyytimidin-

%/rahqmojj}nath%} p{ﬂgﬁg} mgt},a,qesgqfon?rhlagdro i ndol - 2-one; 25

ne 5-trifluoronethyl -
yr| i dfl’ #%j QK%ﬁﬁowa?%f Wetgwh%wd rtfHgToMEihyheyrimidin- 2-ylamﬁo} 1,3-
Sdifiybrg-hBeligbdneanesul f onyl - yr| di n- 3-yl et hyl ) - am

-inoj - 5Nt(ﬁ Il\/fe hH%{-ﬁ ﬂy)Jo ;@H Al n\dgl -5-ylamino)-5-trifluoromethyl-

yl am no

SR '@i"afﬁOhm x)) FPP@FHW?*%[WFW@PEFBM? ri fluoronethyl - py

r5i m di N-(leyéth@]m f1od2=cko-3; SCHIHWQ)KM-IE&? SwaHHthl -3't|‘i¥tﬁhﬁrolmethyl pyrimidin-
o] rifluoronethyl-pyrirm

4%’“ ﬁetﬂlm eF%ilmng%%ﬁ&%]P% 'b? 'ndol - 2- one;

N- | sop?tplptMathangsyifonyj nze-tlmcbenzylaﬂtﬂpr@tmﬂwqmethyl pyrimidin-2-ylamino]-

Ht,8-amodro Sl B8gN0) - 5-tri f | uor onet hyl -

pyE | m u] [(4-TrYfJugrr<‘)nacn le m%rpgahg-;-ylmetkyn)agn%ﬁé]llJtﬁfPu%EQm%?hyl py?lrSnldln-Z-

S"Wlm}dx%rﬁfbldwlndﬂermehyl propyl ami no)-5-trifl uoromet hy

OZ/V | %ﬁ\é’gmg@:@rﬁsg%g%} d%gg%é@h&“ﬁj}&mha%q |ﬂL%r0%(t:‘nyl y)yr?mldm 2-

oh3e (ydrodngad-2rope; 2. oxo- 2, 3- di hydr o- 1
H- [ ndoN-M.iBﬂ'wI -lekid- me&yl@-{tZ‘-(Qfolxm@,Bmﬂtbyﬂl-}ulnw-mymmino)-5-trif|uoromethyl-

Qﬁé am de;

5&@”?11&/ IQrWn etp}ﬁ}lﬁ Il&?}.) Jvﬁ Féerﬁggli- | am no) -5-trifl

uor omet” th[ p@rﬁzﬁﬂﬁoHyl—Eyrrohdm 3-ylmethy| ammo] 5-trifluoromethyl-pyrimidin-2-
ylaming}-1,3- dlhydro indol-2-one;

N-Methyl-N-{3-[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-triflucromethyl-pyrimidin-
4-ylamino]-propyl}-methanesulfonamide;

5-{4-[2-(1 -Methanesulfonyl-piperidin-2-y!)-ethylamino]-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;



yl am no] - 1, 3- di hydr o-i ndol - 2-one; 5
5-{4-[ (1- Met hanesul fonyl - pyrrolidi n-2S-yl net hyl)-am no

WO 284084807 uor onet hyl - pyri m di n- 2- PCT/IB2003/005883
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yl am no} -1, 3-di hydro-indol -2-one; 5-{4-[(3-Methyl-th

I ophen- 2- ylnethyl) am no] - 5- trlfluoronethyl pyri m di n-
2-yl am no}- 1, 3-di hydro-i ndol *4= one;

5-{4-[ (1- Met hanesul f onyi - pyrrolidi n-3R-yl net hyl ) - am no
]-5-tr|fluoronethyl pyrimdin-2- 10

yl am n 1, 3-di hydr o-i ndol - 2- one; 5-[4-(2-Hydroxy-1

S- phen;%r{ é(ﬁﬂ%t%sulfonyl pyridin-2- ylmethyl) -amino]-5-trifluoromethyl-pyrimidin-2-

[ lykabmrﬁ}ﬂlsmmydmﬁrmmz byd; - pyri m di n-2-yl amino] -1, 3-

di hyd :
SI rrgt rh Qﬁéth)@3 ?f@)ox 2[3 dll&ﬁ@% ng(%% )yilar‘rb)ﬂ)—Sﬁﬁlf[ﬂlprﬁmfthyll-pgnmldm-
'riP]'BmPH -BRIRAMTHC @q*ﬁjfellt botylgster; 15

5 [4 ( 5Rs- wldmwberlarﬂﬁcQ@&hMcﬂ{&hyﬁer.HdA QL%%%]‘ hyl Id'hydro
prglrg(%{nZylamno] , 3- di hydr o-i ndol -
Pyrim din-4-yl -ethyl am

i no) - 55'({4 (1 Moty briraridipt3-yinyethyii-atiim]-B-tyfluamhi gy rimidin-2- ylammo}

31 didihyeoOndol-AdRd. - 2- one; 5-[4- (1, 1-Di oxo-tetrahydro-1
-thiop pyrimdin-2- 20

- 3- i fl hyl
o o PR o s ol b har Sore i 3 i) 1.5
Hdihydretindoi2-ghey | met hyl ) - ami no] -5-tri fl uor onet hyl - pyri m
d| n-2-yJ
SeJ4- A e b AR RS g tiwge-ngor2
yP % di n- 2-yl ami no] - 1 3-di hydro i ndol - 2-one; 25
5-[4-( S%mtﬁtrylhydfmiumﬁlmﬁml)- amibd] 5t ForERHy DY rimRMH-2-Wibfino)-

'FB%’hJj .3-di hydro=i ndol - 2-one;
%rerﬂo%p% 2- (2-0x0-2, 3-di hydro-1

|+ i ndo%/ {"SKIFI I ffb‘}lfaaﬂtsrwlfﬁ¢tm@raﬁmltct]ﬁymprnyometwlehynmndln 2-ylamino}-
44, 3dmpdrodidorebdyy| } - phenyl ) - net hanesul f onam de;
N- Et hy

H- | ndo# {4'\k5(" ﬁe"r{%{" % %yﬁe*hfyp 86‘&“8%? F{WO'BVPY' RYHidin2:-iaggno}-1,3-

y‘]“*é)ﬁ’f%'ﬁ‘_[’ol'ﬁ@@hyl } - phenyl ) - net hanesul f onani de;

dr'o- 1 ndol
"“'"B" ‘§)Fydl@/'(‘§°m12[°2 ( 2- ox0- 2, 3 d hydr o- 1
H- i nddt-A5Ademantan?-yBrethyl)-ainino}- &ﬂ‘ﬂnd‘wﬂwethyl pyrimidin-2-ylamino}-1,3-
mmyum,ﬁiddlz%hgl am no] - net hyl } - phenyl ) - net hanesul f onam d

5. { 4- [5({3*t li\dgmaniqrse wimteyeb-auinpi--tifigorpmethypyrimiein 2-yBanyi ol 13-
hyjtiyirocindah@lon&- t ri f | uor omet hyl

Doou o’é%@o@”%@”? T S R s e LR RS
i AYAeINdal-29ngier i di n- 3- yl net hyl ) - am
i no] - S-fH{ehtiaiBicgpnaet. N Yihe ¥ enPyith &hy-amino]-5- -trifluoromethyl-pyrimidin-2-

é"?ﬁ%?gﬁ ‘%W%f\‘}gb hy9r.9:.i ndol - 2-one;

anes?ll fonyl - pi peridi n-2-yl)-ethyl am no
] - 5- t fHIPUdPserd8isilydroyi Hiimdol-BHylamio)-5-trifluoromethyl-pyrimidin-4-ylamino]-

We’ﬁm}fb@}nzy]) pﬁo&thMQéc@ddlm?gtﬂill egtepne g oo Chvl
] 5 t %ﬁ(é@ﬁ%ﬁ%ﬁ?%ﬁ@ﬁtp EfPWe 3e(lrplyr|rlmrc}m2%ar2nnoe]1 dll?yrgronl(r)ldoIZ

one,

-5-4- (Q{Alﬁ{bﬂ-lh@tﬂ&ﬁa'dblfoﬁz Xﬂ&ﬁ@lﬂ@@lrﬁ'&hﬂ@ml ']tsrtrléffulol%ﬂ{ewgyh%*dme-

5-{4-[(2-Hydroxy-cyclohexylmethyl)—amino]-S-triﬂuoromethyl-pyrimidin-2-ylamino}-1 ,3-
dihydro-indol-2-one;

N-(4-Methoxy-3-{[2-(2-0x0-2,3-dihydro-1 H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methy!}-phenyl)-N-methyl-methanesulfonamide;



yl am no} -1, 3-di hydr o-i ndol - 2- one;
5-[4-(3- Met hyl sul fanyl - propyl am no) -5-trifl uoronet hyl -

WEeosasadn- 2- yl am no] - 1, 3- di hydr o-i ndol - 2- onePCBHIB2463/ 15883

10

15

20

25

30

35

S- Hydr oxynet hyl - 3- net hyl sul f anyl - propyl am no)-5-triflu
oronet hyl - pyri mdin-2- 10

yl am no] - 1, 3- di hydr o-i ndol - 2- YAe; 5-[4-(2-Hydroxy-1

R- net hyl - et hyl ami no) -5-trifl uoronet hyl -pyrimdin-2-yla
m no] -1, 3- di hydro-indol 2-one; 5-[4-(1

R dr -2-meth ropyl am no)-5-trifl uorometh
A S R T S N A A AR

N-ylEmIW} -1,Bkdh3drbndpR2-onep- 2, 3- di hydr o-1
H- i ndols: (‘5 '{[Xl Iﬁrgbéﬁg)z s%ﬁ‘c;r{y%) Ho\;)w lg]r'f%rqgéhylf)gl%ljng? 5d nP uoroméfthy?l

i no

SPYli”'F'?“f %@%W%ﬁéﬁﬂyﬁr@ﬂ@ﬂd%wq ol i di n-3R-yl net hyl ) - ani no

] - 5- t r BHA-{(orostpinRybromy2-yiMetreh)- BmPo]-54 -

| ﬁlg}d-cj%d,% "qidolﬂ é) | ﬂr)1 oy z < an“) m F]4 (rlﬁurﬁromethyl pyrimidin-2-ylamino}-

‘i‘lr{ propyl am no) - 5tr|fluororrethyl pyrimd
in- 2 yP# (ﬁBIOPEPnﬂmOZ@Om “hyloetyi)-adiob}-Ririgueomethyl-pyrimidin-2-
SylrinG31, Sdibydrbdnue=2d@iazy| ami no) - 5-tri fI uor onet hyl - pyrim

2z ol - 2-
' d' n %A ﬁgl%ﬂ_)m’fthgl pg%)phh () 8105_phol(|jn -2- ylmethyl] ammo} 5-trifluoromethyi-
I—PS{r ' zﬂlaylllf@)rﬂ Aohy&oindofd-ore; onet hyl - pyri nmi di n- 4-

yl am n@h?l@bi?&b,b dFP)g&BM HindoRE DIQH%%E& frﬁmgpngtﬁyl p&rﬁmdm 4-ylamino]-

P RAB SR nkshcawpout o4 Frgieaet hy -
pyri m @-{‘h[(%Myﬂhaxvacubjlmtdhylin}z—mbﬂﬁﬁpﬁﬁHb]f@tﬂﬂu&diﬂ@ethyl -pyrimidin-2-

557I£r4m&}21 w,gxyo%mdgng;a nyl - et hyl am no) - 5-tri fl uoronet hyl
-pyri -2-y f 1, 3- di hydro-indol - 2- one;
5-14-( 4 (3 Ethanesulfonyl enzylamlno) -5-trifluoromethyl- pyr|m|d|n—2-ylamlno] 1,3-

Rim;dd:nockcy-ﬂmhlxyl 3-net hyl - butyl am no) - 5-tri fI uor omet hyl
SD%/V ' E@ Ql' fh'laet}{ér%galh%%ll morp(%ollrf ZOR ﬁmre]%dlg amln(r)]] 5- trlfluoromethyl -pyrimidin-

S Yiaroxl et yye-ndolReanry | - but yl ani no) - 5-tri f1 uor onet hyl

=Methd r m rimidin-2-
L e 2
|

fl"'uoro $rimidin-2
yl am rfof¥= [Ty@ﬂéinfﬂjﬂﬂ@hyl)l‘@mm]ﬁ -tffueron@fhyl-pyrimidin-2-ylamino}-1,3-dihydro-
Andofi2-bké; - Met hanesul f onyl - yrrol i di n-2R-yl et hyl ) -ami no

]-5-tr 0 yrim din-
yl ani néoé1 [(%, @Z'n%ﬁﬁ)ﬁ?ﬂi‘}m TS 'f’Hﬂr@meMPZOfO@I“@SB@UVO} 1,3-dihydro-
FEv)-2-B2903/ 005883 - 49

5 [4- lﬁl)’dro BY[b! '(Qb)ﬁ) %23 i 3?5% I?Iﬁ-md@lrg ?mlno )-5- TﬂTr%nethyl pyrimidin-

54?%/ r| f uor onet
"H'PCB n?eHH 1Ph‘-§1y3ﬁ@11ethyl methanesulfonaml
5-{4- [%{g{wdﬂmeﬁ“fb'fy@ﬂyéﬂdhwmbmylm|h<YJ15'tﬁmoFBPﬂe'tr@T byrididin-2-

yfégﬂm;tl Bydlhyg%dﬁcﬁl %Igrh) ‘i ndol - 2-one; 5

N- Met Wﬁ l(ﬂrJS(OQUt{"[y rphofig- y,tgnqy:yamm Brtrifluoromethyl-pyrimidin-2-
emimdph 3Gtnylirdmdard-ofe; t ri f | uor omet hyl - pyri ni di n-

4-yl a t t hanesul f onam de;
5. [ 4 ?" R N T T
Fhygsgynd ﬁ*r?d@rmz yl ami no] - 1, 3-

5-[4-(1,2-Dimethyl-propylamino)-5- tnﬂuoromethyl-pyrimidin-2-ylamino]-1,3-dihydro-
indol-2-one;

5-[4-(2-Methoxy-1 -methyl-ethylamino)-5-triﬂuoromethyl-pyrimidin-2—ylamino]—1 ,3-
dihydro-indol-2-one;



di hydr o-i ndol - 2- one;
5-{4-[ (1- Met hanesul f onyl - pi peri di n- 3-yl net hyl ) - net hyl -

w@pdonodestz t ri f | uor onet hyl - 10 PCT/IB2003/005883
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pyri m di n-2-yl am no} - 1, 3-di hydr o-i ndol - 2- one;

5-[4- (Met hyl - pyridin-4-yl met hyl -am no)-5-trifluoroneth
yl -pyrimidin-2-ylam no]-1, 3-“4Gi hydr o- i ndol - 2- one;

5- (4- Cycl opentyl am no-5-trifluoronethyl-pyrimdin-2-yl
am no) - 1, 3- di hydr o- |ndoI 2- one;

|5m[ f:l‘rl S}%é@ 9&%1%0 &Z%g%mgqﬁ @hyl%bcﬁ]l%gfggg)ﬁe?%ll pylcr)l%lﬂdm -2-
5 Yipminp}-1, 3 Bihpiravindala- orm o
H pyr azgd-¢33vathyidhikRy. br)) 56:)]5 tgﬂl{ordgr hﬁ/%y% mhé( Iar%%gj-m-gihydro-

|m92i %Iamno} 1, 3-di ydro in
F ®l ni dazol - 1- yl -et hyl am no)-5-tri fl uoronet hyl - py

rim dl Pr{2Kpridini ety BentihdpdriforoelpydmRAtes- ylglgmo} 1,3-dihydro-
Gasdi2aidnepr ef erred enbodi mnents of the invention are

conpou ?S sel ected from

5- { 4- [5 mMﬁ%i‘ﬁ%H'fOF‘HrWW'd”b?'pi'é‘reifdl)ﬁm&oyﬁ-trﬂumeéthﬁmymm]im 2-
Sylaminé} L dibyded-ingol- 2;1;(1@; m [ d| n 2-

yl am n

N- Vet h@%4‘ [N_(figchq ég -iS0 61 afolgmd’% ﬂ%,!&ernaylammo] 5-trifluoromethyl-pyrimidin-2-
I-¥'€?r?f6‘8r1 :ijd'Wd&?rPﬁQi')z et ri f | uor onet hyl - pyri ni di n-

4- y| and-paf REhbyl-bthyEh et of .

thyl - I\I- {3-[2- (ga&‘ole? 53 o w Qﬁm.ﬁz ylamino]-1,3-dihydro-indol-
H i ndol - 5- yl ami no) - 5tr|fluororrethyl pyrlmdln

4-y| arft- ﬁdfopmpdbwn})%ftthmn’@ﬁwl yeimai-2igiamino)-1,3-dihydro-indol-2-one;

5- { [QM@%EB@DQI%&%@-J[%VJ emypﬁrn %trhz P/Iammo -1;3-gihydrg-indol-2-one;

in %AS g a] tr| uorone
yl am noy =~ To3- Hﬁyﬁg?a"f’étﬂflva@rneﬁwbwemldm ﬂamvﬁb%dlhm[r@mﬁolaz -one;

| hept Sitdhiiairy b iu i) 5efiudohbhiilyaaret WL
Cﬂioﬁrﬁme’so yl am no}- 1, 3-di hydr o- mdof pYARIGIELhindIN 3l dfydro-

t hyl - butyl am no)-5-trifl uoromsthyl pyrimdin
2 yl %I#XE '{eng' V?%?WSTtrﬁlg@]omgthylmy@mdm -2-ylamino]-1,3-dihydro-indol-

) EZOPA,- [(1- l\/bt hanesul f onyl - pi peri di n-3-yl met hyl ) -am

: noLr 3: {Il Ig(gfl\? “‘%59%5%@;@% {hlazolql ylme%hyl)yama}rrlrc])] r&‘])(%rlﬂu%ro?neg]yl -pyrimidin-
RIS o 20a- ox- 2, 3- i hydr o- 1
H i nd61(45fqpt/lamnB%)tnfﬁroﬁoHefhlylWﬁHmﬁt f]Mémln?) -1,3- dlrthdro md% one;

5hou Bk TR S OB MBS Tisgpmety- pyrmin.2yiaminal-15-

Nibegeingplekgrie; N- { 3- [ 2- ( 2- oxo- 2, 3- di hydro- 1
H- i ndelj4-fr= Wd?df&rﬂ@thyl-?rdpi}lbﬂn%g QH%M&IQ/U pyrimidin-2 a'gmmo] A1,3-

am noJ - pr opy ane ona
M dﬂo PgOI%lor'l%t hanesul f onyl - pi peri di n-2-yl)-et hyl am
[ no] 5-{4-I(5- f\/ﬂetbleﬂ@mmﬂyl‘lqﬂfyﬁwmeﬂlynaﬁnno}tb-@ﬂmoromethyl -pyrimidin-2-

1&athoyls, 3ufl ol -2-one; 5
{ o {I"JW%QI 4 ( 2- 0x0- 2, 3-di hydro-1

N-1so
Hi ndgﬁog V'Id'&rﬁ Wasths@ %‘TP'”CTH'C"IEWWGWWII-WNWWH -2-ylamino}-1,3-dihydro-
lpthZmnd;l n-4-yl am noj - et hyl } - met hanesul fonam de;

5-{ ?r%\?l l1J gﬁ%ﬁe@?ﬁ%ﬂ{y aﬂﬂ%#ﬂé% lggrgmetﬂyl pyrlm dln 2- ﬁar;mrlwg] 1a3r2|r?y%1]fo-
'9 ACABY - 1, 3- di hydr o- i ndol - 2- one;
5-(4- N)}bembﬁ-mt Bl[2.m- 61@'2% dith ﬁ)dfd H—@-fn@&%t),%mda%r thmopdn'nathyl yl

R4 %arﬁmgjl ;!?gpyr} methanesulf namlde

5-[4-(18- Hydroxymethyl-2-methyl-propylamino)-5-triﬂuoromethyl-pyrimidin-2-
ylamino]-1,3-dihydro-indol-2-one;



10 Et hanesul fonic acid
nmet hyl -{3-[ 2- (2- oxo- 2, 3-di hydro-1
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trifluoronethyl-pyrimdin-4-ylamno]-propyl}-am de;
2,2,2-Trifluoro-Nnmethyl-N{ 3-172- (2-oxo0-2, 3-di hydro-1
H- i ndol - 5-yl am no) - 5- s
trifluoronethyl-pyrimdin-4-ylamno]-propyl}-acetam
ide; N-Methyl-N{2-[2-(2-0x0-2, 3-di hydro-1

H-|ndol a trlfluororrethl yrimdin- 15
4-yl am ng?(é{ hﬁ%fﬂ}{% l?gizf?éﬂéélﬂ YgPa- %@0' 5-ylamino)-5-trifluoromethyl-
5-Pyamidipct viamiegHpeopy hoeBatesiifdnaardemet hyl - pyri ni di n- 2-yl a

AR oy it T T R T R

t I‘fy[nﬂ'{?fﬁg%q@&?r"?dﬂ %mt hyl -
ri m éHA2-MetrentsutdnyllyEromtilyslyierinislah - 2.
g);/]@ﬁﬂmi?q @%,hgifé "(d% Q(}ny I?Zya‘g él %syiglr et hg@@ e Sfuoromethyl-pyrimidin-2

H i ndo amno rlfluororrethyl pyrimdin-4- 20
yl ani nd1% Wy}'th'ﬁpfﬁ@%mﬁhméjmlolomrttﬁpnomnethyl py@itnidin-2-ylamino}-
54 B4tiHy(ib-idel-bang s u

| I | met h 5-trifl t hyl
g?:’]?/n 8{%} Rg Megnanesﬂlfé/ In@rr%l}éggfﬁ?a \g]pstgg/lh%p(r)]ljs tgﬁgoomnghyl %)/yrlmldm 2~
SYIPmRinp) 431 %Y‘H@(‘ﬁ@gltﬂ -gnehy| - nor phol i n-2-yl met hyl ) - am no] -
5-trif Bm@(rzqmatdx HS-IBMédymtﬁUlJﬂmgo) 5- trlﬂuglgmethyl pyrimidin-2-ylamino]-1,3-

ygl 3 d| ydro i ndol -
{2% ’rmrpholanyIrrethyI) am no] -5-trifluorom

et hyl @rHydiony-28-grethyi-atin)ariind-5-taubioeieryisyeRldin2-ARRIno]-1 3-
Sdifyérd-thdoll¥RInBanesul f onyl - pyrrol i di n- 3-yl net hyl ) - am no]]

-5-tri oy thyI r|md|n2
yl am n%‘k q&%@o Prﬁa\ﬂﬂml@)&,—f@'fjuoromethyl-pyrimidin-Z-yIamino]-1,3-
5dl|ﬁy¢r0(18ddl§@peopoxy pr opyl am no)-5-trifl uoronet hyl - pyri

di d

B A e
Fn-2-yl ani no} 1, 3- di hydro-indol - 2- one;

N { 2, 25-BHmeThoxb-t@rabird-2- S

wld{nﬁr%& uj'%}r?}]b& "fhgﬂ'fff r rfﬁbﬁgl?gﬁlgﬁﬁn?rﬁfrﬁuaromethyl pyrimidin-2-

rim am noT propyl } - met hanesul f onam de; 35

5 { 4- [X!f- [Wdm&ﬁwewmmawnmomrmymmmnwm.amtznylafrﬁmtgrm
iy tnplindaye-ond; di n- 2- yl am no} - 1, 3-di hydr o-i ndol - 2- one;

WO 20 307 /| B2003/ 005883
5- {4 (4 91?5'8%% e?ﬁéﬁvwafrﬁwaweww;ﬂyﬁ@dw;a -Yarain]ricd-disydro-
Indpk-3-Pigor onet hyl - pyri mi di n-

| am 3o I
é ok [m(q}éflwbgﬁygi;sﬂﬁgyag’uﬁoﬂg)‘?Jgrugr{gﬁﬁﬁyl)pynmmmoﬁ-yl nipgl-153-diydrgsindol-
et°hy1 pyri m din-2-ylam no}-1, 3- di hydro-indol -2-one; 5

5-[ 4- q\@wmylma(ﬁe{[@t(%qu/ts-dmww Haton8 b5 fr#lb'&ér%‘fﬁ)trl BYdmidin-
4@/)(&1?111 me[hyl?pb(érg%{égk %sul?ona lydr o- I ndol -

eridin-3-yl rrethyl) ani noj -5
t r i f MFH@?}{% 2‘B§‘I’? ijqﬁo -3H-indol-5-ylamino)-5- ~trifluoromethyl-pyrimidin-4-

%‘E'E[ﬂ;mhm?thﬂl} edylyethancsdabmide;one;

1 ot £ TR RESEring) syt e ismreiic
HiBydro-ingolr?r@0si oni ¢ aci d et hyl ester;

5- { 4- N(IéopEtpblyNJ (35{'[2302%9-32 B[dﬂ'lyljr@wp{ lﬁdc)f %%Hh% -)S'tlff}ﬂ})romethyl-
b;}?ﬂi:du?&&fah no}J t%{/He hh:% r%XtLanesulfonamde ’

5-{4-[(3,4,5,6-Tetrahydro-2H-[1 ,2'Tbipyridinyl-3- ylmethyl)-amino]-5-triﬂuoromethyl-
pyrimidin-2-ylamino}-1,3-d ihydro-indol-2-one;



yl am no} -1, 3-di hydr o-i ndol - 2- one;
2, ND nmethyl-N{2-][2-(2-0x0-2, 3-di hydro-1

WoRI0AESD- yl am i no)-5-trifluorom et hyl - pyri mP@I/IB2003/005883
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i n-4-ylam no]-ethyl }-butyramide; 15

2- Met hoxy- N- et hyl - N- { 3-[ 2- ( 2- oxo0- 2, 3-di hydro-1

H-i ndol -5-yl ami no) -5-tri fl uor d¥et hyl -

pyrim di n-4-yl am no] - propyl } - acet am de;

5-{4-]2- (1 Acetyl - pi peridin-2-yl)-ethylam no]-5-triflu
oroneth yrimidin-2-yl am no} -

1, 3-di ﬁa r{(g Ryrgisin- 22yl-@ﬁ>grldm -3-yimethyl)-amino]-5-trifluoromethyl-pyrimidin-2-

5ylarhirjof-1,3Mitybreneiub-begiy | - pi per i di n-2-yl met hyl ) - ami no] -

5| ;H 1;]|05L{Q {ﬁgatd\w‘ﬁha dn?%ulforw A Iglfqergilnz%}élf-gthylamino]-5-triﬂuoromethyl-pyrimidin-2-
5-\"{5‘?{‘"10 1319315’13@ b¥-prsyl - pyrrolidi n-3-yl net hyl ) - ami no]
-5-tri Bl{mmwmdﬂ)dneﬁﬂfwyﬁblf)éﬂdm 22y|) -ethylamino]-5-trifluoromethyl-pyrimidin-2-

ykd?&] Fﬁ%gﬂ/d rg%ﬂﬁo I ndg. peri d| n- 3-yl met hyl ) -am no] -5

-trifl ad$ M@thmwfpw prnpylajmnm)-%—tnﬂuoromethyl -pyrimidin-2-ylamino]-1,3-
y baydré.ole-gtredi hydr o-i ndol - 2- one; 25
3-{[2-%%- q_-yﬁf?:-dih dro-1 ) _
H i ndo '-458% %87‘?"@5%??“?q*’?ylfa'lfwf'eqrwlaﬂﬁWﬁrﬁ'f@Prﬁmwmwidin-2-
npgminpiet, drghydrpavzienasyl fonam de;
N-(3-{ ES%F (Za‘lmy ZR%e%‘\yhé(tgrl uor?} -5- tf %uoromethryl %nm (:Hn %{ylammo] -1,3-

o-tr
yFé‘Fﬂd 8]’0 r'f"ryl} phenyl) met hanesul fonam de;
N- (4- Me{A[dRyHyarok]rdetky2- Qm@ﬂwygp@%)i([)ﬁnthquanﬂdoHTﬂeﬂ@%ynﬁudﬂ -2-

t hyl
g@%rjﬂlﬂ&h éd'ﬁ’”“? lndM%rﬂ%g?n:t hzl }- phenyl ) - met hanesul f onam d

N-Ethyl-N- {3 -[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5- ~trifluoromethyl-pyrimidin-4-
5yl$rﬂ1ncﬁ]33rd‘g@l}-h@[}@§wuff&ﬁhﬁ|l(ﬁ'et hyl - benzyl am no) -5-trifluoro

e P PR it ST 13 snbine Sty igtom a2
Hd‘?fWER}H SdiydsaringdR-cbett r i f | uor onet hyl -

' pyr I m 51[4tt1é1-wbra£9nfbﬂlyr BPB8yidc) BASHRS oL ARG Y- §I QRAM. 5.

