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- O S02( C3- C636 { @l E)k I)z (@2((% =C$aliy i a5y cloAl)) CF3SON((Cs-
a

CO) (C3-C10) ¢
C(9) hZat( er ocyé? ﬁc "(VQD) &1 O;\? & ervg;ée(%)?ryald (Cg sz)éy(é%alkyu -(Co-
- ( CO) O( C1- CR)opleteydeyciyl( COHO(-C3-QpiHai@edpk | bri¢rreyclyl are  optionally

) g % g E;? C Aedr %yaérQQ)) BrES ofeehBt Rl Glod the group consisting of

_ (0O ( CL- CB)" ﬂ%)rS@gc‘i t%) M- andsh¥e1- c6) al kyl |

- S02( C3d) 06)-yspikyikoptionatySibEf3ed bpGRNei2hree moieties selected from the
gggm(Hg <3 (ﬁ.lpk%hlﬁmggzm&éﬁ hyarGY $E Q8H, -(C-Copalkyl-P(O)(O(C-

- SO2N( ( C1- CEeiliilH, ) ((@@@MI@@)@I 0 a—(%;}:m)aryl -(Cx-Cg)heterocyclyl, -(Cs-
- SO2N( ( C3- Cag greekaadh KMRIFE, mozmma&% NHEIO3(GaiGR)cg@datkyl, -N((C:-

-(C1-Co) al kyl \i.s 3

three el enen 6?'@@&@&?256)13 g}}‘n tng Ik%i Jcsg’&aoéu%/l) N((Cs-
of - (C=0), - Salyclodky)(SQ-Cr-Calikyl).- woa&acysmmx&aa@ -Ce)cycloalkyl),
wher ei n eachof@-d Riky( 4)-0BRE, 1080t . -OBBICKHCeycloalkyl, -(CO)(C:-

Cadical s f’né’éé%@?xﬂ a%%ﬁ Feer @@a%?@w%ﬁf SR ens, coyCs
consi stl ng (Ifg)riegamagﬂn C(hmﬁ@metermjm o,((;O)()(@;:g@::ﬂls;fqoz(CO)O(C3

-CN SeX: H%a[g @’6)%8 %w'«ca{d@z é‘&ﬂeaér&sfelyﬂ -(CO)O(C-

(G ifof R OSSR SRRy oo, S04

-Q(CG3- Q) cmbovabédw -S0CP5 COphgiies 0CcBOLNHI(C1- C@?'W'Oﬂ -SO-NH(Cs-

- N O C1- %ﬁ%{%&w %@g ) BHc cei%gﬁlé Ce)cycloalkyl),
- CO2R12, = S % 5“%#2@0&56 -NR 5 _
and - NR12S02R;N({iz-Celpgdipaliyi 2ad PERANBID 0816t 57 h@ -Colalkyl is
R4 i's a subsdptinatyintsrrip@at gdoid @mtiree e@mwts satavgEdsranmghe  group

f hyd |_kyoh d
7 2" o) het PBtyR ST ek SRy ity R

- ( C3- CAndyrtlersirl &ach Rodped) s@@ﬂu@)mgg@{@@b@m%m 1ngzpt|ona|ly substituted
o urslz&{e efiled éﬁlﬁals’mdeﬂé]ﬁ@ileh Sdiledd froth ase RYouprgdntisting of hydrogen,

€ noi eti es | ndepen ent sel ect mthe rou
cdipiaoen.i ey risfar o@‘gh Cﬁ‘al é}?)a”ié{g,d?gyéﬁaken('m(cg afynyl, ~(Cs-
Ca3 adylawaikyl, - EN-Co)HeREGRGclyl; RS-C10)dr@3-(Cr s etematykyiO(Cr-Colalkyl, -O(Cs-

t ?CR%?(E %)-%’\ng% RANSRERER, -SOR’,
s‘%ﬁ%&g‘g'% 8@%%@‘3@“’%@? el n E an alkyl)l'd '15 R 7
. CONREREQR B MR beSONTEN -NBGREheNR s PHR T eang iR SOR'
to which they are attached to forma
-(C2-C9) heterocyclyl; R5 and R6 are each substituents
i ndependently selected fromthe group consisting of
hydr ogen, -(Cl-C6)al kyl, -(C3-C7)cycl oal kyl,
-(C2-C9) heterocyclyl, -(C6-Cl0)aryl, -(Cl- 10
C9) het eroaryl , C(P12 and 802R12 vvherel n said

NN N\



C9) het erocycl yl, -(C6-Cl0)aryl, -(Cl-Q9)heteroaryl,
-COR12 and -S02R12 R5 or R6 substituents are

wo@piosonakd y substituted by one to three noietiBGSI/IB2005/001201
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i ndependent |y sel ect ed from the group consisting of
hydr ogen, hal ogen, -CF3, - 5(C1-Co) al kyl, '
- NH( C1- C6) al kyl, - NH(C3- C7) cycl oal kyl
- NH( C2- C9) het er ocycl yl, - NH(C6- C10) ar yI

- NH( C1- C9) het er oaryl -N((C1 15 C¢o) al kyI ) 2,

N(I\I E EGCSCE%% 3¥@45§) Mf{\%‘(%‘&fm Czrotcg)cg‘r% gf@*%rxbér?x(m -Ce)alkyl, -(Cs-
@7’5&6‘@3’“' gl +(CrCICIrTTYidy wheginksaid &/31 Celalkyl, -(Ca-Cr)cycloalkyl, and

o goily %ge@a Ioﬁtyguaélt't“emga@b&msl@r ¥lbstituted by one to three moieties

(lr@pwﬁ@t é&étgéa}c}r:¥r9m thg @5%&7 on g%%@%ydfqgﬁizw hydroxyl -(Cs-
SQ?aRZ/I _€RONHER® - -ORRHIT,-C Ay cloal GONITZRE hetahasy @yl n-GBREN SONRR,
&fzséaﬁd -S&%@Z&@C@NW ein RE ahalke s kg e@;bﬁhf’rw dr&llp may be

omto which ey are attache? (g orma. .
(t@@ﬂ @@)ethezw'tm@ﬁ glogeye e T4 ALRoReS Ry (aaipterocyelyh
t oget has® angtRt ddeach isopetitipntt ivdabunaéntly lselgcted &ora tthieagrbugpdconsisting of

tg form a )h o (Cr-
- (edoedy hef%r&i CF Fé@r 6)%2‘9{&31"&']0 t&% 51%}3%023%@ S Cﬁ) e, G
b)Cs)heteeoam tW@e aml-eiCPzBs yapieit é@jdff%ré/ ¥ g [j-}j)cydoalkyl ~(Cz-

ﬁ'le%trdc?gyIOf(C{]MQ 2RYet,-Jimkearn, -Dprany,-SO.RER’ or ROBbstituents

@_::No@qnally t&%&fy fé%& eﬁlnlfgﬁeep éél IW&% f@%g&é@%m the group

- (doBsigtiny c vt | hyearlosr, , hal¢gen.- egyhem od(}cpg)plkyl dglzi(@l@s)alkyl -NH(C3-
- ﬁ%@%kyl 'm;%?%%neter B'GOWR7rNH(6QENRgt%aWI N((C-

/R8, "an
(@K al 1&‘{4999107)3%03"?"?32 cg (Gr E;fﬁ%??m%%’c bl é°§a§¥!5j N({Cr-
(@w@ddﬂﬁker @I@ctmlk@r@a@e leoajkeyl ofﬁ(cﬁﬁdh¢t9rocyclyl -O(Ce-Cro)aryl,
sY &RE, apd,;Fabg,NR°R®, NR™2SO,R/,
ML, o g s B e
ys@ﬁfé 1C67"{"hr %@%r@oﬁgl%c“t’@ée“? Bo?ﬁdt'%eof @?'g ‘][b group may
CORSiakdri ge®br witd the(kBréden atdBORy whibh theyOare atthkhed- thiHerm a —(C2-Co)
and NR]12| R7 is a substituent seI ected fromthe group
CQT%‘?" Y4y g of -(Cl-C6)al - C7).cycl oa
-(C2- (393 &’ aegydieyipken iq @%@Oﬂf‘@) the 9‘om(§ﬁg whnel@pe{:%e attached to form
heé E:% é){éterow Q/llH’ére‘irﬁbéid (@Q—bg)héﬁboai/d{w lgroup is optionally substituted by

(‘@8 te—; IJ’%IG eiﬁaléct cgfz nﬁg Hr%%u? %6’:%}’5%3 I% hydrogen, halogen, hydroxy,

er oar
S LS, tNmnt §Nar—€§>1f§?plalkwln alGzFollkgrii t(@tz- Eelalsynyb mENPH, -C=N-O((C+-

thé“?a?k | QRVI®S Jd?@%m%@ﬂ@;%yl:maml et ednbbarydh tOe,R? -CONR'R®

oup ‘consi in of__hyd : d
@pﬁ)\@g A S’t OCEKRfQZQ( asfggﬁ& T\Il—ﬁ%‘ 2 E% EB{%@ N _NRZSOR.
2 Qﬂ’f&rélﬂ. 1@& 3(03@5)&1@@3@ @bd 0@ Z@)@lkynyv mIQ@thassofasagiu({‘&tq;gmg@mcydw group
| £ by
se &7 %%?paﬁoﬁé??‘sh&? égd Qm@ ‘Pd']ﬁ\’l}e% R 'IFOLQE ANHROEEL-Co)heterocyclyl group

@gnp@‘)aﬁéfré@rg@yﬁ Igy one '9982‘%'5‘%/"9? selgﬁad fre@lthexgroup consisting of
helgf%af ; -SWher, ai-n-NsRBat -NIEE- O6) al kyl

(CB Cl%pid oalbs¥taent %%%859 et@% oéj"&?{ ¥ mSlstlng of —(C-Celalkyl, -(Cs-
Su@ﬂwcbaléﬁtéCanﬂqm@qydWaf(PyC@lﬁbé’tqﬂﬁu %d39b99t6fﬁéryl~ herein said ~(Cs-

t héS&lkJTD'(G}C?e%/cioBMﬁ pQGg@A)ﬁétM’o@@iyEC(C%d: Hagim dndt he,-oy) deferoaryl R
Co%?s%%ngq @r&optngﬂl&&%sm Ly(/) g ztnXae gties |n%Npendently selected from

(ﬁag&;ﬁ)ao:mstmab loy hydrede@2haBRiphetydroag.y-€Ny rgc1 -Coppe NR'%, and —O(Cy-
) - CONHR10, and - CONR1OR'; wherein R10 and R’
E RLOR" may be taken toget her Wi th the nitrogen

atomto which they are attached to forma

-(C2-C9) heterocyclyl; RO and R10 are each

-(Cl1-Co)al kyl; 10 R' is hydrogen or -(Cl-Co6)alkyl;

and R12 is a substituent selected fromthe group

consi sting of hydrogen, -(Cl-C6)alkyl,

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

(C6 C10) aryl and - (C1- C9) heteroaryl wherei n said

~A ~NsN\ NN N\



substituent is optionally substituted by one to three
noi eti es i ndependently selected fromthe 15 group

we@omsitstoeng of hydrogen, hal ogen, -CF3, -CN, PCT/1B2005/001201
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-(Cl-Co6) al kyl, -NH(CL1l-Co6)al kyl, -NH(C3- C7) cycl oal kyl ,
- NH( C2- C9) heter ocyclyl, -NH(C6:C10) aryl
-NH( C1- C9) heteroaryl, -N((CLl- Z:G) al kyl)
-N((C3-C7) cycl oal kyl) 2, N((C2 C9) het er ocycl yl) 2,
-N((C6-Cl0)aryl)2, -N((Cl- C9)heteroaryl)2 ,

S B s AR o i
- @, 5Yel@HKyh eCaiCaletptocyclyl, GBSs&7) eyt Iaodal-(?'yp?) heteroaryl wherein said -(Cr

- %&%}9) {@ﬁf&&&éﬂyyl -(Cr C??%@?oc}yclsal C CW{@ ,(CZQQ)Q%ONW R®

b@ulgsék@ﬁtsta@@ptpggllyvﬁj?sﬁrtqtqqeby opedpdresMIRtESHN eﬁgrgp%aﬁ)yes cted from

attﬁeagrbeﬂcdrersfnymr@dmééazhasgenhe;tdempam y(C,-CIhlkyl piels,eNHR®, -NR?,,
m(%@)cy\c{:ﬁ&k gﬁr;@%%t !ro%yér g}:&%b yﬁbﬁnel@gNHRm and -CONR'®R"";

ose recited in
FarhmliraRf andiR'" ofoFONRERS dpay hentakervireetin” Wi tie Biireges atgna to which
r GiRly %?eeﬁtabryed tarbnataomzltﬁ bfégac?cﬂ‘yl atom ¢ mass or mass
nunber di f ﬁren {Et‘,{ qtomc mass or mass 25
number €04 fr?%ad’ d5 TR ur e. Exanpl es of isotopes
that ca&l' beydrogroropdfatadkiland conpounds of the

I nvent igonigl é‘gbbé@l@rer'\tss%te@@@?roﬁ'f th@%ﬂ&@g&fnsrstﬁ@rﬁwmogen -(C+-Cs)alkyl,

glth?L oCg)g/]oéqz‘lky Efczﬁ&gte%} f?ﬁ ]g#fscfy or ; n?nggg‘r hl orII %ﬁerern said
35@.-ClBlkyl, -(@nd,)3061ahlky! r-efsrmmetewww {Qbr@adaryu entbf(Ct ﬁséheteroaryl R™
prsﬁl?s‘ﬂﬂrtent' lQX&B{‘l%IR’%‘Jle{M eltd ﬁr"r@eorfmretﬁzg %dependently selected from the

rmaceut accept abl e salts of 0 ‘

ofgr%iarC@“ﬁ?*tﬂér%d%’dr\ﬂﬂ?’bl’ﬁ‘al?é‘ﬁb atfe rHld 46 %nrrin@ﬁ?%%iaar “NH(Cs-

i spycgcp@m?{an dNelrczalghrerero@aylppe‘ﬁH(cé Coldngr atH{BsCanaderoaryl  -N((Cy-

VVI n,t he t ai _ .
it nENGERE e os Mgora SR B! ALR(CeCroantl, N(C:

i rW)é!ﬁtGFC@W')zf op(f’ex%rﬁﬁhyle -Of d‘gécyvlm"&v' \/\ﬂ(%l’\cﬁﬁl%?ée?r%%(ely'r v@(Ce-Cro)aryt,

| s@ m;;heel:uém a&cﬁt&)@ﬁﬂarmO(ag-eg)hé’tsmcwyr aCedR’, aCONH,, -CONHR’,

;%E h ﬁON ﬁ ! L*%r %@Ed of Rﬁg%ﬁg' o eto 5 ﬂzﬁir&ﬁ) %h}ﬂ)g {a}ﬁeﬂ ?Qt(l"&er with the
i stogewhigh @eparetattemearm fprrpraefcér%'a?terrewclvher r ‘ease of

pr epar ghi GhtestRd idehtmt a8b linddes H%t&d‘lﬁﬂy—laﬁ@ed compounds which are

Sy LT IRl LRl RRT BUER g hl W ceaty
r @8 Utdnh ingvifig ematpmizamess orehadsoiumbes tierent from tﬂecﬁtomlc mass or mass
eXamBLe uélﬁw %ﬁ@qn'rﬂ\tu\‘é VOE)!'éﬁflpfesl d¢f ?otgpes fhﬁldH&ﬁ@eqmted into

requi renent’s an hence erred

CPERHBRR IR e MTIRDAICLR ObSoReT P BP0 GRSy, Tirgaen, oxygen,
| $AbRbroad, yerinalzat lcidrireo sombuasda, Bf, oo i‘eul*N, Tool ot HPs™P, s, F,
I nvg mﬁélor}%%lacar &Odrd!)Q@)u%ﬂQﬁrgfoqhe gnaaergeﬂ dﬂ&# ypr@@rugs thereof and

prepared ures discl osed
¢ ipparsneuiealy @aeapRbIa Sols ﬁfssa'@%?ﬁwé@,s ArR spf M%r"ﬂ}'&“ contain the

b@f&%erﬁ&neﬁﬂb&bpdstﬁntimg othef l%aldpés)/ofao{ﬁ?dr|awn£are within the scope of this
I Soto | ca ent

ndwer Bt oéer{aér' IS)?%P'QE@TIT Ee ; é:%m ouPds gf iﬁe present mventron for example

i nveatitowhish sdiopeivatisetopepsuchas piH anéri e Iné%rwr?ted are useful in drug

a%%f QQAsﬁalﬁcﬁs‘;u@qmrﬁ)h% aé@irst S T‘Htrat@@%om%nefcarﬂ'bﬁ 14, i.e., “C,
fornmu . The acids whi use

pn%ﬂtqr»ﬁ% é[?t P%%ﬂuwy pa%%féeat fa% "Bt @rsl CLREP TSR LY flei%gﬁb'“ty Further,
t fsebs’ﬁﬁmﬁrewmnheameatobaesesrmbrqsaientésurofr e, IfHs camafond certain therapeutic
van‘iasqgfc' f‘esm rregt]ernrg chQré 'sfef)ﬂgl Ca?%mpte' n%?ea%@b Fnswvo half-life or

|ng p arnaco accept ab
arrre@rqu degRgk @gu'tqrenehpmrwce bW Rfe Prefeser di, Eome rcumstances.
nitrate, sulfate, bisulfate, phosphate, 10 acid
phosphate, acetate, l|lactate, citrate, acid citrate,
tartrate, bitartrate, succinate, maleate, funarate,
gl uconat e, saccharate, benzoate, nethanesul fonate,
et hanesul fonate, benzenesul fonate, p-toluenesul fonate
and panpate [i.e., 1 1 nethylene brs (2 hydr oxy- 3

o, I o o o .. o



conmpounds of fornula 1 that are acidic in nature are
those that form non-toxic base salts with such

weewpoues. Such non-toxi c base salts include, POIIB2a65001201
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not limted to those derived from such

phar nmacol ogi cal Iy acceptable cations such as al kali
nmetal cations (e.g., potassiumand sodium and

al kaline earth nmetal cations (e.g., calciumand
magnesi um, ammoni um or water 20 sol ubl e am ne

t t h I
g’iﬂ’!“lpiﬁ’gl‘}rlﬁt{ﬁh‘?ds cczr]legiogﬂg‘ﬁ 8%”% Er?’n g)kr‘]gﬁsaﬁ\q/&ﬁloé%ﬁg p@rﬁ’b@) th?reof can
plyemenally Ga i apated oy serndyst ub the porcgeuT pedisgiasa i, therfeheplep ga¢or in the

. F%PQHHHB& ekt P%Eula}{oréc&ﬁ’d% 639' QibStth§ S readiSavdfedit Retopitaly-labelled
un

ess otherw se in Ieﬁ%‘; i ncludes salts of acidic
orreagaRtifer agiopiRotoPiAlYIrPSlied B¢ esent in the conpounds N
of t h@hppasertinienticardiscorlatebhe te piponacsticely 2dseptable acid addition

aelrcé Eonllﬁvrfdgt lf91Q fdrrh@lg 1aﬁ’ﬁe g’c?d%'\n%ldh réré'\ﬂad‘foeprébraPe tR@pharmaceutically

de vari et

of th
Y, aergtggle iastd rqjjgﬁpra: s%{fﬁ cPf érpqg afﬁqe@eatana% basphcémgelﬂraig of ttrﬂsatnventlon are
MgY6sd GNHl’cﬁle d)nh Ondhtt&mﬂ r=Ridp baition cilts,i ta)l ksitsacanetirab lpearmacologically

t ﬁg@gtaglﬁ gPIOIP % chlonldg rbré)@ﬁé 3%d cfeo RR&s rﬁqﬁaté’ fbls@ffa% phosphate,

non OXi C acl
S abit Shomhetal Aiefrte, l35trie. RS, GgHcaidle, \asge JaBFE. SiicBAe, maleate

SWhras t @%c&ﬁéﬂa" 00§Hc@{dré18, Ibyshoatar Ormdﬁanehyfdrﬁam odkttenesulfonate,
nltrate

phos a N -3-
pI’?B%ZﬁH%‘@’”aﬁ sd’n'iO':‘:’?)'ﬁSWE?P%te pgmgﬁe @act a?g hidinylene-bis-(2-hyroxy-3
s abphthok@))eglts.30 citrate, aci d citrate, tartrate,

pant ot hgo ﬂt\/&morpélgc?#’eta'fé%tt@ bas@%@@ﬁd?ﬁgaﬁs of%#fﬁ@lb Matrfe chemical bases that
mal eate, gentisinate,

iR 1y B o ISREeR e oo e ooy IT P Eten fese, gl of those
mebiporasbfffamatael, thatetrdacidis inl rbinmasre thdse thatioas norf-ignie base salts with
p o c,%l c%ﬁx?ﬁlﬁ]%f gu@t rﬁ)nel't?&zi: lﬁ:@g?ﬂs%c'lud@ but are not Ilmlted to those derived from

dr oxy- 3- S
Tisechom RGBSy 95eiapP GSUARG Shi & ARI eI g goigssium and
basdign) 47 |a&taljhe &2HIE hes caAibns@ign Galgindend magyesfuor),rammonium or water-

%h@ag%il‘l taéca tan epsﬁdapla% t%ﬂjnétﬁ w&:tannn\éQEE&Mﬁlne)sSand the lower

I on nment 1 oned ‘above.

Thilkgnqlmwmﬂwmﬂdaﬁ%b@ﬁ@@ﬁﬁ’é@@aﬁﬁﬁaw&%@%rgamc amines.
C 0 rr‘p 03 ithé %ﬂﬁasé" %ﬂhd&bﬂ@al@%@ﬂédﬂé}ﬁe 8dit(s)T @armsem Aereiof uildss otherwise

SR SR S LR VB0 Ao o

c ahebmgdnt ovagtioup3he mmmend§cni\i@ preeeni inventipn digk aigbasic in nature are
(?Hz%? fdrfmb léd/ﬁdé: léﬂ Gsits \WRE W& ds #Brgaﬁﬂbﬁ@or@@rhdacuds The acids
reS|

t\%'at n‘-t%t@ggsss? tt? 8[?% re W@cgl.gllcﬂg e}cg%ott%%e%mdl\ﬁ@dgﬁn s%rts(gbf’ such basic
C @yab&intis \of jabé nbaket e dgm peptokid eadsb nd@thnoSEf"ﬁee_arPﬁFﬁ) containing

h(yg)qgrgfé%l% caﬁf&&gﬁ(ﬁ@lé %moﬁsc 'sgchgéﬁfﬁg%y%crﬁ&ﬁ]@%%roﬂﬁde hydroiodide,

no acid residues’inclu é te. salicyiat
ntigiea e biBgllar Proseeirond PREPHS SCBHGITP: d6arar e selevete
bysitaler & diteiid, &drtr@y, rpantbBersats) badrsate, ascdrbade succinate, maleate, gentisinate,

4;@-&%%@%%%% %Ejblfrhd/a]g% gé(%ék%lgfﬁ gfgrmnagere \'E/Isz'oé‘t@ éarréalte methanesulfonate,
al@mnmlfong@nhwamsnmateyP11Qiuea@$UH°naéq g, pamagie [Le., 1,1-methylene-bis-
hQPRGH S BLiaBhth RPRRS. | Tige cdﬁfp@hﬁd@ldﬂﬂweﬂi?&entﬂmehildhﬁhmmclude a basic

sul fone. Prodrugs al so incl oun

SR Sa el S Pas OB BB s s
arsgnireaciab,emnddditiob wrtbkeabidsondnhienedlgbave. subst i t uent s of

formul gL mv%ﬁ:o‘ﬁtgsg%gborﬁdégséga}ihgwgutﬁﬁrc@@ﬁosﬂbﬁ’éjédh%mmg prodrugs of

si dechai n I nvention al so enconpasse g,
ofCO'I“B?Uf'?Q? of the fosTeia! niGRgPRYTE OF forpda 1%8%& rrgo amido, hydroxy or
skilled in the art will also appreciate that conpounds

of the invention can also be prepared with certain
protecting groups that are useful for purification or
storage and can be renoved before adm nistration to a
patient. The protection and deprotection of functional

15 groups is descrl bed |n Prot ectlve G oups |n

~ . A A 7~ " S



The conpounds of this invention include all
stereoi soners (e.g., cis and trans isoners) and al

wo@piosaal023 soners of compounds of the fornul a 1PCEIRP0)S/(B1201
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and S enantioners), as well as 20 racem c,

di astereoneric and other m xtuges of such isoners. The
conpounds, salts and prodrugs of the present invention
can exist in several tautoneric forns, i ncluding the
enol and imne form and the keto and enam ne form and

?g;g{{;g%# %r@luq‘? O&Era?[]s (i%ﬂ\gerttrercii nto d%rgér V\;%; r%grL?]s fﬁ‘!:lbd &6%0¥nds wherein an
pragsrerdcid nesiéust pompolyPaRtide wegirs OféwPSPt mare (mgxtwsa; @éeeoffr figyr) amino acid

L QU RRB LR §r%tc0\9él'én§ﬂblh|éd Aidu I'Zp%phd’é b%ﬁhé 1d fre®aino Uy tkaky of carboxylic

O R R0 HAR o e
_t &id&@mgr amibb adus q:nnemmiyt destgnpied rtyys thrébh etigr eehets and also include,
t I @)‘?olﬁé Rydlrd}ﬁgslﬂ%e%eﬁ&l | SRIERbSn® T 3- h@tﬁylﬂgt%@nhorvahn beta-

oners re er to co oun f or mul % d
| alame cgamn@eang@ﬁatvra& egdi stylingyt BRMASHHPINS, %%SFWect%Fﬂr ine an
i Srﬁé’flﬂérfme &Qfoﬂ_ehe Fiiéd?ﬁﬁg@wldﬁmelbdd lebrapduniie mherein caplyonates, carbamates,

bl
Cont aiké(, %ste S oun% RUS g?rggrb%ﬁde ‘r’]\@etﬂe %U&}é suB&ﬂ%ﬁtlsan Qormula 1

nventi on exi st as
amuromghamscachmﬂ|cg1u¢ramrpd5\dgs'@ﬁ¢ﬂa"as m xtures thereof. A

'sui t abigy HUHEbh a8 NdncorhSaskéd esthlgsing ofMRAfula 1 containing protective

;%Sa' l X SEE ddgr}'&%}? ‘f"ﬁ g{sl %g%rlgcy %tg?}'(o:a(rf] ggrtg;?ck?.ll ?%BHH& Fnkr&ﬂu@h can also
blb@lpm:pamil withatertain protegfing grgups:}Baha;wqqﬁql jo.] pgrdfwgmmg gtorage and can
S%%nﬁrﬁy\}édao@o?e §&m§|§t¥4tlb'r¢ ¥ §?5H%Mt Bfie pRAHCidHEANG cﬁa@}d%étl(ﬁﬂof functional

ose skil in the ar | ustrative ,ex
S irR B oSSR T FEAPENE REBa ) OO STBMABY: PR Caq 15 Meome
haienugr Rregs(1973p end Pudedtied &soupgindrgasic Pymthebiso ProlzaditionyT W. Greene

agr.o groups, al kynyl groups,
ST AR RHBRs B TIN. B7 OUPS B 6 o g oups

oxo gr oTlmgzomwng%‘gtttas @y@ﬂﬁglncl%q@lﬁqﬁ?o&oépgdﬁﬁ I8 &%PS isomers)

OrzAH RH optRElYSonfs ofteihpdunad §fl thagfootips 1 (@g.yRary Scemantlomers) as well as

h(er%t]:eebgc;é%étgr)égrﬂgr{c%HQ§ther%l>‘aué¥ br iEn Q&kﬁgaglok_y' JJooups:

am no giheugegpougidry$alts Ad pmdaqthyqféhq ﬁ@sg}td%gtlon can gxmt in several
caghaha foﬁﬁ@%ﬁndm@'tﬂéyérfbﬂélb@myhe graupsy thal deaxyranerzamd form and

gr og%ﬁ,w; lS@P%ﬁg%‘ndn@g@l{eé g?% oﬁ IA 4Bh ?au%'m% g?@rlﬂgna%olgcludﬁd within the

groups,
grscomsgf tied prgbemti infrentign. Tgﬁmg ex1atrqs| rgmufe@rpyp t@ﬁm§ sghlﬂ solution.

t hﬁ s|o||d(?ormT|i]9.%ﬁy %Ké |téu?c9nérrbréclb@nn?eﬁés WiEhén &@Dére%héltt@tomer may be

substituents cg F%Eo ut ed ycom ..
acﬁ??‘frlbéﬁ’réhe RIesat 'f“ﬁﬁ‘g?ﬂ'gdu 8Pt REPTES ?f'g eSSt QPP EIS e
subst i tTrenpeesentc inuetdion haise incdgies edirapisotmiers @€fthei priegamt invention.
f f ! bk eeBH@RdARAR rotationall
%ﬁgaﬁégqﬁgfé?ﬁgﬁgygﬁs%gf@ﬂgm#grﬁgtF%}errjﬁted by d
re?@ﬂ@ﬂﬂﬁxﬁﬁﬁpounds in which a ring carbon atomis
repl ac emethn'@&Jrﬂls eneRt ingatiechey cérntamotefrelikgrdoue bonds. When such

"R S ko i o Pouns 3B supipp el o apg et Foprdiifons an s

suuiktuees thereef.ri ng may be interrupted or replaced by a

ni trogeq fabKe %Esﬁlfﬂeﬁto id qﬁtéﬁdebetof PbarD i &Gamlcbﬁy fahﬂlg)hahhaceutlcally
such that a ring carbon

I PRI, CORR G 1 ST RS GREY B TEHR ARG CaY of the
U pndeativeltompeoudids hSwobplitebermebstitieots maytberrputipely eeisctediy those skilled in

us’tﬁg rpelﬁl%ltr ive %E&nﬁ&rﬁku@ﬂgx&bstltu@ﬁs Welibe, @§t drd Rotdimtad to halo groups,

I'es o roups referred 20 to herein éfl 9( |
ameew)oalkwue% rervemeRey GPisc ALY qUREH AV hEROHRS: 2fkyivl groups,
ethyl, n-propyl, isopropyl,



n-butyl, iso-butyl, secondary-butyl, tertiary-butyl);
optionally substituted by | to 3 suitable

waeupstitekent s as defi ned above such as fl uor o, PChIR20a5/001201

10

15

20

25

30

trifluoronethyl, (Cl-C6)alkoxy, (C6-Clo)aryloxy,

trlfluoronethoxy, dlfluoronetquy or (Cl-Co6)al kyl. The

phrase "each of said alkyl" as used herein refers to

any of the preceding al kyl noieties within a group

such al koxy, 25 alkenyl or al kyl am no. Preferred

al kyls include (C,- nor e e

(o) B0RRT ova i BEraye; afhey Ry Bloraofy My arows, ant or

ehbt;é}oaryﬁgroumiedrylbw @iheieroatyioxy gromps; erytkvl@ahktyﬂoarawfgéwﬁs tagalkoxy or
hQ{aF&QrauJ% ))f\fa&)bbsc HRH- é'rd -Cﬁr%hb§ a‘ﬁﬁ{ob@%b(@ lafkyl- Bhd) Qicfiglaghino groups,

b 2 Ut %C ent n)}I g&cggjef g%lgyi%rlgr}%giarbonyl groups

cV@ﬂb@ﬁ@fbtgy‘PUPS c@J'&'CaE?eE‘)y |9f°UE
¢ Yitkpla@irenyarbonki @mbﬂ[é}yl&rﬂdnhleptoapwl aryloxycarbonyl groups, alkylsulfonyl
bl cycl O%)g%u%gwl g%{lggﬁglld fﬂquéoTQAsgysﬁgé& - tﬁe Qk RANgFPHciate that many

contalnin | e bonds and
optle(biuamtB ycas Ln@sﬁubpwe@j bwedﬂgef@) fi‘?l?@tZ'S”tS Further ‘examples of suitable

PQI&h@&QQ%Q.@éMe rechdd Bythd démition stlbdnatoligissufl Fetrtlaiéningluding R’

as fluoro, chioro,

tr“?r?tl'gl'.]& oﬁ%?‘%wgher?@fo&) al koxy, (06-C10)aryl oxy
t r| f I udihentetrh Sirtprrumed byiorefane i GRYPLINGY @lwﬁﬁgaﬁl kg carggn atom is

h @rbg'aﬂ'elérﬁ@\t s86dRd héth Qﬂae@*ou 8&43@%@60#4 oﬁmyg SO, as- -O-, -N-,
cnioro i odo .or ri rom de
orNﬁEB”CH‘eNR 5 5&' Y ﬁ@rsé’F’ﬁ'lfl _qcér r‘ﬁ)a 3} U%ﬁa means

strai ght or branched chain unsagttwat ed radlcals of 2
to 6 carbon atons, including, Dt limted to

et henyl, 1-propenyl, 2-propen lyl),

i so-propenyl, 2-nethyl-1-pio 1- but enyl ,
2-butenyl, and the |ike; gétlonally substituted by 1

L0 S e AR T B 51 L S AR BT B otowng
( @agC10) ar yl oxy, trlfluoronethoxy, dlfluoronethoxy or
(Cl-C6)al kyl. 10 As used herein he term "al kynyl" is

used herein to nmean strai ght @f brapched hydr ocar bon

chain radicals having one tri pe bond i ncl udi ng, but

not limted to, ethynyl, r yL# butynyl, and the

i ke; optionally substitut by to 3 SU|tabIe

substituents as defined above such as fluoro, chloro,

trifl uauehreihy ling c&herOs reridces Py tiedsta@agpmmitiogry:, Compounds of the
”.A%h%%f H%L&Wodﬁte%yta R QUE r@&é&enﬁ&nts(&hé?@:ﬁ&dsw 15

er ern erm - car

us ed | rﬁﬁo‘!ﬁ"'ﬁ@é@'“s thereras alkyy” g P"’E'ﬁg‘b@ﬁﬁ kyl 'é‘? ?&?% of ‘%E%)gm“ps referred
Olto ﬂbr’éﬂ&&@@éhmyln)ayrbeﬂ@éas ot bratdhed {soicin demethf/l ethd, n-0regyl, isopropyl,
gorlb% fsopl S-ptyi sggo%gg(gmflyptté( I%R{ﬁ%lﬁ‘soﬁ@naﬂb %Mﬂ)stlfﬂlfedaw AGo 3 suitable

oxycar on}/ am no
f)

(|suestltL@hI$0)’@§f(®fO)}d Natioye r%‘ﬁ'@ar%s (60N RO | VRIS (CrCoalkowy,
9 @LLB1o)ahky CiafifdRiMmyethddy, QlifidoliofetbB0or @3HTk)iyieMheyphrase “each of said

g?%léyn ggél l?eléé]n r%é g_%%/ omb‘l& gecﬁrgg@% nﬂo@}n@é’wﬁrﬁf ﬁ grcbub Quch alkoxy,
" adiiehyl onmalieytesniag. divefeirest alkygiinchide (Grislelkils mgqq;équarred are (C1—C4)alkyl and
qggstt Engt rred grgt,ﬁémyg{d pht hyl, indanyl and the Iike;

optl

y su stltuted |tab e subst |

as defAnessd e thederm,c &cacl)qlrté(i? ée%?fﬁ’s RN rbrlﬁyc ic or t’(rlc%gltc %arbocyclic
h@be(é @arcydloprmf eyciobltyl, aytiapeatpatycohiet, eyaeeptlyl, cydrooi cyclononyi,

llils%ﬁo?%éen?%l ng &POP&%QP S : 959?%0%@ $@L“ﬁ§‘{yﬁd fBi@WO%? ﬁoé’fml and

i on et'er oat om
ar wevelple. cgnooeml sigy; epfonaliapniginingl e 2§pUPls bP@H?ra”RloaftOBﬁ‘ﬁ/ substituted
in the ring. For exanple, heteroaryl group includes
pyridyl, pyrazinyl, pyrimdinyl, pyridazinyl, thienyl,
furyl, imdazolyl, pyrrolyl, oxazolyl (e.g.
1, 3-oxazolyl, 1,2-oxazolyl), thiazolyl (e.qg.,
1,2-thiazolyl, 1,3-thiazolyl), pyrazolyl, tetrazolyl,
triazolyl (e.g., 1,2,3-triazolyl, 1,2,4-triazolyl),
oxadi azolyl (e.g., 1,2, 3-oxadiazolyl),




30 thiadiazolyl (e.g., 1,3,4-thiadiazolyl), quinolyl,
i soqui nol yl, benzot hi enyl, benzofuryl, indolyl, and

wWo b@shitwe3 optionally substituted by | to 3 suPCHIB2605/001201
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substituents as defined above such as fluoro, chioro,
trifluoronethyl, (Ci1- C6)a|kox% (C6- C10) aryl oxy,
trlfluoronethoxy dlfluoronethaxy or (Ci1-Co)alkyl.
The term "heterocyclic" as used herein refers to a
cyclic group containing 1-9 carbon 35 atonms and | to

&Q%F{eg %;tgér% éﬁgslrt %%rtétg das]c (5193[1?5{;' éb%(ﬁ est%fg'gi)ag ﬂt}Jfr)ro!\l I::\)hloro, trifluoromethyl,
t @t Lk Ty Guehiyloxy, mummmmmﬂupromymm or (G+15slalkyl.
pi peri g :Pégd Pgrjeﬂe{hg%érfﬁy halogﬁgxﬂélﬁéésqlh&w ahloro, bromo or iodo or fluoride,

t hi azol 1> yrazol i di ny i onor phol i nyl ,
tempmhw@P@ﬂHPWQWﬁ?I tetrahydro WO 2005/ 111023

