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activity, and associated pharnmaceutical conpositions,

and nethods-for use as therapeutic agents. N NR N

(1) I / N(Il) 33z R Corticotropin releasing

factor (CRF) or hornone (CRH) is one of severa

neur ohormones 5 synt hesi zed by specific hypothal am c
nuclei in the brain where it activates the

transcription of the pro-opionelanocortin (POVC) gene
resulting in Aea—e,of.%gtenocor i cotropi c . hornone
(ACTH) and b %3 CBEISRN 85 ar y

cel; e [ . : (. ..

TS PPl Thdqene PRRRAL BB LRI B i an
fasyocatedapiproa cquticatcempesitions entlonsthodsdos ust aselss gpestic agents.
such as physical traunmg, insults of the inmune system

lo and social intenactions. CRF also has CNS effects

by acting at highgt centers in the brain, R
particul ar | y>CogtAhcal ,regi ons where there
wi despread di L bdrFon f CRF neurons. CRF )
believed to. € aNkey internediary in comunigatitn
between the ighune, central ner- vous, endocrg®ne &Ad

cardi ovascul ar systens (Sapol sky et al, Science 238,

522-524 (1987)). The role played by CRF in

i Grrsigptaepin geledrang fagipbi{sRF ofr hdmoinmtGRED) syeneetfisewgral neurchormones

OB 008 gy RAOLOAONL2h A, S A0, e i
Bifabopio-opiPmylinotatin dBOMIEVE@ng eadtinglin(rte88of admdndcoticotropic
g%;rléﬂ% \gjtb&ﬁ) §ﬁ15 beé%ndﬁ)é%]%i& #%L%e%é&%)%ﬁ? g%ﬂs%{/éle%f &, Science 213,

e in‘the treat : ange
S3Pé<I§9T €1988 BdThe fandsmestal ralwolCHF supgeemrs thelvrgmism for an appro-

5003 e PR IEREASINE, AR USLancBl AALE BPRSAYE e sy

on, Fess abuse 1 nduce
chaydrsesis] interagioss. fGRE alpo Hespres sffens bdysinlyenh@her2@nters in the brain,

hi pol ar ;. di serder .and .cycl.ot hyrni.a; chroni.c, fati _ _
SR i R R AR RE b BR800 BER gowrons. e
anbelbavtd ta e nlerpinwanediendnabimeniastidndteyweknsthe ttefune, central ner-
pani c_di sorder, hobi as; obsessive-co Si Ve, .o SN
ARy BaP SRR R AU B UV EL Bl A0Y GrL SRR 522-524 (1987))
PRiccpt ployed tULRF aSniestitogyht gisponedtdadhanune system to physiological,
fé&&%@iﬁlgﬁ %{%& dgp%agsy%@o[g&ﬁil A :s stslé%j ; as%%% F%trfbgg i ggrt?es.g. J.B. Blalock,

Bpeictenal Redevysnn (535393 khé J.EoManleyHERSH. ARGRE (2B7).
stress; ulcers; stress-induced psychotic episodes;

A STTBASLA L SBESRE U 25 DEUTR LU AL LTALS s
pheod tisoaddd suchas BytpessiodnN siafut, dWR 20040616 Ithgle episode depression,
ol R A TN
Abipbet BRbrder afld SERSBymEe thrbeicden®n dyadrdiad; kifvgohiseders such as
ey S Bl M IO S 0 8, 5028 Sl 520 e iR A bt iflorder;
phobias; cbsessive-compulsive disorder; post-traumatic stress disorder; pain perception
such as fibromyalgiz; headache; stress-indnced gastrointestinal dysfunction such as
irritable bowel syndrome (IBS), colonic hypersénsitivity or spastic colon; hemorrhagic
stress; uléers; stress-induced psychotic episodes; inflatmmatory disorders such as rheuma-

toid arthritis and osteoarthritis; asthina; psoriasis; ailergies; premature birth; hypertension;
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trauma; ischem c neuronal danage; excitotoxic neurona
damage; epil epsy; stroke; psycho dwarfisnm chem ca
dependenci es and addi ctions; drug and al coho

WORBTHISR6R4 sym social 5 ptons; stress-induceBCT/ER2I8/013161

dysfunctions; imune suppreSS|on and stress-induced
in- fections; cardi ovascul ar or %eart related
di sease robI ms; and, /or

rERORETT gt cftﬁﬂl SR R ”@?Wf PiHfhcag Alzheimer’s

. d diisaase)\@g a6 Bemédial PERMsbEE dietie a@ﬁﬁu@g@mﬁ isemY; head or spmal cord

10

15

P R eSS bRl bbfepss o ey
n @@ﬁﬂnﬁ%@ﬁs@tcﬁmﬁc@l @@eﬂ@&mmafaeaicheﬁs, AyRenFesEsidl thdrawal sym-
of CRP. 10 Ig Vi_ew t he_abqve, ef fi caci ous. and 4

s PEEpisEeRHp H.lee:eﬂ:-&ré?éeeda%% HBRUDE JURRE SIS sifgsgrinduced in-
v@daahk; %aitﬂﬁfa%%tdr e 418d UNeadeR Ferdli®ALBBRINSPAnd for human im-

psychlatrlc di;sorders and neurol ogi cal . ‘di seases.
| sdnqdeldeaymime Srtpdions s AsERRE o] defe saapssts flaat Q&B receptor ant-
O b 88 eﬁgﬁoﬂrel]ﬂﬁi&.lgﬁeﬁzﬁ:{tb ¥ad/oy §1§n§\fﬁh§ B3k €hat majer be useful in

I bitors of vascul ar_ en othellal gromﬁ factor.
o hefmegal ddhesesophizBICies tRhRBHTesFEgtion  of CRE.
ca. nnabi noid 15 receptor nDduIators In a first
aﬁpﬁﬁw R'ofttlﬁ\:eélﬁlvé Sefﬁ},ra@éhéjﬁijd %1 o \ilm_QEs JiQ !HFHIRZ@ dksifdd as potentially
erein
hy@ya@lglg thergpengc ggq@q for @Ltgea@g)@p'bgﬁ néy¢hiatgig dgsorders and neurological
cxglgg@g I/l wifds d%mﬂﬂfé'ﬂom&%v@f ﬁ% tz:iu“: &%ﬂﬁists Cl. 6
al kyl sulfonyl aryl, or arylal kyl, rein said aryl
or arylallcg i s optlonally substituted t . with one
&

fﬁ@ﬂélﬁéé% Feh@n@@azpkdi@ﬁ@ﬁ@@w%@emib@mﬁ ebFrcwlag endothelial
f13¥0 B‘J\Tk)yd 1 5%69 @Jscﬁ)ls&qfﬁ ri‘)%lu cﬂﬁe'cﬁﬁﬁmmmd
oF eteroaryl, each optional subst i1t ut th one or
nnﬁépgmﬁgﬁiiﬁ@ﬁts in 10 dependently selected fromthe-
group consisting of Cl-6 alkyl, C 1-6 al koxy, Cl-6
al kylthio, C1-6 alkylsulfonyl anrinosul fonyl,
NMRNPfskydpRat, Bese s\ moMbed g'cahb)éhﬁd‘bﬂclﬁlﬂufaolfbf“l are each
i ndepen- hal ogen, hal oal kyl, cyano, nitro, and -N Rb
; where Ra and Rb" dently selected fromthe group
consi sting of Wydrogen, C1-9 alkyl, and Cl-9
al kyl car A, 2a 15 Rl in case of coO S
fornula | - NRaRY, c& RIR, C2R2, or 0) NRaRb; (m)
[ 3f fornula [ i s >R
or, in case of conpounds ofs f oAUl a
or Il is hydrogen cycl oal kenyl, aryl, or heteroaryl,

whereii
R* is hydrogen, Cy.gallyl, Cs.¢éycloalkyl, Cs.¢ cycloalkyl-Cr.s alkyl, Cy.s alkylcarbonyl, Cr.¢
- alkylsulfonyl, aryl, or arylalkyl, wherein said aryl or arylalkyl is optionally substituted
. with one or more substituents independently selected from C,_galkyl, haloa]kyl Cis
a]koxy, and halogen;
R? 1s.aryl or heteroaryl, éach optionally substituted with one or more substituents in-
dependently selected from the group co'nsisting of C, ¢alkyl, C,.¢ alkoxy, Cy.s alkylthio,
Cy¢ alkylsulfonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
halogen, haloalkyl, cyano, nitro, and “NR*R""; where R and R®" are each indepen-
denﬂ}; sélected from the group consisting of hydrogen, Cy.¢ alkyl, and Cy.s alkylcarb-
onyl; '

b



s

157

20

25

- 30

it

15

where each aryl or heteroaryl is optionally
substituted with one or nore _substituents

i ndependent |y sel ect ed from é-6 al kyl, Cl-6 all coxy,
Cl1_6 alkylthio, C-6 al kylsulfonyl, 20 hal ogen,

hal oal I cyl, cyano, nitro, -C(ONRa Rb', and - NRaRb',
mhere Ra and R? are each independently selected from

ERUBr CANS L P DRl SRRl St s CTOMNRRY
slelk erctasdofmmp@:mds of umuloNTsh STRIY, afRARIRY @93311“ ol _9
Al %%ﬁ"’tsﬁ I ﬁﬁaf%aw% ﬁ%kﬁxhﬁﬁog@s %lcca}lcqnal aps, or heteroaryl

al kwﬂlﬁre@&c]ﬁ@ybbldfﬂtéwﬁ prtﬂinﬁﬂir substltuted with one or more substituents

Nt B O —
cs Eiﬂegm tapatlyll cyahstxﬁﬁ@cy@tcymkw an@LMRI RO AL KV hnd RY are

het a I phenyl al kyl,
di p é‘fﬂ?&? ﬂ%ﬁg‘ é‘ill %Om °T§HE§PF%1$itIEd>fdeg6hdt3¢p agkyl, and C,.
C3. ﬁalkyﬂcdrbash}ﬂ;yl and a phenyl group, wherein each of
al d ycl oal en ary or heteroaryl groups
p}ti Birars fﬁ‘éiﬁ%ﬁ?‘% %%chfi fRomythe grouproasisting of hydrogen, Cy 5

balkyl N 3 )
ig nmq% % ﬁﬁgb%r _ %gﬁ%ﬂ%ﬁ;&l:%% | 1?&5%%1 & 9:?2}(3;%19 8HRC, 5 cyclo
%%Y at THHC In@1 3 @kﬁl 1‘1157(5& acﬂﬂt}’él@gdhetawdhﬂ aminoalkyl,

ac yilﬁﬂ‘id&@sboﬁﬂﬁﬂ’ckr ek, h)é{e%‘élyfcl?f‘ he%l‘oocggliylaﬁﬁfglalrgll arylaliyl,

hah%% each
»t %ﬂr&sl.alkyb phgmda]hyh ﬁ@hewwlla]kyh bk 0.5 alfky)l SRbstituted with

andhdih aar n| tr
they are flst aléﬁﬁé%fa]g%? Ylife%)n ‘K’lﬁer ?tggﬁsaﬁcgfyw &gﬂyll’lphmﬂ aryl,
ri n‘@f %?I@WéQIOPPWOPhQHQIﬁSOmSQMSd Mthrtma@fr more substituents indepen-
pyr hono
LSt R o SRR RELAS, W, ok, v
eqﬂﬂéwmo«s laélzygxmmol h)m]eoxi':lélt}glp&wdﬁ Cﬂ&ylﬁhmalaﬂlqusﬂfonyl alkylsulfon-
yI i di ne
rmr 374 %1%(2}55]]0%116 %1[21]% CB of S%lgra%ﬁl(é gfoﬁ%g %énzﬂgrn@onosubstltuted or
ﬁl‘éltedlvmtheﬂwhoh of said rings is optionally
ib t h.one.or. nore subst nts sel ected
F?:Aggn th tﬁgé ga%g%\% gether With the RErasen 1R %ﬁ&eyﬂgattaéqh@9 form an hetero-
hy dir“(d)(l)ﬁa"l Hepdrpamgl hﬁg(sdecﬂgk@éﬂmahdﬂg’ﬂoup %Hilsﬂﬂﬁ{vlﬁf :p RGne, plpendJne
g?n"y'ﬂnoc grl%&l?§}1% &?a[ﬁ%]n %ryﬁglgr%‘/ﬂ, 1.3 am-ne%% ;drgaumohne, 1,2,3,4-tetrahydro-

al hindlineetraby Fﬁﬁﬁ
Whg?gl ach of enylykﬁgg I'S optﬁgq£#1gﬁkimpaﬁmn%
su &?@gﬁﬁ‘é Slg‘?‘FePWOII%PE 2l @-B d itpiddeqlervdene kach of said rings is

sebptibedly J&Bﬁm@dﬁt@bﬁé’ !)r midgd éﬁ%kt!fﬁﬁlamﬁ g%leéec?ﬁ'l GO%Y eroup consist-

anm no ggglan1no di al kyl am no ogen

ealltt it > QRPrilky G{fm]oﬁkpm allkblyyalkyl, ammoa]kyl acyl, acyl-

. mﬁf@%ggﬁtfﬂg%%ﬁg% AR b At

TIRRRnQy RENROS fmylmsmhy dnd ghmyl hyhebrein ytac}ﬁif 861d phenyl
in é epen élééélt) I y s g:glggzsin of @? Prcl){r%q)tn% & n%%c{ b ﬁr Oué) A érlldgetpe’ﬁ‘éen&y selected from
hy fr-o8&Hl, hadpalyla Cryatkostyy dmdixy all@hlmmo, dla.lkylarmno and halogen, and

h;%?l;%%?ﬂ% A bl b BV BT P b e with el
csoaalsw@mmdm &@I@Idhﬂw,l pipetidifif; Moeptalliagl, ky bigetazdnyl groups

RO ryrﬂ’(‘%’%} s o) %Nﬂ?%%"ELSﬁWQ 3al kyl, and

Cl-3 aIkyI substltuted with both a C3-6 cydoal kyl and
a phenyl group, wherein each-of said

!’-.\
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~am radkyl, di}#dybmﬂlqm CiQiaBloky:

_ hexg ropyrimwdine, ‘pyrazoli

cycl oal kyl, phenyl, aryl, or heteroaryl groups is
optionally substituted with one or nore substituents
i ndependent |y sel ected from-tBe -group consi sting of
Cl-6 al kyl, haloal kyl, Cl-6 al koxy, am no,

al kyl am no, diallcyl am no, and hal ogen; or 25 R and
Rd, are taken together to forma dival ent group

BT -wut Rthrk each ﬁﬂeﬁerﬂlehﬂjf seliemsd frorethderoup con51st1ng of hiydrogen, Cy.9

2;2 F%lgﬁl %’2/41' de l’i% ?%‘f j%g}lﬂ g?%%% éftegozﬁkyl heterocydlyl,

al kyhetaiolcyctlyid]danyy[‘a 63&1 @10 Ry @%HJ@%%I , &2, cycloalkyl-Cy._; allcyl,

tr:],\(jf:ler og%&&cﬁ%‘%ﬁ@g Vﬁaﬂﬁﬁhﬂaﬁé}' e epeliyl and Gy

aryl almsabaimwdmﬂwbﬂlcae@yg dbﬂkﬁraﬁamﬁhenﬁlaréup, wherein each-of said
al kyl i aryIaIkyI Cl. 3 al kyl9 denyl,

wher &i° ﬁ’aﬂ%i'ﬁ’hﬁm a7k O EEERAr R groups s op YS@?Stitu’fethh one or
het Einofs sdbsemuesnaepeeaéﬁ lebéd $o0S Heldtb B cYAS RN C, 5 alkyl,

r@ l.ibé ents in- e endent | seﬁ ec ed from

.6 ai?afl% ik grincgaliglagine #nine, and halogen; or

azk‘l )l Rfreiy® @akeﬂltovéhé&ycb m@@m@f&gt% ggaecte@ “ﬁoﬁgc?@glcﬁﬁienyl Cre
are take ﬁg grvvlththe car bon t

at t a@ﬁ"@&gjtl%{ C-scepaiyl ileryl) Cm@ﬂ@ﬂ%b@%h@ﬁnﬂ, |Ciag cycloalkyl-Cy.3
35 Rilicyl-=868idebyl, C,. @lﬁﬁel%éﬁi‘y ycie?ebxycﬁq (ﬁ%’aﬁ&hﬁ&ﬂ@@ s hetero-

the%ro onS|st|ngo dr ogen, C1-9
“hydr ﬁb’ta{*ﬁwgt Cra@iky hd;qm@, aaylk§l- izﬂkﬂaalﬂmﬂjldenyl heteroaryl-

cya ol & 1%‘%“? bl %’@%’% Gl idin gt fid o,
C1- 6 Rebeheisroapy! gr@lﬁ@mmpmmaélyqusamtn@mﬂmmmbmubsuments in-
cycr&@kﬁ&éﬂﬁdé&@ﬁ%ﬂ@ﬁh&kﬂ nfl§ 12@2%1%&@ o0 alaLléﬁammo, di-

aryl het er oaryl éroar
di prﬁéhshmmo 3ngdhkiggen;amd C1- 3 al kyI sub- stituted with

I he 0 wh

0D e a0l B0 S RIS BOHR AOSIEELD: £330 o cylo-

gro@@lpshe‘mm@nh’lhylg;substltut ed with one or nore 5 :
went s i.nd end tedfromthe gr.oup

conS| s%{ %fegfldﬁf %ﬁygﬂ ‘PWI the gespipcomsitiRg of hydrogen, Cr.o

|dﬁ¥|$oxy§ﬂ’<?ﬁ Qsyl, Cs.6 cyclo-

na Qe a5 fglﬁy e%‘éy %L%?Xe%@%g.@hwwz ammino-

eﬂt@b&hm':hﬁaﬂda alleif Sy CB%IE;}] -
Rb. t aken .t oget her. éﬂﬂ}%%ﬁ%gﬁﬁ%‘%@.&%h t he Saryl a
s g M@@y@ww} e kvband Craallsl sub-

r ' nmta&lde,eﬂjesoﬂf@@g P bR {vherein each of said cycio-
r |per| ne honnp peridiire,
t et ?lgﬂy%i‘ tqrozr)@ prnpe 5y ttigdvely svbsbibited thh one or more’
1, ZSLﬂ)sﬂtueh@tlh i Heﬁe)opevéc&%] {3} thd Sl g‘r}égggﬁ& A, haloalkyl,

R, 2R 30N, @yﬂwi@mno,ﬁmdamra&ﬂ,m@ho, acylamino, alkyl-

| m gdagaie i gld.ri optionally . . ]
substltut ed wﬁ{fﬁnﬁ@ga&ﬁ%@e Fg (t%ué & %fgf“é’c%‘@ﬁl’““’l’ﬁ"mﬂ?
f r ORPRPRE Sﬁ%edQMgmbnﬂwutcdmﬂ&ﬂk)m;gamf hydr oxy, oxo,

‘ ?;5%{& R;-L%/frgg% n@oﬁ%ﬁ%&rﬂ%hﬁ gf%% al | C%{%ﬁ]&sﬂ;\%v agtﬁa}eﬁyflorm an

10

hetrsomyishyn }bl‘ hmlcm:a:yi&mgnﬂec&dlﬁcﬁﬂ yhe group consisting of pyrrohchne,

am.no, ..am_no Ifonl m no, . and phe
EX ]!()EI n e‘gg% SQpReHdne, i % Ly43.47eic P@mmlme 1,2,3.4-
Suﬁmmmﬂlﬁl ecteihydBY; C? pyn Hjﬁe pyrazolidine,
al kox

seI ed fr 6 .al. al oa] k I
%ngﬂéne, d{né%h%wmo eafmmzo e, and nmdazole where each of
said nngs 18 optionally substituted with one ox more substituents selected from the

Main



20 hal ogen, and each of said am no groups is
optionally nonosubstituted or disubstituted with

al kyl, or is contained i n‘achyrrol i di nyl, piperidinyl,
nor phol i nyl, or piperazinyl group; or individual

I somers, racemc or non- racerric m xtures of isoners,

o O RO BTSSR BTGRP incatr,
‘ Uﬁ@@mﬁindzﬁﬁiﬁ}dcaﬂ:(ddﬁ andfodagb@ifidiyl] saindogdroaglmino, amino-
-FIJ-P I(f\‘r"'tja’éﬂae oﬁgé%&%ﬁ:%og%g}qa Wnd aspegt gexﬁjge{vﬁerl llsﬁlﬁadl of sa_id .
N- Bleh arBﬁ M%g%bﬁaﬂ ysubsttutdSwithloBe ornﬁﬁ‘e Bedtips WﬁdﬁnﬂY

OI'-

0 r SQIGCTE @@Qy%@@%%&?ﬁ= gﬁhgt Zét'g%f%ﬁo’ %éﬁkﬂanuno’ and
20 H&ﬁtdfw&%gm}\ég %:bn%e% SrRng m&&ﬁbéﬁt’d&:ﬂ&ﬁ

ep n ent y sel ecte 6 “al kyl , 6 al

CI xﬁsuémtyiterhmth aﬂgyl @ inddopived fronpyrrohdingly @mm‘ﬁﬂﬁ morpholinyl, or
al nitro, -C(ONRZRb', and -NRaR&',
g?gr%llﬂaﬁ%é are each i ndependent ly select ed from

- iy heﬂlgdualpsomm, stcemic @f ndnycicogériniiures ofdduydrs, erpparmaceutically
ae%e aﬁbél daftk lﬁfé@%‘f’wﬁf’the 0\h§o At ARE R> 1§|ph@n)@l|ajﬁ}d|R is hydrogen in

al F%YW%W h@”ﬁ"éﬁ?ﬁ% Igylfglﬁ'i h mg‘é‘ryly or aryI al

%#Waaﬂ@?—é—baﬁbﬂéﬁ 3" ¥dcohl %&cﬂl tHeYd ik Speliik@nal édmpounds
substitute W th oné or nore substituéents

comprigiepgehHempuly | sel ected from C1-6 al kyl, hal oal kyl ,

Cl-6 al kq%ay and hal ogen; R3 is aryl or heteroaryl,
gptignally substituted with one or nore
s i;nde- 30 pendently selected fromthe

gr ol cay ﬁng of Cl-6 alk Cl-6 al koxy, -6

al | cyTt h|'3 WD 2004/ 050634 PCT/ EP2003/ 013151 -3 O _6

al kyl rul fonyl, am nosul fonyl, nonoallcyl am nosul fonyl ,

di al kyl am nosul fonyl, hal ogen, haloal kyl, cyan,

nitro, and -NRa Rb , where Ra and Rb _are each indepen- {
Wb&é‘fﬂ’ﬂl y selected fromthe group consisting of hydrogen, '

Rylre RRQDY!
t akgqr?lkn%jdcl{e%?gnté%%&a?}e l@é{\déljc eI g)(r:}%ﬁé dS]?Y qlﬁ849(:1&31?«5&?1 aryl, or

20 & eﬁg]@n@]ggdleter@yblsajpk@haﬂmyﬂmm@ Wym one or more

gr&u&ﬁ%éﬁ@%ﬁls denﬁ e?ec?e!&ﬁ%\!n % &%ﬁ+yFC wsaﬁ%&jp ?laﬁla{g?%tlhio Cis

u@)@ﬁ&a&genﬂal@ky&l dryho, o SHAIOBNRARK yAnd -NR¥R®, where R*

ﬁet ‘2?‘31?%% acfl?ﬂ%%t er o%gﬁyﬁgﬁ%@P E%E?noal k%?%ﬁ%@ﬁlﬁm"e& Cis

h el ead @hpdkﬁtabonylyl al kyl , phenyl aI kyI di phenyl al

R

C Y&y 1, Whétein 04id RBHIQ) Qﬁy‘lédkylgi OpRSAlly substituted
opt onal I substi f ut ed wi th one or nore
one or more substitnents independently selected from C;.¢alkyl, haloalkyl Cis
alkoxy, and halogen;

R® is aryl or heteroaryl, each optionally substituted with one or more substituents inde-
30 pendently selected from the group consisting of Cp.galkyl, C;¢ alkoxy, Cy_gsalkylthio,



o

( substituents independently selected fromthe group
consisting of Cl-6 al kyl, haloal kyl, Cl1-6 al koxy,

woansanspezal kyl ami no, dial cyl am no, hydroxyal K§CT/EES@#)13161
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'groups i s’ optionha

acyl am no, al kyl- sul fonyl, gylsulfonyloxy and
hal ogen, and each of sald am o’ groups is optionally

15 npna ted or ubstl ted.w
(iif é&gﬁﬁ% ?ﬁ%?mm%? ﬂﬁﬂﬁ@ﬂﬁpﬁggﬁiﬁ@gﬁ%WQH9ﬂm&nﬂ
whi ﬁmohafﬁal@mqla&;ta@@hﬁ% e mﬂﬂa‘ewm@@m |aM£ RBrare each indepen-
heteroary] ring sel ected fromthgB ﬁ}lqgc e
of pYERSY jelirtre TOpR B SrpRRFORSELOg 6) %@fﬁé T 1- ALy
tetggm%gﬁopyrldlne

etrahydrqu|noI|ne

Réerd Rg&{q) tsn q@ﬁeﬁgqlqqugy BFGRAE Iaﬁ@lgqt%@pmrﬁua grqup consisting of hydrogen,
 CiIRYNRZRkA] @1 o allSAhRIaDET, 3z BRyalkyl, acyl, Csg

hex
oD R O o e T

subst tLEHm%ﬁ, it BByl TS S SRR L. s%?e@éﬁq%@l ﬁ@feﬁ&ydsﬂaﬂwl aryl,

from roup consi'sti’n of h drox 0XO0

hyd p@ﬂgﬂkﬂk@e}t&mgﬂyk drteroaay aﬂ(jdzéhg g}yi@;lgl anggwg alkyl sub-
| | ein ea ai -
T T LS RSP Wi s i

-al kylls’luphmsh aayli erohetermETbEenpe wopswm@ sulEf s ERl one or more

wher ﬁb{’mﬁ&gb %%éﬂ'egﬂy @R phaRyh G QRS gbﬁsx&&g o?@‘?l hikyl, haloallyl,

sub$ one ‘or more group epend

sel é}atsa&ofcy emigd, afildnkinb, dinkemirg|hydemxysika %@%9, acylamnino, alkyl-
amC E;%[f?nyl ka!lgﬁ‘s%ﬂ&ﬁ%lo gk !ﬁlal%géﬂ] %Tnl OE&I ?fhﬁ{doagﬁﬁo gﬁfh‘fas is optionally

roup
nonammubmedoodlsdbgub@dmﬂxalkﬂdomth al kyl, or is

t | l e ca
o B AP Bl .o
Cl. Gle&irkq;xyl ophictdiRaryRiing seﬂhttahﬁfom,e gr(m@(mnmsfma of pyrrolidine, pipe-
nydrbga boep Ry ey ARkl £28 SRR Maling 1254
ﬁét g?%tlkyﬁlrclblg?cgﬁﬂldﬁde, teh&hﬁhﬁ%j;}nfy}m hetzélydmp@’hyhdme, yrazo]ldme,
cyclRBf %e,éioréhg yr&)la %ﬁ?lei axaﬁi ]I%lda%q(%} where each of
SL% Lsa}t?}iﬂkgsaé oﬁdﬁglézgi&g?ﬂg%ﬁ et grr] gmry big;hwe;%s(ﬁs;zzcted from the
sub PFPJF $iPE AT BBt R O B idET 87 ARAyaley!, aminoallyl,
gr Oleyl, WheiEing, faebcabosyl dnindyeboalilkiitkyl, amp’ﬂu@ﬁl%lonylammo, amino-
ot gylhﬁﬁab&é@é&p%w%w%%@a%%%ﬂ'%%%
sub hetn su@ dﬁ@@iﬂg@ﬁﬁﬁt&eﬁ &Gthflihe{dr@ﬂ&z%lgﬁm?t@mﬂkpendenﬂy
con S | a al Ko
ani g ec‘é? I%Fﬁ‘l ﬁ%lﬁ]%ﬂ ‘%/Wl’aﬁirﬁ?g( Ay dfglitamino, and

and fﬂo@heaﬂ@éﬁ@]@ of 8geiBIo ﬁﬁu%@ﬁ @pﬂoﬂﬂl&&h@;ﬁﬁsu@ﬂtﬂmd or disubstitu-
selectedfro -6 al ky Jdce

het eiegar: At Contein 8T g dinglgmgrphaiagl,or piper-
cycléﬁﬁﬁ kﬁﬁgkylldenyl C3 6 cycloal kyl-C1-3 5

al kyl - I yli denyl C3. ghet erocyclyi- denyl ,

&’ Glﬁéﬁ FgER TG C B@I&QWWJ%@CS 6het er o

cyeiyd At kY biHinde h!ﬂéﬂ Ié?z‘ded Jac3ins 4 ﬂIeGL'Q% addeytihgefytdrogen, G

g[i;ﬂkﬂ@wﬁﬁl kyl - kyI I@%)faﬁﬁ'gl het er ﬂgwkgﬁﬁ_@@]%ﬁ heterocydlyl,
wher gl %?&ﬁﬂ&{rl éﬂ l%mkrp@% 'g&'}doaﬂ@!: y:h 2 B4, heter 8Rloplkyl-Cy 5 alkyl,

substituted wth _one or npre

subsaiyt li hﬁtera@ﬁb helsrrarylalke), sherstrlir oty Capalipt, 2nd Crs
hal Oékhyslﬂb‘o‘ﬁglEQ VAR a @W@a@l 53?4«!1 2PhBRy] gftlup, wherein each of said

cydloalkyl, phenyl, aryl, or heteroaryl groups is optionally substituted with one or



10 al kyl am no, and hal ogen; or Rd and r are taken
together with the carbon to which they are attached to

wo beyms@3gycl o- al kyl or heterocyclylring, Ra BOOER063/013161
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(i) are each independently sel ect ed fromthe group
consi sting of hydrogen, O _ .9%all cyI hydr oxyal kyl ,

Cl -6 al koxyal kyl, Cl-6 al kyI t hi oaI k car boxyal k
acymormb@umy@#s@n epsn%ﬁr@fls eqtey] %Fé’éﬂ’wméam%o g8 € galiy, balo-

e k%j% ?1 %a% am no al M Mﬂo’ Q@hale en) ”

het , am nocar bonyl al
Ri/arfo% ireyiken Cogetrate fq;mdwlenm@ép Pﬁlﬂc‘;ws allkylidenyl, Crs

oA S IR PO e . i
sti tlkyleaikyh&ehylb& dhegerogydyli y@l@ dlwtergwg Vi @@p enyL Ca.ghetero-
2 A el s Sl S g,
W t 3. Qmjkyluienydoamd Eﬁemabézﬂkyﬂ@n lidenyberhtent fegch of said cycloalkyl,
ﬁ:: g%ﬁ %% f Jt’e?%rgrgf 1?3(& ) Tg Jﬂ§1&ﬂsﬁ]@]{t‘3& W%l oqle%lr lﬁ%re substituents in-

di aﬁkpdnﬂﬁmsoseld@sedrfmw éhk;ﬂlqul baladkylaeya %lm:fﬁoammmlﬂwlammon di-
sul f - alk | f onyl oxy, and hal ogen, and each of

sai n%FH g&ﬁ%‘?l%’%ptl onal |y rmonosubstituted or

QF S RE hietthled tokdtheratily the carbofith whachethe s keerattadhysk thdprm a cydlo-

W|tht e nitro to which they are attached form an
hetéWS 2153‘?599&51? 8P heteroaryl ring selected fromthe

REOMR RO apé bt iodeppydartlyiselbate] fipiptbe igdiupesonsisting of hydrogen, Cy.-

LSS RME bt Rt sl &S segegaioh b Coaorl-
i so D@is 6&@:1039]3!1@@&@&371} ﬂyﬂs piytioaskyl-Cy s alkyl, c1 s heteroalkyl, amino-
Egﬁgﬂﬁfggg%&; L2 9L LB RE LG cryTair, asy, e

I mb qtﬁ@? |ht%teg&ﬁ?1r Bet@@@fylﬂkylﬁﬁieﬂylﬁ]]@? shp}&ngrle@i_d adﬂqéJt dnd C; 5 alkyl sub-
supstitute ne o stifuents sel.ec

1 omHiiE b g Uties GElosY] g DR LRGNy, BEE kgl ceid -
hydr,gxy %hlé}ﬂrh a9, KPﬁékeroa{'yKGﬁM@lsks)’d nomﬁjlﬁﬁﬂisﬁwted ﬁrthlone or more

g?n !@i;bgqctg@q@ ].tgi,%f:%é]ﬂ%ga{wei%%l g gr%ﬁzg%g}émgmg of Cy.¢alkyl, haloalkyl,
al | Gyl sl dxnihiael ARyla At @ﬁ:ﬂ%ﬂa@ﬂﬁb@lﬁ@d@@xy@ﬂ cpitenlasnino, allyl-

wherei n each of sald phe groups i s i_onal
subsulfoutledkxrafongiser.enpd ra&a ?I%S@B{ﬁ%ﬁtglr uPS is optionally

I e k Cl-6 alk :
an ﬁgg gﬁu&g?&mdgg dgsgﬁgawgeﬁ@% ﬁg&%ﬁj haI og:n v
B

eac f{llfbﬁl h T@ﬁﬂhéf Wit thesiiregene y are a‘ttachgl({1 Porgnsan hetero-

gg 2?%91%?%11 }itxé#rg yfm e}é&{?&nnty fr&ﬁlttﬁégger‘ﬁu r&ﬁsf,ﬂﬁﬁ% Orf p@’[’rcﬂﬁme, piperidine,

e w4 B BRI S e etrsbyro-

-5 O:Lrso%ﬁg&]ﬁ dial #’(ﬁ%ﬂ%ﬁﬁldlﬁé%%ﬂlﬁfd% pYHRRERE Sft£olidine, piperazine,
s of fsone

m xtur harnmaceuti cal IX acce t abl.e f said ine
sal tmotpiﬁﬂmg,fnmdﬂzp],me, [pmrrgleg nyREplgepddmt AZHEr Wh e,:rg 2ach of sai Tings is

P o) da%dmﬁ&g%ma&%gaw% o5RLEH A gub%ataen@\ga&@d ok 118 group consist-
C( Q)l@laé Ry¢romy, dRo, at]kylﬁyydk@}g@lliyl @Q&Q@m aﬂé@q’wﬂkylamnoag?ﬂ acyl, acyl-

amino, aminocarbonyl, aminocarbonylaikyl, aminocarbonylamino, aminosuifonyl,
alkylsulfonylamino, aminosulfonylamino, and phenyl, wherein each of said phenyl
groups is optionally substitited with one or more groups independently sefected from
Cy.galkyl, haloalkyl, C;_salkoxy, 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 pip erazinyl group;

-



heteroaryl, where each aryl or heteroaryl is
optionally substituted with one or nore substituents

dently selected fromd -6 al kyl, Cl-6 al
W@%%R?Q?% &1thio, Cl-6 15 al kyl sul fonyl, hal oge‘?f:T"EP%b?’m”lﬁl
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hal oal kyl , cyan, nitro, -C(O NRaR'; and -NRaRL', where

R& and Rb are each i ndependently sel ected fron1the

]F %@#ﬂ&@ﬂ%ﬁér@ 2P KE 689§ Brenfik stnds ¥ isonding ogph&maceuﬁca]l}f
car bou i s hydrogen, Cl-6 alkyl, C3-6

@9@!3@'%941"8 tbsreef OFdoal kyl - C1-3 al kyl, Cl-6

al kyl carbonyl, Cl1-6 al kyl sul fonyl , aryI or aryla

b e v At E Bt oyl | ot

I ndependent |y sel ected fron1C1 6 allcyl, haloal kyl,

Cl-6 allcoxy, and haloo*n R3 is aryl or heteroaryl

each optionally s fted with one or nore

substituents inde den&#& sel ected fromthe group

consi sting of Ci- Ky, Cl1-6 al koxy, G -6 (D)
al ky>lthio, .Cl-6 alkylsulfonyl, am nosulfonyl,

nonoal kyl am no. sul fonyl, di al cylaninosulfonyl, 25

hal ogen, hal oal kyl, cyano, nitro, and -NRa' Rb , where
R&Kxﬂﬂd RY are each indepen- dently sel ect ed fron1the

N E mﬁ%{ O D I N R o b ogers 7 cloalkenyl, aryl, or

| ndepensled lei ehach
hyds } ex% aﬁ? ylﬁrljofq %@dtr@%c%j}gl % }%&aﬁ?ﬂﬁisﬁ%ﬂt@wﬁﬁ oTe OF more

al | éogwm mdme@eaﬂkyd@ﬁﬁcb&pm@-a dl@&r%@a;lmwl salkylthio, Ci
| | a'nb’ &
Zfﬁy| 20?%§?ME%'QM§% ﬁﬁﬁy hetéroalhlfr%R > where R
_\,qre e@ﬂm

ani g IR< seldeyad, fr@y g]mgk)kiy lcongiging of hy‘drocren, Cis
hetqmﬁ@ EF§R lylallcyl, aryl, arylalkyl,
e%%?g%ry ﬁggéggarylalkyl phenylalkyl
di ph%hxdragd«ty Cy-¢ allvyl, Ch-s Gycrialiggl, @utagdmllqﬂe@l aallesh, C mikylcarbonyl Cig
K rg er
%1% GO, BO AR OUL Al Pkt PR DBl subsstotea
is G‘p orradd xyombbtmmanndn&\ﬁgehdm’thr selected f@m C;. alkyl, haloalkyl, Ci.6
sub yeq&ﬁ¥ﬂ(gepen- dently selected fromthe group
0

con3|s Bt al kyl, hal oal kyl, Cl -6 al koxy,
& n@aryBoxdkdtwhameadl oplﬂuaxhalﬂylsammmned oty meyca.ﬂ ke substituents inde-

| kyl sul f |
and I SRR o e R T sciheb 8 PG Cooaligibio
opt ICQE%]HYLSu]f@m,?dibﬁiobﬁlﬁi koo 618484 d/idﬂkﬂarmnosulfonyl

i ¢ VBB E ey AP L e ol R e %r%“aéﬁné& girg sach indepen-

cyc I@ehﬂyagd&@édeﬁ@@rmk fdﬂpgcosﬁisﬁﬁ& sﬂh;fc{regéﬂ @;‘ s BKPLBnd Cy. allyl-

consi of pyrrolldlne plperldlne
honﬁﬁ? @V >di ne, -

" t
e iR A S

h ex é‘H‘SYa By ;s aléigﬂf]aiikﬂldﬁ bbgelﬂaféhcnéaowallq’l acyl, Cs. cyclo-

| |n1d org%c&%ere each ﬂ%ﬁ'@%? Ré§¥1 %hg'|dﬁg$F50ﬂkylanun0dkﬁ’

sub @ﬂiﬂmaeﬂowldhyloqanodkﬂoﬂes hatbrstydﬁehttsros:gﬂg]eﬂ@h aryl, arylatkyl,
fromthe group consist- ing of hydroxy, oxo, alkyl,

hydr oxyal kyl , al koxy, al koxyal kyl, am noal kyl , acyl,

acyl 15 amno, ami nocarbonyl, am nocarbonyl al kyl

am nocar bonyl ar ni no, am nosul fonyl,

al I cyl sul f onyl am no, an1nosu|fony|an1no and phenyl,

wherei n each of said phenyl



groups is optionally substituted with one or nore
groups i ndependently selected from CI-6 allcyl,

hal oal cyl, Cl1-6 al koxyi amnd mg, - al kyl am no,

di al kyl am no, and hal ogen, and each of said am no
groups is optionally nonosubstituted or disubstituted
with allcyl, 20 or is contained in a rolldln

pi pe rhedi¢myatYL beterquingalicply phenytaligilysBpheny, @pé Grs ﬁq’rlﬁub stituted with

sy Rhid henyl, aryl,
R R T S AL
C onsi athateroafyl fypdpog eppon'ﬁ!lyg;ubgumqu mﬁy@ﬁqﬁgy‘a@q@ﬁbsﬁtﬂeﬂs indepen-

TR e
5C3 6 dfluohidsialGiansic) ermwlkyli&y@ocyeﬂmmpc Jrriliop, dilslf

it P o s

Cl 3 oﬁﬁkﬁ%ﬂﬁ@@&hﬂhuﬂ@ﬁcmnth both a C3-6 cycloalkyl
en r qu n_each qf I -
ganP ﬂ |ta19e61rto rvgé}l]rt;sfa Qc W¢h1x£ gttb }gn < F}ngﬂe}i form an hetero

'S0
S ubst c?ﬂ%ﬁl h¥letdar Iﬂﬁﬁ@électﬁ@ﬁﬁnﬁﬂ*&ﬁ@d@%ﬁﬂng of pyrrohdme, piperidine,
I ndependent |y, selected, fro tetrahvdro-
10C1. 6 pmmpenﬁg}eotgp ~x‘éi:rc) n%ngelk%i% l‘t@%&%ﬁ?&fuﬁﬁ&ﬂl 0 2,3,4-tetra ydro
al kyl aghamolide; &Etkﬂiydfﬁp?ﬂﬂuaﬁﬁ h@dahghnpymmcﬁ@e Ryrazoliflime} piperazine,
or

are taken toget h di val ele .
f r om &prghgling |y ine, RIFTe f orifi?l %L&eeq%h of said rings is

C y doa bbﬁbhﬂ%bsﬁt@d@ﬁﬂﬁhﬁﬁirﬂbr@hkmmdﬁm sdlqcted from the group consist-

L < S S i

13- 6h%ﬁ£8 angGEbadyl, Ga)&lxm&axsoﬁlﬁ aﬁﬁmyirboaﬂyﬂnma aﬁlmosulfonyl

?:llk? al dﬂlﬂeﬁn’qﬁfggawr yllnoacélalg’rﬁgpg?lg)é?ly}%ﬂl Ld n% lgweﬁ R gg&ll of said phenyl
al kyl 'g%&%s! is ophSIAl BulaREhe @ vidaind @ yeaalgkotps idfepanddnfly selected from

SLehiﬁe T A Ao e el Heny Salamitfpd flozen, and

al% of salY S’lﬂﬁic?fbu G oﬁtl@ﬂl APHoncdEbsHutedlok }Jisamtrtﬂted with alkyl,
d| - aI am no R

n, or -5b- Ra
20 aken wdgetiiainedit ﬁPITﬁ@l(g%Y o rigingh marp &W&’F QIPCIﬂmYl groups
at tﬂ@g%geé %&ﬁ}&g%fdaﬂm | kyhgetrifet erocycl yl ring; .

[ ndep ndent |y sel ected fromt

gr (Rldpambksars taahgnddpehdentlygelectedifrogn thy gegup consisting olfl ﬁydroaen, Crs

hydr OX %ﬂl@ oA @ﬁéﬁﬂﬁ%}l o 61314(3' %{Jlﬂﬂﬂ lﬁb@ﬁia!ﬂ%zyﬂ,,hetemcydyl

car bo

cyd o ahétyfocﬁlylﬂkall, Ryd Gy alyh dﬁﬂz—y fycloalkyl-C;.5 allyl,

2y anoat Ry b hﬁ%ﬂf@l&%@%ﬁ%ﬂaﬁ@ %?%?@QFW&?‘M"Q sty and G

aryl, dkyl ﬁlbaiﬂﬂ;dd mﬁeb@:h@dig},slcydhékﬂra@d@gb@p}( \group, wherein each of said

| Fs) P |e? ﬁlt g)l{f %%%%Pﬁné‘y%g Eécer%a#%l gfr%@}qs %ﬁ(ﬁuaﬁk I§1¥Est1§&t@d with one or

group, nmerstﬁbsﬁlti&amdmdlépeﬁdemﬂ;cgdﬂctrd fedrhyhe grpb,p ﬁsmsmtmc of Cysalkyl,

i {0’ oRdonivhbr ek S imet hgiean by iR or

el gehpd Rfirammkaﬂo ditﬁetrto dofns |asiwah@t<gfo@ se&c‘aldlfqu Cy.s alkylidenyl, Cy.¢

i al Ky PR GaR 5%@%@@%@'&%@1 LB sl Coscycloatil=Cis

sul f onyilieyl-alkkib s, f@@hb@@cyd?m&dya g hai;ercm;rdyle@ciﬂb}fhdenyl Cs.¢ hetero-

o bR iRy 29 Kb RSB b Bhotidenyl, heteroaryl

- .toget het) wihathie, Al heResR TkloIMT, cilkilikyyh méle&m aa;dhelf said cydoalkyl,

form an
35 aryl, or heteroaryl groups is optionally substituted with one or more substituents in-

dependently sclected from C, s2lkyl, haloalkyl, Cy.¢alkoxy, amino, alkylamino, di-
alkylamino, and halogen; or



15. heterocyclyl or heteroaryl ring selected fromthe
group consisting of pyrrolidine, piperidine,

- honopi peri di ne,
tetrahydropyridine,1,2,3,4ﬁtéPihhydroquirioline,1,2,3,
4- tetrahydroi soqui noline, tetrahydropyrim dine,
hexahydr opyri m di ne, pyrazolidine, piperizine,
M RRAIRE Afs taket Baahi with tpyartadretopyhriclz ey areptg.ched to form a cy clo-
i m dagzo| e, where ﬁach of said rings is optionally

subs IRTLPEREGHOFFBASor nore substituents sel ect ed
L r]ggﬁhﬁchTE&fi Gz[dhliﬁdéi)@ﬂtﬂiérfﬂgi sB@cﬁFﬂ frllwymjﬂmgou@ sansisting pf bydrogen, Cr
ydroxyal kyl', al koxy, al ko yl . _ani noal Coecydon
acyl MMYW%E%%X,Y e ARy F%if/‘?’fyaﬁ‘% e, Ces e
ganmn Qonyd-aaiRa.Camied-di sUlsfpdyilkyl-Ci.s alkyl, C_¢ heteroalkyl, amino-
al kyl sul T onyl am no, 1 nosul f gnyl am no h -
wher eaﬂmlemwowb@@flﬂﬁyq]pﬂ’éﬂga r%ﬁ%%et?rgt%: ﬁq%ﬁeésﬁi/aﬂalm’ aryl, aryl
Sop e ol i) HoRRQILESE ghni, diptepbigigayland Crs I
sel ect. rom CI-6 al kyl, 0 1, .Cl-6 akkoxy, - : )
ami nostitatertyithiath 2 Gais arolaaﬂé)fa#ﬁﬂg 2 PHEApL SESURs |Wt§‘ &l each of said cyclo
each 15@11&11 Em'y'l‘,(brﬁé 1 Soepd is epabhally substitiited with one or more
nonosubst tu?ed or disubstituy- teﬁ}mﬁth al kyl. %Fcis 1, haloalkyl
10cont as'weutﬁen?sau%gpﬁwéqrﬁﬂdrﬁ#yﬁe Eﬁ_oﬁé S A ?O%L'Bﬁo | hf/;ijky . ’
Or Pl eCiaLas, Rk o9 KR RIS, diAIRf 1R hydieapaikd, cyracenylemino, alkyl-
or non:tacemic m xtures of isoners, o - 4 aps is optionally  (
* phar ety clylyifortugpmbhalons rad pird/af 5t aigo EfqpRg s °P

fourth aspect. 1S ' Gmpound of Formul a
17 iRy Gl R e T
- CR* Ratid R emiten wgethey with thamitregemto which shayiesngitached torm
aryl, ,or het.eroar JGRY-T-To o' ebataasydf pysrolidine,

Bopt i Ohgﬁefg,cyglﬁ{%rﬁe%%%rgy%% %1'one o‘?lhxrr%? gfo;x %bst it ueglt 38

S . . X
i ndepepisiidity hombopipradinky tsmalydropmifipe, L &1 e qpRRE)IumOline 1,234
Cl. 6al kyl.t hia, Cl 6. alkyl - - midin lidine,
Ch oo U bRl Nk i, pyroiting
wher e pRgerazifle, Biorpholkine, Emiclazolimteppmolespiryzolerae paifiapplgrihere cach ot
the group.consisting of r - " lected from th
s "o epamaorgrony RORpEE] ookp pdp peiclly Aeedfon e
LEYC! 03kb @y bonsG8ing of Hfrosy, kiths Alkyl Ahyalréopalicybpllexy, alkoxyalkyl, aminoalkyl,

al kyl car bonyl,. CI- 6, al,cylsul fonyl, : 150, ammino-
ar yl alactypCYAfNIBP AT RIS }ﬂyrlimg}ocgll‘,bypgaw, alﬁgnocarbonyiammo amsin

opt | Ork%iﬂoﬁ¥l§ﬂﬁﬁ§d]fdﬁ§rﬁ&1mb,mﬂﬂmbhﬂﬁnﬂlmmnmei phenyl, wherein each of said
substituents independently. selected fromCl 6 dentl

hal oal iy eV AP RORY T T HEROUH A 1o g ependenty

het er oafarled i, QRIIORAbAI5 Chadllcba, eshin, tlkybimeinor dialkylamino, and

nore substituents_inde- pendently.selected fra . —
287 oup kdpgdns epdhepchof eid grapg Wo,ul?’éls_‘é’t’éi“ﬁ@& y}onegqltéslﬁg\rted or disubstitu

cyl thi fd ifila 1,,.%4 i?%x&%ﬂﬂ%&'ﬁ(hpyﬁ&hﬂﬁ@ﬂbﬁﬁiﬂinﬂ, morpholinyl, or piper-
nonoal C))/Tnam nosul fonyl, di al Kyl am nosul f onyl
azinyl group; S

or individual isomers, racemic or non-racemic mixtures of isomers, o pharmacentically

acceptable salts thereof.
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15 hal ogen, hal oal kyl, cyano, nitro, and -NRa 'Rb ,
where Ra and Rb" are each indepen- dently sel ected
fromthe group consisting of~ Wdrogen, Cl1-9 al kyl, and
C1_9 al kylcarb- onyl; Ra and Rb are each independently

I ogen Cl_
BEBGFREERADR Ao, S953 AP Al
al kyl thioallryl, carboxyal kyl, acyl, CS 6 Q/CI o- 20
al kyl, C3.6 cycl oal kyl =C1. g al kyl , dl-C3-6 .
CyCloal kyl C1. 3 al kyl, _Cl1. Gheteroal |l cyl, am noallcyl,
am nocar bonyl al kyl , kyl, C3_s heterocyclyl,
het erocycl yl al cyl, ylallcyl, heteroaryl, (IT)
het er oaryl al kyl , phen cyl, dlphenylalkyl and C1_3
al kyl substi tut ed Wit iR bo'E{h a C3.6 cycloall cyI and a
henyl group, wherein each of said cycloallcyl,
A%, aryl, or heter o'aryl gr oups is opti onal | y
$u b e | nd en
Rdeﬁ-ltNyﬁsel g:é{tw%cg#f Fom ﬁgisgl (lt‘ygfoa%ﬁ Y}f hgtemml
aI Rpiere dagh awl br,@ettero@ﬂylﬁ cqjtﬂom@y stﬂammmgdwmlh kyé &‘ﬁnﬁ@e substituents

O BpLATLA0aDYCH BXKA! S, %e& SNt RN sffiplsutfonyl,

eabhlogtﬁn, M@WOQWSC(@)WR oaad IWR*RY, where R* and R are

no sub ituted-wi.th al
Ve ALl Rlertsd SR P grows fwwpséﬁwg@,m%m and .
thegﬂqic:&banﬂached forman hetero 30 cyclyl or

Esﬁsﬁz{ a eﬁeéql %%@%%Ft dalfqﬂog]bt IR ﬁﬁﬁuﬁgf ﬁﬂjﬁl (%L; alnglcarbonyl Cis

t ehlﬂw]lwlﬂmthlpbﬂ&ylaﬂqﬂwﬁﬁ&xﬁ edid &mf Bf A§IGPLsi PBonally substituted

tetrah ro- |soq|ncI|n
e PR OBy B e s ele gy selastedifFrem Crsalky, hiloally, Cre
py alkaoy, |aﬂdhe],ogm perazi ne, norpholine, imdazoline,
pyrrol and i njdazole, where each of said
Rr °§ e ?qrgln%‘"’rchy’PgﬂBQY subptétertad with eRrRoTmORRbstittents inde-

supsﬁdehtlﬁe bilectebhBmIEE gf P Bob S O, Dy 4a0g8) \§ls afk@x), . Qlkylthio,

| kyl d | kyT
%@%ﬂg@fmﬁ% 9-’{);)’ rlgg%/lg q)g/l@y]p.uosglaﬁ}mﬁd% dialkylaminosulfonyl,
an‘hﬁl@&&f b@lﬁ}ﬂkyl %B%@obﬁ’ﬁﬁ/ lﬁi{kﬂw ’Wﬁéﬂe RIGARRONYL A Rdepen-

n I kyl sul fonyl am
ﬂH@V §|ffm ths gramccgmsﬁw of hprboge Gaaekyband Ghdalkylcarb-
phsﬂw groups is optionally substituted with one or

b~

© fore groups independently selected from Cl4 al kyl,
RhanbR!