5d'1yﬁr°[t“1?' fPfanesul f onyl - pyri di n-2-yl net hyl ) - ani no] - 5-
trifl @Hd%{W&WZylamldm)rs-tﬁﬂuoromethyl-pyrimidin-2-ylamino]§1 ,3-dihydro-
VhdbBRed:- 1, 3- di hydro i ndol - 2-one; WO 2004/ 05680

PCT/ | %03/ 005883 -

5-{4-] ﬁ{?eizr@)fo % 3fll glﬁirqilsl,-;nﬁ@tmlym@,ﬁ-trlﬂuoromethyl -pyrimidin-4-

| Weo]jindptethyf-Hp by metHayésuporahmiedi N- 2-yl am i no} 1, 3-

di hyd di

1 ol RN S Ronb 2 oS R PRy e gt

Py 'm'dwrm*polﬁéwﬂwe}hapmgwmvﬂec aci d dinmethyl ester; 5
5- { 4- [ [@y2-Hkirbxy2t- M{eﬁﬁiehwa%m@ﬂbﬂﬁhdr@métﬁ%fpbw 1403 WM IIIO-]-R B

g%g_fﬁhf am no} -1, 3-di hydro- i ndol
%uororret hyl - 4-(2-trifluoronethyl -benzyl am no)
- pyri Grith(HR- Eycjrpymeﬂwl}&mgtayl bdfylaméhops-iriidarbmathpgrimidin-2-ylamino]-

5- d%ﬁﬁ;.ﬁ@dm@rbﬂgul fonyl - benzyl am no) - 5-tri fl uoronet hyl -
0 di hydro-indol - 2- one;

pyri m
5-{4-[ ﬁz H%WW%I%%W?W%H%? -riugremethyrpyrismiginRylamino-
yjy'ardlhvdm ind®2yhani no} - 1, 3- di hydro- i ndol - 2- one;

5-{4- [’5({ (H %H&ngsu%ﬂi/r% Wi‘dh %erﬂ&%yl) kil ]f5I t%orome‘fhyypyrlg}{jln 2-

am no
yllammo 1 3 dlh¥dro indol-2-one;

5-{4-[(1- Methanesulfonyl-pyrrol|dm-2R-ylmethyI)-am|no]-5-triﬂuoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;



i ndol - 2-one; 15 N-(4-Fluoro-3-{[2-(2-0x0-2,3-di hydro-1
H i ndol -5-yl am no) -5-trifluoronethyl-pyrimdin- 4-ylam

w0 p@possdhyl } - phenyl ) - N- et hyl - met hanesul f onanP@E1B2003/005883
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5-{4-[(Pyridin-3-ylnmethyl)-am no]-5-trifluoronethyl-py
rimdin-2-ylam no}-1, 3-di hydr i ndol - 2- one;
5-{4-[(6-N®thanesu|fony|-pyrlg?n 2-yl met hyl ) - am no] - 5-
trifluoronethyl-pyrimdin-2-
yl am no} -1, 3-di hydr o-i ndol - 2- one 5-{4-[(2-Meth anesu
| f onyl .
o 5 R e me sl S SRR
i dihy@e-indelr@-one} - 1, 3- di hydr o-i ndol - 2- one;
5-{4-[ 631 @Wﬁ@ﬁéﬂ‘f{[‘@m@nzﬂyﬁét@ﬂ anoﬁo]\(é PR hth Y rimidin-2-

| or onmet

5-1
Iyp'g'ﬁinﬁb'}gﬂ'hgdr@'i’ﬁ'9'c?r?ﬂer ngglrl r2n one; 25
5-{4- [ (vdul-Nyb-{[ii2-opEBHdiBydro- Wﬂﬁdmyl-!}-ylanhnbf_}-t_riﬂum’orhéthylbpyrimidin-
QFS‘/ p‘{ !LRX{h&/Ipr%'nVI) %e%g%%‘?\émldé - di hydro-i ndol - 2- one;

H- | mi dadbMehypyigintyyimethytianée)-Sirflperemethy it Hpr2-yaminght -
digRydtoybamidie} - 1, 3- di hydr o-i ndol - 2- one;

N- Met hyl - {[2-(2-
N ol Bty MEERG HEy EE Fnr Bhel et yaminopp oty
4 pyringein- ﬁfy]ammi hptdihygiedrrpl-3-omest hanesul f onani de;

5[4( L O bth RAAF)-8HA08 b mEth oy firhidr2opehiRy1,3-
g H'n@{' 1mg di hydrﬂo |rr]1qdo?lp|ylone R

rim
Ry“édfﬂ"éd(?z" "©&o- 2, 3- di hydro- 1
H i ndoB-(éCydlmwnilylaDmrﬁ Sirifloranoathyhmtritndin-2ylrininop ,A-dibydro-indol-2-one;
yl am ngly L t h-2-3k2mino]-1,3-dihydro-
N Net Pyl @gw{e%hé)w G B R BIHAS 2 Hominol-1,3-dny
I—I-']dﬂld%‘l’”es yl ami no)-5-trifluoronethyl-pyrim din-
y| ansRe](1,63BirMathyi-1 pipgraydl)B-yinedting)reesnd]-b dnifotodethyM@rimidin-2-

S

H pyr a2ti-Imidape! HﬂrPle'a'ﬁi"ﬁ)o‘i trifuorepethyiray idin-Rylemip fidiydro-

=k an3|2¢Heam no} -1, 3-di hydro-indol - 2- one;

L md th ' =PV,
r| m dl e%amglprgﬁ?rﬁ%fm%dﬁﬁ%ﬂ of@wrg qu\%)mo% ﬁ'é’ éofnluda%gﬁ&%% egt)éli frOR:
N- ( 5- Metihi(l A/@thpp@u(fcglybm@ngmglmﬁw%mqo] -5- trlfluoromethyl -pyrimidin-2-
Ziyllaﬁ\ﬂl@} -1 5umwmmaenz-éqet rifluoronethyl - pyrl ni di n-

a ul
R B e RO SRR propeyspgien
métyiaplinopgthylrindihaneduljdnamideo} - 1, 3- di hydr o- |ndoI 2-one;

5- [4 (& J\D@EJ‘@HI@?QJH 638}2'3&4!%?& rﬁlﬁha@wémﬁ Jl5ft{iﬂ£@gdﬁe@¢th|rimidm-

yrim am no di hydro-i ndo
5 4{3’1?“1"{‘1] E@Eﬂkrﬁﬁtﬁ?\“es%ﬂ 091"‘%9? hyI ) -am
i N0J - 55t{-{2-(1 MutieamesUitghyi-piperidn-2ipetBylgrhiach SadfuofqnBsthyl-pyrimidin-2-

di
y ﬁﬂ grﬁ?gégéra Q;yl 0xy) - propyl ami no% 5-trifluoronmeth
- pyr rif-iPisyel %f? Alepicren2-gmedy heraine- Htsrometyfheyrimdn-2-
5ylbﬁ=nr{o?1 B&inyerbhdor-pyiid; di n- 2-yl ) - et hyl ami no] -5-trifl uor
ormet hy | Py {10 A0y B8l B8 roreRyl-pyrimidin-2-ylamino}-1,3-dinydro-indol-2-
one;
5-{4-[(1-Methanesulfonyl-piperidin-3-yImethyl)-amino]-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
N-Isopropyl-N-{3-[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-propyl}-methanesulfonamide;



di hydr o-i ndol - 2- one;
5-{4-[ (2, 3-Di hydro-benzo[ 1, 4] di oxi n-2-yl net hyl ) -am

WO p@h/5680T i f | uor onet hyl - pyri m di n- 2- PCT/IB2003/005883
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yl am no} -1, 3-di hydro-indol -2-one; 5-{4-[2-(4-Methyl-1

H i m dazol - 2-yl ) -ethyl am no] -5-trifl uoronethyl-pyrimd

in-2- 20 yl am no}-1, 3-di hydr o=30ndol - 2-one; 5-{4-[2-(1

H Benzoi m dazol - 2-yl )-ethyl am no] -5-trifl uoronet hyl - py

rimdin-2-ylamno}- 1, 3-di hydro-indol -2-one;

5-{4- [&‘b Phenyl -4H-[1, 2, 4] tri azol -3-yl met hyl )-am no] -5
-trifl @%PMN {W@qu—?@ dhydro-1H-indol-5-ylamino)-5-trifluoromethyl-

y lpguithigiaM=ylandnditb Ry dF-Seihaskalifcd=RRe; 25 hvl
2] {g E ?3?{? Me{)rﬁ%e altn%/\.,qfarb@ Llipﬁtllc{{n %ylget lamlno] 5y trlfrlrl}%)tron%/etfzyl pyrlmldln 2-

y Vigmineb .34lihgdrdiindplz-one; ndol - 2- one;
N- Vet hN Isc%‘r&p%r s fy(b 086- ﬁ E%.h@@ro QNQ%&T -3y A5 Kndoromethyl-

0 | udr onet
)W”'W?B“‘ﬁ"%‘ ’j?’:]ngﬁY TOED ﬁ%ﬁsH‘{ﬂ”}amHﬁ’enyl ) - met hanesul f onam d
e; N 624-NbMeshanduff¢ri-gyProlire2-Amatheli)-biyi thbes-thfluoromethyl-pyrimidin-2-

yllag,maj 1 §dmb@m,r@g s.gsd rifluoromethyl-pyrimdin 30
am_no nmet hanesul f onam de;

en
N- ( 3 I\/él“ﬁgﬁ‘é@ﬁf‘%’6WjﬂOaﬁff'%{S’fOﬁleﬁ[yEM(”QUQﬂk%y'am@DHi Bryliftydro-ndol-2-one;
H- i ndoEthargsliganicno) - Seid methyl {3-[2-(2-0x0-2,3- dlh¥dro -1H-indol- 5 ylammo) 5-

t fr Iﬁérmétﬁg‘é%m&aﬂvaln{mdﬁl'pr%p)ﬁ} gmlgm noj - et hyl'}- phenyl)

aneSU
N- Met hy#.2NTifigare [‘lﬂn?tmﬁ"b'x{é-[%( i2k8ydinygrot 1H-indol-5-ylamino)-5-
Htrifldstorhethy! ﬁyrﬁrﬂhlﬁlﬂ)yra'ﬁﬂrtd] bﬁobMP&c@@ﬁﬁd&Y | - pyrimdin-

4-yl | f

35 br ol aMERR e ot e B eribpoRegppyrimidi-
SQYQﬁWr@Heth“mtmeQ@®4¢@5@807 PCT/ 1 B2003/ 005883 -54

5- [ 4- ( 3qABYdRUGRHHo Y huoRFIAYA @mmdln .I'Z glammoi 13- d@ydro -indol-2-one;

i oyt SR e SRS 2 hetiaimin)-5 uorometry-
nestrimjdin-2-glafnPo)- £.3-digera-irigloled-dneglr o- 1
Hi ndoé -OR6 EJ(@“{'@ @axo%B Elm/dgd 1#81%&'?}5@%110 %YtFIhJ“ romethyl pyrimidin-4-

[ am noj

551%'”?c"%*ay8mpﬁwﬂ1y')gvrwm) ami no] -5-trifl uoronet hyl
- pyr i n$-gi-[-Retjiarasuifoayl-pheddin-diyMyety)-amidpb-trAiudB@sthyl-pyrimidin-2-

T b ) 5. 6 hycir 0.1 ndol - 2- one:

3 { [ 2 (@' [&Metgar@s@fonx)mquhphn -2-ylmethyt)-amino]-5-trifluoromethyl-pyrimidin-2-
Hylarmiggl1; :ﬁdIWdamqm)z =dpei ri f 1 uoronmet hyl - pyri m di n- 4-yl am

20]{ 4- [%%W%E{;%ane 'P %r?')?f?é%llﬂyf' %‘”Oﬁﬁf'fgorywﬁwwwg\ﬁ “Hayino}-1,3-
sdipydreringab2engt hyl - pyri m di n- 2-

yll ;f?aémjk gﬂéliec’t)(ﬁi%ﬁék’lﬂfoﬁylipg%hm% -y&iyl)-amino]-5-trifluoromethyl-pyrimidin-2-
I-¥"P13T W%ﬂ’ °§'tr|fluororrethyl pyrim di n-4-
yl ami - (ﬁ‘dﬂohlpbt}xyfniwywn)none-trlﬂama@elhflipyrﬁﬁiﬂidei-ylalﬁno]-1,3-dihydro-

Nnddrblae.- N-{2 [ 2- (2 0Xx0- 2, 3-di hydro-1
H i ndol - Iamno% trlfluoromsthyl yrim din-

4-yl anft” ?‘H Ad@'i!’ﬁ@}?f} WEretubradinckariiidparerasthyl-pyrimidin-2-ylamino}-1,3-
Shi{ydrofigabl-Retd)anesul f onyl - nor phol i n- 2-yl met hyl ) - ami no] -

S5-t r ' fljsl %Sﬁ%&?% 25% }(5‘%9 d%g&'o 1¥l-ln(m 5-ylamino)-5-trifluoromethyi-

|no
pyrlmldm 4- ylamlno] -propyi}- methanesulfonamlde

5-{4-[(1-Hydroxy-cyclopentylmethyl)- -amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-
1,3-dihydro-indol-2-one;




5-[4-(3-Meth anesul fonyl net hyl - benzyl am
i no)-5-trifluoronethyl-pyrimidin-2-ylamino]- 20

wa 2®@4/4d5d89dr o- i ndol - 2- one; PCT/IB2003/005883
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5-{4-[(1- Met hanesul fonyl - pyrrolidin-3-yl nethyl)-am
i no]-5-trifluoronethyl-pyrimidin-2-

yl am no} -1, 3-di hydr o-i ndol - 2- ohe;

N-Met hyl - N-{3-[ 2- (2- oxo- 2, 3-di hydro-1

Hi ndol - 5-yl am no) -5-trifl uoronet hyl - pyri m di n-

5. 17 [ AR SRR T o WBP R el stamathpgyen 2
- Hlaminojl Jesinydretindpl-2-pyesi mi di n- 2-

yl am natalo3ngd BréstyiRiyB-afitol-5- t -
mil\k}(et hygr?esﬁvcf on)!)allll pyy§|8d| n] -5- I’IﬂiJOf'Ol'ne hYl pyrlmldln 2-ylamino}-1,3

5
r?g']y '19 190l-4-Pifor omet hyl - pyri m i di n- 2-
yI am nc5}[413 Bettiarfepafonylipnabylamiropseifiuoromethyl-pyrimidin-2-ylamino]-1,3-

dﬁh poxy- pr opyl ami no) -5-trifl uoromnethyl - pyri
%12d°§?am i noj 3-dih 30 i ndol - 2-one;

dr
5 {4 [ (554 PD,){S;rmdpL?r)é-ﬁlpngqM grglfrﬁ*my» -2 p]-5- -trifluoromethyl-pyrimidin-2-
iy}t BidiHytesiset-biyd; - pyri m di n- 2-yl am no} -1, 3-

d:qu?r % b@gko %3 (a[ﬂﬁdr[)) H{I#dOLg 9 r%%ci r%uoromethyl -pyrimidin-4-ylamino]-

i rﬁ’fﬂploﬂlctaﬁ'idﬁthmﬁs@ﬁet hyl - pyrl m di n- 2-

y| am n(5}{4-'[(1:E'tPQ'I By Syrriometes- yIRTeanplz-arg%g] -5-trifluoromethyl-pyrimidin-2-
di hydr o-

it dpindgid o
HY RS (\3'\3’& G %et'rlfluororrethyl pyri ni di n-
4- yl am2ibDimety Y 3-2f Aoy 2, 3-dNydrett Hymdoh'éwlammesﬁrtrﬁlomrambtdﬂ-

3 Y%lagwm% yPSRLARAD3/ 005883 - 55

4 Met h | £ i di n-3- th
5-tri ]E %t qi%ﬁﬁge}? H%— (_‘)n%ﬁ%_ quxﬁlez”: dlhyrgjro 1I-¥mg§l 5- Yammo) 5 trlﬂu]oromethyl-

y Ipgrimidio}-ylanBroftptop gy avetandids), - 2. one;

2t %4 [ %gmwﬁg If@:g@%igef{'?ﬂ)él- J%Yﬁyka?/‘}ix{bg)-éfrtrl}flkgpgpﬁt_hﬁl:pyrimidin-2-ylamino}-
yl1a°’rH *?*YSEO indoB2-@niy dr o- i ndol - 2- one; 5

5- {4- [ 654- Nmmma@eulfér@wberﬁwzﬂhéthﬁy—%m}iswﬂubroarm'tnypayﬁﬁﬁdm-z-

L Elllaingnldgi Qﬁﬁgﬁ}é .WB%J g di n-

dol 2
5 [ 4- ( 2=4Hd w&ﬁ@mutfwlgﬁ?yr é@m%raggihmldr?mﬁokfr -riflgquernesgd-pyriphidin-2-
PMing}- quJamgdrmea]Lm@]e- 1, 3- di hydr o-i ndol - 2- one; .
5t E |4f I[ égh} m%/r ?ll‘l gyﬁ)ﬁ? qu’]:?g I%wpammg] geﬁuwgrgétﬁywpﬂi?rli&ir?-z-
yb/lammb} 3ﬂlh8drd1lr1dyksﬂme| ndol - 2-one; _
5-{4-[32- {523(21&512%Qﬁ?%ﬂof@DMij@lyréﬁﬁdo@lbl’t%‘lf@orléln)afhﬁldwﬂnf’am-ﬁﬁ&mino]-
[ 'uor o pyrimd
yfrﬁiﬂy%?”zf“%s %//‘H’Fo i ndol - 2 one
5- { 4- [ B-(312N20Okea2siillytiory-ingl-pglamtiois-Riflybrpmethiiytyamidinei
?Iaﬁ'\fn'of %é‘tﬂyl}gﬂﬁghﬂ)y#aetﬂé(r{e%ﬂ? ﬁérgldg

I\I- (2-{ 4{\@&@@(53 2-§2 epfor%,%fplaydio 1H |ndoI 5-ylamino)-5-trifluoromethyl-
Hpyrinadih-4 yteyHir@rmemy-Bheingi)- fnlethémd%mﬁinbmbepyrl m di n- 4-

yI amn d di .

USRI i et —
- 8.3dhyerodesiob?rerdiy | - pyri ni di n- 2-

y| am nei}mehyB N sty Ps-{[2.406x0 2, DRy dro-1H-indol-5-ylamino)-5-trifluoromethyl-

I—IPYr'mdd'X4gNm ”&H{“E@' é?%??PWS?%H@%HVldepyrl m di n- 20
4- y| anbrib](4-Methegdshiqnilerysidip-2tymetfahesiriof-biriinordegthyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;



N- Met hyl - N- (2- net hyl - 6-{[ 2- (2- ox0- 2, 3-di hydro-1
H i ndol - 5-yl am no) -5-trifl uoronet hyl -

wW@eHa@I - 4- yl ami no] - et hyl } - phenyl ) - net hanesedT/B2a08/(®5883
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e;
5-[4-(2- Hydroxy-indan-| -yl am no)-5-trifluoronethyl-pyr
imdin-2-ylamno]-1 ", 3-di hydr®:= indol -2-one; 25
5-{4-[ (1- Hydroxy-cycl opent yl met hyl)-am no]-5-trifluoro
mst hyI pyri m di n- 2-yl am no}- 1, 3-di hydr o-i ndol - 2- one;
H;f (1- rrethanesulfonI-plper|d|n2yl) e
t hyI am5n{6 (5E§/Iqtf¥yi ?J[E\%?r)@ﬁghﬂ)ﬂmmo] -5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
ydmwdmmdt)I-Zer)d am no}- 1, 3-di hydro-indol - 2- one; and

N- Nbgg?(é gﬁ%%éxcﬂ 3. dggd ? 48: Tlr%jb gﬁ”@%g& -trlé%r?rpﬁtlafl -Ryrimjgjn-4-ylamino]-

”}ﬂ”}ﬂhbﬁ'&ﬂy ﬁ’é‘?qﬁW’}QWrd"d@hw gstert ) - net hanesul f onami de.
This | BYeP)mIm- zaylﬁu@thflﬁér%@% -fifucPorfBtOinfid-2 4 Bfino)-1,3-dihydro-
troat { of abnormal cell growth in a mnmmal,
i ncludi ng a human, conprising admnistering to said
manmal SAﬁT@‘Wg@ﬁptwm-@-trif@@Wp@mmeoﬁyl:iriﬁeo)fp@rﬁrmuhaz-;ilamiﬁﬂ-1,3—
dahideshdaloyR; or a pharmaceutically acceptable salt,

sol vat r odr hereof, that is effective in
treati gé‘%ﬁ,ﬁg '%[%@‘LF”%'FB‘WPW‘" fireremethdwiyéseifineranifol-1,3-
t HihydragHmdoe-¢red, t he abnormal cell growth is cancer,
| ncl udg ¥
cancer P AT ok ol BT Iy 3 o
"®neck, cutaneous or intraocul ar WO 2004/ 056807
PCT /1 BE-({)@LBP)@%Bgamemﬁﬁarﬁﬁb]é‘ﬂ'l{ﬁfm)rorhgﬂ%ﬂ bﬂﬂ]l&‘l@-ﬁ@/@ﬁrmo} 1,3-dihydro-
OMadoafpecancer, rectal cancer, cancer of the anal
regi on, stomach cancer, colon cancer, breast cancer,

ut er i n¥-&ENer3-12@roxe-Adrinyer- %'edcﬂ-é’rylaomoékﬁ-triﬂublem,ethyl pyrimidin-
Cé&ylainmopmetayl}- @H@Bylﬁ%@ﬂ‘@l-rﬁétldéﬁesmﬂféﬁ&hﬁ@”a of t he CerV' X,

Fpdgki o B e B b g et g 6,2 Ve by
'H‘éogﬂgr?&Pl intesti ne cancer of 5 the endocrine system

cancers. P!f-[(d—llﬂ@thér{'é)élﬁlféhﬂ-p%d?rpﬂylm%ﬁpl ag.nefs EIH@oth@;I-E%rﬁ)l&ig-Z-

%ammd _C2R ﬁ)@ o adr enal sarcoma o
ELEU- €Y é°r'”%cf 2% urethra, cancer of the penis,
pr ost - -[(2cMetbanesuliohyiroethy- tmzoa‘t}wtnethblﬁuﬂﬁﬁﬂ]l-fﬁtrlfluoromethyl -pyrimidin-

o e ™ enal cel | ca ci nom,
ﬁlg(%lylet

car ci nd ?{@S‘f'fé%?yfﬁér?v}"@ethwb@pmmﬂuﬁromehl@l -pyrimidin-2-
oiamtini 1, 3-digydneaindol-gyaéem (CNS),, primary CNS | ynphome,

2 ggﬂglr%@)igsl\nétwr@herp%?hgth § amlngi é Eﬂ%{sﬁ;rﬁetw Ip{ﬁ%rrggm-z-ylammo}
flordhwirerigdergr s. In one enbodi ment the et hod

conpr |${GS[(1HQﬁ%tcS-QW@neﬂC§lmaﬁim%‘j Qﬁrifln&oheth? -PRARR - hino}-1,3-

t. onpound of fornul a that is effectiv
?Oi}mtllraeaﬁ ng %al d cancer solid tunor. In one preferred

enmbodi gty 8-{EoRiodo-2 Buiihydroi 16i- -ibdat-&gtamiopagifucromethyl-pyrimidin-

bl‘)ﬂﬁrﬂnomrﬁéﬂﬁl}%haa n)sﬁe,%a@émafor@ﬁ%f eatic, ovarian, skin
(msla terine, testlcular and

bl adder @MS@P”‘”E‘@’“Y' ehzy -SiYeRMEMPYEidinag-damino]-1,3-
9y frgdndokZroek; abnor mal cel | growth is a benign
proli fl\e@qf?-(‘i-@xg@%erﬁﬁ)@ro IHGLAISL }yrégmnos léttrlfmgrtome n? 5yﬁlg1ld$no4-

rostatic h

%ngﬂg‘gﬁlg'} pﬁﬁ’??"gmﬁﬁé'&?t"foﬁﬁmﬁﬁso rel at es to a net hod
for theMethgat (aam(zoﬁo-abmmymhHqnaiol-sgléﬂ%ﬁs-trmu&om&ﬁﬂwnm|d|n-

Wa?rﬁncﬁﬁ{m{yl}gﬁgfw?mhgh%worn to said mammal an anpunt

a conpoun or a pharmaceutically
acceptable salt, solvate or prodrug thereof, that is
effective in treating abnormal cell growh in
conbi nation with an anti-tunor agent selected fromthe
group consisting of mtotic inhibitors, alkylating
agents, anti-nmetabolites, intercalating antibiotics,
growt h factor



inhibitors, cell cycle inhibitors, enzynes,
t opoi sonerase inhibitors, biological response

woraihie@ns, anti bodi es, cytotoxics, anti-hor noPEBB2a8d05883
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anti-androgens. 25 This invention also relates to a
phar maceuti cal conposition for _the treatnent of

abnormal cell growth in a mam®8t, including a human,

conprising an amount of a conmpound of the formula 1,

as defined above, or a pharnaceutically acceptable

salt, solvate or prodrug thereof, that is effective

in trear |4T[t(é S:Dimeth¥d H-ryesze!- S@ﬂ@%{tﬂ) ar@m%] Srifluoromethyl-pyrimidin-2-
plyarirad-¢3tdiiyalolivdorz-eept abl e carrier. In one

enbodl [ | i

or o n o BBt EBTRER LS Mor R B R ey 1 o-aivoro
| insg-&artcer, bone cancer, pancreatic cancer, skin

cancer N-Gansiy-29b-(2-5- i‘@-@iﬂydr@ﬂ Hnﬂeks-y@r%amm@or&ﬁemw -pyrimidin-
tra erl ne, cancer, ovarilan cancer,

ut

'ammoigeihgﬁgkené@ﬂ’@g\aneo*r?%@'d%haI regi on, stonmach
cancer S-{¢-dB-dethyhprcidin;2-neladtamjeniSdrifluonpmethy iy rimiineZzylamino}-1,3-
(:@rh%remI_;_anet he fall opi an tubes, carcinoma of the
endonetr | t he cervix car ci nona
The vadiHiis Mebatseu bR Sor ey S B AT ey e 15
c dinggp-irwibl-2-ore; esophagus, 35 cancer of the small
intesti
the & g o PR SRR LS Ao anflor1.

c divydpngel %Pfé" adrenal gl and, sar coma of soft tissue,
cancer 5gfi- [N@yﬂdﬂ@@-&l@ﬁ@ﬁﬂ)ﬁylaﬁﬁb - BB BFimididZ-ylahho)-1,3-
u%m (l%z?n er of the peni s, prostate cancer, chronic

cute ukém a, ynphocytl c ly homas cancer of

t he bl éd&éﬁ-(ﬁ Nt yridir2-yHehylareldp-tiiuoremethipyrimisingd-ylamino)-1,3-
caihkdreaidelneidr, carcinoma of the renal pelvis,

I h tr t
e SR S AR A  HgBhan
pyeminoht.§-diiéradndal2-one; a combi nati on of one or 5 nore
Of t he sfire@ahdng- ﬂ%ﬁi@d’z@l& ViPetARRhiRG - tﬁm%éﬂ:@/%yrlﬂﬁdm 2-

utic conposition, said abnornal
Bwnﬁr?éng‘ ‘%BH]d@??'?flﬂol iferative di sease, incl ud| ng,
but no6-{#-{2af1 H@éntwmdazplsz}ylb atbylsmlnb)]eiqirlfj}mrqnmeﬂwl ptringdin-2-ylamino}-
hyfgeontyg,q,pmﬁlggng estl nosis. The i nvent| on al so rel at es
har naceut corrpo ition for the treatnent
abnor m§T{4 Béfhefyt%tw iazpl- ?m{m@mw) amiol- érénﬂhaoraetﬂdwwmdm -2-
vvlyllamtmopummydre-ewdajm ampunt of a 10 compound of formula

SN i AT R T S B

tV‘é%]t“Phb:”ﬁtﬁ‘M@PWP' ?c@let growh in conbination with a

phar rramauétth b%eﬂ@l’-‘@ﬂi ahb:@-CRdihjdpd-1 1dolalyiahihd)=-5- tHiliFomethyl-
cte nS|st|ng of mtotic

ent.
ﬁ rfmﬁ?"t] ammaf holgn Phe %E%Sﬁta@esu' ReMdset abol i tes,
i nter call-(atMeﬁ‘g" Gxﬂi K2b¢>@t2i Tghydgr-thiinidolfSaydanaino)- ﬁ-tnﬂmommaﬂwbpyrimidin-

Cﬂh{lanﬁﬁbﬁlh@thyl Bhéayls %ﬁaaneenﬁo\ﬁaﬁ@e t opoi Sorrer ase
i nhi b

e nse
anti-h ( gganesgﬁ%tygmqo saﬁ'?g& gre:d dShF’HF H- ﬁgﬂﬁty'aaﬁncaﬁso
r Eiflmrersethyzl-p&rlm@hﬁafuanﬁm rrtethgl}-pheealo—nteﬂtanmlfaadmc&ommﬂer
associ ARyt B-2¢ fwetoog@ BRgdre-11 md@tslﬁaﬂﬁ@as tr|ﬂLFtJrH#étMpﬂ'lmldln-

human rising m ni stering
aﬁd@ﬁt“%f"n%y'}:B‘ﬁﬁ@t?r‘t\@'r&?th’ﬂ"?é“”rf’mﬁﬁ a 1, as defined
above, Paferad pinasdmeeofttieqaédeyt ineaiptatddecte8 &b, sol vate
or prodrug thereof, that is effective in treating said
di sorder. Such disorders include 20 cancerous tunors
such as nel anoma; ocul ar di sorders such as age-rel at ed
macul ar degeneration, presumed ocul ar hi stopl asnosi s
syndrone, and retinal neovascul arization from
proliferative diabetic retinopathy; rheumatoid
arthritis; bone | oss disorders such as osteoporosis,
particul arly, post-nmenopausal osteoporosis, Paget's
dlsease hunDraI hypercalcenta of nallgnancy,

o o e .. a o a ]



