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associ at ed pharmaceuti cal conpositions, and net hods
for use as therapeutic agents. R RL / z \ NNR(I)
NN(Il) R 332z Corticotropin releasing factor
(CRF) or horrmone (CRH) is one of several neurohornones
5 synt hesi zed by specific hypothal am c nuclei in the
brain where it activates the transcription of the

pr o- opi onel anocorti n (PC]\/C) gene resulting in rel ease
of adrenocorti.cotr

mone é%&l’ I—Q and .
bet a- endor phi A4S, &er,;ya Ve ALLREAPTAGINISTE vy & et
a’hus ?r%)l S@gﬁrégtg 1nd%§0%1' aér?k% véslo%&l)r)lula Thgd hum%@@ta%t!lmty, and
of 15 hé "or gani sm

or an
passadiged phmrm:eumclal cmnpcmmorst arebswtlods torhusass tﬁlbm.pemxi agents.
trauma, insults of the i mmune system lo and soci al
interactions. CRF also has CNS effects by acting at,
hi gher centers in fhe brain, particularly corticg
regi ons wherg“tgere is, a V\Adespread di stri byt
CRF neur ons. — L“é‘%elqlpved to. be a key
I ntermedi ary c®muni cati on between the i
central ner- wus, endocrine and cardi ovascul g
syst ens (Sapol sky et al, Science 238, 522-524 (1987)).
The role p CRF in integrating the response of
tﬁerticnfmp@ r§ ilé ath)f;ﬁ%D ot beimsente (C %éi)plsynmf ssygrelaieurohormones

gg?ltlll 23 9;7 &%Cﬁc hg?&ﬁx%ﬁaﬁﬁ%ﬁg@?%fl klﬁ@ﬁra ﬁ&je @@a@tlg%est t%?@ transcription

( Q%Q)Jrcanalom@nqmrtlregPOMpﬁ gesues 'ni«? lrsl;k\éslgeicégdyenommotmpm
aﬂ&ﬁ@(ﬂ‘[y (%'CETI—?)" a%dectefte? gltl d&?}ﬁrﬁfr&%%n%rﬁ)?f%ﬁ%ﬂ%ry@eﬂ?(%edﬁ al, Science 213,

rang stress-rel ate der
S M% Jeﬁé)Mé?ﬁrlé)s The fundrmpenital deleof SRRietarepard de orgimigshdor an appro-

egfa%tg gﬁpgﬁﬁrtg %1118193 stregs%gngcﬁ'&%ngsﬁ’cra?§§ﬁrﬂQ 1n§(j.ms oﬁ t}?eq}fﬁﬁune system

epr essi on, ression
2andiqual imterditsarsdeRF ahd h@g@l\@tdﬁfyms hy agfngot h@ghfeacangeuem the brain,

aﬁ%&?ﬁ%c&%{cmg i0h$ QhAE e Wo WRRspr2 cﬁkt%%uu@]g 8 éiii: Qeurons. CRF

A hervosa: generalized anxie
pishicbevdd sobedeakey lnpdwb’-dalsy 1m¢mmsvsnmeu@oh¢1wlem the immune, central ner-

db&?s Qfdr criROEhd EIAHRL gﬁuz? sE«T%ﬁsS(g%ﬁl%%h P2k 238, 522-524 (1987)).

suc
s'ﬂ“hesﬂe playmi:le,»dCEEQt moégnatasg thi aéspdysequmhet munusmyhteasto physiological,
I LE 'cBSXQ 1%&11 nryij(; éTll‘s t('éS? aé:géeﬁraegcnbﬁd in the t, e.g. J.E. Blalock,
h? erse SItIV st ¢ enorr Vil

sPhpssdogicd! cRemsws 52 rle(51§89)raaidd eE:I Msdeyhbfe Sxi. g_p; 582@ dq&%87).
i nflammat ory di sorders such as rheuna- toid arthritis

a&ﬁF ?Ea%gg{){sgr %éffﬁ%y\é%%tg%e%t%’?’e%?g%%/%g%eg@%jtr%@—related illnesses,
Pﬁiﬁoﬁlﬁ%@&dr@éx&h&i dep2ssiam g o1 depréssiae tlisbadel, single eplimdp depression,
ilfescﬁhgr?éédpgessel 5g%§lg§a%%éegihh gedd eﬁge%?gg » PQstha f:Ph aﬁfré%e ression, dysthemia,
dbipehs disandkr kind cydgthpmis chlrcsma&(avud'myadrmne, smm'gidhsccrdend such as
obesity, anorexia and bulimia nervosa; generalized anxiety disorder; panic disorder;
phobias; obsessive-compulsive disorder; post-traumatic stress disorder; pain perception
such as fibromyalgia; headache; stress-induced gastrointestinal dysfunction such as
irritable bowel syndrome (IBS), colonic hypersénsitivity or spastic colon; hemorrhagic
stress; uléers; stress-induced psychotic episodes; inflammatory disorders such as rheuma-

toid arthritis and osteoarthritis; asthma; psoriasis; allergies; premature birth; hypertension;



trauma; ischem c neuronal danage; excitotoxic neurona
damage; epil epsy; stroke; psycho- social dwarfism

we b@nsmB4 dependenci es and addi ctions; drug aneCHERWI®013161

wi t hdrawal sym 5 ptoms; stress- |nduced I mune
dysfuncti ons; |nnune suppre33|0' and stress-induced

i n- fectlons car dj r eart rel ated
dFengssiee headt failuressiee esr%ﬁ@ %?Qegeaerm frdifeqons such as Alzheimer’s

. muRedefserfl€dayential P&lddﬁf)ﬁ’@ diseads an ST RichEP ¥disdabdheal or spinal cord
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dat a suggests t hat CRF receptor ant- agonists

r arp\a@getﬁ@%leﬁmefuraﬁ@lu WEpsesintexiamapan y{r%PS% stroke; psycho-
dgdigs dWastisnRHeBR al&bhdercits ahf @ddi@ShTBALy a(hfd dld¥hol withdrawal sym-
neur opsychi atric_ di sorders nanifesting hypersecretion

oPtogE strasg-indiagd émpmerdyefupERRS; Inepine sPGersion i@ d stress-induced in-

S RRAbAL; Carditvadialir O et rhEd éfs@asgse &irfiB§ (#8bleRL S d /BF himan im-
val uabl’e t herapeutic agents for the treat nent of

poyeiedafidiency dirgs ifeqtionandconadinglysiinical daty f%ﬁ%g'éhat {RF receptor ant-
' %&rﬁéﬁ nﬁZ?iﬂé@&h@n&ﬁl S HEDYREanREM SR 2 B mf}\@@dﬁ'u%ﬁ that W@y be useful in

16348 ribes i ndazole derivatives are
i Hiei tgatment ofthe persopwehiairctisnstlers mangfesinghypsrsegetiongf CRF.
01/ 58869 di scl oses indazol e derivatives which are

CANRRR JFehLibbve, BRARHAS afP Pk AhBigodBtsDf ORYERE Héh'i‘red as potentially
relates to conpounds conprising Formula | _Ri

gN_R2
( vyluallp thesaneutiQaganss Nﬂzﬂseatmeptquéc f@@QFkHOf@?FS and neurological
g{sg Mmerdeﬁilam&ofm&wmw cxehrabkatyl . aryl, or
2 eteroaryl, where each aryl or het roaryl 'S
ﬁ onal | y substltuted With one or nore__substituents

P2H&3%S fepcrilasdndazglerdesivateves whighage inbihitars gf yasgylar endothelial
C cFtBliektbt e, 01958589 dﬁkﬂés%ﬂ&iz@fyderlv%e@ %’ibh a&g cannabinoid

hal oal kyl, cyano, nitro, - Rb', and -
WHRSERLORIOMIHIOTR  ar e each |ndependently selected from
the group consisting of hydrogen, Cl_9 aIkyI and

C':t'h% 1%&%%09%1%9% corf urﬂ% cb Em%%%%daql al kyl,
6 cycl oal kyl, cycloal kyl -C1_3 alkyl, Cl1_6

alkylcarbonyl C1 6 al kyl sul fonyl, aryl, or

aryl al kyl , WRErein said aryl or aryIaIkyI i's

option bstituted wth one or nore substituents
i ndepe ‘IyNstected from Cl % al kyl, haoal kyl, Cl1_6
al koxy, FNial ogen; R3 is aryl 3 heteroaryl, each
optionallsy substituted with one or nore substituents

i nde- 30 pendently selected fromthe group consisting
of C1_6 alkyl, Cl1 6 alkoxy, Cl_6 al kylthio, WO
2Q@@ﬁg§0634 PCT/EP2003/013161 -3 C1_6 al kyl sul fonyl,

g%llar Esf, W& lﬁél amggg)jﬁhhfg{: %ﬁ}lk13§|hyd{gg§ﬂ,ocycloalkenyl aryl, or

Ni t r Betefdddly l \Nﬁe eith, arﬂtﬁﬂﬁtdﬁaryl&@ dpfionallgsebeidéfed with one or more

hyclr B983 u‘f%?st g arpgPtbEanlrcied B g Mo SRRGY: Cr S aithio, i
a]kylsulfonyl halogen, haloalkyl, cyano, nitro, -C(O)NR® Rb and -NR® R®, where R*
and R” are each independently selected from the group consisting of hydrogen, Cy.
alkyl, and C;9alkylcarbonyl;

R? is hydrogen, C;.¢ alkyl, Cs.¢ cycloalkyl, Cs.¢ cycloalkyl-C;.5 alkyl, C,.¢alkylcarbonyl, C;.¢

alkylsulfonyl, aryl, or arylalkyl, wherein said aryl or arylalkyl is optionally substituted
with one or more substituents independently selected from C,.¢ alkyl, haloalkyl, C;_s

alkoxy, and halogen;
R’ is aryl or heteroaryl, each optionally substituted with one or more substituents inde-
pendently selected from the group consisting of Cy.salkyl, C,.¢ alkoxy, C;.¢ alkylthio,



5 Ra and Rb (i) taken independently are each sel ected
fromthe group consisting of hydrogen, Cl1_9 alkyl,

whyanossad kyl , Cl1_6 al koxyal kyl, Cl1_6 al kyl t hi pel/Ep10p3/013161
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car boxyal kyl, acyl, C3_ 6 cycl oal kyl, C3_6
cycl oal kyl -C1_3 al kyl, di-C3_6-éycl oal kyl-CL_3 al kyl,

CC)]/_aG heailvﬁ U?flggy ymwéﬂggf)%lr%ﬁ’noaﬂ&}ag’%g G}?Maa‘gb?vy dminosulfonyl,

ar y'halo h)’lﬁz@&éﬂﬂl,’ cyRed, ehi9arankd, -NRERET amene Rt iﬂd R are each indepen-

phen kyI phenyl al kyl , and %V% al k
St tdaodd qtﬁid ag@lpefoa%ﬁ% r%ﬁ&‘& nd Croalkyl-
gro%rbmrel n each of said cyclo- alkyl, phenyl

g SOOI I TR TR LT RRTL  p—
f I ones L BB MRS ARSL f dIRo:9hIkHAL D ﬁktmhoaﬂaﬁl | @Fbdshikyl, acyl, Cs.
yI am no, dia

Cl 6 aI kox am no
hy drashpalky f; 36@}5?14}@8()’1- ey plkrb ApCs- am@{ﬂ %.kx}; Ci.s heteroalkyl,

al kyAIﬁhhlomw Lﬁmbca%ﬁ%g&&ngggégﬁg&?ﬂc@%&ewqaﬁl l‘i’et&'&f@ylalkyl aryl,

groups, i s. optional tut ed

dis mltallwh be@rmlhheéﬁpwlaﬂ@il Rhepylakkyl dphepyalkprepnd Ci.s alkyl sub-
al o eH %ﬂ'l%tﬂ b0, 9 QoD gh& Q phBiyE Brdupe Whededh each of said cyclo-

attac a heterocyclyl or heteroar . ring

sel e@kséophenmwh or @ﬁi@wrﬂmm pRfiqrrallp Wtrsamteql W@th one or more
pi pesgbgﬁﬂw@ i g@@&n 2@&1%@&0&%@ VY RRYSHiSE B, s allkyl, haloalkyl,

4tetra roqui hol 1 ne

Lot 1aislkcoysumonsliinina, dialghainopidsesialiah cyano, acylamino, allyl-
hex a{l}ﬁlﬁhﬂ?ﬁk}dgﬂlgﬁ?%ﬁ’%dmgeﬂ' A eall opéapdairﬂﬁid('?oups is optionally

mor pho ol e, pyrazole

i m dmgobb suqueorehmbs@mtecg vitdalkihgs is optional Iy
Subsg; ttéﬂeEQO J}Cag&?%\w %ﬁ?%ﬁ&ﬂtb%%lﬁcﬁﬁ{ef%I'ee&tached area

fro st ng dr ox 0X0
hyd rhntgrankg;ﬂ or hetroagyl riaiglecirgted ﬁym ﬂlﬁrgrmqwlstmg af:mrrrohdlne, pipe-

g(r:ny L@%ﬁg?,giorﬁ{ﬂ ﬁ‘lé}ﬁﬂﬁp QQ:Y dﬁ?yﬁ r FQ%YA! @:ltljﬁmfdroqulnohne, 1,2,3,4-

amn

al kyﬂe’sahsfdml,sbgnnq]me, mahmpmnydlam hesahysnepypimeidine, pyrazolidine,
su brsﬁ’% ? ﬂg r}ng%q%l%ﬁhg &?daggﬂy }Iﬂgﬁuf?ﬁai e, gﬂg ﬂﬁ%% where each of

ongé or_nore gfoups 1 ndepende
sel e&atdaldngsrl@ npmlnﬂyaub@yﬂtutedmw nieyolr ma@g S@Dsaﬂtmi%ﬁelected from the

am ng, g})@éﬁml%%?hyﬂ % &gra.}l&?la%ﬁ'? a.lk%@:?alkyl aminoalkyl,

eachtoF no’ gro

monosyh stylztmimad ammogtaﬂaobslt ammocméa@nwaﬂdyﬂ, aimiaydcarbpmylagnino, amino-
g?n:)??)f‘e&?gl F&ﬁg a%ﬁxg %%1&1&518&)9& hghg Yind ﬂf]}%ﬁﬂ%hér@f’ﬁl each of said
C1 6ph‘dnlybgmupms oplﬁanﬂy subﬁduu:d dw%oraer(a' m@@[groups 1ndependenﬂy

L T RV

Cl_6habgeyl i eah Ioﬁ kaid hmaim?r grahpsyis ophehdkyongmbsylbmtuted or disubstitu-

R R X se——

arylazn@rlgfcaipkyl heteroaryl, heteroarylal kyl,
nyl al, kyl hen 3aIkIa d01335alkyl
plgke %thy %8"1 OXIXD ’nsag( aI’ kyl and a phenyl
‘barp] Ridre Eﬁihnnééptehda‘fﬂy%ledted cﬁymh tiel deyrhp cqpisiatiyely pf hydtbgen, Ciso

Srneh%fsﬁ st tesa PR eban ol araly. LG heerocrai

. sub Sﬁétémﬂﬁwﬁep@d‘?dbﬂﬂdﬂy Csptyellabigl-i0 aﬂ('ylh di- @5 @mloalkyl -Cy-3alkyl,

g?nn?] %_?, .ng of rﬁ%ﬂoaﬁl %s{&%ﬂﬂ%&l Pgﬂ'é’ %ﬁ: o“,ﬁ@ﬁ tgf fdlkyl, and C;3

alkyl substituted with both a Cs_¢ cycloalkyl and a phenyl group, wherein each of said
cycloalkyl, phenyl, aryl, or heteroaryl groups is optionally substituted with one or



R and Rd are taken together to forma dival ent group
selected fromCl_6 al kyI i denyl, Cl1_6

whedoensmBkyl i denyl, C3.6 cycl oal kyli denyl, C3_BCT/EP2003/013161
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cycl oal kyl -al kyli denyl, C3.6 cycloalkyl ClL3 5
al kyl -al kyl'i denyl, C3 6 heteroc cIylldenyI C3_6

het erocyc]yl-CL 3 al ky] i etero

cycI P RpputeanEingdepciidey ¥ ect%ﬁﬁfmége granPpPFigting ot Cr-salkyl, halo-

alr y|| daﬁ\llnhw z&}i%no, Ia@ﬁhw and@lilal en; or

chra e e D e RS gidens. .

gr Ol)rié%erbﬁk?Meh?ln@E Lélycﬁid]k%hdédﬁ €Y ¢ W dl GaloNATIENdBI ECs ¢ cycloalkyl-C; 5
en

ﬁ:ubSt Ak 1ég_nyé Gl g%gggg]ad aﬁyyflggié Etgﬁ;]; rgr‘[f gl ﬁi]@l?ldexc}g Cs.g hetero-

al ky, - AYE Byl -7, , Rtlylane lidenyl, het 1-
togeétyﬁlglraﬂ% fﬁg?ﬁm&:a?ﬁw tcl)3 ?:LEX}J]ey a eaﬁky g %Q;:é’f}’;::;;?

f or rivies allgyidenylamdihetespanylatierl-Gey eyl elmm A58 ©
are a?zlc Br hétgl%Q gﬁﬂfpk ¥% oﬁﬁﬂﬁﬁbﬁﬁﬁ@d@ﬁh 8he Hpmore substituents in-
a

consi rogen hydr oxyal ky
C1 ade@pkdﬁwlmsczlwed fsazr%Cad algthal %Hwiéﬁl saﬁ@%@%yam}kﬂamlnm di-
acyl mﬁloQJﬁHalo%é =11 kyI C3_6 Q/Cl oal kyl -Cl1_s

“r al Cl 3 “al k Cl 6

aanddéel axg/ rakelamgfr&zeawmthe %&shyh%ﬂ gt pttached to form a cyclo-
cya t ﬁ%zé} 1 rocycl yl, het erocycl yl al kyl ,

aray ?’ee Y et eroaryl , het eroaryl al kyl ,

plhenyd& k§1]) are@a@h@dypenézn@y sﬂq@vﬁ QA dha@rogp sPRsjsting g hydrogen, Cy.

stit Uafﬂgﬁl hyfﬁ Qgglhc &g;g, gaﬁcyc L]ﬁ‘lkhﬁﬂﬂylaczﬁb 1, acyl, Cs_¢ cyclo-

ar ou] el eh'd y
ar y|aJk;d,rcmelp@lgy1yq:l cpllybysti-Goes ) ﬂsﬁl@ﬁt% Y eteragiiyl, amino-
o e CorinollRE AR B meﬁfk{:é nﬂ §Pﬁm SRyl arl, anl-

hal cdkiyheteroayl, @e@kq)@)(lylky]aphemlallg{ Idipkeryh&-s alkyl, and Cy.3 alkyl sub-

quIa:‘ % néﬁ%ﬁkﬁﬁkb@s( gng 8@%1 afrd %Bﬂ Tﬁgi’d@%ﬂ elrﬁe%?i lof said cyclo-
sai dallyli plengk exyhor bsteumry]@n@upsys optiersdly sebstiteied @nt(brone or more

di s uhBlidUhRS dtgtng&hﬂtleﬁga ﬁ(ﬁd e 3t BHERAALIRE Iy, haloalyl,

: het eCpos alE@Xycgmirgd, alylamane Mk}ﬂammongyckexm}k)éd:yam@ m;]_flmmo, alkyl-
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gr o uPulf%o?l? éé]fcklsxﬂg{ g/'i xg Jr{éﬂlta'l%eﬂ Ce‘andpéa@ﬁ bf i fmino groups is optionally

honopi pe
1,2 ﬁpﬂemﬂisnmlugdjwmhwhsbtutﬂbwltli alicylson t et r ahydr o-

isoq noI -
hex a &Fe %ﬂen toggI nPMﬂ DY Exjogedfj{ ch thely are attached form an hetero

yrim e, pyraz 6l
m)r pdtymlyl nshetemmddizmg selestedpfromche grqnmcamsxjs@qg dpyrrohdme, piperidine,

d Ll
s u bs ‘?IPBP%aﬂdeﬁe%n Iglr‘()jPerqcﬁ Ie S{J Ibf%?-%?ttae Xtilod%él!ir?diﬁlte, ¥2,3,4-tetrahydro-
f r onisddpenglime, tetmhydmopynﬁﬁdmaglemhyﬂy@pymmdlm pyraacblkiyzhe, piperazine,

hydrox | ,. alhko al kox R
acyl \éﬁ}(ﬁ%‘e’ 13}}???8@% ? r%]ll(%i%’cagr rﬂéln ya}% FVJNPer%%Xéh of said rings is
am noptafrhﬁylynhlfsmxrted wa:h'lolne suhfcpayibstituents selected from the group consist-

\?\/ln(l;?/]]éllsgur?lf Xé lxg’frgxgo?]]éa%gﬁ oF lah%'p éja(g”scy’ C))Cg%]ﬂglh gl'ﬁlfn alkyl, acyl, acyl-

sub Simirw; enhivdcaitboafk amincarbengkabyl amnmmwiammy, aminosulfonyl,

i OSSR e O Bt o e gEseid phenyl

eac hgr@ﬁl s &l optiafaliyosubsiitups vith od éranatd groups independently selected from

gg ﬂto él ﬁaj%‘yl ]#l%ﬁ]ﬂ@ r(]“,lg: ?c%{p:ntngé aﬂl@f}f%lta{]rwg lfhka}flw,&nblﬂ& a}n%}ralogen, and

Or PedRArcRgdiaYnies ténps WBpRoRlythoscstbitutddrR2 R bedBidlwith alkyl,
S or is contained in a pyrrolidinyl, piperidinyl, morpholinyl, or piperazinyl group;



or individual isonmers, racem c or non-racem c m xtures
of isonmers, or pharnmaceutically acceptable salts

wao b@nesfe34 or, a conpound of Formula Il R N (1PQT/ER083/@13161
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R 5 wherein: RL is -NRaRb, -CR RdRe, C02Ra; or R is
hydrogen cycl oal kenyl, aryl, or heteroaryl, where

each_aryl or heteroaryl i s opti.onal stituted

o andipt Hérl%org%sﬁafftr{alémgwpﬁa mlﬁé‘ﬂéﬁ%ﬁ %Oé?eé%t"éah?%arﬁeumaﬂy
Q@ce@ta%hé%ltsﬂgre&&‘ koxy, Cl1_6 al kylthio, Cl1_6

al kyl sul f on hal o and Rb are each in- gen,

r@aﬂogmovéy 0%9% hitro, -C(O NRaRb, and -NRaRb, where

W 10 dependently sel ectgd fromthe group consisting

of hydrogen, Cl1_9 aJkyl,/ and C1_9 al kyl - carbonyl; and

R2, R3, Ra, Rb, R RtT\Re, Ra and R'are as defined

her ei nabove: wi t h lit hg p(Ovi so that if RLis -CR RdRe, (ID)
R2 is hydrogen or afkyl \,R3 is a 5- or 6-nenbered

het er oaromatic ringr® and‘ 15°(i) R is hydrogen and one

of Rd and Re is hydrogen or alkyl, then the other of

AhesiE Re is ot her than hydr ogen or al kyl if the
rRln’qngﬂRbC@IbRﬁRﬂaC@gﬁ lob RRe 131deodaa, dg@@aﬂ@ﬁfl ﬁybozhe‘teroaryl where

to three;_ or, (ii) one of Rd a

i s tepeh %@bﬂr ]éﬁteré)ﬁw I, opﬂq@?ﬁ){ Wg;gtéi;p#z}pw%l? OREOLMATe-$ll 'Bistétuents inde-
ot heJ.n BT, s%lek&mﬁ ROk QML Ky alkist €f palkgtho, c1 salkylsulfonyl, halo-

het erocycl’yl al kyl het ero I
NSRS OB bR, Whegk R nd R are each in-
gh e rHebQﬁ%éﬁttlt}%éle&Ed Réin thaRdodP conisBting bElydrb@n, Gy sildemd Cy.oalkyl-

One enbodinent is a conpound of fornula
I MF@—@HYIRl R2, R3 are as defined herein- above. In

apRtireR®, fbPdiRrBEL RY RET ana R" DIreYi @eThed herimbung of

forrrufa I vvherel ar 25 as_d

mm@w that (Gt HER R Baisprosen ar alky ﬁprisd’\ﬁ "§&§-gembered

J"l‘g’ Yg aIV\,herelnR3|sad| or
tr| stltut d_ phen whi ch substltuentiﬁgre ea d
i| (IRTie hidnogey andpece amrié%ml& hreclrogea g3 2l gheapf Rand R°is

gﬂtﬁ% #%ﬂ%dro%@ngr AfqE e ngnkﬁ:r 3f kb6 h@®msGh B8 and R® together are zero

am nosul fonyl, rnono-
aﬁokthteeam nosul fonyl, dial kyl am nosul fonyl, hal ogen,

haj 1onBlof ROanARY; or a1k§1, B&GNthe other of R and R is
ﬁaepen gﬁ?ﬁ%xa‘gg Oélcg:toed ar} om %Sh gr oﬁr?rcon& sti ng gI(yl o
I,

hgfliien@en ,alkozm aﬂtmwél@ahqﬁ@cm&yl heterocyclylalkyl, or hetero
(ifi) R°is NR*"R""and one of R*" and R®" is hydrogen or C; 5 alkyl, then the other of R

and R®" is other than hydrogen or Cy.; alkyl.

One embodiment is a compound of formula I wherein R', R% R’ are as defined herein-

above.

In another embodiment there is provided a compound of formula IT wherein R., R% R® are

as defined hereinabove.

In another embodiment there is provided a compound of formula I wherein R’ is a di- or
tri-substituted phenyl which substituents are each independently selected from the group
consisting of C;.salkyl, C; salkoxy, Csalkylthio, C.¢alkylsulfonyl, aminosulfonyl, mono-
alkyl-aminosulfonyl, dialkylaminosulfonyl, halogen, haloalkyl, cyano, nitro, and -NR*R",
where R and R are each independently selected from the group consisting of hydrogen,
Crealkyl, and C;.¢ alkylcarbonyl and R! and R? are as defined hereinabove.



Cl1 9 alkyl, and C1_9 al kyl carbonyl and Rl and R2 are
as defined herei nabove. WO 2004/ 050634

wEFopARRBeO3/ 013161 -6 I n anot her enbodi nent tPET/EP1083/013161
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provi ded a conpound of formula I wherein R3 is a
2,4-di- substituted or 2,4, 6- t ri%ubst i t ut ed phenyl

andthe suhstjtuents are e i ndep S ] ]
f p#RQthe S H@)Vzﬁfegefoelpcﬂ“pgw%%%l%a ﬁwﬁeswl *is 2 2,4-di-
C@ulﬁtllﬁlt&?/blt i‘kl@tril@%bs@tl?ﬂeggh | kfandQHé’iubslﬂgﬁeﬂ&SaHé é&nyﬂldependenﬂy
nDnoa am nNosu ony I al Ky nos on

heglesaedd %?m the gipaRGOnHstinePt %maﬁwﬂ éY( 1 ?Qms alkylsulf-
RBny184:8ir® 36t Q%}f&ﬂ@[h%ﬁﬁoﬁfo% 1, e&néyuzﬁmnbk\ﬁfongr @lBgen, haloalkyl,

conS|st| ng of h drogen, ClL_ nd
aFY@yIIOcalF@@ %dR RiwhesgR ‘;‘L ngRe a3g eefg\mqiem:gé)enﬂy selected from the

hef %Hayﬁl her, Mot R:&ﬁad 1 4HAOW @R e as de-
gogﬂgund of rﬁ%ge wher i n H‘tflltggﬂdg 2, n§ reasde
dﬁs%b@fﬁm@b@‘tﬁ or 2,4,6-trisubstituted phenyl and the
substituents are each i ndependently to selected from

F&Eal%tﬁé&en%wneﬁﬂ ﬂHGreQ§ I%&daal d@)ﬁ ouerdl oF fHnk XY wh&biPR? is a 2,4-

[thio % aoa kyl, ano al kyl am no,
ddaulzgntuwﬁmZ erisbstityte dphenandheRabatitesnisarg enihriadependently

h | -

B B aron DU QTSR el €\ SRR gen, halo
ahikyl, cyanpe, ditylemind diallgtaning) angitezandR aand R? are as defined herein-

2 B5Hl substituted or 2,4,6-trisubstituted 15 phenyl,

and the substituents are each independently selected

fromthe group consisting of Cl1_6 alkyl, Cl_6_al ko

cln @nrathk:wmbﬁ ehhﬂhsgeﬁprq’miedw qePIPOUEd A forml kwaﬁﬁean is hydro-

hgr L0 gbovp Ry %r C, 2 l@ %Eg(:}]{ is d §4—Qﬁ31ﬂ’>§ﬁiu@§ﬁor 2.,4,6-trisubstituted

e. Ih an here i s provided a
c ohpolreaddhe SubﬁﬁmeatSIarWhemdﬁPmdq@lY Se]@Ftth&Rei thegreup consisting of

r
Dt Pk o ECll gt Hal R Sl Ly MG A ialkylamino,
th&dg‘m@@n’@%dﬁ@d@ﬁr@mb@v@ kyl, C1-6 al koxy, Cl-6

al kyI thio, Cl-6 al kyl sul fonyl, am nosul fonyl,

in‘t{)} Jﬁ%&g&ﬁfékf @AW is R%vﬁie@ﬁl ?Mul dt %}Yljlula P@horein R is

gen , cyano, , _where Ra
ardRIBOR R & le@ia:m, Rdjispetidentri- ylbseeltetlﬂe@ﬁ vhi¢hishlstituents are each

O R LA B R o Gl 8 . S, ety

héne alkylalldﬁuefl apBnosulfany menodkyeminasnifonyledialkylgminosulfonyl, halo-
pr VI %&%k?k%%ﬂ?ao Hﬂgﬁ, QBd fﬁﬁnﬁw awlller)MiR a%H'RbRgre eﬁch independently

and Rd and Re are
i seegtehfitemt thy gsnipsmns@tnig‘ Qﬁhydmegfﬁwﬂ'ty&mél Cst9|aH<glcelfb0nY1 and R?,

hydr g al koxyal kyl , C3_6

cig{c ?{kaﬁe%%égﬁ‘gé%é&l ?’ﬁ‘ﬁﬁ‘ Cl-3 alkyl, aryl,

aryl aI kyl , heteroaryl, and het er oar yl aI kyl , V\,here each
ofin saotiiermmybodimehttheraia pydvidpdagosnpaundaytoramsla [ yherein R’ is

¢
BB MR S B SMEHIS lcd fom perove
Ctofsistingyf hythaiges| GuylalkyCCy 6 alkbyaliyy], Caradycﬂ«aaﬂqg,ecﬁa cs«goaﬂkyl-cl s alkyl,
a dl ag@ﬁ]k%f Sruo%a}g{éqlﬂ'hett&?e Fﬁ%l’, whvé!pé (%{%h f ?a?& lnty&j 8P1tléeroaryl groups
tﬁinlalirygsubmﬁnfdd with Iohy br m@ie ﬁlbatltwnss mdqxeﬁdenﬂy selected from the

aI k l . hl St Clgp Cr laﬁ%lll %u |(31 6%@0%2}9 SadethéLn R® is a di- or tri-substitu-
ted phenyl Wthh substituents are each independently selected from the group consisting
of Cy.salkyl, C;.salkoxy, Cy.¢alkylthio, Cy.¢ alkylsulfonyl, aminosulfonyl, monoalkylamino-
sulfonyl, dialkylaminosulfonyl, halogen, haloalkyl, cyano, nitro, and -NR*R”, where R*



sul fonyl, dial kyl am nosul fonyl, hal ogen, hal oal kyl ,
cyano, nitro, and -NR~ Rb', where Ra WD 2004/ 050634
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sel ected fromthe group consisting of hydrogen, Cl_9
aI kyI and C1_9 al kyl car bonyl 7a‘nd R2 is as defined

I pabove an ther enb t there is proyj ded a

B, e teh dueranacnty Ruthe grouRFRsFHE Othydrgach, Croalkyl
hxﬂa OXYalRj16arBenANsh 3R 1§ﬁ§d&ﬁféﬂ hieRtGlefpRRpgent |y sel ect ed
fron1t e group ~ 5 consisting of C1_9 alkyl, Cl1_6

al koxyal kyl yl, ~and het eraqaryl eac f sai

af wm&ﬁ @dg@@m ﬂﬁ@lfedww@@mnﬁﬁémﬂﬁf whgrgin R’
WLERRIRE ROKs HYlk SxySahdst dnideiFage éaH @:&ﬁe%@ﬁcﬂ@dtb,(r sele@k® ﬁbﬁﬁme group
from the roup. consi SEI ng.. of i al oal ky.

C{Ol@lsaqng 931 k> qas agd%@f;erozgy where each of said aryl or

t hbrefdaba bk dupseso &smluehe@whﬁtdnte%e Mcte JRHARGE 1ndependent1y
[ ndependently selected fromthe grouE conS| sting

cselested fkgm thegrogpgopgisiing g allyyk alkoxy, and halogen, R’isa
algkydr QHlsleR}ﬂlted@JHeﬁ Wh&?ﬁiﬂsmu%ﬁts are each 1ndependent1y selected from the

nonoal kyl am nosu fon di al yI am nosul f ony

h&rQsl deppisting ef i/rcb s alkeay, Cunpiyithio, C lgﬂlaunosﬂfonyl,
e e r

%og?g&rlﬁgﬁfg?duﬁﬁggr gig.gﬂfaﬁin&%hf%ﬁtl Half)%é?ﬁh&l%%k?l 8&HBo, nitro, and

arN TEamhmyR 28R’ ;e epdh e@emeﬂﬁmrbdsekéteéufrple@@ﬁfgoup gonsisting of
ﬂ?&ﬂagén,@mmgﬂc? &&5 Qﬁkﬁcarﬁo{?ﬁ%&j ge 0ishs AR iR Tabove.

I's hydroxy and
Rd and Re are each |ndependently selected fromthe

ginerptharenekadiment thereds Provideda deprpoupt of femkdx § whgapin R’ is
ar @k@Rdﬁﬂqﬁ halaroar da rMbare a?@é‘a'%h @ﬁdeg)@h&ermgxue&m from the group

heteroary groups 1s optional substi t ut one
oconsisting of bs v ilkylebt- salkwe%h@uef ¢ hetespasyh wherereaeh eftaid aryl or

a?lgtgib;f)q gfég.ﬁ;ﬁ a{%% %&sﬁ'ﬁh&i mtﬂ@nl%%}r kﬁﬂre s@st-l@uents 1ndependently
2 sdec@@ds@@@tthc grogig csnmgtmg & GirsirBrb b@loallwle élimailsﬂw anréhdogen, R’ is

t oF megssﬂ% %ﬁg%?ﬁ gfsﬁb d gpﬁagﬁf}?sﬁg& téte?lleﬂh%ﬁgﬁhcf tlfhg Wbstituents
aregaech mdapcmiengy selcpyghfa;omah@grmmm:tmgmf&le afigl, fndalkoxy, halo-
b
i R L RSB R LR R LB gy sl

ﬁbudihngmunmletmgObhxdmgm@ @@r&ﬂ@hnd of forrrul a l
wherein RL is -CR RcRe; R is hydroxy and Rd and Re

air? Fﬁﬁh@l&rﬁ@&ﬁ%ﬁf th%%g gfdﬁ%d%y&hﬁgll.@lof%mmﬂa ¢Wherein R is

2 @Rdﬁ Ru RS i hydt@dl amd amd&letam tokerstagethentd fohmradyclogiByl or hetero-
f @gc}gl {gﬁmﬁ)"‘ ?z u (E %ﬂﬁ/ﬁ ?El R ?saafcyé fﬂ%&%gﬁtl[&kg@y 2, z%fg ghg‘\ﬁ{gﬁgﬁed phenyl,
h ah«b gerspbﬁ&ucxab kel eacle ymlnpen@nd)lf seﬂRaédff,rdm thhglroelpmehsmmg of Cr6

kyP G 5Ly PADISBINE 65 SR DRSO e

e trhhdémknﬂyséimtei fremphe grcdxpctoasm@rg)@iihydmgenfaodrﬁjlg alkyl.
wherein Rl is -CR RdRe; Re is selected fromthe group

R e

ar&}R‘:ﬂ RHRF 1srseleenedéroph the@ndulhatrstsuagyolf@h kglkyl @hﬁﬂb}@dbﬂ Csgcyclo-
S u ? ? Elcfay;}d/)aﬂcy ﬁq g%@& ry)/n‘D Pga]j%ﬁ etlmisoao man%r}%‘:c!ré{arylaﬂcyl, where each
i nﬂapxemi'bm hetersatyd gtomgs fsraptionilty sybsﬂmmtedomﬁh shé ngmofe substituents

hidteBdehly sdBRT SRR Sowb SpSRLo R crapdh n Rk Croalkoxy, and

shhlegére R° bndRf &k takenl toydther to form a divalent group selected from C;.salkyl-
idenyl, C;_¢ heteroalkylidenyl, Cs. cycloalkylidenyl, Cs.¢ cycloalkyl-alkylidenyl, Cs.¢ cyclo-



i denyl, C1_6 heteroal kylidenyl, C3_6 cycloal kylidenyl,
C3_6 cycl oal kyl - al kyl i denyl , C3 6 CyC o WD 2004/ 050634
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C3_6 heterocyclylidenyl, C3_6 heterocyclyl-Cl_3
al kyli denyl, C3-6 het erocycl yl affkyl C1_3 aI kyl i denyl ,

ar@‘%ﬂ@]; g} ?é@lr%{dgggytw }Feﬁ%ﬁw th 5 k&l 5haeltel§ i g’?la |3 alkylidenyl, Cs.¢

hﬁ%&f&grﬂylaﬂdykﬂ Qlkylﬁleﬁtll,(é(ﬂyl Q‘?Q&Ikyhdéhﬁlf gyl G2 36likylo ﬁieelyl hetero-

cyclo te opt i ona
sap aﬁ%@dwl il hetegqaryigiog- ﬁﬁé‘%ﬁﬁ@éﬁt ‘gﬁ@ﬁﬁeea@lh Sksald cycloalkyl,
deni o &@r@ﬁ?@oﬁ{ﬁ%ﬁﬁo@l@'sﬁb@tuu@@m@ﬂ deiélor Iﬁgre@ubstltuents indepen-

2o s i B e i i o AiStamins Flpamin,

S HH& hhlod&n RS iR &- ﬁﬁﬁrlﬂ-sﬁm%ﬁ@d‘ ﬁﬁéﬁyi which$ab&ah&sts EfeQﬁ):h 1ndependent~
roup. consisting of Cl

aibk ?W&O%@%IQPRWW Obfry ﬁﬂn@n@éﬂ}% y;( itk €y sallplut:
NRRGah K RAESS, %BMylaxﬁnékmwr%m%ﬂﬂﬁﬁB%lfor}zglhgﬂ)%Qn haloalkyl,

hanaIkyI cyan nitro

REYa0enEED AT TNEOR chebare R %ﬂ@-ct%l egahdhrlencadanslygelsgsd from the

p3donSitiy o WALQRANC, (ahod, AldKY o alk§Rdrfehy and R is as defined
agkyl carnbon (,) and |139 as defi nlggu@herr el aggve lsIar? cHne

Oéﬁwbodl ment there is provided a conpound of
forrrulal wherein RLis -CR RdRe; Re is sel ected

f 1Qah&RE &ﬁ%&ﬁnﬁﬁf‘ﬁﬂe?&%ﬁﬂw@ﬁed@w@uﬂl of f&:huﬁa I whereln R'is
al ko%/ al k -d

ar@BT Rar fis selfﬁvﬂiquyﬂle gﬁ@m%&rsypg 0&1%9 alkyl C1 salkoxyalkyl Cs.¢ cyclo-
roar ?cﬁlaﬁ?—c Paﬁﬂ"%?ylzﬂig::l:t&%hgfl %hﬁlhe%oaryla 1, where each

i s’ opt'iona substituted wt
oP f il arys o bhqtmoa@'hg@uw Hdwbien ﬁl@éqdéﬂléﬁan %mormlbstltuents

F@%e&(@éﬁﬁg%lé&% ﬁgm%egrﬁﬁ%hs stilfp & ak)é‘nhqyt ol l C1 6a]koxy, and

f balwg@p,d% vad Bnﬁredﬂbﬁmog%théfctpefdfm p divalent grosipieglected from Cy-salkyl-

ol ¥ Gty o e RO ey Pt

aierayt € Ocﬁ safiyn’l or hﬂem@r)d arqﬂps g@rqmmaﬂ}s swhstifusediwith one or more

i %3%&&%&%? ﬂ&gnlaflg@fsg O%a%oéméﬁi #Bﬁﬁﬁl oal a!lk?xy’ amino, alkyl-

Cmnﬁmaldxailso;lamm dbg@nl, R amdmor tafi- siblfssxmm BhﬁnYhWthh substituents

D e
gplkmhh]ooﬁﬁ a:_],kylm@fogyl @]’_ler)Sg]f(]nWl m@10z rrioeyulfadyl, @lialkylaminosulf-

%lé{j%}bg 2, mﬁ:%igs " ?ﬁ!ﬂ? Uhit3 g%rtdy lI\ngr::I{n"gg&H ;&l@j l(m(il R" are each indepen-
h dhm@ewlectedlfnah Klyd grouy acrm;lstmg tof bydrageh, ONRalkﬂa 4nd @healkylcarbonyl,

n depen- 25 dently selected from
Fﬁ%dgrouaggggﬁéﬁ?%gbd‘% hydrogen, d 9 alkyl, and Cl1_9

al kyl carbonyl, and R2 is as defined herei nabove. In_

aﬂlmtain@heleemlmdlmnt theteds pravidedracpineaind of érrpudal vdferein R’ is

e I (4
¢ PRI R REEE R plponr By oy AP LR AR yalio, and
alhki@xqpaj'lkyhae almjhetd!mhtyi maxpylbnal]/yrwbmtuted Wit enoar ybrd sibstituents
I th

BRI R S MO 1Rl PSS SURTBMISTIS s nd
Chalégat; W bnd R&hmahkqd t,og&f]hglﬁo dbhon x yljvakend grougpl selgetad fiRm Cy salkyl-
5o 1 e AL b3 T DL L, o,
C Whie etk kadh-oﬁhehgl laiyden m_eter(ﬁr}gl lgrdiips & @tiophligarhstitutedidith one or more
h gltﬂ_)esr;ugeuaer S 1ngg'pe%dgllltlf}y sleiegtee@ﬁo’m Ci-s alkyl, haloalkyl, C;_¢ alkoxy, amino, alkyl-

amino, dialkylamino, and halogen; R’ is a di- or tri-substituted phenyl which substituents



wherei n each of said aryl or heteroaryl groups is
optionally substituted with one or nore substituents

wo pabefposmsaent |y sel ected from Cl-6 al kyl, hal oaP®yEP2003/013161
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Cl-6 al koxy, am no, alkyl 35 am no, di aI kyl am no, and

hal ogen; R3 is a di- or tri- substi t ut ed phenyl which
substituents WD 2004/ 050634 PCT/ EP200Q3/ 013161 . -9 ar
eﬁ@ﬁatheéﬁmsléﬁﬂw estaddzemdhe gronp carsigi Al Ce e ATs Gragkoxy, Cue
Of 1k#thi6, @l Jantylsuffdnf, ﬁhﬁﬁ%ﬁlfor@l_tﬁoncﬁwnﬁﬁbﬁﬂfogﬁ' ﬁla]kylarmnosulf

al Kyl sul fonyl’,”_am nosul f.onyl nmoneal Kyl amno%ij

demiliiplegennkaealkyl, ‘EYFW% nifg} %s@eﬂNR Hal BRERRA | 2 n&re Yeach indepen-
nﬁéﬂ' seled HIIBRMR, stiib ofRFlrBEen, &) SalRACHd C,. alkylcarbonyl

i ndepen- dently se ec ed fromthe group consi sting of
hiatt Bge as defined hereigabovand C1- 9 al kyl carbonyl, 5 and
R2 is as defined herei nabove. In another errbodl nment

t Hﬁirﬁtlﬁér eﬁ[%\ﬂ'nqg&t ﬁeQQWdeco oﬁHH ?f forn-lm;?l' NHrdH R’ is
_GReRdRe; "R i's @%80 en; d and Re are

LCREFERE RS ds hisiregama ﬁbilﬁeqre éﬁ%ﬁﬁ@@ﬁbﬁ{emq‘?@r@ i s

provi ded a conpound of forrrul al wherein RL is

CReRder en%odﬁﬁe%éﬁgﬁﬁrovmd%%nﬁ%uﬁﬂ & f Efltila I wherein R' is CRRRS;

i ndependent | Ié sel ected Tromthe group consisting of

10,
R’ i9 hydrogen; DdPaIalz@g‘(afhpR@qpen@gl seloeipd PRy the gregipaeonsisting of
¢ Cl %@t 1), GaQJthz lll,(@ \Aﬂ%[ 1, @5 ¥ baddatibyl- @@mpary@ra)‘)halkyl hetero-

and eroar ach of sai'd ar

hatybeod hyﬂer@rﬂem wbe@gﬁad@ abteid/argl erdeteroqry! i/@reum isippgpally substi-
Ogugéu%ﬁhc h %g? ? IhIndélg %&tlkd&%ﬁﬂ%ﬁkﬂﬂf&iegﬁﬁ &drh ﬁQs‘G agrhlif( consisting of
et gl Tigh € Ralkomg a3 balogerierd Rod: hirss daBeeercingbove

anot her enbodi nent there is provided a conpound of

Rg{ le n%b%ﬁkﬁwﬁéré @Eg%lcféqaeoo Spb%nﬁtofro%ﬁmgr QHERin R! is CRRIR;

e are each 1 ndependentl |l ected fromthe

gRola bYdmgsn,sR iang Rofare & gndﬁmyqlentky;_’ﬁelgctgql f(@;@yﬁqe Igyeup consisting of
h e¥ ea'uég rﬁl{cﬁ"y%y ngl WhaHeteS %S t@h&l & sX ;ﬁ‘?lhorgﬁ’éeroaryl groups

roups optlona I tuted
ofs optipe stitutashwish pnelepme tytus@tls indepandenglnselpeted from the

IR SRISLIRY Sl EhaRallil) Bk K sl 281s O, callot and R

22 aAddlsm]:thutedj oeM@rtrzuhstauted iphemdi alldtﬂfle wh@h@myxts ararmrlependently
t Ee?ec?elﬁ%(gﬁuttﬂg gr.f Pacroﬁsnkt &Q%d %Wi O %% %ﬂl?@%@ﬁj htafog.myl cyano, and

roup con

hdﬂ]&"‘glkbn wlmté Bélangl R® ary andh 1nd¢;¢ndemhaﬂ®cted\ﬂoem éhngbuIan@smtmg of
{ﬂﬂgpendent |y selected fromthe group

Sg %‘%%ngﬂg ydrogen and C1_9 alkyl. In another

errbodl ment there is provided a ~conpound of formula | L. b
mhemmtherl%inbcshmhmhbre is pvieiRammpaynd-of Rorrede! whirsineR" is -NR'R';

cal f gd e
seﬂle@ ed f’rocg @g’?‘gﬁeﬁggo%s ﬁgte ?ﬁg R P’ gﬁg{e rggegéegltCil }lndégende:l ty
Ciel@tedll fkyrh; thaguRz ongistingRef hyRngerand Craalliyl; Rid B, & K, R, R¥, and
i ned n anot her enbodi nent there is
? ar%ledgeg{ gghegeg%a OV% formula | wherein Rl i s - NRaRb;
C(O)NRaRb or -CR RcRe, where R is -NRa "R ; Rd and b,
REn ato&ha&ccﬂbodmhepteﬂhdmit pyovidedl astomgrbuind e farimilyf whprein R' is -NR°R;

Co 8 d. b3l
é@)ﬁ%g&:’ ’penﬁgﬁt sSN%{ el%e c’tﬂ:éhfi rom et%gh lmgmnﬂy
c selsitest firong thé glmjaqbrcogs;st,mg}flf }Q'dmgey land 6y delisyly BT, WJ R? ,Cand RY" are each
6 al kox cyclh.oal k
o pERP YR Pt Fom F i naiind o fiopen Gragipt bdronyall, ©.
¢ alkoxyalkyl, Cs.¢ cycloalkyl- C1 s alkyl, heterocyclyla].kyl aryla]kyl and heteroaryla]kyl
wherein each of said aryl or heteroaryl groups is optionally substituted with one or more

substituents independently selected from the group consisting of C,.¢ alkyl, haloalkyl, C;¢



wherei n each of said aryl or heteroaryl groups is
optionally substituted with one or nore substituents

w0 pabepseaent |y sel ected fromthe group consi stPCEPRf003/013161
Cl_6 al kyl, haloal kyl, Cl1_6 WD 2004/ 050634
PCT/ EP2003/ 013161 -10 al koxy, ~dfino, alkylan1no

di gl kyl ami no,_  hydroxyal kyl,. cya
aﬁsﬂxgmlaﬂyaﬂﬁalam ﬁ@hﬁa&w PRl drsgeteamiger sivlsulfonyl,
t ! lsQIfoﬁ)gbﬂ/ gﬂdtl ﬁt@lo M URS edch df@zhd@ﬁﬁhda ¥ E? hHy monosubsti-
uteqd or subst.i an ar e
- aduigder %P@dﬁgﬁbajgﬂ 4rﬁlh Bnet arsﬁf_;é Hedhherqiprhode
prOV|ded a compound of formula I wherein R is -NRaRb;
5 1n eh&MRRaRBo digfent ERr&d Beoviddiad @ nipour®l of fiamRR I wheekin R is -NR®R%;

RS, S BRSO oS S S e,

| gelec@Bdl B3R thalgfoudoR &sﬁ@g@ﬂMEog@ntahdtdl% alkiyl; R® gﬁ@R? ,@r, R and R
whi ch_t hey are attached

orm an tero
s ereteken togebsr vHE the pitrosenipsviich theysre ﬁ%a&hgc% fqg{nnaéi heterocyclyl ring

p 'sﬂ@&tb&j 608 the %Fiﬂﬂﬂ &%isﬁw@f pyrRSdRtYY PiperidR] héthBSiperidine, tetrahydro-
4-t et rahlydroqui nolin

1 pzném b 8{3r4a'f?§4‘<§h84f§6€|1&19h%‘?’|1r?e3 AtetgAyRisasyRaline tegahydropyrimi-

10 didie, h Zﬁbﬁ%kﬂﬁﬁﬂin@" ﬂi‘r%hdﬁﬁé V\}%ﬁ@ﬂahﬁk riﬁorlﬂioﬁﬁé @Ak Midazoline, where
norphol|n i m daZol.i ne, ere each of said rin

i sagipef sg}dg]upg; is opfaqnaily; sehstifiited W h@ng o e substituents 1ngependently
supbRtdd HORt ﬁle F(Si.gp Oxyf?sﬁﬁé ¥f hy%l%}%}c b&sl afldyRandiReale), Oééf?l , acylamino,

consisting o 0X0, , an1noa|ky|
a@mlamaﬁbonyl almm@@ea bentiafkyl, am mea%b?m PR an%mh of said amino

gr&gﬁsq p?swﬂ os@h\Hin@Be Br &fsu&%k&ea%ﬂhmr&qp&)ﬂtﬁned ina
BYYL |pgp

-0 substituted or disubstituted wi 3
15 a|gyy11011d e@@mﬁ mexphioliny, arpipgrariayli gyp\a,;g,qand R and R’ are as defined

PIREL ¥l, norpholinyl, or piperazinyl group; and,
I%Q%Q are as defined hereinabove. |In another

enbodi nent there is provided a conpound of fornul L. b,
wHaraptherempedinygms Fiere is Riovidedserasap@md ofdprmnpla @#mﬁan R"is -NR'R’

‘iﬁslé &1«1 %Ql fﬁfm IPEI rBEﬁ Bons sghing @hﬁﬂo?e@@ gﬂzﬁ and C;.¢ alkoxyalkyl; and

oxya 'S cted fromth

cdhds @ﬂﬁCtﬁgl focfm@le e grogb kgnsistingepf &y alkidy y@gmﬂwl Cos cycloalkyl-Cy.5

