; €3eTTL46PT60 What is clainmed is: 1. A carbon-containing conpound i)

havi ng a nol ecul ar mass of | ess th i) that is nonpeptidic and
non- pept iwloweaAmisc; iii) that exhi Mmmmwm migoni st act ipgTvysoeizésican | C50
of less than 200 nMin an assay of Nedl at ed chenotaxis or cal cium

mobi | i zat igpamd iv) that exhibits | e$¢'Phan 10% agoni st activity in a GIP
bi ndi ng assay. 2. A conpound according to claim 1, which contains one or
nor e het erWhat/is elaimgel is3. A conpound according to Claim1 of the fornul a:
ARl and AR2 are independently carbocyclic aryl or heteroaryl; LIP
represents an al l@carbewpmamiggt,wremmmcycl ic aryl) heteroaryl) or

arylal kyl; A is_oxygen or nltrogen represents the distance between A
and the geonetrd éawéaﬁé?oequwn&%ﬁfde%h%?%éwus and 6 angstrons in at

| east one ener gy cal acce e conf f. the conpound; d2 represents
the di stance be’ﬁvﬁb%’s °&H'Ef’tl‘ﬁ%a"’b‘le8%?f’? °6'8Wteg? of AR2 and is between 5 and

110 angstroms il | eas) 008, ENRLASL] CAl ARCSSRLDIRICONEI S ofn N

COI’TpOUI’]d represen S ance etween e nearest at om of

LI P and i s, peiueefcsa ?rﬁqaa@e@&%{cft%of Suéhm £861izA0NR; GREr getical ly
accessi bl e confornmer of the conpound. B9 WO 02/ -1 9993 PCT/ USUQ 26816 4.

A conpound of Civpinat éxhiBit®lesStHahat0% Sgc&fbt%hh@ﬁﬂd 4 BTP Wasdihg bdsagl
arylim dazole, an optionally substituted aryl pyridyl, an optionally

substituted aryl substituted cycl oal kyli m dazole, an optionally substituted
aryl pyrazol e, an optionally substituted benzi m dazole, an optionally
substituted ary2-Achspoung adonding tehpjaimol, yduch earithine ooe onmasphétervaryly
substituted biaryl carboxam de. 5. A conpound of the fornula: R5 Rs Rs H ET
Ar ~\ ~ miBR4 R3 ~Rsa -Ar2 RO or a pharmaceutically acceptable salt,
prodrug or hydrate thereof, wherein: the ring systemrepresented by HET IS
any optionally substituted heterocycle conprising a nitrogen or oxygen that

can act as a hygdopgen Bond aCCeRL oS cialh SN e formuta:

d d
NN L

AR1 AR2 *GO0002*
LIP

AR1 and AR?2 are independently carbocyclic aryl or heteroaryl;

LIP represents an alkyl, cycloalkyl, carbocyclic aryl, heteroaryl, or arylalkyl;

A is oxygen or nitrogen,;

d, represents the distance between A and the geometric center of AR1 and is
between 3 and 6 angstroms in at least one energetically accessible conformer
of the compound;

d2 represents the distance between A and the geometric center of AR2 and is
between 5 and 10 angstroms in at least one energetically accessible
conformer of the compound; and

ds represents the distance between A and the nearest atom of LIP and is between 3
and 6 angstroms in at least one energetically accessible conformer of the

compound.
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mis O, 1, or 2; Rs, R3A, Rs, and R6 are independently selected from

hydr ogen,

or di al kyvewbmeesoptional ly substituted al kyl,

al kenyl ,

al kynyl ,

substi t ut
substi t ut
substi t ut

hydr oxy, hal ogen, am no, cyano, nitro, hal oal kyl, al koxy,

nono-

optional Iy mubsdooizesied

optionally substituted al kynyl, optionally substituted cycl oal kyl,
and optionally substituted (cycloal kyl)al kyl; R4 is alkyl, alkenyl,

oyl o101 LGl B AR Yo T80 B LT B AL T

Sy RBREANY B obrBhally bR ANF Ao DR L LBLGELIA ABltENla ar9B"

ionally
rings,

to 8 nmembensstitltedaGBlohikPBmaRdoll, 81T Hidnan, s@l?étﬁlﬁt@ataﬂﬂ?jra%g, A dptRAguAr 2 are
aryl,

i ndependently optionally substituted carbocyclic

optionally

3

subst i t ut edbstitmtedl Heyikimi@iole) aalopyiosallysubktitueel fgl-svumsditydedor heteroal i cyclic

group having from1l to 3 rings,

het er oat otsraliRdrasmiuRbliae er an dppemdlyrsibytitthaskiaryl carpokhmideopt | onal | y
ed al kyl, optionally substituted al kenyl, optionally substituted
optionally substituted cycloal kyl, (cycloal kyljalkyl, hal oal kyl)

substi t ut
al kynyl ,
or the |i

ke. 6. A conmpound of the fornula: X2~Xs~ R5 R6 Ra n Xt

Ar ~~ \

3 to 8 menbers in each ring and from1 to 3

X

'~ Y R4 R2 R3SRAgomPoURg obtheformpilaimceut i cal |y acceptabl e salt, prodrug or
hereof, wherein: mis 0, 1, or 2; nis O or 1, X and Xi are
i ndependently chosen fromC and N, Xz is GRL or N, X3 is CGR or N,
Ri are independently chosen fhgn1hydrogen, hydr oxy, hal ogen, am no) cyano,

hydrate t

nitro, hal oal kyl) alfox
al kyl , optionaIHy sub

optional |

i\t ut cl , optionally substituted

ys’yﬁgﬁ Y R,

Ar2

Re

or a pharmaceutically acceptable salt, prodrug or hydrate thereof,

wherein:

the ring system represented by HET is any optionally substituted heterocycle
comprising a nitrogen or oxygen that can act as a hydorgen bond acceptor;

Y is N or CH;

misO, 1, or 2;

Ra, Rsa, Rs, and Re are independently selected from hydrogen, hydroxy, halogen,
amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally
substituted alkyl, optionally substituted alkenyl, optionally substituted
alkynyl, optionally substituted cycloalkyl, and optionally substituted
(cycloalkyl)alkyl;

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be‘

optionally substituted; or
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Y6 nong- or dial kyl am no, optionally substituted
tu{SgIELfenyl, optionally substituted al kynyl,
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WO 02/.19993 PCT/ US00/ 26816 optionally substituted carbocyclic aryl,
optionally substituted aryl al kyl, optionally substituted heteroaryl or
het er oal iw@ob/imoyr oup having from1 to 3 rings) 3 to 8 nemearisod/eeseach ring
and from1l to 3 heteroatorns; Ra) Rs, R3A, Rs, and R6 are independently

sel ect ed fRpigPY6tiOFSsUbstityRédsbodyaliOfs]) opAbadlly subyiituted arylatky], hal oal kyl ,

al koxy, nono- or dial kyl am no) optionally substituted al kyl, optionally
substituted al kentiphallpspabstitiastefl petendrsyli dritetatoalickglinydroup paving frbinyl toubst i t ut ed
cycl oal kyl, and optionally substituted (cc}/cl oal kylgﬁtl kyl; when nis 0, R
and R3 may be jdngfedteé TP@Fhﬁr&Ué?%qhdéﬂlS@ﬂ BePmHetoct brtgiortpmspndr i ng, each of

Bk Cho ok ity e A
S COCAR T S e i R
substituted carhggy, kﬁg?ﬁoﬁlu@@ﬁggﬂmﬁl@%&m <26 Py 'aﬁhls%hu@ooalona”y

substituted het etero cyclic group having rom to 3 rings, 3
to 8 nmenbers |nheQ@rQ,Qto;,';§jg and from1l to 3 heteroatons; and Arl and Ar2 are
i ndependently optionally substituted carbocyclic aryl, optionally

substi t ut ers @id/RprkihdepepiémiadhboyershitiatH brbibnaR} liesdityted @alkyh)et er oal i cycli c
group having from1l to 3 rings, 3 to 8 nenbers in each ring and from1l to 3
het er oat ons. R$ortivdal9swubstituted efrenyle nptionaliy esbstithted mllyngl, oppienadimal | y
substituted al kyl, optionally substituted al kenyl, optionally substituted
al kynyl , opti onstistitedheydlealipddexsjealiydplsyl, ha{oe-}}ﬁ/i salths/liyeal kyl , hal oal kyl ,

or the like. 7. A conmpound of the fornmula: .462 VO 02/.19993 ~X'\ Are ~8
Ra Ar2 or a pharmaceutically acceptable salt, prodrug or hydrate thereof,
wher ei n:

6. A compound of the formula:

or a pharmaceutically acceptable sait, prodrug or hydrate thereof,

wherein:

misQ, 1, or 2;

nisOorl,

X and X are independently chosen from C and N,

Xz is C-Rior N,

Xzis C-Ror N,

R and R, are independently chosen from hydrogen, hydroxy, halogen, amino, cyano,
nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted alkyl,
optionally substituted alkenyl, optionally substituted alkynyl, optionally

substituted cycloalkyl, optionally substituted (cycloalkyl)alkyl,
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PCTI USO0/ 26816 mis 0, 1, or 2; XZis CRLor N X3is GRor N Rand R
are independently chosen from hydrogen, hydroxy) hal ogen, am no, cyano,
vitro, havoakbMksde3 al koxy, nono- or dial kyl am no, optional IpcCTSUSP®RE816t ed

al kyl, optionally substituted al kenyl) optionally substituted al kynyl,
optional | y subsdptibhaBdsunseibrad kydbpcyefit apnadpiignalisbsibstitited arylatkyl,
(cycl oal kyl ) al kyl, optionally substituted carbocyclic aryl, optionally
substituted ar ydpsibkally suiptigrdhbtpreeysr ieteredichdicaroep hiviog friet leteodl i cycl i c
group having from1l1l to 3 rings, 3 to 8 nenbers in each ring and from1l to 3
het er oat ons; RA"ER33 t=G mnengers &h@ﬁ%@r@q frere ptndehetrspatomsct ed from

hydr ogen, hydroxy hal ogen, am no, ang) vitro, haloal ky]l, al koxy, nono-

or di al kylBenRadndhn pah B pie @Gﬂwﬂfﬁ weelented frgm Sydrogsny INArey, bplogth ed

al kenyl , opti ona(élnldlB ?#ﬁ?tr'a ()C@%P%gqlﬁy%?kyawpg%%wbstl tL{‘Seglucycl galt kyl ,
and optionally e ] %i ne o]

f | oal

opt i onal 1y subsyPeiiuedPAELeBYaRRy shbsuhldtniRE bl éﬁ@cs&%sﬁ%yl

(Cycl oal kY1) al kthyr8yiahaishifsai e 1B OBl dpbiotFsdauias or R4 s

optional Iy substituted carbocyclic aryl, optionally substituted arylalkyl,
optional | y subgtyddsligtatkgt;er oaryl or het eroalicyclic group having from1 to
3 rings, 3to 8 nenbers in each ring and from1 to 3 heteroatons; and 63
WO 02/ . 199&8:nRCHEH 0 Ghad8I6ay bd joirred tAfarmaa eydlewdiep @ndetetdcy clogtkylonrd, | v
substituted carbocyclic aryl, optionally substituted arylal kyl, optionally
substituted heteaeaf yhichrmaebeonsionally sibstitatedup having from1 to 3 rings, 3
to 8 nenbers in _each ring and from1 to 3 heteroatons. R8 and R9 are

i ndependerfthap %ﬁds&aﬂq Bﬁ’inﬂy be idipad torfarm ¢ cyelprlkylarthsteregvelprlivbiipgonal | y

substituted alke ion sub |tu | kynyl, optionally substituted
cycl oal kyl , (cf@F W&Ds’ a‘%’ glﬁt 1;t‘%‘ﬂ)tf:gl’t he 1ike. 8. A corrpound of the

f ormul a: ~ ceutically
accept abl e safi prog?lfﬁkgrlj:‘igl %atnéd (ﬁ%%?oeaﬁ%l) e?égélrhﬁ()fw e rlﬂgggystem

represented by opﬁong@y dibsfitiRed;Qr/ Menmbered heterocycle that may be either
aromatic or partially unsaturated; Xis Nor C Yis Nor CH nis 0, 1, or

2, mis 0,R4is opfiordlly Budsstulia @&@ody&dﬁﬁ@ndpﬁ&ﬂayly@hesmtédr@mahwr ogen,

hydr oxy, hal ogen, am no, cyano, nitro) hal oal kyl, al koxy, nono- or

di al kyl am no, ogptibosall subssitisd hetete@dlylal hyteroadipydlicrgbiiy hawubs frotut a3 al kenyl ,
optionally substituted al kynyl, optionally substituted cycl oal kyl,

optional |y subgingsud é2i8resrebessirksdchafingdnd frerg-11to 3 heteroatoms; and

Ar; and Ar; are independently optionally substituted carbocyclic aryl, optionally
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3
heteroatoms.

Rs and Rg are independently chosen from H or optionally substituted alkyl,
optionally substituted alkenyl, optionally substituted alkynyl, optionally

substituted cycloalkyl, (cycloalkyljalkyl, haloalkyl, or the like.

7. A compound of the formula:
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WO 02/ 9993 PCT/ USO0/ 26816 optionally substituted carbocyclic aryl,
optionally substituted aryl al kyl, optionally substituted heteroaryl or
het er oal iw@Qo#wIyr oup having from1l to 3 rings, 3 to 8 ne®oFrEsed/acseach ring
and from1l to 3 heteroatons; Ra, Rs, R3n, R5, and Rs are independently
selected from hy /r,dgen hydr oxy, hal ogen, am no, cyano, vitro, hal oal kyl,

al koxy, nono- oy dia x;am RO, gagtl opgl Iy substituted al kyl, optionally

substituted alkfnyl optionatly Substlituted al kynyl, optionally substituted
cycl oal kyl, andjoptionglly s titutgd (cycloalkyl)alkyl when n is 0, R
and Rs may b alky!l or heterocycloalkyl ring, each of
whi ch may e optio stit@tpd; wheRsn is 1, Rand Rs may be joined to
-forma cycl oal kyl qr rosycl oa kyI ring, each of which nay be optionally
substituted; R4 isrglkylRs alfeenyl | kynyl, cycloal kyl) (cycl oal kyl) al kyl
each of which may be optionally AubstMeuted; or R4 is optionally
substituted carbocyclic aryl, ionally substituted arylal kyl, optionally
substituted heteroaryl or heteroalicyclic group having from1l to 3 rings, 3
to 8 menbeyrs pHarRacdutichiPadetableqiiit] pfdands HehRI-AtRERf, and Ari and Ara are
i ndependently optionally substituted carbocyclic aryl, optionally

substi t ut echea¢iyl al kyl ) optionally substituted heteroaryl or heteroalicyclic
group having from1l to 3 rings, 3 to 8 nenbers in each ring and froml to 3
het er oat oms is @.1,Ar@onpound according to Claim8, wherein Rand R are

i ndependendent |y selected fromi) hydrogen, hal ogen, hydroxy, am no,

al koxy, nﬁﬁdscd¥<ﬁqﬁlkylanlno cyano, vitro, haloalkyl, and ii) alkyl,

al kenyl) Eyl) ycl oal kyl, and (cycl oal kyl)al kyl) each of which may be
unsubstit 3éé Eﬁbstituted by one or nore of halogen, vitro, cyano,

i no. & °?L§¥n*§ sy ihgre RS, s (B YRS oot SHetf ety z‘@%‘g’om )
phenyl) pyrrol } i
i sot hi azol yl) %)ﬂxggo*m?ﬂ |ls%1§<(§§e?¥0}m g%(/lglgﬂ(gi%} dﬂ[nrg?%? %dbsn{]{%ec?r azol yI

pyridyl, pyri mdii,ylbnalgyglﬁﬁhﬂﬁkd ama&ﬁ SitionRile Qumut@e as;@hypeadldrsmubst ituted
or substl tuted with up to four groups independently selected from hal ogen,

nitro, cyano, tsubblitkdédeRidalldyl, dptibhdlyasubsRfuiaXtycitedkypiugy! , hydroxy,

acet oxy, al kyl, al kenyl, al kynyl, al koxy, am no, and nono- or dial kyl am no;
Rz i s hydr ogen,ophiydalxsubstiaitedjearbogyrlinatyl, opginogllynsubistjuted atysdligdl kyl , or Rz

i s al koxy) nono- or dial kylam no, alkyl, alkenyl, alkynyl or

(cycl oal kyl ) al leptipnalycsibstituted b#e??&%]ﬂ@é heteseabisyqlic grep bavingfsemilt gted by one
or nore of hal ogen, nltro cyano, trifluoronethyl, trifluoronethoxy,

hal oal kyl , hydr8&:3 %ét“%ﬁ@bef%}%ﬁ&? ring Angrom o SEerosemE al kyl ani no:  Rs,
R3A, Rs, d n dent | dr.Q en en,
hydr oxy, g@ ngﬁz”%ﬂ bX gﬁﬁo%olpger ‘%:l eﬁeé:?ne n%on% g IS an §&rkyl, and