PCT/ | B%@Q@é@ Qﬂa%fi?ﬂ- the tbdn élkéh@lll' ATdany kstraigrd rop ibcantcimyd ghain unsaturated

?}%&ﬂ%&%{@ to %o\ﬁ(gagci%jsl ?}"%fuglx% bﬁ‘g)éf;ﬁ hﬂé{& }o &ﬁﬂ%ﬁﬂh :j%?dp@}ﬁh 2-propenyl
| gaiginr cnmgplenyl bémzeﬂmzwrpppnyl afrduteny |2rbwt9ny15@aﬁp1h§shl@f optionally

S@h&nﬂ%ﬂowq ke 3S§&l{‘é[)|@t SfbstlienRakt | @kihad apdver &icRdag ifilogo, chloro,
stens are tetra

t @tﬂP‘é{HWﬁtFﬂf(Gr P}alé@& (Ce Pﬁ{aa/éofﬁltﬁlflaprﬁmithmfy difluoromethoxy or (C4-Cg)alkyl.
| m daz @lsi ubied-rgrein, , the Mmhaz-\tbi}/m)dj i in-ugeq |herepjrytor ®kany pight \gr branched

hParhdd dndé-férfraﬁlcals %K/lﬁ&ldng'tf‘plg"b%d ineiuBiRg,| SUtﬂTol‘llbhhted to, ethynyl,

eri
ppp}@b/ryi |thy2ylqud tB‘? ﬁ@ goglplpgllg s%sﬁtut}%d gy E@oa% &y t]a%lg ﬁUt?th?ntS as defined
I S06Jai sagivlas dudre, chlorad -triifhbramethyld(m-c’s)aybxy (Ce-Cro)aryloxy, trifluoromethoxy,

h H%B%’P%ﬁ >{yo?| ({‘Cz)aq(b 1, 3- pyrazol i di n- 1- yI

2-tetrahydrot hi azi n-2 h
1, 3-t etASaWdr'@ﬁfﬂn aipe rfer1 yqarbopt o5 hy(GFSY hﬁaédisﬁ‘}l"hap{?'iases such as
”%fk@l@é}bérﬂ’f )éikyl (t&=2)- t(ﬁtaﬂ(akwdba@dl)aéﬂefs t2-tyd joinder of the >C=0 moiety to a

L sgcqtg %rgggc{t]% g%:ﬁ%ﬁl (i!(]yl aflqol%'o fTou] (ké‘zénrbn%dcy roxlxq) Alkoxycarbonylamlno
C Qirel aalkmxy(g =Q)-Mdif- )Zefgqgutm an glby{d@rt@ﬁ@teogpp;bnér hpycarbonyl group is also
Slépﬁ@él i edbiRdd hefeth 3s Sﬂ@;&béﬁb' leﬁbﬂiﬁdnlyltamei_at Rf@$ to groups such as
I ne above such as fluoro | oro, trifluoromnethyl,
( @te'eBifs) koxy, (C6-Clo)aryloxy, trifluoronethoxy,
di f | uorresnmst breino the(t81n EBYIamk3s. arm@tmdg@ﬁalﬁéwcéraﬁaﬁf@ﬁﬂ naphthyl,
a§ tl%ﬁgcg rt%%ﬁtﬂ{llnlngae\fylearnﬁ tﬁé?lkgj%ptl&@llﬁémgstﬁdmﬂ byWe B 8LitsbleNebstituents as
ef to a hitrogen doubl e bond; >N refers to'a
nW@Wﬁ@@hm@ontalnlng two bond connections and -N refers
15 to EAsmsédl ngrein, the e “initergarghesfépiockn ardEndsio diisteeaeyclic aepup usually

u Sw(? ggg Feeter%atroﬁlz?%gagtreﬁ ﬂ'oﬁﬁ? ‘§ drla% @ ﬁ%gn %Sa&ﬁtloﬁ RIS oatom, the

qenera { rrggs[he% T!% heteroaryl
b@rqrmjln iopaub ey pptenaly 'Pﬁg'etue B fAur b‘:ﬁiwwl %ﬁ ' 1Rt ry
S L@?Jhp&ﬁcl@de& nﬁﬁdﬂ | wyrd2ihylp byrRadigyl OpyidaZDiyh ehiesyibigeh emidazaly, pyrrolyl,

Cg)gg%q'lzy? Coarzo n92 09 ﬁoﬁlg quﬂﬁﬁ ?O&%Q{hlééaﬂll' "?lﬁﬁhlazolyl) pyrazoiyl,

hytetraagigin tram@yl F(Q g- 2102 IiS glagq[y[,. @g)clémq@qyl) Madieesd r(%,g t1l’?e3 -oxadiazolyl),
PrRS& ol &ntl 'BQQhIB&QiHIﬁe UIﬁolﬂol};BWl afenkétnisimi,abebzofuryl, indolyl,

wher el n L nve [
pre(ﬂglt%@(eao%tﬁﬂﬁléﬂ &H[&S?I edfl:gr% g fsa&ﬁ eslg,l%stl%ﬁe&ﬁ a8 I’lief’i“eﬁoabove such as
s aluee} efbro, fuifixonotriethylg (Gtfa)atkoxs (G4 Cnlgryoky, .tr(ﬂ@gomgtbpgyr giffluoromethoxy
and G éﬁ% 9) heteroaryl, optionally substituted by one
5”fd noi eti es |ndependently sel ected fromt 1-9 carb
gr oup C'Eblﬁé?@t hﬁt@roeycluh é]s(y@%herﬁy d‘i’fﬁf)?ﬁo a cxcﬂﬁ gl@g? 8?’]2?}[“”9 carbon
- (TR kyd hBtefd) 4t6hselédtgdirdiy IN, 2, S(O), or NR. Examples of such rings

CorRges LA Byl S, oo, e

NHSBRGIG.- OB3zefidip, DWQHSG@(/'C%@GPW@'I”@'@\I ;@y’ghydrothlazmyl tetrahydro
N((Cl Co6) al kyl ) (SQ2- C1- C6) al kyl ),
-N((C1-Co6) al kyl ) (SO2( C3-C6) cycl oal kyl' ), -N((C3-
C6) cycl oal kyl ) (S02- C1- Co6) al kyl ),
-N((C3-C6) cycl oal kyl) (SQ2( C3- C6) cycl oal kyl ),
- (Cl-C6) al kyl, 30 - O SQ2(C1- C6) al kyl
C>SC2(C3 CB)cycIoaIkyI (CD)(Cl C6)a|ky| - (CO) CF3,

~A ~\ ~A ~\



-(C0) g C1- C6) al kyl, -(CO QC3-Clo) cycl oal kyl
-(CO Q(C6-Clo)aryl, -(COQ C2- C9) heterocyclyl,

WO ¢@ON00es - C9) het er oaryl PCT/IB2005/001201
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-(C0) (C1-Co) al kyl -0(C1-C6) al kyl, -S02(C1-C6)al kyl,

- S2( C3- C6) cycl oal kyl , SO2CF3, SOZNHZ
SO2NH( C1- C6) al kyl SOZNH(CS éé) cycl oal kyl, 35

- SO2N( (C1- Co) al kyI ) 2,
SO2N( (C1-Co6) al kyl ) ((C3-C6) cycl oal kyI )

- SO2N( (C3- C6) cycl oal kyl )2 and Q/ner ei n l

- {hizgliaging) raPrpholigyl. - fn!ctg)’fetf?@v%%%?ﬂm %aé'” pth@HB?zi"V indolinyl,
| RbABSIHAT QohUNdIM @hrofdnyi Oisdchfoerang) eementsing.eing dhe dkd. r Bramples of

Vs ORIRATE R3] Rl sebfsied ThE s, o8 herbffaroturan 2.

etdlrebhrdmfwtan-éfyl t eidggpliditeiyl, i inidazelidire-yls '@'dé%ﬂﬁ'ﬁ'ﬁtﬁw opyrrolidin-1-yl,
rFBﬂb@ o, V"'B?ﬁ'cﬁ‘ iHin- 3E§$ p‘én&ﬁ-ﬁ%&t BReddiPaV] hepegliBLUPY, piperazin-1-yl,

Cogrla%é 1)2 ?y o Eﬂ?r yangglo(%i’f'fy’b%j"al poiiariging.o) 1,3-thiazolidin-3-yl,
hepeyeeyicingy, opiSyreabldin-Bylbst i tthipmerphajingne t%rtQttwwoth'aZ'“ -2yl

gg,:;’],g%tg ﬁ?drbtﬂlgﬁrp E gf e ri&tl’éﬁydrﬁtﬁ la%iu?-ﬁ f rn%hbhﬁ{l gr @ ¢Ptetrahydrodiazin-2-yl,

(l@iet@eycgpqagn gylp(%ie (»azelz o OX%/Q 9 a}CFQazm 42 ﬁ aXd the like; optionally
- C&ptaitidd)) @y 2l doabik ybnds(dna- cﬁﬁ@l)aa,r substituted by 1 to 3 suitable substituents as

B U YR ) AR 9O oo

- IffigeemetBoxyl va)omsmxmi@s%‘@ﬂ'
- N( ( ClN%béﬂ I*@lérbz{t&@ésf&e@@)&r@h&bf@r&lté(yh )>N and -NH; wherein -N= refers to

cBytgRTb 6y Bot B ks B o Rbiib buo gobl Sdaiections and N refers

@ SiRien cTnifdy e bond> S02( Cl- C6) al kyl
- 0- SO2(Ernddfleny s @8b K drein Téf6Md Eaec%brah;}ﬁyds of corpb &3 ,or uses into

j %CO) {983%’ C10 Cy(:%lbcgyﬁl%/tg?fe”erg (FE%% %fogﬂia}]??% %%éégdrln? to one particular

- 6Lt Ebubasah kgdc;flc @@@r@gp Cthe) supeenss Rry|cogn|zable according to
) %@ gfis &]wge]&fsyslubsmfe@@) S QR LhRbRn@LWRdrath R? is hydrogen and R
- et er oar

- (5¢60)-Coa'kits) aI kyl - O( c1 Ce) al kyl, -S02(Cl-C6)al kyl,

- S02( C3héseipry eeopresent ;nvSﬁIb@l-h’qunc@%Mdz]pound of formula 1, wherein R® is
S@Rﬁ%‘? 1- C6) al kyl, -S02NH( C3- C6) cycl oal kyl

o)l kyl 2 e s o) alnk ) go%-r(ugs_ wherein R® is selected

06) cycITb%lP'l@W)t inverygn ﬁ(seceso"@sf @yFemBeHNRPf fd
p SR SIEtRIg Idf S(Gg -840y C3nd={0)-CytatedadridydptiordzBly substituted by one
hécfcé res (ﬁ @fe lrn Q/endeYr%th/ gélgﬁﬁd r&?‘l tl%6 r@ug(éﬁhs%t% ogﬁélogen hydroxy, -(C;-

ar e 0
t Rejelsylel e-rﬁ@r(t?eéa"sséP@f%(@rpﬁ)ék*W'hhe @?ao‘énp)%céﬂ%v'su fgeGRay.  (Cr
COn&krocyB2- c1 SoheterBaryl, ~RRIR®; N&Hscax@ Co)NRRL 2NHS 0,(C-Cs)cycloalkyl,

IE&&@?@@% ol MEE AR FOTE ARG s

S lda)svoldauwlea(60w1ﬁsl)elkvlb tN(fC‘e@eiml@lkyé@%@sé‘@lcwoﬁl 'mtb)m 1Qer-Celalkyl,
@%‘b&@f'&%ﬁ |' ngo%fo (é%% @W)alkyl (CO)CFs, -(CO)Cs-

) a 0. cq?/ al ky, C)C%
@@Qcygﬂﬂb‘%ycl é%q) 94 10 @é CI -éﬁ 94- eterocyc | %( {C4-Cy)heteroaryl,
Qe o8 eLrkacycl )(bO)G((CEI}@%'):belk!&r 0aryCO)(GFCRRBY,  -(CO)O(Cx

W%&Cl yg% &gt %vz@{gcf@ | DUEIQBEYCyalkyl, -50,(Cr-Coalkyl,
m@&mdp«wl) (9&)@(:@35@ eyc|3@awgg1»ps)alkyl -SO,NH(C3-Cs)cycloalkyl,

EGMQ% L0 M| (D(-BORKMLCBL RY YY), -SON((Cs-Cs)cycloalkyl), and

c%éa C%@@éz'ed% By gk e B i gporav one

(tﬂa)e(e@nerr@ﬁbsablleytbqi frer@@@@ﬁ@con@@@)g(otéi 26-, -N-, “NH- and -NR"
C10) cycl oal kyl, -(C0)(Co6-C10)aryl,

-(CO (C2-C9) het erocyclyl, -(CO (Cl-C9)heteroaryl,
-(CO Q(C1-Co) al kyl (CO) Q( C3- C10) cycl oal kyl ,
-(COQ Ce-Cl0)aryl, -(COQC2- C9)heterocyclyl,
-(CO Q( C1- Q) het eroaryl,
-(CO) (C1- C6) aI kyI 0(01 C6) al kyI 802(C1- Co) al kyl ,

NN NS ™ NN NP N



NCFs HNA2 35 wherein Ais selected fromthe
group consisting of: WO 2005/111023 PCT/1B2005/ 001201
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(R). RZI /I (R). R | RA RANN\\ NRLN Rl RZ

C ( RI3mMRL RZ 13 (R1I3m RA RM R4 RL\ RLRL R I

(R)mR2 -(RI3)mR2 - (R13)m10 j R&A Ra OR4A N~ NO N
and NRL SRLNRL 40). RZ R (RI3mR2 -(R13)mN

SRA RIL (R13). rRZ N5 wherein mis an integer from
O to 3 and R13 is a substituent selected from

group APGHET YRRt OTHYRRTBYEH NVEEPY §EAFOTRY YK ‘3‘2?/0"““]3 1 wherein R®
( @s&ﬁ)teoﬂi’r&ylthe 6G3p Esistiyer bIoACKFHo)oyo(BByICHO)-Cahsterocycyl and ~(Cs-

Cg(%s%gy@?)? %r&%/he]vt a(%l;lcgatgggfyesr&?&é% }) f% (ocﬂﬂreQGr}ml@i!lé&)’hdependently
s&z(e@gd drqm cipel @falFFkyJPF‘S'?’\lPECQ‘( talogss) aﬂvpéwy, ~(C1-Ce)alkyl, ~(C1-Ce)alkyl-
éﬂéﬂ)) (5@({)@}@%& By Lyl NE£EFreterocyclyl, -(Cq-Coheteroaryl,

NG
R IR Aduory. (ysepgo-o-omn
|

CZM@CCQGKW%(@@IO@BO?@W Dy ¢ HéGxaecycloalkyl)(S02-Cr-Celalkyl),  -N((Cs-
%@@?75)@2@' @ﬁU kyl S é?lee 416), abI60,(C -Celalkyl,
CF@'SQ?@S cycl oa_ kg %CE gg @Q éq é&%w@l -(CO)(Cer
(@ry kO
O s, C@)@tdssdg)hetétacmwmxozeg)m@rbwzewm(mza)plkyl -(CO)O(Cs-
Cso)cycloalkyl, ~(CO)O(Cg-Cyo)aryl, -(CO)O(C-Co)heterocyclyl, -(CO)O(C4-Co)heteroaryl,
-(CO)(C4-Ce)alkyl-O(C4-Cealkyl, -SO2(C4-Ce)alkyl, -S0,(Cs-Ce)cycloalkyl, SO,CF3, SO2NH,,
SO,NH(C4-Ce)alkyl, -SO.NH(Cs-Ce)cycloalkyl, -SO,N((C4-Ce)alkyl), SON((C+-Ce)alkyl){(Cs-
Cs)cycloalkyl), -SO.N((Cs-Ce)cycloalkyl). and -SO,NR°R?, wherein said -(C3-Cyo)cycloalkyl,
~(C,-Co)heterocyclyl, and -(C4-Ce)alkyl-(C2-Co) heterocyclyl are optionally interrupted by one to
three elements selected from the group consisting of (C=0), -SO, -S-, -O-, -N-, -NH- and
-NR™,
A further embodiment of the invention is a compound of formula 1 wherein R®is -(C;-
Ce)alkyl optionally substituted by one to three moieties selected from the group consisting of
halogen, hydroxy, -(Cs-Cs)alkyl, -(C+-Co)alkyl-P(O)(O(C4-Ce)alkyl)z, ~(Cs-Cro)cycloalkyl, (Ce-
Cio)aryl, (Ca-Co)heterocyclyl, -(C4-Co)heteroaryl, -NR°R®, -NHSO,(C;-Ce)alkyl, -NHSO(C3-
Ce)cycloalkyl,  -N((C4-Ce)alkyl)(SO2-C1-Ce)alkyl), -N((C+-Csg)alkyl)(SO(Cs-Ce)cycloalkyl),
-N((Cs-Cg)cycloalkyl)(SO,-Cq-Ce)alkyl), -N((C3-Ce)cycloalkyl)(SO2(Cs-Ce)cycloalkyl), -O(C-
Ce)alkyl, -O-802(C4-Cg)alkyl, -O-SO2(C3-Ce)cycloalkyl, -(CO)(C-Ce)alkyl, -(CO)CF3, -(CO)(Cs-
Cio)cycloalkyl,  -(CO)Cg-Co)aryl, -(CO)(C4-Co)heterocyclyl, -(CO)(C4-Co)heteroaryl,
-(CO)O(C+-Cs)alkyl, -(CO)O(C3-C1g)cycloalkyl, -(CO)O(Ce-Cyp)aryl, -(CO)O(C»-
Co)heterocyclyl, -(CO)O(C4-Cg)heteroaryl, -(CO)(C-Ce)alkyl-O(C4-Cg)alkyl, -SO(C+-Ce)alkyl,
-S0,(Cs-Ce)cycloalkyl, SO.CFs, SO.NHz, SONH(Cs-Ce)alkyl, -SO,NH(C3-Cg)cycloalkyi,
-SO,N((C4-Co)alkyl)z, SO2N((C4-Ce)alkyl)((Cs-Cs)cycloalkyl), -SO,N((C3-Cs)cycloalkyl), and
-SO,NR°R®, wherein said -(C4-Cg)alkyl is optionally interrupted by one to three elements
selected from the group consisting of ~(C=0), -SO,, -S-, -O-, -N-, -NH- and -NR'2,

Still further, the invention provides a compound of formula 2

§ CFs
ODO@L 3

2

wherein A is selected from the group consisting of:



15 ANN and / 02S 02S Anot her enbodi nent of the
nvention is a conpound of the formula 3 HCF3 ONN

wOR®5/1510B wherein B is selected fromthe groupPCT/1B2005/001201

C
2

onsisting of: RARA 4 Nr'" \ N\ N/R / RRLRLRL 2
_ 13 R(RI3mMR2 -(RI3 MR (R )m4 4 NSRANR N /R

RLRLRLR - -(R 13)mR2-(R11%)mR2I [(RI3)m R4 Ra

R& N~N-N RLRLRL 0OR(R13). R (RI3ymR2

(RI13)m Ra /R4 /Ra/\N NNRL RLRLR / -(RL3)m

R2 -(RL3)m R2 ~~O - (RL3) m WD 2005/ 111023

of formuha 4 ’

10

\)N Al so provided i Na conpound

PCT/ | BZ0057 001201 -16F£;“ J& Ra Ra and /RIRL Rl R2
3

(R13)m R2 - (

N

R \
R I R

A

R®¥)n

™

R2 }\I ;_//’i R

wherein m is an integer from 0 to 3 and R'" is a substituent selected from the group
consisting of hydrogen, halogen, hydroxy, (C4-Ce)-alkyl, (Cs-C)-cycloalkyl, (Ce-Cyo)-aryl, (Cs-
Co)heteroaryl, (C2-Co)-heterocyclyl, O-(C4-Ce)-alkyl, O-(C3-C7)-cycloalkyl, SO,-(C;-Ce)alkyl,
S0,(Cs-Cy)-cycloalkyl,  NHSO2(C4-Ce)alkyl, N((C1-Ce)alkyl)(SO2(C1-Ce-alkyl)),  N((Cs-
Cy)cycloalkyl(SO,(C1-Ce-alkyl)), N(C,-Ce-alkyl)(SO,(C3-Cr)cycloalkyi), N((Cs-
Cy)cycloalkyl)(SO4(Cs-Cr)eycloalkyl), OSO(Ci-Cslalkyl, SO.CFs, SONH, SO,NH(C4-
Co)alkyl, SONH(Cs-Cr)cycloalkyl, SO;NR°R®, SO,N((C1-Ce)alkyl)z, CFs, CO-(Cs-Ce)alkyl, CO-
(C5-Cr)cycloalkyl, COCF3, CO2(C4-Ce)alkyl,



HCFs N"~ 0o NND 4 5 wherein Dis selected fromthe
group consisting of: Ra Ra Ra N NN q(R2R1\)
w@meRIN023 N q( R2R1IC) ' ( 13 (R13)m (R13) m N ReQTIB26IRZ001201
NRa X NRa q(R2R1) q(R2ZR C) q(R2R1L C) "~C O(R1l)m
(R13)mo (R13)m /Ra Ra R4 NN N q(R2R1\) gq(R2R O
q(RRR C) (R13)m (R13)ym0 N O*(RI3)ymRa Ra N/
N amN /R q(RRR1IC) N~ q(R2R1IC) N q(WRLC) (R13)m
(R13)m/ (R13)m A WO 2005/111023 PCT/ |1 B2005/ 001201
-17 -4 NXRA NR4A N q(R2R1 ) q(R2R1 \) q(R2R1C) (R13)M
(R13) (Rt3)m N N . R4 NR4 N4 q(RZRL \) g(R2R1 O
q(R2RL \) (R13)m m(R13)m /R N( I\ R4
(R2R1C) 82 q(R2R1\) ?f) q q(Rqumg) (R137

0,5

Another embodiment of the invention is a compound of the formula 3

5 §
wherein B is selected from the group consisting of:

) r? . R*

,__l"J rr'iN/ ,J{N/
R1 ’ . R1

R R L&), R? S G
R4
< < L/

R
9\@ (R13) RZ __(R1 3) RZ ‘ (R13)m

rr'iN/ rr'iN/ e

N
R1
% O (R R =R
/

A5 A N

’ R1
1 2
R R ~(R™)n
- R), R? - R,




(R13)m (R13)m VW S02 NR4 NR4 NR4 /I NR4 N(RL3)m

(RI3)ymM(R13)mO0-7 /1 (R13)m N'T O NR4 /NR4 / NR4A NR4
wWORRE3) e R13) m (R13) m (R13) m N CO co-3 NR4 P¢IMB405/001201

,NR4 NR4 (R1I3)m -(R 13)m & R 13)m (R13)m 6C02 ON S

5 02 wherein gis an integer from1l1l to 2. A further

enbodi nent of the present invé®tion is a conpound of

formula 5: HCF3 NNEHS5 10 wherein E is selected

fromthe group consisting of: WO 2005/111023

PCT/ 1 B2005/001201 -18 a N R Rl R2 (CRIR2)y R14 RI15

S/ herein R14 is s ec%dfromthegro R*
coﬁggs{ing of (Cﬂ-CB)-aF%? , (CB-CW)-cycIoa#Ey(f and

(C2- ocyclyl, and R15 is sel ected fromthe

gr Gup ing of hydrogeé +~C6) - al kyks;

(C3- Gi Kyd,, and (&2- -arecycl yl . —®"P),
the pres yent1 on provide onpound of for

, is selected
-(Cl-Co6) al kyl, optional

f r cm-hydr ogen, 1
substituted by one to three

hydr oxy,

noi et i ddso Argyirteg dyrieamroyndeffaeridad from t he group

consi sting of hydrogen, hal ogen,
-NR5R6, - OR12 N-

- (C2- @9) het er ocycl yl ,0=

i nvention fur
of formula 1, wherein RL is -(

c8) al kyl ,

10 The present

C7)

hydrogﬁ%y[CN, - (Cl1-

: R6 and- CONRSRS.
hgﬁ pMbvides a conpound
- Co6) al kyl,

optionally

substituted by one to three npieﬁies i ndependent |y
5 SEleiasisserbBRd fem tE PoUd BAaSINGbi:ng of hydrogen,

hal ogen, hydroxy, -CN, -(Cl-C6)al kyl, -NR5R6, -OR12,
- (C3+ Cr¥cycl oal kyl , -(52:§9§heterocycly|,~\chR12,
- CONRSfR6 and- CONRSRS. N \

«RZR'C) ’
'1“
R

>

N

oRER! c\;)
\Q

RERIC)
§
U

R R
4 R4
R* . R .
N4 N4 rr”\N\/
\ 3 ,
q(R2R1c\;) ’ q(R2R1C) o\‘ . gRR C)
o
\Ti:} (R R TTW%
r* . rR* ,-,J_r R4
"-'JJ\ N/ "'Ji N/ ~ N/
q(R2R1é) 4(RZR'C) N o(R?R'C) \
N \
— _(Rr13 R \ R
R n : _
o
4
R* . R
o R* ,irJiN/ ,-r'iN/
\N/ \ N
\ o(RPR'C) N (RER'C) )
RS \l ! 13
9 @ \[ / _— R
R13)
77 R 5



The present invention also provides a conmpound of
formula | wherein RlL is selected 15 fromthe group

we@omvsitstoeng of - (C3-C7)cycl oal kyl and PCT/IB2005/001201

10

-(C2-C9) heterocyclyl, optionally substituted by one
to three noieties |ndependentL% selected fromthe
group consi sting of hydrogen, "~ 'hal ogen, hydroxy, -CN,

-(Cl-Co)al kyl, -NR5R6, -OR12, -(C3-C7)cycloal kyl,

-(C2- CE)heterocycIyI -CO2R12, - CONR5R6 and- CONR5RS.
The invention al so contenplates conmpounds of fo;nula 1
mhereln Rl is selected Lﬁ@gy 20 - C1- Cﬁ)ngyy

ﬁp?lpvcloalkyl and -X)X C2- C9) het erocycl ¥I,
optlo at\’y substituted by ne (Qr?hree MoL&ld, €s
g

|ndependéntly sel ect ed up consi sti g
hydr og8R©) ~hal ogen, hydroxy
- NR5R, mﬁ,‘_l-_(qep- C7) cycl oa |/
- (C2- CE)het.LohycIyI -CO2R12, ™ CONR5R6 and- CONRSRS.
In a preferred enbodi ment Rl is -Q(Cl-C6)al kyl,

optlgﬁal W substltutedﬁh&'gﬁe to three noi \jgé
|ndependently sel ect ed W1the group consi'stismmg of 25

hydr g eh halogen hydrq POVAN - (C1- CB)aI'¥1§

- NR5 - (C3- C7) &ycl oa - (C2- N

9) het er oc cIy BPR12, - CONRERE—affgh- CONRER8.  Che——g™,
enbodi ment \Qf e invention is a conpound of fornu%é 1

wherein RL i S - NR5R6’ optlonally substituted by one
to three i eties independent¥y sel ected fro

groupg gbnsi sting of hyd?g.’ﬁ, hal ogen, hydr'giyl/Ez
-(Cl-C62\a.IkyIp2 NR5R6 -OR12, -(C3- 30 Cﬂ)cycldalkyl

- ( C2-5%) _ PR R5R6 and-« 8.
WO 2005/ 111j023 CT{LBZOOS/OOlZ 1 __1&mA further — (R,
enbodi nent iof the HWentlon i s ound of fornul I

wherein R1L i s~ selected from -SR7, -SOR7, -S02R7, and
- SO2NR5R6" optlonalI¥Hsubst|tutedfby one to t@ree

noi eti es ﬁgependent INRel ect ed f he group NRs
conS|st|n of hydr oge halogen oxy, -

- (Cl1- 08) NR5 %) rB)0al ayl -—é R
- (C2- C9) e erQVCIyI 5, 5 - 5R6 and- 5R8.
In a preféerred enbodlnent Rl is - SO2NR5R6' optlonally
substituted by one tqﬁthree nnlepres |ndepend"

sel ect ed fﬁﬁh]the grou Rt‘sonS|st|ng hydroge
|
4Eg21

hal ogen, Cl1-C6) a 3
-(C3-C7)c cl—glﬂ? k)yH 25 ®Y)ahet dRme - 231 Jm
- CONRSR6 a CONR5R8 e present ventlon alQo

provi des .conpounds of fornula 1 wherein Rl is .- CO2R12,

10 - CONRS} Ry- NHCORlZ‘ NR12CONR r,OF -NR it BRLR7,
optionally substltute y one to t é noi eti £s

I ndependetit | (ﬁm)ecte @ﬂﬁ . he gro Y@é Si st G
hydr ogen, amgen, hy TN, N C CE}alkyg,
-NR5R6, -OR12, -(C3- C7)cyc|oa|ky| 2

- (C2- C%@beé.@a %%Yn%té!éer froA3RE2. COI\IRSRe and CONRSRS.
In a pr rre

opt i onaf f%herﬂ]ﬁ’g?‘P‘Fﬁftogg'e@fs(?ﬁtém’teat"’("ﬁ? ﬁgo%cfug? Pgrmula 5:
i ndependent |y sel ect ed fHon1the group S|st|ng of 15
hydr ogen, hal ogen, hyoroN zgnalkyl

-NR5R6, -OR12, -(C3-(7

C9) het erocycl yl, - CO2R12, - CONRE '. ﬁndf%iNRSRS Al so
provided is a conpound of formula_1 wherein R2 is
hydrogen or -(Cl-C6)alkyl, optioRally substituted by
one to Whr&eE Miekkied Sromnskegrenteintisyngoel ect ed from t he
group consisting of hydrogen, hal ogen, hydroxy, -NO2,
-CN, -(C1-Co6)al kyl, -(C2-C6)al kenyl, -(C2 20

C6) al kynyl, -C=N-OH, -C=N-Q((C1-C6)al kyl), NR5R6,
-OR12, -(C3-C7)cycloal kyl, -(C2-. C9)heterocyclyl,

- CO2R12, - CONR5R6, -CONRS5R8, -SR7, -SORT, -S02R7,

- SO2NR5R6, - NHCOR12, -NR 12CONR5R6, and - NR12SQ2R7,
wherein said -(C2-C6)al kenyl and - (C2-



C6) al kynyl R2 noieties may be optionally substituted
by one to three R12 groups. Further provided is a

waeeowpoue of fornula 1 wherein R2 is PCT/IB2005/001201
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15
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30 _

-(C3-C7)cycl oal kyl, or -(C2- 25 C9)heterocyclyl,
optionally substituted by one 0 three noieties

i ndependently selected from fhe group consisting of
hydr ogen, hal ogen, hydroxy, -NO2, -CN, -(Cl-C6)alkyl,
-(C2-Co) al kenyl, -(C2-C6)al kynyl, -C=N-CH,
-C=N-Q((Cl-C6)al kyl), -NRS5R6, -OR12,

-(C3-C7)cycl oal kyl, -(C2 09) het erocyclyl, -CO2R12,

- CONR5R6, - CONRS5R8, - SRT, ﬁOﬁT - S02RY7, -SOZNR5R6,

- NHCOR12, - NR12CONR5RG, and -NR12S02R7, wherein said
-(C2-Co) al kenyl and - (Cg= C6) al kynyl R2 noieties
may be optional ly substigdted™yr'ahe to three R12
groups. Anot her enbodi nent of tlhe present invention is
a conpound of formula 1 mher:ei/rl\me/r&* - CO2R12 and :
- CONRSR6 optional 'y substi kuated one to three

noi eties | ndependent ly selected fG2o0mthe group

consi ;t_\é f?”'hwé Igagdf‘frornfﬂe coREling Y ,C1 d}m(yl {EPE,)-cycloalkyl,
=9)h

(Cl <0 N_c&)e @fd 66) a|s§l ?ts‘}/ rormﬁgl:%oup é%nyk rogben, (C+-Ce)-
C@@y d.a)-kydoalkyl( £82-(COTHeberagy vyl , - CO2R12,

- CONRS &9%7 Wformu@qz\m%'?ﬁ@R is selected
- NHCOR1 us, t@%ﬁ%ﬂgmgﬁ\g NR9102§ wherel n sai.d

R7,
_ (fopn mBYregerehyiroxgnend -((‘é@qﬂgj apg?nﬂ}y sePstityisl Y Qe (fg{yee moieties
bﬂn%ﬁ deR®Y éé]ecﬁddb&iﬂ e tgeddip eynsistiag bbhydhgee, HakRemyriydnosy, -CN, -(C+-

E/ ﬁ%‘a'%f 3? {:3a 19&%&9);]'22&@6 )ﬁe@er@éyﬁ@l REQHRBONRR® and-

erei i's sélected from
hy@ﬁkﬂ@@n hydroxy, and -(Cl-C6)alkyl, optionally
subst i t'FHeQﬁ'esQMt iR tidrofuktiYy @R)Vfd!@é Stcbla{SOUnﬂdﬁﬁﬁhde nt wyerein R is -(C+-

Sel eCt ed F])bﬁs;})stlt%%al% %%2 t I nr%m?ﬁeshlﬁﬁép% c‘ia'erﬁtly sg%tit%d f::m the
(Wénswgoaﬂ vmdrogen (1@Rooen) m@wo@mw Coatityh B ’R®, -OR™, ~(

ﬂ”@fz- RRychyRNdoR2? L @oﬁRW@h&@@mRéR"

pt | onal | bst i tuted on t e.
i ot | cleiAAREHIRRBIEN 950 HertRE e PO TR R frerdh REis selecte
C Ot ik igrodp eonshisyholr m‘g&h—cmwwygqundhﬁif@)tytemcbm% opth;rpqlly substituted

é)__yl\erg?oa‘!h@é'\f eéqg%gg%cfbl hgf@éﬂ!ected erg;% {:6) \%yébﬁklstlng of hydrogen,
Crhedagen. dypq@yy 'CN('@L%W%t'é?&’ya%/l 'C’—a'&b)f %’Ikyl ggcg)heterocyclyl

C@RﬁSRGCONQWR&R&ONFSRV - SOR7, -SO02R7, - S02NR5R6,

-6 ewrp(vgﬁﬂﬁ%%?%ﬁ%@p@ %ﬁ r%'ﬁl i rrnumﬁéré\n fasGelected from
e (BeCaik, oﬁﬁ}a’rcy)cg@%ltyl tam’l e O@ﬁg)@ﬁ rq%clytl H}p@gnamgubstntuted by one

grt@‘*lﬁ’r%e mdiies MMaepdridenmtlyf defcclaa rfropt Miei glesp eonsistingoefitydmgen, halogen,

LS@H&; Eg“’gg %ﬁky&yhﬁf‘s%ﬁggﬁd %fo%ﬁal@ﬁ @O—g:e)ﬂetelgc%c)l)ll -COR™,
ONEONR° R R CANRE esin @ mdftf?reqdd@ﬁb‘?dy“@“él BcﬂSeoO(Pn -Griplk¥ie optionally
gr%f&t&@?%}r dhb R tﬁ?%% mb%ﬁé@%ﬁepelﬂaé % edleclal droaXihe gréd, consisting of

(r@fgroggr) hléatkggeg,cqur%y, Cr@}o )alk %Cy 0al éy&ﬁcycloalkyl (Cx
- CEYWRdRBGyclina O2R ] @GWRWFCONTR:R present invention

furth 1 6,
! gr_ er 99%5‘1%&5?”%%%%%[’ %'Glﬂbgtoéforrﬁmgﬁ%h@reﬁuR is -NR°R®

t hcmenaﬂm bstised Ay wen@eiﬁfqeymg@ %tf@lp%‘ﬂewﬂyt PG § %%na the 9r°“P
Coéb%@ﬁd ngf Qydroyel, OQQBQenha'lyﬁ@)Qy] -1y A r-D43G ) atk@IN, -NRR -OR"?, -(Cs

CY@iQ% E%t @2 C&F‘%F qoveiyl s _Cé%\%{%é h v R5 RS:

and R2 is hydrogen. 20 The present |nvent|on al so
provi des a conpound of formula 1 wherein RL is

sel ected fromthe group consisting of
-(C3-C7)cycl oal kyl and -(C2-C9) heterocycl yl,
optionally substituted by one to three noieties

i ndependently selected fromthe group consisting of
hydr ogen, halogen hydroxy, -CN, -(C1-Co)al kyl,

RIS =~ P P~ N\ I B 1

om;



25 The invention al so contenpl ates conpounds of
formula 1 wherein R1L is selected from -Q(Cl-GC6)al kyl,

WO eX08311@73 cycl oal kyl , and - Q( C2- C9) het er ocycl yPCT/1B2005/001201
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35 &

optionally substituted by one to three noieties
i ndependent|y selected fromthe group consisting of
hydr ogen, hal ogen, hydroxy, TN, - (C1-C6) al kyl ,
-NR5R6, -OR12, -(C3-C7)cycloal kyl,

-(C2-C9) heterocyclyl, -C02R12, -CONR5R6 and- CONR5RS;
and R2 is hydrogen. 30 One enbodi nent of 't i nve
is a cérfp@lﬁﬁ&”@Pd'F‘éfﬂtnﬁlt'&e ipveRiigr & A CRTPPUd. qlil%gﬁé"a Puhén R s
0414 LB drY §M7bS$®R7utanin)enensogNR5Rﬁ pgtionatlyi stbstiaged by one to three
lnde end Nt § B 810 togkh, NehiddEn, hydroxy,
hvme ep&g%{%@g ﬁe eﬁecfj frgrﬁ QTIIQ E%ﬁ? g&%% n m’% OQQ 5 Yy