20 aﬁé}? ﬁﬂk %;a[lléfl 304 ééé al?ad.l&},-a g%&lhgﬂctﬂé«%‘tg}aoraylaﬂ% wherein each of said

Wmeyleqr e@a@ﬂwlcgromﬂ 1@10pfa<pr;allly swbshituted withyonegr encgg sm@tltuents indepen-
gégg @élécﬁecﬁ?{?rﬁtt gxt % AL | GaloHmSIL C{ %'QE& A amino, alkyl-

he groap_con

Chnﬁnal d@dkylatm@ éiﬂydlsdxyal@l @aao mymmnaﬂw subfomosl,l alkylsulfonyloxy, and

e 4o G BERE RS A0 onY Bfhos MMM AR B disubstiuted

25 eaw:lth dkylsRi d aaﬂm MIlgmxbg@tgltng)}@pyh whigh ybstituents are each independently

T

eaniyl iandegekfdeyl mnodkﬂemnmsulrfmrqm disllylgmingsulfondi l"gilngg, haloalkyl,
g}cﬁz’% §’|17$(|’>ka¥1| ’ F%l 76 %kr%fi% ancélll%bsar%legéﬁl o] 8endgr&}5selected from the

ony ant NOSU

memoap konsisting of bydroged, Ci.d Blkbflk yhdEi sadkyltdrboyyl; andR ’Ggendefined
cyano, nitro, and -NRaRRb', where Ra and

i ndependent |y sel ected fron1the group

consi sting of hydrogen, Cl1 9 alkyl, and C1 9 b,
al Imalnoﬂ*reb empbdinzand thieze 1sspraﬂdcﬂazi CG‘IBIJOLBIII <bfdpsnn1aﬂowl@rem R' is -NRR’;

PP T SV SIS g v
e ig Ec(])&dﬁed:f@dilﬁlthé grogpa@bndistirgad€h o al@jd 933 abycldalkyhfils ﬂkXB hydroxy-
aI aﬁky)f aﬁmkyﬁig}q heterocyclylalkyl, arylalkyl, and heteroarylalkyl, wherein each of said

35 aryl or heteroaryl groups is optionally substituted with one or more substituents indepen-

s0 o heladtone,



Ro is selected fromthe group consisting of Cl1-9
al kyl, C3_6 cycloal kyl-d _3 al kyl, hydroxy- al kyl,

w@100d/0816Boxyal Kyl , heterocycl yl al kyl, aryl al | cR¢T/ER29d3/013161
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het er oaryl al kyl , wherei n each of sald 35 aryl or
het eroaryl groups is optionally sybstituted with one

b dep 004/ Q50634 _
SEET O R R A —
Cﬁﬂﬁ'os&'aﬂkglaﬁfln@]hy@r&&ymlyl cribOslylaytino Qlkﬁs@folﬁ?P( Wlkylsulfonyloxy, and

am. no - am no dlalklamno dro
cyadossn, aahpﬁ@aldamm &repp@wpuoa wﬂg{w ﬁwlwr digystituted

haiR 9RYl; RARE, S aR; 9hd Rkt AIIARALEH R HBor 284 @ﬁhk@fgﬁ{dtaa phenyl, and
nonosu stltuted or disubstituted wth al

Gbe@ulaﬁnkwts agaandrgendengly selected ﬁeﬁsﬂlﬁﬁm%@ﬁwﬁng n5 of Cusally, Cue

%e‘ﬁ ﬁﬁlbélk*}legyaﬁa e -NIghd', 'i_’vhtehaeR"ié SR RY aHEBICR independently
are |n ndent | sel eCted fromt e rOUE ConSIStlng

ofelected dr oam gromc:@smamg@ﬂ:y 08¢t al kyl ,
cyano, and -NRa R, where Ra and Rb are each

' ﬁgp%% ﬁ%g}ilméﬁ lRGt %dprt){rﬂ@a b Q@m%ﬁﬁ@ of RAIuSS 1 Wherih R is
ro en an

I n anot her enbodi nent there

i &RQR 3 Beza —bIRc &rp cBu raad & aresaghyingepengdsatlyseleqtad frem the group con-
| s%?dg e1‘1 §n<il @’\éaﬁgﬁl e 1s|3gle&@&i 3en ﬁ{e%r&i’ﬁgbnsmtlng of hydrogen,

y se fromthe group con- si stTng

o1 sra}l@ﬂ rclasraﬂmmaﬂgsé;l Ry lis sevctedircg@ teegredp F@l@ﬁwtnsé)f Crsalkyl, Cs.6

SR R ES IS S b B o

olﬁet@l)a@lﬂml,ywher@g each efisgidrayliariheerogybgrioyps is opt1ona]ly substituted
A BN s g Ay BRI B oo
aallﬁl lmadoaﬂed,e(alcsatﬂwcy,garmupsaﬂqdamptq, dirlinlamingblydrexalial, cyano, acyl-
e S AR SD L BB o

Gipterallk moposastitged at ﬁlyulamtmtgd wa;nhaﬂ]@{;ﬂﬁm; adi- or tri- sugstltuted phenyl

h?‘gircﬁ Hﬁ% its §r¥ A&y 188%%%ndeﬁt§? e ﬁﬂl fgécq% %Héf érgﬂg 8on51st1ng of C,_¢ alkyl,
gﬁpmiboxyscl @qdk}{ldmalqu aﬂwhokfmbé,tamlupsdf@bﬂ m@wbgwlatrun@s@ﬂfonyl di-

L k t t a'
v\ﬂf“ré r%m ul{for% a? gaq{aloaﬁﬂgy% c!’ylarap; lljlgt?]%’j’etﬁl;dl iﬁq{s gﬁgﬂfl{lkﬁ R* and R are
f dsamhnmdapelgianmlp sdecrtsd foimige gfo@lc@slatlkg/bf hydooges, €i-kadkyl, and Cio

G R PRt B | ool 1 ony .

hal ogen, hal oal kyl , cyano, nitro, and -NRa' Rb", where
F&n argotiger Rbibodrraentethah is proejdled aenmlppusé oé furaild b whereindk’ is
sl s v0fpdlygr )
RO N S R A eachrckpidiity sBRed o he group con
anmdgeuf hgdmgdn anahf:l talkyleRT gs aprlagteldcfsnmah@gmpp wosissing of hydrogen,

aﬁ H%ﬁ’aalng %e]‘zfr agj}%’e Nd és'rﬁ%IFf fég e oeng t%éedér?) HB mgitqsnsgﬂ1 Ir% g G b7 alkyl, Cs-s

'cqmoau&l i §h]ikm]ghydfoxyyﬂhybg?egalknxiyatkyl heterbigyiclylaig, a;r;da]kyl and

Iecte fromthe r,ou of h e
g dheéelgl e%%}%)/%a}ég e?ego% ?1@9 o) :ﬂtlog%ihl substituted
gwﬁh r@ne ongicgé slﬂgtlﬁfen@ln&ep&hﬂmhtly selzeted fxqm Heedrkyp e@bisBing of Cy.6

%*’%33*’5? s argirey wPrSSE <Sltaping: hidpppfion cvano, acyl-

V\&lﬁhﬁi Foﬂ;'l aﬂ@lsﬂlfaﬁ)ylbxyo anbbilegenaut egcr}mfrsmdl asnino groups is

e sy St R AR R Ltk SR R s o 2.4-di

Qﬂu_&hﬁﬁe@d;ﬂ%h 6-thishtatitdeyd phéalyl,Gndlikosubstiiehts@re independently selected

kﬁ’lo g‘g{‘q‘im %@?#%&%ﬂ%?éﬁ[ﬁgﬁ%ﬁ :geﬁﬁ%?%g%ﬁﬁo, and

and each of said am no groups is



optionally nonosubstituted or disubstituted with
alkyl; RR is C1 6 alkyl; and R3 is a 2,4-di-

wG@aiwsnstest ed or 2,4, 6-trisubstituted phenyl, apdI/EPm®03/013161
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substituents are independently selected from:the
gr oup consi sti ng of Cl1_6 al kyl’17C1 6 al koxy, hal ogen,
hal odally ano, and WO 2004/ 050634 PCT/ EP2003/ 013161
igzh R} Ad Borde fchyndpeRdendy - b e §Tiyp consisting of
aqgi@f alkyhRa' Rb", where R~' and Rb" hydrogen
and 9 aIkyI In another enbodi ment there is

prow ded a _conpou of, for La | wher | .

hi ashgngmbaggmaen tg%reasraroyr 6FCH@P8F’6§P€f°r T Fhdbein 3 is arylor
OH&ERJB%JI |vVhe§é' £54 hiylbeHet¥ohfl B%u@hamst&u&d Wwith one or more sub-
stituents_ indepen ent‘lay sel eCtgﬁqy fro al

attitBeats independenily pelentest frem -3l Cog 01% ﬁl 6 al‘r%‘r efis Salklulf-
halhAahHYden, BAGMRY], Fhhd,Gitr8) nehd- —W@ wh¥feeCainRR as¢d eith indepen-
are each | ndepen ently sel ected fromth dD 3
coenilyselerigd fromy rgé@}ghcon@lft@g gﬁg rooeéln @j.kjg Cialkylcarbonyl; R
WL sYdi 8 PR siituRet phehyPwHich s@stitddntsSd+e %idhﬁﬂ&ﬁﬂznﬁ&ﬁ[}b’s’elected from

i ch substltuents are each i ndependent|y se
f ﬂ@@rowm@rgrswg ot Gnealky 18 ol algy aﬁ%&% aminosulf-
ouyl a@kh?ﬁ%ﬁﬂmo@&mﬁlfl dfﬂkﬁé&hfrfb@ﬁﬂlfony@ 'Hal'l%%ﬁ' |Halc§'a@cy@ Qyino, nitro, and

naosul t di ‘al kyl am nosul onyI hal og

hdﬂBaR‘r(whereyam RY are bachdndrpenegaily selegipa fomrthe gronfrgpnsisting of

ﬁ%rl%g&{‘ d,; qu?fe Eg% FE% % %ﬂr(]ﬁ@e{rsgﬁd@'darfdrﬁfﬁ Sé%ﬁ%%@ H@remabove

aI kyl car bonyl and R2 is as, defined herel nabove

akonsherempadimeni theteds pravided 2 sompornd of fﬂ’rﬁb@?nhwh?fem R'isaryl or
f Bétlgwa?yl hnwgﬁﬁ gy oﬁﬁet'efoa?ﬁﬂ fonai?}e&%f?&&éd wiR@nd 8t fhore substitu-

eteroaryl 1s option substituted with one

o¢nusrmchepsmmﬂw¢lectﬂ_¢>frem(§l aaHWb nakkatyspalogen drlagligl sgno, and
C]igﬁ lﬁ%%re 1@&%&1 _Y Mch Hﬂleﬁ’&ﬁ@nﬂ\]j‘@l&?édk{yém the/ QQQF consisting of

ge each ind epen dent

sbydrogen Guo ok h@d G- mdbyleash@n}%ﬂ i &f or atsgEred Ehengrl which sub-
aLtJJ(t)ﬁ%n deaﬁ]'iéxgi g% 5?9 vﬁ&@% frﬁé thé §1§>ug con§iéting of C1 6 a]kyl C;¢alk-

tri- tut ents are

| nEB rﬁm d%rrlthlro, (S aélaﬂeﬂfoﬁvlommmémwbgn@wgwmmgs@fonyl diallgl-
C | | '@ b" a
%ﬁylil l-‘# 1](% yl'ﬁ}oénaiufo gczyrfblnﬁr@ 20U NRER, Qﬂl@l@ R* and R are each

m nosu monoal kyl am hosul f onyl,

dlraiepymdeady adteatesbfibmdhy proupaboyeting dfdiydedgey Cr.saflgmand Cralkyl-

" and Rb" are each
é’%% U:ﬂjdc}]i{y se&ginted ?%a% e group consisting of

hydrogen Cl1-9 alkyl, and Cl_9 al kyl- carbonyl; and RZ .
i $n wwefﬂmbqﬁlmen@hmbspmmeﬁ agnotesnd effgitkehvhernsisy R is a di- or

:j?r_l-e%Qs\{ ‘?t%g pgll"l g%?p ?ﬁ'? 93&8 guﬁsﬁgﬁﬂltﬁaare %Qﬁ@éﬂ&ngghﬂysseﬁcted from the
s ghstpi doneistisg eff @ -clyh Gis aﬁip!esn Gentlkylthio) Gotableylsulfonyk srinosulfonyl,

23 cg{ 3 laﬁ‘f)@gugfghﬂgdﬁﬁcy agnlﬁo{alfg}{% }ﬁ%&% B 5;?1@’1 cygilro %hitro, and
hrreNﬁalREydlvhere B3 sk fRS ngde cadhi latlwndmtrmlq:hfed rﬁgolm thwrog[ecpnsmtmg of
3 R RSB 5

consi sting of hydrogen, Cl1 9 alkyl, and Cl
alhk yh@thextmnly(bdlmntjtheﬂjls arayided aa:rompmlnd@f fqrgdﬂa 1 wherein R®is 2 2,4~

i)b Ur%e%?é dfr%lrbaaliu dl‘e or H%qgls{f%gfnilttgﬁ gsrlgeh S %f, ¥l 9 ubstituents

efein
diasedash itdep etlenfly 6eletital e theigeap consisting of Cy.¢ alkyl, C;.¢ alkoxy, Ci.6

ga@@;ﬂ:‘{oag agl%gléutlfé)ny a nosuifony% rXonoai%fllammlg?ulfonyl dialkylaminosulf-
onyl, halogen, haloalkyl, cyano, nitro, and -NR* "R™, where R* and R”" are each indepen-




are each independently selected fromthe group
consisting of C1_6 alkyl, Cl1_6 al koxy, Cl.6

w@bkdoyhstsso, Cl_6 al kyl sul fonyl, am nosul f onyl , PCT/EP2003/013161
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nonoal kyl am nosul fonyl, dial kyl am nosul f- onyl,
hal ogen, hal oal kyl, cyano, ni t7l®,- and -NRa' Rb' ', where
Ra' and Rb" are each i ndepen WO 2004/ 050634
F@lﬂEP@M fiymhqgronmoa@mnap thyieagerdCraaliarliamd Grgliylcarbonyl;

%%ESRsﬁﬂdqﬁz at ab&éﬁrﬁ‘g%@rel&%oge al kyl, and C1_9

yl'carbonyl; and, Rl and R2 are as defined

her ei nabove. In another enbodi nent there is provide
dorpethes cmbodignent there isumeyideda regnpeund of f@rra}lﬁ 1Stherein Ris 2 24-di

%ﬂB&ithEth £6-dighbBrithkey leﬁ ﬁ%uﬁﬁgbstﬁﬁted pyridin-3-yl, and said substituents
trisubstituted rid 3-yl, and said

sanbsqqhtlu@meg esltb(rsgle@taé onhﬁ@mmqsvtlgé pEet-elkyly @malkoxy, halo-
| a
ggéﬁ,’ %%éﬁ(ﬂ%é’rﬁﬁ# E%)cg%aﬁ%laﬁm% ol ancﬁR%Arg Qé(bleﬁrféa h‘érem bove.

d di al kyl ami no; and
and R2 are_as defined hereinabove. |n another 5.
dntsaathee prbpfisrcat therpisprpvider acespperhef formplsdirhesein R’ is a 2,4-di-

Vﬁggtgth{éd@ 61 ﬁs@stgtu edd br 2 i%fshﬂs‘t‘ft@lﬁd 1d1nd3—yl and said substituents

I substitute rlsubstl ut e
are re@nhnnéegenderal’fcﬁels@l—’ﬁdl fr@nbﬁlelgmmﬁ@swaflé obGusplkyl, Cisalkoxy, halo-

Cg%ﬁeﬂaqu@ptalué,iﬁoin%cioxy%ﬂﬁ%ﬂg gggg ﬁpdﬁgglg 'a(? aﬂ&l Ot Cy.salkylcarb-

aimiyhslaadiRids asalelned barriphborieno; R2 i's hydrogen, C1_6
al kyl, or C1_6 al kylcarb- onyl; and Rl is as defined

h.[?lra% ﬂﬁp QMI?O ﬁﬁexﬁl 'ﬁ@r@% V\%gﬁﬁ&gé E’@rﬂ?oﬁrﬁ@&ﬁofﬁuﬁrl%ﬂeqag Ris

oyn ornul% ereln

h‘ﬁﬂ B®/; RAS hjdroay;R-is adi-or itri-subgitited pridinyh iagil 9l subgtiguents are
ﬁi %%Eé{dehﬁg O St ﬁonﬁﬁg gro'ugqggﬁu r&ff' d é%ﬂégf" @[ %Q]koxy, Ci.s alkyl-

roup consi st

Gluc@ Cak Wiylsuloniyh |am1n®1ﬂfenﬂl mngﬂhl@mwosukfmﬂabeﬂwleﬁwosulfonyl

k 0 [ t
SIS Yl Y PTEES LONCe SEEpcntny
aaek¢cte&IFﬁa)n’1 B¢ growgh eorslsﬂag aﬁhlyd?bgers @wdkﬁldarid 6m alhsdcarbonyl and, R,

L ggsyﬁiéﬁggd flreiglbngen, C19 alkyl, “and 19

d and Re are as defined
herelnabove I n anot her enbodi ment there is provided
clompotired emboﬂmnaml there isphvevidedha Rimpeurpdof fopn h@lnuPs is

R RO ARG AR ARl ﬂg&g%ﬁ&xg&%&%gﬁm group con-

from SIS rogen

sttﬁlgaifhmgélk)ﬂlﬁ aml 6:1 @J@mu% |C,3 5 @?1(@11(}’1 C3 6 cycloalkyl Cl -3 alkyl
C | oa#a!(fel%grll ;lh%gﬁrgafrgﬂy tel% %ﬂéﬂr% gt %XAA‘I oﬂgtdea'}g%r%eteroaryl groups

wWher 6
hebpnamﬂylsubstquad mﬂlsormmlrmmlshbstﬁumm mtdap@nﬂemﬂy belesteal from the

ggrr 8{}%’ E‘g%s?] bs: N ﬂkﬁ(ﬁﬁgﬁﬁﬁ@f nﬂﬁl%](xcp’ q‘*cﬁ?aﬁgg%&lﬁnfyatdg or tri-substitu-

aﬂe& @wdln&b dndsdid gdntlttﬁﬁts age eadhi mdependmtlysvabstteciﬁitmm ghe group con-

Skentiyb SeraoButr PR GralnRiln St tuinon gyt mono-
Qlk}ﬂarairloyiﬂforﬁz], diallafldrninpsulfiny Iﬂldgylh,t}fal@,lkyﬁrzﬁlo, nltro, and -NR*R,

E%jrsiﬁm%@% s g oSN e R G Frogm e expup spusiting of ydrogen
ha| adkykyand G yatkglcarbionyl andRd is ddRlefiRed hereidaboee. Ra and
Rb are each independently selected fromthe group

nsi of.. h . o1
o Bnp b el nroided n Sohuund B o L phergg R i
| -ICIéRéRehRT’ is lefﬂ?ﬂﬁty;tﬁéj%dtmalreeach inpdependienlyaelecag frontthefgroup con-
s1st1ng 0? dl_g \Qﬁ]c%[ 1-6 alﬁ%l'xyaﬁcyl, aryl, and heteroaryl, where each of said aryl or

heteroaryl groups is optionally substituted with one or more substituents independently




-CR RdRe; . R is hydroxy; Rd and Re are each
i ndependently selected fromthe group con- sisting of

w@090sleky| , Cl. 6 al koxyal kyl, aryl, and het erPer/gP2003/013161
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where each of said aryl or heteroaryl groups is
optionally substituted with one ¥r nore substltuents

epe ntly WO 2004/ Q50634 P 0Q3 0131
S GFIEBER ot Gner @ne%n%a G Al b ¥, and halogens R i a

hadi.ogy dddubstithedd S d;u, arfNdid@bsstasats B2 e'a§h fhde éndeﬁﬂy selected from
trj-substituted pyr| ggédand sald ubstltuen S are

edbhgionpEpaHtEgIhFis o ip-calirisulionylgaminosulf-

Ofon Wiaml%ﬂoﬁ&lk%ﬁwla%n&tﬁoﬁw Ezﬂbébn Kdiofikyl, cyano, nitro, and

al k sglfonyl am nosul f- 0on
Hi%aiRkyw frefos sqﬂdf% ngie caeh mdémmﬂmelﬁcwérfmm the:grege gonsisting of

h Eﬂyﬁﬁigléﬂl G Y80 And T, § bRyl cAHdnTl; aNRRS &l deﬁﬁ@ﬁ?fe?eu%%ove

are each in ependently sel ect ed fron1t e group
conS|st|ng of . hydrogen, Cl1_9 alkyl, and Cl

alr Wetbﬁbgﬁbpdm&ﬁaﬂme is prewgdedss FarerRPuErali W@H&l@/ & wherein R' is
aneRheRearMORdreR); R QEH R b2 &E@Md@%&d@n@ﬁmw&cﬁ&ﬁ the group con-

formulal wherein Rl qgé
aﬁ@tlpé oaﬁesaéla)d a@@%ﬂlﬂﬂmwly ag@h@é}towlwhm eash of said gryl or hetero-

C % 1 %ﬁna&%s&sﬂ{d@é’d withrbof o?h%?@?‘@sﬁﬁdents%ﬂépendenﬂy selected

ere each of said ary

rfSPIm ghecgmgp cansifting oh &b glkglulb@mlmat@eb alljorcys apdehalagend’ds C.s alkyl;
S léhatﬂs tlé’@f&%%lgtmg% g,%t Aly%b%ﬁhﬁﬁ& %g 2, é 6r gﬁhf)i}ﬁu&%gﬁgm 3-yl, and the

consi stin oxYy,
h aubsjﬁmntmrqegc}g]_ld@@ﬂkmly selegted 1%:/@11 the ggoup consisting of C;galkyl, C;¢

2 a‘ﬁ( g&t F tﬁéﬁ&gc}’ é nfl- ngibS%’hEﬁlétIg élq{bhaere each independently selected

ost I tute yri
smfmmhwaugcmsest@g@ﬁg m«dbétdaﬂwéel ected fromthe
group consisting of Cl1_6 al kyI Cl 6 al koxy, hal ogen,

134 980! e BB e gégls pr cﬂﬁq dRPoroRIET fAELin R' is

pendent ron1 group consi st ng

of—CR R&dens byddoxy “@eaﬂuk and R° an@al«re togethes ¢ farnt a cycloalkyl or

t Wl@fe?(g%a&g%%\{lb@s g dﬁ ng%gst%tefdg)ryﬁ%l g‘@ﬁ& %ﬁlgstf%}ents are each

t ak@pen@gwéb'helﬁctt@ﬁbmtﬂmegr@m@aim% ofdti-sabat, éh@ayl@kwcl s alkylthio,

My oo gAY S o,
f igoms Hahalkyl, syancs urtm,snd ﬁIjRoR QZIzhﬁeBIa kiylkl,R Cire 6ackl ikdspendently
C%el?et?{ﬁ?ﬂ“ t}EI 1o %/1?@ 4‘1%9 #%Bo@ %ﬁ(tsl 9ﬁ.{lﬁ9ﬁﬂbonyl and, R%is

nonoa am nésu fon onyI
gamdeﬁrwlddazkdayabove.yano nitro, and NRa Rb", where Re"
and Ro" are each independently sel ect ed fromthe

g rlﬁ Hﬁ%tgl 12 ﬁ{)dlﬂl%np{he%g ?chﬁged a déofrgp ﬁ)é rf ! I?rﬁg gg/vlélgrefn R'is
aHGRffédiR elhbs;@im’edtfrqm theegronp pompistigg @f 61 cakypobnghlkdxyalkyl, Cs.6 cyclo-

tc%é g7 ou %ﬁ {:gﬂé r}d%ﬁ@@%a&&? an@}legelrggrgrﬁﬂcyl where each

aloﬁ eaiy afylkyf het&®afyl @c(ﬁlp@m Ggitiophlly ﬁbsﬁtumﬂcwldabkglm fior&substituents

aryh alk het er oar
he?é/elpén&lerfﬁlgls le?tg(h g%/ t(lle'lé SLOYP confsw‘g%ﬁ dtag;rsya}ky% I;haloa]kyl Ci-¢ alkoxy, and
h énbhxgaar&f land RS apestaken ogethental fo;matdlm&ient gitomp seletted droen C,.¢ alkyl-
subst | nde eIe
or Tt Em LR B Lo SRt G oS RRdeRf, Caccro-
ala]kyley},l .3 alkgl-alk@dide@dnCs. Bletabdydﬂdhdam)é (Egaglheterds@gbt g alkgidenyl, Cs¢
rocygl aﬁqf?zll 3 %i(}%ucfen% aﬁcyl?&gn}cfilaryl @ Xﬁcyl-alkyhdenyl, hetero-
aryl-C;.s alkylidenyl, and hetqroarylalkyl—C1_3 alkylidenyl, wherein each of said cycloalkyl,
aryl, or heteroaryl groups is optionally substituted with one or more substituents indepen-
dently selected from C;_¢ alkyl, haloalkyl, C;.¢ alkoxy, amino, alkylamino, dialkylamino,




30 idenyl, C1_6 heteroal kylidenyl, C3_6
cycl oal kyI i denyl, C3_6 cycl oal kyl -al kyl i denyl, C3 6

W@EYEH050634 kyl - C1 3 al kyl -al kyl i denyl, C3_6 PCT/EP2003/013161
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het erocycl yl i denyl, C3_6 heterocyclyl Cl-3
al kyl i denyl, C3-6 heterocyclyﬂélkyl Cl1-3 al kyl i denyl,
aryI ClL 3 Ik yl.idenyl, aryl-Cl 3 alkyl-alkylidenyl,

geré,r% lis {ﬂl or gqlﬁybs}tggt'ﬁQ PyTigiggl, and said substituerits are each inde-

h&érﬁ@r %ﬂe@ﬂegﬂon%m%r&lﬂ(&’dﬂsgﬁﬁg bf CY‘élﬂlbﬂ _aBERyot, {ﬂk}ﬂithlo, Cis
cl oal'ky , or eteroarygsg&rou |sot|onal

mfpuxleenmlﬂf%wb gy kmypesiiongle ﬁtaélwiweeeﬂf 4 halogen,
1, SPARE hﬁfb fclfl@ DNﬁ}iRE ﬁfléﬂf P aﬂﬁlﬁbaz]u@élmh irliefendently selected

al koxy am no, kyl am no, di al kyl am no,

F0uR R EE PEOBIOZn 1.0 oLk anh B hdkﬂgehonﬁeaqu Ris as

EhedHéreﬁlﬁbov%UbSt ituted pyridinyl, and said
stituents are each inde- pendent ly selected from

the group conS|st|ng of C1_6 alkyl, Cl 6 alkoxy, Cl_6,
dn@pﬂm gmbesimgnt tieks;is E0videa corapaynskeli fonyle | wherein R' is

| ¥ 1 6 3-6 -
oalx{mﬁmag;ﬁég thfifhe B Lk amanRYL LRAYC) ARLAARGI, Cs s cyclo
Rﬂqyl die Cﬁ‘é@q&%‘lﬁie IQBWH éﬁfl’l 3ylsliyle b@fetpas}’lf ashhet¢roagytaligh where each

Q{?@ﬁfl §§,r Bg Rggr&m gﬁg%g 1§ %aﬁ%éﬁsﬁ%@%gﬁfﬁg Qr more fubstltuents

ané@pl@ederehtsdduné from the rgeoumcqmsmvngl efCas Aoyl eadkydfC,6 alkoxy, and
h%ldg’éﬁ RlandeLEl QrBLto ?th&rl oﬁﬁ%‘ﬁw 1'gg lgﬁs?e%{e ‘%&&fl@“s alkyl-

roup consistin

s @@Fﬂl"m‘wﬂwh 176 @w@e@mqyyllyh@mﬁ agiHG1ls aﬁerhﬁ#:nyl and hetero-
%BMO¢1 | salkyli %5}93%1 cﬂﬂa@%ﬁbﬁ%}yﬁ% Ky hete%ﬁ?fl%&%qs optional-

aryl er oaryl “gro
é]a lsxshstltluccemthnonh oomremhmmn‘eubéﬁpendgnmselected from Cy.alkyl, halo-

ahrg gﬁﬁa&;’ T a+ edﬁ{}’?qla&lr o(ﬁﬂalfkggingﬁg %Bg%%ﬁ% 1? tR3r19a g{ or tri-substitu-

dedl pﬁwﬂlaylealtéedaehsub@@tetm‘e rar¢ each mc{enpan@hmﬂarlsenctte@ froupthe group con-

%?Sltl g'i)f%/f ﬂ%{ﬂk ﬁ—ag(e 3 1k(¥ Gél)kygtﬁ% { éﬁbﬁé?/‘lc?lf?ny(lj amlflosulfonyl mono-

aﬂyyﬂaaﬂho@ﬂﬁ)myy Id1aﬂeyiwmmoaﬂﬂmlyrbhelpgen, halplall@l g)&no, nitro, and -NR*R”,
den . 0 k
%Jf %a%}? hg ra‘é@gacﬁ e%@{i@en%&lsgl%égﬁl EYE @1% |(¥uLPt oghis }V%I{Dt‘l% 8f hydrogen,
dhe atkyl, and élsalkﬂtarbueyit and, aﬂéﬁém@a&ﬁhﬁne&ﬁleedhdmbvfer om
Cl1 6 al kyl, halo- alkyl, Cl1_6 al koxy, am no,

dp oL B poRhRLERAT BRoudfs ARhOURM o Bub iR, i
e@@ﬁRﬂRﬁ;dé pesdhetetu fyom elheegmag chmsistinighod ng alkpl Cﬂaalkoxyalkyl and

%’f é’?lk er® ]Fr%hgc oggil is S)In?flf sq)f)\étltu tﬁl X lo} pr{o(r)é substituents in-
aiepyfimﬂn ede:dtécbﬁng/ﬂn magmumcbamm@oﬂ aQ amﬂ, hhlahligk ;¢ alkoxy, and

| k c
ARl YR relab ol § B e iuencBlopl RS sHangm .-
cllodidaiyil, (G cafclbalklyl eflehidenyGiCS ha:tdrycty,clyh—ﬁd atkyledenyl, aryl—C1 -3 alkyl-

GRS ahoP e e ot e R DR roups

foptionhlly dubwditatedi witlRind er moﬁRquRaentRﬁad@exsdflndytsddctéd fiom Cy6

B B e by o L AP e

Sybislinyl, uhddaMAsﬁlsstmmltmre W}ﬁnﬂbﬁmﬁbﬁﬂJ}GM@tddrﬁ'(ﬁﬁ the group consisting

ARy PR LRy Coas§oR oy RO R SR R o poroali-

antinGdilfne, ﬂﬁﬂ@hrﬁlﬁ@ﬁﬂfbﬁffl , baloge, hnlaalktyly ay@6] nigfopsind -NR* R, where

gg rgitaﬁ?ﬁ 9{er eg{pkm]af?%wg{nﬁy c@%@r@%@g{@pﬁcogﬂs@g of hydrogen, C1 9

allle¥,land €Ny hikyRéon i ardl, ah# R are as defined hereinabove.



i denyl, and heteroaryl-Cl_3 al kylidenyl, wherein each
of said aryl, or heteroaryl groups is optionally

waewgnsuest ed wi th one or nore substituents PCT/EP2003/013161
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i ndependent|y selected fromCl_6 3o alkyl, Cl_6
aI koxy, am no, alkylamnmino, and & alkylanino; R3is a
or. tri-substituted pyridinyl

shbamthqy embeodirpentdhens 15 praxisier aéﬁmpyugg ng’(”é‘&laflv whereipR ' is
QIGURITORSs %Yﬂfl%en, 364 48 RlkiYubstiehtcd p?hﬂﬁ?sfl/ an&}aifl substituents are

aIkIthlo Isulfonl am nosul

@Wﬁég@¢c¥ &ap th earcam@ﬂnam%% rﬁsaﬂgﬂ Cy-alkoxy, Cy.¢alkyl-

hﬂ‘]ﬁ@gﬁg ].Ilsiﬁ{l]%’r!l )ﬁmm@é’lﬁflﬁ 1, mJﬂo%yBMnomnﬁbd1a]k\ﬂaﬁﬁﬁosulfonyl
an ,_are each inde ende t sel ected fromthe

ghadegsne balealkyl; Wgn@,fmﬁydmsgé\m P ¥ R” apgeackrindgpendently

: 2
AT AR roBPfondibe T LilDe8R (g%fa]lé?ngré%;@ mﬁgﬁggnﬂ and, R
eRband] Reare as ﬁ@ﬁmdlhgq@mb@iveled a conpound of for nul al,

wherein Rl is -CR RdRe; R is hydrogen; R3 is a di-

Ofn ?Irfdthecf léHﬁ)to' EH L& &lé o‘%ded a%B&fp%ﬁh@ o FRRluld M eMERin R is
alr e epen en Se ect ed omt he gr ou

CEIRS] RSR 3 Rg1s(};1fyd@ge$ R 4(ng R® a@qea@haqld@pgy en@ly s ecgpde ﬁpm the group con-
t C -3 a
rr%iéntoé (I?%Fg aﬁéf‘;os uf %ﬂk&@ﬂlﬂyldl aquwgﬂnnb{] g%slc?(}?ﬁ/lkyl (':51 alkyl, aryl, arylalky,

h¢tgg>gry alndlhgmrm alkyl; avhsre q3ch pbsaicharyl om]p@er%ryl gxfiips s optionally
tRbfie Siaﬁ#& %Q.gﬁﬁﬁﬁg{%rf%liébgn& tﬁl“stel%&e(ﬁ E%EH {H@%roup consist-

ar oup COﬂSI St Ing O
alnigydf €a wbsyly haloalkyl, C%RO)Rdaraihhl%naRels aﬁlﬂ@ftirm@sututed pyridinyl,

hgae;aﬁl@gl%\ggmfeh{; ?{gcp%%?mgg{rg};agaw %@R&é g&@%ﬁ%@l@tlﬁg of Crs

oun

hgdhylo@emlkcm GnchliRdthio, & eabiiylsitoespamiansulipnyl Irrmoelétylammosulf-

a?a%““ VAR ERRA hefoRn IO o oo i@ 9 MRS where R and

aR ylke; eaah mdepalrc]dndlylsglbqted] ﬁpmt&;agydup ngdllstmg ofhhydrogen, C1| oalkyl, and
gt enpar Yy r aryl or heteroary
bﬁps fa\sﬁ)%n 1a61r<]1a}ﬁbﬁa %%{akgr?ﬁ%io\%et h one or nore

subst ituents i ndependent ly selected fromthe group
chnzmoather e dohegithereds puoivided alcoaipoynd offiorgudd k‘@hgreln R'is

kO geﬂglsyﬁg'?gﬁ IR Yre E:{g:!h 15%%%5&%%?&&}4& Fx%h{%' 'group

an saird su s are eac
f carsisting o@CQuquxkﬁﬁd %komyglk;zit ar@h agd b5temakgll N @g egch of said aryl or

h$ oéiml ]groufﬂs 150 1ona11 n ed w lolc'ig of {HM!: substituents independently

dsdlécksﬁl fmmrubsgdohp myhslsthrg Gf@ra alldyr]ahdablkyll, C1.catkony, and halogen; R? is
m églé(x d%?’l(% ]&/13 a e%q El{swg tuter%a% ﬁ%ﬂs(élrbgtﬁiﬁteélgélg% g,t%ctsllsubsftltuted pyridin-
hyej:i agd mhe @ibsStuahtsyke 1ndaplend€ﬂt_1@s%chqdl fuan tolsangronp aams;lstiﬁg of Cy6

@‘@?8 i55h %er 3 F}%ag%?l Formina %"L%e‘?gf)%h@maré %%mndepen-

tl?@%cte&% frolnS tHe;gﬂoqg essisRdg aﬁhydiegcar ande@odalkyl.
[ ndependent 'y sel ected fromthe group consisting of
%E?%o%lggyeﬁan%l ?g?t léloexl ;an!'ok o¥n&jou%?%f Fo%}n%m}{émm R! is -NR°R®;

ete

||||||

OPC(@MNRRY; o8 ORFR RS, vdmhrw’Rfis -NIR& RSr; R‘}mnéléatmaach mdepgldenﬂy

,I g q%c%ﬂn § S ntd’l% gliozlﬁlc%j%ls grté_gfgmyg%c%ggz ha bo %%gl?%sltg 'ar}ﬂ Fé'f tri-substituted

Cbxn«ﬂinﬂ Klyd saidisubsBRBienss aae Ea,c& 1ﬂdq1ehd¢ntlywtledﬁd from the group consisting

o s TR reatle RO G e Rt aRtr PRt oaliytamino-
f&mfoﬁyneh@kmrpm@msamﬂ mg)ge;ﬁ }ﬁ]baﬂ(yl alnd, nitfs] afd aNRORY/, where R®

ggxlé 2 @iqe ?q% grg den%qy selectgglfrom fhe\%@oup co%%istmg of hR%rogen, Croalkyl,

and C;_g alkylcarbonyl; and, R% R% R, RY, and R are as defined hereinabove.



dently selected fromthe group consisting of hydrogen
and C _9 al kyl. In another enbodinent there is

w@eanviosised a conpound of fornmula | wherein Rl i BCHERARN)13161
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-C(O NRaRb; or -CR RdRe, where R is -NRa"Rb ; Rd and
Re are each independently 30 sel7ected fromthe group

consi sting of hydrogen and _Cl -9 al kyl; is a di- anb,
tIpjangthss embedisent ere WiPRGYLS e%ep@a@@%#kferwlaéml@r%@ is -NR'R’;

§ - 20" ¢ e efAden
@:‘%b}Nﬁ‘i@’F&” EEOR Neﬁgh%‘ﬁ ¢ NI Org* aﬂla%ﬂrﬁiag e%rlﬁré&éﬁ Rently

as|e],c§/qeé§ @Oﬁbﬁhﬂgromqmm;ng e drogﬁgrr?@é w Bfols a di- or tri-substituted
?{}Jrifdﬁﬂfl’l and galﬂlslﬁy%ﬁﬁérﬁg)ﬁéleE&Pﬁﬁlde}?e!?ﬂIeRQ)e&lec%ltﬁﬁh kayd  group consisting

ano

eosféh sal&rﬁleﬁendw G sék)éﬁn@cplrsﬂﬂwlsulfen@rm@oedﬁwh rmqrg)aﬂwlammo-

g@ﬂ;&zdl% %@ﬁﬁaﬁﬁ@%@@ g& f%s gneo JRHTRY, where R®

raelrdél nar each, indeperdentosberd frRoTER2ouBrOIsBIieg of hydrogen, Ci.salkyl,

?agl;aﬁfa %%'nz? R, gb hﬁf & rﬁggp P, éagfzzﬁﬁ%gc%%) B8eQid from the group

-aoRSiRerof hptergen,FC:-d aékyl RepdrcyallylRg ¥elkak €. eqc;lpa]kyl -C1.3 alkyl,

&?B@Eﬁ?ﬂ%&&ﬁ%& ?l&?ﬁet&{sgg)l xglﬁé}gipr 505t safd a1 & heteroaryl

tgroupsibeptionaly dubspwue@lwnﬂm qneam dn@a sabstitiznts indeprendentleselected

SRER hHIBRE PRRInY (18 SEAORIE AL OE, HAYOEROP RN Ao, diallyl-

6dnk1y1b,shyldi’m{yyllwl ayrnopadylanony) a,llqr}mhfoaylk gdkﬂamlﬁmyloxy, , and halogen, and
Seu Ic}f1 8P %1& z%mfn%l é&%p%%gé&%&{ﬂ? %llv%nosﬁ&ha&% or g%ﬁt@éh with alkyl; and,

dazahasduﬂieprﬂshetentabyvsel ected fromthe group consisting
of hydrogen, Cl1-9 alkyl, and Cl1-9 al kyl carbonyl; Ra,

?ﬁ anoR§1er e&gg%lr%eng {l?errg is g;?gﬂd%ﬁw%%%ﬁﬂgr%? (gfyf ﬁﬁﬁ]ﬁ‘i%@r&ﬁ M5 -NR°R";
h—ﬁﬂ@@NRﬁl kot -=CRRES, thl@)&‘/:a‘l R® RCRBardRS @aéd@nl in&pepdently
eXted frto(r)rr ﬁlﬁ% %&Cﬁls%hﬁ% 5?’ féydﬁfi‘%%ﬂ a%ldl@ ! 9 alk?? (ii{s 1s a di- or tri-substituted

eroar
h_:qdrmlurqzaraylld saldrsobmrtuerﬂs axpteradnmldlegersiabﬂ)t $da¢tedc&<wmtthe gnogp consisting

go:f §i ?gaﬂ(&%eﬁt g’ﬂkﬂg‘re a,le(gvlaﬂ%sé]lférg 1 %%%HFO@WA&FoaJkylammo—
aslulfonyl dla]kylannnﬁhlfyhﬂrﬂnatogendhzﬂbﬂkﬂ;cyam rmtro, and -NR*R"’, where R*
%%}?‘x aI k%%hg Xa/ %yaiegqc?eg' é%]o%l gﬁeggkr&é% Crlﬁlgs(i) By of gydr ogen, Cioalkyl,
garrrdL(Qs) alqulcaﬂ:tdngah R hlyd Rbmm baxtd Rz @ taken dogetltﬁs mﬂmhe ahtrogen to

AT e o Rp LS LR IR D G i o
foyrrolidinel pipbadidieshdfopiperidiRa Retrahyd €fpridReeRb,2,304-tetrahydroquinoline,
{SEERETERE T R ——
hyigéragas niarphCling and krylid;azrﬂﬂlel wheredach @fisaid rings is optionally substituted
Sxthone ropeinent U Ay i GPBhe BHRE Spffpe of

29 dr&ly, 6330_._61@1 Kmhnoaﬂlﬂyl Gl k@lamm@]aiﬁnatdfbbﬁ)h,l a@minGdarbonylalkyl, and
aIk | sul fon 0s lfon%ﬁ nonoa

PO POREingy Tosh P 06 PR RIS REPBY S PURERPRYpsubstituted o
Cddé\ib@ntd‘ﬂéd Wﬂh alpl I;i or NRantdinedib apgridtidinyh Ip@beﬁldmy@,rrﬁo@ﬂmhnyl or

i ndepen ted f the group consisting of
rraaeﬂ g’l yif as eﬁ#ﬁgk}ireglagpﬁl carbonyl; Ra and
Rb, or Ra and Rare taken together with the nitrogen to

Vit afr‘ltheh @mbaﬂm@‘t tlegbRorodded ﬁﬁorhﬁbﬁ[d)@ﬁf@fmhlarllwlgrem R! is -NR°R®;

om t he gr oup .consi_sting of 25
fﬁd@f cseddt BREPENISHRS of Y FoRpan RV HER C, SatSiyatio; R i
lsePect%d ‘ffrotnﬁﬂfe%i'd@if &ﬁ'ﬂiisﬁﬁg bﬂ@l 9 a]kyl C3 6 cycloa]kyl C1 3 a].kyl hYdI' oxyalkyl, C1_6




1, 2,3, 4-tetrahydroi soqui noline, tetrahydropyrim dine,
hexahydr opyri m di ne, pyrazolidine, piperazine,

woresophsiedsne, and i m dazoline, where each of saPdI/EP2993013161
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is optionally substituted with gne or nore
substit uents i ndependent |y sel edfed from t he group

. gﬂqs Ié?ﬁtulﬂ'&gn %g&%ﬁaﬁ%ﬁhé E%HE kv ere CX}L 'gf)said aryl or

a'ﬁ%ﬁ%@g besypsasbpieo ?Gul@s@l@ﬁte@ ﬁmﬂh&iﬂi oﬁ"ﬁhcﬁ@ sﬂfsﬂﬂi&ltd idependently
o

RS (5ot e Eﬁéﬁ%éatlﬁgfaf?wnwﬁa&ahv SPEH gy, allylamin,

"@Hdﬂt}@dmﬁw hy®b6xyalkiyR) %Fﬁ?d , A¥flarginey ﬂkyl@tﬁlﬂmyﬁ%]ldyl%uﬁ«ﬁnyloxy, and halo-
defi ned here| ngbove. | n anot her aﬁn‘oodl nment, there. is
pEEhiaadgagh %%ﬁ'gmogfowwrlmtaor} Waanosppsgifuted or djaituted with
B Ré &l £4L 8eltrf-seHRitdied 991%9 Qﬂi@ka‘i& bultiffenf)slé £EBAndependently
Cl1-9 al kyl, and C1-6 al koxyal IS 353Iected
fﬁ@ﬁﬁt‘@ah@(’@‘rtbe BB FOPSiBting s@ilwb Catsiloxy,&3-sglkylthio, Ci6 alkylsulf-
Qb%fl%ln 1A cﬁlyl( alk}gmﬁlomonyl halogen, haloalkyl,

#b
2004/ 050634 PC?% P200 /01§161 18 al koxyal k
heyanceBifed, gnarNRI R arberaiRkpnd Rerareacsndep am%welected from the
d%?i@ﬁ 91fh gbiindC ¥Rt & DBAMb HyR YRS, RS as defined
Mﬁé nalnl y s bstylgtu gd gvjfatdﬁﬂo%e olrgragrrglge substltuenfesl,S ne
Q@‘htly sel ected fromthe group consisting of
Cl 6 al kyl, hal oal kyl, Ci1-6 al koxy, am no, alkylam no,

dlxehﬁaﬁlmrﬁpodlméﬂf @%b’eﬁk FY&wd&Vé‘&ﬁm p&Hnd @FThiula I wherein R! is -NR°R;
al kyl'sul fonyl, | oxy, and halo 5 gen

and
e R sslrec@éuf@natherg@ow @uwtmg obpydraget G- alky ind G, ¢ alkoxyalll; R®is
”‘QQQ&&&’EEH ﬂﬁEg rcoﬂkl 6{‘ ¢ %taﬁgrl \ih t 6|Eyc1@zhj§¥l€1 3aﬁ<yl $iy@roxyalkyl, C.s

di- or tri

S abforallodrheserapelyiaish ac il m%h@uegparg@mcwb@emrqgm ofsaid aryl or

arh%éf) taﬁ#@? b‘%; Jif Q%t?{ aﬁ% s:??s"&lt%)é{i/ Wl&:ﬁ;n@nogg@%)(ubsg%u&ts independently

nﬁd@tatd(@fbmﬁhn empfc@nystmgwfe@wﬂl@z halpalkyt, &ny oXja R alkylamino,

e

c gesiagtlieach @&sa idyedning gnou];@]gs optignally mopegultitiged or glsubsututed with
a.h%ﬂﬁ g2 isqf? ;308 R E?ar 23 d'i‘&b@&fdtzgf g 6- gﬁ?ﬁl%'tlﬂﬁp@ \OF f2 4 Bltrisubstituted

ere I‘ment "t €S provi
f @yridina3yl, \méideq subgituerts anRaRependeatly s;:l@@ﬂém:@ ghefgrgnp consisting of
up: C A 9 b _
AL P90 DR OR0 s Py sl
ofpemlemlyaélkgtbd fro8: the Eya@ipoednisisting 0t 13Ydatb$©pl and C,galkyl.
hydr oxyal kyl, C1_6 15 al koxyal kyl, heter ocycl yl al kyl,
a [ 1.
&x poku %mgsmnﬁﬁ{ A ék@h@d 15 pﬁﬁ&ﬁq%ﬁ&ﬁ@%lg{[@t@fg R is
WI CR°R#> Ré Riris NBr B’ sR:damd R Lezaeachi 1ndlqpedcm¥ytdel§tcteé &logrthegroup con-

fgghélpﬁhﬁrg&% a%%rlﬁ 9%11 Re 0ifs sgﬂ'ctgd ﬁl ﬁiﬁh]e g%ﬁoc%lnlsﬂwmg of hydrogen,

am no,

h)@ifg a]kyla hk@l C; 6 dkl@ryalkyh&y | mmlmj¢d ﬁbk—yﬂhg gtcﬂm*pplnmstmg of Cy.oalkyl, Cs ¢

AR e R i,

d |a5)t]=ﬁkyz11 Whldtrenh each bf aal a1y1«yd hetﬁﬁanykgmhgﬁlsajphyhaﬂmhstﬂated with one
t Lute

05 n'éor{e Flllbsstlg 1e0] 1nfleé)§ng%n‘rfy sgIec{eg ntl It}ge%g}l% cc9n31st1ng of C;_¢ alkyl, halo-
s aligt, iG; yelikb gy, améné raﬂqtmmnﬂermhl}cyhaim@,t}gdrdmydkyh tyengyasylamino, alkyl-
(g}syil lsﬁanﬁﬂﬁaa% 5&*0&;{@ And e l kof)r(%ldﬁgumg%rou snoptlonally

[ ﬂﬁi@&osﬁbﬂmﬁﬂaﬂ loy dzebeitued vfltl-oeﬂkylhlé5 ig a dijoracinsibstituted pyhdmyl and
ment t h

S R e R P <o ) G P SRR aSting of Cr.sallyl,

Cy.salkoxy, Cj.¢alkylthio, C;¢ alkylsulfonyl, aminosulfonyl, monoalkylaminosulfonyl,



25 -CR RdRe; R is NRa Rb Rd and Re are each
i ndependently selected fromthe group con- sisting of

whyanofesd and Cl1_9 al kyl; Ra is sel ected from PCIEERRIOBM3161

10

consi sting of hydrogen Cl-9 alkyl, and Cl1_6
al koxyal kyI R'is selected from%he group consi sting

Of Cl 9 a fon)ég_B 6 m&gn%@ge%m é?f kwhere R¥ and R are
3éa}ﬂ|1 ﬁid@ Endeﬁﬂ‘}' sa@&&r i‘i’OmQﬁé’éﬁ)‘ub)Gonsﬁﬁ}ﬁf@H?’dﬁ%‘éﬁ ©f 5a881,4nd C,.

aryl or heteroa s T's_optionally Substi t ut ed
villcasbrnybmngy a earga ﬁqeéé‘ﬁfeénqbﬁﬁ‘épendent ly
selected fromthe group consisting of C1 6 al kyl,

hal rotiRl Efﬂbodﬂen@ ﬂ?érgi%)f)\‘owﬁéﬁ Reompbityd @f‘ﬂoﬁﬁula I whereln R'is
di al kyl.ani no xyal kyl, cyano, acyl am no,
s@& By R iaNg; |P§u R? R Rodey eadiiiadppandgatiy selgs Eﬁdef&eﬁ ﬂeﬁgroup consist-
g gg gﬂrfi%?rg%ﬂﬁ&s a!lléyl Q?t is QEI@&tF%/ ﬁgﬁgﬂlh‘é %H&ﬁi ddndts8A 8f hydrogen, Cy.o
ea;més@ustaquesw d ilsfﬁyiecteé AEPIm Ehe group Bewqﬂas@f 61-g@llsyl, Cs.cyclo-
g%f}ika 'T)?f 8y Mléy?e% escaglggcyal % ox{i/]k?l?:]ié gl%c?{k ‘@Hﬂ%ﬁlc aﬁg heteroaryl-
aallrégu xslmrﬂ@rmh ofasmdmghgrfhew@arylrﬁm@m lkypaﬁmllwub%md with one or
ﬁ@ %%ﬁét%&ﬁ% ﬁfg&écfeﬁag 9§é&éd3é§ﬂa on31st1nr§ of Cy.salkyl, haloalkyl,

th
kyI am nosu hal %

omﬂjnmp]@lwlmmb, mﬂ@ 1Rg, laﬁ]@om pganoeg\thmmo, alkylsulf-

451 S . Bty o

‘ @bstutetedyrdiefubnfet@tddemﬁn dllsoBzis G abgioanéR emt?e@dwehttltuted 2,6-
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it cgﬁga%’fl%%ecg 8&2%4%?—%13%})%&%2 lt%gd?{— Eﬁga % t%ééu;)‘régﬁreﬁfs r&ré:ﬂldep endently
i selteted fipom theygreep ewtsisting pb@n.-¢ AkyloCatkaxynisalegen, halepllgil, and
NYEEGEE Iﬂedl% dadREl, ﬁeveéch Bﬂiepeﬂ&fiené? ls%?ﬁ«%?frggﬁge Eflb%g consisting of

gr oup dons i ng of rogen, ~ N
ahydoogealand| G oRkYL. | s seI ected fromthe group consisting
of C19alkl C3_6 CyCdo- alkyl-Cl_3 alkyl,