1) alkyl, alkenyl,, &Laké(r}}i{m ﬁ&i&%ﬁ?ﬁ' l.ﬁ)é!»)y ?:Lb%( Sy&ikﬁ@i&)ﬁm fplﬁha yeach” of

whi ch may be unsubsti'tut’ed or substitutéd one or ‘nore o ogen, nitro,
cyano, trifl uoreBhtnyda aikyil B,Lﬁwlragyre&mfmedméagi Kiéhonaﬁ'ly@h%ﬂ/tuteﬂcet oxy,

al koxy, am no, and nono- or dial kyl am no; when Is O, and R3 may be

j oi ned to for matiyayt lopabkally sanrbsthmte:‘r@moallqalahylloptmﬂgly sw:shtwéd whi ch may be
unsubstituted or substituted with one or nore substituents selected from
hal ogen, ni tro,(cysicatioylakyl; f | uor onet hyI trifluoronethoxy, haloal kyI

hydr oxy, acetoxy, alkyl, alkenyl, alkynyl, al kox am no, nono-

di al kyl anifherd Rveay ke jeined tofforhg cme}o oaélejtf‘cspwe alig! ripg, pagh ew]rnsm kyl or
het er ocycl oal kyI eagh of h may be unsubstituted or substituted
with one or S{EPogRtf f“éb%‘é‘lltég’t ed from hal ogen, nitro, cyano,

trifluoro t al kyl ,
_alkenyl, a klyé}k?' bbbl %F}%‘%"ﬂﬂqﬁ@&h ygcﬁbe%VHC%O A Kyl |
al kenyl, al kynylio£M6) Qlskidtlied; (Ogycl oal kyl') al kyl, each of which may be
unsubstl tuted or substituted with Q66 WO 02/ 9993 PCT/ USO0/ 2681G

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl,

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and
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one or nore substituents selected from hal ogen, nitro, cyano,
trifluoronmethyl, trifluoronethoxy, haloal kyl, hydroxy, acetoxy, alkyl,

al kenyl , vab kb3 al koxy) am no, and nono- or dial kyl am n®@cTarsobdes16
phenyl, ethyl enedi oxyphenyl, nethyl enedi oxyphenyl, phenyl al kyl, chromanyl,
pyrrolyl, Aruaadpk, arklindspghderiiyratiohaly, subdtidagdtatbocyichit azo)| optbnaigot hi azol yl ,

oxazol yl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl,
pyri m dyl, pyr azbstitutedanyzildatiohylly sutmphithy heterawatyl| orlhetdrpalimmslic,
i soi ndol yl, benzofuranyl, isobenzofuranyl) benzo[ b]thi ophenyl,

benzodi oxany| , g5eHybaviagfrap | toR AR SoRd JpEmbersrin eagh sivg arditsem 1 ¢udnol i nyl ,
i soqui nolinyl) cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may
be optionally HHLPROMSed or substituted with up to four groups

i nd d I I f h i gl hyl ,
dependent | eGSR AT S0 YRS Y
al koxy, am no, c%g%ﬂyoéub%ﬁltgé’ Eflig*ﬁg?ptfb%%g)ggg é(g%ﬁﬁ'aﬂqﬁﬁtoﬂiéna?& carboxylic

aci ds, am nocar nono or am n

N-al kyl sul f onyl qkieea! §RMly1, feRiRikyJhiyl, hatbal®yl, bP iy ! . and
l-piperidyl; or R4 is a bicyclic oxygen-containing group of the fornula: o
\ ~ ~J wherein RA represents 0 to 3 groups selected from hal ogen, nitro,
cyano, trifluoronethyl, trifluoromethoxy, hal oal kyl, hydroxy, acetoxy,

al kyl, al kenyl )8. & doynmpolundaif kieediprmalat no, and nono- or di al kyl am no; and Arl
and Ar2 are independently chosen fromi) phenyl) ethyl enedi oxyphenyl,

nmet hyl enedi oxyphenyl) 1eny|alky|, chromanyl, pyrrolyl, furanyl, thienyl,

pyrazol yl, imdazolyl, jthiazolyl, isothiazolyl, oxazolyl, isoxazolyl)
oxadi azol yl, triazol Razol yl, pyridyl, pyrimidyl, pyrazinyl,
benzi m dazol yl , naphfhyl X[/ IRg , %@danyl, i soi ndol yl, benzof uranyl
i sobenzofuranyl, be i e ™Mpenzodi oxanyl, benzodi oxi nyl,

benzodi oxol yl ) b& IY, qui nolinyl, isoquinolinyl, Q7 WO

02/ 49993 PCT/ US00/ 26816, ci nﬁJu1l, qui nazol i nyl, or quinoxalinyl, each of
whi ch may be optional | y2su dt 't ut eeMer substituted with up to four groups
i ndependently sel ected from hal ogen, nitro, cyano, trifl uoronethyl,
trifluoromethoxy, haloal kyl, h%droxy, acet oxy, al kyl, al kenyl, alkynyl,

al koxy, arff achapdaesutisallypeseripblefatto prodanpendpidratedbergof, est ers of carboxylic
aci ds, am_nocarbonyl, nono or dial kyl am nocarbonyl,

N-al kyl sul¥6f§am nocar bonyl , 1-azetidinyl, 1-pyrrolidinyl, and

1-piperid and i.i) hicyclic.oxygen-containing groups of the forrmula: O
~Re mhere%héﬂggfﬁﬁ?%ggﬂ¥%maﬁggy3 groups sel ected from hal ogen, nitro,
cyano, trifluyoronmethyl, trifluoronethoxy, haloal kyl, hydroxy, acetoxy,

al kyl , aIH¢nyT )alkynyl, al koxy, am no, and nono- or dial kylam no. 10. A
conmpound corgihg to Caim8, wherein R and Ri are independently sel ected
fromi) hydrgden, hal ogen) hydroxy, anmino, d-Cs al koxy, mono- or

di (C1C6) al kyl am no, cyano, vitro, haloalkyl, and ii) Cl-Cs al kyl, CZ-Cs

al kenyl , @RaGGodl ympéred BrteTacyelecthatinky be et dr&inbig 6y pardialikyl ) Cl- Cs

al kyl, each of which nay be unsubstituted or substituted by one or nore of
hal ogen) winsatgirate¢iano, trifluoronmethyl, trifluoronethoxy, hal oal kyl)

hydr oxy, acetoxy, al koxy, am no, and nono- or di (Cl1 C6) alkylamno, iii)
phenyl , p9?¥679q¢?furanyl, t hi enyl, pyrazolyl, irnidazolyl, thiazolyl,

i sot hiazolyl, oxazolyl, isoxazolyl) oxadiazolyl, triazolyl, tetrazolyl,
pyridyl , 5%??%&%@%1 pyrazinyl, each of which may be optionally substituted
or substigH%%plm%}$ up to four groups independently selected from hal ogen
vitro, cyano)’ttifTuoronmethyl, trifluoronethoxy, haloal kyl, hydroxy,

acet oxy, 48 o VQ-92/.19993 PCT/ US00/ 26816 C i-C8 al kyl, Cz-Cs al kenyl,
Cz-Cs al kynyl,” €1 -Cs al koxy, anino, and nono- or di (C -Cs)al kyl am no; when
nis 0, RR&MRRareMBiefRAdbRyEbstO bRl iPdiodes; hRireMs hafgky | arfifio (§aks,

het erocycl oal kyl ring, each of which may be unsubstituted or substituted
wi th one or nomitre,zddalkylpalkexys elonot eddibtkphmtind, apeionally substiturydallyl,
trifluoronethyl, trifluoronethoxy, haloal kyl, hydroxy, acetoxy) G -Cs

al kyl, Cz-Cs aloptipyally sgbstiited kRikeyyl, ortionglly sithatiinyted atkiyngl, optiersdlyor di (Ci

substituted cycloalkyl, optionally substituted (cycloalkyljalkyl,
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Cs) al kylam no; when nis 1, Rand R3 may be joined to forma Cs-Cs

cycl oal kyl or Cs-Cs heterocycloal kyl ring, each of which may be

unsubst i twbegd4emw3substituted with one or nore substituent PCIalsporesdef r om
hal ogen, vitro, cyano, trifluoronmethyl, trifluoronethoxy, hal oal kyl,

hydr oxy, acet oxyptiofdHy sutaskikiytkd cétboirliabkyd mption&lly Sohstibiktydwutylaikyl; Cs al koxy,
am no, and nono- or di(C GCs) alkylamno;, Rz is hydrogen, hydroxy, hal ogen,
ami no, cyano, intiopallipsulistibusad kyteyoaRyl or heterdadicyclicrapeiep heyring from 1 to 3

di (G -Cs)al kylamno, G -Cs al kyl, Cz-Csal kenyl, Cz-Cs al kynyl or

(Cs- Cscycl oal kyAneseh te8angybers Eh%%?hd?nwdcﬁﬁoﬁdym@ehﬂ%’am%t ut ed or

e LE?EE& %eﬁéf%-lik ke EaGRYEY st ao G aeey f'kvfgif“‘”ﬁ%ﬁ G ang
- G

el ected 11 om i TEROUS 19rﬁav§§en33@ka ?yem-“Rala?W%'” e%e‘?{%‘f’lgﬁ, ¥mno- or

al kenyl a'c‘z‘.y'ci”a‘ﬁﬁ%‘*y‘@%l Shiidny a8 RO ancaBE chiodtl (el - o7

al kyl) each of w5 JpRsnRIE silbstRfEd &m@&y@rmﬁtﬁpﬁbhwmsmme@e or rmre of
hal ogen, vitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,

hydr oxy, acet oxyycldalky@angl;koxy) am no, nmono- or di (Cl Cs) alkylamno; R4 is
C -Cs al kyl, Cz-Cs al kenyl, Cz-Cs al kynyl, C3-Cs cycloal kyl, (C3-Cs

cycl oal kyl¥hed s & Rayand Reaody be joirkeidah formya pycleaiicy los hetemoydloalkylsnis t i t ut ed
wth Q9 WO 02/-19993 PCT/ USO0/ 26816 one or nore substituents sel ected
from hal ogen, rfiach@f whichipay be pptiopaly Febsiijnted; ri f | uor omet hoxy hal oal kyl ,

hydroxy, acetoxy, G -Cs alkyl) CZ-C6 al kenyl Cs alk Cl-Co6 al koxy,
ani no, and"Bghis bR ang &’@@Y QFR‘S}P%ﬂﬁorme Brcyﬂﬁa]?‘%l %H@Fﬁ}‘?‘}g’c}loanfy ring,

et hyl enedi o henyl edo enyl (G -C4)al kyl, chromanyl,

pyr%/ol yl, | f)lj?/gn‘i?f:% O{W@Mayﬁ ?éa&ox ¥Su sr%h&% ol §| ( t hi a)zol yIy i sot hi azgl yl,
Iyl | 1 B

oy tyl RS ARGE atfenyE KAGHEE Sylcaoh QAR PLLALR mbicn RS HEY,

i soi ndol yl gptibRAROSIHBRMEd; drSObenzof ur anyI benzo[ b] t hi ophenyl ,
benzodi oxanyl, benzod|OX|nyI) benzodloxolyl bent[d]isoxazolyl, qui nol i nyl

i soqui nol imyik ppﬁ¢ﬂﬁlly|slumyﬂ1tutautdﬂﬂ7@blhd'aﬂyl oﬁﬁoxfalliymeﬂiﬁumﬂl grykdigh, of which may
be optionally substituted or substituted with up to four groups

i ndependent | y smitionalisibstimthd hetgerarylivr hetgroadicpelis, groun haviog st hid 3
trifluoronethoxy, haloalkyl, hydroxy, acetoxy, Ci-C6 alkyl, Ca-C6 al kenyl,
C2-Cs al kynyl, ungs, 840 §|m§ersmm ringoanst frem W(@lﬁt%PH!%Iaaﬁl no,
carboxylic acid, esters of carboxylic acids, am nocarbon nono or

di (G - Ce) anrp(wgﬁrweapmyﬂenmpvenal&sww%Faraﬂgnca PR BOT
1-azetidinyl, ﬁ%\é{l{u(%e qqgnéﬂl Queo ngte? .he{eroaryll orlgaext%I Cl}(:ychc

oxygen- cont ai ni grotpo

represents 0 tq.3, ﬁ%ﬁﬁf $8inks, o0e0, b ring YA %om 1 to 3
trifluoronet hyIOg tﬂ@?{ggr onet &}oxy,E al oa r?y1 reoxyfm%cet o>(<)§/n, C?l-

al kyl , Ga- C6 al kesyphtonfe2- C6 al kynyl, C - CG aI koxy, am no, and nono- or

di (G Cs) al kyl am no; and Arl and Ar2 are independently chosen from phenyl,
et hyl enedi oxyphenyl, nethyl enedi oxyphenyl, phenyl (d -C4)al kyl) chromanyl,

pyrrolyl, furanyl, thienyl, pyrazolyl, imdazolyl, thiazolyl, isothiazolyl,
oxazol yl', isoxdkd gdmpwwddicegrding to Glaimed,ofhdreint et razol yl , pyridyl,
pyrim dyI pyrazinyl, benzim dazolyl, .t70 VO 02/ 9993 PCT/ US00/ 26816

napht hyl ) R aB@Ry Bré indgasnpendently; Sﬁh’é@?lfm“benzof uranyl, isobenzofuranyl,
i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano,

nitro, haloalkyl, and

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyljalkyl, each of which may
be unsubstituted or substituted by one or more of halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino,

and mono- or dialkylamino,
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benzo[ bj t hi ophenyl , benzodi oxanyl, benzodi oxi nyl, benzodi oxol yl,
Benz[ d] i soxazol yl, quinolinyl, isoquinolinyl, cinnolinyl, quinazolinyl) or
gui noxal iwm@lo2/49agh of which may be optionally substituted rOT/BS00R6816Ut ed
with up to four groups independently selected from hal ogen, vitro, cyano,
trifl uoromet hyliji) phenfyl, pofrolybtfhcxy], thiahylapyegzolylhimliflaso)yl, ageblyky, C 1- C6

al kyl, C2-Cs al kenyl, C2-C6 al kynyl, Cl1-C6 al koxy, am no, nono- or

di (C Cb) al kyl arisetbiazelsl, lowaaphil,dserazelyl, exadiazolybftrigzaifofetazelyh viddyl,

am nocar bonyl, mono or di (G -Cs)al kyl am nocar bonyl )

N- ( C1- C6) al ky| RYFruéyl ByreAsrl perdngfiwhigh geybe @ptgpallysubstived e nyl , and
1-piperidyl; and,ii) bicyclic oxygen-containing grqups of the formula: 0 ~R

s wherei n' RB r epPedited withp tg flirgrpursiaferandgnily ssiedied Bg@halesetr o, cyano,
trifl thyl,. trifl th | k hyd t C1-Cb
UL OTEL L b L BTELRN, DBPLI o LY SRR ol

di (G C6) al kyl anmyng. Aﬂﬁlﬁw%w e ]! d ai. the fornmula: -N
/. Art X R2 V\hregrng?’na:lﬂ{élyé’n I are ﬁ%g%gh%t 30%13&51&@ rolrr%{)’c and N, X2 is
C Rl or NR,ifhgdrBgerNhyer ,aﬁalg%?n, BaindReyarlds Ritrdor ha%alk%g@r% are as defined
in daim8; .171 02/ d9993 PCT/ US00/ 26816 Rs and are independently
chosen fr Geidhiabxy)pidranal Hinligiksinb] allcAdaikbipl) Alkapil oo ertloyks)dlRY]| é4ched

al kenyl, optionally substituted al kynyl, optionally substituted cycl oal kyl,
(cycl oal kyl } al kof whidiainep bk yinsulstittited driskbstithifed & aenpooored ofhaloben,f or mul a:
R~ N R5 RR~ R4 Ar~~N 1 Ar2 R R3 R3A wherein: mis 0, 1, or 2; Rl is
chosen from hydtgetyanpyidiflagiomdihylotyidinoramdthexy, balealkyl viydraxy, srgtessl! kyl |

al koxy, nono- or_ dial kyl am no, optionally substituted al kyl, optionally
substituted al BHRAY; 2% 8RA MRS b3l isminc;al kynyl ) optional |y substituted
cycl oal kyl ptonal ly substituted (cyclqal kyl)alkyl, optionally

subst i t ut & g%ﬁ’ Bf)’cas?gi 1|¥6car§F’R}c;e,pe%%etr’lqgrfﬁhvgg{?ﬂgti tuted aryl al kyl, optionally
substituted het; j..C i C Vi ng. gt rings) 3
to 8 nenbers i r{%’%’ﬁg‘;ﬂ’ &r)llél og%%?_gd%y 1@@036%3%%%?0% ;glalﬁ-'@%lné&lgh%s%ﬂ’ from
optional Iy subsfijbut6aifdn: &8q al kyl, optionally substituted Cs-Ca

cycl oal kyl, optionally substituted Cs-C8 cycl oal kyl (C1-Ca) al kyl, optionally

substituted Cz-iff@ual,kaiadyl, aﬂl@hgl?l&ﬁilbalkyﬂ,llfhﬁi (cyc1bAdylfaTkyloearh oy Wyich hay oal Kyl ,

am noal kyl ) each of which may be unsubstituted or preferrably substituted
W th one or nore wiswsiitwehdssudstiaotdty bnoon mxe ¢faalggen caitiopopenp, hydr oxy,
al koxy, am de, ester, cyano, acetoxy or vitro. Rs, R3A, Rs, and Rs are

i ndependent | y deiflaerometihylotrifhrprhmesfbory, helgplkyl, hydeokppostoxsngllery, e,
vitro, haloal kyl, al koxy, nono-_ or dialkylam no, optionally substituted

al kyl , opti onal3™f momstaridiplkgaminoany| | optional Iy substituted al kynyl)