25 glucocorticoid treatnent; coronary restenosis; and
certain mcrobial infections including those

wasmaeosavred with m crobial pathogens sel ect ed PCDIB2003/005883
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adenovirus, hantaviruses, Borrelia burgdorferi,
Yersinia spp., Bordetella pertussis; and group A
Streptococcus. This inventi on4tso relates to a nethod
of (and to a pharmaceutical conposition for) treating
abnormal cell growh in a manmal which conprise an
anmount of o ound of 30 formula 1, or a

phar mace ﬂ'{?%‘g‘ﬁ%s@@{?g%ﬁgﬁla@l@él-ﬁttrfﬂu?,r@mt@yl@y@pid pr2odanigol-1,3-
t Hiby@efindobignean anount of one or nore substances

sel ect gghzhe@mant | - ahgi Og%ﬁ@-éﬁ?&fﬂ olgzl,?-éi%\g{?&blé{-indol-&ylamino)-5-

t Zlnsducihi on. inhibitors, and antipro

a&' HeremeRK P iRgorinokprorylbeeideier ef fective in

t reat i Bg4-BbchroradmrbyimethylsarhiholG-EMoFomeM-byriRftE- |-$3-
AGRPrS-indSiULshedS MVP-2 (matri x] met al | oegi%ﬂt))ir gﬁg{ss%g%@%} 73
inhibitors, 35 MVWP-9 (nmatrix-metalloprotienase 9)

i nhi bi Pt (PYitin-Brhy-propyignainel dxiyityorassthyl-pyyimiidih2-Piatdios 13-
cdihydréd@doleshel N conj unction with a conpound of formula

Il int n ar eutical WO 2004/ 056807

b | 3080 D0Baas o] MBS iRt ieremp G MBeinaminol

EXsihyi-eenzeespliapmide;cOX- 1| i nhi bitors i ncl ude

CELEBREXIIM Mo iron PpipeHdh S5 B.anfi s L AL GE R oyrimigin-2-
: f usef.ul. matrix metalloprot el nase LnAiBiPYdpigin-2

g%”@@i?‘?‘&%%°‘l“ﬂ&%”56/ 33172 (published October 24,

1996) , N\PIR6-076B3 dinpditp Ha;meus-wahmb)-s-mﬂuol&%w-f,yﬂmidin-4_

RS et BB j j No. 97304971.1 (filed July
S R IMUTh o yl)majng&ﬁfb%'&g?plication No. 99308617. 2

8, 1997 Ergzoegn Pat ent )
(fi | ed VAot <- 2201 g pihydiey 1 Hdndyraeaminglibirifiedredethyi-pyrimidin-
FeyiamiaoletB3@;metid8R)fona@de98/ 03516 ( publ i shed January

29, 1 ) bl sh ust 13, 1998),
g, SugaReEi bR SRS S80S s Gigmreiagmiain2-
\(/V\gﬂﬁmq}'éﬁé‘ahyﬁl[?g'u%%mneaggs), WD 98/30566 (published

Jul y I5[4-(3-98BhnesaringRRAY-TRALAIH N USRI BB lamino)-

(pubhished,duly. 13,  1994), European Patent
Pbb@b@?ﬁgﬂ%ﬂﬁ: 788 (published July 28, 1999), WO

90/ 05 Prig-1d Methanssulfemepyrivtigin-33 ety D@0)nol-BIIOSHHRBEGyrimidin-2-
(Viatriro)-3 3esfhyetieddes-odet, 1999), WO 99/52889 (published

Cct ob 99/ 29667 ubl i shed June 17,

1999) ﬂ'%%‘%“i”%%%?‘?‘?é%\ggﬁﬁhydﬁ%Hﬂ-i'fk(?g'tﬁ-wil\@).-5-triﬂuoromethyl-pyrimidin-

BaMirderpymethaddshiedadidey 21, 1998), European Pat ent

Appl | Gati2A-MNanane  Bi3drichn-4-§1)- Arch 25, 1999) ., . . .
eat ggi[t gi n ﬁdagggftg%glgﬁdinaé Pléhtﬁﬂaﬁﬁ@%tﬁé“f%ﬁhyﬂymIdm-2-

ﬁal oy T3 iNdroddohgewsy  United States Provisional

Appl i @6{41[(@1Mamﬂesﬁl%rﬂd4@riéiﬁ4-y(rﬁéthﬁ)_damfhhtqua&ﬁflu&%me%?l%%)imid%h5z-

Waming 1, Slaal &8 iRl e, 2. 863, 949 (i ssued January” 26,

1999), Unifed States Patent 5,861,510 (issued January

19, 1895{3-IsenieporyiPrepaHN DA tEhoromellyi-ryairicim2-7180in8BE63-dihydro-

(hpditorehed June 25, 1997), all of which are herein

i ncor gos at ference in IL.r entirety. Preferred

WA AT L N L e PR A

Bhydieyindet2 et y i nhi biting MWP-1. More preferred, are

t hos es-{4-figityckrd. 2 hépt-8led oLyt L arMr 54 MV i
,%ﬁg}i_mggdrg_m%oher natyyf%(mioa met al rllf%g%% gqyl%@'g in-2-

%l.e. W= 1, “IIMWP-4, MWP-5, MVP-6, MVP-7, MWP-8,

MVP- 12:(4-FN§/P=31{2-(2m$fiihyamdl FN;GZ%—E@)amirﬁ?lemifﬁtE:@ﬁwlefhyl?;)tyHmidin-

Sylampbpsetafi- J- Q&L Ln conbi nati on W

t he corrpoun} S %jf thee yplr e@aedr%tmfﬁvrg'ﬁ?’i on are AG 3340,

RO 32-3555, RS 13-0830, and the conmpounds recited in

the followng list: 25

3-[[4-(4-fluoro-phenoxy)-benzenesul fonyl ] - (1-hydroxyca

r banoyl - cycl opentyl )-am no] - propionic acid;
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3-ex0-3-[4-(4-fluoro-phenoxy) - benzenesul f onyl am no] - 8-
oxa-bicyclo[3.2.1 ]Joctane-3- carboxylic acid

(2R, 3R PCT/IB2003/005883
1-[4-(2-chl oro-4-fl uoro- benzyloxy) benzenesul f onyl ] - 3-
hydr oxy- 3-nmet hyl - 30 pi peri di ne-2-carboxylic acid

hydr oxyani de; -55-

4-[ 4- (4-f1 uoro-phenoxy) - benzenesul f onyl am no] -t et rahyd
ro- pyran-4-carboxylic acid hydroxyamn de;

3-[[4-(4-fl uoro-phenoxy) - benzenesul fonyl ] - (1- hydroxyca

r banoy P IMsenguifonyhRiperigin-3-yinetpy bamico] Beiiittiorc@Bthyl-pyrimidin-2-
4 ylprinpoP4 chiihgaro-mlornengy ) - benzenesul f onyl ami no] - t et r ahyd

2004, 0880 BAN LSOt HHRe) Suaromelhyipyriicin 2

3Vipapinpk1.81dihydre-nsiakeheney) - benzenesul f onyl ami no] -t et r ahyd
ro- pyr ar{4«?5%ﬂ#éﬁésyjlfér@l SRRl 3-y YD A8 FrinubdReth ) rimidin-2-

eY’%mlng}o%ﬁi’W%{%" dogae?f’fenesul f onyl ] - 3- hydr oxy- 3- m et hyl -
pi per i 8il4&-Retoanebdfonyl-benzgiainthoR§-tflooryrasthgeyrirhidin-2-ylamino]-1,3-

3dibjcto- (nﬂolf:z' &gr o- phenoxy) benzenesul fonyl ] - (1-hydroxyca
r banmoyl - - amno ropi oni ¢ aci d;

Sjinde o Bw%d'aﬂ R D s bRt N oreuaiypyrimidin 2
r yayioel hawdihgyrb-nidet2-atey dr o- pyr an- 4-

yl)-a

1) Sl PR e il 2 g asin >
oXgrigpksly F"B{"’SO‘Q‘C'&' ¥t ane- 3- 10 carboxylic acid

hydr ox§-g¥2¢@-Methanesulfonyl- plperldm 2-yl)-ethylamino]- 5-trlﬂuoromethyl -pyrim l din-2-

L

1Sh or Q- phenoxy) - benzenesul f onyl am no| -
-%xa'q@ Y [jgj mﬂbl ot:t ane- 3- carboxylic acid
hydr oxy;ﬁ -O¥n¢3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-

3y|£n4m(§]4nétmw%@ngghﬁa@hggmfg%@@esuI fonyl am no] - t et rahyd

rofur C ac oxyam de; 15
phar mac [? ?'Vséh’% p?@’%%'g'é'z@gﬂ‘?tgy' -AHNQY é_’tt@ﬂémmthy' pyrimidin-2-
prianeinelefs3- @hy0h:<alndoldmmp,ounds The conpounds of for rrul a

1, andy ey RO RELbI2GRkY oaﬁ-?gag&%?lagn ﬁcﬁl t—tﬁﬁrlf;gi?‘o?rjle hy r}/rlmldln-

t hereof , can I'na
vép ﬂ?ﬁ@ﬂdﬂéﬁﬁ}f%%ﬂﬂ@b?”&w@?ﬂm'@ﬁ tors, such as agents
t hat dedVethyhi-4g- meiﬁﬁ%R[Zé(E{mktﬁiEBmiyd@HG%&bl 53ktHo)-5-trifluoromethyl-

f;%r%lfahoz{ }Ia%ﬁé}ﬂ'ﬁ&ﬁ@sphewwet@%e?ﬁ%am ntibodies, EG

ant i bodi es Rlnhlbltors
VEGF (VR veexysindasridderias) iSatfiflugrapaiiiy-praiticin-3-yiaminol- -1,3-dlihydro-
iindui-RBlob@r s; and er bBZ recept or inhibi tors such as

s L IR NEX —

| 't dihysiro- '”S@L&WeSan Fr anC| sco, California, USA). EGFR

i nhi big-@rsHeae Chéthedsd )
95/ 199 e X)dﬁad sy b A o nuorometny
"SUB '“-Z(n-’%%rﬁz@  Fely dr%@%‘ﬁf"”mnés/ 02434 (publ i shed
JanuarN-Mgthyl- M@S{@CZ -0x@3 3atifgdridrii-t-iedbl-Styairire)-Bartfldlomethyl-pyrimidin-

GFR- i nhi bi t t
?F]}Zﬁnd}%trfﬂ}%zmzwweﬁlane’ggl%kmldga 1'023' (IPf: Qgr agents

Inc.), H%Veﬂﬁtﬂl?c?iﬁf’dﬂatﬁs iorft MBBeN 195 thedregimentio shpermeiageirgrowth in a
20ehel,( ho@imne IByrsheo@nprisicg EpinRican & sHehAahY, anNBMbunt of a

Y6 unlijgﬁ)w f&lﬂﬁa ¢ QIR g%b%@' %g%ﬁg %Z 5 E}

BB 1382 { Boohg n H'[% or 8p L&Iﬁ (%R?Eeaf% IS)%alt, solvate or
|pfpéirug(;hereof that is effec e in trea ing abnormal cell growth. In one embodiment of this
method, the abnormal cell growth is cancer, including, but not limited to, lung cancer, bone

cancer, pancreatic cancer, skin cancer, cancer of the head or neck, cutaneous or intraocular



Annandal e, New Jersey, USA), and OLX-103 (Merck & Co.
of Whitehouse Station, New 30 Jersey, USA), VRCTC 310

W@ YMenossh7 Resear ch) and EGF fusion toxin (Ser ap@niB20e3/005883
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of Hopki nton, Massachusettes). VEGF inhibitors, for
exanpl e CP-547,632 and AG 13736 (Pfizer, Inc.),
SU-5416 and SU- 6668 (Sugen |rR8: of South San
Franci sco, California, USA), can also be conbined with
a conpound of fornula 1. VEG- inhibitors are
des?rl bed in, for exanple in WO 99/24440 35 (published
Ma,) G, CaRReT: AVeriaB (CARKET, 6P CARSH, icgrger oihe anal region, stomach

P@MdeB9QﬂdDOZQ1Zer( foréastl célt‘g:yr Qterih8 9%)5?& carcMEh O 246 *e?ﬂoplan tubes,
e 20 BEme Bl ool e K6 87554 P08 caronoma o

élte Ut "é?ﬂjgsf‘ 8 Disgaspatanprr obthg sepphantis,(dassen etthdlsvaliititestine, cancer of

: 1%e &idB&the sy¥Rrd Hahéed 50thé ByRld g‘ii}%dcan%@rvcﬁ méeﬁarall?yroné-algﬁa ‘cancer of

U es_ Pat ent Mar ¢

@5‘19‘9936"‘j b Pt el Sl tca%ceé %f?stﬁfb g6t GSrEcioHe eayis prosate
23anceg gigpnic Qjmcut@ teulstnzia, dynpPadydalympBhor @2, caB&r 6f tsshiadlier, cancer of the
All’(@ orllleter RS &b c%oﬂ% t]:é?giﬁb?ne( &H!nl%l lleﬁg %%lﬁl%%ql éﬁa of the central

1999% Vg 974 %? 56 ubl 1 shed Sept enbe
SyEeE ( 'i b?ﬂ"?%J NS mehop, spirgbapys tuwsg%maf@@:@“oma pituitary
( pdﬁmomsh@da ®etv@atierof 8ne drab@y of th¥\Dr&ding 2432 rs( Ab bhé shBsdliment the

%% Hﬁ%rﬁ%rses]t%ﬂ‘g)s 7 %Vgag@%/ élrﬁ%?? rﬁQrHR%I gﬁ E&guntfga c%grjd of formula
aft s PR i ireating paid FPWC?TC?S’P%E'M eth ap nf@?reqdewd?edlmnnt the solid

t hupior isctrbast,ating, clbr) @Fairg pasRtes sStofbcts r&d88 Cdvhlidh, ¥&Hmelanoma),

I BRHoRH=0f 62 { ran Inc. of Kirkland,
Was in]we ténr%dg%gcﬂ@r g'}d b%&%fa?ﬁ?ﬁocl onal anti body of
Genent 8¢ Another cembggimgpiy ethsald) ngdhed Fsaitcbsomal Call gloatisaa benign

aﬁrdl:faﬁm}eoﬁ%éee ifelRMBL B thbClirfileR A8, Yi%BridslsO Hér%nbﬁééfg’tﬁ hypertrophy or

%ghjr{p Col orado) and Chiron (Emeryvil
CaT i P8 ni a). ErbB2 receptor inhibitors, such as

CP- 724 Td ipverttipn 2lee relatesdo R, mat%\mz&zeaztea(tr&ramabﬁd&hah eéngowth in a
ph@%maﬂﬁlﬂcﬁd&%pfﬁé@ @Gllnﬁ@.@ lrlﬁﬁgtsél@%hﬁﬁnﬁfgrg%t LA &)ﬁ@g\?nd of formula

Parrra eutlc %I exas,
and” 28, imtaﬁfﬂ % M)”‘C‘:ePFHQJe Bt a‘d\‘ﬁ"%?fﬂf@\“@dh?rﬂofcﬂaﬁtb$ Affciivgrin treating
whltnrmzel ¢ell govifpio wordbiastion withnan zati-lumoBegdnt €deBa fr‘omhhebgr&@r ddnsisting

i &Crhlg‘ﬁ@ HhMér? ﬂg&ﬁ&{/\%@g@ y %g%é%? ltgﬁﬁrﬁﬁ'ﬁaléﬁ l!lblO?lgS growth factor
6@ O“y Vﬁﬁ 9937‘3@51’3‘@““% p@'ﬂﬂym%e@PQ'ﬁﬁmefiss lﬂb@?@@; bigiggical response

Qﬁbm antbpdi&d, bybtexts,)anwnamongs; and‘l&ﬂ%dro 43597/ 13760

\(]Elugl 'ﬂk?%g’g@g)hl 0 r{e@#%%? '3 phar E%?e{é' 2 cgmégsgloag%r t%e treatment of

(FreRnsticatgtauihie @ nammal, ggigling a heman cererdisiBy an @souRabferdompound of
Sth@ fofmdlaSt, abidesned by, oh a%ha%cé&ggﬁ/ ac@é’éf‘a‘ﬂleos‘faltv%l\%té 6rsprodrug

d
L8 SRS bl L FLL LS ol £ B bty o
i 5Uisht 'noRe gmbocmg*@of@e@@pmmtjlom sailabbadal Sblagresth is cancer, including,
Pd’u@?v{étﬁt*nﬁé'lﬁb Iur@ﬂ!éhée? %Bhéjélanw paﬁ%éﬂ%%ﬁﬁ’b@l ’skuln bén%g' AR e head

]1% %‘7 States Provi sl

;ﬂef’ aff‘faBﬁWRka "t%fa MElROMRi Lff%rtﬂ'eyam%rcyaw cangggrectal cancer,
bagtder off théhiacd regien, stamescn camen rqooh adeckr byreadt &fafEeeNGi6rineNcancer,
tcfé%inﬁmﬁrﬁf'tﬁ@?a‘ﬂoplagﬁtugsh%érmﬁ&ﬁé Bf 9—{‘9 %rﬁ%&&ﬂrﬁ 298NLS & S cervix,

he conpo
|°r#§‘ﬁ EE‘F H@C!"l‘?d @a’ F'Pﬂ'\“acﬁft”t?rvé"vaf"'qﬂlsjﬂn% @86@940%9’%0%& esophagus,
]Icqance) of Meksnfallintd<bid€) , cabtfer Z)Etheld’r\ﬂo&rme ts{iem, CHBANENRF the thyrond gland,

e receptor, t rosin

PRAE S e P Aol e RR0set e 080 e SiF et sl ek cancer o
claimed in the follow ng United St at es pat ent
applications: 09/221946 (filed Decenber 28, 1998);
09/ 454058 (fil ed Decenber 2, 1999); 09/501163 (filed
30 February 9, 2000); 09/539930 (filed March 31,
2000); 09/202796 (filed May 22, 1997);



09/ 384339 (filed August 26, 1999); and 09/ 383755
(filed August 26, 1999); and the conpounds di scl osed

wana4os@dmed in the following United States preul/EB2008#105883
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patent applications: 60/168207 (filed Novenber 30,
1999); 60/170119 (filed Decenber 10, 1999); 60/177718
(filed January 21, 2000); 60/P68217 (filed Novenber
30, 1999), and 60/200834 35 (filed May 1, 2000). The
conpounds of the invention nmay al so be used in
nbi nation with inhibitors of topoisonerase |, e.g.
Wen&!f?@@aﬁa'(%ﬁbfh@s%ﬁ@r prpstaigdcaserst eenid ar actie Feukefmia, higmphocytic

V@rribﬁ@#ésﬂfm@nﬁiﬁ? oPGE/ H)IBRBQ&/&IQ%E%S?@ kideyf &r \Q‘Gt@i NEndP bIE Bhircinoma,
a oVl S|.0onha at e a i on

h@?rélb(?{ﬁ% h@tﬁ% re%ngeng Beopla ? 8f tﬁ rahmld?‘ﬁ)élf SYstem ((?l\éﬁ)ypnrrl@ry CNS
c YMpBRIARI spipal ﬁ&? iriogs. llr aingiemalligoa, kDéuﬂlaW@derwntmortﬁ doebination of one or

@R & the f&é@blng %aﬁoél%atlh %Sothé‘i‘mwmtant(%ﬁlsald PhaWBeufEal composition,
it ed t gents cap ﬁa

|ncI not
oF I ARR O ELBBIO™ PERP i decucgo Rzt Imied (o
cmalasq @wlmmmtaiwhxmpmofw dreeséimtsisgen 4) anti bodi es, and

ot her &Q@Mv%nt%ﬁpa?&l RIs B 9 rﬂ%cg{ Eﬁ‘dbomﬂ&ﬁklon for the treatment of

qﬂ}gﬁrolbfer | ve agents suc as ot

pPOPETH Bl grefeinga  giqusling @ hwa%wﬁb@wrﬁw an amount of a
f eanmeeyd ofpfomiul h dsrdefisfdesbage ot nmhmrrtaemcaugzlas@dptabie@au Msolvate or
tbr%dr{@ftﬁé'rgcﬁc%t Y Ef?e tn)enlnttna%bnégBl es%%g{m ro%nﬁh n cglgainatﬁn with a

su ra. Specif ant
MRGEKicAlY %Cﬁ%Pé%?tei cBFiier 39|20 @eti- tunnéaceab@@ctea érqmutrne group consisting

le{)]f i rhietic Bthibitas, ﬁl&laﬁ’rﬁg)é{ggeﬁlsoé}ﬂll-mémﬁhtb§ ﬂr‘itér@é]atfﬁgl aﬁﬂ@ot@é‘r@rowth factor
epher s herein.Lnco

hibiehs, OB ERRT hBord 8RBl fdoGindlies ikt BB response

a@°@¥¥ﬁaNbW@Wﬁw&dwﬁé@%mwﬂmemMnse indicated, refers to

cel | gr@svhlentibhaso ﬂe%te’s L RRNGE i tk%ftregf%aﬂ%f d &%e@%&ro&ated with

%F%n e%nrsrﬁrhé ”}fg'mﬁl ﬁ[}ffu%lag %@%@%ﬁc%%’@%ﬂnhglt ap:n%rﬁls%gr@mtg 95id mammal an
( aavot &f)a eampounsk of|tief fermalee, g defipdebsiengr a pAbmatsutdaytacceptable
téé't%%hﬁl@ okbﬁ&ﬁ&th@feopfﬁgtr@éﬁéﬁﬁé% t?éatlrﬁq safd cﬁs%?o%Ptﬂch disorders include

r osi ne |nase % enl and gnan
GERGTO; BFIForih o B SBABSO AT HPERBHT dh{agselated macular
t degersiration kiresamed aclﬂar\hatdpkaanosrscsyuarsme( éh)j ratimgl ﬂidd)ﬂwcﬁlarlzatlon from

td?é“fersﬁfv@ 'dfaB&lE ?étlﬁ?d%%ngrra&ﬁ%o% artr; ifid 36 A&k WRARE ?rts ﬁr eoa% OatSXpOFOSIS

tunprs Ert ant Serine
kﬁaﬁt&géf%c?%&@ﬁ?%usabmteemm%nﬁ’ayﬁtSami@eml ihgmarat hyrdréaicemia of
ahalighdrey, m/pa‘caléeem:aiﬁ’ometuﬂbfsGrﬂét@éiaticﬂo%hé?har@b@sftéog%ms induced by
L
S A2 K008 o, )05 B e P on
| FRPFARo Mh o*F‘lCtOh'é PARogsNDt asfegted t fiorosadesoviiunabaesavirases, Borrelia

tHuRioREr Yatshizapppberdetbid deh@dsRPaidtdréu pl#?@tre%%coccus
antlprfﬁl ferative a

ant i t urmor "RV &S rfaggeé ?9%" H@&Pﬁéﬁ"gé%ﬁup arF@ﬁ%F'ga)' composition for)
éWﬁt'%@q“Q@@ﬁﬁégu 9"0(4/@ ig.a, memwpl wiich pamgrieeitan amount of a compound of
Forelull 64 Fl%ﬁédegfbaﬁ%f ac@é&% ééﬁss%ﬁllaﬁ)or b'%dﬁﬁ‘iﬂ@?éoi? ’and an,amount of

partlcul ars% particul ar e co
et He "l5F%e G GHETEh PG A taoeTsrs RESTY. VBT gpscucton
mtubltpnseamme'nrprotﬁhraava/wenist whi@barabuntsusranogether effective in treating said

mggghgﬁghbkﬁmatlve di sorders such as nmalignant and
beni gn tunors of the |iver, kidney, bladder, breast,

gast r iFOI-aBP9gaNgFs aeeiHrowet a8 MR 83@@?%‘”1%'9@9@??5&: 2) inhibitors,
IMJW@-Q (maitix-eetallddnyticoasd,9) maPRdrs, Gind COXCI Wﬁ&ﬁyge‘h%&l@ﬁﬁﬁbltom can

Con IQ(ltj ?’i{:@f@ét& hlﬁfﬂda %aﬂr‘?& ffo;irl?l.ga gtérb E\r thtﬁ?{%paéﬁl Fﬁlarmaceutlcal

(eg_, psoriasis) and benlgn hyper pl asi a of the
prostate (e.g., BPH). It is, in addition, expected
that a conpound of the present invention may possess
activity 30 against a range of |eukem as and | ynphoi d
mal i gnancies. In one preferred enbodi nent of the
present invention cancer is selected fromlung

cancer, bone cancer, pancreatic cancer, gastric, skin



cut aneous or intraocul ar nel anoma, uterine cancer,
ovari an cancer, gynecol ogical, rectal cancer, cancer

w@bootlsssanal regi on, stomach cancer, col on canP&r/[B2003/005883
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breast cancer, uterine cancer, 35 carcinoma of the

fall opi an tubes, carcinoma of the endonetrium

carci noma of the cervix, car®Pnoma of the vagina,

carci noma of the vulva, Hodgkin's D sease, cancer of

t he esophagus WD 2004/ 056807 PCT/ | B2003/ 005883 -62

cancer of the small intestine,  cancer of the endocrine

s YAPRAs{tionsdseibegieraiie XRpPlss @f yiekh FOX-I ihibisers gfcluge GELEBREX™
p éalexbkily), valdecgkib,rehd refacuxidr Bifamblb§ofaﬂ;6ﬁlnﬁhbtn@ Infloproteinase inhibitors

s @Fe%@@nb&cf mﬁ/%tgafskﬁ%ﬂ@mnéﬁ%{} BRlob@ 24 {Jb%k gvcg g&ﬁ%gﬁ :i%wf ged March

peni s, pros
017 59@9% @uwoewrﬁt%m Appligaisn @@y97f3@4$7)1 Hplfiletrelsly 8c 4987k Euaibean Patent

f: hgplibhtied et 9930aEHTEr (g@ﬁ Idﬁgwekzgd H@QQ) Q)Votb“sﬁi?%? (PuBIRRYd February 26,
T By P S U v o

AP UbYheth Abeust 4B 1988), WA 88/33768 (sublidbediAngust 6, 1998), WO
pB&/SUSB@KQObﬁ%ﬂS@WM Qbod, mméMﬁétbﬁrbu?ﬁca%?os%ﬁe g}%l%h?cf July 13,

LR SRR 81 TR B s RV suoer
| {publiseet! Moy 331 £4890), WONEY/52900 publidhieai Drtober @S} 8999), WO 99/52889

S(pQIBTEFfJH O@c@&ﬁ: rﬁaqﬂ)%) Wéaé'g}?@?(ﬂ @Bﬁlgfaédg‘fj g nﬁéeﬁ){ gCr International

e crin
’g‘ﬁPﬁﬁHﬂ'&i ofPCtTH@g%Q@%%rﬁ”eq e dﬁg%FU@P%ﬁﬁ' Betents Afnlifation No.
| 9930PRS211r (Blad Mardh 25 1999y diréat @igkn ﬁﬁt&ﬁ%ﬂ;ﬂl&&loh MuMvBércdd12961.1 (filed

alRE fsaﬁ‘éggﬁ)iﬁﬁ&c? 8l Flr+v%"iaoﬂ§/ ;gpgr? RS oo ! 35 51‘%{ b%ﬂs%;(g’@st 12, 1999),

actlvalo 68 sre ‘ate
pryediStetes, Pajent fed |9ﬁ%1§és§ed danwiaiyrafo 19980, Urlad [Statéss Bated r5s861,510

n(&yuddh@nuﬁﬁ 1ohosgD), (ﬁndrEl.lﬂJp@Qra'Pategt' P@iicatiBs 760536 @Jubnshed June 25,

e L T R e O G T
aﬁ@?ﬁd’ﬁt‘b'tf’@rﬁﬁq these, thaté}@m liittesdr op activity inkibitingdMMB¥1. More preferred, are

Sth@al@ahﬂndt nQaIé&uvél)h aniito Ry Qoﬁhd?ﬁ' MBS C Pl A€ INURL V&REr matrix-
S, LS00 TR o PRt b s
dﬂ@?d@dﬁ%%42amdNMMhunolog|c di sorders invol ving both

i dent i $dnRspRBfL Q(%m}ﬂﬁrs HﬂMngblit&u%%af&M# gﬁﬁ%tléﬂ %Stﬁe compounds

t% t are inhibited e compo
@l?rﬂr‘?s&ﬂ t invght 'Wef@y Fp0 t'?céé% $R§ RS 43 Oé%@n%&eéaompounds recited
umthesallowinpéstwi se i ndi cat ed, neans rever3|ng

al | evi ] S reventin

The  di S o EPReRh B AR AR Ee B ero i R B wBinol
FORRRIC 851 nor e synpt oms of such disorder or condition.