%0 pacfgnd@@dw@&g/selqgmdr@qmahkgﬂoa];ncnnslstmg of hydrogen, Cy-

gr%{]}gz I's 0 Ea 1y %ﬁ%{igg%%sal EW@W?&C&CBGCYCIO‘

wi @liylaChytye oaﬂqyl -Cg aliylt dl—ﬁggicyclbaﬂcywlwaﬁdﬂ dill’g}ileteroalkyl aminoalkyl,

B yall Pl G SRRt helgaititaflvt org anianon

a nHEtROa&ﬂ,dleeﬁohrylaﬂi@é,gﬁiaﬁ‘ﬁﬁlﬂ{bry dﬁﬁieﬁ?lb&ﬁl ﬁﬂi&)(Di R ﬂElehB&tEtuted with
%ﬁSt%g él}?ldan%%e]%emﬁ grow g,avlsflll( rein ea.c sa1 K)a]kyi phenyl, aryl,

aI kyhetthjo&aﬂ 317 E:ls is, optf(tﬁTaEf askirlted HELDMOGY ﬁlldﬂs substituents indepen-

h - | oal kyl
ey PR ont Hegrpon giesing o6y ch i khrlodiolsCas ey, amino,
ar g&kylaﬂihyd alhéﬂgﬂamﬂﬂ dl@k)ﬂ]k) f@aﬁé %ﬁxﬁﬂk AL 1su1fon§1r alkylsulfon-

ph g‘n %!' ?i‘&l g {g and d

sub¥ O &Fﬂl senl %DWO%QPWF oaﬁ@ndlygh@mqubsnmted or
gr disphstinixed Olith Lagh0of said cycloallryl, phenyl,

aryl, or heteroaryl groups is optionally substi t ut ed

‘with one or nore substituents independently sel ected
fromthe group consisting of Cl-6 al kyl, haloal kyl,

d -6 al koxy, am no, alkylanlino, dialkylam no, and

hal ogen; or _
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R and Rd are taken together to forma divalent group
selected fromd -6 al kylidenyl, d-6 15

het eroal | cyl i denyl, C3-6 cydcﬁil kylidenyl, C34

cydoal kyl -al | cyl i denyl C3. 6 cydoal kyl - Cl 3

al I cyl -al kyli denyl, C3-6 heterocyclylidenyl, C 3-6

Eisglﬁ& @lé%é% MLerg b k‘!;il't?{ (lﬁkléérjlrﬁ&%%m ﬁw%cﬁ%ﬁ%r ﬁ%y pitached Form an hetero-
ar wc%@?l %F%%W]dmllg: qebpdAvam thegronpapyisting Of3)yrrohdme piperidine,
al kyl | | | ,
e T
gr otPeuineligs: e piadr 919)3"919@@% Ydt(tp}*rmmém@r pyrercdidine, piperazine,

Z Iu E 31}16&%21?%% @&Wgﬂgﬁg E}lﬁ éog‘lm%ﬁ% c}{a{% Ollmaxﬁlere each of said rings is

di a|0@§1paﬁ43mbstam¢dmﬂogmm mpracmhbammeafs selleetecﬁ Sloenthe group consist-

{ oOSRLSI b, b7 BRLB9REO) SR LR St RE S ARERE D Qo acyl
ar e apaunh, &mdep&bgﬁaﬁtdmnegﬂi’agm}ég}gffk Qﬂﬁmﬂdt&rhtgﬁ@d liﬂlm?,kammosuhonyl
con r roxya .
2@ I%ﬁgny% &feﬁ“’ém&?lw}wm%ailiyﬁen%awyf%%wéﬁﬁ# said phenyl
ac y Broupsis @P‘ayr@lllws?wuhyéd WfﬂEmﬁe mmibzg gkhdqﬁs ifde inclﬁh&lyf $lected from
, am noﬂS ﬁkﬂm&&gz F]gl n%%oﬁ b%ny af”ﬂi% Vgﬂ‘g’g ya aridcalogen, and
het 5‘?‘%6’? ‘i‘l’mmﬁéf A Woaﬂkymncaumu’fad gt dmﬂjsﬁmltcd with allgyl,
;;Lgf ) atﬁﬂthme@sﬁl;ale[{(y?ﬁﬂim:ﬁi EgendiBZf E%hﬁl %.!Vl 01;5pe1pe a:%m}{l groups
ﬁ%ﬁ%‘i hﬁ%‘oﬁy’é’éﬂg 2K 9T TﬂﬁdRa’ phenyl group,
\Rﬁ endR reech imlepaniediheystiored %nﬁtthg Q:Bﬁﬁ Bzcir %egr C.

or RaEhY U%Vaﬁqﬁﬁéﬁ?'k"’%ﬁ%@p@wéwftﬁv %t?%aﬁ“wlﬁ biseorely

rg@[qbiaﬁwl %Wﬁlmﬁc@i@ﬂoﬂkﬂmﬁaﬂm ldi-C, Sycfoalkyl-Cy.s allyl,

aI k Reted }@E&J%?ga]%ﬁgéﬂer E@BWYJ) alkyl, and C; 5
hydr oxy%,s ‘?:I‘W cya @ha%(;a fyah 1@@0ﬁ@uﬁﬂ%éﬁ@%fﬂd

e i d
gr ;xtyﬂSaJkﬁ ;%hﬂ%% Vh taam%aéﬁé Egﬁ@kaﬁ{] lﬁ)géég‘ Pt G
¢ hemprest &8%?“%5611 epdently sgleciaddrom themeep cansitingE C.. salkyl,
hetlmloeﬂwldy?hﬂs AkoxpparainG dilHlankind RiTRNSEIRadd ﬁmg%l}%rgf oup

f ) d h d
RIBRI LA BRR v oot divefeak By st oM alkyinleapinCre
- tbétemﬂv’ddwkmwdhyﬁdenwm@dwwmﬂyﬂkmd&m &5 cycloalkyl-C,.5

?% AR IR Ero JUIRERY Gt dtero DB £ atfeny,Cosbetero-

‘Clwﬁwm bryb s dleyilidenyl,ragp-Cs alkpl-alkylalehy, heteroaryl-

| gk he ugnt te
1? lr”gJTi 5 rlou Cgérill% ti Sfﬁﬁﬁ (ciié 3';8 rélgfszrbgacbf)ﬁ djcydoa]kyl
&Fr;lc‘y gF‘ISSH“Y 1 grqups is, opapkglﬁ'zylaﬁunuyd with o onnoyd subﬁltuents

| ar ﬁidepaﬁ&h&f%dh@ted&fﬂnﬂgﬁéﬂl%@ S‘Eﬁilo]g]kﬁl n?ﬁﬁéﬁoﬁxinﬁ' dfiflamino,

am r bonyl am no-
gl Ky f(haﬁ?ia y 3%&@3& nosul f onyl amino, and phenyl ,
Riaad BT are mein tapbthenivith tiaibsh tgHRIATheSar@RtdREMo! ffrm a cyclo-
su ggﬁg%aﬁg h. one or nore groups i'ndependently
tbe % al kyl, hal oal kyl, ClI-6 al koxy,
Ramnddl qtkgqhandmndmtmsaydtmﬁm m@mdup berlsRERg of [3ebgen, C.o

?rgﬂl&yl%st i tut gtorangc ’@H%@’t |1t‘sﬁ'ﬂ<$'15j"f’ggﬁ\’/\¥a[rh° p 2C¥hy o clo-

c oftKBi Gresdyeloalierl iy Byl di-Byd cyclpalsgrCidialiyl, C, shetpioaliinathino-

- or alRylp@ifinocarbonylalkyl, cyanoalkyl, Cs heterocyclyl, heterocyclylalkyl, aryl, aryl-

alkyl, heteroaryl, heteroarylalkyl, phenylalkyl, diphenyl-C,.5 alkyl, and C, 3 alkyl sub-
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azinyl group; or, individual isonmers, racemc or
non-racem ¢ m xtures of isoners, or pharmaceutically
accept abl e salts thereof; wi T REt e proviso that if R3
is -CRRIR', R2is hydrogen or alkyl, R3is a 5- or
6- menbered 15 heteroaromatic ring, and (i) R is

h y diitwipdrwitinabth a €:.9¢ycRdlkginshdiatphiesyl lgyoipoghereinread dishid cyclo-
"ty g L O
to g@zsﬁ@mﬁ rledepexvdsnﬂr eclqcmdeﬁ@m the grc(up pnfistingeof] @dallsﬂehﬁloaﬂcyi
and:lg }Zlf??ls and J( 15 Sd210 ot her 't ﬁf: ﬁ}ahéﬂ %&B%yl‘aﬁ‘ﬁno,

oth { an ‘al k

foaylorpapd halogme trd exch pEsaid apieggroups is optionally
hehﬁfneaiusﬁmem,duﬁlbsﬁtﬁe&zmﬂh BH and one of' Re" and

55 Ripapd i g a‘efW&h%'Pﬁfb‘P)é ogiutthey S1F R forg

.th hetprooyal)ﬂg:rl hllitgﬂog.}?yh fing fBected e thel gro@’hﬂmﬁamgSof gy:;r;o];dme, :
e e Sl R, ey %ﬁ%‘?%h@%ﬁt#‘&%?hﬂg%%%‘? AEER

Coféﬁrah %08 u&%ﬁﬁ%%&?ﬁ?%#ul mit fe,%hﬂy%dr@ggg&% PAtazolidine,

| east one conpoun or Il as ed a ove

or Pippigeipcgmarphalisgrieridazoline dyroleopymagelerandamidazole, where each of
m Qﬁdjfxﬁés 19()5{1?92{13" sﬁbs&ﬁ[ﬁeﬂ Qﬁﬂf@rfeec#trh&%l sluﬁst?cﬁ&?c%@@t@d from the
salts xture wt |'east one

phgronp cenditineg dfhydosgpoabillylk hydrosyraliilmlloxg; alkeryalkyl, aminoalkyl,

zér%ﬁugg’l rﬁﬁ{o’fﬂ MVIB?F Ei‘bacﬁ'%vgl YSr IW%%@ 0, Amino-

i swhfeng, alkylaglémiptaminononinoadémiylmings andgghienfl, lwbom sach of said

or P BBEE BB AEBSHI A SR onbler Sl bty
t rsehtmsé fitone ;.3 alityls basakell @f ealkdigt atning Ialkehnnhe,cﬂddkylanuno and

ORGP tndach of i it SRl s aBflo RO bomiifhted o disubstin-
Faedrwith a]kyhroriﬂ.cdﬂtalﬂ&d ina PyriblEnyl) ﬁlpén&lnl}i @drpholRhyl, or piper-

wherejn 5 RZ is hydrogen, Cl-6 allyl,'Q cydoal kyl,
C?ﬁ'élﬁ)%t FRY?=Ci - 3" al kyl, Cl-cal kyl carbonyl, C1.6

indikiduyl 1§¢thf=:1@msdoemﬁf o nonofacéfﬁd dAlxiles oﬂé@ﬁn@i‘sﬂoﬁﬁhﬁnﬁf’\#ﬁﬁmu]’
or Eyl I 1.yl optionally substituted wth one or
acets f‘sﬁﬁ% ¥t s i ndependently sel ected from Cl.

wifhl it broisd) @at e lis -CFERER, R sPpirogdR Gr ABRYR BEHs 2 53201 G-membered

aryl “or heteroaryl, each opti nall'y substltut ed wth
heigrrarpmatippagsunsht i t uents in 10 dependently sel ected

()Cl?srﬁﬁg}ilfae?&[ PR AR %ha?@ &f dﬁﬂg&ﬁcﬁ‘l AL, thél tH Ah&OIBR® and K° is

onyl’, ‘am n%sul fonyl,

othep e Iypiragrmorsalkylafihe pumbat aftagbomatom ok and R® together are zero
to jéeo n hal oal kyl ; cyan, nitro, and -NRa e, where R

an " are each |nde en- d
(i) R°is hydrogen and one of R"and R® is hydrogen or alkyl, then the other of R" and R is

other than alkexy, aikoxyalkyl, heterocyclyl, heterocydylalkyl, or heteroalkyl; or,
(ii1) R°is NR* R "and one of R”l and R*" is hydrogen or Cy.s aliyl, then the other of R

and R is other than hydrogen or C13 alkyl; or with the pl'OVlSO that when R® is phenyl
and R? is hydrogen, R1 is other than hydrogen '




denly selected fromthe group consisting of hydrogen,

C19 al kyl, and A _9 al kylcarb- onyl; 15 R in case

of compounds of fornmula | is--ffR-Rb, -CRCRdR , CO2Ra, .
-C(O NRak, b or hydrogen; or in case of conpounds of
formula Il is -NRRb, -CRRIJR, COZW or, in case

Irpd Eiingspesidberefis frovidad apharmacettical enppeiligatokerisihg a tiargpleytically

eﬁéctrhaeér%@n@%/at leddh §ﬁ@ccﬁl¢;ﬁnn@5ﬂ/ﬂornﬂﬂa h&ﬁ%@@éfﬁ)ed bBove or mdlwdual
'538‘ tionall % substituted with one or nore substituen

ersp) Eﬁgﬁf@ FEAPT gpcgf@pé@[(tg@sfo[f SUMes: g g]amceut@fll)eacceptable salts
treerdob ingdm@dure with bylkdsh bies pHalm&:eatidalil seodptabivydarrier hal ogen,
hal oal kyl , cyan, nitro, -C(ONR R', and -NR Rb,
where-R and Rb. are each independently selected from
In Besixjh Aspeciotrs tis pgovidechitdr ugrenf aCongpaainkydf, foemaaQler |l as
i_nde ent |
oSS o Bl BmerS, B0nicr R SRR e I IR g Riners. or
pQ@’mCRWCa"h?dWM@’dﬂa Ia}'llt$ tigrdaf, If@xlylalpryﬂ)aratlon of a pharmaceutical

&ﬂé@% M&P@%"J{H Ogﬁ‘tﬁiﬁr biﬂga%gg%ltﬁ}l?a‘w ?Ile% of Wj Qeatment with a

C&Fd@mﬂtgﬂ@lagbnwltkyl Cl 6het er oal kyl, ami noal | cyl,
am nocar bonyl al l yi, cyanoal kyl , C54heterocydy|,
het erocycl yl al kyl, aryl, arylall,yl, hetetoaryl,
Inrreseveotivadpett there jsheovited & gbmpoudhddidivyinalal Iyar jl and G 3
al kyl substituted with. both a C3.6 cydoallyl and a -
phenyl group, mhqgein each of said cydoallyl, phﬁnyl,
aryl groups is optionally

? Fﬁofﬁ t he gPoup consisting ()
C 4 al koxy, am no, allyl ar ni np,

di al kyI am noR hydroxyal kyl , cyano, acyl am n&’

all "yl sul fonyl, aIIyIsquon- yl oxy, and halogen, and

ea erﬁ sai d am no groups is optionally

nmonosu Stituted or disubstituted with al kyl; or

san&* Ri?h)'dmﬂlhﬁkedkﬁo@ﬁd‘h@bam Eakh@@h’l*@geﬂkﬂocmlbﬂ@fbonﬂ Cis

they 5 i
rin g s e’?e cte gp%}?{j ?[kieﬁlg? ou %g (Y%S Idg’%lqui ﬁga.lgraﬂ&?is%p%ﬁmy substitute
pyr azWwithione or mopssrbdityents irgleperdspilpsslicidfeom Crsalkyl, haloalkyl, Cys

tetramg,&ogy dhddes, 1,2, 3,4-tetrahydroquinoline,
1,2,3,4-tet rahyd’ro i soqui nol i ne, teﬁ{ ydr opynm di

h eRa hlf&ﬂé gy hetegoamyh gﬂchwa}l sistitut 98¢ pgrmore substituents in-
1001 P h@é @en wéggua@&mémhe Eydupofsistiel Tl elkyla il s alLoxy, Cy5alkylthio,

S5yttt 0B Babminositon,

subst
from hﬂeo@c Bﬂ&ll@ﬁm:?é:ﬁi, mitdilgmﬂf N’w " Owdlere B andaR’k y:le each indepen-

O e B U S 41 RRR 0 S 36 s iyt

am' noeaylponyl ani no, am nosul fonyl

15wh )r/leﬁcla.fé. %L%%ggxg d&'g‘ IaIIf o&}oﬂ gg‘ &ﬁcpbd& nyaliT.Bnyl SC(O)NR'R®

substdit Uyelk-oddd; ane or nore gr oups i ndependently
sel ected from Cl14 a]kyl, hal oal k Cl4 aI kox ~
~ anmi ndn ama &W@mcblﬂéfmdﬁﬁm—m HRBIRHC oreach

of sqhdm%mfe@mg&%mf Fﬂﬂ&g%{l?qlw Hostid U8Byl or heteroary:

~di substituted Wth ontal ned in a
pyr r avheas each Ppb?t PRgRFR} is optinmsHp subsiituted withiomeror mofpsubstituents

20 gr oURndependénty selected from C; alkyl, Cy.atkoxy, C,.salkylthio, Cy.s alkylsulfonyl,
halogen, haloalkyl, cyano, pitro, ~C(O)NR*RY, and -NR*R”, where R* and R” are ™ -
each independently selected from the group consisting of hydrogen, Cr.s alkyl, and Cy.
s alkylcarbonyl;




R is hydrogen, hydroxy, Cl.6al koxy, or NeRb"; Rt and
r are each independently selected fromthe group

consi sting of hydrogen, Cl19- & kyl, hydroxyal kyl, Cl.6
al koxyal kyl, Cl14 al kyl t hi oal kyl, heteroal kyl,
heterocydyl, heterocydylalkyl, C3 60ydoalky|

TR L R o =T

= phemﬂb&lﬂwh*o hem/dlk , Kof L ket oélkyBca*rbﬁk}@“hfl, acyl, Csgcydio-

S 5 L I S PR o

or hehaombqﬁﬂ@k)&upanomﬁm&rby}'@mm«bqtcb@hﬂidrﬂ

the h%r L u%?{g h n%ﬁjgﬂlﬂfgq ﬁ%{%ﬁgﬁ s ?Lah%ﬁ% gaﬁcﬁ‘li L 4&%tuted wnh

al k&rih a s ersloaliylanidanplwanyl gioaip, ygxmm ¢pgh ogs@dml@gugﬂ, phenyl, aryl,

3 or ZrhBter

d -
or ol Sel(gagfle 7 f;@l@oxs(:l i ay&%&»ﬁ&éﬁ&%@k&@b%mtsm epen
het € ‘@cgauey‘g@am@gq oyl bglpalkyl, Cysalkoxy, amino,

cyd n6,| dlﬁlk}ih:hﬁﬁﬁli dr Qy%ﬁbkfydytagnng alkyisulfonyl, alkylsulfon-

al kﬁ%’f‘él kwgﬂ%}nfg %OC yl ! degﬁ}g?g?alw monosubstituted or

cydydlisabéqthtedtimﬂaﬂdykyfl denyl aryl C1-3 al kyl i denyl

3 R AT B0 R it o
whe rcgdtyd oe g&:thm@fﬂ gag ¢1Qt‘;§ed(faim ;He group3pnsigmg &f Wrrolyflme, piperidine,

s het %%@éﬂﬁ@;{ﬁéﬁ&@ﬁha@@ﬁ 3 ¥ 4 SUPBAoybiBetNg, uM&uahyam-

or nore epen
Cl gogriepline, feirabpdrrpyrimiding, g friBiRsrazine,

- pirkNIRIY i8R dazBliek, P %&W@ﬁﬂﬂ&z&vﬂi&e&a&ﬁﬁﬂsmd rings is
together vvlththec on to which they are

ttached t .
for I?Pgo |s wpstithted; %an%%'{IgP{%yWenﬁSﬂac lﬁ%ﬁ%ﬁl&)ﬂp Consist-
R Tngedfbiy@RaH dxﬁcﬂﬁﬂ; tahﬁn@ﬂlqﬂkracyl acyl-

ident I y se| ect ed {}

0 con5| st i ng of %ﬁﬁ%ﬁ%%@ﬁ%%éﬁ%%ﬁ}%&%@ %mixosdfon}’l,

15

20

a C y h]k}’lﬁﬂ-ﬂﬁ@laﬁﬁﬁi@ amﬂlosﬁybnyiﬁixﬁowﬂ@hbﬂqﬂ! |wiekei ealhqu isaid phenyl

aI K %?MS w)()%ggnﬂli% hﬁﬁﬁda Yﬂm{ 8§%%ro%$1|'eg§t%l$’s %gd E&denﬁm&ted from
het €r-cdsdyhaloakiet, @i-@dklwl» ahiapl slkgaying, disBrlamirdcgrd halogen, and

R

botﬁflaﬂ@ga@ :OU\HWW BFP*
Yhp"ab I or heteroaryl
s |s o O%kﬁ% %P MR

jstit ut ed vvlth one. Qr re 5
t"'ﬁéﬁ‘! mmeflenéﬁ prelecjedsfeora thegionn @S hRe gﬁaﬁﬁ%eﬂ» Cis
CO” GalkGL B ﬁk&:&iﬂhc(l bagaqaey!l thiorikyl, h&ame]kgﬂ keveyocydyl,

acyﬂedrﬁﬁoa STk ”Ouc;?%? Dot o SO AR Custion,
iy ﬁlgﬁgﬁytiﬂ?a]’tlﬁaﬁ th&é{g t1t ®d th |dlISh@pl-Cp ,)(;nd G
mon i tu i substi Wi a e_an

R 4k o4 wisBbntha ety ane ¢ ShEH! Eigpr bR Pidgirofeid
az ecyaloblkgl) pHerdyl aijl, &t hetkodifligasifs )ﬂh{inoﬁiﬂyfmbﬁrtﬂwlyhth one or

[)Iy:] seI cted fr%mtge %%#&%%DSI%C&(%@ Yonsisting of Cy.salkyl,

t ethadﬂw,@;gmmmamlncﬁ aBqylaniied, didtiyiintiqo) and| Haheged; @, 3, 4
ST FRBAE 05 A AD SR g .
no fmbﬂk)ﬂ%den}'h Gmﬂﬂdkﬂl@rlr Gi.aydpsikd adiylidenyhCs s cydodksl-Crs
hm M gjl&hdm}ﬁ r(g.eﬁét%cglyhdenyl Cs.sheterocydyl-Ci.3 a]kyﬂldenyl, Cs ghetero-
cydylalkyl-C, 5 alkylidenyl, aryl-C)s alkylidenyl, aryl-Cy.s alkyl-alkylidenyl, heteroaryl-
Cy.s alkylidenyl, and heteroarylalkyl-C, 3 alkylidenyl, wherein each of said cydoalkyl,




said rings is optionally substituted with one or nore
substituents sel ected fronrthek15 group consi sting of
hydr oxy, oxo, alkyl, hydroxyal al koxy,
al koxyal kyl , am noal kyl, acyl, acyl am no,
anmi nocar bonyl , anrnocarbonylalkyl am nocar bonyl am no,

3@M-NO-arPUbd li%!?é{‘b E%sl d}? U#ﬁ(%}[ﬁlk' @%ﬂ&ted with one or more, s(l:]lbsﬁtuents in-

am nosy fo yl.am no ereln eac sal i .
pheny 3ty g?*zfi}ﬂ %M@M%GWWW sliplamino, di-
nor e sel ected from Cl. 6 al kyl,

hal 6 aI k xy al yl am no '
di &1 B a“fylﬁ#frq enige ﬂbfgeﬁarbaﬂao ihich tof azettacligdl fpoform a cydo-
gr oupalkykoxdmmoqalyllyiﬁgnosubst ituted or disubstituted

3%1 Eﬁ? iﬂ{émJ i/x ghd%%&ed <l %E%é%°s%§$ﬂ %{jgx}g gf bydrogen, Gy

i ndi vieula Ydl@@r@q& Clrsaﬂcenyaﬂqd;rclrgelkﬂthoﬂhﬂpcamma]kﬂs agl, Css cyclo-

|57, %SRRI W 410y AFABRIAR- g G BB, amin-
wher ekl mnmmﬁqu qmm&aqcm hRerdcgdylalkyl, aryl, aryl-

ggghoa hor ﬁgﬁeﬂr&%g%% 'S op qugél}%}g’l 4‘%&8{)&{16{%9@5\,\; }%kylsub—

one oftithdei Caemndoalkylded apbenid gtduy, whireio edi of sadeyclo-
Cl-6- gkﬂ/bhelgﬂ' 3? %k K& XI'YI % ]gsal?lo éufahg &bs&late@ thh one Or more

aIkyI onyl , cyan,
Elege) gt“eﬁﬁd“ y S%’@flémﬂr«tbamw configgE (47l baloally,
10 de@ppuligityl ¥mi0 zﬂﬁﬂﬁﬁtnf, r(ﬁﬂk}tl BRRoGANSI Sahé) qﬂzfmm

hydro Cl aI kyI car bonyl ; and.
[ filfo ﬁaaﬂcaﬁ‘%ﬁ%l"ﬁa w&%@n’ dyof saidammge gwarrlﬁeaﬂonaﬂy
her ei mbomsumtddhrﬂhabmtﬂwﬁ&hblkﬁ, otf Rl i s - CRRdRe,

h eFe ro a?g'h%t%ﬁ% Bt ?ﬁjh]‘%hﬁh @ ‘(‘i’%‘mr—*? “&ﬁﬁgﬁ'ﬁaﬁgﬁﬁ%&brm an

lone diet@dcain ORhetmmﬂyydmglgkded) froal thy roupleensitting obpjreclidine,

20

O e a5, 5

to t Hewabydgeisoquingling tmhymmgmmqudamdmpm@mpmzohdm

IotS h Q?ﬁ’{’ﬁgﬁﬂar I nghgﬁﬂ 'inﬁor y awiﬁlﬁ’:éye%fgh’%ﬂﬂﬁdﬁae’l where each of

het ersé‘@;?é‘ll Il%l‘PIP&W oDy lor myre s-.égutpmtp ;equted frpm the

“15NRY. 'grs@u ﬂideo n&, aba&&}mg xfalkyl, aminoalky},
al kyl, the ot her ng g Ey ot&%’r t ha c:a]ky

Py G BRTEES SRR b wn eEEp jno, amino-

of f calfehy, dlkmiﬂbﬁﬂﬂnﬁ an%%oaﬁi%nﬁaﬁmﬁ aﬂ& iahaﬁﬁ wherei dch of said
phenyl groups is optionally substituted with one or more groups independently
selected from C,.galkyl, haloalkyl, C,.salkoxy, 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; ‘

- or individual igomers, racemic or non-racemic mixtures of isomers, or pharmaceutically

acceptable salts thereof.
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above. In another enbodi nent there is provided a
conpound of formula Il wherein R, R2, | are 25 as
defi ned herei nabove. In another enbodi nent there is
provi ded a conpound of formula I wherein R3 is a di-
or tri-substituted phenyl which substituents are each
A rodppendlehFdrynideliect ed from the group consisting of
Cl-6 al kyl, Cl1.6 al kox Cl-6 alkylt io, Cl1_6
al kyl sul fonyl, am nosu ?onyl, nono-

al kyl - am nosul f opyy € aIIcyIaninosquonyI, halogen,
hal oal kyl , cyanotrghl and -NRaRt", 30 where Ra' and @)

Rb., are each |nen_ntly sel ected fromthe group
consi sting of hydg genR ClL 9 alkyl, and C1_9

al kyl car bonyl and and R are as defined

whareigi nabove. W\t O 2004/ 050634 PCT/EP2003/013161 -6 In

R R R P S Sl R S R 8 o, e
2, ear;]lﬁat;d gshé!mdat-jt] ﬁﬁqaﬁamenykubsﬁ?g%i ?ﬁh%ﬁ? g,ﬁ g{dgg ﬁﬁsiﬁgﬁ%ﬁ inde-
o bR op 15 RGE U6 oy g, Comtotfons, -
algjenylhaiw]kyl yayb, 0ied] CEYNRORY] and -NRERY, where R* ade are each in-
oaI L2 ETOQ%F dlalkylan1nosulfonyl hal ogen,
%I s:ée%?g 890 {RFE BFYP s lms?mbemhgnealkd mcwalkﬂ-
Rhm&mayhach i ndependentl y sel ected fron1the group
Stk f ogen, «~9 al kyl, and Cl.
m@?@? i}r n@‘ Rgﬁ &lg apdiRRare pedefined éeremabede- :
witteheppeley @t iR’ &OIRRIRCIPRY yHFJb‘en bR %%ﬁARS i Ve thetbbered

corrpound of fornula | wherein
hetgroaspmant giognst 2, 4, 6- trlsubstltutedphenyl and the

9 I fr e
o hﬁﬁﬁﬁﬁrﬁﬁfﬂ?ﬁ@ S MIEARREGDD o R 58] 8L Sl B na i
other k3an ycsogamarodion if tharumbek gf carbyreatomsah RY kad R eogether are zero
togﬁ@;%yla mno, and nitro, and Rl and RZ are as def i ned

hereln- above. In aqpther enbodi ment there is provided
(DR aohphogen o1d éur ohR amﬂ Rﬁhe hgdtogRRoi alldly thedith@Bther 61RBand R® is

oSt ety A GpAIVE S-SR IE0N et lion b bt on

(it R DR Rwad nnmfmnnﬁda"eme}@@mmdﬁmﬁq@ﬁ@u s BRARECHf B

© onsi st of Cl1 6 alkyl, d _6 alkoxy,
am{g_gkéﬂﬁ§%%ﬁ#%3ﬁﬂ%?ﬁﬂé ﬁgﬂgéoalkyl cyan, al kyl ani no,

di al l kyl amino, and nitro and Rl is as defined
Ontembbdahentds a tompoaidef foemahdl WEatntiteRS R-”%:@Méﬁ%e HRrein-
abo%gnpound of fornula | wherein R is -CR R

hydroxy; R3 is a di- or tri-substituted phenyl mhlch

substituents are each 20 independently selected from

In dubbehegretpdinpsi thbiengpRividad HodiphPoilad &foa%aia‘ﬁ? Wherdit 28, B, R3 are

dﬁhﬂgﬁ#thlo C .6 aIkyIsquonyI am nosul f ony
ﬁ%sulfonyl dlalkylaninosulfonyl hal o -

gen, hal oal kyl, cyano, nitro, and -NRa 1Rb , Where
In aB@the@ %H@ﬂm@ﬁﬁh@ﬁqp i‘(l bﬂf&l 11 =
%’E’ %,& p COI’]SI sti n of hy(;Ie‘{]rwogg%é off8 Jrg&?l 1@3&1 ot
tri kY ﬁﬁ@manwmﬁbnuk@axkuﬁﬁmh&ﬁﬂﬁhnnﬂhemnup
Aoy h
Concon‘p%?lfn d15 a]mj]ﬂgﬁz rf}ua:ﬁ&{ﬁjfe églleaﬁéa (51I 5%518’185& Bylo Mgsu@fonyl mono-
alkyl-aminosulfony], dialkylaminosulfonyl, halogen, haloalkyl, cyano, mitro, and -NR*R”,

where R* and R are each independently selected fram the group consisting of hydrogen,

p..

Croalkyl, and Cy o alkylcarbonyl and R' and R? are as defined hereinabove.




CR RARr; R is hydroxy and Rd and Re are each

i ndependently selected fromthe group consisting of
wolydregen, CL 9 al kyl, Cl_6 al koxyal kyl, C3. 6PCI/EP2003/013161

cycl oal kyl, C3.6 cycl oal kyl -d _3 al kyl, aryl,

aryl al kyl, heteroaryl, and hete@oaryl al kyl , where each

of said aryl -or heteroar I roups 1s.0 tlonaII
' dubsetiberes Odmeﬁtﬂr?éelé@rf}r‘/?@@% %q:ggw fgrmula I Wherein R s a 2,4-di-

éﬁgsgp&?g %F b l%(i—ﬁrgslélﬁﬁﬁtﬁ%d ghgﬂ}lt Qgioglg sggﬁlgﬁergé)%‘é 'gﬁ&ﬁ zﬁﬁeﬁn&enﬁy
adldited ﬁpmt Tﬁstebsmlqsmnsmﬁng etCprrdr: (g b@aglml s alkylsuh‘

Cogél Jaicek Eﬁe %ﬁgﬂ@ﬁ@ﬁ&@%&%ﬁ&%ﬁtﬁﬁﬁ&ﬁﬁé@ﬂ halogen, haloalkyl,

5 ajykqd,tlttr@ 311@]:1\@381 kyihst(gl FomdR® are g:} Eﬁyienﬂy selected from the

%EI?}DSLOK 15 as;rglcréno% ga]kﬁ' g é%; Qﬂg%}ﬁ%%gﬂ% IR} and R? are as de-

cyP ntr wher e
%eﬂﬁemb@50634 PCT/ EP2003/ 013161 -7 and Rb are
each [ ndependent ly selected fromthe group consisting

é&aggﬁlﬂ?l hed heérrg?gr%%o@gcga %mgn ot (ﬁé#fge WEE&'WHemﬁ@@ 15224

tdmﬁ:eumedomdm dMs&sﬁUﬂp@ph@ybhnﬂahﬂmtaumemh@r@cwh frdependently

10 |ﬁﬁ%g§8&ﬁeﬁr§%ﬁ) 8%?%% (r%? ?Eﬁlg" ﬁk% c]{)‘fg& stin i galog Fe halo-

Clikyd, crhrkey IaJkyﬁhnlﬁoacﬂlkmdyainkqg lapd ajﬂyd),,andrﬂul anethe raws;de%ned herein- ¢
\g%tore each of said aryl or heteroaryl groups is

¥onal |y substituted with one or nore substituents
i ndependently .selected fromthe group consisting of

Qb Hrodtlek yinboliahaltkytt is (Chvidedh Icomppu:adl df frednotpdmyhdR8in] R is hydro-

gqseg(,jlgh@ﬁiqlt L] %m%aﬁﬁgrgfg?xg{ﬁg%l f?‘\ri\% g‘tﬁ'{gi?edlotr lie/:{% Frisubstituted
15 C%Ebﬁ Eﬁ@ﬂl&‘ﬁubﬁ&uént@ bieydach Eﬂeﬁe:aiehd}(yclecﬁéd ﬁom the eroup consisting of
C

nfr fr%ki’!l Eé} F@rﬁ@gﬂi%"}s " h‘?‘l\% n%h F@%ﬁ%}p ?S ualnfo? %Iamn)[o% Wilkylamino,

di MbaRtimosshs ifivled hbateBer. hal oallcyl, -NRa Rob
~where Ra and Rb are each |ndependently sel ected from

e SOt 8, s 2050 o At A

l rcméﬁahﬁf ww*aﬁﬁ s atdhedrerit sbptiovédigitbnal whioh eulntit@fts are each
formula | ,wh

' CR RdRe;
20 RepAPRACRRIR s Omﬁja%%fé’ﬁa éﬂ?ﬁlm%é%%m ol ithio,
QCQf‘ﬂ(leﬁoﬁ?PMééﬂﬁoﬂﬁ fdnSalfikstnostifo ahﬂhﬂyﬁhlﬁéhlfon}fl halo-

ary and heteroaryl ere ;each of .sai Har

hette helar Nl Gra8QpBItTos 2R ik " e PP i Grpriodsmsndently ] ¢
O] VRIS SH B8 g&ﬁﬁ%ﬁmﬁt@&iﬁﬁ}&&%ﬁ saaﬁh@@had:l amyicaﬂmﬂ and R,
Rgup conS|st|ng of CL & al kyl . hal oal Kyl ,

aRkend R maas Belinsgderci@boe C1. 6 al kyl ; and R3 is a

2,4-dsubsttuted or 2,4, 6- trlsubstltuted phenyl, and

25 E?m?d%ﬁ&télﬁﬂtﬁﬂﬁé?t Befe 1f§ %?dgﬁqugﬁﬁﬂﬂﬂﬂ of fereh@e L ellefetoR is
rLoup_consi stin a
2CBGHR R GHF g1 andcy e Radqnsnger%éolsgtﬁé%gﬂathe group

4 G 1-Cy.5 alkyl
Eg%gﬁ%gﬁgﬁﬂéfoﬁ%%ggﬁ@;% sisent clymiit ssaninicn .
dirviellrl, hefercarylesandrhpiqreesiaBob ovss sgg péh‘f,temaryl groups

ﬁﬁi&)ﬂ ﬁﬁe a Jeletfed from the
W%kgn t ?)@ét‘%er t%%ﬁa%m bﬁﬂo gﬁ{jgyl oF he{tgﬂe%go?{%ygl Ie o ;
30 gIgoaNp; coRistig & Cfs ﬁr}&ﬁaloaﬁwh (Rediksxn apdfulpgandt it afhgdﬁ tri-substitn-

gu%dg[%hf%lg VI? cﬁ 91?[?5 ttseﬂe !cije e%ge eﬁe‘%ﬁed from the Group consisting

ents -are ea epen se? ected fromth
grdTp doflsCsé a]hgiyoﬂl-@ﬂqéthlo, Cig a]kylsulfonyl aminosulforyl, monoa]kylammo—

sulfonyl, dialkylaminosulfonyl, halogen, haloalkyl, cyano, nitro, and -NR® "RY, where B |




al kyl, Cl-6 aIkoXy, hal ogen, hal oal kyl, cyano, and
-NRa Rb , where Ra'and Rb are each i ndependently

wolaetazd fromthe group consisting of hydrogeor/APEIes/013161

10

15

G -9 alkyl. In another enbodinent there is provided a
conmpound of fornula I, wherein-Rt is CR RIRC, Re is

sel ected fromthe group consisting of C1 9 alk
aﬂnﬁ&% yark ees md@n@g@gglﬁctegdrcgp R.@qgcrm@ cghsisting o¥hjrdrocren, Cy.g alkyl,

G o duatalgingal, 1o ror

het eroaryl groups is optionally substituted w one
dn another smbedimeans these isipredgechd sprmpyuadpliderautafd f‘«gW{%B is

Q‘t‘é@dﬁ gﬁﬁﬁrﬂ% %fld @Hﬁi R* %)é legcﬂﬁ%h@}?én}ﬂﬁﬂﬂl seﬁkt‘e@ from the group

Re an aken ‘together to

fmﬂm"@lmﬁ@iﬁﬁ{}’l 63’1@ @Biomﬂéidi@ ﬁm@hﬁ@P‘fla’iﬁFhéW each of said aryl or
éf%eé&ryl %ougf {%%&vﬁ%ﬁﬁé}&%ﬂj %‘ﬂ:ﬁ{}]ﬁlm ofﬁﬁ%e%‘aﬂhérﬁ? Mependently

2s@ﬁ4ﬂe&5fwﬁﬂae%@cm;£mtsﬁn@ mﬁ@@a_aﬂcylshaéda 1 @ saﬁmxy, and halogen; R is a

é%k é’hg &Lﬁq &4 ¥£@f@ﬁﬁﬁ%{lﬁ&gﬁgﬁF Yl é&gﬁﬁldependenﬂy selected from the

Srocyery

ap ooyttt af Ky allod, Gx@uﬁyﬁﬂ Gemﬂqhﬁa&v =@y Bulfonyl, aminosulfonyl,

al | Cgaéi)gen | yllll? d%!:!i dllca]ﬂ(}?I &}; Qyﬁﬂ%ﬁl&g%&&@ nitro, and
al}kal 14| @\th,ekc R”V\:ﬁ]ﬁi Y\’/rar@ach 1miepsm|1€filtky38dlg@ad1 frpin the gropip, consisting of
LT SR R

from Cl. 6 aI kyI hal oal kyl , Cl.6 al koxy, am no, ..
alrkaﬂoﬂﬁﬁrleﬁihodﬂnait therk mpmm,ded ardmipaeting ehforRBld owlerdn R’ is

; :%éeée%"sgﬁ thl %.V)xg* étpggte A dﬁ, 8§I%anﬁ]§ijngbdse %npﬁégg}&s | %%e% §c§ﬁ e group
Qﬂoz@mﬂh &Sf C Q]kﬁ Caltsléﬂaow:alﬁ;ﬂ #y bk htteicaryl Gihde each of sald aryl or

kyl i
SR B BT RN b S itk PR ST R SSTS fependently
heﬂill&&%dlﬁém theyratp c@mdimb g of n:qi 6 a]ﬂdﬁahﬂhfa]kyit@[ ealRaxyaadl Hrzﬂoven R?is

2r€§g§§;fih flsp gg(dﬁ %&Lﬁ% b l g%@; . %u Tél pggny? UR.d the substituents

| a&@é&a&ﬂm &leBﬂedlfSOLﬁlih@@ﬁ)up eOnsitireeifCab atkel, Cf ¢alkoxy, halo-

20

25

30

'mn@@bk@&r@msde@gcﬂ frgn:whe Umta: ¢cm;1sm abSu dky

T e P BBl TR e

t ﬂ%ngﬂqeupo@oamﬁawaf@ﬂr&ﬂeﬁnalml _6 al koxyal kyl ,
C3_6 cy€lo-. al kyl, _ cycloalkyl 1.3 al kyl, aryl,

arylalkyl heteroa and teroaryl
Bn enothy anbadpen W&I%P%A%a %P&Pﬁgﬂﬁ %‘mﬂ@hgﬁ”ﬁ? emc@ 1
S U@§¢RdR"' e ek Wt dyRE T0TandIC erstlet tdeket o form a cydoa]kyl or hetero-

|ndependent selec ed fgon1the group con in
CFY&yL &F %gﬂ ﬁ,ﬁi@gﬂw RC?LS %2 ‘é‘ldk%&’;?m%é‘#oo Sqﬂ%% st11111:ed phenyl,

aE{i’d Bek Rbithake &é&&?ﬁﬂ@ﬁeﬂ&nﬁ?ﬁéﬁ@e@ﬁ&@' tae Ho@p@bﬁsmﬁng of Crs
selected fromdC s al k jderiy

Gk dy e Plivhpprocrd MR s R g are cach
%&b@l@r{%lﬂ?fgélcée@ﬁgﬂ thel 8y conViBER £bMyRREFENAh AR s Ellyl.

aryl ~or heteroaryl groups is optlonally substitut ed
with one or. nore 20 substituents |ndepe

%e ntly
s &h apptagr ¢m]@q>ﬁ1@|en‘6th§;qg§, provﬁ%qd(faqq@?ourélo orgmp}a Wh&rem R is
a“‘gﬁq:{dRalzieq Ydetec BRI il o%ﬁ;y l:@ﬁglg%g o@@q mﬁkzogﬁmko%’yam@l , Cscyclo-
or tri-sub stltuted“ whi'ch sub |tuentf
2 lkrb o hordesipbhde ATy 5 el hrisTRrTcETSH A, where each
I%E §7J[ %%ﬁﬁ] r %{tew %)f F& 0 09.@]1 aémdfﬁ%ﬁsfﬁ?ﬁlntﬁ one or more substituents
% dkﬂ.Clsﬂkﬂxyand

h %lafoge e ah%ala t:%kenc%@%ej—. Bid18 s BMert N%ﬂ%lecteﬁ‘ﬁ%’n@ Cy-galkyl-

are eac
1deny1 G- sheteroa]kyhdenyl C3 s cycloalkylidenyl, Cs cycloalkyl-alkylidenyl, Cs.¢ cyclo- |




25 dently selected fromthe group consisting of

hydrogen, C1_9 alkyl, and CL.9 al kyl carbonyl, and R2

WO b6o4ASucdef | ned herei nabove I n anot her enbodi PENVEPIHIEDE161
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is provided a compound of formula |, wherein Rl is
CR Rdr; R is selected fromth&- group consi st ng of

-9 al k ClL 6 al koxyal l cyl, and _heteroar %
i s el e s bSO IipTh Cut AP ve AGhden, Crs
MRtSo éylé X 35&8?9%{?9 %?ﬁqﬂ%%ﬂ&halni’g :aPﬁIGq aﬁxﬁ?ﬂ@ﬂ(ﬁfﬁ‘&enﬂ hetero-

group ‘consi’stin

ke, aﬂafhdemﬁamddmﬁomlaélﬁf&% allylidepglk érhelte@@acm s3ig cycloalkyl,

f s indepen-

agtl%&&%é%%’?gf H%q%ﬁ%p@gté%%%%@g?ée & 15}5%6 substituénts indep

aielngl’y Bd@'ﬁd ﬁom{al dﬁ&?élhaWY (&% mym%ﬁywﬁmlwﬁeiléﬂqﬂamms,
I?:t C{Dulfl s Qr orot{‘l s@%&t@tﬁ%ﬂrﬁﬂeﬁ R@ﬂ&?sﬂb%ﬂﬂz@ﬂs%@éa{cﬁ independent-

one Or nore tuents
i I'yl sdgratieotl d&e gm@oqoeaisﬁmgwﬁ tmsaﬂcyh K:k y hlkokaCaaklkyithio, Cy.s alkylsulf-

R o
sylsad,irtitte sl WR"‘ Oéah@&(lﬁ’:%m BERZ&@B}H@Q@&:B@&Y s@eciedfrom the_
g‘%ggﬂ_ | ‘%‘9 R d Oégfg: a@ L, ?1 g aﬁ-ﬁx}garﬁ(?xﬁyl Ca%@lz[:"ilfi% b §efined

aiidf@dhshﬂvfeonyl am nosul fonyl , rmnoal kyI am nosul f onyl ;
di al kyl am nosul f - onyl, hal ogen, hal oal kyl cyano

¢ I-
S BN e SR 00 0 P flsEI
CLIOR ek(}}(‘f is sgisftedroth mh Igyd@arohmg of (5. Qaﬁzd'l 2. sﬁﬁ(OaE]le Cs.gcyclo-

‘Sf%dn‘g St et fa ﬁ% ROdLATE0E L LGLRliRy, where each

15

" 20

25

Q_f s&iﬂ il iR het@oRyLEoaaNs opricndR?, suml,mtﬁ’d n&iﬁtﬂazﬁ oranercasbstituents

e ned ngreinantie T sholher eonath ety [ISTELCE - om o

Fiqalb&nhwm‘hare Rﬂceam@l«e%@era@ ereag tiviladepens ededtyd from Ci.galkyl-
sel.eg ;Eg&;@%f%&f SO b T e, g eteroaty1 ) sallylidenyl
Cyhtea davh ofbaidadl Kﬂetex@léﬁ grofd yis&iplﬁjéha]lﬁwbﬂﬁtﬁlteeﬁﬁﬂl pne or more

e welé‘ér%ﬁ%w%?&y S I e iz, Lot

Of mf1RY, BiaSy RSk b%ﬂi m&&gen%ia e@mdrymﬁba@m@ Heam Wihieh substituents

group _consi st n hal oal ] cyl_,

caneetaq:h@féwer@ﬁ w&gﬁﬁ fF@fOﬂPegﬂ%ﬁl%mg@f&?ef Ry Cr-s alkoxy, Crs
kﬁi@t@vﬁ%uqﬂé%ﬁ%ﬂﬁt DemRakagl, Moﬂ%%ﬁ:ﬁnbﬁzlﬁhzﬁ ld@@quﬁnmosmf

co ound of fformula | wherein

hyelokdegenrelaslylRaneciactnd W 6% nHERTe S @ﬁl Be taéfaeac}l indepen-
aPﬁiﬂij AR89 BUIRLS L dhe (BBl O o Bhyiband Cps allylcerbonyl

kyl, aryl het er Gary Where each of said
aﬁl;dRolsahdﬁ@@éFWﬂRWGps i's optl onal | y substituted

with one or nore substituents independently sel ected

: ffr?ﬁl&tp SR EOMSESE R%&H alebsy Oﬁhmélfforﬁﬁ:llé)mvﬂﬁ&‘émli is

- 30

35

Cl.6 0X and hal oge s CIL. 6 _alkyl; and _R3 |
—QRR%E ﬁjésﬂﬁlet:@ti@@l@%%fﬂuﬁcqmi%ﬁ§f Crutlsds Ghelipryallyl, and

aﬂgte}%ﬁyl%&ta Lt]ﬁé'l?&ér% & dpﬁ?ﬁﬁ%ﬂ@ﬁgﬁt{ﬂéd v%@:t §1§é &Cﬁn%% substituents

from roup consi s I ng-o

kox
h aid@gelnﬂenﬂa Isdacttk@/fromctiaa BTN TPaa sistR0 ] a]lqdq C}a/ﬁa]koxy, and

A 1-
N e e B e T
e mimgﬂ (e atydduliryd-alkyligargliadé (C:a 2Bohponh andhefeoparmi-gi-4 alkylidenyl,
N@v LELN B drRaid a_lBﬁ R?heteroaryl groups is optionally substituted with one or more
substituents independently selected from Cr.salkyl, haloatkyl, Cy.¢ alkozy, amino, alkyl-

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




/-""\-\ .

e

-C(ONRb; or -CRRJRe, where R is -NRa ,Rb ; Rd and
Re are each independently 25 selected fromthe group

WOQW@B@&,Q ng of hydrogen and O 9 al kyl; and RECT/EBRoeiRH3161
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Ra% and R'are as defined hereinabove. In anot her
enbodlnent there is provided a%onpound of formula I
wherein R is -NrRb; -C(ONWRb; or -CR RAJR', where R
iafe cabiRmndRpendeRtly adett&bﬁame&heg@npucnqw@mé iyl Cros alkOX% Cig

%ﬁ\y o e%, z{ll%%tlp %gpr oy os%ﬁ %bgr 2 ea.élﬁ:%: %ﬂﬂﬁﬁl %fbﬂcylannnosulf
'oﬁﬁlebﬁﬁgﬂﬂ hilpaliel, emdmiuroo md IR o wheoois pad RR graogach indepen-

yde Kk dro bonvl
Sty B sarn o i XS b e, By AT itcarbonyl
%&RahMH.eﬁﬁé%&eitﬁb@m yl al cyI wher ei n each of sai d

aryI or heteroaryl groups is optlonally substi tut ed

e PrEethatipat ﬂi#é’%%ﬁ%“’*%%‘ PR s TR i
QRBOR2Q 044563 IACTR Ré@@cBRbarszsdeﬁneﬁaleadm@oye

am no, al ky?am no, d| aI kyI am no, hydroxyal kyl., cyano,

|a8%f£q1[] gxghgélg%elg% gwgeaﬁl ké/ong]%%u{n%ryflfgfﬂtﬂa?%efeﬁn R! is CRRIRS;

m no oups 1s opt
Sdeln; RE e EH® e edd:}Simldsgtanﬂaiﬂa}(hehﬁEﬂ fariok yHhe granpl coxmztm':f of

a”d Tt RRE T 75 DUP D RO Tt Ao Betero

Vﬁﬁr ﬁi&he?éro aﬂw Wiere edch- c(E(saG))l bﬁé&bhetﬁfoarﬁ@r@@l@@ aptmelly substi-

1.S NRal and R, t o
sféteééfflgd"?er@rﬁﬂf’ﬁe‘? FRIE S SHEP SR 66?6%%%35%92% iy consisting of
i, kyibalt cﬁaCﬁEﬂl{cB@, arﬁfhaldﬂﬂnaﬁﬂ RRIR® aa¢ es defloed hereinabove.

toge er wt e nltrogento vvhlchthey are attached

form an heterocycl rin | ect ed e..gr.qu 1- eppd
dorrepsie ﬁJ@&) ‘FIF Hi ;ﬁgwdﬁzf B g?IPEW%i SFa LA N8 3 AWPein B! is CRERORS;
hl@q 15‘9%%11 @Jd ARd REetd éiBb( ﬂfdéped@i}éﬁﬂﬂ!;dlbﬁted from the grcup consxs’rmg of

| @pe@lksﬂ szst iparak Oq?urlﬁff %E%ﬁfl}?érﬂ H 45%% ggggr 2 ttdtbaryl groups
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asﬁqqtsdérqmﬂw gpuwpnﬂﬁ% Ao ot Hoseiilgalgh cyano, and
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forérlrlu}fEEleree %g%%?;‘%é%l%ﬁﬁiﬁr - h%dl sosgl ect ed

t%@(@mﬁ »@@n@RsR “Ragrisre RyarOBR” & 230 g]gﬂeadéﬁaie@ndgslﬂy
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I H@@b)éi*R erat—ER Eé?t e‘@h@QRﬁSONRt e 33t Gup Fe SRR NG pgpdently

e}ect 8 Il*d(rgml t}gg ﬂ fﬂénd ?;]gﬁ%yl gi ;E?’LIEIE:(; n%nd RY" are each
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al kox hal ogen, hal oa

' Cy;&n@}éaﬂdpxpmnyﬁmorphm or R@E%Ya) grog,pea%fla% ahd R® are as defined
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ut ed
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Ra an d.-Rb" are each i ndependently sel ected fromthe

gNAYR0ERPEINSbERGRthdy inegeed &orﬁpalhﬂd/bf foamdlaGlrigreraR' is NRER;
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AP &éﬁ%ﬁpﬁ%ﬁamelﬁépgsw@gpgfgy Rer 3 nane Gad C%,Faﬂchyalkyl and

f oty befle ke M EHA cRupl cBnsistly cRdB@ , (a.§ cydMRABYC: » A1k hydroxy-
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Cl-9 allcyl, and Cl-6 al koxyal kyl ; Rb. ., |s selected
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wher ei n each of sald aryl or bheteroaryl groups is
optionally substltuted Wi th one or nore substituents
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ammq,ldaaiksri@mm brde w%%ﬂmm@» apﬁaxygﬁ(% ﬂkya{nelggw& alkglgjfonyloxys and
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mottodkish’iis Ghedkydy andi B w@et%%ﬁ%ﬁtww 0 %ﬁ Xmﬁésqtgted phenyl, and
g&ﬁg.@%{lﬁ_lﬂfs 8.? 9 gld. ﬂdﬁ% gele%téiil' ﬁOﬁ@@H t(ﬁﬂﬂﬁ[ﬂ“ of Cj[ s a]lcyl C1 5

rrsubstit enyl the S ents ar
iafcbap dralteget) haledkboryerd, aﬁdoPﬁRt Re wg*hen? e gﬁgﬁﬁﬂe@ hdpgependenﬂy
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tThemgtten pmbodshat ﬂn?ge fprotigiet gRRPa Whef‘flﬂﬁ is

i g—%ﬁg%g f‘?oﬁkﬂﬁﬂt Ry Q&i ?\e 51% CQMH%&HE E@&%ﬁ'&cﬁ&fl the group con-

‘Wherein heteroaryl where
Ss@tﬂig@f hifdmgerhmfb@mﬂvl B s18 @@@crtedmﬁpnyﬂ@mlm fipeiang of ydrogen,
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ﬂ%@ﬁ@ﬁﬁg%%1§ %@? éa ff%ﬁﬁmne% aﬁ§§ conS|st|# gfcwmo i

C&mﬁm’gl b]!f(?’llsulf&ﬂyl allqlsmfmyloﬁi ad hialbggd, tahd @achccﬁ seid 2T groups is

aI ky I%”? sgm%P%E ?,{:‘ ‘li%]ﬂléﬁ eé Wtri%o 1 15 la di- {r, t%lésg%stltuted phenyl

hﬁhﬁ:&' s'lib!étltué?rycaﬁh@ eadH IHle; era]ﬁﬁiﬂy SMGMOIH\K}I@M‘IIR&OQWBR@ " Cigalkyl,

3%1;5 @e@gzgrn I@?_g;lﬁy?l rkg\g Es&ﬁcjyﬁgarz{?rnlo sultftj;ln‘éfl %&&gﬁ]kylammosulfonyl di-

ah]kfhéhﬁ@dsm}ﬂﬂ i hmnﬁahlbam,scydﬂcs Irﬁﬁd wm&bbovéaerqﬂq and R are

_?Sicﬁfﬁéen%%wﬁ@ Boes dgr O oL al s AYROHG aelt aad Cus

ankicholfl 85 ORY s Hefimpitiepdadoyesubsti tuted with one
or frore substitu- 15 ants i ndependent|ly sel ected from

Cl.6 al kyl _6 al kox en, haI 1;

R T T ey

S f&@ﬁgtdﬁd Ii‘;a%im%aﬁe‘j %mm RQAE kgt 1ﬁ@ep@hdeﬂiﬂ@dfd:egted ﬁ.—amﬁg: group con-

a , an a .

| mstyxgaggmgswn&r%%ﬁw&%g ¥ Selfiied Eofh s er@insopsising of bydrogen,
| k | %iﬁg&%ﬂ@ﬁ Rf) r i@?ﬁl&%@i ﬂ'f)ﬂﬂ@lﬁ(g@d?@ Sjﬂsmgllg)ff)f Crs a]_kyl Cas

a a al |o
aICW»Dé‘lﬁY %/(épmﬂqu R P S bl s i and
d 'h%keféﬂrgl%%y? WH&%&' J:efcﬁ'@)‘flsald haji eg B&erﬂﬁg}%ab@‘sl i optycamﬁy substituted

nitro , Where §§ fing of C

i rvaépemmmnpgﬁ @b#@eﬂé&i mdfeaeﬁ Eons pf%]é’ gpsis 16

%ﬁé@ D619 ahk ofi%iab kdﬁhﬂcyﬁﬁhh@m&'dwﬁﬁﬁﬂ cyano, acyl-
s as’defi'ned ere|nabove In

emmum@mdsq}fwvﬂealksls@fwlm ﬁa‘{] f°<‘§ $3i{ papigo groups is

KR Eﬂ%ﬁfﬁ #851%&&1&@&%: &Eﬁbsﬁﬂﬁeémteeﬁgrl mPrd .okl a&ﬂd(s is a 2,4-di-
Sal Su

uents are each i|ndependent |y selecteg T OM 1 dected
t hebstituted or 2,4,6-tosubstituted phenyl, and the substituents are independently selecte

from the group consisting of €15 aliyl, Cy.¢ alkoxy; halogen, halo alkyl, cyano, and
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25 group consisting of C1_6 al kyl, Cl1-6 al koxy, Cl-6
allylthio, Cl-6 akkylsulfonyl, am nosulfonyl,

mwyyw ylan1nosu|fony| di al kyl am nosul f onyl pcheba@stisis1
Ky cyano, nitro, and -NRa Rb , where RR and

Rb are each i ndependently sel eé¢ked fromthe group
consi sting of hydrogen, §-9 alkyl, and O _9
aKRTRE awhes i andrRY, arRtadinid dGendem lyasledef. ffrosaithe group consisting of

ei nabo anot her enbodi nent there is provided a
E‘B‘Eﬁ? %?:I‘Fﬂj;ﬁ'ulal wherein R3 is a 2,4- 30
di substituted, 2,6-disubstituted, or
T dnbhtr dabbEiehtitheck ﬁprovdidd a&-oynhyowdl of fariyerla I wherein R is aryl or

Substituents - ar e eash L N00ReRdent by AelegL Pl ALATbE B -
@ﬁkﬁéhfshh@epeﬁﬂc:ﬁlyﬁelé&ﬂe& Eoboayd dk}éﬂlmﬁtd}:ﬁ;ﬁlyd aJkylthio, Cy.¢ alkylsulf-

m) n - )g/t-!:l]? g;a.gﬁgﬁcy F:?arl%l d g‘l}# {?{ u' f e r%kb a%each indepen-
5%15&&& 68 tﬁ@%uti ﬂﬁﬁﬁﬁﬁlg\é\@h?@@:gézﬂﬁﬂﬁaﬂcyl and Cy.o alkylcarbonyl; R®

éﬁmé ;g%ggﬁ:ggﬁ%%é% %g%t | % St eCt ed f ! Orc%pen eg{lgg&ected from

gh&¥oescBaavng ofangalkﬁ @@ﬁk@@ & gamﬁﬂﬁe,fcmeﬂcﬂsuﬁonﬂ aminosulf-

herel naboye, In anot her, ngodl gre Is ded
@i OB afwlargpagilignys & tpazgﬂ%)g %oqfndpﬁo% 408, nitro, and
S N?@ltﬂbt Wherh R2a 08 B §i=éb=,§$:}h ﬁid&ﬁéimdeﬁﬂy selected from the group consisting of

2,4 { bst t ted
élYB@@geﬂLl@;: 2E o ?-%'wgﬁs’g ﬁaféﬁt WSééﬁIé%tléeaﬂF?%%e

t he group conS|st|ng of CI-6 alkyl, d _6 al koxy, hal o-
% ohﬁh‘ ORI W merR iheg¥ {s@FAfed @E&iﬁdﬂﬂi&wﬂ fafﬂl{ﬂ@l wiizgkin Rlis aryl or

are as defined herej nahov B et
él@@éﬂl‘rﬂeﬁ-ﬂd sabrl @@W@W&é &P‘ﬁo%gk‘ﬁ& V\fl qﬂﬂ Qf Tpore substitu-

W@agg gxdg%%%lte%l‘tﬁ}ﬁ &le%teﬂ Eﬂm Cj%%' Eyl 8Roxy, haloceéa haloalkyl, cyano, and

t ed, trisubstit
pWR ® nWBﬂ;ﬁl R saddnap aa@uﬁé%nem@?ﬂifsse eaﬁeg from fhe group consisting of

'}%gB%@.ké hglsg-hﬁﬁlkg Jaﬁfg}}g 2 g ggﬁ%xﬁgﬁnﬁiﬁ&ﬁﬁw $Henyl which sitb-

a‘iﬂwd:mm@@dam@qeﬁrdbﬂk sercied fromp thesrAyp FoResing of Cgs allyl, Crosalk-
e B Gt B g, oo

canmyosutboyl, Hahl“mlkalda]lwh@r@onnmo rag N&%(%:@p% qngR are each
h%%r 03 anﬂggel éedafra%l é)&rohf) g %g,éay Iy 'a]]éj;i and Cy.galkyl-

|tu s are ntly sel ect ed
fc@mmm@rmzupamﬁaeéhem@abweu 6 aI kyl, C1.6 al koxy,

Cl -6 al kyl 15 thio, C -6 allcylsulfonyl,
d ik ulz I wh R’isa di- or
21 AOSALT NN e DBNGR LY AH OSHLEORN o formule nvhercin

ogen, | oa ano,
ntri—[:d;s‘aarteld pm'nﬂ) and sawh erbst Rantsamne esﬂh md@ﬁ@g@@gﬁdected from the
|nde endent Ofminosulfonyl,
Sragan i Gt Sadh B GIEpE D, QAR P ginomliony.