NRERG(QIIQ@MI =N G;?Ij{ chQ}anWploalkyl 202 Cg%eterocyclyl -CO.R™,
( @l@wyl in -dORPRIRd eEddRhE, @ dis CONRERIR™ optionally

| ﬁq}@p\tpqegrpﬁ %Wde;tg grnﬁﬁ&'i_\m%xlé%]tm%?r ?,ﬁﬁ”q& ﬁe%h f%fm B% gro%p consnstlng of
S aydRsgdend hblogen, -H5&Bxy, --SORHC-CHRIRRY -NBiR] 5 Né@ﬁ@f)cycloalkyl ~(Co-
oﬁa’hqg%lg& Sé‘@?%” tétSr@@bRbé(noodSGNhiR*’t hree nmieties

y sel'ected fromt onsj_stin 1 12
hydr ogghe pwgq;rﬁggﬁntlomgﬁp 85&‘/' ewr%%@géjs%ﬁ fa 1 wilFei? E is -CO2R™,
P@ém@wﬂﬁh@%ﬁ@l\m‘m R*RNor NRESAGR), ap’dloyllally supjpitusgREdy one to three

59? szlngiepe le&@é K&\'ﬂ% éﬁgp Q@AJL%B@ Bf)ﬁﬁdgh , halogen, hydroxy
Th@N pr- @fﬁaiall'thvé\Iﬁ Ron -@R<o -éq@@n)ca'élgalt% beyaiyl, -COR™,

@NHQ?{G LR ®ER Il @ pr@&&Q&Zmeodﬁ@NRSM is ~NRICBRRS, optionally

RSO C Isting O
ST E o e 8’” jgdegé*ﬁﬁﬁﬂéj%@f“ Bikising o
9

thgadrgganumabgmsnwnomg SN, hgﬁjﬁ:@ NBFRgerR h pgy()f,y Walkyl -(Cx
et&lg)g#l &éL%VLCONWBﬁd co@RiéZ’ - (C3- C7) cycl oal kyl ,
e

t |y .
v 2 ARG TR PR BT T G B R A Ol
f@btﬁ'ﬁdbl@ dubshietedi by B ites thiged mutgtias omdepg@fn@efgpqg?q from the group

°p'car'us9s f’%‘%'o)’ h?&%@gze'h' hatbgsh, Rydareqe -6, t-Breecielakiie (Co-Colalkenyl, -(Cz-

o mnssei A o )ik G SIS
CohefeRbpdity 1-COAR(% 2- mmen@®NR5R8czseé) B3R ny1SOR’, -SONRR,

’)’i”\' Celk | and —(Co-
@E%‘i bycl %éﬁl&% g?(%:zahk Ret er@gg@@ §alm@2 )alkenyl and —(
- CHRBRGR” mOeligRy, be_ogtignally. @0%7' H %‘o'gg

- NHCORErther %L%G&H%pomffdﬁmesmﬁvem Rher(éisﬁﬁsmlqykyl or -(Co

b&g}?ﬁ}er%}ﬁ%\h ?ﬁ( gqﬁﬂg ﬂjt%s |ktc.|:%8 b&@ng rﬁéé)f{?%é mar%g%Qh@é Rdent¥elected fronI1
anik §Rdugi eonsisotey tydsepen. nefoget. ersiroph NPl i+ QG%EBﬁéﬂpgéhﬁﬁ)a'ke”y

O‘E @z%f?%;/ﬁy 1 dﬂﬂﬁ@ﬁl 0CRRO|(8 -C &Ry [CINESRY oe»Rk’yLI -(Ca6F)cycloalkyl, -(02
eter OC k10 Sulsyit ne SR
t CoAlgieERsY Y ePP (%1% [g%dengﬁhkg%r ect ed ggr)gm Q:y%ﬂ SONRR
gr- NHpoa&nswaFcogRﬁf Iaaydir NgézﬁOthm aderein §9idrdeyCelalkgn! and -(02
g @ &ﬁz Fkipay| ,
@Iﬁj@}ﬂ? @hﬁé&%%{ ég@na@%@%fft@t@& bﬁgnetéw e R gtdupsy

- (C3- Cﬁ@?’@f g’ﬁlpq{iypent °f(t pre @Vﬁrglggll %%%T%ﬂund Oféam1 wherein R?
- GONBBJR8? andCDBRRIR® opfiRally s@ERud bySORRT, thr&) IIREFS | independently

Sied G %3 37 hyWagy, eno,, seld (c.- Cs)alkyl
bé%aii&.?ifééﬁﬁ?%ﬁ%ﬁw O S
s écﬁ)& odidy, (o0 HERRacy émotdth”encbomRhéntC@ﬁRﬁH’ﬁe s;a’eﬁaﬁ -SOR,

c@@mé?zgﬁéﬁ %ESNRE%G%FQ n%ﬁﬁg Dﬁ%ﬁ%éﬁ“{‘ E@SHgR sra’%o (8506)a°1kenyl and

t hiegcymkyeyi REsndiatide penbesrtionally sedstistasdyions i tf‘ﬁ’@ %r%ﬂ-ﬁ’s
consi sting of hydrogen, hal ogen, hydroxy, -NO2, -CN,
-(C1-Co) al kyl, -(C2-C6)al kenyl, -(C2-C6)al kynyl,
-CNOH, -CNQ(Cl-C6)alkyl), -NR 5R6, -OR 12, -(C3-



C7) cycl oal kyl , -(C2-C9)heterocyclyl, -CO2R12,
- CONR5R6, - CONRS5R8, -SR7, -SOR7, -S02R7, -S02NR R6,

WO MNHSDRD23 - NRI2CONRS5R6, and - NR12SO2R7, wher ePCiT/BB0€5/001201
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- (C2- C6) al kenyl and 30 -(C2-C6)al kynyl R2 noieties may, 6 _
be optionally substituted by one to three Rt2'grbdps;

and RL is hydrogen. The inverffion further provides a
conmpound of forrmula 1 wherein RL is selected from

hydr ogen, hydroxy, and -(Cl-C6)al kyl, optionally

substituted by one to three noieties mdpgnentl}/ :
sel ect &tbofproyidadnis agpampgurdopfsiPEtUiany Whereky Br g@??c"e‘j from hydrogen,
h%g,@n anb‘)@tﬂ @ )aikyr, GhlionalyClubsfiute® ol dagl to thisBRSRfieties independently

el B b Y PR RO o oo, e,
(m‘zcwmﬂqybloalm CARINEEIGIRY PCPAR B26ONRIY 1Y CONRR"; and R* is

Tlﬂ(fdr&? %Sg,nt( BV)QIWI' dﬁllOf‘lMlKlEﬁS&ltlﬁé@By RE ta tﬁr@gpﬁélél(is Ohdependently

al ky
s aplestpd fﬁ?f@dheogr%%%m%f"t%fé‘édfﬁ%? gty h‘é"é‘iﬁ& et 1‘N “(CrCoalkyl,
ﬁedows)ewle?]w onocme)alkmyoummsl )ﬁdmgg@ﬁ cgmvlbgévRR -OR™, -(Cs
1Y te GlRES6 ¢, .cORRAR, -sPRLE0R’, SOZR
?C)ﬁ °€9}"c &ro E C% 65) het e;; ocl¥7c J@@I%F%@,ﬁ%gﬁ)@lkenw and
|O L@ﬁzmyaluyﬁw eﬁmo@nes':\hgybdxrpﬂcvﬂadp@bammemmmo ofred BY gwoligs.

I V\,her 1
) Cg'h&ﬂvsg/tlopzarﬁf ?r%vu&% {%{ﬁ é%r@%?y@ﬁ&élh% id1€klected from
opydrgg;e@l | hydrony sarnd l:l(pe@s)a|b)ﬂ gplionaly FthS&féferP)étq"%sto three moieties

'%@B&ﬁéﬁ@tde)éct%elf@ﬁ]t égfo[u@%ﬁsﬁ&nd}éfﬂﬂbrog@‘n&bbgém@ydrbxy <CN, ~(Cy-

hﬁ%o e[‘m&gm (c:§C r%’l)é%ﬁ%yél%'ch)ﬁe@roc%%a' &¥lr", .CONRR® and

 (CONRSY hadeatygitogkn. 10 - CO2R12, - CONRSR6
and- w*ﬁé%?éseﬁﬁr%eﬁ?on' fSrthef Sﬂam@@ @H{rﬁ(ﬂouna_ Bﬁfotnﬁl)l’éimtwrwi’em R' is ~(C4-

g[giggylgggt?qnalm sub@%t%%npag)ogpktylt ree &@ne&ﬂdgygrrd’en{l s?lectéos from the
a@d)up%ﬁastﬁ@)&e’iyémg@ymaidgen dytliosy alCNy (§Jurl§;‘«3laIktllut-ltélaf’l’ﬂoy-OR12 -(Cs
6{3 cloalkﬁ( {,}Pétg‘;ob)ﬁ MWWShYaMQQRW &daxePid MRIrogen.

drogen, hal 0g @ 9 D <cocted
( Cl- m’ympr@ypnt mvm:&gq@ S0 Ws a ce@g L@g)o g% a Q%erem is selecte
- (HorrthD o6 edreRY of -(Co-CroytishRyl and 5(C»-CoNERBIRGYClyl, optionally substituted

a?)‘)j/toﬁg}l £ithee mmglesR%ndeﬁend(eF\%/ géggc@fdkt?@m tl%‘ﬁroﬁﬂ%ﬁ’én&ﬁ@tof hydrogen,

vention

| $olobiRs RETOxs0 N ofat Geplialy DN R uDB . 5= GrigyelogikpinSeConeterocyci,
”QC@ER’ESCGNIQW%H@QGNR\?R&$@chﬂ’@zheﬁiydﬁrdg@m the group

C?gil E%Jrg nt|on a%ﬁg&ggrhp%ea potneé}yoq %%‘Mla (?I“ogé ei(n F is selected from
- (O, Rl @(@@-@e}cydloalkle@MCa Cgtl}{ﬂgg@ly @gh@@{){:&ﬁgtltuted by one

?Eﬁg tﬁevgﬁ{erlésﬁﬂﬁfjgp?egdé;ﬁ} akkdtbd fremftHf trgr]uhﬁ‘lb dOA¥IStRhg 'BE Hydr@gen, halogen,
o VSR o Nor-GrrCotgl), NERy 5%302(%8 %Lo lkéog'ﬁpg%e erfodycly® -COR™,
0pCONRElayid- OORCRY; ab¢H? ibpydrogent 0 three noi eti es

' ndepe%%r%*t%édﬁ?eln?&ttﬁéjmtlén‘ﬂ% fsréecda{p‘ah'rﬁh Gfg%\*ﬁiuﬁ1 Mer@h R' is -NR°R®

hydr ogen, dr ox é 4 V
- NRBERG!lY s@'ﬂgted ?mn@-/ty Ctpr@p dgtplﬁtﬁs independently sefected from the group

(chRsuéﬁ% hett @y@6ysH, YhalogeRORRIBxy, ZN,- GONBHREy, -NR°R°, -OR™, -(Cs-

an ﬁBa 5 2.

i rﬁié’m?aﬁw @égqg?%m%?&s égknpouaﬁygéwo%a nérB%N%ﬂ@?ﬁlJR 's hydroge':

wher ei rA Rithérsemigginmen of theONRERGIS 2 ppqmORI of formula 1 wherein R is
N&%@ﬁ%%ﬂ O—BORNRQ‘:E)ﬁ@Eﬁd SZBNR?T?GJ);JWT&IV QEgSt']Euﬁdabiy ﬁr}e to three

one to three eti es i ndependen se r e

OITERIpE SHEPLPHIY ooy DR, o il ISR o AMaEy THERET Myero
-(Cl-Co6)al kyl, -NR5R6, -OR12, -(C3- C7) cycl oal kyl

-(C2-C9) heterocyclyl, -C02R12 30 - CONR5R6
and- CONRSR8; and R2 is -(Cl-C6)al kyl .



Al so provided is a conpound of formula 1 wherein R2 is
hydrogen or -(Cl-C6)al kyl, optionally substituted by

woep@stoloehr ee noi eties i ndependently sel ect ed PCDIB200R001201
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group consisting of hydrogen, hal ogen, hydroxy, -NO2,
-CN, -(Cl-C6)al kyl, -(C2-C6)alkenyl, -(C2- C6)alkynyl,
-C=N-OH, -C=N-Q((C1-C6)alkyl), NR5R6 - OR12,
-(C3-C7)cycl oal kyl, -(C2 35 C9)heterocyclyl, -CQ2R12,
-CO\IR5R6 CO\IR5R8 -SR', -SOR7, -S2R7, -802NR5R6,

iand, < R7./~\ - i d.co,R™,
&6y gwwgﬁ e (CB8h&ALDCyRH, d-COoR
P@ﬁ\ﬂmﬂlMBi and 'Smyragfk‘ynyl R noi eties may be

Opt ' Onﬁle ‘ié(HB &éntléht £6b &Bvu&&ecoh@o@ﬂ”dé eefoRtida ¢ mdefs; REindCO.R™,

o{)Oﬁ\Uﬁ ﬁurry—lqo%,e-plg, ﬁo,ggg [\lgg%g g?)qxphély gquam%w%ne to three
&%ﬂes@@&éﬂ@rﬁc&hﬂ}cy@é%d frcmi)ﬁheog;rallld Wrﬁﬁm ¢fthyfi@gerb)}13{9§@1 hydroxy,

th ti esshndependent | o R?,
gibtp- Eakl FRE e‘@@ﬂ SUlcnepaedich cicL bambiefeich -COR

--CONR'RGIndEBNR %ﬂa"d GZW ?%ﬂ kenyl, -(C2-C6)al kynyl,
- C=N- Qigso plevitedls(Ldonkolad ksfyfojrula N%R&;n RORT@drogen or (C4-Co)alkyl,

:(CS C7) C¥C|&8ﬁkg¥z8dne éc%reew g%;ye‘ﬁhéﬂtly s&@%@lﬁom the group

- MHSERE20f hyNRUECONIRERG, hYSFREY- N@Q%Rﬁcr%ﬁ?é'w bi-fCazCoialkenyl, «(Cz-
b&%W) aldlclmxh g@thd(@ =CofaliyB! kM?w RORTDI e(g_}ls&)cmlkyl -(C
e ona Supst| (] o) re S

afaheteropysiv, 1%; LRC1- Eéﬁi '%y %WF I’ieréan‘ogg:a1 et Ot | Che: NRR
PRRRDR'Z, | NRATONRIRT, sl NRITRSURA  ofhereh ridida- Eoinaiign Bnd ~(Cx
Fﬁgalk%yl DL Bldesansl s oNBREG sapdtiuastaby dnestalisree tRit gdugsy and R is

three noieties independently selected from t he
ghwsigeetonsi sti ng of hydrogen, hal ogen, hydroxy
ON, - EGieEipatida/is a comp@dd G6foshiie hyherein(Ris @syaﬂwww or -(Cz-

Yheteroeycly, e yStibstidt kY bhe to &B%%oletl'egﬁibgpendéﬁ& skected from
Cﬁ%@i!\%gj%% ﬁ‘ljet R rgx_yysﬂﬂw- géﬁ%‘ﬁé -(C2-Cg)alkenyl,
Rynyt, NBLJGPNRERE, omebaaauamzsm -QRAr dCnCaaictpalkyl, N

N . L 8®,RRY-S0, °,
S e e el e
amtHARIR™,| NR'TGTIN a?kaSII'NR @zl_,? ,prw{)?r.lgdsql 20%5?8‘85}‘1 dan —(1 o=
OE d)EIQgHWham%le‘ﬁ&eﬁwﬁy Be Btionallysibertited! by poeTtchtpbedy@ group@nd R’ is

¥' and - (Cl-Co6)al kyl, optionally substituted by
0 tdr‘PQ?”t hree noieties i ndependent ly selected fromt

group eacérsimboginent df i egant inveitioyis, COWSH'M ormelﬁﬂ whereln R?

érhy l()ON!NR5 B@hon tntuteé @3- 67é) oywleaahkiplies independently

@elp@%ﬂﬁ&%&%u%f%s%@%& a 8 %nRQYfQW %\l Q‘R@ -(Cy- Cs)alkyl

s é@@km&mﬂ gz ,-Crlelkyny, t#0=ébOHD|-§FNé§(Q1T%EHé&deMﬁW -OR", -(Cs-
ect
54

SteFUc RIZSIANMRRP, WE@HSN -SOR’, -SO,R’,
yL g:m ‘% (fRe éa —(C,-Cg)alkenyl and
(snzr@$ rm@@ﬁ "N O@@Q| @%)NR S rém 28 (C>-Cé) y
Kyhyl @8 hitidéigd nay b&BSHRGaly-SORSRted téme to three R groups; and R’
aI Y( -(C2-C9) het erocycl yl, COZR12
5‘1%8" CONR5 R8, -SR7, - SORT, -SO2R7, FE »
NHC(P]]Zle mvhlmlbz@qmasp{@wd%ﬁq@ cowg@@pmul%é\pgrew af 8electe rom

‘3“ I%Q | a@ndc, C(aﬁﬁwlcﬁz\)ﬁbr{é}myslubsl%ﬁxtémlbetmm tavdiyree moieties

ely substltuted IRy, -CN, ~(C-
anweﬁend@nﬂylse egt?dﬁ?@ ?‘ﬁ%"h‘f’u%ﬂs'?q' 0e © 'é’é"h‘{;?r% v@ﬁ?eg Ry, (©
c appmyN ANRIR®f cORT dCiCubeioeiky, RC.Ce)hetelogyalyb -CGQ=2Bim -CONR’R® and
.- (C1-C6) al kyl , optionally
suggﬁgt erg’y% lé)géffc H’t hree noieties independently
sel ect ed from the group consi sting of hydrogen,
hal ogen, hydroxy, -CN, -(Cl- C6)al kyl, -NR5R6, -OR12,

-(C3-C7)cycl oal kyl, -(C2-C9) heterocyclyl, -C02R12,
- CONR5R6 and-

C7) Cy



CONR5R8; R2 is -(Cl-Co6)alkyl; and nis 1. 35 The
present invention further provides a conpound of

wo orosi®23, wherein RL is -(Cl- C6)al kyl, optiPCEIB2905/001201
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substituted by one to three noieties independently

sel ected fromthe group consigsting of hydrogen,

hal ogen, hydroxy, -CN, -(Cl-C8%al kyl, -NRS5R6, -ORL2,

-(C3 WD 2005/111023 PCT/ | B2005/ 001201 -24

C7)cycl oal kyl , -(C2- C9) het erocyclyl, -CO2R12, - CONR5R6

and- CONR5RS; R2|s- alkyl; and,n jis 1..The . _;. ~

pr esent TerRsAE ‘E)‘f?”%ﬂ”sfkﬁm}?f 82??"8%%3 SOBRIRY 8#8’"&# @1 o"ﬂl‘ﬂﬂ iR is -(Cy-
oMy ioptidRblly Sutstuted thgdonef tootmek hreoigies Lipdepenteniyt seigpteasf from the

%{%&LB (f%%nlg %}s %oggrg&amé% '%%)O%t %r'\pcwldﬁalkyl NRR -OR"%, -(Cs-

ree noi 5 .
i rﬂmpdvﬂiledht (v @sémeéﬁft’%/dylf rﬁﬁﬁ e Cé?NﬁJBp ﬂ&oé‘ﬁ%ﬁg Fd R is -(Cs-
hyel en, hal ogen, hydroxy, -CN, -(Cl-C6)alkyl,

(Czag%gﬁfﬁé’(eéf%td@/%?ﬂ” Ao RHRR 5 Soimpeyqespiormula 1 Miepsin 3. i selocted

RZrorrsthe 6oLp CFsislingdf - -(Cafvecyeldakkyliand Fige- -Goglereeyhh ogfiapglly substituted
cﬂtzptlg fed hOEHRSY leenﬁ Eéiéﬂtéﬁ fronded §iolp Bdndisting of hydrogen,
ecte

afgooe sy el ol BN A0t O ip=Capkbef di oo
e

oneo,H'd) -CONRIR @ad-CONELR’ eand ﬂ@nﬂéaltwly sel ected from

the gr ® Sé‘s Rt &hpiR4dE ndd @ RBEA 1 WHEEHIPRYis selected from
(@@1(;%%@% :n%)tmloaﬁ(%)@ﬁ SZWWC?%H}/ %@g%utéd by one

R ittfree (T%l@haéﬂéﬁbentlﬁl’sdleﬂed $roth. theryeoupndvosistime ref hpdrogeme halogen,

i ntlo ROr U r drScyclyl, -COR',
R %y oDkt e Bk, <o

NoCONRER’ anﬁd‘é}ﬁ%aeﬁﬂfﬂ B s Cerlelyf rom t he gr oup 15

consi Std)rfbgerﬂfodiﬂiéﬂf &gwmvémb@&%corﬁnbdﬁd)wyormu@\l wherein R' is -NR°R®

o) b, B o Kol E RN St oo

| &ons{rﬂmg C8f) ahhr&yd;een atatien.s Tydnaxy, ur@Mher(CefpalylmeNR ¢ -OR™, ~(

7) E\ %W | 98,3 héfer I OUCQZF@'? feoNRARE shdWONFERA &ld IRS is -(C1-
from - -S - S02R7, and - SO2NR5R6,

opﬁspa(‘iﬂbl ly substltut ed by one to three 20 nieties 1

i ndepenal&nthky ersisddadne df fhednvenhen §ra gpmrayng iof farmyla df wherein R* is

hyﬁ%&&%g ri]rod;%lRm g—i R7 h—%@”’-@’x)ﬁmd @Nﬁé%t@@ll?'slﬂﬁtltuted by one to three

metgg)lrpf@p@}dgg ) C&g%%ggrgup mofmarogfmﬁglﬁgen hydroxy,

RZCNS (€ Be)a),al NWR DR -€5L;)cTdieikyt, e (BRCs)heteresticlybn -COR™,

al 8. Of~ la 1 wherein RL is
ngﬁ%g@/ a”g%\l'ﬁggg%@%%&ﬁ mK‘RlZCO\lRSRG or
- NR12 SO Pressph ineAtgN 3/sosRipEedstqompaUTsly obfRmyla 1w ROk -COR™,
NMOCEINRES, LNHESIE A dRRPCPNRE cort-RE 2B 0GRA, bitiendly sutgstituted by one to three

ConS| AL nq%ROfderrw]tYy'\ﬁg%%g froaa:é{%ggero pcgnyn%%?@of Iggﬁlﬁen halogen, hydroxy,
(czl cay:h@a)ekxhcyum, ﬁ@jﬁm@s-cmmmm @w@gmsw -COR™,
-chRﬁé%d%r@ishWand ﬁhQ (@;Acﬁ)a . Al so pr ovided is a

conpound of forpula Iy
sy R ST B Ay S0 ¢ B S Bbgen r Lgrcoon
ModpBibriaip subsiie e te ronk yto stblreecneigtidsr owepandendly osgiectegofrom the group

Con%sn%@?n k@ roBé(d(j (El%g%%h rfmoQ e'NOZhY(‘;:N Cédf-c ‘)4}% -(CLalkenyl, ~(Co
- G=hellopy!, - CENQ@L( c8= M@M@y) “Cy)cycloalkyl, -(C-
(%&}a@mwl ogos®?, -cOQR® ecg)dthéRbcym | soacozmga -SONR°R®

R S O O By o

-(C2-Co6) al kenyl and -(C2- C6)al kynyl R2 nvieties nay
be optionally substituted by one to three R12 groups;
Rl is -(Cl- 35 C6)al kyl; and n is 1.



Further provided is a conpound of fornula 1 wherein R2
is -(C3-C7)cycl oal kyl, or -(C2- C9)heterocyclyl,

wo@piosonakd y substituted by one to three noietiBGSI/IB2005/001201
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i ndependently selected from WD 2005/111023

PCT/ 1 B2005/ 001201 -25 the gr%&? consi sting of

hydr ogen, hal ogen, hydroxy, -CN, -(C1-Co)alkyl,

-(C2-Co6) al kenyl, -(C2-C6)al kynyl, -C=N OH,
-C=N-Q((C1-C6)al kyl), -NR5R6, 0?12

7 | oal kyl h lyl,, - 2 .
e e e UG R o
Ryl. NRlZCO\lRSRG and - NR12S02R7, wherein said

be 0|Ot zj%éqk Ige % CP&]?&"]E 0%}rﬁulé(¥wgreﬁaq2@a@s ¢7?<§yc|6§h(yl or -(Cz-

one to th
Rtg)hstero(:y@]yl o@&grallykwbstltlgﬁ@ by op%tqthremlﬁ@§ i ﬁ%%p%ﬂefected from

hetd?&lpmoﬁﬁﬁﬂb ofér;ﬁ b, BBlobéh, aycﬁ@aypmmdcorf (Cpcmjm -(C-Ce)alkenyl,

Eetrp -tog]tcﬁ(ncg C%\I ’[I ES | n C&é T Cloalkyl’ G

sts"PW'bWH ﬁyN o
SeL)ﬁétbnedycﬁw ommzlﬁ?éz gmNR BbnCRURTRG $Rhy(§%en , -SONR'R
I\! IQ% ‘R(’C]-W@}:lﬂu’a)d ,—(CLQze)alkenyl and —(Co-

g;)mkmy% B%rr@@¥ igg q@y ye opt'q’s@ﬁgﬁb!t%dzby orcegél three R groups; and R’ is
CY():‘}EE)EIQ;&J kyl, (CZ C9) het erocycl yl, - COR2R12,

&%Othe%@ diment o&@é’pres&%venf&pig B%ompﬁg%gll%ﬁ%a 1 wherein R?

(SC'LCQEBj aflil‘lderﬁQNPaﬁd optLop@Z LEFUIRY BY | oneAo rflaﬁegtrp%%leﬁégp%pendently
b%eleaéd @&altﬂaeygrsapb@dnbtmﬁeﬁ hiagrogene halagmhhmmxmmczg;@ups(a -Ce)alkyl,

| - 5 2
s@iﬂemmw r 9 Iioe - r o d X
ODRgh, QRART WIHGHIRE | NthedNR?RGOam imz‘%sinrzaé wnerm sayas—(oz Ce)alkenyl and

hggipendeghlﬁy g%gqeesclhgyg?ef b lronngllg%ul% ?J%!% b?/%x? 't?s{?h{é%wéroups and R’
W&e)an@mz - (C3- C7) cycl oal kyl ,
sgeﬁ & yl ayéompoggzﬁjfgﬁmmm% hes sdERIIFRBy hydrogen,

o @ﬁdf’(ﬁit%@iky'pPB‘{H”G'B’SSLEQ’S@B%g’?Yn%’%gP 58 igiep, independenty
\M%@Il’e&édlfrtﬁﬂ. tHeSgroup CinsidB6g af Hyyiloger ptalpmrah]/dyowU@g{ r(pupég!kyl -NR°R®,
&ﬁe CE)Q;? %%lkgi" @‘ 'c%feﬁgraqwnmw @@Nﬂmﬁeﬂmdfctmmsw‘ R? is
bp

@Nﬂroge(ncgr @%;)gf)%lwl op lwm%dgtg%n byha 9 etﬂr‘ee |¥10|et|es independently
C%)sréaftedl f8h Ktyd grouf EshsiSgE heEr0gec Ihylbgerr @mmz -NOLOANIRS (@-Co)alkyl,

@%2‘35 ({%—c alk Pl &W@hkybm G- d;,)a'lk§|) ;aN@@SThGR‘Z (Ca-

rovi gJes a

] Gafvgeiasilivy, R(Dz1(39)h§t§r0éwxéd'cqzﬁomq(w‘éR & oﬁ&“b%ﬁm SRi» %O%f -SOR’,
- (&8; r@?k@mnh@@kRyJNR@@@W@Zaw)méfmzaéywhgrém said —(C,-Ca)alkenyl and

otlonall sybst .t ut ed 0 12
b %)ﬂy%}_{ll%/lé n?atl%%lp%b? ?pgﬁ{]s?lﬁ bstl{utgd g gﬂg:togtbéeE% gfroups and n is
hyldr ogen, hal ogen, hydroxy, - CN, (Cl Co6) al kyl ,

NCRZS %wghﬁ%ghon flgrﬁ:l%r E}Q'IGé/sCé Q&Mfdéhd of formula 1 wherein R’ is selected from

et erocycly OONRS
R@yﬁr@ger( cydeopy: aP’P@I (C1 gﬁ)alkw |°§F qnall;g@u%ig%(ﬁ\%n?r} orE]g ;f'?ree moieties
aﬂaeaﬂy%‘elsmﬂﬁmmMe gafup foonsiiihg ofl hydhager, iraldgen,j hydroxy, -CN, -(C+-

§ |.ealry! CONRR d-
%P?%%f(ﬂ&% F]Oel% er gé%/&%@wwl ona%tgé%%gfl t@u% ed b o
orQONFR& tﬂw%écﬂ'@l)?é'tﬂ asd p ﬁd‘ependent ly selected from t he
group C‘ﬁﬁ%ir&%htﬂﬁ&/eﬁﬁonwmeﬂag&ﬂbdeba|06@ﬁ61md dnyeamoiyl, whebip R’ is -(Cs-

-(C1-C6) al k

 Gaslom R Eba I o ey e e rom e
R2grdnﬁ> edn@ating69faykisdgen, atvatbgan.i lsydioxy 3ENaC elraldeYl: m‘é'ﬁtR fOR T
the invention is a conpound of fornmula 1 wherein RL is
-NR5R6' optionally substituted by one to three
noi eti es i ndependently selected fromthe group
consi sting of hydrogen, hal ogen, hydroxy, -CN,
-(Cl1-C6)al kyl, -NRS5R6, -OR12, -(C3




WO 2005/ 111023 PCT/ | B2005/ 001201 -26 C7)cycl oal kyl,
-(C2-C9) heterocyclyl, -C02R12, -CONR5R6 and- CONR5RES;

WOR200581100C1- C6) al kyl; and n is 1. A further erdDUB20®M101201
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of the invention is a conmpound of forrmula .1 wherein
Rl is selected from-SR7, 8957 - SO2R7, and

- SO2NR5R6, optionally substituted by one to three 5
noi eti es i ndependently selected fromthe group
consisting of hydrogen hal ogen, hydroxy,

- CN,
L 5 B, SRR gy oo

R8m1651(C1 C6)alkyl; and nis 1. The present invention

aIQS)ng igg br%g%ué%&gfﬁighl Bds 'p_)%fvd%%_soé HMnl\iﬁ)uﬂd whyeiiid Bherem R' is selected

 oaascaniom, copine Al Py CaBGRIRY aTeHCEg OO TEYE RiBEaly gypstivted
ITBj, &ht es thrasl Qﬂﬁﬁ% I’Hdbpbnﬂeiﬂ@deadteﬂ rfem thleegrgupocgnsisting of hydrogen,

S| st g‘nﬂg‘f&’ ﬂ{'%%g)a“: ger %Sygf C,zcgd%ag_my Co-Co)heterocyclyl,
(GZ.'ZzRﬂfQ)CP@ﬂFéRoelbe@?NRR fRiQrC a'omnopze and- CONR5RS:

R2 is ngﬂa]yggl))ﬁlalgo/ lzont@ﬂﬂ’atéb do&p&undé\loﬁﬁrnﬁma)deedlané iselected from
conmpoun 0 erern 0

ooy LR b AR s e
med ’e:tfdeemouetiﬂelp&pdadmtlw sejedtesfreng tha greve ﬁ@)sﬁl% Bf h)psogen halogen
8@6%‘3% d”)éFi OWR‘S h@kﬁgwyowdbaw {(C N heterdlyl, -COR™,

h”&'?d?t '?:g)(:a?:%' ks arie

- ( C3- COne \earibodilient! of the(iG@ntidddy bebapang of §qrmula mqn R' is -NR°R*

WSUM@E%&? ’ ?hree Wﬁs IT(%I% 51% %&E&R@om the gfouo

id 12
- camistey aﬂfkévﬁmeand"aloe@ 66‘3’%(1 KGNy 1 'ﬂfﬁﬁm OR
b@,ﬁmdamylal (Cy-Cs breitacioit, e ¢ 0py 2 IEONRIRT lanceeonBiR o] rR%up s(Cs-Ce)alkyl;
R1 (Cl 20 C6)al kyl; and n is 1. Further provided
|§”%"Ebnpound of formula 1 wherein R2 is
-(C3-CA fglybercgmboyﬁmenbpf the @/ent@g)lﬁ@twew 9f| formula 1 wherein R' is

ORLbABR kb -§HbSS®RUL§d2R5yar@nSOEMRﬁro©eonaﬁw edtistitsted by one to three

e el ShER o chfif BhgkRo SRR ST Apfen. oy

- (€2~ G&)eosm«ym NRst czo a+(qzye9pyc|oa|@gN Cg)heterocyclyl -CO.R"™,
yl; arfdRlig 1.