The t e3exo"3L[A @auGRRplianoxyd-Eer28RBuIRRAYIBnMo]-4LB4L5 S clo[3.2.1]octane-3-

d, refers to the act of treating as
Q%HS%M@gﬁdhﬂﬂ5§§Pﬁﬁed i mredi atel y above. 25 The

pr eser(?Rl n&dnt 1-Bn(2ahigty-fitugta-ezyley pheawersseaiohjiahydroxy-3-methyl-
GpERQSd-b- bQBo@mﬂmd I§RLyahidec ompound of fornula (1), or

a phar ticall table salt or solvate thereof,
as  hérei ‘ﬁﬂ &ée é@’? E?ﬂ? nesHifoquamppliptapdigipyran-carboxylic”  acid
@Mﬁpn@G@@tlcally accept abl e adjuvant, diluent or
carrlgr 160
[[4-( rb-’ﬁH&ﬂW)%n{eHéstutggLyt]ﬂ g&%ﬁlrcg(g%arco HKP%SI%E' )ﬁ)oar?mo]

ration of phar ma
Pﬁ?cg gatlon whi ch conprises m xing a conmpound of
f or muKe4-(4-ghlorophanoxyhanzeaestlidny@amino)teRe/aRt yRines- &b dxyiRl  acid
$04¥ARLRideher eof , as hereinbefore defined with a
p arnaceutlcally accept abl e adj uvant, diluent or
carrier. For the above-nentioned therapeutic uses the
dosage administered will, of course, vary with the
conmpound enpl oyed, the node of adm nistration, the
treatnment desired and the
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in the range from1l ng to 1 gram preferably | ng to

250 ng, nore preferably 10 n‘gﬁgto 100 mg. The present

i nvention al so enconpasses sus¥ai ned rel ease .

conmposi tions. Detailed Description of the Invention 5

The conpounds of fornula |I can be prepared using the
synthetic route outlined in Schenme 1. The _
subst i S&iteigraPhpREnbenzepesuionylsminekietaivdionyap-aearbdxgic  acid
s@b@bxya[ments defined for formula 1. \ CF3 H2ZN N H N

CI N CI gg) §F[§ (zhﬁd_o' = -memyldﬁf&%iy t@nzerkeéﬁon;ﬂﬁ hydroxg—3 methyl-
S(?Iﬁ’éﬂ%“‘? -G eiprsighudrosfaridss mul a 1 can be pr epar ed

starti Bguaf-aers- bﬁen’éxﬁlﬂsbméénéwfmﬁl ﬁh;&j&yc,%%mo?w B wﬂ L)-

(%Pm Ogﬁ%bm 3 with an equind anount of

e at ur es ranging from-15 to 45Cfor a
tI me péT{Md@l'fIWO RITeNeRY )renre tessIfangl]-adahyidroeydarteealoyietattahfdro-pyran-4-
S 9l)-¥Rmb]- m@qé,w&)d foll owed by addition of 2 and a

t abl,e r es after the period of 1-24 h the
ht er nE R EEL AR R bR s AAHh Pt adsloctane-s-
Exarhpykiesacigfhydnoryamidsp| vent s include but are not limted

to 15 FHKqo- é-[44(‘4q||h6}%%ﬂ&§x§é b%ﬁ%'ﬁ' bsura rﬁ)(a%o BoXFBIeLloR 2. octane-3-

dlcFIoronet ane and roe ane

s G PRYicRclivdoxemieossd may i ncl ude but are not

l'i m t e8H4-@-fabrp- phembchﬁdnﬁéhléEUIfthanﬂrﬁcg-@é’ﬂﬂaﬁyd?@ﬁ% 3:EMboxylic  acid
eﬁm(l}, ,Eél et hyl am ne or diisopropylethylamne (ii)

inorgam c bases such as potassium carbonate or cesium
car bon@tdPhgimacpyticyllyraseapiablssalinl stieetessand poturus of said compounds.

MP- car Dienedntboulsadrizbiivizof, dﬁ@"iﬁ@ pHFIndSeulief) IAE’& QHFe BhE€ solvates
gléﬁ’ldcﬁ b{ﬂ#e{ae}eﬁf fé%lhl gnbs ?L{%g(f fieC qq@%gqerg\lgﬁﬂt §|gﬂal trans ugtlon inhibitors,
i $Hch @ﬁégﬁlﬂéﬁ tBatgean dnhibi FEREdepiti¢rmalagrovahifavtor oécepior) responses, such as
f EPRI bRibadied, @@F"arﬂ@&ﬁesoénd' rﬂol&ﬂ%s m{a? %%né‘@FIQTnh%ﬂorg r\%éF (vascular

tures
f?ngﬁ]{ﬁaha{ é @gaft?rblnﬂplm gad ?%1%2 @G%qumtogﬁ Sifch ,aﬁ-grggmg molecules
QptEniedies that bindstortieaarbBDrecepton, hicexampie, HERCERTIRPaSeRHCch, Inc. of

o§ou@q Sl FraelsBo, R28BmiEY3AP! €s of suitable solvents for

r tion include
hi's E&-QR %nhlbltors are described in, for example in WO 95/19970 (published July 27,

1995), WO 98/14451 (published April 9, 1998), WO 98/02434 (published January 22, 1998),
and United States Patent 5,747,498 (issued May 5, 1998). EGFR-inhibiting agents include,
but are not limited to, CI-1033 (Pfizer Inc.), the monoclonal antibodies C225 and ant-EGFR
22Mab (ImClone Systems Incorporated of New York, New York, USA), the compounds ZD-
1839 (AstraZeneca), BIBX-1382 (Boehringer Ingelheim), MDX-447 (Medarex Inc. of
Annandale, New Jersey, USA), and OLX-103 (Merck & Co. of Whitehouse Station, New
Jersey, USA), VRCTC-310 (Ventech Research) and EGF fusion toxin (Seragen Inc. of
Hopkinton, Massachusettes).

VEGF inhibitors, for example CP-547,632 and AG-13736 (Pfizer, Inc.), SU-5416 and
SU-6668 (Sugen Inc. of South San Francisco, California, USA), can also be combined with a
compound of formula 1. VEGF inhibitors are described in, for example in WO 99/24440
(published May 20, 1999), PCT International Application PCT/IB99/00797 (filed May 3, 1999),
in WO 95/21613 (published August 17, 1 995), WO 99/61422 (published December 2, 1999),
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1, 2-di chl oroet hane, DMSO or acetonitrile. Suitable
bases are as outlined above. Conpounds of the present
i nvention may be synthetical | $0transfornmed into other
compounds of the invention by techniques known to
those skilled in the art. Sinply for 5 illustrative
p oses and without limtation, such nethods include:
;’ E hotries Ratend 55361586 t (spipdgNeNembery 19ve1 998K WO O8/54368 (published
| Noembé¥ 123r1ees)cUratedl SRitds. Pdtent 5)883%113"(RE@t WdrénV 5, @9@# Ré?mted States

' Ba@ﬁt%%“ozqs(g&[g&e@éréq 23 %‘éﬁé}n&gﬁg \§£ﬁte%§’]ategp %%93\/%3 (Pésued August 11,

pﬁ?ﬁsec‘t‘/pn?f/ B4R fputaished Mﬁlrcac‘} 1 98YUVUEL 95/BRATE dpubtitied dBeptember 12,
t n95f7l) o0 OARE06 tharwhdd Jtih@ 28) 195'7)39!)@@6@316{% p%nsﬁed S&%inB& 3, 1998),

func |/(§jér%§+ “’“E‘FB%E%E 22 1298@11‘{"%&?{16??#0%'&1%%‘\9&!8 1999), and WO

p P8R4y (Rublished dardiaryy22a 9983, all taf wbich are teredio imobrpbrateti G Meférence in
S@RPRAREY. Wthdr %&érﬁ sésy ofaé%{éespe&mh'Q@éIh hibfibrs eaté'] W%GZ (C&tran Inc. of

ect treatmsnt of or su
pﬁé’ﬁ d wéﬁ;n’ %gé%tuesﬁ Initin VEGR Wﬁ?%P'OBF' %Md%r%ﬁ”eﬁtﬁ?fhé@ of South
t Sarf Erarmlsdwe Celifomnias pah dihglazyme ea syralsetic mibddyaéeorek Raszynke (Boulder,

e 15 p1189; d) reduction
OFOIBIr@gEﬁ%#@?E ef}r%ﬁr ?ag?r%g | cohol s or N-BOC

pr ot ec ﬁf"‘?eﬁﬁ’f )V’h'b&ﬁ‘isn é%"ht %s Pﬁe7 24,814 &¥lpoindnag GW-282974 (Glaxo
EWealidoyrei ptc),cend Ehd@bmutlohyil dneibodrs iAreddo ANy Ptﬁén%ﬁ&é@éﬂis Inc. of The

V\Wogdl ' J1"&als bU%ZanﬁP{g]? géft%r}g )o n?g%abe %rﬁ}}f‘lst r«% Jn ca‘namatlon with a
d’ﬂE’tﬂOU'c oigymuky 1. 4305 -elsy7inkibitors inclBén thoserdesRribedl iNTWO 98/02434
Mpubli&h@dweérﬁxarszz 31998)SFW©kgy/ﬁ?)MéN(pthshegQJut?y% ©1dag), WO 99/35132

(8t 303 oo ) WP A0 e B0 wo orrores
hwwe@@nf\rgtaé7 atfd7a Wl 96H0%M0y@ublialsed JulyTRTTEIOSS), UBitedeStates Patent
a4 587%5@t(||§‘sue@@€5€#ﬁber ézﬂ-gg&) an%%njt&ﬁé‘)tgtes r’gteﬁt%eéa?t?%g?lss%gd March 2,

anate
e Rt
defibitpest usﬁé,)l in étlekpredent yrventioh cr@fanb n@t@ibed irs UhitedN$lates Provisional

CAHp%dtlgr? I\Foo 60%5? ?ﬁpvﬁl&e JLJL% yC % r flegggo %95 ng l.LJI tteg %tal(e? dl%bwsmnal

carh gduct| ve am na
ptﬁpt’(af&}" H? @Qéaﬁfb%lf'&?ddﬁmq@év sﬂ?ﬁj’ beth af eithyere heveirnkinganreeated by

anldrenne appEireptiregt e reduci ng reagent h) treat ment of

d hi r
ety ooy irbip At BOREAS M el o ufth VSl P! e presen
dheatiosT BFiHds @h@rtorgmf f*‘tﬂty(pl 8. cﬁfliZQtelncb WEO(CHE40h Efizer Inc.), the

oem|z¥rﬁa§mrwyt DEbteid GafdérBsd Bidethe e&%ﬁtbr t Fiﬁh@%@&@e@éﬁ mcludlng the
Am, ne
C%l“ ﬁ@éjgd"a H°8e 8§ %??‘8%5“ jh%lm”&Y"t”%rﬁ"éﬁer%tPS?S b‘éa¥e“t applications:

| W@Béﬁ*@dﬁlw Derembek?8, 1189B)i 49/45He58(filed wscenngaeo p.01998); Y9/501163 (filed

30

35

qiéﬁmtaﬁyab ido@ﬁsd‘g%gﬁo' RS- Mé;reﬁ 3‘$X e09/202796 (fbed May 22, 1997);

nes or ero am nes
aolrgégg#géy f‘%{g}oﬁﬁ’quﬁte 290??%9§p8?%|0ﬁ@8¥7 19 r (filed W“Sfcﬁﬁ all989);cand the
Iepuipa.gdn adiscipsedi sindgelgiaedl ifsthe  BlUainAsInkel Gtates MadViYonal patent
NMpsiteat mn@fsd%ésb(t?t !?ﬂeHeroQ/EMBerH 3’9'_%)')] r%b?’f?b‘?ﬁa (ﬁ%‘?“ﬁ cenowgér 10, 1999);
nder, Catalytic ro on iIn
@ﬁ?hﬁé 153 Jeryad e 20 <RELT653 57310 NagsTmER 60058280 7and 601200834
XD M%ZG)CHBOO))OSI&SS:ompoundS of the invention may also be used in combination with
inhibitors of topoisomerase |, e.g., irinotecan (Camptosar®) and edotecarin. Each of the



-65 CH3 NH2 CH3 NC N 'H2/ Pd on Carbon SQZCH3 _
N~SO02CH3 I nert Solvent The nitrite starting materials

w@24lo868e1 t her purchased or prepared from the PCT/IB2003/005883

10

15

20

25

30

35

correspondi ng aryl/heteroaryl bromi de, iodide or

triflate and Zn(CN) 2 using Pd coupl ing conditions

found in Tschaen, D. M, et. &' Synthetic

Comuni cat i ons (1994), 24, 6, pp 887-890. Br SO2CH3
Zn(CN)2/ Pd NC\ SO2CH3 5 Inert Solvent ~ /

Al ternatively, benzyl am nes or heteroaryl nethyl am nes

c &CHIIphalesh eRiicaipnt @Bt ProNfgiop datenhprnbgstipas i fmreym dicrrpprated by
oreforeherintel batirdty.l hal i de and t he pot assi um sal t of

( B(II) fgl:l:&ﬁp%ﬁr‘?ia%ﬁ%dna %ﬂg%vg %lg?s\l%% u%e&%wnth IQ ger‘ts té]ﬁull_'p treating
Bé’g'@?”@PBCE“ IoFReh OrSeAngesn inciNdiRg, @z not initagitas @sent@ canablst efcenhancing

f @hitBMET imaithé es?sporﬁée CHUESS @5 TTLA4 Qéytdits& |§Hﬂ§ha@fté€ 5Mfg§ﬁ’ V4Z antibodies,

eCt e eS of
p?agé aﬁgag%en g‘ﬁ ggrglﬂrég gg% anfj aﬁng Profifg ftmw\ée agenis such as other
alfgeasyl pr@telarﬁrﬁmﬁ@raseahlmtws fdyeramme thel feesyl plotiroimnsferase inhibitors
a@bé&rlb&ofnombcreﬁféngés ¥icdhint i€ “BRIRERRAD” Bl 3ébprgor8pecmc CTLA4

het mde, iodide or triflate usin
c 8&1&08 %8‘0??8% Iua?.fgm gge qrgﬁ?ﬁbmyqqtlepslmlqde tmse de;s‘élppcbaleq;?d States
Ré’a;gsmmd ApnitaCmt 6l 118,647 (filkd Drecafiiher 23,11908)Stith isLBG8in &zbrporated by

rggfgg,%q@&&,lmtegﬂ therel n. Boc,NH- OBoc.NH 1 Bn Pd O
Inert Sol vent ropri atel y protected am nes of

f or mul a‘\@orﬁﬁw&@w&hxﬁéwﬁ of <, Hnlpssehennisendionias!, tsfers to cell growth
f thatris| iadeperaientost diomgal reguihhMEshahians (d. @U lo§Poft doAEet Inhlbltlon) This

Shl'clgbé%dthb N J}ﬁlalaé]rgwtfwo(ﬁe@(mclr 0%%1 P orsa tm%t prgl r%SrPé{ ><2)ressmg a

oxl dat1 on oXI
HRV3Re %’éme kinass on-gvexgzpEasion of epe@ptor rﬁséwnesmaﬁentz)@rqelgn and

Chilignaf ({ebé oNotﬂbkM’olﬂérblﬂ/B d?:fea@esSlH'\f/lﬂdN édeﬁgntoﬁﬁsﬁ@ kinase activation

gé%lcr%?/%g Oar%yurg rgnﬁ% %%er&lx’l%)pﬁ[rﬁ%eg*og%/rgs?r%g;y%ases (6) any tumors that
ppqoh_fgr.atplw_ abpyrant ppri{@‘jthrewlnqd@as@ﬁ@vation and (6) benign and malignant cells
of other proliferative diseases in which aberrant serine/threonine kinase activation occurs..

The compounds of the present invention are potent inhibitors of the FAK protein
tyrosine kinases, and thus are all adapted to therapeutic use as antiproliferative agents (e.g.,
anticancer), antitumor (e.g., effective against solid tumors), antiangiogenesis (e.g., stop or
prevent proliferationation of blood vessels) in mammals, particularly in humans. In particular,
the compounds of the present invention are useful in the prevention and treatment of a variety
of human hyperproliferative disorders such as malignant and benign tumors of the liver, kidney,
bladder, breast, gastric, ovarian, colorectal, prostate, pancreatic, lung, vulval, thyroid, hepatic
carcinomas, sarcomas, glioblastomas, head and neck, and other hyperplastic conditions such
as benign hyperplasia of the skin (e.g., psoriasis) and benign hyperplasia of the prostate (e.q.,
BPH). Itis, in addition, expected that a compound of the present invention may possess activity
against a range of leukemias and lymphoid malignancies.

In one preferred embodiment of the present invention cancer is selected from lung
cancer, bone cancer, pancreatic cancer, gastric, skin cancer, cancer of the head or neck,
cutaneous or intraocular melanoma, uterine cancer, ovarian cancer, gynecological, rectal
cancer, cancer of the anal region, stomach cancer, colon cancer, breast cancer, uterine cancer,
carcinoma of the fallopian tubes, carcinoma of the endometrium, carcinoma of the’ cervix,
carcinoma of the vagina, carcinoma of the vulva, Hodgkin's Disease, cancer of the esophagus,



' SOZCH3 Inert Solvent NCB 1 ~N~S02CH3 WO 2004/ 056807
PCT/ 1 B2003/ 005883 -66 As understood by those skilled

wo poottiesssart, the chemcal transfornmati on to coPOBEIR2068005883

10

15

20

25

30

35

aryl halide or triflate or heteroaryl halide or

triflate to an aromatic or heteroaromatic amne may

be carried out using conditi o®s current ly outlined in

the literature, see Hartwig, J. F.: "Angew. Chem

Int. Ed." (1998), 37, pp. 2046-2067, Wl fe, J. P.;

Wagaw, S.; Marcoux, J. F.; 5 Buchwald, S.L.; "Acc.

Cﬁgﬂ‘ﬁe F plche smalt néastie, canper ofifhg @RI, SysisITE sancgr ofthe thyroid gland,
Buatveadfdhe [Grathyroid dland, Qir@er @ﬂ@”ﬁd'ranal(g?é?l@os)arcoﬁé,of Bt tlssue cancer of

Bl by 36LE BrcaroSi o HBRUF e teukemie
ciyﬂ@ﬁoqy"f'f‘ely@PPPmﬂSuFQﬂQ@fr of tag hﬁﬁid@r seroeniobipe kidnew@r ureter, renal cell

Skartih@oh, icarcinb@a aF the rbrhl#%@lvr??aﬁg% BENd oOthe r@:@ﬁtfaf A&tls system (CNS),

SR A T e B 20 e Bl & S S e
pPEBUP SUhefomepioicasresi de anmi nes 10 of the formula 5
after pigd HoFeepréﬁfrecﬂ%gdﬁ)még@gé’rﬁBﬂ Qréeleaé@ta%g@eﬁ?ﬂms[}(fqéas but not

conver-t

t
flﬂ‘ﬁe@é ng)f eaﬁg Pﬁwa o8, bé%@[ﬂf?fea:ﬂ@ stogapk PRRIRAtIE YRIIANaskin Gnelanoma),
t rserinekiteliredtesticniat, bed ldadder. NH NC Br 0-0 Pd NC 1 N N
Inert o ‘é@rﬁ‘ﬁoumj Qlethé g)réébﬁtr lﬂve%ﬁéd M %ﬁélsgf Ps%ﬁ? glgﬁ%;trrlga?ment of

of formula 1 erm

pPUEBER| dsordRisrie WB'&'P PP%@PWD;}BSS'%é%@rqcmwrﬁge@QMy or activation or
p$|wlldg$vmtmdﬂéujtot\@ndst ;ﬁdStB’h l’lﬁosu\m Eiﬁ&@é &FOeNESs SQéh disorders
tRSy n%l | fhog'e 'Jﬂhﬁé%kotnalt t yr pagsg S acg%]\é;/t %gr é%l?ndular

the catalytic construct
E’“P‘E@P'@&@eﬁpmﬁ'ﬁaﬁtrorﬁ@a§u¢ i M@thchélq natitiei fni eihichf aberrant function,

pedpyeseibiy -abMIatn@hQ%@hé]l‘rﬁé' oﬁHe‘EﬂbEbb!/rols:rﬁé(((iM&s &R%hvovEle In addi Jlon the

a(rS ?@%tggd’és otg el_ﬁurese A’R’(eﬁ %gjave ItrlerapgN,g&Elgtg/ !gfgllgﬁ%é%%gré{agnglogemc
Fax‘}qd@l)nup@pglq, disoregrs lrivplvm@bda(b dHeKiified sed BE lySAnidehtfied itbsirie kinases

- - thit-NTABIGRANY $R Jo@p&%@bf tl%’épre%%ﬂt thOertigh. UM

( Arer m Ph CI a - nv I'm d| zol e - Superdex 200
H| Load a‘fﬁﬂ % wdd@rwntemwém ipflieatecs Hngans reversing,
aﬂmlatmgdryhlbmg fhe I%mgsqssh of, yor psdverdingiRiR- Gedrjiardatcestitdy 20 which such

(térﬁnagﬁﬂéhcbf % dr I\/% sympt nﬁlbgﬁ%ucf&igdréér%g %@r@gl?r‘?cﬂél &he qreatment

er oxl dase

5@?{%"' R@geéapteﬂwpﬁ dyiseted. rgfe[sgv fhe achs Areatitiopitrentios dudefined
-ﬁméuate@(bboﬁ gma #P1379 -DVMSQO Sigma #D-5879 WO

2004/ OﬁQSE)rZsep pTr{v!e%Q ?’s[oogrg\gges a pharmaceutical composition comprising a
compound of formula (I), or a pharmaceutically acceptable salt or solvate thereof, as
hereinbefore defined in association with a pharmaceutically acceptable adjuvant, diluent or
carrier.

The invention further provides a process for the preparation of a pharmaceutical
composition of the invention which comprises mixing a compound of formula (), or a
pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined with a
pharmaceutically acceptable adjuvant, diluent or carrier.

For the above-mentioned therapeutic uses the dosage administered will, of course,
vary with the compound employed, the mode of administration, the treatment desired and the
disorder indicated. The daily dosage of the compound of formula (l)/salt/solvate (active
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cocktail tablets (Roche) -Buffer B: 25mM HEPES pH
7.0, 400mMM NaCl 0.1 mM TCEP. 10 -Buffer C. 10nM HEPES
pH 7.5, 200nM Ammoni um Sul f at®%é- 0.1 nM TCEP. Reagents
for Activation -FAK(410-689): 3 tubes of frozen
al i quots at 150u1/tube for2a9t gtzil) of 04§2u1 ;'ﬂm 1. tAfng
660 -Hi s-Src(24 - ng S
'11’5{‘95% )»—rl%l-*f Zb%)fﬁvﬂ% I(WPIZP§‘QS@4t° 1. gipe, peefasabiyoh ntefof 250 mg, more
(mram;eﬂBng)toemb)ng 100 MM Tris-HCl pH7.2, 125mM

EDTA 50, uM Na3v4,
el ﬁ%&eﬂm‘{ﬂﬁaﬁf ?% 5 %*s%{nse ﬁe;eas&gore@mws
M’]CI 2 500 uM ATP 2Be¢irilgdpes 1

~-gl yC&’h@borﬂf&DﬁcﬁHk&ﬂf@rmu%oi @M&ﬁgﬁaréd []Mgﬂ-ﬁg tyntﬁQEB route outlined in

T
éggfgméﬂr??soﬁéﬁ K%%&nﬁ IH a%erﬁiﬂsk'@ve Ee.lg% Bg'ﬁﬁ &%gplgg Iaanthe substituents
Bdefined for igmnglad4/ 056807 PCT/ | B2003/ 005883 - 68- 50mM

HEPES, pH 7.5,

CF
N 3 H
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N
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H
(e | "
ﬁ/,\N/ I’I\I'R
_(CR'R2),
R3

Scheme 1

Compounds of formula 1 can be prepared starting from the 5-amino-oxindole (2) and
pyrimidine (3). Combining 3 with an equimolar amount of a Lewis Acid at temperatures ranging
from —15 to 45°C for a time period of 10-60 minutes in an inert solvent (or solvent mixture)
followed by addition of 2 and a suitable base provides after the period of 1-24 h the intermediate
4-chloropyrimidine (4) in high yields. Examples of inert solvents include but are not limited to
THF, 1,4-dioxane, n-BuOH, i-PrOH, dichloromethane and 1,2-dichloroethane. Examples of
suitable bases employed may include but are not limited to (i) non-nucleophilic organic bases
for example triethylamine or diisopropylethylamine (ii) inorganic bases such as potassium
carbonate or cesium carbonate or (jii) resin bound bases such as MP-carbonate.

Examples of Lewis Acids include but are not limited to halide salts of magnesium,
copper, zing, tin or titanium. In the next reaction, intermediate 4 is reacted with an amine of the
formula 5 either neat or in the presence of an inert solvent (or solvent mixture) at temperatures
ranging from 0 to 150°C to provide the compounds of formula 1. Optionally this reaction can be

-Tun in the presence of a suitable base. Examples of suitable solvents for this reaction include
but are not limited to THF, 1,4-dioxane, DMF, N-methyl-pyrrolidinone, EtOH, n-BuOH, i-PrOH,



125nM Nadl,  48mM MyCl2 -Wash Buffer: TBS + 0.1 %
Tween-20. 5 -Blocking Buffer: Tris Buffer Saline, 3%

wWB3A4/086806% Tween- 20, filtered. -Plate Coati npCBUB20&y005883
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10 50ng/ M Poly-d u-Tyr (Sigma #P0275) in Phosphate

buffer Saline (DPBS). -ATP: 0.1 MATP in H20 or

HEPES, pH7. Note: ATP Assay Bffif er: Make up as 75 uM

ATP in PBS, so that 80 ul in 120 ul reaction

vol une=50uM final ATP concentration. 15 I.

Purification of Hi s-FAKcd(410-689) 1. Resuspend 130 g
bAliPBTEhgRe: derqichipsesinane PSP #F Reetertide o\uitakia prses el as outiined
HiabeveFAKcd410- 689 reconbi nant protein in 3 vol unes

i or of Kopgr e oo weept pXSRiR a2 oty RSttt otrr
c EPPQUNEiy aft therinventianody feehnic®Bs iowt tosthase ddlle000 threpant.i rSimply for

2 Mustrabad MaposSd-Avd BBt liRlifton, sheh rhERORTiSdudehe

super n%} ant of Ni - NTA

to.a cl.ean tube and add 6.0 ni
agar 0sé remvﬂgoéﬁ)pr‘g?c%%&?ﬂ%lbé ”?eltﬂé’(g§ auEAsh dnWaiqreene and P.G.M.
g&Yittd, EPrpigetive Ggouns injO@ariio ByrithdsislirSecénd Edttiony Johu @éiley and Sons, New
SHSRENSH108 gatemtP8 of J9BdA p@otééffg@gbﬂg mﬁH‘ggeécﬁf APl s 2R as HCI or
7,..Di sca{,d t he supernatant an esuspend the agarose
bEHYLOFoRICRFG M of Buffer A 8. Transfer the beads to
an XK- bidisgdaement( AreelestanyBia (Halds, @es@QBNBENIRE etd)Onith functional

. - ' . u
sgﬁe%ucg%as\ég%bet }llrﬁﬁecg%? gﬁﬁ?rg%gg(?co%atéyargﬁg,gtg\ogﬁ%alwhphto form a
aSPRF Y ARTtihemie. thipgtheror gtheroiesractivelyy 300NV
| mi di zo) teeatniddt oﬂm'eﬁyvr(dnsaﬁiuﬁefg%e@s%ég@tefefwnh rbﬁgn%gn%é‘%gcondary
' ' .. Fol]ow n er )
S5 05 B LSl e oo
r@t®8 and i ncubated overnight at 13C to renove the

N- t er niyn@biudibs of %pérb@l Sor %Mﬂfgparéﬁ %Ic‘ohé’?ﬂéﬁl %@@%r%%cé?(d primary

S‘)n igeia ﬁ) etEAl}égrﬁ%&inglg\S Lﬁ%ﬁl&/l&:ﬁ%?ﬁ%%ﬁo‘?{@g%Eﬁ%i\{%ﬁversné{)(ﬁtctf%répneﬂt Wiy sodium
clis(Perathoxyrthakyelminkimcydiide (REX-A0 @4 ir0BB8OEK, S. E.; Jones, T. K. J. Org.
PERdm. ngﬁﬂqggﬁg&ﬂ?'o@%rﬂ-genﬂgﬁﬂ% { ﬁ'%? M:ic!ﬁgls J. J.; Speckamp, W. N.
f Loyt wn to 1.7 ml and load directly ot a
S%Ggﬂtdg?aggge'gf%oad 16/ 60 prep grade colum

equi | i &r ededion df rellBudsf &r tHe. carleepahenf rBslkenBl @rihtites by treatment
hydioBen RREWEE By BRalyst géinr'ﬂomassy, B. et. al. Synth. Commun. (1998), 28, p1201

f) treatment of primary and secondary amines with an isocyanate, acid chloride (or
other activated carboxylic acid derivative), alkyl/aryl chloroformate or sulfonyl chloride to
provide the corresponding urea, amide, carbamate or sulfonamide;

g) reductive amination of a primary or secondary amine using an aldehyde or ketone
and an appropriate reducing reagent.

h) treatment of alcohols with an isocyanate, acid chloride (or other activated carboxylic
acid derivative), alkyl/aryl chloroformate or sulfonyl chioride to provide the corresponding
carbamate, ester, carbonate or sulfonic acid ester.