?2; IC Fg:: Lé"rl')segllbri %;: C} ) %1 eagld%crl‘xgya{)ek %liﬂedqro] qor(r)rpz;'[l ic:?crfc?'allﬂq)i o? 'leg§eg'<i)§ylélltogﬂ<y1 ring,

each of which may be unsubstituted or substituted with one or more
substituents selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy,
amino, mono- or dialkylamino;

when n is 1, R and R3may be joined to form a cycloalkyl or heterocycloalkyl ring,
each of which may be unsubstituted or substituted with one or more
substituents selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy. acetoxy, alkyl, alkenyl, alkynyl, alkoxy,
amino, and mono- or dialkylamino;

R4 is alkyl, alkenyl, alkynyl, cycloalky], (cycloalkyl)alkyl, each of which may be

unsubstituted or substituted with
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-472 WO 02L19993 PCT/ US00/ 26816 R and R3 may be joined to forma
cycl oal kyl or heterocycl oal kyl ring, each of which may be optionally

substi t utvegdn2/8%93 s al kyl , al kenyl, al kynyl, cycl oal kyl, (®galisad/Resigal kyl
each of which nmay be optionally substituted; or Ra is optionally
substituted cardue@tGhére sabytitueniaiseletiat Ifonshilsgdr, nited cyand,al kyl , optionally
substituted heteroaryl or heteroalicyclic group having froml to 3 rings, 3
to 8 nenbers i nriflaotonudthy, trifthofarpethdxyt, halbahket, dyydexpnacetaxmdaliyll alkeryLAr a ar e
i ndependent |y optionally substituted carbocyclic aryl, optionally
substituted ar yallamal alkexyt foyine, aydmgt prt di laﬁéﬂ@rqsaryl or heteroalicyclic

group having from1 to 3 rings menbers in each ring and froml to 3
het er oat o 1s pBenyk, %WB%W&’EW&H@YFBC@’&{W‘PE B]Fe“cyf?é'qao‘fhrm’lnﬁ“le~ /R4 I N

Ar~~N R A R2 Arl. Arz
o 1 A Sl i B e Bipliat® e e, !
r~~ r h I
optionally subs(f cf%ké% Hméga%sagﬁglkg?ﬁg%&%&agoysoé yh??%lglen ﬁ;dfoig?/
ami no) or mono- &mggénzgﬁ,)daww AR, Bty ibharts adikadiyior Cs- Cs
-C~ al kyl. Q7

cycl oal kyl ; andpRB I's hydrogen or WO 02/ L9993 15. A
conpound accor dididofuBariz aksBehofGfanyl) ®ehaitHiGpheRyl, bBAzddioxanfIN Ar ~~N R Ar 2

e e benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl,
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally
substituted or substituted with up to four groups independently selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or
dialkylamino, carboxylic acid, esters of carboxylic acids, aminocarbonyl,
mono or dialkylaminocarbonyl, N-alkylsulfonylaminocarbonyl, 1-azetidinyl,
1-pyrrolidinyl, and 1-piperidyl; or

Rsis a bicyclic oxygen-containing group of the formula:

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl,
alkynyl, alkoxy, amino, and mono- or dialkylamino; and

Ar; and Ar» are independently chosen from

i) phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl,
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl,
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl,
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl,
benzofuranyl, isobenzofuranyl, benzo[bjthiophenyl, benzodioxanyl,

benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl,
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wherei n: PCT/ 0OS00/ 2G816 Arl is phenyl, ethyl enedi oxyphenyl,

nmet hyl enedi oxyphenyl , phenyl al kyl, thienyl, imdazolyl, pyridyl, pyrimdyl,
benzodi oxwoybiedeenzodi oxol yl , each of which nmay be opti onadyusisssist ut ed
or substituted with up to four groups independently sel ected from hal ogen)
nitro, cyano, t¢ihhdligl,eihdzplinylldr fuinexabng] &K )or whadhobi Bk opliotHIeXY
acetoxy, C--Cs alkyl, Cz-Cs al kenyl, CzC6 al kynyl, Cl-Cs al koxy, am no,
nono- or di ( Cl- S8sthkiyd ansulostitited with wiefo fnedgmseps mdependonti@ selRtted s
hydrogen, C1-C- al kyl, hal ogen or phenyl ionally substituted with G -Cs
al kyl, C1-C6 al ﬁzm}ualqsano@érﬁ, cmarmormﬁtgﬁ triffuopqipeshopy, haloalkyl,

di (G -C6) al kyl am no; or Cs-Ca cycloalkyl; and Rs is

hydr ogen or Cl- @drmwew&haﬂﬂh alllée"@y-a@%(n&llv Rlpxy, @mipe, 109R29- &l kyl, or {Cs-Cs

RO neYor o SRuaSng. R B oty SlbrF PR ie 8RS At Geee Bl ﬁ“bs“t“t o
i fl h |
Lyt S PG Lmphd b by %@*‘9‘%’%&’9}?%%@&&“ AR o 35%%%0"1%0- or

di {Cr Cs) al kyl aniggarmﬂg]nl yBGearding to daim1l2 of the formula: R~
~Ra | N A ~~NR § wherein: =7.L WO 02/-19993 PCT/ US00126816 Ari is
phenyl) etihybiepdidioayseph@mydihingBidugdsasr st Riyplaeny! , phenyl al kyl, thienyl,
i mdazolyl, pyridyl, pyrirnidyl, benzodioxinyl) benzodi oxol yl, each of
whi ch may be optlonally substltuted or substytuted with up to four groups

S ; 'yano, trifluoromnethyl,
triffuoronethoxy, haloal kyl, hyd oxy, acet gxy, Cl-Cs al kyl, Ca-Cs aI kenyl ,
CaCs al kynyl, G -Cs al koxy, am nd ¢, di (C-Cs)al kylam no; Ar2 is
defined as in aim12; R is hydrogen, G -8~ alkyl, halogen or phenyl

optional ly subsfi l@g%e hydr oxy,
am no, or rmno?‘wcl)érryitéli pr%és%)elg l?cﬁ% S#rwbg Se%c;t%fé&lnCs ﬁhﬂ%lt &%no

Cyd oal kyl ; andrifsotcmdti rﬁﬁﬁfér&ﬁetﬁ&@ halokithyi, r@:aﬂmljlélade l&?’x' lkenyl,

et hyl enedi oxyphenyl met hyl enedi oxyphenyl pheny (G -Ca) ai Kk chr omanyl )

pyrrolyl, fur anglkynytl hdllesdy|, ammo; add mbno- bzrmdnthyho t hi azol yI i sot hi azol yl,

oxazolyl, i soxazol yl, oxadi azolyl) triazolyl, tetrazolyl, pyridyl,
pyrimdyl, pyrazinyl, benzimdazolyl, naphthyl, indolyl, indanyl,

i soi ndol yI, benzofuranyl |sobenzofuranyl benzo[b]thlophenyl

benzodi oxanyl , H%n&Gelmesz‘ilmﬁcco%h&bu%mﬁywhemm [d]isoxazol yl, quinolinyl,

i soqui nol i azolin or qui noxalinyl, each of which may

inyl, cinnolin
be opti oné?g?d&ﬁ?c}“tdﬁP eBﬁ B"stf‘?frﬁg‘ed with up to four groups

|ndependentlys m_h en, vitr cyano tr|qu rrethyl
trifluoronet hoxghy oal quen%ygrg%’?yamglgé%c %ﬁaxy cfkorl 1 €a- Cs aI kenyl,

aGab|C(S: al kynyl, a}lgﬁaglg&pwanoamt;p)haﬂ;?ﬂ?{] agP di (CI C6) ?I Kyl aT no; or Rais
yclic oxygeh--containing group o e formula: O J ~RA

if) C1-Cs alkyl, C32-Cs alkenyl, C2-Cs alkynyl, Ca-Cs cycloalkyl, and (Cs-

Csg)cycloalkyl) Ci-Cs alkyl, each of which may be unsubstituted or substituted

by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy,

haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(Ci-

Ces)alkylamino,

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl,

isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl,

pyrimidyl, pyrazinyl, each of which may be optionally substituted or

substituted with up to four groups independently selected from halogen,

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy,
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wherein Rn represents 0 to 3 groups selected from hal ogen, vitro, cyano,
trifluoronmethyl, trifluoronethoxy, haloal kyl, hydroxy, acetoxy, d-Ce

al kyl , CawG®2addeognyl, Cz-Cs al kynyl) O -C6 al koxy) am no, POTHISTORES160r

di (G Ce)al kyl am no. Q75 WO 02/d9993 17. A conpound according to Claim12
of the fornul a:cRes AR, C4-Cr aldnd; €5:195 Rikph, B2 C3 alery Sirfino PO mddOr2G316
Arl is phenyl) ethyl enedi oxyphenyl, nethyl enedi oxyphenyl, phenyl al kyl

t hi enyl, or pyrdi(@sCs)adladdmindo; whi ch may be optionally substituted or
substituted with up to four groups independently sel ected from hal ogen)
nitro, cyaweennis Q. RiandRstrngy belomeﬂltamﬂbr&yyclpﬁkﬂmrICyWs hydr oxy,
acetoxy, G -C6 al kyl) Ca-C6 al kenyl, C2-CG al ky Cl- Cs al koxy, am no,
~nono- or di (G é@f%fPRXﬂl%ﬂ’KyhﬁmgAﬁa?h|°§W8Jé’?‘|%ﬂbea‘én?"¥?s@-‘§f*‘§<ﬁr guostigyted o
hydrogen, met hyl eth h al kyI or Cs-Cs cycl oal kyl ;
and Rs is hydr o‘?j‘gh%? "ﬂ’ ﬁ%nﬁ4§?|re§le ct%%oﬁw niEs, @B %y cl oal kyl, or
- (Cs-Cs cycl oal of, h tht d or
substituted w bt%l z)lﬂre%%be%y&r}gms uqbn%t%{}ﬂ’é ?1\9@_'1(@] h@%ﬁpearcgﬁﬁib?o%e%kﬁhl tro,
cyano) trifluor t HQ%@;TB@ acet oxy,
C~-Cs al kyl, Czézgggﬂk%yrllyé% & - gﬁ?k?ﬁa%&gﬁonggﬁag?nyno and nono-
or di (G- 06) al kydaryiaginol 8. A conpound according to Caim 12 of the
formula: R~ ~Ra. NAr~~N R Ar2 Rz s wherein: .176 WO 02/19993

PCT/ US00/ 28 i 1, R andReimgy be gdited terfedh a)xQsptienyloalkyedriGs-@nedi oxyphenyl ,
phenyl al kyl, thienyl, or pyridyl, each of which may be optionally
substituted or hatérseyclaailed ringt dachiof whichaoay b wapibstihtep ensiedstibytedel ect ed
from hal ogen, vitro, cyano, trifluoronethyl, trifluoronethoxy, hal oalkyl,

hydroxy, acet ox¥ith CRORT @pyqugbstrjgleegs ﬁ%&%omeeloe@ ARGrPPIC - C6 al koxy)
- G C6 d

Py ogen). et hyFIEFRA G RAboRp APl eRt Aeetsm G BYe  oal ky!

d Rs hyd t t_hyl di h |,

an is hy rg(% ng/%fcerrlﬁe@n%{:zz( :&ﬁﬁ%&) allf ?JQQ:EWXEmcIe amﬂn"? nﬁ; :o% el eny

net hyl enedi oxy hieny i m dyI
pyrazi nyl , napm:ljm lallnﬂ,g,ol yl, indanyl, benzo[ bJthi ophenyl ) benzodl oxi nyI
benzodioxolyl bent d]|soxa20|yl qU|noI|nyI i soqui nol i nyl, qU|nazoI|nyI)

or qui noxayl@n&drogaphlya;oxy\hw&geﬁaxmbﬁ ejmxiooaﬁw ¥r BaIBaId 1 ut ed or substituted
with up to four groups independently selected from hal ogen) vitro, cyano,

trifl uor ormtifiyikpxy, mérodor aifef-Qgxankylahdhe ;4 lalkylh YChr Coaikengl; €@ wikyaill- Cs
al kyl, Ca-Cs al kenyl, Ca-Cs al kynyl, C -Cs al koxy, am no) nono- or
di ( Cl- Cs) al ky!| ari(BeCseyclopbkyl) £14Ca0ikgly eddhcof ovhiigiemay datuaisnbstijutedoup of t he
formia: O substituted by one or more of halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkoxy, amino, and
mono- or di(C,-Cs)alkylamino;
R3, Raa, Rs, and Rg are independently selected from
i} hydrogen, halogen, hydroxy, amino, C;-Cs alkoxy, mono- or di(C:-
Cs)alkylamino, cyano, nitro, haloalkyl, and
ii) C1-Cs alkyl, C2-Cs alkenyl, Co-Cs alkynyl, C3-Cs cycloalkyl, and (C3-Cs
cycloalkyl) C1-Cs alkyl, each of which may be unsubstituted or substituted by
one or more of halogen, nitro, cyano, triflucromethyl, trifluoromethoxy,
haloalkyl, hydroxy, acetoxy, Ci-Cs alkoxy, amino, mono- or di(C;-
Cs)alkylamino;
R4 is C1-Cs alkyl, C2-Cs alkenyl, C3-Ce alkynyl, Cs-Cg cycloalkyl, (C3-Cs cycloalkyl) Ci-

Cs alkyl, each of which may be unsubstituted or substituted with
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~ ~J ~R A wherein Rn represents 0 to 3 groups selected from hal ogen)
vitro, cyano, trifluoronethyl, trifluoronethoxy, haloal kyl, hydroxy,

acet oxy, wWb-ogambkyl, Ca-C6 al kenyl) CZ-C6 al kynyl) G -C6 miosug, 268461 no,
and nono- or di (Cr C6)al kyl am no. 19. A compound according to C aim 12 of

the fornul a: Qbhe or Wdre @dbsttBAXB sRected HoAf muibidR, Aftro, Bfardd, Wher ei n:

PCT/ US00/ 2G816 Arl is phenyl, ethyl enedi oxyphenyl, nethyl enedi oxyphenyl)
phenyl al kyl , t hiifngiometitylpyifiudydmetkaghhatbalvil, bpdmory, deetoapt Cobadlkyl,
substituted or substituted with up to four groups independently sel ected
from hal ogen, \@at@ealkendrCe-Ce alkytsiof ohezlkyry, amind, lapd mognst- 9o 2ifCi-hal oal kyl ,
hydr oxy, acet oxa/ G -Cs al kyl, C2-Cs al kenyl, C2-Cs al kynyl, Cl-C6 al koxy)
am no, nono- or sl PaPkyl arnino; Ar2 is chosen from phenyl)

Pty S BibfreBE R A biblE
ooy R, AR ke 0L o SRR W0
with up to fourisc%fa_ya?l, w&ggﬁqmé%ﬁ,gdﬁ%r?f} thb A1 NRLAGRN, piidyi 0, Cyano,

0,
trifluoronethyl, trifluoronmethoxy, al ky hydroxy, acetoxy, 'C -Cb
al kyl') Ca-C6 alggeimibiyl, péesinil kyibithidabeiyiCRapt thk X ndoB iR@anyI i8N &Y,

di (C1- C6) al kyl ami no, carboxylic acid, esters of carboxylic acids,

am nocar bonyl , bepzsdusnyt]ii{dbtfaakyl, denzobjthidpheiy], benzodioxanyl,

N ( C1- C6) al kyl sul f onyl am nocar bonyl, 1-azetidinyl, 1pyrrolidinyl, and

1- pi peri dyl ; orbepzadioaing, binggdibkalylokgrgtiisexsmolyl, quingpligyloisoquinplinsie f or nul a:
O FRB wherein RB represents O to 3 groups_sel ected from hal ogen, vitro)
cyano, trifl uordmelinyl auinapeliny op qtnesalinyliearh af which mapgboantiongiet oxy,

Ci-Cs al kyl, Ca-Cs al k |, C2- | k |, Cl-Cs alk , i , d -
0, 818 ) KA Ry ool it ricbe el g o
- 2 is Cs-Cs a r, Cs- clo - an is
hydr ogen or rrystfJ W ?‘%g’ﬁ%fl’ﬁ% ?’scyalc-"ésgﬁ%?rlgﬁ,&y&q@o?%ﬁ%%’?k@?J?Xﬁo(yl’ (C3-Ca
cycloal kyl) G h%rogcgké(ée’tm&?ép-cgfa{!éw'C‘%ﬁ:ﬁ%l/en?ﬁ RS Uy 66, QhoxyubSti tut ed

7 6
with one or noré substituehts sel eéted front Ral ogen,” vi'tro, cyano,

trifluoromet hylamihé, hbs@rRRENsMikytahins)! da¥boxylly i Xster8 GEEQMYxylie I Cs
al kyl, C2-C6 al kenyl) C2-C6 al kynyl, C 1-Cs al koxy, am no, and nobno- or

di (G - Cs) al kyl awridapamibcarbotgiponnr d§CHCHakglatnédadbdniyl,?2 of the fornul a:
R~ 1/ ~INA~~N A2 R2 3 wherein: Arl is phenyl, ethyl enedi oxyphenyl,
met hyl enedi oxypheRyCslajiytstifoiyGhm@eratbkyyl, 1-azetidinyl, 1-pyrrolidinyl, and 1-
piperidyl; or h
R4 is a bicyclic oxygen-containing group of the formula:
~ N