Rﬁo@nd]kﬁen‘ﬁnesu}fsmdedla]ﬁmhrmmselfmﬁ Oﬁennhqiﬁ@lcﬁe@rano, nitro, and

WF%]&Q ‘%I‘ ! ?&.‘ dl%ﬁg%hdlg%g%f@%ﬁ%}gsr ogtegtﬁaé@gir%‘;lr@uﬁ consisting of

ahﬁdl@@&h Gﬂgdﬂ@b aolé ag b glkﬂed:bm;éf,chﬁds 8 ChE gpeas pefinqd hereinabove.
Slstlng of hydrogen, Cl-9 alkyl, O _6 al koxyallcyl,

I | | . . ]
Cf%/ Ay g,q gn?%%%eg‘g\}%ﬁe 13 élhc)%uf!h g%éecroo %1]113 c:!f %rfnul%%!her inR%isa 2,4
€ éﬁhbéﬁtuﬁ:&!. o satiydbsottdiebe, éﬁﬁyilsu@qtmmq@é pynél ne?p)ﬁfl gﬁdﬂw/subshtuents

bst i { bst i t
A BEPFY SO SO OB B D gP B BT Gap Lo Crs
C'aﬂ{?lf&ﬂok&‘.{_g alRAb QR bmikdsnBosil Itﬁ&ﬁ@a]lqmmmmd@mﬂ drdiylaminosulf-

R ;@%ngaofﬁgz;@@m%e@%#ﬂ ek -

group con-



sisting of d_6 alkyl, d _6 al koxy, C _6al kylthi o,
G _6 al kyl sul fonyl, am nosul fonyl, nono-

WO%&I + i nosul fonyl di al kyl am nosul f onyl, hatpgemoz013161
oal kyl ,
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cyano, nitro, and -NRa Rb", where Ra and
Rb are each i ndependently seletted fromthe group

.consi sting of hydrogen, C1.9 alkyl, and d
&érﬁbﬁs@l@&t@@ﬁsélﬁ thagfbup%nlsﬁuagoﬁqﬁmm 'Eefaékjrladm’aﬁé alylcarbonyl;.

In anot b t t.h ere.is provided a conpound of
% gFﬁP%‘?@na%{ﬁRdRC R is hydroxy; Rd -

rand Re are each i ndependently selected fromthe grou

GPR1otBlrShi@iaintCher? igpioylded € cofipalid g firtnpla 1 wherkin R% isa 2,4-di-

| %43:«%@%% éo%é,%/a:mbfﬁg}tpé, 0§§b4§$ W@pgﬁugﬁfﬁldﬁg 5 ledhetdesra%as‘iﬂ%mtuents

Sihski fHde zﬁieh NeeRendaith Yhd\RoaP 034 DERH3A C; s alkyl, Cisalkoxy, halo-

PCT/ EP2003/ 013161 el.ecied fyaom rou
S ooy o7 e B KA AT ORI R <04 1 i 4 Gemedegeinsbove.
hal ogen; R3 iIs a di- or tri-substituted pyridi nyI

;ﬂ%&ﬁ%%ﬁ%bﬁﬂ&éﬂe&s t@fcﬁu&d?&gifp@&ﬁé@dﬁﬁmma E%&Eﬁ'@a is a 2,4-di-
rom e group consis

@;Lbs@ng:pcﬂ@ﬂ g ﬁ.}sg stiggte, of| Zk%,g étﬁflﬂ)d‘lilﬁ}ll? 8 @ﬁ:}lch% guglf—an cf &bistituents

g%ﬂ%é#l kP RAaY AR froitBt ki E rbAQSH dfr@ilﬁaﬂdifh@-@dhpxy, halo-

ké%(ls cyano, mtroquﬁglg}r@e Ehyﬁgﬁ?et“hm@ @%ﬁaor 1 Tiylcarb-
%@glj}aﬁ&wﬂ LherUHAgeMovEL 9 alkyl, and O _9

carbonyl; and R3'is as defined herei nabove. In
anot her errbodl ment there iis provided a G d,of
ﬂn enothar ¢mbpdimephithere ip erowmmm@f&ﬁ@@mﬁf’%ﬁd

4 L iy whetituents
SR R ARG RERY %%Q%rg@gmﬁgggggggm et it s

hedemdarmdenﬂm@ieeteeéﬁméhe SAIH R YAINg aél?qul @65 ajlfag;r% Cy-¢alkyl-
vl 1 ulfonyl,
TR B0 S i it oot
doipesliahgpliofh, qpincg nifrdeypnd NR?B—&HW re a.r{é1 Rl@)g?c igllc}apen ently

Bty B AR Sy A g nd

Zaéh:ﬁlReramsamﬁﬁntﬁh@dmpbWﬂdl n-3-yl, and the
substituents are each i ndependently sel ected fromthe

ﬁrﬁo 4 g)theg gﬁl'b?l n%%t @Iergsgﬁoﬁhgcy i\ COI%GIﬁlé-(;‘f ke whetein R* is

where Ra and Rb are
SARTRIBf(R i h\ykéuoﬁjr)R “seRgt peekath eI gledp om the group con-

R TR U SRIET SR, B (o IRy ANOIChEbliql sl

a conpound of

el erylhalﬁl heSeroar@RaIRbRﬁtercRIylﬂkylhﬁyherg %ych Qﬁﬁ@ydea]rﬁ e’gﬁqaaryl groups
rR]lglog ﬁ%;(;lep)s h?t%gﬁ%oﬁeoorfﬁélﬁsﬂbﬁ%&erﬁ %erﬁfenﬂy selected from the

or tri-sub
pgtbhlﬁlcﬁ}yhsm%m‘ﬂ C&aﬁlﬁﬂshﬁs&ﬂcﬂu@m&m@m@@@ﬂoven, R’ is a di- or tri-substitu-

ehendenLt S8 SRk R ATl A8 BEOHACARRS ST R e grovp con-
3&1Mcs¢f:d&@lldﬂ Camlmsu D‘z@mwmmmbfnﬂfiemhmnﬂ mono-
T
Iqﬂ%%ﬂﬂﬁ derd Ry areSaet}emﬂeﬁe:fdenﬂy teﬂr&te@rﬁm:p fb@ggu@tcpngstgfg of hydrogex,
2.9 Rz
r%@&ﬁ?‘ﬁ hﬁ%tfciﬁg gcﬂ( aLSgneo er eee?rlg% maelﬂt

there is provided a compound of forrmula | wherein R
| 3n 2150&1&%%@1111@& thSresepﬁﬁric?e:d afcpompotrhé of fpmpila I wherein R’ is

| ;?5@ %(L 5%1 %YO%I dwre §zcg1 lﬂé%%)ﬁ & t@/ selec%é§ci<rﬁ yigd Soup con-

helseh0ar 3,210 @m@k@mﬂq& | aayzkadd, hethens],adxhe Yah crfaaldl arylor
m%r%ggfﬁgf g ¥ ﬁli&?f gr? &1’(11 one lolr Sre t93,11 tsln %s mdependently



i ndependently selected fromthe group consisting of
Cl.6 al kyl, haloal kyl, Cl.6 al koxy, and hal ogen; R

” are taken together to forma dival entp@FRMosn13161
wo IfloRsE ¢ (2 ClL 6 alkyl 30 idenyl, Cl. 6

het er oal kyl i denyl, C3.6 cycl oaliqyl i denyl, C3.6
cytl oal kyl -al kyl i denyl, C3.6 cyclo- alkyl-d 3
akleyiled Sdoht $Heigg@ny tonsieBn 6 BECES Mo, Haldallgl Ky s 2Tkoxy, and halogen; R is a

B BRI b ot Y S50k pcindapendenty scced o

athk Efdé@%gmkisi@{qﬂdelgglﬁq@ Idgé mﬁaitqls Yk tﬂliuﬁ, Clhlesta_ﬂzfyhmlfonyl, aminosulf-

aryl - al Kpl 1 1Y an( erer r - .

A m@@ﬂvﬁ S, dalliylariog n@ﬁ‘#a%w@l@% §Rno, nitro, and
5 oNmtatersaraR” %{C?H?Sré e?c@ﬂidgﬁélﬂehg %&%& ﬂd,vthelﬂe ytohg consistirig of

one or nopre._s st tuents 1 nhdepen . gae Yy el gcl.e

fhysresen: G- |%ﬂ%+9@ﬁﬂ?iﬁb0%€?%d3| %é&ia?é%ﬁ%%ﬁaémabwﬂ

al kyl am no, dial kyl am'no, WO 20041050634

AGHnER2003H04316:t therd i 2BRALBL 898P6uTRBof fErrauldl wifein R’ is
tri -Cs&ltg,_stg_,t uted pyridinyl, and said C%uﬁst_l t ueéwérs %e
e4dhRithde-1s prdrgenttt yinddl et @t fidshendraty pdered trom the group con-
CERRIe D CNYalRY] Eils B Blvka, 5L 28d BRIV, ¥Herb eadhkof skl 2@yl or hetero-
Cl-6° al'kylsul fonyl, ~ai ninosul fonyl, = )

10 resHcaP b AP Roraly Febriruted mathiope arTHBS SSE RNt Idrrsgepptly selected
%&a%égﬁguﬁ%ﬁﬁ&nﬂfmgd;@mﬂaﬁﬁﬂ; CRMIko NS B R R is Cy 5 alkyl; ’

are each | ndepéndent |y sel ect ed., fromthe group, o
canieR 5% b Ag-disutiirted &t -derbditeledydr 24 igbsiguted pyridin-3 -yl, and the
aéu'b&%t'u&?tﬁ %%Lh tﬂ%ﬂ%rhcﬁﬁﬂ?f saéccedﬂﬁ&gretgéi%ﬂagg ehRARMEF d, R alkyl, Cy

anot her e I ment npound “of

ere al'%";zpr ovi _d e C |
f dkowyl elogamhbeledhylRind NRRCRWRIRR" wd B™ ged cagh snflepeegntly selected

th LSt | i~1C1_6 al koxyal | cyl,
> Cg(%gg%%gﬁg 35%5%%%@%?%‘%%?@%% -C1_3 al kyl, aryl,
aryl al kyl, heteroaryl, and heteroaryl al kyl, where eac

1o agfottsaeonbardiphens théve isqrrowidgd a gponpend of fopniledarheyein R is
S L HdelHy © ) . 7 ‘ 7 ,
e

~

Metéroaydyy grodpaRdmld dyor trietutgtititedpoyidinpdandyal titugpits are each

and Rd .ar Q r z Y n ; :
SBRePaR B (R AR Foub S i A Cy e BATE. SRR, C. ol
20 cQQ alddiongl, kypiricdelfyiyl, E3nG iykrenogyonyl, didryldminosuifonyl, halo-
aryl £ I kyl i denyl t{ero-,a © 3 . ‘

oty Fradifh P B & S RO ey independenty
heteeteddironh tigr grops comsisipgiodhpdrogn, IGy.s slidds ead Gf edkylearhonyl; and, R7is
one, Qr re. sybstituents i ndependently selected from S
CTS-%G%EF FEHEYo: allcyl, Cl1 6 al koxy, am no,

al kyl am no, di al kyl am no, and hal ogen; R3 is a di- or .

t Id arsotibs tehthodirhett thete idproylded ardmpaimcd siifolostlatingntrsin R is

O
Clik4, al 4 dyylosildyF-Onyiliylparyh esidlfyrheterompl and heteroarylalkyl, where each
ST IS YO TR, T M —
Rb;dapﬁltdeﬂﬂﬂa sélaﬁkeléfemdehé gzy;gfls ebﬂsislttTE@J df@ﬂgﬂcﬁélleh@bﬁkpl, Cy.s alkoxy, and
C SIS rrogen, a ,- an -

PR e e ey i il o adlestri B Cre kP

s0 | eafloCheretenhagidapl O hefdLligliegyicigdydo: idewfl, Csscyclo-
I %%&@Wﬁgﬁéﬁé?w ﬁefe%;%ﬁ%@?ﬁéﬁ Eetgyec{gg%lggk%%ﬁdenﬂ, Csg

ap&erREIRLIRA Y], aIMHEESH! HH61-0e] Sden, 4r51-0pf dienalityidenyl, hetero-

substituted.with ogne or nore substituents In 25 .
depEhaetkridcagh ved beferorsrinCigrdatdenharkersngadh olsabeydodkyl,
Z%II?Y, lox h%f%l@&u%sgé%ﬁ]ﬁﬁ? gﬂt{csﬁﬁﬁgd whlo9g 8P mABYu3tituents indepen-

Rd are_takKen orma divalent group . )
35 setmdhtsedcted aroncds 1, haloalkyl, Cy.¢alkoxy, amino, alkylamino, dialkylamino,



X

alicylidenyl, C3-6 cycl0 aikyl -al kylidenyl,
G _6heterocydyl-d _3 al kylidenyl, aryl-d 3 allcyl-

WO 5@%%]634 and heteroaryl-C 3 al kyl i denyl whergifpeasdnizis1

(10

15

al'd aryl, or heteroaryl groups is optionally
substituted with one or nore -gghstituents
i ndependently selected fromCl-6 30 al kyl, Cl1.6

a@i'd"i@l@genﬁ[ﬁlﬂﬂdl— ey saitReted aRediivh bk kAd ulss0itudRs drs each inde-

di- or t bstituted r|d|n
RenRen Sleried A HS AR STEPRRG B 01 el Gr o Crs
éﬁﬂ’foﬁﬂn&hﬁfdsﬂﬁm fm&i]oaﬁwﬂnﬁﬁbsulﬁiﬁﬁdﬁlﬁ?ﬁ)ﬁﬁueﬁﬂfo&ﬂ halogen,

aIkIth|o 6a|k ul.f ony @ sul f
G0, &rﬁ%@érlfy%a R s ﬁ&ﬁ?‘%dﬁ&FPeﬂdeﬂﬂY selected
E‘@ﬁl@ﬂ@&o *bRe@dRglof h?chQJ?f@m @ kIS, aﬁ(ﬂ@l s MR¥cRBonyl; W REis as

. and are each epende Iy sel ected fromthe
@Qﬁ@%h@@ﬁ@b@ﬁ ng of hydr ogen, C1_ 9 35 alkyl, and A 9
al kyl carbonyl ; and, and R2 areas defined her ei nabove

Qo804 /e%ggé&n?gﬂrgf’ 220363 &rhpounkbofl fﬁrﬁﬁﬁtlhﬁierem R'is

enbodi ment there is provided a corrpound 0 orpul a.l

R nRRis sﬂgcted@mn REEOUR COREStREfH bge 116 Xy, Cs-s cyclo-

t it teﬂg@ d 1,306 1dal§ir@§:&*da where each
%ﬁyiégﬁ g?%%SEEn F&'%@%@%Qed %?%%1%@;_gro A,

efoaksd 2yl m@ewoa@ﬂ smoupsiy pptiaallp cgleaﬂrmre substituents
3k ngenld% @se@c&lﬁﬁﬂa E@@ﬂné? ‘E‘(Bﬂsi}:%ulo%@{‘yélkyl haloa]kyl C1.alkoxy, and

am nosul f onyl I'w affi nosul faonyl
habggeR, aJtﬂaRd?mh r@}qen tqg}egrm@ to fqrm@dw o gxgmseﬂ@te%@inecl 5 alkyl-

ﬁn{}a@%%cﬁgl gltkﬁr vl B ﬁ&?ﬁg%ﬁiﬁh}dﬂiﬁ eelrﬁ%???alglﬂ@lﬂh@d hetero-

ard

WM 9]1 ﬁdkﬂﬂhﬂ’]v Wi ﬂmﬂ RZHh Ofﬂ@i enetpaikyl are @@%P?Wégoups is optional-
T R

rFmula

- el Ggeﬂkozﬁdamm Hylaména d@&kﬂlmpemielmlrpgensgf‘ it Gigor tri-substitu-
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g%%?i{glgzt 3 %i}ﬁugégﬂgstfme%t% %1‘% leh&%ﬁ%peﬁﬁe?ﬂﬁ F’Hed iﬂm@he group con-
siktiyd of Gyraaliyl, &y hlabiky IC; ¢ hibyignoALyd aﬂcy@m&fonyl ammosﬁlfonyl ono-
gﬁ%ﬁ%@& r%ﬁfa' kY, gﬁ@%’iﬁom@ﬁ{ﬂﬂ atkg%hdha?%ﬂgﬁ Oéyagstlﬁﬁeaa{dd NRURY,
silesa Tt arehR’S aiereddpﬂjddpelﬂidel;lﬂﬁ sdleamdefuomrtbmgnone agngsigpg of hydrogen,
o, s B Gl g dIF| SBL e altRRy, |

and said substituents are each |ndependently sel ected
[ mﬂ;&eerg}bdﬂmmmhsnesi prugideft a@b}lﬁ)ofllﬁd a;lf kyrimuldd wherein R'is

Hﬁ%{%s FW% d%&v? e@?@% Gglzsu %Oﬂﬂ | , Cy_g alkoxyalkyl, and

@b&kdfaﬂ*lﬁﬂh&@ﬂhﬁ Hepsrphryl halpaigaaly sluhktmtateldyﬂuﬂl cyangomore substituents in- -

e R b g ofp e o S A, S8 M, Cypeliony, and

e end FChnd Ré biethlkeriangeth&ltoJomh k ivakmbgromp, sekm@d fren Cus

e anffo(éned GG RO e EF SRR, b TS all-

: 1&%}&35& he’Broah:ﬁ %@[@g&&ﬁ Rehepeitl chéh afiseideagh or heteroaryl groups is

I@%glgg nbt Ly aéﬂ ct ed ff,{{lglgﬁtfl Se%ar ou&é]ﬁcondz S&gct?éﬁom Coc
whied, @l%m:cﬁ’fanﬁﬁ:b ANgTanhingl andh@tieylasiing; R ﬁmds drm—substltuted

optlonallysbstltuted W t e or re substit L "
},@@ﬁtspa susbtusntsare e E ekeg}:?g]%ﬁaﬁge gpup consisting

Qlfc@ é@&%g éﬂ%&z@ad m%lﬂ:@),_cﬁ 6@&‘?@&&@1{3@!@&5&@%@@@@1 nﬁezuoalkyl-

and

tituted,
zﬂ@nus@i@@ﬂ ﬁﬁﬁ@’@@lﬂ@?ﬂ@nﬂl bﬂeg%b%@ﬁsﬁif A FBOY oy U AR 2R R, where
%zamd drd 6 2 @ﬁs. ehite Eé&t@rﬁom&ﬁﬁﬁ%ﬁg%ehwmﬁo%ﬁ@ﬁmgm, Crs

from t e grou
alkyl, and C;galky carbonyl and, and R are as deﬁned hereinabove.



al kyl, Cl14 al koxy, hal ogen, hal oal kyl, and -NRa Rb ,
"where Ra and Rb" .are each indepen- dently sel ected

wohoamsidie group consisting of hydrogen and Cl p@TaAtplyibo013161
In anot her enbodi nent there is provided a conpound of
formula | wherein R is -NRaRR16-C(O) NRZRb; or
-CR RdRe, where R is -NRa'Rb ; Rd an d r are each

im atmbaqum@nt heteds pamdqdcamntp@@dmﬁm@@ﬂs Lothangn & is

S R e T A S
emﬂmdfpiﬁﬂenﬂijemdcgedéia:}m d:lncegtoﬁp omsisvag gt &npfﬂ’;dn@n stlkoxg, Crsatkyl-

%]sﬁ,ﬂﬂfyg ﬁ%ﬁo R au#o IPOHOﬂﬁgyg?!aI%%ly% amq}FY glaléylammosulfonyl

5 &dofganyﬂaloaﬂnyhlckgdoammanﬂmﬁw wh]ad:re@ém,nd Imalehgh independently
ano 0, ar 2
i R SR e R
R dnd B are CldeBnad karkinabawrd Rb" ar eas defined '
her ei nabove. 35 and.d _9 al kyl carbonyl; - and, Rz, Ra,

2004/ Q 34 PCT/ 3/ 01 o .
i e A R A
E@R@d@&rﬂf |1@11§dtbgeﬂt,\ﬂé aed R e&%hcbindslg&mﬂeaﬁy kd@ied from the group con-
) t.ero PSS n fitu
10 GRtRbPECIEE: TR Rt foraERE R PR D R e v,
HeQUPargipasd Eétbft@r)@&ﬂc@}wﬁe@ekdﬂ of shid| ol df)lﬂﬂter@lj{@roups is optionally ,
glygsou)%ggg %\[‘Tﬂzﬂ%&eﬁarggpwén%‘%?tgwtg m%l‘eB%};?eQﬂ}Q (sjélec:té/&j R} tﬁe group consist-
ghkyf syl aﬂl@ﬂﬂa@%ﬂcﬂ{@l@ an@b{? a@dgﬁlbge@ﬁ lﬁ?dh ofrissabétituted pyridinyl,
 rdandi bt Ry scs e SOTgbe Sonp consisting of G
15 Ldlikyl, SURSHLIHIET aipichid, Ty aqf@slﬂ dnsahstibhlemiosodliaminosuli-

each |ndependentl , selec

dﬂrﬂﬂsﬂlﬂéhémosul@m hafoegsot @w@%'?cﬁwgt%%%%f%%%ﬁt whike R and

aftk Xr.le%%l{ nd él‘&%éd #6RY¥he group consisting of hydrogen, Cy.salkyl, and
nonoal kyl am sul fﬁgyl di al kyl am nosul fonyl, hal ogen,
Hadsodiykegrboraks @Hé drfieddeininaoszl ect ed from t he

cyan nitro, and - NR&, R\N where Ra and Rb" 10 group
n&] B @ﬂlbgfimtﬂéfﬁ ”{E&@ s prgndgd @lcgﬂibouﬁ@ gt fotmBla I wherein R is

ar bon s as defined herelnab e.
20 a-ﬁ%RR%% Ermé&lihr@é ,Rdw@d@ io& gFb vidgeendenely ng% FltLe group
ShELT a]kﬁaﬁpl andBetb |w%§ér@@ drdzmaid asyl
tﬁ{e group %an5| St |1ng;]l O%Y ydrogen, Clt Qaglquky : a%d 1 16aIY -
ahdtwwa’i groyPps IsRiption. béféﬁuéfzgi Wittopme ﬁ@n@rw%shments independently

hyy gﬁo Xya Cl’llﬁg ﬂ&{ g %g%ﬂi%%gl OE @ 5 Qf(ﬁi}’lffﬁl%icﬁ}’tl sgu‘ckétyaliﬂﬁ’ﬁaiogen, R*is -

h@t eﬂbﬁyﬂi@ﬂi 2 la@yA-fisalp Sﬁt@ﬂf‘«é:)a 6- d@ﬁbfiﬁ@@é& o §(,|6aq:4§9.1psututed pyridin-
25 ?ff ?m@ ;‘acﬁgs exlg Lgﬁ véexﬁ@ni#k%% @feﬁ"’ff%ﬂ%r WRS chissisting of Cy.

optlona substitut r nore SUbStI Jent s

| dﬁﬁp@n@b&mxlyyhalsmehaledkyk o e Ig 2 o*d:;grQ;En end R} rege exch indepen-
< | serf ] .
%?%yg;renlek& 4 &I%%{lj&lgl#é{‘%ﬁ %Or nﬁggg hﬁ%%?(y a Cyll aﬂg)l/ ano,

acyl am no, al kylsul fonyl, alkylsul fonyl oxy, and hal o ab
gEngncding epduidimentshin lamcrmieéra@gpg»oug @éf@rgwéﬂyhereml{ is -NR*R’;

@ﬁfﬁﬂ’ byt ég. I% Qb %t ij gﬁg%bm@a Rnd%ealderkn uﬂ%pélﬁienﬂy

yI”; dti tuted,

20 2566@0&&5@33&* gtoeg CODﬂStﬁ}bébf@yﬂmgsm bad Qeltﬂétﬂ R® is a di- or tri-substituted
p é/%afrlﬁl fl%gﬁﬁ%%’ﬁ;a%% %a:]cs ?e%%ﬁd&ffsr sefégt@@ %%?H{e foup consisting

of Cis a]ky’l C;.¢ alkoxy, Crgalkylthio, C;. 5all<57151ﬂfony1 aminosulfonyl, monoalkylamino-

sulfonyl, dialkylaminosulfonyl, halogen, haloa]kyl cyano, nitro, and ~-NR* "RY" where R*

and R are each independently selected from the group consisting of hydrogen, Cs-g alkyl,
35  and Cy.oalkylcarbonyl; and, RS, R?, R®. R¥, 2nd R® are as defined hereinabove.



Cl 6 a.I lcyl, C1_6 al koxy, hal ogen, hal oal kyl, and - NRa
Ro , where Ra and Rb are each inde- pendently sel ected

WOfZp@h58dié group consisting of hydrogen and ClPOT/ERIH)P/013161
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t In another enbodinent there %%‘prOV|ded a conpound
of formula | wherein RL is 25 RcRe; R is NRaRR'"

S L OB SO AP P i
sl&}tae glgoﬁlpﬂistdpalogiglzwg;nsﬁﬁﬁdd&hﬂﬂgn@& zhgﬂl:gsgbﬁw%ﬁt?nd@pendenﬂy

Rt SRR R R s L e RSO GRS, afylemino,
&hﬂkﬂamhxy@m&myﬂkﬂ cy@ﬂl ﬁcﬁl&&ﬁﬁ@ﬁ&ﬂy&}&lfonyl a]kylsulfonyloxy, and halo-

het yl.al te
Vg%gre%}dﬁélaég pos saadg X@éﬁ té}lw 18 6’Phﬂ]é{jg}r8§?%qlgg}t‘g{% of dgsugstl‘mted with
ot 37iEel iz 1 h)ﬂ.l&ib.ﬁtdubbﬂt&ﬂ:d\/pyhﬁugiﬁemaféaﬁrsuhmt&nts are each independently

su sti.tuent.s i ndependent | d fromthe
ed f ﬂ%ﬁ"I@iP Eorgﬂ o e B A TR Ottt
%Hy@%mﬁb&ﬂfo% Ia{ﬁih@ﬂi!fﬁ 1, &Bygzl ﬁﬁﬂislﬂfbnﬁd}a&ig@n, haloalkyl,
su

acyl am_no, su kyl
AR é\ﬁ%ﬁber\’hé%ﬁ% o o i D& ege ﬁfiﬁ‘iﬁ from the
m%eeﬁ ebshdtinatF %f&rogéﬂ bl uhe ¢1 cﬁbgﬂj}b anlaﬁR? 8 addefined
di - or tri-substitduted pyr|d| nyl and said
gRite¥ént s are each i ndependent ly selected fromthe _
group consisting of Cl1.6 allcyl, 35 Cl_6 al koxy C1 6 '

afy a‘i%kﬂe@'eﬁlbo@ﬂm@ht%é% isﬁﬁlo{rﬂ@ahco gbﬁﬁé uf foomla.l wherein R is -NR*R®;
rmnoa kyl am nosul fonyl ,” WD 2004/.050634

SOl e Froup Ton e %fwémg%s%ll salfeily pnd Ca geryallrls R s
%keéhlﬁldm B/ A8 caﬂsﬁsrn% o@ o AINRACRbcycl oMo €, Raicaedroxyallel, Cys

"are each e ende 2el ect ed from the gr

cakeiysikiyh§etgfo Cbr §1 ,gargh hegaroarglsiybhgrein cach of said aryl or
ai!lét&% ngrg %M }s* op%%ﬁalﬁ?r?l@e t%{ Fif@Snd Sl.f R8s ubstituents mdependenﬂy

herein n *anot ment there is_provided a
cmtqgtsdrfobroﬁﬂef gonp censistiniget 6118 aRyl, haoglkyl R qiirey, apinpgalkylamino,

e i AR B BB pagagggfﬁh . 888848 Ioxy, and halo-

agdoy hnd mhl (Efsgé Iaemn(egd‘llp@mqgm@n n@mbgﬁltgtqdng d@qubstltuted with

h k
Mg;él,c 18 qﬂ # a]%&:?&, Aud. g . 8 ’& %ghssg?ssst?uf%d 2 ﬁ-\ﬁ%ul%ﬁtu’f 3{1 2, 4 6- tnsubsﬁtuted
Cy}ﬁilci‘lﬁwf‘)aﬂkgam 0. sﬁbsa]ltlkths amymﬁapxxy@ddylsele@gd Bom the group consls‘cmcr of

aé g d?Ik Xﬁ;lj? ﬁgg,‘% g?%[?%iqg 411‘11 ﬁi‘s S I?n;gjd RY are each inde-

hpcﬁehenray ;dlecgafdoﬁnm thegroppiconsiting cillliyémglema&c&icm alkylone
or 10 nore substituents i ndependent I y sel ected from

f Cl6.alk |
t e%%ﬂg )%{/ﬂcbo é%n ?'l%tl tﬂ&F %,PI'OIVTZILd%daa ch:g:ioun? of ﬁ)er I wherein R is
By 2Rk 6 NRTH 316 and @ lazrdanh ;Lnéapklydesﬂl}f fselec(bqr@/from the group con-

g‘%bs ‘#19,86%{ g)é.ﬁg Ha ﬁ%g"q ? %?%(?I% uﬁ %b&m%fﬂg%@hyd:ogen,

dC§ WE)HJ drd @ﬁﬁ allktdpaliyl) BY s seﬂﬁ:tﬂd&fr@]h the gﬂolay lconggtohgRE Gy alkyl, Csg

SoriosDi Lt S G b s Sl gl nd betero-

mlaﬂlf}'ﬂ@ﬂ%&? &%&Wo&%d&@ﬁ&ﬁﬁﬁﬁbréffr@]r‘grbhps ig bp%tﬂcp'na]ly substltuted with one
consi st | 0 a
P S e Blen s Ceran e sleen B 1 Eatt PR g g sl balo-

thﬂ:ﬁylg(lp bl @fmn?, md@:ﬁ?ﬁ@éﬁﬁb&{t@?m scylamino, aliyl-
n an enhodi.men
{i ﬁ%ﬂgﬁd&*gﬁ%@%ﬁ%%ﬁﬁd@ PRS0 aaAGIT RoupRgeyipnaly

Ofnont-]m&aﬁé& bs dﬂé«ﬁt%ﬁﬁn%@w\ﬁkhaaﬂw 10hs het-ef @@-rsﬁbstitﬁted pyridinyl, and

optionally substi d wi_.th_one or, nor
Eald ST stltgents are eac m ependently selected from %be aroup consisting of C.s alkyl,

Cys alkoxy, Cy.galkyithio, Cyg alkylsulfonyl, aminosulfonyl, monoalkylaminosulfonyl,



20 stituents'independently selected fromCl_6 alkyf,
ClL.6 al koxy, Cl1.6 alkylthio, d _6 alicylsulf and Rb

WOk | ndepen- onyl, hal ogen, hal oal kyl, RGEEB2003/013161

10

15

20

25

30

35

nitro, and -NRaRb, where W den Iy sel ected fromthe
group consisting of hydrogen, €179 alkyl, and Cl -9

ShpE ARy poi s Saper-abReriTuSES HPe BRI s where R and R are

keiliﬂﬁﬁ&éﬂéﬁﬂ&ﬂﬂg sslekeg edh thklcarmp &aﬁs@ma@fmmges; Cpgllofl, and Cys
cl al'k al | coxy °C _6 aIkyIthlo Cl_

alybears s |amd BEass o AGGEATIBAGHADOve:

nonoal kyl am nosul fonyl , di al kyl am nosul fonyl, hal ogen,
m@w&}l@a’émbmeﬂ the@i€p Ieaﬁiadlart@ adeot fornnel mm@ein R'is

fcéﬂéi Bt:%qgr OUPIFW,&%: gggﬁ{ 2?%13391? g}drgyende&ﬁh ?gct 5 S thclzqgroup consist-
%&ngwﬂ}gef&eﬁ%a R0 ﬂzﬂ iSsepstedefdonad: henginaneve ofh*}*dtoven, Cis

eénbodi nent ere is, provjded a conp

faJéWh‘allféCh s therelials Rl 35 selegtss] frgm th ﬁgwmpwn%%& F aligl, Cscyclo-
CRL M1y iEHANGRLY L dk%xﬁl%ﬂ Qe boy IS, lakAHIRS, M eteroaryl-
or mor & SubSti 3

0 tuent's |ndepen ently

t
faﬂw}nﬁd;ge@i garchyqf saidarybonlratenegryl Berpy empﬂﬁﬁﬁlli’aﬂubeﬁm?e% with one or
@Qub ts i Bgae%nﬂﬁ‘kefe&eﬁi%o%ﬂﬁue%%@ SoiRGhy gof Cyg alkyl, haloalkyl,

epen | ected fromthe group _consisti

'@‘@ rgen ﬂf@lo’gﬂ%ﬂal@m» iy \Enine, B depR ARG, AREaRnCy allylsulf-
%!n%l 1%15(31?&:@7%}? dntdlﬂaﬁgeﬁ%’ggid@%g% bt saf e RA o‘iio Oups. is OPnona]ly mono-

e each™ sele fromthe

gubamutcd os distbatigted with. a@CYéIR(ijQ ané{lk @;@2 dedsugpstitted, 2,6-
3Kyl tﬁ | orq"!l %lh%]uﬁﬂlﬁ ?ﬁﬁm sm%ents are independently

nonoa nlﬁosu are each
adeates ﬁrbfrotﬂny onodpatlougamg ¢f&£]31c3a]1¢§’b h-s allgn Balogen, heloalpiy and

r e . tmo— f
o Booobe L aTer: 30 HaeHeRaont] o ol ara EgRR ppioine
gwﬂunwﬁenétsgﬂhg.of hydrogen, C 9 allkyl, and Cl -9
al kyl - carbonyl; and, Rz is as defined hereinabove In

533506 AR el 06y YR RO LB ok s o

&:{&fﬁmﬁﬁryb’ﬁvhaﬁe sbldasﬁ ophetenempounsticaklf exbstiteed with one or more sub-

Solepledfer by SR GPRR %Zkﬁh?.‘tfrggg?i‘g St Grecliolnit

Flfn(?l{ heleg hawtigidcfaab, titeatihgNE” By b‘j'ieut Rhand RYam each indepen-
ge%é:&dgﬁct)% ﬁ]%‘g%%ﬁij E?gslli!ﬂe{'l\é@ﬁ BX%&?E% aﬁ%ﬁ M E‘l‘l -9 Ql(ﬁcarbonyl R’

s A5t thiRgbithuied phridingl bh & edid mﬁshateamne el ihgependently selected

ective anpunt. of nd of f
T phaTaps FRRTRIRE Of PRl it i CLeid G lidleclfpn
| SORBESTonOY, nadslpeRidsGEbhY, dlﬁikﬁiﬁméxpisalfbﬂylslaaﬂ(ﬁgn, haloalkyl, ¢yano,

i s Y P e bl et oyt i ELRp df eroor

td’d@'éls’du& M Hyavdgat a0, Jalkyl, redtdre alkylbibonsl; GRE R écapiefined hereinabove.

antagonlst wher ei n the di sease state is selected from

t]jgﬂe : ougm%ﬁg%#%%hg’: e B&‘Pg‘% aecéqr?ﬁcé{n(ﬂs %&IP ﬁl%? wherein R' is aryl or

aRRSH ], #e@raaxd a@?hbr@lb&@(ﬁad?lﬁ§ opSéiAlg Substithuieé eith one or more substi-

I
t?zgxgtrs ?A[ﬂ{a ct[eng? selgc¥ed from. Cy.galkyl, Cy.¢ alkoxy, halogen, haloalkyl, cyano, and

NRYRY, where R? and R are each independently selected from the group consisting of

hydrogen, Cy.oalkyl, and C;galkylcarbonyl; R” is a di- or tri-substituted pyridinyl, and said
substituents are each independently selected from the group consisting of Cysalkyl, Crs
atkoxy, Cy_s alkylthio, C;.s alkylsulfonyl, aminosulfonyl, monznoaikylaminosulfonyi, dialkyl-
aminosulfonyl, halogen, haloalkyl, cyano, nitro, and “NR¥RY, where R¥ and RY are each
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effective amount of a compound of fornula I
individual i somers, racem ¢ ofr2%on-racenic nixtures of

| SONers, phar ma- ceutically acc Ie S
EREPEGEY ORGP (O OUD ER G DT (0E Lgnd Croalkyl-

ERPPORNG, 0k 5k Hyﬁ&dlﬂerelnﬁovgo N N (R R3 R wher ei n

RL is -NRrRY, -CR RAR', COZRr; or, Rl is hydrogen,

cycl oal keny ary or het.er oa yl where each .ar

hetnotha %ngn@btt B &l PRVl aRPETREE R FOBRASEPR ﬁ%ﬁﬂ@ﬂw 2

§:H: hﬁéﬁ?&lﬁ}te%ecﬂv@ @%%ﬂggf‘ziﬂléést&%&%hﬁ%tfnﬁ%ﬂﬂ@mﬁa atkytmixture with
al koxy, Cl_6 al kyl th|o Cl1_6 al kyl sul fonyl, 25

ﬁdﬁ%@@%ﬁ Plpﬁamawﬁ@ylih’ acgepiable D, - O(O) NRaR , and

-NRaRb, where RR and Rb are each independently

ﬁ?ﬁrﬁﬂl&%ﬂﬂdﬁ%EM&re offle8 'a%ﬁétﬁ@d 205 ti’éééhﬁ’ genbj e@h&@mﬁ a disease

aIkyI and Cl1 al ky carbon IS dro

yihat 1@16@13@%}70@«;3@}3111: Qlyqntggongs W cﬁmpnses ad-
%u@teﬁhg ¥J> ﬁ?dhké%ﬂlﬂject aqjﬂ.eﬁa e@lé’éﬂ %fﬂécftﬁg )ﬂnouﬁ’f Mf a cé¥fipound of formula
aryla kyl, wherein said aryl

prdiviqal i 1901@@;1@,511&;:@@13:@@ DD 2E0RE gg.@%iggs 0 1somers, or pharmaceutically
&%é 3 t@é%%@l -21 with one or nore substltuents

pen ently selected fromCl.6 aIkyI hal oal kyl ,
- al koxy, and_hal ogen; R3 is aré) or heteroar

Era@wtbgtqr@?@umyn@hb@tm pioraied wmﬁh@qla TFeafipe @ SubJect)ilavinga disease

i
g%%ztlfﬁsttlly %g%)ﬁgédgﬁﬁ% ﬁﬁk%fm %&%ﬂtﬁ@ﬂﬁ% %f%‘ng% disease
&a‘@ls &1@1&@/&%@&@@1@ camlsﬁ@gmfpbﬂlyqas, stress-related illnesses, mood dis-
@4%&(&@& ée%%zedja{n%ﬁ kﬁ&?d@% w:Lsor qy&ucegghﬁﬂﬁﬂﬁestmal dys-

cyano nitro,
Rl:ncaons, mcmdlegﬁjlepaéwe d@em*,yn@ seevpecthiatderishedegy, siigrh comprises

consi-sti.ng. of

PR e Rt e PRl pfq prorponmd of

ﬁc&lrr&dﬁ E mdmﬂmltlkmngs,aap:rmo os netiragamE muywmsoms,@r pharma-
Cl 6 al koxyal kyl, Cl-6

8@%§F¢%ﬂ%gﬁégfSé%gbégééalkyI acyl, C3.6 cyclo-

allcyl, C3.6 cycloalkyl-Cl.3 alkyl, di-C3.6

hyexharhtrl aybaclimBnafhlne is pmmﬁdhmoargwlnld}df Fommithdal kyl ,

am nocar bonyl al | cyl, cyanoal Il cyl, Cs-a heterocyclyl,

het erocydyl al cyl, aryl, ar_lallcyl, het er oaryl ,

het eroaryl al kyl , phenyl al kyJ*, di phenyl al kyl, and Cl1_3

al kyl substituted Wtk a C3.6 cycl oal kyl and a

phenyl group, wherein Ih df said cycloal kyl, phenyl, ()

aryl, 15 or heteroaryl oro@bs is optionally

substituted with one oqanDrE substituents i ndepen-

dently selected fromthe group consisting of Cl.6

al kyl , hal oal kyl, Cl1.6 al koxy, am no, allcylam no,

dﬂﬁﬁ&@lan1no hydroayallcyl, cyano, acyl am no,

akyd sgle f{@,n—ﬁRcR@ie,W(bﬁy ! &', R is hydrogen, cydoalkenyl, aryl, or heteroaryl,
where each aryl or heteroaryl is optionally substituted with one or more substitnents
independently selected from Ci.galkyl, Cy.salkoxy, Cysalkylthio, C; galkylsulfonyl,
halogen, haloalkyl, cyaro, nitro, -C(OYNR®R”, and ZNR*RY, where R* and R” are
each independently selected from thé group consisting of h)rdroven, Ci.salkyl, and Cy.
galkylcarbonyl;

R? ishydrogen, Cy.alkyl, Cs.¢cycloalkyl, Cag cycloalkyl-Ci.s alkyl, Gy alkylcarbonyl, Cig
alkylsulfonyl, aryl, or arylalkyl, wherein said aryl or arylalkyl is optionally substituted
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onyl oxy, and hal ogen, and each of said am no groups IS
optionally nonosubstituted or disubstituted with

wo adokighas3or 20 RR and Rb are taken together wiRE/F7a03/013161
nitrogen to which they are attached form an hetero-
cyclyl or heteroaryl r|ng selé%%ed fromthe group

consi sti ng of rrolidin er e,

hoi WshPPER] BoReSISEE IR o 5@&1 ected from Cygalkyl, baloalkyl, Coos
1, Zdﬁ@ﬁrﬁﬁ&ﬁﬁﬂ QQOqU|noI|ne 1,2,3, 4 tetrahydro-

|so ui Aol i ne etrah drop dlne

Rexla layid 0D byﬁerqﬁﬂi Rsh OB‘W |5}1 twéted Bp‘gjengzqrﬁxéore substituents inde-
m) r gh(de 0%&&6@% lt’tﬁkearoﬁf_f E6:2hBingRY 022 8lkgl, Cadullkoxy, Cr6 alkylthio,
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5 substi il sdfonih hm@@uﬁ@nm@ﬂ%@@é@ﬂ?éﬂ%%wggﬂ spindsulfonyl,

f a Blakydach indepen-
h;gfrﬂgéb% E{lg’ﬂﬁglr %&%bfﬁm'é}gimwﬂrvﬂz@y RO%Ad R ai‘cy ¢h indepen

al koxyal | c anin cyl
acyﬁentbfmehotedmm@@hwﬂﬂsﬁﬁﬁﬁ %’&P%ﬂ and € sallytcarb-
am no’glar bonyl am no, am nosul f onyl
al ky]I_l ul f onyl am no, ami nosul fonyl am no, and p

whateRharezeth iofegaiddniihestagted @yggrpgp 69’?511%1#5 |0E§ydrocen, Cio

el St et G GRS RO PR GSERERERI ot Coccrco-

am slixyl, &k chmﬂbclﬂ playll @Cambaﬂq Bl Genh etgqqalx-yl arninoalkyl,

h f C 71y & a
ﬁgﬁ 8%‘?}'!)%‘:{%‘1?}0&? %Q}Yg e gﬂtg’é Gsf ?EQ%J C‘?\na?lh Lé‘ceﬁ(ocr Iyla]_k) 1y ryl rylalkyl,
C on h&eftﬁdyl! Ineteropyylalioflipdienylklkyp dipbenliyl ¢ an il pq.h;ptuted with

a 3 i 1, aryl
al kgg& (g gﬁg&ﬂpﬁﬁmﬁlﬁ Cpheng goﬁpa %%Eg?hn gg{e ‘n%gyloalgi Fhenyl, aryl,
15 S el e¢ h&@rd‘aﬁﬁ rrdie igogimattp agisgtitedywith oy o otpense tugnts indepen-

h Cl_6.al |
TN M Y Sy
het engryshy) ahlkylbmiGR hodeyedlod) dpho, z@ﬁaﬁ&mc alkglsulfonyl, alkylsulf

. gr ;:/:00 Vior T %&Wfoceﬂg%’élﬁ%g} ﬁlcﬁaé{%l% Oggg%s%%[ Egﬁ%ﬂaﬁ?’ ﬁ'l(}ﬁ}ﬂgubstltuted

phe%YH%'u‘S&ﬁtutedlvﬁﬂeﬂkﬁ—ﬁl 3 aI kyI and C1.3 WO

04/ 030634, PCT/ E 131 )
20 Q R apd @%FFF <@t0§ﬂ5§} trgﬂgl w%g ey%ygﬁacﬁé& £ an hetero

\r’]"h ereHn &?ié&r@iwﬁﬁh@sele@téd@ﬁiﬂi Ve grphp ngrdis,lstmglef pylmohdme, piperidine,
eteroary ups i,s.opti su

or SRR RLRS FeCBaRen oAt § Leai Lol 1R ey
gr Oli%qﬁﬁfb'ﬁh@ﬂeﬁ%jﬂfmﬁmﬁld&hé( hbxahycﬂlﬁip@ﬁfdldmle py@izoBdine, piperazine,

al koxy, amno, [ am n di al nd ;hal o o
or wc}é‘phgh@e, Rau%z oy RBEHO da"é‘ilq,?i g‘t Eflﬁaﬁ(?lg, vghe& a%ﬁ{af said rings is

25 9F F%@SW&&%@%‘J&E@W lmse l@;} Kytd @GefuentSlsclefied hetaheogioup consist-
cyll cycl oal kyl i y )
cyc Iléﬁp%{]@Xﬂi‘Dﬁ)rs P a@@i gl%)nle ygp@ézﬁ\ywﬂ am%?aﬂgl acyl, acyl

al kyénjnﬂg%mogﬁbénﬂehﬁfr@ﬁé&%bﬁﬁb&?mﬂmn&&arkﬁ)nylammo aminosulfonyl,
het er ocycl yl kyl | deny

cycl M&@ny@@n%la;@ypwéfﬁyﬂammz |mg;wﬂ§lY§1 r?lag—ﬁgh of said phenyl
ar yl Ur&d%;is @%ﬁbfﬁdﬁl kBl ARAWh SRlBBarko ZI]JC:;tlﬁependenﬂy selected from

het er oaryl al ky' 3 al 0,'and halogen, and

30 V\:her(élksﬁluﬁf diﬁrlc@iki’éé?dé kBT, GEPRG alky

het eeraeﬁwé GLPERSeoRp LR bHARAIT, r)ﬁl&m@bstkuteamrmmsmed with allyl,
or nore substitu %ts I n- dependenLIy S ec ed fro

CI 601‘ab lzgntamhém@a]pwp Lyl P cH AR ?10:3 , OT plperazmyl group;
ar e eng dﬁﬁé}l éy?%cexﬁgorég?%aojﬁhl gg\?\lhnl Cgr t Eg a:gl:'jc.FR
Rt a[dﬂédart eacﬁjanm;aendgﬂﬁly@dected from the group consisting s ydrogen, C1o
35 alkyl, hydroxyalkyl, Ci.salkoxyalkyl, C;- ¢ alkylthioalkyl, heteroa]kyl heterocyclyl,
heterocyclylalkyl, Cs.g cycloalkyl, Cag cycloalkyl-Cy.5 alkyl, di-Cs.s cycloalkyl-Cy5 alkyl,
aryl, arylalkyl, heteroaryl, heteroarylalkyl, phenylalkyl, diphenyl-Cys alkyl, and Cis
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al kyl or heterocyclyl ring; 15 Ra and Rb are each
i ndependently selected fromthe group consisting of

wohydrisgsn, Cl -9 al kyl, hydroxyal kyl, Cl-6 PCT/EP2003/013161
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al | coxyal kyl, Cl -6 al kyI thioal | cyl, carboxyal kyl,
acyl C3.6 cyclo- allcyl, C3_6 loal I cyl -Cl _3 al kyl,

FACEIIRCR MR A1l

het %f@l@ﬂﬁ(’?f Iy bherR e 0 ek otbady] &¥bips B o}f;honﬂ!y}’slubstﬁ:lﬁeﬂyvhﬂl one or

het er oa het er oar IaIkyI phen

di pHenyt S titgenit laiepndsaripsclerted Ry e BT rpiFifef Orsalkrb

wi t by notih ac, GRb »gﬂuﬁal ARG, BiaBHRRYh oMU RIogen; or

wherein each of sald cIo- al kyl, phenyl ryl

r%ta@ndébraw ’taéﬁlétﬂggtheét m&@@w@eﬁ SRy -sakglidenyl, Cug

or n t Talkyl-
r@ert&oalﬁ#?mﬁ'lz @9?5% d_agﬁglek g, ac?f §ﬁ1cﬁfzﬂl@ﬂ1d&ﬁ}@r@stsl&?cloa]kya]ky

group cons St o ,

al ko&m fgj d&;ﬂt@mmbfh m}’é»l %wb@mrﬁ@fcf)m %aﬂadepaﬂp Cs.shetero-
cyan X | Lh -
and ' gﬁgy%%'c vk ?ﬂ SAr %@\gﬂ abgi@ 5 Léjlérp%]?d%}ﬁg cleroary.

opt i Gmﬂlt}ﬂadelzﬂ, andristubayialyl-€ds @kybkﬂ@ﬂi’b ﬁhetf@% eaghyif pd cycloalkyl,
al kyI 1 8r }t1§§ V\ﬁlayg gmt ?sr }ﬁoﬁ@s&b@ﬂgﬁ s 1 WiohB of BRre substituents in-

nltro re attach m an
het ea‘tapegzddrgz]ty SdBC‘Eb{éﬁeHD@I galior,i batp el et satkokycamippealkylamino, di-

gro onS|st| rrolidine, piperidine;
hom)%'1 g%f%lu aF i ne rngéydr opyri di ne,

a1l W-dretakah yageﬂmn witbl theearbdn &) ﬁ*bi‘.:h they are attached to form a cyclo-

tetr SO oli ne ht r ahydr opyri m di ne,

hex éﬂi% gy‘iﬁ cf%"él pyr azol i di ne, 30 pi perazine,

nRY" ﬁhdlﬂ Nexe eheh 1€Ldépiﬂmdﬁﬁﬂy gected| fsgm plye goapepnasithg of hydrogen, Cy
imd p )
OB g, Ry S SR OB R PRAABOANDY . Cocerco
Lf S“EHCflﬁlek s@ElahﬂkﬂG@na%JB)ltlechgcmcyamﬂk@k@M zd?qg , Cadhegeroalleyl, amino-

ydr a al ko am n _
eyl QitringrREER b S EH G st o Rypocr o, vl ars

almk ”slﬂﬁﬂlr I?ﬁﬁ%h@mha&roam} pﬁékhyﬂélhyl dlphen}rl ~Ci_s alkyl, and Cy.5 alkyl sub-
a ul 1.0 amn am no n
i) BTSN g Ao RAAY S el G raR Al pfsid rclo-

sel ec from 6_al I oaI -6 al kox
am n¥ sfa‘@qemsa srgndentlys lg%eg egﬁaup ﬁ%ﬁ%&@ﬁ o}lghﬁa]kyl haloalkyl,

eac hcp{) tyGarBIHON Gl REHRS, dlﬁk@@hiwamm allyl, cyano, acylamino, alkyl-
nonosu stlt ed or _di substitu WD 0041 50 34

.Su bS&chffl a4y M:?R\ (ﬁﬁh@te@cﬁa r6u1§]sf i® Upﬁohﬂl?@;ﬂbﬁii&ﬁﬂlm&l one or more

POT) Eipous TR T el ogephs of gpdpmin AoFPhis gptionally
in anRaYlE)MHshﬁitEB’énd19sk‘t¥%ﬁﬁit€’dlﬂryrhauﬁpfo@h0| l nyI or pi per-
azj.nyl group; i ndi vi dual isoners, emc or

B Sddenie SR tageBerOTith S egeio ‘}511"}5111 &t ttaghgd form an
acc eﬁéﬁwcﬁﬁc@@rth%t&&%ﬂerﬁiv seRcio hboh B ﬁbﬁ}! Ics@xsideatof pfzrrohd_me,

hydr ogen or _al ky

6- nePlﬁ’éflé@lea m@m@m@meﬁm@?ﬂawﬁn}e} ﬁa 234 %@%%Ya&éwmohﬂ% 1,2,5,4-
and gpep. cﬁroﬁ‘aﬁﬁ‘ﬁghf% thtSaHy; Hé}&ﬂﬂfdrob?ﬁﬂndlﬂ@ pyrazohdme

other of 'Rd and Re i's othe t han hydro en or. al L ¢
t he nipstraincotnoephabion ridwrsling PReroMh §YRECkott ] éa@ cgwhere each o

ZEr 0gaif %ntfpfs %E)t:{oﬂ stht{th{e)i vﬁtﬂ SadWydhesenbeieeR 8eleked from the

Rd and Re®i s jen or al then the other of Rd

and mupgzonmstmg of hydroxy, oxo, aﬁ(yl hydroxyalkyl, alkoxy, alkoxyalkyl, aminoalkyl,
acyl, acylamino, aminocarbonyl, aminocarbonylalkyl, aminocarbonylamino, amino-
sulfonyl, alkylsitfonylamino, aminosulfonylamino, and phenyl, wherein each of said
phenyl groups is optionally substituted with one or more groups independently
selected from Cy.¢ alkyl, haloalkyl, C;.¢ alkoxy, amino, alkylamino, dialkylamino, and

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



ot her than al koxy, al koxyal kyd, heterocyclyl,
heterocyclyl al kyl, or heteroal kyl; or, c a, ' a" b.
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Cl 3 alkyl, then the other of R3 and Rb is other than
hydrogen or C1-3 allzyl. In oné3enbodi nent the present
i nvention provides a conpound of fornul%
| s tabwishellghar isygosishned ip atraropRwily Prep né(hé‘%q;}'é olimyl or piper-
present invention provides a conpound
%gkﬁﬁg%uéhghereln R3 is a di- or tr| substituted
@m;zlmd ibemersi taberain oF her-Tesamib SH ke iREepy 65 Bpgrmaceutically
es a conpound of formula | wherein R3
ag&iﬂ§ﬂ@£%9&g%%%etltuted or 2,4,6-trisubstituted
phen@me proviscsthint if Rano ORER ‘R Gethyrsagen drallpi. &6 ant 51 oR/afembered
&P Qvides;a conpound of fornula | wherein R3 is a
, - §f|?uted orR§ 4,6-trisubsti 20 tuted phenyl d ..
LHR um}rckugmantdmtog‘ ard B hyiregependbyitthyn g atheref R and R® is
e A e S A T R%‘Re gogether e zero
M¢bannno dlalkyl- an1no and nitro. In st|II

a@ﬁg hﬁ Odl n %ﬁ@? ckgge%nér a(ﬂgzl REQYHA8%h@ of RY and R¢is
Zotherdhan hikb}tyt, bl]ﬂceﬁraﬁd‘yl &e&rﬁqftbb hbtsrocgrdyleﬁtylp behsteroabayl or,

e uen S ar ch depe tl a"
{507 SR RURA 8,24 2R 38R DSRERIPI Lt BT Eer o
%d@baﬁwheﬁthh@hyd:rag@g@ml hdibal kyl cyan_o,
al kyl am no, dlaIIcyIanlno and nitro, and ICis

g;ﬁd r og{ﬁ%@ ?‘r]eﬁr%%{% Hbveggl 6 (i(e¥ L CALDONYY of %)Qmula I wherein R’ is

YAVeRtTGh provi
HiielsubbtifaesdpHeayil Im&lﬂtherrbmhﬁ'&mmtahdpr-esm invention provides a

oA SO R SR, I A e

i tsbaeﬁ&ﬂmﬁe pfe@éﬂtdﬁfenﬁoﬁ@lﬂ@ﬁdm @ngfoanthof ﬁ)rtnuM‘lIewhuam W5 a 2,4-di-

BBt AR R ﬁllanﬁiheafebgéﬁeﬂt i Fsent inven-
I ﬁ&?ﬁ%@f&%m ké&nﬁ@lﬁ[ﬁ?éﬁdxﬁiﬁhmv&}fé@elﬁ RO odBuBItngdak 2,4,6-trisubsti-
h%ng e;a/r]b :911 eéu i 1|1e6)§§ WFgfékiIol al qullﬂy sg%{ﬁ%d from the group consist-
W'o@tré/iﬂcylr@lt&ﬂl@ﬁﬁry@ ¢ AAAGHRE helogen, AEkRYL eptno, Alkdamino, dialkyl-
each of said aryl or heteroaryl groups is optionally
SHBEP; 3 BHOWi th one or WD 2004/ 050634

PCT/ EP2003/013161 -24 nore substituents independently

Sll%ikﬁlﬁtaﬁg%fff @;ﬂb%ﬁlﬁt Q&H{)r@&ﬁﬁin&éﬂt&tﬁl provms 5c@h}_§wnd bifoomula I
al ky (o)¢

eYheERTR it 2 %ﬁedi&féé c{] %%aéﬁ ﬂvsapegeq? E@egwﬁ apg ihoibgiuents are
Ofach Qfd@%kﬁdehﬂ%&é@édﬁoﬁ%hb grcalpddonmmng $iG,S ST, i yhlkdxy, Cysalkyl-