Amines of the formula 5 may be purchased and used directly or alternatively be
prepared by one skilled in the art using ordinary chemical transformations. For example;
arylalkylamines or heteroarylalkylamines may be prepared from the corresponding nitrile by
catalytic hydrogenation using catalysts such as Pd/C or Raney Nickel or by lithium aluminum
hydride reduction, (see Rylander, Catalytic Hydrogenation in Organic Synthesis, Academic
Press, 1979).
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14. Aliquot the FAKcd protein and store frozen at -80C
511. FAK activation 1. To 450ul of FAK(410-689) at

wa2ed/omgdni (660ug) add the follow ng: 30ul oOPCDIE28(3/005883

nmg/m (1 uM His-Src(249-524) 30ul of 7.5 nM ATP 12ul
of 20 mM MgC12 10 1Qul Mh2+/ A E’ cocktail (UpState

Bi otech.) 4ul of 6.7mM DTT 60Ul Src Reaction Buffer
(UpState Biotech.) 2. Incubate Reaction for at |least 3
hours at roomtenperature At tine to, alnost all of

t he FAK(410 68(94)3 is singly phosphoryl at ed. The Eﬁ%:ond

15 phospho 3 |on IS S| OWy pAbn dae® (t = es),

add 1 Qul 1584 ATP. T, = IS prtf’QO%S y "SO,CHy
phosphor yl afed FAK(410- 689) (1 P04) T43 = M n) 65%

si ngl y TRhamfb oserid) @chidridis P4 be%%ﬁ%%hé% 198 fpa@g O/from the

| at
pg‘%‘%ﬁ‘%ﬂ% %et&i%@bff%rgm '°d8’80/8r2’f“ﬁm and 14n(GN)2 1gsing1 Pd coupling
Ponditiersdioynd irPlghateda M. el b Symthatic BomAdicaiBRs (19943214081 8h 887-890.
of the desal

ed rial t spin colum and
i ncubat e on r?a%gfunﬁ—rﬁ—%%%z—w%&—i% r S02CH,
(microfuge) ~or 5 min to isorate and col l fl ow
throug FAK(410- and renove .
H s Sre the r?aﬁveﬁyﬁ?ée ylonlﬁgso?rh oary‘n]eﬁwyeg?m@a c3h %@oa@ﬂb&g\eactmg the

1app@9(rﬁte 9@1 | qr hRjgreeryietyi f@lﬁe[ﬁf]dltm egasaiutnisafp of Bag)NH (yéference)

(@ﬁ'E)Jb@t]uéhOreHﬂllél\Bﬂthe BOCERRY GithEiqug/ i of pGT in PBS
and aliquot 100 ul/wel]|. Incubate the pl at es at 37C

over ni ghtC:' aspi rat e t e uP¥r nat ant, wash®the 5t at es 3

tinmes wt BuffeL ghd_fBEK t 0 dry 30.beforei,
stori ng g8t 2. Prepare"@@ﬁﬁ}b’@und stock sol ut s of
2.5 mMin’ 100% DMSO. The stocks are subsedi@entYy

di | ut ehites, @%oﬁﬁcd folnes b ékﬂine&cﬂﬂ&%%Fsa{o' &hin snar:llnoﬁré‘bursors to the

di Ki Ph t
i TN ol e (e
KT A% $inHash elkwybﬁoramn, aienyl épronidded, b3/oniB @ster withaheaphopriate aryl

\W|hbtefdéfy18 8r7ofﬁ&)dé_?_iodleg %6 %9[91%21%‘ gaﬁd g&hp@fg %leld'(%s aV\qund o Tsuji, J.
%%94‘11 eelgﬁ?t%"‘{éﬁ%ﬁﬁn@g Ndexsensipoas 19991and refaigriceneited therein.

each webé.  of the p say plate, Beaupni ng each

conmpound iln tripli Cat esy,pn gghe same p Ate. DDl ut e

on ice, Fotel N & skyekDOU Tn Ki @ K@

Phosphoryl atN-on Buffer. Dispense 30 ul~ger well. 6.
%: Li nfﬁ r| tP/ and the appropriate dilution nust

pr e ARPRPEHIMRGTCFEY apinem of fameln Somay betcenvertedr ke differzntnamines of

twmule Atar@tdingto setheds fardiis iotibst SRR HR skt exampleas but limited to:

quant I(et)at | QRaQon bHthioether to a sulfoxide or sulfone.

HN/BOC HN’BOC

L~ 5_CH MCPBA 0,
\l/ ’ Inert Solvent K/\/SYCHS
CHy CHa

(b) N-alkylation of a sulfanilide can be achieved under phase transfer using conditions
described by Brehme, R. “Synthesis”, (1 976), pp113-114.

H Br
NC [ j NaOH/P
UN\SOZCH‘g : = >
NC N.
Inert Solvent \@/ SO,CH;




assay signal will be approximtely 0.8-1.0 at OD450,
and in the linear range of the reaction rate. 7.

woe@pasasobot h a No ATP control (noise) and a NeCT/IB2003/005883
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Compound Control (Signal): 10 8. (Noise) One bl ank
row of wells receives 10 ul of 1:5 diluted conpounds
in DMSO, 80ul of Phosphoryl a‘tﬁpon buffer (m nus ATP),
and 30 ul FAKcd solution. 9. (Siganl) Control wells
receive 10 ul of 1:5 diluted DVSO (m nus Conmpound) in

Ki nase ,pho on buffer, 80 ul of 75 uM ATP, and
30l &F “Tg‘%ﬁﬁy ‘528?& %‘ﬁ?‘ix elhe 316, the pramieal Bansiaatioprio genvert an
r hhalidenoe irfiataroe heteroadybhatide ot eiataitd n @ﬁdhﬁdtle oShétK#oB@m%ﬁc amine
151a§1 bBlcakRd %hﬁbs‘?ﬁg collgjmon-gec!u%ﬂ@t&ltl%gf in’ %gq er%urﬁ Xeg Hartwig, J. F.:

ra reaction nmx
;?Pg Vérieﬂ" &Bs":ﬂj 98, @20‘@'30@? é’Vﬁlf?@ép?]thagavoﬁ rdarcoux, J. F.;
HRFch@/eldJ agat s, Cpéa‘éamdla@)mm; i300slysd518, Rafig/ B Buchwald, S.L.: “J.

(érngﬁ’lQmOf (2556*)(: 53 @h Mﬁplﬂc :}g ?lbcglwalgg iSBke)m 'I;%plc%um Current

| nc
Slrem'i@’ @Q%)r d«tpé31-?fé9 @@ﬁé&fﬁ@pwwteanfaﬁrmsrfuttmm satneerstood by

t thoess skiliet! hin s, sk %éme laﬂyl oPHEterb@Y HthinBBdn &Tnelrrllcapfransformatlons
late co

r @\Q/g%ﬁeﬁ{gﬂ\?eﬁ% Q%afned oa erlltdl r@%{lﬁwggeﬁé WW&W@‘HS Mhich provide amines
a?frfF‘%f@”ﬁﬂ'?e‘i giter Bitrile (@fe%mdéﬁyedmﬁoradlnotacted amtrfes 1D @aitulafs may be

OfufiiVedriz &€& tp @ifferdB dmined 2t flaﬁﬂulaTg‘gccﬁrldng% mblﬁﬁ&%@l %Egﬁmgge skilled

b; surenment of absorbance at 450nmon t

m cropl ate reader or a mcroplate reader capable of
readi ng at OD450. I lhl bition of tyrosine kinaseg
acti vit yowoul d esu educed absor bance sifgnal .
The si gnal\é/typl c 1.8 OD uni \EFBB

are reporteg”as | C56——uM—conecentdrati on

| nduci bl e cel | - based EL'P@';‘EO'V‘FW nal Protocol N Mite]ial s:

Reacti-Bi nd Goat Anti-Rabbit Plates 96-well (Pre
Pr oduclhg /6 1887 Zcti@lyl bt B8 coldpR)ndE AT aRIE 1 ahs) be determmed by the

H&lowﬁb%%dlﬁ@t M%%j%{ @la\aﬁ cWer %ﬁovﬁrﬁgﬁgﬁ%gy %gg?(ss% H‘ne%ozi to getermme
%@ngfgp?@gd%@bihe Gnl{ﬁ)g Inf@bﬂ@ﬁygasb@[k)na@actlwty of the catalytic

200:4LCIEBQF1 0FEBD). I TBE QESHy 09 28 8815 Atk WRIrmal MEa&l g ?nezlﬁﬁlbltlon of

Ypst at e#05- 182 @ 289. 0
US%% t@ﬁ%@h&ﬁ@uo@ ‘leglebe Af finiPure Goat Anti - l\/buse
IgG (jQEEWP%@WﬂEemHSMG @5/ 1. 5m USD)

Super Bl ock FlB&afid eﬁhﬂ%@a?ég@@ﬂl@u&ﬁﬂé%%@gf@g USD) 5

Bovi ng Ser M&ﬁ%‘ 7.95/ 100 g USD)
TMB P&F oxi dabe' & éﬂ( t YRR Research Products
#CLO7JIh0OmFABIDKIOse HUSH) Na3VO4 Sodi um Ort hovanadat e
(VBiegam:; #S6508 @ 3. 95/ 50g USD)

-Ni-NTA agarose (Qiagen)

-XK-16 column (Amersham-Pharmacia)

-300 mM Imidizole

-Superdex 200 HiLoad 16/60 prep grade column (Amersham Biotech.)
-Antibody: Anti-Phosphotyrosine HRP-Conjugated Py20 (Transduction Iabs).
-FAKcd: Purified and activated in house

-TMB Microwell Peroxidase Substrate (Oncogene Research Products #CLO7)
-BSA: Sigma #A3294

-Tween-20: Sigma #P1379

-DMSO: Sigma #D-5879



30

MIT substrate (Sigma # M 2128 @5.95/500ng USD) 10
G owmh Media: DMEMFL0%BS, P/S, du, 750 ug/m Zeocin
wa@ea46880m/ M Hygromycin (Zeocin I nVitrogen #R2BEB2083/005383
725 USD and Hygromycon InVitrogen #R220-05 @ 150 USD)
Mfepristone InVitrogen # H110-01 @ 125 USD Conpl et eTM
EDTA-free Protease |nhibitor t¥t|et Boehringer
Mannhei m #1873580 15 FAK cel | - based Protocol for
selectivity of Kkinase-dependent phosphoFAKY397
Procedure: An inducible FAK cell-based assay in ELISA
f or mat “PEBSt G EHLEKDHY of chemical matter to
i (RebdidnfsvfotPUFifStighe ki nase specific inhibitors was
devel op | - bas assay exploits- the
mchan?%%eﬁg'%wy%%%%ﬁ?ghTM system (InVitrogen) to
exogen@O¥hM NeGht rol t he 20 expression and
5 phosphoryvices of FAK and t he ki nase- dependent
aut ophasph tion site at residue Y397. Inhibition
of the%ﬁ'ﬁ%ﬁ%@?}%ﬁﬁmb't&rﬁ%ﬂ'&%ﬂ%F@HCB‘?N on at Y397
r esul t sBuffier & 25edYUdERES gth®.0r bance signal at 0OD450. The
si gnal gh@niiyeeal ly 0.9 to 1.5 OD450 units with the
noise fallin in the range of 0.08 to 0.1 OD450
units. O#H@/'T/‘gﬁ:%es are reported as I C50s, uM
10 concentBuifet ONMOMROHERESISY 7.5, grow A431FAKW in T175
fl asks [Qr to running the FAK cell -
assay, Q%mkﬁ%ﬂ@%Aﬁ%tgcel s in growth nmedia on
96- wel P-TOMHERRM pl ates. Allow cells to sit at 370G,
SRedgditd for Abtiiatio® hours prior to FAK induction.

P ' Kk | [ f 10 uMii 100 %
ot nomor K BRE0P e s o fhvsn s BCueinavn ot ol 4o =t 1.40
15 100k 860ude final concentration in Gowth Media.
T fan e ; . ; .
r ansf g é&&d&tkﬂ 5?1). 0 Smn| 48k drbi ﬂ@&g?{%@ﬁm ('N%jz%plcts

of 0.1 _nM 30. ristone) into eac ow ce
to si t'égx?reé‘?ttﬁ’&,b”fge@o(%??%@éﬁ?ﬂ)ght (12 to 16 hours).
Al so, prepat@ rolditis-dCI peZl2 s wi t hout M fepri stone
i nduction ofxgugpr essi on and phosphoryl ation. On
20 day 2, coat_Goat ti-Rabbit plate(s) with 3.5 ug/m

of ~phosphosPBMMNCIEAKPY397  pol ycl onal anti body
prepared i n2fsuESTR) ock TBS buffer, and allow plate(s)
to shake on 35 shaker at roomtenperature for
2 hours. @%@o@a’ﬁ%@?%ontrol well's nmay be coated with
3.5 ug/m o ™¥kTrol Capture antibody (Whol e Rabbit
| gG noiveeHAEE LodkER passeds Bietee?rgper Bl ock TBS. Wash WO
o5 2004/ 056807 é?n(l‘(ﬂ/llnagOOSI 00588 -72 off excess FAKpY397
anti body 3 -{I nes USing buffer. Block Anti-FAKpY397
coated pl at@OsMAFR h 200 ul per well of
3YBSA 0. SYdamanvBPegkizyg buffer for 1 hour at room
tenperature an tgg pl at e shaker. While the plate(s)
are bl ocki nH',‘ B'F 24t e compound stock solutions of 5 mM
in 100 % DNB® U-Plyeersltpbadphatel uti ons are subsequently
serially didmyeerho 100X of the final 5 concentration
in 100% DVMSO. Make a 1:10 dilution using the 100X
sol ution inYWBFBWth media and transfer 10 ul of the
appr opAratwoodiyend dil uti ons to each wel |l containing
ei t her :  nduced or uni nduced control A431
cells Ifwg?gS@ﬁr%toﬁbt es at 370C, 5% CQ2. Prepare RI PA
| ysi s DhUfM$OK50 M Tris-HCI, pH7.4, 1% NP-40, 0.25%
Neeagderdx farlFAlket KinatbELISM NaCl, 1 nM EDTA, 1 nmM Na3VO4,
1 nMN mpl et eTM EDTA-f ree protease
i nhi bil\ltpllgorSp@%ﬁ?@B%fggrper 50 mM solution). At the end of
30 m nutes conmpound treatnent, wash off conpound 3
times



using TBS-T wash buffer. Lyse cells with 100 ul/well
of RIPA buffer. To the coated plate, renove bl ocking

whedoesesand wash 3 tines using TBS-T wash bufP&r/1B2003/005883
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Using a 96-wel | automated m crodi spenser, transfer 100
ul of whole cell-lysate (from step 6) to the GCoat
Anti - Rabbit FAKpY397 coated plBte(s) to capture
phosphoFAKY397 15 proteins. Shake at roomtenperature
for 2 hours. Wash off unbound proteins 3 tines using
TBS-T wash buffer. Prepare 0.5 ug/m (1:2000 dilution)
of UBI aFAK%E%'éEﬁ’%%pgﬁtﬁ, body in 3%BSA/ 0.5% Tween
bl ocki ng bufibemnm Nacgpense 100 ul of UBI aFAK sol ution
per well an &/@ﬁﬁ&' for 30 minutes at room
tenperature. ff excess UBI aFAK anti body 3 tines
usi ng THSsTBUfigesTR10.1 ¥rTwepn-2pare 0. 08 ug/m (1: 5000
di | uti ompckig megondary Anti-Muse Peroxi dase (Anti 20
2VHRP) conj nti body. Di spense 100 ul per well
of the Anti L{gih‘-'ﬁ% g%’l "Gtion and shake for 30 ninutes
at room tend&BRAire. Wash of f excess Anti-2MHRP
antl body 3 tioBRSTwsh-B8, fitdBp- T_Wash buffer. Add 100 ul
%It room tenperature TMB substrate solution to
aI I ow TP CeBingEPulie el opnent. Ternminate the TMB
reaction w 5bmg@/G0Paly- Grﬂlelfyr {@grha #H02TayEh sﬁc@Eha‘i@bdﬁter Sdline (DPBS).

(0. OOMARS@ ) AR si gnal by neasurenent
of absorbance at 450 nm ongslﬂpe "25 BioRad micropl ate

reader. AddNPieohH! ASAKBEErl assays are hereby
i ncor por at eMabeyu;f@‘mm,mﬁa hPe® & th&i®0 ul At t or ney Docket

No. PC11699 itl ADHESI ON Kl NASE

CELL ASSAY' ﬁﬂ‘fl g Vg‘lf"@?@ldﬁéf%'%me“ g8- conpounds

of 'E"I'\"(‘_f'cﬁl‘f"é%efn‘l"s1‘=ﬁiﬂe¢\(14iQ)Gﬁ%\ave an in vivo 30 activity

aS det er m nresudyend 1|30 @%%@ulmglfell 2 cﬁptaﬁﬁgftﬁesm{f%}(pressed His-

h
@"C"%% l?r{géoglf?g\?@ pé‘ﬁe‘i’ @Sg()vo&’lmqsé‘gg’”ﬁ)r?éﬁ“f%AnM in the
k| nase2.assalyse aelld witbioae pgss ef e nadbfnidiess t han 10 nM In
a further pR&h&fe%@ﬂd%@Egg Ltlgatlsrhgt MP&’? mme% ﬂ,é&o rpm in

a FAK ce assay , sucC

d%§%r%%éé 1%93 Q1% of less than | "M m)re pref er abl y

| ess than l0@nsivitheangemaiaht ipaaiehaleyankess th}ﬁlrbme&Magarose
3@@@,@ ni stration of the corrpounds of the present

i nvent’i on (her einafter the "active compound(s)") can

be ef f&ct ednBPaigrife sveransian witagerde sdsking atdi§ld foet hownf t he
conpouhds t@emrhl&ge\é&p%QQé{ &56(85?5 :?Q%lhﬁ?@&%&&%&w - 73

site act oral routes,
| nt r a%oden%F&FdoE'? essu Per a?rré}nﬁngrrﬁfusf’?ﬂde@?|a€ﬂrose( PRRds|fRi2q@ m! of
Payenous, subcut aneous, intranuscul ar,

i nt r a\mscu|'ﬁéns¢€rr b o xk9BictR

qgg‘FBLé{'r ation. The armuntn of t h:e gngt(%@grsr&%rﬁ%ﬂngma) connected
dm nrs ered wi |l be dependent on the subject 5 being

treatéd, tH¥ashdieagaropedbadstvath diconmieniumies 6OBERE A BRY elute off the

tob@mh%ﬁtﬁ a%fep%ﬁjdaﬁem gftBﬁﬁér'A%ntaEpS 3ﬁbr§9lcfr‘ﬁ,szl Ign gf the

conpo a i scretio
physi %an rbﬁgﬁfgb%?“ﬁeéﬁ‘c@?r\géé’fth‘%é‘“@éifﬁ@@ns in@ Buffer e

r ange 10f  alFoldwity BOfkr bxehaityelpool e FaRtiHRank BdBARYmbin at a 1:300

o bout 5 .
/;Ag t;o%a 'ﬁyﬁ?ﬁsﬁgﬁ%}?g % SVégo %tm&\)/es; ‘iehse N %6'}‘"”3' '%fytﬁg g(Hls-FAK410-
%g - ’f‘ﬁp§ W%I Attt to about 0.05 to about 7

g/ day 12pr efreii abd yeaatdUiix@ire? bk SO We Ri-RTQ/HiEMn (Jq[]mbratted with

%?ﬁ?rﬁléh%ltcﬁﬁb%ﬁﬁe H&?%go%e 10 level s bel ow the | ower

t he af oresal ‘may be nore than adequat e,
while in other cases still |arger doses nay be
enpl oyed wi t hout causing any harnful side effect,
provided that such |arger doses are first divided
into several small doses for adm nistration throughout
t he



day. The active conpound nay be applied as a sole
therapy or nmay involve one or nore 15 other

WwW@niossasapur subst ances, for exanpl e those sel BCI/EBR003/005883
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from for exanple, mtotic inhibitors, for exanple

vi nbl astine; al kyl ating agents, for exanple

cis-platin, carboplatin and ®§cl ophosphani de;
anti-netabolites, for exanple 5-fluorouracil, cytosine
arabi nosi de and hydroxyurea, or, for exanple, one of

the preferred anti-netabolites disclosed in European

Pat ent "2ppl iCeRteNtate Nbe flogdemhsdaym ¢ 1.7 ml and load directly onto a
o LNt T ot B o NI Bafer & e desirs
y - 9 - e ylh)-L-glu I d;
gk%\%irﬂé@%% eévrveeln%i‘%lg]fn rs; cell cycle inhibitors;

i nt er cat-at i Aiguahthe BAGed peeein fiad stenediopdneat ag°Canyci n and
bherw sdtivatignzynes, for exanple interferon; and

anti - hor nones, r. ex | e anti-estrogens such as

Nol vadéx” ‘('3? é?F%‘E?ffFZ\H(?ﬂE'P?Q)@b?-“%Wa%l( Odgadd Hyedolloyiaais
such as Casdelegid.q37' maivilghav)3Hig-8rc(249-524)

fluor ophenyh&ygfp,{y)rﬁmlgrgz- hydr oxy-2-met hyl -3' - (trifluor
onet hyl)proggipgnani i de). Such conjoint 25 treatnent
may be achi 6‘:2839“"0\%{'9 Bf the simultaneous, sequenti al
or separ at e1@oOBhIGATH cochigll (UpSeie Bicteal) conponents of
the treatnmepy Of6'l.'ﬂ@wglﬁlr maceuti cal conposition may, for
exanple, be in a formsuitable for oral

admi ni st r at P@hSraReactionByisr (UpStaissRivtesh.)pi | |, powder
sust ained r Bb@ABRJaOidAbrat k813 hod8latiob@RemperatsBENSI ON,

for pager al, injectipon rile solution

sus penéti %ee. f alglr?ﬁ% @f%‘ln,%ef%%(‘%%ﬁ@a'ﬁ %@ﬁ’a‘HWFWOQ‘W%’t i Hp second
aRhosphogatieris Alow ot tes @ad2nintites), adddDallof HIMMASPY at i on

as a SHPASe&H) wwsinngOsﬂhB%@%ﬁkw6-659)%3:9@@3' tion may

be in .§¥n=t ?osagsscyforrrs suitable for sin

adnmi ni 98 Fdf7 GH5P% FbcpProsrhepdaizrll. Ple 3Pk donkiy slirsplcaylated (2
cRf¥position will include a conventional pharmaceuti cal

car ri ef, 9{go8%ik) 4bENPoAREyd s@Pound according to the

i nvent1'L on as an active ingredient. In addition, it

may i ncfedde %t Ref Svedi RPhal or pharmaceuti cal agents,

carri efs,= ddjunvrRon, $90% R EO4\YEsA00 44RRS807

PCT/ | B2003/ QR5883 | /4 | ar arent.eral .

admi niB%t r at%@n%}%o?lnagla?oﬁ%?ﬁg}e% cgeés%b%%i R 'agrto NNHe 58P giplumn and

drcuBRie Py &PIn edpdbunds i n steril e aqueous sol utions, for

exanple, apm@EOHsS10R ORYhRIGuEH), Y605 ndh &l B¥ifOSR collect flov& through
red,

i d for b t ab buf f
AL PR s R R ok e FRPLER RAPLIBE S 1 mcl ude
ilh&EAKcHiKinasaEL IS fillers, water and various 5
or gani1¢ solosnbswell Nend NBLIBBH EHES Fhin %_BQ%tREMS @ﬁ\? gg% uglwell:

if _desired, .contain ditjonal  ingredi
fF{r%R?E)er i1er31é’§/,m' b°|9 r?g%lr 9, 9‘%&8% PINeS 10hHwele Inpybate the platesopt 37°C
Gveinighidadpivate thestupernatantt edsh éitesplatesnd trhe with W adhi BuFsr, and flick to dry

Sfolddi@h st 4RUCh as citric acid may be enpl oyed
together with various disintegrants such as starch,

al gi ni‘c acif@EPEICEBPERY tlodksipliene ofi2d wiltiad 0k PMFQ-h The stocks
lerenglibsepuantyriiigted BXBDX dfisheSinar@ACNtrgdhak | T0/RDMSES 86d @luted 1:5 in

&ﬁgggbﬂgghhwmbhgﬁ jcating agents such as magnesi um 10
stearate, sodium]lauryl sulfate and talc are often
usef ul f or FrepBIest T Werkipe SER solgishiiniKinessraposnhpiyiation iffer. Add
80 si toriebarwdilygre fivalyA 1@ 3aceh@atRABf sy @4l i n soft and hard
filled gelatin capsules. Preferred materials,
therefor, include |lactose or m |k sugar and high

nol ecul ar wei ght pol yet hyl ene gl ycol s. Wen aqueous
suspensions or elixirs are desired for ora

adm nistration the active conpound therein may be
conbi ned wth various sweetening or flavoring agents,
15 coloring matters or dyes and, if desired,
enul si fying agents or suspendi ng agents, together with
di l uents such as water, ethanol, propylene glycol,

Y - "



Met hods of preparing various pharnmaceuti cal
conpositions with a specific anount of active

W@ 0oposasa7 are known, or will be apparent, to tPOEEB2003/005883
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skilled in this art. For exanples, see Rem ngton's

Phar maceuti cal Sciences, Mck Publishi ng Conpany,

Easter, Pa., 15th Edition 20-101975). The exanpl es and
preparations provided below further illustrate and
exenplify the conpounds of the present invention and

nmet hods of preparing such conpounds. It is to be

under st'ood tTaisfer AR Usef dipedilgied cprapqunds ©rtlod sevialrtilitions)itg each well

naff thle:pml' taesiaylthMnm¢a&WOh1P&@ﬁOﬁ§I|@fes oh b2 shRk |p@\‘l@ ng

exanp an epar.at n._t.he

mol ecuI%ZS Wﬁllﬁ{ea&s{cgg‘:mc%aor%tﬁl tgl fo@ht ré:%nag%%)égiy%oryisétlon Buffer.
otthwenies?d uhparavell. exi st as a racenmic mixture. Those

ol eculges WiNokb: Uﬁ@arlt)ﬁ)énd’ﬁﬁé 8pprépiria! dllGlﬁfﬁtrﬁJs‘t; be Hrrél de®ePmined for each

aiP4CE 2 @558y o eaiig ton AN SHETeT HioXEL B ek ayyaton of e
besssytsiinaledl! by aprrotioasly RiSelwh at @D4400sed mkhé liredr iangd biethe reaction
akite. Where HPLC chromatography is referred to in the

pr epar %tl on% and exanpl es bel ow 30 the general .
condi ti'ons (5@gre Refl RUQ ALY FRG) (Bise) Aad 8 Mp&@mpgyns Gegtrol (Signal):
f ol | ows,. Thel\lcmsﬂ)lﬂm bl dow of wells ZEEIRAX" 0 RXGHA 8:5 ciliteddMdompounds in

(BRI, 86 0 b titoriich Blter FARKAUTE), f ad B0 ARDBhSIANCE

mminteri or are run

a Hewl étt P&RIgaY) dzontre ovely eaceivg mulgqfa&r@med DAIQ épinus Compound)
mert Kicetbe ipRodpRerlatiombuffergsclé Of naanwmb 2R8B80 0f HAN1B6EE AR ehzyme.

aceticqgcid

acet oni tril é&g%%ﬂe l(f)t'on A0 emrﬁq%turtg <t @rﬂ“f‘%%wm ¢l glaaking on

o PRI&SKkercycl e with 35 100 percent acetonitrile for

1.5 m AUt €S Tamthdid B8 rdddforPB) &@R4ting Wit re%@ttothHlf&Ureféﬁﬁ vs%shlng 3

mtI aThefferow rate over this period is a constant
#UCE™ WO 2004/ 056807 PCT/ | B2003/ 005883 - 75

| n t he12 ol | Bwtﬂghmmmroe@em q@njegaiecatpYBMRP) "drtibodyre@ng50ug/ml

e{M0o0 of S¥6ck) TRHOKINBGEkF! DisperddB 10§ AN WaR LY |

n% F(r C ) Exarrg]? Gehse?a ﬁ&gs SJH é#ngggér?gwnﬁ%akmg for

0 '%'“rﬁ _oxi ndol e: To a sol ut| on of oxindole (26 g)

in 10013l oAsgratedensupatnentsnt ivast e platet t&ﬁes—mﬁthﬁ&@w Ve

added fum nﬂdcf”156 @ngu Q)E chbrrrr‘%meo%Fa?lRWﬁfB S Bl initiate color

attention was 0 mal n
t BfHsloPReRir SOl devz's@centtherévnatqqéftaroﬁwpthwta}mﬁ -¥oep| tottles addition
t bieton@ ac.0enn HRBo4 sériwalied for 30 minutes and then

pour ed, i nt o € S I eci e was fo
Wi ch v T Pl i huanee by R TERe RS BhEuithee SRR on e
gPiaRad Poppptepadsr Al 3 m@miatena@ﬂeecamable p‘érreadln@at Qi3450.
5- am ngs.oxi mABien 62)yro-5¥hea(m%9é H&tlv%ﬂw@uld Fedtittif @ RAicRE ShSorbance

(25..9) 120 yl acetanide in a Par
b%‘?’ﬁg T8 'ggad”by&%ﬂ% rgg’e Itg(C{P G )mf%éa'ﬁ‘ﬁsx?fsrfsp%fﬁg as [Ceps, UM
hMp@@r@hm ed (40 psi H2) for 16 h. The catalyst was
removed by fil EhRth Ma ut ed
WlVlt€e ether (2L) to %ll}::)@(f‘&’elﬁ%%eé EL%‘#] E@argﬁ?ﬁ)&q e (10.5

}fi Preparati on of
2 4- di BéactBRndSSbati AhtbRabd teRidtyd ;9334Wem(ehem@ PdHuct#151352Z2 @115.00
5U§m f 1 uor onmet hyl ur aci | (2509, .39 nol) and
phosphor ous oxychl ori de (655 6.94 nol, 5 equiv)
vere cHRJed 7%*"5"@@'%3'@@@@‘5!‘ (BiosRureetit43e @315 0f USD)

over he@ldomteﬂ’uré eRabbll IGEf lwhsle molecule (Jackson Laboratories #001-000-003
@60/25mg USD)



condenser, an addition funnel and an internal
t heronocoupl e. The contents were mai ntained 20 under a

wopaonofsn7 at nosphere as concentrat ed phosphor i BCEHDB2003/005883
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(85 w% 9.5 n, 0.1 equiv) was added in one portion

to the slurry, resulting in aﬂmderate exot herm

Di i sopropyl ethyl am ne (245 ni, '1.39 nol, | equiv) was

t hen added dropwi se over 15 nmin at such a rate that

the internal tenperature of the reaction reached 85- 90
Chyt e addition. By t end of the amn

a1 OB Rk Bens AN areis eptsenatabinedh s Gesor Lot @gRp 00 UsD)
25 or aRgwxigadettonjogated-AftiPurg GoatsAntimidus @ tged(Jaokeort ®s #115-035-146
O (30 %nﬁws%ill on was mai ntained at 100 C for 20h, at

whi ch ti PLC anal ysis of the reaction m xture

i ndi cateRp! H%{‘tTBts’r{@'eé‘iefrr RJURESTPRPEs @9P USRAs consumed.
Ext er nBbvifeesdrin gibums (Signavadsangd 1t hes/ceg esps of the

o cool ST TRIEY shOurfidple RERuRY RN RGP Fo0) @so o

eRBl (2L) keeping the tenperature of the quench pot

bﬁtmeeNaa\mmx%o@aovamatbwgm#moe R E@ﬁﬁ?,l z[\)nd
the a et her :
The cgﬁ@?%éb rg%gg'ﬂmééhfgf/zg?@% ed, washed

wi th watawth Uvedid: PMEMWHITSS, WiBe GileuWQaIUg(rTB Feotin5knd 50 ug/ml

Wﬁﬁﬁ&ﬁ)}&ln (Zd&durﬁlqv%g%éﬁ 5585 @’ﬁzswmtlﬁ;@Fo‘?r@c&PanﬁrQ%én%zzo-os
@rﬁo % yield) of a light yell ow orange oil 6%
p PLC). This material can be further purified

by di sMifédriatonenVirogenkid 1G-04t@ 795 UsrHg) . WO 2004/ 056807
PCT/ | Bé@rﬁﬁét@%%%?rkfregard%agﬁ\%@k ?)@lle‘?%oehrlgger Mannhelm f18j3580