\/
P RA

wherein Ra represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs alkyl,
C2-C¢ alkenyl, C2-Cs alkynyl, C1-Cs alkoxy, amino, and mono- or di(C;-
Cs)alkylamino; and

Ar; and Ar; are independently chosen from phenyl, ethylenedioxyphenyl,
methylenedioxyphenyl, phenyl(C;-Ca)alkyl, chromanyl, pyrrolyl, furanyl,
thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, oxazolyl, isoxazolyl,

oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl,
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thienyl, or pyridyl, each of which may be optionally substituted or
substituted with up to four groups independently selected from hal ogen,
vitro, cywom2/4¢998f | uoronet hyl, trifluoromethoxy, hal oal | cyHCT/ispoResy,
acetoxy, C -C6 alkyl) C2-Cs al kenyl) C2-C6 al kynyl, Cl1-C6 al koxy) am no,
nono- or di (C ineph}iaflkinkiein, iejanl, Boirkiobhdsapofhif0iy1, iubeyofuranyl,

phenyl (G -C4)al kyl, thienyl, pyridyl) pyrimdyl, pyrazinyl, naphthyl,

i ndol yl', i ndanwenzfﬁb}ﬁhlopmrwhlh@pmanylbémdlmhwnzmmﬂl oxi nyl ,
benzodi oxol yl , Benz[d]isoxazolyl, quinolinyl, |squ|noI|nyI and

qui noxal i nyl, &%8fl fommltlhth@é 1spaiietiayl, f“’s‘\ﬁ’ﬁ%!r fginaePlayl, §libst i t ut ed
wth uptofour S|ndp tl el ecte | .oge vitro, cyano,
-trifluoronethyld %f Ylof I‘f’g‘)‘(%‘ ﬁ‘éf’%&?ﬁ%‘ﬂﬂ yI“W ?tlfk‘%d Og(,sé’%’ﬁwt edyitig

al kyl, C2-C6 al ke n am n apna- or
di (C1- Cs) al kyl &f oo g5 x%ééﬁ ‘%/{%PHY se1%§%a;‘gmmf>&¥a1%e8b % YA gs,

“am nocar bonyl , 91_ (&8 g Y,
N-(Gi - Cs)al kyI su oﬁﬁeﬂlnocar{)onyl rlThéllz lglﬂgy]{oxy’lagfltro%’l?ldl ny1(yl and

1- pi peridyl; orcﬂ?@mm:\@@@é@&ﬁ%ﬁ@t&ﬁﬂ@iﬁ@ﬁﬁ& R¥icho- Br &i l%; cyclic
oxygen-contai ning groups of the formula: O\ FRB wherein represents 0 to
3 groups sel ect@Gphlkylairdoatadpesylic zicid; estexsydrRarbokylicf dcidy; afiidtytbonyl,
trifluoronethoxy, haloal kyl, hydroxy, acetoxy, C -Cs al kyl, C2-Cb al kenyl,
C2-Cs al kynyl , mndy dilGkeSsalkdanimocatbnoylnB(6:-CorlkyisaBiGdymireyarbomylp; R is
hydrogen) met hyI ethyl, or phenyl; R2 is Ca-Cs alkyl or Cs-Cs cycloal kyl ;
and R3 is hydr dg%??tlérnyhérmehd&?ﬁ avd 1-gipsHdvlyand et hyl enedi oxyphenyl ,

met hyl enedl ox phen Cl- 4) al k thi enyl, pyridyl, pyrim dyI ,
pyr azi nyl B %gePﬁBY%TlggﬁFﬂ}’é’ﬁﬂt%%ﬁi‘é‘f‘b) t hi ophenyl, benzodi oxi nyl,
benzodioxolyl bent[d)lsoxazolyl |squ|noI|nyI, qui nazol i nyl)

qui nol i nylL,
or qui noxal i nyI, each of which may-d 2oFgl |y substituted or substituted
with up to four groups independeptly ed from hal ogen, nitro, cyano,
trifluoronethyl, trifluoronethox |, hydroxy, acetoxy, G -C6
al kyl, C2-C6 al kenyl, C2-C6 al kyny oRa&l koxy, am no, nono- or
di (G -C6)al kylamno; or R4 is a bicyclic oxygen-containing group of the
formul a: O ~ ~wherfinRaniapregénts RAC Segypensesriosteg frq;n:ha@g@upy;trg,ewem,ed from
hal ogen, nitro, cyano, trif]uoronmethyl, trifl uoronmethoxy) hal oal

had k’z‘})s/ al koxy,

hydr oxy, aceto ?ﬂu?ﬁm'Géhyé’l ‘E’;ﬂi‘-‘”"@et@‘y& eyl bydrows agptedy £1-Coplh

am no, and non al k 21, A conp ound a ding to Caim
12 of the formi &a"%géf%% Y o Sk iy S SR & g

PCT/ US00/ 26816 0 1% fl,heceuti cal | y acceptable salt, prodrug or hydrate

t her eof mhereln (s "phenyl , et hyl enedi oxyphenyl, net hyl enedi oxyphenyl ,
phenyl (Cl1- C4) al kyl, thienyl, or pyridyl, each of whi ch may be optionally
substituted or substituted with up to f our groups i ndependently sel ected
from hal ogen, miit ro,A eymapsund dccdddirey roRkiRy 8 of tHel fhinwaiaonet hoxy, hal oal kyl ,
hydroxy, acetoxy, Cl-Cs alkyl, C2-C6 al kenyl, C2-C6 al kynyl, CrC6 al koxy,
am no, nono- or di (G -C6)alkyl o);( Ar2 is a bi c&cl i ¢ oxygen-contai ni ng

groups of the fornula: O ~R s,r X Rs Rs 8
AI'1—'_X1\ )\
X

mY R4

AFZ

wherein:
X and X; are independently chosen from C and N;
X2 is C-R; or N;

m, Arj, Ara, Ri, R2, R3, Rsa, R4, Rs, and Rs are as defined in Claim 8;
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wherein RB represents 0 to 3 groups selected from hal ogen, nitro, cyano,
trifluoronmethyl, trifluoronethoxy, haloal kyl) hydroxy, acetoxy, G -Cs

al kyl , Cav@®2addegnyl, Ca-Cs al kynyl, Ci-C6 al koxy, am no, PITHUSUDI268160Tr

di (G C6)al kylamino; RI is selected fromi) hydrogen, hal ogen, hydroxy,

am no, C -Rg@andlReaxy indepadenetly cHodenlftein & deydptiohally, subséitiged aikyt, 0, hal oal kyl ,
and ii) C-Cs alkyl) C2-Cs al kenyl, C2-Cs al kynyl, Cs-Ca cycloal kyl, and
(CsCa) cycl oal kypjio@illyGmbatituped alsenil, erftionhilc submtijutied alkysylb optianailzd or
substituted by one or nore of halogen, nitro, cyano) trifluoronethyl,
trifluoromet hoWbSWét‘It?SbW@Sﬂalkth@icb’EWl)ﬂﬂé‘é‘b balppikyl, op e likeni no, and nono- or
di (Cr C6)alkylamno; or Rl is selected from phenyl, pyrrolyl, furanyl,

t hi enyl, pyrazolyl, imdazolyl, thi azoI yl, isothi azol yl, oxazol yl,

i soxazol yl, i azo ri@ trazol yl, pyridyl, pyrimdyl, 81
WO 02/ 9993 PCT?]%SOOI‘JZ%[%&%OLWWE%%{/ gach of * whi ch may be opt i onal I y
substituted or substituted with up to f(pﬁr groups i ndependently sel ected

from hal ogen, nitro, cyano, trifluo YIRg t i f(%oromat hoxy, hal oal kyl ,
hydr oxy) acetoxy, C-Ca al kyl, Cz- h@;f 4al kynyl, C1-Cs6 al koxy,
are |ndependently

am no, and nono- or di(d C6)al t%l
én dr arf\_n.qg\r d -C6 al koxy, nono- or

selected fromi) hydrogen, hal ,
di (C1LC6) al kyl am no, cyano, nitro, hal aIRgRaA and ii )2 a-C$ al kyl, Cz-C6
|, and (Cs-Cs cycloal kyl) C1-C3

al kenyl, Cz-Cs al kynyl, Cs-Cs cycl oal
al kyl, each of. which may be unsubstituted or substituted by one or nore of
hal ogen, MAS¥E™ cyano, trifluoromethyl, trifluoronethoxy, hal oal kyl,

hydr oxy, Est(?xly 5l -Cs al koxy, am no, nono- or di (d C6)alkylam no; and R4
is Cl-Cs & %6 al kenyl , Cz-C6 al kynyl, Cs-C$ cycl oal kyl, (C3-C$
cycl oal kylg, S35 by by h9amwmo%mymnﬁmuwsaﬁ;oumam subst i t ut ed

with one or nore substituents Sel ected from hal ogen, { cyano,
trifluoronet hylakdsy] mbhersreiik@ihind) abgeidilylsubbydicdaikylpesioantly C - Cs
al kyl, Cz-C6 al kenyl, Cz-Cs al kynyl, Cl1-C6 al koxy, am no, and nono- or
di (C1C6) al kyl ansubstituded Renyd, qrtienylly, suddstiynited elkyoxly pbtéEmally substituted

net hyl enedi oxyphenyl , phenyl (Cl-4)al kyl, chromanyl, pyrrolyl, furanyl,
thi enyl, pyrazobglpalkylrpptéonslly substinteddryploaliydelitil. azol yl , oxazol yl ,

i soxazol yl, oxadi azolyl, tri az‘(;)ﬂl%l , tetrazolyl, pyri %/I ., pyrim dyI
pyrazi nyl , benﬂpﬁPﬁﬁg’oﬁlﬂbﬁtﬁq’f‘é‘b gtvelic Ay aptionallygsbstituted avipdioily | |

penzodi o hyl . B %fy"%ﬁea?&}% L R A BT R ER RIS ot 1
ci nnol i nyl, qU| ’s%lt‘? {‘éé‘%ﬁ% noxald d’ff‘ﬁgcl%%h\ﬁﬂjepe y be optionally

substltuted or s up to four groups I éntly sel ected

from hal oggis cmstemmns: @mauy %ﬁtétuefe@rmt@véu:ylt btidnbny Q(H'E’sttii'@?éb( cf@l oal kyl
hydr oxy, acet oxy, Cz-Cs kenyl, 'Cz-Cs al kynyl, C 1-C6

al koxy) @82 \A@;leafksal%aud?ﬁifl& use&&taee&m @y balkF0 P €5)alkyl, optionally

di (G -C6) al kyl anzi no, carboxylic acid, esters of carboxylic acids,

am nocar bonyl , swbstituded Ci- C@ucéﬁs)lawttoplahyrismmmﬂ@dr@ﬁ% alyfnyl, haloalkyl,

G - Ce) al kyl sul fonyl am nocar bonyl, 1-azetidin 1-pyrrolidinyl, and

1pi peridyl; or gRnpalky, @ﬁc@yzfmfeclbmwéﬁu@em 1y wﬁedgr@rquﬁabiy subgditptsAnul a: O ~
~J ~RA \/\herel n Rn represents 0 to 3 g tps sel ected from_hal ogen, nitro,

cyano, trifl uorGHePRS/Pr, meTe SF‘IbﬁB%ﬁfﬁﬁfﬂFd FPIR %0 (648 FarReBY by drof¥et oxy,
Cl-C6 al kyl, Cz-C6

alkoxy, amide, ester, cyano, acetoxy or nitro.

Rs, R3a, Rs, and Re are independently selected from hydrogen, hydroxy, halogen,
amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally
substituted alkyl, optionally substituted alkenyl, optionally substituted

alkynyl, optionally substituted cycloalkyl, and optionally substituted

(cycloalkyl)alkyl;
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al kenyl, Cz-C6 al kynyl, G -C6 al koxy, am no, and nono- or

di (G -0C6)al kyl am no. 22. A conpound according to Claim2l, wherein the
conpound veak/inMws an | Cso of luMor less in an assay of CPELTrsd)/26836l
chenotaxi s or cal cium nobilization. 23. A conmpound according to C aim 21,
wher ei n: R and Raynhfydqpejninedﬁoftytn,aeswbﬁlkylorhghmnwlqalmm,eazh@évéfﬁ&yl or
C3-Cs cycl oal kyl ; is hydrogen or nethyl; and R4 is G-Cs alkyl, Cz-GCs
al kenyl, Cz- Cs%ywtym@wsélwpéal kyl ) (Cs C8 cycI oal kyl) C1 c3 al kyl,
each of which may be unsubstituted or substituted with one or nore

subst i t uefds %‘gl’leéltkéﬂylf ?’éf??\‘lﬂa?yﬁ@éﬂ‘yl KﬁYPPalky%‘éﬂcFadP Pt vhishreaeiay |

trifluoronethox K droxy, acetoxy, C~-Ce al kyl, C2-Cs al kenyl,
- C2Cs al kynyl , t?%ﬁilsl?%’ ét) lt%é’lnx and nono- or di (Cl-Cs) al kyl am no. 24. A

conpound , |, ethyl, or
phenyl ; Rz%(i%@f%w %Lﬁbig}ri%%f‘sbo%& woﬂ#ﬁy%&{@ ggfggﬁe(rquor met hyl ;
‘and 183 WO Q agaaa@%%bemgaa%% 16 aétefoahggcn%@ yingGaors glakenyl ,
Ca-C6 al kynyl , -Cs cycl oal kyl , -Cs cycloal kyl') C1 Cs al kyl, each of
whi ch may be umfighss td 8lhkehteFs ﬁt&&&hmgtaadfwmmtoamewomﬁﬂ &N:bStl tuents

sel ected from hal ogen, vitro, cyano) trifluoronethyl, trifl uoronethoxy,

hal oal kyl Arhygt Aw\are aokepexdentlCbptisnadly lsybstitGRdCaraddrelivydryl, Gatisadlykyny| |

Cl- C6 al koxy, am no, and nono- or di (d -C~)al kyl am no. 25. A conpound
accordi ng to Cisabstitated agplaikel, mptimallysmhy@huwﬂehﬁtemryhyt hetetdalityclior phenyl ;

R2 is Cs-Ca al kyl or C3-Cs cycl oal kyl ; is. hydrogen or nethyl; and R4 is
phenyl, phenyl @gurCHvaadPm %‘Hl%ﬂ%s» 369&’@??"“&}4 e v aﬁ!ﬂ/f‘%{i‘llnﬂ?l

napht hyl , i ndolhg%: i ndanyl benzo[ b] t hi ophenyl, benzodi oxi nyl)

benzodi oxol vl FAt P Fsoxazol yl, quinolinyl, isoquinolinyl, quinazolinyl,
or qui noxalinyl, each of which may be opti onaIIy substituted or substituted
with up to four groups independently selected from hal ogen, vitro, cyano,
trifluoromethyl} Rt bxfanQﬁ@HE‘éodeg’to aahgqblaﬂmeéamﬁfaxy, acetoxy, C-GCs

al kyl, Ca-C6 al keny , CaC~ al kynyl, Cl-C~ al koxy, am no, nobno- or

di (G -Cs)al kyl am no. 26. A corrpound accorging tR,Claim21, wherein: R is
hydrogen, methyl, ethyl, or phenyl; ts- al kyl or Cs Cs cycl oal kyl ;
R3 is hydrogen or net hyI and Ra is b' ycli
the formila: O~ ~.J ~R A vvherellg‘ {s 0 to 3 groups selected from
hal ogen, vitro, cyano, trifluor ongt hyl N tritl uor,Q,ggt hoxy, hal oal kyl ,

hydr oxy, acetoxy, Cl-Cs al kyl, Ca-Cs ai'qkenyR;-; al kynyl, Cl1-C6 aI koxy,
am no, and nono- or di (Cl C6) alkylam no.

oxygen- cont ai ni ng group of

wherein m, An, Ars, Ri, Rz, R3, and R4 are as defined in Claim 12.