W%%Irn%ﬁ:e? d1 Otk ﬁg?f%{ﬁh}%/ i c?ﬁﬁéﬁﬂcpgﬁ/ﬁﬁ%ﬁl Iwerein R' is aryl or

et eroa erein each
d:e}zetroaryl hétegr @it aryl @mtqmeanylsls optmmim sijstgutsd witherecbr more sub-

Vﬂg}t@en?snlgld?éen]dg?wge? rcgégglso‘g%?" Q{k?l en zﬁi&%@d gnt %r}uo Cr.s alkylsulf-
haiybdialogen, hatthllgl, a‘ydm)x yitraand eNPaR]’(yslvhem: Bo and R” are each indepen-

d |

R L b Do B R g oy

eise di-ofr tsaﬂubsmntad(pygldmybgndsaldpubstnaéﬂty ame@ach 1ndependent1y selected

Stffl br%tthet: %rtogl 31del %u(g% 6 %l'l%le E}é Mg%yagkggkélﬁao, él 5%@Psulfonyl

dammbsulfdn;rl mbnoalkyﬁmint@slﬂfonﬂu&sﬂqyiamladsdﬂonyldhaie&-nyhaloalkyl cyano,
the ent-sa" ar enb'n de e

PG ik N G0 RRC R R QIR LR et enty ARER KB the group

havinsigtng ofinidoagekyC;.o dind, ankifke 9I§ﬂ¢y1canﬁ”¢m1yb ai, RiriglasRifined bereinabove.

each I ndependent |y sel ect ed fromthe gr oup consi sting

?J%n an derf% il 891a nd é%ereg bsalrclé un%d Iogor{alggltnl; of $r élrlgalerﬁ R'is aryl or

i lsetca'byﬂyl m\rherémidedwbcn}hetem&ry} ie opaonialbrrspbstnnteﬂeh’dr a@sroflmore substi-

o ekl dlfand MBSO BB el cgano, anc

amszP wﬁ‘éreﬂlasdnldﬂ tdre eachﬁﬂd@eaﬂkrytlysyaletted fisoim ﬂmagmgfmnmsung of
gl?yéiggiglg%b (ﬂl 9ta[kylca1%onyi\|§al':§)a di- or g‘l—subF\)%’uij‘tecij pyndmyl, and said
substituents are each 1ndependent1y selected from the group consisting of Cy_¢alkyl, C;.¢
alkoxy, C;.¢ alkylthio, C;.¢ alkylsutfonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkyl-
aminosulfonyl, halogen, haloalkyl, cyano, nitro, and -NR* R”, where R* and R®" are each




dently selected fromthe group consisting of hydrogen,
A _9 alkyl, and C1_9 al kylcarbonyl; R3 is a di- or

wWao pi04m8834 | t ut ed pyridinyl, and said substituePCHER2083/013161
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25

each i ndependently selected fromthe group consi sting
of C1_6 al kyI Cl_6 al koxy, Cl-#alkylthio, C1_6

| kyl sul f 25 | f I
ToReRRSA Do TR e £ EHBFRA B A TIEy Cr b g Crsallgl

*@k&ﬁiyﬁ‘)ﬁhd RYi89definll heRinaAbdk. - NRa" Rb", where Ra 'and
ar é each i ndependent |y sel ected fron1the group

conS|st|ng of . hydrogen, C1_9 al kyl,

AmiaRPEREr BBThPAImEn ahermf Rreviged @ ?%eﬁ F%B%%Oﬂ cqupprising a
aﬂeﬁaia@ﬁm%ﬂfp eF ROAmMbIRY &F okt fea&rd;l\élceﬁﬂ;oana %Fﬂﬂﬁﬂﬂa Phn admixture with
formula | wherein RL is ar or, heteroaryl, where

sHileast-on Phermpeaugiedlyagreptab ‘?J‘f?tfﬂ%al ly substituted with

one or nore substi 30 tuents independently sel ected

flﬁl%ﬁb@i]e;@nﬂomfﬁent theke B pRbHAXY 2 nRAQDRR trel@hERAbIBéct having a disease

cyang, and and_Rb' are each independently sel eCted

f%ﬁfhaﬁ & %km}sd@amsqagmﬁgwx a CREjmecepipr anggapist, which comprises ad-

r})’lgﬁﬁgﬁ'ﬁ’g tdshch adhts¥lta 1REY &m%ﬂﬂh@@i@@@% of afBnipdud of formula
di- or tri-substituted pyr| di nyl, and sa

luinslavidual Agosness, sa AR OF PRIBRREBAIINIUES| O @pqus PHRparaceutically

YL dﬂ9g§k§5&gg-of Cl_6 alkyl, C1_6 alkoxy, Cl1_6

alkylthio, Cl 6 alkylsulfonyl, am nosulfonyl,

nDnoaIkyIanlnosquonyI dlalkyl 35 anlnosulfon%

Halasgther epbodimeay therg {ssgvided 2 methaghfor Iqptingssubjegh beng a disease

Fi@at@ﬂgit ﬁbalﬁmteﬁ%hremgg%ﬂpag@ﬁ?‘}eég bAdr Eﬁ?a%gﬁfs%ﬁéi@l}l the disease

-20 i ndepend entI sel ected fromthe group consisting

dftatﬁ ischelsgied from th@ gapyB Fonsistiag o Phobins Wessgdﬂﬁénl}nesses, mood dis-

a&@ers Réatin ?c@s%r&’e% ' @ﬁéilallfh%ﬂghﬁ g‘%ﬁf‘ord&@ s‘i‘ﬁ@s‘;ﬁﬁhced gastrointestinal dys-
mbodi nent there i's provid har maceut i cal

c@ﬁﬁwm n@rirOéemper@aVer@mseSt mg@ﬁgpswé@mrgﬁ disqrdess; wiich comprises

ae{HPﬁinsté?fnqu sh&ﬁ?‘éub ?a BRTRRUE effe@tﬁ\;@éln?odnt 'o?a compound of
dm xture "Wt | east "one pharmaceut | cal

af@erépkaa{blndn@émal ilSQFnebe FRCETRIG PFarOTEFSSBiGmEttUTen @f isofngrs, or pharma-

0 ﬁgﬁ reating a subject having a

<%gggszq£&3at %ﬁ:ﬁgFékalleV|ated by treatnment with a

CRF receptor antagoni st, which conprises ad-

rinrnether ieppodimeni dherglsarpyided 2 somperag el Foranla |

effective amount of a conpound of formula |

i ndi vi dual - somers, racemc ar non-racemc mxtures of

I somers, or pharnaceutl ally 1o acceptable salts

thereof. In another enbodrment there is provided a

nmet hod for treating a ] havi ng a di sease state (ID)

that is alleviated by tfeatngnt with a CRF receptor

ant agoni st wherein the RisedSe state is selected from

the group consisting of phobias, stress-rel ated

i1l nesses, nood dis- orders, eating disorders,

d@%@ﬁ&llzed anxi ety di sorders, stress-induced

OIS tik ONRESS t(cmldR?;i VO,RS of WiG§ hpdisger) eyl OdRGHT) Q{'yf!,t drHRteroaryl,

di seases, opsy hlatrlc dlsorder “2)

conpthte §ac %g{eéqq s ppfianally syl sglalgiea withone or more substituents

t he rlaaqs&;ueﬁdlyt séleteli g 05 ARAVCY s fkosdy, CRPAIRHAH0,A, alllsulfonyl,

fornmula | vi dual isoners, race LNpn-yacem

i xtliplaen bl gno,altr%&(??é.NRc%uﬁnéaﬁR/Racw g@gma@dR are
sal tach hﬁfegeﬁdenuga s@OA @b maRb S uPFRhsibiNGS @fﬂyarageavcﬁmql and C;.

a conpound of Forrmula |1
5 lcarbonyl;

R? is hydrogen, C;.¢alkyl, Cs ¢ cycloalkyl, Cs_¢ cycloalkyl-C;.5 alkyl, C;.¢alkylcarbonyl, Ci¢
alkylsulfonyl, aryl, or arylalkyl, wherein said aryl or arylalkyl is optionally substituted




20N N (I'l) 32 R wherein R is -NRaRR -CR RdRe,
CQ2Ra; or, Rl is hydrogen, cycl oal kenyl, aryl, or

whedoesmsy/| , where each aryl or heteroaryl i SPCT/EP2003/013161
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optional Iy substituted with one or nore substituents

i ndependent |y sel ected from Cl-%lal kyl, Cl1_6 al koxy,

Cl 6 alkylthio, Cl1_6 al kylsul fony], 25 hal ogen,

hal 0@tk ppe op JraRosubsiitents indgpepdgishaselectsd éronr\ﬁaﬁékyl haloalkyl, Cy.6

wherﬁk(ﬁg a&pgalg%é .are each i ndependently sel ected
fromt rou onsi st i ng of hydrogen, C1_9 alkyl, and

@ is gryépkm:tema@dmaph opgonally |5y A witho1g og|mere sulgstitigents inde-

g I’EI 'd%%th os@i’egéd% 1Y ;éf?“é}z, ﬁngﬁ;lﬁ’g %gpw ﬁkylﬁcl salkoxy, Cy.salkylthio,

ar y| @l-dajky, 1 Ig\ﬁquleamlrgygp]éorgﬂ RORS a]lgflla}m@pp@lfoqylg, dlalkylamlnosulfonyl

opt i 6 a -
pa/l%ﬁ%b%éb%li%%é#?%%l R ar e K| pad R are cach indepen

i ndegratlytseledtyd Soeibe groupr m@g@oﬂmdwgenhﬁh palkyand Croalkylcarb-
Cl_6,, Ikoxy, and hal ogen; R3 is aryl or heteroaryl,

each pbtlonally substituted with one or nore

skibetd R uaarn eachiindepengentlyonlerted Gom thetgraur eansisting ofhslipgen, Cio
o CralR i Pyt Bl AN RGNS Bl Bl Cs g oyelo-
HDPoai]quyGﬁnydoslky}FGnyaﬂwlddldEmdnﬂkﬂﬂm #lsly €6 ed¢rogfliyl, aminoalkyl,
1 1A B O R VS B FRI A

con Shﬂd:noaryl dfetdngdylaﬂqh ,phaiylﬂk)dj diphenydelkiyl,GinddC, 5 a 1 substituted with
al ky,l

B

10 abﬂd)dt¢rohnwﬂgmpaisk5plnpnﬂlly ﬁballﬁatﬁdyvaﬂtlkgne 010108 substituents 1ndepen—
| k I I I

o AL SRR AN, Sl Ui, i

aI kyzﬂkylé?ﬂnrﬁ) Hdlqdmbbyhydremaﬁ«yhlckgi acylammo, alkylsulfonyl alkylsulf-

am noc rbon %ﬁI kyl

het ePOEYeh Opcm> g‘? Fac é)rf Vil aﬁﬁﬁ?o gro# % ?.IWmonosubstltuted
het eﬁmsqﬂs&td‘tydimthlaﬂayyloal kyl, di phenyl al kyI and Cl 3

ISII(%VI R bs&a&t v de}li%rf)ivqua ﬁn%fogegl%%-wéli/eﬁl a}? i Ky ta&‘%g fglrm an hetero-
ar yl ¢yclbophetbreasyl oiag sélegedirpm the goptpi ammallsﬂuyg of pyrrohdme, piperidine,
i (LTETITRUAT 0 LI LR NS
al kyisoqlhﬂblﬁmé k@tfahydibp&nﬁh&ﬁx,ﬁexdmdmupynmﬂd@d, pyraralidine, piperazine,
O UL T ILOe U00  BUBer o id e
eac hostioriily dulatituted githwine ok mcﬁetsmhmaidnys selected from the group consist-
KPSk S S, B -
t heyarﬂfrﬁ‘) alhhﬂfcbﬂfbnfyb ﬁﬁﬁr&ftaﬂﬁhﬂaﬂeyl &Mﬁh@'darl&fnylﬁmﬁbmmyjbsulfonyl
[)Iy P ?Qﬁ'ﬁ&lﬁ&@y ﬁlbéﬁ%ﬁgﬂ% onyl arrﬁgg,saln hegyl wherein each of said phenyl

groups is optionally substituted with one or more groups independently selected from
C1.salkyl, haloalkyl, C;.s alkoxy, amino, alkylamino, dialkylamino, and halogen, and
each of said amino groups is optionally monosubstituted or disubstituted with alkyl,
or is contained in a pyrrolidinyl, piperidinyl, morpholinyl, or piperazinyl group;

R® is hydrogen, hydroxy, Cy.¢alkoxy, or -NR® R®";

R? and R°® are each independently selected from the group consisting of hydrogen, Ci.¢
alkyl, hydroxyalkyl, C;.¢ alkoxyalkyl, C;.¢ alkylthioalkyl, heteroalkyl heterocyclyl,
heterocyclylalkyl, Cs.¢ cycloalkyl, Cs_¢ cycloalkyl-C;.3 alkyl, di-Cs.¢ cycloalkyl-C; 5 alkyl,
aryl, arylalkyl, heteroaryl, heteroarylalkyl, phenylalkyl, diphenyl-C; 3 alkyl, and Cy.3



honopi peri di ne, tetrahydropyridine,
1,2, 3,4-tetrahydroqui noline, 1,2, 3,4-tetrahydro-
w0 s@giswad | ne, tetrahydropyrim dine, PCT/EP2003/013161
hexahydropyrim di ne, pyrazolidine, piperazine,
nor phol i ne, i m dazoline, pyrrol-éz pyrazol e, and
i m dazo{ﬂub where each of said rings is 25 optionally

subs @lyLtbatitptedwish Bodya Gue@cloplil mdwemegwk&rpéeﬂé@erem each of said
f r omefdigaliy, Ct&lﬁenfpﬁ&%lﬂ Qﬁheie?&rﬁf r&Y}Q;r i é?mor%ﬁ suﬁétﬁ(ﬂed with one or

hydr oxyal Kyl koxXy, al koxyal noal

acyl m‘%iﬁ”ﬁ‘#hftmaq@ffsﬂ@éa?@éﬁ?ﬂy seéﬂﬁqd&w @bmgnoap Lcynsmtmg of C 6 alkyl,

anm NQGRLRONY, 8NkB8;, 2RRAS) ABHHARY] dialiyl , dhal ;
al kyl sul, f ony gm g@» Tam nosulaf onyl a{a]k%ammo i ?fn o

5 wheprd R awedhkesrtosether totfery k divglen 9gmp§ebpted<fmm Cy:s alkylidenyl, Cy.s
subs n U
sel e%%%égﬂ%%“ R oot PEBvel PSRSIRERL Gy cycloalllliy-
anmi né;-s alkljdenl. Ko, shqtiemslvladnnmb Csah@temdglgﬁx 3aékvdildenyl Cs.s hetero-
%ﬁgs%}g?&put eg g dgﬁ t 't ua?ﬂ%f d\%ﬂ?hérﬁ k i a]kyloalrlk}ﬁhé1 enyl, heteroaryl-
cont &i-saldylidensl, pyd hdlerqar)ﬂglkyl Gipdnlidemyll whersingadh pFspid cycloalkyl,
10 Olr K g)'a?;}'? ro@ﬂe{éhlﬁaargf %H&ps 1§8pﬁ§%ﬂ%gﬁgs?_§&ézgsﬁﬂ{ %ﬁ% é‘e@yli)stltuents in-
sel ed@mmdﬁnf@mdﬂeedércuu 516 olksl, beloallylo € halkoxyy em;ncmlkglammo, di-
35a Cl1_6 al koxyal kyl, C1-6
Fﬁ(ﬁlagné{ﬂ%%%ﬁ?d BeV oAl kyl, het ergcyc?/yl
enqb By @emegqm@}vlﬂl &yecrlaxiwlnuy iwhig8th@y are attached to form a cyclo-
cyCI -C3_6 cycloal kyl -C1_3 al kyl,
ary) Qﬁglk&]hegke% %e?‘ roaryl “heteroaryl al kyl ,
R% rapidal k wite, eadh pitepyidettly Seladtéd/frpmahd gfbuli’cdﬂﬁstmg of hydrogen, Cio
\?\Aotoﬁ/ Oﬁ%ﬁr %ﬁ' 2004/ C)?(&Q#}ﬁ;%]ds a%kyl lgcrag utxyalﬂyl acyl, Cs.¢ cyclo-
wher elikyﬂ éaectycwallgfh(lﬂ,s alkyh ﬂné?b chloaﬂdybmjls alkply SEL 6hemeroa]kyl amino-

or N YRR BAB L H U g o ao

g r ou plkylohsteBIar)ﬂgxeméroéﬂzIMI plyhylallchlaﬂqﬁnlehyﬂcl 3@]@6 and C;.; alkyl sub-
| k |
20 or st ol £ 2Pyl Bl Rm gD s o crclo-

grou dkﬂephcmyh arfly mhefé'oﬁyhgﬂoypT ﬁ@pﬂ(kjmal&]syﬁstltuted with one or more
het |, .C3 . 6

Cycl BaRpenk R readrih R TR ROY spying ef Cyoallol, haloally
al kyCi_gdhoty, afitn @ atkglaatine,ydidliylisiény [hydﬁixﬁkyl cyano, acylamino, alkyl-

oyt GG Htdsinnfonsy phd Rbeen, i &ach S Saﬁm% giqyps s optionally

25 ar yI Hﬁnoﬁhhshﬁ;téd at &yhbsﬁanyﬂ wuh%ll@ﬂ @aryl- Cl_

l&'dﬂ?e glbeﬁa]g L dtggﬁ: g'ﬁgenl%rvgt}lg# ﬁy ey Are at¥ached form an

h et ehearoglclgron thaﬁard)éi'yhﬁng leafeﬂ)fr(ﬁnl s gxbup e6nshiting ofPerrolidine,

or nore .substituents.in ndent ted. from

C1._ P RRRGIRE RSPk e e T b ey Acaiine, 1234
di - skdaliydoisoquinalifle, h&kﬂ@ﬂfbpyﬁ&m&ileali&aﬁﬁdr@pﬁnﬁlﬁﬁﬁa pyrazolidine,
together with the.carbaq

whi ch_t he e atta
20§ of nPReEg ORI Re O GPEAYEICY BFEAGLe 28! RiSpralfqhere each of
R " aii(?nﬁgﬁlb opﬂéﬁﬂgﬁdbﬁit{ltéd%ﬂﬁ@ﬂee& Iﬁbféfﬁubktﬁulgﬁt@ sddected from the
consistin en,
C1- 65%1R 9%?%% 0 %Wa%wlé% E&%im i aﬂwﬁﬂwl aminoallyl,
acyl acy@%cﬁalﬁiﬂa emimd i onyl-3nfin S@WSI RN, |an§;10é’arBJ)r|f)ﬂa{mmo, amino-

cl oal aIk | ,..Cl-6 heter
am ngﬂf%nyly aJ!kylsulléonylamlno, amm%sulfonylammo, ando &lCH}’l wherein each of said

35 phenyl groups is optionally substituted with one or more groups independently
selected from C, ¢ alkyl, haloalkyl, C,.¢alkoxy, amino, alkylamino, dialkylamino, and

halogen, and each of said amino groups is optionally monosubstituted or disubstitu-

15



al kyl , am nocar bonyl al kyl , cyanoal kyl, C5-8
heterocyclyl, heterocyclylal kyl, aryl, aryl- alkyl,

whedoeodmsdy/| , heteroaryl al kyl, phenyl al kyl, PCT/EP2003/013161
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di phenyl - C1-3 al kyl, and C1_3 al kyl sub 20 stituted
with both a C3_6 cycloal kyl and2&~phenyl group,
wher ei.n each of said cycl.o- alk pheny. ryl
het efedayifh alkyloomis CP%"aH’ﬁflll%ﬁﬁﬂf9¥‘%1%]sP’tPFHt1’é‘d?WQfﬁh%lﬁé’l or piper-
or npsifyl seBslort uents independently sel ected from t he
group conS| sting of, C1_6 al kyl, haloal kyl, Cl1_
alndiigual dsompess, TateRIE QRTIPRYT2GHIHT ROPTLHERS 96 ISOPPER e&g%armeumaﬂy

cx&@ﬁtabf@gmltm%f al kyI - suI fonyl, al kyl sul fonyl oxy,
and hal ogen, and_ea é%j am no gro

opt éh%\P¥(?’1525h#df1351t§ b@RuR &> 1%hyda9gqylb§taﬁ%t3eés P 19F 6-membered

ah&¥loarl rrmgaar?cﬂd R are taken together with the
nltro en whi ch t he gare attachedforman

hé & réévérqgen and eae ef Band Riis hirlroggreen dlkylithemtherpsher of R?and R® is
9 Bﬂfépﬂﬁﬁr}ﬁi'd eﬂg)r Qlfk?f eq{ﬂrﬁiBéf £ carBbR 8fdnfH ilR? and R° together are zero

onnplperldl ahydropyri |ne
1t<2ﬂ13€€40r,etrahydroqw noline, 1,2,3,4-

h @Qgﬁ%’dﬁ%&gggc‘éﬂoéﬂélwe'd? ®4ah& RE kG rdr ., R€en the other of R% and R¢ is

ﬂ razol i di‘ne erazi ne,

rmﬂphthamna&(oxiy ralliexralky eteW{i’dﬂl heterpyycé)d , orrfleroalkyl; or,
S u SR " t(ﬁor?eaaj'kaofmd geil dpy gﬂl%%én bISCoyéllé‘ﬁ n@lh ghe other of R*

%tute one or nore su fuents
f podR?t hie other than hydnegentarig-sefkylhydr oxy, oxo, al kyI
hydr oxyal kyl , al koxy, al koxyal kyl, am noal kyl , aryI

aGy b o&ﬂ{%ﬁﬂféiﬁ&%ﬁy tnveftid B@irdQQQ XAIﬁ{)Md of formula I wherein R? is
am nocar amn am no- su

apm@umsuwmw pbimaiprestier cmpbdmions thegresephimgation provides a
%5?615}1&3 rxﬁ S ran RP henyil oPhR mtllt e&éﬁ%&ﬁ’f' 3h %11 another em-

Itute one or nore groups |n
sbb@mea@ tltermnse@nuﬁemwprovt@s aadtappundf f rrauhdmherem R’ is a 2,4-di-

agﬁtﬁﬁt t@t!l By i @%" T.[Pfgubs(ijllt@éeg ?h@r@ gt ’stl.ﬁi qu?tlhglaérﬁgcﬁﬁmeﬂ'%e present inven-

sal d am no group op | Ona
nmtino Qcmsd%taxmaq)ocunddxf &Itmﬂa I whmnzk?osfh GHodisubstituted or 2,4,6-trisubsti-

ngecﬁé@ nglagé%ﬁg%ubsut%%n{s%g é@c{m ﬂlc%thLe’nFl? sel c?ecff}&tnachg gH)up consist-

amgnfiC.grbyb C16 a],koxyn d]l ¥ a]&u]&huo; }g@wn,shal(paé]qémym@ amino, dialkyl-

n xtures of isomers, or pharmaceutically
glglg{)faﬁglgﬁgglts thereof, 5 with the proviso that if

RlLis -CRRJRe, R2 is hydrogen or alkyl, R3is a 5- or
6 Imuillzaoslier ehdtodiroentythe prasent imvertion prcmdqsg doyprougd of formula I

I
0%81%&0 D& 33d4 gﬁgbﬂ%uﬂea o?% §€Es§%&&u%d ?e 1y. lgz!r}x &Q@)&tl}[uents are
t has:hnmdﬂrendofﬂycsaled@d franthes gwupRcbmmtinRe CogdiheC:.- 6&111@3()’, Crealkyl-
&jcﬁselﬁ hllia? oc&zgr%cg a ﬁ)r?( B? d@.}g@}{%ﬁrﬁg Gh {e]c?o,gﬁg &3 ﬁs hydrogen,
affﬁis %Yh eGCddlﬂaﬂcaﬂbm‘ryl al koxy, al koxyal kyl ,
heterocycl yl, heterocyclylalkyl or heteroalkyl or,

(1 iﬁ a tﬁ% a«%ribc{éﬁﬁte ‘ée?&lgﬁ"i’ﬁa ges%ﬁco&@nc’%%o‘f@r?rﬁnula I wherein

t Bars andid ongesuhsntmd_phaiykgahd R} in -ORR “BfrioodiR fie hy dtobrp.
present invention provides a conpound of fornula I

WRE L StHer b otiment the present invention provides a compound of formula I wherein
R®is a di- or tri-substituted phenyl and R is -CR°R‘R® wherein R is hydroxy, and R* and
R° are each independently selected from the group consisting of hydrogen, C;.alkyl, Cy.

alkoxyalkyl, Cs.¢ cycloalkyl, Cs. cycloalkyl-C;.3 alkyl, aryl, arylalkyl, heteroaryl, and hetero-
arylalkyl, where each of said aryl or heteroaryl groups is optionally substituted with one or




15 optionally substituted phenyl. In another
enbodi nent the present invention provides a conpound

wo@oofiosased a | wherein R3 is a di- or tri-substPCUER®HO3/013161
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phenyl. In still another em bodi nent the present

i nvention provides a conpound of4fornula | wherein R3

is a 2,4-di- substituted or 4,6-trisubstituyted

oRoRS fubstityents indepspdsniaselartad Fomethe STONP (Rnsisng of Giealiyl, haloalkyl,
t EOMIRSQVaERalggenompound of fornula | wherein R3 is a
2,4-disubstituted or 2,4,6-trisubsti 20 tuted phenyl

and the substituents are each |ndepe§dently sel.e

f Inogpathes @b@dgn%lgﬁlgqt Ryesent hlgveafm@fr(@d swom};@j}né % rmula I wherein
aRkR% V- &kﬂﬁsﬁkﬂfﬁkédm}&nymmqgTCMdRWVKéﬂem M@Hﬁiroxy and R%and

al kyl am_ no, a am no, and nitro. . In stil
aR%‘trﬁ é?Cheﬁémpﬁ@rﬁ{Y selested oz Fhe gravR ARNsng 06 G a@%yl C1.6 alkoxyalkyl,

&gpfaﬂ&‘ fe@foalArWhe-a ezich d‘m%ﬁeah'ﬁ oR%ete?oa@Y grou sis o?tlonally substituted
dlsubstltute or 2,4,6-trisubstit en

t wethsmb F PogeFibstigieats lgéepéaéwtlmalégéﬁ @f&’ﬁ‘ ﬂiﬁ gé%‘lll?e?;‘tf’étftmg of Ci.
) | Sdmtbeh CL. 6 al kyl, Cl1_6 al koxy,
C?ng] 1??1%60 hal ogen, %al oal kyl, cyano,

alkylanlno dlalk | am no, .and nitro, and R2 is

himRnsgess embgﬂugerwthg,preseﬂt igvengon p@,qléecframounflﬁ)f formula I wherein
apbis h@RCI@in%bﬂEﬁﬁR is Hﬁdﬂb&? SRARY | hM RF‘ ﬁl‘eQ:Bc}anG@éiiﬁl%n@y selected from

conmpound of formula |  wherein
ﬂ!e-gwﬁs«tqusutl@gjomeﬁ}ky ek aﬁ@xyagkyl@:thapé hg;ﬁ@agl where each of said

hy 91 QP(E(etergerl %koﬁgg’fs RBkioR bgfﬁﬁﬁedtvﬁﬁl 9ﬁ@§lelﬁbre substltuents indepen-
| nvent 1 on ovi des a conmc und fornul a V\her ei.n

i denilydielected from the gren eansisting n%ﬁ%yd all@fkdlaﬂ@aﬂ% @leRménd halogen,

Wﬁefs%fl ) al@zl Fﬁ'd ﬁyg AL dlsﬁ'ﬂgltmd%ﬂ g4 @?rm@ib@tﬁl@éarbhenyl and the substi-
| nd epenae Yy sel eCte fromthe group consi stin

ntﬁg’égeag:¢1n@pan@€}1ﬂy sgi;ed %e?;ﬁémgﬁﬁinsr@gisof 81 salkyl, C,.¢ alkoxy,
C (0] d
a%%;liag‘]%k %1 alh‘ﬁ's?ggg%/ )ﬂd gi  Jrhere K 4 yRa%fi ach 1nde}3endent1y selecte
efrom b gmpotoamymngﬁfhyér@e@amﬂlclgFilkmbs i s optionally
substituted with one or WO 2004/ 050634

g\? AREQ QUL the géesémﬁﬁveiﬁ@ﬁ&&ﬁ&&t&dﬂm@wmﬂaIWhe,_.em

romthe group consi

6
@@I d(‘Wr tri- @S'Gtuéq?ddd')@ylyl @g&Re Wher&HbRCll’(%éhYdf oxy an d Rd and
ROALIRARofRERE BREN d%%ﬁbmet&roeyaﬁ%m conpound

ereln Is’adi- or'tri-substituted
phenyl and RI_is -CR RdRe wherein R _is hydroxy and RR )
alam thes cafiodiment the BEsseH dRYROLipD PEPEE %Seadcwmndwg formula I wherein

9{{@#@ & oﬂﬁgdb@ﬂnﬁéd Iﬁile\f\lﬁ ] Ald s - éi_ll@Ra%K&%ﬁﬁﬂlqﬁy Lelected from the

ary ere each of sai

et er oar ar
h stoewangwtngrqf&;os aﬁqf 6o+t llsaaralkyl, nggrql@aéhéogs W@ IpalkyleCi-s alkyl,
s f}gﬁg Iblzétt%r%gﬁp Lid 'h@%%’ﬁf/’lqgk?f k«iflgfegéaaglﬁ Blﬁﬁld iﬁmﬂﬂﬁeroaryl groups
aismnym bitithtegerith ore @rrmptﬁeﬁubétim@éﬁs el@fi?élﬂps sdeged from the

'Rglyo%?téo st&{g%éf'c\?\%%ﬂ@l ﬁQIW@ Qilké% el ﬁall) é‘ﬂ"@ﬁ@Rnandlﬁd are taken
emﬂlen@e‘i@md@tfﬂlwtmmiemtddr Calaalky hféﬁml @@nbﬁtgltqaﬂghdenyl Cs.s

mk%r % o#kgg%%g Kg%%ﬁkﬁﬂierggwb n@ ?@kﬁgﬂ@hﬁ&nd(bs

.opeuemtadyl;desw]b@t sheacledyclxylt@n ﬂﬂ@lléﬁm}’ﬂnﬁs& t@b@fdvblém -€1:3 alkylidenyl,

ng ﬁ]k?i?&%lgl?/ r}f lg% m@]_;]%ﬁ[q &1 ;h&&%{ ﬁgpﬁl@ﬁ&&ﬁl 9hd heteroaryl-

i alkﬂlCﬁg. aélk}#hyllenyl,amhieréi& cash af Sa}dilsydlogqu ar)ﬂmrémteg@aryl groups is
2b§u§nﬁﬁk§b?§&33Uted phenyl, and the substi



15 tuents are each independently selected fromthe
group consisting of Cl-6 alkyl, Cl_6 al koxy, hal ogen,

whadogmbleyd , cyano, and -NRa Rb , where Ra and ROI/EP®03/013161
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each i ndependently selected fromthe group consisting
of hydrogen and Cl1_9 al kyl. |n-&hother enbodi nent the
present invention provides a conp oung of formula

&

wheanother eprbadiment the prssentinveptigaprevdesd somaapndoh gormula I wherein
RR3 59 ai-(6F dRdiedsihiddepienA ard SR d@RWRWHer@i‘l R¢lseletdRBom the

are taken together to forma cycl oal kyl

h&ROEP 689 eSS erCoa lkyh R1-atlboRBIYL Hso 87 Lt% preadlehiCi-s alkyl,
| e xé{lﬂﬁylﬂﬁé@é&ng%ﬁ afd RefPOHPEIKYE, whereBbiRof samlﬁzlgirglﬁte%aryl groups

is’a or tri-$ubstituted phenyl and R is
v eptppalirsupsfitytadanitioend eromprarabstinentp indspendently selegted from the

| L andR¢ d are taken
C%r l%g ﬁéﬂ tlnégkﬁqalﬁiil((glloﬁﬂew Ci. X y@}g?%?& RAbEHL and R :ﬁth tak

ar ¥ het er oar

CHodeher & DaryihrAg grosseistisddrpy Crsakatidanyh Cop ycloaliyl-alkylidenyl
h .

o B e B L S i o heteroany
t groupgisoppiosdlysiubstitntedof 01 6 al kyl, haloalkyl, Cl 6

alkoxy and hal ogen; and R and Rd are taken together

Jr{?)‘d‘i'ar% dﬂ%@rﬁ%h@{;fé%’&t%ﬁ%‘?ﬁbﬁ ﬂbr&ﬁ@&‘ aebafbound of formula I wherein

eroal k

Cg ctsaaﬂlt@ﬂ o ey TteplempL s DAl i EEARS Wheleink: is electpd from the

g%§%{%m}go§ %}aﬁ%‘ ol Klﬁbk}g.rﬁﬁy land G@te@oartél where the heteroaryl is
a<|>]1><thaHE nn}bstlt@@d pithares oYE ymﬁtlkt}qnisend@e@rikwi wleript from the

hgr )&)nsq’%t r% o ¥ :alkgleHXlL)a 4 gl Eﬂ@?y Qljld(?félo%ngyl}ld ﬂe;md R? are taken

oary eteroary

atdgythreu*@rfwm W@fl@t rgr@abwlaﬁfedimrd Goyelkplideny), 3-&?}3¢108ﬂ@]:-aﬂ<ylldenyl

200 Sabt s S PR P oA 1R p o BHARY Bl kol Cusallylideny

ewbedinagh of $wd pryboe htetemwrjelrgw@ms ippphiody Sdas@mtpdawrth one or more

ret e substdtu :
L1k DB g ALl AR B i,
t hielkylpngne. consi sting of C1_9 aIkyI, Cl_6 al koxyal kyl,
C3_6 cycloalkyl C3_6 cycloal kyl -C1_3 al kyl, aryl,

a¥r§4 rOthier e yl:{l)%grrﬁéxﬁatﬁg tzres&ﬁqn%%'ﬁ%fl??éﬁhél a%po%ﬁro? fcﬁ'ﬁﬁﬂa I wherein

oar group I s optional
sRbis taidi-uensiai-suibstituteskpleny ﬁDTdeR s HSRTR Bewherein R is hydrogen
i ndependentiy selected fromthe group consisting of

o A b 0 AR v
SB] isatdegorf t;rbmbg[tu@ecbph@pyl @Eﬂ& is -CR' I%R wherein R°® is hydrogen and R%and
cheL PRl oot ot ST o, oo
o bayelontiah @ s yslaalip G s alih mhatrylgligubeseroaticad heteroarylalkyl,
ANBLARLLHRAN U HRPoRLRBADs 1 BERORAG Jubliffied $thbne or more

conpoun
t substitlentsiindepeddgptihysylectad drom thegrogRMRyRENghEC sd alkyRehaloalkyl, Ci6

c@kégg? &ﬁgoé ontthe group consisting of Cl1_9 alkyl,

oxya and heteroaryl, where the heteroaryl
i's optlonalbz substituted with one or nore )
shibatatherembp mdret;tbﬂ gma¢ntyntseeﬂtleutpe@IVld¢so!rn0tr¢I@unér0cﬁ fgymula I wherein

CRORLERTH Gheh s ThoR L L SuEbbBe M o
diheajreuy ccgrs:st;npg séCemJJe;d, CrorogyalByladryl hind hetytoar)dﬁNI&re each of said

C?I&l ?Ialjld% ny F%h g%“#—’g gpﬁ%‘bflfﬂg Tﬁgagtﬁlttﬁ%rm ghé/ 1)r Igil)fe substituents indepen-

héd:rﬂ'ly(sa]teyﬂed ﬁSbIIBt}EI gkabp dlm;ﬁhng of C1 ¢ alkyl, haloalkyl, C;.¢alkoxy, and halogen;
R%is Cis alkyl; and R® is a 2,4-disubstituted or 2,4,6-trisubstituted phenyl, and the substi-




wherein each of said aryl, or heteroaryl groups is
optionally substituted with one or nore substituents

wo pabefpsmeaent |y sel ected from Cl_6 al kyl, Cl_6 BURBR3003/013161
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am no, al kyl am no, and dlalkylan1no 20 In anot her
enbodi nent the present |nvent|0@ provi des a conpound

of formul.a,| wherei di- or tri.- stitu
pﬁ'é‘ﬂw argipdRenienty rlepaRE R SRS SR affb Gyetyly ﬁ%l s alkoxy, halo-
rhe[oaﬁfyn 6 Bhd LR n‘r eﬁE&E RP DA 88 eRHOYHERS dBntly selected

nd of fornula erein is.a di- or
t rf{oné rP‘tlElt:‘eftflsé‘ﬁéﬁ‘ﬂ?h%ﬁaﬂF@nq GredlglRdRe wherein R
is hydrogen and Rd and Re are each independently

s lei% Qﬁétﬁér érff&ﬁﬁlh{éﬁt ﬂfewékeﬁm%ﬁtdmoefdeﬁg&n lkﬁ/cl ef ﬁmﬁla I wherein
al Koxy

aIPkflﬂ a IaP9 Frl sély%’ﬂtléqeg y}%/ny[ll and Rogr-%%l?‘g I,é}'}/O)NR or CR‘;RdRe wherein

hete @J—Wambm d’h\ﬂ' R? an@TeTa8e &RKMIn@pefddflydE¥tte®From the group consisting of
S_&ﬁgaryl o§§§ is optionally substltuted wi th one

omyHpeen aad e ents independently selected fromthe

group consisting of Cl1.6 al kyl, haloalkyl, Cl.6

alﬂs Qﬂéftheﬂéiﬁb&ﬁhﬁﬁ?ﬂle &eﬁﬂﬁib&ﬁ[on%f@@ﬂbi@éﬁmﬁ@&mc%ﬁ%ﬁﬁhla I wherein

P b B it T U MRS ol
alRe 159-5N~H'f R™ C@ﬂ%ﬁtﬁ%@@cﬁ%&%eﬁd&ﬁl‘y stiB@ed fr@HPthe group consisting of

t f I kyl ,
h il!rozetlil 9119 CondliE ‘éla%}ﬁmc# BhR5 aii%)éy%ﬁ )P(Fé’tléa[eérn)dlenﬂ}’ selected from
duj %omn%nﬁwamgebﬁl I BIKYE Gy dok L IBREC! Ja]lfﬂ%’yﬁkﬁl , Cs. cycloalkyl-

ubs |tuents i ndepen- “dent |y se] ected fromthe
Sns pi) Rererrcyeria ]aPRS}Pnalb{abeséltRS?Fl arytatkyd, ﬁ}d@&gpnaﬂﬁ gubstituted
hgk@gg@ﬂ 2 is C1_6 alkyl; and R3is a
2,4-di substituted or 2,4,6-trisubstituted phenyl, and
the %tgstl WD _2004/ 050634 PCT/ EP2003/ 013161 - 26
& EmbQriEISEHthe PEES§ILBY RioBPTPYIdE: 3 frmppAshof formula I wherein
C ‘R‘a‘%! asch'- Bﬂtri)-gu&%.ﬁﬁe@bﬁéﬂyl aﬁR]éslsaN‘R@KE{ »C{@jNRaRg'etﬁ';l—CgrclédRe wherein

hanaI pyrcyang, and - '
N%%‘éia |ayldé% |aéec%a§h indepepd il sele@ed frohidie greyrconsisting of
th 356%519 WC?Qleger@inwl and/R?, &t hed RE @%@P&?Eﬂ@r with the

present i nvention provides a conmpound of formla

wHEFegeR to whieh they gregftachsd fopm ag b@@fwdvleranw&@gﬂd fegrg the group con-
R%lsh%bﬂ%%hdmecﬁ%d e 101bp 13%1311'3@ F‘E@ﬂra.l#ﬂ?ﬂ?;‘rmmgl 2, $4-tetrahydro-

and Rd are e I ndep

sep@@llee lﬁ%,%ﬁwtﬁqﬁ@ygir@é@ﬂ%mlmestenﬁbycbppmmdd@giﬁxaetwdmpynmldme,
2 diHL, é:lﬁe@aﬂﬂéﬁiﬁkﬁ' h&IHRO Qh@ﬁﬁﬁﬁaicﬁﬁe{%ﬁé@ Bdch of said rings is

I ention ovi gaes a oun formu wher ei n
i §P’ﬂ°l@ﬁﬂ-}’ sy stttuﬁedsﬂuﬁlsqnetq;treqrepnbwuerémdmendgnﬂwsdﬂﬁed from the

%Oq? and e aryeqﬁggd ﬁ%l ﬁ%@%éﬁ%ﬂbaﬂg}g lf{ii‘ %an?ﬁ?r%ﬁ?ﬁtocarbonyl

g e cethesiykiliyh @nd aniyetatnny] mo@ndgeaglp r§said syhircegmaups is
guﬁpa]lg%onosﬂﬂgltﬂ%d ot ldfsub ﬁﬁ 3te'd e&Ié% X%l’?tgl n%& ted pyrrolidinyl,

e group consisting o ro en
hymeasiyanl kyorpholing, wmwyanﬁ;groums 6 cycl oal kyl - C1_3
al kyl, heterocyclylal kyl, optionally substituted

afy Lﬁétﬁ&l Eiml?(gg?lgﬂ{ the ?@ésleﬂt Y8R {oht r%lb Hes a com%ound oefsfo%mula I wherein

hegeroar anothe

i Ry a;snitdlo ar isrmbsaegecéph@’x‘bma s NRR rmhqem R;\Mefeéactﬁd frem the group
' %?ﬁﬁggﬁgﬁy&foge%?ﬁg&f*&?ﬂ O? Qﬂél)kyaﬂ&p R RP & selNERB)rom the group

consisting of C;.oalkyl, hydroxyalkyl, C,6 alkoxya]kyl Cs.¢ cycloalkyl-C, 5 alkyl, hetero-
cyclylalkyl, arylalkyl, and heteroarylalkyl, wherein each of said aryl or heteroaryl groups is

optionally substituted.




R is -NWRb , and Rd and Re are each independently
sel ected fromthe group consisting of hydrogen and
w@1009/0516B41 , wherein Ra and Rb, or Ra' and R',PE¥/EP2003/013161

taken together with the nitrogen to which they are
attached form an heterocyclyl r?hg selected fromthe
group con 20 sisting of pyrrolidine, piperidine,

thes emodimentdhe preyetapyentign @éowdes a compound of formula I wherein
1R1215 %ﬁaﬁmﬁéﬁiﬁg?% se?é&teﬁcﬂcirﬂ the group consmtmg of h?rdrogen, Ci.salkyl, and

tetra Ol soqul nol 1 ne, rah y

h@uaahlywdbylx and B h‘éelectp@/ framothie grons Cqslﬁlpenm Gy alkyl, hydroxyalkyl,

PR E IS5 YL O L Bl

5 swbetmeaeh] o%sauch@te elrhleﬁpmgy s@lueetsewtlpn@lm quhetitugadoBpis Cr.s alkyl; and
t I
A e LR R
g%g?,rﬁldl—ﬁwo Qtsetiﬂ g“ L6 R‘B rargj Eﬁ#{qg&éﬁte]l‘i&&ﬂlyvglefeaed from the group

or 1's contal ne

quktlngn@hydragmmwl(&mwﬂwlor p| per azi nyI group. In
anot her enbodlnent the present invention provides a

10 ::l?ll%% L IH{ u?g‘égﬁ{h@% t éﬁﬁ%no%rm%gdc' mﬁ)é)%rund oﬁgormula I wherein

SR leetieobrftnembsth@lt@}mYI 80l RinsTRE ngmreh)kfns)@% "R R and R

Célre%a 1E¥%pend?ﬁgr sﬁ%ﬁegétdﬁégﬂ L @%?Mé t:o?sﬁ}%lng%ﬁhgd ﬁéf?l galkyl; R¥
G&sﬂe®¢d<ﬁm1ylathkgtoup@n@stdlyg])ﬁaildkggen(ﬁ @Jl&il,la]ﬂd Clhseﬂ@cmlkyl and, R”
SRl Kt 8508 I A0S SELBER I AL, CHPBEEL N ..

oar roups

15 Smmhﬂeﬁamﬁwywmammd@@imﬂ(ﬂ I«Vﬁirdmeach of said
an t ention provides a
olt ou r? ¢ ro?&f%rgﬁg% o %\‘Rﬁm’zs?‘ﬁgm ﬁ%\& -NRaRb wherein Ra
|s sel ected fromthe group consisting of hydrogen,
dh @oghek pmbodiment@he preadri émgeatiky n)ro‘agﬁd' aRonipousdlof fratila I wherein

I?Og‘ é?ﬁ%lgs \gfﬁErefi{)ﬁ‘SI Slg %{Id—% %lfi%él:h nE%?en%Xﬁgf K¥dcted from the
hgbep omysrdtyllgadf hydrogen yilcéCk,ydﬂkylaR d 1mteet8dafrqdl didgrbup Eonmstlng of

20 RSl UL SR B0 g
2@149&111{%0*)’&0}1}’6]1@1;1 Cos alkoxyabicyt, Gz ubdbalk}{]l{(éd afitybreter Oﬂ’ﬂmajk)’l aryl-
ta?%)d I‘g‘etr§%err}]r Gl df»%g g eacﬁkofi sg%éfirly r%?t ?ggr%d%%fg{l is Bpt?onally sub-
fmitmtaﬂi@zl is C; @gdkyloandaRﬁls alﬂl,%idisﬂ))sutumﬂ er é;4r6-ﬁ&‘ubst&nttd Iﬂlényl and the
Cofefletna P RERAM LR T0 ot g0 aiilnc ot Cution:

25 ehﬁb@g&nr@ibalkﬂecypne,%rdt “NRYRE R wihere B :md Ebeareeeaclmrmhpﬁdienﬂy selected

Sehh erieo St S iedfaBe Sin it | ¢ MR Ry R

and Re are each independently selected fromthe group
Cloremioglier mmboﬂlmmtrthgpmsandm@hu@n akdwdes aRatnpouad of formula I wherein

sﬁ e%tdle-g(ﬁ&{'lo étl%ﬁt%fo%eglp’ﬁa lﬁﬁ%%ryg%ghetgl%g{y? QY% et*irgI aaig aryl or hetero-
fafryhns bﬁo@l@upbﬂﬂu&d&hﬂr@eﬁr rﬁ?dreQubétkyénts hl)ddpmcbeaﬂk ydlected from
6.2 yal k y 3 a

30 C‘é’r %?ﬂ%ﬂx%y(lzl %fy @15 &h‘gﬁ‘&ﬁﬁ’é’{ &t |h§?/<1%9v L, cyano, nitro, and

V\#TéRadlbl’J whed R0dndRY dre ady Indepertiehdy ssdecydd fgomuhsgioip consisting of
onal y S e anot her enbodi nent the

3& hVéﬁg %Hiﬁ %@@Q%EB%P Yompound of formul a
mhereln
In another embodiment the present invention provides a compound of formula I wherein

R® is a di- or tri-substituted phenyl and R’ is aryl or heteroaryl, wherein said aryl or hetero-



Rl is -CR RdIRe wherein R is -NRa Rb ; Rd and Re are
each independently selected fromthe group consisting

w@boohgsiveagen and CL 9 al kyl; Ra is sel ected frpon/EP®03/013161
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group consisting of 20 hydrogen C1_9 alkyl, and C1_6

al koxyal kyl ; and, Rbis selected?$romthe group

consi sti ng of Cl -9 al kyl, hydroxyal kyl

aPWb&?;P@FlFéWHY s@bstgutggl@ngapk?on mregsuhfqgwnts 1ndépendenﬂy selected from

het EHRﬁYé é’:i]l@i}é?}’@ 6 M{mo,@llﬁmwlsﬁl%hqu{aﬁf rﬁéh@ill@ | gyano, nitro, and

mherer each aryl  or heteroarl

opNBoR 2 Wl;ergli*b ang Rr @rrt @@h ipgeperdently gel %ﬂt%g{fgméiu greyp consisting of
r%ﬁg'l %]ﬂ(%' Hﬁ@@ i]](ﬁcﬁbénd)‘lrwkﬁéip $did bt 6§h&@ﬁﬁ¥}}1 is optionally sub-

Pt uent e | ndepen ently sel ected from
t bretuqucvaﬁl eenel worargbaituents edeprydentirsclected komo: bkl C.salkoxy,
h ba I
Rghlgg&l; halla"i‘lkﬂa %Xﬁge nrgié A R %ere%n@'ﬁ arbREHEi nB8per@RAlly selected

eac y Sel ected fronrthe group
c fnosi eigmyrodoniisting gy daagenc-galitliand Cropllatrartrayl

enbodrnent t he present invention provides a conpound

I(]e ny ﬂneﬁ‘t]ﬁfe r&enﬁ;’wlﬁtuﬁl FHovide$ a EdthpSURBSS foHh8R I wherein R’ is

or heteroaryl, mhereln said aryl
opn hetl@maéb/ sabs;trtuﬁed pmdmh an ppotherembadiment the Pressplngention pro-

”9{21%? 2 U%%b%ﬁﬁifﬁ[‘ ﬁrmﬁﬂqmﬁgflﬂ Ys 581 SPfrff‘-gul;sﬁﬁffbé; ByiSdin®l.

oxy, Cl t hi o,
aIkyIsquonyI hal ogen, haloalk I ano, nitro, and
Nhamothvmm@d@eah@e RECSCRi iavRHIoh Hfﬁﬂéﬁﬁéﬂmql’;ﬂd of formula I wherein

?(k &G fidof frgfﬂﬂstiﬁ]lt ?ﬁgr 0 gﬁ%‘dﬁ? LNETORIR AN QE RO is KfdrSky.

and nyl . 1'n anot her enbodlnent

the pr esent |nvent|on provi des_a conpound of fo )
wie peother qrabqdimgnifihe pagsentinventiopmrevidecs mapRHD cfomula I wherein
| R° 3 QRGT SIAR'SAICR R wiRkeih B 94 18y and R and
B0 AL RRHAREY AT AR S e Ty Y nd R an
s Roereicach indepgndentdineclestedsom ﬂgogr@rlprcewqtglg of hydrogen, Cy9alkyl, Ci.¢
Eﬁplgﬁ ! K&, Lairjifor 1,21k@8¥71, and hetero-
c%ﬂ% vl t h)&gasérﬁﬁ @%?ér?E fonyl %"’a&m@ 363yl and hetero
hahydadksyhere y@h@f sgidarg or éqq‘@ro REOURS' is OWBY yybssifigted with one or
' QEQYE 1, haloalkyl
sgrrl](g?élt?tl)sﬁg Fé 1ﬂﬁ§§eﬂa€l§ﬂ£}{ éel/ecﬁﬁ iﬁﬁﬁ@rﬂz ér{)ﬁ’ﬁn:oﬂb?sn 5 16alky oalkyl,
aldoy klkaxbeng halogérer e sai d aryl or heteroaryl i s
optionally sub 5 stituted with one or nore

S TR gﬁét?lgfaﬁﬁodl&gﬁfgl@ %@&Eh’y 1n§@ﬂtﬁ§1t1ﬁ'gv1fiém&4pr§nﬂi &Bfbrmula I wherein

hal oal h ﬁano and
R - or wrretrlétme padingl angr R I%A%Rq 'R ehssein s hydroxy and R and

T e
prae)émrd herwearﬂ orihelpﬁreovh Qésﬁl arabwdm@mqara grPBpyisloRtipnally substituted
A oﬁﬁ%{ré A:xﬁf%org Isu@&tﬁ’&ﬁé e éﬁﬁeﬁﬂf%éc@édtfﬁqn e gl‘o'uﬁfbnsﬂtfhg of Ci6