%ﬁ?d g %Fele%%l R@ ion egé-éf)rc%llsdga%rnet & o&y{grn%&)& N%EJ‘% is -COR",
- NEOOREES, -NHERESUONEETBN R R cbr -NRISSES Rptionshesubstituisg by one to three
(mmehg5 n%leﬁ%@gntlyaéegcteé Gdin ﬁ;@)g?ddﬁydo)f&stﬁg dm%gas ha®yen, hydroxy,

G by on Iaegerﬁ%)ﬁ:fyr -CO.R",

A ARG o e e A e e
of. Cbngsmraaoemnsmantsl (m-oe)elkg aanhpiednd of fornula 1
wher ei 150 epd'o\btg)ed S a %%5%1% riufdONBRERBIN G ik 99@%{;«% or -(C4-Ce)alkyl,

substi t ree noletles |ndefen en
s eptarialiyd Skﬂhsoiwieldhby groUp teensnetien gndireRdsy )bgsgﬁcted Yrom the group

hal, Rgéﬁﬂ oh)tﬁsicﬂ halb% hy@bky _61--C8), aldsyde)alkyl, -(Co-Ce)alkenyl, -(Co-
%S;Z@k&%@ CIécﬂ)(ijﬁ k XW OF?E%N %‘2 -(CxCr)eycloalkyl, ~(Cz-
Chonetraadiiy | COzR -@gl)lnét er 6@9«8ﬁ'§/|, 8@B’, -SOR’, -SONRR’,
ﬁ%g@%g %RS% TNR™2E65Y, g\ﬁ@?eﬁ Zaid —(SQ%ME%&E@ and —(Cx

n ) 1
{(Gomlomy & Rkes B bosPUel SR UR) Y P WEFGr, SL0RRy: 1= <O
bec fdyi; @med sy substituted by one to three R12 groups;

R1 1| S {d’gg‘% @mh Kyl %Qyﬁﬂpncpof focfm%ia M@)egtgp R? £14823)cycloalkyl, or -(Co-

PCT/ I B rovid s a conpound of
f dPaihelesocyciyihentiengly Rg_bqt@tegéqyé@pég tIfreeb moweﬁ, 66 ndently selected from




hydroxy, and -(Cl-C6)al kyl, optionally substituted by
one to three noieties independently selected fromthe

w@e@splwensi sti ng of hydrogen, hal ogen, hydr oxpCT/EE28)5/001201
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-(Cl1-Co) al kyl, -NRSR6, -OR12, -(C3-C7)cycloal kyl,
- (C2- ) heterocyclyl - C02R12,__- CONRS5R6 and- CG\IR5R8
R2 is 5 hydrogen or -(Cl-C6) ar%?yl optionally
substituted by one to three noieties independently
sel ected fromthe group consisting of hydrogen,
?@Eog%gg‘paqqﬁé.g{n%Whxd@ge@sr)aéﬂg@wémxy @c}@ G . Cogalky, -(CzCopalkeny!
QelNoRYalk@@iy, oa)=al &n) Y= N-NRS%s)alkallﬂR RE( E3R"™, ~(Ca-Cy)cycloalkyl, -(c?_

C yl 162 b CO, - 5R
?@%\é@ﬁ%%‘h gﬁ #SOZR'? b onQiRe, SONRR
RBd Hﬁésomwbﬁw Sejgh ket rpaligny and -(Cz
?@A P{P Iﬁﬁéﬁbs aRg bd GptidnGlR- Sub3taltky/ by bneR3 tivee &' T g@supsaR’ is -(Ci-
be Oﬁ( odallx substituted by one to three R12 groups;
v The invention further provides a conpound
of for mmbtherlerwbwimnhome present Inuentienis forcoAPOUIH érjepia 1 wherein R*

hydrx gz g cORRERp AN sub@ﬂhﬂe@%'érﬁé s Uuhskirhoibed ikyependently

823@%&:%5& %BF?E‘IP”%%W%SKEPS%; 8'3%‘?98?#@0%{)@%3 Q@q {lefs)alkyn
- ¢(Cl-chialkes),ak (Icy4cs)au<wRBR€r; N-QR1 2¢=N-QU8+-C)ptsyli | MW -OR", -(Cs-
R&%gcﬁ?g? éQﬁ:)ﬁ{é e¥deyeiy, C%"ﬂ@ -CERRIRB REORRER®, CSRIRGBBR, -SO,R’,

Nls yesent inventio
{ PG Rpr s M&mmam %‘gﬁﬁaﬁa Wrerelp e i igpialkeny and
| S(cz(@%kyﬁﬁ)léldwéms oy bermlionalls sibsttited be dndio tiree R'G groups; R' is
e S. | ndependently selected fromthe group
co é%)gh)( ér{den By ydr ogen, hal ogen, hydrox

- (C1- nggprwynptlon f%mowd@:agomp_oe@ofz‘g %kye?r@m&ﬁ selected from
@19@0631) hgtiRkeCiied y(lc1 CoRRARbRtionalyORRERGteaNbly GORRBRBree moieties

a|@89?ﬂg§$ YO%ECfgd rgﬁlptﬂe aougfco?sml']l?ﬂl?{ h%lﬁr%\%ﬂ i hg%ﬁ%ﬁ%}oxy -CN, -(C4-

s Eotiyle NRFP 0rBR A e-(@Gr@ninycloding | G4 Guretsrocyclyl, -CO.R™, -CONR'R® and-
- (CohreR), w7 & R@.Ld%)élkyﬁaﬁd n {sGZ C9) het erocycl yl ,

optional'ly substitu e to thre 1

b e por BEER bRt gt er HievBR® SYDUE SHEIElA fovisren R is (Cr

hydyatkgle epticdaliyh sbstfeted uyymeoboythreecmpletleg dn_degg)qgmt)y selected from the
’(H@BG ﬂ%%f hyﬁ:@éerpm Kx\@ -ON, -(C4-Co)alkyl, -NR°R®, -OR'™2, -(Cs-

et eroc
Al R oszThecc?h%%q BT R o comn
ceRdé ampi.at es conmpounds of fornula I mhereln Rl is

sel ect fp%%gﬂ,t ,nvg,t% jw%ls A, co% dg?}o‘FMGIquaA/H%Yém R' is selected
R

and - het er oc ti ona substit ut ed %{
orfiem theomowr ensiFHioeRf- ey CoBpigRr R qPLoRA, aubstiuted
019 Wihe G0 B8 trhdiglied findipeideg®n seldviddotian, thee?@rohychoosqung of hydrogen,

géﬁgﬁg@'?@% ca)écﬁ%/k rces\éﬁ%gg‘ﬂﬁ 5%%&)&&3%6) %M%O%%ggéheterocyclyl

RACDSR "hyCcORNBE; an@rﬁ@NﬂR Ry Riis - @m@e)@wowdrreﬁﬂ of the

' nvent ip8 ldvént%n%i%mégr%é‘rqw%s E&ﬁﬂwh@s df foMABIa aiwheR¥in Rbis selected from
optio

R6' |
PGt heerasifG et EacHfaREPnue gy suostued by one
cansired magtied indgmbnderdin, seleated drem, thi\gdrup xapnsiston, of hydrogen, halogen,

o %)‘ﬁlé Wrce Fg T@R"’RS;OO?@ 4 Eheitialis) AEELANI sy, -COR™
ROCPURAY NGO Bk Is (T oBIOi@eD68) 111023

PCT/ | Bm%’m&%ﬁt of-t@8inferftiti ishetongaadbfrfemntulzof whérein R' is -NR°R®

| nvi oglft%,s %%dslgg%gg g%:ﬁ%efrgégf%ﬁ?m&egﬂﬁ&rn&% Strom the group

opbhsisiag | of Hudiegdnt uhalebeny hudrexit o- GNr d6+-Crkgt i-NR R’ -OR™, -(Cs
i ndependently selected fromthe group consisting of

hydr ogen, hal ogen, hydroxy, -CN, -(Cl-C6)al kyl,

-NR5R6, -OR12, -(C3-C7)cycloal kyl,

-(C2-C9) heterocyclyl, CO2R12, -



5 CONRSR6 and- CONRS5R8; R2 is hydrogen; and n is 1. The
present invention also provides conpounds of formula 1

wob@sairRl is - C02R12, -CONRS5R6, -NHCOR12, PCT/IB2005/001201

consi stin
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- NR12CONR5R6, or -NR12S02R7, optionally substituted by
one to three noieties i ndepen,gqent ly selected fromthe
group consisting' of hydrogen,“hal ogen, hydroxy, -CN,
-(Cl-Co)al kyl, -NR5R6, -OR12, -(C3-C7)cycloal kyl,

- (C2- C9) het erocycl yI C02R12, 10 - CONR5R6

and- CONRSR8; R2 i s dr ogen; ,.an 48 1. Proevid )
i Creveleatioh uke-tih ef%?%)/'a er'%?'ﬁﬁ% aing-Cﬁl)l/\%i?%ggﬁ '%r'&q'ce)alkyl’
- (d&n@)al kyl, optionally substituted by one to three

moi eti es 4 drfﬂgrfgﬁ&giﬁﬂ%nlt %t ﬁjfell ﬁ%ﬁ& fsrspgorhﬂb@ncm)pfoﬁnula 4 wherein R is

(s@pc@g)f@rrk-)ﬂR -Sp é@;% g@q?yqeorLNR(%zoptlg%lmswmy ed%w one to three
- Grdiktfeklindeperite Qy(@]ec@ﬁ)fﬂirrk}f‘le) groupNESnSIREg of BRIrAgen, halogen hydroxy,

Gl S U S B . con
NBQORIZ an

RGRG 1@%WKYNR1<12'S@2R7 wherein said
( C2- CoRl df&@b{tl inRfbn di$eorofidsaokipBitids BRfofmILY wasreMBy is -COR™,

be og,t banat | syb,iék(gﬁ@%ebg ,ﬁﬁ%{g@%’t%ﬁ'gﬁﬁ%a 3) 1t84B5 one to three

COﬁqﬂaleldwdeberfdentheteciedvﬂwr thergréyd ¢amsisting of hydrogen halogen hydroxy,
?;%‘%l | KpRsReOr oR(‘CZ (C%%, Q?}défk&lef qey6))¥éterocyclyl, -CO.R™,

optlon bstlgut2 ed hree noieties
i n@@h’@rﬁleﬁﬁ‘f’ﬁp'ﬁaﬁe& @d(q‘w%?ﬁ'kyi’ H’éd B¥dup consisting of
hydr ogemiso praliodeis a dombmqu folN@R 1 wBbtein-R°GY -h@BYgenkgr| -(C1-Ce)alkyl,

é’_cﬁgf%% %&&%%‘Jdl P()g/ ﬁ@g&%&@ﬁgs lnd&emieqw selected from the group

(ooas:w;a o derassy ihaloggreddiosy. Hbier 63‘{”:(%:106 alkflp H&rSslalkenyl, «(Cz-
-cERH R8C= N GREﬂ-ce)SmT -NISE2R7OR! ZSOZNRC%/cIoaIkyI ~(Co

7 ei vd

dgf'weﬁéﬁ?“ s @*ﬁz o R o S G e SONRR"

beNdQDlRoznaNR C@UBSFM@O@ edIRDYP t"ﬂ’ef‘w &84 R1S g«)@bw % —(C~

Rl hatky n\ylwrnﬁﬁkﬁl@s 2 Be Bplishally subsLiBe by ond adhrer'? gloupdhi ®' is -(C-
resent | I’]‘tl on Is a conpound of fornula 1 wherein

RZCG)“I' RI'2 and - CONR5SR6 optional |y substituted by

one to Ednheye)rmnmedm @eonpodeg efiforamid 1ywhesein Bctse@afqvl?m'@%' or -(Cz-
g& te‘(‘%%a&odtlgngall fsuﬁ@ﬁ%ﬁé&@“oneﬁ@'tﬂ@@ hoich¥ydlih@epsndertifBelected from

(oo aq,ﬁ!?%nglngyc@qq_n og_e@ﬁ CQES% Ny @r%e)alkyl {(Cx-Ce)alkenyl,
- NRERE alkyRIR1L 5= N~()E[3 C=€£\T)‘J¢(¢Q4Ce)alkklyl -NR°R®, -OR'?, -(Cs-Cy)cycloalkyl, ~(C»-
- ég;h & tler g y'-CON%Rl%ONF@ﬁNR%?@i -s@ﬂ'\lR%&R _SO,NR°R®,

- NNI'@@@\fR Ng’zcgﬂg R Nﬁnizﬁﬁg\'ﬁ%sRmélyf@rw §alfid—(02 Cs)alkenyl and —(C,-

(@:)’a“@}laiz keditles aiag be-dpfhalp publsktyiay Iby RRe oinedel R'S groaps; R’ is -(C+-
ogkllon(gl Isy1 substituted by one to three R12 groups;
RICYERY ogen; and n is 1. 35 Also provided is a )
conpourmwo@fer erobqﬂment of v erespht iMventjos ise pEeRAd Pffgimula 1 wherein R

hydr egggr? and"YG’@IQKEBRG o%ﬁ&f'laﬂ)( GlbstiRledl by bne @ptrirenaldieyies independently
substi t ut ed e noi et

d dent |
S TR O BRPENB QIR BUETQE TS P Y B aoE N, -(CrColalkyt
hai(og@)alkehwdr (DeGo)atk@y), —CEN-OF6) el D((C PR, MBR -OR"™, -(Cs

20 éyé @QfT HeR2QY ?é’ Q2 _cARRFORICONR® R8 -SR’, -SOR/, -SO,R’,
| oal kyl hét er gcyclyyl %1%(; | and
a C@&\lRm CONR BS anHylalgoﬁé P/v'hereln sal »-Cg)alkenyl an
(%2 @él@nhyﬁaz m6iptics OB/ beyotiohsly istbtiedediyy ometottiores R/ egroups; R’ is
|§ %ﬂﬁ’?{ Lfrpﬁqdent ly selected fromthe group
ST e ydrogen, hal ogen, hydroxy, -NO2, -CN,
(Cl Co6) aI kyl, -(C2-C6)al kenyl, -(C2-C6)alkynyl,
- C=N OH, -C=N-O((C1-06)al kyl), -NR5R6, -OR12, -(C3 5
C7)cycl oal kyl , -(C2-C9) heterocyclyl, -CO2R12,
- CONRGR6, - CONRS5R8, - SR7, -SORT, -S02R7, -S02NR5RS6,

- NHCOR12, -NRL12CONR5R6, and - NR12SO02R7, wherein said
- (C2-Co) al kenyl and




-(C2-Co)al kynyl R2 noieties may be optionally
substituted by one to three R12 groups; and nis 2.

wab@siinwent i on further provides a conmpound of POY/MmMAEGS/M1201
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wherein R1L is selected from 10 hydrogen, hydroxy, and
- (C1-C6) al kyl, optionally subs7t|tuted by one to three
noi eties | ndependent ly sel ect’®d fromthe gr oup

consi sting of hydrogen, hal ogen, hydroxy, -CN, -(Cl-
C6) al kyl, -NR5R6, -OR12, (C3 C7) cycl oal kyl ,

C2- C9) het [yl d-
( 'S Al%érp&gé%%%m%ep i fogmﬂa %’)ﬁlbe "o gg%n Thven (%3‘3 Jirogen:
fHﬁEr‘b Reranar QU iClgskyd cpasrabdy B(Ibstiif.l’;eﬁ mmeatolthlt'm@p@pqq; |Rg_ependently
o 5
tsﬂegtég: #8511(1([9% %“gap coal[lLtlnﬂ %Plh){dfcg;@h r?éloﬁgpﬁyéréggk%l\gﬁgggﬂgas NF;
CORE, s(CariRy)cusloattytir- @eq,, Jhefesacsgidn -CPeRdr GXPN nd is

|{eylo, R? I tituteq ©F- or@?t))ctylualeoalbieyés independently
LR R

'sglepkeéf‘)@@g'gw 0 ang f%)hygl rogen. % Br s (Zrﬁt ﬁﬁz\?le;‘?? 6&03??6)&”'
@Zmemmyldeetzwemmuﬂ@%ﬂm oG QU(Qr-Galliyi nNRFRj SOR™ (G
&9@% 6&9&1 1O LEBLR'ZT OO RIRENTONRR®, SR, SOR -SO,R’,

nd Q ecC -

oﬁplzf‘dﬁﬁﬁi 1 H§98$t TN%?(&{“R %y 8852& oéc‘t? Y eé’ﬁer&k SEY é,gz Cojalkenyl and
|qd§§9aﬂmtm%aaieemaede ptonmallysebsitutrddycnn & bigerRy” gpups; and nis
1\(Idr ogen, hal ogen, hydroxy, -CN, -(Cl-C6)alkyl,

R5R6, -OR12, C3-C7) cycl oal
( C2- CQ)GHEY‘?@FQRW%W%HPVOV'“WP@W‘X“’ CHAFBR ! e RS aglected from

Redtoden, ( %&@) ah&YAC,-@Rtkyn opsiorlly Tubstituiee iy i ore 40 deyee moieties
cont e 0pou e fh CN, -(Cs-
ot BB il ey o
abglallyO)-OR°RY @Bl er(EcForyrloa klﬂpt(\ﬁaﬁﬁh?t oeshkt %6
OBBNRY; hﬁﬁﬁfdrggéhegddeﬁs i ndependent ly selected fromthe

gE ocgp&%;)eg;rlﬁ%nt '”QW&%'REMH es gaéa%gg%dcyc ﬁll'b%X’V when@N R'is -(Cs-
C@kﬂ%phtﬁhaﬁy colysitujdd, by mm_ﬁwree MOEHES iR 'ﬁ%l\ﬁ@f@d f:c;m the
%roléf’ cor(s%]nn%%gjl ﬁlé&gb/deguﬁﬂggéﬁ |h§drr3xy sz Qﬂpoéjalm&nﬂ\lRiR t-0&™, -(Cs-
| SpsReloiat SRS SOBS 1 OBy e bt e oo e

ngiset i es independently sel ect ed from the group

consi st ng Ol I}W%Iﬂg%glgo pll?ﬁl'dgégg G@m 8 exmrmuldNwherein R’ is selected
- (C1- 5‘ S % 7 cyelo .

B ey ek ensieipe o) 10 cooRaly EiRFES SR B hgly sustuted
Rey lofie 14 %e&ﬁ%ﬁﬂtk&’ indepeﬁtﬂéhtlly sei}zc@d franf thet grewp epRsistingrehydrogen,

Ofga%%% b)gq\r/cg(g: Ié)(?}{] (CrCs @E{’zf gé ’K&Z cl@)al%’l‘ e-(@}(‘ib)lﬂierocyclyl
- ST RENRIBE arm-.g@w %u‘%éf hxomgéa %59‘ "ghe to three
noi et i 8fe |nogﬁgﬁglg@m&é{n;ﬁaéﬁﬁbh¢ﬂurfds®mamlﬂa ¢ Mberin R' is selected from

O T

- MRIRG, moﬂiébﬂndep(a@nﬂ}?);@?qjq;q)gjpmyhe group conS|st|ng of )hydroélen halogen,

R%%o)gg t@é@%&bu?/lNRﬁRméRPZv(Cs -CFEIREIRG, ADHCH@UREERBIY], -COR™,
n Is‘fﬂj ghe present i nvention
al @@NB%\?P@@Q 80'?7p8u'ﬁ8¥dr8$e”f MNP 1 wherein RL is

C02R123ne er{BolRBRGF theNHEBRIRIs 2 dIRDR2CONREFEIUlagt wherein R' is -NR°R*
2one R t QS @efeble@irond the group
m?P gna Sll‘qﬁsdepen@ggh% Yo %MP@ rh&éﬂef@%@be t} @e rond the gro

ected fromth p 2

c enssisging ngf  OFAregair d@éﬂgen h&VEeeh, -GN dil 6)g'[“?lN “NRR’, -ORY, (Cs-
(%yé%a 3, Kith-condalRly, ~CBRI, oomsmzmmmﬁeam{w is hydrogen; and n

C9) héterocyclyl’, -C02R12, - CONR5R6 and- CONRSRS;
RZS?S -(Cl-C6)alkyl; and nis 2. Also provided is a
compound of forrmula 1 wherein R2 is hydrogen or
-(Cl-Co)al kyl, optionally substituted by one to three
noi eti es i ndependently selected fromthe group



10 consi sting of hydrogen, hal ogen, hydroxy, -NO2,
-CN, -(C1-Co6)al kyl, -(C2-Co6)al kenyl, -(C2 C6)al kynyl,

W0 ol O3 - C=N- O ( C1- C6) al kyl ), - NR5R6 - OR12, PCT/1B2005/001201
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-(C3-C7)cycl oal kyl, -(C2- Q9)heterocyclyl, -CO2R12,

- CONR5R6, - CONR5R8, - SR7, -SORT, -S02R7, -SO02NR R6,

- NHCOR12, - NR12CONR5R6, and - NR12S02R7, wherein said
-(C2-Co6) al kenyl and -(C2- C6)al kynyl R2 npieties nay

be optionally substituted by one to three R12 groups;

RL is -(Cl- 15 Cs)alkyl; and n is 2. Further provided ;
is a confusherceratodmenhol e invphtionds @ qePPYnd of formula 1 wherein R’ is

- (sE8cted Fredclsral-kyR!, 9®2R7,(é}2r -SOMREE apasaly Yibstituted by one to three

t | to th
i '01235@%9?@6%&%@98@ ffP?f“o P GraiRo AEhErePy peagen. ryerony
hydwog(ﬂa Cafatidylo g’ Ry @R3% y+(Co- BB cloalloN, (C(zﬁi)h%yoéVWI -COR™, -
%@H‘@B hﬁR R%de@%)aﬁ”éﬁMHYh - C=N- OH,

¢ peseaBiighion adsezp%ee:@wnmua%e%ﬁ%'a ! WhoigRfY is -COR™,
@Rﬁm N-l-mﬂ:'{‘} R 2CORTR® -SSR 250,80 2Rfignal\SA@AIRERG by one to three

YLy o A e S8 e
beClti,pt-l(%rrFéal)ﬁ”sy sdﬂv‘%ﬁ t uPBd: by Gﬁécyf’ alkyly eéCZFﬁgﬁ“eé?’B‘iXﬂgl 'COZR ;
R1cORR R Ghd-CONRBRKRF is hixditegeh; &rsi ridis 1Anot her  embodi nent

\(/)\Iﬂetr gle s'rggpse\g I nvent Lon Io? fogmﬁ%gp\)i&g%% (HZ lsf. ﬂ%d??g{eﬂ Jr -(C+-Cg)alkyl,
swb@ina!wswtmggedomonea tq ﬁlifre% nRigties uwpewﬂ@}%ﬁ%ﬁ? jrom the group

s ebksdirg ?fh%Fbgéae hQIB P he@B9), SO ICRf (byd:g)agﬁn r(Co-Ce)alkenyl, ~(Ca-

haI o% i ée'ﬂgfw N)RggN?J (C:}\IR% @glz,, ~(Cs-C7)cycloalkyl, ~(Co-

- CsNet&Xdc@dyl ceg:am&u )qom Recougjgﬁ,z -SR{,C3SOR’, -SOR, -SONRR’,

Cévg\lgghﬂa' ¥ PconRRE; G hﬁh\?é@ Cl WheremCERRLLS,-Co)alkenyl and —(Co-
CONRSRS, ' - SRY

el ol R A TS A ot L
- (WGRo§H) addeeyl and 30 - (C2-C6)al kynyl R2 noieties nay
be opt 'F%H@i' p&@gﬁ?ﬁ &H‘%@%’ndgyfﬁﬂﬁlaq%ﬁem irPR? lgl(%s%)e%%%lkyl or ~(Cp-

Rl is I nventi on

f lﬁsihn@rocm%wpél@?"xas%htﬁ@e Py 98P 19 BreRmgietes (faPENgpniy sqiepted from
S@leeéi'bﬂﬁcciwél@tmg o{lmﬂiﬁi&&malobyrﬂ rhg;onyxyt aNb, C(PCl({ItSG:)smlkklny(Cz Ce)alkenyl,
O S u o) etl

p@é%ﬁ&é’%@ ltb?\l III C,e (itl ?}f 85?{& NQEF? N8R! 3-C7)c¥cloalkyl -(Co-

eCt ed roup 90n3| S7t n
h)ﬁdmetgemycl)hal 6@.«31 r@ﬁéw%ﬁy C@NR *( CBR35 - %%5<an§3m -SONRR®,
WE@RQ QaiQCONRWEW JREEEORKY Wwherein said —(Co-Ce)alkenyl and —(Co-

SEa) M GBI o R 0 0 o

PGYdrb&2068 981201 -31 The present invention further

provi deg ReCaRRRt Sithd ;S’r[eé’@r'x't ﬁvéntlom%r&irrfboﬁﬁd d)ff’lomﬁJQlT wherein R?

CG) e kés ??fgmght%p&%gfﬂ %L&sgtatefi q%n;men%) t%a?,e lEPBIetIeS independently

CQBI%thdI frog tﬁlef gnhy;dcmgemg dfelydrgeem, hhipgerokygroxyCNNO2, -CN, ~(C4-Ce)alkyl,

| $6 12~

(@ c%;kgh\{f Fﬁfﬁ@l ﬁﬁélﬁ £ g? @)é‘ﬁéy@a KRR ,R80I7? (Ci
R’LCvMC'OGQRE& @)Ca hRVFOCYC'E ’&%%Rn [GONR RThé; §e nt3R -SOR’, -SOR’,
' nS@{NRSRﬁ -RHSORBS MR BENRART aRPNRiItE@mR’ f Whemallh @aili —(C-Cg)alkenyl and

DL B o P TR R U0 rup '

ofitydrogeal; bryd siglisti tuted by one to three noieties

i ndepengentbydees ea%d?r%oﬁﬁcpgﬁ Fohﬁul&ﬁ%r&@mé'@%él%ed)fmm hydrogen,
h%ﬁgé%%enan pal o?a?(@ls e%-levc%/@a ItRS?P by one to ?hree %oietles independently
(s@gct@)rb}ﬁtr@rgmm(cbyélstmg dthyd©gER12logerCONRBRG- -CN, ~(C4-Cs)alkyl, -NR°R®,
and- CONRSR8; R2 is -(Cl-C6)alkyl; and n is 2. The
i nvention al so contenpl ates conpounds of formula 1

wherein RL is selected from -Q(Cl-C6)alkyl,
-Q(C3-C7)cycl oal kyl, and -Q( C2- C9) het erocycl yl
optionally substituted by one



to three noieties independently selected fromthe
group consi sting of hydrogen, hal ogen, hydroxy, -CN,

WO ¢@3A00ral kyl , - NRBR6, -OR12, -(C3-C7cycl oal kpdT/1B2005/001201
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-(C2-C9) heterocyclyl, -CO02R12, 15 - CONRSR6

and- CONRSR8; R2 is -(Cl-C6)alkyl; and nis 2. One
enbodi ment of the invention i$"a conpound of formula |
wherein RL is -NR5SR6' optionally substituted by one
to three noieties i ndependently selected fromthe

grou consi sting of hydro hal o §_@X < . .
(@BB C@(Fa‘l%%?VCloalhgdtQSﬁ% Cy w yclyl %9 Q 07)%€%€ <§§| %VFCE%SR&’ R? is
(hQEm@&) betEn-ogpikily Ioptlmﬁt@2§ab§12uted GONRERG thred - rOARiIRERBdependently

A ﬁgfg&ted Qrgl% tﬁ?%%h&ébnsstlgﬁpoﬁﬂgrogeﬂ %alggerAhQ}d-ﬂMypr'Oz -Cl\ll -(C1-Cs)alkyl

ound
V\h@z&sﬁ”@ﬂy'l s(CoSalabymbd -FTHRH. SREN-C o)plkyll, SR ,anQR12 -(Cs-
X3 t%%aérd;cyclﬁumzratzutc&mms onoNRSRY herE -SOR’, -SO.R’,

noj e npdepgd ect YTk

o o'ﬁg?l'ﬁ%ﬁngﬂg&ﬁ/ ‘j\@-‘fg eé’nor\ﬁﬁlaal : cg%{ *\ﬁhe‘?ér‘?%ﬁld (Cz Cepalkeny and
(—(nz-(cmllmnkly} moieX|RS R@Y be Qﬂpgally suet@gm@tﬁpgyaqa @éhq@y |R groups; and n is
(zgcgsil%qhetser %gycl yl, -CO2R12, - 25 dCO\lR_SRG .

an n.i - .

pr esent eHVERTandHher &@V'ﬂ?so%/ F‘H@%’”%ﬁ%&ﬂ?’f’&ajgﬁe? '(SIIPmJ' selqeted from

whedregen, Riydicsy,- 8GR RIRCe)ak@ONRERElY shis@ORU2by one to three moieties

O%?%ﬁ@@ec@d FoNthé YFRE Consilhd BNALlhers kg, Hy@@xDYCN, -(C;-

etie ndepe t | el ecte f1p 5
ool NEISt 197 o UBEERY T UGl g - ERNRR® and-
(cf@ﬂmﬂﬁ? a#kg/J(c1-c4)m5,R@nda@m2 - (C3- c7) cycl oal kyl ,

an d- O(%%Plﬂg%% ‘?&X\%n%n’ f&ql%@\%ﬁs ?E Bﬁgﬁnula 1 whereln R'is -(Cy-

prCaHl@bd?Pt'Qf@"hS%ﬁﬁy@drﬁy & Pobiel @O'at'eaﬁ%?e@ra?ﬂqﬁﬁy Belected from the
h)@%fag@ﬂ\s@ﬁng §fChydrRpR| Katdgen, BatdxpNa@N, W(Gs iRyt UNBIR®pYOR™, ~(Cs-

t s Sel sf
oo e tr RE ElsFTaw A SREN S S TR AU Mokt ane
D@ 2. (C1- 0B) al Kyl - (C2-Co) al kenyl - ~(C22 CB)al kyny!

- C=N- OHipe- %s@ht%\(egﬂon@é@érk\ﬂde)s a coNBo@BQaf forfa@%2, wherein R’ is selected

( G3- C7) I%};Sé)ﬂ%%&géf gé%)cyc?%r}\%t @Y&R}éC e¥¢g&;{\%§?ﬁy substituted

Mym@m threhRAGOENRERPendently SR BIRRTe ordverasnsistiogi o hydrogen,

) yen ang-cd 0pRL 1828 -(CzCo)h Iyl
P 8%%9%6@%&%513%1"@ C %%Vﬁggj @’R ]( gr;my)gyclloealskyl ma(y(/: be) eterocyclyl,
opPP@%al P?Ngﬁﬁnpﬁﬂ'@%y B {z%)a{kﬁr “groups; RL

- ( CIrheGoeatidnydiso cantdmplaies c@npdandst dféormpbolwl@e@n R isgelected from

CO@(JO gf};jal@ k| (f)gf @Ic@clgalw (Fg' &&R%ﬁ)héterocyclyl optlonally substituted by one

et eroc

orio itaemajetisy isepardenly C@ﬁémt“oth? e %’Bﬁ'é*ﬂge%f hydrogen, halogen,
gReydent |, -sgiieet-RE°H’T @R, S(CQ-h:e)cmdalkpl qca@b)setemgyodyl -CO,R",

TR R S o o4, [ oY

C_N- Q(Qr@teraB)imndoy bf the Jﬂ\(ﬂslm is a qg:gp}_»und of formula 1 wherein R' is -NR°R*
Cﬁlorﬁ F%Csﬁ&ltlﬁﬁéckﬁg one(t@zthre@gr)wbléﬁe%f iﬁ@éﬁ’é]n&éntly a2BU2from the group

SR7, 2N 12
| NFRBRDS. of TRPBPNREREE  (HOONR 1IBCORY TR ol <4 9 (G
(G;ch(‘IGaIB)I keDiyC)mtlocyCIg2 -C TR A - RONRIR RINArRPR IRis Ririsy -(Cr-Celalkyl;
n%'%tné nally substituted by one to three R12 groups;
RETS 2 {Cl- 10 ?é?alk yl; and n is 2. Another
enbodi e fitrther empRAReT & e NVRALAIT (S CPBPOYINd RiIUTHIR bivherein R' is

35 f OJelBeled FbmMaEY iSDRR2-SO,R’, -l 2R1LRIRARId opticaiNRSRBstituted by one to three

opt i onal I

i Hﬂ‘gﬁtéeﬁd f%ntiy %ei%ct?eéjdfp r om%{)fg) %&%E%gggﬁn@ds??% halogen, hydroxy,
hydr ogen, haI ogen, hydroxy, -NO2, -CN, -(Cl-Co6)alkyl,

- (C2-Co) al kenyl, -(C2-C6)al kynyl, -C=N OH,

-C=N-Q((C1l-CB)al kyl), -NRSR6, -OR12, -(C3 15

C7)cycl oal kyl, -(C2-C9)heterocyclyl, -C02R12,

- CONR5R6, - CONRS5R8, - SR7, -SOR7, -SO02R7,



- SO2NR5R6, - NHCOR12, - NR12CONR5R6, and - NR12SO2R7,
wherein said -(C2-C6)al kenyl and -(C2-C6)al kynyl R2

worpiost1iwe3 may be optionally substituted by oneP€DIB2005®1201
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R12 groups; Rl is -(Cl-C6)alkyl; and nis 2. Also
provided is a conpound of fornyla 1 wherein RL is

sel ected from hydrogen, 20 hydroxy, and
-(Cl-Co)al kyl, optionally substituted by one to three
noi eti es i ndependently selected fromthe group

conS|st|n of hydrp en, halo en d
8@2 55%6 OR oRr1&s E’é’ @) Ve %@lﬁ?i’cy"'y‘ -COR",
(Gawé%f’rmﬂ@mmfs? 7 s (IR andCOBR5R6 and- CONRSRS;

st ﬂ%&a&%ﬁﬂn‘%h‘o”(agohm @ésko\%f)otﬁ’lﬂg bORAIY 1 wherem R'is -CO,R",

substit ree noigties i ndepende

sep@blﬁ’e‘ﬁﬁ f F@ geNlﬁrggHRcPOn%rl -NR| ﬁaz%foquba.@ﬁtltuteg by one to three
hah SRS, mdé Qfd@?itw setdfdd, fronfiHe gr&mﬁho@ﬁ#t&bl@lhydrﬁ@en halogen, hydroxy,

N ﬁl k E)Ca:fklj\l' Ok, -Cg)heterocyclyl, -CO.R",
cwepé a AFfZ oyt I

aannleNR R %éze)alkabyr@l yis . 2. COZR12

- CONRSRfq prg:@mﬁ5 &3 g0 Blind of96MRlia 1+ WREEIA,R? is AEHDERNRS -(C1-Ce)alkyl,
- NHCOR12, -NR12CON

(qBQor@& éFtP&EWﬁd g)hame t? égreeﬁy%{&l g5 ep@deﬁ@er eleaeg' E%rog'n the group
besongiting ril Hyyrogarh Siefopert, egtdroyy, oN@zt@Nc hGCeé?e)aml g(ﬁe@p)glkenyl -(C-
artd dik h % lf\l%g-l Th@-N BYEnEL )Qlﬂylf U[NFEFQP pbﬂw dfi‘@;;—@-,)cycloalkyl ~(Co

oun mh@reln
hy r@geéqwcmydpe@L AHRNE L eBR Ry 1 SR Rrociod IOk som'w:
SUIQSICDRLﬁ; eNRBEONRERY @nd hNe¥sogR’et indsreir a@l@p&ﬁﬂ@nalkgnyl and —(C-

he¢ g q F{flr df@tl%@ ﬁ'nag 8%%8“6(;-‘%'1&%%?&?% ? 8) ohtY %I’ F\'gg%g 'R %%lips R'is -(Cy-

(Q&ﬂ%ﬂ?@?@ﬁ@alkyl -(C2- C9)heterocyc|y| - CO2R12,
- CONRS %Mo%%&mdﬁﬁnd of fdsmﬁramg\me;renaRﬂls R(C<S; Ryci@kyl, or -(Co-

]:FECFGQH{%FGEOS c(i §"\/\2|an'\/ 'i nlt ISEas“ y é‘[’egﬁs\%&? E’l%leﬁes l%gb%H&ﬁtlggelected from
s ubsgrotpicandistng of hsiregsnt fhﬁkeg@n rhyPReKYy; e'§04 rféf‘ép eyl -(C2-Ce)alkenyl,
sel&ed, sikyhyi, O[QJN'JQH %W@ng@@@@blﬁw n@lRﬁ’ﬁs hpet? gamn;C;)cycloalkyl, -(Co-

h?@%‘%{%ﬁg% R23 /|(;'1 Rggﬁ‘ "SGR -SONRR’

CZNEZORFal- NylchNBw @Y hIRESOe/ ¢ | yvherem@@pz 48;-Co)alkenyl and —(Co-

DNRORA R éﬁgé\l%ﬁa%e oBdoriafy EUbgtrtQtG@'By oR& & threel B2 &ou@@ is -(Cy-
present |nvent|on al so provides a conpound of fornula
].Q@%%@?WjWE ts sel ected fromthe group consisting of

- ( C3 CrAreyhet erabddjthentinithe piERerCo)vbrgioe isox gapipplind of formula 1 wherein R?

OpL i opgl:t %{uf u@éﬁ‘%‘é‘*t Z)go aﬁy lgxbs(ﬂ{ﬁ?edt R bW &t ﬁltoleﬁe?s independently

'Hdepeﬁden y sel ect roup consi st
hmiegtgérﬁromﬁm StER cowﬁav%sz&hydm@fm %atoein 51g1<x<ylr18 ﬁﬁa -(Cr- Cs)alky|
Rgircsgﬂea)z (L C3)=RE,Y CCERDIY | -C=N(ATRC @R)diet)er-BBIR| YHOR™, -(Cs

,ﬁ%b@m@@ﬁ?ﬁne éalrocgq@br%—;&%’z A Nﬁi%‘%c@ﬂ@g? apd IS, -sO,R’,
foS@th%lRf -WHEPRI “h-NRI“GANR @@tﬂe’&R $&R . wherein se@)ﬁwg;q)alkenyl and

§3C6§Z kﬁlYl@zorﬂblgﬂQs m ofdioRy CapdaritaRr WCoHel tylthree R™ groups; R’ is
optlona bstituted by one 10 to three noieties
?”¥ N€&t ected fromthe group consisting of
hyd r ogeThe inehiigpeirthen povidey a cor@phund OCTorrada 41Wherein R'is selected from

&#}3 (,C7d %%' O(%‘thﬁglly substltuted by one to three moieties
C

ey
RZ“‘F%PWF%P@%O%EQ??G%JWH‘ We gEoup cowgmg%sbqrgﬁéaﬁt qgef]h droxy -CN, -(Cs-
| Ny.5dMyl, ORRIRS, OR'BIMCY-T)cioafkolr (TL-Es)hetatveyotil,nCRIRT's-CONR’R® and-

t | I ted by one to three
nol\&glfﬁ%&q@ X gpenﬁé{Wflagéée %ct ed fromthe group 15
consi sting of hydrogen, hal ogen, hydroxy, -CN,
-(Cl-Co6) al kyl ,-NR5R6, -OR12, -(C3 C7)cycloal kyl,
-(C2-C9) heterocyclyl, -C02R12, -CONRS5R6 and- CONR5RS;
R2 is hydrogen; and n is 2.



A further enbodi ment of the invention is a conmpound of
formula 1 wherein RL is selected from-SR7, -SOR7,

WO S0BRT028and - SO2NR5R6, optional |y substitut edP@lIBMNES/001201
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to three 20 noieties independently selected fromthe
group consisting of hydrogen, 3palogen hydr oxy, -CN,
-(C1l-C6)al kyl, -NR5R6, -OR12,"-(C3-C7)cycl oal kyl,
-(C2-C9)heterocyc|y| -C02R12, - CONR5R6 and- CONR5R8;
R2 is hydrogen; and n is 2. The present invention also

pCO\r OV|IRg% grgnpoundsor? gu Emgrz;wr o &%5 ]ﬁ()c\gpng?l%drl\}i&%il@@%QR%g%?w is -(Cy-
0Py adptiynasiy bﬁbsttmﬁdedy bye o éhréeombletigseindaBngitiptselested from the
i nde end gr p_ 1 i et 2 o
hgfay s?srlééi& ﬁgérgg%h galgé< E/%?\)l(y (941l @O@G%I@ﬁ |\l -OR, «(Cs

q&ﬂ@@@alkyl(}@QCg hqt@gcygyb Cg, sR%I- QQNR R and égeriéé ' R® is -(Ci-Cg)alkyl;
- b+ i6a) heterocyclyl, -CO2R12, - CONRSR6 and- CONRSRS;

R2 1's hydr qunginﬁ%%gn %S?Aﬁro%ges/'\ell %#&9%5%%u\§1 @herein R' is selected

conpouh rogen or
- {634 Gy @lplophsisting pt {(@r@ddvglogishgnd 1t eEﬁFO“dﬁ'él PRYOFRYY gupstituted

”93} ghd %tHré@ﬁB%ﬁ&emﬁéﬁénéﬁﬂ GkRéted HOM thBeyralipotymsisify of hydrogen,

C(?%]}i_gl.eséglljygf%w -CN; ((628% Y —% rbR1 ég{s%iég?l?(a%l-(Cz-g\';heterocyclyI
- GORCHCONBERE Q(d(CCZlNI{fRf azkg/4(q1-ce;augs R6d N Is@R12,

CONRSC% CM%&%@% confe(rg%’cesQ%)n §inas 8CUSE 1 whér6R RLR selected from

SO02R7, 02NR
HUgR . N rIOHRRSREN 2R < HREBSEIY, STIAGY B oy B one
- {oGRrdetnaibtiee Niydepaitidnty( $alectedofamh khengrbufRRonsisting piekydraggn. halogen,

05 PR 287 Cresihy! Neskedoly gﬂ%gc?clswe (TR R, -COR"

her prOV|ded IS
c@@jﬁﬁdamcwfﬁgﬂu R ig -(Ghepakys arg niis2-
- (G3- Cb)‘n@léﬁ\b&ﬁlhgr}{bf thelinvehiica-is E2phpduat of foohyih 1 wherein R' is -NR°R®

ptional l bstitute Ve
OB mbeRSE T BT BB s om 1o o
PWSISB@OE/ 0EILRen. haegen, heydpyupCloméGteiateyl: ofN NR°R®, -OR™, ~(Cs-
tkéL @%ﬁ&ero@églf QEp,R 2, NGONR ENand-COUREE) &F hy HC1-Coalkyl;

;? Keny C6) al kynyl, -C=N-OH,
Cl- OG)aIkyI) “NR 5R6, -OR 12, o
(C3 Cl)fomér @adblgiment- ¢fGRe w@gr)th)etlepdpy‘tppwd of_fomgyte 3 wherein R’ is

%’E\%om %‘?@.&T@R-ﬁw anngBélRSRS dhally SMReRBy one to three

B e| n
O’@@Ilqu‘ngq;qg@@ﬁmly Z§ﬁlactec( @msthwsoénn @?ﬁﬁ“nﬁfwﬁ% ﬁéﬂ)}%n hydroxy,
becioptcoagbiky, suia%RSl t-OREd H9=-Omcibaky, hr(@ecmgtegqcms-—COZR -

R&g&g@% I PR gs gc |An@ﬁ her enbodi nent of the

I nven und of formula, 1
i s ThepZREI a\vantwm@NR@m'd@bﬁ?'BwPP§/°f2fn§fH§‘ﬁ t WF%’&'“ 5} ' -COR™
OE@oNﬁSF&" hngeorA AR &ONRPEE e NRIFEDR’, cptidraty sﬂbsiﬁtutedﬂ)y oree to three

gb%llje%e% o@ g@;ﬂ E Lctg%ﬁjroé(%%gé‘ &({]g ﬁ%gﬁging Y Ay s den, nEEen, hydroxi,
- (@2~ CB)releleiiayly | ; -NR BEN-OR.”, - €enCOgyclon ZEG) AFRGeeterocyciyl,  -COR™,
i %@R a%éNRSF@Oﬁz lsqa.-@){ﬁlkﬂaér}ﬁﬁ is 2.