14. A compound according to Claim 12 of the formula:

R R4
v~ [
Ar1/<t;] \\Arz

R, s

wherein:

R; is hydrogen, C,-C7 alkyl, halogen or phenyl optionally substituted with C;-Cs
alkyl, C1-Cs alkoxy, halogen, hydroxy, amino, or mono- or di(C;-Cs)alkylamino;

R» is C1-Csg alkyl or Cs-Cs cycloalkyl; and

R3 is hydrogen or C;-Cs alkyl.
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.18~ WD 02J9993 PCT/ US00/ 26816 27. A conpound of the formula: RaA R R3 5
Rs N~~CR~Rea~ n Rl T Are R2 Ra Ar2 or a pharmaceutically acceptable salt,
prodrug wo ygosst e thereof, wherein: n is an integer frompQTIUSO®?26836d R2 is
chosen fromoptionally substituted G -C8 al kyl, optionally substituted

Ca- C8 cycl oal kyb, A epipomnad hocofdihg td Clakird 26T thesfoemalaval kyl (C - C8) al kyl ,
optionally substituted Ca-Cs al kenyl, optionally substituted Ca-Ca al kynyl,
hal oal kyl, ami noal kyl) each of which may Re unsRhpstituted or preferrably
substituted with one or nore substit selpcted fromoxo (e.g.
carbonyl), hydroxy, a.lkoxy, am de, C 0, acetoxy or vitro. Rais
hydr ogen or al kyl, al kenyl, al ky,m,/1 " yl .\ (cycl oal kyl ) al kyl)

hal oal kyl ) each or which may be substiEut edior uAsubstituted;, or R4 is
optionally substituted carbocyclic ary opﬁaonal |y substituted arylal kyl,
or an optionally substituted heteroaromatic or heteroalicyclic group having
from1l towdefdinds, 3 to 8 nmenbers in each ring and from1l to 3 hetero
atons) Rs and R3n are the sane or different and represent hydrogen or

al kyl ; or AR3ishdnyRséthyleakdioxyiphesi@EthiidnBdioRepHeayl eRediARY1 thimtyich they are
attached) forma cycloal kyl ring; Rs and R6 are the sane or different and
represent hydr dgiiazolyiabwddy, pyiptidylx benzaltiioyinyl, benzddicxelyl, earh @B&hich\WWO
02/:19993 PCT/ US00/ 26816 Rs and R6, taken together with the carbon atomto
whi ch they ar e maythectpsignalty snhstityted onbuibatitutied githRae tafeyr BByPare t he sane or
different, and are independently sel ected at each occurrence from hydrogen,
hal ogen) hydr os8Aepgndeptly sglsated fiogyalogen, nity, cyana, SriflvRiPBgElor al kyl ;

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Ce alkyl, C,o-Cs alkenyl, Ca-

Ft

Ce alkynyl, C;-Cs alkoxy, amino, mono- or di(C;-Ce)jalkylamino;

Arjy is defined as in Claim 12;

R; is hydrogen, C;-C; alkyl, halogen or phenyl optionally substituted with C;-Cs

alkyl, C,-Cs alkoxy, halogen, hydroxy, amino, or mono- or di(C:-Cs)alkylamino;

R ig C;-Cs alkyl or C3-Cs cycloalkyl; and

Rj3 is hydrogen or C;-Cy alkyl; and

R4 is C1-Cg alkyl, C3-Csg cycloalkyl, or {Cs-Cg cycloalkyl) C;-Czalkyl, each of which
may be unsubstituted or substituted with one or more substituents selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, Ci-Cs alkyl, Ca-Ce alkenyl, C2-Cs alkynyl, C1-Cg alkoxy,

amino, and mono- or di(Ci-Cs)alkylamino.

16. A compound according to Claim 12 of the formula:

e

)
R

R1 ( R4
\ N~
, R3 Ar2

wherein:

474



Ari i s ethyl enedi oxyphenyl, nethyl enedi oxyphenyl, or; Arl and Ar2 are

i ndependently optionally substituted carbocyclic aryl, optionally

substi t utved 0am999al kyl , or an optionally substituted heter RITUSO0,26816

het eroal i cyclic group having from1 to 3 rings, 3 to 8 nenbers in each ring
and from Ari s ghehgl, ethylentdingyph28yl, Aetigigedivty piemyl, thhegylallylCkdenml,2 7,

wherein: n, R2, R3, R3n, Rs) Rs, Rsa, Rsa, and R~ are defined as in Caim
27, and R4 is hyéifleggieh pyridyl ryrimidyl, bengadioxinyiyheprodiexpisiloack pf which
(cycloalkyl)alkyl hal oal kyl ,_ each or which may be unsubstituted or
substituted wi tnI‘FYo*i’Fe°RPf°nﬁ=BY éu'%ﬁﬁﬁgPFPﬁéHP%tltE?ldé’é‘ﬂéHPF? Wﬁé‘f‘{?ﬁen nitro,

trifl | oal kyl t
Gy al keny! 4R p@ ﬂy %!%WOM%%@Q&%M tiﬂméms@f?ﬁm no, Ra i

Bgrep)c/): yl, . Pﬁlr Sﬁ eny E@k@bfﬁ}&? %Bg’g Cs %?y{%i:l so%rwloggg?/lyl

“oxazol y1) i SOX%?B%hwn o1, 0528l RS Y haidld mel ¥ dif leéﬁ aaﬁﬁmno pyridyl,
pyrimdyl, pyrazinyl, benzimdazolyl, napht hy i nd , I ndanyl

i soi ndol ylmzlbqag@édja@lwdnmd, sapenzof ur anyl , benzo[ b] t h| ophenyl ,

benzodi oxanyl ) benzodi oxi nyl) benzodioxolyl, bent[d]isoxazolyl, qui nol i nyl,
i soqui nol iRyyik, hydiregea| i033yd7) alljyl] hakekn Ry | phenyl gpticiaiial subgtituteh etixthoC:-0ki ch may
be optionally substituted or substituted with up to four groups

i ndependent | gdksslepe@ts@&owmalmmgﬁdmxmiammo s yzan; ot di(€i-Goalbyleiniinyd;
trlfluoronethoxy, hal oal k hydroxy, acetoxy, alkyl, alkenyl, alkynyl,

al koxy, afeddCir-fp ﬁ@ylﬁi'rcﬁgaﬂ@%aélﬁﬁ»r%‘ am noal koxy, carbo~.ylic acid, esters
of carbox aci ds, 02/ -49993 PCT/ US00/ 26816 am nocar bonyI nono
or dial ky?ﬁé 3$95’09f CT\%I}Q%/F‘E%I fonyl am nocar bonyl 1-azeti di nyl,

1-pyrrol i ﬁyf-‘{ Phengl %tl?%erre%}/oxgéheng}( Rlilh lene eJle rﬁhg(r?}rua ];nﬁ%eéﬁ def' ned

bel ow, or ricon ainin la: 0 ~ ~.J

~R A wherein W%}Q ﬁlgmﬁ,l% 9§,p§ﬁlZF1 ﬁa;‘&gﬂygﬁg&g@ vitro,

cyano) trifluor orret hyl)™trifl uor onet oxy acet oxy,

al kyl') al kenyl isothikydmil oxaabllypxsbxaadmn&ad@&dlym&owte&a@dlﬁr Wi, no; Arl is
et hyl enedi oxyphenyl ) net hyl enedi ohyphenyl, or; Arl and Ara are

i ndependent | y glpeigsdylf pyaazihyl, pém;didaqujﬂenaﬁlﬁhmy indoBMyrinamny, isoipdalylpl yi |
furanyl, thienyl, pyrazolyl, imdazolyl, thiazolyl, isothiazolyl) oxazolyl,
i soxazol yl, oxd&dnzofaiapyl, ismbbla@@hythyl bezotbtbliophenyly berdgdioxqy,i mi dyl ,
pyrazinyl) benzi m dazol yI cPht hyl, indolyl, indanyl, i soindol I

benzof uranyl , DSBANSHXERL benge mwﬂzwmﬂlﬁi”@ﬁﬁ‘éh}i}lmo Byl isamonel

benzod|OX|nyI benzodi oxol yl., Benz i SOX gui nol i qU|noI|nyI
ci nnol i nyl, unHﬁ’Z’BPY nﬁ?‘na%ﬂhr’éi{al"HB{?’é’]Pi"ﬂWy e@fﬁ%ﬁf BP‘CWW%%F B&"%pt i onal | y

b d d I d
From hal ogen,  opR e ihutitited Bich o Bn b AU PR RERI Boected ol bt

hydroxy, acet oXym ﬁh% n, nf-K&Pho, tﬁhéfa?aiﬂethﬁ'tmwmnﬁ@iw& haBARy1, OF

di al kyl ami no, am noal koxy, carboxylic acid, esters of carboxylic acids,

am nocar bonyl ) nyaRgy Odcethixy) dgybaa]kpp@@.rdggmen)ﬂ I‘@Jdg)éh@\xmf , @Yd.ankdxocar bonyl )
l-azetidinyl) 1-pyrrolidinyl) 1-piperidyl and XaRB) erein X4 and Ra are
as defined bel aming, msrb-ior Hi(Bi-Cy)elkyantnyg;gen- cont ai ni ng groups of the
formula: O ~R s @7 WO 02/.19993 PCT/ US0O0/ 2681G wherein Re represents 0O
t o 3 groupRsissebicrtlicdxygamednidiomergronp of the foryane, trifl uor onet hyl ,
trifluoromethoxy, haloal kyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl,

al koxy, am no, and nono- or dialk i BN i s independently sel ected at
each occurrence fromthe group cgnsisfling ¢f -CHa-, CHRc-, -O, -S(O S,
-NH, -NRc-, -C(=O NH, -C(=ON H, -S(O mMRc-, -NHC(=0) -

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-C¢ alkyl,
C2-Cs alkenyl, C,-Cg alkynyl, C;-C¢ alkoxy, amino, and mono- or di(C;-

Cs)alkylamino.
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-NRcC(=0 -, -NHS(Om, -C(=ONHS(O m, and -NRcS(Om (where mis 0, 1, or
2); and Rs and Rc, which may be the sanme or different, are independently
sel ect ed WO 0gdg493occurrence fromthe group consisting of: HYKIUSHG816
straight, branched, or cyclic al kyl groups, which may contain one or nore
double or triple bonds, each of which may unsubstituted or substituted with
one or nore substituent(s) selected from oxo, hydroxy, -Q(alkyl),

-NH(al kyl ), - NCHI- Rydoptratikg |apcordiace Cjaim 14 pfthe fogmatly | ) C( O) (al kyl ))

-NHS(O) x(al kyl), -S(O x(al kyl), S(O xNH(al kyl), -S(O:~N(al kyl) (al kyl),
(where x is 0, 1, or 2). 29. A conpound or di to Caim27, Wwerein: n
and R2 are defined as in Caim27, anN and|R3~ are the sane or different
and represent hydrogen or G -Cs al kyl/f o\ R3 H Rsn, taken together with
the carbon atomto which they aréraft forma Cs-s cycloal kyl ring; Rs
and R6 are the sane or different and rapresgnt hf{drogen, hal ogen, hydroxy,
C -Cs alkyl, or C 1-C6 al koxy; or Rs a R6) & aken together with the carbon
atomto which they are attached forma Cs-s cycloal kyl ring; Rsa and Rbb
are the sawtergn: different, and are i ndependently sel ected at each
occurrence from hydrogen, hal ogen, hydroxy, O -Cs al kyl, and d -C~ al koxy;
R4 i s hydisyisrphsnylgthylenpdiogprhengh g@tindmedRempiresh Ghenylalkyl, RyienylGr- s

al kenyl, Cz_8 al kynyl, Cs-scycloal kyl, (Cs-s cycloal kyl)Cd _4al kyl,

hal oal kyl , eacPYSRYhWAREHOLYEYCHmay e ppkipnally arpstiuted ertytistirEed W‘%‘H‘ane or

nore substituents selected from hal ogen, npitro, cyano) trifluoromnethyl,
trifluoromet horx}ﬁ?O'ﬁaqr?)‘é‘prf’peﬁ’@a?@W)&ecé‘?fjejf?ﬁ?ﬁal%%’- af&P, Cz-6 al kenyl ,
Cz-s al kynyl, . Yors A q i '-g§g?I vhamno, R4 is
phenyl, ethy|eE@gﬁé?gkﬁéﬁy??ﬁ§§?%§ﬂ§§é5?@§$%ﬁéﬂ§?%gkﬁgny’45¢§13 hromanyl ,
pyrrolyl, furanyle, élﬁér%‘l‘,Ydéz_’-CPé[lw,l ¥les aibARaRlNd, mdddl 37@lyl., 1sothiazolyl,
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl,

P20t ndol yi) henenrurany | sobenzof Ut anyl benzoIbJt i ophenyl,
benzodiox&hyﬁsdéﬁﬁma@dﬁﬂxﬁamm12;benzodioon&I, bent[d)isoxazolyi, qui nol i nyl,
i soqui nolinyl, cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may
be opti ondlis/hydroger, erthyl, ethys ebsheémylit ed with up to four groups

i ndependently sel ected from hal ogen, nitro, cyano) trifluoronethyl,
trifl uor ofedhbxys ahal eafx e cvagadddand acet oxy, Ci-C6 al kyl, Cz_6 al kenyl,

Cz_6 al kynyl.,. Cl-Cs al koxy. anmino, nono- or di (G -Ce)al kyl am no,
anino(Cl-g%f%P%%fﬁ?lgﬁWﬁ%&bﬁPg]acid, esters of carboxylic acids,
am nocarb I~ G I i | .
NG - Ol By B et BRI of 625 RARAI0 Bhos o, spehyof which

1-pi peridyl, X4R5) ve\ieEfishtuied 8P SudHt 8 wath ARidriedte REbAWueRE sBicled @
bi cyclic oxygen-containing group of the formula: o\ ~ ~ J A wherein Rn

represents O tdroin BERERS riRd,eGhesl thiflasiolkrkiag emRiflubidniethoxgy BAGalkyl,
trifluoronethyl, trifluoronethoxy, haloal kyl, hydroxy, acetoxy, G -C6

al kyl, Cz-6 al kedydxy, &zidyallcfawlkyl, Q:-GCesalladnyh) O Coarlikyny], GARCE atlosxg; or di (Cr
C6) al kyl am no; Arl is ethyl enedi oxyphenyl, nethyl enedi oxyphenyl; Ari and
Arz are indeperaginel andoheorereridi@mCgeikylanyi@e 02/ a9993 PCT/ US00/ 26816 i)
phenyl, phenyl al kyl, chromanyl, pyrrolyl, furanyl) thienyl, pyrazolyl,

i m dazol yl, thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl,

triazolyl, tetrazqlyl, Lidyl .. pyrim.dyl razi nyl , benzi m dazol yl,
napht hyl , | ndol@r?".\éﬁ‘&’aﬁéﬁl ,'°‘°'°§‘8‘P%%i°gﬁ]“,n Yol ‘" i sobenzof uranyl ,
benzo[ b] t hi ophenyl , benzodi oxanyl, benzodioxi nyl, benzodi oxol yl,
benz[ d] i soxazol yl, quinolinyl, isoquinoli I,r6|ﬁnolinyl, qui nazol i nyl, or
gui noxal i nyl, each of which may be opi substituted or substituted
with up to four groups independentl Sel om hal ogen, nitro, cyano,
trifluoronethyl, trifluoronethoxgﬁ ha vk, E;kfoxy, acetoxy, C 1-Cs

al kyl, Cz-6 alkenyl) Cz-6 alkynyl) C 14Cs an{pxy,ﬁhnino, nono- or

di (G -C6) al kyl ami no, am no(CrCs) al koxy,2car boxylic acid, esters of
carboxylic aci.ds, am nocarbonyl) nono or di (Cl-C6)al kyl am nocar bonyl
NC1- 06) al RSPCERY onyl ami nocar bonyl, 1-azetidinyl, 1-pyrrolidinyl,
1-piperidyl, and - X4RH, wherein X4 and Rs are as defined below, and ii)
bi cycli c oxygen-containing groups of the formula: O FRB wherein Re
represents 0 to 3 groups sel ected from hal ogen, nitro, cyano,
trifluoronethyl, trifluoronethoxy, haloal kyl, hydroxy, acetoxy) Cl-C6

al kyl, Cz-a alkenyl, C2-(, alkynyl, QtsC6 al koxy, am no, and nono- or

di (C1&6) al kyl ami no; X4 is independently selected at each occurrence from
t he group consisting of -CHz-,




CHRc-, -O, -S(Om, -NH, -NRc-, -C(=ONH, -C(=O NRc-, -S(O ~NH,
-S(OMRc-, -NHC(=0O) -, -NRcC(=0)-) -NHS(Om, -C(=ONHS(Om, and

-NRcS(O woaheme mis 0, 1, or 2); and RB and Rc, which Pay/Gs90/2¢8a6 same or
different, are independently selected at each occurrence fromthe group
consi st i ndrpfs: pHeygll, egwlenedibxygihghyl, metlyisledidbxyshiengly phenylalkyythigybwps, whi ch
may contain one or nore double or triple bonds, each of which may

unsubst it ut ed ayridglpeachyhWin¢lomeg bg gbtienallytsulistifiuted errmtbstitutiest with up
substituent(s) selected from PCT/USQ0/ 26816 oxo) hydroxy, -Q(Cl-Cs al kyl),
“NH(Ci - Cs al kylt9 fourigreynscndenepdentiiseleeted fromy halogenyiire) vahess al ky| )

-N(d -Cs al kyl ), ¢

- al k%I ), ) S(0) ;(Nﬁ(%mi‘g’%‘eﬁ?yﬂcﬁfr‘;aw’) et NHS(’E%* %glal%f’fy( aﬁ%“’éé%é%éﬁ(“fﬂ (where X
IR?%p, ’ Rs) % . Cﬁs&Fﬁ%f% r%o%r]ﬂléﬁ@? ngk&g’dgn%o glolz‘rtﬁggg §4n|2 hydr ogen or

G -C8 al kyl, @8?&5 ?/ Ca-Cs aI kynyl, C3-Cscycl oal kyl

(Cs- Cecycl oal kyl C4al kyl, hal oal kyl , each or which may be unsubstituted
or substi tag}iedenhédadimeciaim 1y e substituents sel ected from hal ogen, vitro,
cyano, trifluoronethyl, trifluoromethoxy, hal oal kyl, hydroxy, acetoxy,