E sent 1nvention pro 1o vid
a atiyhpelealtyl .6 ket and helegerei n R3 is a di- or
tri-substituted pyridinyl. In another enbodi nent the
pr ' i mrpfgd Pofl formula I wh
Igﬁﬁ&ﬁref %ﬁ&ﬂﬁ%ﬂt ﬂfe‘f;‘f&s‘éﬁ@m@erﬁ i tg:tﬁgééi% rﬁ?(gilmrly ormula I'w erein
RR’jisa dlem: mrszebs\metreé pvrndmyl @cm ds SRR m@ﬁroprﬁe fis hYdTOXY and R® and
[ conpound

o B o A o oy O e 0B it o

pyri di nyl and Rl - is -CRcRdRe wherein R -is hydroxy and
Rdn@ncl embadiReens the prasent inveapempeavideya semperndof m#arﬂewherem R’is

a&%;t/lgﬁ%‘}i’ s‘?ﬂ)%g g%e‘&ipyﬁﬂ%f Eﬁ‘ﬁq‘ R! gg@ﬁcfg)ll}lé %glgreE}Rﬁls selected from the
algzcytrp ccaxsl,stlng of Gi 93(411!2}’9! 1G1- a”?@toéfb’@lﬂ‘ly@q s caelealivgs ér ocycﬁalkyl -Cy.3 alkyl,

a¥§(} parel p(?t%foearﬁl nd, H%ce%%ﬂ%%he?%eﬁﬁto?ga?@ﬁy}h or heteroaryl groups

I ona st t'ut one
is optionally substltuted with one or more substituents independently selected from the




nore substituents independently selected fromthe
group consisting of C1_6 alkyl, haloalkyl, Cl1 6

w@bkdensoe3and hal ogen. 20 I n anot her enbodi nent PCTEP2003/013161
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present invention provides a conpound of fornula I

wherein R3 is a di- or tri-s ituted pyridinyl and

RlL is -CR R(Re wherein R_is hydroxy and. Rd and _Re
greupewhising epGnei) Beledkd Cedliogmndhalegeniand R and R are taken

Ct8$er Shaleh B n? E dfdaleflt gxldf%l s]glegtl:d@roﬁ{ &F&lﬁ)‘liﬁﬁhﬂ Cg{ B@teroﬁﬁﬁldenyl Css

oar ere e said heter gar y|

gl}'doplkyhén&ﬂpﬂh ofvsldalkyb-ebetidenyl. &g-s cml@?#w Tta-s@hvhpkkglidenyl, Cs6

AR SRR SO Lo ol

amryi (Eajaﬂgl sdenyilrargrOt-redkyl eqriyérhetqrﬁ@rybpesgkyhdenyl and heteroaryl—

} hBRLA

4 gﬁk&;ﬂi«ﬁfr} qg% 9% C?agglﬁgln}ijgfio 0 a%} Brodps is
@Fﬂoﬁdﬂ;esubhmueadw R is hydroxy and Rd and Re are

taken together to forma cycloal kyl or heterocyclyl

t 3.
pr 0V| geﬁgﬁﬁ%gp%ﬁ%%@%\fpﬁﬁpyﬁﬁ% : gﬁﬁﬁﬁhﬂ%formulalwherem R’ is
opt opiumalysubutinted pirstiapocild i ICRROR Paharein RoFe slsied from the

SIS ook ) S, LARAIS, TLSURAGES) SR O
cargl, anarlalklwll l@kr&rall Ryd hetemayylalkﬁl; yherle Leg¢h oﬂﬁgld@rﬂ Jieteroaryl groups
aig ?)gagna% Q%Mt@eg Wlth mecgremgl%% b&feu %éﬂéieﬁfl)( ﬁelected from the

roar group y subs t|tu

ogroup c«mmtubgtof Cueaik;sl haidébﬁn@emlkqusmcbml@tnf ashRtansl R are taken

Vt? %%Qrét/of%gﬂh\ﬁ %1[1/ (ﬁ%os% g%ﬁ(l;%l? c&)z(:%kﬁ gﬁhe é}'cﬁ)talk?ga]kyhdenyl
aaell-Q). 3a§k;dhd|§dylaamlheamarylifegeﬂ<lﬂ1edenb’b form a dival ent
group selected from Cl-6 al kyl i denyl Cl-6

t H eﬁ&b@é &lg@'l}{l; ggi-fth@%%hgﬂbﬁ f@&ﬂ%’unq?bfﬁormula I wherein R? is

ad:kglbucajauysuwawed pmdleyl andtR n@c@&CRle weargin R @gselpcted from the

het er gy Kyl i t 1i
g ST t1¥1[g aﬂ a]%gl § g?iggzyagcgpgfl& hgteroaryl where the heteroaryl is
ad)ptiorﬁﬂy %s’&yitecbwrth lone ar yrhor@guk&tlaidnyq ind¢pepdentlpplected from the

: 25—‘%?{) Qb Jl mgqugﬁl f%jg%y*ﬁg%}g Ca%((J}?t ;ﬁf&f:}?ﬂ%eg and R and R? are taken

nghuhai ﬂo;tbl;rn arcm'a,lerm grovgt ele@mdﬁorg Coupkylidenyl B+ aietaallyl-alkylidenyl,
e B D RO SR ATEN e S8 ek AL OMcylideny

Owheleh)aéaﬂy oﬁsahﬂsirryt ot hetepyarylgrogps 1anpt1cFmallV subs@Ritgd| Rith one or more

ein Re is s d fromt he
Cslu?)gtl eﬂvllnclle@fn%ng&g ect Er()'m E all%ylcylcq i {ﬂgﬁgy@iﬁl&ﬂ%ﬂ%lno, and
Qiiclkehldiyd.- C1- 3 al kyl , aryI aryl al kyl, heteroaryl,
and heteroaryl al kyl , V\,here each of said aryl or

t
o B SRRy L ANA I U A i s
gﬁm)upumﬂy ssbstinged py@lingl add®/is -GRIROR] ledrem@f ighydrogen.
al koxy, and hal ogen; and R and Rd are taken together

o RS £ sty Ly

ahk ypiictetly kubstitated pyndma} eydd is ICRIRKET whiereipl R° i %Ydmgen and R? and
di th
g '%8 Ire 1gdepe%€g?t? dqe‘rlc?lﬂtth %} F{D %Xﬁ?%ﬁ/nggﬁ gf) s alkoxyalkyl,

ona

IOSEB s dlictoplkyB .6 Bkloaﬂdmslaﬂ&h avwi,e!rdalkleheuemasde aexdthaa(deroarylalkyl
m t h sistin
PR ATy e R T bty Slar BBl b il it gpe or more
substltuents independently selected from the group consisting of Cy. a]kyl haloalkyl, Ci.6
alkoxy, and halogen.



optionally substituted with one or nore substituents
i ndependently selected fromthe 20 group consisting of

w@le0dabdeyd , hal oal kyl, Cl-6 al koxy, and hal ogePCT/EPIIOFR13161
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and Rd are taken together to forma dival ent group
selected fron1C1 6 al kyli denyl ;3€3-6

cl oal k al kyl i denyl C3-6 heterocyCIny 3.
a KONG e)tg 1me5¥ %ep@se@t lﬁl"W}qndgﬁW es %lﬁ&npound of formula I wherein R’ is
heh 8pR&HhallysEHstRutdl yﬁaﬁmﬂd R! mqmtbn c@(@m@ﬁb QRLARRIRE, wherein
aryl, or. Reterogr i's, optionally substituted

Wi 16 DS Bors aﬂéng a¥lé Bbgtei qaelémdepmftfeﬁté plesird omethe grosg consisting of

f bPiRoEds SndEKMily1 C1- 6 al koxy, am no, al kyl am no, and
25 dlalkylantno I n one enbodi ment the present

i nvention provides a conpound of formula | wherein R3
i &n ongerabedigieat thy PsesBRYINYERtIR RIGVIdEs hgampewndraf fogmula I wherein R® is

%oat&%mﬁeme&% yﬂt&nWQ{dqglqg ~NR"R"01@(09N@@§‘P raen@RttttR wherein

present t@ventl des a conpound fOfﬂU a

wRelseNR" i siagd Raﬁné B{ F“{fr?&Flll yldeaﬁscteptlm ﬁeétftqsk/ﬁrm. thsxgroaﬁcfonswtmg of
Rhydrdgedih RN SHetein RE PSRy 0g€ ara0eh B‘Qie?@x%enﬁ? selected from

VV are each 1 ndé endentl

selected frontthe
cHeareep eepsisting et bydspgeps Cr-calky, hy aﬁssxwlkyl Cs.6 cycloalkyl-
Qﬁklk}ﬂ:t a@q Ylan&hetd @A ar yl
ary% erg?%ro yf9 aﬁetgrgar kyI wher e

each of said ar or heteroaryl groups is optlonally 5.
slbeng erpbediment e@ﬁeemrmmtt@n previgst a ¢qrep@und of formula I wherein R is

' Qﬁigﬁﬁ&qaﬂ? Ustﬁtﬁle@ Eg;&jingraﬁm Itlrig IQR‘RDP C?(@)N‘Rsf{b 3¢ @lf{CRdRe wherein
Cl-6 hal koxy, hal ogen.
286@/-5@6@4 apéﬁ% Bpg @e@fdttelﬁepersbnﬂﬁ swdeﬁﬁmdhmup consisting of
tipa rB%&?‘%{H g!alkz DRE 87d RP Q¢RI 5 ARE IR QURH t8deth QWM R Iczjutrogen to
wher e n_optional 'y substituted py?idinyl an
Rwhjch thmﬁeetta Orrembetercyddringdrlscted o the graup ¢ansisting of
t
g‘ﬁggltﬂgge, fpr?;géil eﬁ%gﬁ%e@%ﬁtg?@ﬁﬂ%&&@?ﬁ?ﬁﬂ@ ntj, y 4- tetr%}-tydroqumohne,

C1.284- ke\ytah}f@sromq@mehem@eﬁhfémpyrmdwelwnhydrﬂpmidw pYrazohdme,

RSN SRS e o loraty s

)ompza)mnorg pubs@pqte;t@p@depmdc yrselegted ffrom ﬂRgrOtRbcotnswtmg of

SRS, 300, 54 p A LSSEABIEDS L S R EAARS ),

Ramlrmarblaaylamlm dndabach Qefrseldezamno ignaiws eqmemmal}y swinesithstituted or

kyl
SISO 08 Sl SRR i oo o
CmggnarwygvupeterocyclylaIkyI aryl al kyl, and
het eroaryl al kyl . I n one embodi nent t he pr esent

|y & erﬁlglocﬁfngﬂ tﬁitgf)g%%lﬁqﬂp%ﬁ }ﬂg HAy Y dsr n%du&%f@fn@ulﬁ wherein R® is

is an tlona stituted pyri
NRQP@OD QT(S@)SNRstRﬂ pyridinyleRAR - NRRS mhereln R’ isiselectriRfrom the group

n 5
R o AR o) S A bl R R AR pm the group
Raormtingbgcmaﬂad, hydacm’aﬂml Cag dkomawl Cageydlealkyli@h aﬂtyé hetero-
e attached form an
hlé}% e}@ﬁ%{; %@Tﬂﬂ(ﬂ %@dgge{f*‘é"%fﬁ"ﬁlr om the group consisting
of pyrrolidine, piperidine, honopiperidine,
t bt orerrolbasdimentihe eresqntzn@maroaﬂgech wsqupaveid efformula I wherein R is

ar?oﬁnéa g‘sﬁt?s"t‘i}‘& E?r‘i’ #’rll%ld]l{lgl ne}@‘ﬁﬁﬁ‘%ﬁ&&ﬂ%'l@ﬁk“ﬁb ;RYand R®

hexa yrim ail azo pI perazi ne

nmepthdi indepenglauitly scled‘a:zltftqm ehe guhep eomsisting of hydrioger ambyE).o alkyl; R*”
| & sQRLLEPRBH e %P&\%t éohg!igt?xgg of hydrogen, Cy.¢alkyl, and Cj.¢alkoxyalkyl; and R”"

is selected from the group consisting of C;.g alkyl, hydroxyalkyl, C;.¢ alkoxyalkyl, Cs.




with one or nore substituents independently sel ected
fromthe group consisting of 20 hydroxy, oxo, alkyl,

wapedonoslesy| , acyl, acyl am no, ami nocarbonyl, PCT/EP2003/013161
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am nocar bonyl al kyI and am nocarbonyl am no, and each
of said am no groups |s opt| onaﬂy rmnosubstltut ed or
di substituted with alk IS contained in

ppiclosllyhCny p]lqlphggqopﬁqlﬂglkyl m}agﬁfgﬂainﬁﬁeter@afryla]kyl wherein each of said
pé&?&ﬁ?e‘té}&rly%r%ﬂ s is bBtiGRAL g%ﬁ@&?chf%ﬂt the present

I nvention s a conpound of forrmula | wherein R3

is 25 an optl onally substituted pyridinyl and Rl is

- mpasiaert the presenfdnsation Pﬁr@ﬁéfﬁ heorppeymg of formula I wherein R’ is
%tﬁ;daﬂ sﬁfstlm‘[ ny; lg%dgil% | or RR&t ol Bherein said aryl or hetero-

alk yal kyl; and |s se ected fromthe group

cwTikis eptiprallrubstitated) ky| , hydroxyal kyl, Cl-6

al koxyal kyl, C3-6 cycl oal kyl - Cl1-3 al kyI het er o-

CHConé e%ﬁ@dlmeﬁ‘tr tht lesdlvinrRdioRgl6viasy ayécﬁ‘ﬁlkddnd dfrfol‘ﬁ'ilﬁa I wherein R® is

enbodi ment the present invention provides a conpound

oAn epfignally subsfifitedpyridwmyliand Rg)@s Q)rrhqtgﬁgqy yhereln sald aryl or hetero-

agg& bbﬂéﬁﬂlyl‘%ﬁbétﬁﬁt@& lm@m]e%} Ihéregﬁ?ss?ﬁﬁ@umﬁ@?érme&y befected from

are each inde en ,gsnt

s6l- eeék}écﬁlfaa&wcv @ﬁ@d}ﬁl@@ﬁ@u Fenm@naf NRy By o¥sre Rhand R” are each
{ -

%dﬁ@%ﬁgﬁg{%ﬁ seﬁ%ted ﬂo??%?;!l ﬁ%h}g go%ri&fg@g adgk ggfogfkg %a&zﬁ 4h8€:, 5 alkyl

i erk@ivdet ed fromthe group consi sting of C1 9 al kyl ,

hydr oxyal kyl , C1-6 al koxyal kyl, C3-6 WD 2004/ 050634

PGTérkeR e%%i’nglg’tltﬁ@ resgli't 1ﬁVéf1|tlgﬁ| Yid€sla c"brﬁ‘;gdﬁﬁld of formula I wherein R' is
hetergcycl&R %/) ary al and het eroaryl al kyl,

“o€0g) er N{?oR -heteroaryl groups is
optional 'y substitut ed I n one enbodi ment the present

' Hlvaerﬁ)ﬂﬁé? @n{yoﬁﬁ19ﬁsth@%&%'ﬂ@ b i8h pf&hdRlaaonpYasH S ﬂ)rgﬁlla I wherein
tiona stituted pyrldlnyl and Rl is aryl

oR lﬁeNBrI%aWWr%erel n sal d aryl or hetero- 5 aryl is

ORA J RN dr¥ eact‘ﬁtiﬁaé H sL:féctQH ?ro%mﬁféqng@ﬁ Eoﬁsvﬂﬁng BFﬁﬁﬁBgen, Cio

|nvent|o rovid npound of formul
otmf ol Coa ygmau%@pmmwm ﬁ@bm}’aﬂ@l 465 Ca.scydlo-

Op tional (?y Cﬁl:lo r@ft na]Eﬁl 4 @ryégcleaucﬂgﬁ? é’ﬂetér%a]kyl aminoalkyl,

b t
P dcaBmocabPoy sy e trecalkY o shderoar. Maecyalﬁ@ﬁye, eyl arylalky,
I k
a ol)féf%ro%@}l Q%Fegoaexzﬁjé@ﬁgmlﬂr%aé%%ﬁrﬁ ect alklyy\é'iﬁ%ﬁtuted with

t h e bptbasaordedkyl agd e Phayd goem w ng efmhlof paid gydoatigyl.cphenyl, aryl,
U0 oy DS TG AR B GG g ndp
| s dmﬁdecte@bm grauparasisang oL Q) allad Raloalkyl, 4h e etkexy, amino,
of f ornula Hmaﬁﬁgt}?@ QWP%R%%H e?%r%gﬂﬁ b alkylsulfon-
Rb aylexwpandh halng@p endieavhlof saidlagine grdups s et )ompnosubstltuted or
1 SRR} IR kst vl k1 car byl kY
aR%nd K%are ta@ymmgeﬂm Joyth, theBiteogen ¢6 whidhytheyGire 3ttadhed form an hetero-
chf ﬁ'}(S%/ £:83| M ngg‘ee?fec%éc#l}f!)m tﬁ&gpo@eéo%%lé% pyrrolidine, piperidine,
homoplperldme, tetrahydropyridine, 1,2,3,4-tetrahydroquinoline, 1,2,3,4-tetrahydro-
isoquinoline, tetrahydropyrimidine, hexahydropyrimidine, pyrazolidine, piperazine,
morpholine, imidazoline, pyrrole, pyrazole, and imidazole, where each of said rings is
optionally substituted with one or more substituents selected from the group con-
sisting of hydroxy, oxo, alkyl, hydroxyalkyl, alkoxy, alkoxyalkyl, aminoalkyl, acyl, acyl-
amino, aminocarbonyl, aminocarbonylalkyl, aminocarbonylamino, aminosulfonyl,



am nocar bonyl al kyl, cyanoal kyl, C5_$ heterocyclyl,
het erocycl yl al kyl, aryl, arylal kyl, 20 heteroaryl,

whedoeosmsy/| al kyl , phenyl al kyl , di phenyl al kyl , PCHEED0B013161
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al kyl substituted with both a C3 6 cycloalkyl and a

phenyl group, wherein each of sa?d cycloal kyl, phenyl,

aryl, .or _heteroaryl. grog ps is optio aIIy ubstit ted,

wi t halleulfmylasmigosiminosylfpmlegipg ﬁeW?‘FVl%%ﬂcgé’? $d phenyl

f romytdugs Q;rdiiﬁénglﬁnﬁib‘éﬁﬂuw Wikh 6de 6 ﬁbi‘é’érouﬁ@in@@lbéﬁdlenﬂy selected from

Cl.6 aI 0X am no al kyl anmi no, dlallcy m no,

hydr y%lkxlyh oalkdrfer-s Aol eamming, allylpping, mino, and halogen, and

al kybaylJresidamidé S¥6ips ﬁﬂfﬂ;ti%ﬁh]ﬁ&%noﬁi&gm%@&fbﬁslﬁﬁh&ted with alkyl,

am no groups is optlonally nonosubstituted or

di suBsisicontairediip g pyEIORGINYL, giperdinghdanquphalinyls eppiperazinyl group.

together with the nitrogen to which they are attached

f B SR1Bdh oisdrRitbodinEddthe PresdiR iifeRBbY révidd aXBufffud of formula I

fromthe group consisting of pyrrolidine, piperidine,
hWRETsiHRT SdNRER , whereithy dr opyr i di ne,

1Ran;)’d iy 51%%%@5}9&1‘&!?@} ée[b%ted]&&n %Agrbﬁfa CHNHLG ot Bydrogen, Cyo

i soqui nol i ne, tetrahydrop r|m

hexands Bysire Kyaleibrie;s afkp rsrﬁgwitb}%@%fﬁﬁb@x}’a]kyl acyl, Cs.g cyclo-
) 5 LM By e RS i

subs#minacatbonyletkyb méarmaﬂ@fb Cos beipmerdilehatgroskd Sé@k%ldaf}’l arylalkyl,
fro nh&t@xeoa loﬁb‘?ers ?hkﬁgy 1 @%ﬂEI‘MMkyloﬁ(rﬁi cél JﬂY}‘l substituted with

hydr ox alk an1noalfy
acyl bo nY ezt ovher i Aydhnfisyid, cycloalkyl phenyl, aryl,
SQT? Eg%g&%éh gmt%g 18 % Qllnﬁﬁ ed &ﬁ@gﬂ 8%% 8t ARPE3tbstituents indepen-

fon
v mdsithislegicdiron fhesmapaasping ahr il dsbonllgd, Gasalkoxy, amino,

phen 1 1 _
or oyt ﬁ%@%@fﬂﬁ“ﬁkﬁwe R ol RRERi, allysulfon
hal oa]lokcy,landd)}lo@emamd)cych gﬁﬁa mlaplqu)qmuh@tlonally monosubstltuted or
di al | ogen, and each of said am no
grou%%hﬁgiggﬁrgﬂ% y'nnnosubstltuted or disubstituted

with alkyl, 5 or is contained in a pyrrolidinyl,

plpstil zmqﬁlyqr emhodphentithy preseit igeptipn prmdes&rcgg@ounﬂ@f formula I
S%Hed-?ﬁofshﬁl‘ka geﬂfnt t he present invention

provi Rg a conpoun formula | wherein RL is

- RRambR’ stieeendti mdppenglanthRislested frams ithe grap epridsiinigyof Ci.o alkyl, Cl 6

R EAT, L RE  SET ff cchrsi
al kyl:xd}padiqll layyl or batemxlgr s,1s gpg@na{lwlgtlwe;ﬂ withigme or more sub-
2 Y s S AR Y Rl bl oo of Oy cflcny and e

am nocar bonyl al kyl , cyanoal kyl, C5_8 heterocyclyl
hin stilbanpther emtiodimentrthe presenyiineiiph provedesasampound of formula I

hg@g&g@ﬁy ?##%@Eaﬂgﬁﬂﬁlalkyl di phenyl al kyl, and Cl_3

subs both a C3_6 cycloalkyl and a
pReanyd RYansuipkenthgathérwithdie nitfogeaitd whjd thay kaplattaghvdrform an hetero-

ar yI E)r ﬂ@tteled’ag}ﬁ 9{-{% Sstgl:f H@ Frolth@ %}6@@{)@%33% Qﬁ)‘ﬁ‘(ﬂfdﬁg&e piperidine,

e or nor uents 1 n
S eI ehbmdpfpeuﬁrteh'etlghyrhppmg@éﬂ ?ng—tdfralﬁzﬂrcsqmndyfie? 1,2,3,4-tetrahydro-

3|a|a|o | h%lrl%]b}qlgg%% gl:ygf)z% Eﬁ{ﬂn@ %exal?&é@[ﬂuﬂ?neé pyrazolidine, piperazine,

al kyhmnplﬁmin;pl, J,mldh@lnsmy&mhe pytazsiy, ara}rlmmmoteg whereamach of said rings is

reg(r:] ggﬁ{)cgf’ﬁ?f%gg mtlli]t%d %I X Seso::I'ISII%OO ? lél%%%tl%n)fs ﬁe}(ec}ed from the group consist-
ing of hydroxy, oxo, alkyl, hydroxyalkyl, alkoxy, alkoxyalkyl aminoalkyl, acyl, acyl-

amino, aminocarbonyl, aminocarbonylalkyl, aminocarbonylamino, aminosulfonyl,

alkylsulfonylamino, aminosulfonylamino, and phenyl, wherein each of said phenyl



In still another enbodi nent the present invention
provi des a conpound of forrmula | 20 wherein Rl is

WO NRa®me3wherein Ra and Rb are each i ndependened¢EP2003/013161
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selected fromthe group consisti ng of C1_9 alkyl, Cl1_6
al koxyal kyl , C3-6 cycl oal kyl - cB33 al kyl , aryl aI kyI
het er oar yl aI kyl ,. wherein_each of said cycl

ar y|gr@rpsn%?@%aﬁy substigipd with ogsor SiRaF ggp@a @raée@aly selected from
Wi t [, QBRyD haldBIkS], 8YDalksty, aof éﬁlkgﬁﬁﬁﬁ@ NHARYLhYirSs laﬁ@hﬂ@gen, and

fromthe group consi sting koxy and_cyano.
I n $esh of sAidTaP EEpRIds ARHalR @%Wé%féﬁlfutﬁ(ﬂm %ﬁlﬁweﬁﬁltuted with alkyl,
proqulsec% faifs oa%’ﬂ'dﬁd I fipdridihyl 1RIliAyIR 1
RaRb, \?hérel n and Igirfje tla&en t%f)gelt er i\?vlfpteﬂwny STOp-
nltrogen to which they are attached form an heterp-
dy st pntherrmpiodimept ﬂxqpﬁ@se%wwt@al HPBides h@or@m\mﬂo of formula I
%Hé?élﬁ R RO NIEPRP WK Q4ih ¥ ARd RPhR&Ak&H d8ether with the nitrogen to which
honopi peri di ne, tetrahydropyridine,
@q@eaﬁ@c@@mfwmnhﬂmer ne, 1,2,3,4-tetrahydro 30
i soqui nol i ne, tetrahydropyrim d| ne,
he )éﬁaﬁh@f %Bé&m&'t i pr@ééh@ﬁﬁleﬁt‘i’dﬂ‘ﬁrovﬁle@@ t8mbbEnd of formula I wherein
mgr. phol me,aB%m dazoline, pyrrole, pyrazole, and
l%l'cf:z(Q)N #hereéd@ch of said rings is optionally

W Bak 'R“’ W Mt depORen®ly a8 el ﬁHHﬁﬂhb LHRM c%n&%%&ﬁ@rdrogen, Cis
fromthe &r oup ConS| st i ng of R%er oxy, .0Xo

hy drelsels yReaxyallylk G xgalk Ryl & ﬂHﬁ#ﬂﬁﬁa‘FaP& XYaléfafly pcyl, Cs.gcyclo-
aCy|a]]%zP'@ n cl@d]kﬂ—@l%ra!l&ﬂﬂpC%G}dm%ﬂ@PWl(tﬁyslheteroalkyl aminoalkyl,

am nocar bonyl amno, —am-nosul onyI

al k)ﬂlffs\m(fa@]?mYMMamﬂﬁ)ds@&sf tyoasivhdetesprrcipialaaryl, arylalkyl,
%{e?o Het@foa?ﬁb]ﬁgl a]]?pl pis p?ﬂﬁﬁﬁ 3fld C, 5 alkyl substituted with

P2 0 7013161
S ubbeth uCadoyslcatybues opherSt BogpoubGeintebelwisheicpalyl, phenyl, ary,

sel %9@1@@{(&2&?%9%4@ 8?{ ﬁalﬂiy st pateld Wmh &Qe-o@ n%x% Q?iystltuents indepen-

am no am no, and hal

eacldeotly s@w@edaﬁwmhggmp@n@stumqf&aalaﬂw 03]1<Y1 Cl salkoxy, amino,

nmon u e t R
Con% IE)n&Ia lgi;nrlo ?%ﬁyg 1 %'er i ﬁﬁwﬂaﬁéﬁ‘ | n§1 a]kYISUIfOIl
or iqxrend alogeny mcbeacb Of spid @linlmo FNEPHISIOPE mengsubstituted or

t he §%1i1| provi des a conpound of formula I
V\herdgslru% tte&v@f(%%ﬂr\/\herel n Ra and Rb are taken

RS ged REarariakén togethai with Gesnitrogevhtocwhich ey ane etashed fvayan hetero-
for roqtil%kér&ﬁ‘&l 11119%&%%{43%0@ @@?gﬁpﬂﬁ Qg?ﬁﬂﬁng% E?lergfldm&lplpendme,

i nve on provi conpoun
i s -Hop@piRaidine, WishydropytidiRe, had.4Rstrahpdreguinoline, 1,2,3,4- tetrahydrO-

SBEIEEL5 5, H0 AB AP D0 i,

C1- énaiphylindimalakgline, mrb]@;@}aamjﬁ anéuyidazc@g vﬂlegg/ gacb.of said rings is

cye CpspRge YRR il BtdOib a8l rpm the group consist-
ami nngaflt;cohyx;abkq,lalkyhmduadyklyyl allosxys atkexyikyd wodinbalkyl, acyl, acyl-

B T e

30

35

al k wﬂky@tfehylhmimﬂ amlmcksu]ltﬁnﬁamtnca afBphernyy, (yﬂmaélk yhchaofdhaid phenyl

phenyl rou ere ag sal d cycla I

arylg ou rts R@?oer}\l@g rsul?stléuec UB% Iogle or\é gf‘(?\.% egfzﬁ@%ﬁ& éelected from
Wi t IClqukyb thalwalkel, b slkoty emtiso 1aﬂ<dh|nﬁne, diaikylhlyume land helbgen, and
fCrlog él{] Q%sgvf) ul_g %O@I,;gcsnlq:?stlls 8 c?rga]l}(r: ]monoshggﬁtﬂtecrl] %Lgéﬂtuted with alkyl,

or is contained in a pyrrolidinyl, piperidinyl, morpholinyl, or piperazinyl group.

In still another embodiment the present invention provides a compound of formula I
wherein R! is -C(O)NR®R®, wherein



al kyl am no, dial kyl am no, hydroxyal kyl, cyano,
acyl am no, al kyl sul fonyl, alkylsul fon- yloxy, and

whadoegsws34 and each of said ami no groups i s optPOMNEP1093/013161
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nonosubstituted or 20 disubstituted with alkyl; or Ra
and Rb are taken together with-#4e nitrogen to which
they are attached forman hetero- cyclyl or heteroaryl

r RigpdsR] e each md@frﬁnfiﬁlétbg?e@aﬁdm ﬂsqgrﬁgp gnsisting of hydrogen, Ci.s

Lot r oxAlIBEIC, ki xyal 9 OP) a1k}, carboxyalkyl, acyl, Ca.s cyclo-
tetrah drygigyrl di ne,. X%a“??t et6 al?((}dfroqu' &y Ioﬁ)éa]k)’ acyl, Gs.g cyclo

1,2, 3k, EE‘t‘Wﬁh?]é‘V 1-$ %u%luq,hnﬁj § qreloalkylC, s alkyl, C;. ¢ heteroalkyl, aminoalkyl,
tet
etr grgzo?m;l . nehyl Bﬁnomlab%gﬁ&%@({mdﬁ&&o%d fallg, ary, arylalkyl

pyra érazi ne mor phol 1 ne

pyrr teroamkrlstesp@ry alleyl phemydellg) diphowidalleyl candCiofallhsubstituted with
M NgGothS C.ORYA8 aﬁ&%@éfﬁﬂgﬁ&?ﬂj wiebdin 0% o2l doalkyl, phenyl, aryl,

substltuents sel ecte e 'group consi st
hydr glxlyeterg;qyl guiupy s, ophlpaa]bys}lbbﬂ(tgdted il og/or more substituents indepen-

glmk g%f)%gjl}& Yec &ﬁjg%i)ﬁllo? lﬂpo?&%é Srlﬂgﬁyth?nﬁ%car%auﬂ’)li I%ﬁlalkoxy’ amino,
am ndk)dhlfn@my Id}alky&rmylloshydrgwﬂarh]cmmo, acylamino, alkylsulfonyl, alkylsulf-
am n&?ﬁé}élo 0Yd ﬁm)ge% afid] ac'ﬂ%??zly Hoan \3%63 % @f ggﬁp@m 1filllyc‘rﬂggce)srubstltuted

pheny groups®i $ optliona
rmreogdlmtpsmtm‘dwpblaﬂqht ly sel ect ed from Cl_6 al kyl,
hal oal kyl, C1_6 al koxy, am no, al kyl am no,

q | , . .
Ir?slstﬁwnl%meg] %{nb%@ﬂﬁxfﬂ tﬂnégﬁl@ ﬂgfenﬁ?lg Hr&'flde% ?ggﬁ@% of (ffrmula I
vwvhbreai RVis -C(QNRB” et anﬁe @ng R arqoe;ap]n oldegendently selected from the

CEBEP Shlfos LB, O BB BB ol Al

prow des a conpound of formula I 35 wherein RLis
I@( OliNReiisr ewbodinent WG PEent 058884n poVideP2008YP018d 6f formula I

e dependently sel ected fromthe
roup con&gbfng érzggen ClL 9 alk

hBLdarcddS« a1k ydken @Jge&lea W&»@a Inktydgen®2 which tﬁw arhiatadheyiform an hetero-

PSRN g 5k Bl o o

C1_6hémebpipeading] tetramidnopyridihe, 1 Mﬂ@@wﬂmmmlklyl 1,2,3,4-tetrahydro-

;?’;‘lnfggé {jhlf%‘iﬁghgg% g?rg%cg #1%7: hex%g{ IO i:d%a/r]legb#&?ﬂolidine, piperazine,
phe nyioalbhdin,e, m@mhye@mpne,, pandoleand 1m1&gzbleswbste ieadht afdaid rings is
Wt h%?t?o taﬁg %b%ﬁtu%f %&%%%Ie Ky O%n S'ub%HBI%%FsV selegtre? lﬁ%m the group consist-

wher

het emgaxfhyd@pcp,qus alkyldpy}tdrox;allw aﬂmkﬁtaﬂkaxydhylmmimoa]ﬂtel acyl, acyl-
or nore substi ent |nde f.rom t.he

t sel act
or oubsh SRR SBY el R i FEOrgfang® Bdivifony,
al k oaﬂ.}tylséfnnlyhmma,l aklylhamlfamyla(hlad) Iayxkiqx]memd, wherein each of said phenyl
no aI k | sul f on

2|y E;gr ?il; 1@56&18%%[8’ g)l(l)l??nac re Cgrglé%shl}(ld?peggerbﬂy selected from
am n@;. gdlb)d,ﬂﬁlmatkymmlt6@ﬂ@bcy,yammnnoeﬂmmnmuﬂmﬂ<ylamino, and halogen, and
di subs dvvlt a nstill another, enbodi ment, .

he prLoLe PRt #oBR ioaupBRl Boro RGN F ROP T with alky,
wher e i3 chtitaired i°4 Py iBhdinyl, piperidinyl, Baorpholith, @rpépeeardiyl group.

[ ndependent ly selected fromthe group consi sting of

Pl ibplieot Y st A pio+ioS oS Pirp of ormula 1

i wheretri Rinis pEE)NIR" awtepeinindd & afetnker @géthendith diemiRbgen to
| Shlcg(ﬂ?gy are ﬁéchm@ ?orm morpholine.

In another embodiment the present invention provides a compound of formula I wherein
R is -CRR*R® wherein



Ra and Rb are taken together with the nitrogen to
whi ch they are attached forman hetero- cyclyl or

whedoeosmsy | ring selected fromthe group consiBCI/RBR00$/013161
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pyrrolidine, piperidine, honopiperidine,
tetrahydropyrl dine, 1,2,3,4- te13r5ahydrqu| nol i ne,

2,3,4-tetrahydro 20 |squ|noIL ne,
tRetNFb)hii@g@pbﬂrﬁﬂdﬁaalkh@%@ﬁym&ral m di ne,

el
R GRAE L 00 BELAEAP S D PO s 1 .

ri ngdt, élydmvalbﬂaﬁl gﬂﬂsqmg,]ﬂw]s Gi- edkvlﬂtlﬁa]bﬂeh%ﬂomlehﬂemcydﬂ

b
aI koixxlaarklflkyl élniemylk teroatyia]ky Aheny aﬂqjﬂ dgphenyl -Cy-salkyl, and C; 3

am n g?ii ‘]ﬁ) H}/Lited g'gl" IB?E'?% %ﬁ’l S anﬁ%ﬁ%‘}?ﬁﬁﬁﬁy&ﬁé}hﬂ%@h of said
am 'deﬂkﬂnyhmﬂ Al qrh@tep@%ﬁ%@roum F)Etlﬂn%]sféhbqtﬁu’@éwjth one or

p he rﬁQ)re sgﬁﬁﬂgechéé ﬁ)dggéﬂd%ﬁégr c%éﬂbff‘(g L gx?)ug'cBgs&P%(ffrCl ¢ alkyl, halo-

grou ependent ecte fro

h aI aditykﬂl,s alBoxB aaimo,)ajkylmnnodlaﬁdykmlam and, halogen; or

S B, SO0 B0 S5 B D .
Wi t rheadrkglkyhdenyl Css mhﬁkyh@yl ﬁ)sacyp}qaﬂlqlhaﬂthgzd:nyl Cs. cycloalkyl-C; .5

2 Pt i B THSB Rdl BSLAELAY 8 OUGAAEhR o

pr owdydglalkal- Gomdbyzlrdényif arfyb Cnpdlkylidenylh erybiGa s kyli-akylidenyl, heteroaryl-

L S Sty S5 8 bty
mor pifryil ormieeterbaryhgmoupets ophtbndlymabbtlmtﬁd Vfaﬂeenmmﬁr more substituents in-
o depeidhaly ST O P eBe e e S allgidftino, -
-35 dRcylarﬁmbya‘hd)lyﬂdsgenhqldr oxy Cl1_6 a: koxyéd ]9: NRa " Rb
g&o@;@% ?aqu ﬁ)%g%]Fr Ha.g Elg R orbéfl) 1@1% g&k }yl are a anc,h&;' foforma cyclo-
hydrgﬂzg&afkhgtkrocﬁﬂﬁrn@t koxyal kyI Cl 6 ial Ikz\: th oal kyl ,

E?ué%?\ty%e eé 8 [ o%ﬁ%@‘ecﬁ%@ ﬁ]ygc X %corégtlgg of—ﬁydrogen, Cio
ﬁgfler % r@amylaCKydtﬂcoﬂaklyy IC;.- 6alkyllt}abdxdky1 canboyaliat, utyl, Cs. cyclo-
et SR RO FABE - P L 208, e
and aﬂcy@,%ﬂﬁbcﬂb@ﬁﬂhlkﬂ‘@ﬁﬁbﬂq&m hefersaichyl, }ﬁgecéayallylajkyl, aryl, aryl-

gﬂggﬁp{l l}’{e 0 ﬁh %%%gﬁyln%#%y%idlﬁj@% ? Yand Cy.5 alkyl substi-

| n d eua@adam bdth&&t&&?rﬁdalkflaﬁdfahﬁegyl(gu@lp igtei e;mb offsaid cycloalkyl,

Cl 6 al
o TR E7 0 BPRCyTEShEF P AFOP HRAA0G s od it Rg opgpore substins-
ar e dngdiade @@eﬁtﬂyeselacﬁdffwm ruap e@ﬁm@ihgluﬁ@@blkﬂt Ezdoalkyl Ci.salk-

fromC16aI roa l'i den

cycl S Binoy pmn% dea]lgfiqylélg IRy %cﬂ@mé), alkylsulfonyl,
cycl a@l@iliiﬂfonfl xp3 and/h er@bh}qﬂeh@lﬂﬁﬁshld 4a8inb groups is optionally monosub-
heterocy terocyclyl-Cl 3 ‘

al kyﬁﬂrﬂéré oF dl%st’éuq‘?éfﬂéﬁhéﬂwafa ylal kyl -C1_3
K yhi RNuken Wg¥theGhitR tad Ilﬁ.’tilo é}ﬁ!by\krhlcl@ a@élaxi’ached form an hetero-

al kyl - al kyl i deny rog Cl. aI kyl | deny
het e7ekit 94 RAtRPRLY naseifr ‘ir“?fé ¢ STORREPR Cingepyipolaipe piperidine,

_cycligsh berléﬁe,aéryihydpdpyhﬂ&r 0ar3yd-tifaBy@Sgumoline, 1,2,3,4-tetrahydro-

optionally_ substjtute ne _or, nore ubstltu ts
i n- igegpenlie: teyab@ireerr@a@%%rf@mér%mw ing Bt @vne’ piperazine,

Cl - BmalpiRNNe, iARAABLn& pYtbRP 2016 land imidazole, where each of said rings is

optionally substituted with one or more substituents selected from the group consist-
ing of hydroxy, oxo, alkyl, hydroxyalkyl, alkoxy, alkoxyalkyl, aminoalkyl, acyl, acyl-



al kyl am no, and hal ogen; or Rd and Re are taken
together with the carbon to which they are attached to

wo eooa0s0684/cl o- al kyl or heterocyclyl ring; 20 ReI/EPRN3013161

10

15

20

25

30

35

' am no. a'-?g&{ypa"i’llnhw an%@g’ulﬁir&}ﬁlmmg]ang ﬂh%h

Rbare each i ndependently selected fromthe group

consi sting of hydrogen, Cl_9 aPkyl, hydroxyal kyl,

Cl_6 al koxyal kyl, Cl_6 al kyl t hi oal kyI car boxyal kyl

acyl amigy, smiyagathonyl, reyunocca,dxmka;l%@a}lkwar@pmnammmmosulfonyl

r@HérEi)ﬁ' each of said phenyl
an1nocarbqy{ , anoai c 8

het egrouyuswptloneﬂyequbetyt@t thkyne oramyre Sra¥RY md@ﬂq@ipﬁﬂy selected from

het eg i.%m}élh;‘@aﬁﬁl r%h]é}ﬁ)dmmghﬁﬁgﬂuﬁ A6y bi lammo, anéi halogen, and

dlpheh substl t ut
wi t hedghoff said @giso grpaips 6 dpjionallioma p,tyqutqglr lﬂg,substltuted with alkyl,

wher gl 0 cgﬁﬁﬂaeﬁfm S Pl FofidlP % apﬁ‘ ng'llJ g@&?ﬂﬁbl&n@rc}ﬁ &hzinyl group.

heteroary groups-rs optro tute one
or nore substitu- ents |ndependently sel ect ed fron1the
ghouill apotlsir enibedim¢ntche pres¢ntynventign aovidas 2 compeuaf f formula I

O%Mmfﬁﬂﬁnﬁtcﬁh#¥*aﬂ%§§h di al kyl ami no, hydroxyal kyl ,
cyano, acy am no sul fonyl , alkylsulfonyloxy,
aRdishdRSdEs, and each of said amino groups is
Ogaélf%ﬁu%ﬂigmb%%b 30 stituted or disubstituted wth

taken together with the nitrogen
t B \mdd?r? tdkey togetheamiticthe ditfegemtawhirdttheyoare etfedhel fom an hetero-

A f}%?la%wﬁreoak'ﬁgmz%glg&teg %oﬁ%&%}g\% & féﬂng QfWr&IHd'ﬂ& prerldlne,
t hl)nnapqodrldplﬁr te&nhﬁiropyﬁdlae,éﬂal,éﬂftathglmnmhnenb2 3,4-tetrahydroiso-
g&uhg}qy d‘t&ﬁh&ﬁ}‘odg 1m1|dﬁ‘4%qﬁlé g‘§nmldllae, I11>g1‘azohd1ne, piperazine,

ropy
pmoaplmhrré; mm,da:mlmermmie ,pywomr;dwmldmle, iwhiengeadh pfreid rings is

{?] tré onaﬁg s{%yst"i:lut%d y I r%lf?lt%éﬁi)sgrt gf{?ﬁge?ecﬁa%nq ftheZg’?bgp consisting of

|ona one or

Shjghbxy[, wenf aikﬁelh}ehbgdlkfyl aloxhelgryallylconisioslikyl, a¢yy agflamino,
PR A anfr ehthap O RbS L o RS Y prpipegliopyh llylsulfonyl-

Pﬁﬁhﬁf’ﬁﬁﬁﬁdsﬁﬂfﬁﬁﬂ&mnd} @ndphemy], velrdreio (eadtmﬁsylld phenyl groups is optionally
ani,n | al am nocar ban I
ATRERS Sk gt S MBS B R B R TR, (B bloaloy, o
whkkoey, ﬁnﬁﬁ@,hﬂqﬂarﬁmbddjplkyh;ﬂmo,gmdlhak)ges, apgtepdnaf] shyl amino groups is
substi t.ut ed wi

s aptiagally maQIy %u{) gaflcl)%g T disw yﬁngstﬁcg%gglfi }S/?lkﬁ it g (ﬂ'recgﬁleg in a pyrrolidinyl,
2 pipacidioel ybrpliblioyl, ot piplryiasigioup.and’ hal ogen, and' 5

each of said amno groups is optionally

bstjtuted or disubstitu A
::Tg‘h thf &il?r £ni5h ﬁglpg%ﬁ t%la l:ﬁreant 15&%1&1}6%&)'?0\%{1& a mmﬁulnd%f Iforrnula I
okwhpiepeRaii-GRR odyereih n st|II anot her enbodi nent the

ReP e eget Gro A AR B OARONRf Rty MMtk pecroalio

Rd aheteRQtydyB hblytﬁegdglﬂlky]?@_:,@qdldﬁlkyl ke nycu@@e/mars alliyt, Idi-Cs cyclo-

the nitroge t

net cPBT-Coetipth B rgbdag Rorn A GErEtekl Py dipbenyl-C:.

grou ghlle;ﬂ){wddstll Julkyb fulpyituted withbeth pCpecyickbathe] and a phenyl group,

hono per|d| t.et r ghydr.opyri di ne, . . )

D Rt faciyr st B e ARTIERenyE 55 of betsroan gapapspoptionally sub
stituted with one or more substituents independently selected from the group con-
sisting of C,.¢ alkyl, haloalkyl, C;.¢ alkoxy, amino, alkylamino, dialkylamino, and
halogen; and

R® and R are taken together to form a divalent group selected from Cy.s alkylidenyl, C;.6

heteroalkylidenyl, Cs.¢ cycloalkylidenyl, Cs.¢ cycloalkyl-alkylidenyl, Cs.¢ cycloalkyl-C;.




qui nol i ne, tetrahydropyrim di ne, hexahydropyri m di ne,
pyrazol i di ne, piperazine, 15 norpholine, im dazoline,

w@onose34 pyrazol e, and i m dazol e, where each PET/BR10d3/013161
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rings is optionally substituted with one or nore
substituents selected fromt he3§r-oup consi sting of
hydr oxy, oxo, al kyl, hydrox

al k al kox
aﬂlenﬁ@h&myl Cém‘hﬁ'@mchfslb’hd ij/p,a 5 g@;tyt 081 s alkylidenyl, Cs ¢ hetero-

a‘% ﬂlgﬁ(g M—}W hd%ﬁkln?%?l 3 qu’lﬁiehx% lg@@l DRKRALNRAAN Reroaryl-C, 5

ek auqh@lmﬁﬂ;denmbmmeaéb@ﬁsm cxsdgaliyl aryl, or
%?QX&W%E;HB&S UQR%]g%PPMtMteﬁ drtrﬁ&%(iumtftﬂerﬁpﬁuﬁf)endenﬂy

ected fromC
hsa]ectadi l&yblm C4alkyl, lmlcbeékw Clarﬂk%y aghikyg) ﬁ]q)il.mjmo, d1a]kylammo, and
qulk | am no, and hal ogen, and each of said am no
growps is optionally nonosubstituted or disubstituted
with alkyl, or is contained in a pyrrolidinyl,
dinpstl adq)tﬂnyi: emhodipteot theyiresent ingenginnepronides g ﬁ@fgpouqchof formula I

Sty | eﬁéqglg! nt the present invention
}66\5%:1 X gulz;:i%rrpoun E]ﬁ formula | 25 wherein Rl is
mm%erel n Re is hydrogen, Cl_ 9 al kyl ,

PRI i 6o BB ron e Al B M cogen, .
Cyc'ﬂﬂﬂ “Wﬂromlkﬁl €y eﬂb@tylalldyk ClL. 6&k&11tllny ldhet@:’g)a@:yl; heterocyclyl,

| Kyl -C1 3 i
ot S, i aéyg%%i”@ SHRAY 2y qeyploallyl-Cusall,
and a(ﬁ;’tl,_&yh:[llkyylhesammyl hetemaryhlkﬁ Ibhﬁrﬂyr a&yt;fd_ }Gle@y]cCQalMIand Ci3

23 SI ag]&{? F%@?r%t"btﬁéwuq?‘ bo?rl)yp‘h é%cﬁﬂ%er oar Iﬁlé@i g‘ ol Wherem each of said
0 pg i @ﬁbg][kylt Lph&:nyl falryli mgmdemnyhgroups soptiondlysu s:ttutedemﬂsone or
i ndepende se e
d Ff@?lwgstnﬁg?ts gr%dﬁr;degzy %J:IECEE if%utﬂn%%?}p %b%g%%?%lf alkyl,

ia ol O, o] ar| 1R, BT
cyc 1)widie 1) Oi3alko 1 enrpoxyalk3l, 6cyl, Cs¢ cyclo-
eyt ké‘( %l V\% I%P aﬁ%y?%%éteroaﬁ%l amino-

vHe S6E52

ﬁ|e{< eﬂbﬂﬁm&ijﬁ;ﬂdkﬂy&mﬂaﬂkﬁ ngh&erbe;tc@ﬂ (heterocyclylalkyl aryl, aryl-
o vi A iR Bafrgyaliil eyl phe L h PR €paaliot sub-
s s oyttt e sty 7
gr m@gﬁ lghegp;]l, Fuar},r&rlhg LH%/Séﬁo% %/r}?‘ﬂg ﬁlébsg? etﬁg % c}ﬁe or more
su stIdbEtl}lt%Bhﬁ 1hd@éﬂ@diﬂl§?l’sﬂh¢tec5frﬁﬁi tie eshif conmistilg 6f @l.dajity], haloalkyl,

I(;|a|a|o ’ amg’ﬁ’daﬁﬁﬁ%ﬂ)‘b‘b ﬁlaﬂf}"}]argltnlor #ydgﬂ}&faﬂg cyano, acylamino, alkyl-

enmb Oﬁﬂﬁﬁ alliSul PEABR] arid hedspen pihdddaok bflesd amimangroupslis optionally

N RpROS gt LRGSR e pendent |y el et ec

fromthe group consisting of hydrogen, C1_9 alkyl,
hMﬁ@'tﬂD%@ﬂKe)‘ lembedirerat theopry sdnk jHvenidn @r(ﬁihd@} latcbinpaliky bf formula I

L ol p LI AR g it e
Ctﬁ“gle&@f %ﬁhﬂ@m&o@étﬁd which they are attached form morpholine; R and R are
hydrogen; andR® and R® taken together with the nitrogen to which they are attached form

morpholine.