CIEURCIIG MR R CC RN

ac #mq@Qﬁqy% gmgﬁn -9 alkyl, CL 6 alkoxyalkyl
ar§ and Heteroarylgnmhere each of said aryl or

het eroaryl .groups js o tlonall substituted w,t
off R O TP GRAP TR ETTHEE PPt G P B ORF bt Fg L wherein

gRbié R dSORStSduibesku@dd ($Henl ard iy LCHFRFRFad YR’ is 15AdrBxy .
al koxy, and hal ogen 1n anot her enbodi nent the present

RID e RRAR WLt RO ATHOF B3F 4 CRERPAY R | vherein
et Jigndependentintessalast £t PMRRIR wherein R® is hydroxy, and R%and
R® are each independently selected from the group consisting of hydrogen, Cr-oalkyl, C1s
alkoxyallkyl, Cyg cycloalkyl, Cs. cycloalkyl-Cy 5 alkyl, aryl, arylalkyl, heteroaryl, and hetero-
arylalkyl, where each of said aryl or heteroaryl groups is optionally substituted with one or



the group consisting of Cl1_9 al kyl, Cl1_6 allcoxyal kyl,
aryl, and heteroaryl, where each of said aryl or

wohelk@smasyl groups is optionally substituted RCTBPEIAE013161
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group consisting of C1.6 alkyt?4haloallryl, Cl1_6

al koxy, and halogen, R2 is_Cl 6 _alkyl; and R3is a

mote o stibBnisiod@dnointl ceed FOELRSE EePsHHER ;9?8 &gy haloalkyl,
afA.ddents are each independently sel ected

¥p8ﬂ§#§€&%roup consisting of ClL 6 alkyl, Cl-6 aIIcoxy

hal ogen, hanaIkyI cyano, and -NR , Where

'R’ialacrtber dimeriiba Q‘é@ﬁﬁmtyﬂgﬁhéﬁtPé@“dFSr%Fﬁl?WIﬁ}r%é Rtla I wherein

'd&t 61[1? %bsﬁ%ﬂé@%ﬁ&yf‘ﬁgd R SCRIRF whleRiARO% ﬁ?cﬂroxy and R® and

e present ‘I nvention provid

es a co
af afegaduindependhet picectaddrons the goup @ﬂ@&lﬁ%ﬂf&mgﬁ%@l s atkoxyallyl,

phen %Eﬁ? 1 QQ%%EB&H bstituted
g’%ﬂ&aﬁgc’a l"’?laﬁ? oge e Iedrr}le%?énlﬁagﬁg gl oa %u Sl_ue
h&ﬂmmcw chotk sfratitypentd imdapoideety shistdifremithe reup r:@rs%%nn of C

| p es a nd of formula | wherein R3
3§W§ﬂ§98ﬂgfbf?l %ﬁf?ggﬂg% “phenyl and Rl is -CR RdRe
wherein Re is selected fromthe group COﬂSIStI%%kOf. .
531 aﬂothbxk@thbocﬂneﬁt thk lpoosyad mymtlo@avrewdyw eernryynd @3opnula [ wherein

%«g{ %?lf% Vﬁfr&é? %/%911}#\%0}372 a%gg%ﬁ% fRa Sagé/ éc?ch @ﬁc}efa@x@c?eﬁlﬂgr selected from {

hﬁé aoopryhsigingup €; 28kl Coptlkaryalldly aglize ltetﬁtf@m‘lmhﬁre each of said

taﬁyg OF bﬁ% %ﬁcgufptg ﬁt {gd}aﬂalgjég&ﬁ%f ]Q}dj %%!r F{‘&)tr? gugé{lﬂﬁhts indepen-
aiehﬂy(sélec&lddfrdiﬁ ooernnp anﬁisxﬁhlga]ﬁ € Rallcah; hah_oalikglncl t dkehend halogen,

a ent om )
targ 2 %‘FY% an @f g %rgtcﬁ?@éﬁﬁ‘ﬁ Fe ,WE -tr &i.mﬁed phenyl, and the substi
CtM@rthaJe K:M&h @La ndeﬂ@;_ﬁ:l@waﬂ fﬁﬁ:h Kiyd gratif ybhdeingl of Qz3allyl, Cr-salkoxy,

Cg@g]gl il g%gﬁg eé‘%@xc r%%ﬁ-f% arg each independently selected

Fdrh Yhd @sﬁykons@gg ohﬁy&rogexym@d:@ax@;ﬂ C _3 al kylidenyl,

30 aryl-d’” 3 al kylidenyl, aryl-Cl1_3 al kyl -al kyl i denyl,

%@5;2&@[ g@ W%@FSGD%?%‘E} d%rg)gi 2! g%@_ﬁ}pamd of formula I wherein

@Gk oal-ky li:liksﬁlis;ﬂtuted hbefiend &l C@fﬁ?ﬂfsvhaemé?ﬁm Iydedtyyan R% and

bsti t ut ed. 04/ 05 4 PCT/ EP2003/ 013 -25 1In
3# ﬂéﬁﬁ@é? TPRREY] é&gﬁF LHt é OVIdeS a

conpound of. formula | wherein R3 is a di- or
tTnianstHes Embbﬁlﬁfbnpﬁﬁptbseaﬂﬂwainompm@ﬁeﬁid Romipenad nf fRemiok I wherein -

se; Ig g tg.}e d|p6 %} %}%tute ﬁf&ﬁ E{Z IFSE gjliaﬂdgf\%}%]fmgl Il llsks\éietted fromthe
ﬂ%%'tm@of_al @2{]1@51 Cr6 ﬂf@-‘d}’ alkﬁf @i aiyk}»daﬂqrh €8 mﬂil‘tﬁfl"cl 3 alkyl

S PR DL e o T e e

O PR RI§ WIStk e mﬁﬁ; drﬁdﬁ@@cﬁrd @ﬁﬁshﬁuﬁﬁé eepehdentiysddueed from the

CRBR S g B R IR %%'Qﬁ%%ﬁ Sy are taken

tﬁd@tﬁéﬁb éfm‘}h vahenht gfcﬂifnr%eﬁﬁde@ ﬁbﬁﬂCf £ émylﬁbnﬁ Cy.¢ heteroalkylidenyl, Cs.¢

CoyelaEa, el ol et TR o

. e@&&oe;t Jﬁ»ﬁb}gﬂa@y%he@e&oa%@m ARI1ideBE D URS hh@r@pa;ﬂam@]l | Cys alkylidenyl,

30

substit

nmbo
! nveht 3@@1@6@?}1 ﬁ'é]scas it & qyg | ment L ng 39&%&%1_%1 %hﬁﬂoaryl—
For's ﬂlﬁ’ﬁdéﬂﬂ 'ﬁjfépéltl chitt &qaﬁr&?ﬂ&‘é}kﬁn%r heter SRy ReReps is

Is’selected fromthé group consisting “of
omggnaﬂkyﬂmunngt al koxyal kyl, and heteroaryl, where
the heteroaryl is



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

wOoGk4esadskyl , haloallcyl, Cl1_6 al koxy, and hal BgeBP208He3161
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R and Rd are taken 15 together to form a dival ent
group sel ected from Cl. 6 al kyFidenyl, C3.6
cydoal kyl - al kyl i denyl, C3.6 heter o%ycl yl -C

aih RWthg@W odimept ﬂl@;prqgezgaq %Vq:qt@@rw:p &sacompound of formula I wherein
cﬁa by hii-Sibstind@hd ﬁﬂénzg Ry R} is -Rerer heREIRQE sebdted from the

t t [ bsti.t
wrctd@ mexsuﬁb e i is s FIGRIR GegBaptoncfp BaP LT ga-s A1
%ﬁ%ﬂx‘% ALY %d@le?érh&?ﬁﬂ% 1,35 2each |ok§ék@£9}fm heﬂi@garyl groups

301 Canot yodi ment the&ﬁg r]
umpeumabm smbmtd:bmth og@mpmspﬁdswstlf%ﬂmnéeppn y eqlprtedggom the

WF]OUP COIlS]ﬁg.D? g of %Vdafﬁgg,thaf %{lﬁﬁj e%qr gﬁg ?!Oﬁ%rﬁ an@ﬁc R are taken
pogesento farven ﬁwdnn*pg,roup sdected ﬁ‘om)@zm@&(Ybﬂelﬁ bGra F%?lqa]k}fl ~alkylidenyl,

: gﬁr%éa%ggg J}X?ie d. nteﬁ;a téh@%%gﬂt‘é{ﬁ an@&ﬁ%@%&%&f s%gq%jﬁéor heteroaryl

gaslpsiinaspenttenlissitgel.ect ed from t he group consi sting
of C1_9 alkyl, Cl-,s al koxyal kyl, 25 C3.6 cycl oal kyl,

ﬁgflg?%%f € ogocgﬁélcfnﬁ:}{eg}r%grrl aFIE[(%Q pro d)égr %Lée]% und of Sfoarlmula I wherein
)ﬂ a @i ohef-enlodityted ghmyﬂ) snd & apﬁFoRaR h«;hemg%zp ﬁq}@c@@i from the

fgrr %‘%B ?C}%EHEP% o ar%}‘:f S-il 534 o Eh%% %ﬂﬁ?ﬁ(&ﬁ%@% I&«%{ﬁé‘%&@fl&@ﬂ)&f}d is

GptiGnalit éﬂbm;mt@lmit}h aﬂxeocgemotersUh siaibets Heiwfpmﬂen‘é]ﬁ %elqcmﬁl from the

p resent i V en C .
RenerinsislyE B Cr R S C IR I ML ALTHE R bad B are taken
Ragalng tReorad & dﬁzaleht grodp pdadehfrbym €ef aélqﬁlédnyﬂ r(bmcycﬂcbpélqu -allcylidenyl,

N

hﬁie@élﬁ ana o@ﬁﬂUﬁﬁl b1Shepbhh gﬂolups ssudysiph iyt seaﬂstxém‘;tceﬁ vgfieone or more
or npre s ts.in e ecte [
GHBTROGSREPFIHEoAT el BT S Sap P Sy Ayliiino, and

ajl;lﬂgﬂyml@;nd hal ogen; R2 is Cl1.6 alkyl; and R3is a

2,4-di substituted or 2,4,6-trisubstituted phenyl, and

:Iggtﬁ?) %g%%b%g%&{gﬁ%gﬁ gzg% ?Elgéiocgv%e?n% %%‘r%ljjoung gf formula I wherein

QONsh Sl-ioRgriaib Gkufedahkyl an@R 6 -ALKBSE, W’MIER génrdro gen.
hal oal kyl', .cyano, and -NRa Rb , where Ra and Rb are

d | | d h
b gt gerodr Ry o R RS LB ap L SRR 1 vherin
pr'gs gdt- rmﬂ%ﬁbsmﬁtddr Vn)dasldé{l GorqRIRARF vzﬁerém Rfrislfeydrogen and R® and
V\A‘Leqrrg Lanchp%ﬁi)enh%t%) %&é%‘ %?lip%:g%n%ts BP(E %lﬂg? r@l $ alkoxyalkyl,
NRW 39 aaglf, (?dloaﬂt@ﬂ -Be; dikd, ﬁ@{; brylﬁld;ﬂ,ﬂ(ﬁndemt}?] ynd heteroaryla]kyl
se eC 0. rou nsi st.i n 0Q
R aw%wfr s o e TR e s P R vt Sue or more

| SHW S 11@1&?\&1@@&1 yael e unsiherdur soukiating aﬂ&rée]km hE®alkyl, Cis
is a d| -.or substituted phenyl and R is -NRaRR; :
-ReEyMBRrAoF - CR RIR, wherein 10 R is -NRa Rb ,

and Rd and Re are each mdependently selected fromthe

gﬂhoéiﬁﬂ&@ féﬁib‘&)ﬂhﬂ@nt@ﬁe fjt)é@i?ﬁ“ﬁ derndod pthvi®esal d@;tlp,ou;mﬂ] of foirmula I wherein

iR dﬁr@RCRth W er&pjo]& s wgg&}hfﬂﬁgﬂ@&(ﬁg@ 4l l peggenﬂy selected from
ajnk E@uﬂ%@ﬁﬁﬁﬁbf@ﬂ qalled -6 _atoayalryl] 4yl andBet&oaryl where each. of said

c cI oal
gryl or heteroaryl groups is optionally substituted with one or more substituents indepen-

dently selected from the group consisting of Cys alkyl, haloalkyl, Cy.¢ alkoxy, and halogen;
R%*is Cig alkyl; and R is a 2,4-disubstituted or 2,4,6-trisubstituted phenyl, and the substi-

=

j (




C _3 alkyl, heterocyclylal kyl, optionally substituted
aryl al kyl, and optionally substituted

wo hRrtetwea vyl al kyI 15 In anot her enbodi nent t HECHERSEI13161
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i nvention provides a conpound of fornmula | wherein R3
is adi- or tri-substituted ph&fyl and R is -NRaRb;

O NRaRb; CR RdR , wh R
ﬁzgie(m%ue Wd@ﬁ%@éhﬁek%@ﬁ@ﬁdg@%&ﬁﬁn@g%oga eg?‘fﬂ 81 salkoxy, halo-
20 %%dp%@,ﬁrf cgéﬂd%agnng fydrogen rand G Qe @l dhonbepMaeR®f flected

are taken together W|th the
rﬁctndgp@woupcms&m ohbydregen and @octfddlf or m an
heterocyclyl ring selected fromthe group con 20 si st

A eP¥hE04 'E‘ﬁle ;%Es%ﬁgin@‘eﬂ‘@on m@& 9@5ﬂ1§bﬂ§d of formula I wherein
t etra ydropyr

|mmﬂ1—|mem-sgbs31,mted@b¢@ﬂy¢dd&i g@amﬁm p,(@ NR®R?; or -CRRIRS, wherein
et af}%?ar lgipygﬂﬁ(déﬂhef{ Ne éﬁyﬂﬁ%%}éﬁér%ﬂﬁteﬁ@bed from the group consisting of

pi perazine and i m dazol i ne,

\Myércegeﬁanﬂ@ga&aﬁ d rings is optionally substituted
VVI th one or nore substituents independently sel ected

r om {ﬂgg eﬁng&%%%n? %i]%/ ?.ge!ug Qw%fm&ﬁ’ ﬁ{ pa 9?519.@ oﬁinli B formiula I wherein

mmdarob mishwtﬂyted P@ﬂdﬂaﬂdﬁb @&%R}él QG@%NP\ Bher dak R °R¢, wherein
gﬁ $ %?tga ?xmt no %{ OU({Jﬁl Ekr% leac‘%fgtrﬂdl %hLﬁé%ﬂ@fé@%H% e &duPonsisting of

al ne

ﬂiyyﬂi‘rcﬁgendhﬁﬂw alkpl, pheieth Rig R®, Rbyquddl’i myd eaclpindependently selected from. g

pL perazin 0 I n ang t -
S p O0A HR ok e B U o Al SR Er B (g o cloaliot
i G, Pallgl -hebrodyiclylSkibsdritionbbylsyblgtmydd apldiky, ané opNiRadly substltuted
er ein is selected fromthe group 30 consisting

et‘ﬂ? k@%ﬁ Cl_9 alkyl, and Cl1_6 al koxyal kyl ; and Rb

is selected fromthe group consisting of C -9 alky

hiycirexhea ekl dirkdnt Ghapesony ableption @vﬁd@s yebogioupgof @prrrgﬂa I'wherein

ﬁ]ét B F&é?%e}lttgltﬁ%yﬁ %&%ﬁ%ﬁl 1ar ]%Ngdg‘l& ﬂg{aRb or CRCRdR wherein

hetierqRt vF", @ﬁ@&ﬁ&ncﬂ 8 a@&hdﬁhﬁﬂeﬂ)@ﬂdﬁﬂtﬂ)}&teﬁdcmdefdornm group consisting of

004/ 050634_P 03/ T | i
g SEBRD A gRnE- Ror 50 Bocirl Hleem tagethier with the
Oﬁltzfo@&ﬂw Wﬁhllch W2t ftadRdd If(&m NRaRR oy eing sﬂad]eé from the group con-

sel ect d fr n t he consi.sti [ _
a?lktwg éamo %PIB%&@Q@&}%?P@%{hﬁgﬁqgﬂﬁ%%ﬁ%ﬁmg% ,—2% 4-tetralrydro

ﬁﬂﬁggﬁﬁ D, 2&39??&@&&@1@ u@iolﬁxe,&leﬂrﬁ:lwd:oﬂwdmdmfahk};dhydropymmdme,

al koxyal I ry
hEFé?%’@W PIPSTAGHS m&ﬁ@‘?ﬂ&my ‘ﬁﬂaﬁ%mﬁ'&? o ﬁ%ﬁ’&‘ jid ripgsis
V\'Sfrﬁ F%Hugfad wcbrﬁroy lndte sa%m@w%aewg&y a%ected from the
ona y.substitute s n

AR R LA SR B E%ie%fY%ﬂEﬂ%}ﬂ inRgitbonyl
t DR Hoh i1 t BB, %n@&ﬁmhc&q ; atlnﬁiﬁa,tdmd eﬁtlﬂt ef:daﬁﬂaﬁhl[wrgrbhps is
group consistin y ax a .
hap@%aﬂéylmont‘éyla%%meéﬁa RS o R R pgrroliding
e fol the group consisting

&Egdrgggﬁﬁgﬁgﬁﬁ (gﬁgﬁﬁgﬁﬁﬁlé&ﬁ% anot her enbodi nent
the present invention provides, a nBound of fq£%%§ ullvdumdn
whemther erabqdimgnigfihe Pé?se’i‘frlPY%ItPé’é‘tHr? BHF PHERGHIO LR
2 1R RIRe; - Wsk&HBd Rherss an dNRBis IR R Reh@ o IRes sdécged from the group
each I ndependent |y sel ected fron1the yConsi st i
otomﬂ}ﬁﬁlﬂegﬁéhy%mafmcas)aﬂ% # s aligbrREred FRETOCHER he gromp
%ﬂg@ L. R)d]kszﬂ- 71, hetero-
?cox gQﬁtﬁsmﬂﬂbﬂ%%bls elected nwt%gq@ % s allg =

cw@ﬂ@k]ﬂng:ybikyl;ian@ haterearylaliygls @ﬂagwaq: of's agylor heteroaryl groups is
Ao QAN A ¥ 3 O -



F

15 cycl oal | cyl -d -3 al kyl, heterocyclylal kyl,
arylallcyl, and heteroaryl al kyl, wherein each of said

w0 3MlosR54 het eroaryl groups is optionally subspit/EP®ER/013161

10

15

20

30

I'n anot her enbodi nent the present invention provides a
conpound of fornmula | wherein-2Rl is -CR R6Re wherein
R is -NRa" Rb ; Rd and Re are each independently

ﬁ?hﬁﬁ&&@nﬁb’cﬁ!ﬂm&ﬁt&he gfds&m: ieonsbstriragdefa doprogdrof forenala I wherein

Ra th o
Bf is ZH?{I‘@' d‘f’%ﬂ'@ﬁ ﬁ c‘gﬁ%ﬁ)m ‘??%10&2 %8951%: Cf‘fz%?fo%& gg yalkyl, and
BFF( SelenbedrP ﬁswaletﬂaa f@ROtHe eOnSs tatsisige of Cy.odllcyl Gyydepxyalkyl,

eﬂkw% & S Cratah s g D =0 anf hggronrli)

%@reﬁ?&a%ﬁ%%éiﬁ ahi vt hetehRrg lgfbl@a@sfb;ﬂionsﬁy dﬂﬁn’gdteci; R s cl s alkyl; and

%%ggf r}f(l%/}qju sgtiﬁ?%%%%glas%g ggl@%&u%té@gq%ﬂ, (iﬁ.‘l gsﬁ‘ments Tre indepen-
g efeéi‘eﬁ{lf{%ﬁﬁltﬂl r@tgpgtﬁ]?sﬁﬁﬂ toﬁ@gi s iR, Cﬁ@lﬂm}ty’{ 1_1&1435@% laaleatlyl,

|n penden sel'ected fro e group cansjstin

s I T ShearR G AT MABULRCREN Ba R iy e £70vp

iR s RPanocher & CRAIRAD Rb are each independently

e ect rof t he group consisting of hydrogen and

Cl-9 alkyl. In another enbodi nent resent - .

|IJB] @Whﬁwmmeaé@e @I%S@%@Vﬁ&l@&prpw 80If1pw1rédr %I; fﬂrmlf_% I wherein
i@ @l or E—s&Eéﬂtéﬂé@%hédywﬁﬁ@'RbﬁeU&FR% ehBteih 8 BFWREEP ; R and R®

eteroar wherei n"sai’'d aryl or hetero-

opt dachinldeperdmdy iselerteam e SHEPHOPHBYRE %ﬁﬁ@?&eﬁf@ﬁflgl 9;11“5’1dR
n &C, 6alad and, R?

TSR o ol Py i st

haselmteﬁﬁom Elyeegroup APESIBINEAH G0 ydr retealkpeplirt Coo

gﬁytﬁrt%l gg,rlﬁj.lg@ @%@%H%} ézlﬂ@}l%‘glﬂrf Eﬂ@hgﬁﬁa%gl- u S, wherein each of said

atrjﬂyolrhaﬁemﬁlgrommlaﬂmfhi@ﬂ?é tﬁ%»nt t he present
i nvention provides a conpound of formula | wherein R3

15 28oflkr eﬁﬂﬁoé\%ﬂen% E ﬁ'gre Yovaled a Rdmips uﬁcﬂ )éf fo@ﬂhula I wherein

heter oar erein heter 2004
PCTS EPB0RT Ol disR” is 2‘§RaRys |@,n t%ﬁ%{% V\Q r.l YLﬁﬁ edfromﬂle

V%rg% 8%%15@53 %EEde%UQ?%{ ﬁ( 1 'K*d ?s%@'ﬂ%@t@ﬂl tHloyn 8R! @@ﬁ;ﬁ&bnsmﬁnv of

A aI lcylthio -
diyidydgso) €yl dmall@gsgﬂmxﬁdlqdaq grécd %p@rt}}e consmtmg of

frlo"%ﬂ*t’}1‘{.\{gl r%@ﬁﬁ%gggfﬁl}ﬁgﬁ(gg ﬁydro en, %Yh%ﬁ&?ﬂﬂd]kﬂ -

etich . @md&emr-k?ydykaﬁgyb GTheyetm ewbe}fé aléairff} 03 byqerm%@@sd%?monaﬂy sub-
1 { 4t
353‘6%@ i J( O n a{% Xaﬂ%gé Ss ik LYl egi k. ea8: O Glﬁfsgbstlltuted phenyl, and the

ent§ selected from kyl
Glib&itakie xye mdt;aelndgmﬁy seteateddtdoy the grpap corAdmaML NC: Ryl Crsalkoxy,
g h&d&’R‘S %ieeéat:ﬁﬁd E@Ihly selected
Ofgepg}%rg Eﬂ%%@ 5 |ng oﬁ%;lﬂgf%gg%%d - e{) 7
Cﬂro&thé@dn@&mhﬁﬂ;ﬂgoﬂhydmgn@n@émsﬁ%@ﬂ the pr esent
i nvention prOV|des a conpound of formula | wherein R3

eﬁ)oad]@%heg RhiH I L LY: gy ﬁ]tsegé&t% ?L.tlBM 'jp'_rgx'q@éél a colngbcﬁﬁl‘atdi @rmula I wherein

prese I nven es a
cRiip @,lrﬂm{brdfl—fxﬂmsmdted phemtybarel R i gr betgqaarjéfwherem said aryl or hetero-~

LB B e L R o

Waes £y, CR3MlkasyaC) a-]k}fmlhldi r@l-ss]kb]slﬁlfcbmjﬂ duilqgpni ilonlkylagieno, nitro, and

R s
n}ﬂJg.glf\ ”gﬂ}ergﬁe a%@ gg eaBiﬁ %c%? e%&jen%?é%lf 8l ﬂgﬂ% %ﬁﬁgodlﬁdconm ting of
ofiydrepd IR éﬂcﬂh@tﬁéﬂ[lg alkylcarbonyl.

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-
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R3 is a di- or tri-substituted pyridinyl and Rl is
-CR RdRe wherein R is hydroxy and Rd and 15 Re are

wo efrhséagdependent |y sel ected fromthe group CREBERNPIY3161

of hydrogen, Q9 alkyl, ClL 6 al koxyallcyl, C3.6
cycl oal kyl, C3.6 cyd oallcyl - €283 al kyl, aryl
arylallcyl, heteroaryl, and hetero- ar yI ai cyl

eﬁed bs @}fuo&aﬂmbubwﬂut@mhhm oungie YPEIHSF @%ﬁ?@%ﬁ%@eeﬁed from

: ! 1, , nitro, and
é%%]:’l ?’XYSGF %Q?th—ﬂ? r o‘rﬁaﬁﬁgﬁﬁéﬁgﬁ Héft%ﬁg | %3%?3%187 oc?’ano nitro, an
CNR? RAl Wklérﬁ Rhaho &P lay¢ $ach®1d®ea41¢r€]§ )aglect ehaOmRIRE GETP apggsisting of

| L dy aonally sub-
é%ﬁ%ggﬂgaﬁﬁﬁ%gygﬁh 49 ﬂ%&beﬁﬁsﬁ% szﬂ&%ﬁtl F?Hgt?fcﬁﬂl@@@pt nally su
ts&tutSclJﬂﬁhlohblbﬁﬂlopg/mbdnttgehtsandbpléhdﬁglysciﬂ:tﬂéjﬁ@ﬁy\ﬁe{r@ﬁﬁ Cygalkoxy,

d Rd o o
é’@li&?{i C]Eaﬁ%% o %3%&00 A& %fﬁﬁpﬁ£m m%@g:l{‘%?@ﬁéﬂgfnﬂy selecte
bl consamgofhwogm e ool sninfiordodeehioh. Sai d

aryl or heteroaryl groups is optionally substltuted

wth on nmor.e subSLtuets f@ﬁlgﬁq h R’

e GO GBI, CEORETECY gy By NERBE CGRRL ld BEIGPERE wherein R7is

er@tﬁinh@?%bs@ﬂﬁﬂbdl‘;@lrﬂg@m Inlamoﬁmtmbodlm&ie@menf ﬁ)érenﬁon pro-
sent inventipon COITRO Binvl.

Wiera R g B b AEF R URREr LT By T

Rl is. -CR RARC wherein R is hydroxy and Rd and Re

alﬁleanbﬁke@ Bmbodeidne thd arefont mvaﬂnqmpmidcy b compound of formula I wherein

h Lyl ! ¢ .
R ent o B ALY RSOt okl BT o T

|s 30 an optionally substltuted pyridinyl and R is
- TERRERG et phdnt Ree pmsem hnaennoin prayides hgomgpwng of formula I wherein

consi sting .of . Cl-9 .al k) al k 4Rd and
c@%ﬁs 34l & FI“S‘J@?%'CE@)P&’F’@&M% &ﬁﬁ{iﬁ] lﬁ’ljereuf?—l@ hydroxy an. an
aRYir@leksH md frhbeeabsylected tﬁﬂbxﬂnéte%m@r gdraismyg of gy@pgen@ Sonalkyl, Cis

g;ﬁ;%lﬁﬁf chqqﬂﬁ's.‘gsoar% lgﬁgzé%kyl %g%,tatﬂflgﬁ@i h¥teroa1‘}71 and betero-

| Qﬂ’faﬂl@'ﬂ detd sach ef e6d £61 br srerohsy] groups is optionally substituted with one or
..................... 13 0 1. hal 1
b ey T ST O AT AT o g g e beloallyl
afkyhikolafi RAlk@xy, and hal ogen; and R and Rd are '
taken together to forma di vaI ent group sel ected from

Cl.6 aIkyI|denyI 6 hetero k I| yl
cleh f(ryqrqﬁd%lwpnt t%p%esa};ép g& a Cé)énﬁugd C% formula I wherein
cydaal kyb: G- ﬂfbsﬂidt&/d Ecgyyli aﬂdlﬁ} ILS, CIBSR Wherem RCis hydroxy and R% and {

het lylid .
a ard et e O Flipi el s U P BT L8 Thpp Ry Cyeetkoyalioh
L}t drd @iy garfl Whereleach & d4id argl drr}ktdrﬁkfmlygrpups is optlonéﬂy substituted

a?&;{glgorgﬁgeﬁ%%% aeny s arﬂfl@g%haﬁgg ﬁ?e - group consisting of Ci.6
%_gﬁ;?_ : t@ﬂ(gl C?gm@m;ogn@ﬁﬂg&@lar yl groups is optionally
titu

h oné enbodi nent t he present i nvention

provi des a conpound of formula.l wherein
optiizepdiet gm‘g%g][ep‘f @p@aes'gv’? :!Inaﬁ-:rﬁwn l—gﬂ‘&ldﬁ a i;osmp wq?(ggermula T wherein

W‘Jlf €4 ﬁ\éﬁ 't1§~s§§sjt1@§5&§ Shy-fi 0 4&@11& ‘BEIIFf Conein® .m@y@xy and R and
J 6 al koxyal ky Cix? %’Paié

C)Eﬁaefalaksll tOG?ThSF tel iRy 2 Cﬁ’épﬂq’ 2 AFICE} gl‘?' S'RebPer oar yI

and heteroaryl al kyl, where each of said aryl or

het Qe aBh o Ps: yfﬂe&n@ Rie0fah b%v&!& schinpbadd wf fdrel wherein B is

° rannc?}:h%nillljybssutblsttﬁl{ll’?ed p%zrid?:? gl? Q %? lC\f{ ﬁ&ﬂ tereegn fRE ?srpelegt%d from the
group consisting of Cre alkyl, Ci alkoxyalkyl, Csg cycloalkyl, Csg cycloalkyl-Cy.3 alkyl,
aryl, arylalkyl, heteroaryl, and heteroarylalkyl, where each of said aryl or heteroaryl groups

is optionally substituted with one or more substituents independently selected from the

{..



£

group consisting of ClL.6 alkyl, haloalkyl, Cl.6
al koxy, and hal ogen; and R and Rd are taken together

wotz@(ﬁ/o%diha di val ent group sel ected from Cl. 6 PCI/EP2003/613161
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20

rylidenyl, C3-6 cydoal kyl -afl cylidenyl,. 15

aryl -G _3 al kylldenyl and het&¥oaryl -G 3

al kylidenyl. In one errbodl ment the present i nvengl % @ are tak
R HESstiheGI i, bilohliwinGh-adkowhendhoge: §ad K are taxen

PR
o A R e i
G gz, Gl adlktaiyaidey, Canachaler Garhh i, Cas

t'he heteroary

m@q@wewlu ne et p ik g%c%ﬂaﬂ@ﬁcgg iyticeny

MR Qﬂ?liﬁl s SkyBallkididenyhhttoal at}dﬁl salgylidenyl, and heteroaryl-

I"k d I d, R i
kel R e, S ot g o bl
Iejlﬁgh gygmmgg 6 cycloal kyl -allrylidenyl, C3.6

terocyclyi-d _3 al kylidenyl, aryl-C _3 aI [ rylidenyl,

d het I 3 al kylid erei
A i T Ml

Phihd AL IRLE oty ‘m@ﬁf B Cﬁﬁ@dﬁémﬂiﬂw}:ﬂ& i edlecsacelzom the
250@ @Iﬂ%&ﬁ’ﬁ%ﬁ) Bgﬂ e aﬁ%%{&}{ﬁe 4 ﬁla és %%QIOMCI 5 alkyl,

atyi€: RERVdEE Sarddl Ke@ppetldicdfwiae mstlha)f I:a:uﬂvhefii of hetgrgaryl groups
ﬂiﬁ%. onaIaIg}EI substltut ed ridin

yoith REEE IR Sth.Hi Esynlgdtg) ng%%&ﬂafes\%lecteﬁ from the
%&?}5 E&nsisﬁﬂ? BECOMLIRA, Qﬂlé’ﬁ@jfl Elc@ﬂmvm&dfalogemmnﬂ&{ fnd R are taken

an optlon

I
ngcq:ther t@@m@m@w@h@’p FOHPE glei:tgd aﬁlt i% %&b%ﬁﬁdaﬂqrhdenjﬂ
ic&ﬂ]{tromthe group
Si %?&%aeéﬁad&ﬁgﬁgeﬁﬁiltyy C%%mgﬂal kgxyal kyl, C3.6
%I&Iﬂﬂ?ﬁgdnﬁg@h@%&?%%%ﬁ&pé%gg | kc}é/)ﬁgﬂunxloﬁormula I wherein R’ is

eac ! N2 liesein B isoekektes from the
SUHDQQ mﬁggﬂmﬁmd ﬁiﬁﬁ%@q III (m tuentel RE R g

i grobep e:nmlnlgspf §e49 él_q’]e@l £ %'){aﬂg %h}ﬁt@éo& i’l }i\ere the l}eteroaryl is

Crncte st Iiﬂiém a6 héérﬂb?e;ﬁlecwd)from the
A sy IEP200§/00131%i s SO £ o e

't greuproesesting i e sy dess BEHF 5% F6r mi

\g]oge ﬁ@ﬂjgsd di %i QFdL%gﬂécYed%ﬁ i & bikglklepyls el eyeloatinyttallylidenyl,

- g 02 s L PN f@a@@ﬂgﬁé@%ﬁaﬁﬂg{es&ggﬁa ii¥ptidenyl,
?Ihnre%rhgacg ngyzﬁd %gf Sk ﬁ%ﬁe@&argl arotipydE @ﬁﬁ@nﬁ? guistin@ad fyih.one or m

ent | nventl rov1 de a1 mino. and
cmammaémam@ sleatedriusim CRaAiE Ca %kya ,

g i[gtuted pyridinyl and Rl is - NRaRb; C(O)NRaRb
“Wherein R is -NRaRb ; and Rd and R are

each i ndependently selected fromt group cor [
ofin ohy émbgdimeanthe@resgat Wﬁnﬂ%@f%ﬂ‘% o} unc%%ts fo H.gaq where]_nR is

ch [ T [ &) g
cnsPuEriD Sr A RESRdehnd Rff‘éﬁ*?"dkﬂﬁ"g? chiTe ghipger

Cl. 6 al koxyallcyl C3.6_cydooal kyl- to Cl-3
hét ene eypbbyinzdok yhe pragepf Erfegfion EW@?@F&P@QPW@ P%qu]la I wherein R® is

o N9 g;%g fsuggtlt[lga ﬁ?ﬁ\?\ﬁg Lol WEHCRGE@RIS KbivieHER® 8 hydrogen and R and

rein 1S an. opti al
50°S lIb’&te tach éllepyndeaiily yélectnd TRI P SNBSS @" 1, Gy elkcoxyallel

- QR RAR. 1 WNeT €100 1y1-C 5 alkyl, anyl, exylalkyl, heteroasyl, and heteroarylalkyh
Wwhere each of said aryl or heteroaryl groups is optionally substituted with one or more

substituents independently selected from the group consisting of Cy.s alkyl, haloalkyl, Ci6
alkoxy, and halogen.



R is -NRa "R' ; and Rd and R are each indépendently
sel ected fromthe group consisting of hydrogen and

wo So49esk4 Yyl , Ra and Rb, or Ra and Rb , are t dkeiEP2003/013161
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t oget her W|th the nitrogen to 15 which they are

attached form an heterocyclyl -P?ng sel ected fromthe

roup consisting of rrolidine, piperidinge, . .
%@ nngqarpbcpMenéthgetpg@splaﬁ§@¢w}yrgm@pa gompound of formula I wherein R is

R NRR®; or -CRRR’, wh
F%pgoﬁﬂ%‘%ﬁf)&ﬁﬁgﬁg soqgil no IS I\:Pf-{eRt rac(ogro I)irlogn di ne, wherein
Rf rsah&'ﬂr gyatmdrﬁ dnd&’ appmed mdegernten Y pil pmethe group consisting of

h i m dazol i ne, where each of said rings
goél% I}%Iﬁ(gﬁﬁl gubstitut ed with one or nore

subst ituents independently selected fromthe 1%
¢onst shbodinght 26 myagnbmyenm}gromdkw COTRRRHEh! Wmula I wherein R is

35 otigh| R ARk AL ARG RLRORY R QERDRAK U LERRRS, wherein

sai'd am'no gr oups
iRS m}p)madﬁ’aj drlyl RmedsR‘i lasd dachy m:ttpemdendys@l@é@d fromadie @ aup consisting of

S ST L o s o
thegonp semhstinlg\oé hidroger iy aﬂt@h hadmmqﬂqdbr@ satkopgalkl] Gs-4 cycloalkyl-

beia <] PR arat e R T om Y he o oup

consi sting of hydrogen, C - 9 allcyl, and Cl1.6 i
ahloaexydbiieydn: thenstedbt investibreptorities a cvmptrendyphiepmula [ wherein R’is

t al.k d k ol .
St Db B N RO IRy o -CRRRS, wherein
RFed R KY) anm"yalnaﬂ Reeyd ¢mmadpenwarsglhatdt &pm tbmgr@rreconsxsung of

maodi ment 1 h venti gnvprov i
fc&eﬂﬁ-}lé C{l Mﬁg ag’ §88 g,’] ¥ pet tﬁ%eﬁ:aﬁogetﬁgmﬁﬂ ek nitrogen to
SMHSH‘ tey hﬂmﬁdmmlathbfw C]Y‘Bl‘lﬂglﬁléatﬂasi‘wmehegmug copgsting of

p NygiﬁaﬁRa }B.H@ i a Eije %&Eﬂe ug(?, tﬂl §éhy§|a)2;%%§%11§zyb? 8l ’Eiﬁeéiﬂ?fdroqmnohne,

%3 4lt§trﬂ§i|d@§15cﬁﬁ1|n‘li(dlﬁi&‘l ﬁeﬁ@hﬁir@pﬁlmtkﬂm hhxahgdn:fpynmld.me, pyrazolidine,
rogen 0

%P‘*é’é%gl%ﬁ I‘F‘?I@ﬁfﬂﬂlﬁf‘e éqll B85 a{ﬁ}ﬂ'@f gﬂfu?rﬁ éa‘%’f %Ié’il%%lrgs & (ﬂ)l‘.@%aﬂ? substituted

Ryigh epty & dewste su%tﬁexﬁls kdepad deytly sdeidl Mn&ﬁ@ﬁfcﬁ@&ﬁﬁﬁstmg of

PCT/ EP2003/ 3161 cl 0a | | cyl -Cl. 3
HEEP T D ﬁsﬂmo iaﬁ%ﬁ aﬁxg{lg?aag aﬁwpcarbonylaﬂcyl and.

VhEHBLD SRER, &l chchaf ,Vzild @fmﬁlﬁh@ﬁpﬁ?s ytw[ptlgﬁﬂlypﬁon&;ub stituted or
_Cgtlonall substltuted In ane e

e Se
RIS ‘mtb@ﬂqﬂ@ 8T 1§ CBB B 2T ﬁmr Q1Her p&ghnyl or

an b ally substituted pyridinyl and Rl |s aryl
o@P%et gﬂoar‘?}lp wherein said aryl or hetero- 5 aryl is

optional Iy substituted. In _one enbodi ment the presen . 03
Igl\ﬁé??teﬁéw digpenfitBeBTeACTE SHISIHAR PBTV! f'ararﬁs’rravormaﬁé g wherein K'is
Q¥ sanahdd sHREh by ed b ’W}‘lbreﬁﬂﬂa Blbelbc&echfry}tn the group

et eroaryl wherein sal d ary or ter %i h
dﬁ?tmsxﬁm pibssapen; Putdiylvindd- fegishfrgm the grovp
' &%@gﬁﬂggpq ﬂ%@lr@ef%y}gﬂ%pm G%Qaﬂcﬁrkﬂg 6 Cﬁloea?lg@gﬁgg?%wl hetero-

F@’Cb’gﬂ@{%@éﬁ% prtlegseRaeilky- seI ect ed from the group
conS|st|ng of hydrogen, Cl1 9 alkyl, and C1_9 al kyl -

or ot{l/}%?ﬁll bodifeRBe g@g&ﬁ'%hohlﬁoﬁﬂ&%ed&npdﬁhﬂmﬁf@ﬁnﬂa T wherein R’ is

f I .
Nmmnaﬂmﬂmtmgim %rnrcrlué’( % V%@ﬁ evl\fl?erem R° 35 -NR*RY; RYand R

are each independently selected from the group consisting of hydrogen and Cysalkyl; R™
is selected from the group consisting of hydrogen, Cy-oalkyl, and Cysalkoxyalkyl; and R® |
is selected from the group consisting of Cygalkyl, hydroxyalkyl, Ci-6 alkoxyalkyl, Csg



f‘.\. .

I n anot her enbodi nent the.present invention provides a
conpound of formula | wherein 15 Rl is -NRaRb,

woWglsichs Ra and Rb are each independent|y selBCI/ERRISIWRICT
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the group consisting of hydrogen, Cl1.9. alkyl,
hydr oxyal kyl , C1.6 al koxyal kyt31€1. 6 aIIcyIthloaIIcyI
car boxyal kyl, aryl, C3.6 cydo- allcy
Ex el Ky s -alEf]zl Betaidcydlylalﬁ:yl ﬁ?lﬂq&,w@lddafm%‘fdﬂkﬁ whpapin each of said

6 ter nocar bonyl al kyl ,
kw&g% ?ég%gsﬁé)e gifclbfmuﬁge?ferocyclylalkyl
aryI aryIaIIcyI 20 heteroaryl, heteroaryl al kyl,
phemydmbddimenttihp meuymrahkgduonamw@@ @CCHDR%H&SQ%@{BF‘!J%@ wherein R is

dnepurirsqeho g PSR AT 0 et Bt sad al orhetero-

el Bropaioyhllgeubstxsitads optlonally substltuted with one
or nore substltuents |ndepen dently selected fromthe

g‘F gg,mlg %‘I}Tﬁi ﬁrcfse 1ﬁ1ven OI%IQI"OV].EQ% L %ﬁ%&mnd@f Brmula T wherein B is

by dpaxy. Mbﬁuﬁwé@@mbagymddfnsgqébkhﬂsmhq@y&mxansmdamﬂorhekxo—

éﬁf& %g%épgﬁggsq%ggt&g%%gﬂgggey&%n = St?tﬂ? ‘?%’Pﬁg%deﬁﬂ& lected from

dy whaﬁn Ct- Hﬂkdxw\hﬂhge&l, kalbgliody cyRao.camdl R &P evhark & and R arc cach
t.h t t _

H R cUPoe ORI SOPPeter gt o s By SUbEGRE G i

tadanyihe group consistlng of pyrrolldlne pi peri di ne,
honDplperldlne tetrahydropyrldlne

}g Baﬁ FWBP?W% gsrgl inn prg}}dn n;?ré)%id%s d c&%&yﬁgﬂi’ G Brrifia T wherein R' is
hﬂ&&ﬁydCBﬁRﬁ@rnGWRhem @&Dﬁﬂ%ﬂﬂdlne pi per azi ne,

mor phol i ne, imdazoline, pyrrole, pyrazole, and

i.m dazol e, ach of, .sai rin ' :
dn Bg‘f’ E?IE‘B\A%“{ é) SFHEY sou t ﬁ ) %ﬁf &Bééé%ée%rmda Iwherein
ﬁf@ﬂ&ﬂﬁ@?gﬁ@ﬁancon sisting of hydroxy, oxo, alkyl,

S0 ko Ml e Al .
ﬂﬂ{ alig/iNg,. saﬂﬂﬂ!@ﬂﬁﬂ Cﬂaaﬂqﬂﬂimﬂ%ﬂﬂﬁﬁﬁﬁﬂ acyl, Csscyclo-

K
am r‘?g@’blqscﬁ %M&l 3 gﬁa gﬁ; Eyc Qﬂiléfr'lg #ﬁg& C(ﬁ Gg)feteroa]lgfl aminoalkyl,
phe%mo%%‘rpﬁ , ROy mta@s@ctyu&mrmxmaimma arylalkyl,

Lrglr g}é (g r ; ;J r? S &Qg)eagy ﬂ%ﬂfaﬁg‘f d@%}f% 3% 6? 3 aaj!k)lﬁysubstltuted with

di aly gy b ani;pRiloAa4 g, whaeh @kh sfii aricatkyl, phenyl, aryl,
groups is optlonall nnn tJtu ed.or disubst

|
Wit fprzhef@yparygr@]apq 1g OE%QR yﬁlé t}tﬁte x%‘g}} QT qrd}l?ﬁ?lsu’és%ltuents indepen-

P't Pﬁ;'l{énqx B katedRbRMARE | gﬂa)ﬁ coﬁglstmgq&r@izﬁlanm hgloalltpl C,k dkoxy, amino,
St

ot her  enpodi esent inve
pr om0 SO ORI R ST FY%%‘PYE%“FP alfggsuilfonsl, dlylsulfon-
M@Bﬂb%ﬂ%@&@h RbsA8 eneds b ?d %R?ﬁ:dﬁﬁ]ﬂl}f Iyionosub stitated or
hydr o

sel ctéd fromthe group consi sting gen,
al kydisubiiibittekyabrbyl or 1. 6 al koxyal kyl, C1.6

ﬂl*a)f‘{dtl@' a?@kaﬁ(ﬂl th ﬁfep%}i%é‘f{ﬂtro@ﬁ yd Whﬁ% the 6 h@acht@ form an hetero-

yl, di

cyCI ccfalykgnMe:@aail r@g se¥ﬁsiedé?¢r@ttb% &fﬁu@woméfﬁﬁ‘arfé%wﬂme piperidine,
efrahydro-

am g?%gg@@@%{@k ktxérahge}'@}&glrﬁ;y g1zk3%t§%5z@f®@ﬁQJ1mh 11,2,3,4-tetrahydro

. .héteroar
het esogrydlaid, mahyi;hpﬁym@m@ ﬁexa]ﬁ‘dmmug pymgﬂjalme, piperazine,

Cl. 3 Eﬁ}/olml% %&éz%ﬂﬁ%gf%feﬂp eacﬂg a%d%n@azﬁibécivﬁéle ié.’{&h of said rings is

and. ‘of said cycl oal %1
ph en(ypt;tomﬂy lsubstltuted with one or more substituents selecte from the group con-

sisting of hydroxy, oxo, alkyl, hydroxyalkyl, atkoxy, alkoxyalkyl, aminoalkyl, acyl, acyl-

arnino, aminocarbonyl, aminocarbonylalkyl, aminocarbonylamino, aminosulfonyl,



or heterdaryl groups is optionally substituted with
one or nore substituents indepen 15 dently sel ected

WOE@Q}@;&B@ group consisting of Cl.6 al kyl, hal BeI/ERH3/013161
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5

al koxy, amino, alkylamn no, dlalkylanlno
hydr oxyal kyl, cyano, acyl am no32al kyl sul fonyl,
al | cylsulfon- yl oxy, and hal ogen, and each of sai:1 £ said phenyl
ani mybnmwﬁmmoommﬂdfdgﬁmﬁésﬂ@sﬁhw]b Wiperspn each OF said pheny

di subst it d iBNelected fro
I e R P

20 \m@amyhham]kgl CINRIRIEY amenroe 1?@3@@» Ty ipE@oe alocren, and

o RGN R i BE PSR @t&@ﬁﬁfﬁm%gmgg?% balibghed with
al kyr is awmydiatdiyl s pybefidiryhmypaldyyl, mapErosn., @@E@e@gmyl group.

sald cycl oal kyl , aryI or heteroaryl groups is.

t e ula
1R s Ao ?%}Lg%%%%ﬁ B pflb PG Rh SRR Rimplud b nula
Q&xﬁaﬂ@k@%&ﬂﬁﬁﬂxﬁyﬁﬂn 25 In still another enmbodi nent

the BLesent. | nventl on pLIVL0eR 5 SOTRON kL 6B den, Cus

t ogeliGd ﬂnvﬂtdﬂ?alkﬁecm Akoyeliyk 6 mﬁihiﬂnpﬁléﬂ carorgetale gy Cos cyclo-

B R Ay

-

howggdrgbmgdkﬂ,e&yﬁ adwic oPysheciroeyclyl, heterocyc vlalkyl, aryl, arylalkyl, (

i So&lﬁt%gt 5 régpe%/ dr g’l@dﬁ%l n%ﬂ%} d%%]%én%ilaﬁlgyﬁ aﬁ@ Qllépsubsﬂtuted with

hexafyah ey urdi@wlq;ﬂ Eﬁd a i giduqbl wherepi pehaf iaid cycloalkyl, phenyl, aryl,

nmor phal i ne, | m dazol i ne, a -
i m dgj@@oa%gp@p@é CRUG dﬁé}lﬁ&}t}lﬁ& IE%(% chlimg%;gu})stﬁuents indepen
S ubsgd-f Ztsa@ct\é\& tBrome gRfupRnsistubst 1 4l habellel Cadalkoxy, amino,

fromthe group _consist- ing of h drox 0XQ, fsulfon-
hydr@k}ﬂﬁme}ﬂ, a&}"ﬁ?@;&g} by Ié%no, a ngk@lﬁlﬁﬂfmﬁ alkylsulfon

aryl 51,8M.Rg hal% i) Q6 AERBNY Isaid ardine geodye ydpsidaylly monosubstltuted or
ani nocar bonyl am no, am nosul fonyl, 35

al ky%@%@#ﬁﬁ&?ﬁﬁhﬂgﬂ -am nosul f onyl ami no, and phenyl ,

wherei n each of said phenyl WD 2004/ 050634

Pﬁ% P&%%r@ﬁ%@ﬂmeﬂt%ﬁt SHeSHP SnvleBtioN br@iddslaycompound of formula I
stituted w th one or  nore groups independently

s@h@!@ﬂeﬁ is MR CYheret kyl, hal oal kyl, CL 6 al koxy,

ELER &l kb aPinhe en@bﬂi SlcaditRon ohﬁlcﬁgmmncra]ﬁdll salkyl, Crg
eac

onogl bl';}?&ﬁlt}’gt ngcg.’go S | S. O@é etéiol%wla]kﬂ Vrvhﬁrgn each of said

cont é%c(ﬁ;:;&;ﬁ?:l nrhrﬁ &ﬁ%fe%a%% g%ﬁ!l 5 1?b?@6ﬂa€ﬂl§r@ﬁﬂ>sﬁtmﬁ pithd doryolr more sub-

or pl gr oup stil not her. enb ,

t he pintesﬁhatnfiqﬁ'@@fiﬂnlﬂﬁﬁdm%i/ﬁa’é‘s thg ZEQHHRRTEE %Og‘gﬂ?@?"é{y pud cyano-.

wherein R is -WR1, wherein RR and Rb are taken

¢ ?&%lh%otﬁ@gé?nﬁda?m@ﬁﬂtHQ?%eﬂt%%kﬁh pro¥igys a¢enpdimaaiéckmula 1
ol 1 ne. I n another enbodi ment the present

|mﬁlerﬁm8n18pNR/Rdé\§leﬁl%onpound of formula | wherein R

| 9 A IE}B‘E\']%( n toBBEESHR 4 R oaddoRbhigk ﬁe?aﬁdhttached form an hetero-

i ndependenty sefected fromthé group consj sti.n
~ hydr @géyi or Gletegoarg] iap scleplpd oy BIa&FPUD éinsgst]gig s Qgﬁ&@-}‘& piperidine,

30

35

gllkSIhal ) %et} dgrg% géﬁ%ﬁ/?@%?ﬁé%@l Kyb A—@%ﬁh(%dr@uﬁoﬁﬁ@ 10253, 4-tetraliydro-

cycl éalquindigk, Biraiidydpyroridend @@hﬁ@qow{m rﬁygmfhne, piperazine,
morpholine, imidazoline, pyrrole, pyrazole, and imidazole, where éach of said rings is
optionally substituted with one or more substituents selected from the group consist-
ing of hydroxy, ox0, alkyl, hydroxyalkyl, alkoxy, alkoxyalky, aminoalkyl, acyl, acyl-

amino, aminocarbonyl, aminocarbonylelkyl, aminocarbonylamino, aminosulfonyl,

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



,

am n. ocar bonyl al kyl , cyanoal kyl, C5-aheterocyclyl,
heterocyclyla(lcyl, aryl, arylalkyl, heteroaryl,

wobglige®aiy! al kyl , phenyl a kyl, diphenyl af cyl ,PGHEP2I3/@B3161
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al kyl substituted with 15 both a C3.6 cycl oal kyl and a
phenyl group, wherein each of-%¥ai d cycl oal kyl, phenyl

aryl, or heteroar groups is optionally bst
Wi tgvoopses optiomls SE{&EN’CIE*@ Ueit aa1e] P g5 6 ATOTFe Hﬁéytf% ‘gacted frorn

fro %p% lﬁ%f%%&gﬁ%gén anﬁnﬁhlsdl @Jnﬁﬁilaﬁ&halogen,md

dlalk | am no dvwith alll
h y d&’ao}x ysﬁ;tak@/ hmlm@nops i by‘amq&!ﬂ@ mmqsg’?qt@gﬂe@ 8h %substltute with alkyl,

| kyl.sul f
i O %‘P‘b%ﬁ‘ﬂ“ %?l oha 1Th@%m)no Eﬂﬁﬁl % Pﬁﬁtﬁmﬂ s

| tuted or
dlsubstltuted with al kyl; or Ra and are taken lal
hmﬂtajnethmmboﬁmm herirgent IIUGWICPFOWW@W sorepaprdetfogmula

Wﬁ%rﬁjintalﬂl Js g$'g 0 RYEIe Qs HPelSrRes Vdoreﬂ:ﬂef‘&tﬁ &hesi@den to which

consisting of pyrrolidine, piperidine,

ﬂﬁﬁ@mamathmﬁﬁoanm@tphalm@r opyri di ne,
1,2,3,4-tetrahydroqui noline, 1,2, 3, 4-tetrahydro-

1&&%% nol | %m&gttﬁé‘{}}/e%n(ﬁ @%Fe;nﬁbﬁ' 'P(%ﬂdes a compound of formula I wherein
rrm pyrazol i di pi per a2i ne, 25

Rbﬁpﬁ@DMﬂEﬁR;vﬂmﬂamollne pyrrol e, pyrazole and

l r 3y -
gm@gﬁ‘fﬁ?gac SIS gngn aro sfelr?gf%g‘%rsc{] i rbé%cé}ﬂishﬁgékhyd ogen, Ci.g

ts sel ect
fr omﬁcylhhycttbmﬁcytﬁigla&bxya]h@ Gfs aﬁylj;hmyfyl %5 omggx;ll@%acy‘l Cs.gcyclo-

QZS ﬁlf ; Iog%yr]gx galg’klkgf (Y,al ér}’]%noc Sy a&zé het%ﬂkyl aminoalkyl,

A BegaT BTy oyaraelkgh Eal bRy, heterocya;’fauqu ey, eyl

T i [

subgbitt ACesydotlityland aqﬂleﬂplrgogp oetpsein nadpdsed W{:lyaﬁéyl phenyl, aryl,

Z?nl ggt Stg{ ! r g]:ﬁq%él's%ﬁ%gr%%’f %‘ﬁ% {;*gu%ed‘ﬁ'glx %:01‘ 1@10% é&gﬁ‘é{zents indepen-
eaclepdy @ﬁﬂcéda}'ﬂﬂi} ﬂl@r@tﬂpSomﬁstmgtolf Enadlkyl, haloa]kyl Cy.s alkoxy, amino,

2‘32°S“b3t o S PRI a1 dOg T el g Sl

21 I Bl 1Yo ge ) Aideachh B @td dshirrgbiyeyis epﬂmchﬂlmnqshbsﬁmted or
pre |nvent|o rovi des a conpound of fornula I 35
disuRstrtadvi ﬂ{ir]b)' NBaR1, wherein WD 2004/ 050634

 ERPQA3 AL-346dther wilh theRatrapeh fbwlirietenate attached form an hetero-

|ndependently selecte fr roup consis {?1 ineridine
Rt et gtn Rgrs CesRRE L b afipp, piperidine

oiﬂ@ étf‘aﬁkdxo‘f%ﬁ&@%)@%ﬂﬂeﬁaﬁﬁ&quﬁﬁhlﬁe 8y, 6 setrahydro-
aIk 6 cycl

oal

cyc |1mu;@qh@$,. tgtraly pE}TI@ildgH?e g@%gﬁwpmméc}wﬁ &gﬁé@?ﬂldmer piperaZine,

am nocakBRAY Hﬂ&éﬂ)ﬁnec fﬁf@l@' | hyg¥dole, &Bd ﬁhﬂhﬂﬂé}@ghﬁk@' kach of said rings is
het érocycl yl'al kyl, ary

het ertiangi %U[byﬂltutqglﬁ@lﬁyp%q: %anloraeloqd %@Hﬁ? aﬁ% r Cf)%ﬁ%l f&i gEpup consist-
al kylo éfﬂ?ﬁﬁb}t:}“t)ﬁ«g amyﬁ hyakabia, SRy, @R@k@&yﬂ;)&hlmndkﬂ acyl, acyl-

pheny? “group wher ei'n each of said cyclo hen .
‘ary'ammwm@rbamﬂi ST QU B0 Pk FOMY R P E s Lo

30

35

QU by, %HQEééuiféﬁﬁﬁélﬂd‘ dea ?Heny@,@ﬁﬂér@in&&ﬂﬁ@ﬁﬁdi phenyl
fron1 e grg consistin Cl-6 a ha

al k
Cl. Ggrabfxox ypﬁwnﬂryr@ubsﬁémwg m@ﬁéh S Ordﬁ%em%ﬁlﬁ‘g& ﬁenﬂy selected from

hyr H¥in® Ui tnino, and halogen, and
al ky(?ls%@‘%"lf%l gﬁ%ﬁlgﬁy 'a]%ﬂ ";‘Mﬁﬂfﬁagga"-lek'ri%’Il and ea m% i d with alkyl
ani necypbupbanmogeipiaPpioRdiosestp Pitiipied or gm A ed with alkyl,

dis uoqsig LLuteds i By&!)lﬁﬁhyl, piperidinyl, morpholinyl, or piperazinyl group.