A - Cs al kW ,is BpdrGger Inketinyl| eth¢l/ of pherlykynyl , Cl- Cs al koxy, am no and nono- or
di (G C6)al kyl ami no) Ra is phenyl, ethyl enedi oxyphenyl,

met hyl ene®zdx ¢peaikyl omSpGs tD;pﬂO,alehi%mdyl , pyridyl, pyrimdyl,

di hydr obenzofuranyl, furanyl, benzodi oxanyl, indolyl, each of which may be
opti onal | %éﬁb&‘irpgﬁt@'dnﬁhygﬂﬁgti tuted with up to four groups i ndependent | y

I df f h ,
ool eot e g, 3%@%g¥e'gﬁéﬁp@%@m“'e$“°f&w S Ao o
o L SR P A R

carboxylic aci car nono or

di (G - 0 al ky! agagaasbandy bwodg;ug@)@malw i el aaganbony |

lazetidinyl, 1- pyrroll 1-pi perid wherein X4 and Re are as
defined bel ow, @indifyl, $so Qbﬁﬂﬂ'dpﬁn%]ﬁﬂﬁnmc h&tammpgemrﬁéh tag veor mul a:
o\\'" ~~J~-RA Q@1 02/.19993 PCT/ US00/ 26816 wherein Rn represents O
to 3 groups selopeibedlyfsudstitiatdoresubstitutedwith o, folir grivh proihdsgindyhtly
trifluoronethoxy, haloal kyl, hydroxy, acetoxy, CrCe al kyl, Ca-Cs al kenyl,
Cz- Cs al kynyl , s€lected fiminkbadpgena mitrm cyand trifwmomethytit(ilDlorG@ettmkiky | am no; Ari
i s phenyl, ethylenedloxyphenyl nmet hyl enedi oxyphenyl) thienyl, or pyridyl,
pyrimdyl, di hM%H@hMm’%[n%em’%’uga%yF‘lkybé—'raé%cﬁnéﬁ@ahﬁ -Coialigay}ICi-Gsach of
which is unsubzillftut ed. or substlcfﬂ ted ﬁh up to four substituents

i ndependent | y SEf9%¥t BHRPr BRROTY @ér?ﬁ FBOcyhno, trifluoronethyl,
trifluoro lg C -Cs al kyl, CZCsaIkenyI,
Ca- C6 al k%&/{?%@d@xg% Xémmg%% Oﬂ%t{g éa(Cl Ce) al kyI am no,

am no( G - Cs) al koxy, car boxyl i c aci d est ers of carboxylic acids,

am nocar bonyl, nmono or di (G Cs)al 'I‘Bonyl N (

Ci - C6) al kyl sul f onyl am nocar bonyl { g 1- pyrrol i di nyl, 1-piperidyl,
and - X4Rs, wherein X4 and Re are\as dei pe0 beI ow, Arz is phenyl napht hyl ,
thienyl, pyridyl, pyrl m dyl, di hyd enzof'?franyl furanyl, benzodl oxanyl ,

dol ylI , hfwh || bstit bstituted with
Lo our or oo ns st §h atErorta SR b B s e R L hsiogsd Faro. ey o 1 1P
trifluoronet hylﬁﬂasalo&' @gﬁgg;ﬁa i eu?mcgaéax}p Oxgxféxmgﬁ%f %Xyaakyﬁl Cs

al kyl, Ca-C6 al amn
di (G - C6) al ky! @pcfgoa)nkam rcq(@aqgﬁbyaldswam&@r RAa0, bia Hond me&thrs of
carboxylic acids, am nocarbonyl’, nmono or di (G -Cs)al kyl am nocar bonyl, N-(

Cl C~) al kyl sul f@a)éllléyﬂaxﬂﬂﬁar bonyl, 1-azetidinyl) 1- pyrrol i dinyl, 1-pi peri dyl,
. and X4Rs, wherein X4 and RH are as defined below, or Ara is a bicyclic
oxygen-cont ai ni ng group of the fornul a:

19. A compound according to Claim 12 of the formula:

477



O .-~92 WO 02/ 9993 PCT/ USO0/ 26816 wherein Rn' represents O to 3 groups
sel ected from hal ogen, nitro, cyano, trifluoronmethyl) trifluoronethoxy,
hal oal kylwohyds®wsy, acetoxy, Ci -C6 al kyl, Ca-Cs al kenyl, ®t1esomi2ksmwey!
Cl- C6 al koxy, am no, and nono- or di(C Cs)al kyl am no; Xa is independently
sel ected at each occurrence fromthe groug,consiRsting of -CH2-, CHRc-,
-0) -S(Om, -NH, -NRc-, -C(=0) NH,p\: :byg/ -S(OMIH, -S(O M\Rc-)
-NHC(=0O) -, -NRcC(=0 -, -NHS(O m, -C(rO) HS(Qym, and -NRcS(O m (where m
is 0) 1, or 2); and Re and Rc, \MAirﬁh’[;tB e vane or different, are

i ndependent|y sel ected at each occlrrefice fnom tpg, group consisting of:

hydr ogen, straight) branched, or cycli R23| kﬁs groups, which may contain one
or nore double or triple bonds, each of "which may unsubstituted or

substi t ut gd,pdihh one or nore substituent(s) selected from oxo, hydroxy,
-Q(d-Cs alkyl), -NH(C1-C6 alkyl)) -N(G -Cs al kyl)(C1-C6 al kyl),

-NHC(O) (C : k j ; i -CB
5560 (o g kol U el iy B

al kyl ) (C1- C6 alggyidyl, eqashéfrvehidh iy e optiomdllyZgubsituteddorcaimacitiited atmargdi ng to
Claim 30 wherein: Rs and Ra are the sane or different and represent
hydrogen or netthydur gReupmiddépendemtlt setectehizororhaltighf arignt cyaumd, r epr esent
hydrogen or nmethyl; and Rs8 and Rba are the same or different, and are

i ndependent |y veroaethyl, taiflgnramatiepe helealkylh Ay drpay.cetoxarfe-Gredliyh . 32. A
compound according to Cl aim30 wherein: R3 and Ra are hydrogen; Rs and R6
are the same orafreralesnyin CoaborlkepileSrtt 2K99r 58 RO ChPHC"and Rsg and Rbs
are the sane or gaif]ilfgéerent, and are independently selected at each .~93 WO
02/ . 19993 occur?ERSE M Sm hydrogen and methyl. 33. A compound according to

Claim 30 f%h:‘ﬁgé?{ﬂb'xh' gﬁryeccsﬁ J%Ngl_@, .~.§a i N
o] he enyl(Ciz ., th 1 1 midyl; 1,
PCT/ US00/ 2‘6@ 6 or ap zafr macéat | a(l Iy *aceept abl PEart %}Elr 018 usﬁrormﬁydr ate
thereof, whereiRonfgi, iRolyMiRianfil Sefbof|@idbheAR! bBAaHRUnyH BnBdABKinf?> and R6
are the sanme or different and represent hydrogen or nethyl;
benzodioxolyl, benz|djisoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl,
each of which may be optionally substituted or substituted with up to four
groups independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, C2-Cs alkenyl, Co-
Cs alkynyl, Ci1-Cg alkoxy, amino, mono- or di(C;-Cs)alkylamino, carboxylic
acid, esters of carboxylic acids, aminocarbonyl, mono or di(C;-
Cs)alkylaminocarbonyl, N-(C:-Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-
pyrrolidinyl, and 1-piperidyl; or

Ar; is a bicyclic oxygen-containing groups of the formula:
o X

Rs
wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl,
C2-Cs alkenyl, Co-Ce alkynyl, C1-Cs alkoxy, amino, and mono- or di(Ci-
C¢)alkylamino;

R; is hydrogen, methyl, ethyl, or phenyl;
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RSa and Rbg are the sane or different, and are independently chosen at each
occurrence from hydrogen and nethyl; and RX represents up to four

substi t uamb92ispdependent | y chosen from hydrogen, hal ogen, PaTIUSo¢/268¢@no0,
trifluoronethyl, trifluoronethoxy, haloal kyl, hydroxy, acetoxy, Cl-C~

al kyl, C~-1G1s cglds@mmh or 62608y AbHMAYAnd C - C6 al koxy, ami no, nono- or

di (Cl-Cs) al kyl am no, and am no(Cl-C6) al koxy. 34. A conpound according to

Cl ai m 32, Rafis hiidrogai odinathyl; andl ~~ n or a pharmaceutically acceptable salt)
prodrug or hydrate thereof, wherein: R4, Ara, and n are as defined for

d ai m 30; RRdsCs-Ceall@h GutCsaiygletlkpl, ob (Garshaydlosll) €:4:kily], e@h @Bwhickenyl , or
C2-Cs al kynyl; -49~ Ra Ar2 WO 02/.19993 PCT/ US00/ 26816 Rs and Rs are the
- same or differ cpdy bpynpwstisated or pykptisaten vath onstarynare gubstifurrls sgleetethe sane
or different, and are independently _chosen at each occurrence_from hydrogen
and met hyl; and™¥% PR JRTP-CYAROA R oR et s prameth ey g BRlgAHEnt | y chosen

- from hydrogen) .hal ogen, vitpo,. cya rifl uor thyl . triflyoromethoxy,
hal oal kyl , hydrrg%? aé“e“tt%??y?“&Fﬁﬁg%éﬁéﬁ”‘fe“ég;‘%sraaﬁq‘ﬁyef%ézl'%za-ligg‘ym kynyl) C
i -Cs al koxy, ang Qo angroécﬁé‘&%%@)’@or”mabam no, and am no( G - Cs) al koxy.

35. A conpound according to phar maceutical ly acceptable
salt, prodrug or hydrate thereof, wherein: Arz, RXx, and n are as defined
for daim30 R2 is Cs-C8 straight or branched chain al kyl, Cz-C8 al kenyl,
or Cz-Cs al kynylo, AadathgBand Scédrdiag 6 Claindi ofahe fratdhied chain al kyl, Cz-Cs
al kenyl, or Cz-Cs al kynyl. 36. A conpound according to Claim33) or a
pharmaceutically acceptable salt, prodrugRgr Pﬂhat e thereof, wherein:

W\(N
Ar1/<|}| \\Al'z
R, Ra

Ar, is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C:-Ca)alkyl,

wherein:

thienyl, or pyridyl, each of which may be optionally substituted or
substituted with up to four groups independently selected from halogen,
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy,
C1-Ce alkyl, C2-Cs alkenyl, Co-Ce alkynyl, C1-Cs alkoxy, amino, mono- or
di(C:-Cs)alkylamino;

Ar; is chosen from phenyl, phenyl(C;-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl,
naphthyl, indolyl, indanyl, benzo[b]Jthiophenyl, benzodioxanyl, benzodioxinyl,
benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl,
each of which may be optionally substituted or substituted with up to four
groups independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Ca2-Ce alkenyl, Co-
Cs alkynyl, C;-Cs alkoxy, amino, mono- or di(C;-Cs)alkylamino, carboxylic
acid, esters of carboxylic acids, aminocarbonyl, mono or di(C;-
Cs)alkylaminocarbonyl, N-(C;-Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-

pyrrolidinyl, and 1-piperidyl; or
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Rz is C3-Cs straight or branched chain al kyl, Cz-Cs al kenyl, or Cz-Gs

al kynyl; R4 is phenyl) which nmay be unsubstituted or substituted wth:

Cl - Cs al kyb 02/§®9Cs al kenyl, Cz-Cs al kynyl, Cs-Cs cycl oal kelrns0s/:2688%6
cycloal kyl) Ci-C4 alkyl, haloalkyl) Ci-C6 al koxy, hal ogen, hydroxy,

am no, or ARPB@-biGfcli€l bkfden Conaliiyi @rouneof tHe fR4niia: a bi cyclic oxygen
containing group of the formula: o\ o\ \. r or ~ RA. 0o ~ RA wherein RA
i s hydrogen, C -Cs al kyl, Cz-Cs alﬁpny al kynyl, Cs-Cs cycl oal kyl)
(C3-CBCycl oal kyl) G -Ca aIkyI ha #l koxy, hal ogen, hydroxy, am no)
or nono- or di (G - Cs)alkylanlno, enyl which is unsubstituted or
optionally substituted or substi £ up to four groups independently
selected from .195 WO 02/. 19993 PCT/ USO0U/ 2G816 hal ogen, Cl1-C- al kyl,

G -C~ al koxy) G¥aASn RGFMCeent®H s s%oﬁiis(sge@t@)i%lok’ﬁ/ haagé}p mt?@ haxylic acid,
esters of carboxylic acids, am nocarbonyl, nono or dral kyl am nocar bonyl,

Nal kyl sul f ony| asflee@ehgn) tHifludrof@eidx§l] Haibllkyl; Bydros), aeétbsy, , C.legdirar i dyl ,

1- nor phol i no, nitro, hydroxy, acetoxy, trifluorornethyl, and .

trifl uoronmet hogy-GrlkéaiRs C. Ul elkyhyl, K4-CantkoRds aatigo,addednaied di(Gf- Cl ai m 33; or
Arz is a bicyclic oxygen-containing group of the formula: \ ~o\ \~ O1I or
COi RA 0 i REsabatasninoRA, RA', and n are as defined in Caim33. 37. A
conmpound according to Glaim33, or a pharmaceutically acceptable salt,

pr odr ug 0 lFﬁ/]éMdé‘E’@nt metiybiethylner B2e9LR2 s Cs-Cs straight or branched chain

al kyl , ynyI R4 is C-Cs straight or branched
chain al k% 18 %&é’tgm?ill ?{e‘#ﬂ/&zcyficﬁ’a@¥ AUd5| kynyl: Arz is a bicyclic oxygen

containin [ a: ~~ 0o O~ Ra, o ~ RA wherein R and
n are as gé?gtrl'?%go enor etLOI %‘5 38 A conpound of the formula: M. 496

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C:-C4)alkyl,

thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, indolyl, indanyl,
benzo[bjthiophenyl, benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl,
guinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, each of which may be
optionally substituted or substituted with up to four groups independently
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy,
haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, C2-Cg alkenyl, C»-Cs alkynyl, C1-Cs
alkoxy, amino, mono- or di(C;-Ce)alkylamino; or

R4is a bicyclic oxygen-containing group of the formula:

wherein Rj represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkyl,
C2-Cs alkenyl, C2-Cs alkynyl, C1-Cs alkoxy, amino, and mono- or di(Ci-

Cs)alkylamino.

21. A compound according to Claim 12 of the formula:
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WO 02/.19993 wherein: nis an integer fromO to 3; PCT/US00/2G816 R3 and

Rsn are the sane or different and represent hydrogen, hal ogen, hydroxy,

al kyl , owabkeeys or R3 and R3A, taken together with the earThino/aésaen to

whi ch they are attached, forma cycloalkyl ring; Rs and R6 are the sane or

different and represent hydrogen, hal ogenr,hydrBxy, alkyl, or alkoxy; or Rs

and Rs, taken together with the carbog omtp which they are attached form
e t

a cycloal kyl ring; and Rsn and Rbn a or different and represent
hydr ogen, hal ogen, hydroxy, al kyjq}1 A conpound according to
Claim 38, wherein: R3 and Ran are the Jane f.erent and represent
hydrogen or G -C6 al kyl; or R3 and R3nr,tak together with the carbon atom
to which they are attached, forma cycl 6al kyl ring of fromthree to six

carbon at m;ph%n%t%ﬁé&eéﬂﬁle%ﬁ?pﬂﬁ j $ri 1Bt 1ahdofl GRERALNT hydrogen,
hal ogen) hydroxy, Cl-Co6 "alkyl, or Cl-Cs al koxy; or Rs and R~, taken

- toget her wvirf i3 griefyls sty edibRyPHeflyl)\hictyldndeibxpiRnal bREEE, {afatyd cycl oal kyl

ring of fromthree to six carbon atons; and Rsn and Rbn are the sane or
di fferent and nkiengsenpyrivytireagie nf whieh agerbhe dptidnaligysutstitu@sd atr kyl , or G - C6
al koxy. 40. A compound according to Claim38) wherein: R3 and R4 are
hydr ogen; and RubstRgtedrwith uprid fqgEreuns inderenderdlyoelegtedffeare eloger r epr esent
hydrogen or nethyl. 41. A conpound of the formula: .I97
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy,
C1-Cs alkyl, C2-Cg alkenyl, Co~Cs alkynyl, C;1-Cg alkoxy, amino, mono- or
di(C1-Ce)alkylamino;

Ar; is a bicyclic oxygen-containing groups of the formula:

8]

Rs

wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs alkyl,
C,-Cg alkenyl, C»-Cg alkynyl, C;-Cs alkoxy, amino, and mono- or di(Ci-
Ce)alkylamino;

R is selected from
i) hydrogen, halogen, hydroxy, amino, C;1-Cs alkoxy, mono- or di(Ci-
Ces)alkylamino, cyano, nitro, haloalkyl, and
ii) C1-Cg alkyl, C»-Cs alkenyl, C3-Cs alkynyl, Ca-Cs cycloalkyl, and (Cs-
Cs)cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy,
haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(C-
Ce)alkylamino; or