. . . . 2.
In one embodiment the present invention provides a compound of formula I wherein R" is

Crsalkyl.



aryl, arylal kyl, heteroaryl, heteroarylal kyl,
phenyl al kyl , di phenyl - Cl1-3al kyl, and Cl1_3 al kyl

waaiwenstest ed with both a C3_6 cycl oal kyl and arp@iTePob3/013161
group, wherein each of said 15 cycl oal kyl, phenyl,
aryl, or heteroaryl groups is §-onal |y substituted
wi th one or  nore substituents independently sel ected 5.
f rloone kebgdisgnt dbrpiesant iy eptiorprayidgsiytompoya o foepula I wherein R” is

]ﬁ*:ﬁ o"iIIth%M laEQcﬂ%ﬁu%h}&! s%&tﬁﬁted%ﬁ{ 53¢ SMnBR su@E‘t‘ijtuents independent-

ogen,; are each i ndependent
séVergqcéfzsi fremrthe grougrcongstingraiCs sialgl, 64 6h15<§ agvzgpng
al kyl, hydroxyal kyl, Cl_6 al koxyal kyl, C1- 6

alIhY)Hs Qh%liﬁfﬂént tH@]iBIQM alvertion Eﬁy\}ides %bﬁl}@(lgi%f forthula I selected
-6 cycloal kyl -C1-3 al kyl, di-C3-6

5C)f6917@a| kyI Cl-3 al kyl, Cl1-6 heteroal kyl, am no al kyl,

arm_po éafm?g ﬁkeh?q 2 ﬁ%ﬁ&pal(@ﬂm%w 1h€ﬁﬁ)" Qﬁyi?lhé(iole hydrochloride,

het er oc heter oaryl

heﬁrmeﬁél fIkIyPYI lpﬁehymd) RyR:4 ﬁjtrpnethyl—p@)@ 2ipdlazolgdgdrochloride,
C

and aﬁ*eﬁ*@xﬁuﬂleou%%ﬂﬁfp BUpedrE D et SUFUBP R 2 methyl
phen)le-Pnaiay@le drogblosidear y| groups is optionall y

o BB o PO B M g i

Cﬂzﬁnghkly}’ (Z,ﬁ,él-tq;@hek_b}'l pheayl) @Haf 9l-3-alidipropyl-amine hydrochloride,

I nél n%p thyLalzkﬁﬂleﬁﬁ 93 4'&1@{@&}5@ ﬁé ))lc%fgnr?dazol 3-yl]-propyl-amine
halogedHthdeach of sald am no groups is optlonallyI
RS T AL F MR o A AR b 5-31)-amine

15 conpduydbabioridey mul a I 30 wherein Rl |s CRcRdRe 9r
%%ﬁ%&@m&ﬁ@g@t ﬁe yl 53% %Qﬁtnrﬁ%{mfl o% oﬁﬁ\/\ﬁ?%%o]{%-gg gpropyl-amine
are a;tlﬂacﬂmadetfcoafdsahr phol ine; Rd ?nd Ret are hydrogen;
e
© e S Rt AR AR bR I W fiGpt-amine
t he pnﬂaemhcﬂmxwmhnhn prOV|des a conmpound of formul a
' i 35 50

FebYo b PR LR SO DR - hiopbgn vimerhyt-

|nvemhunauﬂhunodmeuaaaﬂmﬂhound of formula | wherein R3

sl R Sl TR SR bR lh B -amine

from}tytimcglamda,conm sti ng of Cl1_6 al kyI Cl 6 al koxy

99 0.4 i B EORON TR L0 PE 25 W RN BBropyimethy-

57 (2p4=opl)r1£almhldéo phenyl) 2- met hyl - 3- (1- propyl - but -1 - eny

e aE g A5 ot msthyphemyDesndigely pispbyi-propyl

enyI )anﬂhlehy’diazlﬁibﬁdhydrochl oride, 3- (3-nethoxy- |

R PSR 0-2 byt gFingeaql ok fagop-amine i

hydr (fﬁlblr@e[cbﬁ&:, 10 _
ij §,’Z|2 4 é}fﬂ%hm}&pggﬁe nyﬂ-%f]e %Hrﬁgda@/ole g%alrbnoczlc?'lzlc acu;’ cycup_rgf)ﬁmethyl—
1~a?n162, 4,6-trimet hyI phenyl ) -2Hi ndazol - 3-yl ] -
dlﬁ{ (,)AP—dlc oro- %en?'/l " gglre]’lho -1ndazdle—3-cérboxylic acid bis-(2-methoxy-ethyl)-
amide trifluoroacetate,
7-(2,4-dichloro-phenyl)-2-methyl-2H-indazole-3-carboxylic acid diethylamide tri-
35 fluoroacetate,

[7-(2,4-dichloro-phenyl)-2-methyl-2H-indazol-3-yl] -morpholin-4-yl-methanone,



(2- met hoxy- et hyl ) -
[2-methyl-7-(2, 4, 6-trinethyl-phenyl)-2Hindazol - 3-yl]

WO proepsiedam ne hydrochl ori de, ethyl - (2-net hoxREeBEP20DI/B13161
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[2-met hyl -7-(2,4,6-trinmethyl-phenyl)-2Hindazol - 3-yl ]
“anine 15 hydrochloride, cycl-38ropyl methyl -

[2 nmet hyl -7-(2, 4,6-trinethyl - phenyl)-2Hindazo] - 3-yl
%mré‘lenylb 12f¢thﬂr@érz%¢qzele F@L%)r lic acid CYCIOPTOP%’hLeth}’l-

f ur lydnﬁ‘ﬁ tEﬁﬂluoroacetate,

| - trinet hyl - phenyl) - 2Hi ndazol - 3-y| ]
mfw&m enylb12fm@6WbédéE)r Pyl battltenyPe2 H-indazole,

( .

o ﬁ%f%&%ﬁ%‘?ﬁm e gy apthdehydro
aci chigide, Bi s- (2- met hoxy- et hyl ) -

[3: rH@LIhgﬁé}h tgllygc[g“(zlﬁmg{ﬂo%chﬁ’lEﬂmWﬁ%Xllﬂ) - 2hhetii320kn Byl 3-y1]-propyl-

-'am ne
2- nmrm?bhydl(ozhhnée,trl met hyl - phenyl ) - 2Hi ndazol e- 3-carb

Cag%lf’g %gly(%l ﬁﬁ@{h%%‘ C{H%’i)hw (4~ %gﬂﬁ&?@yllneﬁfﬂ gﬁenyl) 2-methyl-2H-
[2 mdml"375dk me&*yqu]@ﬂ#l - phenyl ) - 2H i ndazol - 3-yl ne

w(% -dif} tﬁ %p&é@qﬁ rﬁéfgg %le-gfdg‘}ﬁ})sx eﬁ% I—}—u&c}_al_zoleélgdrochlonde,
dyelﬁplsdﬂ}’lrdethﬂeﬁyd%‘hdld)h)romhenyfl)—@oncthyﬂezléﬂedaz@m-yl] -propyl-amine
%1 Aclim hﬂh r o- phenyl ) - 2- net hyl - 2H i ndazol e- 3- car boxy
I|c acr e cyc bpropyl met hyl - propyl - am de,
7cy¢lﬁpﬁb}ﬁlmétlmllﬁW—@k\%dych}om‘pﬂnemﬂyﬂ-lﬁﬂhy]ﬁlﬁﬂnﬂmﬁéqémbdwﬂ—propyl-
lic aci dtb (, {n%thoxy-ethyl)- am de
tri fi"U8F GACE ¥ ?Ce

7[7((2 Mdﬂmﬂ]%mpi&qnlgbg%ﬁm)eﬂgfl-ﬁé’ft hydflzcﬂﬁ—ylﬂ}«ﬂqnopﬂ-ﬁnmﬂiydmchlonde,
Y
LRIV TS AP -
bg;b@gm%nggﬂéﬂyﬂumademmne WO 2004/ 050634
LTI RS ————
| c autetdtd;ycl opropyl nmet hyl - propyl -am de
t
fkgz oac &hyil)wgﬂg -3- ézl)ﬁ%fr}ﬁ}?ylg Q(F?E-)l qog}r %% BIEXD FH-mdazole
- enyl{y)dradfﬂmﬁwaazol e,
|[<i1m_(e§} -{4- _g%-ﬁ—n}w-@ &gyhm S?quatéﬂyl enyll_i- bﬁd néazol% })1 ]-pyridin-
E? rgﬁ?l %ﬁggm&%ceﬁlte, - rieg hyl - 2H-i dazlo£ ? Y
[]2 ﬁh%ﬁ% Mr%ethglaybfgﬁﬁ% %]réd%zo - ﬁ propyl azol-2-yImethyl-amine
cyclt@ﬂhamél:éfetehyl (2 met hoxy-et hyl ) - [
44]5%’(@0)9)/ éznéﬁ? I‘KZ V‘E{AO}] ﬁr %,p td'py)f—lp_h%rll_}l;l)-ZH-indatzol-3-yl]-propyl—
amine trifluoroacetate and

7-(2,4-dichloro-phenyl)-2-methyl-3-morpholin-4-ylmethyl-2H-indazole.

In another embodiment the present invention provides a pharmaceutical composition
comprising a therapeutically effective amount of at least one compound of formula I or
individual isomers, racemic or non-racemic mixtures of isomers, or pharmaceutically

acceptable salts thereof; in admixture with at least one pharmaceutlcally acceptable carrier.

In another embodiment the present invention provides a method for treating a subject
having a disease state that is alleviated by treatment with a CRF receptor antagonist, which

comprises administering to such a subject a therapeutically effective amount of a com-



10
7- (2, 4- di met hoxy- phenyl ) - 2- et hyl - 3- (1- propyl -but-1-en
w@Q bgo4/B5e68ndazol e hydrochl oride, cycl opropyl mer¢my/EP2003/013161
[ 7- (2, 4-di chl or o- phenyl ) - 2- et hyl - 2H-i ndazol - 3-yl ]
-propyl -am ne hydrochl ori de, t¥¢topropylnethyl- [ 7-
(2 4- di chl or.o- phe nmet hyl - 2H-i ndazol - 3- yl net hyl ]
W forzpwla d of }I}%Ylé%ﬁ mr&trécenlls or non-racemic mixtures of isomers, or

;r?ha(rgméeu@fc .zpfam@mltmergopet hyl - 2H i ndazol - 3-ylI | - di
opy! an1ne hydrochl oride, 4-({

[2 nmet hyl -7-(2, 4, 6-trinet hyl - phenyl ),- ZH-I‘SSég %%1
-Iraoyher smbﬁé}m%tthw)eserﬁéwa B Y9 ed i methe dercerhing a subject
DRRZY 4 disease state that is alleviated by treatment with a CRF receptor antagonist, which
[2-methyl -7-(2,4,6-trimethyl-phenyl)-2Hindazol - 3-yl ]

5 - gapdes admindstening fo sgehy 2 sglyéqtgttberagg;tlcaﬂy effective amount of a com-
$élﬁ1&@{f&9ﬁl¥l go{rﬁ{mhuﬂﬂdﬂérﬁ‘ r§cé‘ﬂn} of nHE-trQéélmlg nfiktBles bf isomers, or

but 2H-i ndazol'e. hydrochl ori de,
, dph@nque}uﬂ@llm@ﬁblg salts thereof, wherein the disease state is selected from the

[%[ HPEMJlStI%Ig%?LO&aP SRRl e H&td'ﬂlngs@é’sl Wiodbdidd@4 8 eathng/diborders,

I n- am ne trlf uoroaceta e,
[ genﬁmhhgd anxigtp disoglers; ﬁmmshyduqsﬂ@nmqn@ww dusfenctimng,| eurodegene-
25 trifluoroacetate,
10 %ﬁg@é seatsg%] 21)%((3 he g%f%?faﬂ)ﬁ AiR5HARR.
[2 nmet hyl - 7-( 2, 4 6-trinmet hyl - phenyl)-2Hi ndazol - y .
gnbgsﬂ era\men;éat{:ci, ithe follpwingdtermeusgddn this Application, including the speci-
gﬁ%ﬂklﬁg %apgﬁféﬂe)inﬁloﬁ? ¥h baloWPr Phol i n-4-yl met hy
azo I n anot her efbodi nent the present
|nvent|on provi des a pharnmaceutical conposition

[

cTBhepphrgw @ ar t aereapienas usad hyrets fefas joRnerdunte fothaétentlt% eg.a
r Co! e%gltﬁﬂeref‘ef’m%%r%o& Qbpofnds &r atfl&gi (Yﬁéjdt')%pdtﬁ‘amrs Such, the

C or non-racemc mxtures of isomers,

15 pleamsed dor | a8 e gt owpe aBnd “adpass onhyemade:; u8¢dqmterchangeably herein.
adm xture mﬁth at | east one pharmaceutically
&?ﬁ@ﬁﬁﬁ@ Qs Géﬁl{e'dq{erelna{lﬁ)v@' NQEheto hEBRd IdBRRiohBRoRHESRIthe Detailed
i nvention provides a method for treating a subject
hBescrigtion QF'ﬁl@ég‘éﬂth e that is alleviated by treatnent
with a CRF receptor antagonist, which 35 conprises
agpl ﬁkﬁt“ﬁﬂ(Zl"gts LSS lin In S4B h 88dnFaleREEANAHEH AR bYanched saturated
effectiyv mount of a com WO 2004/050634
Porrerzbesraia b sensistng sollinef @rbannd ysregegratoms, having from one to

20 | Rl it akorh§ IR IsSre, HER BtiterMise A dtaL EPtdnplbsdfall§Bradicals include,
i somers, or  pharnaceutically acceptable salts

t hiefrase ot limitechiss Feethybradadi RreRt) SordTeRbsenbutyh serytgntert-butyl,
pp@ggsﬁ eyl RIdRE 1LO ThY REhI“Mive? aBYPI16GE: a]la;él‘féf@ﬂ tBalkyl group

e state that is alleviated by treatmeht wt
Orrvingteptane ta ssgehongatomghi ch 5 conpri ses
adm nistering to such a subject a therapeutically

efh &y VEIkHIERE Y s 1REd RereRMmBAiOdledtQPrAfthbd BF branched saturated
i ndi vidual “1 soners, racem c or _non-racem c m xtures of

25 | bydrerasbomradigsheonsistiag solelaf yarken apd Apfeogen ptogns, having from one to

Es%rcﬁﬂjon HERE ﬁicﬁsﬁd@%ﬁké%&wﬁe%ﬁcd@d SEtASIE g Bne radicals in-
lpdgg)goup consi sting o obi as, stress-related
i £

tare q%bglltgdg@,rra@thgﬁn yi]@uedpr@@y]gg@,g -methylethylene, 3-methyl-
propylene, 2-ethylethylene, pentylene, hexylene, and the like.

The term "alkoxy” as used herein means a radical -OR, wherein R is a lower alkyl radical as
30 defined herein. Examples of alkoxy radicals include, but are not limited to, methoxy, eth-
0XYy, isopropoxy, and the like.



general i zed anxi ety disorders, stress-induced
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otherwi se stated, the following ternms used in this

Application i ncluding the spec‘%1 fication and clai ns,

have the definitions given bel ow. The phrase "a" .or .. .
B team, 1ol asatich Berein Fapagr gt aoR el LS e carerclic radical

t BilsisBRE bf ¥ne 6 Hore réhgs CATIRGH EikingeoldlPofl dirlﬁdiﬁarﬁl h}ﬂi@d&@n atoms,

conpounds or at Ieast one conpqund. QE&" , .the 1

t bavirg fram thse to gig ‘§car Phafopys 1 ypsgive, u ?rwlgdgglc%tﬁg Examples of
8@{‘21 48 V@italsth@h4d) BREARRLYIIGES ) c%fda_ﬁ!%pﬂb ERsbutscyclopentyl,
|

her ei nabove" refers to the first definition
pevsiabgpigl iapd thediket ai | ed - Description of the
I nvention. The term "al kyl" as used herein neans a

NMPRONANENbsHARERBATkyP as BEeRE nsa@bb tRieoalkyl as defined herein, in-
hydr ocar bon radi cal, consi g, sol el Lﬁv %ﬁﬁg anda]k thi
heludisgeme &e Bree quaWﬁ@tSf%usﬁ%ﬂ)@fPEG % fpwer alkoxy, thio-

%ﬂeﬁ’ﬁ kaw HaUSHIME hyHFIx9ARyIOA#RRY, mgﬁychf%wmﬁﬂm, Enamahﬁs dialkyl-
yl

radlcals i ncl yde, but are no
neming, amingsgrbongh 9pny a@gxopp@ﬁws sy.lfonylamlno Examples of
ﬁ&m%'yy{adléaﬁﬁﬁdwé Bhit areRROiMited Bo Beemﬁ c%lﬂlt}lhﬁhydﬂsﬁycydohexyl
et [ower al kyl"™ I ower alkyl refers to alk
gﬁ@bbrqﬁmen@ mdbihedke to six carbon atons. The term
"al kyl ene"” as used herein nmeans a dival ent unbranched

OfrL DFRRORETo TR AL 8used ﬁeﬁﬁfiﬁ@aﬁmﬂmm R'akvherein R’ is an alkylene

consi stin soIeI of carbon and gen %al g

f rasheabraadiko is & @icloabwbersubstiuted or P édlca gg@ne ereifi. Examples

Clbh ecWaE(’?laﬂlQﬁfaﬂ?JaEanlE&@Eﬁfﬁ“é Ot Liddited k& Q?d{) me&hyl,rbyclohexyl-
u

re not limted to thylene hy ene,
prstyil.amielopentyigthid pad g ldse, 3-met hyl - propyl ene,
2- ethylethylene pentyl ene, hexyl ene, and the |ike.

Thee t@IMcyAbARMWI” AUustPB&eMGH&INE a TREHVaRnt @6latidthted Chtbocyclic radi-
wherein R I's a l'ower al kyl radical a (EGQ%flne

heal ePRsistngaHone o1 BIOTRTIRSH ¢ GRMSESHNG 7 9l oB aflg hydrogen atoms,

n B&Whg Aohfohd 18 tedTBIrDOX ¥eonfliRcluf%Y, unlesOrheRAXdindRBEd! @mples of
WO 2004/ 050634 PCT/ EP2003/ 013161 . -41 Th?

" eydoadlegniyl radicals indede, hatae Rovdimited to, FEHRRIEFR Y ydlopenten-1-y1 and
saidifiat ed carbocyclic radical consisting of one or
nore rings, and consisting solely of carbon and

rogen atoms, having fromthree to ei n
beq@ernn‘@ubgw@d crpalky ot e L AR e Bt a?g\?fﬁ%? defined
therefﬁ’ ‘ﬁ}lé?@t!hhl% bné ﬁpﬂhfé"bl sﬁbétﬁﬁédtg %uc}p&bt y@[r@xyn %ianbj Iaiveeslkyl, lower

siohabioploL kg, kel Arsmrelky i sl syeeeianh amino, allgtamino,
dg@l%dh%o, arﬂﬁlogéﬁgnﬁ Ea@béhy‘l@ﬁﬁ% ixﬂ&o@Mﬁdr@@'a@'suﬂ&lylammo, unless

s gtherwise n;{jg%gra/ Elxg- lg)f L&%@?\Eéﬂ %S(;lc}aﬂ{eg}%g; bSt Eﬂgyucpe, Bt are not
*ﬁkﬁted% KVdth 15%1&@?@ %'3kﬁ/doroa&wh@f5ﬁéﬁl 1ky1I andVHelliRe.

oxycar bon am no, "al kyl am’no, dial kyl- am no,
am nocarbonyl, carbonyl am no, am nosul fo and
s (e dery halogsn” o il s used %eleye«raaaﬁv@wag alfiwozpsbromo, chloro, or

' Qﬁd&q{?dc&ﬂbnﬂ 18nmtere|ofm ted to, 3-ethylcyclobutyl,

ydroxycycl o exy chlorcyclopentyl and the Iike.

The term "haloalkyl” as s used herein means a lower alkyl radical as defined herein substitu-
ted in any position with one or more halogen atoms as defined herein. Examples of halo-
alkyl radicals include, but are not limited to, 1,2-difluoropropyl, 1,2-dichloropropyl, tri-
fluoromethyl, 2,2,2-trifluoroethyl, 2,2,2-trichloroethyl, and the like.



The term "cycl oal kyl al kyl " as used herein neans a
radical -R R', wherein R is an al kylene radical, and

woRoos®s@m3cycl oal kyl or substituted cycl oal kyl PEHERBD3/013161
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as defined herein. Exanples of cycloal kyl al kyl
radi cal s i nclude, but are not t#ri t ed to,

ic l tg%rg%g&’&?rhgqyclm% gali g%ﬁﬁeke_é'n I:Ih?eﬁgse :% g%lq.pcyclic or bicyclic radical of 6 to
" BV GhOSIEENYomsdnving A 16! e RroBANSriAg, MOha @ Bérstanding that the
unsaturated car bocy Ilcaigﬂggical consi st ng, of

one
hpiepiRobeidhe siybradi QY30 FOTBICEBI Ay ary! radical i

ha(nﬁlcﬁﬂﬁ suﬁisaﬁﬁed infd énragnﬂ A QRE ok ehdre BulsBtkReR: saleei8 from alkyl,
u5|ve unl ess o ermnse i ndj cated. Exa Ies of

Blayldryoxyeliah beferoalkybagdeacylsmingraming; alkylpmingy dialkylamino,
CMR&IHH& isultiftyl, ABYRLRDSA! ﬁmmﬁhymg -SBONRIE® (WhER R and R are

term "substituted cyc oal eny as used herein
n@dﬁBeDldﬁléﬂ rdreganiasrallylla slkawss ihaloglkop aliarycarhenybdrigmoyl,

)%f }1515 eﬁtx%u py%'hbt ﬂif‘(p trﬁethﬁ%’ﬁ?lggﬁfkdﬂé%y%ﬁédlo%y aRfdre specifically the

h@troallrﬂymc}{udﬁ}schlﬁxg/mtliwlt Fiior phaenyh mah%la F%@hydronanhthﬁl 3,4-meth-
lg%édﬁﬂ%ygﬂen 1,914 KXJatf’a{HyH?oc%}ﬂH&lﬁP‘?%ﬂ Q%y Wstetrahydro-isoquinoline-7-yl,

¥ arm nosul’f on and ‘suf fonyl'am’no,

umkb%@126 ot herwi se i ndi cat ed. Exanpl es of substituted

cycl oal kenyl radicals include, but are not Ilimted to

ﬁﬁé 1%)‘1}2? M&ltﬁgéi{y?%nh*'}iétercﬁréﬁﬂt@@'%@ ﬁ%dq{b?ﬂh @Reahs ¥ lmorfi‘)@?chc or bi-
erm "hal ogen"™ or_ " as used herein

neveheradicel efffiocid ring aiemes haping ﬁbleasé mne PEMAIC rRgFPHLaining one, two,

o Qakd er[)g‘]%ﬁﬁ%lect-er ?roh?ﬁﬁﬁ‘og@ﬁ‘l &2&4@( bnd 8 S@M remaining ring

her ei n ans a |l ower al r adi defined herein
satbewsibeing catoneyith mhamdqmigmdma thanitheptisghment paipicof the heteroaryl

aﬁ‘k yﬁgﬂé}‘é@; q.qu e nfﬁ%{ﬂ: Pl?lgb HEE GLRroa N3 i€ §g@(§naﬂ]§ k@sstituted indepen

ut are no

1dentlyiwithueneqrrmopsel suhstgumt@ pﬁl@;ﬁ@*ﬁr@@)ﬂﬂkyl,thaloaﬂcyl ’hydroxya]kyl hetero-

08 D, i SRS i i, i

AT A 0Bb0T8T6 150N R whereRimnd Ry are ladepeaﬂ@rth’th)’dfogen or alkyl),
a?k%a? galg%&bﬁ M%ﬁtﬁm‘}? QQM&L ZP hz&rogl% q—?éftl Inftrd "%garﬁf" khio, meth-

r'’'ng car bon’3t onms
aylemetioxy ariethylengiliony.t Evsaruﬁmfdtemmmbmmﬁs tmblde monocyclic

aaroﬁl mre]{er cgklgéllha%%gi g‘fo & é# % a(hzal 1 ’Wé llletQ%lat%ﬂlSQHclude, but is not

pti ona
shnlnﬂtd tcuumliudmglepémnkémdetsybw is hofdm;ltcd tcr,rpvledlny%/ﬁlranyl thienyl, thi-

subfyl 1 L o (Flylsﬁrlat%gl&g gﬁn&{a?gpy J@%&zogﬁ,ﬁ}ﬂ ‘fﬂ oﬂ‘fﬂ-gzolyl and pyrimidinyl,

ahrkd/dcamanmes thieradfk yﬂlctlhncyldl,c arqrnkip¢ imloiaties hdn{nyg o 19 nyg atoms, includ-
allﬁlg 34 he?erXatbglg,lp & d?lgl[luldgy ﬁhpé%bt Iif?i%!i\l‘lgi; %GP§AQGSF‘§16 Btrahydrobenzo-

rogen or

hﬁiraxa;ﬂ,lqsnhenzcﬂhiaanyy bammhlyiqulcbmbamg}ﬁa,zolyhmnmtyazdh}dj mdolyl iso-
Pyg,‘;)g%?cgﬁ%%o %'lplgl(ﬁpﬂflr? 1{1 %%,%%:%{r?ﬁ{drgﬂulggiﬂ}le'@fcﬂlu%(ﬁ/ng 5,6,7,8-

I teﬁﬂahﬁdioisbqulpbhmgu bennapidatolyl, bmisowxybb'ﬂ camdﬂvhnhyhl,enyl and derivatives
th 10 yl enedi oxyphenyl ,

1ﬂ§‘§’4 tetrahydroqui nolin-7-yl,
1,2,3,4-tetrahydro-i soquinoline-7-yl, and the |ike.
Thke teemﬁ’heﬂefmﬂqt"@a uyé¢d heeid rénets en abybradidabas definedbetein wherein

herein ne noc cli C

5185 R BFRREHG5etMeBLEM A6 pendnty

C seidcaddfrang thagroup wonsisting of -OR®, -NR PR, and -S(0)R* (Where n is an integer
from 0 to 2), with the understanding that the point of attachment of the heteroalkyl radical
is through a carbon atom, wherein R® is hydrogen, acyl, alkyl, cycloalkyl, or cycloalkyl-Cy.5

-‘u)




or three ring heteroatons sel ected fromnitrogen

oxygen, and sulfur, the remaining ring 15 atons being
w@200b0m634M t h t he under st andi ng that the attacheERP2003/013161

poi nt of the heteroaryl radical will be on an

aromatic ring. The heteroaryl ﬂﬁﬁg Is optionally

substituted i ndepen ne nor e
S alstend dhrad ¢ p@dpé%pepﬁeq#yaaevﬂsﬁe d Hogp thaaighp consisting of hydrogen,
h)é@;loasml &¥oalE be ERIoaBlyk Y, 5 a&?ﬂ Iwheﬁ%ﬂ; anRhR h %e@ .alkyl, cycloalkyl,

al ky [ 'am no, dlalk Ian1no al kyl't hij, kI
a|apa§1|cgqlp41kn%ys| RRY EET fléﬁw]y%%’;f(d 15 A Cf?ahvmﬁl%aﬂﬁﬂ Cy3 alkyl,
ar&%180 a%glﬁrﬂlﬁ‘(g W@Iaﬁnﬁnhy&* RARAaRinA! R@plrésentaﬂve examples include,

koxy, hal oalk al koxycar bonyl , carbano
5 )hﬁPﬁéWOtﬂﬁlaFE? i1 4 mﬁﬁ 3-hpigximseRys %ha.!ﬁw&(wdspxymethﬂ-

ete'aa((}hwqi gﬁg@w aagy BH}Ef@be@@rl DCaMgeroxybutyl, 2-
cyclic ti'c heterocycles aving 5°to %
e ST Tt KPP He P SRS hO iR Hc¢tb@’§’eﬂ¥ygt3‘§n§ﬂW§YPf0PY 2-aminoethyl,

| 'ﬂ&g%p}(gzyl 'Tﬁfeﬂﬁﬂs‘&ﬁbnﬁ gﬂ %hﬂ&ﬁﬁonﬂ&% 15 aﬁﬂﬁosulfonylethyl amino-

limt hi en -

i sotfoapropy), metchyﬂmmowlforwlrmm pethylaginespl Pwlethyflmethylammo-
pY. i L and pyrimdinyl, 25 and
lodgpﬂgéﬂ¢m%§ ﬁ%reo “and bicyclic aromatic nnletles
having 9 to 10 rlng atons, includ- ing 1l to
h &l@rt@m Srrserogyelyl] ascisedibereingpeansa snwatr-d A tl’é%‘t‘%féted non-aromatic

Jgﬂ ?;cﬁé RO OPRM rind #6ARYH which one or two ring atoms are
| S 0 uran

benzothlazolyl, benzoi sot hi azol y

bémz@oa:tpmz@ﬂn;ammgmgﬂse le¢ted fropniy8i> ;Q or 6@&1&5@2@%&6 alkyl, hetero-
| T%Ihro)ﬁén Qle r&s be tlﬂt@%@f‘@fo?ﬂ g5l 'tHé’llemammg ring atoms being

Ui no droi So qui_nal i nyl,
15 beqa om aaxg&esﬂrocyﬁbrhmdsc@kap@tlynaﬂyanbstﬁéw,éoﬂm @mr meyggubstituents

use %Pé$§ﬂh§& éyaﬁﬁgﬁﬂé (%lcal edﬁ]@iflned h aﬂmydkﬂ hetero-
whaékyéuand agyle The bgym lketenonychid mcme@ Jur isnei it te tsérehydmpyranyl

f {gﬁrﬂ 56, \%ttr Bﬂ %ﬁﬁﬂ HE1, tét%%}ﬂﬁ% iidh-14 2!3 he & ipiperidin-3-yl,

Istin
ﬁl@ramo,(mmylpynrghdm 31 Vi]IS égmrrohﬂmmr@rphpl@p? thigmprpholino, thio-

1&3 8 tla&ggp th{()g'%gp (hﬁloppi %%ﬁfle, g{rr@ﬁﬂﬁeﬁlhdgohhﬁetetrahydro—

ﬁﬁ I's throu bon’ at o
V\hpnmlm— Rayl and teyrdbpdyersoquainglin-2aylkand thelik¢.oal kyl , or
cycl oal kyl -C1_3 WD 2004/ 050634 PCT/EP2003/013161 -43

| |
?h'iéﬁg gtFro i pgrgﬁﬁg?‘;%%d ﬂ%rglﬁlﬁfg?%!g gﬁgcﬁ@%lr %/( RS%L}%EJ ?qs £h @Wylene radical
c wﬂddﬁ'l ik g arybradisabasodefingd

i Faqan‘mles O\ﬁ/h@’iﬂl]ﬁ% ghgals ipglude, but are
J{)ﬁgr[l&g 0; 4- ﬁllgx)@pheriﬂﬁll ﬁg’i I@}% dd1clslﬂwg§igf<}fé?ﬁ9lleﬁ@l kKl l't%ylfk%.

cycl oa
cycloalkyl Cl_3 al kyl am no, acylam

25 nﬁfhfattmr hmemryldkyl}é ABsed ﬂlamrnmealﬂeqonaéyéfml?alﬂ where R' is an alkylene
%Llea‘?ld' 1{"‘?1%/ F ﬁgtg (ﬁl{% Y1qied1Gs H&fneld' HEHdift dE£nples of heteroarylalkyl radi-

roxyeth r oxXypr opy

2 da;sdndugce, |buhy@m@x;amedy¢,sueh #ﬁﬁ pyadisyladildr bellerapyyimidin-2-yl-

119&%&§é§ %ﬂéL??PMLg'%ﬁbﬁggggy?uhélhylpropyl

2- nethox¥eth yl', 2-ethoxyethyl, 3-nethoxypropy )
2B oot heserocyalkyth ms@éwrelmmmmama%l wherg R is an alkylene

30 arq ?&a | fiaul FBEJQYACKdﬂa T AR5 ﬁ]ﬂécfﬁé?éﬁhh E?'ﬁ]nﬂf@s of heterocyclylalkyl

onyl propy n1nosu| ony
metatichla in aadsy bﬁtm’y inet lmyiited tmttettgqhadxqmrape}yimethyl 2-p1per1d1nylmethyl
suj f het erocycl yl "
a;% %%}édﬁ{g?el n lﬁgg)n ﬁgﬁsgtyﬁﬁ ?ﬁd&érﬁg%at ur at ed
non-aromati ¢ nonocyclic or bicyclic radical of 3 to
10 ring atons in which one or two ring atons are



het er oat om cont ai ni ng groups selected fromNR , 0, or
S(On (where R is alkyl, hetero- alkyl, or hydrogen,

wW@na405G634 an integer fromO to 2), the remnai ni PUI/EP29G3/013161
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atons being 15 carbon. The heterocyclyl radical is
optionally substituted with ond4or nore substituents

zl]‘e}Jl,@)e;grtrr? ﬁaé{qgo UR heas %r 3 Li‘g*e?}g %ﬁg L E%l%fl —Rﬁ’pﬁbr%g' is hydrogen and
3eYd an Ak rli.(ﬁEamaE' aéfﬁ{eﬁ%éﬁéu\( | Th@fékmd'aﬁaﬂcyﬁihldog a$'@ded herein means a
limted to, tetrahy drﬁgyra

e S e Y g AL A M, ppmpesof -

N¥RS RydieflP@ehde Nsud 'ai/é not lﬁh&ﬂr’c@ ZinB@ylamino, eﬂlﬁammo, cyclopropyl-
N- et hyl pyrrol i di n- 3- -pyrrolldinq, ol.i

trAetBRBmBHY diGyslops QHYBnnglﬁmHgfh Sipabylagung,medylethy amino, diethyl-
tal?ﬂuﬁwlf)lhnyl Thyll)arﬁinbdér@ﬁlgﬁke pyrrolinyl,

i m dazo tetra ydro- qui nol i n- 1-yl and

tetrahydr0|squ|noI|n 2- d t he he ter

"Ehejpun k3ayl” mengadermd IFPI ﬁgg’ﬁsf%{n\l‘lad&‘a??ﬁ 2 Fearlpf gadical of
Rhe fotnfil & (OIRE e '1§§Ulecteﬂrﬂibr8thé &oap c@flMitu{gaﬁCQE}i alkyl, cyclo-
as defined hereéijn. Exanpl es_ of aryIaI;yLera

ok balogtbyl. htsoelils hgetocyclyt heterocydytalkyl, aryl arylalkyl
lheftérHﬁgp RBERW hikoxdy, b SRADY, 27 QdHRAMEREMW herdh ‘R‘ hA@R" are

he ter heteroarylafk 1" as used here

rhydregen of a]éFV]c%R B qud thp aiteomen 1o ¥ high thexgeatiach dgis & grrolidinyl,
def d h

Bt SoRRRET QPP A GRS Ts el uﬁée' bt

Ao o%%rﬂiﬁsd ”f#?szseaﬁ?ﬂgfrrﬁgpf Ihi g%p%ﬁw CRRefhyrein Rand R

ai}g ifddBeddelifly ad fﬁﬂf&ﬂ M&%%M Cds¥eBhkY hereds Eiiéﬁ@les of alkylidenyl

herel n" neans’ a radi cal - ere
Fedicalginsdudeaht are nptlinitpd ios ebrrljdenyl: PF%PMSI@SPYI u {éﬁi?f%&nd the like.

hereln Exanpl es of heterocyclylal kyl radicals

t@gﬁ B lHall@fh@erWP’t asisBd h&@inf Means a blvalent radical =CRR', wherein R and
driopyran- 2-'yl met hyl , 2-pj peridin

t t
31§ girr;@i:elytquﬂq%wﬁ%u the %b‘ﬁfh'?ﬂ which El}qyﬁqu) C[EEI;F%{’.CFW@ bivalent cyclo-

| d]%{ﬁ rad{@1,20 g@ﬁl@%&n P@Iﬁrﬁﬁ%@@ﬁ[y@%ﬂ@ﬁdenﬂﬂadﬁhﬁ ih€lAe, but are not
| 'am no" as used herein neans é%@yﬁ aahq NR R',

vlﬁértéi 9 WclqmnWéﬁr@ééwﬂaﬁr@cycﬂ@h%h ke cal as
defined herein. The term "di al kyl am no" as used herein

MERSrA “cf ARG kyNedF” asW@&I Eér&n@heaﬁ\ﬁ d Uiral@it@aditd YICRR', wherein
radi cal s ‘as_defi néd hérein,

of aIk |- a
rRué amealley! rasigal aéhvdéegeraﬁedﬁols et redicalpgy %ﬁf&m Examples

esdpyt MehAREABMS n'éldaetml #ThéWimited to, cyclopropylmethylidenyl,
dlﬂc’:B’(’ lamcggapl)l){/}qrretﬁy I anj nlo di_met ﬁyl am lnEl jlko cyclopropyimetlyceny
€ (&

N myﬂhahdw 1osyelopgntyleghylidenyl, and
di (1- nethylethyl)an1no and the like. The term "acyl"

PERS @ “ERIRNlyldIRAIB8tidatyl't Hust @hefelrPmedsQ bivalert radical =CRR/,
car bonyl ‘radical of ‘the 'formnul

swherendyisrpai il etbydese aq R Rgs aw%ﬁﬂkgg%%ﬂml as defined
Cﬂéilﬂﬁ E%rk'lgies of el ARy hdentyﬁfa@iﬂai%}ihdubé ik @l oy limited to,

het er ocycl _heterocycl'yl al kyl_, kyl, 1o
h&cedepangilethpideayls Arayfl ahwlpromrlw@szyly Ylo?nfml %k
defined herein, wherein R and R' are hydrogen of

aTky %errﬁr haeroaﬁcyha&ﬁrl’t HQ1s8d héreeed aVHinQEhttrH@htalaf@R wherein R is
attach are -a Pyrrolldlny

| 1
i icionly adisel, g by sl Bu i FMUSHprpycdrogen, and R i an
Al RAmpRSIbLR 1-
R e L g S o
r idgnydaadieals inglndedart argmotdimniteddgs %g Pelriluoraprepy 2-hydroxy-
ai)l@ﬂﬂéiﬁ/ﬂ%l aminopropylidenyl, and the like.



15 radicals include, but are not Iimted to,

et hyl i denyl, propylidenyl, butylidenyl, and the I|ike.
wab@4oseea " cycl oal kyl i denyl " as used herei n neRCIFER2003/013161

bi val ent radical =CRR , wherein and R are taken

together with the carbon to whi"é “they are attached to

forma bjval ent radi cal , .as .defi

cl al k
nabetem tBErOETrEy 2 WaR ReterBrgHs AT e T G, Wherein R
byhd BT freslien tbidthéraftt the cEONAP NHigH th ﬁl)é|attached to form a bivalent

e
3 ;fl@g(g%;? ]%jqd i egqy qlil deaﬁl!er% nl%@g}ﬁﬁ E,lfﬂﬁ:r Egg.{ly?ra@lcals include,
bbyplR Mot Ilﬂﬂieﬁ@l) p&ﬁ%ﬁ inyliled-eiyl, teﬂ&hyﬂr abytiden +4ayl] sipbridinyliden-
i

or hydr%g and s a cycl oal kyl ical, as
5 d4filred thelken. Exanples of cycl oal kyI al kyl i denyl
radi cals include, but are not limted to,

C ik P THEk BN lJaﬂ@H&én 1” &)skdh&sin mein’wlbivdamtiradical =CRR,

1 cyclo ent yl h yl.j ,, and t The .t.er
Régra raél\cglﬂ e and Ridraesperoy Fedifed o defined
b 'h\ét’ﬁr? Ntx sl bCFhefesbiyclyl-alk$lidngT ﬁtlﬂ:al&mdudiﬂ bat :&y Inot limited to,

radi cal _or_"hydroge and is a c | oal kyl al k
- dchipendingencilylidta 4 FRRtTIH.-DipgEy Eacthylident, Al the ke,
cycloalkylalkyl al kyl i denyl radlcals i ncl ude, but are

10 NGtheltdAA t1RGerbbycl lﬁkﬂ}’z@k}ﬂhﬂ Y heisay hedinyleans a bivalent radical =CRR',

1 Cy cl.oh el E %{1 pﬁ I?i gﬁ‘g eﬂg{}& Iy} #ér% ‘g}t’]gléﬂ’@ﬁa}cal as defined

r %@féi@l Exa 9 ofVHéﬁ'ar allghd&st ﬂd&@lsﬁﬁﬂud@tﬂmﬁ ate,not limited to,

an hal qal ky radl Ik ra |caI or

aRtetratydrapyan i yé@w@ 1 pinfriip G AP R Gy the ke
radi cal, as defined herein. Exanples of heteroal kyl -

i q‘?fé)férn'i ﬁdé 1 dédﬁed Béﬂem&h@arﬁ @tbivalenit ratlcdl @=,CRR' wherein R is an

3 tr| pyl i yl r.oxy- but
BN N e g O T Y
P%EB?FQ QB4R 4a3illenyl 42did41€incRIdE) bd’t! et dinsited ﬂod%h]orophenylmethyl-
as used herein neans a_bj vaL%%£ qﬁggf =CRR , wherein
Ridenyd 6/ -dupethexgiagh "th()%‘é( mgthyligepkl ¢ 1&on to whi ch
they are attached to forma bivalent heterocyclyl

I A eGeim “A§’ aﬂg{ Hddig1 edsised @ dilrRs&noh bivalent radical =CRR', wherein R
hetero ycI

| il$@R tréglcwxﬂgﬁ;({ﬁ%g%q%&g ﬁsl %C%}% aﬁq’l ragyctal 95 Gl herein. Examples
20 L &Jf aﬁhmﬂﬁmﬂeﬂﬁlrﬁcﬁeﬁmn&ludemmam ﬁbtfliﬂlltéﬂ&b 2—544r1ﬂhorome‘rhyl—

and t'he like. The %%W@ <§%§ al kyl i g&%

| RhenHablidenahe >4-dirkiar Sppidetdh e n R

is an al kyl radical or hydrogen, and R |s a

het1rteGy Chétbrda idenﬂs aflededneekin Arasd abividearqaldeal CRR', wherein

het er oc IyI | cal.s includ but
| iBispedlipbrad 19@5 67 bikbimgnd il Rty oo tngd Befein.
-plpera2|nylnethylldene and the like. 1o The term

" hBGLeIG )Hfllﬁ{eﬂddfy’lbﬂccglld@ﬂyl Adils indsdebechrb abelimited an $-pyridinyl-

SHTC e e T e ST

def i ned hereln Exanpl es of
hetes ey Ch&t@fﬂaﬁﬁiﬂkﬁﬂdﬁkﬂhd@ﬁﬂy ks tised hemirsmiemed aibiealeutadical =CRR,

gr V?]peggl}l aIﬁV &P&%y gﬂﬁh%l of lilgjlrﬂ%qni 3%41% is a heteroarylalkyl radical, as defined
1-KeRéiRe FithPles oﬂlét&bﬁﬁ/ﬁlk}d%ﬂcyﬁd&ﬂ}'l raaﬁﬁlstlhduﬂe,ﬂmt afehot limited to,

- St egrpR LR R e L Rer Aot PPy B £-vh and the

Oaﬂﬂé[ radi cal, or hydrogen, and R is an aryl radical,
as defi ned herein. Exanpl es of aryl al kyli denyl

radi cals include, but are not limted to,

4- chl or ophenyl et hyl -



i denyl, 6, 7-di met hoxynapht h- 2-yl net hyl i denyl, and the
like. The term "aryl al kyl -al kylidenyl" as used herein

wore@nss@3bi val ent radi cal =CRR, wherein R i SPGNEP10kY013161
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radi cal or hydrogen, and R is an aryl al kyl radical,
as defined her e| n. Exanpl es

|aI|[c¥§:c?)lgl€F¥1|§ ate %ﬁ?&?&q ! adl ¢ :?c}S{ Iegﬂeyecllnemay%e a3£§n£8 to form

nih@ﬂﬁ&a]l H}H’dn@ eobinkti 6§ 4 Q-lé‘sh‘ih@fe@ﬁmwlryl), p‘ftﬁmalutyueéeera ” “aryl-
and?{rh ’“;ﬁg 1%21 & he Qar l'i denyl " e

lﬁil,]@’éhfﬁ%‘PéY Lireakglear Wla g‘hﬁ"xﬁ’ € wherein R

is an al kyl radical or hydrogen, and R' is a

Eﬁieetéﬁﬁf‘ }:Jtldrﬁm @ﬁfo,pu@ﬁal@efah 168d e ntkans &iﬁ@ﬁ'@lﬁlﬁs‘éq@efnﬂy described
et er oar

al kyl i den cals in tEut ar.e .not
| §VERk cgd:lrlcgmstgnﬁei,ma& II(PFB?(FF}I,IF,I a@gﬁgapt e description includes in-
fmﬁf&k@ﬁﬁi@ tlié/év'efﬁ &deixl\thﬁlﬁ,tdh?éé g@&@yénd 1@@@n£é§@n ivhik®: it I6& not. For
erm "het er oaryl a] ky y i deny as use erein
AEamPlen ORHPAFLIRNG AP0 at thgzpond MARPEIAY ROt Re Bigsentyand that the

r @dirslonah Qe 9e8E) dodbK, 6t tripke Bobrldst er oaryl al kyl

radi cal, as defined herein. Exanpl es of
hg;oequgl%;r{ lé?}lzat(nélcogllpl(()ulnasd Sjg%lLavre g In%%glsmé)lgglllgrdf%rmuﬂe but tehat differ in
2hé Aatuié b7 e % &fRh By bfBonldi L fhiéir @loksl orde B arrangement of their atoms
1- (t hi ophen- %%ggillden 2-yl Ftrlggthe 30 l'ike. WO
200876 GQ&TSF'@W wswfmenhe 1 |a?IE§)WtS€P&ﬂ 3¢ tggmed “stereo-
tibgthershesteiRbisBirethat A8 St @6 Medged dsfd@anealea BREEARED “diastereo-
to form chem cally-rel evant conbinati such as
"IHIPES O&pﬂﬂegqquomers that aq q@w—wgmp%}q e mnrrgrr Wages are termed “en-
%&%hﬁ?J”ef)MtMﬁes optieAlk¥drkés. PR bon at&h bx&d to¥four nonidentical
and the (i ke. The term' optional " or "optionally" as
LsbetitHents isferrpecha “dhingl ceRtgthsequent | y described 5
event or circunstance may, but need not, occur, and

tddiral REmEESHEIMR @poleldueBSohd chil éﬁﬁ@&slt‘ﬁaﬁf\@o &ﬁh@ltlomenc forms
event or circumnstance occurs and |nstances |n which it

dfeppagie chirghity andanpr @isteihgrias an indpdyel paatiamene aspHgixture of

hoRdHfRY¥rsOA BN uRAonRENIRE 8§@M hmodle Jfitddividd8l enantiomeric forms of
descrlptlon i ncludes singlé, double, or triple bo

nds.

"QRpORiLT Al AS SiTEned GrpeReAtS MEFEEE h A OTRASIRG; thal has more than one
NS Ha® U RS HBHHerik lﬁﬁfrs, WHeft S isithe ndAbENEE dﬂﬁtapéeﬁters Com-
or the sequence of baonding of their atonms or in
PuRdgERBTRorsthameng chirab genter Rag gatt s elﬂ%"éﬁﬁ#%dlt’#é‘?l diastereomer or
ddsf frﬁfxtdr@ of Hﬁs@féoﬂ@@ & Rled A “diRRI Lol Bixt ik eTPAGRNYnR chiral center

ternmed “stereo- isomers”, Stereojsoners that are not
rib Present; aretgregisemenmay RA sharesterized Rydheabsoluir serfigusation (Ror S ) of
| RG] cenfd}d A%E@lﬁ?é)éo%ﬁ Fafioh Ré¥ers3b Bhe arrangement in space of the sub-

non- superlnposa n1rr%§ I rages are termed "en-
R CRERChb o the sbirtliseRten st hawbs e RSAchd da disoiral center under

aéo?l@?dgﬂggﬁ gﬂ% I‘r%g.F(Qcan J&Q&Fﬂﬁ@hﬂ?g‘re@gﬁﬁbﬁwk BeQLEn 'Iﬁgold and Prelog.

ternme center oner neans

cémpoehd. Hingewr. Ghemchitaralidit d A6 5, 385 enalg 5 wf~ahn et al Angew. Chem.
@HSOEP{]'(ﬁhLQEHEn cﬁ% J. F&ceé CoHdoR) 1631, 81 CTRY et al. Experientia
exi st @it §nat VI an

er as an tiofrer or as a
M %ouk2%e 8 bfCahenh GiHiewrnBduyr. I%Mktlllﬁ)a cont ai ni ng equal
anounts of individual enantioneric forms of opposite

?E%etbﬂ{?kﬁé’lsbﬁefs@ s fhe Jlgs‘fe% L fe W th ﬁeﬁ&@@&l’tﬂ Gindered rota-

] as nore an one I ra cent er
eliematicotrdpille pands T hmcelﬂgurailomh erewhfftrentlaiﬁd vhiheal names by the

Cﬁr@ﬁfgs%is 8% ans, or Z and E, which indicate that the groups are on the same or oppo-
site side of the double bond in the molecule according to the Cahn-Ingold-Prelog rules.




pounds with nore than one chiral center nmay exist as
ei ther an individual di astereomer or as a m xture of

walzagosisabners, terned a "di astereoneri c m Xt UPET/EPAOEO3161
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one chiral center 1is present, a_stereoi sonmer may be
characterized by the absol ute cddfiguration (R or S)
of,, that chiral centi1 Absol ute configuration r?ef{ ers.
t oAfrﬁ’Elcdqu’éﬁﬁ ePEHts ﬁls§5§€~°e0WPgtﬂPf’ér SKiHienss tQ Fssirifdert wtation caused by
ahiREHES dfotalEn 6af @ gr6@N Mout TBEtAUBSAL.L uent s

attached to the chiral center under consideration are

ke cord wth t Sequence Rul e of Cah
I %36 33?1 &“&F‘@PB P"(Ea‘l‘ﬁtlség ﬁﬁ‘lem BRYW AL 'cast ﬁ cefteRpPuy ?Q@Ple percent of the
Ededired8ffpound, éﬁﬁtloﬁ%f 8t feredibomEPR Pr&bndompRAREPM other possible
Che 1966, 78, 413; Cahn and Ingold J. Chem Soc.
(E%‘an%&’fﬁn%Sl 612; Cahn et al. Experientia 1956, 12,
81; Cahn, J. Chem Educ. 1964, 41, 116). 30 "Geonetric

| TBEPhease aEéit‘hc éift@lﬂ@’eis%sta@ BéreM¥Red3@hdt which is useful in
exi stence hi nd ot a- tion, about_doubl e bonds.