- heterocyc 5R6, e
: SR? reided %Eﬁ?mpw”%&%ﬁé%é%é&% or -(Cr-Colalion,

@Q\Rﬂﬁﬁiuteanﬂr olNR1® BEERMoigtiee rindaperdgintly selected from the group
b& n51 % F?d?é{ds ﬂglo?en( dirg@ aNkyneN, e, aﬁ%l' e, TR¥lkenyl, -(Co-

by one 't hr
R'Ce]aﬂwnwhyd@d‘@@ﬁ' £iN-R(PsCoalkys 'f’ﬂpg I|é)r eggnt |ﬁ%/é§?’f8%ﬁlky" +(Cr
alcﬁﬁeféfo@le)ﬂjeSC@benmNRfRﬁf -EONRIR®a SR7,n -9ORT h-FLRANESONRR®,

AP AR RCel, SAVSE i Ll -

substituted by one to three noieties selected fromthe
group consisting of a hydrogen, hal ogen, hydroxy,
-NO2, -CN, -(Cl-C6)al kyl, -(C2-Co)al kenyl,
-(C2-C6) al kynyl, -CN OH -C=N-Q((C1l-C6)al kyl),
-NR5R6, -OR12, -(C3-C7)cycloal kyl,

-(C2-C9) heterocyclyl, -CO2R12,




20 - CONR5R6, - CONRSR8, -SR7, -SORT, -S02R7, -S02NR5RG6,
- NHCOR12, - NR12CONR5R6, and -NR12SO2R7, wherein said

WO ¢@2A 003l kenyl and - (C2-C6) al kynyl noi eti es PET/BRR0ES/001201
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cyclic group may be optionally substituted by one to
three R12 groups. The present &nventlon further

provi des a conpound of formulA%1 in which Rl and R2
are taken together with the aton(s) to which they are
attached to forma -(C2-C9)heterocyclyl 25 optionally

Zgggl%;r&giﬁi %glle %3{1]%? ttJegoqtygraeﬁlg ég%ltlﬁhegeos o%g & ﬁ’ntr%d fz Ponbé f}@ is -(Cq-
Ngakw -doid,n is g.C1- C6) al kyl , - (C2- Cﬁ)alkenyl
%}5 E%d i g?:thcgﬁl  forThsX (/vﬁéreﬁﬁnlzad kale,) cyclNﬂ(yl or -(Co-

e e T iR s v
%%nswtﬂb‘lﬁ{m&gen NR&W -NERACN; NR-CSK2. RIC-Co)alkenyl,

rr[“gégf)g]gyné’ c%% PGI@%G e F@h k?(g%gi)cycloalkyl -(Co-
SGBBQtenogyM l‘ﬁ}ozﬁzn ﬁ@% ee Pﬂ? ou%% pr Qé%t -SONRR”,
R'eN mi‘ MSRV/I ges NR ?smmbundh@émfsﬁdm(ca Ch)dlkenyl and —(C,-

WéL);"ﬁYr@th H‘@g?t'ﬁr'gayatﬁ %Dj'ﬂ%agly l%? ute tng\Antel]o 4h& @tz%uﬁl R' is -(Cs-
- COBK(ElYayisoal kyl  optional |y substituted by one to

L h (rj ee mbtﬁﬁj e‘f’rﬁ)oélf%leﬁqf 8 JréRm ihRAtiEH i© 'dp:oﬁl@dﬂﬁ\kjii foﬁgul@fl wherein R?
rogen,

(scgqgg) a“l”l@e eRrARe( eélo@lyaquﬁegﬁ%d by @ﬁ tg éhrgﬁl%g g{les yAdependently
- a6y frém tHBBYradpkaanyisting IRBRBogenORdiggen, hydroxy, NO,, -CN, -(C4-Co)alkyl,
C@I&gé%&x’? O%ﬁhgéékynyl( C2=(DH) elene (@:kbL)elkylpowae OR®, ~(Cs

. QACHBlRY, ~QREDRRREIRY!. SR AL OCSOERS ToRpET . SRTSE0R’, SOR'

P(ga, NR?FQFONWGLNR”%NRWMR”SMW evhereimsaid —(C.-Ce)alkenyl and
' @fecSR? R'
AT B Moo b F b AN ABY PR, BlestE roups: R' i
t HCe€s)RkY: apdaips; and n is 1. The present invention
furt hendBrRiddass a dripp@idnst feimulzon Mtegeinl R i sdoted fRin hydrogen,

d R2
P55, AT SRR slh 5, BB Bl s Shepncnty
0 péleciexhireny thegosipiconsistiog Wyérngeq balpgfne Bydigyy efiNe g Ci-Celalkyl, -NR°R”,
hﬂ)ﬁﬂt g8, t:;)gmotamﬁ Q(E%ggh&%&oﬁllmzmz aCONRIRIgETI,CONRPRY; R? is
a

ogqegg) o %ghgq) II’<yI (@ﬁlor@gy %Nki}%@%:dl bgﬁ (Q_Rll.tié)&lr ee moieties independently
Géibbtﬁ fr&3h -tiGBYralik gdnpistingNRBRG0genORAIggen, hydroxy, -NOz, -CN, -(C+-Ce)alkyl,

tem ;de)alk KOMREL, -OR™, -(Cs-
e c%%hg ‘ﬂ'kvny‘ C% ﬁ% ﬁfg e
_ Rt - HCONEY oo - 530 SO
(@@R%LW”&N&“CO@R%%}M INRBHO-RO wihdreig saifl —-§aiGd)alkenyl and
St NS ARVt 0 o RS P
eﬂbodlnent R4 is a substituent selected fromthe

gr oup %Q%v&ﬁtloﬂ%rﬁh@r prBy E¥sQgEdinpoliel ofGonalik Y Wherein R’ is selected from

CgfoC7 C %Ogﬂ(%}lvdl L(C5 ?%@'k% Ogthl‘%’;{et Eéﬁ%h(e%' g{/ L onNES @ik moieties
(.,cagpémemm “eteotey Gyl thegroupioanastioe At KEoen.JIstogBmAVEIpHY. -ON. (Cr

Ltl[’ga @t Uﬁﬁiﬁaablb@ﬂe(c @)dhE58)1, Lt 4) r%‘ierbdi@?lpe@dgﬂ% | ZONR°R® and-
se

fro m the group consisting of hydrogen,
h&QNfeﬁ Rf i WQ@B%WP"“ I5@c1- o) al kyl, -CN, - NR5RS,
- OR12, TheQresent)imapotionalintet prow(j@a @Qrbmlj'lérobfwmulgh wherein R' is -(Cs-

t S m the
h%ﬁ%ﬂ Bt'ongﬁ ?Wore o(%lxlr?gtB h su glet?%sulg%%pg%r?gsy SB'eCted o
b@rmms:stmgaqﬁ ryﬁrogercd\a@@ﬁn GBI (o CHRIP MR, OR™, <Cr
het eroatomp and wherein R5 and R8 of said -CONRSR8
group may be taken together with the atons to which
they are attached to forma -(C3-Clo)cycloal kyl or
-(C2-C9) heterocyclyl. 20 In a further preferred
enbodi nent, R4 is hydrogen. Further, the invention
prOV|des a conpound of fornula 1 mhereln R5 and RB are

o " ..

o o



optionally substituted as descri bed above. Specific
enbodi nents of the present invention are conpounds

w@edosaiwed from 25 N-(1-Methyl-1 PCT/IB2005/001201
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- phenyl - et hyl ) - 3-{[ 2- (2- ox0- 2, 3-di hydro- 1Hi ndol - 5-yl a

m no) - 5-

trifIuoronethyl-pyrinidin-4-yr%h1no]-nethyl}-benzenesu

| fonam de; 3-{[2-(2-xo-2, 3-di hydro-1

H-|ndol 5- ylanlno) 5- trlfluoronethyl pyrimdin-4-yl am
- meth 2 benzenesul f ona

5 -G iey oI 1Ca BRI et T fgfhwﬁ BRGHCPNRefyi R is hydrogen; and n
i n}.- 5- trlfluoronethyl pyrimdin-2- 30

I i.h .
% ?El,n F?I} pdreseat m% {lo%l él%dpﬁévnc% %Q%mgg qg_of forr}nrla 3 rv\(/:)herel R is selected

pyiromthel gmuecyflsmtwgwf} (Cr-Ca)cpfldakirand -(Caelnetprogyrdyl, optionall Yy substituted
5'b§l4orb(t$ tNFeEhﬂ&@t%d' xﬁ&%&r‘ld‘eﬁﬂlyp%lé&ed fﬁorﬁ‘tl’{é agRuP Yonsisting of hydrogen,

g,|h§h>p$]rg}h_yg_ro%yr :3{: LAY I%}{iglngkdzlg 622 eycloalkyi, (CzColheterocyclyl,
N-CGH', 29(3&5@73@;12 CONRRY BF i5-hgdrogen; and n is 2.

H i ndo'j;ﬁl nré%}) cgntéﬁiftlayﬁ’d'n%@ﬂwdf tdPhlia TviHe AR is selected from

yl am no E enﬁ nmet hanesu

200631 B8R C -CQ@eterocycm optlonv\ﬁy)/ substituted by one
31@&%611{037’(@{ ErdéﬁbnOMy 2plBetdd Ifrgirtbe Group consstmg of hydrogen, halogen,
H \ ”9 HL thy 1 5N§5R‘6f bh@r QFEEE:*}XJcroQM!}l' dzgriﬁe‘%érowcﬁlmcozR”,

%ln- - onitr
5 {;@N[—?ﬁ? (apd-:gcgl RoRiis hydrogen andn R
N6- i SOtCﬁHea&ﬂiddIMdﬂt&tb(é hvantier i sagsrpelincboftferiviulautowinsreih IR lis -NR°R®

- Q%Qo"ggyd sﬁt te\ébu{nofqgh]o #ré%_ g-n:u?é(tl% llnéélﬁg%enﬁyzgglgcteé frogn the group

- zommm nof] -hydrage hwrggnl hedPXy2 - -Cdhes(Cr-Coalkyl, - RRRS -OR™, -(Cs-
7)4:y I&alkyl\/ﬁ(@?@g)ﬂ&@}o@ /.e IR LEONRPR® and-CONR®R®; R? is hydrogen; and n
thyl’)

ami noj - 5- trifluoronethyl-pyrimdin-2-
yI' %n no} 1, 3- di hydr o- i ndol - 2- one; 1
N-{2-[ & (Lﬁthéb(antiqdﬁnemt lof/ the grvEention is a compound of formula 1 wherein R is

H-3LaRA4 Framy- IS ROK’, 5—Sb£R7f bﬁbofwﬁhwl opdvdIisbsitfed ByOone to three

yl'am no] - et hyl’} - met'hanesul f onam de
I\I-”{%QtFQ Jr‘(dgp@gsnty sgle& eﬁy‘@pbthi group consnstlng of hydrogen, halogen, hydroxy,
H-cRdolc Seydipini RRRIRS; t-0R, uaCeoBtyTidalkply r i(Gi-Gi)msterocyclyl, -COR™,

yl 6 ) 8,

?g}“ﬁéﬂi aﬁg%ﬁﬁﬁgﬁ on?ﬁM%én Eﬁ%?n _yl et hyl ) - 0] - ,
5 trif |T@grp5q§§pq19\[enqulqﬁ RIP eg compounds of formula 1 whereln R"is -CO:R'7,
yl.8ONRER; -’Nl—ﬁ)CﬂThyIdR@CONEmS R ~RESO.FB, optionally substituted by one to three

ﬁr?l\éﬁc%%g uqodeg ndeLt?()%e?eg e?(%ro %edd (?fé {?ﬂ?l&tln of hyc(:ijmﬂen halogen, hydroxy,
4-GNami(@ofe)akyhy [-NRFRSt hﬂ?esur(pgﬁa)ﬁy%@lkywet(ﬁaﬁ@aﬂwpaﬁ% -COR",
aQb@Nﬁsl‘\gs[a%d-(C%r\_méRa &2 B Hytoysh: andln is 2.

g;lr P?nolﬁlw é/[l \{a)'{ineéﬂllg ﬁ;ﬁo_n{?:gwﬁ{#q ngaag %%%rse'{nelﬁz; is hydrogen or -(C4+-Cg)alkyl,
N-opSorfally c@bsfhuted? pB-odé Hy dhnee Imoieties independently selected from the group
H-doRGGhg 2% Wy?rﬁ;?ém)ha@ &rr Hyhrld @y, Qe h)dN IOKL a@ld n-- z-éfélkenyl «(Cy-

am no ro anesulfonan1d
Zg%&hyﬂﬂnsp hot O Cy Lty | )N% o'{j?"s-t e 08¥°%y| +(Cz-
t hyghheRyddydyidi-BOR™y -OONRTY - LCONEPRYY iSR’j nEOR.,2-804R’, -SONR°R®

Hﬁﬁg@}a“w&i ci)kg)é‘"’z ﬁ&‘oyﬁ“%odé?hy‘%&h‘are?n spid, {CrColalkenyl and “cr

uor one
4-Gehadttyivh OY - 'ﬁﬁ'PPﬁFI ‘}"alpﬁérﬂPF'?“aH)Etsh%?H@ZﬁS’I ?lbﬁﬁ?nt‘déhre%§ groups; R’ is
Sr@&@b&ﬁagyﬁsnprpholln -yl met hyl ) -am no] -5-trifluorom
ethyl- pl%rtker prow i alcompougd élf’formula 1 wherein R? is -(Cs-C)cycloalkyl, or -(Co-

Co)heterocyclyl, optionally substituted by one to three moieties independently selected from



di hydr o-i ndol - 2- one
N- (4- Met hoxy- 3-{[ 2- (2-oxo0-2, 3-di hydro-1

woR0ado1025- yl am no) - 5-tri fl uoronet hyl - PCT/IB2005/001201
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pyri m di n-4-yl am no] - net hyl } - phenyl ) - net hanesul f onam d
e; N—(4-thhy|-3-{[2-(2-oxo-gM§-dihydro-l

i ndol -5-ylam no)-5-trifluoronethyl-pyrimdin 30
yl am no] - et hyl } - phenyl ) - met hanesul f onam de;
[ 4- (3- Met hanesul f onyl et hyl - benzyl am
0

igggquxfi,%éngxls lijq%ng F'ec% h%ﬂ.éPaYorglarm h%iltlzlrgxy2 r¥c5 ara\p o(b -Ce)alkyl, -(C,-Cg)alkenyl,
5 (Ch-Coatky,i 300002 cEtND(EDEPHIBI NNR %/I @R By HPs-gncycloalkyl, -(Cx-
Legrrtglﬁ{/ll Ugb%@t WbNW' ”béNRSR@ SR, -SOR’, -SO,R’, -SO,NR°R’,

5 HCPR gro i nd

H-
4-
5

Math'aﬁél 0t GRYI- NBzéP?%h n“‘ge'ﬁlnn%%'%m S:Z'%"f?g}’l and —(Co-
tGG)anyhWrR?mbleéﬁ rlgw Ibmdgtnrhaﬁy substltuse\g bzyo%ne/ to thae;SR groups; R' is
| a ro-indo one; 5/ 111

bETPESha% 8201

N- Met hyAnoie( qmlpmigmgm ofghE{ Prgse(ngmﬁg(tyo@lsg (@p"ﬁ?ld}dd)f formula 1 wherein R?
Hyd n@'@JR55arM| fm‘)mﬂkﬁ Bptlohaify! 4iEtdited Ibylone to three moieties independently
gysgllected from th roup COI’]SISPEQ g%yhy}iroge rﬂglo&ennﬁ§/é?8&e% f Q’fﬁ’mldj Cs)alkyl,

~{044:[sxan<ehmt h@a&hlkﬂmﬁyrcweﬁm-paNM@;qsm«thyrfyR"’&n neR"* -(Cs
gﬂp MPV !ero'aydlyl rrb@wz 2CONRPR®, -CONR®R?, -SR’, -SOR’, -SO,R’, -
yl d \)i Nl_l—{%DIT 2yklr598§@g 3 'Hji 'E&%j ISZ) I_RL wherein said —(C,-Cg)alkenyl and
|+_| m)aunsfnml #mmﬁies @ayLuefdpu@Ia?musytgtepW iong & ree R' groups; R' is
3 y met hanesul f onam de;
5'1?% @é&&ﬁﬁ@ﬁ%%&%& Lg%%{jlgéﬁlld of %rr%ﬁlg t‘I m’ wﬁllgﬂ HOLnd R® are
| N&Ken liogtithr fwuwhrme ianhe(h) - wme they {afe pitabhidk tdh faames o(Cs-Cao)cycloalkyi
lezq%g?nag@¥ubs ltax ted QF %JO tﬂh%éqmo}eﬂ@smsagdted'sfrgﬁ\'tma dr&UpOBnsisting of a
y Ihedrioger}, halogery WFV@WONQ:d‘QNw z(cgﬁe)alkyl -(C-Ce)alkenyl, -(C-Cg)alkynyl, -C=N-
L&D@djgt@(wlce%lﬂy@ &R 0@!212r3-(d4-®5)d"cbalﬂ.¥l -(Co C?;heter?:yclyl ;COZR”
4-GPNRR é%lﬁ'%’g@ % R, PR | 4B ke | rif}é’é NRCONR'R, and
5- [\IR”(S@zR soperepcRif- ﬁ@ﬁ@g)ﬂi"ﬁwlrﬁﬁ‘)j -SCr@q)EF“FYMrWPWF 53¢ cyclic group
mr?é e%f%%ﬂ%ﬁ%f’ t&e@bﬂbrﬁ%@ g"@eel R’H?@)'ui)s'z one; 15
r omet hyTherﬂl‘?%e |ayeh1 {y‘ql Ly deggl co%pgun% of ?on]nulg 1 |F1 '\/Jhtd’{cl)-{1 and R?

1,38 dalkhytmgetherndml th@atomés) to WhICh they are attached to form a -(C,-Co)heterocyclyl

o- [ | | Rej- Betdrbly bHsRting of
<{plglo %%ngs%puﬁgi & BM&F gdpn’trﬂ'%i n{B‘?ettlgél éélﬁf}i | ndg | g!'r8 p|8 A s tng Co Na

5- I{yzlmegﬂ Eﬁ'ﬁ??“ er%VarN%)C (Pr"CF)P ¥ (?q%?}'fe“ Y i el -

2 (wh aro-na:}((ar@)amyhywnﬁR? RORI%; 2€:-2Hcyavelkyl, -(Cz-Cg)heterocycIyl -CO.R",

M‘g’&ﬁéaﬂ% 0 gﬂr @BR?Rszs' ;@etéu mzﬁ@n m&oﬁwt INHHGINRR®, and

dro-indo
P?%t Wﬁﬁy@r%ﬂdf-df&aﬁs Q@ryl eiﬁgt-ﬁ% SIG)QMandTO@tlelsrq%sPlH Selic group
O%SM opRY¥ialfTEhstruidd By 878 tB@ree R1*Jratibdly dr o- i ndol - 2- one;

5 { 4- (-g'el\yéﬁ’?m mxfeml%[hal? ;g/rf)wdetsr? ?Oanound of for%w!a 1. 1? whlcc):lrw g{ mgnd R? are
t higkenptpgetnerdivith- the ydtemish i} whicts theyli 3¢ dqttgcheﬁ d@|forgl 8méSs-Cro)cycloalkyl
> épf’or%% sl H@ébeﬁ |of‘|9'iW|thr9é/ rnfcﬁdtlb@s@legted’ IRt gl gro@iicbeiisting of a

y| lyfq;o:ggr}] %%Iroggrglthh%a*f l{(l??:jn N, 2(_COI,(]3é)alkyl -(Co-Ce)alkenyl, -(C2-Ce)alkynyl, -C=N-

OH, -C=N-O((Cs-Ce)alkyl), -NR°R®, -OR™, -(C5-C)cycloalkyl, -(Co-Cs)heterocyclyl, -CO,R",
-CONR°R®, -CONR°R®, -SR, SOR7, -SO,R’, -SO,NR°R®, -NHCOR'™, -NR?CONR°R®, and



5-{4-[ (Adamant an- 2-yl net hyl ) -am no] - 5-tri fl uoronet hyl -
pyrim din-2-ylam no}-1, 3- 30 di hydro-indol -2-one;

wWG2qodAf02xlanmant an- 2- yl nmet hyl ) - ami no] - 5-tri f | uoPCIER2094/001201

pyrimdin-2-ylamno}-1,3- di hydro-i ndof-2-0n
e; . o
5-[4-(2- Met hoxy- 2- net hyl - prop‘?iﬁ am no)-5-trifl uoronethy
| -pyrimdin-2-ylamno]-1,3- di hydro-i ndol - 2- one; 35
5-{4-[(endo-Bi cycl o[ 2. 2. 1] hept -en- 2-yl et hyl ) - am no]

. YNBHS Iﬁ ];% Uvghregeﬁrrg%%% a{fcg <:1r }?B%Pyl fn ng %lk%ra’b g}oTRﬁs of said cyclic group
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Ry deBbp08miIPabaAlted bﬁ@we(tair{rfezrzfgnogns@aqd ®isdi hydr o- 1
M| ndo{’l}eﬁ)r%{% ﬁgh\%}l uﬁﬁérfdrmegﬁ%mybunﬂﬂ forfnala M-id-wilcai' and R?

no| phoric aci
53r§ Zlak(%IthggmﬁwnthHm 9 g\,(ﬁ) rl:R)\jvhlgh they e 7 ch'ﬁg?chf%% py?} Qfg)heterocyclyl
‘ubfﬁaﬂ sﬂsﬂt|mled3b;dlohcy(ﬂdi Cﬂ"lrééldm‘hetlﬁs selagied fom the group consnstlng of a

F Bdra ‘Nc?h td"')\élk @GQAIKe'éylt [Ef-EY@aKk@M, -C=N-
&%WL%%P%% rgx Y430 no 2qﬁec higi 1 898)): 458081, -cOR™,
"9'@4’0’9"9“@(@(1)@63&"’{3’[)2 "(RfRox@ ¥, 4Cetengusioghky. 9 c¢

rg" SCHNRTRENDBR | 5§dR7fJS®Rbn®CDM5R _NHCOR'?, -NR™2CONR®R®, and
u1¥‘fRo

é\/ﬁe%g ﬁagpn -[(#2[85? gnr)(}e SA%{"‘%B%b%)ad%yﬁﬁa&tesm?war&?@.c group

i aybeydptietdiy bybstinier o obe torthree Borgfﬂ‘r'ﬁ? [Rpd D ;‘)Syrw m di n- 2-
10 yl al ﬁ%}fér’l'eoser%&!mnpﬂ" ngl9 kobdtitdee selected from the group consisting of

glgylp ﬁ@rﬁ‘})?' )ﬁl 2&3 Sc’;?ég (fl?y?/ ]a?\ [{Egegﬁet?rﬁciyftlyl wherein said (C4-Cg)alkyl,

p;(d:g @)@blﬁalﬁyl ydrﬂmm@g)hiate&odq:mﬁi sobstitveols 202 @fiignally substituted by one

S {t4re% é% tﬁqe ﬁtﬂpéeléct&i f?orﬂ/ |tH§eérBL‘:ﬂ gor@ifling of hydrogen, halogen,
I

m@:@y;hggrggg%&omz- g yr : m 1% 5,453, YRk Copheterocyciyl, -COR™,

‘ aﬂd*ddl#ﬁ”f Qith Q{éyd)rom mbtoé hesterﬁatyllnnélﬂ‘m}fbr)eg(amﬁ Ro]sub§htp?qt§ may not

d
C(GNF{ R4 gro2p Qxambp(éa{kgsy FQgBﬂ‘lélb\iVlghtp? jatoFPart(nglf;h Weé agﬂ an%f:hed to form a
-(é”t' &9&10%1 6ri-{0 MRhemRichyy -

hyd. | - 2-
2. El[gn tnoa et ‘.Eregn@gﬁgépgm%ﬁt KO ﬂydr&ﬂ;ﬂ one, :
H i ndoFurfhey, ltieninvemjiorbprovifés aiermeneundsfiforpye; Twhereio ﬁ{ deﬁ] are eac
”Q%bsm%&tﬁhébé'nhem LRBQLd REm ArCqblanaoybibtihgat hytirogentaph -(C1-Ce)alkyl,

5"?@1’?'@@““7@%%&5’)@?&8&%'&913‘1 APBhol i n- 2- yI net hyl yl)-a

i noJ - 5Sbéd|ffc|embbdjmiemthyﬂthepgra$qmt idyemtign. are compoun sselected from
ylam n dol-5-yl )-5-
L e o s
L e e e

L,u%aqong;h% ?B garhcr)ﬂ gblﬂ b%gi c1 to fnother heteroatom; and wherein R® and R® of said

one;
{4 [ QQQwemamwhidwymamrw@hm)@mﬂgqrqmtwpym@ﬁmﬁdqlammo]-
r fluoro eDyrlmdln
R enis ydro i ndol -

4- (54{4ﬁlbmﬂlﬁlﬂ%®meﬁ1§pg}qUIfqﬂyp-ﬁﬁrbqy|aﬁ11@}55 YiHEPRSY-Pyfipidin-2-
Y %]mr% ﬁﬁlcflﬂg&%ﬁﬁﬂﬁtl&ﬁé pyri m di n- 2-

{a (Jﬁﬁl{?meaﬁi ﬂ%é/frmt d0| 5Q%br01'neg1yl -pyrimjdin-2-ylamino}-1,3-dihydro-
hd
{

4- am no trifluoronethyl -
om:dmer:l 2-yl am no}-1, 3 d| hydro- 30 i ndol - 2- one;
4-

é’{% %&ﬁa%e%’d|ﬁﬁ§|1is)b@|a|@mym@thy%trrnd} _braluoeietykpyginidin-2-

ylamlno} -1,3-dihydro-indol-2-one;
N-(3-{[2-(2-Ox0-2,3-dihydro- 1H-indol-5-ylamino)—5-trif|uoromethyl-pyrlm|d|n—4-

5-
2
5-{
[

y
5-
PYi
oS-
ri

ylamino]-methyl}-phenyl)-methanesulfonamide;



i ndol - 2-one; N-(4-Fluoro-3-{[2-(2-0x0-2,3-di hydro-1
H i ndol -5-yl am no) -5-trifl uoronet hyl - pyri m di n-

wa20p5amond] - net hyl } - phenyl ) - N- et hyl - met hanesubP¢DIE200d®1201

10

15

20

25

30

35

;35

5-{4-[ (1- Met hanesul fonyl - pi per| d| n- 3-yl met hyl ) - am no]j -
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treating_ ost eopor 0SI S [1
nBeseaibel 1Hc1998% §8/187 HE B Heiusp) 2 WA08R): B0pR1€(filed “Noverber 30,
a%’@QW@BQ}OIZDgBSAlO(ﬁBd eyMRI2000). el obfthe mtagbmg paddntapplications and
an oste S |
Bﬁ’?ﬂf’)’ﬂ?ﬁg B%?r% apaul:atl % asrhr%%cng%oq&tr?tgé b C(’f?eiérgg brfth!alr ePtlret% ;
sai d cémeownaiehd ﬁanWVé? 1 a8peelso 6f L{sgqi Q‘V'tl"rﬂﬂtﬁﬁtqgﬁﬂtsl yseful in treating

digRerh & el GroW®t BOskmcérOhclidiB@tdul BoliniRea Go,f dgafts Uszpable of enhancing
cO 1l se

an osteqgporotic fracture i h

A @Y L (IBMHRR, S BOnS SR P Eﬁ- Eﬁ‘ggcgpg?x'cv\@'ﬂgmocw FAiag ) gntibodies,
barie otherasdentsecapridatof iycling &MLAL tand pottigrdliferdtive cragnts Such as other
t a?r?e%%@gotémg erfde xﬁhnb@?g %“é?(arln?lﬁ%@%%gyl PFotéin transferase inhibitors

uti cal acce sal oun
THesctisini” fagtrefeﬁaﬁ%fvs P'Eed iPniRe UB@%QWP%W%{%@ o%qeg'f'c CTLA4
SH&’BO@& H&tdah ‘be useﬂﬂﬁﬁﬂﬁﬂé&bﬂﬂﬁ&dntlaﬂ Gheludey nsd described in United States
eopor Qs 0

BB Ao Dol e S e R 5o B RACEE et HEBtporatod oy
syﬂdwwnﬂn§am@9bb corticosteroid use), acromegaly,
hypogonadi sm dysost eogenesi s and hypophospat asemni a.
The term "treating", as used herein, unless otherw se
i ndi cated, neans reversing, 20 alleviating,
inhibiting the progress of, or preventing the disorder
or condition to which such



termapplies, or one or nore synptoms of such disorder
or condition. The term"treatnent”, as used herein,

WQ 20084 §1003 hervvi se indicated, refers to the actPOf/1B2005/001201
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treating as "treating"” is defined immediately above.
The present invention also prosw des a pharnmaceuti cal
conposition conprising a 25 corrpound of formula (1),
or a pharmaceutically acceptable salt or solvate
thereof, as hereinbefore defined in associati on with

o ) MRS L7 B 2o 430k BBl rd) e one o
t heor@ompamat-uor cfbstanpés forEeeUDE dhdse %edmi@ésfrom dar efample, mitotic
t n'ﬁ}ndltpr¥e?cf r! %n'}lfﬂy thblgﬁlﬂpr LIRAStng é&eﬁ‘tg for C&%QI@”QS Biatin, oxahplatm

arnmaceut| ca

|
orcaeplgtiy @dtcﬁ@?@@thaﬁ’éfgh@“@%ﬁ@f't&? éor&é?mwggelworpwaglf' capecﬁabme
p@ﬁbéﬁ?&ﬁr@bh@s’ﬂd ahd&(ydrfbmhﬁéﬁ er, &uiljewarapié, ,oneliof the ptefered anti-metabolites

dggglagerd a::%grolps%n Paq%{\q\ASP [l‘é‘fb%' Ny 3993%9 @5(?153%% 5C[N[Lk§g§dlﬂynfb -2-methyl-

urse
C drmpouiitbzeing-vpedtyl-Nieetiisincs-leari bi-GUREHG orRCi0; pedrowth  factor

t ﬁrﬁlﬂ)‘it&%rﬁell g if'\ﬁigltcﬁé* %tért&atmgl bﬁt(bfodéﬁ for B)d!mbiﬁ ffliamyEie and bleomycin;

( ﬂ;}é‘gﬁ? ?og %x%;elg Irt %{Ee(r?r\/ gng §n i~ rmo | én?raexamgle anti- estr?g[$ns such as
r dlolyeddxr jamoxifen) b for grammle @n@ﬁr@qrq;gpy sycrhgzstgasgggx k4j-cyano-3-(4-

”‘ﬁ[:&ophl%ﬂ&%ﬁ%h{nyz AQUr -2 RethiS: ('fFEuor&'ﬂ@tthﬁﬁﬁfr\bmhde)

I nvent _on ncongasses Su

conposiTff SHEPSUED S00B PLE0 I3 AT TRZTUSPOGLI0 E" 1 gbinaton wi
Dehébt mdreld sovarigty iob antedantdragenty emupgwﬁlwr@@@mm@ eggmple, the

f %%)M‘S%ﬂgé of (8 ﬁ%entr iﬁ%(i&ﬂm9§ b8 GsddGitrS WAHEL | ééén'iso 'étge one or more

su Stltuents in
haolecietheraThfee A 9gYENG 1 & ISRy iRt ol (Gpmetoser)
f Qusptaminl.SUN 1288, EhitidNin (Elleficd)l Idbietf3EB (TaxGtetd), aCltax@, rituximab

Riﬁlwxw)%ewc%ﬁé&@as%% gﬂhm% @%&%}f@ut@i ngan (fressa) and

1 combingsionp thepref.ed hgt"a/seﬂﬁlqﬁgek'rq enfanpiates. fa?nUﬁ% °6>t'?ena%‘i‘%’““ds of the
( %}es@ﬁldmvemﬂéd fogdinee W(tﬂ)homghﬁbthﬁtabg d.g WMekémestdnew{Asordesing, Lupron,

at t e SINU r

p@pg%ra cg? Q& g@"wﬁqﬁ’f‘g‘% CI{%&G n(N%IgaeJre ) 4#% vtélgh) tan? cotrﬁtm%tlons thereof.

s Grustian thevinventior prdvisies e\veempoyd & thietpresanignvestion alone or in combination
with one or more supportive care products, e.g., a product selected from the group consisting

of Filgrastim (Neupogen), ondansetron (Zofran), Fragmin, Procrit, Aloxi, Emend, or
combinations thereof. Such conjoint treatment may be achieved by way of the simultaneous,
sequential or separate dosing of the individual components of the treatment.

The compounds of the invention may be used with antitumor agents, alkylating
agents, antimetabolites, antibiotics, plant-derived antitumor agents, camptothecin derivatives,
tyrosine kinase inhibitors, antibodies, interferons, and/or biological response modifiers. In this
regard, the following is a non-limiting list of examples of secondary agents that may be used
with the compounds of the invention.

e Alkylating agents include, but are not limited to, nitrogen mustard N-oxide,
cyclophosphamide, ifosfamide, melphalan, busulfan, mitobronitol, carboquone,
thiotepa, ranimustine, nimustine, temozolomide, AMD-473, altretamine, AP-5280,
apaziquone, brostallicin, bendamustine, carmustine, estramustine, fotemustine,
glufosfamide, ifosfamide, KW-2170, mafosfamide, and mitolactol; platinum-
coordinated alkylating compounds include but are not limited to, cisplatin, carboplatin,

eptaplatin, lobaplatin, nedaplatin, oxaliplatin or satrplatin;



10 and a suitable base provides after the period of
1-24 h the internediate 4-chloropyrimdine (8) in

wohe@h/1yioed ds. Exanpl es of inert sol vents incl uPEr/m205/001201
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are not limted to THF, 1, 4-di oxane, n- BuOH, i-PrCH,

di chl oronet hane and 1, 2-di chl gs oet hane. Exanpl es of

sui tabl e bases enployed may 1 nclude but are not

limted to (i) non-nucl eophilic organic bases for

exanple triethyl am' ne or dii sopr opyl ethyl am ne (ii)

i norgani c bases su as pot assi

cesi'unfeiresRedes B Eﬁn arleeg? '"ﬁ%ﬁﬁ{ﬁ g%?eogre%}% &%emapmpurme

VP- car hsdsaiee. m&xammhwsa oﬁ-ﬂltcewr@llAéﬁ - ialene udle "bu‘fO”ﬁﬁ“@t‘O” with

not |i Fbao%gru]i Qe{ﬁh r @?Ts%ﬁfﬁn&hﬁe rBRGHRYRS] Uﬁbrablﬁ@p@fﬁrabme ocfosfate,
N an

zi nc, ium next _reac
i nt er neckcigineg §-3 g@’g@&a@ae V\jlu(dﬁraglﬁ érﬁZﬁ%tlng c€%ecntablne cladribine,
f or nul gofrddinkhesedistiie, Okfidrhitiines pthgyEpisineof agytdsiner tarabinoside,

sol venL){C&or sol v ‘Fé“‘i %égﬁgf) ﬁélaraﬁuﬁ@%ﬁl@&éﬂe@s 6@6%@9 disodium

from 0™EPYBGR t 0> pr ovi he conmpolinds of f.or nul N
Opt i onatemgtreteids pedtostatine AT T H%mﬁtfeé%‘@n Jigarabine,

of a syiLakheE vigeBinefordsrRkatpl@fons ui thafrkferrsdbmiemetsbdlites disclosed

this reaction_inc ut ar .0 4L hyl-4-
1, 4- di bEiePeapfet e“ﬁ\#&?@?aﬁ Fodts éknglanggﬁ FBlhycro-2-methy
n- BuOHpxdquRegdtin- Bd/immfhxlij)meﬁhlam@O] -2rthenqy| AR BE RgNe,

DMBQ on, Pﬁb?oqltcg n Mdlel tﬁlt a%“nb(a%ﬁedbﬁs @8laruBic, astinothytih e damrubicin,
above. npounds  of resent. i n‘ient

synt heeNesEy. tPEﬁ@YCd‘rrre unQrHRICiRyt °’“5‘§'”Coe%a'% gin, ¢ epirubiein,
t he i nyaBiubien, huérdb&mhnhq:lmasmkﬁommowbmlho@eoc@kzi'rloﬁ@ﬂ“ [ Pﬁplomyc'“’

the art | RORMELIGN O MhdsBitt
i it atplr%ﬁ"'g@dc%ec “?‘i%’ln Ltm "?ér MR Yo 111023

PCT/4 BEOOBHGDLNERY 269mts) oo ePIesane sARPRSELt LHgyon. anastrozole
group ?Nrmﬁf@é@ QfbxereblbifetdN ldrovle] forMbstéies enibestroders. €BcMas tamoxifen

Edi 1 offrefolPHFA SEni st R RS flost SR Aroxiene

Edi t i ofiratfo
enoval letozale B{@lq{ﬂ)o@rarl_tlfmgongr@mych,\pq hlcqitﬁalg@pdﬂtgmlg%émfeprlstone

such 8%y ihigl! cdsbliddeOr.8RAEIENRR e fiuphony 2-hycroxy 2 ety
ooy attemesaggpeRorTER) S PoarBIn E8esEh 2e but ot

| i M § ehidn® d&rived iaftituyhop suls@acssdaglydeddon axempletihase sglected from mitotic
al cohol botgrfso{o{r%1 mp%%%&qmey d&@te&@ r(fdx@t@é) an ‘SE?:htaxel

t hi oetﬁr&] respec i vel treat nent of lected f
phenyl C(ymtomtbgmsomﬁ@e Wlaﬂe'@ﬁmﬁ AR PR OVINE'R ﬁg?”tﬁﬁ? fetea from
of secqndafyup %Hﬂnsrb(ﬁﬁgt& B8A&MIbiEH) e ar oefies pbeldiecay, ucamadothecin, 10-

Th Kh 10.
Sillgg rugr\c/)?@gwet?){l%ﬂn of p?,ng)lBocar%{g h'é? ﬁ 2 ng%%%%?ng | irinote®an  HCI

al Cohol(Sampto%rBCéZiOFHCamrecemr@blplm fﬁyp@pe) afiopeside; oextaf?@an gimatecan,

Co”eSH tcag, I%ltélénbf&dec &aruacmrm@hwu Guiitecsny asobwz@sane, SN-38,
treatnment Wth sodium bis 2 % ‘%ﬁt hoxy) al um num

hydrl ddefuresideapyd tQRoteGANERNG Y ones, T. K. J.