R, is selected from
phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl,

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl,
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WO 021 =t 9993 wherein: nis an integer fromO to 3; PCI/US00/ 26816 R2 is

al kyl, al kenyl, al kynyl, cycloal kyl, (cycloal kyl)al kyl, or hal oal kyl, each
of whi ch way2h®9substituted or unsubstituted; Rs and R4 armTVisnorssme or
different and represent hydrogen or alkyl; or Rs and RsB, taken together
wi t h t he car borpysdznigltéaciMor @hichheyy Bé eptidriady Besktithederaubyeheidiyh ri ng; Rs
and R6 are the sane or different and represent hydrogen, hal ogen, hydroxy,
al kyl , or al koxap, todourRsronpslinideperidzhtin stlegted frem haldégdent hidrog &ydomn at om to

whi ch they are attached, forma cycloalkyl ring; Rsn and Rsn are the sane
or different artilnefometio trifigrompthoxyhhrloglkml, higurpapetoay kGi-Cs dkylal koxy;
and Ari is ethyl enedi oxyphenyl. nethyl enedi oxyphenyl, or; Arl is

unsubst it uted dr-SuAtsemi et LkymicGets alkary, pming, epgpemaisdiGr substit ut ed
aryl al kyl) or & n%ﬁbstitut ed or substituted heteroaronmatic or
heteroalicyclicﬁgafl PHing from1l to 3 rings, 3 to 8 members in each ring

and from kﬁ?&%%ﬂ@}’%ﬁ%ﬁﬁyﬁ% el sogfrround according to Claim4l in

which: R2 I ranched chain al kyl, C2-Cs al kenyl, Ca-Cs
al kynyl, C3-Caj rg%hlfﬁgb%&g'hggm@&y&h%l sy.b) Srolsh RorteY lor dfe,-C - C$

hal oal kyl ; Rs and R38 are the sanme or different and represent hydrogen or

Cl-Cs al kyl; orceBskyddidind3 Syanbpliftid, hawelkhgan t h t he carbon atom to which
they are attached, forma cycloal kyl ring of fromthree to six carbon

atons; and : 498i) C,-0Aa1162/ CJ-O0ARemTTCIISOkPHB,16;-Cs cycloalkyl, and (Cs-Cs

cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by

one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy,
haloalkyl, hydroxy, acetoxy, Ci1-Cs alkoxy, amino, mono- or di(Ci-
Cs)alkylamino; and

R4 is C1-Cs alkyl, C2-Cs alkenyl, Ca-Cs alkynyl, C3-Cs cycloalkyl, (Ca-Cs cycloalkyl) C;-
Csalkyl, each of which may be unsubstituted or substituted with
one or more substituents selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Ce¢ alkyl,
C2-Cg alkenyl, C2-Ce alkynyl, C1-Cs alkoxy, amino, and ;'nono— or di(Ci-
Cs)alkylamino; or

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C;-C4)alkyl,
chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl,
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl,
pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl],
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl,
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl,
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally
substituted or substituted with up to four groups independently selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,

hydroxy, acetoxy, C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, Ci-Cs alkoxy,
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Rs and R6 are the sane or different and represent hydrogen, hal ogen,

hydr oxy, Cl1-C6 al kyl, or Cl-Cs al koxy; or Rs and R6, taken together with

t he carbowoayeyei o which they are attached form a cycl oal PET/GS00@6806é from
three to six carbon atons; Rsn and RsA are the sanme or different and
represent hydr cogeinp, mahogerdi(ChyCialixnemito, 2abartykiy keidpestéiis-ofsaddokydicy; Arl is
et hyl enedi oxyphenyl , net hyl enedi oxyphenyl, phenyl, thienyl, or pyridyl,
pyrim dyl, di hyatidsheminsfoarkemyl, mdngrash(C;-Coehztratinaeanhonyli ndol yl, each of
which is unsubstituted or substituted with up.to four substjtuents

i ndependent | y ¥ beCeldlipipfonyaminpearboryl ﬂv“zefé‘yﬁﬂol ryFriofiingh gRdtlhy | |
trifluoronethoxy hc&i'oal kyl, hydroxy) acetoxy, Ci-C6 al kyl, Cx-Cs aI kenyl)
- C2-Cs al kynyl , ot koxy, am no) nono- or di (G -Ce)al kyI am no,

am no( Cl ) I r acarboxylic acids,

am nocar bc(?;fy%1 %ﬁggﬁc g’% %9(; ggﬁﬁg&ﬂﬁﬁ%&% onyI N (

-G -Co6) al kyl sul fonyl am nocar bonyl, lazetidin 1- pyrrol idinyl, 1-piperidyl,
and - X4Rs, wherein X4 and Rs are 2 : nbel ow, Xa is |ndependently

sel ected at each occurrence fro consisting of -CHa-, CHRc-,

-0, -S(Om) -NH, -NRc-, -C(=ONNH, ~CLO) NRc-) -S(O nm\H-, S(O)nNRc-,
-NHC(=0) -, - NRcC(=0)- -NHS(O)m -_0) I—B{O)m and NRcS(Om (where m

is 0, 1, or 2); anﬂiRB and Rc, beth ame, or different, are
independentIV’l"gréF‘b e RPseats 10 48 iR oSt RN )BT GOS0 of :
hydr ogen) st r c rou ont ai n one
o%/ m)?e Z:IoubFe ore e& F%E‘mf meﬂéoa hil%l?a]%% drg a@nfgﬁ%m#’l ‘?‘u% £,

S e A S i Bpair o

-NHC(O) (C1-C6 alkyl)) -N(C-C6 aikyl)C(O (C1-C6 al kyI) -NHS(O) x(Ci - C6
alkyl), -S(Ox(G-Cs alkyl), @9 WO 02/-19993 PCT/ US00/ 26816

S(O) xNH( C1- Cs a2k W ¢ompdi(r{d) xddpfding"so Gldinil )1 Grhetsin ah& ybnpodnd exifibits k& 0, 1,
or 2). 43. A conpound according to Claim41l of the fornula: , R wherein: n
is 0, 1, dEso2f 1RM drdeBanCan atspnphHBia vedibted vhlewdtaxiraonradditop| mot@iza@enal kenyl ,
or C2-Cs alkynyl; R5, Rs, Rsn, and Rsn are the sanme or different and
represent hydrogen or nmethyl; and RX represents up to four substituents

i ndependently chosen from hydr ogen, ha en, nitro, cyano, trifluoronethyl,
trifluoronet hoxdP: AfFQmpeuReg accerd H}g&Q H’c%t reigs _Cs al kyl, C2-Cs al kenyl ,

gzm- %(g k %%PK%%CCSII’ metﬁ?f,(gthyﬁ n pgény, no- or d| (C1-Cs)al kyI am no, and

Ry is C3-Cs alkyl or C3-Csg cycloalkyl;

R3 is hydrogen or methyl; and

Rsis C1-Cgalkyl, C2-Ce alkenyl, C2-Cs alkynyl, C3-Cs cycloalkyl, (Cs-Cs cycloalkyl) C;-
Cs alkyl, each of which may be unsubstituted or substituted with one or
more substituents selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C,-Cs alkyl, C2-Cs alkenyl, Ca-

Cs alkynyl, C;-Cg alkoxy, amino, and mono- or di(C:-Cg)alkylamino.

24, A compound according to Claim 21, wherein:
R, is hydrogen, methyl, ethyl, or phenyl,
R, is C3-Cs alkyl or C3-Cg cycloalkyl;

R is hydrogen or methyl; and
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44. A conpound of the formula: 6 R3~~R -Rsa R Are N ~~, 7 wherein: n is an
integer fromO to 3; and R2 is al kyl, alkenyl, alkynyl, cycloalkyl,

(cycl oal wwopalhdegs , hal oal kyl , each or which may be substi trgTeUS00R26816
unsubsti tuted; 500 WO 02/ .49993 PCT/ US00/ 26816 R3 and Ran are the sane

or differeqts 8n8; LRPY SN tankRYI, Q,g.&ig Py, eila, c%loﬁﬁyl?'(&-&@cbgﬂéﬁ@ll oget her

with the carbon atomto which they are attached, forma cycloal kyl ring; R5

and R6 are the Gaml,dacHiof WhicAnhaypbslun&Ysa628d oy EbtigeRed ¥ithaddeydr; or Rs and
R6, taken together with the carbon atomto which they are attached, forma

cycl oal kyl ri ngnorRsabstittiesgerriedifiven halogerg mitth, fdyens ntiflusrothetiiyd

i ndependently sel ected at each occurrence from hydrogen, hal ogen, hydroxy,
al kyl, and al kdxi{lnorRmetlqxy chalpalkylhhtirows mcetpxyalGuyls; alky dCALs alkgnyl, Ca-

et hyl enedi oxyphenyl , net hyl enedi oxyphenyl, or; Arl is optionally
substituted carfs é’lyi’cclagﬁ;ﬂnfm%’pﬁn&ﬂ?aﬁp mopgs ey dilft eI AKyREings| |, " or an
optionally substituted heteroaryl or heteroalicyclic group having from1l to
3 rings, 3to 8 nenbers in each ring and from1 to 3 hetero atons. 45. A

conpound accordj'tsgl)g,é&o oﬂd%éf&@i&otagin%?{%%ﬂ%%' RRX I R2 wherein: n is an

integer fromOoO I'S rarg "Bhched chain al kyl, C2-C8
al kenyl) @ ;GasdBed, kydiids; e‘ﬁ?, oFﬁher@%n) and Rbn are the sane or different
et hyl

and represent hydrogen or and Rx represents up to four substituents
i ndependem,liycsoganyi b efrchyshiqaien, hal ogen, nitro, cyano, trifluoromethyl,

trifluoromethoxy) hal oal kyl, hydroxy,
Rs is hydrogen or methyl; and
R4 is phenyl, phenyl(C:-Cs)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl,
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl,
benz[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl,
each of which may be optionally substituted or substituted with up to four
groups independently selected from halogen, nitro, cyano, trifluoromethyl,

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, C2-Ce alkenyl, Caz-

Cs alltynyl, C1-Cq alkoxy, amino, mono- or di(C;-Cs)alkylamino.

26. A compound according to Claim 21, wherein:
Rj is hydrogen, methyl, ethyl, or phenyl;
R; is C3-Cs alkyl or C3-Cg cycloalkyl;
Rj3 is hydrogen or methyl; and

R4 is a bicyclic oxygen-containing group of the formula:
0 I X LL'{
\/
U4 RA
wherein Ra represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkyl,

C2-Cs alkenyl, C2-C¢ alkynyl, C1-Cs alkoxy, amino, and mono- or di(C;-

Ce)alkylamino.
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acetoxy, G -Ce al kyl, C2-C8 al kenyl, Ca-Cs al kynyl, G -Cs al koxy, am no,
nono- or di (Cl-Cs)al kyl am no, a.nd am no(C -C6) al koxy. S01

. AuS. Aa9.wer24e093 A9. Au& Au9r . Aa& A&r . AN&. AuLr. AN9r. Au9. Au.BEILUSML6e86. Aa9r . A
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y, 1090& ()-1 %409 & ()-LIxmbCF &10%& 9t! 10%& ()-g 10T 10T 10T=310%& ()-Y
LO9GLO%I& ()-Y | 7109%0& ()-1510%& ()->\j]>nbCF &10%910% & ()-!910%.L& () -
p0910% g,wD(0r~49990910%V & () - 10%& ()-9t!10%& ()-gw  5:; aRk7IdFsS09/26816
10T=310%& ()- +10%& ()-! +10%7& ()-910%& ()-910%& ()-910%& () -; <=HW
M\ | 10%@ &RA and-Rg, 1iakerk tdgettfer Wty &ie( Jarbd@ A0Q%UY & which' the) UelattacHed Gmk'a( ) - 10T
10T $1| dEmN | 10%F 10%& ()-F 10%& ()-110%& ()-F F10%g& ()-F
y@l0%g&' () - Feidoglkrl(ring;
(:@czX9MN | 3(Gl0%g& ()-!t, 10%#H=#=& ()-!K , 10988& ()-!" 0%&'8

, 109%& () - Rsa (ﬁ%ji&R(,a) %ng glg%m,) and are independently selected at each

occurrence from hydrogen, halogen, hydroxy, alkyl, and alkoxy;

Ry represents hydrogen or alkyl;

Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; are independently optionally substituted carbocyclic aryl, optionally
substituted arylalkyl, or an optionally substituted heteroaryl or heteroalicyclic
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3

hetero atoms.

28. A compound according to Claim 27, wherein:

n, Ra, R3, R3a, Rs, Re, Rsa, Rea, and Ry are defined as in Claim 27, and

R4 is hydrogen or
alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which
may be unsubstituted or substituted with one or more substituents selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or
dialkylamino,

R4 is phenyl], ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl,
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl,
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl,
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl,
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl,
benzodioxinyl, benzodioxolyl, benz|d]isoxazolyl, quinolinyl, isoquinolinyl,
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally
substituted or substituted with up to four groups independently selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or

dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids,
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6@0%& ()-Y+S 10%& ()-Y+S 10%k& ()- Y+S

10%& () - Y*MLOY%g&' () - LQRSTpJ =! #t ! 109658 ()- V! #t ! 10%e& () - V&e! 1099&" () -
10g 10g WQV¥x440%9& ()-3 |1:10%& ()- dE_=!F910%& () - PCT/US00/26816

Y@ O0uT& ()-FF100d& ()- @0%& ()-F10%& ()- s 10%& ()- K/ {dE_=!3

, 81097 &' () - F* $10%6h&crhonyl, 0% & (lalkylan@hosarBony),- 1098 () -

109%0& ()-{j dE_=!3 310%& ()-3 f/10%& ()- -1090& ()-F+10%& ()-

)109@& ()- (f mww(qny!ﬁ@mpcqbom& -zetiinyl, Jomarqlidinyl, Vi opigidyd and+0oq&' () -
10T 10T 10T= 310%&'8. 6?NdEb@ ! 3y 1090&' (% MBy 10907&' ()-M

"9109F& () - 3MLOBARe ellcgz&) p 8re acrgfiny ela‘aEB@l F1109%&' () - 3f/ 10%& () -

109578’ ( 08! g100a& 0% & (
: (—I dE) yL- 10%*&9%‘%?‘9 *°€5‘ 5‘6’&%&‘ E*)eg‘l’é'n‘ilﬁw&' ()-36y10%& ()-
41098 ()-331090°& ()-xY7yL- 109 ° %
X

wherein Ra represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl,
alkynyl, alkoxy, amino, and mono- or dialkylamino;

Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ars are independently chosen from

i} phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl,
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl,
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl,
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl,
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl,
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally
substituted or substituted with up to four groups independently selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, alkyl, alkenyl], alkynyl, alkoxy, amino, mono- or
dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or dialkylaminocarbonyl, N-
alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and ~
X4Rp, wherein X4 and Rp are as defined below;, and

ii) bicyclic oxygen-containing groups of the formula:

o)

Rs
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10%9& () W0 02499 ()-Y!',0 10%g& ()-Y PCT/US00/26816

memmegn =y 210981101 109W&' () -[9M 109F& ()- 10g 10g 10gY=310%g& ()-!03ly
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10Tl =410967& ()-!Y- 10%-& ()- 'VY- 10%-& ()- !Y- 109T& ()- !"F@

10v@a& () - L) " +j alkynylyalkessy gininor-gnd gupogoy élalksr@mlno;

10978 ()-) & L109& () -1 sO&t | 109& ()-1& | 109FT& ()-! s& | 109 ()- g .el//0a?M
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(100 ) Co i) o) e e, R e, s
2[ 25555a’?~_@% bg@_‘ L S$Z109%& ()- !vO0, s$Z109%GGE ()- | ": 10%g& () -3
10%& ()-:V 10868 (T-3 10%g& ()- 5+6{666* 78dE~ @L-! F& * Y

210%9& () - - O1QREH=6)-; INHSKOPB & d(30)XHS(HRY8&Ed INRGS (D) QY @Btetd mhis 0, 1, or 2);
and
Rp and R¢, which may be the same or different, are independently selected at each
occurrence from the group consisting of:
hydrogen, straight, branched, or cyclic alkyl groups, which may contain
one or more double or triple bonds, each of which may unsubstituted or
substituted with one or more substituent(s) selected from:
oxo, hydroxy, -O(alkyl), -NH(alkyl),
-N(alkyl)(alkyl), -NHC(O)(alkyl), -N(alky])C(O)(alkyl), -NHS(O)«(alkyl), -S(O)x(alkyl), -

S(0)xNH(alkyl), -S(O)<N(alkyl)(alkyl), (where x is 0, 1, or 2).