In still another embodiment the present invention provides a ;ompomd of formulal

wherein R! is ~-C(O)NR®R®, wherein




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

wo 2/ f¥RaRb, wherein Ra and Rb are each i ndepsowiErmob3/ 013161
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selected fromthe group consisting of Cl1-9 al kyl,

Cl-6 al koxyallcyl and C3-6 cyebBéal |l cyl -G -3-all cyI 15

In still another enbodi nent the present invention

pF evd Hesreaadoimdeptndenty terbercm;ﬁl feorh thengrerie ensiting 9f hydrogen, Ci-s

t he%ﬁ%%@ﬁ%ﬁ%}rﬁ txﬁ ]esaaﬁlgrtl hital: 1, %??nkgaﬁ&ﬂ WINC, ¢ cydo-

het eligh, @yes}cwm Chlehléilybdr gag mc}@gng}gple@}ﬂ@dcﬁ ¢ lieopcyl, aminoalkyl,

% {) ﬁ%%ﬂlg%,g{ }%ﬁf? Clﬁ? ?W%rocgélﬁeﬁét&lo Bylalkyl, aryl, arylalkyl,
1, 2p8tefodrgl lﬁ@;awdfyMWI,r’;dianwelkyl dibhendaligt sahgdraficd gubstituted with

i soqui.nol.I ne, dro i rnidine
hex&AR QPW }ﬂaﬁty J;# I Hp,nvgher%m Saécrhaofc said cycloalkyl, phenyl, aryl,
nor pRAkieRfyll U‘Bdnk];ﬁai@%wﬁd’jﬁﬂy pytsstialted witltoaz ot m,orand)stxments indepen-

I m dazol e of sai. i
- Sulg&RHLY %ﬁf‘é\é:% OBP ot m@t?gggf ?J%éh]f‘% a%%ﬁeclt yaggoxy, amino,
Lf gml&ﬁ%?l% Q?iakﬁlgleﬁa@h dicﬁgalﬁf'l W@ @yl amnineeg a]ka]skly?cbnyl, alkylsulf-
ydr oxya cy al koxy, C am.no
acy|ony P17 d halacarncRiiss 91‘9 saéf %{Plﬁgggg?liﬁﬁﬁ%,? 3}%@17 m%n%subsﬁtuted
%?Q%Elﬁﬁﬁﬁ{eﬂ%ﬂpalkﬁm nosul fonyl , 25
kyl sul fonyl am no, ‘am nosul f onyl am no, and phenyl

vvher ein each of said phenyl roups is t| onal

Su55H Peebeceibe HUSHE B PTREFE BB P RO qr{dof formula I
s@leahed llsf mm)NﬁﬁkbGﬁH@yﬁ lR hal pzladrle exdh, m&beﬁdaiﬂymlﬁcted from the
am no, al kyl'am no, a am o —~ an

AP @ﬁnsseana ofi-rreky %m%k ﬂgﬁt@ﬂ?@w oGS aﬂcyl
nmonosubstituted or d| substituted with alkyl, or is
GRNREALASG &neocﬁwehemegjre@éht iRk sHomks 2 cmnphold effbrmula I

or pi perazi ny n still another enbodi nent
tWer iR antC( m@&ﬁpa@eﬁi‘%w des a conpound of formula |

wheraigh R sy 1deb@ENRARhe WhRTeh f WRicR I&ﬁ%}rﬁbe ﬁtﬁh%c&fcem an hetero-
together wth the nitrogen to  which they, att

f or mynipt pHotéraeryl 1R #Lirom e SEoRR FPR4 Iélg Qg‘@-’ﬁﬁ meE, plpendlne,

'”V ind 1 0f3 £ enabibdobuinbEngi 1,3, Bietrahydro-
%%@{%g?@%@a&%w 6506é4 PCT/ Eo 0031013161

- 35 iR quisolnedtetrgbydronyrmédipe, bexaly mg,rp}gaz 1jg,piperazine,
and &, It'ﬁ{ ofing %Eddér i eﬁ?ﬁ%ﬂet gx}’ra%:ﬂ.lz %ﬁH%ﬁﬁa&&l@ﬁE@e gz[dhlﬂf said rings is

consi s , dr OX

a - Gogaidmllyaiheytute&)mtb oak ley Pt @&spr 5 s¢lggt g? gf:rk@qe group consist-

het -
R
al kydmin, am;dqcaﬁnpyjr]ahxhyiocam}agq ymmqq:é{ %—W—F% Wposulfon}‘fl

phe n%ﬂqﬁ L ]ij% 517 1&@)%%0&@?%&&%& ’ana%e]%i -wher8hnkeuth of said phenyl

subs cycl oal*kyl and a phenyl| i
gr ougrpuphs l’o@hnnéhfcshbsﬁtuw weith Qg(q;(prgapx@)groumﬁ@ %endggt% selected from

ore o LR oSSt R SRRt P o, s
t lh‘; ﬁcﬁ@ﬁsﬂd’ﬂm gmgpofs c@luoﬁaw Jkly.homlbamtgtedmr ubs@ui@ thh alkyl,
o o et YA plcBlalon HBAuARLAL 0GR rous.

group selected fromCl-6 al kylidenyl, Cl_6
hat eilloaldtdydrieddmdimer@3hSpryed toatdryibh @gmcqles acgrgound of formula I

C\Yv%lez%%{ ﬁy Hﬁ%\]ﬁ{%e r%llére% a@lag)?%a!ﬁ&{ togéthgr with the nitrogen to

which they are attached form morpholine.

In another embodiment the present invention prcmdes a compound of formula I wherein

R! is -CR°RR® wherein



o
{

al kyl -al kyli denyl, C3.5 heterocyclylidenyl, C3-6
heterocyclyl-Cl .3 allcylidenyl, C3.6 hetero-

woeysgbal kyl - Cl . 3 al kyl i denyl, aryl-Cl-3 al kyPCHEP3N03/013161
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aryl-C1.3 al kyl -alicylidenyl, heteroaryl- Cl1.3
al kyli denyl, and heteroaryl al43d4~Ci -3 al |l cylidenyl,
wherei n each of said cycl oal kyl ,..15 aryl, or

R%$ém@@gyhhg&mﬂm£m&ﬂkﬁﬂ”QI “Wsubstitutedwith one or
gmﬁli‘,d[ f§ LA %%ﬁgﬁ%n%%ﬂg%%@%g &3k %e%?&?}%cﬁﬂls{lﬁQ oF I@gdlécren, Cig

Hacoa kyl anino,” di

al kﬂkﬂnhydrmaﬂah € halkogeikyl, & sﬂérylébiaalt@l heteroelk eterocydyl,

oopt Wi L0 oL, 15 e gt pmtp. .t

ar eaﬁh@fgﬂﬂhgddptea‘.rdalﬁ hytes@rﬂaﬂ(gldphw}nlkyhei qgnm' bCrsalkyl, and Crs

CC? ) 8 %ﬁﬁeég‘%&{ﬁﬁ a 0316 @ﬁ??a%l?yg gl%@ Y Pﬁ&%’l g Erem each of said

aC.\/l:yclc@wﬁ phyoflexcylabkiydteroasd @wysisa@mmallmzbsuwt th one or
aI kwore syes ﬁ%}gg{;sb%%qylegﬁ rsle%cted %nft%gltg%l.ﬂaaédﬂfsﬂnﬁgf @106 alkyl, halo-

cyanoa

C5- sl €. m&@hryimlﬂmeblkﬂanmm xﬂﬁaékyﬂmoa axd/halogany Pr

B BBy Peestes ot o g v e SR Rbb igelglidenl Cis
W' t he‘d@ﬂiaﬂcyﬁd@rl @ssatﬁdlmhﬂixﬂbnw@ m@hﬂi@"‘ﬂhﬂ@@mﬂ Cs.5 cycloalkyl-Cy3

het éﬁ%ﬁ@gﬁ“ﬁ ﬁ}ﬂgerg ey %J l—gf éﬂ!}l}(};l?&engl Cs.ghetero-

roup ‘cons ARILSL aﬂ@}ld%&m}ia lrrdl%pﬁ@ﬁémmfﬁe@ﬁﬁﬂ%aﬂwbdﬁltyhémteroarjrl—
gxy (’pa ﬁ WFW&W%}%Q%S? p]&wﬁ% !l H%F%% eac%(oafl K cycloalkyl,

cy 3@%31 I cﬁ%éjt @To@ésﬁyb tikh 01 ylhbstlttﬁle&‘wh&wﬁe@m mhmyubsﬁtuents in-

an a ogen each o g S iS. _

and el ogely. Gnd cach o 8 020L00-0T RS, {3ing lipine, i

al k)éjkya%nwa@lﬂq]aﬂ&eﬁaﬁen t oget her W t h the n| trogen to
ich'they are at fached form an

R eor £ e ge SR OB e PRGOS SRS fapm 2 cvelo-

pyrr. Re Eila g ne honopi peri di ne,
tet raﬁﬁ% rop@rﬁ%cﬁﬁel oqui naol i ne,

r ahy tﬂr
R2a81 R- tase mhw}e@mdeg@a e ﬁqﬂidf e group COIlSlStlHU' of hydrogen, Cis
tetr oA garboryaliyl, acyl, Cyscyclo-
80y SO D BoRIy d ooy g i @arboxyalkyl, acyl, Css

pyr az i ne, imd oI|n

I ne e
pyr rﬁ&iﬂ’é CapYYCg\QE&FY Cranlkyl gi -Gz 0ic® a2k 1-pleteroaliyl amino-
rin %nuf?@éa &F@i 41 d%?&%aﬂl%f?@@h@ﬂeﬁ&y&ﬁﬂeh@ﬂérd@ﬂﬂaﬂ 1, aryl, aryl-

sub ‘uent’'s s

hyd raﬂg@l he‘cﬁx@r}ﬂahﬁyqoaryﬁa}gﬁg&;ﬁg%gﬁqyo Lc{%h%o n];(IZS ! a]lcyl 5 13 alkyl substi-
al k qéﬁgdﬁ’% % tg%]gf%%%%&hlgrl ahyh ph&&Y be g %@%x@éﬁﬁ%@ said cycloalkyl,

PCT/ m no, ~am’'nocarhony
am noeaylbomy bahitytoard ghiups G%Q’Iﬁ@ﬁl %ﬁhqgtuted with one or more substitu-

am no; Ui}ufi denﬂ}ﬁéei%eag{lofr%&}é'o%@l Snsisting of Cy.s alkyl, haloalkyl Crealk-

am HOSU amno erei n"each of said

phenysy, argm@uékﬂmmﬁxa&w%myxommaw b @74 RORHRINGy allylsulfonyl,
fror € SQJF&%IQ&&% %Bﬁ dentl %ng %L&C\Jf%ﬁdfahgﬂb of iR iPbf¥dnally monosub-
hal oa COXY,

k
di al dtgtﬂltadbndl,su}aam(duﬂqém S 5 akyamrno - o
\?mlﬁ@ u Bgﬁlﬁsﬁaggﬁ iQnaLl *)61‘&&%01‘3 %rf Ut ﬁ{e %é%ﬁé& fHr80an hetero—

oP 1S contained®in a pyrr ol Vi di nyl
pi pesyiciil m;dhe,temmrr;rbhng palycted form phperap |tny$1stgrgﬂf@ymohdme piperidine,

: ;tr Iol %gé];? tggrg Hﬁ?ﬁ%ﬂ%‘%ﬁ :ztdtﬂne P 5%548%1 géﬁ%ﬂk{m%ﬁne 1,2,3,4-tetrahydro-

CR%@meiﬁfeetanrahyéropyruméme hexahyd.ropynmldme, 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-




R is to Rd and Re are hydrogen; Ra and Rb taken
together with the nitrogen to which they are attached

woio%i;ﬁ@o@ﬁ het ero- or heteroaryl ring sel ected HaTaER20#3¢13161

group consisting of pyrrolidine, piperidine, cyclyl
honopi peri di ne, tetrahydropyri®ine,

1,2, 3, 4-tetrahydroquinoline, 1,2, 3,4-tetrahydroiso-
qui iﬂﬂhbﬂﬁ:mﬂ@hﬁ@hyﬂ ampyrcarhocdylﬁﬁtyl i)/irﬂlﬂﬁ’ dryjgosulionyl,

BBl S e v
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NG b Sis I@Ibhﬂl}addbynmtddswﬂt sk mbtderoves ingeppdently selected from
SUbSt I u?{r}}% l N t e om d he:il{gyflgrﬂﬂ-] gﬁﬁ%yﬁatrﬂlﬁg Al halogen, and

aI | &Qﬂ)é@lsdﬁ ﬁblnﬁgﬂdﬂ@aismﬁmndhwpnanﬂolsmtﬁa@r disubstituted with alkyl,
am nocar bonyl am no

k ol
ami %éé?%féﬁw 4P ADHEO 3 ﬁé’ggf gﬁ’ylmorgﬁj leﬂlsulpfl%em?nyl srote-
am no, am nosul fonyl am no, and phenyl, wherein each of
sicg ﬁ%@ﬁ&leﬂﬂf&l&tﬁ&ﬂ e ppisticimtenyiof Grevest commsgndiof fprmula I
one or (pgp% i ndependently selected from Cl-6
#hrspin R I’@gl SyMWhEESR 6° ) koxy, anino, al kyl ani no,
gyglguiaﬁano and hal ogen, and each of said anino
%; S is_~optionally nonosubstituted or disubstituted

Bfkryﬂl hydgegeps contained in a pyrrolidinyl,

@ta pﬂﬁrd' " flen (BB tﬁ&%&mﬁem@@a@m tpevtadi thyy amg rittaphetliform an hetero-

anot her enbodlne t resent inveptio
pyadwtiod égteao récnllp c%%sxwﬁle nggraﬂdme piperidine,

%Rgi%ﬁg eglté?ra deo?ayﬂ}ﬂﬁfeog,@ B4~ t@h‘aﬁyc&b@alnohne, 1,2,3,4-tetrahiydroiso-

r a X

Lok i e
ecgrﬁﬁglﬁl%(ec 1?‘1 Pﬁ%ol@ 195& oA ida@de Gvhere each of said rings is

aipllﬂyi?:ﬂyamivbt}tuaﬂmﬁh r@;q: or W@f@;‘%g&}l&n‘g& lﬁ%{:@@%&%ﬂ tﬁfe groulp consisting of

gﬂg i u}tw 811(\%? {hﬁ%ﬁk}@ atko Nebyall§T) Arrfh oaBeyd| eyl acylammo,

cycloalkyl and.a nyl B
@lmupqare@lwmmpnarbanﬂalbﬂ @,tamcg%wm@q > i ‘94 alkylsulfonyl

| Sa[I]%PB,t i Eglﬁlﬁd'ng@areﬁﬁ%r Wn&ﬁwﬁ@ki@é@h'ﬂ sdfdd ?H&hyl groups is optiomally

ubsti t uent epe y
sebeittied Wifloome emgragroupoinderindeniy ei@fcte%%r ;dﬁg]ﬁqﬂ haloalkyl, Cis
Oeﬁlgoal kr;é]ﬁ]ioh 3]115 : 1§tﬂi{boanc§h$ﬂ}ébéﬁhﬁ@each of said amino groups is
hal o

gen; and R nd Rd are t%é. idinl,
rrioﬁoﬁldrst[tta;e@l Dwéﬂsebﬂhtlgtﬁdgwpﬂag@pyé&r SCOPFARFC. gPyrrolidiny

i ek @F%yﬁoaeﬁ%w SBfbE ey el G0

cycloafcyl C -3 WD 2004/ 050634 PCT/EP2003/013161 d gg dal
aly g¥llanatee yhibddimpént E3pBsiné imsientye IPW‘F%E‘@ gypmpound of formuia

ShRARE gl s, st

de
‘aRShls hﬂlm%exa,l oyl allgl, by Ricdaalidd, Ch wabyh Co %ylthmaﬂycyl heteroalkyl,

DLk RO S e, 0 s

30

0" oURlEy LS, £ipkyloasl byl Agbstet e s bR EALT P hSBIG, diphenyl-Ci
LR d : f group,

SUbSLUL L. HSPEIRELLY, B85 ot Lam s sl oy

di al kytem aeh drdd ch@id)ajlgﬁnphehlyﬂ sityl| dr bgﬁ:mqqr@rvroups is optionally sub-

embodirent the. present HNENt Lol 4L 5SR- Lo group con

sisting of C:.s alkyl, hialoalkyl, C1- g alkoxy, ammo, alkylamino, d1a]ky1ammo and

halogen; and
R and RY are taken together to form a divalent group selected from Ci.g alkylidenyl, Ci6

35 heteroalkylidenyl, Cs¢cycloalkylidenyl, Cs.g cycloalkyl-alkylidenyl, Cs-s cycloatkyl-Cys



wherein RlL is -CR RdRe wherein R is -NRa Rt" 10 Rd
and Re are each independently selected fromthe group

Wogmﬁjg@;g;ng of hydrogen, d 9 al kyl, hydroxyetky#2003/013161

Cl_6 alfcoxyal kyl, O _6 alkyl thi oal kyI het er oal kyl ,
het erocycl yi , het erocycl yl ald4a71, C3_ 6 cycl oal kyl ,
C360yOOaIkyICISaIkyI d|C36C,ycIo kyl- Cl-

leylidad] Cs. @fetér&fyklyhded'y’h@rs beteydcyclifeCer e ('équhetero-

AT Y B oyl B s, horeroanCas

ARyl Eét&o@ﬁ}@djlq@fclgallc@hdﬁlyb yHeozah kadh, of,gﬁéﬁyq o 1, aryl, or

: I het i | ]
AR b R e e e Afiendently
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I RBdtisn @ QHRyC BalS) 1; Qgs i oxlarbinal, m1gmm|d@ékyp@}mo, and

Cl-6 al koxy, am no, al kylam no, di al kyl am no, and
hdbggen; or Ra and Rb are each independently sel ect ed
fromthe group consisting of hydrogen, - al k

Qﬂpﬁl\bﬁllér%ﬁibodﬁlﬁﬁ Rty sdveytion @ﬂ(}v@d@lak:ytrmop@épﬁgmmula I
car boxyal 1 cy] ., -6 cydo- 20 alkyl, C3-6
@P@’Ieﬁhmﬁl CéRE\ HI(‘R’S?IH di c3_6 cycl oal kyl -G _3 al kyl,
&1 6N‘I§‘T}€*Oa| lcyl, ani no aI‘I cyI am nocar bonyl al kyl ,
CX;{E %;;rfﬂeaélhg%?g?en%? fronﬁ g%etegeréwgﬁ t&]g o‘f}ﬂfdrogen, Ci9

éjk}@ f@ﬂs\é!lco%ralﬁyl,@zlsswﬂcylthmﬂl@l, bf&t@adJ dﬂy}ﬂ heteyocyelyl,

;tf gfit{t{%%ﬁﬁgﬁ]éﬂﬁb ?Eag W‘Eﬁ@'ﬁ gXFiﬂPﬁh}W)( glﬁfﬁw?gﬁ Q%ﬁﬁdo‘ﬂk}’l'q 3 alkeyl,
ar y 7Ly BRI ELARLA Zgylﬁ[e@éftﬁ jafkyD @hb@ﬂakﬂyd@u?ﬁmﬂsﬂkﬂ and Cy.3
wi t A6ne! or ' fror e subst i
sel eBiybehbitioned Wk §rHAC apgiq?lﬁ&ﬂ ﬁ)éil%érgﬁl}% Wherem each of said
hal o él{)zﬁjﬁrl he 1— |d§?x§ﬁéro oRG1psat Kp‘ﬂlﬁfﬁlﬂ?@abstltuted with one or
di aI h% roxyal | cyI

I I
sul ﬁmmlsubﬁitkmtgmdﬁmﬁﬂe@ egcy% e o%rgnﬁggéésé%ﬁ O%ﬁl 6 alkyl,
L taintl tiklode
sai %ﬁf}}%{}gt@ggmﬁm W&P aIlgrﬁ%hM & HRAIQE RS taintl ik Rgerg 0T

di s In stil I anot her emnodi
tHj‘eaIp)i BY et eacﬂwacﬂ@egﬁezpl’y eeled ﬁgrrbmcwmf%c ?ﬂ%@:?gen, Cio

3.6 dﬂ—
N Ty, CR Rt CL INI‘EQ%I”“@I@WEYI b ey

nit raliq st eryatbillsi-Cledpvhrde Cats @y CpHbrFipalr amm;
R aryl, aryl-
5y D A gt

are attached

nDr Rifiof, Il‘ﬁ:&ro:hnyl balerewy adylnprmy: aH@r pirert-Cup ﬁngncl s allyl sub-

g e 1B36f said cyclo-
T
Intryl, e hpreeseygrounséneninmapy 64k e
ggﬁpﬂhﬁgdj;ﬁ?f grj ﬁ b tgg ﬁgthla wnsﬁfmg of Cy.¢ alkyl, haloalkyl,
PRy S S Frod/

het one or

- mor eCs syl aneitos aJIc;Idmm didilpipos BT EBUh GG Agiamine, -

group.consistJ Bk kX ¥Ym@fhroups is optionally
hal Pﬁﬁ&%@gﬁ%ﬁi E%h(%géb angées?g%t I nvention P

pr ovindassid saanpbondsdfstifedmlth alkybel ected 5 from

. 7-(2, 4-di chl or o- phenyl ) - 2- et hyl - 3- (1 - propyl - but - | -

in sn?ﬂ anoth de?:%?:'lb%dﬂ}é%{&ﬁé‘ ﬂx%génq Gtvention provides a compound of formula I
wherein R is -CRRRE or ~-C{OYNR®R® wherein R is _NR¥RY"; wherein R® and R taken
together with the nitrogen to which they are attached form morpholine; R%and R are
hydrogen; andR® and RP taken together with the nitrogen to which they are attached form

morpholine.

) . 2.
In one embodiment the present invention provides a compound of formula T wherein R” is

Cygaﬂqi



2-met hyl -3-(1-propyl -but-1-enyl)-7-(2,4,6-trimethyl-ph
enyl ) - 2Hi ndazol e hydrochl ori de,

wo 30048s50¥84 hox) r - 1- met hoxymet hyl - propenyl ) - 7- (Apfmm'mmizjm
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- et hyl - phenyl ) - 2- net hyl - 2H- i ndazol e hydrochl ori de,

10 -38-

[7-(2, 4-di chl oro- phenyl) - 2-net hyl - 2Hi ndazol - 3-yl | -di p 5.
rI@rB}ylle eﬁmoﬂﬁndﬁytdh@pﬂ’eh@n lm:kentton provides a compound of formula I wherein R” is

rﬁ}r%%})x;{er I ]I(,] cﬁf |‘11t8% ééimgala%ﬂ b5 2bF hBAazakidei ddependent-

(lgsémmymﬁhhgfdup[czﬂﬂﬂiﬂgyde-a@ﬂﬁYﬂ Gasaliomeatd/alggeeny| )
Hindazol -3-yl] -propyl-amne hydrochloride,

(3 Sheetiorons de B hRieRgP BReyT R STRSRd s gts ] et
-Rfhne 15 hydrochl oride, -

B )

SAtedhyil B-Anp 2? 4BEfi~h—)eh y1)-7-(2,4,6- tnmethyl—phenyl) -2H-indazole hydrochloride,

S AT Y g ol

2 rmhﬁagz&e(kgr,dﬂo&ﬂdﬁdenet hyl - phenyl) 2H i ndazol - 3-y1] -

gﬂr??&yélsé{cgio?%h e é)—ﬁﬁiﬁ%{%ﬁ%fm%aﬁ 3[‘,§ ﬁ%{%ﬁr q aceé h}?drochlonde,
(& '—ﬁle@hﬁ'l '71(@311 A1 mBIROTHY A Oy FAH eléz0l- S%yﬂﬂpre;qﬁmnﬂne hydrochloride,

d -
2 Z&%M‘%@eﬁﬁwmﬁﬁﬁéﬂﬂ ‘yhog) Y 7H40d370l-3- 7l pRopyl-amine
oxyl h ré&ﬂ 1§é/C| opr opyl net hy| - 25 propyl -ani de,

cycl o&;;@ﬂq ogcgte?hylﬁ}e ﬁmggyh d (8 M tfl%ﬁ&WLPhVa )%Tngg%zagg)yl -amine

[7( Ae,2- rrethyl )rf|d|n3y|) 2- et hyl - 2Hi nda
.3 tri- fl
o It b LRSS B By i

lic nmet hyl - pro Iamde
7- (2@%’. Cfélé“?g&gﬁ%ﬁ )-g rrefh P 211 ndazol e

I ﬁum@rﬁnbﬂyl{@—nn@hﬁ&k%@ﬁﬁwﬁh;&mhg@ﬂ) -2H- mdazol § iﬁ) prcypyl—amme

trif
7rl(zlcrk#ﬁldﬁ§%ﬁ%%r§%8%ﬁal%éh 2- et hyl - 2Hi ndazol car box
Pt

Dl 7y fianeTi pby i) 98-l SR EPRO (iophea-2 ety

[7(24 |y 2- met hyl - 2Hi ndazol - 3-yl ]
- mor PROTG E‘ Cm%giﬁgﬁré WO 2004/ 050634

PB?EA(EB@G@@K&E&M)}[Z ~mRthylr7 ((2-4 6~trimethyl-phenyl)-2H-indazol-3-yl]-amine
4-di ﬁh phenyl) - 2- et hyl - 2H-i ndazol e- 3- carboxyl i c

aci d™¢ %8 pyl met hyl - propyl-am de trifl uoroacetate,

- Z—methyl—Y ~(2.4; 6—tr1methyl—pheny1) -2H-indazole-3-carboxylic acid cyclopropylmeﬂlyl—
7-(2,4 chI [ 0- phenyl ) -2-met hyl -3-((E) - 1- propyl - but - |

- enyFj2 37 &zol e,

[ Zydidpropyinosiyyl A2metthyl7-(hésytrimEhyhatiepyl) ) l-indsaglot-vigagjhyll-propyl-

- %IJIP R)Xiroglﬁ]onge,hydr 0-

[7-(6-methoxy-2-methyl-pyridin-3 -yl)-2-methyl-2H-indazol-3-yl]-dipropyl-amine tri-
fluoroacetate,

7-(2,4-dichloro-phenyl)-2-methyl-2H-indazole-3-carboxylic acid cyclopropylmethyl-
propyl-amide,

7-(2,4-dichloro-phenyl)-2-methyl- -2H-indazole-3-carboxylic acid bis- (2—methoxy—ethy1)
ammde trifluoroacetate,

7-(2,4-dichloro-phenyl)-2-methyl-2H-indazole-3-carboxylic acid diethylamide tri~
flnoroacetate,

17-(2,4-dichloro-phenyl)-2-methyl-2H-indazol-3-1] -morpholin—é:—ybmethanong,

(
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Py

Pl

5 chloride, (2-nmethoxy-ethyl)-
[ 7- (4- met hoxy- 2- net hyl - phenyl') - 2- net hyl - 2H i ndazol - 3-7

wolhog@oeny! - ami ne hydrochl ori de, PCT/EP2003/013161
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cycl opropyl net hyl - ( 2- nethoxy ethyl) [ 7- (4- met hoxy- 2- ne
thyl - phenyl) - 2- met hyl - i nda¥bi - 3-yl ] -am ne
hydrochl oride, io

7-(R2; dkchﬁlormphawlb - el PY-pdpsiniicarhoptlicackhyicloparrimetiy!-

)-2H i ndazo | ori de,
Zyzzpﬁ??s% m}u%ettr %%98%% 4-di chl or o- phenyl ) - 2- net hyl - 2H
7+(9¢admﬂ039-vh¢nﬂ)lel‘ﬂwhﬁdﬁ“{(iﬂéf1-mm16@ﬁfb¢m7@)e2ﬂ~mdﬂ01e:

pRET e S T

15 chioride,

kigé) é}éfﬁ%hﬂgl Egﬁ% 8%%? n%rl zed{gﬁtp?%ﬂﬂ? IZ"thtﬂ?iZ?ﬂ-I ﬁdﬂol-‘_%dy}l] -propyl-

[2 ﬁ_‘ﬁhﬁl@lhydloc(ﬂorﬂdeﬁ timet hyI phenyl) 2Hindazol -3-yl]-p

T e e S S el

-3 yxhdaz@I@@'MLazﬁﬁbh ehibtider o- acet ate ao

7- éG HE% %}BX’%’ éﬁ?&ne’; %ﬁeﬁ%ﬁér%@ﬁ }? hsr- ial’ﬁaﬂo@ hykrochloride,

‘1’527 bl Ah 1By Hy M- ehloro-phenyl)-2- methyl—ZH—mdazol—B -yl}-propyl-amine
513 ((E)-1-propyl -but-1-enyl)-2H i ndazol - 7-yl ]

-py@W P 1} am ne trifluoroacetate,

[#c15B ? &hﬁ%?"tz@ &iER16RS-PYéryDRE Byl 2K imtiadled-yBagthil]-propyl-

propyl bi azol thyl-amne 25 trifluoroacetate,

(3 AiperEuHiog 9“%@%%yl)

a(mtﬁﬂeﬂov&zp}én IOLmB‘@lﬁfhmdﬁﬂﬁﬁyB)ﬁ]Zﬂipt@}dﬁ&mmahydlrpe:hlonde,

|- amné trifluor e
(D) b G ghyf Db &%?aﬂoﬂwpﬂ-mq}hwﬁﬂ)* |
- 2H ndag &hgnﬂhkﬁmgg@hﬂer enbodlnent the present
i nvent1on ovi des a pharmace tion
omert 01 ma - o G eSS L P B e eSO aine trifluoro-
Iea§&1gﬂ§ conpound of formula | or |nd|V|duaI i Ssoners,
racem c Or non-racem.c mxtures of

phér- M@Wr%meﬂyd?y@é@p?t—gﬁf?en@g}y{ -3- dqil)e}. é)é@p}rlqwt—l enyl)-2H-indazole

adm %ﬁﬂ W ih at least one pharmaceutically
' table c

acce afrier- |In another e i ment _t r.es
il d# oyl el - GRODR G TGYR- SbhegeL | Y-pyidin-
hav'fgl}%ﬁgﬁ%ré&c@fa?& that is alleviated by treatnent

Teceptor antagoni st,_ which_35 cq

al@rinaibyt-Er(Rdep- tran@hﬂrpl@ngnt%%@% dagolt hrell A eny IF%&FP&E ylmethyl-amine
effe%%@ nt of a com WO 2004/ 050634

PCT/ ég§¢g% 161 -40 pound of formula I _

| (ct-dirgeibrst b <2 b -2 oAb Ak 1l propy
|soner§ﬁt8ﬁu%§ggﬁﬁggﬁytlcaIIy acceptabl e salts thereof

| n anot her e ment the present invention_provides a
r@{(héeﬂlﬂdord-p]mnyl)f?gn:@ﬂgirﬁj-@@{phohn é—yhnethyl -2H-indazole.

In another embodiment the present invention provides a pharmaceutical composition
compaising 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 pharmaceutically acceptable carrier.

Tn 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-




havi ng a di sease state that is alleviated by treat nment
with a CRF receptor antagonist, which 5 conprises

Woﬁ)??bﬁkﬁterl ng to such a subj ect a ther apeut ircaltR003/013161

ctive anount of a com pound of fornmula | or
i ndi vi dual isonmers, racenic ordthon-racemc mixtures of
i somers, or pharmaceutically acceptable salts
;idiﬁlﬂeﬁffomxnﬂﬂ ef imdihéuadi®esse rateatiecy %O%@C@%%Wwfmmm’ or

consi . stin bi as, stress-rel ated
P}fai“ﬁ‘ég%@ﬁﬁlyﬁ%?t%%%ﬁ%g}s%gat| ng di sorders,

general i zed anxi ety disorders, stress-i nduced b
Basiotod sinds thinnalt ﬂdmscfesmxtum@ngpn peeMiduegerbod fortagafipga subject

gl Seases. 2nd antagomnist, which
T
ﬂl&ﬁﬁd@ﬁlsttrﬁlﬁg tadiuniga thig e&metﬁerapmtmaﬂjoeffqﬁ@e spapef a com-

have t niti i.ven bel ow..
@{%@gﬁ@@ ;QI‘ nggﬂaﬁgﬁ%qnﬁerﬁ é:Fi%el;rmc tgg Sgﬁ gﬁ%ﬁcmnﬂxtu%s of isomers, or
féﬁ‘ﬁh&@éﬂdcﬁﬂy ac@egitable Saltsaeneof) nheratd trestiscoscome prsclgipd from the

gast one'
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g&i};ﬂﬁe&'aﬁ% Gis@f&h@@ﬂ@@ﬁhﬁu&bar@smmtefhml;dlysfaselowemodegene"
ef1 ned herel nabove" refers the first definition

pte diseases, Ang RENIOREEhIaEdC d]&%@ﬁ ption of the

Invention. The term "al kyl" as used herein neans a

NQY gtheRtsdnbeansh ﬁmoaﬁncbfeam@ hed igahiyrAppldation, including the speci-
hydrocar bon radi cal nsi st ng ]g)l ely of carbon and.
fyatiopgra. e avﬁg%ﬁc}?énfti‘%gb BPW-20 ten carbon

at ons inclusive, unless otherw se indicated. Exanples
%H‘a)éé “afi“gad Sntithas tetd hebdih réfes toohe bi motredf thet entity; e.g

et hyI propyl, iso R I SO-but th
@@mp@m@/:re erE i PR ppTe C Oﬁ%lh‘f";ﬂ% %ﬁhﬂsﬁrm“ TP e |‘A*5k8”"c11 ©
Th6nslg* [Br gt dithrel QWY “adldestlone®tar ise tsod antydhangeably herein.
group avi ng fromone to six carbon atons. The term

ene" ed herein ans .a div n led
Sheinbeme Fede SRt L EEOa T St o S il AR IR e Detale
?ﬁgéﬂlﬁdn&qﬁghﬁ,@ﬂu@ﬁ carbon and hydrogen atons, having
romone to ten carbon atoms i ncl usi ve, unl ess

coﬁt%hl;ggrvr\gl ﬁ’cﬁ]ﬂlﬂ ngslégsgé g]fe;q,%(:tae a? %o%%%a?ﬂ?%@ﬁéan&?% fﬂaﬁcﬁé@l’saturated
gfyﬁ?#a t%ﬁa%cﬂeédﬁéisﬁ%@ ?z’d)l@]jrfbf ﬁ&bﬁﬁtahgl [hjrdmvep ytoemﬁe having from one to
e ene, pentylen ex
The cqrgprmatog]lq 1@@;@@1% é}é] 6588 eﬁvgls%%ﬁh%gegh ?gxgmip &5 a]:ﬁ?l rﬁd_.%cals include,
mec L6 b l&daco,l 005, of @iﬂjﬂ/ |pr61ﬁjg E Asl, 1s|%(—1mt¢t£ sendatyl, fert-butyl,
herel n. anp es O [adl C JJInC u
SII %‘6?&‘38& {/e erg ﬁca a]ﬁ?l egroup

nontiti mheed apd thedden 6»“ w@{l hOWgK 8L
lﬁ&l@ﬁ? é/%%?g@gggg%gna%gpzoos/ 013161 -41 The term
O

cyc as used herein nmeans a nonoval ent

saturated carbocycljc radical Si.S f.o
nblrastermi négylelaeh @sﬁ}@@%hegg%e%@éﬁﬁ ‘JE%F%]O ﬁed A& 29 hed saturated
h%()%Q&%Iﬁaei‘Eﬁl conlaﬁ}ﬁhfn Qolélﬁr%ﬂbirhbﬁ endl aﬁy&srcghm amalnsbhmung from one to
ons i1 nclusive, unless ofherw se..in t E)gfa _

ofen cexpoh @@p}:kgﬂnciﬂg@rp@g]lgss oteargs chEﬁteaac}g}. eﬁ aﬁ%ﬁe%@ radicals in
t 81111& p A0 &QE%PMM‘[EQX@ |:08H¥he, cildrepgitipylene,3- methylethylene, 3-methyl-
cycldhept yr, I'i ke: The.term. %F';(tltm ed
cymwbn%ﬁeﬂnfdsﬁwk@@ H‘F§FYé¢l’r?= hesir@e g %ﬁ Bal kyl as
defined herein, in- .

The term “alkoxy” as used herein means a radical -OR, wherein R is a lower alkyl radical as

defined herein. Examples of alkoxy radicals include, but are not Iimited to, methoxy, eth-
oz, isopropoxy, and the like.

{
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o

el uding one to three substituents, such as hydroxy,
cyano, |ower alkyl, |ower al koxy, thio- alkyl,

wo B@liRsoshpl oal kyl, hydroxyal kyl, nitro, al koxymewrme§d/q13161
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am no, al kyl am no, dial kyl - am no, am nocar bonyl,

car bonyl am no, ami nosul fonyl ,-4nd sul f onyl ani no.

Exanpl es of to cycloal kyl radicals include, but .are - radical
TMBE terinTichdalkog” s Baset hyteywratumonamlRH GRS GRHIRETHC ™

3-chl orcycl opent vyl _.and y 1 &F¥An and hydrogen atoms,
SRFEGET 891 o1 29T crifll %é%%“}%‘é@?ﬁfnomng%f@? Fadical - e of
hiRiR: fronhiérei to eight caban aginksyihdneve, Hals ?Wa??dﬂ%caﬁeé- Egampies 0

cycl oal kyl. or. subst.itute : LC 8l @isutyl, cyclopentyl,
atielen i i S R B e Tl
Rebneslen, Dutthatike.not limited to, cyclopropyl nethyl,

cycl ohexyl - 15 nethyl, cyclopentylethyl, and the |ike.

The term 'cyc) qal kenyls. : I . 1 as defined herein, in-
R s o
CRITSHSEANG tBfce GriBtiONenny swrhras hydrosmriaro TS @iy I @figpy, thio-

B o

Ex388)| £sinefarbeyd) abdoehuytine,atiinahdfone rbefoprrar e Examples of

not limted.to,.cycl obuten-l-yl. 1 k-pelr@feyclohexyl
Fyclepsylrageals W@%&%a{%ﬁ%%? %egttgﬁg%@kgggpk%ﬁﬁl y}?s" as

S Figp&tiRadshd Hee. cycl oal kenyl as defined herein,
Fﬁc agfngpone to three substituents, such as hydroxy,

X i&gﬁp E%{\Qﬁﬁaﬂsgﬁg ’i’a\gﬁg% %réﬁﬁéra&g Q'é?(ﬁéaﬁ Yhrr Rl Bein R’ is an alkylene

oxycar’bonyl .
ani Rbgl,’ aliﬂ Ky{salfﬂyﬂ@gﬂcylcﬂra?kyﬂuﬁtl H(ﬂn;aéoaﬂwil m%@l b“o(iﬁ ﬁ;ynp& herein. Examples
car bonyl anj no, .and nosu n 0 thyl, cyclohexyl-
i cedealpaliyadins é’“‘m&r g‘é%é%‘.‘"%ﬁ%% Jé’é o}oi’gb SPrtared oY
cYelolkasydnrpatiical Sthietikbude, but are not linmited to
3-ethylcycl obuten-1-yl, 3-fluorocycl ohepten-1-yl, and
the like, The term"hal.ogen" or_ "hal o J et 8irBocydic radi-
BRI 67 f&’é’{ %Hﬁr%&%%ﬁ%ﬁ a%%ng?’a&%&c}#é%?‘édo, and
COTRh AAHRNS ohb 8f Roke The, uel contisdhpaildly bf caboneditydrogen atoms,

herein neans a | ower al kyl .radical .as ' . i les of
shiveng from g toden t;aﬁg%g,to\éﬁéﬁl%mbvrﬁ:, nlesd ogﬁgérkvgbr%qnna{)ﬁr@ég@& Examples o

h]?;b:ﬁ%ﬁ&ngf QRS deld Peckrbeseimitedboacysldmta-1yhicpdopenten-1-yl and
al’kyl radicals include, but are not limted to,

1tt@ldief | uor opropyl, 1, 2-dichl oropropyl, tri-

fluoromethyl, 2,2,2-trifluoroethyl,

22%, 2ok s G RERE LRI alk A1 tb esddieecin WBapoTH/ (ySiogBenyl as defined

P

EP2003/:013161 _-42 The term "aryP " LCatierl, 1
ettt LSRNy B AASRA s v
o118, Fhiohikyl, hAIG, 16A6 060, 1gidedyalkgly i, alikokgagtonyhemino, alkylamino,

aromatic ring, wth the understandi ng that-t fonrvlamino, unless
b PR Bk WAt b IRz, S sulfonylemino

arO(Elb %t ! ﬁ.t Sgtiﬁ&é&_&e% The: é,é|tof tsﬂﬁtititﬁﬁbd tgloabetiylondickly incude, but are not
substituted independently 0 0 r :

s drbusimdttgé"n-rtbﬂgml@&lft%lﬁha&ﬁﬁn%ﬂfﬁ%WCPO%éP{*’rBTrig‘élre ?%%F:fe fike.

hydr oxyal | cyl, heteroal kyl, acyl, acylam no, am no,

alrl@/el ] ﬁgﬂogé'nabk%ﬁm Hused Birvl h e theatakjcaslihgriopyromo, chloro, or
al'kyl sul fonyT, al kyl sul fonyl oxy, -SOZNR R' (where R
ardd®angrcem 'll?ﬁﬁ’é’ﬁéﬁ%fé‘?ﬂﬂ y hydrogen or al kyl), al koxy,

hal oal koxy, al koxycarbonyl, carbanoyl, _hydroxy, halo,

1 Lo G YR Qalkd b Ouse FBERI @BEGI0x Yotk tiditane défey hevein substitu-

ni
threg ir? gr?y%éslit?oan x!\n)’éh ter,? or more halogen atoms as defined herein. Fxamples of halo-

alkyl radicals include, but are not lirnited to, 1,2-difluoropropyl 1,2-dichloropropyl, tri-
fluoromethyl, 2,2,2-trifluoroethyl, Z,Z,Z—trichloroeﬂlyl,. and the like.



termaryl includes, but is not linited to, phenyl,
napht hyl , tetrahydronaphthyl, 3,4-nmeth |o

“K)thngﬂgpxyphenyl 1, 2,3, 4-tetrahydroqui nol i RCER2003/013161

, 3, 4- tetrahydro |squ|noI|ne 7-yl, and the like.
The terms "heteroaryl" and heﬁ%Toaronatlc ~as used
herein neans a nmonocyclic or bi- cyclic ra a]P dical of 6 to
Tlee k@n i and’ at ermn&t@vam@eedther%aeaaﬁ%ﬂaﬂe Fef IFFFE‘C tadic

D8 AL DSORGBt 1605 oI EEmEdiMinOFE! B8k standing that the
e romnitragen, oxygen, and sulfur t he

imm@mt @fﬁﬂl& af:’l eedinb bmgn e AISERRNGARE bR aryl radical is
ﬂ&%ﬁ@ xﬁ:,s‘uﬂgg én'a%ﬁﬁ%%mﬁ%%&nwe@ﬁbs%&&&%e1eaed from alkyl,

be on an aromatic r|ng ﬁ {amino
amino,

lilﬂbzﬂkyiﬂmdlroxyaﬂql hstencpzﬂkyrhma}fll. YA D] atrmr’@da

| %‘?ﬁ%x %ﬁsggﬁk@zﬁqk L’l?}ﬁ Folﬁ?' er 0 tI@‘thﬁEl‘aéc'l}; and R" are
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ﬁl@é @iﬂeﬂﬂy hadrope oﬂlﬂk}ﬂ] aﬂuoma haﬂ]aﬁ{dxyyd]]mﬁyﬁm ooyl carbamoyl

EY &9 i éﬁalql;yl sul %&)r/ﬁ%%ﬁ | \?ﬁg%&fﬁtbﬁ%dﬁxy More specifically the
te@ﬁll qﬂgﬁ&&ybwdﬁ@mtai toabhydlﬂ nz2bthgl, K’cjxqbydronaphﬂl}fl 3,4-meth-

h%lfu?cg m@?&g% 1,5,% yca %}Xl ‘%‘P@ﬁ%‘?%bgfﬁ%?ﬁ% %ﬁgﬂlohne— -v1,

Examelige. of heter oar yl noi eties include nonocyclic
aromatic heterocycles having 5 to 6 ring atons and 1

gfﬁ% f%‘fﬁg}est gétgl‘g’%%f M@ﬂ%dgé% Iﬂd nllg‘»?& Perle n{ﬁn%zﬁg a'Ronocyclic or bi-
Bydiilc iy of b &6 8nythg aﬁohtséﬁying dtﬂﬂast @rciryiatic ring containing one, two,
I's ot hi azo

6% EESE 1S LW?%%%’%Z‘?&C%JI Zg%:n%%y gje ,,gfﬁazsgjféﬁl the remaining ring
defhaisdih 9g/ &5béh)eFigothe uﬂﬂ@lrsﬁlnd;t@ that the ettadhimennpiiet pEe heteroaryl
havi ng to 10 rin ato

Hedigal @xg]ﬂ BERT 2B AT iq es! a[}-tfgfl:rogry}]%{lg is oét%n%]y‘ substituted indepen-
RERZPTHE 3R¥ br nid2t Elﬁﬁﬁdieﬁfsaeléﬁtedffmﬁlaﬁlﬂ&bﬂ,, haloalkyl, hydroxyalkyl hetero-

I sobenzof ut anyl, henz I azol en20| v4 3
@m@ﬂnw@mo R a?lwtfaqvéﬂ& Hebrghs, SRNCET ATy, dlilsult
Qikzﬂmlfonﬁ@ﬁfé SN NEERT @ihee RUHATR! arﬁ yrhdependenﬂy hjrdrogen or alkyl),

7

tetrah
bﬁwzvrhagr%ﬂg?y}vi s S s P R bB Yy frong o mett-
Sr?efn Hﬁ&"#'g?&h?;lgge&laﬁ; @Jam Tég%fhewemarﬁeﬁeieﬁal ikythde meaocyclic
el n

ans dan al radi cal fined herei
mw@hmhet@;qygyclqs\)&gwugﬁ tp r@g eﬁya}s ga 8? roatomns fuclu ude, butis not

168 dm\é{l L SeRR I des! Wk id ﬂtﬁ%ﬁmaetm ;yhdlﬁﬁjfemgu thienyl, thi-

from grou consi st | ng

NRb
3019, iaadnémdhﬁrf@mﬁol}flsm@da?:q%ﬁer@@%am}y} FATE @ygzolﬂmapﬂ pyviridinyl,
% &é@iqgl{ivse% i dd%.r{d hakydib ‘é‘rd}ﬁéﬁl:tm@fetl@i E@@I@Eﬁi 10aing dtems, includ-

‘6t er oa 35 1s throug rb at.om
Whg depA hla@rq)@ommndg@ﬂud@e’ym is apk]g,qmte qfwanylo’?etrahydrob enzo-

%’?ll %fﬁnﬁ%&o@ﬂz@ ﬁ?&z@@xﬂﬁ%g@%&@ﬂe&lﬁbm i43olyl, iso-

are | ndependent |y, sel eicted froni 6.7.6-
tllnéob'i banzocxanéﬂsqumw i@aﬁﬁg’gﬁhydrggwo @r@q)qumohn 5,

C%ﬁ— @@rr o%umg %Gt! e 83(% b@ behzRbK¥biyl, %ﬁ’ﬂ)eﬂzdﬂ&eﬂyl B derivatives

and cycloallcyl-Cr-3
aihlejgdofand when n is 1 or 2, Rd is al kyl, cycloal cyl,

.cycl oal kyl -Ci s al kyl, am no, acyl am no,

e ?rpe:r%g%atm 1"% ggégaﬁér& lﬁéﬂsﬁﬂa&%ﬁdﬁﬁﬁtc&‘ﬁh&@heﬁm wherein

are not limted to,
2@1&13{ dwaxrehiey [hydﬂ)ff by ehooeyhavopgdn replaced with a 'substituent independently

i oo inl oo by asagmant s
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Zﬁanm Ry ey i wdersiiandmgitbxyhd paiBt cbfyqt@p]@pymt of the heteroalkyl rachcal
213 L O y el 3{0'11 atom, L DORH Xijydr%g%t gﬁfﬁﬂﬁl?@%ioa]kyl or cycloalkyl-Cys



3-am nopropyl, 2-nethyl sul fonyl ethyl,
am nosul fonyl net hyl , am nosul fonyl et hyl, am no-

propyl, methyl anm nosul fonyl - nethyl, pcrmp2003/013161
wo%@ {QSL{M

am nosul fonyl et hyl , net byl am no- 10
sul fonyl propyl, and the | | ke. -Hhe term "heterocyclyl "
as used herein neans a saturated or unsaturated
%@qﬁtaha R Mﬂﬁ@éﬁéh&@@rse]btﬂegléﬂomﬂlegmmomﬁ% phhydrogen,

e N v

sin@cp;‘d&:ﬂﬁﬁt@ . Rlkyl an@lvkyh n iOBLEL, @ i@lkyl) qubB]ld}Ty W@@@Wl -Cy.5 alkyl,

| . I's an I nteger romo t the
ATORS %ﬁaﬁ‘gn% Iﬁmmﬁeorrfg?lala }{ep; '? &aﬂﬁﬂes include,

10

15

20

t'a?ét‘l%acllﬁfn@é&l%t%t2—h?@1%§iyéﬁ1ﬁh3—ﬁ?@ro@c§7prﬁ?ﬂe2 ?y&si}ﬂyt luhjrdrgxymeﬂlyl—
selected fromthe group, cons r 1o
atthyll 2, 31@3@13@}5?;013 M}%{9W%§ t[i]u%]eg é}}rgyoxggwé Z%Q(z%gydroxybuql 2
aff}’d?o%ﬂ )ﬂ%ﬂ%?’j@ b QaMBbY ety G- étﬁ@:ﬁyeﬂ@l&t% _insthatpropyl, 2-aminoethyl,

a ydr opyranyl, eri dj _
BBy SISO, STV RO AR sfpayethyl amino

d 1;§‘m§1 LifonRirRehAZinetylaminosulfonylethyl, methylamino-
&dﬁ%ﬂ k r?lgldlil%l n- ?? 3701mgJ pyr}?ol [ dIYnO nor phol i no,

thﬂf@nﬂpmﬂalanéfhﬁtlﬂieo 20 norphol i no-1 - oxi de,

t hi onor phol i no-1, 1-di oxi de, pyrrolinyl, imdazolinyl,
a @1& Bed h¥tei®R@ans a saturated or unsaturated non-aromatic
%%‘E%E%d%gﬁersoo lﬁ{lno |ﬁ yel and the'like. The

a'royjba;@;hk 9t bicpdic gadep! ﬁéﬁ & 0 FrRg A Th @1ac|>ne % tlxgg.o fing atoms are
roaf%m e %@ng %%&%1&%@% N, d%S(mﬂ @head R‘I is allyl, hetero-
as

el r‘ap % Yg ar Ynal CI}/U 1 bein
r aWJYICGJf Isydragdnuatel n faan igkeger fiom ( torg)11hgrqrgiining Ting atoms being
EJH gﬂé}ﬁ&gﬂo%ﬁrﬁ%ﬁmﬁ ié a[%ﬂo?ﬁ Et%ﬂ@ﬁéﬂ wichyhe oandrd hitstituents

etero yIaI r.ei.n
rrEdéSecﬁrmmdh@ gloup RRUSISHhgrof higdroxg, (gw, M;llwz?\%{gﬁﬂr]ﬁ?’d]F |a]lcy1 hetero-

Eggﬂgﬁlé% %} a]r;h SLEH (e ?éﬁy'él?’fjﬁﬂﬁhe@%ugﬁ Bbﬂl@ﬂlt@@ t& 'tﬁrahydropyranyl

eroary radi - cals |ncI

apepenidind, tmmeﬁopmmnkﬁ»ahtegabﬁrogwp {(;h —mef%ylplpendmm 3-71,

AR 3Rt | Wh#kkubholino, thio-
SRR e Y BEycty VgD, ’:9‘9‘?) Bhg%s Cokbho e
hes@pholieahsxiales tibroatphoRnR L, epgpyrgo EW 1, amidprelingl, tetrahydro-

B e R LS i R YT TR

|nclude but are not limted to,

t éIl-reahyrd‘t‘arpIyﬂaa]ﬁ a@uyddrher¢ipimeans p irzgfg@ql R Ry IRetey s an alkylene radical

25

Ly Dt 2o ERS00L BT ?%%?%lﬁ”@“ﬁdm e PR

44°Th ?{I
aidtﬁlydmmme;-ﬂwopbwlmemﬂ, B 4nctlalﬁ§r@ N%lw ce.
wherein R is hydrogen and R' is an al kyI rad| cal as

n:.%,ianterén ertcgrlo%%' aﬁgﬁR& %sga v\gfeﬁl ﬂﬁﬂr?srﬂ AicalaR’ R Sﬂﬁ%}:@ RH@ laf alkylene

erein and R' are S&ﬂ ! radi

r aadd:@al 5 da idehitaedrherdial as @ﬁm@h@gmﬁ gs.0f eﬁraarylalky radi-
cal.s.inc| ude b b Ghidin-2-vl-

et i ?hl(#]%% %%;cpbﬁﬁ%étﬁ‘ﬂ@ sﬂﬁ% zhsﬂ gﬁﬁ&ﬁﬁ:&: Jret-BylbadPyfigaidin-2-y.

di @@l priaipphemp hydtapt nuithdlhi{xet hyl ani no,

mst hyI et hyl am no, diethyl- am no,

%tegnf % SLhy c? %agg@nﬁg u%ﬁgﬁ}ehf%{re%% rabg! J)ff@ﬂzmgirlagw i an alkylene

.30C afaamydndrlads e hétenfcycl'grlhadfcaﬂra@ndbﬁn@fﬂ@@W rpRBles ofbetprg cyclylaikyl

iszlaﬁgale gtp?fl‘;/ e'j%t h%gg%ftgﬁ E%”t&{%g'ﬁ%%f?ﬁaqhz Jyﬁ:g ?ogalp&%el:ndmylmeﬂl}fl |
het s eyl e ternpbinl bk, et Y Lar y1 al kyl .



to heteroaryl, heteroaryl al kyl, al koxy, or NR R', as
defi ned herei n, wherein R and R' are hydrogen of

Wogdolf,ggo R' and the nitrogen to which t hey/@reis /013161
at tached are a pyrrolidinyl, ~ E piperidinyl,

nor phol : nyl, or piperazinyl gdéup. The term
"al kyl i denyl as used herein means a bival ent radi ch g a
'L%REEm “alibybarainn” Rs asd HRrein aucend atdpehddRi ywh heredy Ky hydrogen an

i cal ;or,.hydr 128..d hey Exa @fein means a
Rallﬁ ﬂ“&ﬁﬂ(ﬁéﬁr@;}?ﬁaiggfﬁhgl cai s ef}gg}iggg guit arﬁg %gg%sglélhm 3 ed
Ig@icalewj{‘l denrydia Rpmmnammmmdlbm 34 defimneg) heresn dEsapeples of alkyl-
l'ike. cl oal en | " -
iy P AP Lo dpans RS AL, ERARSor
5 1hed Eﬁ%@,%dﬁloﬂ?@yﬁﬁ&ﬁﬂm w&memyhmoanshaheﬂamaoxdjethﬁ-
form a b| % % gycl e- %&E radi cal, as defined
Freipe; |1 gﬁg?t E)gping TRUeYR f\':/ fi denyl radicals include,

but are not Ilimted to, cyclopentyli den%/ : ‘
'ﬁleftlehﬁ 05 QT YiabaRexyhylendital ottt fotreulai-kKEO Hoormhearpapiyadical of

BF Vit kc!@ﬁca%ha%%% relegAETR e as a7 g vl
egh](c fw&ggﬁﬁmkypﬁdloam vlﬁetam@mrl haiek;}dycly]ahe‘@aslbcydablkyl aryl, arylaliyl,
efined herein es _.of .cyc " are
10 heapesh éiefiewﬂaﬁ alip=s e i et ?%Belg bR R
I‘If})éﬁb%? I@Itﬂa R¥ Qﬁﬂfﬂemtr@@éﬁk@h&xdiﬂhethmmehgﬁl are a pyrrolidinyl,
cy ope yl et ill i denyl Wgnd the like. The term

. pipyedissl meyphol OéP}R?WZ #Y™- as used herein nmeans a
bi val ent radi cal =CRl 25 wherein Ris an al kyI

TR L3Ryl T O eRed likﬁéin Ehealns 2 Bivajent oaliky FERR)] wherein R and R

;T;gi}ltggle ?lzl[y%;}callgf Raﬁlqaggﬁ.w%:? gbp ﬁll ﬁeg g—:lereane E}Ban%ples of alkylidenyl
buPare ot Bithlcd BE RV IEE: opyiydenyl, butyhdenyl and the like.

ok fh%g%/ai&ﬂ%é%' pr 2Cl)r|tf):y| ;tden eZK?(SSEI ﬂwgllndm?h% like. The term
heteroalkylldenyln ed.herein t 4
Thaieom” CHORATUAGHER a1 Frehlrein St B aaTt il SGRR, rherein K an
#@%k@l E@gﬁ%g@ﬁg@g rcélglaﬁ sd) K:?ﬁchﬁhd;r fra Iatt;d‘[eﬁhly domog ahjvalent cyclo-
it SR AR e oo

bEAHlide 1 gﬁfﬁn JoB&xglidoiyl) i hetike.o,
gﬂg{g rc?g %or opr ogyl | dg;{/tl% éjﬁrydr oxy butyl i denyl ,

Bt RO BDap Pk O Ideng R B PO Ry gt 1 gy T RR wherein

.