5-(4-Chlora trifluoronet
di hvdr BV ffdhased Prgiqeo! fog pelectiyty pf glamqeawd@nt phosphoFAKY397
SProcedureror onet hyl - 2, 4- di chl or opyrl m di ne (214.8 gq;

ghlggg-l '§P l'l?d W %ﬁﬂ( ceszgs[eE %lé ]E(Lié@ forr)n%tV\@rzTed(j%?eﬂplP%EF chemical
omafter do jieQlify tysesig W@ﬁpmgu@lb(ﬁmw@ deyelgiz. nbhe) callbgsed assay
aéi(db(k fheIneen@abnof the G@‘e'SWlt@ﬂ'Mr@st@ﬂa?(fhvﬁroéﬂn) tcpex%aélnoﬂg?;l' dontrol the

G LEREEACE ol AR ol e B, g s

c'epideenY304t ed and the product triturat ed from net hanol
as a Mﬁblh&\/\bf&@é klﬁias(e%gﬁenaerg daul%&&p%oryh’éﬂ% (EIE0s lgt@ ngduced

(%Psz)rgance §|g§al %g Dgajél) gl_:[e ?Qﬂal lé typlf:é]llqu) 9 t%1 l;}PU(lgO ur:l_Ps pq)th the noise falling
1i0 @ 3an(gs of (108—1)) 0.110D4%9 u(ifs, The Ydjues B répdNRad IC50DVBCostentration.
100 r

100 g/"Br)l gay %EgmpAﬁ’;#ﬁ\Eggn ]rf?% f?asﬁ drbth&ﬁys&x?r t’oﬁnﬁr@ the, FAK cell-
Jassaxp,§ee|qz'3)431-f wigsells3ig grpwihbrgdia gneb-welljUnigottos pless. Ailow cells to sit at
L’ﬁ%@ 5/M13b2 i hoa%]prlgr to FARMRIL&Ioh. Prepare Mifepristone stock solution of

n 1&? f)q Eg%g%tﬁéls?%rsg}woal IS, sgbss?g%ly diluted to 10 X of the final

mogenttat@ndm Byaitip Medid.oTrePsfen €0 ull df lthis @ReBorHfihet chhdentratiofColB0.1 nM
|M|fefrle%n%§ inkh é;écﬂr;%eﬁ‘ %ﬁﬂ\/\“&é”@fb Qtfat %7%% DE o B o (CIQ%)IKS hours).

rati o,

§ % | PGP RefHYPL b“g?l‘% ri’ﬂhH“tZ WP%H%?OH%) inquotiory ¢y HAG- PrRession  and
ZPhospporyBiid g; 0.456 mmmol e) was added (R)(+) al pha

phenetdyl, ot A RaBlit pddefidi

di | Sopro %raine:{;% 1'00 % i hrg@lx&%l %Q)ﬂosphospemflc FAKpY397
polyclonal antl ody prepared in SuperBlock TBS buffer, and allow plate(s) to shake on a plate
shaker at room temperature for 2 hours. Optionally, control wells may be coated with 3.5 ug/ml
of control Capture antibody (Whole Rabbit IgG molecules) prepared in SuperBlock TBS. Wash



m., 0.456 mmole). The resultant solution was stirred
under nitrogen and heated to 80C for 20 16 hours. The

WO e@asen’ was cool ed to room tenperature, di |l uP€dIBR00IN05883
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-10 nmL of a 1:1 m xture of dichloronethane and
nmet hanol followed by the addition of 0.5 g of
MP- car bonate. The resultant méxture was stirred,
filtered, concentrated and purified by silica ge
chronatography (97:2.8:0.3 ratio of
or of orm et hanol / concentrat ed anmoni um hydr oxi de) .
Tr? eHEsy F’é*&DY?’?T ENtBodyYGHiiss Heiag bfer. FHeckiAnE-HAKRY 387 wbrteceplate(s) with
S@PO di {ed weR &f $95BIAV0.8% TwddRLElbcking buffe‘r R 1 Houts r%rﬁ‘ {emp%%ture on the

LBM% %M@r Vgl:lﬂé thAé pf)-maa) a% E)I%Wnﬂg) ef\pa %grﬁ)fnéﬂ,d&wfs Fﬁotap%@‘ 5 mMin 100

I nv%r}&ltsltcgnaweaﬁtﬁ?'b E?'Pttﬁ’f‘% aeﬁnsuh,sewntlm seiediyrplilged. .to AGDXIes the final

usetéemtratldsmuaseo% OMHO. Niee WRIE® RiitloR €Ling g&@?g?ﬁg?tfhon lnto growth media
or

C%m:ﬁng#e? d %(I é’?ﬁg a%&%@;lagiﬂhﬁ%ﬁd g@ﬁoweto |e€°hr?’ié€fulﬁ:8'ﬂf§'mf‘%/) pither the FAK
afﬁdm ok H@WWCQ%COUM%TSWIM foe80 minuteb et T, 5%ITORS Prepare RIPA lysis

ot oo, ORS8N L e 1
‘5’(‘3‘&@)‘%& émﬁ E’g} PafoBRe FomplgteTM FRT4-free epieasel inbipitor pellet
t H@” 5&’@1’ Rejdtiop). Atitmrept ef 3D: mlndﬂ_@mpﬁmmnmqunMHﬁ off compound 3 times

?gﬁg’]@lﬂ@ﬂwg@ dddra L% IE?IS(V\M# o ul fhl'\l\lbd& %uf%b thyl -

H i ndo %/%?ﬁdrﬂﬁfe gempyer ?'%W@r?éffﬁwndp/yqshrﬁ tines uBgdBBS-T wash
580ffe Uslng argsnel aaeinbted md@dﬂ‘k@@r&@ﬁ lﬂjeﬁéfé}amb Qﬁof whole cell-lysate (from

sté;{ %) (tcg'ﬂ@(%ogt A’:sntﬁkmg rF%Ka'YfE? cor%%lq ﬁaté(lé)( F%/F? turgf p§98ph0FAKY397

| uor one I'm di n-
4grgter_ps §Eﬂ<£@ﬁé§m @ﬁqﬁm@e‘or 2 hours Wash off unbound proteins 3 times using

5?334? [wdsit burer. weadparen®s hgne stdood Aikiba) %L uBl éxFAI( deiecthfn ai‘utlbody in

g;; -tr|fluororrethl yrim
SR BB B0 g B, MERP L MEOTBIE GEAK R pef wol and shatke
i fnr-:ﬂ)-lylhutas attréom bem@&alﬂfb] VPash off excess UBI oFAK antlbody 3 times las ng TBS-T

t\géstm ?H%org’géygyg 0. (Biy /ml (q 55100 dlIEJ/‘uon{rE)#1 se%ondary Antl-lv?ougeoPérgmd%se (Anti-

S?-MHBF[ QUJWGN*@'T@B)QV flispgihsesiop ek pedivalt &-thyd AmtAMHRP solution and shake
aron mﬂnmﬁteﬁ Ik fdopreﬁ’uB&Etmé' \N’Xgh' 5ﬂ’ SicBsAMH- ﬁmwgntfbogy 3 times using

er, d 0 ndo l_ _r o] ures TMB substrate solution to allow
*t”f O eﬁy/a P EEHS

),fprggoion ggve@pntnamtf ITar(mnmtEehél YMBpyadtion witin+0b-u banidnak TR solution
}0.08Mm 2—@869)’3&% qu?gt_ﬁéw ke @EW%&EL% ﬁ% gocfrt_)qgce at 450 nm on the
It HEA Nt
uor omet Additiqnat FAK délnasbayd @gihBRby IMRbOrdted Ay Peterdhiée fPom Pfizer
PiaR@Fred Dbcket Nd. PC11639 R INSUCIBLE FOCAL ADHESION KINASE GELL
ASSAY”,

In a preferred embodiment, the compounds of the present invention have an in vivo
activity as determined by a kinase assay, e.g., such as that described herein, of less than 100
nM. Preferably, the compounds have an ICs, of less than 25 nM in the kinase assay, and more
preferably less than 10 nM. In a further preferred embodiment, the compounds exhibit an ICs,
in a FAK cell based assay, e.g., such as that described herein, of less than 1 OM, more
preferably less than 100 nM, and most preferably less than 25 nM.

Administration of the compounds of the present invention (hereinafter the “active
compound(s)”) can be effected by any method that enables delivery of the compounds to the



5-{4-[3-(1,1 -Dioxo-1 N-isothiazolidin-2-yl)-
propyl am no] -5-trifluoronethyl -pyrimdin-2-ylamno}-1,
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5-[4-(2-Methyl -butylam no)-5-trifluoronethyl- 6.53
380.3 rimdin-2-lamno -1, 3-di h dro-indol -2-one
5-{4-[ (1- Met hanesul f onyl - plperﬁd|n 2-yl met hyl)

am no] -5-trifluoronethyl - pyr|n1d|n 2-yl am no}- 1, 3-
5.17 485.3 di hydro-indol -2-one

{e Of[efcﬂéﬂ' o%efﬁ )VP d% Fqﬁgéqoﬁr]éw%l;egﬂ%?gyo%ﬂg;np‘;gs :par:egteral injection
43&0|@ln9meiravammlsu$lfbomtamod£ intkafrdisqular, (iBtrdvssculdr 3r GHAlRYEAS, Qopleal, and

no) 5-trifluoronethyl,
Wécfédéﬂmuﬁetbﬁlé}mam nol-butyl}- 4.78 459 3

msltr k;nngé% F“F‘Bﬁ‘i‘éﬁf the @“‘{%QO[TPSLUWWW will be dependent on the subject
| being/eafidpibe selierity 4F t41é Bmdritlo) condltlon the rate of admmlstratlon the disposition

aHF tﬁ'&&on@oﬁr{d Jnld Lﬁ%rdcﬁ etuBW Lfltfp%o %Sr? éblng phySIXIan Howei/er an effect|ve dosage

Nsﬂ?etf‘ﬁgﬂngwf{a?m[tﬁ Opﬁm@k@ltZO(Bmd péryd bodylweight pestaiby, Breferably about 1 to
y blzoat 350g/kufdaly) ih bHGE ONaRidaY ldod¥! | F&‘ adi’O ﬁ‘iﬁubﬁ ,'?I}IQ\%uloeérHéUa} to about

oni Cc
g:l b%ﬂ é/dﬁy,spre erﬁ@g %%JUEO% to agout 2.5 g/day. In some instances, dosage
I—I-GY;% krlavsthe loapvet oy of3he afprebaibraogeemby be pigrel thartddegdbte, hfein other

484 eslstill }élrg%FTH(ﬂsQL nﬁgb@b!hhl%ﬁb ANyt @a%g% any halrmful snde)effect provided that
Ns'u%ﬁ’ I%qer Psbersr&reﬁfpt %K}Qeddptalse'veﬂal )e[nalhpqﬁg]; fqgregpsrws}ratlon tigBughout the

4968. 1 et hanesul fonam de 5- 4- 4- Met hanesul fon | -nor

h0| |/ PB%OAP?;%E)‘%Q ound?fn7 4 %éne%&\ég goqotﬁ{er%gﬁgp ! B¥YYegghe or more

ebgF I umeyrnsgbitmpea for gxgmple those selected from, for example, mitotic inhibitors,
doi reopmBle t vinblastios; o rkyIBSAg- Rigéritd] ‘fﬂrn'ei)a‘rﬂpllea”é@@}atml g’arbc%'lalﬂn and

dd'ygoﬂhe%gm%eo gﬁtl %iéqgéts O]E' Fexgwélkeﬁﬁwoxo ’I ﬁ;ftosme arab|n03|de and

Irmirﬁxygre)ﬂ grqufoexaﬁig hgne of the PPefgret. anti-metabolites disclosed in European
praeeny | Appitatidnames LH3bgaBidie as  N- -(5-[N- (3 4 dlhydro-2 rgethyl-4 oxoquinazolin-6-

@Tn{eﬁqy[ %%rﬁrﬁ&]ﬁqﬁenﬁghlr ﬂX\‘ﬁ%} gﬁp n&fomih 3faetphy|@n|@to;sn ksil cycle
|@|b|tgrrs,1gltq1@@tl@ antlblotlcs for example adriamycin and bleomycin; enzymes, for
example interferon; and anti-hormones, for example anti-estrogens such as NolvadexO
(tamoxifen) or, for example anti-androgens such as Casodex[ (4'-cyano-3-(4-
ﬂuorophenylsulphonyl)—2-hydroxy—2—methyl-3'—(triﬂuoromethyl)propionanilide). Such conjoint
treatment may be achieved by way of the simultaneous, sequential or separate dosing of the
individual components of the treatment.

The pharmaceutical composition may, for example, be in a form suitable for oral
administration as a tablet, capsule, pill, powder, sustained release formulations, solution,
suspension, for parenteral injection as a sterile solution, suspension or emulsion, for topical
administration as an ointment or cream or for rectal administration as a suppository. The
pharmaceutical composition may be in unit dosage forms suitable for single administration of
precise dosages. The pharmaceutical composition will include a conventional pharmaceutical
carrier or excipient and a compound according to the invention as an active ingredient. In
addition, it may include other medicinal or pharmaceutical agents, carriers, adjuvants, etc.
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N-(4- Met hyl - 3-{[ 2- (2- oxo- 2, 3-di hydro-1 H-indol - 5-

yl grri no)-%-tri fl uoronet hyl - pyri m di n-4-yl am no] - net hyl
5.30 507.2 hen | -nethaneddr f onani de

[ 4- (3- Met hanesul f onyl met hyl - benzyl ani no) - 5- _

rifluoromethyl-pyrimdin-2-ylam no]-1, 3-di hydr o-i ndol

}-
5-
t

'5_2i 4_5[ ﬁ?@%%ﬁgﬁ{é%& S?Wi[‘@tfﬁsi?'bf?m‘? iqglgd%,{i%iplpﬁypr guspensions of active
arfPHeUSs nrsterieuauspnst sojutionsy for mkatipte, 2¢qydoasipfByiede @ycol or dextrose

5 s6idtion§)5sukh dedade BrAs &dﬂ%@lsnit%b? !Bgffered if d?sirec%. hv

5-{4-[%1.-tl\/Ft anesul foln%/ﬁl -azeti di n3; /I et hy )- o ver

am no - it ﬁb‘:’] P eﬂB?C8Ht§Fh rr_leﬁ,chmiqj,lrﬁr yendsion fllersl v@ter and various

4 orpgnig 5splvents.di Tihed pbarinackalical compositions énay,_ il1f desged, | contain additional
. - - - 2- T 0- ), = | ro- . .

N e R T

5&3}_)@% coptgiﬂ.%gl 8ari_OH%?)ﬁipient_$h%lﬁh s citfipadichmexsid $rapieyetl theether with various

S disitefrents Medhtearsesan], S0y bcip Wid é&nbﬁicamééyéiﬁ@%g%b% Wifh binding agents
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- N ro-1._.r+1ndol-

o Lo oy B R B de b Eiiemtt A hagesrc amount o
_/achf c&ggg%:d A I@va,}o_r Will bg 2pparent o thosecshilled inttlyib ake.s Fa@rrexamples, see

's aticyl- SHiedpysl MK P@istng Company, Easgar, Pa., 15th Edition
t(qé7ﬁ5}.uororret hyl - pyri m di n- 2-yl am no] - 1, 3- di hydro-i1ndo
-2- 6.27 410.4 one .
5_2 { 4- [Tpi_ep@f\;p{?q anst preparafions Broyidedbéigw Yurthnt iflastrafe- and exemplify the
tcompdunds onieé Piekerd YHviemtod iaRd afebhlomméﬁa;liméé&lh r&é%{)gﬁnldgdﬁlis to be
'ugaergtojdlthélt%ﬂ'e Qcopg %F the present invention is not limited in any way by the scope of
the following examples and preparations. In the following examples molecules with a single
chiral center, unless otherwise noted, exist as a racemic mixture. Those molecules with two
or more chiral centers, unless otherwise noted, exist as a racemic mixture of diastereomers.
Single enantiomers/diastereomers may be obtained by methods known to those skilled in the
art.

Where HPLC chromatography is referred to in the preparations and examples below,
the general conditions used, unless otherwise indicated, are as follows. The column used is a
ZORBAXDO RXC18 column (manufactured by Hewlett Packard) of 150 mm distance and 4.6
mm interior diameter. The samples are run on a Hewlett Packard-1100 system. A gradient
solvent method is used running 100 percent ammonium acetate / acetic acid buffer (0.2 M) to
100 percent acetonitrile over 10 minutes. The system then proceeds on a wash cycle with

100 percent acetonitrile for 1.5 minutes and then 100 percent buffer solution for 3 minutes.
The flow rate over this period is a constant 3 m| / minute.
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5 agged Zfl;q_‘nng niteiG ﬁy@ﬁ@,é&ﬁnld(ﬂromw@neCareful attention was paid to maintain the

Srepdtioh ((alsunarive a0 =5or| MRbNMe )ad@ﬁ@n'v&bg]cglilplgte thﬁ r%actlon Was stirred for
t %(5 %geéoﬁgtnén ptg%%d dll&Q Wﬁégxﬁ&gw pzequltﬁ@t \M@q formagd VOVthh was

10 lﬁ@jjateg; by filtration to provide 34 grams (98%) of 5-nitro oxindole.

Yyl am no} -1, 3- di hydr o-i ndol
E;If{su% Jmelfsawomxﬂu@e —Met hox%/ 2- et hyl - propyl am
i no) - 120 a so%hon of 5 nltro -oxindole (25 g) in 120

t fattfel wmmm P@ig0.5g)i Tihe Zhixtira W BldrdgeRatdd AW P51Q3d) RE . The
(%'taly'ét Rds ?e%%véd b?ﬂl@ra n{a‘}]d[ﬂgee Ri%e %I/a(s:ydqutgg WItE {her (2L) to provide 5-

15 aefﬂ] EOOTX'@O{;r(19¥9’o'5rOdﬁ’et hyl - pyri mi di n-2-yl ami no} - 1, 3-
6. 74 @@Mw rimidine (3):

tut ﬁf@'“%ﬁ ﬁyﬁragl R '@Hﬁ R ?Spﬁép%wvg%@wfyﬁéjamt 6.94
5"%'35 §94iv) pver ﬁﬁb@r S?fbf‘?l 2 3bdrft$0|d iflast dnylppeds tth overhead stlrrer a reflux

" ohdknéed; deddution Rukh¥andBh 'wﬂé?ﬂa‘l gheffd' é;cbudr@g%n g{taﬂ werd mamtamed
20 ?U%Qer?a nl{rJ)grgh %Itrﬂos%here as r(]:oncen’trated phosphoric acid (85 wt%, 9.5 mL, 0.1 equiv)
was added in one portion to the slurry, resulting in a moderate exotherm.,
Diisopropylethylamine (245 mL, 1.39 mol, 1 equiv) was then added dropwise over 15 min at

such a rate that the internal temperature of the reaction reached 85-90 °C by the end of the
addition. By the end of the amine addition the reaction mixture was a homogenous light-

25  orange solution. Heating was initiated and the orange solution was maintained at 100 °C for
20h, at which time HPLC analysis of the reaction mixture indicated that the starting material
was consumed. External heating was removed and the contents of the flask were cooled to
40 °C and then added dropwise to a cooled mixture of 3N HCI (5 L, 10 equiv) and diethyl
ether (2L.) keeping the temperature of the quench pot between 10 and 15 °C. The layers were

30

separated, and the aqueous layer was extracted once with ether (1L). The combined organic
layers were combined, washed with water until the washes were neutral (5 x 1.5L washes),
dried with MgSQ, and concentrated to provide 2889 (95% yield) of a light yellow-orange oil of

96% purity (HPLC). This material can be further purified by distillation (bp 109 °C at 79
mmHg).

mL of dimethylacetamide in a Parr
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4.44 481. 2

5-[4-(3- Ethanesulfonyl benzurﬁgfﬁno) 5-
trifluoromethyl-pyrimdia:2 yLanimo] -1, 3-di hydro-i ndo
-2- 5.36 492.3 one

5-{4-[ (4- Met hanesul f onyl R _

yl met hyl)-am no] -5-trifl nethy yrim din-2-yl am no
}- 4-84 487.3 1,3-dih -1 ndol - 2-one
5-{4-[(4- Met hanesu i fonyl -wor phol i n-2S-

To a solution of 1:1 DCE/t-BuOH alcohol (1:1 ratio, 4 mL) and 5-(4-Chioro-5-
trifluoromethyl-pyrimdin-2-y|amino)-1,3-dihydro-indol-2-one (0.15 g; 0.456 mmole) was added
(R)(+) alpha phenethyl amine (0.071 mL; 0.547 mmole) and diisopropyl ethyl amine (0.081
mL, 0.456 mmole). The resultant solution was stirred under nitrogen and heated to 80°C for
16 hours. The reaction was cooled to room temperature, diluted with ~10 mL of a 1:1 mixture
of dichloromethane and methanol followed by the addition of 0.5 g of MP-carbonate. The
resultant mixture was stirred, filtered, concentrated and purified by silica gel chromatography
(97:2.8:0.3 ratio of chloroform/methanol/concentrated ammonium hydroxide). The desired
titte compounds was obtained as a white solid (0.021 g; 11%). HPLC ret. time: 6.46 min.
LRMS (M+) 413.4

The following compounds of the invention were prepared by heating chloropyrimidine
(4) with an appropriate amine as in Example 1. Amines used in these reactions were either
obtained commercially and used as received or alternatively they were prepared by common
synthetic methods for amines known to those skilled in the art. Unless otherwise noted,
compounds having chiral centers were prepared as racemic mixtures.
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5-[4-(2-Methyl-butylamino)-5-trifluoromethyl- 6.53 380.3

pyrimidin-2-ylamino]-1,3-dihydro-indol-2-one
5-{4-[(1-Methanesulfonyl-piperidin-2-yimethyl)-
amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 5.17 485.3
dihydro-indol-2-one
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| f an cA- aﬁnr@;.;@_-@quo indol-2-one —

; - ] trifluor ; ;
frzl_félglgéld yzlzm iﬁgﬁ%ﬁ?’%?ﬂ%ﬁiﬁ%‘? ¥ 3t didmadr g- i 308
5[ 4 o )A“-lml azo|- e ino Y
444, Zg'ﬁl;rm @' " 2'% ?(} Fh%‘l}/dro %ndolgh‘yz one Ab3
5-{4-T(T- @-@XTE&WN%@@M:%)Q? S-ylmetnyl)
am nafiftardniettyl-plamnRiet-Narthneyr,3-gihgdirdindolit alm ngdo- 1,(3-380.3
4.57 ohd5.2 dih dro-indol -2-one
5- (4-{[ 1- (22uNBytwpyopgitieihll}anfinapso- pyr r ol i di n- 3-
y| netttifuotomattiyRnyimint2-ylémnolr iodrdityayd-inggi2k mj diabR2- y| aAdhiBo

g 465.2 1, 3-dih dro-indol-2-one.
5- [ 4- gBen d?-{A-Vethydbhi. B4itf|*9IZP'r3u!6)r omet hyl - 7.26 476 2
ri mi|cRtpiemin mtrﬁlgorprj]et@yldniywmg:,n@ 3{%6‘? 2'3 one 4.00 93
5_ { A q'lhydl;o’llnd‘ 'Emlyls1 l_L n\Lr ﬁf \ om nrﬂ
5-tr|f y?‘ 13 ydr Qg l,nd
ol - t&gp @%Ep one H:[?ﬁ' *‘ﬁ(ﬂw%}z sdégh o83
i ni daon5 EpA rbp B iRGH5-trifluoromethyl-
5- 1 11 iU CE AR %%:h%aﬁfmﬁ& ofleam no} - 1 3-&fThy dr g
ol - [3740 45-){41?-Ethyl 5-oxo-pyrrolidin-3-ylmethyl)-
amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 457 435.2
dihydro-indol-2-one
5-(4-{[1-(2-Methoxy-ethyl}-5-oxo-pyrrolidin-3-
yimethyl]-amino}-5-trifluoromethyl-pyrimidin-2-ylamino)- 4.44 465.2
1,3-dihydro-indol-2-one
5-[4-(Benzhydryl-amino)-5-trifluoromethyi-
pmmidin-z—ylamino])-/1 ,g—dihydro-indol-Z-one 7.26 476.2
5-{4-[2-(1-Methyl-1H-pyrazol-4-yl)-ethylamino]-
5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol- 4.90 418.3
2-one
5-{4-[(4-Methyl-1H-imidazol-2-yimethyl)-amino]-
B-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol- 3.40 404.2
2-one
5-{4-[(5-Cyclopropyl-1H-pyrazol-3-yimethyl)-
amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 5.00 430.2
dihydro-indol-2-one
5-{4-[2-(4-Methyl-thiazol-5-y!)-ethylamino}-5- 518 435.2
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- ' )




2-one 5-{4-[(5-Cycl opropyl -1 H pyrazol - 3-yl net hyl ) -
am no] -5-trifluoronethyl-pyrimdin-2-ylamno}-1, 3-
WG 200/086807 2 di hydr o-i ndol - 2- one PCT/IB2003/005883

5-{ 4-[ 2- (4- Met hyl - t hi azol -

435.
dr o-

Compound Nanme Retention M5 Data Tinme (MHH)
5-{4-[2-(1 H-Benzmmdazol

2 trifluoroneth |-
i ndol -2 WD 2004/ 056807 PCP7 1 B2003/ 00

5883

5-yl)-ethylam no]-5- 5.18
rimdin-2-lamno -1, 3-dih

-90 HPLC
mn.
2-yl)-ethyl am no] - 5-

one

trif, = mno}-1 3-di-hydro-i-ndol
-2- |4.39 454.2 one HF"{[C ( S D
5-{4- (5- Met hyl - [ 1, Borpoomanb@zol - 2- yI met h@?rj’” lon (M+§;a
am noj - 5tr|fluoromsthyl pyrlmdln -yl 31 | 3-
4. 25 AQ6-3—dihdro- I"II(.IUI =2 oTTe
5- { 4-1 05~ R it d T A
am rQEquruéroHethfy zh@mei-ﬁé{rhm&}ylfs B‘hﬂirdflmaoléal am - 1, 3-454.2
4.92 A467. 3 d|h dro-indol -2-one 5-{4-[(1
H- | ndol - 2-sylnestinathy)-Fa ] ex@fiiagol-2-yimethyl)-
t ri fllanomopSetfloglompipylipyiirdidin-22danhisek 1r8} - 1, 3 di4Bsdr ¢- 1406.8I
- 2- |BlihyOro43®|-3onene 5-{4-[(1,5-Dinethyl-] 1
H- pyrazol {4 15ﬂleh|)9'|49* {1,2,4]triazol-3-yimethyl)- ~
am rogmrsﬂﬁﬁﬂf Premﬁ@wé’tyﬁwdmﬁywwmiﬂrﬁ 2-yl ami de¥- 1, 3-467.3
4. 77 ),hygr_o-indo 2~nwe4r o indol
5-{4 N} F\éﬁg 5
trif “[qf P°Pﬂe V”E'd‘“’%ny e 1']?&"(%% ‘”?alf's-di‘shks’drcb- i ‘Rdo!
-2- :5 7T
hyl-1 zol-4-
5- { 4-dnfiy o m'e§|9 ﬁrﬂlij DA - am hole - | a1ea
tri flldadnmdonybndy i i m |n2yamno-1 3+ di hydr ¢-i ndol
- 2- |5. 02 H)@-[Benffazol-2-yimethyl)-amino]-5-
5- { 4-tfif[uérovetryypyrimhiinecz gidmiBelyl, 3veihyuyd-ndal+? np] -56-7 457.2
trifllaner onet hyl - pyrim di n-2-yl am no}-1, 3 di hydr o-i ndol
-2-15. 12 £2{-[-Malmbisoxazol-5-yimethyl)-amino]-5-
5-{4 -tﬁf@(om%'rmmldm “diaraino}ol.3dipydse-Rgelni nol.05- 405.3
trif M-Ao}-1.-3-di hydrér -ndel
-2 %P 2 A3l . -thiazol- 2-ylmet yl)-amino]-5-
riffluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indoi-2- 5.12 421.2
one
5-{4-[1-(4-Methyl-thiazol-2-yl}-ethylamino]-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- 5.62 435.2
one
5-{5-Trifluoromethyl-4-[(1,3,5-trimethyl-1H-
pyrazol-4-ylmethyl)-amino}-pyrimidin-2-ylamino}-1,3- 4.95 432.2
dihydro-indol-2-one
5-{4-[1-(2-Methyl-thiazol-4-yl)-ethylamino]-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- 5.69 435.3
one
5-{4-[(3-Methyl-imidazo[2,1-b]thiazol-6-
ylmethyl)-amino]-5-trifluoromethyl-pyrimidin-2-ylamino}- 5.03 460.3
1,3-dihydro-indol-2-one
5-{4-[1-(5-Methyl-4H-[1,2,4]triazol-3-yl)-
ethylamino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 4.20 419.3
dihydro-indol-2-one
5-{4-[1-(3,5-Dimethyl-1H-pyrazol-4-yl)-
ethylamino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 5.02 432.3
dihydro-indol-2-one
5-{4-[2-(3,5-Dimethyl-1H-pyrazol-4-yl)-
ethylamino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 4.85 432.4
dihydro-indol-2-one
5-{4-]2-(4,8-Dimethyl-pyrimidin-2-yl)-
ethylamino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 5.17 444.4
dihydro-indol-2-one
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wa@2@3/083827 2 di h dro-indol -2-one PCT/IB2003/005883
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trifluoronethyl-pyrimdin-2-ylam no}-1, 3-di hydro-i ndol

-2- 5.69 435.3 one 5 {4-[(3:%ethyl-im

i dazo[ 2, 1- b] t hi azol -

yI met hyl ) - am noj - 5- tri fl uoromet hyl - pyri m di n-2-yl am no
03 460 3 1 3-dih dro-indal-2-aone
5-{4-[1-(5-Methyl - 4H[ 1,2, 4] tri azol - 3-yl ) - HPLC
et hyll ami no] - 5-trifl aempcsmam}nepyri m di n- ZR%EQWH&S?S@
- 4. 20 419 3 di hydro I ndol - one (min.) M+H)

5-{ 41113 ot 41 a3 S .
et hylzaynm ﬁﬁ* ¥ mga’qy "Sﬁ?v Vel - vd i 10} 4eh .3
5. r ,nd i ro In

5 { lZ (35574 ileH‘lﬁic]@JyreTwmw)%ZO' 4-yl)- g

et hy |tmﬁoﬂﬁ]etrf§rl-|$yrrlmfdlds®_f/lélﬁ'ﬁb]hm ~dipydré-mtélion- - 4, a8 ro}421,33
4.18me432.4 dih dro-indol-2-one 5-{4-[p-(4,

6 Di (et hy| 5-@yDimathygamin@syriflupremethyl-pyrimidin- 60 338.3

et hy|lZaviemind)-153-dipydrd-ingeldrave hy|l - pyri mi di n-P- yq' am no} - P33
5.117  444-@-(1cdRyWmiginc2-yimipsridin3winethud 2001/ 056807

pcTii &2@-@@7" B’@S‘S’fhy' lyﬂmPPLQO/'ar@B‘P}ﬁo%nd Nape ¥t ent i 964

Ve D! ihydroqin i
- n r ;
ik R SR o o o

o}- 5.88 484.4 1 3 d|h dro |ndoI 2- one 5-14-(2-Th
i azol -4-yl-ethyl ami n o)-5- ¥

trifl umeorggéléavlnvw.bm M BotNo ZeYindeh 9 kcdbe ydinB Ysle&rid BH8ddiments
- 4= , ne. I . P -, .