Og.. %ﬂf‘fholéél&&zbwcléﬂe intEERDne 567 nmemw]otagnmn@n? ephanging agents.
T. M; C infrfel Dwnligbiferon, alpha-2b,
(1994), MaRg855 notie” itofBRES KRR, 1 e hre e oorts o
cor r esputadéroiy bata hfegeren aémm@é?m é’éer%ﬁf’”tgrag‘é‘?%%t { Other agents in
hy dr ogefiygdish, anehiRa’d SadfiRhystrh@acys) Tbemissy, BIF-1,. aldesleukin,

al . Syn Cormun8 éngsﬁé&g%gz'{‘ ﬁl?c%hzumbt r RahdmRAt gémtuzumab

pri rmrya%m 24iPon an I socyanate, aci

chl or i dexog@nicio Meitunaciaby dingdimedr Begiaptim.gteninan, melanoma  vaccine
deri vat @\6%)8, qJB& rJa(n@gth (‘d}lcg\r/,@f er nvgaegrghog.u{ f@éky)hermm tecleukin,
chlorid %r ovi de t cor r pongI urea. % Eregovomab,
car bamethen@igsing (ipstynanaRie ‘r“bz)'” c £P 7~ tha"fl on

pri mar ypepiturb@fan) davgngetti ne usi ng an al dehyde or ketone

and an appropriate reduci ng reagent.



h) treatnment of al cohols with an isocyanate, acid
chloride (or other activated carboxylic acid
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chloride to provide the 25 corresponding carbanmate,

ester, carbonate or sulfonic acid ester. Am nes of the
forrrul a 9 may be purchased an®3used di rectly or
alternatively be prepared by one skilled in the art

usi ng ordinary chenical transformations. For exanpl e;

aryl al kyl am nes or heteroaryl al kyl am nes max be _ -
pr epar Epldgicehiesprase S1oAELT GFripgRGtsnNet MY gTense mgehippisms of living
hydr Og%Fb%Hsﬁ’xB diSdidMehicaRFerbyrts, S fasasiriRal, @Grasth,Rameéifferentiation of

(I\I Is gge :?}'P%ﬁd}éps C‘};Fé%?m g n]léjv rac?g gunr% :ja(rngrl]vq %889 gé}én%nmclude krestin,

Sy nt he $ardinanjsiaafieam, picib#ileeraiperi®dg) . CH3 NH2 CH3 NC N,
H2/ Pd r%t@%eN'agérqS SF¥GdE3 aﬁ%% Erﬂ@lfg@n Sal ré(s%man Tb&arotene

n|tr|Ie start erials can be oL
pr epar SEMIZOEHR tBﬁée“ta@oF’f“@%'B'oﬁH?LH'@d aﬂ”??t?r &?’8&?" andronic acid,
brom deniltdfsdhede @ritokantrbheqt e lasphragi(=Ed) 2 plscengazi?d: dacarbazine,

coupl i ﬁdr?xyca E%ﬁ]% t Ip%g% ﬁ;gg‘e? ! 88 §§&E|ae{ézargne M TLKeé86 Velcade,

al Syn ni'c
890. WDazewsprittetiogs PCT/ | B2005/ 001201 - 68 Br I SOZCH3

im &) %thé:) 7d ah@ngﬁ@g@ﬁe corfpduiéy t méﬁ?dev edtitrelid, @enretinide, thalidomide,
er nat| m ne

can be ZB Fé ¥ ea&ldb);lng 8§t8tm r@llé) 'ﬁﬁ S%?% r %/OJ‘[{;%Q%%@%QGS ndostatin,
or het aabﬁlgmbrw kepimdstt,irefrovah.cRevireidp m@@g‘purmmlgap tan@’flltaxm

(BIaC:IZ) 24 i %(ﬁﬁlﬁﬁ&ﬂon%fb%&qm%p&re rngm@l:l td)féﬁ%laﬁw carboplatin,

groups w acid N Boc Boc,
Base eGpfpPiatiney oxaplpiient 5 NO2 / NO2 Am nes pr ot ect ed
forns Qfarptbtieen, devivaiess Mickidé ObmWM$oanmnma etourcampthecin, 10-

to the rotecte for f | _
pr eparé’ BVC%%%t treﬁlrh g t erfog%gétgtﬁgclrg QE(QF%hZ‘:’I\QB%ragd&&arm, and

al kenyltopoteg@mane, al kenyl borane, al kenyl boronic

aci d, q’?lroglﬂé angs%tlﬁ‘ﬁblt\%stéﬂe 82 8PHURPE; at e ar yl or
het er oar brom de i de

}/ ortrlflas ng Pd
coupt i Mgt Q"é‘l‘?&l"tc|”8ﬁ§'e%?§ptf‘oﬁrﬁ5“’ﬁ fvaplin; 't‘ﬁ"ma
Pal |ﬁdilM&’féRQﬁg&1&h18e ainférféiah akiyisd, Smteﬂfeimn wahzeya ainterBoms  alpha-2b,

1909 T Sk e paocce N1 N

r ate y protected
am nes Bmﬂogiocaf respans® medifielscare egrnis thaldmedifydlefenge gjgehanisms of living

am nes o@anns%@rdﬂﬂlcﬁogﬁ’caﬁ‘ﬁéﬁbﬁyeggs&ﬁ d¥eSURGEs, éra\thl oA diffetedtiation of
those skilled but

15 (a) t'é%ed:ﬁ{lsi %ﬂdll‘&Ft tger{\ ﬁ? g%\feh%]n%%or ac in OS)%Ilcg(]:le %nﬁs ln%l?.lde krestin,

sul f onéentiBo sikthirddopicibanil, or ubenimex; and
Other antitumor agents include mitoxantrone, l-asparaginase, procarbazine,

dacarbazine, hydroxycarbamide, pentostatin, or tretinoin.

“Abnormal cell growth”, as used herein, unless otherwise indicated, refers to cell
growth that is independent of normal regulatory mechanisms (e.g., loss of contact inhibition).
This includes the abnormal growth of: (1) tumor cells (tumors) that proliferate by expressing a
mutated tyrosine kinase or overexpression of a receptor tyrosine kinase; (2) benign and
malignant cells of other proliferative diseases in which aberrant tyrosine kinase activation
occurs; (4) any tumors that proliferate by receptor tyrosine kinases; (5) any tumors that
proliferate by aberrant serine/threonine kinase activation; 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.,



H~~~S CHMPBAL S2 CH3 Y 3 Inert Solvent CH3 CH3
(b) N-alkylation of a sulfanilide can be achieved
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Brehme, R "Synthesis", (1976), ppll3-114. Br NC N
SO2- 113 NaOH/ PTC 30 Inert Solvent NC |1 NSO2CH3 20 As
under st ood by those skilled i %% he art, the chem cal
transformation to convert an aryl halide or triflate
or heteroaryl halide or triflate to an aromatic or
het er oar omati c am ne be carr.i

. . MR : 1ed out utsi n .
C AR BH PR 9y oTSie: 3081 1011 (ngTFh PtEpEipenegs fo.0. stop or
Hagréwshpproliferafanation ohbigedwesEkig)m mamimalsEperticu(atl® 8)umaBy., In particular,

pqhe %\ ngcQﬁ g’the? sfeﬁt m%ntlop a’&yﬁgﬁﬁthesprev%&p%)iregt‘}nent of a variety
805 fRir@n r\mqarp@hfer\;atlvepdlsorwgm s nghgnanf and bgrggr‘d%nors oP the liver,

d\@dﬁb bla(daQrOQI)eastG@stn@,Fbv&ﬂél'ﬂc&&r&ﬁal Nd@tbte ﬁncr@atlc lung, vulval, thyroid,

(505, e R irEPaEk Do dhy P o cier typerlast
Furondnmns sash ambkeigsthypriplbsia ViGhe 6K% (e1d.1105REasis) and benign hyperplasia of

PG4 br@é’tQ@ﬁ_&OéBﬂﬂ It 569 aﬁmee)@&t&h f?lgt 4 Eoﬁd'bﬁn@éftthe bre&s€invention

same aryl or heteroa rpl .1%‘? dﬁ rpé?(f
t BRSPS TR s 0eHRE A Arosstieikeier e ralgEges on
ni triten(ooe ppefirredreynbadimeet) of e presand irvention cangsr Gvsetsted from lung

bo%te c%n(?erfﬁn LRk @nddrt Séstrﬁ' bk 'i:gncﬁprcaﬁ’tfgr @?)he head or neck,

reguct 1 O r ot ect am nes of fornul a a¥
f Lﬂ“ﬁi@‘?“sc‘ﬁn'vwgﬁf §lapeee. arieing cgﬂ?qﬁ,egvag?n I Cﬁ{j|g¥n§ologlcal rectal
aCcpE ehcéroofntré sl sefiayi dtonddicht aantdnpsaors karlcke dredst tamcer, uterine

the art = t
B e o byl B bbb e of e

f coerviX, gargingrag obe g@gis, rﬁamn@yofttlpfévuly%ﬁogg\lﬁu}@ Disease, cancer of the

PrReHALISE cahder &f w&mélluhﬁétin)é, céd&@r bothk N B@in@SHEtym, cancer of the

h
P S T P A e SR, A
t Hissusataxicyt of thelWetban sancercaf tm@lm“@@gs‘s Ceﬁh@"oﬁg@&?nqeg chronic or
rﬁcgﬂel isfehRs Jh@éﬁ@tlymdm%§§”daﬂ&rt6ﬁhé BRdGdr! caHeObf the kidney or
pol'y

| u-t horyl ati o 10- 689
b idier gsana't%ﬁa R 200 oS S8k AV ol nervous
Clspsterag ENSJ, primsryFAKS Mr(mharss) spinial axi$-AKaptS -89 Hitaitdy adenoma, or a

F%an)natr%‘l:\tolf Xrﬂat dr%ré—é thd foreghi clishase ELI SA

teria agarose (Q agen) -XK-16 col um
( Aer SH&ﬁz\rrm{glpFeéeﬂeg)embodlment cancer is selected a solid tumor, such as, but not

limited to, breast, lung, colon, brain, prostate, stomach, pancreatic, ovarian, skin (melanoma),
endocrine, uterine, testicular, and bladder.

The compounds of the present invention may also be useful in the treatment of
additional disorders in which aberrant expression ligand/receptor interactions or activation or
signalling events related to various protein tyrosine kinases, are involved. Such disorders
may include those of neuronal, glial, astrocytal, hypothalamic, and other glandular,
macrophagal, epithelial, stromal, and blastocoelic nature in which aberrant function,
expression, activation or signalling of the erbB tyrosine kinases are involved. In addition, the
compounds of the present invention may have therapeutic utility in inflammatory, angiogenic
and immunologic disorders involving both identified and as yet unidentified tyrosine kinases
that are inhibited by the compounds of the present invention.

A particular aspect of this invention is directed to methods for treating or preventing a
condition that presents with low bone mass in a mammal (including a human being) which

comprise administering to a mammal in need of such treatment a condition that presents with
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| abs). -FAKcd: Purified and activated in house -TMB

M crowel I Peroxi dase Substrate_ (Oncogene Research
Products #CLO7) -BSA: Sigma AR3204 25 - Tween- 20:

Sigma #P1379 -DVSQO Sigma #D-5879 -D-PBS: G bco
#14190- 037. Reagents for Purification: -Buffer A: 50nM

HEPES pH 7.0, 30 500 1 M TCEP leteT
DrTBY BRSPS ORI EBERL & P EPED T R DR Hegl scoeptable
B:sal bigdidoRipGuid 7. 0, 400mM NaCl WO 2005/ 111023 :

PCT/ | 8218}957 g&ﬂa&g%s R%Z?%mg -dired { (‘%Bh m%dfse\ﬁhe%m Wndition that -

HEPES ni um Sul
Repg@egnlp quith éqw bene W,l%wteqpm@g,]f@mg.g@) osteppprgfickagyyre, a bone defect,
f rdﬂﬂcﬁlﬁo@hdldﬁéﬁﬁ(ﬁbc&fe 155 wheblgb BorfeObssa nizptiBlila0bordbldsd, twhe fracture,

1.4 /. Src(249-524): -0.74 ng/m
stoagﬁtofq%f &eﬁ'ﬂﬁiﬁ If#%gros%gcnﬂﬁr M%Iél 2S04 -Src reaction
buf f er A baticuter esmBCRt énmvenm it T meopigio tsegting osteoporosis in

1250 MePréiudiRg a Wb 6bi h%ﬁMoEPrTs@ addikstéHig N d Weatmal in need of
15 2m\VDTT - Mh2+/ ATP cqc tal (aypst atg :»,lfﬂte(:h) 75m\M

MISESTD tregipent \Ta asteoBerRR ognt- 5 beoseRyd or @
N -pyhiyreeewicallyrosplehiessalt Eiﬂde@ﬁAotman DTT

Another aspect of this invention is directed to methods for treating a bone fracture or

an osteoporotic fracture in a mammal which comprise administering to a mammal in need of
such treatment a bone fracture treating or an osteoporotic fracture treating amount of a
Formula | compound or a pharmaceutically acceptable salt of said compound.

The term “osteoporosis” includes primary osteoporosis, such as senile,
postmenopausal and juvenile osteoporosis, as well as secondary osteoporosis, such as
osteoporosis due to  hyperthyroidism or Cushing syndrome (due to corticosteroid use),
acromegaly, hypogonadism, dysosteogenesis and hypophospatasemia.

The term “treating”, as used herein, unless otherwise indicated, means reversing,
alleviating, inhibiting the progress of, or preventing the disorder or condition to which such
term applies, or one or more symptoms of such disorder or conditidn. The term “treatment”,
as used herein, unless otherwise indicated, refers to the act of treating as “treating” is defined
immediately above.

The present invention also provides a pharmaceutical composition comprising a
compound of formula (), 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 (I), 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
ingredient) may be in the range from 1 mg to 1 gram, preferably 1 mg to 250 mg, more
preferably 10 mg to 100 mg.

The present invention also encompasses sustained release compositions.
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NaCl, 48nmM MyCl 2 -Wash Buffer: TBS + 0.1 % Tween- 20.
-Bl ocking Buffer: Tris Buffer Saline, 35 3% BSA,
0. 05% Tween-20, filtered. -PI%fe Coati ng Buffer: WO
2005/ 111023 PCT/1B2005/ 001201 -71 50ng/ m
Pol y-Q u-Tyr (Si gma #P0275) in Phosphate buffer Saline
(DPBS). -ATP: 0.1 MATP in H20 or HEPES, pH7. Note:
ATP Assay Buffer: MieiiggDascrintion gijhalention pps 5o t hat
80 ul iTheScolpBunds of EaeiliiaCIncavi Welpresabddiuidiryi thalsynXTRic route outlined in
copcentration r.f |
T RET ool pustyelah g 3 el e Serh et B i bunstiuents
tt@flmde‘prfewpﬂaatsed Hi s- FAKcd410-689 reconbi nant

protein in 3 vol unes (4 Ick, of Buffer A 2. Lyse
cells witiN. on RASS on ;a crpflu 1 f®nove
cell debri s cETR r £l Aticbn ato O i nut es at

14,000 rpmit GH Sorval SLA- 1500 roto raﬂsfer

t he supernatant to a clean tube and add 6.@ m  of

Ni - NTA agarose (Q agen) 5. Incubate the suspension
with gentle rocking at 40C for 1 hour. 15}6.H
Centrifuge suspension at 700 x g in a swn im‘@'\t{mtﬁ%ﬁs
rotor. 7. Discard the supernatant and resuspendgqgt he
agarose beads in 20.0 m of Buffer A 8. Transfer the
beads to an XK-16 col umm ( Anersham Bhar maci a)
connected to a FPLCTM 20 9. Wash ar Beads
with 5 col um vol unes of Buffer A a ifie
colum with a step gradient of Buffer A cent ai g(bﬁﬁz
300mM I ni di zole. 10. Performa buffer exchapg& of the
eluted fractions into Buffer B 11. Follow ng buffer
exchange, pool the fracti onsScherde &dd t hronbin at a
1:300 (%%@’(‘%EJ at;flf&lma daﬂ %H %?épgl@d Qféﬁfn%'frgmth@té am Jxﬁhdole (6) and

renove term na H s-t Ag H s- FAK410- p 0
FARATEINg4D- @gr’q@m@g 7P'N’Q@dje)”'s cid at temperatures ranglng Tom —15 to 45°C for a

time period of 10-60 minutes in an inert solvent (or solvent mixture) followed by addition of 6

and a suitable base provides after the period of 1-24 h the intermediate 4-chloropyrimidine (8)
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 (ji) inorganic bases such as potassium carbonate or
cesium carbonate or (iii) resin bound bases such as MP-carbonate.

Examples of Lewis Acids include but are not limited to halide salts of magnesium,
copper, zinc, tin or titanium. In the next reaction, intermediate 8 is reacted with an amine of
the formula 9 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 run 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, dichloromethane, 1,2-dichloroethane, DMSO or acetonitrile. Suitable bases
are as outlined above.

Compounds of the present invention may be synthetically transformed into other
compounds of the invention by techniques known to those skilled in the art. Simply for

illustrative purposes and without limitation, such methods include:
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1.7 M and load directly onto a Superdex 200 Hi Load
16/ 60 prep grade colum equilibrated with Buffer C
The desired 30 protein elut ed’between 85 - 95 . 14.
Al'iquot the FAKcd protein and store frozen at -80C

1. FAK activation 1. To 450ul of FAK(410-689) at 1.48

ng/ M (660ug) add the follow ng
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is sing

pﬁ@é‘%ﬁ‘l‘ I Hotl |§1Y @? 6%a pAfnaEyJ_%(?ei;cfn%aryfﬂbne thlol or aScohol to form a
agebohury oﬂértléh&@mm tAbRthefTa ethe(, Btspeatiyelp0% si ngI y

phOSth{)ﬁ ﬁq ﬁrﬂ'\ﬁg}gr Ql%gt)tutéé- pﬁé?l?l) car Gé’mates( #ith pAnfary 6696condary
singly
pﬁ@gﬁﬁéq f)g)rnatth@oco rgspop@ag ur?g%)a in '@@v%emanhéb/et alp‘ayj_\theélé&l 997), 10,
2p ; 10 T150 = 15% 1 P04, 85% 2 P04 T210 = <10% 1
PO4 0/ ﬂg(f;\zl 8Q wl
of the 8egsd§ftf Q fgf)a‘?p% GMSP r § {pl'l'%ylsélg%o% o&uﬁﬁ@n gﬂté%fe% primary
i pwineatethgrroreIPandirg ﬁrﬁtl,yhgr or éﬁioﬁ‘oéﬂy“‘i@?{“’?tﬂﬁ? by treatment with sodium
( mseztrﬁétH&@éthoiysulunﬁnm nyd[;ite (- gs andemodark e®.tE.f Joows, T. K. J. Org.
roug
D554 o 30 S A, R, 0 g v
1 Syetbt1998-368t370Nunc Maxi Sorp pl at es WI t h ‘poly-glu-tyr
( pdGT) | al réc?:c%%g/ B\ﬁhlkynes RB etﬁé”c@géébohtﬁ]g'ft aﬂd‘en@G'Erwaﬁv&BSy treatment
and al i quo cubatpe a
oD PRHES by HES e Rl EE NP e SIAC Cona (1568 29 przor
tines witdatrvins bf Bimdreand aendnddry eiings wilh yran lszgya@éwo ?@d chloride (or
Stogx tn%%w%d Atgrboéﬂ}%%'cﬁipéérﬁatﬁlemmwSéh%forﬁﬂteubﬂ enen@fchloride to

he stocks are._subsequently
diprayide éhergTePRARI YRR am'q?aFarE%?m%%ﬂ’tsﬂ’E?’laBH eu n 100%
DVSBO, agn fédakttk/eltamdaaﬂorﬁof iarprimiéiyna secdbiary pmineysingiap raldehyde or ketone
Bufggna %o ééhtUM wor ki ng ATP sol ution | n
KiPAag%R c? a?lo buffer. Add 25 80 ul dt P
wel | 16 t@amemmof RIPGS b BR SQCHRTEl 50 GRS (o7 oner actvated

Ticamstyds abi Uénv@tfve§ hgkwbdyutcﬁ,drmmeumd sul(oByISertgids etoi povide the
?lﬁhﬁ%s:qgndz‘b Cﬁ%@@a&a esteCT J:arbo%tate olp?ulBﬁIaaﬁ s&y, pl ate,

cates on the sane
pl at e. Amines of the formula 9 may be purchased and used dlrectly 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).
CHg NH, C[:Hs
l Hy/ Pd on Carbon N

NC N\SOQCHg, > ~S0,CH;
Inert Solvent

The nitrile starting materials can be either purchased or prepared from the
corresponding aryl/heteroaryl bromide, iodide or friflate and Zn{CN)2 using Pd coupling
conditions found in Tschaen, D. M., et. al Synthetic Communications (1994), 24, 6, pp 887-
890.




5. Dilute on ice, FAKcd protein to 1:1000 in Kinase
Phosphoryl ati on Buffer. Dispense 30 ul per well. 30

W@200801®23 Li nearity and the appropriate dil utiPeCI/m2ees5/001201

10

15

20

25

be pre-determ ned for each batch of protein. The
enzyme concentration selected should be such that
guantitation of the assay siﬁﬁal wll be
approximately 0.8-1.0 at O»450, and in the |inear
range of the reaction rate. 7. Prepare both a No ATP
control (noise) and a No Conpound Control (Signal)

35 8. (NoP 291'3anm\/\_/z_f®)ﬂxéﬂ_Ls_Lecé’iC 8OGHs of
1:5 dil uted ounds in DeB@ovgbul of

Phosphoryl ation buffer (mnus ATP), and 30 ul FAKcd
sol uti (Nternmeﬁlosﬁfzyjammes0P®r¢rpml(;@gw@mm§)gan bey grepared by reacting
Eﬁ/gggéﬂrzapr%%ﬁlkyw‘@rl héterrog&%lk\/lehélﬂe UlndOthe Jpotasélih UdaRdof (BOC)NH

m nus Ki hase 8" o%ﬂgog | ation

b&ﬂefeeﬁncewdapb%ﬁuei%femwﬂ?ﬁhe &RE BYPIIVBPYY: 1000 FAKcd

enzyme. 1@y |ncubate reactjBr at roomten‘pé‘?ca,t,@r"é for

15 mnute hecgentl e shaki ngsase a pl ate shaker. du,

11. Term na he reaction,ByssasRi rati ng off t

reacti onnogXtdire and washing 3 tinmes with wa

buffer. 12. Dilute hos ho-tyrosi ne H con a

( pY20HAP)nesEn PIARSERS PEN0° 28’6&9%7 rrecusprsy ogn t%?ﬁef”rf%’s o the

blpﬂﬁé'dtddig’orbu;fcff eiine®bfFpreted dhetprepasd hm:bﬂnbmlam the appropriate alkyne,
ora %Pst%grﬂz 5IQQ’1§| %%ntaoélkenggmoﬂlc aaﬁ bBro-ﬁlc e&t@r \1113} the appropriate aryl

nat ant_ an
W|0t heiﬁ@@W' B'i?f“l*f@r lodiglg or Agfigter ging,Pd ﬁ%‘fp?ﬁ)gF dﬁf’nsr B Efrﬁ%nd in Tsuji, J.;
t e HERemtdBndOdtalsisDfohhGVilep aitd Sdins 1828l amd references cited therein.
devel opnent. Col or devel opment is tehpinated after
appr oxi M¢feky 15- 30 éef\oby the additi of of

0. 09M H2S | 15BN T o gpal s i t atled
measur erregtd\@g\kﬁor banbet2%t*50nm on t he _~15 Bi '@
m cropl ate reader or a mcropl ate reader capabl e of
readi ng at OD450. 16. Inhibition of tyrosine kinase

o d
?’ﬁtel \S/: t g}lc\gfl%tgly ﬂ:ﬂ?ec?gdl Wﬂ??% E?r]; ﬁonﬁ&a% rﬁaﬁﬁ%r&ﬁ%gd to lgé}@rht -amines of

arfermuEoacceding ® mabass farilar tebpeseskilled injtomart fpmaq(ampleas but limited to:

| nduci t{%)e CelxlqaftiaR d Hidenafio Sdurakiad bratmmel 20
Materi al's: Reacti-Bind Goat Anti-Rabbit Plaggs 96-wel |

(Pierce Rm%‘ﬁot#lSl:%SZZ @.15. Npcg USD) FAKBY397 raabbi t
pol ycl onal th 15; CHs
Chr omePur e Rabbl tl gG vvhol 5Pl e (Jackson  Cw,
Laboratori es #001 dOO 003 25 @0/ 25 USD% UBI Fﬁ

cl one 27 norekyiation o | B elfeniidr CHHAG n%ﬁ‘éﬁda ngepghasg,tragsfer using

283 n@bnY<dekcribBe bpRicHRs R COWItegnt, ¢tb78Y, ppriBRude Goat
Anti - Mouse |1gG (Jackson Labs #115-035-146 @5/ 1. 51
USD) Super Bl 00k .TBS (Pi @/ﬁroduct#sw%zz @9 @
30 Bovi ney NAI b(%hm n gneN#EAVRIEA7 @ 17. 95/ F00* g
USD) C€©’p Inert Solvent NC\©/N\SOZCH3

As understood by those skilled in the art, the chemical transformation to convert an
aryl halide or triflate or heteroaryl halide or triflate to an aromatic or heteroaromatic amine
may be carried out using conditions currently outlined in the literature, see Hartwig, J. F.:
“Angew. Chem. Int. Ed.” (1998), 37, pp. 2046-2067, Wolfe, J. P.; Wagaw, S.; Marcoux, J. F.;
Buchwald, S.L.; “Acc. Chem. Res.”, (1998), 31, pp 805-818, Wolfe, J. P; Buchwald, S.L.; “J
Org. Chem.”, (2000), 65, pp 1144-1157, Muci, A. R.; Buchwald, S. L.; “Topics in Current
Chemistry” (2002), pp131-209 and references cited therein. Further, as understood by




TMB Per oxi dase substrate (Oncogene Research Products
#CLO7-100m @i0.00 USD) Na3vO4 Sodi um Ort hovanadat e
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M 2128 @5.95/500ng USD) 35 Gowt h Media: DVEM+10%-BS,

P/'S, Qu, 750 ug/m Zeocin and 50 ug/m Hygromycin

(Zeocin I nVitrogen #R250-05 @%25 USD and Hygromycon

I nVitrogen #R220-05 @ 150 USD) WD 2005/111023

PCT/ 1 B2005/ 001201 -74 Mfepristone InVitrogen #

H110-01 @ 125 USD Conpl et eTM EDTA-free Protease

| rirdspiskied jpethe eft. BeehsamRyan! WHiMNEI T %W@Se@emlﬁﬂ%fa"mmaﬂo“s

Cenhé éﬂéﬁ@lﬂ/eﬁfb@tc@@‘ @di oxft@h n&rﬂé @ﬁbhrﬁérﬂénﬂfe) precursors which provide amines

se:- depe nt Pr
3}? LR%E\}@%S ep |IeD eaan g e uc’uon éﬁ?%ﬁgé grrn]rrrlg? AFfOlef% 5 may be
s o‘lurmemqngertsﬁ ta difarend ammemftforewlat&)aqc@réng itof [pethggs daynifias to those skilled

k|"§11ﬁ§grt_spe(:| fic inhibitors was devel oped. The
cel |l -based assay exploi “f t he nechani sm of the
GeneSwi t chTM syst em (In rogen) to exogenousl y
control wbe ~EXB €s ho horyl aiNc Q

the ki nase-[dependent yI ation g@tg/at

resi due Y397~ 10 | nAT DI t,hép(rgopgmt he ki nase- depe
autophosphoryl ation at Y397 results in a reduc

absor bance signal at OX450. The si gfnal IS t%/)p call%/ ined by th
0.9 to rhegn cfpsertivity ¢fsthgi omPpygs RSiTamulg &) nbe i9ffiefged by the
r aéllgﬁmgfprd&e&lﬁe.t ®okd JarioD4By) thenfollevingl assay atovigss amethod to determine

J %%&%e rﬁﬁc’oulmq? 8?'}% jogt mLﬁé) qcﬁﬂif)lf]‘ﬂe' glposmg]ku%X él:thlQrd?%e catalytic

prior to running
t Isenstngt FAIE410880). J&8 @sayslé@a %%“rbasﬁftmm@éml‘eéswwg the inhibition of
grp@wlgm-thaar@ma%& uﬁAK(udom; omplates. Alow cells

to sit Tgt 370C 5c0i’ fhréeora to 8 hours prior to FAK

i nduct i'9f2 55?’8 éf’rgrﬁf 17%Yone stock solution of 10

uMin 100 %FErifratier and?l?@V@?@éHlsfd{K&MOcﬁSgl s '

subseqygent | BFAWIIGJE@j(a‘k% BRkol) Aétiviim T i nal _

concent rat| dia. Transfer 10 ul of this

n
dilutidh (f dé@ﬁ?ﬁ%ﬁ'? tion of 0.1 nM M fepristone)
i Materieech well. Allow cells to sit at 370C, 5% CO2
over ni gt 'I(Algg o] hours). Al so, prepare control
wel |'s Wlnt hout 2\ ?e ri sgone [ nduct| on of FAK expression
and ph&%%‘?’%%ﬂ*@l‘?ha@? BPC8) coat Goat Anti - Rabbit
pl at e( s3o00whM Imidiz&e ug/ M of phosphospeci fi c FAKpY397

pol ycl Og lerq%Q%b(PlQ Ey%dpl%%ﬁg{; g%re{d@ céHrﬂﬁ A@l\é? @éegﬂf fer,

and allo ate aker at 9,53
t enper aM]‘P@dVF 6?““'@ %mtgos"adﬂﬁi%ﬁawgﬁfed&dﬁ? (Tansdyqtionslabsay,
be coateskosi Plrifidd andtivi@dTh hefsecont rol  Capt ure

ti bod I bbi.t
Super or DUk M PRgalbes LR €RCGoRR GRIGERR PG Hc107
times uB$thlQm$#/§?f294 Bl ock Anti - FAKpY397 coat ed
pl at e( S}wadnid: dRhawbisyer wel | of 3%BSA/ 0. 5% ween

Bl ockin ffer f hour at room tenperature on the
pl ate sﬁ'ﬂgé Sngﬁfge%he pl ate(s) are bl ocking, prepare

corrpound-PﬁBonco#mmo-D@hs of 5 MMin 100 % DMSO. The
re subsequently serially diluted to
3 St concentration in 100% DVSO. Make
a 1: 10 -Byffenf W%@EHESPH@ 0100X solution into growh
medi a aoomkamacsf er 10 ul of the appropriate conpound
diluti g)ns l\}lﬁncggch wel | containing either the FAK

I nduced” unrnduced control A431 cells for 30 mnutes
at 370CompleteTM protease inhibitor cocktail tablets (Roche)

-Buffer B: 25mM HEPES pH 7.0,
400mM NaCl



waz2esnBEDIA, 1 nM Na3VO4, 1 mM NaF, and one ConpdE1B2004/001201
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5% CO2. Prepare RIPA lysis buffer (50 nM Tris-HC ,
pH7. 4, 1% NP-40, 0.25% Na- deoxychol ate, 150 nM Nad ,

35 EDTA-free protease inhibitor pellet per 50 m
solution). At the end of 30 m nutes conpound
treatment, wash off conpound 3% inmes using TBS-T wash
buffer. Lyse cells with 100 ul/well of RIPA buffer.
WO 2005/ 111023 PCT/ 1 B2005/ 001201 -75 To the coated
pl ate, renove bl ocking buffer and wash 3 tinmes using
TBS-T viebhWM T8EPf er. Using a 96-wel | aut omat ed

m cr odi_gpgseehomi-reben 7160 ul of whole cell-lysate
(from st[%@‘g% tq t eFFgoat Anti - Rabbit FAKpY397 coat ed
pl at e( 3% PPUPB “H¥0E phoFAKY397 proteins. Shake at
room t enpeiaiCiEPe for 2 hours. Wash-of f unbound

pr LS s AdtNBSorkSi N 5 TBS-T wash buffer. Prepare

b e, i

ant i bod‘fAN(‘?%'%gﬂ%%%ﬁiﬁ’l_eg% %@%Tiﬁ%@ﬁ%@lﬂ%ﬁf@% %o?eﬂ of 450ul at 1.48

D agpengeouh0 ul of UBI aFAK sol ution per well and
shake fof ] es, at

oxcess OIS aRRAN RyAnd o, ELRAITHEAES, 20850 (pasos
buf f er .-SRrrepriipe bigfepBIrsglerRiotee):5000 di | ution) of
secondary AnfdoripmseHciBerexi dase (Anti - 2MHRP)

conj ugat ed apt.li Di spense 100 ul per well of the
Anti - 2MHRP 1@%@{)@5‘?‘% and shake for 30 minutes at
room t enper aSmE@MBsh of f excess Anti-2MHRP anti body
3 tinmes using,BBTA wash buffer. Add 100 ul per well
of roomterrpe%qﬂja r EIXB substrate solution to all ow
for color d QIU&B?%}( .* Termnate the TMB reaction with
100 ul per 2v@MDWBF TMB stop solution (0.09M H2SO4)
and quagg.i i i&qg&l; i asur enment of o
absor ba%gllg?pﬁé%%rq?on t%lg%%iggRad m cropl ate reader.
15 Addi ti onaf>™AMNCR| | assays are hereby incorporated
by referencesdoruva® i zer Attorney Docket No. PC11699
entitled "I BB %qgég_ ADHESI ON KI NASE CELL ASSAY".
In a preferre errbogi ment, the conpounds of the
present inveltMOE3Yete an in vitro activity as

det erm ned basniM kigh@edl phespste €. 9., such as that
descri bed hemi GTgf | ess than 500 nM Preferably,

t he conpounds "have an | C50 of |ess than 25 nMin the
ki nase assaylmM®dT 20 nore preferably less than 10 nM
I n a funirbersopiedtsdkr ed enbodi ment, the conpounds
exhibit an 1C50..in a FAK cell based assay, e.g., such
as that'N@géc}Cﬁbsé‘&Ckherei n, of less than I M nore

pr ef er aTy: 1Mstock han 100 nM and nost preferably |ess
{ haf g2 FAKd kinfdy ek, Lhe fol Iow ng assay(s) may
be used to assess the ability of a conpound of the
pr esent -PHPRPEARIRHIN BWel nhi bi t ~ ost eopor osi s and/ or | ow
bone nmass, asondesiEPEBgH above. 25 (1) Effect of Test
Conmpound on b ght, Body Conposition and Bone
Density in the ed 'Intact and Ovariectom zed Fenal e
Rat This ass%ﬁf“'wg@cﬁe used to test the effects of a
test cofpRHmdrén TBgad. i9mRedn-2y;  ovari ect onmi zed (OVX)
femal e rg{c .rmge .. 30 Study Protocol Sprague-Daw ey
femal e PHE"APE™ham operated or OVX at 18 nonths of
age, whil e aTrisgBulfepSalhe.rats is necropsied at day 0 to
serve as basg)ige@ controls. One day post-surgery, the
rats are treated wWith_ either vehicle or test conpound.
The vehicl e OPOPAWEEThHd is administered twice a
week ( Twessdayatiag8ufferi day) by subcut aneous injection
(s.c.), with the



35 test conpound being adm nistered at an average dose
of 10 mlligrans per kilogram of body weight per day

W@ 1@5mgloky/ day) . WO 2005/ 111023 PCT/ | B2005/ 00120W1B20056001201
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All rats are given s.c. injection of 10 ng/ kg of
calcein (Sigma, St.Louis, M) {or fl uorescent bone

| abel 2 and 12 days before neé “opsy. On the day of
necropsy, all rats under ketam ne/xyl azi ne anesthesi a
are wei ghed and under goe dual -energy X-ray

b ' DXA . 4500 | 9qi . :
absor QH oﬁ%&%ﬁm‘(%@gm%@iméﬁgﬁ F%%égclha%gbg.ﬁfegswne (DPBS).

sof t wanpgpf or1M ABminai20 drEPESHHTTRSS det er mi nati on. The

rats are negropsi autopsied and blood is
obt ai ned byﬁgtg'r%t@gsss}z%g%&r e. The distal fenoral

met aphysi s Wake $rapoioaM AHRANESS. 5¢ HABOAMR rat are
anal yzed by 58l rdegindlolutiéastui fiki AP @aogitrbtiani zed

t onogr.aph lumetric total, trabecul ar
ahc?”é'BF{)tf%‘aﬂ(f%%:géK?ﬂaﬂﬁfﬁwcontent and densi tK are ,
det er ni.ned. RPaspeiiei3alg @eanyiius £l RAStCIARAIING g Qyer expressed His-
TR APE0 (] Bl SvollRi&d (36 @BuUfie A, 10 are
sgé@%éﬁpﬁ%? r% pQCaIaan}ra ma\é%i ne_( t.ratec XCT Research

M Nor#and k)@&icé'glw'@fggéﬁff’“ al’—‘B'f”%7 %{' dnson, W.) with _
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-77 tuberosity 2 mmnedial to the anterior ridge.
Intramedul lary nailing is performed with a 0.8 nm

wGer@sniwes steel tube (maxi mum |l oad 36.3 N, nmaERCTIBR005/001201

stiffness 61.8 NNmm tested under the sane conditions
as the bones). No ream ng of the nmedullary canal is
performed. A standardized clo%d fracture is produced
2 mm above the tibiofibular junction by three-point 5
bendi ng usi ng speci ally desi gned adj ustabl e forceps
with blunt jaws. To m nim ze soft tissue danmage, care
i s taken not4ul of &irpPAEe the fracture. The skin is

closed with gRNetReaBNBUTRY [PBiatelbttdhgs. The operation
is performed under_sterile co rqghs of
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ed it @Trh%gayspﬁ&&' ?ﬁ?ﬁwgaera% Wuﬁ@mqngﬁﬁ@sérﬁ@plme

chara teristics o lus _ struct Lo
di f f er éht i atdlufePhiten FM%H’%? éﬁaoq &"n@f’?s&r RRsRRoryption Buffer.