20 PoTrER GUEPYEd 1
351 ﬁgﬂi}__;}%ﬂﬁhﬁbﬂfﬁﬂﬂ&eﬁ éﬂd\mhﬁﬂ&ycloaﬂtytﬁddlmRRdﬁﬁWﬂdI@ﬂn Examples (

t ak [ th t h t
ey e B . B 28 eSSy Bt
ﬂﬁﬁ;ﬁ’ Fxanpl, esd ﬁie lik
i c? &k ﬂﬁﬁg Q?‘h |e§1al %thl ncl udgﬁ but eare not

I ted t | !
tﬁirgrtg:;y d:ryo y i Ia]%prﬂ.l% | ]Id ea? Bﬁe&é}@;ﬁpﬁwaﬁﬁ éiklvaéeni raqlcal =CRR},
25 hiden LER ik 5111( Tﬁ@lc‘é%ﬂﬁydﬂ%‘aﬁ r@ﬁy}@ iy cﬂd@ﬂkﬁlﬁkﬂyhdm as defined

erein ans a hival ent.

iteram Bduypley efdivela plkglp]lqt,ly HY raﬁild\alpemqlgde bV\@aIe no?hl%lted 10,
gﬁ{ %M@Jf ¥1},y1fq%ggCfl'cydé!ixﬂ@fdﬁﬁaenheﬂwa shEtiapl es of

|denyl radi'cal s include, but are not
I|n1ted to, Eéperldlnylnethylld

ﬂm ﬂw rnh 4t EI}QH&B{@ %Yh yqs MEé I?]_a_ éﬁ‘@ﬂs &%&Vﬁgﬂg I'?.C?l&%l Cf{R N Whereln Ris
%e&e%gmcgl}gﬁﬁ Qﬁ/ EﬁMz!JEﬁ'ﬁdJC@' Qﬁ:ﬁyzﬂ olgydusgth, and R' is an
herein. neans I'val ent’ radi cal f heteroalil-
30 heteroalkyl radical or an haloalkyl radical, as deﬁned herein. Examples of hetero
idenyl radicals include, but are notlimited to, 3,3, 3-trifluoropropylidenyl, 2-hydroxy-

butylidenyl, 3-aminopropylidenyl, and the like.



T

wherein Ris an al kyl radical or hydrogen, and k is a
het erocydyl al kyl radical, as defined herein. Exanples
woShodgbgsocycl yl alkyl -al I cylidenyl radicals ipctmempsio13161

bu(% are not limted to,

2- (tetrahydropyran-4-yl)ethyli-dényl ;

| - (pi peridin-3-yl)propyliden-2-yl, and the like. .
et Fdiaidydiliflenyl? 44 Bsddewin ke ADIHESHEAGR) S8 hesein R
radical =CRR , wher e ' -5 ey hrd Agicka to fafin a bivalent

aF%ﬁf%R%queﬁgrme%E%%%?mg%dw%&i ;ya% aryl, radical . . 4
et detidie dadied eis defin Bdangh e Exahplay 9 hef g FicHEAFY] radicals Inauce,
radi cal s .i ncl ude, but ;.are,_not 1l jmi liden-4-vi, piperidinyliden-~
S oR e rebron e b e Robfranyliden-451 Pl
5 @.}})Qﬁﬁfﬁi&m&@ynapht h-2-yl met hyl i denyl , and the Iike.

.The term "arylallryl-al kylidenyl" as used herein neans

a_bi val ent  radi.cal,; =C ) . L Ss AFvalkddadical =CRR,

r Bl eEP gﬁteﬁ%tﬂé;g@%@%;é%&r | sseeggiegerngfnéel I%yl “r ﬁdi ccgje, $Sﬁn 1

. dghierdr Rermeilky ridiedpt Bedroge, ehd Bty kdicleypcralykipdicde Ay Fime
radi cal s inelude, but .ar -6 de, but ot limited to,
2By T B RRE TSP T Gapg , bt are ot
#ﬁ@&i&hﬂﬂieﬂfyﬁa&@m-mﬂmw’rpiplfemmylw thylidens ped edike- -

€

erm™heteroaryl al kyl i denyl"” as used herein neans

a_bival ept radi T . rej is dical =CRR!,
o rabnbam e gt el SR S AR e S

aspdeti Nedahakdiradical Bx anplogen, ahd R tserhsirg Pl eyl rafliap as define

radi cals include, but Lini i . Q. i i B yibt Limited to,

S LT

and b pliidsSrant g ettt SybtietpoparidinBky prapTlideni dgngd the like

as used ' herein neans a bivalent radical =CRR ,

wherein Ris al kyl ragdj cal J-RRH. Selfrein R i

e o g Radite spafhG8h fland S1A86E edAd-CRY 3 rein Ris an
15 Obir 185 BENALY AR} kydica) drdyiiabenydndr T d wadrsl todisb ardeiipgt herein-

are not limted.t.0, e . ‘ imited to, 4-chlorophenylmethyl-
5 Hcamplas of i RBCRYT sl igedotes et immied v pResy
14440 @ﬁ@ﬂn@hﬁﬁrﬁgnmyﬂyﬁﬁﬂhﬂidﬁhvhm%@ﬁéﬂ 30 like. WO .
20047050634 PCTI'EP2003/ 013161 -46 It is contenpl at ed

that the_definijtjo dgscri bed [ ej apRENdeRR’, wheren R
t Gfegeri A AP YIoaT e LORG Ao aaurea AL B
" Fﬁglﬁaﬂ{?j tadicar ot }Pr'arc')'gaﬁll fﬁﬂ » dyd;hatybﬂ@hmthai as agsgzi erein. Examples
a eterqcycl yl,"." r.bon woon Cw vl

o e GE e BRI 0 b niromety
US Sl PREEVRGARRNS31ha blarspthagipreptlidendeyt rnd e Il
event “or cIlrcunstance may, but need not, occur, and
that the descrinptiaon. ingludes.in- . _CRR', wherei
o Bt g “BrFEARC o P it TAARE BT SALP-CIIL, wherels
dORS; DHP4Tiyl FMical &% Afdlogen, 2an R sraicidomyl radisghgs degredHfes -

bond may or nmay not be present, and that the

description includes.single,. doubl rdhig i RenES3 -pyridinyl-
" Ewlﬁ%%%eﬁ%ﬁ?‘%’gga'}}gﬁ Baéh‘fagsa’flgﬁg%gﬁ:i & nIHQc al pyREny
25 "OLREWNAE 10 BMbAS2 Biytictitatylméthfleteninand thetlie. nat ur e
of thé sequence of bonding of their atonms or in the
arrangenent of thei t 3l ‘ L $ixka@k radical =CRR,
G Fheformn hetrgosy PURGERERoal R L AR b hale B aeimer
t efeelin §ti§£1§ﬂk¥li 18008 hydiSicen, @0l $V isrdratcropgialian gaey, as define
mrror inmages of. one ano hare ter 0 ast BE€Qe not limited to,
" e e Bebor SR L s bR BeeRono it
NOR:- G UREHLIRASARILSrifidihghethyibesl, a(chioehamedtyhprapyliden-2-yl, and the
- antioners”, or sonetines optical isoners. A carbon :
30at ke-bonded to four nonidenti cal



15 substituents is termed a "chiral center". "Chiral
i soner" means a conpound with one chiral center. It

wo 708sodo¥q enantiomeric forms of opposite chi PaITTRPROGHEBR161

- 10

15

20

25

30

may exli st either as an individual enantiomer or as a

m xture of enantiomers. A ni-#ure containi ng equal

amounts of individual enantioneric forns of o gcgsiofte
Tehicoateitplatedtinethreitiaitlona deasribedh eei ey b%Pé’&ﬁ‘g {9 oT

hat has.more than one b, oy gl o2kythdteroaryl,” “aryl-
LrgeSranee purrree T, FRet L ERgLen

al'rs, ere n er of chiral

e ety Bhirfalpduntienyli”t lkopydlol.and Giedi€hi ral  center
may exi st as either an individual diastereomer or as

m xt wre. of ..di ast gre LS, - hdinaslt iR hile described
jﬁti‘e)?FW eOPHGRAL norgﬁggé%%@%sgﬁ%wfr%a%r esent , g@@ i e
Stereehsamsanaayby buharatiwr oxcad by thaidhadmseripiien includes in-

configuration (R or_ S) of B ichitd t. For

Si5se1 Che B rebLr T arsh oy FERap RER Ahich it docs no

SagR, Oiprdial Sat"2Geat Hhadnt i warhouit ot reprgtmnd that the
enter.

.The ,substi tuents at. to the chiral center
iﬁﬁﬁ‘éﬁ‘ﬁondaﬁé‘fiﬁseﬁ%%‘?’éil‘?u eor?%l%%e %l(arS} accordance with the
Sequence Rul e of Cahn, Ingold an_d Pr el olg. (Cahn _et differ ;
FhomMBeWnehenmponhds thabhlive idage melecggrformplagbyt that diiern

11; Cahr Angew. Chen:., . rart eir atoms
Hegac o1 Seeraiincs Sondrti b 2 (T e MpAHncir atom

8ed BBkces thiOBEer Hithe Bk angeatumt ofthemerms Edipece arogopmed “stereo-
41, 116). 30 "Geonetric isoners” t d “diastereo-
WomsHer é‘iﬁ?ﬁoéﬁoglefwg’?t YRt ™ 5&?%? ﬁ%ieet E{}_lgﬂ}]e!r Adered .
1:85Ars” L dant@bssmete dht arbondsupFgssaldonfiitguiratges age termed “en-
are differentiated in their nagnes b ' Gh&lentical
AHEPRFAN ST SWEW%@%#WW' %ncé?%og%/ aétgﬁﬁoaotnratg ﬁféé ﬁlﬂl os ¢
anRueRntNetesRl® s OthiePpenteSi t e si de of the doubl e bond
In the nol ecul e according to the Cahn-Ingol d-Prel og

rul es. WD 2004/ 050634 PCT/ EP2003/. A7 T AEopic g
il isomeramiant §EoEOHE SRl et [0 aBichRicmeric forms

Bf?é]%ﬁdsﬁé lhrdliRf ahd %ﬁy egiis@thebys atdngddrgcbmt enaptiopasr §F pon mixture of
of 1'arge groups about. a centra nd.. The . e of
Cnurorsn AP aroinde e TarerhorpAng A bR fiomeric forms o
%?g%te%girﬂl?ﬂy% RERERAFrREmIcheistdesi A edmponpdthat has more than one
ehanti omer or ,stereoisoner, is. pr eseﬂ} CO'@e?%?ghitrﬁ centers. Com-
ohpelcepiss Bt e CHTRIRFTHUPART BRSE “PREIHTASE

| }Bﬁﬁ&mﬁﬁ WdcE BldndoRCEREL @bt g xits ackifher @i mdigdnd diastereomer or
hat [ '

which+is useful in preparing a pharpmaceulical ; £

coRPEEIIEt i aHEPOTSFogieTBr AP | J AR Em oA C O, hag one chire center
ﬁ?%ﬁte k 2 2400 08hEANhY b O ifieleaiby ehitdekits alnfguaaitn (RorS)of
i'ntludes that which is acceptabl e for veterinary as cegub-
Wkt chirgl dratran ApsririreeBigEEPT TRES 1 BemE BRP a8E™ 7
Ilsﬂg%ﬂﬁaactﬁ%édct%lﬁé’ JRES eptab TheSablatedt agadedpotiechasl center under
used herein nmeans salts _that ar eogphar @Utlé@?‘ll}ﬁ wold and Prelog
acogftabbe arexgnkief nfeepTHaRE VAR B) Q‘EW?&EW‘ZB}% 8 HeS . &

NS O£ At qiRGbEA 5t ¥s50brriRe 1 palAint et al. Angew. Chem
g@%%%ﬂ%‘.‘@wg%?g [ ncllude: (Iﬁﬂ acrirs/j addi }UO%P sal g% Experienti
FI6REAS, @13 Koahnenddmgadd ACTTdsn Sere hLQRsioRy 47 ve At 4 =

ropy g agi suhfuiédy agilde).nitric acid,
Bﬁ%’g’gﬁéggcéaggf‘d,&gﬁidﬂt%e 11 ke; or) formed with organic
acids 15 such as acetic acid, bepzenesulfonic acid. _
betrpoietri@spuherst amq@n@ﬂsqﬂm%w%m%itgﬁf CNRFE SRR tokandered rota
tion about double bonds. These configurations are differentiated in their names by the
prefixes-cis and irans, or Zand £, which indicate that the groups are on the same or 0ppo-

site side of the double bond in the molecule according to the Ca}m_—Ingold—Prelog rules.

ey



et hanesul fonic acid, fumaric acid, glucoheptonic acid,
gl uconic acid, glutamc acid, glycolic acid, _
‘Vog&ﬂﬂg&%gaphthoic aci d, 2-hydroxyet hanesul f onpcr/agiots/o13iel
' Iac{rc acid, maleic acid, malic acid, malonic acid,
mandel i ¢ aci d, nethanesul foni ¢-4ci d, nmuconic acid, 2-
napht hal enesul foni ¢ acid, propionic acid, salicylic

aCitehpiSeaERT encatd the ifomndrapwingabéid pxigleng(o restricted rotation caused by
t.ql yenesul foni ¢ id, trimgthyla i id, and the
I]iﬂﬂg}fanﬁ‘?o (TPJF‘*FOE*&%E@?’% %rroﬁﬁggtf/%%ﬁ C%%%%ioggb pr ot on

present in the parent conpound either is replaced _by
aTREsiahsei“atistaitglly par” ab keddihereit aleanoaf, leashatmnik 49 mede percent of the
earth.ion, or, an alumnum.ion: or.co- ' B possibl
oo ai ET T O e S oRR i L CLBBLER bl possile

5 iaﬁﬁ@g@ﬁghgthanol- am ne, et hanol am ne
N- net'hyl gl ucami ne, triethanol am ne, tronetham ne, and
the like., 25 Acceptabl e | ani.c ' ich is nsefud i
al BFAH R a%%aﬂa‘gfaﬁé’&F%Pﬂaﬁ%yaa}l%e%%ﬁ?qﬁ %@%ﬁ@gﬁ%@ 18 Tser
hy@p ki ephas artsimcalagohemattionahat is geticutiyylty oxi-texic, Théneither
P
S

i

ejerr har maceutical L.y acceptab P terinary
e e AR B P AL v
il P herRsiharmBidaapdsist.f oni ¢ acid, maleic acid,

phosphoric acid, tartaric acid, citric acid, sodium

ot assi um . cal ci um ..zi nc,  and sium_ | I
1o SOhimei P R 1T SRR o B S P means s
?ﬁﬁle Qﬁe@%?n&@hﬁ@ﬂiy ae¢e@$@1§ a &&m}‘ed é:dfkiiﬂrt],i apyd thet poawsss tge desired
sol vates). or crystal forns (po re S .ne
héhwml@sm%lﬁéﬁ%%?@a g Pﬂfeﬂ%‘%ﬁ}ﬁ%’:& g )Si}%l%‘gﬁ%osoﬁu _
PG légﬁ’ %@&ﬁég %ﬁ@s%rmecﬂ&iﬂﬁh:lﬁoﬂgﬁlﬁiﬁh&idﬁ yhals h%nonf‘brig pcid, hydrobromic
"pal ynor phs" neans crystal structures in whic . e
cORROUHBIC e TR ERSEPORAPFr LR By S i prgonic acide
15 AR %E@f&taéidb‘%%zeﬁésuﬁbhﬁhciﬁalid@?zbi_&emﬁ]a n@:nlplisdraﬁﬁ:nﬂadmid, citric acid,
conposi ti on. erent , cryst ar ns ;usual L.y hav o
d ?ﬁnxgm@lf@nixaﬁiéyfuaql Gosidh igﬁﬁogfﬁ’éﬂ‘é Arg; Py edy Soramic acid, ‘
SBREL G d Ry dro kY8 acid BnBdryxydiadrdbgfsic aidd4daic acid, maleic
shape, optical _and 5 el ectrjcal prgpertiges, st bil ity g5
anddsoplitidd. mpalome eflglsmapﬁ@%éﬂdoﬁleﬁ%l“\? Plcrﬂéldg ) iy ’
c BX]?Et@leﬁésélfoﬁjE 9Bid, SloPi A& @ PRsEE usig, suatdicaktigtartasic acid, p-
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Compound Preparation

The compounds of Formulae I and 1T described herein may be prepared 'by standard syn-

thetic methods. In particular, certain compounds of Formulee I and 11 may be prepared

5 utilizing as an intermediate 7-bromoindazole (3), the preparation of which is fllustrated 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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Ib: R NHZ~.-~(b) e 1c:R1=Br NC2 NH2 N-Me N-Me N N
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(i) TFA’ CH2C12 5 Nitration of 4a produces a m xture
of rqgl oi someric nitroi ndazol es from which the 3-
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a Ba und ard
to ol ves treat ment
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18

(a) NalN,, H,SO, (67%); (b) +BuONO, CuBr,, CH;CN, 60°C (57%); (c) tellurium, NaBH4, EtOH;
(@) (i) NaNO,,HCL, H,0 () NaOAc, t-BuSH, BtOH; (e) t- BuO- K*, DMSO, RT (98%); (D
(Me0),S0,, NaOH, H,0; (g) Pd(®Phs),(0), Na,CO,, DME, H,0, 2,4- dichlorobenzeneboronic
acid, teflux (40%); (h) #-Buli, THF, -78%; (3) CO,; (k) ENO,, Ac,0; (1) I12 10% Pd/C, MeOH;
(m) (z) (PhO),PON,, TEA, +-Bu-OH; (#) TEA; 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 Toute to 8a involves treatment

of 4a with n-butyllitium to produce the 3-lithiated heterocycle 11 which is quenched with

Ea



'oxy{ic add 10a utilizing.the Curtius rearrangenent or
a variant thereof (J. March Advanced O ganic

_ em_stry 4t' Ed J Wley & Sons: New York, I189dwpfp3013161
wo g0ty

85). NH2 NHCOR NHCH2R N-CH3 N-CH3 ~JN- Cu3 N
N33R3 RRB8a 12a 13a | R353-2,4-di-Cl-C6H3 NR, z
N(CH2R)R, ,N-CH3 'NIN-CH3 N R3 R3 15a 14a SCHEME2
5., ERRVES S0 2bdAMN RehBFlit 1i 10 Te ahFiac cambprepared from carb-
acC

ieved by a variety of methodol ogies_well ., knownnj
crmicactd {08 N AR HRHIET e BT Pt B Adeneed

= \&Jg?%ic &noRRSy ANSWT Y014 & 53989 NewDTork LiDo42¢p J090REMEEL i on
0

10

15

transforned to the tertiary am ne 15a by reductive

e am de with borane- THF conpl ex, or other
reducing agents, (J. March supra, pp 445-446) affords
the secondary am ne 13a that can be further

NRHGOR 10 and reduct |

preparnation of tertiary g nes with differeng
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het erogycle 11 (Scheme 3) cargabe quenched with 13a
carbonyl conpounds to produce carbinols 5 which} in
turn, €an be dehydrated to olefins 6 described herein.
The 1§ dehydration pRbdadedi-G-Gest ure of geonetyica

i somerS. The present invention includes both the pure
Band Z isqugrs and m xtures thereof The ol efins N(CH,R)R'

PCT] EPD03NOYBA61 54 R R R, RR'1 W] ﬁ'}q"fﬁ
[ N-W(BY ' 3
Y R
15a
14a
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% Rd ] Wiley & Sons: New York,
1991; pp 417-424 ). Reduction of the amide with borane-THF complex, or other reducing
agents, (J. M;azj"f:h 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 s‘;epwise procedure permits the preparation of

tertiary amines with different substituents on the nitrogen atomm.

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 jsomers and mixtures thereof. The olefins optionally can be further
converted to the corresponding alkane 17.

SCHEME 3



1V-isle-' NNMe \ 3 3 R3 mxture of E&'Zisorrers 17
56 5a: RRR =n-Pr 6a: R= n-Pr, R'' = Et, R3 =

WO%OO%T]:‘Q)%— C6H3 R3 = 2,4-di G C6H3 5b: R= R =rpdivErbos/oRs161
n- PLr

10

i5

, = Et, R3= 2,4,6-tri MeC6H2 R3 =
2,4,6-tr||\/bCGI—|2 (a) RC(=O R, ¢b¥-p-TsCOH, PhCH3; (c) H
Pd/C ( Sone conpounds in Schenmes 1-3 are depicted
with specific R PER2 and R3 substy t's; however, gponeR™
skilled in the aRW || inmedi at
reactjons are also applicable to

other npoun s
qqm.@rgl.at Evf |yt iy A a.@l_gn ~ \N=Me
sequences ol | owi ng_exanp é\g" are ex X

and are not alr\{t to be |imtihg. “Exanpl e 1: 2

7- (2, 4- Di chRor o- phenyl ) - 2- net Ry - 3- (1 propyl - buR-1 - eny
)-2H i ndazol e hydrochl orlde I s N Me NQ,I a)
Cl Step 1:- -BrormantrcI)}foTuee errel I c)

mxtur%%fwrﬁ er(II) br 10 . 15. 7 mml)
in 20 %ﬂ% tr|I 0 65 C under an
N2atrms§he¥l Fl ﬁlf nlt %E snl, 2.03 g, 19.7
) Wk FgEd al | at oﬁbeR“thS‘; "t Fon_ of

3 mst hyl ®o=ai%G6Mbally i ne B3 246608¢CdB. 1 mol ; J.

O g Chem 1976 41(21):3357) in 15 nlL acetonitri I e was

added to the(@Ro¥®RD{H bITROHAPhGH,f &b &L IP/Guf ficient to

mai ntain gentle reflux. After addition the m xture (
was heated at a gentle reflux for an additional 15

@orﬁt:ze c;Bngcﬁﬁ%‘iﬁ 9heMeX LT He agplm weabedfit al R’ and R’ substltuents,
partiti

ned between 6N _HCl sql u gh ég tgts) ﬁ IR
(evan pac BB FaI SPEER IR I Epa AT AR H
ﬂgﬁlé’\ﬁot t#ﬁp{wéd?ﬁgpci&nﬂg Boxﬁfeﬁzglitéa\&ﬁ ihiYSRAtioEV The reaction sequences in

at| on vent afforded 2.76g of ure
Bt Exlioating erinepessas cxemapitry @R SRR MHBOLHORY Bt
PCT/ EP2003/ 013161 -55 graphed on Si 02and eluted with
100810 (N4 ISADE YRR AL AIS iLp 39140 a2l Bindazole
pal'e yelTowgreen |1
hydrochloride ({a)

(ia) | L

Step 1: 3-Bromo-2-nitrotoluene (Scheme 1; 1c) - A mixture of copper(Il) bromide (3.52g,
15.7 mmol) in 20 mL dry acetonitrile was heated to 65 °C under an Ny 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; J. Org Chem. 1976 41(21):3357) in 15 mL acetonitrile was
added to the above solution at z rate to sufficient to maintain gentle reflux. After addition
the mixture was heated at a gentle refiux 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 MgSOj. Eva—'

poration of the solvent afforded 2.76g of mpure material, which was flash chromato-



Q-

t e

2: 2-Brono-6-nethylaniline (2a) - A mxture of
el I ur
D

urium(21.6 g, 169.4 mmol) and NaBH4 (15.0 g, 396
575 nL of absolute Et OH was heat ed gwit/Eehdangsier
d 5 atnosphere of N2 for 1 hr, then allowed to
cool to rt. A solution of 3-bresm-2-nitro- toluene

(lc; 7.32g, 33.8 mmol) in 25 nL Et OH Was added all at

9GS ARdsIdICo ek fith ablaitetub an hlstane aithichodor dehips2edB7%) of 1
I's. The reaction mxture was filtered through a
@Etpa'il‘Ef’ﬁfﬂ)O“p&Tdﬂah@ﬂlfihe filtrate evaporated under

ILEAUCEC S& | s ) dWenwasebakéiruup(2ln g5 694 mmol) and
ST s )
MyBER (1B gpdiGaniveh 18673 mé- AFLeItR Trpohe eél%g%ﬂé%‘ o
' 427 Tl € oSl €Prt3:A solution of 3-bromo-2-nitro-
; %%@@%%.%?‘%3?%%%&%@2%% Y fdgﬁegﬁ% A
2elBeEmi 6% 30z, BB amnoh) FelY wd; BtOFT wag adfedaliey onorand the o )
3na N - i id Aias BiltefednhR0
AR Qg{?‘i}es%r 4600 F%%%ﬂ;ﬁgﬁ% s%ﬁg?%%d?olfgﬁ&l\gfmas( 481 ng, e
QZI%ITE%QJaH a!nﬁ tHe ﬁlltﬂgtaf evhﬁtﬁamé@d;jmdumfbpesaﬁ@ el heﬁ.gqq(lllue was taken
stirred’in the co or an i tj.onal . hr e 4
rHpdn ditd) Q@gubm@},éavaf}bedémi}sagw ﬂjéﬁp v%éeﬁo er %5@4-@?‘{& 8fhtion of the
10 SatuLAEdaleONe @ObLE9Nas 4 R liadiied al | at once to an
I cCe-co sol utm on _of t-but r capt an, (0.80 or .
rfijep E-(%fmmﬁ-mq’ﬁhﬂmhwla@%oﬁm%@fﬁ?ﬁ%@ﬁ} ég’%@ﬁ“fn%@éfﬂ;e (235
t]g NaL oy Lo o -0y 8inh OB HANGastRa6HIA AnBiHath € 68afor 30 min, then
}%\’?él oned ]‘geI?vveen Et OAc (50 nL) and, H20O .
%l’éﬂ@ledqd etus sblagien ofbisNEe (zg;at( P W&m%ﬁ%%)was ad;fied ;:lrop—
mL) . .The,.conbi t N \ YREBE thixtutdwas buf toa
RSN B ettt
15 Sp].’rl\beﬂ‘te_eﬁﬂfand&edﬂisaﬂ:@:a@d(}w,ég gsflutpesl, t'ggréﬁ:? d all at once to an ice-C
(oA S Bn (A EOLIEIAR0Lo7 oMol in 14 ml BIOL The mixtare

enylazo) -t -butyl'sul fide (2h;. S‘Sdgb -
My as Slo@ed mreh)m o rtk@erightd dre DMEOONARXHHE ¥ES WBB%F etween

Bl R L Y GG T P
Wag ) SThé E@ﬂbig;&dEgDmmgmtSﬁwe waklred vfslﬁghnp@y?r% ied gwsr MgSQs. Bva-
150 g ice_and 15 ) tion. e mxture

20 \/\/B%Tagfé{l Pg@’(eé‘ﬂlv\%ﬁ“t E}&gg@?ﬁieﬁlé 2 %(0%@5% ). The conbi ned 1
etheuepiprexbialtsle (3eriesolasdredt (@i-otonhy-Brsethnphenliag)-t-butylsulfide
over SA. Evapatratjon.o 0 3 . £ }
ke §g§/5ngo$.0@ ngg&; %#%@L%}' ﬁjll_ﬁs@tv%\é %g%lede'&fo‘f)'@vﬁjs%% §§c;1ut1c?n 0 p.otas
7'5%&9!1‘9111%35@1{%’)‘14 ' [37505%1&7):&1@)‘11%1)225133611!? RES@ ugfler Ar. The reaction mixture
7-bronoi ndazol e ; . 2. . 7 i
s Secr B (NP IG e R0 W 6 RS &1 S top FAIpER HCL solu

25 uﬁﬂﬁr The iﬁglr@{vﬁoé@ﬂ%%e&w@ﬁétheﬂ(tlg; lﬁﬁh'ggs']é:]nh G_sldiingijetbﬁ@al extracts
the resulting solution was coo 0 : ,
SoleFemehed 7 biine 2pdomicy ,ngfbﬂggﬁﬁu%ap%agmgqﬂ?ﬁ%%h{ pforded 581
m g, ' or 2 hr. The reaction mxture
Wasé %%@?tagg_%%ﬁd%xt racted w th C{%%I 2 %2 X, 8003, 576 1m0 2.92
iSyep FHieBroponBimedviokage (S h BEFSTREr & HIBREER 1> °70 & >

brinenan . b 1) Evapar atjoweafheateén an oil bath under
sorOEHARE PG e R

g of a mxture of 1-methyl- an 0
50 2-Wpttiypshepe oudithel saligh 'S@sewdcq%emﬂiﬂ%sﬁg‘ﬁ%% Sb%?"gd t‘;55 6?‘;1?
fl.ash chr ' ' Lhaheraneitiredyirred at 65 for
WU EEPPLL SR 00 g ou A Q hemnasucyived 7
7-bino e 2 eaveibhyhixhmawes eoqler to VR gearGebrah CHzCl (2 x 50 mb).

Pcc-frJ/m ?1&2(9(10 éﬁ%ﬁ’% 1act§ 1?&& washed with brine and dried over NaSOs. Fvaporation of

the solvent afforded 775 mg of 2 mixtare of 1-methyl- and 2-methy-7-bromoindazoles
35 which were separated by flash chromatography on SiO; using EtOAchexane (1:2) which

— —

T

i
b
I

WO

(&)

afforded 251 mg (45%) of 7-bromo-2-methylindazole (4).



Step 6: 7-(2, 4-Dichl oro-phenyl)-2-nethyl -2Hi ndazol e
(4a) - 7-Bronp-2-nethylindazole -(4; 251 ng, 1.19

I d Pd(PPh3)4(0) (42 ng, 0.035 nmol) Waremp2003/013161
Wog{é@}ro%oésgpi n 5.5 nL DME under an Ar atnosphere for 30

mn. 2,4-Di chl orobenzeneboroni®-acid (454 ny, 2.38
mol ) was added, followed imediately by 5.25 nL of 2
I¥Ne:2003%- SHHIbicophenThie2-Tnathyitlit-tndaadle bt dbramag2-methylindazole

tle refl th | It ;
B L e
. 1@1&4%%(1@1&1@? ?LE hgﬁ%@%e%e ﬂVE S@ﬂ?in.a,a@tﬂofcd}efmnebmmc acid (454 mg,
vent affor a Ol 1., 1.C S .
£ DvlbGF e DS el BR e i o O Raion The
5 dodirdde WRLChe@bf DrARK ra@6: 9 2(:90%n ofolebroas aad dikied HebditOAC (50

| d. St 4 . . .
133 Brermii e b BRI IR PSS R AESQr Fppotion of
%'gkgeﬂg A5 4e@h d68a)T whitH whe fagodteodatogR@hedrgn SIOHmdrrsE] with

I'ved d d d copled tQ 1 .

E7BA chovwBulid) (VOB PP R e A SO o > o ;
BRY b ahSIYIH -5 REnh&trid-t-ad () — Ind-

5@@‘7%1%%@%15&%&0{:% gﬁ%ﬁfszvx%lghgmﬁﬁﬂ@zol & HEPheptar-tad ()

t anone

.22 L, 1 , .1.58 | o
10 @k addetimglt.opwisel) ard ﬁﬁévmmm%ﬁggﬁ@r&gw %oged tf) ~78".
EV%E ?ggtn}%_éqb% 00,140 Ur & WA Aldsuldeed dviptuise via syringe,

. washeéd successively wth 50% sat' %l dded
4 Ghrrsdhe- 78R it min. Hemanas: (821 e, 46@ many8anmol) was adde

! LAl .‘ xture diluted
FRAERRT 2P s Bl AR B R & e e e 1
ahithitFeO AWK SmED, GAchakxaness(vely 3)ith W% sat ér HHEhsamyand %7% then

f. 5a. 8: . . 1 which
15 gugcg?yﬁr %&gﬁﬁ?% I‘,E‘,gg%cr{_gﬂ%j )o:f E}e rPé?ﬁ? E%a_se(* %ﬁf%rrdg% §1|7u_dg lj:ttla_terl which was
Ha@nitkdm2idetaptiad oh Sidydrdbelueh o B1O Acthexargdhdneo afforddp2 mg
-ﬁ%jﬂ/&d%ol e 5a (220 ng, 0.56 mml) and pTsOH H20 (27

30.14 mmol ) were conbined in 8 nL dryPhMe under '
3R 7 4b ADSRARE-paedyIhaatiethyhb-(t gfrbpyl-Husr ] -uyhy-3H-imdeole hydro-

N
20 2@4%9{) Ve cc?.]!zbﬁlgd éﬂi g(]ijlgL diy ﬁ%&@ﬁ@cger I&bwtmfsphe_re and heated at
vapor ation_afforded 2 of cr.yde product. _
RSOk b Abo R ABEE RS X0 & BBG A AL (5L then
Ttk spselie@md}( Qﬁ%)ga’@d&? }@efﬂ[@ﬂ)g_sclﬂ,@@j_ll_‘gaﬂm’il@e, dfentd_li}zdfolrvelel\{[gSO,;.
ase o a as a VI SCOUS Ol | . e .0l | SS .
Everaton st At aTes WP TREYS TR UG TRy hed on S0
%g\!%%h%(aavatﬁ gt(ggc:ﬁgiaﬁ%q 143t AR WDShe (530b) 6f thd b@e e of Ta as a
25 Fiabtml Bl wrsolisolisdin FrehmLyaicarertel vith LRy pf HR M HCL
l; ' l 5660k WD 2004/ 050634
Bt /%%@%%%% o %gkg/gmcﬂlf/g %ln‘?(eg@)ﬁ/é N N-C113
gxglilﬁlzerzrzs Zl—\lM::th?*;rlJ;?(l?;rog?rl—but—1—eny1)-7—(2,4,6—trimethy1-phenyl)—ZH—'indazole
Hydrochloride (Ib)




4 : R3 =Br (a) 4b: R3 = 2,4,6-tri-M-0C6112t (a)
Pd( PPh3) 4(0), NaCG3, DME, H20,
ri met hyl phenyl boronic acid (53%; (b)péikpr003/013161

2.4, 6-
WOr?I)‘g‘lﬂq%P%?"‘THF, -78; (ii) 4-heptanone (40%; (c)

p- TsOH H2O, PhMe, reflex (98%-57-Step
1:2-Methyl -7-(2,4,6-trinmet hyl - phenyl ) -2H i ndazol e

(4b): 7-Brono-2-nethyl -2H indazole (4, 0.35 9, 1.66-Me
mvbl ) and Pd(PPh3)4(0) { 38-ngP™ 0. 05 mvbl ) were-sti ried
in 6 mL DI AE under argon for;7 30\ ni

2,4 Triyret hyl bepzenebgra
5 Td&gh-ci mqﬁgﬂi—a}el

The ni;xture was heated afsa gentle reflex foE{sZO hr,
then®ooled to rt and dffl gped with Et OAc (75 rdb). The
rrhxtn:&&rwae-{—hewg with brine and dried over
M@ . = Ty apbMatGB. ‘ﬂe solvent afforded a |ight
yell ow solid which was flash chroma- tography on
silica and eluted with hexane: Et OAc (9:1) which

Al T Q8.5 ) 3%, @0, 0biim WhD 1221 6. SR s Ao 1Bt Gid §390:.0) 8) ep
: p TR0-£I) 4 L7AY ~TsQH-FLO, PhMe, reflux (98%

2. (CPRAEE) 756D 4-hptmone (4000 (0 B T O, R e v ol - 3.yl
] -heptan-4-ol (5b; Schene 1) - Prepared using the
procedure of step 7 in Exanple 1 but substituting 2-
met hyl -7-(2, 4, 6-tri met hyl - phenyl ) -2Hi ndazol e (4h) for

2By it dnfr 4591600y JRDGAY bir Rl I0ARN! §-BrbnoSh @Rethyl-2E-

© 2Rty (4,3 151g, proopyliol utd PAEREH: )L 3)- (68 pag, 6.05 Ml kiyare pirred in 6 ml.

5

10

15

Ok e e bl S0 M 9 PRI cbbheBbr e H580B4E 5.5 mbal)
43222 MRIDMhmédia Rl yHoBoted et dopitigheispiiun2 rbonate (0.62 g, 5.8 mMol) in
e ot HhL bt sk 2l bR Lentt ! AP 2B BERIido rand
313t NRHROENO A (78 LRI ST iyt pwapiay Wastied(withbrine syd dried over
met hyl - _phenyl)-2-pet hyl - 2Hi ndazol e_ g ' .
TE i e misbo s ol ST E BB g o oo
_ DN MaTide AVl dcd M th G0 A4 €92 Y erbibOu iRl ed b hpa off-white
(e), NMe '\ |. Owe
solid 0.21g (53%).
Step 2: 4»—[2~Meﬁhyl—7—(2,4,6—trimeﬂlyl-pheny1) -2H—indazol—3-y1] -heptan-4-ol (5b;
Scﬁéfne 1) - Prepared using the procedure of step 7 in Example.l but substituting 2-
methy1—7—(2,4,-6~trimeﬂ1y1—phenyl)~ZH—indazole (4b) for 2-methyl-7-(2,4-dichloro-

phenyl)-2H-indazole.

Step 3: 2—Methy1—3—(l—propyl—buP1—eny1)~7r(2,4,6~trimeﬂ1y1—phenyl)HZH—indazole Hydro-
chloride (Ib or 6b Scheme 1) - Prepared from 4~[Z—Methjfl—?m(2,4,6—trimethy1-phenyl} -2H-
indazol-3-yl]-heptan-4-0l (5b) using the procedure in step 8 of Example 1.

Example 3: 3—(3—Meﬂloxy—1—méthoxyme1:hy1—yropenyl)—7~(4—methoxy—2—methyl—
| phenyl)-2-methyl-2H-indazole hydrechloride (Ig)



28e (a) Pd(PPh3)4, Na2CO3, DME,
2- et hyl - 4-i net hoxybenzenebor oni ¢ aci d, refl ux,

wo@z@cﬁ%%m(b)(l) n BuLi, THF, -780; (ii) PCT/EP2003/013161
OCH, CQ( CH2)

10

15

20M\e, (65@6 (c) p-TsOHH O Phte,
reflux Step 1: -58 -

7- (4- Met hoxy- 2- et hyl - phenyl ) - 2- net hyl - 2H i ndazol e
(4c): 7-Bronp-2-nethyl- 2H indazole (4; 1.76 g, 8.3
mvbl ) and tetrakis(triphenyl phosphi ne) pal | adi un{0)
(0.28 g, 5 0.25 mwl) were stirred imed5™~gl~af ONE
under argon atnosphere for 30 min. 4-Mth :
oxy- 2- met hyl begZeéneboroni ¢ acid (1-%Z g=93. 2 mwl) was
added, i nmedi at .afgfﬂ@hed( a sollyt i bo SFM€odi um
carbonate 3,1 %, 2% 1 mvo)™p 10 mYywat®r. The

m xt ur® was hedtedmvat a gentl e refL,, foae 4 hr, and
then cooled to and diluted with B (150 m) ..

The organi c phase’was washed with b e’ and dried over
magnesi um sul f atle. Evaporation 10 of the sol vent

af forded an oil OM#i ch was flash chr o#¥eogr aphed on
Si02 and eluted yith hexane: EtCAc (97) to afford 4c
(1.99; 91%. Step 2:

1, 4- Di met hoxy- 2-[ 7- (4- yRI0O
| - 2H i ndazol -3-yl ] - but an-2-#
(0.29 g, 10.79 mwbl) weas™§
under a nitrogen at gre MAe cooled to -78 C.
n-BuLi (0.4'th of 2.5 NMifiex&8ne solution, | 15 ni Mol)
was added dropwi se via gyrimge, and stirred at -78 C
for 10 m nutes. 1, 4-di - oxy-2-butanone (0.16 g,
1.18 mwbl) was added drgpwi se at -78 C and then the
reaction mxture was alllowed to warmto rt. The
reacti on nixture was di OMed with Et OAc (50 nL) and
washed successively witH8saturated anmoni um chloride
solution, brine and dried over WO 2004/ 050634

¥ %?ﬁm%é eﬁéélmé Al fic.d \iar@ﬁﬁ)é‘ 93‘%’? bXD
ST RN T e
(3:1) - mhlch afforded 27c as an oil (0.196gq; 65@@

Step 3:

%té%l“’ﬁ(ﬁ@ﬁh&m@frﬁ%ﬁ@ehﬂb z%@@gnymmaame () -hDBroo-2-methyl-
| - phenyl )-2- 5 nethyl-211- | dr.ochl or i d
(ﬂ@cﬁdﬂzq@? 165 bR VoN R g B e RN AL () (028 &

g&mz@% (2R FBreddn 33 niVBE EMM@& @f&anraeﬂlosph@e file 3e|mwa 4 Meth-
er a hitrogen atno- sphere and heat ed E.Jeflu [ eTlowed b
2o:m=2 IIT&thlb@IHIGIﬂ’rb@ﬁOWF )’(ltildr(é Swés®-& suYiell was 313 ¢ WF?@&E ollowed by

%Aﬁu’n@ dﬂ-é cbbnkid en 1Vga§§'|§ ¢h M HI 68 36 inTehr¥ted THe mixture was

urated so

bi car Bondf e sol ut.i on
d]nq:aefeﬁ overnRatesion Buhd fen RoIcH 8 1 bHied B BrOAc (150 mL).

1;% %gﬁ lﬂhg%%daq mtralgﬁec%zﬂﬂ @ikl 2RA Qeg bv%@*he‘é@& s Bvaporation

on silica gel and el uted %Q aneae}_td th

EoDRe sol(fdr:ttli)‘btdﬁdarfnf%k whighewasflaeh @&@@%@"rﬁgﬁ oy iAnd cluted wi

( di ssolved in ether
GEBEOR PG a r BR R R 5 10 W

SSfEF‘?J DA~ Dm@hmﬁb(m@ihdmzsn@hﬁphﬂw r?gn(eﬂgﬁ&ﬁ—mdﬂol -3-vil-

din5 mL THEF under a

oSEs Folany dpdestecte/ P02 A R ol i S AL

r apydeeantmesphiee almyichbokeﬂlto KT Edoél (ft—B)JLl (O 4 mL of 2. 5 hexane solution, 1
mMol) was added dropwise via syringe, and stirred at - _ -78 OC 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
miwture was allowed to warm to rt. The reaction mixture was diluted with BOAc (50 mL)

2;, ey | - phenyl ) - 2- met hy
27c): Indazole 4c
olved in 5 nL dry THE

and washed successively with saturated ammonium chioride solution, brine and dried over



T
/ 5

e

NOZ iW (b) NNCH3 CH3 NNNCH3 N N 1Z3 R3 3 4a (Schene
1) 7a R3 =2,4-di-d-CH(c) 83a: RR2=Hm s 3 (d)

WO%&%@&MLH R2= COCA 23a: Rl= H RZ = i 7-Pr 1(@/%§2%E|3£013161

10

15

20

25

=n-Pr (HCl salt) (a) HNG3, Ac-20, HOAc
10% Pd/ C, MeOH;, (c) 02115COCL,-5EA, CH2Cl2; (d) BH3
THE, THE, reflux; (e) C2H5CHO, Na B(QAc)3H, DCE, it
Sﬁ‘x@gnellum sulfate EVaporatmn of the solvent afforded crude material which was flash

4- Di h h
( #gyma‘f;og( C i Cg ?%é )lb‘geéln‘%% %gimﬁ%?,kéfxg 3%(}; v o?i‘?i%ﬁr%led 27casan
Seih enrBek; 55’@@}’3@ 1. 05mmol ) vvas di ssol ved in 3.0 nL of
gl%fggle%gé ﬁ%h%fg %%ft?ﬂﬁ o4 Hafigf%l'Y E‘P %ﬁﬁf L &5 heﬁ?f}fl‘PheHYD 2-
18Pl ih MWBsie RABSEH GHlde @Bc OPTS - @Eﬂbﬁbﬁ M@il 90036 nIMol) and p-

at rt for 1 hr, then heated in an oil EM at. 50 f crmo-
DTHPT Hifbl 2 ans O rmMiokr wie b e o el DOV tgfigi? pitrOgen atmo

t g}%%%}@ﬂ)h&’lﬁeta&d' at ‘Feﬂux ForkD8y. Th-@}%aéﬂoﬁtrﬂﬁﬁlr\é@&s M&M&ddﬂuted with

nmL). The_conbi ned e
t Eeeds( Eﬁ/@nl'e) tha@wedlewswe@sa‘td}mmt ﬁl %@ﬁese solution,

t QS% %& ogé{ (eI gt @ﬂ?ﬂ@rﬁva Bia@fbnetffftﬁ)é' Qﬁ@nﬁafforded the crude

wer e separ ated

silica
gpfodﬁﬂcawlmchm&aﬂnahzan arm@;wcé en eile2 pd eadh eﬂu{e ithyhgxape: EOAC

p@r?)r %655; ‘61%3?% %?;sé@og 8% g{ & é@g{ﬁ%%ﬁ%? 638 free-base was dissolved in

7e’tﬂ:2: - Dind i hod cegthdwith)0- ]2.1mthIﬁ 10 B GClsalition i3 eipenif gféord viscous
Sﬁ_zgg Nlt)r0| ndazole 7a and 10 ng of 10% Pd on C were

8 {f?é &n 7 mL of MeOH then stirred under a hydro-

gen at nosphere (1 atm) overnight. Filtration of the

c Bkahyit: anfy-EyaPicadioophai])t hecdulvahindeadl oyidetiprpyl-amine

ng of 8a, u in the next step wthout
further pu\rﬂﬁﬁﬁé’&%’n{a]&ﬂeﬁg?&ep 3:

N-[7-(2, 4-Di chl oro- phenyl ) - 2- et hyl - 2H i ndazol - 3- yI] p

ropi onam de (22a) - Am ne 8a qﬁzp nmg, 0.23 nmol) a R

TEA (O 037 m., 26 ng, 0.26 pl ¥ were dissol
I

met hl ori d@ (3 s db)rm;p AN
-nﬁlan{;e bat h. §%H€ | ori S, B2 ,CH3

cool ,
24 Y 0.%6 mol) was add °d and then aIIovved {p warm

to rtg*Wien the reactiom’was conplete, the rﬁ‘xture

e ed and the resi: ue flash chii omat o-
gglggﬁfhéap acet at e- hexa fe, 1:1) t@%d&n 631

25 St ep 4. 22a: RI=H; Rz—COC H
[7 (2 4- Di cbl or o- phenyl ) - 2- net hyl - 2H0§ 23 i § HpRIg= 5-Pr
pyl - ami ne (23a) -Amide 22a (68 ny; P4a: Rix&P=n-Pr (HCl sak)
dissolved in 5 nL dry THE under a N2 atnosphere. A IM

(4) HNO,, Ac,0, HOAG; (5) H,, 10% PA/C, MeOH; (c) C,H,COCL, TEA, CH,Cl; (d) BH, THF,
THF, reflux; (¢) C,H,CHO, Na B(OAG),H, DCE, t

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 éﬁhydxide 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 MgSQa. Evapora-
tion afforded a mixture of 3 isomers which were separated by silica gel flash chromato-

graphy (BtOAchezane, 1:9) which afforded 77 mg (22%) of 7a.
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solution (0.40 nL, 0.40 mml) was added all at

once and the m xture heated at reflux for 2 hr,
woeeRleegksfo rt and 1 nL 6N HO was cautiously pOOEB20030d161

the m xt

ure was i s reheated at reflux for 1 hr, and

then cooled to rt. The mixturefhas made basic with 6N

NaCOH sol

ution, then extracted with meth | ene

%’@pﬂ 282, #DichiThe phemb)-Aeteyi-2kriadize ah S(ﬁ&fowtfq]lnd%de 7a

%‘ngnF
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yérsaouwspherei aim)\MVEnhchm§ﬂtrs’ew o ﬂlﬁ@@i %’mﬁtdw@apomﬂon of the solvent

f t £ ca
F#(grl (:lﬁcll 9@ [ oquli n ‘g%leﬁ év%, iu)%dmes% ﬁe}’[,t STZEI— 835 follrth T §111jlf1 tion.
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Agrer b |I(%$£I§d2a% )&%péﬁ%gq}.o???ibgenbhn%m&?/\ge hifolved in
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SEHBE el

was ad

gloyide

e fndS S T ARSI T e
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NHAOH sol uti on. . The CH2(Cl 2 I%%l on 2% %2 arated and
A 08mg e Y&

arapbe fesht wgehyxar@v%rébwa%

Ht af f or ded

4 W19 Br OB ReRUN - h&aH I@Hﬁh@hl—ﬁﬁﬂopmpﬂt-ﬂgmmh%) Armide

?E?gyjﬁ%xane C)A?ﬁto afford 27. é@%ﬁ%aﬁﬁéﬁggob éE‘AIM

8fa (6 ms Ty diggateed imRenk
it o AL OGT (AL 68begmbh)hfhs dde dil @Wablind fhegiifteire heated at

a white

as S
Exthngibe2 br, cooled to rt and 1 mL SangICl Was cautlously added, anc? the mixture was

%%eee

€ $ th 6N
i R R e

EPGUI—IEEIﬂﬁﬂ@zi &haiaﬂ;racte@nviﬂl Nieth ride (RixRg mL)p elqombmed ex-

e d Na b a afforded
E[E%Ct &?}QW?MECI VR s ‘5? eny*r ﬁ%? & NH%%%#%&, ffo,de
Sh mg oEIk2s éhg](ngjmwlamd_qops Ii‘q'lﬁd Which m@@g@m@on@ gler purification.

B 9 EPSRA R S o LN BB i i

(BRHe %ﬁ@mrlxd) 2AMEhBYS2 Znd Fropidnaldehyde (0.032 mL, 26 mg, 0.44 mmol)

;trimet
(vg_eggﬁom

ned In 3 ?r}i gf Ig | n%grzrglh:r%ggn & atiﬂ))%dltg st@Cdedt for 10 min.

W(Mng,%ﬂ %Oé I&% DrdsRidey) waheidyd JI 2tbricadad thegregatipn mixture stirred

m‘cﬁ%’@@ﬁg]&n E%%ﬂcagg?lag%%o&g ﬁﬂ‘éjﬁﬁ sﬁ’oﬁmﬁr{‘){e RH%‘E?E%F‘M& and

hexaaewaR i N1 shiathoTMHe)CHRE, aiattch daoppirsedand dried

srlne

d
S Brworion o) et et AR g PPt TP pgfed by flesh chro-

%%%ﬁihy e A eReLHON: MRS aFerRl B g of the free base of Id as a viscous

‘liquid. The free base was dissolved in 1 mL ether and treated with 0.1 mL 2M HCl in ether

solution which afforded 22 mg of Id as a white solid.

FExample 5:

[2—Meﬂ1§f1—7—(2,4,6—trimethyl—phen“jﬂ)-2H—indazol—3—y1]—dipropyl—amhle
hydrochloride (Ic)

(.



" -78 C and dry carbon di oxi de gas was bubbled into the

reaction mxture for 5 mnutes, then the reaction

WO%@&%@B&ﬁiV\BS warmed to roomtenperature. The peagPiOH013161

ure was quenched with 10% HC solution, extracted
with EtOCAc (50 nL), washed w t+elbrine and 10 dried
over magnesi um sul fate. Evaporation afforded |ight
yeIIowsolld treated with &t her, filtered, -€H 0

8 title conp an of f-whit fd 0.24 ¢
N"Meefm 2; N-Me D N—Me
- N7-(2, 4, 6-tr ' - phenyl ) - 2H 76l - 3-71] -
car bagic acid tert-bu:Té:lis ester (25b)- 13
2- Met hygy- 7- (2, 4, 6-tri net hyl - phenyl ) - 24 i nidazeh e- 3- car b

oxylic acid (10b; 0. 64p0z-= ﬁgﬁm]{b\gﬁs conbi ned
but a%b n TEA was added.

15§To %mmeﬂl {phenél - Wasgpa! ggh;qoﬂ nL _gf©

d| phenyl phosphoryl azide and fhe reaction m xture

AT e

bi carbonate, water, and brine. The Et OAc sol uti on was

d&%egq zviMithhﬂagn@@ mmm&@ﬂ]h epth@t nﬁPﬁHCﬁﬂ@wIﬁ Bahﬂﬂaxyh@acgﬂ {e0b)- 2-
materi a I ch was, chr onat ogr n i
quﬁh}ﬁ-gX%é-glm’élﬂ—gh@ r?g{%gg%pfeo@gy @}gg g% (%Tg@g) v@% dissolved in 5

(ﬂﬁ TI‘?TF &er‘i‘ﬁﬂr& nS8HicHeleSt®e&:. n-Buli (0.7 mL of 2 5 M hexane solu-
2 Ve /- rimet hyl - phenyl ) -2H-i ndaz

goggbza mivép th@qtdﬂedéprjﬂse via syrisge, stirred at —78 ‘% for 15 mmutes The
ke vfad2isdd ﬁ) t40 p@%ﬁXﬁn@@ ERYD )émﬁﬁke's nypg %gcﬁoﬂ( Whs cooled to

car m Cc aci tert ester

R . 4 A cobopiian s smbrRnbIn ks een eSS minutes
t Eﬂefnégg ﬁe%@ﬁ(% H,Pﬁtu?é:vlr& Wl @ Q0 SRR AL AL SR Nth Sieh TR Cmixture was

e reaction mxture was then diluted 2 1
qumcﬁe@@m 18P i soluidomicrhacied with Efove Grtsmihatasbe brine an

10 agpgg 8‘%%%%%%16 X g%ﬁh eapithdi dh AL @]ﬁb@]ﬂ#@ﬁ treated with ether,

ned ext racts were
mitimed] died toulffoad Grediflt conpound paameefttditefspid 8.2415 (A8D.H9%).

P%%ﬁp\lg;?() g%ﬁ/sﬂgylé% éﬁ? 6 %Eggg"tl}? %%%nyl)"ﬂ—l%ﬂ%z’o@ %Oﬁ]?’ 4arbamic acid tert-butyl

[ EstM?@HB] 27 MeBoylh76(244;6-ttnletblyl-phery) 2iilamita>chrbgxyliqacid (10b;
g@f’ﬁfﬁtﬁ %ﬁ7 %{R/Ioﬁ W@é ‘é&%bmeﬁ' OJEh éjg m(L % b%rtarloq )and $Q A1, of TEA was added.