TREGRSTIBE & AETGT CRPBOTPR BiabisiaeRRARY $AE DRB TPt sindncither
byidlbAcallp Rt b¥RewRE ind@&ftable N8 incAideé tifd thhfich WhE@Ptable for veterinary

|nd|c te that the groups are on the sane or oppo- site
spywelas hgganyBhmecHsidl ¥S§- t he nol ecul e accor di ng to
t he Cahn-Ingol d-Prelog rules. WO 2004/ 050634

PChé BRZR03p b Ecliticalfy/accdPtall bfts? SPABSHpouRBAusbdBerein means salts
i SONEers OWIﬂgth r existenc ]él%restrlcte rotati
£

c Bt g liproasevdicallyaccentablgg ddrergigy afcaﬂﬁgesagtﬁﬁewed

apﬁ%ﬁzfe@logmfaww ef @J&ﬁﬁﬁ&n c§1&k§§ﬁ1@d‘t Stf&ﬂ s?a{lteHHElﬁ&e as
z}g herein neans at | éast about 90 nol e
t

Al adiia Ehn A Wb EAERBH A e B HIgTSBIREic 40, hydrobromic

p ﬁﬁaeﬁﬂfuﬁQ a&ar Biid &1&’tﬂh%§]i)mﬁi%sdcm 8nd® tHeQikk! %ﬁhé@ﬂrﬁh organic acids
phrase "pharnaceutica accept ab e" as used

hélll‘él % aﬁ%tsfrﬁffld hatzemfﬁutﬁantca% bengoiq agid ﬁ?l@pla?rﬁwéorac acid, citric acid,

PBaLABGEBhIcGRI, ﬁﬁﬁﬁ%ﬁsdcid %ﬂmbﬁéﬁtoﬂn@ aB@NALEHiY a 3@ Butamic acid,
non-t oxi ¢, and neither i_ol ogi cal nor_ot her wi'se

uﬁhé@ltqa&bi Vétwwétthmégatwahvdm angsylfonigncig|lectic geid, maleic

vetiar fnﬁﬁt’f dcid, 382198k heidSmbHaan afaﬂaﬁféﬁﬁ%‘é;dlfbﬁic deRE mukBnic acid, 2-
h phrase fpharmaceutlcally acceptable salts" of a

apltiplenesylionis acid epropipriea@d saligylis aci hsallcangétad tartaric acid, p-

pt@ﬁ&?&ﬁ%m@ Qélhﬁnﬂfe@l%%ééﬁk &eid 3a?1ddcﬁé 1iRed, herein, and

that ossess the desited phar macol ogl cal activit

foymed ovhsg @n@cidgiprrtemppresent frethearent pt)ma@urcﬁ elther is replaced
aﬂg Latnllét 1§1§‘|etg5 a 3}51(5%%% {onl Q}Pﬂﬂzﬁﬁie%aﬁﬁll or Hfr Qltﬁtinum ion; or co-
roch oric aci ydrobromc acid, sulfuric acid

n ptdm@teamth an phgﬁ@tﬂmtm@r%@t@asa Agceptiable prganic beses dpahede diethanol-
S REORRER O oS RUShite i o, nd ke
adiceeptalile inorgandd khses inclnde slaminemihydoexide, calciny hydrexide, potassium

SRR QR Ppldnal NS a P Bgrit A € 2t €

2- hydr oxyet hanesul foni c aci d, lactic acid, maleic
adhd preferred-phasmdcentisalbriceeriably s mmﬁteuseltsé@trned from acetic acid,

|
CHASESPHLLON UL RSO i prsporc
at;artjancggxgk ritricacadisddium potassismacdleinm z1ng,0and magnesmm It should be
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Compound Preparation

The compounds of Formulae I and II described herein may be prepared by standard syn-

thetic methods. In particular, certain compounds of Formulae I and II may be prepared

utilizing as an intermediate 7-bromoindazole (3), the preparation of which is illustrated in

Scheme 1. Deprotonation of 3 and N-alkylation of the tautomeric anion with dimethyl

sulfate produces a separable mixture of 2-methyl-7-bromoindazole (4) and 1-methyl-7-

bromoindazole (18). The R’ (optionally substituted aryl or heteroaryl) substituent can be

introduced by standard aryl coupling procedures which are well known in the art. The
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inventi on as outH ned in emes 1-3. Sim \ =N
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cong ,I‘B'f Hormula 1L SCHERE 1 R Br NOZRTS’PZ(e)

\ (] N R2 NHZy3 |a: R1=CO2H a)
2b: R = N NSBu~kzléi Br H@ Rl N FI 1lc: (:lﬁ)(BOZHb)
NO 2 N2

4 :R3=Br =\ G =N\
4a: R3=2,4-di-CICH, - 1® ~ N-Me——> ~ N"Me

4b: R3 = 2,4,6-tri-Me-C H, \ L
dc: R® = 2-Me-4-MeOC H, R 1

N
N

N -
\
C

H

Br 3

18

() NaN,, H,SO, (67%); (b) t-BuONO, CuBr,, CH,CN, 60°C (57%); (c) tellurium, NaBH,, EtOH;
(d) (1) NaNO,,HCl, H,0 (ii) NaOAc, t-BuSH, EtOH; (e) t-BuO- K*, DMSO, RT (98%); ()
(Me0),S0,, NaOH, H,0; (g) Pd(PPh,),(0), Na,CO;, DME, H,0, 2,4-dichlorobenzeneboronic
acid, reflux (40%); (h) »-BuLi, THF, -78; (j) CO,; (k) HNO,, Ac,0; (1) H,, 10% Pd/C, MeOH;
(m) (i) (PhO),PON;, TEA, #-Bu-OH; (ii) TFA; CH,Cl,

Nitration of 4a produces a mixture of regioisomeric nitroindazoles from which the 3-
nitroindazole 7a is readily isolated. The nitro substituent can be reduced to the corres-
ponding amine 8a under standard conditions. An alternate route to 8a involves treatment

of 4a with n-butyllitium to produce the 3-lithiated heterocycle 11 which is quenched with
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4c: R3 = 2-Me-4-McOCBH3 11 10a / I N N Br CH3 18

(a) NaN3, H2SO4 (67%; (b) t-BuBRO, CuBr2, CH3ON, 60C
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fromwhic he 3- nitroindazoLﬁHZQHis readily
i sol at ed. nitro substitue can be reduced

cor I pondi ng ani ne 8 t andard condf \
altjii! 4P66Fg to ga i Egﬁi sﬁf? of o 'f¥k5
n-butylli¥iumto produce fhe N lithiated hetergcy

11 whrth is quenched w t hRIWD 2004/ 050634 R

PCT/ EP2003/ 013161 -53 carbon_di oxi de to produce
car box@$Pi c acid 10a. The ani f#®can be prepared f F¥m
carb- gxylic acid 10a utilizing the Curtius
rearrargenent or a vajal héel. (J. March Advgnced
Organi § Chemistry 4thﬁtgn%4@?€£§‘ Sons: New Yor

1991; pp 1090-1095). NH2 NHCOR NHCH2R -CH3 \

N- CH3N- CHANR'N N N N(CH,R)R'
— —
_ N—CH, __ N-CH,
N N
R R
14a 15a
SCHEME 2

Conversion of amine 8a into amide 12a can be achieved by a variety of methodologies well
known in the art (J. March Advanced Organic Chemistry 4" Ed ] Wiley & Sons: New York,
1991; pp 417-424 ). Reduction of the amide with borane-THF complex, or other reducing
agents, (J. Maféh supra, pp 445-446) affords the secondary amine 13a that can be further
transformed to the tertiary amine 15a by reductive amination or via a second acylation
and reduction sequence. Alternatively tertiary amines 14a can be prepared directly from
8a by reductive amination. (Scheme 2) The stepwise procedure permits the preparation of

tertiary amines with different substituents on the nitrogen atom.

The lithiated heterocycle 11 (Scheme 3) can be quenched with carbonyl compounds to
produce carbinols 5 which, in turn, can be dehydrated to olefins 6 described herein. The
dehydration produces a mixture of geometrical isomers. The present invention includes
both the pure E and Z isomers and mixtures thereof. The olefins optionally can be further

converted to the corresponding alkane 17.

SCHEME 3



P~ 33 8a 12a 13a R3 = 2,4-di-Cl-C6H3 NR12
N(CHZRRR JNCII3 -1 [JNNCH3 \ N\ N 3 3 14a 15a

wWoaHEND624 5 Conversi on of am ne 8a i nto am de H@CHERWN3/013161
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be achi eved by a variety of methodol ogies well known

in the art (J. March Advanced O5éan| c Chemstry 4th Ed

J Wley & Sons: New York, 1991; pp 417-424 ). .
Reduction of th& 24 de vvlth bor angg THREonpl ex, or g K"
ot her redum ng e‘ﬁts, March syptra, pp 445-446)

Secondary al e 13 t hat can fur
n'sfvr’ms\ §~15a 07 2

am nation ofNiaNa second acyhe S
sequence. Al fernatively tertiarly amnes 14a can beg
prepared dir€ctly from 8a by Reductive aninati oB
(Schenme 2) The stepw se puRaefurE K ikdhm&st he 17
preparation ®f tertiary amnes gmth different
substi t3aeRER' 6Pt he ni troggm-aipfrthg | ithiated

het er ocycRe=2x-diScEyEe 3) cwm@mdwed W th

car bonygy. RRIPelpds to prg hinal's 5 which, in
turn, ca?n rbe; dehyiifatgd tog'g_g?%ak ri bed herein.

The 15 dehydration ﬁroduces a ﬁlx ure geonetrica
i soners. The present_invention includes both the pure
E and Z isoneE%R%h $nQ?HWé9Hfﬂg¥%d@ HyRe/'Col ef i ns
optionally can be further converted to the
correspondi ng al kane 17. SCHEME 3 WD 2004/ 050634
PETIERBPRLOdSinechemes ] R agflepictedwith sp@ificR RR” and Risubstituents;

Sl g i Ay 240 A oS

Eeppliqbleto pther ¢p@posrds @ptemplated di thisOsmention. The reaction sequences in

the following examples are exemplary and are not meant to be limiting.

Example 1:  7-(2,4-Dichloro-phenyl)-2-methyl-3-(1-propyl-but-1-enyl)-2H-indazole

hydrochloride (Ia)

(Ia)

Step 1: 3-Bromo-2-nitrotoluene (Scheme 1; 1c) - A mixture of copper(II) bromide (3.52g,
15.7 mmol) in 20 mL dry acetonitrile was heated to 65 °C under an N, atmosphere.” #-Butyl
nitrite (2.35 mL, 2.03 g, 19.7 mmol) was added all at once. A solution of 3-methyl-2-nitro-
aniline (1b; 2.00g, 13.1 mmol; ] Org Chem. 1976 41(21):3357) in 15 mL acetonitrile was
added to the above solution at a rate to sufficient to maintain gentle reflux. After addition
the mixture was heated at a gentle reflux for an additional 15 min. The reaction mixture
was cooled to rt and partitioned between 6N HCl solution (150 mL) and ether (150 mL).
The ethereal solution was separated and washed with brine, then dried over MgSOy. Eva-

poration of the solvent afforded 2.76g of impure material, which was flash chromato-



5b: R= R =n-Pr 6b: R=n-Pr, R" = Et, R3 =
2,4,6-tri MMOBH2 R3 = 2,4,6-tri MOBH2 (a) RO(=O R. (b)

WE2008/a@66634PhCH3; (c) H2, Pd/ C Sone conpounds i nPGYRRI0BE013161

10

15

20

25

30

35

1-3 are depicted with specific R, R2 and R3
substituents: however, one skiffed in the art will
i mredi ately reallze that t hese reactions_are al

apigphecon ¥Qzgndetied Wk BMrsstons i Brpratdirh AfordacsL 628 (57%) of 1c

| Ve Rllowldeed BQGHI ON sequences in 5 the foI | owi ng

exanpl es are exenplary and are not neant to
| Btep 21 hfromempiethylaniline (2a) - A mixture of te]lunum (21 6 g, 169.4 mmol) and

75\1(3%11 I(lr?| dé:g 1395 Qnrﬂggr d 0?15 ? 51 :Egtaﬂéalutg FOEP DYt reu&Bhder an

Chtn@isphege eﬁNi forsrlgs thepaflowed tqm@l '(J’-Elﬁe sbﬁ@menfﬁ—bnoergo 2-nitro-
Atorfl}l%ﬁteldice Z %Eﬁ{’b%?%dl J)n By IBP"E]Q@I—I(&aSSaﬁQed all B ori'c'é a171d the mixture

acetonit e Was eated to
usalttereddn swata‘tmmstptmerfer 2 hrsp(Tthg Ireagtipn imigture wasﬁh@ed Ehroggh a

L TP B e 5B AP O et st
Quf il RE0) (aBAAB0E T 1vash3d With BrinkThéd-dAERbRRMESD £ B@Soration of the

added to the above solfutlon at ar te to sufficient to

meglyRns pihorged 21082 (A% Lt 2ass pdlar ion the nmixture
V‘@ép Be%éﬁﬁ)n% 6%9@1’?Iﬂhgnﬁﬁ611%2blftﬁ§ulﬁﬂe e - DL BvRho- $5methylan1hne (2a;

reaction mxture was cooled to rt

péﬂﬁg,ﬁﬁéﬁ@mobmde’»e%mwl yo$ heateshingarsgl bath a ﬁg fax femin, then
edTéo)o° Tsjaﬁuﬁ)tn*}ﬁfh?ﬂ\'fo @%mgoa 9%5 AR @tlﬁﬁ 180vas added drop-

V\ﬁ bri ne, t hen dri ed “over Eva-
pmsatth@nstmfedtlh theswsild frenaidisionakhry Tiﬂ@ g‘eqyf:lop wpiuge was buffered to a

g@?ﬁ%bg%gé@f%%ﬁﬂm Q?AQ %ﬁﬂoﬁ(@h&g %#%%%?‘g flmc\;& tohan ice-cold
1 o8t ereeiineutyrmersapiae (VP ol 679 DERH7 ol in 5499 HOH cThe mixture

aafg?a]fb@/le t& @\Ja 146 gf Lgfth "k;lQ reatibf niixture Was Fartﬁtloned between

Ian| - A mxture of urium

( B1O&c (O nlB)ga K:’;O mihbi TheBrugoysligyey vas rggsiragiest with £tOAc (50

‘rit) mfhg {:1 elrﬁgﬁlg{;l %@AEEQE% \f\%?felja ?\%Ee}geg th Bﬁgé antd d Oéjcff)vefi1 MgSO,. Eva-
r poraAosoft‘ttelso]rvemifafB)rdcdahéé 2(80%) ef2b: ol uene (lc; 7.32g,

?n%?? 4%?(2) 1nd%golgk3)a19§!)1 n oo%]et?roﬂjul P%e %ﬁerﬁp%qu%utylsulﬁde

ure stir a
r (ezh;esmmgm 86 mmeolhas 10 mlLtdnT EMIO mas g&d@i dIGEMsEEé a yolptidn of potas-

?ﬁgn{ tgélftg%ilg%r %Af g,?ﬁ)afﬁ R at nr# g Sr)( eAc'rS ;‘L@ reaction mixture

waahatirad dt hodﬁhltélﬁptfdmmhﬂ theacbouvet inkdy S‘L{Mg 1cEV1aﬂ @B@tdldhN HCI solu-

ofcio}x.h'?he mixture was extracted with ether (2 x 150mL). The combined ethereal extracts
were washed with brine and dried over MgSO,. Evaporation of the solvent afforded 581
mg (96%) of 3 as a beige solid.
Step 5: 7-Bromo-2-methylindazole (4) - A mixture of 7-bromoindazole (3; 576 mg, 2.92
mmol) and NaOH (510 mg, 12.7 mmol) in 15 mL H,O were heated in an oil bath under
N, atmosphere until the solids dissolved and the resulting solution was cooled to 65 °C.
Dimethyl sulfate (0.78 mL, 1.03 g, 8.18 mmol) was added and the mixture stirred at 65° for
2 hr. The reaction mixture was cooled to rt and extracted with CH,Cl, (2 x 50 mL). The
combined CH,Cl, extracts were washed with brine and dried over Na,SO,. Evaporation of
the solvent afforded 775 mg of a mixture of 1-methyl- and 2-methy-7-bromoindazoles
which were separated by flash chromatography on SiO; using EtOAc:hexane (1:2) which

afforded 251 mg (45%) of 7-bromo-2-methylindazole (4).



to solvent afforded 2.66g (42% of 2a as a dark
liquid Step 3:
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2-Brono-6-nethyl aniline (2a; 1,18g, 6.34 nmol) and
3.4 nL 6N HO was heated in an 91 bath at 60 for 30

m P tr?n@l"l) 1%? l %gpﬁéyﬂz?oﬁeé@yl é&%on OfIS'g? ‘%}%— thethylindazole
S(ty 15186, 10 g oAl BAPPAL), @Y d42tmg rmbsshhmonere @&Qéd 5.5 mL

m Xt ure was bufferedtoalS él\ge 4 and 5 with
| 5

dAViErmderanArpiEnesphereifon3 {%nz é&'& enzanepprogiq agid ¢4 mg,

I 4]
20%199109) v;;&wgidﬁ&:l ;fa]ﬁbe& mgg%a_i'hteqqu AN dof M@qagd;o &h&ion. The

3 he mi x ur e @f gbitgt 9 tﬂ
TBiREE RS Beate vassentlg refluxiine? hpdben ee ersii ot ed with EtOAc (50
Hﬁ]:)t ITHeQRBREAD M VBRA wishEGith PRinlahd GFi‘éd o2& Méﬁ)g‘-ﬂvaporatlon of the

he aqueous_ | ayer was re-extracted wth Et OACWS

rﬁebvennq#@ré@%dm@ﬂmm was flashchzomgipgrapheher Sifpzand eluted with

g;gb\a}g #t@ﬁq} : g??ggf’é{@{%&@%&orﬁg @90% maaafs Ia%lo?[fesstvﬁk%ous liquid.

Bty Griol 7n@a%&ldﬂqm)phengl)sbnmmdﬂ}bfndazol ? -y1] -heptan-4 ol (5a) — Ind-

a%olg §9 g%’z%n‘[gm 69/ ﬁlﬂﬁ?ﬁ%@%@dﬁ%@% cﬁ'zg[g-ﬂﬂgnddeg :I?\pz anﬁ %Qoled to —78°.

- BoLuit(] Sjnmbfof Q&Mérexsmamluudmuﬂ@ﬁ ingigol) 3vag 4dded pﬁlse vza syringe,

’{HPA Qt ri‘&l A 278501y n@%@%ﬁ%ﬁhiﬁmz Htihle %(Fﬁxgti %‘nﬁqu%i J Whadded

ITred at room Ured
Jc’&Gpglse awd thededdbion therPallovrdd to sk t25t. tTlmreaCTiw mixkramas diluted

t i .
et} ﬁ}er eal® xt ?IéP aﬂmeﬁ Spg&\?\/aw Q%J%?J@Cﬂgg I@J{]H?Ig(}) rine, then
alrizd dV@S@gSOEVEWDMtlmfdhe oigenic pheserffoadddardéema8tial which was

;@@ﬁ ‘gt}ef%/%'f %}?]h déj ?Sd %ﬁ))tédleﬁ %ﬁgjt&%l;leexagF (1:3) to afford 152 mg

1300 pbbardazol e (3 576 ng, 2.92 mvol) and NaCH (510

it S T el S DB B TR

tdhkorideg1d; Btlﬂﬁnéﬁ;l&) I hidavels 56 02i0atg t0b6nn{al) AETSOH H,O (27 mg,

A Bt e fambiness Aot <o RS itk N, AP Beed

W@ﬁuﬁfb)@ b edls. tThe Ifréac&Bfi neixturaeiagcooléd fo rEkKatsd wizh EtG®Ac (25 mL) then

AP IR e R I SN ANCCL T

Sﬂzla siationkifferdded15 Ak (b‘f&r@(ﬁe p\:oﬁhé‘ttWh’leh whs flashehfythatogiaplhed on SiO,

R e e e GRS By

Wc@ﬁs oinfT10¢ &Pﬁa@é&oﬁ&dﬁﬂ% @fmL) and treated with 1.0 mL of 1.0 M HCl
br ono- 2- met hyl.i ndaz L @#@5V\D 2004/ 050634
1 S

Fse*ry ierBSd eiczida as o by 0 mg; 6

7-(2, 4- D|chI oro phenyl) - 2- met hyl - 2H-| ndazole (4a) -
hﬁﬁgﬂ@ Boaz 1-bd-1-8 2,416-&9mbigl-pha@it)-2H-indazole
Pd( PPh3) 4( 0 2‘1 d@%‘lgg mm5)]1\)/\—15'?}%4%6t|rrgﬂtglir})lir;éﬂ.w
nmL  DME un a Nl‘a%spherefor 30 mn.

2,4-Di chl or obenzeneboronic acid (454 ng, 2.38 mol)
was added, followed imediately by 5.25 nL of 2 M
Na2CO3 sol ution. The 5 m xture was heated at a gentle
reflux for 2 hr, then cooled to rt and diluted with

Et OAc (50 nL).- The mxture was then-washed with brine
and dried over MgSO4. Evaporation of the solvent
afforded a dark oil which was flash chromat ographed on
Si02 and eluted with



Et OAc: hexane (1:2) which afforded 296 ng (90% of 4a
as a colorless viscous liquid. Step 7:4-

W 76048506301 chl or o- phenyl ) - 2- met hyl - 2H i ndazol - BeyEP2003/013161
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-heptan-4-ol (5a) - Ind 1o azole_4a (292 ng, 1.05
mol ) was dissolved in 5n dry-¥HE under N2 and cool ed
to -78. n-BuLi ( 0.51 nL of 2.5 M hexane sol ution,

1.26 mmol ) was added drMpw se ¢jya Syringe, e
stirred at -78 for 45 m n."HdgtLanone (0.22 ni, Q8
1.58 rmol) was added dropwi sg ane-Mpe reaction then

al | gt warm t@® rt. enct i on niext ur e (%
di | § \WNFEHEt OAC 650 ~ wistHd success WiNETEH;
50% SHt' N NHACL sol n and brithe, then 15 dri oy ovdr

MySOR® Evapor ati on of the&’organi c phase afforgfed crude
whi ch was _fl ash ¢ omat ographed on Si 82 and
eI&%ﬁ%%Qw e%ﬁwr(e) (1:3) to afford 152 mg (37%
7-(2, 4- D|chI or o- phenyl ) - 2- net hyl - 3- (1- propyl but-I-eny
| )-2H i ndazol e hydro- chloride (la; Schene
| nd@RXEhE40)( 30E0ngMEFLOE?, &ﬁ’&?ﬂ}dﬁ%@%gw 32@ <h)g(1)
20 ©Buld, THFp17§:(et-Teptewndoiek (o) prTEHRL G PRMprellex @ftder an
N2 at nosphere and heated at reflux for 4 hrs. The
reaction m xture was cooled to rt, diluted wth Et OAc
(25 nm) then washed successively with sat'd. NaHCO3

solution and brine, then dried over MgSO4.
E$tepdr: atMetﬂnylaﬂ(b,rlnﬁeimimByl@euﬂ)dﬂrémiap@lo dti)x 7nBrapho-Zemethyl-2H-

f | a hol% Z})i(’ g{n‘%}% %%ﬁ dgﬁi_]ﬁ’z‘gg) %&gﬁg qff‘ x%lgdol were stirred in 6 mL

_bméE ohdéreargen for 26 nwms @&LﬁeanﬂethyTbmlzmdbomu mlds(@l%@;i 3.3 mMol)
! giaﬁ %edE{%e 18%§Idfph?x$% %ga solﬁtl%of odiur fcacﬁﬁegg‘%/l (6'92 g, 5.8 mMol) in

65ML waapThe Riixture was heated at a gentle reflux for 20 hr, then cooled to rt and

o ARSIV B 8 P, AR Y s e fvedhstobh PRboHag Blted ove

ngsmz (Eﬂéiﬁ(ﬁiﬁdxﬁdf the Salvévit a%tdbﬁ alizht féllo8r sokld @HidciNwas flash chroma-

tqgr%p]}yrqn %E a@ﬁfﬁeﬁtg)he %gﬂé)c A?.g? E@g&de%% a off-white

H26lid @2 % G3%4)i et hyI phenyl bor onic acid (53%; (b) (i)

n Bu &#@é%ﬁ%§ % E&n? %gy”ﬁ Fg(l—f-m@a’zol £ )yl ]-heptan-4-ol (5b;
26%&6’1) -7P1(e§aréd fisihg tHEqirbéﬁduﬁﬁ‘@ﬂ’sYé ) 7 it Exafde Dbat {ubsfituting 2-

LG ﬂtyg%h §8cfiola (b G- st da i tistloro-
mphenyl) 2H-indazole.
Step 3: 2-Methyl-3-(1-propyl-but-1-enyl)-7-(2,4,6-trimethyl-phenyl)-2H-indazole Hydro-
chloride (Ib or 6b Scheme 1) - Prepared from 4-[2-Methyl-7-(2,4,6-trimethyl-phenyl)-2H-
indazol-3-yl]-heptan-4-ol (5b) using the procedure in step 8 of Example 1.

Example 3:  3-(3-Methoxy-1-methoxymethyl-propenyl)-7-(4-methoxy-2-methyl-
phenyl)-2-methyl-2H-indazole hydrochloride (Ig)



DME under argon for 30 mn.
2,4,6-Trimet hyl benzeneboronic acid (0.54 g, 3.3 mwl)

wh20mass@meded, | mediately foll owed by a sol utiper/BP2003/013161
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sodi um carbonate (0.62 g, 5.8 [) in 5 nL water.
The m xture was heated at a geﬁ? e reflux for 20 hr,
then cooled to rt and diluted with EtQAc (75 nL). The
m xture was then washed with brine and dried over
MySO4. Evaporation of the solvent affordedgg!ight

yel l ow solid which was flash chroma- MeyT &y piPMe
silica and eluted w th hexane: Et OAc (9. 1) i ch

af forded 4b as - Wahie 10 solid % l\gﬁ% Step
2:

4-[ 2- th-)cl-lZ>(2 4, 6 tri rret-h-)LL—-phenyI) 21N ndazol - 3- yl
]- hept an-4-ol ( Meghene 1) - Prepgged Msing the

procedure of st / in Exanple 1 but
met hyl - 7- (2, 4, 6%11 net hyl - phenyl ) -2 pdazol e (4b) for
2-nmethyl -7-(2, 4- ghgh! oro- phenyl) - 2I—|—dl\;igazol e. 15
Step 3:

2- Met hyl - 3- (1-progyl -but-1-enyl)-7-(22% 6-tri et hyl - ph
enyl ) -2H i ndazol e Hydro- chl ori de (SI b or 6b Schene 1)

- Prepared from MeO

4-12-Methyl -7-(2,4,6-tri --, I -phenyl) 2H

i ndazol - 3-yl]-heptan-4 \

step 8 of Exatrspl e 1. Q]

3- (3- Met hoxy-"T- gret hoxymne hyI
nmet hyl - phenyl) 2-nmet h
(1g) WO 2004/ 050634 P

-~V -~V \J, NM 4 M
MO OV N-Me (c) N Me > 28c  (a) Pd(PPh3)4,

Na2CO3, DME, 2-nethyl - hoxybenzeneboroni ¢ aci d,
reflux, (93%; (b)(i) n-BuLi, THF, -78; (ii)

McOCH2CQO( CH2) 20ve, (65%; (c) p- TsOH H20, PhiMe,

r ef)iPagPPh.$} H@ZCQ DME (Zmébthy1bianathoky eatdayordalivedaid deflux, (93%); (b)(D)
- 2-Bvet, hydr; 28 i) @&Ud}gcbgcm OK/teB(@%?'(%'pnﬁUPMII 0, Bite, reflux.

i ndazol e (4 76 g,

tetrakis(tri phenyl phosphi ne) pal I ad| um(0) (0.28 g,

pr openyl ) - 7- (4- et hoxy- 2-
‘ endazol e hydrochl ori de
003/ 013161 -58 CH MO Owe
\'1 A\ 1 O« OWw 4c 27c

Step 1: 7-(4-Methoxy-2-methyl-phenyl)-2-methyl-2H-indazole (4c): 7-Bromo-2-methyl-
2H- indazole (4; 1.76 g, 8.3 mMol) and tetrakis(triphenylphosphine)palladium(0) (0.28 g,
0.25 mMol) were stirred in 15 mL of DME under argon atmosphere for 30 min. 4-Meth-
oxy-2-methylbenzeneboronic acid (1.52 g, 9.2 mMol) was added, immediately followed by
a solution of sodium carbonate (3.1 g, 29.1 mMol) in 10 mL water. The mixture was
heated ata gentlev}eﬂux for 4 hr, and then cooled to rt and diluted with EtOAc (150 mL).
The organic phase was washed with brine and dried over magnesium sulfate. Evaporation
of the solvent afforded an oil, which was flash chromatographed on $iO; and eluted with
hexane:EtOAc (9:1) to afford 4c (1.9g; 91%).

Step 2: 1,4-Dimethoxy-2-[7-(4-methoxy-2-methyl-phenyl)-2-methyl-2H-indazol-3-yl] -
butan-2-ol (27¢): Indazole 4c (0.29 g, 0.79 mMol) was dissolved in 5 mL dry THF under a
nitrogen atmosphere and cooled to -78 °C. n-BulLi (0.4 mL of 2.5 M hexane solution, 1
mMol) was added dropwise via syringe, and stirred at -78 °C for 10 minutes. 1,4-dimeth-
oxy-2-butanone (0.16 g, 1.18 mMol) was added dropwise at —78 °C and then the reaction
mixture was allowed to warm to rt. The reaction mixture was diluted with EtOAc (50 mL)

and washed successively with saturated ammonium chloride solution, brine and dried over



5 0.25 mwl) were stirred in 15 nL of DME under argon
at nosphere for 30 mn. 4-Meth

wW@3z004/850884 hyl benzeneboronic acid (1.52 g, 9.2 POWWEP2008613161

added, imredi ately followed by a solution of sodium
carbonate (3. 1 g, 29.1 mvbl) im0 nL water. The

m Xt ure was fed at a ntle ref 0]

t H@%gnesa%ﬂﬂfia@ Va%%an@r?- pfibg aolmq%f%f%éérve%@a ryf Which was flash
Tf‘dﬁ:&ﬁ%@fa@h@@ 88 Gilidasn I\aafed Gvivh lidkaRé:EIBA &3¢l ) AFHiElafB@ed 27¢ as an
ma eS|un1squate Evaporation 10 of the sol vent

af dQES 7 @rl whi ch was flash chronmat ographed on

Slst% @ryd(laeM&fﬁﬁww hiathdi%ﬁﬂfyl ?}@%ﬁylg%fanfe&o&t/fpmﬂfy@ phenyl)-2-

@6 Step

5( 411?!5817 zeterhygro Céllmr@ﬁ (§8c gﬂrﬁét Rerbingl 276 ¢h} 61 Q.26 mMol) and p-

yﬂ‘skSH HQ@t( rréoﬁ hs3 WSI)) wek@aaﬂ Oingd fif3 b BMO unfer’ a9mtrogen atmo-

ry THE under a nitrogen
atspbers agd éne@tn@l atrsBive fprizdir. ‘The crachoBuiktuf@was eriolasftoat Siluted with
M]ﬁéyA%QQS &lﬂrlénoxpashg‘d &?cc%k%vﬁﬁ?sa?%géﬁ s&hﬂ%ﬁ%b\ﬁhgte solution,

Syringe, stirred at
1 b¢m¢|anrétdmed@x9r Ragnesianosdfaf Evaperation méﬂwwblvynwéfbrded the crude
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warmto r e react| n m
d i (I4110 ecdaﬁ(brdrthffréwbasé 60Igds)an calr{d4avgst680). Sihedesshaseivgs dissolved in

o B PN BB il 0 8P Pl Qe Stfora viscous

magigg23mgsul f ate. Evaporation of the sol vent afforded
crude material which was flash chronmatographed on

sidJj ca;and hex
PRI 7 e thicte MRER R RS prtiddenlf 3 91-dipropyt-amine
3-(3- Met hox;hyldronhldmie)(irk)t hyl - propenyl) 7- (4 met hoxy- 2-
nmet hyl - phenyl ) -2- 5 net hyl - 2H i ndazol e hydr ochl ori de
(28c or 1g) - Carbinol 27c (0.1 g, 0.26 nMbl) and p-,
TsOH H20 (25 ng, 0.13 mel) Y@, conbi ned in 3 m. SRVE

5 rogen ano-

WeSTiNG successivel y v
1 3t e solution, Dbrine
dried over magnesium sul fate. Evaporation of t
sol we(fichexeflpr ded t he crude ¥® product which flas
chRomdddgrEpHed on silica gel and el ufkd w h%%%b%?
EtOAc (4:1) to afford the free base @ % a 0&1R2= P
(44ny; 46% . The free-base was di ssol gpp | B%ﬂ@=n?r£ﬁﬁsﬂ0
(1.5 nm) and treated with 0.15 nL of 1.0 M
solution in ether to afford viscous oil Ig (25ny).

Exanppado., Ac,0, HOAc; (b) H,, 10% Pd/C, MeOH ¢) C,H,COCI, TEA, CH 012, éd) BH, THF,

[7- ( 2rehe, R0 £00 BREM AR TERRR| g 20 idazol -3 YT 21
ropyl - am ne 57 Hydrochlorlﬁle (Id) 1IR2 NO/ i (a) [/ i

(b) NCH3 ° NNCH3 NCH3 N NN
Step 1: 7-(2,4-Dichloro-phenyl)-2-methyl-3-nitro-2H-indazole (7a)- 7-(2,4-Dichloro-

phenyl)-2-methyl-indazole (4a Scheme 1; 293mg, 1.05mmol) was dissolved in 3.0 mL of
glacial HOAc and 0.3 mL of acetic anhydride then cooled in an ice bath. 90% Nitric acid
(0.070 mL; 1.48 mmol) was added all at once and allowed to stir at rt for 1 hr, then heated
in an oil bath at 50° for 2 hr. The reaction mixture was cooled to rt then treated with ice

. (~10g). The mixture was extracted with ether (2 x 40 mL). The combined ethereal ex-
tracts were washed with sat'd NaHCOs soln (2 x 50mL), then dried over MgSO,4. Evapora-
tion afforded a mixture of 3 isomers which were separated by silica gel flash chromato-
graphy (EtOAc:hexane, 1:9) which afforded 77 mg (22%) of 7a.

saturdsed sodi um bi car bon

COC,Hj



3 3 3 4a (Schene 1) 7a 8a : 1R =R2=H R3 =
244-di - -C6H3 (c) 22a: Rl=H, R2= COC2H5 (d) 23a: Ril=

WOR00RAS063N- Pr (e) 24a: R1I=R2=n-Pr (HCl salt) Fel/EP#N03013161
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Ac20, HOAc; (b) H2, 10% Pd/C, MeOH, (c) C2H50001, TEA,
CH2Cl2: (d) BH3 THF, THF ref1®f: (e)  c2H5CHO, Na

).3 t St
75(‘%125475 T Zﬁmlﬁﬁ indagol 3-glaspine (Ba); JYigroindazole 7a
af)10 Iﬁgiéﬁm% Pac (O'Wére aﬂﬁwk& 27 ARt dPNeOHABEDtBrddAihder a hydro-

Schene

SR GTRpSEherc 1 40) BYGTIARtoP G & tahFaplyTidad ehgtpretion ofthesolvent
Cﬂf&@&‘l 7(T‘m§ Bf 8& %v‘lﬁé{ Was QAN He ekt & d}b %tﬁ@ut(igrtﬁzppliﬁ-ﬁcatlon

ded all at once and allowed to stir

aiteﬁ IH? @ArilPlchlops@whﬁeée@wnethaﬂ &H- lélﬁpwéérﬂ? “gropionaide (220) -
2A1|ﬂfne grﬁo E%aﬁ b 915}2181:2 )éh)HFI%AV‘@fOﬁQHL 8% the 0146 thRRY) were dissolved in

treate I Cce m xt ure_was extracted

winethylenherlogide (3 md) mzi,ﬂer aiNeatsnsphere ané eprdedin angdge bath. Propionyl
cﬁ?d‘ﬁc% ( nﬂ?@tﬂ E}&&%E}@I \pas Nﬁm&@ﬂeﬁ aﬂgwéﬂ t%%)n to rt. When
en ri

over ora tion afforded
rthg tm@omfvascqrspln@r thewhixture wyas eva@@p%tﬁcéwhﬂwessduei flagh chromato-

SFAmHTRR LA Sof AT RE Bopplnal ©) v et

RStdp EF[ZGIQS/—Dﬂch]kﬁ*Q-pheﬁ@l)&—gpt}@i -2H-indazol-3-yl] propyl-amme (23a) - Amide

kel LB TT s  g  les v

CBH?TI‘H@(iolu‘nmﬁ (OMOOﬁL NeADHmiod ) wad addleédll anhaker aad lydmoeture heated at

el YER IR Pelihipat ) 1 Bop N e ot e ol W misture was

nighedtedBetrefivi foh 1 \hasaridsthen cooleditd meThe stiequrevvasraade basic with 6N

NFOBCo1RoR theh b o Boidens ghlomite (el ) oT8A qompined o

r@iﬁtm&mﬂ@hdd&ﬁiﬂ) brindanhd dn&iloée?(Nai@OAl CEvaBoratioh of eredolvent afforded

EA ég 957 2géo% 0,28y mmn] ) ere “:%%iﬁﬁ%‘?% fylther purification.

CSl@[b sd7i@, 4aD1dh!?c&o hatiehyl) 21- ﬁﬁﬂ@’m-XZH ireiak61F3-¢i¢-difroP2aritine hydro-

0. 26 mas add d an n to
Cabloride Qi 1n opibs 2on Sne neepioenn B e (0. PG 28 B4 mmol)
WR&re Q¥RBRIALR Y NG DUE iRkt Hitfogkh a8d ammtsﬁr A0t for 10 min.

glg ey B( eté } 2I Igg q et&alrtn?noq)ex)irgsnaedde& aﬂ[ at or(l)ceaafnftl t{led regc?tlon mixture stirred
[az r{ &ref’m@h@ hf@l‘é&di’ﬂ)%%h&ﬂl%wﬁﬁﬁﬂﬁ{ed%th TORL GhetByl¥hd chddr@de and

[ - 2 Ani d 68 0.19
Gvashed vk d(ﬂﬁtﬂ?&ﬁéoéhﬁ’l‘%ﬁ ﬁ&&Hﬁqgmla&l%ygm%P@aﬁ apg) dried
Bdﬁazé"dﬁb %%wrm%h 6Pt Qol%nt a@foﬂ&dmkmumcﬂd% ‘i'mﬁ'ﬁkd By flash chro-

once and m xture heated at reflux

mtogmm (BROAgheane 150 po st B1as |ﬂéﬁ1§?‘f}baﬁ%@d as gyipcous
il Thi'frbe YRS wa &gaﬁéa g1 AlL Jtﬁéﬂa% tfegfedlmm 0.1 %EIQ'ZM HCl in ether

n coogfjed tort. The mxture was made basic with
m@mcgwhuph afiorded @R reskefIdas eavhitesplidet hyl ene chl ori de

(2 x 25 nL). The conbined ex- tracts were washed with

d d (A é\@@% ek JzPIJuﬂfaz&Ibel -dipropyl-amin
bE} lflgaff[)2 ggdp% ( 23 ﬁ?l ght br own Y PEOPY ¢
VISCOUS IlduﬁwodﬂMMéhaﬂhs used mnthout further
purification.




Step 5:

[7-(2, 4-Di chl oro- phenyl ) - 2- net hyl - 2Hi ndazol - 3-yl ] -di p
w0 opylos@sd ne hydro 20 chloride (24a or 1d) - ArCTEPD83H013161

and propi onal dehyde (0.032 nL, 26 ng, 0.44 mml) were

conbined in 3 nL of DCE under mi&l rogen and allowed to

stir at rt for 10 mn. Na(QAc)3BH (102 ng, 0.48 mmol)
at once and thd reactl on mxtureNélt'Fvabd

ut ed

20-R Ld,é"&ﬁd (h NrMet e
NH4OH [ ol ut| on. The: P2 "¥ol uti on was s ara¥ ed and
dri ed®25 (Na2SO4). Evapgfation of the sol wyent af forded
a resid#le which was purified by flash chro Pt ogr aphy

(Et OAc: hexane, 1:9) t ol@:Xer@D,H7" the free base
of H3e 2pus6-teimethyshenys | i oSk X =THiEBdc ée was di ssol ved
in 1 nL ether and treaBledXvNH M HC in ether

solution which afforded 22 ng of Id as a white solid.
Ex @l ®BOLi, TEF, Mpicoy,-787C, (69%); (b) (C4H;0),P(O)N;, Et;N, t-BuOH (49%);
(2, @1l cijet dYdosph HQCHZHM , DEEY, [82%)
- di propyl %‘% ne 30e{1qydrochl ori (I c) WO 2004/ 050634
PCT/ EP2003/ 013161 -61 N-Me (a) N(n-CaHi)a
1 2-MethyN7 #2485 trimethylsphenyD 2 %léazei@)zaacarbemhcrasldz(mb) 2-

;g & t6ht¥*1ﬁ’4?ﬁﬁ3ﬂhe <25 da%’[@ ng g)bﬂ g,(ny 9r(%Nﬂﬁ g?s dissolved in 5
F@Pd@ mmogem artd@ng to4’9& : n-Rudy (OFEral mmhexane solu-

5 S:tron( ggg%ﬂ*[/éf? Ma%@@e?@ﬂp@lﬁ@ %%ﬁé_‘!: st at" 78 °€ 46745 minutes. The

e
tt¢mpgtahye th@ﬂﬁ}tﬂ}O 240 ‘Crataistiresd Sor 3 ioupes: Theeeattion was cooled to

9
ﬁ ﬁ: 1%1 ihéf Cirbé)nt ‘%l?xr%g% ﬁasI Wap?l’lljélrll))l?}efi 11&tH_the rcfggté n m&:%blre for 5 minutes,
0 tl:?ﬂn e rdactonmkiurevass ‘dmmezdl toedomrferpenaturer Yhatdactiomiaixture was
[ 7 |
e
10 S yiried geer magnesigeh afate7 Fvapération sfforidad tiglst. yelfbne solid, treated with ether,

AR AL LB SR st G A0Sy §lalo0hs o, con).

e reaC I on was Coo
c zSté;th [2HMethyle7-(24,6vrimethidphenlyl) AHoindhzpl 3epbicabamic acid tert-butyl

A T R D BSOS B o
q0esdch 2d 7 whiviol) Wocbi@lblr&dl with 20 mlexf Fiacies and 016 fal OATEA was added.
15 ¢yl Bt added ) odn. B R CrNEhEPhEM) SHTeid e reactioh miture
t meshededid $5 % foe b hr. Aftkt esotidg tolrt Bha réqetiah naikthre h}&s diluted in EtOAc
Iéé/é m[%t'igg Wég}lded%thaﬂ\/lgfq{le(\),@sl s%glusng)f)lsglfate, aqugou(s sog1um bicarbonate,
[ 2vabdrt d0d brind ZEh@ Ronk Isﬁl&hbﬁ hwap deiBY With Arkgnadamahifate)ah-concentrated
°% ggrrenn?atear?ah Wh1c rx}ra_s cﬁralmatographed on silica eluting with hexane:EtOAc (9:1) to
20  afford 0.39 g (49%) of 25b as an off-white solid.
Step 3: 2-Methyl-7-(2,4,6-trimethyl-phenyl)-2H-indazol-3-ylamine (8b)- To a solution of
[2-methyl-7-(2,4,6-trimethyl-phenyl)-2H-indazol-3-yl]-carbamic acid tert-butyl ester
(25b, 0.35 g, 0.96 mMol) in 10 mL of dichloromethane, was added 5 mL of trifluoroacetic
acid at room temperature and stirred for 20'hours. The reaction mixture was then diluted
25 with CH,Cl, and washed with dilute aqueous NH4OH. The aqueous phase was washed
with additional CH,Cl,, after which the combined extracts were dried with magnesium

. sulfate and concentrated to afford 8b as an off-white solid (0.23 g; 90%).



ester (25b)-
2-Methyl -7-(2,4,6-trinmethyl -phenyl)-2H i ndazol e-3-carb

wo@ookiosoeaci d (10b; 0.64 g, 2.17 nmivbl) was conkCTEP2003/013161
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wth 3.0 nL of t-butanol and 0.6 rrL of TEA was added.
15 To the m xture was added O.

di ph h h | d dt t
el o1 BoBel G e his-Gonthyia rke@yﬂg?a-iﬁﬁ%g P55y dbrapsl-asine Hydro-
r&?&idec(ﬂél‘)"bf(f I Tové@s%hﬁidn%fgdm'eﬂl EV%QL 6- (r%ﬁeﬂﬁk])—pﬁ’é’iﬁl) 2H-indazol-3-

washed wth 6‘égueous sodi um |su ate, aqueous

s}éainmm(éb @a3r3tﬁsﬁ anMoljdndp mlaﬁﬁD@JiuW?é a d?ﬁeplemtn@ldehyde (0.2 mL,
Bl C% '2%' 1Y fol16Wed M@ﬁhﬁbg %Jleﬁﬁnamoxybomhydnde (0.64g,

ntr to give materi al
cﬁq%mMcderpﬁf@dctm mixtyreavasistitred gt mqmteﬁmemtereépméays> during

(v%flg:% tlf-r% a%%dgftfo%rapo 9 nﬁ%ﬂpx&)ﬂ%&ld@fx}f&%d% AAQitRnhr Y6 k®fsodium
ar mwboﬂoh}’érlde weteradded hVhe prignyd yasptben dilated with-dighdpsomethane

Qag‘ld(&;{ghed[ @h ?Eﬁ% gh%:cﬂgnlgf;{ﬁO{-I F’)I‘rl]lg nor%a)mc ase az((i).rl'led ovelr ]rnagnesmm

aatfbwrmd candegtratadt T}batrgsud@s/mrchn(m&bgra@h%og silicn g elutlng with an

rgr}f%%l)acétyte/%%xem‘e cg?;cggrlktgg %?585@&@%%%:4 129984, dri g:t%i(r g)félél 0.175g

["uor oace roomte ure an
f(68%20Thafrae base Wae disedvdd inrd mbethﬂr endvasatle& avithd).5 oflexf 1.0 M HCl

Rl e o IR Pt BB Cnar crociza

after which the conbined extracts were dried with

rEmgngdé 66m Prepdratien af(@- M@ﬂm{eﬂastl)a&-thHﬂew,ﬁ-mmﬂwﬂrphenyl)—

SRR ST

52 Met hlyl Ethy); @ xﬁeﬂhbkyi?lﬂiyi/)l- Ezaimeggylkl) ¥- (2&4?6-)nﬁa$ﬂnlyl-ﬁhgdyl)—2H-
i propy 0;mEf c)- To a

sol ution ofmtTazom I%rcir ehlgrl e(l(l?ls

2-methyl -7-(2, 4, 6-trimethyl -phenyl)-2Hindazol - 3-

yl am ne (8b, 0239, 0.86 nmwbl) RN ]&HQ?-O DCE was
added pr opi orN}lRiehyde (0.2 i, O 2277 mol)

5 3N0Memvb|) The
z#t ™om tenperature for 2
i jeonal 0.3 nL of
0.64 g of sodium

aqueous L C]—| The organi c pMse was dried over

gnesi and concqg-tp::atgq,g. The resi due was
Chb@@(&%}ﬂ@bﬁ @jlica 0Gh: @L@tﬂ ng with an 1o ethyl
aGH. q{t:%/}p@ﬂ(@@ﬁ dPent to provide the free base of Ic
as a dark gink’solid 0.1759 (58%. The free base was

?&Qb&ﬁ@ﬂ@@%?@gﬁﬁﬁwBﬁﬁﬁi a7, 0.5 mb of 1.0

HO%EA&bbBﬁD(EEﬁt B t O afford Ic as an of f-white
j e 6: Preparation of

(2 l\/bthoxy ethyl) [2 nmet hyl -7-(2, 4, 6-trinet hyl - phenyl)
- 2H i ndazol - 3-yl ] - propyl -ani ne Hydrochl oride (le) and

[15epErté.F Mei}%p_ng%& Q%%ﬁ@tﬁyl%—{(%&ﬁ tﬁi{péqﬂ)';yl)p}gﬂyl) -2H-indazol-3-yl]-acetamide
'(('%?_%7-@' Vi3t ]7 @, @%uhb@h&pﬁlﬂér%l»ﬁq -1 kol BRI 8b; 0.17 g, 0.64
mMole) and TEA (0 09 mlL, 0.065 g, 0. 66 mMol) were dissolved in dry THEF (6 mL) under
nitrogen atmosphere and cooled in an ice bath. Methoxyacetyl chloride (0.06 mL, 0.071 g,
0.66 mMol) was added and reaction mixture allowed to warm to rt and stirred for 2 hours.

The reaction was quenched with cold water, diluted with ethyl acetate and washed with



M M M/ M MM 8 : R=HI1(a) le: R= C3H/

19b: R = COCH2OWe - (b) Ih: R= CH5 20b: R=
WERROHREEH3 (a) McOCH2CH20OOCL1, Et 3N, THE (78% PCT/BP2003/013161

BHBTHF, THE (47%;: (C¢)R OHO, Na(AcO)3BH DCE rt,

(51% Step 1 2- Met hoxy- N

2 th L4, 6-t t hyl
[ i eé/ gghur(l }bona'rceI SO utPqu, brmg Qrﬁ <)ir1 ci_lc;\lrerr] gﬂaafgglesmm suifate The

liw haze évzs éo&eﬁtuteaeidefrorahgwé d it pindazal (oaﬁgln%)
mivbl ezz and

gStqp B MtshoShehid) g2 sae il (b hedrneit Rty Fingarol-3-y1-amine
nl(idH%Q%Ol\/ﬁH[HﬁM%ﬁ (f'néiﬂﬂ ﬁ@?& Gerhfétlﬁi'l‘—‘?h%poHhmdazol 3| 3/1] -acetamide

Met hoxyacetyl “chlorid

5 watdhi@dées: &ﬁa mMal waé dlsmlseftdurlé L |démEHFt@dﬁm Ritrqgep gtmosphere. A
: a@ﬂ/{] ﬁﬂi&?Qf ﬂd}ﬁn@T exTHqHF«’ﬁ?és 2, 385 nf61Y %@Qddeél all at once

cold water, ute acet ate and washe

wiend thagnixyans hesed 3T4reﬂerr/fcgﬂzlmugfa@hgwp ed te3t.sHpqfeagtiqn mixture was
S '&Qénumcnﬁ@ {vfl?'i@%q{éﬁécﬂfebﬁ{‘sohﬁfdr{%da&ﬁa&%a REhUERY] acetate (2% 50

rm nesium sul fate organi ¢ phase was concentrat ed

fldve gombinedextradts wihre ‘pﬂrShRd i1y NeOb gratergogine, gnddried over
10 [ én;lét %@I}r&gﬁ%tf efﬁyéoivrelntrrwgeti%eviaporated arn);l ﬂ}e_f_esiﬁlalg was ﬂ%sh th]romato-

gmp(hgd 0(1211@; elutmg with hexane acetone to afford 20b as a hggt yellow semi-

4&;)@% i/g) nmet hyl - 7- (2 4, 6-trimethyl -phenyl)-2Hin
dcetamide 5 (19b; 0.16 g, 0.47 nmwbl) was

dS@cﬂ @Mﬂhmw-cthyldﬂgf rﬁﬁﬁyl%ﬁm,Ganmetth}d@énn)di ﬁbbpidez@ 3-yl]-prop-

AL n;%b}ﬁgd'rgﬂﬂo%d&g?%anﬁ A uERIB S AnbBod bl Banhyl.7-(2,4,6-tri-

15 hestled- Iﬂtenyléfszhmdfaml -Pyhemise (20bed7 mgod.23midMol) in 4 Tideof DCE was
r 4 S93,M [ %
e el oo A Bl Mol R iyt ot by
5@0d1nt19 tna&'étex;dmmdihyﬂede €1t gdt 532 mdfdd). VﬂlﬂwdcthasBBitred at rt for four
NS B O ) G AU e TR s oo
vvhyd:fdxaieh T&hroogmdayeg;mp ideidd omersnzigrxeauml smifategtn\d/l Cbhcentrated The

20 22%%?({{1%;%% r?%§8g‘?8&2d4 cf:aépndd eh%[ocl? wWith a1 ace ne/ h%)((ea{rlle%%dient to pro-
o ( ﬂideﬁhhfmg/bfs'e by the ‘r{t]fécnmpkmhd as 4r2<,)141 (BB-thgi 5186)h Whe;ﬂ'&l’wk@ was dis-

:rgcﬁ-gletglgﬁi I Eﬁl%ial'l(é grr %%Ei H‘éﬁ'&/& g](rﬁ.y(?fqydj OGB48 { Sherto afford Te as

[aiightﬁﬂdbw?po(vﬁeﬁ(mngﬂ 15 net hyl - phenyl)
-2Hindazol -3-yl] -amne (20b, 47 ng, 0.15 mwbl) in 4

1 4 .
%@1—%3%%}81 ?tgl%ﬁgZ éné{g};\llgﬁ?i %?r]t¥1rr|1et]§yq P n}rrﬁ' QI-lo}nSera]zolgB—yl] -amine
25 t HydeethborydeolohyHs & sldulién mﬂ(MeﬁLoﬁ)’Z-eﬂ’fyljl-Dz méthgl-7-(2,4,6-trimethyl-
react | Il I dat f our. s, o he .
PRERAR e PR ch Gt (Rl e e rdio e SV E R pfglctloroethane
aguae adl&edaamtatdehyﬂe (00 rmok,i 0855 gThe5 asdgal)ifalldvwaeder fewasmutes later by
dried over ntrated. The 2
- eafne R CERA TR (hntl T BN AT e iy e sired a
apoGetapeahex ﬁfr&fo@fl&dire nherd dmnédmlth idétdr] drbmetliame ahdmshed with
0
30 gfggltépe\%gille%qllsgargnqo 1%%1nlgjycﬁl'oxﬁe 'ﬂle or(gamc mﬁase was drleg over magnesmm
sulfate and the solvent evaporated. The residue was chromatographed on silica gel and
eluted with an acetone/hexane gradient to bfdﬁde the free base of the title compound as
an oil (72 mg; 58%). The free base was dissolved in 3 mL ether and treated with 0.25 mL

of 1.0 M HCl solution in ether to afford Ih as a pink powder hydrochloride (65 mg).

35 The following compounds were similarly prepared according to Example 6:



solved in 1 nL ether and treated with 0.1 nL of 1.0 M
HCl solution in ether to afford le as a light yellow

w@ondeso6gL0nyg) . Et hyl - (2- net hoxy- et hyl ) - PCT/EP2003/013161
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[2-methyl -7-(2, 4, 6-trinethyl-phenyl)-2Hindazol - 3-yl]
iam ne 25 Hydrochloride (1h) 04170 a sol ution of

2- met hoxy-ethyl)-[2-nmethyl -7-(2,.4,.6-tringethyl - .
ﬁﬁ@ﬁmqpyhﬁhﬁ{ﬁﬁa{hﬂﬁx&%ﬁﬁ:faﬁwé{é T Bhsh; f)@ﬁ'i’éyaé?l'%r}’g5Pf°PYl'amme
Vbl drohitR a0id @kt (P)chl or oet hane  was added
acet al dehy

de (0.07 nL, 0.055 1.25 | | d .
Feannd-Hordbt Booethgy 7 (34 i el B ERay B g 40 ropyl-amine
(0. %ﬁﬂgwm;lm&;%amaptﬂq?he reaction mxture was stirred

e

at roomtenperatur or four.hour h iluted wth
P oDt LA e mtey agherlo 2 -inang iy mggpgl"cfh@gﬁnyzm'ﬂmﬂhﬂ"
anmlHO S 0% a6 acidh @1 qi@ani ¢ phase was dried over

magnesi um sulfate and the 'sol vent evaporated. The

id h t hed - i1 I
en o i AT B BRI -Gr RUD b PP 2 indazol-
base of th%_m_tdhﬁngg};mgé}ﬂgﬁa@(lf)an oil (72 ng; 589%.