5Bt Rty e ious PP TR PR JEPiP NS todrogg desorbes
Jeairgwill De¢aird apparent i8 thpsér sidled-in thd @rt-f@mahe foregoing description and the

Srctdhndan ngﬂﬁbur@% di ek rydamPAtRRY lafl mte’ﬁdé/d fﬂe?ehyJw)hm the scope of the
trifluoronethyl-pyrimdin-2-ylamno}-1, 3-

@p@epdkgga@s di hydr o-i ndol - 2- one
5- [ 4- (Alinekenis] -applaations) publidations| test matbbddsy literefur@Sardi2@he® materials

rcjitEG ﬁjeiré\ﬁ gr’eI @ngg %cbrﬁoéfeg ih@reWb? 'rc—j-,fé]gﬁ’ée'hgfhgi'? Entireties.



The present invention is not to be limted in scope by
the specific enbodi nents described herein. Indeed,
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those described 5 herein will becone apparent to
those skilled in the art from9 he foregoi ng
description and the acconpanyifig figures. Such

nodi fications are intended to fall within the scope of
the appended clains. Al patents, applications,
publications, test nethods, %@%ature, and ot her
materials cited herein are y incorporated herein
by ref dr encé domppundiof thefermulat i es. WO 2004/ 056807

PCT/ 1 B2003/ 005883 -9,2 CLAI I\/S 1. A conpound of the

formula 1 H N CF3 N;(CR'RZ)n R3 1
5 or a pharnmaceut @3 Iy ept bI , sol vate,
hydrate, or prodrug ther&gof 4 Nﬁ n i's an integer

froml to 3; each RL is a su stltuqowRZﬂdependently
sel ected fromthe group consistigag ydr ogen,
hydr oxy, -(Cl-C6)al kyl, -(C3-C7)cycl oal kyl,

-(C2-C9) heterocyclyl, -Q(Cl-Cg)al kyl, -

Og'qu rgré%g!m%ﬁ\ls%%?}ab'e%%% el O%Cl %‘3 etg NR5 RS,

- NHOORYhere RS TSRS, om0 SNR5SO2R7; wi t h t he provi so
t hat aebtfht et Oﬁtaoﬁlhbsmﬁer{t hﬁdd‘p@ﬁ&ﬂﬂv Rele&tdd RS tet BBOS Tonsisting of

ano ﬁdr g(gf g%?'%gngg %5 'ﬂi'[‘]% %gﬁgrﬂfg‘?ﬂ’@’c'yl “O(Cr-Co)alkyl, -
p@-@@gpqw -onggg)h@en)oggcm 8RIR))-SR’, -SOR/, _SO,R’, -CO,R’, -CONRR®,
(%zl\@kﬁ eNAEORS, CNB(4OONR5g% GR"3 b'@(’l Wlﬂf the prOVﬁ&gfﬂ% a heteroatom

g -C7 oaI k het ef o¢
%@% kphts ma@:@?ﬁ? %WR@R@’ carbsmt%mmd to another
- NHEORE; andR@(aGNR@aﬁuueatsd -(C NRDSOR, RIC, 0 oytnsalir, €C,-Edheterocyclyl, -

Oéd%?énd y éé&o%1c9éi‘6aﬁég bd(f%%ﬂ&t%ro%%b&‘ﬁ&"#“%@ -SOR’, -SO,R/, -

en entg consis |hg of "’
'%ge(ﬁ 'ﬁﬁ\é oy PN 'ﬁ)‘/’d’r R", (204 - BB PRy Igroups are
WBMV)SUGREJEG (b%necﬁ)tﬁbé@ wgaubtli@;él lndependently selected from the group
c 5
TR R REN tlen, AR e N OO T br ok ngO. -C
opreveiRalky! RiCzrﬁﬂ*‘@feF%C‘Wa?Od%)t -GENR;BUaRi-CONBIR" spth to@piouiso that a

alieeToaten N thel ireg8IRY Bt &' HARAED May A6t RASIINEL biF s carbon atom
St%*ﬂﬁé tuent i ndeﬁen ently selected fromthe group

consi sotafnﬁg 0t AP ogen, ~ - (CL- 06) al kyl ,

- (C2- GB¥chl FRen;ya sub@ﬁ]@n(:@)dabdwiamly, seléo@i fﬁimctylelglahmybnmstmg of
l{y@?ogercg) het-enary.dl Yk,-coSRakk W Bic ¥ )E)H:lotaggl (Co-
VI SO tlhat bet er 8@&0@@ of t fo 6
T oREN: & % HGt- Rd%uwahf %{ﬂv'%op@ak%msfswa@ﬂbﬁﬁ any of the
tfp@gomg Rﬁ)slhstiuerms @Rphdtde botret toranabdegrba@ngors ahal isRdund to another
%&ét&#e&{ossal /Ely G@&u@ht@y'(& oy, RS2 SG1 (ccoyalkynyl, ~(Cy
é 2 2-Leg)alkynyl, 3
Joycioalkyl, -(8;-8/ )heterocyclyl -CO.R’, and -CONRR’, are optionally substituted by one
to three moieties independently selected from the group consisting of hydrogen, halogen,
hydroxy, -CFs, -NOy, -CN, -(C4-Ce)alkyl, -(Co-Cs)alkenyl, ~(C,-Ce)alkynyl, -C=N-OH, -C=N-
O((C+-Ce)alkyl), -NR°R®, -OR®, -(C3-Cr)cycloalkyl, -(C-Co)heterocyclyl, -CO,R®, -CONRPR®, -
CONR°R’, -SR’, -SOR’, -80,R/, -SONR°R®, -NHCOR®, -NR°CONR®R®, and -NR°SO,R,
wherein said —(C,-Ce)alkenyl and —(C,-Cs)alkynyl R? moieties may be optionally substituted
by one to three R® groups; and with the proviso that a heteroatom of the foregoing optional R?
moieties may not be bound to an sp3 carbon atom bound to another heteroatom;



25 C7)cycl oal kyl, -(C2-Cg)heterocyclyl, -C02R5, and

- CONRS5R6, are optionally substituted by one to three
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consi sting of hydrogen, hal ogen, hydroxy, -CF3, -NO2,
-CN, -P-0C6)alkyl, -(C2-C6)al kenyl, -(C2-Co)alkynyl,
-CNOH, -CN CX(Cl C6) al kyl¥3- - NR5R6, - OR5,
-(C3-C7)cycl oal kyl, -(C2-Cg) heterocyclyl, -CO2R5,
- CO\IR5R6 - CONRS R8 -SR7, -SOR 7, -SO2R7, -S02NR5R6,
- NRSCONRS5R6, and NR5802R7 30 wherein said
( C2- c@) QP%BnVPV %@kewf@%”@swﬁln fprajam(Rto which thew srenatipchisg to form
opt ¢yoltalgtopp SL(b&CloIcyél@;ﬂ&yl bb/ -(@DE,) h&eﬁobﬁc@ﬁ \Rﬁ%r@ﬁ (Béﬁiscycﬁ@%roup is
{)tmnglg l&ﬁmﬁjeé % . Qr%t to thr ten%ro?edt%so %%l%ﬁtaé q%) ﬂ'\ g@up %onmstlng of
c Y%Qﬂ?"diadﬂﬁﬁbdwﬁrexx oC%n@lqaeCNhé@efﬁ@elmmiszalkenyl ~(Co-Ce)alkynyl, -
2COK/AIL 686 K-GYT L ¢ RGN 3LIOFREBDR A, J%]7)c9(‘,"<513 -'(@Q/Cgprfeterocyclyl -

a? ? chca(“ctltg\ﬁ%ﬂfe ?%h%at % a§88(ro%ﬁ)j:§ F%& TO) @égpgal -NGICONRR,

ofnd (NSO} haheneincsald yIC-Coblkeral Bnds a{CGi-Qa)ptklynyt ngtediesp of said cyclic
O%U@ﬂﬂa'ymé &Hlbﬁéllyts%s‘ﬁgjtetaywp&% {o0nilr grﬁlgﬂéegﬁc?!?ald cyclic group is

hg;rtgé%lﬁ?ntﬂ {n&@/ ong @thr%e %l,%%%llwtgtsl g{ed f(@q_ Ir@@y%pwpsstmg of —-(C=0),
- {SC2- €8) G- kdRy-NH- aﬁaﬁQNl@)vﬂ!h WI’U‘)\{ISO thatGal-dbithe foregoing cyclic group

éﬁ;ﬁr % <§r§erﬁ§hflﬁéy lnz)t’ Iz c%gq% o'g?/rg ri’ Ftom th&td'i Fsé)’und to another

REPH CONRSR8 SRS SOR  S02R7 S@ NR5R6 NHCORS
NR5 CONRSRG sthﬁentNBfé&@@R?m taktRguBicBnsishihglof:

(C2 al k (C2 C6) al kynyl noieties of said
cycllc@ oWr%a be optionally substituted by one to

three ¢Q@S gr d&p@w aph @ st Felbgteloan, gntienally substiptadomalohy to three
mberersumee&nd@yﬂmecfe@ frb:lﬁrﬂ@eegr fé’ﬂﬁﬁ&tﬁg%@hﬁ%eﬁdh)fdwli(? & g)alkyl,

{28 0P| QIO BTl A EH I65P b P oot
f&@@memgoawm i cNGiRSup  -NHBekCe€s)akylel erfNHS@a(Gags)cwbalkyl
beyleQenek IRSOLC SFaIGH! hﬂﬂcﬁb%ﬁk%}?s"é (dSc, AP g “P(CyCalaliy,

PRES OGPt c TR gl <e§)5ﬁ‘4y§tp'eg§§&omm<eay§yn Ly,

-{ @A) raeteydeydyl, - ( CL- Cg)boyer- Oghgtérparg)lpt |donal | Y(CO)O(C;-Co)alkyl,
S ne to t es | n e
%@éﬁj EL 8 c‘b\élkﬂe gr oupQ&SEOSI Xt 1 g) Jg@@%‘?& ég)fheterocyclyl

ect ed rom -t
h JOG-Calheteioandy al ky| H(CO)Ci-Ce)alkyl (C1 Ce alkyl -804(C4-Ce)alkyl,

SOMCQGA)wcbyIkyIP(@)z(c@& CBGQGB@I BYLNH(C-Co)alkyl, -SO.NH(Cs-Ce)cycloalkyl,

h i@( I&&Zg;‘lc IkgﬁozN&&G%i%?%g%f er oar%?NR R'NRS Red -SON(Cr

QBYalwogfein SRISCPLCB) @6) cyrcHBary heteroaryl are optlonally
ﬂNél(ﬂiﬂ&Q@j)(ﬂlleKb’{h}e(emner Schid K'Mh)the group consisting of —~(C=0), -SO,, -

: % r!i;yNFzs( S %ﬁ%e%) ny ‘}\ﬁ#% (b) group may be taken together

e(@qme@)vwlqhymey ard QEFIEE3Y forr(x ee)qzmmempml oal kyl ,

-(CO (P Cl@is%y)bycioam 1CO) ( %fyglcﬁc%ﬁl ~(C4-Ce)alkyl-(C2-Co)

: ﬁri &%&8%§@xﬁwsgtafe§yy o} e Wt@_w%ﬁmeﬁlpently selected from the
-Q(f@) QeI thelbgemo bydsoxyl (C1 -CAKY, Y CAC SRy FROHIO0RF Oalkyl),,

% %%» Ké@u@@%h @ﬁgvl(gb&N%érGAryWF@kkwsoz(Q Cs)alkyl

. - SO2NH( C3- 06) cycl oaNkGi-Coalsy) S02-C-Colalkyl),
Scoemeoaﬂasﬁ)mmsmbycmalkylﬁo2N(d(csegﬁkwycbmmlde%lkw -0-805(Cy-

R COUG Pl B POR -t el i giaigorC

optlonally interrupted by one to three el enent s
selected fromthe group consisting of -(C=0, -SQ2,
-S-, -0-, -N, -NH and -NRS; and R5 and R6 of said
NR5R6 R3(b) group may be taken together wth the
atons to which they are attached to forma

-(C2-Cg) heterocyclyl; 30 (c) -(C3-C10)cycl oal kyl,
-(C2-Cg) heterocyclyl, and -(Cl-C6)al kyl - (C2-Cg)




het erocyclyl, optionally substituted by one to three
noi eti es i ndependently selected fromthe group
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-(Cl-Co)al kyl -P(O (Q(C1-C6) al kyl )2, -(C3-

C10) cycl oal kyl , (C6-C10)ar yI C2- Cg) heterocycl yl ,
-(Cl-Cg) heteroaryl, -NR 5Re, 2( C1. C6) al kyl ,

- NHSQ2( C3- C6) cycl oal kyl

-N( (C1-C6) al kyl ) (SO2- C1- C6) al kyl'), 35

Z%%%@E%FLK%@%S%%@%%%W Do (GYOCCorislt, -

CEY QIUG4- C10)3(3GQ Cox(Ce§ahatgrocyclyl( AORIPE- Cs)heteroarw -(CO)(C+-Co)alkyl-
(@@)é&ikﬁl% geeoamhkyso, cs( él@k >, @F bo NHCEDINHEC,-Co)alkyl,
V\%j{%@? cjsyglé?lgﬁrrg":pgﬁ((eg é@%% cﬁoa?kyg yglogl'\‘RsRe and
(W@)MG@%W avgl hpbrein- sa(d:G))CGX(mgy@bel)(yi,r Y(ICo-Co)heterocyclyl, and
é6 &:%3 %E@FOQW)@ b (%gtlongm\tgnﬂeoct%) HRUE P fbments selected

%e@ dieg amﬂmao B205-450) Sy PoalieyNH- SRrAH; and R and R o
S‘NHR R ﬂr(ﬁfb nGEy) kel tkvgdn toge’ffﬁf)ﬁthlﬂh@&tcﬁ&)toymioﬂahdﬂdre attached to

2i - SO2N( ( C3- CB) cycl oal kyl ) 2i
BN Rl )SOIZN( C cg)( al kyl - ) (G5- Q1 0) ar )y| |
y on

V\her ei @saij d(CJ%W@PBI)%@IBq syhstiued e to three moiéties selected from the
- (gfc2p Ceyribietirey @€ Yiediogkn, Wtﬂoxy (-@- @ﬁi)k@l ka(d:1 cce§§1ky¢3900)(0(c1 -Cs)alkyl)s,
PRESEORIGLAl, 2 ToPBLLRRA! [ EMELIUBLEC DX BRd B, NRR'
- (NSDC1Celptty!, - S- | -NHEO,(Ce- Ns)CyClORIHll and NF(@ Ccf%ﬂi‘d")@@z&ﬁ@e)alkyl),
Ren(d,. cegﬁgl?tstﬂa@?@e)a%(obﬁwg;gm -OBaky beoisﬁsgﬂtdgfa&gt hed)c-Coyalky,
(@)J&%) het Z&%Eéﬁ?&%y&%yl( d) ?é&&cé;)gryﬁw o%)@ﬁgg)%,terocyclyl
s HEN([ICi-Gb)oetetogryh rréCQ))@ @h@%yhm@@)(l@s -€ p)cpaddatiq), f (O@QA(BLCo)aryl,
gt(@@)l;b @?)hét(al‘ B f %& r&?&}{ - ((Ed)EBLALKYo(C -Coalkyl,
3(5) ar

Ioa 201:3 SO:NH;,  SO,NH(C4-Ce)alkyl,

-*( @MI%&EV@W’M yBQzN((@Dsm)'metSfDMWJCs)CdeB&R@ -SONR°R’, and

mg&mﬁ{/ﬁﬁ ‘%%&%%F C@ agikﬁ% %yt‘onally interrupted by one to

N ("C
mg'e%ecﬁ_ermt%pﬂ tgd(fm (r@:gfqgg)ceg}sdqst@&pf(yqq-o -80,, -8-, -O-, -N-, -NH- and
- AL afbRAbIY R® of SHSAREFCIRE) )grdusthay be A 4ethl) thkaik atoms to

1?@& Q%VCFE%O ttzscgf,oc} (tcg:%egal )Cgé& heet-rgéry lgl Cﬁnd wherein each R® (b)-(d)

- S tg@]t,.r@gtﬁ,ar @temgnfyq; opttor@ajj@@smgl_teq;@y gpektmthree radicals independently
é&@tﬁ &3mCiR) §r)66;£ Qﬁhé@ﬁh rg@o&@h hahydrexy, CF3 -NO,, -CN,

% %lﬁcg OBC‘?%T(S% Cly cl (éGSJQ? (-85859\)65%) @ ro a@-lcg)heterocyclyl

SOQ@@?WCG—X@W)WFWM CS@ZGE}@l(yI S{QHM—Q;)cycloalkyl -O(C-Cq)heterocyclyl,
SENHHG1 - @5&1@ 5 Z%j alk §02_§ﬁ7) Cyrgal %b' cozR5 -CONRR’,

%%N Q Ql }RI &16” 1)"3 SQ;%’C%'&%PH%’&PW“ a heteroatom of

V\merfe'egnlmzaﬁ??d(b) -(dTEubS6 etk yhoidtiss, @iEnientsadr Irydidatst resiy npbe dound to an
bY¥,3008h dhOatorh onﬁEd G ?Wk%éﬁ@%ag)ﬂ %‘.‘{8%&% e aﬁéﬁi‘jpof F7d NR °R®,

consi 35t Ln
- NENR B gﬂ@NPaﬁd g R CONRCR NEBIRE MR (08)teksh drgstheiiibie atoms to
t akieimthep getditecheditd fornt HgCatHmBerb@clymwhi ch they are

attached {)g J%tmeﬂt B&%d@érﬁ%eﬁ@%ﬁq %%Xéusnng%gnﬁ@?ée% (C,-Coyalkyl,

each
op€s SnRPPgIkY. A8 -GG betetsgycii shisiny Se1CE +Ealaikda(@s Crloycloalkyl, and

| dspgReladtclyl RS substRehiedark ridrdane s%éﬁ’e&hﬁbdc@ﬁ%hé;ttb N&re®fmoieties
hydr ogen, hal ogen, hydroxy, -CF3,

-(Cl_Co6)al kyl, -(C2-Co)al kenyl, (C2 06) aI kynyl
-(C3-C7) cycl oaI kyl, -(C2-C9) het erocycl yl,
-(C6_C10)aryl, -(Cl-C9)heteroaryl, -0(01- Co6) al kyl
-Q(C3-C7)cycl oal kyl, -Q(C2-Cg) heterocyclyl, -C=NOH,
-C=N-Q(C1-C6 al kyl), -NRS5R6, -SR7, -SOR 7, -S02R7,
- C02R5, -CONRS5R6, -S02NR R6, -NHCOR5, - NR5CONR5RG,
and - NR5SQ2R7; with the proviso that a heteroatom of



which they are attached to forma
-(C2-C9) heterocyclyl; R4 is a substituent selected

w0 p@a0sdse7 gr oup consi sting of hydrogen, (Cl- Cob@i/kBa003/005883
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5 -(C3_Cr7)cycl oal kyl, and -(C2-C9) heterocycl yl;
wherein said (Cl-C6)al kyl, -(C3-C7)cycloal kyl, and
-(C2-C9) heterocyclyl R4 substi®uents are optionally
substituted by one to three noieties W 2004/ 056807
PCT/ 1 B2003/ 005883 -95 i ndependently selected fromthe
group consi sting of hydrogen, hal ogen, -(Cl-C6)alkyl,
(miepenqqpéyzsele_c@qgrom ’(h@:yrc@p)cgwqt@mo g)ydrogen halogen, -(C;- Ce)alkyl -CN,

- (-BR%CORA e-(c;gr@,gbyaban{yl (Cg@éﬁ@eroéy&@l @R@B& ’-CG\NI&*R" 14 the proviso
P B 2 G819 5505 o 1 von oo
b PQH fp@n@th@ftméqroatm @d)amrmn Rirdd Wﬁefrsald’}C%llﬁlﬁ%graﬂ) rofly be taken
Sabgithemaﬁé 868 o NRYcHD thels 2456 natécﬂe‘ag%t Iﬂ)‘?r‘h W éJ&)@ycloalkyl or

they are attached to forma
@Eé{i%fr@y gal kyl or -(C2_C9)heterocyclyl; R5 and
R6 ar e RRaot RE atestach sebstitgeritidegpendiatiy sejecterl feet e gfdup Monsisting of

% g}ug gﬁlqg;%}a%ﬂ ng( @fcc:é)cg%%kglgenecz % e%@?/c‘?\}l KYliescro)aryl,  and

et i Spid1 -Goretdr o‘é¥37¢ )fcyﬁm@ksé. (Gocfioleterocycly,

(@LCG&))&,I dog- (C —%)E@teﬁ%byt&(ﬂr(ﬁilskbﬁtltuents are op‘uonally substituted by one to

(trg'ge %%L&tlﬁd’ gri(c{;e}'nw e’sele]c%dr_féé %r%&;?gé/ns stmg cggydrogen halogen, -CFs,
op‘t?'l onaldipelitst i 'N'J'l(%ocswwbne NHCs- @myél?alhﬂl et-NEE2-Co)heteracyclyl,
i Adie(oeodRn, y wmt@%eieﬁdmt he -gqoLe, énaﬂ)i' StI-R@cOE;)cycloalkyl),,
h)[|\|§I %Q;e%ﬁ% (9)? ’ C@)7 ySN ol olg(ﬁéy%?e eroglryl)’z . -O(C4-Ce)alkyl,

N&(g@? U.‘Y'er ot‘%(@iz 9¢)heter0¢sns|6/IC6 EUCY-Ehoydryl, -O(C4-Co)heteroaryl,
- NG @c@hmﬁt-@a&z@gaﬁékerocy&%( Sgé@)cﬁbw JCONHR?, an dI CONR7R8 with the

: R{%}S/lé%th %l)w%?rw o¥ h%q ctr@f)m ﬁblfl éﬁ%gtﬁég%rso?(ﬁ m%|e¥es may not be bound
- (Y 81s0b ):zabd:(ybtoml@oundXt@:}an&ﬁ}zlcyﬁéma’thyl and wherein R’ and R® of said

- XENR'RY bIvED B2 BY¥ @elk)éh tog?ﬂ%mwgt%gkq&?ich they are attached to form a

CEE(ZZ‘J: %het eroaryl Cr)cyc
- Befocycl yI - COR2R7, - CONH2, - CONHR7, and
CONR7 and\Rt hay llmetakemtogetm withe atonfiStte vaiek i3y afe atniaehed to form

fgr@gﬁy Pl%u;BS (8;—01%¥l<§%9<2{ tg@?g@n ér ?%‘y?t\}vqeeﬁequm s\éld cycllc group is
h@'?tt-‘?F‘%J'é(t %{‘Pﬁ“t“t%d’y\/\ﬁ@r & fthreey meintieRgelgsted; fiogh theOnRTRGonsisting of
ghmmﬁgeﬁﬂ)eld@;entr@lﬁmy t-ogeti®y, -oM, t- tl: Idg}élk@rf qt@ob@m&% Cﬁtiz Ce)alkynyl,

L 536
o T NN G
wrﬁQzR r‘ﬁ@vR eCéN%l& &R tﬁORorﬁ@ﬂi -SPNRE®,gNIGPR’, -NR*CONR R6
- lkB:-NFESD I ¢ WherkinydaidOL(C; (398”(&@/) hed e{)sf?éfé‘k%fllw nWb%é@ 'op sald cyclic

SaIdCC|IC ro onal|ly su t
ﬂmlé% 08t ?@gnatsdglsg%stt @gé%f Yo ReMGE &% poreidiss F’%‘{ F?ﬁj %‘f“c gro“p is
hygmo@@@ intertvated dpg ione twurlee)eymentéﬁaectedm the@hyup consisting of ~(C=0),

(ﬁ -@6)-@- K)(JL NH( g_d %@z ) prostJQﬁ%t%g&@én% evgmggIs cyclic group

eﬁ%%ﬁrc‘%}%ﬁ“%‘éﬁ%)/ not b °L@a)tﬁéﬂépoe§fe1>rypt°m thegois fgund to another
- RENRERS; co\le R8 SR7 SORT SO R7 SO NRSR6 NHCORS

S T ) o i

4Gyl pl ey tEraspey L onh <I31y)a§’ 156 i -{GitGell hetgrosryk wherein said
t € £@s)dRY/, HCaTRByclaalkgl, $0- dg)rfémdrdyelylgr(@y@m)aﬁn aﬁ@t(bgﬁﬁlh@ﬁ:roaryl R’
Ig%%g ég%;%? s?tlyor?g@o B&?L&Eﬁyeo%dg Q%gézrc’no%ges mcti%)endenﬁy sélected from
-NH and -NR5, with the proviso that any of the
foregoing cyclic group noieties or elenents nmay not
be bound to an spa carbon atomthat is bound to
another heteroatom R7 is a substituent selected from
the group consisting of -(Cl-C6)alkyl,
-(C3.C7)cycl oal kyl, -(C2-C9) heterocyclyl,
-(C6-Clo)aryl, and -(Cl-C9) heteroaryl; wherein said



5 -(d-cCo6)al kyl, -(C3-C7)cycl oal kyl,
-(C2-C9) heterocyclyl, -(C6-Cl0)aryl, and -(Cl-C9)

whedend®0yl R7 substituents are optionally subBCT/IBZESH05883
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by one to three noieties independently selected from

WD 2004/ 056807 PCT/ | B2003/ 005883 -96 the group

consi sting of hydrogen, hal oge®; hydroxy, -CN,

-(C1-C6) al kyl, -NR62, and -Q(Cl.C6)alkyl, with the

prOV|so that a heteroaton1of t he foregoing R7
bstltuents g |et|es not be bound to an s

3
o7 SHPUR SRS P ¢ Ryl hEAICasat SvBe w@NRg(%C@@IkyP -NR’, and
s u@&ﬂoexau;m witfethe ptoeido fhiabahdtdreatorn @tipe Wégiiu@tR’rsgb@ffuents or moieties

(el Ao il o s

het er odT yF 2 SHhe t%ﬁ“ S%’a‘Ff%f’ from the gPyalcriisting Of hydrogen ~(C4-Ce)alkyl,
- (C3Cheycatilip aCkEl)heterobRlyCOCIES, rQCMﬁd y(b1 -Cs) heteroar)(l wherein said

B SO o8B T b GRSy FEH-LE RoLheteroany R
i RALGS rﬂﬂ%ﬁP‘]Ojﬁa'%ﬂUé@ﬁW W@‘mtp ttwee groplies iodepshdentiygelafted from the

h)gdfupgm;snh@bfag@ragerhmbgéﬁyh dr&{:\l Cllil,(k@a =081, kil NHNZ R, OR?,

%M&chﬁgl‘ (S?Qg?) térocy@i&%ﬁ i C%ﬁﬂﬁ?fﬂd -GRNR°R"; with

MFRthat e\/hetdﬁoal(ﬂn phtbe forepoing & Ishtaitltuantbl et mbietdsQfiayafot be bound
t earf 9P @eﬂ@érﬂﬂorﬁ%o@m§ bhdue ﬂ&tértgg{omngﬁoe\;/l'\e%cln Eﬂ’yang Qi QeCONR“’R11

bound 2, an ?sl%ﬁwgar&on at om bound
hé*}aérB%t BE‘? d VB rihRidiorash do Ryhickf theyoar eieeted gy form a
beCe&lbatetoogmy;her with the atons to which they are

ttacheed fo -

re cann (R %%”‘@Tk T M EL U gy ey to whi
Syﬁie(ﬂt?ﬁcr\egt%‘?f%ﬁ CI§9 petergcyabieangt t ached to form a

(CZ C8]'hety@iragey ol y&-Cpngl. R11 |s hydr ogen or

el ect 201 e moR L REREY Hhadly < Relod AR Bihogt ron, an

0[5?1 Gl yprienghy $l{b§|"!t@t§d bbyorme three mhietigs indspetdestly selected from the
i rdep enESsingy of ey @)\d lﬁéﬂd@;@ht |ﬁ o>9f Oldm C%S@jﬂwg 2REeRe,

h)’@&‘%%?'ab&gl &%%n)hff 9813%,&1 R and) CONI¥ R% R?is hydrogen or

((@20@% eptignetiysibstityted INCRTRS thr QONRBIRG nmwer%hllﬁ&a&memmm the
| §rom|jb/ G&n@@@rﬂgh&f hydrdggq- f%éfll hrox;? pF\Ibon@NI b)glgﬁ/l l‘i& ee)alkenyl

t £
u‘(%z Eity Csdt R et SRoNG ot S, %«%@en ECUC AR —

g)hemcycmmc@&)“ aldONR R6 (@r\@sml leeflylSoR’, -sO;R”, -SONR°R®,
-G\I%O%,) ﬁhkdd)WlJ{S’RG %Nl@éo Rﬁ_m}hlérgn % g%%éa{lﬁyen%l @%F& -Cg)alkynyl

7)cycl oaf kyl',
sPé@“a lysepatitsteg, ynswp thres@hgrpups, STORE, 1.