15 Offlo-thetristhr w2 de O i5rhIref diphemfigopphorghizidecandohe geaction mixture

lea%é BEEF% g&lﬂg:i %’E ﬁg’ﬁ thgp@ni{gg bo i q'_% ?ea%aﬁ%u}%%? diluted in EtOAc

f gb3 ﬂMdn@wfaﬁinmqﬂjJIMSaqhahﬁrsoﬂmnslmdtﬂfam aqueous sodlum bicarbonate,

tr r@é%%e bor Sﬁé%gc s?é’IFPPB a\%g {inF%gﬁﬁtr:éalggggrl% usrugfal%e andzconcentrated

day Sive Sbirid whidhi w43 dhrdma‘@grz@ﬂdi 61k sihiad elOtiBg with dfsxane:BtOAc (9:1) to

pr opi onal d e an a jon I 0.64 g of sodium
20 t @ S%Qé%ﬁg‘b%}@h?/fg}ﬁ%&é% gt d The mixture was then

digkdff £9_ Me&%_ldl@rm @ﬁﬂﬁ@fﬂl?ﬁﬁl@en}f@@i%ﬁ@ldﬁﬂa&ﬁmé ($hit &o a solution of

nﬂéﬁéﬁﬂ%@@w@%ﬂ%h%%g' P Ohe e > Pheor B8} e Jebut estr

ch 5%@%9; aRRethON igith heRoUBhIS dtdiNGeMrhhaRird BanE byt fluoroacetic
acet at e/ Héxane gr adi ent t;btprow de the free base of Ic

2 a6 0 SRS OIT BRS TS0 06 Boys. THETFFRRD BACETHes then diluted
5 di 'Vf_ﬁ%o bﬂeéllz st[ld %agﬂed%ﬁﬁﬁﬂl?t@ gqﬁJo%@N?HOM U1 Darelilis Phasd s washed

fonin ether to aff Ic as an"of f-whjte
s ofifttiaddfdanarg,Chx aftqahaiiéh &Pﬁ@@éﬂ?@ﬂle@ﬁa@f were dried with magnesium

(ZolYet QXY Sl decls MBI ashin(Ar-finfe (TRl spfgny ! )




2H i ndazol - 3-yl ] - propyl -am ne Hydrochloride (le) and
15 Et hyl - '
WOQ&;—,LW(;BQX)/ ethyl)-[2-nmethyl-7-(2, 4, 6-tri met hyCT/prmoy/01p161
2H 1 ndazol -3-yl]-am ne Hydrochloride (Ih) NHR
RN(CHz)zOCH3 NMe N NM N €€~ I\/bl\/bl\/bl\/bl ~ (
Me Me Sb : R=H | e: R=CA 19b: R-COCI—IZC]\/E@&]2
$tb R=QAVAL BGb(fZ %u@m«h@ﬁzmﬂ)e&)l—im@@m @WPYI‘EFJSIF@ HYdro—

?1;5\ Fd% Iqr fo-{d%:cgi;)rﬁjﬁ rr%“t‘hﬁ 1(2 égjl\tgrnhgfﬁglmphenyi)—.’lﬁ-mdazol -3-

flemiet (8% 0.75 £,2.8h BMdl) mxmqﬁmwa&azﬁed pd‘anz@ﬂal@hyqiq (0.2 mL,

- t d
@?g/gi Bnam na%c(lifoilo@/eflFlf%%ﬁlteﬁﬁéeflb%sydﬂma eloxy o§oh;7fnde (0.64 g,
5 508 nﬁ@@]:) Ohd r@ctibn BhxtA0e whdite)edan dodEAerifer8@irerfor 2@laPs Buring

Wﬁ{ch@@&]araﬁ%’gm I%é’ rg.ﬁ &?%ﬁ?@yﬁeﬁw %aﬁ?{% %rg %dd[}ﬁgmaf’(l BYg, g of sodinm

| Nﬂc@@ﬁ[ﬁg@mﬁ@mﬁ h@Rd( Q?h@@nﬁbarr P.T&Qﬂigngiﬂutﬂwﬁﬁl dittloyomethane
was added and. reacti on allowea, to warm to rt
AaTIR i bR BTHOR SO e ot oR IS DAL Teenesium

Wikl 501 oveielied dihdtgdubivkh c}&bhj,ékooaqﬁ:tedtoa silivd edlachitig with an
w th WD 2004/ 050634 PCT/ EP, 003 3161 - 63 alt?%é-g eldd0175

10 el ayaﬁaﬁﬁ@%ﬁb@ﬁr@@@n&mmﬁq the, F% SR daowak ol &
@@ gﬁe%wa&a&% dids Bﬁred@;[ gaui &h&r@}a&rmmoem af BAlM HCl

afford 19b as a |ight |nk soI | d }Gg 78% . Step

foluien mthWyaéﬁoh@llqaspg- Y SO
4,6-tri rret hyl - phenyl ) - 2H i ndazol - 3 yI] am ne (20b) -
%X%#ﬂ ?kég%:e[{ﬁh (21\71&1%&;: L['Z%Qﬂ‘ﬂy} phig, @ﬂ&nﬁdﬂﬂrllfphenyl)—

azo

et am 19b; was
di ssol ved RH~i1dn¢_011$rxﬂFEIE0BY§1@é‘ﬂﬂ chbté%deéifr}ﬁnggher e.
A 1M sol ut QHRL HE N-2H-
15 0.95 mwl )Eﬁg%%é%&gg&efﬂgﬁ gnce ﬁx ﬁge m xtﬁEPH&Y)
heat ed at hﬁ’falz&b@—fyﬂranﬂnhwﬂsoc}ﬂwed: ((Ibbl ed to rt. The
reaction mxture was then acidified with 10% HCl
aqueous sol ution and extracted wth et hyl acetate (2 x
50 nlL) - The,conmbi ned extracts varéCHasiald with 1M
NaCOH, wat er, /brine, and dri 10 nagnesi um

et hyl ) - [ 2-met hyl |
gdazol-- 3-yl ] -prop- vyl -
To a solution of 9« .
(g- met hd¥s/- et hyl ) - [ 2- et hyl 'Ie:'R(=2(’3ir76't ri-

b :R=H ————__(—_1( a) )
19b: R = COCH,OMe :l Th: R=CH;
(b)

26b: R= CH,CH,OCH,

2,4,6-trinmethyl -phenyl)
anrne hydrochlorlde (le) -

%“

(a) MeOCH,CH,COC, Bt;N, THF (78%); (b) BH; THF, THF (47%);
()R'CHO, Na(AcO),BH, DCE, 1t, (51%)

Step 1: 2-Methoxy-N- [Z«methyl-'?’—(2,4,6—trimeﬂ1y1—phenyl)—2H~indaiol-3—)rl] ~acetamide
(19b)- 2-Methiyl-7- (2,4,6—trimethyl—phehyl)IZH;indazol—S—ylamine (8b; 0.17 g, 0.64

20 mMole) and TEA (0.09 ml, 0.065 g, 0.66 mMol) were dissolved in dry TEF (6 mL) under
nitrogen atmosphere and cooled in an ice bath. Methoxyacetyl chloride (0.06 mL,0.071 g,
0.66 .mMol) wWas 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




.

15 met hyl - phenyl ) - 2Hi ndazol - 3-yl ] -am ne (20b, 47 ng,
0.15 mwl) in 4 mh of DCE was added propi onal dehyde

WOF@?@%G , 0.024 g, 0.42 mwi) followed a fewdimmbesoisicl
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y sodiumtriacetoxyborohydride (0.11 g, 0.52
mvbl ). The reaction was stirred3at rt for four hours,
then diluted with dichl oronethane and washed wi th
Gitubited ssliemiscatlornind wintidy Hriox aod dridtheveo nygneguhaydete. The

was driged over ne ted.~odhe
Seeea i NeeLare Fboyr Brich SR R B Pl
\&té 2: E{B—M@ﬁbﬁﬁ%ﬁ@{@ﬁﬁe@ﬁaﬂ(Emﬁwﬁrﬁn@hﬁ—p}z\mﬂb?,ﬂqmdﬁz@é—Yl] -amine

?@@ e T ST A E APRERt PP costamide

Vﬁ’@m Pr6ls, 47 @10l ks MEskredb R Mtn[[,oﬂy TBIFGIﬂa’Ef a hitragfef efrdosphere. A

g@\ﬁﬁphr(lgn :olﬁ Qxﬁgg(el e XQI%rTéE %ng L., 0.95 mMol) was added all at once

[aRdTRE Mkrufe Ee%teﬂa a@réﬁﬁﬂﬁ@ﬁ Mbmi@,hﬁezy kgolettol rﬁdEH@iea&iqﬁ fnixture was
am ne _25 Hydrochl oride (lh azg? sol u

(tlgewd,z@;@ VEPHPPY Hpbacﬁaéaop@ .FQiT?ﬁ?IQ edpacte ﬁw%yl acetate (2 %50
HHS{]YT € c%ﬁﬁlﬂg?é@ﬂac@ Wél‘& wadHeR €20l N a@l—l-’v&t@', b@n&and dried over

five nL of |chloroethane
mwww@w Showleat wos gspogal 2l HuEH Lo o1 Jidtgomato-
fgg%%dw §l§ca Rt !\/g vath héigﬁié Whthhd EEBUOXIBRY RYd kilidht yellow semi-

8 The reaction mixture was stirred
&thr(@ Fﬂ%éﬁ%érature for four hours, then diluted with

n{gﬁ%p@q{@%r oxthgrgctz‘_’[@ét@lzr 17 v by gf@n&hﬁ%&nﬁ%@&@dazol 3-yl}-prop-

ase was dried

h

TgnesE hmiroshlbﬂé«t dearbo a) h@hlgglll 3&?&11@@7@%631}% 2- IH?‘éhYI ~7-(2,4,6-txi-
| | .

r e%l#;'ﬂﬁ éq%?@t— A1 ﬁtﬂﬂgpg gﬁQﬁﬁ%LIeC(EO’I§ '4‘7'119@(]%@ mﬁeg in @lHE 88DCE was

exan ent tolhf‘?ow e the free
tm]sled @i‘oplhaalﬁd:tyﬁe (Q?@hlpbu@}l-?*ég, 0.42rmiviab) follpwed atpw magugtes later by

Vi gh %ggk%rﬁs_e (\)A?ﬁ}fg%t?em%l_]éeng'SPut | gﬁ ?h@?é'ac@&gwﬁé' :ﬁﬁ{r&ﬁat rt for four

in ether to af
| fowas, therp ditktepwitt elichhyrdretitnerind avagied wig) dilws aqyes us ammomum

foI Ng-~£onpoun es.8i40.).arl.y. nr ' )
SRR TP S R bRl it e cighauea. o
yx@bldlue opy bhnfenh\;dgr{qﬂl-ed@mjlica End 2lutedowith pmecchyre/rang sipdient to pro-
2H- | -
1t BTl e Y QRS AT 15 i O1 HOS ORGP EBC Mo was dis
Gsohl‘de”IﬁtlhglL efhlaeamyd t):eaZd:& with @zZohL 3¢ $I0]M HsFlophrion i géher to afford Ie as
f.l uor oacet i,c id salt (I 5
[ﬂzflfﬁ%tﬁﬁ W?"Y’%“J‘-’ﬂ@“‘tﬁn et h§/| q)phenyl ) - 2H- i ndazol - 3- 71] -
propyl -t hi ophen-2-yl net h7l - am ne trifluoro-acetic
aldhef1-§Bhiedidxy) et piphetifl-7-(2,4,6-trimethyl-phenyl)-2H-indazol-3-yl}-amine

2- hyl.r 7- t hl-
TSI DA Nl .
RoINer(yOHR B Z0EH3]-BiyTHACHE QTIR Y071 13 ighe e mNbllyen. fivezmg dftdichioroethane
was added acetaldehyde (0.07 ml, 0.055 g, 1.25 mMol) followed a few minutes later by
sodium triacetoxyborohydride (0.26 g, 1.23 mMol). The reaction mixture was stirred at

room temperature for four hours, then diluted with dichloromethane and washed with

dilute aqueous ammonium hydroxide. The organic phase was dried over magnesium
sulfate and the solvent evaporated. The residue was chromatographed on silica gel and
eluted with an acetone/hexane gradient 1o ﬁfdﬁde 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 Th as a pink powder hydrochloride (65 mg).

The following compounds were similarly prepared according to Example 6:




M M ZZ, M M If ~(a) 20b: R=H OV 21b: R = COCl 12

(a) McOCH20001, TEA, THE (89%; (b) BH3 THE THE,

LefdddXza (C) HCL, Et20 (68% 10 Step 1: PCT/EP2003/013161
Wofﬁ%‘%ﬁgiy- N- ( 2- met hoxy- et hyl ) - N-[ 2- met hyl - 7- (2, 4, 6-tri

met hyl - phenyl ) - 2H i ndazol - 3-y$4~ acet am de (21b) -

(2- Met hoxy-ethyl)-[2-nmethyl -7-(2, 4, 6-trinethyl-phenyl .

cyclopkopyBieihyid Pz mlett§1-7 (P atriimee bbbm@‘%%:mgﬁ@]zgﬁ’@ﬁ%o)wi’ame

and ,'Iégé (0. OB%é;L t(?' 024 g, 0.24 mwl) were dissolved

i n EERFSCEREAT Y

@hsh_2600keg)-[ Prathyl-ce 2pat temhbrhpRya et HHINEHPEP T

(0.02,'nm, 0.024 9% q? 24 rnWbl) was added 15 and the

r eabtiuROaEHE S C¥hed to warmto it and stirred fﬁ-ﬂthl
5 1oty 7Reans- bon ety kphire vels-igdent hedl -Wophl-SerRhRet &Y

diluted w th dichl or.gnﬁghape and washed with saturated

aquasine EEEPITBPEArHSate’ sol uti on, brine and dried

over magnesium sul fate. The. sol- vent was evapaor at %d . dazol
19,8550t d BO- (T &BOY-c0fy]) 2 Domehyhir-(Bdi6-trgpehylophenyl)-2H-ndazol-

Bi s-(2- met hoxy-et hyl ).-[ 2: ne -7-(2,4,6-trinethyl -phe
nyl ) - 2H- i néﬁ’%oﬂm@-ﬁé’ﬁ%{‘lé@rﬁﬁnm hydrochl oride (I1f) -
2- Met hoxy- N- (2- net hoxy-ethyl )-N-[ 2-met hyl -7-(2,4,6-tri

mL) under a nitrogen_atposphere .
@}3 sPropyi-amine

- net hyl - ghenyl) - 2H-j ndazol - 3-yl ] - acet ani de ( FEBLCHPOCH,),
mg, 0.18 @{‘r)(c%\%ﬂ?%&*ssol ved in 5n of y_JFHE under
nitro A 1.0 Msolution of BH3-THF c ex K-eoma5

m, 0 Vot dte Was adde<zh))aHg at once afdthey m xture
heat ebkatHef | ux for—2 he " led to it The
reactidn mixture was acidified wth Mdy
sdfetjon.aff extracted with WD 2004/ 050

PCT/ E 13/ 013161 -65 Et QAc (2 x 25n) e organic
phase Was washed with 1M NaCH, water, e, dried
over agnesi um sul fate and concentrated. The residue

was flash chromat ographed on silica and @t uted with
hexangyacetome—(9: 1) tﬁa)afford the free base of If as
an oidip46= ogCHEBY) ™ e free base was dissolved in 2
m. ether and treated wwth 0.14 nL of 1.0 M HC

oo S b8P oo athishe powder
2- Met hyl - 7- (2, 4, 6Bt MICRAPEP 21 i ndazol e- 3-carb
oxylic acid cycl opropyl net hyl - propyl -am de (In) and

1o Uk SPL AR TEL - 2T 0kl A B+ et (RI MRy L)-28-
indazol-3-yl]-dcetamide (21D) - (2-Methoxy-ethyl)-[2-methyl-7-(2,4,6-trimethyl-phenyl)-
9H-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 atrmosphere and
cooled in an ice bath. Methoxyacetyl chloride (0.02 mL, 0.024 g, 0.24 mMol) was added

| 15 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

agueous 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-trimeﬂ1y1—phenyl) —2H—indazol—3—}fl]‘-
20 amine hydrochloride (Xf) - E-Methoxy-N-(Z—meﬂloxyweﬂlyl)—N—[2—meﬂ1y1—7 —(2,4,6—‘0:.1—
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,;-THE complex (0.35 mL, 0.35
mMol) was added 2l at once and the mixture heated at rgﬂux for 2 hr, then cooled to i
The reaction mixture was acidified with 10% HCl aqueots solution and extracted with




yl met hyl ) - propyl - am ne hydrochl oride (In) n7777 -C3H7
XN N(b) INM f MMN \ I M/ M M M I|ob:

wOSey () Jm: X = COMPr) G o-C3H6 In  ( ebrhoBlsnisi

t3N CH2Cl 2, c-C3HSCH2NH-n-Pr, rt (66%; 10
(b) BH3 THF, THF, reflux (76%-62-Methyl-7-(2;
4,6-trinmet hyI phenyl ) - 2H i ndazol e- 3-car boNyI ic acid . )
cyampt @pyiimLh¥he orp mﬁt}dﬁkﬂwamvaihec(m 1M NaOH, water, brine, dried over

2- Met h trineth I ca’
ABIREnES %sd(fai%)éﬁcﬁﬁn c'_e[ t§¢5te<¥ X%lllﬁ q%%gé( y %ﬁé%%{xt??f%hé&on sili
hygl gire:d202ha@ne:dcedhertanl) Yo aﬂoraaha&ee base of If as an oil 46 mg (68%).

TFho Babres v St Rt 598 L8 b Pt 8T 0T £5C solution

Nirpétﬁ&yﬂo 06 B 20 B ety aeiday (2amhgle (o 20 i, 153 rrg,
) mmol ) were conbined in 16 rrL CH2C12 under an N2

e bt Sl s %,xy

| washed succe IJdﬁhdeHZanndnd saturat ed
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s oI - venf1 ngﬁf}’ dggeg’gfhg%h%ﬁo@'\%ﬁ'ﬁ é%@r@% "md&z‘ﬂ"s’

flash chro & AR a6ridedn 3) to afford
350 ng (66{’;?&9%2&)? %ous [ qjslﬁd \N]IT‘II cg %ryst allized

on standing to a white solid. (Im np.112.5-113.8)
Cycl opropyl met hyl - [2-met hyl -7-(2, 4, ﬂcsﬁv
6-trimet hyl - pftenyl ) - 2Hi ndazol - 3-yl net hyIJN-pr

yl - am ng=hyd

por ane-—'FHF—W) 2004/ 05¢%
2 161 -66 solutiof(1.35 e 1.35 rmol)

were cogpi Med in 10 nL of dry TH

sphere and heated at reflux overnilght! A 2N HCO sole

(4 nm.) wass added cautiously and heated at reflux for

20 min, then allowed to cool in an Mee bath. The

m Xi0bre= GEeg ' af h 6N NaCH,sol n, then

parite :ty -oAeNEHheeRHE*AC (30 nL) and brine (25 nl). 5

The Et OAc | ayer was separated and dried over MySO4.

Evaperatioapof, Bt hetsol, \ce]gmscHgm -ePdedsds)r esi due which

was @jﬁ@h}]@hfmﬂ@gv@@hed (1: 3 Et OAc: hexane) to afford
193

2-Methyl-7-(2:4,6-trimethyl-phenyl)-2H-indazole-3- carboxylic acid cyclopropylmethyl-
propyl-amide (Im) 2-Methyl-7-(2,4,6-trimethylphenyl)indazole-3 carboxylic acid (10b;
400 mg, 1.35 mmol), 1-hydroxybenzotriazole hydrate (202 mg, 1.42 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 mkL, 153 mg, 1.35
mmo}) were combined in 16 mL CH,Cl, under an N, atmosphere and stirred for five hr at
rt. The reaction mixture was diluted with FtOAc (50 mL), washed successively with IN
HCL H,O, and saturated NaFHCOs, 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 lignid, which crystallized on standing to a white
solid. (Trm; mp 112.5°-113.8%)

Cydopropylmethyl-[2-methyl-7- (2,4,6-trimethyl-phenyl)-2H-indazol-3 —ylmethyl]-prop-
yl-amine hydrochloride (In) - (N-Cyclopropylmethyl-N-propyl)-2-methyl-7-(24,6-tri-
methylphenyl) indazole-3-carboxamide (Im; 263 mg, 0.67 mmol) and 1 M borane-THF



(7699 as a viscous liquid which crystallized on
standi ng. The free base was converted to an off-white

WO @M}%GQ hydrochloride salt. (In; np 125. 8- 138:15¥P2003/013161
anple 9:
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[ 7- (6- Met hoxy- - 2- et hyl - pyri di63-yl ) - 2- et hyl - 2H i nda
zol -3-yl]-di- 10 propyl-amne trifluoroacetate Me02C -
960G bINCIDB 3 sxBBly 1.35 tim(IPheroREa)iNGd velNul afidrNTWE-uydry 7 Npgtmo-

L AN L Bl BCH B AN e ML P2 MR RIRly and

NaBeOAORHUBForM® i, 83nialbivedto OWbinGivkice batht 8fhe Inixiare was made

ol Rl LPe2: SRR stk doel £ dn GBI (25 o).

h@fg'ﬁ@ﬁk %az%%ﬂfﬁﬂ-sepférgmta@ﬂdlrﬁd @véd MBEOM E!ga@bm‘éioakg)f?tﬁwlvent
rate (1. . : was stirkr _ r
hiprrie (Ll B SS A ol e st oL € A 19

| (0§ fikes WeS Wk Bl hidiviaaeeyRelwersn flnding Of hevatedrasanes dfiverted to an

mL_of dichl oro: nethane he aqueaqus .| ayer was washed

WEERbis0sahd GRYHPENPRR t&&h‘@Pgﬁg'%a’cl?’%ﬁ“ fied with 3 ni

of a-concentrated agqueous HCl sol ution. The

ALxEfHR 6. at q@L(éi_mﬂofya@m@m?ﬁmjw-yr,f-.rzlmeml-mfindaz_ol—3~Y1]—di—

rinsing well with water, and dried in vacuo affording

2.52 g (79%FopH-amipe Bifloroacetate

2-met hyl - 2H i ndazol e- 3-carboxylic acid (31)-as a pale

yel | agwegel 1 d, which was useghw th- 20 out further gNco-t+Bu

purificdtyon _.Step 2: A solutilon o (FhO),P(O)N; i '
y: L E38 xylic acid (3-—n

. | ) s 25 6] 2 3 , 2% I’ﬂ of \N/

tort-butanol,jtriethylamne (4.2 nL, 30 mﬁ)l , and

di phenyl phosphBoryl azide (6.4 nL, B0 mdi§*Qfhs stirred Br

for 1 h aggroomtenperature, WO g£)04/ 050634 32

PCT/ EP2003/ 013161 - 67 t]'?h)en heated to 100 C apd

stirred for 28 h. Afthrrrhe s j had cooly

m, of etiylra acet at e ad élg)?dl)gﬁ%‘

sequent i a--y—wars e~ t _

a sat ur atgdi@mpieous Nacl g6l uti oBOMWsi ed overN

filtered, mmk(Oaop@entrategd to eliew oi l .’ M Me

chr omat ogr aphy (0-*33% Et OAc/ h xar s) afforded '

(87% of 33

Step 1: A solution of 7-bromo-2~methyl-2H-indazole-3-carboxylic acid methyl ester (30;
337 g, 12.5 mmol), 60 mL of methanol, 20 mL of water, and Lthium hydroxide mono-
hydrate (1.61 g, 38.4 mmol) was stirred at 67 °C for 16.5 b, 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-2Fi~fndazole-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 fert-butanol, triethylamine (4.2 mL, 30 mimol), and
diphenylphosphoryl azide (6.4 mL, 30 mmol) was stirred for 1 b at room ternperature,




e,

5 (7-brono-2-nmet hyl - 2Hi ndazol -3-yl )-carbam c acid
tert-butyl ester (32) as a pale yellow solid. Step 3:

WO }6;)4)%5&5% ution of PCT/EP2003/013161
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r ono- 2- net hyl - 2H i ndazol - 3-yl ) - carbam ¢ aci d
tert-butyl ester (32; 0.092 gp76.28 mmol) in 2.8 nL
of di chl oronet hane was added 1.5 nL of tri-

Ek:ﬂ%%& &4 160 achd sThhel sehehi afteniif sshitiondddfcosled 3, ml. of ethyl
then quenched with a 1 M aqueous | Olu%&ﬁﬁff ? nd 50
Aiexdtemeranaisledsandabe egfuiipn Hat yraBEntEdy ﬁf@%;’éf of water an

dl C O%Bira {é%g g%%cﬁls fﬁ%@ SSIQARA NREL QR 8RNSOl ater s, k&ﬁ.’f @mcentrated to

oVer ered, and concentrated to 07 o
Q é]kilv@@ﬂ/@ Cofurtt Ulﬁi@matocraphy (0339 EtOAc/hexanes) afforded 2. 80 g (87%) of

7 2 71 .
Lo o2 I Dk 2L el SRRt Taed Dl S8l el
gg(glchlrroethgnehand p[oplon al dehyde (0.072 ni,

o an e mxture
Strpi 1y ﬁqotarﬂol}tt@n a7 ﬁyﬁgr?o—ﬂ%;g}l\?&éf (rb‘fa%@% 68{&1]'&%?11(: acnfl §ext -butyl
i fs‘%d% E:tp'zé Hﬁnclmdﬁlthzt% %L%%é%:%ézﬁﬁﬁﬁl&h@ fwadadided 1.5 mL of tri-
i onal  Pr opi onal dehyde
daigeehcetihacidy @qrcéum@gw%qs,ﬁﬂeg doz b ”t’ﬁ%qm%ﬁ‘?%w{iﬂ aqueons
m%l 00bn S0l Ui Agetexuaanayrdcde 60 p8RMNgof dickibro-

the m xtur e 'ver%k 11£d f Or 19% concentrated

. Adethgnieo ﬁléhe q@ndpnmga@h;ﬂdersmr@

%dg%‘h g rgﬁ%oé%ﬁ&fi&%déﬂ@%réﬁb 9% ﬁféﬂ{ I—ﬂdiﬂ:azderi amme To this crude 7-
e O 70 L0 3B opion
oa]&%%‘yge gﬂn@t ULe Y8s gﬂﬁcﬂ% ahﬁ%é’xﬂ%&ﬂ%é@%ﬁﬁed for 10 min. Sodium triacet-

ane an aqueous NaCH sol uti on,

and
thebagisarise (1 weg, 1id s el .G ERh ThePBEITS S gicned for 3 b

P 3 Papighd bane ek RO tirred for
‘g%{l F%Plarl e ggbl 01 g%?mgftag:?lgg and T was sk ed
crnean; that edditional sbdmvmtrmcttox@(ﬂrg]mqlr@e BAR0 natleﬁrfﬁ-ﬁlﬁ’p was adde

SR Rl PG B o 10
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(V?’é’s)add&& ahe diixtreivad aireeddbr 1h, then additional sodmm triacetoxyborohydride

(@2@8 nglgéﬂ% Xﬁﬁé%l@ﬂ%ﬁl H]J-}L ‘)( ﬁ%&ﬁ ﬁm Me mixture was par-

osphin

p@hd)xﬁﬁl Bél’ﬁ(féhh chfbleﬂcdfn@har& af2 kﬁiﬁﬁqﬁeo@h@]}'l{@g Yatipn, and t)he aqueous
a}rer vBafs e %%13&? rgig%g Opréglilgzrrﬁ_lget%‘lnem@e)wm%med organic

’fﬁ@ k{r%rel@l?éa“m&@ lMgSICI,;nﬁlmsd ahil copangttedso @ brown gil 5CRlumn chroma-
ents were re 30 noved i.nh vacuo _a
rrtogtaphe (hesl 080 EG pdBesmpey) aliar s‘:’e(g?#@l} et f{,ggﬁ% 2 methyl-2H-

mg&ﬁgﬁﬁﬁ%rgypﬁgﬁ§ﬁf ]% - 2H | ndazgl e- 3- car.bo

| btep ach cnizfuak of (pbuoymyd- Qﬁeﬁthylj-l ringapol-Aridt éippgyyl-amine @l 062 g, 0.20

ﬁé’%é? t@% (%%%%%?ﬁl@éﬁ]pﬁﬁ&gm@@uw@& o, B0i2 R ANE-Nethoxy-2-

methyl-3-pyridyl boronic ac1d (0.040 g, 0.24 mmol), 1 mL of N,N-dimethylformamide and

0.4 mL of 2 2 M aqueous KzPOy solution was stirred at 65 °C for 8.5 h. Solvents were re-

30 moved in vacuo 2nd the crade mixture was purified by reverse-phase HPLC to afford Ix.

Example 10:  7- (2,4-Dichloro-phenyl)-2-methyl-2 FH-indazole-3-carboxylic acid cyclo-
propylmethyl-propyl-amide _ ,




34 35a: Y = Br 35c: Y = 2,4-dichlorophenyl 35d: Y=Ar
Step 1. To a solution of 7-brono-2-nethyl-2Hindazole

WO%@%@#&P g, 7.12 mmol) in 50 m, of THE at pdSrfomae13161
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a 2 Msolution of |ithiumdiisopropylam de (LDA)
in THE heptane/ ethyl benzene¢¥ 3 nL, 8.6 mml). The
solution was stirred at 0-5 C for 155rn'n, t hen
rechilled to -78 C. To the solution was addeg, metHyl
chl or oformate (0.66 nL, 8c®wmwol) all at onc®

nd
t hg: ure was stirr (le slowy warm.to rooM
t ath.@H over—9 TﬁN @ gd-i t h

S a=gel and conce . Col'um chr agg qr ap
(0- ZO%JEtOAc/hexanes) af f orded of :
7- b¥ono- 2- net hyl - 2H-i ndazol e- 3-carb- oxyl kc acid

net hyl ester (35a: 1. 529 79% mp. 131-132

yel | 0 solid. 10 St F = By pixjure of 3%§.Y%2%%6é8&%mﬂ
2.79 mmol ), 2,4-dic oroAﬁeny boronic acid (1.06 g,
5.57 mmol ), 10 L of et hyl ene gl ycol dinethyl ether,

S&g rakh 8 Ghliutiph aﬂwbpdsmsmnmeaymﬁ iratazale (A6 050 £07.09 Fargol) in 50 mL
4 mol), and 10 m . 2 M. aquegus
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hé~so trrre

- $ai7utinod), Wamlitaf athyleae ghdolimethyl pﬁhpéttfet@h%tf@%aﬂagi’wne) Paﬂa"

gﬂ}ﬂlﬂﬁﬁ é&, 83\%%) % (%ég?mgﬁ oﬂ%g?cﬁ‘}[‘sq azM Cﬁzl}:etﬂfszl‘@g@@@&uuﬁﬂﬁms stirred

g4 ed o%&nﬁhg%%ﬁl@wgaaﬂ ueslL FiYA Gtttate (3t mbhw@Q@ddqq!L;nd the mix-
e B 5 ot oS S S 8 Meso

‘ gft ﬁelrdggfg% Oﬂ_%anl %F(ﬁ %%ﬁrﬁﬁo‘éﬁ&f d(?@é%‘ﬁgc\%&gt g Ogmy (0f>1@% EtOAC/-

fekd % paforded of prigenticldbadphenyd)-Brosthyls) ~1ncta@pl§rﬁ»rcarboxyhc acid
chr tg ts % Fg r.aph éé 7@“ 8%[’8}'/%“ Elt} Cfég/ lﬁgr gsnae%ﬁlt stofhgr ded

;Ik Qdﬁﬁ@&{h@ﬁpﬁwyﬁ:}ﬂ@c&@dopmemethyl a(*)m;-ne (0.69 n;L 4.8 mmol) in 12
ro I 0
SHETE TR AR T NE M TR S

f@é hﬁmm Qnﬁ@ﬁ@é&kﬂﬂ‘ﬁl WY Birfekdtht 76 Iyn.pTepaheibraeeoiraisigred with a
to Exanpl e

7plp SALOH S@h_}w éﬁ]é ﬁ%go 2 ORsY WJTIIOQI_IP ilf a{gzgii bengeré r%he solution was
]#Q%fe%qtl 99% tn(red ?&t?&) )@{erﬂ:m&c’) o RRd eAQMEhﬁ%HL@MH(S@IHﬁOH (20

7 2whs dbehladded, phé tyd thix@umestdsyektr2eied with tbiee 28 telappisiops of di-
! ¢ or%grlle acxilleet]flﬂg %%d%gclfafmc %}rre%s wordG&hal §ith 48PN 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-methyi-
2H-indazole-3-carboxylic acid cyclopropylmethyl-propyl-amide (35¢: 0.117g; 47%) as an
oil. :




[ 7- (2, 4-di chl or o- phenyl ) - 2- et hyl - 2H-i ndazol - 3-yl ] - nor
phol i n-4-yl - nephanone (lae) The foll ow ng conpound

WO%O%J?H%' arly pr epar ed according to Exanple 1;(91‘/@?%@:9613161
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2-ethyl i ndazol e was used in the reaction
sequence and prepared as in Exgaple 1 step 5
substituting diethyl sulfate for dinethyl sulfate 10

Th Slbwth SR Ao Qrovd Qmﬂaﬁ? Bélpa&ﬂl-at&tdéﬂ:glt@ﬁﬁampkki@xyl

d I
{7?02?41(3@1;%5—5&?%{{7@)%1%#’;’1 ﬁ’ﬁ‘ﬂ%r f%p%/ carg %c acid bis~{2-methoxy-ethyl)-

7-(2 4&4%:1@1%‘%&9&91!%% Ej) 2- met hyl - 3- ((E) - 1- propy! - but - |
-enyl)-2H 1 ndazol e

Pr_/
e T e Ot T o
N P%‘(_Qgte?ad? 36 3|7a X = Er 37b: X = 2,4-di-Cl -C6H3 '
t
ijﬁﬁé&cﬁoﬁ%é)hﬁ%}fs gﬁq%@%gigi gxd(agql 3] gn@IPh?hIi_ 4ﬁgﬁi}flsthanone (Tae)
18 nL of tetrahydrofuran (THF) at -78 C was added a 2
m&% A pr&% s TiHRANe prepRRdletdniing t@Emrap]e 1@5:@;»1: 7-

he sol utlon was stirred at

ihrowheheth rrﬁawléavaﬁ phed Dghercarip aoEt nf BRARE S bgrele
A&t%esostu@&% %Veﬁfﬁlﬁkfatéﬁyr@umﬂ)sulfaﬂ&d the solution - -

stirre g .

-Gt dichtosct phemdbor R ABE B0 a B p PO il PG Terby
s extracted with three 30 nL

E&PE@&R@E%@ ﬁsgfc)é{ag{:g?%\?e The conbi ned organic
| ayers were drled over Na2S4, filtered, and
ot Vat G624 Diclimocmirens Di3-mets o L omat ey 2E
(0-+20% EtOAg gﬁxanes) afforded 1.80 g (78%
of 4- (7- br ofB=2-Iret hyl - 2Hi ndazol - 3-yl ) - hept an- 4- ol
(36). Step 2: A solution of
4- (7-brono- 2- net h7| 2H i ndazol -3-71) - hept an- &40l (36;
1.75 g, 5.38 283G
4- t oludresul fofr
at  DHGPOFQr 20 h)xt

m xture was extracted W
et hyl acetate. The VSOBgOO4/ 050834 PCT/ EP2003/ 013161
-70 conbi ned organic |ayers were dried over SA,
filtered, and concentrated to a brown oil

chr omat ogr aphy (0-38% Et QAc/ hexanes) afforﬁ'g
(89% of 7- br ono- 2-

ms= BX' To a gcgh@lox} oP? %E’é/ﬁlotﬁ'l—inelthy? Pyt nddbkik (5482 8lge7 ( 3d@pt) in 18 ml of
tetrahydrofuran (THF) at-78 °C was added a 2 M solution of LDA in THEF/heptane /ethyl-

HOC

benzene (5.3 mL, 11 mmol). The solution was stirred at 0-5 °C for 10 m, then rechilled to

_78 °C. To the solution was added 4-heptanone (1.49 mL, 10.6 mmol), and the solution
was stirred oifemight‘, allowing to slowly warm to rt. A saturated agueous NaHCOs solu-
tion (40 mL) was added, and the mixture was extracted with three 30 mL portions of ethyl
acetate. The combined organic layers were dried over Na;SOs, filtered, and concentrated
to0 a brown solid. Column chromatography (0—20% EtOAc/hexanes) afforded 1.80 g
(78%) of 4-(7-bromo-2-methyl-2H-indazol- -3-y1)-heptan-4-ol (36).

Step 2: A solution of 4-(7-bromo-2-methyi-2H-indazol- 3-y1)-heptan-4-ol (36; 1.75 g, 5.38
mmol), 50 mL of toluene, and 4-toluenesulfonic acid (123 g, 6.46 mmol} was stirred at
110 °C for 20 b, then allowed to cool. A saturated aqueous NaFHCOQs solution (50 mL) was
added, and the mixture was extracted with three 30 mL portions of ethyl acetate. The




step 3: Am xture
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The ingredients are mixed and dispensed into capsules containing about 100 mg each; one

capsule would épproxim&te a total daily dosage.

Composition for Oral Administration

Ingredient % wt.fwt.
Active ingredient 20.0%
Magnesium stearate 0.5%
Crosscarmellose sodinm 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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Parenteral Formutation (IV)

Ingrediént ' % wt./wt.
{ Active mngredient 025g
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100 mi

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./fwt.
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
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Example 14: CRF Receptor Binding Assay
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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 aftaining the disclpsed
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aI k ?mggﬁég’gﬂ’le eltra c[r]?lﬁéjﬁéﬁﬁé 1, 2@14 Qet?zﬁiy@f&ﬁhﬂ@im, BPBACtetrahydro-

nocar ony anoal kyl

C3 Bh@hﬁbhny,(té’fydhjfdhﬁiyemuéwj waa'ln}[@pgyrﬁp@pne, FFsgpolidine, plperazme,
al k R h of said ring
I PPy BT o s

. bot hp ubgtﬂual‘lk\yﬂl arecbrangh enldt twle CirB dFCan Heggepp consist-
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subsird) e,ﬁﬁﬁommbt&gé,mdanbdaybcaefla@qﬂ ednifpebeniia qun@ugmnosulfonyl

.C o n%]%)s’lt QE(?H}@TJE}HO;] al k W{l] %{}nlg’ﬁlo hen { gll%h@ﬂk h’f)é(a)éh og %acl)d phenyl

acy basips s optidaally smtzfmmdthh ahkyt swié gnwpb Sty selected from

T T

Rb‘ cihflsakanninegeslians sptidnalhmonbtutegeried or dibiltetitutpdyith alkyl,

7l g sapeetad FromtHE i’aﬁ“ﬁem&@nga{»%fpgloﬂnﬁhs% S0RENY group;
Wisﬂﬂﬁk S dx@kﬂﬂllsmﬁﬁy, cheNBPiRSer i di ne,

T’s_ﬂrla%al[é) %Qf; ﬂéﬁ@g}b@@gﬁ aglﬁ%?cflﬁ atgéd (o %é?l&ls;tﬁn:g%f hgdm&en, Cis

| hex pr_t@amy%ﬁm@sﬂmfya&@l cgwkylﬂneqo]qﬂ,drmmkyl heterocydlyl,

hollne i.m dazol i rrol.e,. py _
‘:‘;_eg(p@rci a&@ﬁﬂo %ﬁ cadp?lhg 6 ﬁf&g’tqla(??aﬁ clycloaJkyl Cizalkyl,

.Sub%wlt&&%w&&rm Eéteﬂ@af}@a]k"ﬂ emaumgﬂ, ﬁl;ﬁrehﬁetﬂggzﬂkyl and. Gy

from'the 1s ‘group conS|st|ng xo
hyd @quwh@yputecéwpgg@ ako%y n%%g géé each-of said
acyl amh fiRy], SREAL AL b&‘}iélteroﬂf}ﬂ rﬁ@ﬁﬁd’ ) @pﬁb@dﬂ@éﬁbsﬁtuted w1th one or

‘am nbcar bonyl arm no,  ani ng-

al kyil@ﬁlsﬂb@f}tﬂalhﬁﬁ imslepenAcREE of %%r‘gé%th%"m&ﬁ&oﬁﬂ%?ﬁﬂ of Cy.s alkyl,

when el anga i LhinBhEBY GipcylaSnifPtndnaldgyn;

sug;tltut egljlvﬁ th one orB mor emgngups ﬁ%lﬁ% ent #I;ﬂoid e

sRelae.dtRe@w Fedem. Gae it f/formied Bas oumqu%'%ﬁm cylidenyl, Crog
M AQe ééﬂl% 0o c?dahqrnaém g, sc?d'l@’allzﬂ—aﬂ@'ﬂla@@ﬂ Cangidoalkyl-Ci.s

each of sa roups 1S O

ti onal

ldﬁ@jd (En'sheﬁﬁrg%]grbfi@ ey 5%131‘@];9%1:1]5&9 5 %]Fyl}dgnyl Cs.¢ hetero-

Cont E:ﬁﬂ |] Ayl . . ot N
' er azi f%yﬁ&g é}]h"‘ Q{gm\)cr ﬁ&%}?@ﬂ&?' Iﬁg G r.?g?dgpmﬁklj’ Chiylly €rOary.

o r r}-aﬂadleiﬁnﬁ smddaisresvlli-Soaplkeideyyl, Wherein éach 0 Sad cy’cloa]lcyl
phar Slt‘%&t%%ﬂl%% ﬁr%%%’éﬁﬁi ﬁ.{Hsﬁtlft&P{vﬁE fon¥bt Bdrbeubstituents in-

provi:

and RZ |s hydrogen &
conpopaderly et @Qalkyiz;hqlcyl]@{l bolflamino, di-
25 Zp A SompoHRd.Rtefor Ml a It R

RY and R® are taken together with the carbon to which they are attached to form a cydo-

alkyl or heterocyclyl ring;

R and R are each independently selected from the group consisting of hydrogen, Ci-o
alkyl, hydroxyalkyl, Cy.¢ alkoxyalkyl, Cr.s alkylﬂuoalkyl carboxyalkyl, acyl, Cs.s cyclo-
alkyl, Cs.¢ cycloalkyl-Cy.s alkyl, di-Cs. cycloalkyl-Cios alkyl, Ci. heteroatkyl, amino-
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1, 2, 3, 4-tet rahydro-

~~r1rr-RR m R3 whereini: R is -NARk, -CRX2dR, -
C2,W or -C(ONRaRb; or R is hydrogen, cycloaplenyl,

aryl, or heteroaryl, where each aryl or heteroaryl is
optionally substituted with one or im substituents
independently selected fromd s afkyl, Cl4 al koxy,

Cl_6 al t h kyl hal o -

L o D oSl SR OBy heg R srogplio o ary

Ra \r/]\o 2%@14;;%5[(2,?%4 ﬂ%@l}{, i /Pmﬁ;glﬁkyl dfp&eﬂy‘ldilalalkyhlaed Cy3alkyl sub-

eacn | ndependen Sel ec rom rou I N

of hydr ggigﬁt vg]thbgthéﬂ %ﬂcycel ﬂigyl@pdg p% %}]1 g(’rgy v% Isgc@l of said cyclo

i's hydr %ﬂﬁ%&%ﬂ,@:@' &)Heter ?1 3 lﬁ)bha]ly@&bﬁ]tllted with one or more’
c

cycl oal ar bonyl ,

alskyl su Nlnhmentsanglependq:mhf sy:legteﬂ)ﬁom heFEIR cg%qlsamgﬂﬁ Crsalkyl, halo ;11\1\’5_;1
| 7] a s -
or ary 1 éﬂt\ u]g’rs’] ta-]gﬁ}i g_[llgia_lr%n Ucfiﬁldrl%l g&rdﬁd} Ia]ﬁylpmnw cylamino, alky

nore Ssu

y selecte
al kyl , hafongd, aﬂ«ylsplf@wl@m ahdkbadygelamd h%ﬂbdggéﬁﬁaﬁﬁﬁi’ groups is optionally
aryl or_heteno tituted with
one or ﬁg)lngs %é'%(de({l %R%ﬂ - pen y sel ected frcgn}lf
t he- @meldkf’onﬁa mkem@geheﬁmhﬂmmsnogerao whighdhsryse gitagged form an

ribhoal KOPEEROELPABI oo ioad Hy i RATRY et Congisting of ppuxoldine

hal oge anb padliee) h(yﬂnop@yﬁm,e’ ﬂeuﬁhxdrepymﬂmbﬂaz Rﬁ—tetrqm@lr@qmnohne 1,2,3,4-
Ra and

each, | en- lidine,
group ¢ g oﬁﬁ’qB’fnqﬁ}ﬁﬁ yrén%]%}(e, ﬁ&%@lggf hih 8ine, pyrazolidine
al | cyl cgj azﬁﬁyinorymm mdmeqmmm@;m&emd ymidazole, where each of

_:ue IIqe/lCt © d %g%:tg% qsl.l&%l;ﬁ? Rg{a o éq)r ggtﬁ:@umghts%elected from the
ajyl t hgﬁ%@m 29y bxo aﬂkyyl hy@aoﬁarkylchﬂmm glkoxyalkyl, aminoalkyl,

?ly lé |y Io al R§HR @f)%)ég:!ag& ky | W@@#&MP (ﬁgﬁﬁd amfnkocFIbonylammo, amino-
am noc agﬁﬂﬂiﬁ %hl&l’éulfaﬁﬂ%ﬂiﬂ |aﬁiﬂlosu%g§lhﬁilﬁd§ C:mqualhyhyl wherein each of said

het erocyclyl'all ¢yl , ar ar al het er oar

hetero a%%ltléﬂl EWHP{‘ph'éPﬁﬂy y tﬁ‘%@ﬁt}i‘l & mora?r%(’ s igdependently

al kyl sybstid E&E{jc\/_\ém (Q%aﬁ\ogd%ﬁaiokédkﬁmmﬂaca dialkylamino, and
each of 'sai d cycl oaI

I
'gl‘;'ny gﬂlom endangl ofgaist grainogres ibAREP iy e Rpfipgted or
‘Wi th on f)stﬂ;LDt %ﬁﬁﬂ?gﬂkgt Hleﬂ'izénﬂaﬁgiﬁﬂﬁ p%@rcﬂi@ﬂi}ﬂ,)plpendmyl , morpholinyl, or

. selecte rom Fe gr

consi sting of 6 al'k
hal oal kpigera@in_}&ged»dp;oxy, am no, al kyl anmi no,
dial | C ‘I’\? ?rrﬁ,?}r)é al; k¥)| nofi¥a0nic %9 Bﬁsomers, or pharmaceutically

al | ¢y F yl OXy en, and
each of acsgptd lgﬁplltﬁ)ﬂlgyegﬁﬁrgth tge gfﬁvilsgrfgpq \Vhen R 1s phenyl and R? is hydrogen in

' rTDnOSUbsdmlidmhﬂﬂoﬁﬁormdlaS{MD)sRll isuftleet thdrtHydadgeny| © or Ra

and Rb,are tak e r wwth the nitrogen to which
t??eyzaé?‘éo’é‘f’?%ﬁé’a%f’%? g hetero- cyclyl or heteroaryl
ring selected fromthe group consisting of

pyrrolidine, piperidine, 25 honopiperidine,
t et rahydr opyri di ne, 1,2,3,4-tetrahﬂ§$oquinoIine,

- 2
NR O

~—

R3

wherein:

R is-NR*R®, -CRRIRS, CO:R?, or -C(O)NRaRb; or R! is hydrogen, cycloalienyl, aryl, or
heteroaryl, where each aryl or heteroaryl is optionally substituted with one or moze
substituents independently selected from Ci.s alkyl, Cy.¢alkoxy, Cis alkylthlo, Cis

3  alkylsulfonyl, halogen, haloalkyl, cyano, nitro, _C(O)NRRY, and -NR°R”, where R



i soqui nol i ne, tetrahydropyri m dine,
hexahydropyrim di ne, pyrazolidine, piperazine,
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wo SRRGst o
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where each of said rings is optionally
substituted with one or nore syBstituents sel ected
fromthe group consist 30 ing of hydroxy, oxo, alkyl,

hy d Qx RBlagdach ﬁl&é@éﬂdenﬁkrkél&@tadi Ry, thapicupabhsibingueflydrogen, Crs

acyl- am ng, am onyl, am nocarbonyl al lryl,
an AbEarpd ?ghY %ganosulfonyl

Py S&&@H%@P@lﬁg O a@m&ﬁ QQ&’&y@Rﬁb}RﬂrCM—}ﬂJ@m’d}kﬂcarbonyl Cre

erern e€eac IS 0)
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sub g]&cy]pg]gf@grl,\ﬂrflhow'gla@? F N%ye@er_g gag 6@? P& ﬁg %lppéna]ly substituted
sel %‘I—ﬁﬁﬁ] el Jr%%re%?&b&m@ér}windepai&ﬁﬂ §¥dctedGHod CGals Kitody haloalkyl, Ci.6

am no, [ am no, diallylam no, and hal ogen, and 35
eaChleKYJ%d dalogemo groups is optionally

'}:Feﬂetr P Ea C&J{Q%Eﬂ MiRGrtdd FitlRbKy br mofd subStituents inde-

cont In a I nyl eridinyl, rmrp oI| I
or pﬁlpéﬁ@ﬁsdyq:t Qgpthe groq;scqw@ﬁ@@@gcl lﬁaﬂcyltlno

aI k%%a]kﬁ{ﬁ 1, ardfos 1369%12%4{0 %&mﬁgﬂn@? %ﬁﬁﬁﬂ&ﬂﬂ)n}fl

are eac dependengly selgctgd fromthed |
gr obplogemsiakelhyl cpfnohyidra ged -NE RO; whirk | and R° are each mdepen-

hydr d%ﬁf%{elf%é{e’dh@né %@%ﬁég{; xahé&ﬁe tfreo?ingéro%xk xt}tg Hlk?? bhe ij alkylcarb-

het ero ycPylal
cycbnwLIyI C3-6 cycloal kyl-d -3 al kyl, di-

et &qude%%f‘é%‘ﬁwgﬁ%‘f% sﬁl‘/%@#%&véoﬁggﬁog@m&own, Cs
and aﬁl}f} &Yﬁromﬁkﬂl Csmmmlm € ﬂb@éﬂhfl Cadapgalkyl, acyl, Coscydo-

cycl .
cyc |agg @/?tﬁc)’ %%1?}@% 1-3 sﬁg oz a('rzilzl aﬁg& g:ul Fl;;féleﬁezbﬂkyl aminoalky.
Opt iaatiabiaybsufakyls cnrmhlhms s(i‘w&rocryclyi;ﬂ;lp@rwdﬂaﬂwh arlarylaliyl,

o RPN bR Al ARy B BYRNCE 13h ®, L Bty Alibstituted with

al k)Uoﬂml 1] C)dallcﬁlﬂ-f}ﬁ:yﬂuhﬁrphmyl gl‘tﬂlphwhelgamac}m pf q@id gretpatigl, phenyl, aryl,
are t ken taget her. to.for

e I )
f r ofRT BEtegOay P}l%selﬁgptlo éub% d tvgt;h cg'tekolf' %% ﬁ?&tﬁgents indepen
C3 Qieﬁﬂ? bdledrdd frbindBa gioup%nﬁs‘djyg:d)ﬁ&Lgleﬂdyl &Ia]loelgdyl @engﬂﬂcoxy, amino,

cloal al .k i den 5

het é‘lma’ é‘éﬁ?{%ﬁﬂm@)@ﬁ@gﬁ%}é %@rw %ﬁh&rﬁ,kﬁpls;éﬂ 11?71 alkeylsulfon

I " Gheteset hﬂMgdny ahkydch@f s: lsfd;’ihﬁ?«l}( gfﬂﬁgyis olpao?]lhllmoﬁos%bstltuted or
al ky eny 3 al kyl -al kyl i deny eteroary
c 1%ﬁﬁypﬁﬁﬁwggah§%8rheteroarylaIkyI ad-3
qi{%#d' deny Jcakeﬂ\/&ﬁ’reﬂieﬁ mcthe ﬁ.ftr@&h to Whﬁ:lkl‘;mhéyl@té attachey fform an hetero-
or hete opt i on subst.i t ut
one GFThon iatet T basted hoTaRaeheRaaniry g atiine pipesidine
fromdelofip @iluﬂﬁ)ﬂa te@ﬂ{ﬂ%éﬁi&m, QZLM&tW&:oqammmg, 1,2,3,4-tetrahydro-

er gyl,lﬁ(g]?gag g}r&ggp q!Qfg %ﬁ%ﬁ:tf%%{ﬁfdﬁ? F}%@? Q%m% piperazine,

att aghRethdie, fxﬁﬁﬂ%z@hﬁé( ¢yerol plahole) rad@lﬁhﬂﬂ@kpﬁvhémkaﬁgof said rings is
R I" and are _each indépendently sel.ected

gro L@t@q}}}f sthsEgted WHY P06 §E Fore sy t%tsaﬁe{ggqogq Hons the group consist-
hydry %‘%@Fﬁ&'ﬂoxy,gko, dﬁi@&@h@ﬂ a@ébxf a@{dxﬁjﬁkﬂhmﬁidaﬂdyl acyl, acyl-

car boXya ? e
CyCI @aiﬂi@y meoﬁgf IY FLIHII@HC_& | Wbc@y agmétpkwmos onyl,

AR AFiabtho a"i‘ﬁ‘i‘nﬂélﬂfcﬁ:!yi%mo AR0RAADAMES dirh of said phecy)
cyanoa

-$ heterocyclyl, het erocycl yl al ky
ar y| groapyls-opsibkrgly, suhstitafesarih ons et BOsFTE] 1l@§1pgendent1y selected from

phe n&'-aa]ﬂ,l halm,e@ Y11k BarBrieY Hicyl @eh itaBoyBinkinb, Stbhalogen, 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, Cisalkoxy, or NRYRY;
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stituted with both a C3-6 cycloal kyl and a phenyl
group, wherein each of said cyclo 25 al kyl, phenyl,

aryl, or heteroaryl groups is optionally subgt f#}éi:(:)?sgo 3161

fromthe group consisting of Gg6 al kyl, hacoal kyl,
Cl-6 al koxy, am no, al kyl am no, di al kyl am no,

¥4 E yall C d Bs Lagaeh th’élcrf&)ﬁ corSiglih@oliydrogen, Cro
DY R R g SRRy ACKD
ar EZLI hﬁimmaﬂwgﬂsmmaw %Eswm% ﬁﬁﬁé‘é‘%% BTy

1-Cis 1,
{heBre g ey ey 08 Sl ached oifé%ﬁéaﬂcyﬂofv dcaﬂ{y
het g %Yﬁﬂkﬁ }mterbeﬁyéﬂj@’amdryla]km]gpbgy avl, and Cy5

{ l ch of said
or ?“ e R o L L R L L et %Efm of i
nol IC?& ajﬂyl Shénvl; arfEbr hétyﬂjaojrlgn:qlpﬁ mptﬁ@a]lys stltute with one or
t et rahyd di h on o of Cpgalleyl,
AR A e R doaﬁzsuflngfc a

pyr d'h@io@lkypﬂ 9@1@@@, alainﬁ h]hy]dgnmd) @iallgfiemince arhhepgess or

sai r,Nngs ona en LC-ﬁ
Fhlssd atbiekndebebten PR TRL . Brohsieun RO A
of thQ{e%Mkyliﬁéﬁrl @l Jt?‘ﬂoalhyiﬂ?(emdyﬁh ggrlcl,oaﬁqyk@kyhdeny Cs.5 cycioalkyl-Cus

| koxyal ky| G hetero-

Zm e BT e PRSIk o ot ROk A s Coeheter?

aI } c%@l%p@% @Eﬁﬁ%ﬂ;ﬂ?@ﬂ EP;ﬂ]a)aﬂiﬁﬂﬁ,lﬁjzl -Cs. 5k gnyls heteroaryl-
yl's

wher@i ﬂﬁﬂ’é’héWYbﬁﬂgglie Bﬁﬂ% &2 %lﬁﬂi@eﬁ' ,Qig%@%f said cycloalkyl,
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Zsr: ﬁ@peadma%mﬁ%i amﬁwﬂ%’&ﬁ%@’lﬁhﬁg & 6%‘?}5 %‘Q‘Z}r{%{ﬂmw di-

each,;ph. .Sy damfﬂgg@lr@pps IS optl onal Iy
nonos stltuted or dlsubtlt

To-
cBhuai R kestasgheort Ry Pt PR b ThasheP o fofm e cyclo
OF  PLRGIG; haftdy n?,ﬁqlg;.lp, or individual isonmers, racemc

or non-racemcC Xt ur es _of o "
pRAramEdEutiecath mde@@é@)@@j@ﬂ?@“@ﬁ T8 ﬂferf'érro gp ponsisting of bydrogen, Cus
S\Enp dh;%fr m‘“’%’q% @, MHRhioklkyl, 1bB8yalkyl, acyl, Csscycio-

er éi 1's - _
R | s]k;alyﬂlls @cgrelnaﬂcagfa ndhlc@n?a STl G2 anﬁyg%, 59?3]% amine
Wﬂgf t§1k§ 0921311?1 @{ra%%ﬂdyl C§g1@@&ﬁoeﬂa§rll b!eterocyclyialkyl aryl, aryl-
sSups

i nde pﬁuyuhetemnééheém?@gr{aﬂﬂnfg :ﬁ%enﬂéib@r a@§pny &Lp-saligl gnd Cradlkyl sab-
Cl-6 g{?k%d S Bond C3 Gtc%aoﬁ.\c&cayol)ld%g;{egbg'rouﬁl allegan, each of said cyclo-

hal o0& cyano,

vvh er aﬂﬁhphemﬁ,@rﬂbo:dm@exgmhgnqq%ﬁ@@agﬂ ugéqltggﬁexga%} bae or more
CI 9%5\9 3&1%% d%gﬁnﬁgn@} sl-AIaRsh thdskollp c@;hdm&i o of @hgalkyl, haloalkyl,