Hms;fehaé:iewmqserswdue The followi ng neasurements are

per forned: ( r 0 t 1

di st an(r;% 30 NQt Lu%%y ofid 91% Progﬁﬁéldm?g ﬁ'glst ﬂléﬁprg Egtran%'ﬁéd. for each
f risatohuaf eroteQrz)T heagneyrge p@wgmtrat@hael%ﬁq fheuldipa feteihat quentjtation of the
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The mechani cal properties of the healing fractures are
anal yzed by WD 2005/111023 PCT/ | B2005/ 001201 -78 a
destructive three- or four-point bending procedure.
Maxi mum | oad, stiffness, energy at rmaximum | oad,
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(b) Assay for Effects on Fracture Healing After Local
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under anesthesia in the study. Transverse radi al

fractures are produced by slo conti nuous loading in

t hr ee- poi nt bendi ng as describeéd by Lenehan et al.

(Lenehan, T. M; Balligand, M; Nunameker, D.M;

Wod, F E.: Effects of EHDP on Fracture Healing in

Dogs. Ot hop Res 9- 50 I
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are ana\HVTz%lésttﬂte %&#M@d??@ﬁ%ﬁ@@“gUﬁ ur - poi nt
bendi n%rmhzméélblmﬁmBB@QS/GMlm ughf9Zeocin and 50 ug/mi
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P hroner rzet BN TERon AR i oz oo Riin APpbRRez00s

ar@ 1devebyi ned. Adm nistration of the conpounds of the
present invention (hereinafter the "active
conmpound(s)") can be effected by any nethod t hat
enabl es delivery of the conpounds to the 5 site of
action. These nethods include oral routes,

i ntraduodenal routes, parenteral injection (including
|ntravenous subcutaneous, |ntranuscular



rectal adm nistration. The anmount of the active
conpound adm nistered will be dependent on the subject
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condition, the rate of admnistration, the 10
dlsp03|t|on of the conmpound and the dlscretlon of the
prescribi ng physician. However’™-an effective dosage is
in the range of about 0.001 to about 100 ng per kg

body wei ght per day, preferably about 1 to about 35
ng/ kg/ day, in single or divided doses. For a 70 kg
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| ubricating agents such as nagnesium stearate, sodium

lauryl sulfate and talc are often useful for tableting

pur poses. Solid conpositi ons ©f a simlar type nmay

al so be enployed in soft and hard filled gelatin

capsules. Preferred materials, therefor, include

| actose or m |k sugar and high nol ecul ar 15 wei ght
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following measurements are performed: (1) fracture gap - measured as the shortest distance
between the cortical bone ends in the fracture, (2) callus length and callus diameter, (3) total
bone volume area of callus, (4) bony tissue per tissue area inside the callus area, (5) fibrous
tissue in the callus, and (6) cartilage area in the callus.

Biomechanical Analysis: The methods for biomechanical analysis have been

previously published by Bak and Andreassen (The Effects of Aging on Fracture Healing in
Rats. Calcif Tissue Int 45:292-297, 1989). Briefly, radiographs of all fractures are taken prior

to the biomechanical test. The mechanical properties of the healing fractures are analyzed by
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demonstrate the characteristics of the callus structure and to differentiate between woven
bone and lamellar bone at the fracture site. The following measurements are performed: (1)
fracture gap - measured as the shortest distance between the cortical bone ends in the
fracture, (2) callus length and callus diameter, (3) total bone volume area of callus, (4) bony
tissue per tissue area inside the callus area, (5) fibrous tissue in the callus, (6) cartilage area
in the callus.

Biomechanical Analysis: The methods for biomechanical analysis have been
previously published by Bak and Andreassen (The Effects of Aging on Fracture Healing in
Rats. Calcif Tissue Int 45:292-297, 1989) and Peter et al. (Peter, CP Cook, W.O,;
Nunamaker, D.M.; Provost, M. T.; Seedor, J.G.; Rodan, G.A. Effects of Alendronate On
Fracture Healing And Bone Remodeling In Dogs. J. Orthop. Res. 14:74-70, 1996). Briefly,
radiographs of all fractures are taken prior to the biomechanical test. The mechanical

properties of the healing fractures are analyzed by a destructive three- or four-point bending
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%ohoEce’%\on@Zl&asgof Hogila- fyfe rmdy Mbhsaxemploysatingbit Rh@ Piidafiled gelatin
t lc?‘gslul%r d’r{%f{eﬁw ms&gp?l tH?rﬁf°2 IW% Iﬁ%?se org’m dkI %u)garr gnd hlah molecular
- dreight Balydien® glymaks. 5Wh4n [a0esnde -sBeepeibrs Or glixkrs are desired for oral

]a%grﬁﬁ;\ s§%t%?rtlge ?ékﬁ%td'&)ﬂtp))und thereln m C?{ be combmed with vanous sweetening or
6 fiavpring ggepts, 6P'H§{9?fg§t ol cp)é H Jésnredy emuls:fylr}g agents or suspending

( 3gdrits? - fodethdrowith Jilderitsy duch ks I-Wataldoéthﬁ‘royl @opyteng - 8lycol, glycerin, or

tr pyri m di n-4-yl am no] - net hyl } - benz
8§$§§@9gﬁkkﬁts honi c_aci d dlnEth¥ este¥ ) -

5 [ 4- (MGW@E’WT nreaa"w NPAoH® phasmecqutied 6orpnastings withea gpecific amount of

38&tivé compound are known, or will be apparent, to those skilled in this art. For examples,
see Remington's Pharmaceutical Sciences, Mack Publishing Company, Easter, Pa., 15th

Edition (1975).
The examples and preparations provided below further illustrate and exemplify the

compounds of the present invention and methods of preparing such compounds. It is to be
understood that the scope of 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
ZORBAX™ 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
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o | JublgigaRgy] -yl m 2yl amnok ’
5- { 4- [ ( Brepergfonodpinitiecdxisdeles n- 2- y| net hyl ) - am i no] -
S-trifl tﬂ@é@ﬁlﬁﬁdﬂ\}’dfoﬁwdlé'l@d igNin2-0¥ Irangf BorjcedtraBeddiulfyritr amidi ateh15°C was
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10 y' %HMAS a%m tﬂo} 5arbdi Im‘té er ! hb('yellbW prtigitate @ay ficiied avhich was

ﬁ)lateg by %tIOQ t%@ray %}gﬂ ggaTs dggﬁ 8f % nIEO o>f|rgﬂrcr>]leno) 5.
t ri f | uoPrepektion of Syaminp-oxindole (2):
i di n- 4 Yb %r@oﬂﬂ])n %pﬁjﬂmjo}oxmolé)lfﬁ bNR-128 -4 o Giheylacetamide in a Parr

4- car boxylic aci
5. pafiq s e 3% Rl g9|5 %FB%@WW%W%S RgpARyd 0 psi H2) for 16 hours.
15 arrrmodatﬁyst wad leaorvehst fityetionpgmd the tlirate vay Idwhdwplelh@-(ZL) to provide 5-

%ﬁmég%g%h ﬂ ﬁf?on P?ggngyfgﬁ1lno) 5- .
3 ae B -hydr o-i ndol

- 2 S. 35—T4ﬁ%rd§netr€m&acﬂ (250g, 1 39 mol) and phosphorous oxychloride (655 mL, 6.94

i B ATOATERMRSRA sV Sl sy ey s o

20 } condgzsengm agdition fgnng| qandgqmnqemgldhergmg%ple The contents were maintained
S- {ifbiel & Aitgth aRSHetOBY bordBrtiRbl ghophdife acid (85 wi%, 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 minutes
at such a rate that the internal temperature of the reaction reached 85-90°C by the end of the
25  addition. By the end of the amine addition the reaction mixture was a homogenous light-
orange solution. Heating was initiated and the orange solution was maintained at 100°C for
20 hours, 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
30 diethyl ether (2L) keeping the temperature of the quench pot between 10 and 15°C. The
layers were 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
% 1.5L washes), dried with MgSO,4 and concentrated to provide 288g (95% yield) of a light
yellow-orange oil of 96% purity (HPLC). This material can be further purified by distillation (bp
35  109°C at 79 mmHg).
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el SR TR, wBS 3 arialich 2o Gyshps il = 7.9
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-87 HPLC Conpound Nane teation M5 Data Tine (M+H)
m n.
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t
[
t

To a solution of 1:1 DCE/&-BuOH alcohol (1:1 ratio, 4 mL) and 5-(4—Chloro-5-
trifluoromethyl-pyrimdin-2-ylamino)-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 foliowing compounds of the invention were prepared by heating chioropyrimidine
(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-[(4-Ethanesulfonyl-morpholin-2-ylmethyl)-
amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 5.11 501.3
dihydro-indol-2-one
5-(4-{[4-(Propane-2-sulfonyl)-morpholin-2-
ylmethyl]—amino}-5-triﬂuoromethyl-pyrimidin-2—ylamino)- 5.35 515.2
1,3-dihydro-indol-2-one
5-{4-[(4-Acetyl-morpholin-2-ylmethyl)-amino]-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- 443 451.2
one
5-{4-[(4-Propionyl-morpholin-2-yimethyl)-amino]-
5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol- 4.74 465.2
2-one




di hydr o-i ndol - 2-one 5-[4-(2-Hydroxy-1
R- met hyl - et hyl am no) - 5-

wa pioshueedret hyl - pyri m di n- 2-yl am no] - 1, 3- di hyPeDIB20ek0101201
-2- 4.49 368.3 one 5-[4-(1
R- Hydr oxynet hyl - 2- met hyl - pr opyl ami no) -
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5-{4-[(4-1sobutyryl-morpholin-2-ylmethyl)-amino]-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 5.03 479.2
one
5-[4-(3,3-Dimethyi-2-oxo-butylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino]-1,3-dihydro-indol-2- | 6.00 408.2
one
5-[4-(1,2-Dimethyl-propylamino)-5-
trifluoromethyl-pyrimidin-2-ylaminoj-1,3-dihydro-indol-2- | 6.65 380.3
one
5-[4-(2-Methoxy-1-methyl-ethylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino]-1,3-dihydro-indol-2- | 5.57 382.3
one
5-{4-[2-(1,1-Dioxo-1D"-isothiazolidin-2-yl)-
ethylamino]-5-triflucromethyl-pyrimidin-2-ylamino}-1,3- | 4.59 457.3
dihydro-indol-2-one
5-[4-(3-Methylamino-propylamino)-5-

trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 3.47 381.3
one
5-{4-[(Pyridin-3-ylmethyl)-amino]-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 4.62 401.3

one
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i met hoxy- benz3¥laming)rigd-difydro-indol-2-one ' '
trifluor onet hyd-“@RyserRpepine-STiaHer At 3- digteedr o- | sebod

-2- 678 mnrmdm- ﬂ@ﬂgo»w dipydresingpl:2=0ne.,1 1
' utylagj'inb S-trlflr:mrﬁ?_e’thy]’ 6.23 366.2
> QIHO)‘S yHammol=1,3f

"ng A r)wydro -indol-2- | 3.29 367.3

tri fl o1 Umﬂen 11§-)ﬁhé “Ethflardind) - ARigsRdmekhys- 41 Ny dr o-
-2- 3. 58 40Ami ||§1 DYIEm o]{ﬂgﬂlﬁﬁjdi-lndol-z one 6.2 Ha
I n- 2- yT et hyT b{AfR-Melrabesulfonyimethyl-thiazol-4-
t ri f l'ugimemgt-ayinop§-rifindrdinath@-pytiraidini2afianding- di4A2dr o- | HREc}
-2- 4,95 401.4 o¢@dlitydfoSadpi-eobe uor onet hyl -14- (2-trifl
uor onet hyl - 5-(4-Propylamino-5-trifluoromethyi- pyrlmldln-2- 5.91 352.2
benzy| anmi na) - paminel-deeinydiotindel-grane 1 3. di hydr o-indpl-2
. 6.57 468. 2  oed4-(2-Hydroxy-1-methyl- ethyl'ammo) 5-

5-{ 4- (r@u%mﬁtpyl_pﬁwlpa Zrylazmw]&éftﬂWdfo QPRI r%o] _4#_9 368.2

et '6“'0'” oLy o ey BloByiRE e S hydro—pmdof
g%ué&%etﬁyl pyrimidin-2-ylamino]-1,3-dihydro-indol-2- | 4.85 382.2
one
5-{4-[(5-Methanesulfonyl-pyridin-3-ylmethyl)-
amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 4.55 479.4

dihydro-indol-2-one
5-{4-[(Pyridin-4-ylmethyl)-amino]-5-

trifluoromethyi-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 4.49 401.2
one
5-[4-(1,3-Dimethyl-butylamino)-5-trifluoromethyl- 6.99 304 3

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]- 5.12 487.3
propyl}-methanesulfonamide
5-[4-(1S-Hydroxymethyl-2-methyl-propylamino)-

5-trifluoromethyi-pyrimidin-2-ylamino}-1,3-dihydro-indol- | 5.23 396.3
2-one
N-Cyclohexyl-N-{3-[2-(2-ox0-2,3-dihydro-1H-
indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino]- | 6.24 527.2

propyl}-methanesulfonamide
5-[4-(1,2,3,4-Tetrahydro-naphthalen-1-ylamino)-
5-trifluoromethyl-pyrimidin-2-ylamino]-1,3-dihydro-indol- | 440.4 7.47
2-one
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W0 2005811083 478. 2 one trifluoro ethyl pyrim di nPQF1B2808001201
nl o} 1, 3-dihydrro-indol 2- 5.22 463.4 one
5-{4- [2 (1-Prop ionyl-piperidin-2-yl)- ethyl am noj -
5-trifluoromethyl -pyrim din-2-$¥%am no}- 1, 3-di hydro-i nd
ol- 5.65 477.4 2-one
5-{4-[2-(1- Cycl opr opanecar bonyl - pi peri di n-2-yl )-
ethyl am no] -5-trifluoronethyl-pyrimdin-2-ylamno}-1_3
- 5)86 489.4 dih dro-indol -2-one WD 2005/ 11“?(1}159(?3n oat
PCT/ 1 B2005/ 001201 - ¥bnidBlfa ndaspound Nang Pﬁf?{' , ata
MS Dafa Tine (MH) m"{rEl (nme) f +H)
- -[L2-(1 IQ!'\I"\II"‘\I \1 ot
Strif ruar‘oﬁfgﬁ *dﬁm A o A A
o o' RO Uhlrmenzalamine g 1459 5. 402
5-{4- 211 ﬂ(BYMetWIJHde'héH B RelHyl) Rty 61T No] = 5-
triflugpm Q&%F?Ibgﬁ Lot aifLod léﬂm?a}%':ﬂmm&-ma@@ dishngdr o- | a4
-2- 5199 491 one 5- bde [ 2- (1- Met hoxyacetl|yl - pi pefid
In-2-yT)- 5 {4-[(1-Methanesulfonyl-pyrrolidin-3R-
et hyl ity andirol-5-triflosromethyiyplyrimpiini2aylaiine}2 - V% m no} 471,33
- 5.19 493.4 di N, 3etfifydiorinkinl-22r@ne
5-{ 4-[ 2- ( 1- Cybllo@tHyarexy-ad-poeryl-ethylayain)di-n-
ethyl a mﬂh@?msmvlmwmﬂtﬁﬂdﬁ%@'?ﬂ]ﬂ 3yyirydra-aeel-2o- ﬁ ni no} 433
- 6.3 Rﬂ? 4 5?4|2(l-1\/drn o4 ')I nna?era-)
N- Met h 3 1 ~F i Ndoj~ 5-
i/l ani n )ﬂ“%ro P V'Tpﬁ %‘ﬁ :qi‘%éjm AngoRs %Jr?o] p'%%sy?
= 4 l '-rLO O
‘(Hr ethyl-propylamino)-5-
N- Met h¥r£ﬂu&'bﬁn§fh5£/ yE.j? &Zy M’ PRy adibol rdds- 5- | 3822
yl amp ["Gor one pyrlmdln 4-yl dm noj - pfopyl
}- 4. B9 43745 5 prepyeniemdeehylamip)-spanegar boxyl | c
aci d penbyromeByifpRriraRine@xgar@in@-1cB-tiyyir@indol-2- | 4.84 416.3
Hi ndpl - 5-yl anm no) -5-tond¢ | uoronethyl - 5, 07 449, .3
rim dji n-4-1 ani5é-(1,1Dipxp-tetranydie 1-thiophen-3-
N- Vet hy | axpific-Sptefluoomsiiyl-pyrigdi) %y'amwolﬂ Btinddf-5 | 4263
yl am 0\ 5- trl fl IIN*M%TIWQ-Z BN | m r‘ll A= y| m ne‘l n f\l’\\ll
1- 5. D4 4 3 5-{4-[(1H- -Imidazdl-2-ylmethyl)-amino]- 5 LA
tnﬂuoromethyl -pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 3.27 390.3
one
5-[4-(2-Piperidin-2-yl-ethylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 3.79 421.4
one
5-[4-(Isobutyl-methyl-amino)-5-trifluoromethyl-
pyrimidin-2-ylamino]-1,3-dihydro-indol-2-one 6.82 380.3
N-Methyl-N-(3-{[2-(2-0x0-2,3-dihydro-1H-indol-
5-ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino]- 5.49 507.4
methyl}-phenyl)-methanesulfonamide
N-Ethyl-N-(3-{[2-(2-0x0-2,3-dihydro-1H-indol-5-
ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino}-methyl}- | 5.67 521.3
phenyl)-methanesulfonamide
5-[4-(2-Methanesulfonyl-benzylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino]-1,3-dihydro-indol-2- | 5.47 478.2
one
N-lsopropyl-N-(3-{[2-(2-ox0-2,3-dihydro-1H-
indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino]- | 5.81 535.3
methyl}-phenyl)-methanesulfonamide
5-{4-[(3,4,5,6-Tetrahydro-2H-[1,2"]bipyridinyl-3-
ylimethyt)-amino]-5-trifluoromethyl-pyrimidin-2-ylamino}- | 5.79 484.3
1,3-dihydro-indoi-2-one
5-{4-[(1-Pyrimidin-2-yl-piperidin-3-ylmethyl)-
amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 6.17 485.3
dihydro-indol-2-one
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-pyri m di n-4-yl ani neqdFpm20eyi01201
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2, N- Iy "E%f%% noﬁg-%’? fg‘ t ré/ n: Hﬁ% ”2{ 1| K70 499.4
i ndol|- A rd (Q,get yl'-pyrim dgin-4-yljam no
]- 5./554865: g’ Hésqu gSerldm-Z yl)-
N- Met hﬁlhyl%m{r%ﬁ rﬂ&e?:orﬁét 2yranigh2ygnand-1l4-1 Ndab- 5- | 499.4
yl amino)-5-trifl u&hmhbyflz-qwrl m di n- 4-yl am no] - pr opyl
}- 5.[38485. 3 5-gdprrmydafanggxayahtmodbcar boxyl i ¢ aci d
et hy| trifubrdraetify2pwinddi22-Jtachire) |8 @lhydro- -indol-2- | 5.83 398.2
H i ndol - 5-yl am no) 5-tenef | uoronethyl - 4 9 476 2
ri m di n- 4-1 arfi-Bd1S-Hydoymetivt-3tmeiewiasy' ned 4- gar boxyli.c
aci d @pppw,qmlr{q;f:[tg‘[u @m@ I-;%/ngndén ;Tylaqn@o]ﬂ 3= .0 28.2
H-i ng m ng?_; rQ" 1’F{ mﬁn?\gaﬁél 478 4943
tim di n-4- 1 apr A2 FEyr iR & f opie aci o
met hy| [f%)rc[r%elﬁcyép)glml %2 la81 ﬁ)@a d rlllr%d%ﬁjk R148 368.3
H | ndot—5-yd iRl dr‘BxMétHyl-Q'H{e% VeSO iarmay T o =—5[ 29
473. 3 5 gmdr ttﬂ)@ yihiGR-2 ;&aﬁﬁﬂ]ﬁ%- dPPRGd115033 | 396.4
PCT/ 11B2005/ 00120 -92-0PLC Conpound Nang Retentjon
M5 Data 11 WeethyVNHB-[2-(B-dxo-23-dipyned H-Indes4l f on i c ari d
et hyl yl§@inbR5-frifucoroetByl-Byrithitiy-drytaniino]-propyl}- | 5. 31 473.3
H i ndol - 5- yl ami naoystifanesulfbhamdeonet hyl - pyrim din- 5 71
487.3 4-1 a{n rfe(4- [(1rl\éﬁtmanew£?@bépw;0|gng?- 44 A4
1, 1, 3-ympiird)-apinolsE-fiforougtind-ay isn 3-VATHRRlT ¢ 4: :
i ndol{=5-= \I| nmﬁZv[\\ 11&‘%“’1)/ rP'l"?qt’R‘%Qﬂﬂ hd n\/s}ﬁ?\: din _{I|_r| y! RO
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5-[4-(3,5-Dinitro- benzylamlno) -5-trifluoromethyi-
pyrimidin-2-ylamino}-1,3-dihydro-indol-2-one 6.04 490.1
N-(2-{[2-(2-Ox0-2,3-dihydro-1H-indol-5-
ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino}-methyl}- | 5.84 493.1
phenyl)-methanesulfonamide
N-Isopropyl-N-{2-[2-(2-ox0-2,3-dihydro-1H-indol-
5-ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino]-ethyi}- | 5.37 473.3
methanesuifonamide
5-[4-(2-Hydroxy-1-phenyl-ethylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino]-1,3-dihydro-indol-2- | 5.29 430.3
one
5-[4-(1R-Hydroxymethyl-3-methyl-butylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino]-1,3-dihydro-indol-2- | 5.59 4104
one
5-[4-(1S-Hydroxymethyl-3-methyl-butylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino]-1,3-dihydro-indol-2- | 5.59 410.4
one
5-{4-[(1-Methanesulfonyi-piperidin-2S-ylmethyl)-
amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 5.16 485.3
dihydro-indol-2-one
5-{4-[(1-Methanesulfonyl-pyrrolidin-2R-
yimethyl)-amino]-5-trifluoromethyl-pyrimidin-2-ylamino}- | 5.08 471.3
1,3-dihydro-indol-2-one
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Co)alkenyl, -(C2-Ce)alkynyl, -(Cs-Cy)cycloalkyl, -(Co-Co)heterocyclyl, -CO-R™, and -CONR’R®,
are optionally substituted by one to three moieties independently selected from the group
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R' and R? may be taken together with the atom(s) to which they are attached to form
a cyclic group, -(Cs-Cip)cycloalkyl or -(C-Co)heterocyclyl, wherein said cyclic group is
optionally substituted by one to three moieties independently selected from the group
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- NHS02( C1- CE}laydoplkyl)- NHSOS@SR@ oyrerabal $ad  -(Cs-Cio)cycloalkyl, -(Cz-
-N((Cl1-C6)al kyl ) (SQ2-C1-C6)al kyl), -N((C1 10

Co6) al kyl ) (S02( C3- C6) cycl oal kyl ),

- N( (C3-C6) cycl oal kyl ) (SO2- C1- C6) al kyl ),

-N((C3-C6) cycl oal kyl) (SQ2( C3- C6) cycl oal kyl ),

-Q(Cl-C6) al kyl, -O S02(C1- C6)al kyl,

- O S02(C3-C6) cycl oal kyl, -(CO) (Cl-C6)al kyl, -(CO) CF3,



C10) cycl oal kyl , -(CO (C6-C10)aryl,
-(CO (C2-C9) heterocyclyl, -(CO(C1l- C9)heteroaryl,
WO @O 00 - Co6) al kyl , - (CO  C3- C10) cycl oal kyl , PCT/1B2005/001201
-(COQC6 15 C10)aryl, -(COO(C2- C9) het er ocycl yl ,
-(CO ( C1- @) het eroaryl, (CO)%
C6) al kyl - O( C1- C6) al kyl, -S02(¢ 5'06) al kyl ,
- S02( C3- C6) cycl oal kyl, -SQR2CF3, -SO2NH2,
- SO2NH( C1- C6) al kyl , SOZNH(CS- C6) cycl oal kyl
- SO2N( (C1- C6)a|k|)2 )
- SO2N( ( C1- CoiekgooyelylC3ammb) d?cpddkmg)Cg heterocyclyl are optionally
- (S% Né;(lgi Cohem&d t&ﬁb)}é?drhé %) th@@%laﬁﬁ%md f%ﬁmelgno@&todsmtmg of
ar r 1ar e
optionally i K‘Jt:e(?cs eé C@ J{:eﬁ\ﬁ) Re ‘el enent s
" selected)fr o-t(l@ﬁ-(tg)ellg't optipnallg evtsstitsterd try om to-tigee mogpties sqlgcted from the
-NH and - N | Kig|-coyalkyl, -(C1-Co)alkyl-P(O)O(C
5 - (C2- 9) het zgrgucp éﬁ?\glstln%q;'hgl) érpx(‘éa&@ K i sg y C%:f s)alkyl I(I)( (C1
het er ocycl yl Goldithe on(ﬁs’f%lo)%l%'i‘Yt u‘t(%ﬁilc’e)?ry nelESeIfiemeveyl,  -(Cr-
moi eties i ndcwwl@snylj WRRE HNHIGBC fCsFarkyl, INHSP(T4pCs)cycloalkyl, -N((C+-

27 iyt R UER S cpnt?
- (CB- C10) ar y‘Fq)CyC'(’@Ed )CFneQ '@ny p3 Cs)cyc?galkyl) SOZ(C3 -Cg)cycloalkyl),
10 - (Cl- C9) het exxp@y- NJ)aIky’r NRbE@oz(eN%Wl -0 @ kayts)cycloalkyl, -(CO)(Cq-

- NHSQ2( C3- )
CNCC Cl o) alc@?ﬁ%/y Sdg 306 (GQUGrGroIoveloalkyl, «COXCe -Cio)aryl, -(CO)Cz
- N( (C1- Cs) al @me)te(r@m(/lcs (Ceﬁycwheﬁquyu ) 1(CO)O(C+-Colalkyl, ~(CO)O(Cs-
- N( ( C3- 0B) cyg -E0mAl, kybd)oEeNcHkSerocyclyl, -(CO)O(CH-

Cﬁ) g}égl( ocil k&gl gﬁ@pa 61?0 l k 1 &G)EI%IC]'SSG():ahHXIkyI -SO,(Cs-
15 - O S02( C3- C6Gg)aycloalkyl, kyLSOZC(:g:O) (S@lNlﬂﬁ) a{Spgl\\lH Ca-Coaker3, -SO,NH(Cs;-

- (O (G- C1G, g&ﬁf&%&hﬁ;hkxéozr\x(écc@é%@? Cl@o’iwc, Caalky)(Cs Coloycloalky,

:g%&%lw) t'er occ\{cl E“Eﬂ'@esa”éloﬁqug%a eter oars\éId {(CrCoalkyl is

- (CO Q( C6- Cl&)namany mter(t.(ﬁ@d— bﬁ@]éj(tﬁlhrw)eleeteetsowthed from the group
- (CO) (C1- CB) &nF%t’inlgg? Q= §g) gdéﬁyé e sgz(ﬁl éﬁ@)_ﬂlﬁm

- S02( C3- CB) cyc
20 - S02 NH(:{DLI v@e)%\m el (gb@NpKt@gtuq%) r@ylg yO%n q{e;’pent is optionally substituted

Diel fol thied) ﬁHdl@Mlk)lﬁdependently selected from the group consisting of hydrogen,

Cﬁ B&P% Cé¥q(?2€y)a|25%qh &8@%) %C&“\?\ﬂkj yl(é Cegﬁgﬁ%w ¢ 632 -Ce)alkynyl, -(Cs-

(@Gy@b@kﬁyﬁ(Cﬂﬁb)wdﬁfOCWWCZ GAG Dok /- @lﬂg@gteroaryl -O(C+-Ce)alkyl, -O(Cs-
P%i heteré@&yﬂ%hﬁbﬂr Mbm”csaél@l) -NR°R®, -SR’, -SOR/,

25 | nﬁ&??urﬁ %9) SEH&% ?Gglll:fé rSNEeFS %a%'l'y IR F0RR"

group CBhse$Ubstg1eutfselect(ed‘,ﬁ0))1 the QD conSstmg.oohydrogqn -(Cipgg)alkyl, -(Cs-
ang )%%Béﬁyp ey (f:Cé @ér@k%ﬂ ViHhdiP Ral! ¥C15®lg?§l¥yl t4t&ch)dgMoalkyl, and

getl'es selecte

Coﬁ@z gq)hqiﬁoqyf:lylh& @Q%ﬁqtuefﬁoq'rﬁx‘gPt'onadlbqu%T’é‘fq<§Y VR to three moieties
- ( fadepSRdentiK \skreBe o ﬁi]a gr66y) abhsysting of hydrogen, halogen, hydroxyl, (C1

0 12 SR
30 (@alﬁé)%;ﬁyemgycl yﬁ C%)&%%WV Lc.- Cg)heterocyclyh %ng -SO,NR°R
NHEEBOERE CBPA IepH | CON 2 pogeindy CW' %ankiﬂ'd qu% E group may be
@erk i(e%%h b-at)ab kmich they are attached to form a -(C»-Cg)heterocyclyl;

C|g|§ gf,% | Ba qg{}%ﬁy %&c&%&%@j SR cf l oac! My gelectelg(fﬁoggthe group consisting of

- Nbydesre6) €@ eCoakky | XQsS@zZ(YGIGa@&) cy(e-eahatsrpgycly 0 -(Cs-Cro)aryl,  -(Cs-
35 %g%eé ' k?b R'2- £3aS026 K% QRRdik Yaid (c1 (;j)alkyl (c3 C7)cycloalkyl «Cor

cl oal kyl
(@@)‘?"QSQVQI'@)(QY@FOWI k%/,qh Q_)r(e@r%etr& C@%) ap éubstltuents
Cgérﬁﬁipﬁér@ﬂw slpstituted (FPQne G 8¢ hetiaties drdgpendently selected from the group
-(CO O(C1l- Cp) al kyl, -(CO O(C3- Cl10)cycl oal kyl,
-(CO QC6-Cl0)aryl, -(CO Q(C2-C9)heterocyclyl,
-(CO Q(C1- C9)heteroaryl,
- (CO) (Cl- 06) al kyl - O( C1- C6) al kyl, -S02(Cl-C6)al kyl ,
-S02(C3



15 C(3)cycl oal kyl, -SOR2CF3, -SO2NH2,
- SO2NH( C1- C6) al kyl, - SO2NH( C3- C6) cycl oal kyl
WO 30RO - C6) al kyl ) 2, PCT/IB2005/001201

- SO2N( (C1- C6) al kyl) ((C3-C6) cycl oal kyl ),
- SO2N( ( C3- C6) cycl oal kyl ) 2 and - SO2NR5R6, wherein said
-(Cl-C6)alkyl is optionally |?ﬁeerrupted by one to

three elenments selected fromthe group consisting of
-(C0O, -sx@2, -S, -0-, -N, -NH+ and NR12 20 and

wherein each R3 (b)-(d) substituent, noiet

el egnsistind <of opydregenl INGlogemhstGRoutel -5 C@)ﬁﬁ‘ylt oNf"I(fF%%ﬁ)a'ky' -NH(Cs-

r agl) %o%lkwndemmwétﬁroaﬁﬁyectﬂdi(cﬁstcgsma:tyhe -H@llfli)g)heteroaryl -N((Cs-

co83 Ial?({llbg g Cﬁg‘%ﬂ %@qyclgﬁfgy&? C%;(&g%%w eyocyc yéé Cé\ﬁgf -N((C+-

- (CaheteBpc] ealdieghlalkyl( e;z(ceg:»nw@mcy@10y1cg>heterocyclyl S Cacgar
5 (%1-33%?935%%1 (6% J)S%)ogﬁkirczk@aé eteroc%@lc@wabbymsa R®, NR'2SO,R’,

zacg_ aq:qw andN ngglﬁrl?gégg Q‘galdsgéﬁ% group may
C@QEEk%n todstERMRG the nﬁﬁé’dﬂF&Rﬁ to -idBCRSy aFeNRtaZHE(d\RSfﬁﬁn a —(C»-Cy)
gt NE (F;;Eﬁ/ﬁOZR? R4 is a substit uent seI ect ed fromthe
P si stjng of hydrogen, §
C7) Cycl Bapnd/R’ mayep takemto o, @it I‘@m(ﬁ to \A%ﬁ\ﬁ@ltrgyﬁres%{ faghed to form
10 - (Ql(d;ﬁjgﬁbfékﬂcyclyl(%@? Jsac{@ad figterocadigl group is optionally substituted by
SUB%et ot%neggﬁ%lgtl epé{:ted 4’r rsnutpg' \ Lotugtec{cmﬁstﬂ{i S de@;&oggﬁl illaYogen hydroxy,

selQFat eNO4, r@m t-I(@ Gadiyp é‘éa'@ﬂ)%‘ﬁ“vig -Ge-Oalptirag erf=N- O'Y' -C=N-O((C+-
habg ﬁﬁ NEIROXYIR™, - ((6}C%ch@6|)<ﬂl ki -CoielrocydRS RBO,R'?, -CONR'R®

AL G LR skt BB b g o

15 vvhwheenn BB ~4@LCRBkenf! a@au—ccz-craiawmwogqﬂ%pf seisl(GeColeliceyclyl group
-t 091 ré/ &l BEL t%él%gﬁbﬁlt@émoﬁe% ‘ﬂ'f'r‘c]',ve,clﬁ7 érB@é Q{oesaﬂi -"(@zcdﬂgﬁﬂatér@cyclyl group

het ero Fg ; :
&SP TRTT R, o QB9 Jrdse P TP RN SFPGRY (G PGP consisting o
consko}, 9w, &, -Ohykk; agermnd -IRE- C6) al kyl

BT e i i ey o
20 ng%@a kylh é?epﬁh§%[P“d’cM( cE=Ep)aryiand -(C1-Cg) heteroaryl, whereln said —(C1-
%;W) qestaajdogikyl, ~(CE2,)RER0ecR, owsectw)bryl and ~(Cy-Co) heteroaryl R’

t F&%?t %l c%ptlct)n(aﬁ:%?tgﬁ%} tUt%Ei %g%ﬁé ¥J t'h ?rfb?ﬁ n%g%g‘lélected from

are ona %S
on@etgmonmmoe@stmucémv@ggqnna@wnd@rww é?é{ e@u €dakyloii hzeand ~O(Cy-

gr eyayO 2005/ 111023 PCT/ I 82005/ 001201 -106

COI’]SI sti 51 dr )
- (C1- CB a bQFﬂmf rgln 6 gfoumn&tmg%ly%droqenal(iy? Jalkyl, -(C3
- NE()@&#O@Hintheﬁobgl@bgMclyl (NH@WM@I)Q&T(‘]{ -Cs) heteroaryl; wherein said -(Cs-

NF‘E %%yl C?l:hé; WC%?{L(W (Gt ﬁ&érocyféggglg(fé%@%)gzyl and -(C4-Ce) heteroaryl R®

:Nﬂt@gtuﬂ@?rgrciﬂn?r?lly mﬂskt@fd wyﬁ éq FesJp Ft lnd\{apgnd’ently selected from
- qr@lgf@@)c@hiﬁsﬂng of BYdEyef/hatogeh,daioxy,, -CN (c1 _Co)alkyl, -NHz, -NHR®, -NR,,

30: @)dﬁﬁ%&&aﬁlé;}’cb%g)h%go@ypl&%%%"corfer -CONHR™, and -CONR™R™;
-(@ner@g)mea@:— By | GONR " ey be Soepiesedher N $igyggen atom to which
R8 FZre attgéﬂéibll’o f%rﬁ‘Ffl\dHBEg hétBﬂdcyc@g\lR7R§ wher elﬂ R7 ang

of sab IQQ\I 0 \Y e taken together wt
the nit oﬁ'é% a??rﬁa?%q%ggﬂ@hey are attached to forma
- (C2- COR"" ihietdeauen pei §Co)dRe andl R6 may be taken

35: nget heg2 ths ihBfudHt QBIESEd FromWhE %Fbub h@Wsifihg cﬁthﬁl@rﬁﬁl@d ~(C4-Ce)alkyl,
0 orm

0

- o eaHER oy PO (L rapPP Ay GBI Tt digwherein sad
by -(CpBgalky, -Gy rycuEiet, HEs-Colpbtentyrtyl, f-(Carf i)y, gnd(p-Co)heteroaryl R
consi sting of hydrogen, hal ogen, hydroxy, -CF3, -NO2,
-CN, -(C1-Co6)al kyl, -(C2-C6)al kenyl, -(C2-C6)al kynyl,
-CNOH, -CNQ(C1l- Co)al kyl), -NR7R8, -OR12,
-(C3-C7)cycl oal kyl, -(C2-C9) heterocyclyl, -CO2R12,

- CONR7R8, - CONR5R8, -SR7, -SORT, -S02R 7, -S02NR7RS,

NHC(P12 NR12C(]\IR7R8 and NR12802R7 15 wher ei n

~NEY NS\ ~NEY NS\ L L Y



is optionally interrupted by one to three el enments
sel ected fromthe group consisting of -(C=0), -SC2,

WO 305111023 -N-, -NH and -NR12; R7 i s a substiPCBIm2005/001201

10 ~

15

20

25 .