- S02 NR5R6 R BompPbdtDish any HIRREENTERE claind WHEPQISQ? R/, (C?:\)%w)aryl or

| Wﬂ‘?@‘? BT RO, 68 i GE e otetea

Ry r oufbg ad@up | SCTSlStmg A @énpobmweof ariwdadkyt he -(C4-Cg)alkyl,
ptcam)élkvlga(o (BT )k, L1 n(CB@w clodl LR hH k {(Cx-Caheterocycly!
roaryls s Opt | stitut ed 2 ’

¥1 )ggn%lrbgi :?es i n%&dendeﬂggédé‘eﬁ?%%fyéd f '?"6%94‘%06@‘1‘5’6'9%"3"
cUH§| S (FF-Chlelntieih, -N((Qr-Caaliy!)(SORIG:B)catibalyl), 30-0O(C4-Cq)alkyl,
--6G0.28) @)y, ~ RN, @s)Gik Cgl é’dﬁ; U(é@)(c:3 -Cro)eycloalkyl, (CO)(Cs-Cro)aryl,

cI oal kyl,
(@é@ﬁ‘? FSEH yI f;?%‘teé%%}"w - NR5HE0)O(C1-Co)alkyl,
—-(A9B0LL:Cle)F8lpalkiy | | NH$C]2 OBS-Copsy cl oal kthO)O(Cz -Co)heterocyclyl,

_-ﬁ(d)@%: %%wgil to)\élyg Eg%( %C@? Z‘%ﬂgap&(i)lc)e)alkyl -S0,(C+-Co)alkyl,

-O(Cl C6) al kyl, -O SQ2(C1- OG)aIk I,
-(CO) (C1- Co) al kyI, - (CO) CF3, -(CO)(CS-ClO)cycIoaI kyl ,
-(CO (C6-C10)aryl, -(CO (C2-C9)heterocyclyl,

-(CO (CL-Q9) heteroaryl, -(CO Q(C1-Co6)al kyl, 35
-(CO ( C3. C10) cycl oal kyl, -(CO Q C6-C10)aryl,

-(CO QC2-C9) heterocyclyl, -(COQCL.C9)heteroaryl,
-(CO) (C1-C6)al kyl -Q(C1-C6) al kyl, -SQ2(C1-C6)al kyl,



WD 2004/ 056807 PCT/ | B2003/ 005883 -97
-S02( C3. C6) cycl oal kyl, SQ2CF3, SO02NH2,

wEaRMeEaBy7 C6) al kyl , - SO2NH( C3- C6) cycl oal kyl ,  PCT/IB2003/005883
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- SO2N( (C1-C6) al kyl ) 2i -S02N( (C3-C6) cycl oal kyl) 2i
- SO2NR5R6, and - SO2N( Cl1. C6) al kyl - (C6. C10) aryl ;
wherein said -(C6-Cl10) aryl or97=(Cl- C9) heteroaryl are
optionally interrupted by one to three el enents
seI ect ed fromthe group consisting of -(C=0, -SQ2,

-NH and -NR5; and R5 and R6 of said
NR%%CT-%S@CHY'O@?)@)U ps%ﬁs b&ONHke nSPDYKEhBalkyhi t-HOMNHCs-Ce)cycloalkyl,
at- SOB\I((CCI%OA)EIKS?IBL they alsezmdsmgrwaodwg orm a so NR5R6 and

p re C%@L@? '&&: C‘\,ﬁ%}éy”’” el E‘P )ﬁga a@? %sﬁ,]heteroaryl are optlonally

- (ntrueted)oy pae é?athlleyIelemeo@zelag%@mH@mp)olonsmlngi of -(C=0), -SO,, -
(@1 m)fﬂh-kéﬂd ~—(NR2- Q)Rs%ﬁwc&gﬂﬁb WR5RQ)R1(§Q§§\JH May be taken together

5 9B ettt bich By b BB BT B Co PGSR ban,

hydr ox34 ( @lcoa@ppuridof bny of the preceding claims wherein R’ is selected from

l)iﬂb()}l EZ )gt&%c@l) aéJnEy (& 2Ce;)alkyl -(C>-Cy) heterocyclyl, optionally

(%? c oal
( Rty eH e?'l?d?c éle M t@i "@95’ F@Wo%ﬂeﬂed froRRths Rggoup consisting of
NS@QE(f\Clh@QHI KY(C4-Ce)all, HS@(GQ&JKQ@:)(OXOK@&%WV% -(C5-Cyo)cycloalkyl,
- ) g:(@(@ﬂe%%ce/@ %)(é‘{/clé‘%f slaparyly AR SR®,  -NSO(CCo)alkyl,
- &I%S Cp( pa ky O S02(C, - C8) al kyl , N((C1 -Cs)alkyl)(SO,-C4-Cg)alkyl),
- m(ml(eﬁky%mbwé)cycbélﬁﬁ)) (C, -Co)al ®¢d1 Coyalk@O) CF3.0- soz(c1 Ce)alkyl,
(S Eec el AR ey coccm
e@§ e@a)h@e')oa)rcw (C@QQ)@ Gghetecopod.oal kyl (CO)O(C1 Ce)alkyl
- G(%)Wm@&)@l{‘ I, - (CQda)6k ket er ocycl Eb O(C2-Co)heterocyclyl,
: @%16@%% PR rer oqarc){l PGl Y7 LeTkes) al kySOACHCoalky,
m(@@s)@&)lqgum o§Dk6}ﬁ3, smﬁ;s SEHERIGHo)alkyl, -SONH(Cs-Ce)cycloalkyl,
S%!Néék%k ky' 5 P@d&my hoal kyl, e I§R5R6 and

&cl oal ki
)ag(B g é@)a?ﬁyi(ﬂwm ) a(Pkg}po)%/%aH@io%(g;rgq)heterocyclyl and
WHE-6é)alk\d-40£C,) (E8roQLQ) ary obtmakllyyiterrupted by one to three elements selected

&8?% tr@ar&% &{n@féb{r@ - (Ciﬁ;d 50, (.61-.66).al kNdH di2NRB) and RS and R® of

eterog areotl |nterrute one to
! Rl etbug é'l'aé!é’ﬁé%ke“ {3366t WD 155 Gl9ms o HaIcs e grepdtiached to
- {0 @)-(C.-CobRterocysly. -N-, -NH and -NR5; and R5 and
R6 of sald aken to e
with t ﬁe at Oﬁl\gﬁﬁ@ rﬁgpélnygépéﬁgd}q%éég?9 aC%nésd Wthsre%f or Ijﬁ a(C1 Ce)alkyl
- pRtipy SHRstitsikad by ong fo thies r@letlﬂs setaefrdUitem thé gwnly cerfsistitgeof halogen,
phﬁ%@h ng:&rts?dtgm %@Cﬁ;)c@ vi, S-Nd e)aﬁéykleHsoz(c:3 Ce)cycloalkyl,
SRR RIS Bk NisREPel e 5 apsGely,  -oCrCaaky,
h;ﬁ&ﬁ@a&% Ce)elm Op610g)alkyly (TG ayyiodlinhl 180:NH,, SONH(C4-Co)alkyl,
@rééﬂb{/l SO Ng@%ceg%)%éém Q@) fydioalkyl),, and -SONRR®

i mg E % %g gﬁ?éff“ ng f(‘egd r‘@ arg)/ ggq@ﬂesﬂng claims of the formula 2
-Q(C1-Co) al kyl, -O SOZECl 06) al kyl , 02(C, - Co) al kyl,

- S02( C3- 06) cycl oal ky Dr CE1-CB)al kyl, 30
- SO2NH( C3- C6) cycl oal Ky ) {\,(Jil al kyl )2|
- S02N( ( C3- 06) cycl oal kyl ) 2i “and{}- SOPNRERG. A

conmpound accordi ng to any of tﬁe precedi ng cI ai ms of
the formula 2 N/ | NCF3 \ ANA 2 wherein Ais
seheein Ads $alastadtfion the guyp @asistinglf:Nng of : WO 2004/ 056807
PCT/ 1 B2003/ 005883 -98-



\ /RN4 NRA NRA RR\ RL2RL (RI3ymMR (RI3)mR2

' 113 / (R)m RA RANTIr / R4 ,J\' N NRLRLRL N
WOR200RA56887 R2 | | (R13 )m N 7-(R)mN (Rl) m NeEPABR003N05883

RA\ NRA\ NRRLNRLRL R | (RI3)ymR2 (R13)mR2

-(RI3)m Q rI\ /RA\ NRA NRA Nand RLCNRL s RL N

R2 4(R13 ) mR2 ~ |/ (R13)mR2V87(R13)m N s R4 r'

\N R1 2 R(RI3m N5 wherein mis an integer from

10

0-3 and R13 is a substituent selected fromthe group
conS|st|qg of hydrogen, halogen hydr oxy,
kyl',

(Cl- %) -4 (C3- C7) - cl/ﬂalkyl ( C6- cagq /pgu

(CL_C9) eteroaryl (C2- C9 Nheterocyclyl

O (C1- - al kyl, Or(CS C7) cycl oal kyl ; ,

s SO2( oal kyl

NHSOR (#€1.- N (C1-46) a][ky! ) sozg)(:l- Ay )y
(R™)

N( C1- C6- al ky

N((C3_C7) ¢ycl oal kyl) (SO2( C3- C7) cycl oal kyl)

OSOZA-@lyC'fg) al kyl , SOZCFH;%n R2NH2, SOZNH(_‘E:i_zg) al kyl ,

SO2NH( &83- C7) cycl oal kyl ; S@gNRSRG, SO2N( ( C1- §6) al ky ) 2,

CF3, (C1_06) al kyl , (C3- C7) cycl oal kyl ,\ COCFg,

WG 20Q 680 N%CT/ 'B20 0 \]99
X R2

(
(R NG
/

(SQ2(C3-C7) cycl oa ), 10

R
Rr? }\l jﬁ R,

wherein m is an integer from 0-3 and R"® is a substituent selected from the group consisting
of hydrogen, halogen, hydroxy, (C4-Cg)-alkyl, (Cs-Cy)-cycloalkyl, (Cs-Cyo)-aryl,
(C1.Co)neteroaryl, (C,-Co)-heterocyclyl, O-(C4-Ce)-alkyl, O-(C5-Cy)-cycloalkyl, SO,(C4-Cg)alkyl,
S0,(C3-C7)-cycloalkyl, NHSO,(C4-Cs)alkyl, N((C4-Ce)alkyl)(SO,(C;-Ce-alkyl)),
N((C3.Cr)cycloalkyl)(SO2(C4-Ces-alkyl)), N(C4-Ce-alkyl)(SO4(C3-Cy)cycloalkyl),
N((Cs.Cr)cycloalkyl)(SO,(Cs-Cr)cycloalkyl), 0S80,(Cy-Cglalkyl, SO,CF;, SO,NH,,
SO:NH(C1.Celalkyl,  SONH(Cs-Cr)cycloalkyl, SO,NR°R®,  SO.N((Ci-Ce)alkyl),  CFs,
CO-(C1.Ce)alkyl, CO-(C5-C7)cycloalkyl, COCF;, CO5(C4-Cs)alkyl,



N , and 02S O2S 7. A conpound according to any of the
preceding clains of the formrula 3 HNNOCF3 OHNB
wG200hes@IN B is sel ected fromthe group consi sSeCTiB2003/005883
Rg N NRg/\ NRA RLRlL 4 ---o RZR' 1 (R13)mR3
-(RI3ymMRZ -(R13)ym N RO NRg/ N R4 RL RLRL RZ
-(RI3ymMR2 -(R1I3)ymR2 13 (R) Rg4 NNRNR RL
RZRILRL 32-~0 - (RIL)mR(RI3)ymRZ " - -(RI3)mrl
R4 \V /RA /R NNR- R11R 13)m R2 R (R13)m
RZ /-(R13) m WO 2004/ 056807 PCT/ 1 B2003/ 005883 -100 \

Rq\ Ro\ R4 and RE RL RL R42 - (RI3)M RZ - -(RI3)m R2
N 2

- -(R1 3)m N N
/ , and /
O2S OZS
7. A compound according to any of the preceding claims of the formula 3

H
I
HJ\N/ o

5  wherein B is selected from the group consisting of:

i R*
H{N/ . 4 rrji ) /R4

R
,J{N/
1 ' s s
R ] R
R2 13 R 2
RP)m R LR, R =R ")

AL L

N

R R
N
R19\q R1 R1
— 13 2
R2 (R R —(R13 2
(R™)m R R,

. R*
rrli N/ rl_li /R4 ,-"i /R4

N

R1
(R1 S)m R2

R™), R - R,

F

N L

N

R4
, 4 H R1
R R? 2
2 " A R —(R"™),
R G R - R",



8. A conpound according to any of the preceding clains

of forrula 4 HN%CF3 OHND wherein Dis
waeloeos@adr from t he group consisting of: 4  NSRRT/IHQ03/005883
NR g(R2R1 ") g(R2R1 ") N q(R2R1 (R13)m (R13)m N (R13) m
~Rg\ Rgq\ R4 N NN q(R2R1") gggRl‘) qg( RRR1C) |

,JF'iN/ & \

o(R%R'C)

>

’ RFR'C). oH
(R1 S)m \[/ (R1 3)m

LN LA

N N

«RPR'C) N
N w
R¥) R

. R*
r,r_,i /R4 r"’i N/

N \
\ (RPR'C) N
q(R%ﬂC)@ q \[ H
13
77— (R O/

<§/

o(R?R'C)

b

(R™®)n,

(RI3ym (R13)m O ( 3)m 5\/R Rg NRg N N g(R2R1
\) q(R2RL *) q(R2RL \) N (R13)m (R13)m/ (R13)m O
/| R4 R4 RqNN N \ q( R1\) N q(R2R1C) q(R2R1 \) N
(R13)m (R13)m \ / )m VD, 2004/ 056807
PCTH B2003/ 005883 -101 4/Iﬁ R4 N 4 \ q(rﬁl_,ll?%l?4
g( RRRIC) q(R2R1C) R13) (R13) m (R13) Ny R4\
R4 1 R4 NN q(R2R1C) R2R10) q(Fez*‘Fél
R
R2 — Ry, R13)m R2 — &),
8. A compound according to any of the preceding claims of formula 4
wherein D is selected from the group consisting of:
4 4 . R*
e S /R A
q(R2R1c\;) ’ (R2R1C) q(R2R1(§) ’
N

L

4(RZR1C) ’
\C R

e

q(R2R1<\3) \
e

e

o(R%R'C)

(R1 3)m




g( O (RI3ym(R1). (R13)m /R4\ /R4A\ R4 02 q(R2R1\)

g(R2R1C) g(R2R1\) (R13)m (R13)m (R13 )M S02 NR4 / NR4
wORw40bRd7 (R13)M (R13)m 1t O (R13) m (R13) m N ECT™MEBR003/005883

-NR4 N4 NR- (RIS m (R1I3ym (R 13)m (R 13)MC11,T) N

O ARM\VINRA 'NRA\ NR4 % (RL13)m<(R13)m (R13) m -

(R13)m S02 O N 02 5 wherei n‘1é1‘i s an integer from

1-2. 9. A conpound according to any of the preceding

claims of formula 5: WO 2004/ 056807 PCT/|B2003/ 005883

-102 NCF3 O HNE vvhereln Eis selected fromthe

group consisting of: l(},V.rRa 3‘3\’2 (CR1R2) q rf'r': B SO

wher ejm R#4 is sel ected fmom the group co i ng of

(CL-©8)al kyl , (C3-C7)-cyel oal kyl, and (C2- 5\

C9) - het &r ocyclyl, and REEY eqked f r omREi@ ’
consirér'c PR of hydr ogen, (C - I_xl 15 (C3- .
C+cycl oal kyt 7 anq3 ( C2- @9) - het roc )ﬁ m 10. A co oupy Rm

sel ect ed fromltﬁ'é gr oup consi stiinng
5-[4-(3- Met Thafesul fonyl - benzyl am no) 5-trifl uororret hyl

-pW“n 2-ylam no] -1, Ar)jq“hydlro i ndol -2-0 &0
| fonic acid nmethyd [ 2- (2- oxo0- 2, 3 bzydrol

H i ndo\ - 5- yl ani no) - 5-

t riofRfR] I-pyrlmol.@.ltl*ﬁ11 noj propyl R _de;

5-{4-[(Ispchro n-11-yl msthyl\)K@o] S-trifluorong I
ho 7

-pyri mdi p-2-yiraftmo} - 1, 3- R®)m
LA L S
\N\/ \N\/ ,;,-liN /
4(R?R'C) (s)2H ’ o(RZR'C) ’ q(R2R1<\:)
\Ii/ R G W——mﬁ)m
S0,
JJJJ S P N
L (R13 1 pi13
C\l( )m ﬁj_(RB)m S (R )m )_(R13)m
N @)
’rstR"' sﬁNR“ ?“JNR4 \"y’NR“

# NR* :.st R4 }fN R4 \"{‘N R4
/_‘(R13)m 7_(R13)m 8\/_(R13) %\_(Rw)m
S0, o N " 6

2

wherein q is an integer from 1-2.

9. A compound according to any of the preceding claims of formula 5:



di hydr o-i ndol - 2- one;
5-{4-[2-(Pyridin-3-yloxy)-propylam no]-5-trifluoroneth

w@ keoppsdsni di n- 2-yl am no} -1, 3- 15 di hydr o-i ndol PCFB803/005883

10

15

20

25

3-{[2-(2-Ox0-2, 3-di hydro-1

H i ndol -5-yl am no)-5-trifl uora%rrethyl pyrimdin-4-yl am
nol - met hyl } - benzenesul f onan'

5-{4-[ (1- Met hanesul f onyl - pi peri di n- 3-yl et hyl ) - am no] -
5-trifluoronethyl-pyrimdin-2-

yl am no} -1, 3-di hydr o-i ngol - 2-one; 20
N-(3-{[2-(2-Oxo-2, 3-di hydro<l CF;
H i ndol - 5- yl ami no) - i oné\}/rﬁlj;pyrlmdln 4-

yl am no] - et hyl } - phenyN}~="Tetha er\w/ gan de;

N-Met hyl - N-{2-[ 2- (2- ox0- 2, 3-dilydro- 1

RiHePSIPE 1s2eMbRE TR Mnerdlp c%éfg%@met hyl - pyrinidin- 4-ylam
i no] -ethyl }-nmethanesu I'fonamid

5-{4-[ (4- Met hanesul f ony, ﬁphﬂolln 2-yl met hyl ) - am

i no]-5-trifluoronethyl p\rm di n-2- 25

yl am no} -1, 3-di hydro-i ndol { 2- one;
5-[4- (3- Met hanesul f onyk | - benzyl am no)-5-trifluoro
met hyl - pyri m di n- 2- yl angzno] -~@r'83di hydr o-i ndol - 2- one;
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5-{4-[(1- Met hanesul fonyl - pyrra|i dI)R@ yl met hyl ) - am no]
-5-trifluoromethyl-pyrim ¢in-2->sa,

yI an qql%}“ l%ﬁ%%cgetdz‘%wgﬁgz@u&cq@sxamq)pa{(qj C?) alkyl, (Cs-C7)-cycloalkyl, and (Co-
Hsgb -helerbeyslyly badR 1 ds)sefecued Frbrh tier aponpt doys istipy of mgiddtigan, (C+-Ce)-alkyl, (Ca-

1adar ,‘mﬁpesul f onam de 5
AC{[:@F%I‘R? n*a(eg QFJ% i peridin-2-yl)-ethylam no]
-5-tri't0 uoer‘FPétH‘?Wd &‘?FtP |} e group consisting of!
yl am rB;ﬂ4=(3.I\/Btrdhé};jalﬂdr@hbeﬂﬁ&ﬂﬂmnﬁ’o)@ﬁ&ﬂuoromethyl -pyrimidin-2-ylamino]-1,3-

anesul fonyl - pyridin-2-yl methyl)-am
d"%?roé&ﬁl dor oret hyl - pyri mi di n- 2-

yl ami rfdhanesudorit hy dragidi ndonetpy-¢hi;(2-oxo-2,3-dihydro-1H-indol-5-ylamino)-5-

5nf£ju6m(r%tﬂyﬁﬂ/ﬂfnmwal’ﬁfns]ﬂy&®maﬁﬁhb S-trifluoronethyl-pyri
mdil n

5. ¢ CreiREgRes T DR a e PR PR paminetite
tdiyHrogydol-Bdotkin- 2- yl am no} - 1, 3- di hydr o-i ndol - 2- one;

5 { 4- [E(-{ﬁl[@)ﬂ:‘ék@[\% %x}) propylammo 5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
yl met hyl’) - am no} 5-trifluoromethyl-pyrim

rﬁ"”‘lﬂﬁgﬁ?%o} 1, 3- di hydr o-i ndol - 2-one; 15
N- ( 4- H-{{2e058-4,3- ﬂlhdee -Obt-0nd@!; Byl atnihg)ebrtofiubromethyl-pyrimidin-4-ylamino]-

Zhétﬂ@@eng%?ggm a .5-trifluoronethyl-pyrimdin-

m noj - net h phenyl ) - N- met hyl - met hanesul f onam d
5. (IR RSHESUP PRI+ AN -8 ROER P REe RNy Picin-2-
i yeodind} 3 dityaroaingi-yshe;pyr i m di n- 2- 20

yI am 0 s )
r}\?‘ls? {f]\?b?h%!r?[e%g er“HSP Iindgl S‘C)Pﬂa% %o) ﬁtrlﬂL{oF]ome)thyl %nmldln -4

|Wﬁﬂ]'ﬂ Htefhyrhpbwaﬁﬁh@y?sum;}awﬁedu n- 2-

yl am neMethyidN-g-yebar-2, El-dmi/dré’d RRIol-5-ylamino)-5-trifluoromethyl-pyrimidin-

TR RS RRGeS "G hydr oot ndol -2 one: 25

5-{ 4- [5(-{14=[¢w¢tmr@swomd~morqﬂplwea»ylmemylsammm&ﬁwqormwmgqrmsdin-z-

-yidrhifidy Y QL MgREIM ot BYRE;NT di n- 2-
5-[4-(3-Methanesulfonylmethyl-benzylamino)-5-trifluoromethyl-pyrimidin-2-ylamino]-

1,3-dihydro-indol-2-one;



yl am no} -1, 3-di hydr o-i ndol - 2- one;
5-{4-[2-(1- Met hanesul f onyl - pi peri di n-2-yl) -et hyl am no]

w0 2oaposdshuor oret hyl - pyri m di n- 2- PCT/IB2003/005883
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35

yl am no} -1, 3-di hydr o-i ndol - 2 one;

5-{4-[2-(1- Met hanesul fonyl - goerl di n- 2-yi ) - et hyl am no]
-5-trifluoronmethyl -pyrim din-

yl am no} -1, 3-di hydr o-i ndol - 2- one;

N-(2-{[2-(2-Oxo-2, 3-di hydro-1

H- i ndol -5-trifluoronethyl -pyrimdin-4-
yl ami ng ]{?ﬁ%t'\%;ﬁ %&H@W@PWOW& ﬁ?ﬁﬁ@%’%ﬁ@ﬁ‘ﬁm -ffluoromethyl-pyrimidin-2-
5 yiarpirjo}-1,3 iy rarres 42- by | - pyrrolidin-2-ylmethyl)-an no]

-5-tri NouorarekRhyls r. i - s i N
y| ani ngll '\EAQ‘F' Wgﬁﬂyy&é 2 %ailw_dgb_ﬁ-] indol 5ylamlno) trifluoromethyl-pyrimidin

N& 'PWQP)('}zm?‘[hQ“e(SQ'fOB%@E 3-di hydro- 1
H i ndob-{&2y(1aneatimempsiBrotiyl-pi p'lbd)arldiwzlﬂ)%éthy{érrIPMrd—tﬂi!MgHﬁne\‘;%l-pyrimidin-2-
4- i hvl 15 phenyl ) - net hanesul f onami de;
SYREPRL RS bVl B 005883 - 104
N- Met hyt4-Ng-MethepeswionyBryrifin-2¢yimednb-amisl-gitiifidiomethyl-pyrimidin-2-
Hylaimgho}-1,3-dipl @roiintie)2-ond; r i f | uor onet hyl -
yr I m ?B’] 23213{%5%)%16)2§|]opﬂ%gﬁ%-f}-tn%oron}étr?yl g)q/erlil:’l’lrl] -E—?Iamlnoﬂa 3- dlguydro-
Vlld rﬁ?ﬂ@) 5-trifluoronethyl-pyrimdin-2-ylamno]-1, 3-d

i hydr 05.4d-nel@etgr-RRR:2-yinethyl)- ammot] 5-trifluoromethyl-pyrimidin-2- )(Iamino}-1,3-
droxy cyclopentyl methyl)-am no]-5-trifluoro

ngé'%‘ll{’ éfj 1 1%i n- 2- yl ani no}- 1, 3-di hydr o- | ndol - 2- one;
5- { 4- [ 2-{4HfGicysioj2.21] ('ldptmlfi?a;me&ujd)‘-amyd]-SEfnfmal'dndathyl-pyrimidin-2-

| | =5-trifluoronethyl -
Barfinl .o 8 (bt AL AHe; 52t 1! hydr o-i ndol - 2- one; and

Ka/Mgt h{i( 4ﬁ.U(3%> 3{{[22(2((32(0@)£d ihydrg= - ﬂ%-ﬁcyla_[nlno) -5-trifluoromethyl-pyrimidin-
H4-ylachdio}-D et ipphang)-NDaditii-inbiiareaomnhyildepyri m di n- 10

411-1y| 2”15 né@k’f &gXés}thcmﬁlrﬂ %‘r@né R{rhe)tl?))ﬂse% nr%ngﬁr%}ugronm%mél-pgwwm 2-

i HeinpahrelinyEeigei%eneg adni nistering to said nmanmal

an anogsHy- [(@Meﬂhaﬁé&ﬂlﬂﬁ%ﬂﬂn&rﬁ 2§ IntHy) Jarrﬁﬂ'éPE-tr|fl§or8tantﬁ91p‘errﬁldln 2

[ cell grow h 12.

ﬂ%{%@?é%?'g% ?m 8':?;§srt| on for the treat ment of

abnor ner{4-é&Methgresuifdnylknyricin- 3-y®nethatraainot birjfiinéremetyyleprimidin-2-
ayTBHInG}-03- dﬁyd%@-fﬁ@&LQD&eOf claiml that is effective in

;(r: g::alt g—géll @R@eg %Lijfony? Lenz%amlno) 5- tn?uorometg rI] %}r/r%glr?-%gylla%?rllol] ¥ 3-

dihydro-indol-2-one;
5-{4-[(1-Pyrimidin-2-yl-piperidin-3-ylmethyl)-amino]-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-[2-(1-Methanesulfonyl-piperidin-2-yl)-ethylamino]-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-[2-(1-Methanesulfonyl-piperidin-2-yl)-ethylamino]-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
N-(2-{[2-(2-Ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-
ylamino]-methyl}-phenyl)-methanesulfonamide;
5-{4-[(1-Methanesulfonyl-pyrrolidin-2-ylmethyl)-amino]-5-triflucromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
N-Methyl-N-(2-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino]}-methyl}-phenyl)-methanesulfonamide;
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N-Methyl-N-(2-methyl-6-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyl}-phenyl)-methanesulfonamide;

5-[4-(2-Hydroxy-indan-1-ylamino)-5-trifluoromethyl-pyrimidin-2-ylamino]-1,3-dihydro-
indol-2-one;

5-{4-[(1-Hydroxy-cyclopentylmethyl)-amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-
1,3-dihydro-indol-2-one;

5-{4-[2-Hydroxy-2-(1-methanesulfonyl-piperidin-2-yl)-ethylamino]-5-trifluoromethyl-
pyrimidin-2-ylamino}-1,3-dihydro-indol-2-one; and

N-Methyl-N-(3-{[2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino]-methyl}-pyridin-2-yl)-methanesulfonamide.

11. A method for the treatment of abnormal cell growth in a mammal comprising
administering to said mammal an amount of a compound of claim 1 that is effective in treating
abnormal cell growth.

12, A pharmaceutical composition for the treatment of abnormal cell growth in a
mammal comprising an amount of a compound of claim 1 that is effective in treating abnormal

cell growth, and a pharmaceutically acceptable carrier.