Cy¢alkoxy, amino; alkylamino, dialkylamino, hydroxyalkyl, cyano, acylamino, alkyl-
sulfonyl, allgylsulfonyloxy, 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

heterocyclyl or heteroaryl ring selected from the group consisting of pyrrolidine,

piperidine, homopiperidine, tetrahydropyridine, 1,2,3 A-tetrahydroquinoline, 1,2,354-

tetrahydroisoquinoline, 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 consisting of hydroxy, oxo, alkyl, hydroxyalkyl, alkoxy, alkoxyelkyl, aminoalkyl,

acyl, acylamino, aminocarbonyl, aminocarbonylalkyl, aminocarbonylamino, amino-



R2 is hydrogen, Cl-6 alkyl C3-6 cycloallcyl, C3-6

cycl oal kyl-C-3 al kyl, Ci1-6 al kyl carbonyl, Cl-6

all cyl sul fonyl, aryl, or arylalkyl, wherein RbN13161
WO 2104/830p34al kyl is optionally substituted K lg(gbﬁ)

one or nore substituents indeggndently sel ect ed from

Cl-6 allcyl, hal oal kyI Cl-6 all coxy, and hal

0

i's 258k mﬂﬂi Lynck];ﬂtmxtyl,uﬂ%ﬁ@ﬁl each of said
fﬁ%ﬁ%%ﬂmr su sfltuen?g y e endent | v %k ety

fr ghesty erogip ommpctmnsﬂ}ssnhﬁ@t\@@ G’Q‘éP ot &1t é &1 %&l

-6 al @}qmmhbpdlgﬂkﬂammo, and
rmﬁgeaqte{% 1ﬁgg‘ﬂ/ﬁjony?wk§ al kyI am suI fonyl m\,ﬁd or disubstitu-
hahl £, ahdleadl dfishid aoyiangrowstd SPLARAY TNRP

s gr aeﬁpweﬁ?gc?fé Rt b Ao s

al kylnyl @atiponyl ; Ra and Rb are each ‘i ndependent |y -
sel ec ed ftom t he I Oup i Rgnets dnishage s pEimgacentically
o LR4pid HWB‘?IBWHTI&F%% ot %gt%%]ﬁ{ocxy al kysl Cl-6 o
a%l: UH1bi08kherydf, car boxyal kyl, acyl, C3.‘6 cyclo- 30
yl, C3-6 cyd oal kyl-C -3 al kyl, di-C3-
cycl oal kyl O rglgiqil O 6het er oal kyl , am' noal kyl ,
T GRRE ' cyanoal kyl , C5-sheterocycl yl,
het erocycl yl al kyl , aryl, aryl aI kyl, WD 20041050634
PCT/ EP2003/ 013161 -81 shbt eroaryl; heteroaryl al kyl, .
phenyl al kyl, di phepyl al/kkyl, and Cl -3 all cyl (
substituted wth 3-GF# 6 cycl oal kyl and a phenyl )
10 group, wherein eas nfaid cycloallcyl, phenyl, aryl,
or heteroaryl grougsg is optionally substituted with
one or nore substitlients indepen- dently selected from
t he group consisting of Cl1-6 al kyl, haloalkyl, O _6
%I?]g)?%gc am no, 5 al kyl am no, di al kyl am no,
yal kyl , cyano, acyl am no, .al kyl sul.f _
al kyd SULRY, -ORFRBLyCORTdoNAFEYER 'Laﬁa%e e, 82*’11“3“3’1 >aryl, of
am no groups,is o i kit @bstitated with one or more
di s BEETPA T WHEHCt eﬁaﬁuﬁrﬂﬁgﬁ Lb?:ﬁbw ake Hhio, Cu
tog%{lb@ftuéntg i’mdhjmld&nﬂr a@@cme& f@ow@les ?thg[) 153111%@1“ ’

form.an c r Sy lCHBw* RE ﬁﬂma WhereR
15 fror@ﬂ#@l} %{%S f’ﬂl&g gﬁﬁhgyrrorl d(l r?e 8 sps%{n %IfH}?drooen,Cl-g
.10 %ﬂq@l ﬁeemﬂu lﬁéependenﬂy selected from the group consisiing g
tetrah 0 e,1, 2 34tetrahydrqu|noI|ne
1, 2,88k atngqy ﬁgﬁfé‘ﬂ? C3hui nol i ne, etra ydr aﬁ%rrl |1 € arbonyl, Cis
hexaby ?a;@gaﬁ il dikgie Q3@w¢zﬂt511@myc a7 16
ine

(

mor pho azol i Szalielkykind tionally substituted

i m dﬁlﬂéﬁg “\ijé?yg 0@&8?15%?1 @%%%ﬁl SZS?&S%{ s op]{kly%égf) haloalkyl, Crg
20 subsf i bhedr WokbsoRenentaindepesd bt selesrrdsrase > >

f romdiéhe gg/q?ué)lgg@%gSI st- ing of hydroxy, oxo, al kyI

hydr &x98h R xy, al koxyal kyl , am noal kyl , de-

agy| 14l 3y hERroAl Bebapbionyly s@ﬂﬁi&d@@@)ﬁ%%‘[ RYFe Q{llbéumems mae

am nocar bonyl_am nosul f on: | ) thio,
ani npsideny *ﬁgq: gcmzcﬂg mgﬁ]a qns%%x\ﬁfér L n S @Qﬂl@ﬁ?@s

each of__s 1a lfontl
phen Yj OB %rrﬁﬁbdt@ﬁl@ﬁfl mmb&yhammmlf@mlh agymosulfonyl,

25 Eglr géﬂalogtn, %@ipg%c(}efg Ejglagg tyl h eﬁheg gEnEie r%é;:]an@. 18l lleach indepen-

di al kyl a0 andn el gees ,coﬂﬁd:ntoeﬁdiydnfvess@@b afiffbrpgd Co-o allyl-
groups I's optionally fmonosubstituted or disubstituted
V\/IthCalfHC’yﬂ}Tl 20 or is-contained in a pyrrolidinyl,

piper i dinyl ., ARIRBoh iy sclettedixoar Gzignykp YreispRg g of hydrogen,
alkyl, hydroxyalkyl, G- < alkoxyalkyl, Cy-s alkylthioalkyl, carboiyalkyl, acyl, Ca cyclo-
30 alkyl, Cs.¢ cycloalkyl-Ci.3 alkyl, di-Csg cycloalkylCys 5 alkyl, G- <heteroalkyl, aminoalkyl,
onylalkyl, cyanoalkyl, Cs. s heterocyclyl, heterocydlylalkyl, aryl, arylalkyl,

Cio

aminocarb



R is hydrogen, hydroxy, Cl1_6 allcoxy., or NRa Rb ; Rd
and Re are each independently selected fromthe group

~consisting of hydrogen, C19 al kyl, hydroxy ep2063k018161
WO 20003863f kyl , Cl1-6 alkylthioallcyl, heteroal k{ﬂﬂ

10

15

20

heterocyclyl ( heterocyclylaL%yL C3.6 cycloallcyl,

C3_6 cycl oal I cyl-CG _3 allcyl, -C3.6 cydoalkyl-d-3

al kxﬁlaﬁema%ﬁ H&ﬂéﬂaarﬁenmm% J(lalkljﬂeﬂ@t@ayly]ﬂcyl and c1 5 a]kyl substituted with
het er oar eny ‘ﬁghenyl |65ﬁ¥lk nghanﬂznﬂ
d - bothyp OBBT cyc |5

and ;3 Q@:?&)qu OQB@éﬁs 0 aﬂ Blﬂﬁﬁ@h@@hﬁ&ind or a:[;arlz s;d:lstl‘ggﬁlnts indepen-
phen P

or heteroaryl u s onalsl
su bg]pnﬂ1gs@¢§:tq,d romghesienp Cﬁ%‘.}l%l Lpgz:thsﬁ%cglg%gl Bﬁyl &, s alkoxy, amino,

d %%ﬁ | 4 kFLER cggmzja ROyl anss, alliysglfadyl, alkylsulf-
In 2&??1 B a'llh aal k(il YJAﬂé:l 6a onyQ am nom k gl Y%mbsututed
dl aldnyl(ﬁmamdhaé}génmd@@ of gpd 25BN SRS 1?;813%?%33&{' mono

t oge a&gnt group selected fromCl-6
c{r'%{ubts églmglg%}ﬂf er oal kyl i deny

ai cy eny

Bfcind & layd ta&emyq gethegwigh ghepigrapes 1o ig c@ﬁqy&éﬁﬁach&f%m an hetero-
cycl (Lg &yﬂeltegga 1 Tﬁl' Qéct | &y kgleat: c6351stﬁ1g of pyn'ohdme, piperidine,

hete

C3. 6het I J k
G. mmlpenchy.gltgtrdiyﬁyqpy@%ug g,;:?yc {e@@% Oqglrnﬁ? iezg%/4—tetrahydro—
aI I c | ',_gnﬁ}él&é%eﬁa}{} %ﬁﬁmﬂﬂﬁ heﬁlﬁ?ﬂfdﬁﬁﬁﬁ&ne glotiding| piperazine,

et eroaryl al kyl - al |Ideﬂf d rings is
Wherxﬁbfp}e)hnh, mﬁdzgahme, vyubapresgle, a3 i zo legyhere each ot sal Tings 1

het ! Oueonég %%bostf{ od %ith BhE gpﬁloké’ s&@éﬁiehﬁs%&l@&e&vﬁbﬁl BB roup consist-
b ue S 1 n- dependentl y selected fro 1 acvl-

G- Binglodrohplcsal sl inG1ogkrkoky (A gRIpacrh acy

pm/@g%)loam noi]%)angl g%m%%%%o ﬂRralk\ppaﬁﬁQ&!a BRB368dhino, aminosulfonyl,

e’are taken togetqh? d phenvl
Wi t halkfl ﬁmyhmmb,@:mhpmﬂfomlewlm andihgeHenh e hpLaid pheny

cyclo al kyl bt <clocted fi
i nde%ré’HBE}?ﬂPffog YSU Sfide h&{; e@%}ﬂg% i}gﬁpsﬁgtél Rrad a@ty selected from -

hydr Gg@ﬂkylﬂlalyallqé,l Gayd alkolxy,ch:rmy calkgirning, d@ﬂgﬂq@ggg;ﬂqqg])}:ralo gen, and

g: kS Fa% p Ié%ﬁﬁll%éol}lﬁ 1s£a%?1§¥§\]{yl mﬁno%{ﬁfﬁtuté&obr@iﬁ%@hﬂtecﬁmth alkyl,

c y cl gais It)ﬁhtaﬁﬁedanalplyyrbhchﬁlyl @1ﬁ®eﬂe¢¥b&hk§?ﬂ10ﬁ‘éﬁi FPipgrRginyl groups
m n bony. noal Kylmp: s heterocyclyl,
@%@@ YA @%E?/’%’ Chf%jﬁoxya? ﬁ het er oar yl ,

hRF‘ %ﬁ@?f Hﬂe@bﬂyindepémlﬂmﬂ)aiekeﬁte,d mmp mbfngﬂoup;lcogsmmgﬁ f hydgagens Cro
ét u

25

30

35

c lk b t cr
and Kk éﬁ o e?@ }%%k ﬁ%ﬁ <A d Cycﬁ%ﬂﬁhk%t ocydy,

phen)ﬁleter&wlylan@r dg@tﬁi@atyylcsgm@ﬁlq1s:@mr@qs¥cycloauqﬂ ~Cy.5 alkyl,
subst i tut ed glh one ?r;g%lﬁ% ﬁﬁ%’l brsltlaﬁcglﬁﬁipienyl—cl 3?1ky1 and Cs

| ndepBRCERE sFsting o

Cl-6 a@ykwbsuﬁﬁécp@iﬁk Bbih a Cl. gc@'dﬁblllt@])@gu,d @hem.@, group, wherein each of said

al kyl am no di aI ro
acyl arspdky aIP a@r&qgﬁgﬁc :X'gl' %SL}F a\_{l%@ubsut%ted with one or

hal ogetre sapgdieaating éﬂleﬂﬂ)amld&&dg?fmnﬂhe gIS)up pbm@s’taigl of C;.5atkyl,
nonosubstit ut ed_or d?

subs uted h alk K|
Rb. bﬁaﬁgwt&keﬁmpﬁbéPﬁ%9> i ﬁ&? &%OI
t fit@éna&ﬁ At faﬁ&t‘ﬁ)‘je‘rlﬁ@f B @ aFﬁralé;ﬁ Ub@i];es’ebz@;edj @dl? Ghe a]lcyhdenyl Curs
eeroary rrng selecte I o) i 1-C
e diyoeL St edi fem A he o suh SRSk L% Sleydoalot-C:
t et r Ay Aoy aL L RS, heRrobytyl&lyRly dheattopdli-Ogs Al2idspd, Cs. hetero-
cyclylalkyl-C; .5 alkylidenyl, aryl-Cis alkylidenyl, aryl-C;_s alkyl- alkylidenyl, heteroaryl-
Cy_5 alkylidenyl, and heteroarylalkyl-Ci.s alkylidenyl, wherein each of said cycloalkyl,
aryl, or heteroary! groups is optionally substituted with one or maore substituents in-
dependently selected from Cig alkyl, haloalkyl, Ci.s2lkoxy; arnino, alkylamino, di-

alkylamino, and halogen; or




t et rahydr oi soqui nol i ne, tetrahydropyrim di ne,
hexahydr opyri m di ne, pyrazolidine, piperazine,

“K)?ﬁ%ﬁggé%ne, i m dazol i ne, pynole, pyrazole, ag@rmp2003/013161

10

15

20

25

30

where each of said rings is optionally
substituted with one or nore s@bstituents sel ected
fromthe 20 group consisting of hydroxy, oxo, alkyl,
RY drdRY adekgﬂten tagdthoryittalble axapahity whidribapaekithchedap jorm a cyclo-
acyl ar ponyl, anunocar bonyl al kyl,
ﬁ@%IQI ﬁFﬁBﬂwan1no- sul fonyl ,
RF‘ | ad Bl |af@éh¢]1 &rdepmdeaﬂy mi&tﬂd:c’f ﬁmml thn”gm;p ansstprgefiydrogen, Cis

R S5, RO O R BRLASROIY wo. Coscy

sel gl g%{it}fmﬂﬁ@l @b]klyll d1—l‘_ta.l; oaldality]- gﬂ;a]ﬁylaﬂ dmtgroa].kgl amino-

amn a no all c an

eacﬁﬁ@% P B GO Sb Se PeRa o7 R ), -
TONQEY{S ekl ifh@roslyBlls eyl iy Ayl ondiGa. ool suib-

cont ai ned | pyr.rolidi pi er| _
or ﬁﬁﬁﬁ? ngbﬂ§1 §$ﬁﬁ‘cmﬁﬁﬁ%%%ﬁ %géﬁg??' r%ﬁéﬁ%ﬁgcwio
or &Tmbfﬁdﬂér@&}@ Jup® fEHT]_:Sl,on alfy substituted with one or more
pharnaceutlca

|ts thereof
C OSBRI POFHEE Sha e R IETS R S0 D0t HLoel

PCT/ %ﬂc%%{r Qi&ﬂ@ ]alkﬂa%%nov\dﬂ@]ﬂc?llaﬁnmﬁ hyﬂﬁoxyBMﬁ,chano acylamino, atkyl-
éRe hy dro %%cJoalke

ar ylsulf@wlwékymmmm aahbrloSEn RIS s otrickigyiap &ﬁ‘%‘ﬁﬂs i gtionally

opt 1,003 husﬁﬁﬁab&%hsﬂmmea%ﬂﬁﬂkﬂromr e substituents
|ndepen ent | %#se ected fromCl -6 aIk

gl Cl.6 al k% Yr
@'~ endiRT oyt taie fogethewithyhepitragay fo WEich{pggen attached form an
haI % défébﬂc ¥AReroivi Fifls se1&dt&d NRRRRe oagh coblRaiRiy oﬂ@?ﬁfcﬁdme

each |ndependently se?ected fro line, 1,2,3 A-
groupp@mhs%@pnwguﬁﬁdﬁVdF@@bﬁﬁﬁeyﬂ@mﬁ¥k§ﬁ4‘Eﬁ I°T§n°1n%

al k%&%@&g@@gﬂe eﬁ}{ﬁi&}gﬁﬁnmﬁﬁn@ h@kdk@rntop ifiine, pyrazolidine,

yCl oa
aI ky}_:hpaﬂb@mphqrp@bh@, Haid@syqﬂm Pﬁﬁ%ﬂ» Pya@%ql iimidazole, where each of |

aryl (a).{r#; 113{41 Wéﬁt{c{%ia{}b ?@Uégtxﬁéd' {vltﬂroné LY LK WhbstiSuents selected from the

Optl one or nore

P bspbam et g EpphdenEiny, kil dsba rihiEnss BogglL aminodky,
hal ogl QXW SihoCm ' oAl BIEREI, BBl taRiohhlatino, amino-

het €19 eath” I ona Ty substit one, or
nor emﬁfubﬂt ﬁliquﬂfcslyl amiae aprandeﬂfomylagen@@tné@ ? Bnivherain each of said

L

al k am nosul
non o&lelctexilfmm E@sa]kﬂdm}d)qﬂcyjh @i-daflieyi aroing AlbHgming, ,dialkylamino, and

N T —

g r oufed etisdlistlj oxds afntdiyeld ugepyrr@ﬁdlﬁylaplpyndma]a thaephdinyl, or piper-
allcgg c%rb-
y1 group;

or individual isomers, racemic or non-racemic mixtures of isomers, or pharmaceutically

acceptable salts thereof.

4. A compound of Formula Il

m_\

N ()

2




e

onyl; Ra and Rb are each independently selected from
t he group consisting of hydrogen, C 9al kyl

hydr oxyal kyl , C -6 all-oxyal kyl, C-6 allcyl p
wORMIRAI kyl | acyl, 3.6 Cycl 0 20 a07I | %&’ﬁ%mmll

cyal oal | cthl 3 al kyl, di-C3.6gzxycl oal kyI C| 3 al kyl,
Cl _6het eroal kyI am noal kyl , am nocar bonyl al kyl ,
¥anoallryl sheterocyclyl heterocyclylallcyl

, aryl al k het er oar het er oar. | k
Bhersyl[@laRy I—(;R'}dl?t Bh&HAR Q@leyls Bifdr gL £y Qgﬂf}ﬂ nyk e st e:caaryl

i ¢ SR fy i et paldashapndbaiphanits o @fmmre substituents

eacC sal

al kyl hen
net éxapeydendy oipsed Soovtianel s shpsn et Biipy - Fgisuonr

ggllpe > afk% ?}%1 E@(:g) A remd wWreel ﬁ&l&dPﬁraﬁJﬂhR are
> the gﬂb%b% $ Iné %Egbl aIkyI ﬁ%aloalégﬁ O 6,1l and C
al kemméf{pendgnﬂysdelem:ﬂémrmﬂme gpep ms@ﬁpﬁe ydrogen, Cygalkyl, and Gy

hydr a l,, cyano, acylam no, alkyl sul fonyl ,
U e

allé yl oxy, and hal ogen, and each f aia?kyl ol C
&t noh @SmSGl &Mﬂl@mﬂbgﬁkﬁo QS‘J})’E@?W]U@E 1-6 carbonyl, Ci6

di sy BlRHonally substituted
togéﬁWL?Pf G P T aa ?ﬁae Taggﬂe ; ngam -
10 for mﬂﬁfbﬂbﬁirﬁﬁ@’e sﬁBsmyeIltyindgpem‘@n‘éY éﬁ%e 7, Ci-s
fromthe gr conS|st|ng of pyrroI|d|ne p|p eri di ne,
fé%# ?@trahydropyr|d|ne

1R32 iSardt 61&{6{@53@1 @ﬁ]cth digﬂldmaﬁy s@sﬁt@ecﬂwttbppgﬁymoée substituents inde-
he O%F%bn e]i ﬁ‘i‘fg M‘g{ﬁlg g'ﬁlﬂg of Ci.s 311(}’1 Cles alkoxy, Ci-salkylthio,

_hex di neY piperazi i
nor pho) ﬂl@ﬁulfbiﬂ?lpbﬁﬁﬂokﬂﬁgnyhymm@a&ylapynaﬁléﬁoéYL dialkylaminosulforryl,

m dazol e, each of sai,d S . 1 indepen-
I f E@TQM%E%C’:&? ?nS)rld Nr%@%g wher I@patﬂcﬂﬂ’éhﬂeka h indep

15 subshaleasR e substituents sel ecte

f I Oy g s @EQUDEBANGE gtodSconsisting offydrases, Coxdlapgyffys allylcarb-
hydr o )iml I cyl, al koxy, alkoxyal kyl, ami noal kyl, acyl,
acyl on am nocar bonyl , am nocar bonyl al kyl,

aF’ DRCRY he Bé’thﬁﬂéIQndﬁ[ﬂmEbﬂeﬂ droyd the group consisting of hydrogen, Ci-
k

a yIsquonyIa 1l f any C lo-
e i boara oo S, B AT R RSk ac), sscrdo
20 PCT R cﬁot@%d é%l%%ﬁ}bcl ﬂkﬁr aupssdysloaipyichaalyly O heteroallyl, aminoalkyl
substituted 'w one or roups 1
sel eemépcirbenyledstl, GY%ORW Yln%f §9ﬂfs’m§?}¥wl , arylalkyl,
am ng Bete @I d@@re Jatliy |ﬂb)éhﬁﬂkﬁpd1ph&dylﬁkﬁagﬂﬂ i substituted with
0 ro

each

monobathst Ggw@galgyla@ﬁ Fia Ilfgag v\?a nal.! éi‘ﬁ}% crf said cPfcloa]kyl , phenyl, aryl,

cont H@cgmaﬁzl @r&hﬁf 5§ Qb pefindlly sulitiged withyhe ormmphmihsh‘yqents indepen-
or pi perazi

5 R is hydroge
25 al koﬂwﬂmelemdm W%&r@uéa@ﬁlﬁﬂﬁaé’ g%a@?ﬁih%ﬁ%agﬁt?bﬁ 0y, AmINo,

from ol A63kino, GkiyTEld fonyl, alkylsulfon-
hydr oxyéip%?%%?}% a k?@?ﬁw z@ﬂ@m

| kyl t.hi eal k
het eryhadykz;dd,hah@e@f%@f@l‘: pt Sﬂ%@@éﬁ“’o@%ﬁ’ §P Iaﬂ%&g%jsubstlﬁlted o
I l kyl -G _3 al kyl, di C3 6
gzgl o] ﬁulﬁg%thﬁd%@%%loaarzl aryl gl ky hlet er XA form an hetero-
h&tend® yteaiakf;ti tovghemwhrtlv@;ﬂpﬂroa@rb%w @eYéI%?f%?ﬁ ana.

o-3 4 é/\%ﬁ&%d\’ﬂdﬂ ﬂlil,@érhu c@ﬁmﬁn@tﬁf[p@ﬂbk@lne, piperidine,
and &7 P‘]e ny

erein each saj d .
phen;&io,mcqﬁyénd;m tdrtabedmwﬂm@r ba,égi ;%ragﬁrpaﬁ]gl F1 1(,"?% 4-tetrahydro

subst.i t ut ed. w ggg R € heulds it dpyeRti&ine, yrazohdlne, piperazine,
mdeﬁ%?}%qﬂ y %’g € fmruomthe roup consi stE|)

n
Cl. 6 mbipHoline, haifidrabliyd, pyColespi g1 A ole, white & each of said Imgs is
allyl gprfr_]ton subs%x%(lffef‘ A Qe %&o@@étﬁgﬁﬁkenﬁé%deded from the group consist-

35 ing of hydroxy, oxo, alkyl, hydroxyalkyl, alkoxy, alkoxyalkyl, aminoalkyl, acys, acyl-
amino, aminocarbonyl, aminocarbonylalkyl, amninocarbonylamine, aminosutionyl,

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

36




R and Rd are taken together to forma dival ent group
sel ected fromCl.6 al kyI i denyl, CL.6 15

kyli denyl C3.6 cycl oaI cyl i denyl, ~REP2003/013161
wo JGaERH , Tt

cyl -al kyl i denyl C3.6 cycloal Il cyl - G _
al kyl -al kyl i denyl, C3. 6 het er-agycl ylidenyl, G3.5
heterocyclyl -Cr _3 al kylidenyl, C3-6 hetero-

cy Qvlréﬁll |1$<Mﬁ>t1c§ﬂaﬂ§ st ey ted @\ﬁbhl qneatir)uhm@or@m fikgeipieddanly selected from

B s e

- V\h%&wfﬁﬁﬂbﬁf Sk €% h@ﬁdﬂwhonosabgﬂmtedror ldsubstaateyhmth allyl,
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groups is otlonaII stJtu
 Subssts sanbringd goamﬁa mprﬂg, hlaociwg A pipeszinyl groups

||||||

}gj QF’E dxla%rggwand,@ aﬁcc@dyk@:XWRaaﬂl? no, acyl ami no,

d W
Rogeiiore wcbﬁn@qp@némégﬂf@gmwae?aw SrEhie Blhgror O
for g 1@% 3%311%!71&\2  DoHELET oy aithicdling; heRaroail, Rierocyclyl,

22?1@?@@@1@1@%3&? el oo sl b AP LR rdasfiot-Cus e,
aCyEi(}Y %é,p%]mlﬂ@éroarg}l h@te%zl&)ﬂhﬂcw gﬁéﬂg&d]kylca Wl kyikyl, and Cps

cycl o-

di - Ryl 6elyOitaiad kyth-hoth BQE,{G@}}C[ 53]1@% lﬂ%‘% éffrgyfgg lﬁél;ﬁhheach of said
al k%Jﬁlé)taﬁ(?% gﬂg%,l%ﬁ?;biaﬁ&é@oery@ gﬁiﬁ@@)i/sl@ﬁt}onaﬂ substltuted with one or

et erocycl yl al’k

al kplore dmémw@mswdeph@«ﬂ@ﬁbféﬁwaﬂﬁ@w e;gﬁ@ﬁ;wog}siswg of Crealkyl,

%1194 | gyl Sk, %dhﬁb th
botpﬂ OM@%WWC )%y%'tﬁq%n (gl (%ghmﬁhlgr oup @ﬁaﬁ\:}r& denvl. ©
Raohl Rt a:smlmct%ﬂﬂ@rmfmy . ﬂgﬁ‘égﬁ?lﬂ S%Ifégﬁed fraqn ;-salkylidenyl, Ci6

het gL.oaL | SER ISR 1oallyl-C
or ﬁ%tF aﬂ%’h‘gsri%?%éé A%ﬁﬂden 'y s ect ed 7 ﬁgley%:oaz -
gr Obﬂkyleaihﬂﬁs:nyln@ dﬁet@@cﬁlﬁfd@y}fl Chat e@qp 1-C 1@111% enyl, Csghetero-

ﬁ;g?@yﬁﬁl% yanrgﬁlmg@o?b%]lﬁjhdgﬂ}h%f}flnem alkylwa]lcyhdenyl heteroaryl-

al kyp sallfinteyipuyd hetevbaiid bye, aﬂwad@@émhﬁfe@aqaah afsaibeycloaliyl,
l l S ents
o B ok e R ol is FRASTHE LD IR Bt IR otb Alfuent

wi t At en together wth
thelﬂﬂe}aéx@ﬁ@ﬂy%ded&é’d frbmt Geyeliah daktallgtKad 2 K agpino, alkylamino,
het clyl teroaryl ring selected fromthe.

gr oglbaﬁﬁ' L FHGR ‘?geﬁ‘y?rr ol i dine,” piperidine,

O RBA RP efeitalkdderogether with the carbon to which they are attached to form a cyclo-

tetrah droopyri e, 1, 2,3, 4-tetrahydroqui nol i ne,
ﬁ eroﬂ@iﬁ&‘ﬁydrmsoqumollne
tR?t £1ﬁhﬂtd A ml&epeﬁdemmahmd ﬁpymthe@nmp masssmg jothyrrogen, C1s

ply 'Pg@?aﬂz égg%a% § %Eﬁ@‘ya%g %g@%@ﬁhgm lgfgall‘gﬂﬁ alkyl, afyl Cs.g cyclo-

opt i;gaald, c,s&@asmi@itsaﬂqwdlrcagammqmﬁ aﬁu'bﬁnsﬁl@@maékﬂ amino-

ZFL;&“ oy TR AT RBY DS edR AT RS ki s b v

- Y'hete%&éﬁdaﬂkt@ﬂ)a ﬂﬂcﬁppmﬁhﬂiyyﬂ diphenyl-Cys alkyl, and Cy.salkyl sub-

: 2 m Psgﬁf‘lifri Porh aI h@ﬁ%ﬁogﬁl% c? %ﬁ_lp?{g;l QFlgh‘)%l ST em each of daid cyclo-

P hte ﬁ’i lp}mﬁ{ 1e % %?E?el?mﬁ?’r&psﬁb@@tydnaﬂ? @mlmmu'ad mth Omne Or INoTe

optio substituted w ' nor e

i ﬁdéﬂbﬁﬁégntﬁ jpdegendsatizec! F?‘E%%g {ge &TORYR ol BarT Syt allkyl hal"aﬁ’l
-& n 2 4in K ) @,r:ud}7 amino, alkyl-

haI K den 09[2?(‘111 eﬂmg i Wik AL oghyah y;l»aaqﬂ nyan

eac said amno s 'S ti ona
monositfbeyl Akyledforlcay smsshalegsmay Wc faﬁd a 0’1‘061P¥1S optionally
CO”t;%bﬂgs%bgﬁu@eqpa&f&%s%ﬂw witR RO, bfil nyl, norpholinyl,

I per azin rou
R ancriJ R are take% tocgeﬂler%nth the nitrogen to which they are attached form an

heterocydyl or heteroaryl ring selected from the group consisting of pyrrolidine,
pipetidine, homepiperidine, tetrahydropyridine, 1,2,3;4—ietrahydroquinqline, 1,2,3,4-



i ndi vi dual isoners, racemi c or non-racem c m xtures of
i soners, or pharmaceutically acceptable salts
thereof; with the proviso that if R is -CRCRIRC, R2
'S hydrogen or alkyl, R3 is a 5- or 6- menbered 15
hetero aromatic ring, and (i) RC 1 & hydrogen and one

of Rd and R is hydrogen or. al kyl e lidine,
Rd and ﬁtrahgdm@p@@m qa[g,ﬁ:e 2{@)&:‘%&“1 r}w?ﬁxcﬁgﬁﬁﬁnﬁfn e, pyrazohidine
pamer o Bipef Rlo%m | fiRhofie PRrolepppiahele, mddmidseele, where each of

to thre {(11) R _is_hydrogen and one of
s hydr oérings issplioply et %OIJPOW“QFF]%‘&“%‘@S&C&& from the

20 other than F@I +ﬁ9 cﬁb 6¥@|ah<?uhydﬂaﬁfrﬂkﬁﬁalbdm alkoxyalkyl, aminoalkyl,

het er ocycl Fd2 Teteroal kyl : or, (i ) JrinG-
- NRBe' Rb aaﬁanmﬁo,@ﬂandC@bOHﬂ:la@lﬁWW bonylammo,h ) Od
al kyl , t ,b:ﬁmQ,t hed h&t@zt]wheremeac of sa1
hydrogeﬁ'g]g‘?n i?laﬁ??"% or W|t t e rovi so t

"R3 s phhayl grand 1&;)&(313!1}7 sutptjeried with pge gf mgre g:pgﬁs m@lependently

hydr ogen i 0.d and
cl)/al mglsm?%gﬁmlz@lﬁn@ﬁiﬁﬁé%ﬁhi g&g&,}g@xﬂ 226, Wﬁl la];ﬂazm; zu—
- C( O) NRaRR erganaeaa}hef snmhmlmncgr@ipsflmpﬁgnaﬂr w@,ﬂmﬁﬁﬁe or disubs

t | hofinyl, iper-
f%rﬁuféﬂdl‘s%sﬁﬁi R oAt e Rl B Raanbipholing, or piper

het er oaaﬁhﬂ&aﬁ opptional Iy substituted with one or

nore_substituents inde endent |y sel {8 &r pharmaceutically
gr ou REBAEASERE SO aXe ﬂg&l["? %oé%%ﬁn TP

hal ogg&Pm%ks'gﬁeﬁgé@mound of formula | accordi ng to
claim 1-sel ected from,30 5a]IkﬂbR is a 5- or 6-membered

7 (zm&nﬁhem’lr@‘ﬂ%ﬂ%éﬁﬁ 'Nis SR By R is hydrogen o R s3> ¢
%h'glf%rgga bigr g6 hydr ochl ori de,
met %ﬁ propy

| - but - 7- 6- and B i
enyl )(1)£R Hh@gg@@m}@gﬁg@fﬂagﬁ){% dgodenor ah\Iy'l R 0Bk of R and R® is

3-(3 g,gk?ﬁymg ug{ﬂ@pam&boﬂat(ommw@@mmgeﬂmare zero
- et hE&qﬁenyﬁI— hyl - 2H-D: ndazol e hydrochl ori de,
( 7- ( Zp4betisadrl or o- phenyl) 2- et hyl - 2H i ndazol - 3-yl)

. PdCIT? Epggdﬁ%i%%g%%nﬁggﬁ hlppr Lgere VO, RO04 858ERthen the other of R% and R®is

o et oty ammu%rfikﬂhgﬂem’ﬂcnw hesrpeyhdalksh Of?z?fi}{ﬂ i
| propul -a Ch Qs o«enorcl- en the other o
anﬁg;(r?gﬁh %qnilé%ﬁzli‘ét th s pho
E2|—|— |andJIREolls ethmqhan bYdipgﬁrnYQIrﬁ:lnEa )ﬁy‘ar‘ﬁ@?’lﬁ% %‘é‘s %{‘thénR phenyl
et hylnd 82 {Eiyaespkn 8t iy bjiret @afbydrgens- (2, 4, 6-tri met hyl -

25 QY%F Hg;{:%%{a)@{i B hduta P08 P MARPE WHRRERR! is -NRR?, -CRRR'

[ 2- m@mﬂ-gr((gmm{aﬁh met hyl - phenyl ) - 2Hi ndazol - 3- 7I]
-propyl amne trifluoroacetic acid salt,

fur an yhn - N
| 5 ik ST nd Y e BR T AR o S
] -propyl-anine trifluoroacetic acid salt, 10

[2- et iyl dubdGofiibishaiat assorfibgny Eyicg iheaeidy’ igery] qr beteroaryl, each

. pro pglllt;()tnlghye Slllqlt?sr‘-c]ltute S:tl h1¥ or more substituents independently selected from the

group cons1stmg of Cr.¢alkyl, C].-s alkoxy and halogen.

8. The compound of formula I according to daim 1- selected from
30 7-(2,4-dichloro-phenyl)-2-methyl-3- (l—plopyl-but—1—en§'1)—2H—mdazole hydrochloride,
2-methyl-3- -(1-propyl-but-1-enyl)-7-(2,4 6-mmethy1—phpnyl)—9H—mdazole hydrochloride,
3-(3-methoxy-1-methoxymethyl-propenyl)-7- (Lmethoxy»z—m»‘rhﬂ—phenyl)—.’Z—meﬂlyl—
2H-indazole hydrochloxide,

[7- (2 4—d1c}ﬂoro—phenyl)—9—methyl -2H-indazol-3-y1] —dlpropy‘l ~amine hydrochlon €,



amne trifluoro-acetic acid salt,
Bi s- (2- met hoxy-ethyl)-[2-nmethyl -7-(2,4, 6-trinethyl -phe

wogb’dzt Otbﬁéél_‘l ndazol - 3-yl ] -am ne hydrochl ori de, PCT/EP2003/013161

7-(2;
4,6-trimethyl -phenyl)-2H i ndazéke- 3-carboxylic acid
cycl opropyl net hyl - 15 propyl - am de,

¢yl FIRfL.oPYA, A ttHyHetty2- pHﬁi}h},‘EH?ﬁﬂd&d—ﬁG}dﬂ diprethlyimaisk dpgiorhloride,

(b A S b bR S ﬁlﬂ%&ﬁﬁ?ﬁa%ﬂﬂm

zoI h?dﬁ’)lcﬂgrﬂbpr opyl - am ne trifluoroacetate,

Tl %ag%gggﬂggen | (%4,@{%}@ e ead) ‘i;ﬂmd%%% amine

(2 fySiochloerde; phenyl) - rret hyl - 2H-i ndazol e- 3- car boxyl i

d bis-. (2-neth t hyl t t
R EEENES fzeé’ﬁ%a%mﬁ Tar b g OE Sy eyt amine
di ctggﬁé}ogée%gcmd@gptde 25 tr| fI uor oacet at e,

' %‘Wﬂﬁﬁllngelﬁﬁﬁl I oﬁ\?g %%,ﬁ,é trlm - h%glfrf) rﬂ-?z ocllazgl ¥~yi |-propyl-amine
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/- (%lﬁu&logggﬂgra@fdgmnyl ) - 2- et hyl - 2H i ndazol e- 3- car boxyl
I hyl - . _ '
| §1I§¢tbﬁr%g%g,t%2{§]§¥eﬂlnﬁ—t Y1) 3P 3098 ropyl-thiophen-2-ylmethyl-

7-(2 ‘tuéjtrﬁiﬂ BQC&D;edaids)aItZ met hyl - 3- ((E) - 1- propyl - but - |
-en{% -2H 1 ndazol

[Bs-{2methdrmxeiind)- .h%me;hylﬁh@sﬂy@ imethat-aheoBlFhingsl->grl) amine
%g?{]o%y s@nine hydrochloride,

t hyl 7- (4- et ho) 7- 2- net h
h’by«meﬂiﬁl + @ag@ltg@?ev[wp (Wnep%fﬁ 21)1 & 9%%0 Bk 351 Méﬁﬁprowlmethﬂ-

cycl p t hyl - (2- met hoxy- et hyI) [
Qﬁ%ﬁh%l%ggz met hyl - phen), ') - 2- met hy| -

|d§1dapxﬁparﬁn§tﬁ;}fl E2 e el ﬁ)(aﬂéchmfrthﬂ]e}?henﬂ) 2H~1ndaz01~ ~ylmethyl]-propyl-
24d hen7l) - 2-nmet hyl - 3- (1- prop7l -but-1-en

7| ) ﬁ arzogﬁ%%ﬁgdr ochl ori de, -87-

qu%anemp;cjrﬂembghlyl-ﬁﬁac(ﬁ—34§r1ﬁ112ethE@WbZHh@d9$91-32¥M1PF)@P¥126Hmm

-in oI S’Eﬁ% JPlz propyl -am ne hydrochl ori de,
cyd I Yl -[7-(2, 4-di chl or o- phenyl ) - 2- net h34- 2H

mdazyamdﬁomhpmwu sty H-indmicle 3taarfdxylic ecid svderoppmethyl-

(2
%Pﬂo% dshenyl ) - 2- met hyl - 2H i ndazol - 3-yI | - di pr opyl
-Ta(Ll Aelidh Il[ﬂn(jﬂ)+2§ﬂ:,ethylﬂ-21—]{~1ndazole—3 —carboxylic acid bis-(2-methoxy-ethyl)-

[ 2- mstllg% %‘6‘5 ﬁ%ﬁt&f/t“ met h} 4- phenyl ) - 2Hi ndazol - 3-y1] -

pr opyt - benzonitrile trifluoroacetate,

bﬁﬂl@dﬂlﬂoﬂ@fﬁﬁﬁﬁ)%ﬁ&ﬁ@lﬁﬂ inidareslengl caplbveryyic )acl@l-dlﬁth‘rialzlgie
-3 yI J GBI opyl ; amne trifluoro- acetate,
[7-(2 A-dichloro-phenyl)-2-methyl-2H-indazol-3-yl}-morpholin-4-yl-methanone,
7- (2 4-dichloro-phenyl)-2-ethyl-2H-indazole-3-carboxylic acid cyclopropylmethyl-
propyl-amide trifluoroacetate, '
7-(2,4-dichloro-phenyl)-2-methyl-3-((E)-1-propyl-but-1-enyl)-2H-indazole,
{7-(4-methoxy-2-methyl-phenyl)-2-methyl-2F-indazol-3-yl}-dipropyl-amine
" hiydrochloride,
(2-methoxy-ethyl)-[7-(4-methoxy-2-methyl-phenyl)-2 -methyl-2H-indazol-3-yl]-propyl-
amine hydrochloride,
cyclopropy]meﬂwl—(2—methoxyﬂethy1)—[7—(4-methox}_f—2—methy1~phenyl)Q—meﬂlyl—,’ZH—
indazol-3-yl]-amine hydrochloride,
7- (2,4—djmeﬂloxy—pheny1) -2-methyl-3-(1-propyl-but-1-enyl)-2H-indazole hydrochloride,
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7- (6-nmet hoxy- 2-net hyl - pyridin-3-yl)-2-nmethyl -3-((E)-1-
propyl - but -1 -enyl)-2H i ndazol e hydrochloride, {

di met hyl - {4- net hyl -5-[ 2-met hyl - 3- ((E) - 1- propyl -but -1 -e
nyl)-2Hindazol - 7-yl | -pyridin- 2- yII-arri ne
trifluoroacetate,

{2-methyl -7-(2, 4, 6- trlrreth)l-phenyl) 2H i ndazol -

- Y| - BrRRYdpyRbBAy (2 AidRsrb Yhedl] - enetiyb 2H-indazol- 3-y11-pmpy1-amme

trlfluo C (3, 4-di net hoxy

benzyl )£5[‘§ %@?‘H% -7-(2,4,6-tdnet h) | - phenyl ) -2H i ndazol

- 3- y bddpkaiyeth@drfi7 A2, 4td1¢}ﬂ¢mep’rxaaﬂbﬂaﬁ®h)dl-ﬂﬂ-mdaml -3-ylmethyl]-propyl-
7- (2, 4di chl hen 2- met hyl - 3- nor phol i n- 4- yhnet hyl

- 2H i nd¥26F %’8 (8 w‘%ar maceut i cal osition .
campil7-64; hgmeﬁlwﬁpeﬂi-ﬂmthxl Pras ﬁ@equﬁg;%a@m%flﬂ&ﬂnﬁwdmcmmd@

| easl (130,086 £EPOUR-AH-HRLINEA il 441l EGH i) bfthy)-
clairm1 or 1ndividual I somsrs racem c of non-racemc

mi xt ur eBenspnitgls wpfuproasetatshar maceut i cal |y accept abl e

sal t pedAReefetiyn7 AL rimkthiy B pdnit)-281-indedb 8-yi}eopyl-amine trifluoro- -
pharmaceutically acceptable carrier. 10. Use of a
'conpounﬂCCB‘F formula | or Il according to claim1 or

| l]IdI Vi{duadthbseireretyl-pyddiediy)- &maﬂhym-Sr(é@elmeﬂTbmﬂr@yl)'2H'mdamle

| sor‘rE;(ﬁ,Png?(E%ar maceutically acceptable salts

ther eof reparation of a pharnaceutic
conpdsmthﬂr{4f-1@¢thrir£[2tméfbﬁr%ﬁ@dfP@PﬂT@%b@éﬂ);@%t"édﬂ?]ﬁ%\ﬂ”ll'PYI‘dm"
is all egiygtﬁﬁmgynﬂdoem with a CRF receptor

oSS0 i B P oy B SR e et

"ofis phObhﬁ;orSid‘eﬁﬁes related ill nesses, nood di sorders,

oot 29 RRR IS Benp I RRLAIL 50T ARl Hh 0 G Biazol-5-11]-propyl-

neur odeg@miatﬂumamf@e%@es and neuropsychiatric

di 2~ g N\
o ey i AP O Eppan e o

hydr q doal | c B _ |
cydodt EWP%%“%‘F%POEHO%C‘%W%% oy fecive amount ofatleast
abky | dne |of>1ﬁp«yimd @Erfyﬂmul@r ordl ydcatdinyy to dahre i ef indivaduel isomedrs, racemicox
or arylalkyl.is optignall stit WHQ dmix-
rmre“\éﬁ‘brs GERTES |n e%”é‘%% E’By se%'}t‘%%lgé b@%ﬁmggﬁmfma

al kyltprervaﬂmlltaswn,e pirn@cengichllyoxseptabibectatiigl-ogen; R3 | s

aryl aor heteroaryl, each optionally substituted wt

one &P motke ofipspmperadiad formulp geHesersding o §l@n@ét%dndmdua1 isomers,
f ro mr&deencgomqn—mmc ﬁﬁxmgs of istihets, af phatmacEidcallly knooeptable salts thereof,

?{)Ikﬂ'll: atlo h ¥$m%(?sm({ﬁ%y ltlfeot?é‘dltment of a disease state
m) no ¥ os u :
hal oglézﬁ S I ea ﬁ?fl oCCERiEF ARONEL  where Re

and Ro_ are each |ndepen- denfly sel ect ed fromthe

glr |(<)u|n 100n$h§tﬁs@%pﬁlam d00G@Rreif! thd dickdd staRNE (dle®ed from the group
al Kyl SRds mg ¥ phoblas stress-related illnesses, mood disorders, eating disorders,
generalized  anxiety  disorders, stress-induced gastrointestinal  dysfunctions,

neurodegenerative diseases, and neuropsychiatric disorders.




is R' in case of compounds of fornula | is -NR Rb,
-CRRAR, COO, -C(ONR R'" or hydrogen; or in case of
conmpounds of fornmula Il is -Np: Rb, -CR RIR, CO2R3;
~.or, in case ofconmpoundsoffornula lorflis cycloal kenyl,
aryl, or heteroary where each agyl or heteroaryl is
optionally substituted with one or nore substituents
20 i ndependently selected from<Cl-6 alkyl, Cl -6

all coxy, Cr-6 alkylthio, Cl1.6 allylsulfonyl, halogen,
hal oal cyl, cyan, nitro, -CCONRR', and -NR R', where
- R and ARG RGAd ofi@hulaIdependent |y sel ected fromthe

. group consisting of hydrogen, CI -9 alkyl, and Cl- 9

- al kyl carbonyl; R and Rb are each independently 4
sel ected fromthe gRoup consisting of hydrogen, C R9

25 al kyl, hydr yl,. C _bal koxyal kyl , C, :
| al kyl t hi oal kyl mkﬂn&al CKII) acyl, C3.6cy : ()
! C34 cydoal kyl -~ 3%l kyl, di- C3bcydoa| kyl C, - s

C, . 6het er oal kylg* am noal kyI , . ammocar bonyl al g}l ,
cyanoal kyl, CC. sheterocydyl, heterocydylallcyl, aryl,

arylal]yl, heteroaryl, heteroaryl al kyl, phenylal kyl, _
di phe tZ%t‘f"kyl and Cl -3 al kyl substituted with both a

C34|C>’R“bl EHS glgf\ %mwk@mh@mw@mpm , Sk alkylcarbonyl, Cr
CyCl Oa r e rogr
o)p/)t i onal %‘eﬁ’rs‘ﬁﬂ’r‘ﬁ iﬁ’a’g’tlﬁ‘#%or?tﬁ%nauy substituted

i ndepen-widenid ot is@rt aﬂtﬂdmﬁmandéﬂ&ﬁdgﬂlgmﬂe@afﬁomt@n@ll@f haloalkyl, Cy¢

C16aIkI hal%ai%l C .6 al koxy, am no,

al kyl am no i al gP am no, hydroxyal kyl, cyano,

acyl aM riearyhot hetsedrfloragh OPabkgllY§ubrftmwed ®ih one pf maye substituents in-

ang hal ogen,g &&H BHOURS, dafkyl, Cy.ealkoxy, Cysalkyithio,
fé BndAtf's ﬁ%fmg?c'oﬁ‘} %g ‘é ’Yl hl-6 <y, C1.¢ alkyl

opti onal rmno st Itute strtute
al kyl ; ofi-ikylsnornh amirosutiperl. megakdam glﬂom{]e talkylaxninosulfonyl,

nitr Ogenhatl@veﬁhk Bpand! Bitd} LAE N ) Re A MIEART RY are each indepen-
"1 ng sel ected, fr mthe

cydyl or he‘ieroar
angl sti g M g thegroup FoRrsstige pEhydr goen,Cl.g:ﬁkyl and C,.yatkylcarb-
honopi pe‘ﬁﬁ}qi;l ne t et

ah% ﬁpy.rl di e ﬁ?}PP?fEldSPEFt ra%?r gﬁﬁlﬂfl g dﬁc' éO:;xR{f_-t%(o)NRaRg

hexahydr@pwyaﬁd(?é}@, dayrazolidi ne,. piper aZ| ne,
nnrphollne zoline, pyrrole, pyrazole and Coa

i ni dazolie caseted cempetntvs of faraivdi HiingRE, -CBIRIRSGDLRT; or,
substit %%e‘@f%}nﬁ&ﬁzdgbfw}&%lfﬂﬁﬁzﬁox ntl%aiﬁleﬁ?tledaryl or heteroary

fromthe group cohsist- In 0X0
hydr oxy d’Vh@}’? eachp%gyhetg]o ya}p&nppaﬂ mtqdyﬂth g:etyopr more substituents

ar®l 10 jadd RAdediysaasal b@Wd:H RS atibN, 3bkyithio, Cy.5 atkylsulfonyl,
am nocar, l%fnyl am nosu Y bt o b L
al I ryl sdt @%ﬁﬂb%w&mr@%&ﬁ rnd 2] Bop athgre R and R” are

wher ei n eaacimde;ﬁenaamtcy selRe@ frond FIRURS v SorRRERhS BEhYdrogen, Cryalkyl, and C;.
substi t Utaﬁgr wi,t h .one or nore groups i ndependent

sel ected ]c)‘fﬂ'b"&lld al kyl, haloallcyl. Cl1.6 al koxy,
am ndg? aaA;Fi and aaoh uﬁepd:dd;ehﬂmdl\@:te@fﬁ&nln‘aé agap ,coﬁﬁﬁtmgaﬁfdnlydrogen, Cro

ofzssai d 0,050 pti I S it ted }
“di subst | rr¥ %Jd&qﬁg’g’l%aﬁ‘oﬁ #@%‘?’é aﬁ@'@f 7, acyl, Cscyclo

pyrroli dlﬂkfi;l@up}’qbeﬂkyﬂ-my hllyldi- ﬁ]aet}rd'o;llqu(nrg aﬂqyb@laheu:walkyl annnoalkyl,.

group; 1. alk

NeRbm Rg ang E iargf e R ﬁd;@éé gtenWaL thg%lylfﬂglmaryl arylaliyl,

t he gr olystesenssh h@tﬁﬁ@grfbiﬂkyﬂ;mheggeucyl @[ph@nylalkyl and Cy.» alkyl substituted with
both a C; s cycloalkyl and a phenyl group, wherein each of said cyclealkyl, phenyl, aryl,
or heteroaryl groups is optionally substituted with one or more substituents indepen-
dently selected from the group consisting of Cy.salkyl, haloalkyl, Cy.salkoxy, amino,
alkylamino, dialkylamino, hydroxyalkyl, cyano, acylamine, alkylsulfonyl, altkylsulfon-

f
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al kyl, hydroxyal kyl, C1.6 al koxyal kyi, Cl1-6
al kyl fl uoal kyl, heteroal kyl, heterocydyl,
het er ocycl yl al kyl, C3-6 cydoal kyl, C3-6 cydoal |yl -C1-3

_alkyl, di-C3 c. cydoal kyl -C13 al kyl, 20 aryl,

aryoal kyl , heteroaryl, het eroar y+&$5kyl phenyl al kyi ,

dijphenyl I d WAl substltu
both a ngy{:;i? ggﬁb géglha Ccile% eny agpq groups? 1§ I%mnaﬁymonosubstltutedor
each- of said# W@e‘gmﬂl h@nyl aryl, or heteroaryl

groups igd 20PRY Akt they SR GRached f hetero-
substituents |ndepend§nt y seﬁgct edge@romt k' grou orm anhetero

consi st i ng Bl eahgergpmpd ring selegted &IORWG gIE?PP %SWW&WOI@HQ piperidine,
am nos al k}ab@mpi@@ndﬁe,aéﬂ% &@p?i@dm RI8AroRfinotme,H,2,3,4-tetrahydro-
na dlvalent grou

and Ra are.taken,toget p

sel ected f i 8fiieeh I egahydropyrimidine, pyrazolidine, piperazine,
het er oal kylm p?ﬁﬂﬂ an@ni@azole,whereeachofsaldnngsm
cydoal kyl -

al kyl -al ky |° ?’e héﬁ%%@f%{%ﬂﬂﬂgﬁr Wents selected from the group consist-
C3- 6het er otngbflydib3p loky,lalkgh hydroxfabyh Akkbgy; aikoxyalkyl, axmnoa]kyi acyl, acyl-

oY Y gsﬁéxqsaﬁ;d%}rbg@ﬁﬁyﬁm% m%@c@g Wotino, amiosulfonyl,

al lylideny Flﬂq'latﬂ@nmhmm am;dcahllfqdylaﬁﬁﬂcs and fydoyklehgein each of said phenyl

ereln ea £ % r dv sl
et eroary EgrB TS Et 4 o e gftlips pdgpendently selected from

or nore subsedkidil Rk craninp.yalisiindne, dinlkylasine psd halogen, and
alkyl, hal eahltbaid fxdine diiR 0 Hug!%ozﬁ:lskwshai&mchﬁibmmtedmmalkyl
an

al kyl auI i no,, and ha ogen R _are taken

together wPEH<P ’é’FPeFﬂ'@YL gophebpEcfrgrprezinyl group;
forma Ryﬁdrydﬂig&y,lhy&roxha,gms M}—NR‘TM’" 35 R' and Rbm

consi ot BAEEOR RO & ”%Pg%if%t?eiw oo, s%{g%;;?wﬁngofhydroven,cw

. Cl1-6 al koxylkylkwqm:@an@l é:uql]kd:dyﬂhﬁj CiGyikylisasting dyeadriatkyl, heterocydyl,

aCyICSb cy do&?éi%cg @'{(‘g (g’r‘lfﬁ fﬂg‘i lér%*‘%dacfgks l kd\! ﬁacydoa]kﬂ-cualkyl

8ﬁb 2q] kyld athmYMb&ribtn@drﬂl ike}d!rpaxquﬁ]hﬂbphdnylalkybéxphenyl—cl salkyl, and Gy
t
o DR Al Lyl et

‘al:kyl , andcrclpalkyh pheriyl, morbsﬁemryéemnpmopbomla sv@sntuted with one or

cydoal kyl @R ﬁb%ﬁ% ixiERRen e&w&S@Qﬁeg&) g@brgnsnngofo-salkﬂ

cydo- al ky n aryl eteroary
opti onal | yi“‘al‘tlf‘g’gg l&ﬁ’é‘&W‘b ﬂ@“@lga%%ﬁpilb@ﬁg@» or

IC?_ d gzse lng.éulﬂid B &@fa&@ﬁ e&éx‘l@f&tﬁ?a AR ORSicRbtcd G0t C) salkylidenyl, Cy
al Ky

| k
al kyl ani no ohet ?fl M y%arrgl{]aglgﬁaﬂwhdenyl,CMcydoa]kyl-C”
acyl ani no, allafelitylidenyl, ftlalahéteroa}'dlﬁmbml d:@hyteteydylaid alkylidenyl, Cs ghetero-

monosubst | DY ERSEC anBiden Eaifdens? s C, SRy dlighcentt hetercary-
Ro' are t a@mﬂb’b@g&m@nd\hﬁtematﬂdlql@m aliplidengl, wherein eatlegf said cydoalkyl,
are Attac hﬁgl 2 t)?ﬁ&&% 1 E?E %E&%ﬂg %ub%ﬁtﬂ%f&irﬂ? 8he/ J)r more substituents in-

ring sel ect rom-t onsi

pyrrol i di népengsntly rsifléfit Olné?fmplktiehaleh]hé. Cy.salkoxy, amino, alkylamino, di-

tetrahydr hghﬁeagdgdggeﬂ 4t rahydroqui nol i ne, 1, 2,3,4
- tetr ydr nolin tetrahydropyrlmdl ne,

hexahydto rﬁrﬁ {gn togg g5 with thersarbon i p i]pqyéare attached to form acyclo—
rmr phol i nealkylmﬂaétﬂcﬁdmﬁm,@yrrol e, pyrazol e, and

d t | |
subs: (b andBl e G Taftar Ry et erm & o cpsiting of ydzogen, Cus
from the Idkilydpoxyelig €14 aﬂ@mﬂkﬁmt&&whﬂmﬂ edrbgptyallyl, acyl, Crscydo-
hydr oxyal ka‘ﬂc)’l: (-%l—«s@&igﬂkﬁld(:%mt &b}g %@OQI%%L&XJ alkyl, C;.¢ heteroalkyl, amino-



acyl, acyl am no, am nocarbonyl, am nocarbonyl al kyl,

“am nocar bonyl am no, am no- sul fonyl,

al kyl sul fonyl am no, am nosul fonyl am no, and phenyl,

_...wherein each of said phenyl groups is optionally

substituted with one or nore gr88bs independently

sel ected fr Cl, 6 al kyl, haloalkyl, Cl.6 alkkoxy,
o o, al | SREIRIROCHPI IR doteremdgeherapailkyh arl, aryl-

each of sablitylohétaRdagi, deRfoakialRdiphealyy, di]?(henylﬁx-sal.lqd» and Cy.3 alkyl sub-
rmnos_ubstltut Qr ds_ Stlcf d%i\lltﬂaﬁ [, qQr I.s £ said cvdl
cont ai ned P ‘WB?%?%?X Og]ﬁ‘gé‘iﬂ APRSA ,g%gpﬁﬁ:ﬁ%mo said cydo-
or  pi per azlkply phagyhapi, oo heferdiyy grdumlis bRiviRlpsubstitartivith one or more

phar nceut reaTTy i ERvdnnk HaF Bom e grpp sgnsigge of Creslioh halealo,

Cr.¢ 2lkoxy, amino, alkylamino, dialkylamino, hydroxyalkyl, cyano, acylamino, alkyl-
sulfonyl, alkylsulfonyloxy, and halogen, and each of said amino groups is optionally
monosubstituted or disubstituted with alkyl; or
R* and RY" are taken together with the nitrogen to which they aze attached form an

10 heterocyclyl or heteroaryl ring selected from the group consisting of pyrrolidine,
pipmidiné, homopiperidine, tetrahydropyridine, 1,2,3,4-tetraliydroquinoline, 1,2,3,4-
tetrahydroisoquinoline, 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

i5 group consisting of hydroxy, oxo, alkyl, hydroxyalkyl, alkoxy, alkoxyalkyl, aminoalkyl,
acyl, acylamino, aminocarbonyl, aminocarbonylalkyl, aminocarbonylamino, amino-
sulfonyl, alkylsulfonylamino, aminosulfonylamino, and phenyl, wherein each of said -
phenyl groups is optionally substituted with one or more groups independently
selected from Cy.¢alkyl, haloalkyl, Cy. alkoxy, amino, alkylamino, diatkylamino, and

20 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; '

- or individual isomers, racemic or non-racemic mixtures of isomers, or pharmaceutically
acceptable salts thereof. -
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