T_he free base" was di'ssolved in '3 nL ether and treated
wth 0.25 nL of 1.0 MHC1 solution in ether to afford

I'h as a pikk _pewdesciiydrochl oride (65 ng). 35 N(GH,CH,0CH,),
foll ow ng cenpounds were simlarly prepaged_atcordi ng
to ExgfAp &: WD 2004/ 050634 PCT/ EP2003 @| 6 1N-Me4

furn met hyl - [ 2-methyl-7- @

i met hyl - phenyl ) -2Hindazol -3 -y
amne trifluoroacetic acid salt 5
[2-nmet Wd - 7- (2, 4, 6-trinethyl-phenyl)-2Hindazol - 3-yl ]
- pr S%E{tgi ophen- 2- et hyl - anmine trifludfo-acetic

aci 13 @

Bi s-( -T&t Eég%/lldﬁ%yl )-[2-methyl -7-(2, 4, 6-trinethyl-phe
nyl)-2H i ndazol - 3-yl]-am ne hydrochloride (If)

RN, ( O2) ZOCHA NG @HGHBEICHEN, Rrr teobd, cymdufihe (D), (c)

\' N30 M 2 .’ 0020b: R=H~,a
21b: R = co&lzove%"l"ﬂ‘}&“mchﬁ@kﬁ/) ‘ (a)

Step 1: 2-Methoxy-N-(2-methoxy-ethyl)-N-[2-methyl-7-(2,4,6-trimethyl-phenyl)-2H-
indazol-3-y1]-éicetamide (21b) - (2-Methoxy-ethyl)-[2-methyl-7-(2,4,6-trimethyl-phenyl)-
2H-indazol-3-yl}-amine (20b, 72 mg, 0.22 mMol) and TEA (0.033 mL, 0.024 g, 0.24
mMol) were dissolved in dichloromethane (3 mL) under a nitrogen atmosphere and
cooled in an ice bath. Methoxyacetyl chloride (0.02 mL, 0.024 g, 0.24 mMol) was added
and the reaction mixture allowed to warm to rt and stirred for two hr. Reaction mixture
was quenched with cold water, diluted with dichloromethane and washed with saturated
aqueous sodium bicarbonate solution, brine and dried over magnesium sulfate. The sol-
vent was evaporated to afford 70 mg (80%) of 21b as an oil.

Step 2: Bis-(2-methoxy-ethyl)-[2-methyl-7-(2,4,6-trimethyl-phenyl)-2H-indazol-3-yl]-
amine hydrochloride (If) - 2-Methoxy-N-(2-methoxy-ethyl)-N-[2-methyl-7-(2,4,6-tri-
methyl-phenyl)-2H-indazol-3-yl]-acetamide (21b, 70 mg, 0.18 mMol) was dissolved in
5mL of dry THF under nitrogen. A 1.0 M solution of BH;-THF complex (0.35 mL, 0.35
mMol) was added all at once and the mixture heated at reflux for 2 hr, then cooled to rt.

The reaction mixture was acidified with 10% HCl aqueous solution and extracted with



(a) McOCH2COC1, TEA, THE (89%; (b) BH3 THE THF,
reflux; (c) HCl, Et20 (68% 1o Step 1:
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Reaction m.xture ched th cold water,

dith gthegtagtiard & asmy wsg?ﬁéﬁawa -washed with saturated
aqueous sodi um bi carbonate solution, brine and. dried

ORRAmpRAIES UM igl-F 2@6 Ehﬁetﬁ héf&I)tZPl\Eiﬁd&\S&pleﬁbS lic acid
to afford 70 ﬂ‘?'8010?( of 21b glé an oi|l. Step 2 gy “
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nyl)-2H i nd Ve _ 3.
2 Mt hoxy- N %ogﬁbpﬁﬁeﬂ%pLﬁfﬂeﬂﬁl_&?z(‘i#é&t}]uﬁEﬂﬂﬁghéﬂ}gﬁ-ZH indazol-3
- net hyl - ph#] ¢t)1¥1:1>ﬂarmdatzmne yéno]chlecléﬁé%)de (21b, 70
ng, 0.18 nmwl) was dissolved in 5nl of dry THE under
nitrogen. A 1.0 Msolution of BH3-THF conpl ex, (0. 35
m., 0.35 nWwk) was added all at once and t'|‘h xture

reffux for 2 hr, then cooled to
s aci d| fied wth. 10%/Hd aqueous

as

_-65(bEt OAc (2 X Nﬁlh]ew or gani c
pMeed with 1M NaOH wate brine, dried
HS S atMe The residue
and el uted with
ee base of If as

The free base was dissolved in 2
¥€1.0 M HC

m. @EB@[ Wh 0.14 nL ore1.
So&WWbéI]vdP?)cﬁ hetplaedPord If as & white powder (25
oy (R %‘5& A S

C,ycl@ - et hyl -
(2,4, 6- tr| nmet hyl - phenyl ) - 2Hi ndazol

ylfﬁ@ﬁé&&%—%s (BL4 g@ﬁﬁmaﬂ&l@léﬂ%ﬂ@ %&H‘Zbg% Eirm)x;)ﬁc ac1d(§clzpro|ﬂylmethyl—
propyl-amide (Im)- 2-Methyl-7-(2,4,6- trlmethylphenyl)1ndazole—3 carboxylic acid (10b;
400 mg, 1.35 mmol), 1-hydroxybenzotriazole hydrate (202 mg, 1.49 mmol), 1-(3-di-
methylaminopropyl)-3-ethylcarbodimide (EDCI ) (287 mg, 1.49 mmol), TEA (0.38 mL,
275 mg, 2.71 mmol), and N-propyl-N-cyclopropylmethylamine (0.20 mL, 153 mg, 1.35

mmol) were combined in 16 mL CH,Cl, under an N, atmosphere and stirred for five hr at
rt. The reaction mixture was diluted with EtOAc (50 mL), washed successively with 1IN
HCl, H,0, and saturated NaHCO3, and then dried over MgSOy. Evaporation of the sol-
vent afforded 486 mg of crude product, which was flash chromatographed (EtOAc:hexane,
1:3) to afford 350 mg (66%) of a viscous liquid , which-crystallized on standing to a white
solid. (Im; mp 112.5°-113.8°)

Cyclopropylmethyl-{2-methyl-7-(2,4,6-trimethyl-phenyl)-2H-indazol-3-ylmethyl ] -prop-
yl-amine hydrochloride (In) - (N-Cyclopropylmethyl-N-propyl)-2-methyl-7-(2,4,6-tri-
methylphenyl) indazole-3-carboxamide (Im; 263 mg, 0.67 mmol) and 1 M borane-THF



10b: X =CR2H I (a) In Im: X = CON(Pr)CHZ c-C3H5 (a)
HOBT, EDClI, Et3N, CH2Cl2, c-C3H5CH2NH-n-Pr, rt (66%;

waooghyoeBH3 THF, THF, reflux (76%. PCT/EP2003/013161
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NAFRIOR2s aavisroup ieuid whigh @vsé%ﬂlwgmsta@ag}dﬂmfr@rbam wasgenverted to an
S Qkr-wifitdolid i HsdARE: AR, @h; HpUYSS sR19SIESL, whi ch was
f as‘ﬁ chr olmat agr aphed ( Eth gxane ? 3) to afford

ng, (669 of a viscous |iquid, mhlch crystallized

oﬁxemahcﬂ ng [ T-6-Meihowe2-meghylyridineg-whp2-methy-2H 3ndprol-3-y1]-di-

Cycl opr opyl 'ag"“
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t hyl ] éﬁq%{aop yl -am ne hydrochl oride (In) -
(N-Cy &opy!l net hyl - N- pr opiD)C 2- met hyl - 7- (2, 4, 6-t 11 HNCO,-t-Bu
met hyl phepy ndazol e- 3- car boyagi (I(H?O)Zlﬁg)h‘sg 0. 67} '
ol ) Mandl 1 r are—HHF \Wk-2804/ 34 ——>  Me—N

PCT/ EP200T [ &5 i, ELNSS nmol ) ‘N/
were conbinedgn 10 nL of dry THE ynder a at no-

sphere and_heated at reflux overni ght. %N Ba soln Br
(4 nm) was*hdded caut i ously and 3 eated at reflux for 32
20 min, then all owed kﬂ:ﬁ‘?(" in an ice bath. ﬁ@q:r)

m xture wgi,rgg basiy wiih 6Ra@EEk, 5ol n, thdn
partitioned_Detw ?nga? » (30 nL) and brlﬁg 25
5 The EtOAcIa er .

harat ed gi@' ed over=t .

Evaporatlz))rﬁ1 $ soI ent] af f or resi due whi h
was flash i Bgr aphed ¥rl: 3 Mfexane) to giRorife
193 ng (76% as a viscays liqujd which crystallf zel
on standing. The free baSe was rted to an NN
of f-white solid di hydrochl ori de s%t (In; np OMe
125.8-133.5) Exanple 9:
[7-(6- Met hoxy- 2- met hyl - pyri di n- 3-yl ) - 2- net hyl - 2Hkkndaz
3-yl]-di- 10 propyl -am ne trifl uoroacet ate l\/bOZC HO

ngﬁﬂqﬁgép f&}?ﬁaﬂgpé %%E)Sliﬁ% NarSier$-2 carboxyhc a8 mc'a\ghyl ester (30;

3.37¢g,12.5 mmol), 60 mL of methanol, 20 mL of water, and lithium hydroxide mono-

hydrate (1.61 g, 38.4 mmol) was stirred at 67 °C for 16.5 h, then concentrated to remove
methanol. The residue was partitioned between 50 mL of water and 50 mL of dichloro-
methane. The aqueous layer was washed with 50 mL of dichloromethane and acidified
with 3 mL of a concentrated aqueous HCl solution. The precipitated solid was isolated by
filtration, rinsing well with water, and dried in vacuo affording 2.52 g (79%) of 7-bromo-
2-methyl-2H-indazole-3-carboxylic acid (31) as a pale yellow solid, which was used with-
out further purification.

Step 2: A solution of 7-bromo-2-methyl-2H-indazole-3-carboxylic acid (31; 2.51 g, 9.84
mmol), 25 mL of toluene, 25 ml of tert-butanol, triethylamine (4.2 mL, 30 mmol), and
diphenylphosphoryl azide (6.4 mL, 30 mmol) was stirred for 1 h at room temperature,



N(n-Pr)2 N(n-Pr)2 1) TFA Pd(0) (PPh3)4 j Me- N% Me- N%
2) EtCHONr B(OH2 N NaB(OAc)3H Br Me 33 c(Me N N
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step 4: A mixture of (7-bromo-2-methyl-2H-indazol-3-y)- dlpropyl—amme (0.062 g, 0.20
mmol), tetrakis(triphenylphosphine) palladium(0) (0.014 g, 0.012 mmol), 4-methoxy-2-
methyl-3-pyridyl boronic acid (0.040 g, 0.24 mmol), 1 mL of N,N-dimethylformamide and
0.4 mL of a 2 M aqueous KsPOy solution was stirred at 65 °C for 8.5 h. Solvents were re-

moved in vacuo and the crude mixture was purified by reverse-phase HPLC to afford Ix.

Example 10:  7-(2,4-Dichloro-phenyl)-2-methyl-2H-indazole-3-carboxylic acid cyclo-
propylmethyl-propyl-amide



al dehyde (0.072 nmL, 0.99 nmmol ), and the m xture was
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35um(®) (0.097 4, @D&%mcablaedﬂp mlgefs 2 M &qUApuS‘N 225°Qs sofugion was stirred

88 st 86 ovel bl SRR o u g 293 fpd the i

Stk &HvhOlasBbd With30waD 8f 4 Waﬁ&ﬂ)dq&%ﬂa\k((ﬂ [98utibn, dr1ed over MgSOy,
THF/ hept ane/ et hyl benzene (4.3 nL, 8.6 mmol)

s‘@temcd ond warcentrated dol a yellgy sil. (ﬁpmnqélrsnmqgranhye(ﬁ—> 10% EtOAc/-
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) S G T RS Dot
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Sﬁnﬁg og %foq‘étﬁ OIF]I Cpgﬁﬂflg)(c ogjro%qerﬁe%lnyl WI%‘?ne%eé@ IJHE WIHOD in 12
mL of benzene was slowly added a 2M solution of trlmethylalummum in heptane (2.4 mL,
4.8 mmol), and the solution was stirred for 75 min. The solution was transferred with a

pipette to a solution of 35b (0.200 g, 0.597 mmol) in 10 mL of benzene. The solution was
heated to 79°C, stirred for 2 d, then cooled to 0-5°C. A 2 M aqueous NaOH solution (20
mL) was slowly added, and the mixture was extracted with three 20 mL portions of di-
chloromethane. The combined organic layers were washed with 40 mL of a saturated
NaCl solution, dried over MgSOy, filtered, and concentrated to a brown oil. Column
chromatography (0—20% EtOAc/hexanes) afforded 7-(2,4-dichloro-phenyl)-2-methyl-
2H-indazole-3-carboxylic acid cyclopropylmethyl-propyl-amide (35c: 0.117g; 47%) as an
oil.
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to Exanple 10: 37a: X =Br
7-(2, 4-di chl or o- phenyl) 2- met hyl - 2H i ndazob®: I=Car-fIaCH,
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conmpound was simlarly prepared according to Exanple

1078 € thésolationmva aéddfdytl-hapianm@( 1v9smUskh inmalhend the solution
reaction sequenc r ed as, in

RSt RO R EHTOB O HAFE TP 1 hefrof e g BaRicOs solu-
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-en
(78%) of 4-(7-bromo-2-methyl-2H-indazol-3-yl)-heptan-4-ol (36).

Step 2: A solution of 4-(7-bromo-2-methyl-2H-indazol-3-yl)-heptan-4-ol (36; 1.75 g, 5.38
mmol), 50 mL of toluene, and 4-toluenesulfonic acid (1.23 g, 6.46 mmol) was stirred at

110 °C for 20 h, then allowed to cool. A saturated aqueous NaHCOj solution (50 mL) was
added, and the mixture was extracted with three 30 mL portions of ethyl acetate. The
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sol ution was ept anone

anckthihé - € B)-Itpropyl-iwesl -enyil ;-2 Heindyml (3G} ,

e

| ow .
CPBR T AGTUF REL ol

allowing to
eous

TR T B Pt Bfencte (57

WLERA gt Areemn3dl), B 4-gizhioropisenyT barbhiglacid(d g 6.94 Hndol), 18 mL of
rPYisreay e L N G e iR s e gy Q9 66 & 0.143
‘(?%n(?/gl‘?gl]?& PRRYofla®r M2 &Lt %aReDh Wik s@feesk 85 €0k rnight, then
4aljovask torepol? eyl lagatate kb G mdaxvas addegd yndidistrairture wias wadied with two

S - ' . .
s BRI aeps Ny sy T comhing «ps
eyl pcet8e ‘Fhe edmbinkd erganicdayers were dried over

1extgacted witl3 20 mipo

SRR 5y

ace%eé);us layers were

RS o atli Ol Lo B bt o506

ABLBALBeAEKY B osQIdUL 3700(8856) dTl7)(2uRdichResi@lendnd-hédiyl-3-((E)-1-

m xt u was extracted wth three 30
epmyi-ge% g2 12@%737)@59@%46
-70 conbined organic layers were dried over
f BkdripRd2: aPHARMAERUTICAY AOMROSITIONSI | .

portions of
-EP2003/ 013161
My SO4i
Col umm

chr omat ogr aphy (0->8% Et QAc/ hexanes) afforded 1.47 ¢

9% of. 7-b -2-
&réﬂ?@og@p(‘(f rggﬁéﬂ'ﬁmﬁrﬁﬂ?nl -enyl )-2H i ndazol e (37a).

step 3: A mixture of

thyredient2- met hyT - 3- ((E) - I- propyl

opwit7vwt.enyl) - 2H i ndazo

e (?73; 5 1 47 g, 4. 79 nﬂnl), 2 A-dirhlnrnphpnyl
hAFEYs ivgEedieat (1. 32 g, 6.94 ol )| 20080 0L of et hyl ene
[¥&Qle di methyt ether, 79.5%

etrakis(tri phenyl phaosphi ne) pal |
DMeggesigmsteprataid 20 nl of a 2 M

adiun(0) (0 166 g,
dYeous Na2COB

T e dolgrd UL

Eésﬂsgl gg%ﬂ’ltgfg%‘%g fdhdél‘t’ng each; one

niagsulesvondd approkisehted tafaktdedy dosrged. portions of a

saturated aqueous NaC sol ution.

The conbi ned aqueous

| %6l & SAULAGLEIsu th 20 nL of ethyl acetate.
T% go%ﬁ%i?neo ofganlﬁg | ayelzrs were dried over Na2SO4i
filtered, and concentrated to a brown oil . Colum

cngredienigr aphy (0-*5% Et OAc/ hex

ghegywhiforded 1.57 g

8% ﬁifgreaie‘,lng' 4=di-chtoro=phenyt)

SegeEthyt=3—((E~1

Magnesium stearate 0.5%
Crosscarmellose sodium 2.0%
Lactose 76.5%
PVP (polyvinylpyrrolidine) | 1.0%

The ingredients are combined and granulated using a solvent such as methanol. The

formulation is then dried and formed into tablets (containing about 20 mg of active

compound) with an appropriate tablet machine.

Composition for Oral Administration
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propyl -but-1-enyl)-2Hindazol e (

37b) as a white solid.

Exanpl e 12: PHARMVACEUTI CAL COWPCSI TIONs 15
w@ovposicsd on for Oral Adm ni strat
w./wt. Active ingredient 20.0% Lactose 79.5%

Magnesi um stearate 0.5% The | ng?%di ents are m xed and

Lshensed into capsules containi

i on | ngredi enPCBEP2003/013161

ngabout 100 ng each;

o%}edé%lﬁsul e woul d appr oxi nat e a ARt dai | y dgsage.

Qﬂ;\gsd'oh{ﬁy&nfior Oral Adm ni strat
WA

Active jngredient 20. Q9

PP gl Ngredi ent %
(! I\/égneqi um stearate

PFgwaricr@dscar mel | ose sodi um 2. 0%-5Bact ose 76.5% PVP

S)&Iié(fﬁi (irPcY TotTdime)y 1 0% The
conbi ned and granul ated using a

iﬂ;gedi ENts are
sol Vent such as

nifettgrhphrabdine: 20 fornul ation i g @.h®g dried and fornmed

nt A + ol A+ o (At AL o Ny A g DO ooy £ o
| AV AU L S \bUIIL ar 111 IIU auyuul 4 Ul alll vKeE
araben . U? .
ché’XL%dj’ Wth an appropriate tex\k;t?e € machi ne.

Corgmuddtéd sugaf or Oral Adm ni strat

EP20N02/ N12161 71 1l naraodi an

2615 3AD 2004/ 050634

Nt

CTE] 01316 A—rgrediemt—Arpunrt—Aetve
cg?FbHBEqu’. ??T‘ﬂg“o umaric acid 0. Eilléfgl $odi um chl ori de

VEegtim REVANderpRr@p®n 0.15 g P

25 5 Sor-hitd

opylg paraben 0.05 g
)l (/0% sol-ution)12.-85

gFlaX@s@Rgim K (Vanderbilt Co.) 1.

==

Bm’?ln'g\v/ori ng 0.035 ni

bRKkiBgS 0-5 ng DistiTTed watg
ngredients are mxed to forma

I3 O.%-rﬁg to T00 M The
suspension for oral

oBistiHedwateri on. Parenteral Fort

ndsatq H19 1l v)

The ingredients are mixed to form a suspension for oral administration.

Parenteral Formulation (IV)

Ingredient % wt./wt.

Active ingredient 0.25¢g

Sodium Chloride gs to make isotonic
Water for injection to 100 ml

The active ingredient is dissolved in a portion of the water for injection. A sufficient quan-

tity of sodium chloride is then added with stirring to make the solution isotonic. The solu-

tion is made up to weight with the remainder

of the water for injection, filtered through a

0.2 micron membrane filter and packaged under sterile conditions.

Suppository Formulation

Ingredient % wt./wt.
Active ingredient 1.0%
Polyethylene glycol 1000 74.5%
Polyethylene glycol 4000 24.5%

The ingredients are melted together and mixed on a steam bath, and poured into molds

containing 2.5 g total weight.

Topical Formulation
Ingredients grams
Active compound 0.2-2




Ingredient %wt./w. Active ingredient 0.25 g Sodium
Chloride gs to nmake isotonic Water for injection to

wa2®4n5063he active ingredient is dissolved i n BCPBP100DOL3161
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of the water for injection. A sufficient quan- tity of

sodi um chloride is then added with stirring to nmake
the solution isotonic The solu- 5 tion is nmade up to

\ﬁéiagﬁ@ with the remainder of thE2water for injection,

ITW eﬁ%g(] thr ougn a U, Z2 1 Ccron TTLETTDI' ane fiiter and

pac aﬁed under sterile conditions. Suppository
Pdr aﬂlon I ngredient % wt./wt|> Active ingredient

JP Y (1 Hyethytene gt y_L,ui 1606171, 5% Potyethytene
Ieyré’ :1‘:1'1' 000 24.5% The ingredients are nelted together

eMelthyipeeabamn a st eam bat h, and p@ﬂﬁ ed |nto rml ds

‘A Taoapri—eos orm oo A

) ot al o
@ ag,]ﬁ?g graErJrB Active gorrpoL(msOPZ 2 VO

m/(&i?ﬁ%%éﬁ%%&l)omlm 081 Span 60 2 Tween 60

ral ol Pet r ol at- ym-10 Methvl paraben—0-15

ISALERS AN

Sﬁffl par aben O 05 BHA (butyl a‘ﬂéa Rydroxy ani soi e)

WIDEf the #HgRédiéhts;: exde%@ whtdr, 4¢ c&rﬂBmle& Gfl@ ﬂhzﬁ@& o al€ 60AC with stirring.
wat er,. are conb

and heat §$ (t)hg wth
st peifringt QueRCSLA T EDRRIANT e adgedon - visgyis stiging to emulsi-
115 thd18BreantdadaNd WhteY HEArAAUSd §5idbound® enmul si- fy the
|ngred| ents, and water then added g.s. about 100 g.

Spray FqQrnul ati ons 5 Several aqueous suspensions
WMERECTM YR out 0. 025- 0. 5 percent active
corrpound are prepared as nasal spray formnulations.

Tﬁé@erﬁpd'cfﬁ@b@d Juepénsidpk t@lﬁtainhIYg omtadoit 0. mOJS\@rctdﬁt active compound
gredi ents such, as, F & cr%ﬁ jne cel Ia:ﬂ;{ose

JstPTCa B BRyhahy Fegiaiogte TheibRTARISRS ogHePalijgontain inactive in-
| drkd@entklyalihosé. o inficr@@rlyﬁalﬁﬁ&' cdlRilRddedidng catibkahethilcellilése, dextrose,
na%%a e Isfi?er aI-nycIroc OI‘I? Eulzl may be added to adjust pH. The nasal spray formulations

" may be delivered via a nasal spray metered pump typically delivering about 50-100 micro-

liters of formulation per actuation. A typical dosing schedule is 2-4 sprays every 4-12

hours.
Example 13: Intracellular cAMP Stimulation Assay

Human Y-79 retinoblastoma cells are grown in RPMI 1640 medium with 15% FBS.
Measures of cAMP accumulation are performed by using NEN Adenylyl Cyclase Flash-
Plate kit (SMP004). The cells are separated from culture medium, washed twice with PBS
(150 Xg, 8 min), resuspended (2E+6 cells/ml) in Stimulation Buffer (provided in the kit),
and then added to 96-well FlashPlates, (50,000 cells per well). Various concentrations of
test compounds are incubated with the cells for 20 min prior to the addition of hCRF (30
nM). The total assay volume is 100 (L. The assay is terminated after 20 min after addition
of the hCRF by addition of Detection Buffer and ['*’IJcAMP. After 2 hr at rt the mixtures
are aspirated and the bound rad1oact1v1ty is measured with a Packard TopCount The
potency (ICsp values) of test compounds in 1nh1b1t1ng the hCRE-stimulated accumulation
of cCAMP is determined by nonlinear regression analyses with interactive curve-fitting

procedures.

Example 14: CRF Receptor Binding Assay




maybe delivered via a nasal spray netered punp
typically delivering about 50-100 mcro- 10 liters of

w0 oooab@s4 on per actuation. A typical dosing sediEEP1083/013161
IS 2-4 sprays every 4-12 hours. _Exanple 13:
Intracel lular cAMP Stinul ati on A§8say Human Y- 79
retinobbé'aI toma ce]ls are grown in RP 164 rredjul{;?E

wiEmae  neyppblastpae cgis FRgEvER EFHYP Se7biengs @ MEM medium con-
glﬁtﬁit&lﬁ{ ?ksh&gg%d}ﬁaiﬂggt%gﬁﬁ)q del@fﬂ’}&&ﬁatﬂaﬁaltﬂ)' 1m® nonessential amino
al e e C S re se rom
cctdsy %ellr@smbmneﬁa%eﬁgsmr fg ﬂmsgefﬁifé @9 Rigterachgrh DeSouza
I q3o5H)eTHe eem%Esm@eArle %ésm;ﬁenued st IG%laﬁle@waééhfb%Efer (5 mM Tris HCI,
(prow ded |n th and th n added, t
5 FI 18gni {r@é @& 14 apBL vhﬂm?genvs w&gsa Botytron, and then cen-

C qaﬁ?g@a beds, @mﬁG%r 20 Bisd atQLGGPPH@ﬂﬁnﬁﬁ@né prbRatedlashkd Rvice with wash
the cells for 20 mn pri)or to_the addition of hCRF

mensTgGor s 44 Cland en psappendab SOTyATS EICL 10 mM
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pot ency (I C50 val ues) of test conpounds in inhibiting
the hCRF-stinul ated accunul ation, of CAWVP is

dekhercompstitipy binding #eairis pederamed e Bral volsae o426 pl, which contains

i %&'&%ﬁi’felv 0GRV Esd-H ﬂﬁnlvPMg%ﬁ%%ﬁM E(?ﬁA JFOEBsa, 84mM bacitracin
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BI04 SOUILIIER 48 U g cnc
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enpessiadingas deipmged soihdsuVGRRE. Rardiig Fesgtions are termi
arrﬁtef?f a?f%?? rﬁ;ﬁ%gﬁﬁx'é ROy fepiﬂg tl‘&fougx 6687 GEIC ﬁRQf plate using a

DeSouza cells resuspend

1Pagkird &I@,V@ter\ﬁﬁ%mrmmﬂefleé) - Wrﬁl‘@r Plete is Breiueafmi with 0.3% poly-
N%@;ﬁ nei?mﬁq\él E@;BD% ~wAbhelt Vf}lﬂ%v %bh‘f%ﬂ@@ HiqulsVT{th 1@ mM MgCl,, 2

tron, n cen- tr| 000 G fo

mmMEEGEE, 0. 193 5o pbt 2Rt HEDI Upboamcéradwﬁ@utx lmr@r@owdthy four rapid
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pHopChuat. IR} arepnalye¢chusingeemdingari ltﬁmatn@ cpieditiing t(dobtam ICsp and
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The conpetition bindi ng assay is performed in_a final
v oTherpempfounggof the phgseht inventiginigere getiveyin perepior bisbingand functional
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re-treategd with O. 3%po|7y.1

The features disclosed in the foregoing description, or the following claims, or the
accompanying drawings, expressed in their specific forms or in terms of a means for

performing the disclosed function, or a method or process for attaining the disclosed



et hyl enei m ne and pre-washed with washi ng buffer (50
mM Tris-HCL, 10 MM MB02, 2 nM EGTA, 0.2% BSA, pH 7.2

wW@e004@¥e634nbound radi oactivity is renoved by fPBUI/EPZPS/ 013161
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20 washes (0.8 m/well) with wash buffer. The
radi oactivity is quantified usTﬁﬁ‘a_Packard TopCount .

Dat a are analyzed using non-ljnear iterative cyryve .
fTotltntg SPRrogeLs MayCSBAIAHY> OHY 411&@5&)@%} gtictpfgptures, be utiized
Viryesizaig@hepiveNtesh fof &R foeRy dldiest. (-1 0g of 1C50) The
conmpounds of the present invention were active in

receptor .bindin nd_ functiqpa]. assays...The pl.C50 of.

riﬁ? lozegsing myen been ?fqlﬂ@ leﬁp&leﬁysr?&hyaﬁafofﬂygﬁtwn and

acg)&rrﬁﬂ@ﬂdi* ﬁéﬁ’?f%fmkﬁ Iaﬁd ?Egﬁf)@ﬁgﬁ%h ﬁ:?ﬁm;)lé'gﬁlﬁﬁus% to oneI of skill in the
oun Jda 7. o 7. R.7. . c

7ax] th ég‘ffé‘i&i %ﬁ%@logf@ev%setaafr he E’lﬁéﬁ?eérvﬂgtﬂl Hf scBpe éfthe appended

dgsiehsl 'Dhél_@fbre,gﬁs tdBe f1RddrodbA that gl@é aﬂ%%v% 8ésctipon is intended to be illu-

acconpanyi ng draw ngs, expressed in. ir_specific )

f $Fatve ap Pﬁglfeé‘if}?ﬁ“’%?% §eBH %fs“?% VeREoR %Prﬁki gﬁhquFIé’re’ be determined

OhS(Gkias ferbhRab itBNaboRE descitibe b shAleeesadbeidetermined with

attaining the disclosed 2004/ 050634

peeforereedo shofpBawms appandeddlams, alangwish Hisrflhseope pfgquivalents to

S@ARh3LE MainBfaré Bat@lg. conbi nati on of such features, be
utilized for realizing the invention in diverse forns

thereof. The foregojng inventiaon has heen described i.n .
sohrpaigaisapatemanRdeAtions and puphicatipphciieddn tis appiicatipnre hereby in-
PeBTPORES] 19f refdr@idetiy t}fé'ﬁderiﬂﬁét? FSxt ANHirPSses td théksdrhe BRent as if each
obviQus to one of skill .in the art that g¢hanges. and

nediadeal Paisat Patept sRplisatien prblication wererse indipdaally dengged.
appended cl aims. Therefore, it is to be understood
that the above description is intended to be illu-
strative and not restrictive. The scope of the

i nvention should, therefore, be determned not wth
reference to the above description, but should instead
be determned with reference to the foll ow ng
appended clains, along with the full scope of

equi valents to to which such clains are entitled. Al
patents, patent applications and publications cited in
this application are hereby in- corporated by
reference in their entirety for all purposes to the
same extent as if each individual patent, patent
application or publication were so individually

denot ed. WD 2004/ 050634 PCT/ EP2003/ 013161 -75- WHAT
IS CLCAIMED IS: 1. A conmpound of Formula | or Il Rl Rl
\ N-Rz N



(1) ( N(I'l) N33 RZ wherein 5 R2is hydrogen, C1_6
al kyl, C3_6 cycloal kyl, C3_6 cycloal kyl-Cl1_3 al kyl,

w@1008/0516B4/1 car bonyl , Cl1_6 al kyl sul fonyl, aryl PCDEP2003/013161
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aryl al kyl, wherein said aryl or_arylalkyl is
optionally substituted wth on®or nore substituents
bg]%gfendent I y selected fromCl.6 al kyl, hal oal kyl,

TH ¢ ERAdE hal ogen; R3 is aryl or heteroaryl
each opti onaIIy substituted with one or nore

sggsgdlﬁlg@ﬁ{dsoflmngiglaq%@quent |y selected fromthe group
consisting of Cl.6 alkyl, Cl_6 al koxy, Cl_6 alkylthio,

Cl 6 al kyl sul fonyl am nosul f onyl ,

monoal kyl ani nosuR’ onyI di al kyl am nosul fonyl, R
hal ogen, hg |, cyano, nitro, and -NRg A
Ra" and R : eac—tR"’l ndeg dently sel ect iroM t he (1)
group consty g of hydr 92n Cl 9 alkyl, = 9

al kyl carb- @myl: 15 Rl in case of conpoundsRof fn’r nmul a

I is -NRaRb, -CRcRdRe, CO2Ra, or -C(O NRaRb; in

case of conpounds of formula Il is -NRaRb, CR RdRe

GWR&ein or, in case of compounds of formula | or

t
CHE S5 Gioe6R Graaly b Bk prefiigh G P@i@%aﬂw@éﬁw grbonyl, Ci
one ;ﬂkylmlfcﬁ 1(33 ?-b/%tdrlh?%ﬂkﬁ, whérd@paiianl (bn/arﬁlglic?bltseﬂtlbmﬂh’lsubstltuted
i Ryvah OP Ay FiOTe s Rty epspdeatlissiiried st eghiob haloallyl, Cig
cyan;gk@)g ﬁlﬁd)halo &n9) NRaO, and -NRaRb', where W each
n

Harg @»3%}1%%?1‘3 OBy sﬂbes;sgaseﬂ% Sy POosifgents in-

Rb ad&epasiily saepe ﬁ@&r\tﬂe aﬁisﬁeing 0Oy gﬂbylgcmmoxy, Ch-s alkylthio,

onS| st dro I
Cl_6Cat %ﬁﬁg@{%% amgpspl %vﬁ»mma&laﬁmnos A;aﬁ%}wmosulfonyl
alr i' ]ilalgglmﬁh%ﬂ(ﬁ laﬁo ?iﬁ&fﬂcafmlﬁ kI@y G«l’l‘%il?é Ié%/ En@Rb ?arle each indepen-
al ky cl oa a et.eroa
ani n@%ﬂyﬁlectggrfrﬁgb@@ ggﬁm cQngipfing e%//%ggq& pl 5 ]8an<i( &1 g alkylcarb-
het egg}qycl yl, heterocyclyl aI kyl, aryl, arylal kyl,
het er oar yl het er ary] al k . | . . R
et or b Shiess BRI 2o R oo IR o

C3_6ir4ed Q?Joh)ﬂouﬁﬂgoﬁo%ﬁmk 1sg-NR§R ~ORER B TCOT 0N
sai d_cycl oal kyl

s o caemed dopiRsiids ¢ ot gt ari g%gdg?;eﬁ;% oAlkeI1CHPE or heteroaryl,

su bS%&f&%ﬁ&ﬁaﬂym%}oﬁQl id %Ehbﬂa]ﬁ/%hsﬁhaﬁkdfwlﬂﬂbﬁ@@r BbALURbstituents
consi sting. -of al kyl ryoal kyl, Cl 6

am nBy epﬁldf??ﬂ}éﬁﬁl‘ﬁ&? fd‘?@l@w?ﬁ‘bﬂ ﬁ@ﬁalllfyﬂﬁ&yé&ﬁlﬁﬁm’ ngq;]&rlsulfonyl .

| g&Yh P 4 b
?’CCYI'/ EPZ%&QI 01%&%15&%58%&0, a(O)NFER 0:[11&’@112’@@ kx@lgggﬁ‘lagldR are

sai deashiindepgpeéansly SF1§Cté<|B¥fPEh elg;gq%gfggg 8g pf ﬁ%&g% Cro aJle and Cy.
dis U?ﬁk}l&é&&‘?yl;\’\’i th al kyl; or
R® and R® are each independently selected from the group consisting of hydrogen, Cy.o

alkyl, hydroxyalkyl, Cy.¢ alkoxyalkyl, C;.¢ alkylthioalkyl, carboxyalkyl, acyl, Cs.¢ cyclo-
alkyl, Cs. cycloalkyl-C, 5 alkyl, di-Cs.¢ cycloalkylC; .3 alkyl, C;.¢ heteroalkyl, aminoalkyl,
aminocarbonylalkyl, cyanoalkyl, Cs.s heterocyclyl, heterocyclylalkyl, aryl, arylalkyl,
heteroaryl, heteroarylalkyl, phenylalkyl, diphenylalkyl, and C; s alkyl substituted with
both a Cs. cycloalkyl and a phenyl group, wherein each of said cycloalkyl, phenyl, aryl,
or heteroaryl groups is optionally substituted with one or more substituents indepen-
dently selected from the group consisting of Cy.¢alkyl, haloalkyl, C;.¢ alkoxy, amino,
alkylamino, dialkylamino, hydroxyalkyl, cyano, acylamino, alkylsulfonyl, alkylsulfon-




Ra and Rb are taken together with the nitrogen to
whi ch they are attached forman hetero- cyclyl or

whedoeosmsy | ring selected fromthe group consiBCI/RBR00$/013161
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pyrrolidine, piperidine, 5 honppiperidine,
tetrahydropyrldlne 1,2,3, 4-tet fanydroqui nol i ne,

4te ydro 0 oline, tetrahydro
ex a8 BB R IREE 8L S of PO BT HEREY KRBl Momosbitituted or
rmr p&i@tﬁbs‘ﬁ@ute&%@@ll@'lldi}e pyrrol e, pyrazole, and

ere each qf _said rings.i tionall
S AR, A e e i thgerato s M@@ﬂi@? e pHashsy form an hetero-
f r Oy oD h&EdaER @ﬁg%&leawﬁoﬁfthagw | ofawfwhdme, piperidine,
am n a

hyd | kyl Ik | k | K Kyl
aty| hABOBiFFHYneciABIEPBIAYIS 127 Lhqlipe; 1254 teteabydro-
am nREALAGHY, @éﬂ'éh?dr@'ﬁﬁﬁ&ﬂk fliéﬁ&ﬁydropynmﬂme,p azohdme, piperazine,

al kyl sul fonyl ani_n am nosul fony am no,

wher BoRPhalisss, g %%ﬂléea;ﬂw PYTQ?@E{%@ lgn@gp‘[jeow fqeyach of said rings is

su bS&%ﬁdﬂaﬁ sﬂ%srtllﬂut@é{' RitAlon@R: en @t QHRSitikMECRRBEE Fidn the group consist-
selected from Cl1 al kyl, bhal pal kyl, Cl 6_al koxy

ami nigg of hKgToH 9%, allelahWP@fﬁl% alkoxy AkorFekH, aramalkyl acyl, acyl-

each,.afn o3 Fifth RTHRYD LABRR al tor! ?ﬁﬂ&yp Ii’t?rhﬁc\(carbonylamlno, amlnosulfonyl
monosubstituted o di substitu yl, 15

cont dkyledfanylamipgr arainpen! fopyl anpnwndmhqwl WWFWF]F ﬁ@qald phenyl
or pg(ﬂ&ﬁf)??s' df)ﬁongﬂ}péﬁlgstltuad Vgﬁh HYEE098Fe orBYEY 1921&‘[;en@@nt§y selected from

al ko Re are each I ndepende

sel e@t edkyly hﬁmlhé @Fs@uwmmmgt 4u§>§amfnqa9@}1@@mn0@pddm¥0gen, and
| k u e
gl kz{eac | ogef Eéﬁﬁﬁﬁg{ogp%tﬁ@hﬁﬁ?%g{l%?:u r disubstituted with alkyl,

het eomyengammyla pm@hémzz pipsaidioyl ,mmhehnyl or piperazinyl group;

ﬁ: éar IL I% %et(g%yo&g‘mac et’ g?i)g%/L/I gllkf;l it
PR bs R aqyleachjmghmmﬁt bn@se@gteﬂﬁom grrosronp gonsisting jof hydrogen, Ci5
ar o u&ﬂ& {/\%g#eﬁamg’agﬁ 5%}(@%@ &Y. 91? l%ﬁH?é.P(y te?oaw girétlerocyclyl
g:} eh terospelylalkyh %pQCI@@bﬁsem@lQMsﬁgwhﬂe@s \aFSEClPaHWl -Cysalkyl,
The S aBRAEchARoat b 3tRqd URDE BAEMIYIELREHEE,FAIRD and C.
al koalltyl sabstitotedayikybethiar(e,s cyiledlky} landiapbend rgdoupaM@g@m each-of said
2
8: o u% ggp%g,ﬂ;hgiq}fl rﬁ] é?ﬁ%@rﬁ%&g gfcglgj sltcﬂatf(g%'ég} aindtidtA B one or
het lerm»ad: Jiq,Hsthn;sl md@f@néem;yale etleclti:I jirlonddm@rqximr@stmg of Cygalkyl,
e
o1 oy RAGTIEYR Syt il B G Mot ek bplggens or
hRt mcbki/mieyhkeﬁ]t _@thérky fordem siivaleﬁBg}@up @tlartcd from C,.salkylidenyl, C;.6
o1 Mgtk VTR g Tyt ..
al kyh&yiealkyhdeapldCheh&wroaycyyﬂldlekyﬂJ C{g]he&ramclyﬂ-icdem@tyhden}’l Gs. 6h€ter0-

\r/]\gf g?gg}'}@?ﬁ%%@? y thed a}lléyh TG C?Ill%l -plkylidenyl, heteroaryl-

or oy galkylbdenil Mh&enoarylaﬂe;ﬂe(hdeﬂdyhglerwélvdﬂed eilq'lmﬁsmd cycloalkyl,

Cl 6 aL ﬁ gﬁ{eﬁ%a XE? /is 8%1%?1“3%8 Plﬂﬁg\tu’ce@q W%gt Oélfe lé)lf' e sﬁ)stltuents in-

t o g etl@pemdmmﬂ)hselda&zdcfmrb a6 lbylnhalodikylh@ys @kcecyaammohdﬁylammo, di-
form cyclo or _heterocyclyl ring; 35 Ra " and
gtlfa%l é’é‘& a&"@%@ﬁ%é’ﬁt |y selected fromthe group
CR?I ahdRf n@ talfentpgethgerith (e cArboaltl whichhthedy aveyethéheld, to form a cyclo-
Cl1_6 al kog}/al @y I lCl 6 al kyl t hi oal kyl , carboxyal kyl ,
acyl § s EPgyI | C3-6 Cyd Cal kyl -C1_3 al kyl |,
S\g éﬁrdebC %%6%211 g}d ééi};le%(t)ls kéiyd:’g’ed fedmGhbgiotipaahkiyting (ffﬂiydriogen, Cio
2]%5{ oxyalky a]]%ill &1 _s alkylthioalkyl, carboxyalkyl, acyl, Cs.s cyclo-

alkyl, Cs¢ cycloa]kyl—C1_3 alkyl, di-Cs_¢ cycloalkyl-C; 3 alkyl, C;.¢ heteroalkyl, amino-




-77 al kyl, am nocar bonyl al kyl , cyanoal kyl, C5_8
heterocyclyl, heterocyclylal kyl, aryl, aryl- alkyl,

whedoeodmsdy/| , heteroaryl al kyl, phenyl al kyl, PCT/EP2003/013161
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di phenyl -C1_3 al kyl, and Cl1_3 aIkyI sub- stituted with
both a C3_6 cycloal kyl and a ph Ayl group, wher ei n

each of sajd c cl o- kyl, phenyl_, aryl het e
gr ouﬂg}’r%mH}ﬂCP aylelkyk graoo g\é hsterocprid, }Eﬁter éﬁ%@l aryl, aryl-
subshlicfluR&tEal %85{91%!1&1/ ph@h}ﬂﬂkﬁddfphéleid’i%aﬂinldﬁd Cy.3 alkyl sub-

consi s |ng of Cl al kyl

ani n¥itugedyitbetha, C seﬂcadfe%ﬁfla@ phﬁy rgS%Pal rem egfélrﬂf said cyclo-
acyl ﬁl&lnﬁhergl ¥y orfﬂétefr&mﬂ gro@pdi¥ |o§tibﬁ£ﬁ)éh9§fﬁuteﬁﬂﬂth one or more

hal ogen, each sai d am _no 8“;ups IS o iti ona

rmnomatqepmle@enspdm@wskﬂetim SFAIRFQTFS! ms of ﬁes Alicyl, haloalkyl,
and B &k @xyt SHb, LRGBHIARS, dﬁmkﬁaﬁlhﬁ) B aﬂoggaﬁylt@awlaeﬁammo, alkyl-
t hey ate atfached form an eterocycly

het efWéany), allylsulfenslews sed h%l@%ﬁnt Aed gAcbop sad ﬁ§11%<? BioyPpis optionally

pyrr HJO‘Il@kLﬂfstltthd Qﬁﬁlkﬂisﬁﬁte@m 2lgrdi ne,
t et.r ahydropyridine, 1, -tetr h droaglnollne

1R apd Rt étertakﬁ}’dpé‘?tb@q‘mﬂh tahq m@ogqnetprvgn thepprd aHaghereform an
hex aﬁol | %Zéﬂ}l'dphg{egﬁr?flﬂ"ﬂ?s%@de@fﬁﬁn thngrQ%IB @tgﬂsﬁk%mg of pyrrolidine,

rmrp rrole razo

i i da@@ndmem@plemngftetrmdaom >iles Bt;ﬁfrttﬂbdﬂrqqumohne, 1,2,3,4-

b t
PP 0 ARG O NSOy S 51 0 i,
hydr pbpyeazkw moaph@wy,, imiflpaokipe | pyiole, pyiapelal qa@ imi quzl, where each of
acyl gigh Hgg %EﬂBﬁnyQﬁBéﬂtuteﬂ% (f}(}HweasluBéﬂtuents selected from the
am nocar m no,” am no- su
al kyglsmpfconwmg ofdiydeonynomny hﬂ@hyvmlah@mhdhwﬂwl aminoalkyl,
wher ?&y? u?ggllﬁn?d‘ S SkartiIK ?g%hn%c%%ylaﬁg? Q‘iﬁlggé‘c{r‘)é’n}flammo, amino-

subs one or epen
sel estlfoayt, abylsaforgylathingl @mhajsdécl) mingjarsl pheangk yvherem each of said

am th‘f %'1 g%&%ms%%ogﬂy &k@&é&mtﬁgf?? %{Om%?é ;ﬁgﬁ{gs mQQIgendently

each IS option
monosaldssdd fromedd 6@1ky1 haba}ksh Ch- HﬂbdX}WﬂmllIIQi lalkylamige, dialkylamino, and

cont ﬁ‘lﬂ” & aﬂd a di?lyorfséid aﬂhﬁé! lf;roail%k X d@tﬁhg@ mol B by

or pl perazi T gr oup offers, racemc

or ndmubsam'etmi@wﬂ) atlkydyr @ds gcfntamodmr spymolidinyl, plperldlnyl morpholinyl, or

pharnP%§%t fall acceptable salts thereof. 25 2. A

conpg S OF E0MRula | RL JNR2 N3 wherein: RLis

mduﬂﬂoﬁm rad@fiRar non-racend) NRRtes obisoRers, er pharmaceutically
ro oakkenyl, aryl, or heteroaryl, where

egi %E%Id%%: e roaryl IS optlonally substltuted W th

one or nore substituents independently selected from

C2. & camnpytnd GAF&Gmallkbxy, Cl1 6 al kylthio, Cl_6 30

al kyl sul fonyl, hal ogen, hanaIkyI cyano, nitro,

- C( O) NRaRb' and - NRaRb", where Ra WO 2004/ 050634

PCT/ EP2003/ 013161 R
- 2
— N-R @
N
R
wherein:

R' is -NR*R®, -CRRUR®, CO.R?, or -C(O)NR?R; or R! is hydrogen, cycloalkenyl, aryl, or
heteroaryl, where each aryl or heteroaryl is optionally substituted with one or more
substituents independently selected from C;.¢ alkyl, C;.¢alkoxy, C;.¢alkylthio, C;¢
alkylsulfonyl, halogen, haloalkyl, cyano, nitro, -C(O)NR*R®, and -NR*R?, where R



-78 and Rb' are each independently selected fromthe
group consisting of hydrogen, C1 9 alkyl, and C1_9

wabdoghosmsbonyl ; R2 is hydrogen, Cl1_6 al kyl, C3PGI/EP2003/013161
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3

w

cycl oal kyl , C3 6 CYd Qal kyl -C1_3_al kyl , Cl 6
al kyl carbonyl, Cl1_6 al kyl sul foﬁ§|’ aryl or
aryl al

'+, wher ei ar aryl al k
opt i ‘%-Weseagfm afrzéif SS%%{ %ﬂey%% gonsisting of hydrogen, Cy.
SUbSJ]kﬁpﬁ[&@l d]pl}e@aep&%tly selected fromCl_6 al kyl,

hgt %\aﬁsﬂgen»e%cq?ﬂ‘e/ﬁn s)éyﬁqu?agﬂséﬁ%qq%el 'S aﬁyré« sgliylcarbonyl, Cus
oI ealkyfSfdnlyl QRf; SOI:C aﬁ%%ké]pﬁrﬁéﬁm dayd &ZI &Cdrﬁdlkwl@ Hpﬁ&eauy substituted

gr oup, consi sti ng al_kyl XY,
a1 kyVithge or moTeshsiiests lfléﬁgﬂnder&iﬁ Wlscts £i- Fsatiy, haloalkyl, Cq

rmnoigkg,w aﬁaﬁﬂg I{ onyl, dial kyl am nosul fonyl, 10
hal ogen, | oal cyano, i
;|

itro, ad_-NRa,Rb", wher e .
RR" A Rbﬁﬁff?é)‘iéﬂcﬁchﬁa@ Ysagﬂtt}lsﬁgs?\éﬂ&rteéa IRPKS §tbstiuents inde-

gro rﬁl@ﬁﬁy §éléc&§i f%mﬁ}d@ g&&%fkon%%q ﬁ Qﬁo:%r C;¢alkylthio,
al kyl carb-" ony are eac ependen
sel e@tceaékyr%ﬁwlvh emgp%e]éoeénepet)%aram%%% niposulfonyl,

al kyhal gl-)ﬁd émlkWano% ﬁi(f%ﬁ*%hengia @ndR are each indepen-

al kyi t hi oal kyl , ' car boxyal kyl, "acyl,” C3 6 Cyclo- 15

al kyql t]@ge]@ct@@ogaﬂ}womccglswlgg pf erogggl, 610 alkyl, and Cisalkylcarb-
cycl&g}lkyl Cl 3 alkyl, Cl1_6 heteroal kyl, am noal kyl ,

ani nocar bonyl al kyl , cyanoal kyl, C5 8 het erocycl yl

hRt @do%ya;rﬁ ikl irgependesily selecied fTary ithe grawp sonsistipg of hydrogen, Cy

het 4
alekye/{m}gl u%st |Jt&ﬂlgd Wi tg%éo %Ml G ém&%ﬂ;gﬂk@w]&ﬁ Cs-scyclo-
phenlkylgEsagyc Oﬂk@]r@l na]l%lcdﬂ ©f- 6@9110_11%%43 alkylk¢i-¢ heserealjyl, aminoalkyl,

ar yI amm%(:allBSI'l an%El ' L Ret aljlétéi' %MMI%Waryla]kyl

one or re su stl s In en 20 entI

s eI elmetter@aml detarparylghol Whéﬁﬂglkglt ﬂ#@!}e@flﬂb{l a@déllleylkyl substituted with
glalaf)idth |C3 GQ}éﬁalg*ﬂé)%égi Ph%fB’ 1%9015% %\Lﬂ%}{éll@ Fﬁcﬂ%f said cycloalkyl, phenyl, aryl,

am no
al ky¢lsh.ﬁt¢1'9ﬁ1§}’l graaipk sl melIOil@ﬂV sujb}s@t;uyed mﬁ]uohgqnuggm subgfifuents indepen-

h
ey S AR RS PO i, oo, amie
and dkylamina, diediylansiget hedrowyalliyl,icienas acyﬂ@glen allsylswifosiyl, alkylsulfon-

t hey ¢
het ef fyﬁail?l‘rﬁ)g&ge ec%ghaﬁfs I‘rg@m%ti ﬁe gxscéc%ny st rlnr?aOSl%bStltuted or
pyr rdlbmbjihnugdpmqb@ﬂ{yg,qm honopi per| di ne.