30

35

sel ected fromthe group consisting of -(Cl-C6)alkyl,
-(C3- 20 C7)cycl oal kyl, -(C2-C9)heterocyclyl,
-(C6-C10)aryl, and (Cl C9) héféroaryl ; mhereln sai d
- (Cl1- CB)aIkyI, -(C3-C7) cycl oal kyl ,
-(C2-C9) heterocyclyl, -(C6-Cl0)aryl, and -(Cl-C9)
het eroaryl R7 substituents are optlonall subst it ut ed
b}subﬂmet‘lblstohhcme"mbétttwt@%b)r engelp dnercmpielesdedegendeptiy selpgied from the

ol &MQI ﬁ&g{‘&' r%hf@gn Qfaw%wr egencnhakeggaikyl, h-Wﬂ-I’(OX(ye)alkyI NH(Cs-

k
i 5072‘(33@%@{“ t M?Z 9@“%%5?%3'# r g’ﬂﬁ&%gog?%p co% Y@P eter%a&? N(C-
hy@tvmﬁﬁ N(@l—o%yddd«yl)z, --N@8-Comdterpeyclybd. kyN((Ce- C1o)aryl) -N((Cs-
e%?QJPﬁ}Z Mcb#ﬂkyl {g}?@ @}Q/H%IWI cﬂﬁgcg)ﬁé?ém@% -O(Ce-Cro)aryl,
roar

(escmr@maﬁw Ks-Cr cxc@ztkégy%ﬁexhafevem‘ -CO:R’, -CONH,, -CONHR',
(a@@ -CONRELY WheraiR Ck7-a(16312§ GQéaxdW(EICBIRiR’f glougRBay be taken together with the
stitu ar e th one to
%Stﬁﬁ‘f éﬁré ajreaepréerﬁ1 t'%‘ g(g’lsé Mné{%{%% g)}/n the group
consi std.ng of cmwt@@qqzordh@t@@@ﬁl 1 ‘mﬂﬂ?"ﬁ)ﬁy's hygrgg
(Cl- Gy al kyA combﬁ‘tﬂld acDiiifg to BEAZ 1 wHrdbDR®’ is selected from the group

(S S Tl kDR Ky By s o v

Ofmelwmﬁ@mwemﬂyysebeted ﬁkre rthe gjgm mplsmgtoﬁ halpgen nh){dfqﬁ eff>1-Ce)alkyl,
at @d(%wm()(é h@&fall@ﬁ) Qalkﬂ (CIBICQ}] d@yl, (C-Co)heterocyclyl, ~(C4-
%

(C@lh_ewaéy k;?,\qr T %s%ch%%r] gﬁg(ﬁ @CWW N(CxGgalky)( SOz
35, R falkyd, aNgObst)atkyism(Celarytieaky) OTN(Q%@GQVMY' )(802-C4-Ce)alkyl),
Coggb%%) lo?fkg%éi%(@%{)%ro(alii] C@@Léﬁyémyl ~0-80,(C1-Co)alkyl, -O-SO(Cs-

et eroc
(Qaazy@q@) r y(CO) oés)ad She o@,ozﬁ ce’é\mxgplg?lhyls £ EPHCe-Cro)aryl,
%@ @Mesdrocycl(1IC3- GEOyDeIombterhryl,  -(CO)O(Ci-Colalkyl,  -(CO)O(Cs-

@Hﬁ :; g%}f&: Xhﬁar{}g gg%@(? %*[%et@r%clyl -(CO)O(C-C)heteroaryl,
PCW@)E{Z%HWG@@ ps)alkxlms@.aﬁ%s@q)q"wé TSCRE=Gpryansiyh P$OCFa SONH,
SURSNHE t&?au@y BOENA(C,- b@&ﬁﬁ)amﬂl e$O P& (C;-0eeRd SEN(YC -Co)alkyl)(Cs-

ﬁgql':sg%tgga kyl)E:g-:‘? hR%\Fgcy(:@%k@%%%{i K Cll) ke ﬁHxIE%Q%% f(C -C4p) aryl or -(Cy4-

- Nt Getero@) enecdptiahaly interruigad - c@g)tﬁ dhree g@y‘@ptﬂselected from the group
N;%%mg:opbar WL, ’-N N Gha GQkBet eroaryl , - N((C1-

| oal k 3,
N( ( C2- {39) he/f‘é r%ewpﬁcyégmg %( (;%g& él\ﬁ}jeé??/ﬁ 2? sc_elﬂit?cbirorg the group
CohsitRb @i F(Th-Coo)GyclokyC 14 () Hekeydcyclyl OpreB-(CrG ogiil-tfat Goy heterocyclyl,
gpg% g) @&iﬁﬁ&cxgléﬁb t{) ﬁe@em%@safnﬁlependently selected from the group

(@asigOphet S9! YYIEHCOARTCS B o ERPIO Gt
Wd%%lkyl\/\ﬁ‘lwsﬂ1narﬁ7 (mantg)letemfcycs;au d(G&CQH&éR&r)gr oNR°RTaY-NSO(C-

R e
co(Dq)quln@lk)é)ccor )13 QGWYQP%WHSPz%é?G@Y‘W' WR3 i SRy GeIoyRaqIky(SO2(Cs-
Sey cléalmnpowtﬁ(ca@galkﬂl N®-50,(Cl-8h)akl, WEEeh(T,-BJaksl, -O-SO(Cs-

Zﬁ e B e e T e

t O-(CON@EC,)retredytlgls | RESHErTahelerans| ect(@@)Q(QO%)ﬁlh)é’ -(CO)O(Cs-
gr%u)g%gp@l S t(b@?Oil &hz’érﬂgeQCOL@/(@r -BXWeterobfeiyt, COJot) &Y -Co)heteroaryl,
gt

(@0)@1 GQ%U‘(}" 8 falkyg C%O&O%?'W 2S0,(Ca-Ce)cycloalkyl, SO,CFs, SONH,,
tetIaL y-Soyi(Ca-Cotycl k) h eS@ NI T yds JalkyMREREN((C-Ce)alkyl)((Cs-

- NHSOz C1- C6) al kyl, - NHSO2( C3- C6) cycl oal kyl

-N((C1- C6) al kyl ) (SO02 15 C1-C8)al kyl),

-N( (C1-Co6) al kyl) (SC2( C3- C6) cycl oal kyl),

-N((C3-C6) cycl oal kyl) (SQ2- C1- C6) al kyl ),

-N((C3-C6) cycl oal kyl) (SQ2( C3- C6) cycl oal kyl ),

- C1-C6) al kyl , - O S02(C1-Cs)al kyl, OSOZ(CS

NN\ NP N



C10) cycl oal kyl , -(CO Q C6- C10) aryl,
-(CO Q(C2-C9) heterocyclyl, -(COQ(C1-C9) heteroaryl, 20
WO ¢@O1 (1823 C6) al kyl - O C1- C6) al kyl, -S02( Cl- C6) ab&¥iB2005/001201
- S02( C3- C6) cycl oal kyl , SO2CF3, SO2NH2,
SO2NH( C1- C6) al kyl, - SO02NH( C3- C6) cycl oal kyl ,
- S02N( (C1- CB) al kyl )2, SO2N( (C19€¢6) al kyl ) (( C3-
C6) cycl oal kyl), -SO02N((C3-C6)cycl oal kyl)2 and
- SO2NR5R6, wherein said -(C6-Cl0) aryl or -(Cl- C9)
heteroaryl are optionally interrupted by one to three
el (&r)@db@kxé)el %@M@aﬁﬁ)@ﬁ%hﬂ)zgﬁr@uﬁ%f&&%l wherejg sgid «(G-Cro)cycloalkyl,

'(Gz Cg?\ke’telroév?lhhlyl &Had(c, NFkikyl-@2ch het@r&?dmﬁﬁémﬂtlﬁﬁﬂyﬂlh{érrmged by one to

cdh@pﬁqu@t%%e'ecteééfoeltb% S0t garaeyro of JEOf %Sk ¥P-0-, N, - and
- (NR¥*C9) het erocycl yl, and - (Cl-C6)al kyl - (C2- C9)

5 heterocyclyl &ggﬁnqngéc!)rﬁ\ngqgsé riwu‘t %e@ﬁ RPGs L@, IcDRRA optionally
epen

noi eties in romthe I‘OUrP
c caubstidutedh gy ofe tﬁ étprgrg @qlethw}eﬁggg from(ttr’q_ g@g& gg g of halogen, hydroxy,
(-g | ky tc: RS IR CH OB )Gyl 2, <C~3{d;aeycloalkyl (Ce-Cro)aryl, (Cz-
C o

{g:’é ﬁ)ﬁﬁter%%ﬁ%g@ﬁR NS'% %&13 s)%@i *ﬁ“‘@dz(Ca -Cg)cycloalkyl,

'NNS%G%*M@W Calk) 'N((C1'Ce)a|ky])(soz(cs Boyebaiky),  -N(Ce-
10 N%Cgé* %ﬁé@y‘” %ﬁ qﬂ@@b@icwda)hyl)(Soz(cs-ca)cycloalkyl) -O(C+-Ce)alkyl,

&‘Eﬁc@iq@ J} LCe)alkyl, -(CO)CFs, ~(CO)Cs-
16)€ﬁ>4cﬁWbycH6@l)(EyD)oQ€®lD2( Gecom@%)@t@%)@'y'l ), ~(CO)(Ci-Co)heteroaryl,

q@%&’@ 6&% k Q(C%% 2%% %’%O(Ce -Cioaryl,  -(CO)O(Cz-

- (@Dpiacyels) a(P (C1 C€) é)gze)ral(l)(gl SR=CrCoalkyl,
15 - (-SOMCSC DRkl | Soch(i CCSQZZ C@ﬁaNHéhfﬁ‘@WMyl 'SOZNH(Ca*Ce)CyCIOEIkYI

G K Y E0 N(CE: [ &ehikyl), and

35§§i'§)‘ 6%%'{!%615’8% éo @j : icy 8

(gg)mf ‘qmrﬁ@tsgv,doé CIg;l IS( @E@P@ﬁ"&l‘“"@f@%@t B¥ 85§ );cr three elements
- (SR oA conkiSihg GBHERBY, 505 S5 2HOCENCEYIA dagli-NR™.

Ozﬁ“(_f?ﬁ -CGC%;:%I Fi@@uhy %gﬁﬁ?gg%cs g E'{F@ i elgecrlng claims of the formula 2

- S02N( ( C1- CB) al kyl )2, SCEN( 106) Kylo( (C3 WO
)

2005/ 111023 PCT/ | B200, cycl oal kyl ),
- SO2N( (C3- C6) cycl oal kyl) wherein said
-(C3-C10) cycl oal kyl, -(C2-C9) heit erocyclyl, and

20 - (C1- Co) al kyl - (C2- C9) heterocycly, are optionally

interrupted by one to three el errents sel ected from
the gr O\Mipﬁr@mﬁstﬁ @tchg from the gre@ consigim@ of:- S - 0-, - N-,

+NR12 5 5. ognd according ckai m !
Wher;arr'Jn 3 is (Cl C6) ab-ﬂrégp/optl onal | y uﬁgt/t uted by

one to Nhree noieties seleg ted fromthe grou
consi st | of Jhal ogen, hy , Nz (Cl1- CG) al k
(CLR -0 (O CLFG5 aI A R N
( C3- CRO) cyik| oakkylr™m( C6- #10) 23y LR,
C9) het er oc - (C1- C9) heter - NR5R6,
- NHSQ2( C1- C6) al kyI - NHSQ2( C3- C6) cycl oal kyl ,
N( ( Cl- C6)al kyI)(SOZ Cl- CB)aI kyl),
N((Gij\oef%‘m Kyl ) ( SO2( C3; \)/cycl oal kyl ), Rf(r{‘ﬁé 10
C6) cycl qal kyl ) (SQO2- C1- C6) & kyl ),
N((C13 cycloal kyl,) (SQ2( €3- C6) cycl oal kyly)
o o Iy - O S02¢'
O S02RE3- G6) cyerealkyl , r¥( CO)|( Cl- __)( b K
-(CO) (C3- | oal kyl, -( (96 ClO)aryI

-(CO (C2-C9) heterocyclyl, -(CO {C1-C9) heteroaryl ,
-(CO Q C1-C6)al kyl, -(CO Q(C3-C10) cycl oal kyl
-(COQ Ce-Cl0)aryl, -(COQC2- C9)heterocyclyl,
-(CO ( C1- @) het eroaryl,
-(C. O (C1-Co)al kyl -Q(C1-Co) al kyl, -S02(C1-C6)al kyl, 15
- S02( C3- C6) cycl oal kyl , SO2CF3a SO2NH2,
SO2NH( C1- C6) al kyl, - SO02NH( C3- C6) cycl oal kyl ,

SOZN((Cl Co) aI kyI )2

~A ~Ns N\ ~\ 1 1



N~1Il I HNA 20 2 wherein Ais s
thee group consisting of: NNN /R4 r

WOR0RIIM23 R2 (R1I3)mR2 (R 13)mR2 | (RL13)m \ NPQI/IB2003001201
\NR44 1 N 1R R(RRRR O 1321 m)mRI RN
(R13)m/ ~% WO 2005/111023 PCT/ |1 B2005/ 001201 -109 R4
\ Ra\ / Ra NNN RL\ Rl RI-'/f@ 13 R2 -(R13)m R2
-(R13)m )--(R)YmMORa Rg/Ra N, and NRL s R11
4(RIS mMR2 R\ /-(RI3)m/-(RI3)YmMRN s N/R Rl
R2 \ (R 13)mwherein mis an integer fromO to 3 {:}nd
R13 i s a ®ubstituent sel&ct fromthe grou R
consn”é‘t%g of hydrogen,rrrﬁa ogen, hydroxy, ﬁin/
(Cl-Co)yal kyl, (C3-C7)-cyc|oal kyl, (C6-Clo)-ar

(C2- Coy

el ected from
"\ R4\ /R4 R1

I'N

4 4

;’iN
R1

a A
\ s , and
1 N ’ S R19\(N
e = T e
S

R2 }\l j‘:‘. (R1 3)m

wherein m is an integer from 0 to 3 and R"™ is a substituent selected from the group

consisting of hydrogen, halogen, hydroxy, (C+-C)-alkyl, (Cs-Cy)-cycloalkyl, (Cs-Co)-aryl, (Cy-

5  Cg)heteroaryl, (Cz-Co)-heterocyclyl, O-(C4-Ce)-alkyl, 0O-(C3-Cy)-cycloalkyl, SO,-(C4-Cs)alkyl,
SO,(Cs-Cr)-cycloalkyl,  NHSO.(Ci-Celalkyl,  N((C1-Ce)alkyl)(SO2(C4-Ce-alkyl)), N((Cs-
C,)cycloalkyl)(SO2(Cq-Ce-alkyl)), N(C4-Cg-alkyl)(SO(Cs-C7)cycloalkyl), N((Cs-
Cy)cycloalkyl)(SOx(Cs-Cr)cycloalkyl), OSO,(Ci-Ce)alkyl, SOCFs, SO,NH,, SO.NH(C;-
Ce)alkyl, SO.NH(C5-Cr)cycloalkyl, SO,NR°R®, SO,N((C+-Cs)alkyl)z, CFa, CO-(C4-Ce)alkyl, CO-

10  (Cs-Cr)cycloalkyl, COCF;, CO5(C+-Ce)alkyl,

7. A compound according to any one of the preceding claims of the formula 3

H
A
~
N °N B
H
15 3
wherein B is selected from the group consisting of:



C7) cycl oal kyl ) (SQ2( C1- C6- al kyl)),
N( Cl1- C6- al kyl ) (S02( C3- C7) cycl oal kyl), N((C3-

w@Zgospcloemnl kyl ) (SQ2( C3- C7) cycl oal kyl ), PCT/IB2005/001201

0S02( Cl1- C6) al kyl, SO2CF3, SO2NH2, SO2NH(Cl- C6)al kyl
S2NH( C3- C7) cycl oal kyl , SO2NR5R6, SO2N( (C1l-C6) al kyl)2
CF3, CO (Cl-Co)al kyl, CO 10 (03’ C7) cycl oal kyl , COCF3,
Co02(Cl-Co)alkyl, NN and 02S 02S 7. A corrpound
according to any one of the preceding clains of the
formrula 3 NCF3 0O NNB H15 3 wherein Bis
Bgd“fromthe group cpnsisting of: WO 20| /1/}71023
005/ 001201 -110 " BR4 NR4 X\ N R4 RR1L R1
R (RB) MR - -(RI3)mR2 TR 13) 4 4 /R&A XNRNVR N
-(R 13). 3ymR 1 13 m R4
(R 13). RIA(REIIM
“m R2 (RL36 Rz | &m
0- (R73) m rJ \ NR4 NR4 Rl Rl RlL R2 -
-(R136 R2 -(R 13)mR2 - (R13)m 5 8. A conpound

accordi ng to any one of e precedi ng clains of g4
3 ﬁh SR

forp{ .

R1M R1 "
—(R13 13 2
R? & ~(Rm R l (R™¥)m

r*
f”\N/ A A

N N
R1 ' R
S R™)m R, R? R,
=

i R*
" o R kN
e N
b R1
R1 R2 (R13)
~(R¥), ~(R%),
. R*
,-F'i / ,-Hi / A -
, and .
R’ . r1
(R13)m Rz _(R13)m R2 (R13)
8. A compound according to any one of the preceding claims of formula 4
@ CFs
4

wherein D is selected from the group consisting of:



HCF3 o/ I s\ NND H4 wherein Dis selected
fromthe group consisting of: WO 2005/111023
weEaDsMBRAD5/ 001201 -111 R4 NRQ rl-1 N gq( WRIPQT/TR2RARD1201
) Ng(RRR1C) ( 13 Y, -1 13) (RI3 ) mNR)m R4 R4 a N
ryr-r, NR g(R2R1\) g(R2R1C) O q(RZR1C) O13 OR )m
(R1I3)m (R1I3)M ( \ NR4A N R4 NHA- g(R2RIC) q(R2R1\)

g(RRR1\) N (R1I3)m(R13)m (R13)m O R4 RA R4 NNA N
\ g(WR1C) N q(RzZR1\) q(RzZR1 \) N 13 (R13)m(R)m
(RI3YymJ O /R4 F24 R4NN\ N/ q(R2R1 Oq(RZ\
R1 R1C) 13 R13 rR(RI3)mN "~E
;)H\ ARERIO) 1) (R13) | (R13 N \/
(R2R1C) q(R2R1(§) N\ oRR'C)
. R . R
r_r'_f /R"' I_,_li | J/ ,JJJ\-N\/
(R2R1C) oRPR'C) 0\ (RR'C)
\C ®R¥n \[/ (é13)m (lJ R,
R4 . R4
\ F{N/ ,-'F'iN/
\ \
(R2R1C) 4(RPR'C) ‘ Nw , q(stfC) N
(R13)m R \ 7— (R,
o}
4 . R
,_r'I R ’_,_rr\ N/R H{N/
\N/ \ o
\ RGN RO
q(R2R1C)\C—> \Ii \l ®3), &
13
\ 77— R O/
4 Ré
e L/
oL \ \
Y 251 ’ 201
\ o(RER'C), o 4(RPR'C)
q(R2R1C)\ \[ \l (R13)m l E ! (R13)m
1 (R"™)m N/ F
L—N
R* . R* Rt
: \N/ 'JJiN\/ ,_'r'iN/
q(R"’R*é) «(R?R'C) q(R2R1C)\




RARATN R&A NNN q(RzRIC) q(R2R1\) z 1 q(R R O
(R13) m (R13) m (R13) m WD 2005/ 111023 PCT/ | B2005/ 001201
w0 121Ra2Ra Ra N N N 02 g(RZR1C) q(RaR1C) q(RZRIB2p05/001201
(R13)m~ (RI). (R13)m sot VW 'I NR4 NR4 /I NR4A NR4 6
(R13)m (R13)m (R 13)m (RI3)YmMONNO /-NR4 / | NR4
"I NRA'I NR4A N ~R13)m ~R13)W#(r) ~R13)m (R13)m N

6- - Ir~-NR4 "/NRA "NR4A '"NR4 i (RI3)m (RL3)m ~~
~R13)m~ (R13)m SO2 NS 02 5 wherein q is an
integer from1l1l to 2. 9. A conmpound according to any
one gf t precedi ng cl aiw formula 5: H._EF3 RN N
E Hfg{ﬁv\/nerein Eis s"c'e_‘lnﬁs ted fromthe gro p\N/
consisting of,;, NRa RL Ry (CRLR2)q R14 RI15 § 02

VD 2608p411 233ﬁPCT/IBZOODB72F5@ 0¥\ 113 «(RR'C)
—— R, =R W——(R%

SO,
] ~ ~ J"'Ji
JJ{NR4 JFNR4 ‘JJJNR4 NR4
13
—+R")m TR G 7R
1 r< ~ -'J{
H{NRA, "JJJNR4 "JJJNR4 NR4
13 J /13
—(R®)m TR C.—m ) f\ R™)m
C\l N) o) o)
YNR “NR, ¥NR, IR,
C\'_‘R”)m @(R”)m >R é-(R“”)m
SO, o N 2
2
5
wherein q is an integer from 1 to 2.
9. A compound according to any one of the preceding claims of formula 5:
H
A~
E
H N
5 .
10 wherein E is selected from the group consisting of:
R4
~.
N
R1 I
R? (CR'R%)q
R14
R”’)\ S/



wherein R14 is selected fromthe group consisting of
(C1-C6)-al kyl, (C3-C7)-cycloal kyl, and

w@ gpsaoipzhet erocycl yl, and R15 is sel ected fropeT/IB2005/001201
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group consisting of hydrogen, (Cl-C6)- alkyl,
(C3-C7)-cycl oal kyl, and (C2-C9)-heterocyclyl. 10. A
conpound sel ected fromthe grddp consisting of: 5
N-Met hyl - N-{3-[ ({ et hyl - [ 2- (2- ox0- 2, 3-di hydro-1

H i ndol - 5-yl ami no) -5-trifl uoronet hyl -

pyrimdin-4- yI -am no}) - net hyl ] - phenyl } - met hanesul f
m de; wherein R™ is selected 2rom the group consisting of (C4-Cg)-alkyl, (Cs- C7) cycloalkyl

NAME:(&% Nétéfbcr@yﬂ bk R i 46RO Wdm [he-drdipaonsiting-otihyayuden, (C1-Co)-
i ndo
t ralkp: (F@r% kYp %ﬁ §? KSR YM ami no}) - met hyl | - phenyl |

} - met hatves ul A amepouateselected from the group consisting of:

N- (5- Mg§. g% hPII2N i:l[grm(e% it 3xo3z ﬂh’ﬂ%’ 59k Indol-5-ylamino)- 5-tr1ﬂuoromethyl-

H i ndol - IY trif] uoromsg% E%rlmdln
4-pyfirgiginrfoy! '%'ﬂﬂ&@?fhﬁh@ﬁ?}" ymEEEEIHESET Bnani de;
N ( 3- M- mglhylN-{4- Beth@-3qgmeByl32-(P-trpel Bditiydro-1H-indol-5-ylamino)-5-

dol
t ug%{qgﬁjyyp#@ﬂorho ylgﬁmﬁb [};lé%l?ﬁﬁetnglgh %ﬁ%ﬁfﬂamde
N- ( 4- \VBY- @Metgyl-gt{g;(@@xqjgé ygr_odlll-HW)ql 8 -ylpmino)- 5-tr|ﬂ'uoromethyl -pyrimidin-
ho ety qsha@)) hethdneédifosanaaet hyl - pyri m di n-

N- ( 2- rl\r/]é{]ﬁ{m WEW ?[{é}(e %Qg Bgl%wg%t rllﬂnfg&%lnySql%luor%ﬁwthyl pyrimidin-
H-4-yiahoihe]Sreftyipheny))- rﬁeﬂuaﬂewlfgmﬁ%t hyl - pyri m di n-

4-yl amI\F%M&ﬁ}tlb}'{tﬂ(zﬁka@ﬁ)@d)hyﬂﬁt1|F-ﬁ|ﬁ&§-61yfdﬁﬁ&m5dﬁluoromethyl -pyrimidin-

5- t hanes ory gulfo%%/ M no) - 5-trifluoronethyl
péﬂﬁ”ﬂ*f“&@?”?’-})ﬂhﬁ?ﬁl)ﬁ'& lapegiio nI’@edr o- i ndol - 2- one;

N- Met hyN-(2MMétbyl@e[2H(@1ox @2 Bdihy(irR- 1¢-k|odq1-53/lamlrm)-ért@ﬂugromethyl pyrimidin-

H4 L tthariofhyBtheRbmsthdrebldparaggt hyl - 20

5-[4-(3- eth?arrlrt]asrlljlcf)onylrm;;rgg] ankmcg trlf}{Jozommi:hy gyr#%sl n- 5 ylglmmofj1,3-
I\I-c(.r@ddwﬁdwmese;lfonyl am no- 5- {[ 2- (2- oxo- 2, 3-di hydro-1

H'|nd0| - ~-1H-indol-5-yl -5-trifl thyl-
trifluor oﬁn%‘%méméth? Z{E ﬁ -0X0 2 3 dlhydro -in cf)lyl anE)"F]oe)nyI” )uorome y

et dydmidiogd- ylamla@hr@@lé{yl} phenyl)- methanesulfonamlde
N- Met hyNJ g‘l\hétﬂarrée&%yw:aram{n{slﬁz( (200023 AiFedH i da-5yylamino)-5-

p)}lznn Lﬁ{ome yypyylpéc{j;] %gfmmo rﬂfgtﬁgf &%ﬁ#g%ﬂwaneswgﬂ?@g\b ef onai

e; 25 NN-Methiiyh (wemylﬁaq(yfoxez{sf@w@@ Bktpdal @dﬂv'h‘g)aﬁtaﬂ@romethyl-
Jir | ﬁnﬁléml zﬁy%|ﬁ8]1rﬁléthy|}5phtaﬁyl)%?tﬁér@ﬁmtohyﬁnde
e A b e o
|+pyﬂﬂwin-féyl?fh'an]rmhyl}@rtenyl)ﬁmetbam@tongmlde

py“ m Cﬁﬂ/{?& - BT 1o BVxb 2R o- t HIR ra & Hih &) @itiobmethyl-

WldﬂlW%{F'BQIV“?}W}T%MW?I‘B?WWS“QH%o] 5-trifl uorome
t hyl pys {477{( 08, PR)22-H@dhoxyH cyoibimend/imibth3h-dining H5-iflerdm bthgl-pyrirpidin-2-

% J1 -d hydro mdol 5 one
’%’d yl am no) - trlfluoromsthuy %
i mdin- Q[Ayﬁgﬁﬂs‘)@}Hygrogy-lr@pwdpauqoprgéqlﬂugrogﬁgxyl pyrimidin- -2-4l4mino]-1,3-

5- t{i,qud(o(,‘${)(51i(,}qgldr oxymet hyl - phenyl et hyl am
I no)™- 5- tr|

yl am n oﬁ [41 Sgl‘lg-i%igpéyrg&}ﬁﬂ%heayl élaméng) -5-trifluoromethyl-pyrimidin-2-
N- {i@nifdye tFaimesdhda@@ydnenet hyl - am no) - 5- {[ 2- ( 2- oxo- 2, 3-d
i hydr o- éﬁée‘ﬂ%ﬁésﬁoﬁ@l r%@lh?loa)m |5o) 5- {[2 (2 -0x0-2,3~ d|hydro-1H -indol-5-ylamino)-5-

trifluor rirmd

nfﬁﬂmm%fﬂ%'ﬂ%’g Yigmiae- @rsthy' '8@7@5@362@‘%“@3“%%”)“’3
PCT/ 1 B2005/ 001201 -114
5-{4-[ (1- Hydroxy-cycl opentyl net hyl )-am no]-5-trifluoro
met hyl - pyri midi n-2-yl am no}- 1, 3-di hydro-i ndol - 2- one;
N-Met hyl - N- (3-{[ 2- (2- oxo0- 2, 3-di hydro-1
H i ndol - 5-yl ami no) -5-trifl uoronet hyl - pyrim di n-



4-yl am i no] - met hyl } - pyri di n-2-yl)-net hanesul f onam de;
5 N (3-Fluoro-2-{[2-(2-0x0-2, 3-di hydro-1

woR08d01025- yl am no) -5-tri fl uoronet hyl - pyri m di PET/IB2005/001201
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4-yl am no] - met hyl } - phenyl ) - N- net hyl - net hanesul f onam de

5-{4-[2-((S)-1- Met hanesul f onytfyrrol i din-2-yl)-ethyl a

m no]-5-trifluoromethyl-pyrimd in-

2-yl am no} - 1, 3-di hydr o-i ndol - 2- one;

5-{4-[(1- Hydroxy cycl obut Irrethyl -am no]-5-trif| uorom

et hyl - psH4-Ifi- Uyqﬁoq_oycplwmg}eiw -gminpp5-trifluoromethyl-pyrimidin-2- -ylamino}-

d'hy%gdrbnﬂ:eLz -gnedne; .
?n % g] [5N %ng, @] é%%&anesﬂj%gﬁydﬁq L LA )'flQn'qiﬂa)?s'-tYtho'rc%Qé(Jl-ayrimidin-

2- y1aminolahethylBpyddinazet)onetimhesulfonapride;
N-(2- Fl Hgi Plhgroiz[{gf) (@%XQ)QQ oawgrodﬂl-hl)fggl @'yl]amlno -trlfluoromethyl pyrimidin-

H- i ndol -tri1fluoronet %/ yrimd
4- @rvlarmnﬁ]dreth&é}rww'l%ﬁ@ﬁyl TeRgneaylig)Emi t hanesul f onami de ,
;15 M- (ﬂzﬂsyomm%nééﬁer@yzpwmthdﬁz 3h)-@thipkaohino}-a-trifluoromethyl-pyrimidin-

i—l— dol J f1 uoromet hyl - pyrlmd|n4ylam
n%?afﬁﬁ?}ﬁ rg%f) %\'{mst hyl - met hanesul f onani

de
N- Met hy§- {41\](1( uyqr?xz cy@o%%neéh aapw&trglugromethyl pyr|m|d|n-2 -ylamino}-1,3-
H-(g, R-indoi-¥longl no) 5-trifluoronethyl-pyrimdin- 4-ylam

IN???Z 5. %pynté}(ﬁﬁ'l Tefef"ﬁfx@( 8{;@; @ﬁg%ﬁ%ﬁy%m g‘terlﬂuoromethyl -pyrimidin-

H-2-pleoine}st, @Lblavdrpr@)ﬂd? ensi f | uor onet hyI 20
pyr b m g rb-éluyrb%[(gzn(@]ox@-ﬁQﬂn\iﬂy}imWﬁ&Jﬁ-!Slytdﬁﬁid}aﬂﬁ&xU}ofﬂwﬁmynmldm-

H?‘:} Yfﬁgl'l-"gﬁ%?}%@nﬁ'\‘? 3?) %L'Telﬂl% mﬁ%?'}?ﬁ'ééﬂdl %& |om din 4-yl am

i noj - rremJWFI}Jerpﬁr{[zd(waQ-Qﬁl-cyhyﬂ@t1hb|nqg-§fyfagnmh5d@‘luoromethyl pyrimidin- |
N'£ ﬁarﬁna'gf'\étﬁﬁ}r&e i-r[l %e@%r rﬂétﬂar?esg!fOQéthgr o-1

1 1 m A et h P HemBDk e grmion-

| £- Qﬁrﬂﬁb]d'ﬁethﬂ}'ipyndln-zyl) -methanesulfonamide;

p
u
f5 [4-( ([ﬁe)ﬁ‘ P%&mg?ffél ng@ﬂ dlinR)e{ H-Rhbd)-533thiRGLII@acRorhdtiyl-
y

| uor one f/
I ramnmj]-4-1largmg -grRtdN-Metroeshaggauifonamide;

N 'VE‘t hyi M‘ehr(yﬁNm@-{[M o0xd-4 3-2inydo- tDB{mdBl,-S%yldnnhyﬂﬂi—tnifldpromethyl-pyrimidin—
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r oymﬁuhgqh -Pyinydno- |nd<|>l12-cmeyl am i noj -
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5 ( 4- BenajstratiNAB{[22-0xo-2, Broih et Hydd0b§‘-5'|ranmnd) Wrmlugi‘pmwyi@yrimidin-

[
N %Xlar@ Eﬁéé&’tpﬂ ;Fﬁglgf-@ rﬂé}ﬁanesulfgnamlg? h¥dr o-
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H i ndol - 5-yl am no)-5-trifluoronethyl- 5

pyri m di n-4-yl am no] - butyl } - net hanesul f onam de;



N- (6- Met hyl - 3-{[ 2- (2- ox0- 2, 3-di hydro-1
H i ndol -5-yl am no) -5-trifluoronethyl-pyrimdin- 4-ylam

wo pwpAm®Lhyl } - pyri di n-2-yl ) - met hanesul f onam dePCT/1B2005/001201

10

15

20

25

30

35

5-{4-[(2- Met hanesul fonyl -pyrid in-4-yl methyl)-am
ino]-5-trifluoronmethyl-pyrim din-2-
yl am no} -1, 3-di hydro-i ndol - 2- ofl&: 10
2-[2-(2-Oxo- 2, 3-di hydr o-1
H i ndol - 5-yl am no) -5-trifluoronethyl -pyrimdin-4-ylam
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4-ylamino]-methyl}-pyrimidin-5-yl)-methanesulfonamide;
N-Methyl-N-(2-methyl-5-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyi-
pyrimidin-4-ylamino]-methyl}-pyrimidin-4-yl)-methanesulfonamide; 4
N-Methyl-N-(4-methyl-6-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyf}-pyrimidin-5-yl)-methanesulfonamide;
N-Methyl-N-(5-methyl-6-{{2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyl}-pyrazin-2-yl)-methanesulfonamide;
N-Methyl-N-(5-methyl-3-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyl}-pyrazin-2-yl)}-methanesuifonamide;
N-Methyl-N-(2-methyl-6-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyi-
pyrimidin-4-ylamino]-methyl}-pyrimidin-5-yi)-methanesulfonamide;
N-Methyl-N-(3-methyl-6-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)- 5-tr|ﬂuoromethyl-
pyrimidin-4-ylamino]-methyi}-pyrazin-2-yl)-methanesulfonamide; and
N-Methyl-N-(6-methyl-5-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyl}-pyrimidin-4-yl)-methanesulfonamide.
11. A method for the treatment of abnormal cell growth in @ 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.