t ﬁ‘tzz{n?l'lﬁde[rg P&f(reﬁ qg&?}ﬂ I:bvsléi t%lE ?]iotﬁ‘c?éehqg Wﬁc%%éyp&e Lftfched form an hetero-

t et rca’hgyﬂoobmnoar}di ring selh@xchﬁydrﬁhpgmup apinsisting of pyrrolidine, piperidine,
pyr n | ' I ' | i 3 )
pyr 1 3%%619 g r:}dl?% t@&a@ﬁag]‘%’nd&ﬁg 1%9,11 V\g(?ah d%é]glﬂ.%o? ”1‘32 a ,4-tetrahydro

ri ngsoqunolays, tetrahy drppgribsdint.ltegahywiropyromdiney pymzcéldme, piperazine,

fs]ugftol)(;plileoglil O 1%1'1 lﬂ%% 11'18I I’? %Iig %%%&r OLﬁ%] éﬁ?@ﬁ% l%t wﬁere Ieg(gl C%.f said rlngs is

al k ooptainally sul:tsﬂtuteditvﬁmlo,nem yhqre ambsltltumm snhcted from the group consist-

am nocar I glelo onyl a

am nggqr anyes S SRR e RS B acy,acyl-

am nasinof mmoambramyl mmdxqzcbﬂjwﬂyla]lqmenﬁnascadanﬂylanﬁne,aamhnosulfonyl,

phe s 1S t|o | | substl of .

or a5 R aRenti i Btp At Vhcrgdng Pl seid phenyl

hal (@blﬁp& is optiofaliy dabmutadmndoonead)ﬂqylbm’gmq;s independently selected from

di al en and each of id am

or autpte S0t B iRt AEpERaD: Tulifptef i dglogen and

Wi t heagh ¥ baid amino groups is optionally monosubstituted or disubstituted with alkyl,
or is contained in a pyrrolidinyl, piperidinyl, morpholinyl, or piperazinyl group;

R® is hydrogen, hydroxy, C;alkoxy, or ~NR*'RY";



or is contained in a pyrrolidinyl, piperidinyl,
nor phol i nyl, or piperazinyl group; R is hydrogen,

whyanos0634 CL_6 al koxy, or -NRa "Rb ; WO 2004/ OBOBGBE2003/013161

10

PCT/ EP2003/ 013161 -79 Rd and Re are each
i ndependent |y sel ected from the’%yr oup consisting of

AR %gfm mﬁe%d%ggfewhydr oxﬁ?rnkéfﬁéf%m%ﬁg{séﬁé $Bydrogen, C.s

het %Elyi %&Z c cI oal'kyl gt K]Y(Zthlﬁgﬂkﬁ &t@oaﬂdykﬁhteﬁacydyl

3r yl lmt«ywclyﬁaékﬁ{@m%w Oalklél%/@f e (2 el &l 3 31}5}13%57{333 Rghoalkyl-Cy 5 alkyl,
| € & nd Cj.3
phhﬁgly%%rﬁ%lqu FX eraH& %rﬁa]ﬁﬂ bikoty oS Sl Heay B, Wl and C

bot c and a enyl grou mhereb
eac hallgfl Sls@tlﬂlte@y@qh g,p eqy g,ew each of said

gro bstifafed with
<y bs@é oﬁ.ﬁcrgp ghélﬁzgga:[r){g% J?#}@?’thﬁpét%qusto?Pg?nﬂ%y%él sg fratc with one or
c o nsinotd sugstithets 1rBieapm@e|ntly seleqteshfrrip the gnaup cmpiskigg of Ci.salkyl,

Kok ALY, ARG 143&599&{31 hal$gel
and aredg ken%?'o et%er to form a di val ent groe o

SBY ek RS, darf: tadem @geﬂlea t«@)lrnwediyﬂenmosp selgyted from Ci.6 alkyhdenyl Cis

L L AEN o I S R, o

al kyalkgtatlpilidemyhyCs.s lﬁtﬂﬁc}’h}e&ldmy @Etea@qyy][yl -Cgzalkylidenyl, Cs. 5hetero-

B i R RN e—
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35

aryl Cgﬁ]@lﬂbﬁ?}“ J argl }W‘tfpde’h]k}’l Che bdﬁny , whegengeach o sald cycloa]kyl
\?\/ln Q/!‘gly ﬂ oL Xe T oaP}q g rlso@{ n@% %ﬂbs @itﬁ%lnﬁ demdre substltuents in-

, et er oar y
gro u@@enderubftsekactad ﬁpnsﬁbsaﬂqlmaé@alwl,t(gn aatoxprampippealkylamino, di-

substj t,uent s i dependently selected from Cl_6
al ky?ﬂqlﬁg‘llrbafiﬂépgi% g?al koxy, am no, alkylam no, di-

aRkyhdR] are taken aiogedhem geth; the cardn 4mwhieh theare aitached to form a cyclo-
e carbon to which they are attached to

t Ogﬁ?]gyr ro f lll‘ln%
for Cé’ r heterocyclyl ring; Ra" and Rb
arg aeladl’? afecéadenﬂep&ddﬁnﬂpkeém@cﬁcﬁmdm giowpgensighing of hydrogen, Ci.o

1. ook Ry AP o3 Sogialinh Gy it LRy, Cscyclo-
ar yl alk@3€6 Gylohlieyl-al kglkyl d3CHs @Yblaﬂ!a] ﬁykﬂ@l G- diel@ba]kyl amino-
O bt Bl iRl SR bbyclyallon, ary, ar-
h et eﬁ]k?lyhétyl}oarﬂdieeﬂ’mﬂylaﬂ@yl q;lhkly)l'lalkﬂz @@hemdﬂ1ﬂ a&}’k yhd Cy.5 alkyl sub-
g?;ﬁéﬁs ré/ddfﬂgg%tslg)f?gr A ﬂaﬁ%&l aga H}-A;/&;flﬁ %up, g\{he¥ a(lfh of s?]ld cyclo-

bot h al@?' 1CBhényt; weylos Hewdroamtisraupdia nphogaltywpbst!m‘edemﬁl one or more
each

d | 0,25, al
het eﬁtgncﬂn%aelnbsr% %Le%ﬁgn & r§ﬁg|ﬁfjo)p1 Q}/etgg?u? u?ns ds% ne ¢ ﬁcbﬁalkyl haloalkyl,
or MU alkoyDsindo/allyamineclidhlentio bydicasali, oo acylemino, alkyl-
rou 0
O Rongonh asaflomiosnane Ralier aif sieh of “if sy Sxqups s optionally
Cyan%orﬂ)@ﬁﬁsﬁfﬁt@%’or dikﬁbsltl;cut‘édlkm‘émmﬂdtyl, al kyl sul fonyl oxy,
en, and each o i d_amino groups is
¢, S 5m abishabe: Ohe 28! S SR LBuB ot Bl pyaphed forman
a' Ky hleteflfc:tya?l d?&lethe@?ﬁyﬁb@g Qldc’éﬂdEfft;qrhOmgrbap condidtinigtof pyrrolidine,
nitrogen to I C are ac
het ePg I\K‘m SRORREHE 'aaﬂwaﬁﬁﬁamggﬂa"cae%}’ ?Egtml}yﬁgoqumohne, 1,2,3,4-

grou @et&@ﬂﬁicﬁid ﬁ&oﬁﬁe,ﬁh‘ﬂi‘i@d&@bﬁﬁmdﬁm hefahddrapyrimidine, pyrazolidine,

honopi peri di ne, tetrahya WE‘
1, 2, PIREIAZnG BNYRRIHG WarpFeEing ByT

said rings is optionally substituted W1th one or more substituents selected from the
group consisting of hydroxy, oxo, alkyl, hydroxyalkyl, alkoxy, alkoxyalkyl, aminoalkyl,

acyl, acylamino, aminocarbonyl, aminocarbonylalkyl, aminocarbonylamino, amino-

?Qk pyrazole, and imidazole, where each of



t et rahydr oi soqui nol i ne, tetrahydropyrim di ne,
hexahydr opyri m di ne, pyrazolidine, piperazine,

worooplsiessne, i m dazoline, pyrrole, pyrazole, aPdI/EP2003/013161
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i m dazol e, where each of 35 sgid rings is optionally
substituted with one or nore § Bétituents sel ect ed

from_the group, consisting. of droxy, ox al kyk, . .
ny crsepa RV PO moaT R M i FRSCPRyT Whifp each of said
acy}b Ryl SrouplistpRidh B ¥ibstifiéd Wit bhe oY ndkkgtonps independently

am nocar pbonyl am po %gkgg zg% 04/ 050634 . iollviamino. and
PCTsetsspeshinen 3 s6'%yl halgalle), oxy, ARG i iy >
anm pasyl] Ry kAN JFQaidaRine ?ﬂmﬂs is spRmelipneackutsfitsal ek disubstitu-
phenyl “groups is optionally sugatl uted. W th onﬁ r —
nor & alkyl; piciis seri@mse iy 2 PyEoldingh PrRepidin: TROTR &(}D-?X’Of piper
hal Fﬁh@gmu ;1-6 al koxy, am no, alkylam no,

di al kyl am no, and hal ogen, and each of .sai d am n}ga ticall
or indigdpa) isoprare Aadenyic AORRBEREAYE REY s Of (OB OF phprgraceutically

tedoibidaRl #teofOr s contained in a pyrrolidinyl,

plpgri i nyl, norpholinyl, or piper- azinyl group; or

i ndi vidual _isoners, _racem c or non-racem c m xtures of
Bsbeempoupd ophermtleButi cal |y acceptabl e salts

thereof. 3. A conmpound of Formula I: RL | NR2 (I)

10 G : _W3 wherein: Rlgts -NRaRb, -CR RdRe, CO2Ra, or

-C(O NRaRb; or Rl is hygrogen, cycloal kenyl, aryl, or
heteroaryl, where FaryL20r heteroaryl is

optionally substit mth one or nore substituents (D

i ndependently selecfed Trom Cl1. 6 al kyl, Cl1-6 al koxy,

Cl.6 al kylthio, Cl1.B 15 al kyl sul fonyl, hal ogen

hal oal kyl, cyano, nitro, -C(ONrRaR , and - NRaRb,

%aére Ra and Rb, are each independently selected from
YH¥*GPoup consisting of hydrogen, C1 9 alkyl, and

@9 afﬂgdl",cmﬂﬁm‘w*l COBZ, b5-ONaINTY Rhicﬁcfiliiﬁwm, cyc®alkenyl, aryl, or
Oy Yoh s PN oty dafhuted vith ome or more
ary !sﬁbklithenty\ﬁﬂepd}ﬂdeﬁdja @klcaﬂée)d frmﬁl Giteellal, 6y s alkexy, Cy.¢alkylthio, Ci6
optignal |y titu with .one or A apd a
P b Faotsbehdens b abgy CONRER" geng R RY, where R
hal alikl are €dchBnd&ek@xtly saledied dtoag el grB8p censistinp obhydrogen, Cy9
heteroaryl, each optionally substituted with one or
norém§$5§@ﬁﬁaéﬁygaﬁﬁﬂgg pendently selected fromthe
H2OYPhFRBSES J, REIKGE CClcyRlaaliyICs s Gicldallafl X uikylC,.6 alkylcarbonyl, Cy.¢

al kylthio, - Cl_6 al kyl sul fonyl, am nosul f l. . .

o GHHSRARY RS oF SR BT 2 S APORp 1L 8 opgionally substituted
hal qgen ondad akkdbstite¥e ndepehdntlyasidctedNRamYC;. alilybteloalkyl, .6
Ra' and Rb' are each indepen- dently selected fromthe

gr oukegn#idkhaloggnpf hydrogen, C1.9 al kyl, and C1.9
ARKWk aryl or heteroaryl, each optionally substituted with one or more substituents inde-

pendently selected from the group consisting of C_galkyl, Cy.s alkoxy, Ci.¢ alkylthio,
C,s alkylsulfonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
halogen, haloalkyl, cyano, nitro, and _NR*R"", where R* and R®" are each indepen-
“dently selected from the group consisting of hydrogen, Ci.salkyl, and Cy.9 alkyl-

carbonyl; . A ; L - .

R® and R® are each independently selected from the group consisting of hydrogen, C1.9
alkyl, hydroxyalkyl, C;.¢ alkoxyalkyl, Cy.¢ alkylthioalkyl, carboxyalkyl, acyl, Cs- cyclo-
alkyl, Cs.¢ cycloalkyl-C,.; alkyl, di-Cs.¢ cycloalkylC;.s alkyl, C;.¢ heteroalkyl, aminoalkyl,
aminocarbonylalkyl, cyanoalkyl, Cs.g heterocyclyl, heterocyclylalkyl, aryl, arylalkyl,



carbonyl; Ra and Rb are each independently sel ected
fromthe group consisting of hydrogen, C1_9 alkyl,

whyanossad kyl , Cl1_6 al koxyal kyl, Cl1_6 al kyl t hi pel/Ep10p3/013161

car boxyal kyl, acyl, C3_ 6 cyclo 0 al kyl, C3.6
Cyd oal kyl -C1_3 al kyl, cIoaIkyICl 3 al kyl,

CCIy aﬁggf%&e?r al&gf,é/rgala’%ﬂg'? aI k%}’lﬁk}% gl}a}g daék 1 substituted with
ﬁr %" boty aydlﬁé c}?h’lbalkyl@na %Heﬁ?%ﬁ&dp R&E&éﬂ?zﬁmﬁif@dlakﬁdloalkﬁlphenyl aryl,
etero ;

; het | al h
i phEh DY PR r<sina Opte AR HESCGA T bBbormore sWbstifpents indepen-

. C3- 66t erbier lfroad dle%r@&}ﬁ Eotlsis@ihg BpC; . M]E)Fl ehdlbﬁl@ﬂ? IC gfalkoxy, amino,
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20

A Aot LHER

subsbhyjldgfaid !hal@gaﬁ And dedh dfkaidRhaab gebu f& gﬁqﬂ&ﬁa@? BieRosubstituted
al koxy,

consisting o hal oal kyl,
ani ner disu ]%ﬂt‘lt‘}qegﬁ?mygloél kyl ani no, hydr oxyal kyl |

CRERM RBgHAENNS etHérKMﬂﬁﬂ]!eanﬂiWéen t8 W&Iﬁ&b‘f areQﬁM&fbﬁyform an hetero-
and hal ogen and each of % &gl no group

opt i E¥FAM Oy hetsrres pugiselaste SEOHaREiS g OGRTFplidine, piperidine,
al ky hom@pipadfRdiekAhAir8piadife, 1tm@1taeahymcsqmﬁélﬁle, 1,2,3,4-tetrahydro-
nitrogen. to which they are attached form an hetero

cycl yPapinohae deteRygropyringdive: heeldrppHPIdRe, gyraa?}ldme, piperazine,

cons gy H(Shrﬁ:f icRMhZ gk JiyRfole, @yﬁ@[)]eddrﬁﬁmldﬁzgle, where each of said rings is
honopi di ne, tetrahydropyrld

1,2, 8p omaélvrsahgtwf@é wihATe s m%ezulastlauftné% selegtpdifepm the group consist-
| S0q gkﬁd ARYIIRRS dﬂgﬂj'a'ﬂﬁ) xy, alkoxyalkyl, 1, acyl, acyl-
hexaﬁ-l dr yr| d| ne pyﬁgzg* p| pe?xgm neammoalky ey acy
mor pABim emineragkensh arEnoqayhonylalkyl sminoereonyimgino, aminosulfonyl,
imd foYRh R0 Sahih Qﬁl&x?!a‘i’nhbn&ﬂ I 10%e1<enpé ke of said phenyl
subst ut&led wth Obne 8r e slubstltlteal s sel ect ae o sapaeny

f r ongtaves graniipnelbingibstitutedigit Pnegrmexs sroBRYIN spémenﬂy selected from
hydr g Xg@hcgl‘l}’haloﬂkﬁoé}’g all&l)égoﬂﬂll ok lafﬁmd" Q?a!ll&fﬂmln@céﬂd halogen, and

acyl am nocar b ,_am nocar bonyl'al kyl
anm n g@r@rqf@ﬁ;hagnn@ growsrmg@mﬂ]@hyxpnosubsututed or disubstituted with alkyl,

al g)r/é?}ny Cfgg{%ﬂéﬁfrﬂlquyg%ﬁgﬂﬁg e?ﬂ’(ﬂﬁ'ﬂl hggt | o&gﬁ?éijazmyl group;

'SBﬁQﬂWﬂﬂ%@dJﬂKﬁﬁﬁ@ﬁés@kaﬁ®pé ﬁRons |ndependently

25

30

35

SQHER] /e F{< ﬁgﬂ rﬁnﬁ%p&éﬁhﬁéqlect@ fPth l@(é rof;ﬁ c@nﬁétﬁgﬁg hydrogen, Ci.o

am no, am no,

each a&l}’l E‘Xr@xmﬂi}ﬂa(ﬁl > 6malkyilféma§kyl eteroalkyl, heterocyclyl,
I,

AU M LRI o
olr kglané,raa{)zlalkyll, hqtmapfl heR:romylaﬁv i y@pbglyyl Qxalkyl, and Cys
o g0, iy LRSS ot i
al ky kycléalidid,gpheallksy], o€Chet@raaird (gxtqujs kg/d)ptlmllﬁ substltuted with one or
ﬁletqe/ l}'%ogf} cﬁ% F1¥+q?t$ﬁh%3e?lgle}§ty ﬁe E?{o‘?ﬁ @ %bup consisting of Cy.¢ alkyl,
Q/ d hallohkklyl— Cls iml:a*}k ginjnag aﬂ@nﬁn@,ymlb)damyim @1d Balagdny br

éﬁ; gf the%L édﬁg:/rlhtgﬁ gflé)a.}enp gltogli)%%r %L:(ﬂ‘rﬁ(ﬂ Fl s alkylidenyl, Cy.6
s lr,l 23heﬁeu¢aﬂ¢hﬂemﬂ @g);tdyf}jaz]g_‘iauﬁn;cﬂy Sl; gtaz:cloyllkyhai&ylaiermle fy.k cycloalkyl-C.5
I IR
?E: WclylﬁﬂlVleCﬁibﬂiSﬂlldtmbémryl Cf]glﬁlf}éxﬂldmjﬂl dﬁyll—€ﬁil aik;ﬂ{aﬂcc}:'hdexml , heteroaryl-
(e 95005 3 L, & e h Y s i oo,

Or  aryl, or heteroaryl groups is optionally substituted with one or more substituents in-
dependently selected from C;.¢ alkyl, haloalkyl, C;.¢ alkoxy, amino, alkylamino, di-
alkylamino, and halogen; or



30 R and Rd are taken together to form a dival ent
group selected from Cl-6 al kylidenyl, Cl1 6

whedoensmBkyl i denyl ; C3_6 cycl oal kyli denyl, C3-BCT/EP2003/013161
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30

cycl oal kyl - al kyl i denyl, C3-6 Cy(] oal kyl-Ci -3
al kyl - al kyl i denyl C3 6 het er ocy€lrylidenyl, C3-6

h I -
eE i giy?%ﬁl){al@? t@g filgﬁ rbogrt9 |W?7§P ‘%%%WFP%%}P ,form a cyclo-

arylalﬁ;lo}}@{elga g[ﬁyh denyl, heteroaryl- C1-3

e b ?R%gélzqqeaa? q‘léget %ﬁ}rf %%e?c&%ﬁy ilrorggh%lglgﬂup cb%lsqgtﬂ}/g of hydrogen, C; .o
h et CHIRAl Mi'dr@iﬁ%@ TS alkdk; A0a] €y aﬂbyhmtdau@l earboicydlk@iyl, Css cyclo-

or nore subst ts [ ende ted f.rom
Cl_ 6313}’1}( (b6 VG 8%1@ Lo ]a 1 akﬁltfeé‘ﬂ:f)ﬂ'gyl amino-
di - !n?dﬂd&@rboﬁ 1a RCs mtaﬂ%élﬁm&%cydylajkyl aryl, aryl-

PCT/ EP2003/ 013161 and R 0 her.

1 ¢ hkHleh e S1o5r Reseramy BRI RSt s PHERAL 18 o AL 12l sub-
cycl girugdhvith Bsthhat.glcpaysikylandiateniiar @rn vhRréh eadastiRaid cyclo-

[ ndependentl sel ected fromthe, group | sti

hydr @]gglnp »@IY a(pq(}yaperowbgrggg%ﬂs Wpon g}t}%@gﬁ&k%e or more
Cl Ss@dsﬁiﬂe%&' g;ﬁ/géﬂghekntﬁas%%@% Zﬁ% Ikhe g@lﬁl‘lﬁ cor@&ﬂﬁg@f@l Qalky, haloalkyl,
cycI Gab ¥yoxicaming pliylamig. dalkde@ing hxéfqoxyadhflrfafaan}’lammo, alkyl-
am n , all
net oranrap q}’ézﬂ“{f&“’l oy FRORILD, 2l efthU A0 RNE ptoups is optionally
het empymlanwﬁ opiseRatizptry Withgllghery| - C1- 3 al kyl , and

Cke %n@ll I@’y Iar %kﬁl&t R &L Md rtltr@%érhtoawlgé‘l"x fheg¥ed ﬁ?&cﬁé’d form an

and ph eny rou wherei n eac said cyclo- al ky

phe n;aetercwslvl ordxetqn@qr@lrr@w selectpddups thagropp commting of pyrrolidine,
subs it

 ndop BeHER, M GpRRRIA, (RAR Gk e A 1 m L Srabydroguinoline, 12,54
Cl-6 tcatahydr01q¢apgmlln9,|tetra}g_dr@ygq ine, gqﬂm@;opynmldme, pyrazolidine,

al ky
acyl gﬁ%%%eéﬁ% I u1 Olm’lg Iﬁﬁ?@é azol%%f(ﬂ@lCImldazole, where each of
hal ogrid ringnis oejaonallyrsubsmt@tt Olg? AUPST %lbgigpp@qq gq:lggyed from the

o RSB Y BB Ry iR ko Pl amincalo,

t h ey agjl,acptamind @mlnmanb(aryl ag_rgnm@rw ,qulgpcarbonylammo, amino-
het er, d | fsaid
OyI T o@%ﬁi Mg%%@b In%é ﬁ; 2 Pa&cpﬂﬁén% WWfkr&h each of sai

ane qumm greepy irglepenglently
tetr [
hexa eﬁé&? o% %?1?1%‘3‘1 dﬂﬁé‘l rfﬁloa.[k? L Cig %ﬂ%é)%p BAH ﬁ% ‘%!k?'ﬁlmmo, dialkylamino, and
nmor p ha]logere and mdmfcshndmmmpgrmmses oy y)tn@noarhj;tltuted or disubstitu-

IsumbgiEl |Z “ﬁhéﬁ%e? ﬁlsgﬁégbreﬁr%?g) Lﬁﬁgﬁgeﬁ% rid eI ec hnyl’ or piper-

fromamhglgzﬁu]gr oup consisting of hydroxy, oxo, al kyI
dro X
A s O OB PR Hers, P BMmacenicat
amdmptabtetsahyﬂmmaﬁo am no- sul fonyl,
al kyl sul f onyl am no, am nosul f onyl am no, and phenyl,

erein_eac phenyl groups is optionally
ggbstlFﬁ?gﬂdO?F%éﬁﬁg:%r nore groups independently
sel ected from Cl. 6 al kyl, hal oal kyl, C1_6 al koxy,
am no, al kyl am no, dialk-1an1no;-and 25 hal-ogen, and
each of said am no _ggoups is optionally
nonosubstituted or $ jitu- ted with alkyl, or is
contained in a pyr yl, piperidinyl, norpholinyl, (D)
or pi per-




azinyl group; or individual isoners, racemc or
non-racem ¢ m xtures of isoners, or pharmaceutically

waecweps®mbl e salts thereof. 30 4. A conpound of PEDEP29D3013161
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I R N(Il) N2 R3 R W 2004/050634

PCT/ EP2003/ 013161 -83- whereim> R is - NRaRD,

-CR RdRe, CX2Ra; or, Rl is hydrogen, cycloal kenyl,
a‘f'fb‘?femor het eroaryl, where each aryl or het eroaryl is

OR! | iQURRHY, SCORFRERY, UOERa W} 1! 1@H¢d1@ge ﬂ]dtbﬁrl latyleortieeteroaryl,
[ ndependent ly sel ected from.ClL al k

C1- 6WATR FRahHATY, OTdetesoay lypgﬁ?rf%lm pbstified Bt ot T substituents

ha' Oi% enhéh@;aéel@&ed BT aly T, TR dk&maamﬁuo, (afbdlkylsulfonyl
RT, wher'e eachlnde n%%g{) _h\ﬁ{qg ro t he b

g:r Eulpal@gms é@alhﬁd @ﬁnwmreg ) B fgn R® are

al ky

oycl %aaﬁ%}{%?Xﬁdenﬁ% sé1§ctgdg1 lﬁf()ijf]ﬁ@ fréﬁbacﬁ)é?ilsﬁﬂ% cif l{ﬁr@en, Ci 9a]kyl and C;.

al klydl dlalesobgayls C1-6 al kyl sul fonyl, aryl, or
apy |
Oﬁt | ignzfnllo%s & St%n{}u ol é@y&éamkyl at, RYMbAIRYE, § a8kyl, Cy.s alkylcarbonyl, Cr.g

10 Wi th
Subsalkylsrdions, erwbep arvialit Yheteinsicbut o ielkyks gpiigpally substituted

hal o @itﬁ%hf ogn&% silskRiNts 1ﬁ&é¥eh§ér&%€lecﬂ3§ fiotn @f_yallk@] haloalkyl, Ci¢

het er oary each optionally "substituted with one or
mor ealkotysend hdages i nde- pendent |y sel ected from the

FD Ufgt IE}Q o3 hé%‘i&g}’lo%aﬁﬁ:%gﬁowﬁhbst@fe@ vﬁﬂl‘&i%/or thdre@ubstituents inde-

am nosul fon mono

al kyp@miends mlcfc@&ﬂ;ﬁremdhagmaﬁnﬁagw A Srnprlky. 1h51ﬂ<67@fe fr1-s alkylthio,

haI oal k
) R ond eyt o

ro
conshdbgm:ghdf:)alky]dcﬁggnmn@[, argig‘ﬂ VR » vehege B and Rb are ea%h 1ndepen—
al ky I I -
o eyl St R ol
9al kyhyl; hydr oxyal kyI Cl 6 al koxyal kyl, Cl1_6

ka?& R C%% lglé%{/m]dg r@gfﬁ{@}éf&lﬂ r%ilthe %;é Cg chYéi;l.tﬁlg A8ydrogen, C;.
cyCI sadkyfytiyGtoxgaligyk 7 al@X}GIIWbl(b46 elkylyipalkanrarbemyelkyl, acyl, Ca.s cyclo-

ﬁrent 2?%?{,?? %/}1 19%9! Cip Xﬁ&par 5{ a‘fykygip(%lcﬂ Laﬁ{yog{ghé%ma]kyl , aminoalkyl,
ot ey asblemm el Ly heieptsaryh by ﬁﬁllfylcawh arylaliyl,

al kbetS ucfggyﬁtll }tlel’é\%\ﬁgx;%w P ﬂ§' IQJfk?lé g‘ﬁﬁlgngl loﬁlh 5 rs]@)stltuted with

ar y| bothoa Ch@dyekoaﬁtylydndgx phepsl groupprheseinlepsh @éﬂg& qyplgg%ul phenyl, aryl,

with Oﬁeeteporaryq%roups Yo g’ﬁﬁ&n%ﬁ{; LibshRAEPHHh one or more substituents indepen-
dently selected from the group consisting of Cy.¢ alkyl, haloalkyl, C;.6 alkoxy, amino,
alkylamino, dialkylamino, hydroxyalkyl, cyano, acylamino, alkylsulfonyl, alkylsulfon-
yloxy, and halogen, and each of said amino groups is optionally monosubstituted or
disubstituted with alkyl; or

R® and R® are taken together with the nitrogen to which they are attached form an hetero-

cyclyl or heteroaryl ring selected from the group consisting of pyrrolidine, piperidine,
homopiperidine, tetrahydropyridine, 1,2,3,4-tetrahydroquinoline, 1,2,3,4-tetrahydro-
isoquinoline, tetrahydropyrimidine, hexahydropyrimidine, pyrazolidine, piperazine,
morpholine, imidazoline, pyrrole, pyrazole, and imidazole, where each of said rings is
optionally substituted with one or more substituents selected from the group consist-
ing of hydroxy, oxo, alkyl, hydroxyalkyl, alkoxy, alkoxyalkyl, aminoalkyl, acyl, acyl-
amino, aminocarbonyl, aminocarbonylalkyl, aminocarbonylamino, aminosulfonyl,

alkylsulfonylamino, aminosulfonylamino, and phenyl, wherein each of said phenyl



25 dently selected fromthe group consisting of Cl-6
al kyl, hal oal kyl, Cl.6 al koxy, am no, al kyl am no,

wale@kkgieadn no, hydroxyal kyl , cyano acyl am no, PCT/EP2003/013161
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al kyl sul fonyl, al kyl sul fon- and hal ogen, and
each of said am no groups is oﬁéionally

nonosubstituted or . disubstituted with al kyl; or
and Sreppsisoptionally f‘&fé’f‘ﬁé‘? "mlhﬂﬁlet% ore tgf(gﬁ)gﬁm?ege%q% selected from
th ele%%ﬂ(ylihhl@ﬁlk?ﬂ of gamb;gn ahei® @ncylaaﬁneydah&waﬁﬁno, and halogen, and

. B;: %1? a‘é{‘%/ ﬁ%@r a%linﬁfge(!plgﬁ?sh\% opth)ﬂjaﬂ ?j'a%r Gt E\éteg 0% Idlssh &guted with alkyl,

t et rcﬁ‘ hé/éiit'n@z?ﬁéd ﬁ)!d;{‘l@yrrcghcﬂmﬁ, ﬁplélﬁdlhﬂhﬁﬂ)ﬁ'plﬁhlid?h loir Péperazinyl group;
etr ro-_isqquinoline
ﬂ%tﬂ&hyhpﬁﬁy OFYrfes;6 aﬂ@%ﬁﬁ? bﬂﬁv i m di ne,

Wa%aQie 'agé &Rh nm eﬁ@&iﬂIs}@electe@frlaﬁpd}lle Beoup ¢OrURER bﬁlﬁydrogen, Cy.
rrol e, r azol e 0
P?/ngélkb’ls hy snaélﬁ'é@w aﬂi?ﬁg%lgﬁtﬁ?@wf@wa@ﬂ’g% ﬂfﬂlﬂaaheterocydyl

b | ,
S;dﬁig;ér&%*&y?aﬂ%@ GGlcfdodikanct. J@d%mmcwﬂﬁﬂsal 855 dyd@alkfl-C; .5 alkyl,

| Kyl ;. hyd
al k @xﬂawwkyi élgteﬁwlk rterrog)r(g}ﬁmda@qny aﬁwi( féphenyl-Cy5alkyl, and Cy.5
am Flﬁﬁmﬂted ﬁfﬂ:h%@l@é IQ? QWCRJM an®IPRESRERABY WhEfeitCeach of said

am no Tonyl| yl su | am’ no,

am rey ali(ﬁlnphq;ﬁ @@7 qﬁ@t%ﬁgﬁWou%@ optignallysybgfituted. with one or
phe %Bre\égogcggé{tg ﬁﬁi@?énc? gﬁéf EEEQQB 83k rouptbnSis@uPSE €S alkyl,

opti onal stitu h one qr _nore gro
| ndép&aﬂ@%t%s alkexpareigos dlgfamiop, di mojhaa%dg‘%ﬂlww or
Q4 (ﬁdeﬁdl%?é%geﬁlfﬂ ﬁ]er?c“&ﬂn%ﬁaﬂent‘%r&hﬂf%l&%&@@mm% alkylidenyl, C;.¢

hal 6gen, said am no groups .is optiqnally

o n deetdy Q@JleLdeelﬁl 655 gickabatidenyl. &e- chlﬁalléylt@}]f:yhde%yl G Cycloalkyl-Cy.3
¢ Ontﬁg’;?ﬂ?’}ﬁe @’3 5'11%{&96)79%1171%1{% Q% 'hgfe%/éycl {419) QMIi&M 1, Cs¢ hetero-

n rou ydrox
al kcpyy],ylaﬂwl- len'yl apirGn agﬁ@l a]kyhdenyl heteroaryl-

i nd
hyd f@ b Eliﬂyl sa?d]qﬁkfgarﬁfag% )t(l'; ga]ﬂgmbﬁgi miéﬁ%& gd)f(l'ﬁ ad?fsalld cycloalkyl,
C1- Gargl, klyhetthnogaﬂ gmu,ps pﬁeqlgmall)kgu stlwégda y)@p PF 1 more substituents

Lo RN Gl o AP iy sl

aryhhdkﬂyhmmkyhdhwbgemdaryI heteroarylalkyl

Hadleli¥b £ lo-
sUib% rrdl?datwlc %@ ]tgg %chc?wg{bgtﬁéy%gl%aapﬁeny orm 8 €yeo
grouﬁkﬂthd&nnyd&b@n@f sai d cycloalkyl phenyl , aryl,

het eroar:
TR BRI UBEA B o
the zglkmilnydmmll@t Cog tmGllod Galoliylehi btbpyalc], 67, Css cydlo-
a 0] m n O 0] -

F?ﬁég,ﬂ@ glg?]%y O%lé _ahsac!ygl% &H all@;ﬂdc Eﬂef’éi’&ﬁkyl amino
gr ouﬁkﬂﬁdmmeﬂbbnﬂaﬁkﬁlcﬁmb]lkyﬂ Cgiehgterocy@:lylﬁhetq;gcyclyla]kyl aryl, aryl-
het er,pal kyl i de | -
cycr BT LRR erep Sty RIS SRk AFRv gt and Cusallgl su
al kyd;trtﬁielﬂyfht}dmth la C3(53Y<ﬂodﬂejtlend aypzhley}'hgd@r[y whe2a gach of said cyclo-
het er.ogy Cl-3
cycl y.ggl ﬁlﬁﬁyhiryé 05%1? # dl%/r%ﬁ S alggpﬁﬁzﬁ%%ﬁﬁﬁﬁ}lte& Wltb[ one or more
aryl sxﬁlﬂ&eﬁtskyﬂepah&e;dﬂyd;ehyﬂed floet drecymy[b eomiilstlag of 61 6 a]kyl haloalkyl,
al ky roar d -
ooy GRS B AR R s o NG eylpmino, alky
ar guﬂﬂfdnﬂ Qﬂt?]s@llf@iyﬂ(y}cys m’ﬁhhalbgdneah&\eatch of sed eminwgwups is optionally
substituents 20 .in S cted fromCl-6
aIkyanﬁﬂﬂﬁgpﬂ?ior Tﬁ§?gﬁ?%¥§h al kyl ami no,
dR&l dpyirtiThRQakendgdthbogieln theatitrogen to Which they are attached form an

heterocyclyl or heteroaryl ring selected from the group consisting of pyrrolidine,
piperidine, homopiperidine, tetrahydropyridine, 1,2,3,4-tetrahydroquinoline, 1,2,3,4-



Rd and Re are taken together with the carbon to which
they are attached to forma cyclo- al kyl or

whedoeoseycl yl ring; Ra'" and Rb''' are each  PCT/EP2003/013161
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i ndepenyd Brups Riion ‘f‘%bé%fu? E 8%%’6%? SOPRY

i ndependently selected fromthe_group consisting of
hydrogen Cl1 9 25 alkyl, hydro§€él kyI Cl-6

ak g’é y lowg&ém%hg%%gteatlgbgqapl K f%cﬁpg ithj 1n%§yléazohdme,
cy C| Q@lei‘a%irrec%rol lr?dliﬁ)é 1m1@ézoﬁné1%ﬁb]babhﬁlzole,amdnﬁndableywmre each of
am nocar bonyl a anoa - et efoc

het efast jiagsis é)lpklypaﬂyaﬁl%futu'gflﬁ{th a8F mOWeSP 8§er§;¥ selected from the
het eg hlkylgh | Mldxyaknly 1,
= ooyl bt
and #YhIETyMIRg, Gﬁfinowné( ATERRATRARY PfrRepyiamino, amino-
al ky Luiftye AikdylsuBbylamBio, &ﬁlrﬁkﬂ%ﬂ&ﬂar@h@&lﬂﬁ plfenyl, wherein each of said

optional [y substitute nor e SUbSt'tﬁgﬁgéidendy

Cl Gf@écjféd ﬁroﬁ@]] i&!ﬂﬂ/ thaloafidl, €, ghikexy anﬁ‘ﬁ'ﬁ ,RAlkylamino, dialkylamino, and

al kyl am no I'am ng, " hydr oxyal k cyano

acyl h#pge;l apd R 0f§g}.ﬁf3§ﬁ91) SI%PR}/SI %]%E}QW?SU‘)&HHHG(?. or disubstitu-
hal o e8F R BhtadiRtiidn 8 ByABLEINGY PipetidiryBtrh&¥pablinyl, or piper-
nonosu stlt %g of dﬂSUbS?I?Wﬁed m?t ﬁ§|k§9Q a?@gS o7, orplp
Ra' " azinyl gRbup; odir e t aken together with the nitrogen to
W&Qdﬁﬁq%’orﬁéﬁ 1‘3&411%@ Redoh QhdBAN mikiat&I0Te0eeYd, 08 bharmaceutically

heteroaryl ring selected fromthe group conS|st|ng of
pyeaeptablti salss thepgafer i di ne, honopi peri di ne,

}isLCRFBRA 1264 ARl | R84 5- or 6-membered

1%%@%BW¥%%%301(3534§PCTR?EP200%1/}0 AOGUIRAR 116 5- or G-membere
t bttedayameficiggiangl i ne, tetrahydropyri i dine,
ngfljéﬁ q{}%pgéeln@n cﬂl%’of RYLAFR! s ¢ (‘ﬂ% en Qf Qf{ffla&ieﬁQhe other of R and R® is

1 1nhe, azoline, pyrrole
i mﬂmzhmehydmgqneor@a@h ifghe namber of m@@nuaémeptq Brand B together are zero
Sybsi; %% ed with one or nore substituents sel ected

from group consisting of hydroxy, o0xo, alk

h)(li} foyhi’d@gen athgm@yof Rilakg Ry élhyyirogeamqﬂql iyan th 03‘9)'7 of R and Reis
a m Ho ¢ aﬂb 0 n@’% )Heter@cgk ﬁé‘t’éﬁﬁ%’yﬁh&v or heteroalkyl; or,

M,.No- onyl,

al(kii) IRS isl KB nm’ ami m;e ofiki rod R ssrtyHeegenor Candlish&hrp the other of R

mher n. oups is optionally
?*tutgﬁgﬂﬂé B ﬁgg%fgﬁg¥%m§€oups i ndependent |y

selected fromCl 6 al kyl, haloalkyl, Cl_6 alkobé?q crdne

ardi fibe cqnpzwmdwﬁférmuladlamrémgﬁ@ clagnd whegeindeis N8 > -CRRR’,

groups is optionally
nnnd%dbst?#e?ﬁg?or di substitu 10 ted with alkyl, or is
contained in a F rrolldlnyl pi peridinyl, ngrp holln¥l
o16. Bhpesmpauidgf fogmulag; acerdingrieclaig l}a‘(vhqreler?e asCr-galky
racem c or non-racem c m xtures of isoners, or

P @TH@E&H#)&@& #)F forﬁﬁﬁq@cé&liﬁl Sté Uaﬁntlhﬂ[e@éﬁl R\ 4l drtteeteroaryl, each
proviso t I's -CRcRd

aldpyionallyssubstitatsl wigh oge FomoET st snRendapsar eI erlgcted from the
l%guo%%}glsgl'n | qu 5§kﬂ}’éf aRdhQgef Rd and Re is

en or ther of Rd and Re is

ot her than hydro en or aIkyI if the nugper of carbon
at®be compguadhef Rerelingrte clagpd selegted fifome;

7-(2,4-dichloro-phenyl)-2-methyl-3-(1-propyl-but-1-enyl) —2H-1ndazole hydrochloride,
2-methyl-3-(1-propyl-but-1-enyl)-7-(2,4,6-trimethyl-phenyl)-2H-indazole hydrochloride,
3-(3-meth0xy—1—methoxymethyl-propenyl)-7—(4—methoxy-2-methyl—phenyl)—2—methyl—
2H-indazole hydrochloride,
[7-(2,4-dichloro-phenyl)-2-methyl-2H-indazol-3-y1]-dipropyl-amine hydrochloride,



(ii) R is hydrogen and one of Rd and Re is hydrogen
or alkyl, then the other of Rd and Re is 20 other
wao ban/osleBoxy, al koxyal kyl, heterocyclyl, PCT/EP2003/013161
het er ocycl yl al kyl , or heteroal k%ql‘; or, (iii) R is Nra
Rb and one of Re " and Rb is hydtogen or C13 al kyl,
then the_other of tooan LS her .t han. hydr oge .
o et a1 ko nmet PR B o R S e P ARG ochloride,
t @-fleBioRyE 2 hitHyl-71 (2,4, 0\BaiRbthyl- Pty ReH -in €47R3 -yl Bpropyl-amine
_%Oﬁﬁ%[& % c(on'pound o?, ??rﬂr?um)la I accoroﬁ?g it
to c Ay0L0 rein R2 is C1 6 alkyl. 7. The conpound
Oéthﬁloﬂ'zﬂ?ﬁle&o @ﬂfy@)tEﬁ-ﬁﬂtﬂywqlz@,axtrhnmser-ph@ymzmsnaml-s-yl] -amine
or heterqaryl, eac optionally substituted with one
or rirEodledds.t uent s | ndependently selected fromthe
géy‘%}b%r@ﬁﬂhgﬂeﬁﬁylﬁ Ryl -@,86 kiinethpl pRerdil K 9MYindB#bl-3-y1]-propyl-amine
: e

hal ogen. 'he conpound of formula | "according to
cl ai Hiflposeaceti¢ 2 sallom 30
e n-2-ylineity PRI RrRBSIL 2, 26 B indHyt-Bhédyl PP EPMdaRM3- iT-PRobyl-ami
I %%I—I?i%a%ﬁ[e hydr och? ori de, M-}%d %et rmo 3- : #j-E0pyl-amine
( 1- prrdlaproasgtic aci fﬁ}'b) -7-(2,4,6-trimethyl-phenyl)-2Hin
10 fj%zé?’!ﬁo )Zg—?'red(?ﬁi-bgﬂrhg%z}ﬁpllle;%y;)%i_ﬁ-inﬂ%toh@Wj’—pfopyl—thiophen-z-ylmethyl—
( 4- neivetyilponeeadeiif aﬁaéﬂw ) -2-methyl - 2H i ndazol e
h 1/6¢ i )| 7o Ea e - _ : 2 1. .
e e s T e SR S oo e
- di phhg¢hleridlee hydrochl ori de, WO 2004/ 050634
PC 09 3% § TT. 2 .. I
s L e R A
15 di prpwpyl-amidee hydrochl ori de, (2-nmethoxy-ethyl)-
[ 7 N ={ 7t _| i _| 3l ~vhé _t 3]-%— - -
3 Mo A A b 2R3 ko o
- [ 2minedtydyochioride2, 4, 6-tri net hyl - phenyl) -2
EIVE r@gg’feg{poﬁ-r%%fkﬁy?%ﬂgin—§—yﬂyﬁﬁ%ﬁ{vl-9ﬂ-ﬂﬁiazol—3 -yl]-dipropyl-amine
[ 2- ntflnprodzetate, 4, 6-t ri met hyl - phenyl ) - 2Hi ndazol - 3-yl ]

20 ]: p—r(Q,chgéﬁ{}}%&?n}yg)i—f—Mﬁ%ﬁﬂdﬁz&gﬁcﬁ%blic acid cyclopropylmethyl-

uran
[ 2- nptapyl-amide?, 4, 6-t ri net hyl - phenyl ) - 2Hi ndazol - 3-yl ]

-propyl.- 1N i £ aget i iod . . (7. ~ )
BERAEROL PR PR IRREN B 5 el s gy et
pr opyidetiripbmacate] met hyl - amine trifluoro-acetic
agig salt, Bl s- (A ot - 2 .
8 G or B TR i s ag e
25 - am néfluchyatetatda| ori de,
2 b3 15 (244, Bby] L)k i 1,63
e
c ¥ P dpdiddptarphéngl)-2-ethyl-2H-indazole-3-carboxylic acid cyclopropylmethyl-
[2-met hyl -7 4. 6-trinethyl-phenyl)-2Hindazol - 3-yl ne
t hyl }’ml%jr %%;‘x“?e-zt“g%oﬁoé‘cﬁ?/ &t ochl ori de, [ 7-
( B-(ogt dichlyr 2 phetyhly2-npethyleli-((E3-lypropyl-but-1-enyl)-2H-indazole,
30 %—?Etn{]e\élﬁx%- “me ay%—%lhégylj-%lrlleﬂly I—ﬂ{Igg&allzbfl—g]—ﬁf—dipropyl—amine
- hydrochloride,
(2-methoxy-ethyl)-[7-(4-methoxy-2-methyl-phenyl)-2-methyl-2H-indazol-3-yl] -propyl-
amine hydrochloride,
cyclopropylmethyl-(2-methoxy-ethyl)-[7-(4-methoxy-2-methyl-phenyl)-2-methyl-2H-
35 indazol-3-yl]-amine hydrochloride,
7-(2,4-dimethoxy-phenyl)-2-methyl-3-(1-propyl-but-1-enyl)-2H-indazole hydrochloride,



trifluoroacetate, 20
7- (2, 4-di chl or o- phenyl ) - 2- net hyl - 2H- i ndazol e- 3- car boxy

wo p@4asieds cycl opropyl net hyl - propyl -am de, -- PCT/EP2003/013161
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7- (2, 4-di chl oro-phenyl) - 2-nmet hyl - 2H i ndazol e- 3- car boxy

lic acid bis-(2-nethoxy-ethyl )-'%Yrﬁ de

t I . .
T SoHR R ER Bl sk giloso mbenth-2omet e dndarsl-dplyasapyl-amine

I | c agdtbdllideyl ami de 25 trifluoroacetate,

&2 e d#e&{m)ar ﬁn@&?a%hlz%o—p%en}qy 2~meth|ylngﬁ~1n!iazolg )JImethyl ]-propyl-

7 (Zaﬂrnﬁld:tﬁﬂwr@adaﬁ@@yU 2- et hyl - 2H i ndazol e- 3- car boxyl

ﬁ?—?? 2 % ﬂgp %ylgezt-g%{hyl %—Iopr%élazcﬁ 3-)(?1‘]e dipropyl-amine hydrochloride,

74@@ ﬂnfzé&@ymmm,@hﬁﬂmﬁgi%hemhm = 2rdaA0EB- i1 -PESHYlandié - nethyl)-
-en |
[7- 3(/ eﬂ%%%ﬂ? *Eﬁlr?é?arfﬁa‘“‘pheny|) 2- et hyl - 2H i ndazol - 3-y

| ben#i-P2-@R3thyler 212 6- tnntBtH)‘l JZ@F—lndazol 3-yl]-propyl-amine trifluoro-
(2- nﬁ’ghoxy e¥hy|) [7-(4- rreq?%oxy - net hyl - IJ1ePny %

- 2- mefH¥: 21 i ndazol - 3-yl ] -propyl ani ne

hydis0@Biheki-3em aia Py TyEL- ekl 3- (TBJ-1Se¥pftitel )-enyl)-2H-indazol
[7d(24 4 et Elﬂxy S%Fm pthIg];ZI) s b M Fp U -eny)-2H-indaole
i ndasgficoshloride, ani ne hydr ochl ori de,

7- -pb -
S T SR I ek

PCT/ Em2bemyieritsifigproacgtatesy c| opr opyl met hyl -
[ TZ-(n?etHylW ¢hhgr tﬁnﬁé@ﬁﬂ)ﬂh)enﬁ')-@ﬁ h'}dazgl% VINq28 ng)l tl?hal&lz-ylmethyl—amine

-propyl-amne hydrochloride, cyclopropyl
[ 7- ( Piflueroasataseo- phenyl) 2- met hyl - 2H i ndazol - 3 yl met hy

| (3,2 R%08 Infdianaroace : yl]- -
§ (2 14 %ﬁorreﬁ% y E%]enelm @C B_Qhﬁlegﬁl-fl P %%%y%)oz%l m)(}ﬁo-l 3 [ yll-propyl

prop?ml%ﬁ’ﬁr i de, 4- ({
t@m&oxg% é{}ggztlhbm%o ReRy |4)y1&@ﬂw 9AZRlIaA1] |

- propyl benz | trile tr uor oacet at e,
benzyl - [2-nethyl - 7-
(2.4 péaqm@q?gpfﬁ} compesifipy comprisiag 2 sherapeptically effective amount of at least

Bh@ @N&P@th‘@f foHnmaLIerQI a&%?dlﬁ%?o cl&ga 1or 1nd1v1dual 1somers racemic or
hoxy- 2- net hyl - pyri d - 2-met hy

pﬁlewacemncmm@m 9 Jg}mqrrﬁdam@naq@yaﬁaélaﬁp@pt%e sal(ts thereof in admix-

dicare b at{lé]asf@ﬁefz’p'ﬂaréace{u%lcw J&%Ptébl(e E;ﬁ-hell propyl - but -
| -enyl)-2Hi.nd - pyri 2-yl}-am ne
trifluoroacetate,

[ 20 meghadzior freafing 3 subliest yYingh disgasy stats thatia albeviated by treatment
Rﬁt%ﬁby(tRF piRgRk aﬁt‘a}ébﬁﬁ@ﬁ Wl ctatnisedainhinistdrit 18368 Abdbject a thera-

(3, 4-di net hoxy- benz

[ Pewiselly piictipe: amoen%/ ol ararngaunghefifgmyula for Hasgastling tpiciaim 1 or in-
- B4 isomers, racemic or non-racemic mixtures of isomers, or pharmaceutically

acceptable salts thereof.

11. The method of claim 10, wherein the disease state is selected from the group consisting
of phobias, stress-related illnesses, mood disorders, eating disorders, generalized anxiety
disorders, stress-induced gastrointestinal dysfunctions, neurodegenerative diseases, and

neuropsychiatric disorders.

12. Use of a compound of formula I or II according to claim 1 for the preparation of a
pharmaceutical composition for the treatment of a disease state that is alleviated by treat-

ment with a CRF receptor antagonist.



am ne trifluoroacetate and

7- (2, 4-di chl or o- phenyl ) - 2- net hyl - 3- nor phol i n- 4-yl net hy
wo 2@ko5waazol e. 9. A pharnaceutical conpositiPCI/EP2003/013161

conprising a therapeutically ef% ctive anount of at

| east 20 one conpound of fornuf™a | or Il according to

claim 1 or .indiyvidual_.isoners,, racemc or non-racemc

ﬁiim&veﬂ?m? %%Flgsef&e ‘g"ﬁgﬂl?f‘éiceuti cally acceptabl e

salts thereof; in adm x- ture with at | east one

pharmaceutically acceptable carrier. 10. A nethod for

treating a subject having a disease state that is

alleviated by treatnment wth a CRF receptor

ant agoni st, which conprises adm nistering to such a

subject a thera- 25 peutically effective anmount of a

conpound of formula | or Il according to claim1l or

in- dividual isoners, racem c or non-racem c m Xxtures

of isomers, or pharmaceutically acceptable salts

thereof. 11. The nethod of claim 10, wherein the

di sease state is selected fromthe group consisting

of phobias, stress-related illnesses, nood disorders,

eating disorders, generalized anxiety 30 disorders,

stress-induced gastrointestinal dysfunctions,

neur odegener ati ve di seases, and neuropsychiatric

di sorders. 12. Use of a compound of forrmula I or |

according to claim1 for the preparation of a

phar maceuti cal conposition for the treatnment of a

di sease state that is alleviated by treat- nent with a

CRF receptor antagonist. WO 2004/ 050634

PCT/ EP2003/ 013161 -88 -13. The invention as

her ei nbef ore descri bed.