29. A compound according to Claim 27, wherein:

n and Ry are defined as in Claim 27, and

R3 and Raa are the same or different and represent hydrogen or

C1-Cs alkyl; or

Rs and Raa, taken together with the carbon atom to which they are attached, form a
Ca.g cycloalkyl ring;

Rs and Rg are the same or different and represent hydrogen, halogen, hydroxy, Ci-Cs
alkyl, or C-C¢ alkoxy; or

Rs and Rs, taken together with the carbon atom to which they are attached form a
Cs.g cycloalkyl ring;

Rsa and Rep are the same or different, and are independently selected at each

occurrence from hydrogen, halogen, hydroxy, Ci1-Cs alkyl, and C;-Cg alkoxy;

R4 is hydrogen or
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@10%& () - PPPF?% 558 Tg/ﬁ% no-or dif limin,

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl,
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl,
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl,
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl,
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl,
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl,
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally
substituted or substituted with up to four groups independently selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, C1-Cs alkyl, Ca.6 alkenyl, Ca.¢ alkynyl, C1-Ce alkoxy, amino,
mono- or di(C;~Cs)alkylamino, amino(Ci1-Cs)alkoxy, carboxylic acid, esters of

' carboxylic acids, aminocarbonyl, mono or di(C:-Cs)alkylaminocarbonyl, N-{
Ci1-Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -
X4Rp, wherein X4 and Rp are as defined below; or

R4is a bicyclic oxygen-containing group of the formula:

o N

| >

wherein Ra represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl,
Cz.5 alkenyl, Ca.6 alkynyl, C1-Cs alkoxy, amino, and mono- or di(Ci-
Cs)alkylamino;

Ar) is ethylenedioxyphenyl, methylenedioxyphenyl;

Ar; and Ar; are independently chosen from
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101 =410%&' ()-S8 10%& ()-! 1Z

hydroxy, acetoxy, C;-Ce alkyl, Cz6 alkenyl, Csz.6 alkynyl, C:-Cs alkoxy, amino,

mono- or di(C:-Cs)alkylamino, amino(Ci1-Cs)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono or di(Ci-Cs)alkylaminocarbonyl, N-(
Ci1-Cg)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl,
and —X4Rp, wherein X, and Rg are as defined below; and

ii) bicyclic oxygen-containing groups of the formula:

o

Re
wherein Rg represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs alkyl,
Ca.6 alkenyl, Ca.6 alkynyl, C;1-Cs alkoxy, amino, and mono- or di(C;-
Ce)alkylamino;

X4 is independently selected at each occurrence from the group consisting of -CHs-, -
CHR¢-, -O-, -S(O)u-, -NH-, -NR¢-, -C(=O)NH-, -C(=O)NR¢-, -S(O)uNH-, -S(O)uNRc-,
-NHC(=0)-,

-NRcC(=0)-, -NHS(O)u-, -C(=O)NHS(O)m~, and ~NRcS(O)n- (where m is O, 1, or 2);
and

Rp and R¢, which may be the same or different, are independently selected at each
occurrence from the group consisting of:

hydrogen, straight, branched, or cyclic alkyl groups, which may contain

one or more double or triple bonds, each of which may unsubstituted or
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30. A compound according to Claim 27, wherein

n, Rz, Rs, R3a, Rs, Rs, Rsa, Rea, and Ry are as defined in Claim 27,

R4 is hydrogen or
C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, Cs-Cscycloalkyl, (Cs-Cgcycloalkyl)
C1-Casalkyl, haloalkyl, each or which may be unsubstituted or substituted
with one or more substituents selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-C¢ alkyl,
C2-Ce alkenyl, C2-Cs alkynyl, Ci-Cs alkoxy, amino and mono- or di(C;-
Ce)alkylamino,

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, naphthyl, thienyl, pyridyl,
pyrimidyl, dihydrobenzofuranyl, furanyl, benzodioxanyl, indolyl, each of
which may be optionally substituted or substituted with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
triftuoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, C2-Cs alkenyl, Ca-
Cs alkynyl, C;-Cs alkoxy, amino, mono- or di(Ci-Cs)alkylamino, amino(C;-
Cs)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(C:-Cs)alkylaminocarbonyl, N-( C;-Cs)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl, ~X4Rge, wherein X4 and Rg are as
defined below; or

R4is a bicyclic oxygen-containing group of the formula:

N
¢
Ra
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a} "?4@
102Y-GlOfV¢z&' YN 10078 ()-. 10%& ()- ) GLO%~& ()-3![)GLOY% () - 3g

Rinii s e B R R i
3F310%9¢&’ () - 192880 aiffRBLABR rhny, TREEHP ez aid @& ihdalyl, each of which is
unsubstituted or substituted with up to four substituents independently
selected from:
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C;-Cs alkoxy,
amino, mono- or di(Ci-Cs)alkylamino, amino(C;-Ce)alkoxy, carboxylic
acid, esters of carboxylic acids, aminocarbonyl, mono or di(C;-
Cs)alkylaminocarbonyl, N-( C1-Cg)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl, and -X4Rg, wherein X4 and Rg are
as defined below;

Ar; is phenyl, naphthyl, thienyl, pyridyl, pyrimidyl, dihydrobenzofuranyl, furanyl,
benzodioxanyl, indolyl, each of which may be optionally substituted or
substituted with up to four groups independently selected from halogen,
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy,
Ci1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C:1-Cs alkoxy, amino, mono- or
di{Ci1-Ce)alkylamino, amino(C:-Ce)alkoxy, carboxylic acid, esters of carboxylic
acids, aminocarbonyl, mono or di(Ci-Cs)alkylaminocarbonyl, N-( Ci-
Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, and —

X4RB, wherein X, and Rp are as defined below; or

Ars is a bicyclic oxygen-containing group of the formula:

Ra'
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X4 is independently selected at each occurrence from the group consisting of -CHa-, -
CHRc-, -O-, -S(O)m-, -NH-, -NR¢-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-,
-NHC(=0}-,

-NRcC(=0}-, -NHS(O)m-, -C(=O)NHS(O}m-, and —-NRcS(O)m- (where m is 0, 1, or 2);
and

Rp and R¢, which may be the same or different, are independently selected at each
occurrence from the group consisting of:

hydrogen, straight, branched, or cyclic alkyl groups, which may contain
one or more double or triple bonds, each of which may unsubstituted or
substituted with one or more substituent(s) selected from:
oxo, hydroxy, -O(C;-Cs alkyl), -NH(C1-Cs alkyl),
-N(C:-Cs alkyl)(C1-Cs alkyl), -NHC(O)(C1-Cs alkyl), -N(C1-Cs
alkyl)C(0O){(C1-Cs alkyl), -NHS(0)x(C1-Cs alkyl), -S(O)«(C1-Cs alkyl), -
S(O)xNH(C1-Cs alkyl), -S(0)xN(C1-Cs alkyl)(C1-Cs alkyl), (where x is

0,1, or2).

31. A compound according to Claim 30 wherein:
R3 and R4 are the same or different and represent hydrogen or methyl;
Rs and Rs are the same or different and represent hydrogen or methyl; and
Rs. and Rsa are the same or different, and are independently selected at each

occurrence from hydrogen and methyl.

32. A compound according to Claim 30 wherein:
Rs and R4 are hydrogen;
Rs and Rg are the same or different and represent hydrogen or methyl; and

Rsa and Rea are the same or different, and are independently selected at each
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Sos L,

or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein:

Rz, R4, Arz, and n are as defined for Claim 30;

Rs and Rg are the same or different and represent hydrogen or methyl;

Rsa and Rea are the same or different, and are independently chosen at each
occurrence from hydrogen and methyl; and

Rx represents up to four substituents independently chosen from hydrogen,
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy,
acetoxy, Ci-Cs alkyl, C»-C¢ alkenyl, Ci-C¢ alkynyl, Ci;-Ce¢ alkoxy, amino,

mono- or di(C;-Cg)alkylamino, and amino(C:-Ce)alkoxy.

34. A compound according to Claim 32, of the formula:

Rs
Rg
7 5aR6a)n
D
R, |/
RX/ / R4 Al'z

or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein:
R4, Are, and n are as defined for Claim 30;

R; is C3-Cs straight or branched chain alkyl, C2-Cg alkenyl, or C2-Cg alkynyl;
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’]_gLo/é)e &.' (9§ ) 10% l’ga?Io ?1,2 gﬂlﬁ, c'y%r%g, /tdn-%ug)'ome%g)-rli, %rcx)iiruo%gr-n[e %gy{d-l'galéglkyl,YXydroxy,
' acetoxy, Ci-Cs alkyl, Cp-Cs alkenyl, C2-Cs alkynyl, C1-Cs alkoxy, amino,

mono- or di{C;-Cs)alkylamino, and amino(C;-Cs)alkoxy.

35. A compound according to Claim 33,
or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein:
Ara, Rx, and n are as defined for Claim 30
R; is C3-Cpg straight or branched chain alkyl, C»-Cs alkenyl, or C2-Cs alkynyl; and

R4 is C;-Cg straight or branched chain alkyl, C2-Cs alkenyl, or Cz-Cs alkynyl.

36. A compound according to Claim 33,
or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein:
R is C3-Cg straight or branched chain alkyl, C2-Cs alkenyl, or C»>-Cs alkynyl;
R4 is phenyl, which may be unsubstituted or substituted with:
C1-Cs alkyl, Co-Ce¢ alkenyl, C»-Cs alkynyl, C3-Cs cycloalkyl, (Cs-Cs
cycloalkyl)C;-C4 alkyl, haloalkyl, C1-Ce¢ alkoxy, halogen, hydroxy, amino,
or mono- or di(Ci-Cs)alkylamino; or

R, is a bicyclic oxygen containing group of the formula:

5 0 5
oy - OO

wherein Ra is hydrogen, C;-Cs alkyl, C2-Cs alkenyl, C,-Cg alkynyl, Ca-Cg cycloalkyl,
(Cs-Cscycloalkyl) C:1-Cq alkyl, haloalkyl, alkoxy, halogen, hydroxy, amino, or
mono- or di(C;-Ce)alkylamino;

Ar; is phenyl which is unsubstituted or optionally substituted or substituted with

up to four groups independently selected from:
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Y4AMLOYT & WP-031489930a7&' ()-sl " 1090& ()-3 1090& ()- | 1097&" ()RCH/ESIODE6:
11110%*>*& ()- &!10%& ()- 10T 10T 10Tl = 109%& ()-!}6mi0%pé& () -

i 6mLO%. ()- O(*a| Zhélpged,|CiYCr 2o EC(-Fr laVkoxy 0efrng, @miNe, HORE-8HY Xi(Cl-PYz

109 ()- 11109 ()-  !'10%5>& ()- ~\: . '

1111109 ()-(!1°! 106)ﬂalé<ylafrgw 109@'&0}(})1& 1@gid,1 pesters of carboxylic acids,

10z=310%& () -! 0l 3109NN& \ *0mX9~\: 1fF10%y &Id(%l_ - f FlO‘V b&' ()--! FFS
1094 () - ! GFS 10%& PSR he (RHES 165 onyl,

10g| 410%;&' ()- F410w%éfsil?mfﬁ%%«g% 9{&& %zlpc(%&l Qﬁnghldogl/gE% {iherias) 10%0J&

()--DyjH 10g!X
1-morpholino, nitro, hydroxy, acetoxy, trifluoromethyl, and .

trifluoromethoxy or -X4Rg, wherein Xy and Rp are as defined for Claim
33; or

Ar; is a bicyclic oxygen-containing group of the formula:

sofion]

wherein Ry, Ry’, and n are as defined in Claim 33,

37. A compound according to Claim 33,
or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein:
Rz is C3-Cg straight or branched chain alkyl, Cz-Cs alkenyl, or C2-Cs alkynyl;
R4 is C1-Cs straight or branched chain alkyl, C2-Cs alkenyl, or C2-Cg alkynyl;

Ars is a bicyclic oxygen containing group of the formula:

seieo o}

wherein R4’ and n are as defined for Claim 33.

38. A compound of the formula:

R; R3A‘5

MeO Rsa

Br o)
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3 MLO%T& ()-Y10%& ()-910%& ()- 10g 10g0}~?H. 10gY
1090& ()-LY"910%& ()-ysl0%& ()- 10%x& ()- !'< 10% & ()- ' 10%& ()-
Ov5dEH X0@82/49b08d & ()-3 10%& ()-Y 10%& ()-3 10%& () - PCTOARDE268)6 LY
10%b& ()-L9=ACaBH 10gY610%& ()--s10%& ()-9-10%& ()-! 9-10%Z& ()-3
(MLOYT &' ()witersihl0%& ()- dVvH. 10 10 10 10!4Y2-10%& () -
Y)-10%0& ()-=310%& ()-Yl:10%& ()-Y8GLO0%W& ()-7{:dEVH. 10 10 10%& ()-Y
1090&' () - 3nis an integer from O to 3;
R3 and R3a are the same or different and represent hydrogen, halogen, hydroxy,
alkyl, or alkoxy; or
R3; and Rsa, taken together with the carbon atom to which they are attached, form a
cycloalkyl ring;
Rs and Rp are the same or different and represent hydrogen, halogen, hydroxy, alky],
or alkoxy; or
Rs5 and Rs, taken together with the carbon atom to which they are attached form a
cycloalkyl ring; and
Rsa and Rea are the same or different and represent hydrogen, halogen, hydroxy,

alkyl, or alkoxy.

39. A compound according to Claim 38, wherein:

R3 and Rsa are the same or different and represent hydrogen or C1-Cs alkyl; or

Rs3 and Rsa, taken together with the carbon atom to which they are attached, form a
cycloalkyl ring of from three to six carbon atoms;

Rs and Rg are the same or different and represent hydrogen, halogen, hydroxy, C1-Cs
alkyl, or C,-Cg alkoxy; or

Rs and Rg, taken together with the carbon atom to which they are attached form a
cycloalkyl ring of from three to six carbon atoms; and

Rsa and Rsa are the same or different and represent hydrogen, halogen, hydroxy, C;-

Cs alkyl, or C;-Cs alkoxy.
40. A compound according to Claim 38, wherein:
Rs; and R4 are hydrogen; and

Rs, Rs, Rsa, and Rga are the same or different and represent hydrogen or methyl.

41. A compound of the formula:
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| @0% u& ()- f&L0% u& ()-3 10% +& N~ Bea() - 110% u& ()-}z[ 9YNC

10! 3( 109 ()-3Y, z10% u& ()--!Y, z10%& ( o

1910% & ()-119109% ~! ~& ()-!1 9109~ &

10- u310% u& ()-=310% u& ()-610% u& ()}-3 ©

3110% u& () - Ys- 10% u&' ()-!3(10%x& ()e3-xY:/ 10-u  3109F& ()- Ys109T& () -
"91090& ()-.Y3

wherein:

n is an integer from O to 3;

R: is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, or haloalkyl, each of which
may be substituted or unsubstituted;

Rs and R4 are the same or different and represent hydrogen or alkyl; or

R3 and Ras,, taken together with the carbon atom to which they are attached, form a
cycloalkyl ring;

Rs and Rg are the same or different and represent hydrogen, halogen, hydroxy, alkyl,
or alkoxy; or

Rs and Rg, taken together with the carbon atom to which they are attached, form a
cycloalkyl ring;

Rsa and Rga are the same or different and represent hydrogen, halogen, hydroxy,
alkyl, or alkoxy; and

Ar is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; is unsubstituted or substituted carbocyclic aryl, unsubstituted or substituted
arylalkyl, or a unsubstituted or substituted heteroaromatic or heteroalicyclic
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3

hetero atoms.

42. A compound according to Claim 41 in which:

Rz is C;1-Cs straight or branched chain alkyl, C2-Cs alkenyl, Co-Cs alkynyl, C3-Cs
cycloalkyl, C2-Cg (cycloalkyl)Ci-Cq alkyl, or C1-Cg haloalkyl;

R3 and Rjag are the same or different and represent hydrogen or Ci-Cs alkyl; or

R3 and Rs,, taken together with the carbon atom to which they are attached, form a

cycloalkyl ring of from three to six carbon atoms; and
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Rsa and Rsa are the same or different and represent hydrogen, halogen, hydroxy, Ci-
Cs alkyl, or C,-Cs alkoxy;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, phenyl, thienyl, or pyridyl,
pyrimidyl, dihydrobenzofuranyl, furanyl, benzodioxanyl, indolyl, each of which is
unsubstituted or substituted with up to four substituents independently
selected from:

halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C1-Cs alkoxy,
amino, mono- or di(C:-Cg)alkylamino, amino{C;-Cs)alkoxy, carboxylic
acid, esters of carboxylic acids, aminocarbonyl, mono or di(C:-
Cs)alkylaminocarbonyl, N-( C;-Ce)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl], 1-piperidyl, and —X4Rs, wherein X4 and Rp are
as defined below;

X4 is independently selected at each occurrence from the group consisting of -CHas-, -
CHRc-, -0-, -8(O)w-, -NH-, -NR¢-, ~-C(=0O)NH-, -C(=0)NRc¢-, -S(O)uNH-, -
S(O)mNRc~-, -NHC(=0)-, -NRcC(=0}-, -NHS(O)n-, -C(=O)NHS(O)w-, and -
NRcS(O)m- (where m is O, 1, or 2); and

Re and R¢, which may be the same or different, are independently selected at each
occurrence from the group consisting of:
hydrogen, straight, branched, or cyclic alkyl groups, which may contain one or
more double or triple bonds, each of which may unsubstituted or substituted
with one or more substituent(s) selected from:
oxo, hydroxy, -O(C;1-Ce alkyl), -NH(C,1-Cs alkyl),
-N(C1-C¢ alkyl)(C1-Cs alkyl), -NHC(O)(C1-Cs alkyl), -N(C1-Cs

alkyl)C{O)(C1-Cse alkyl), -NHS(O)x(C1-Cs alkyl), -S(0)x(C1-Cs alkyl), -
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Rz is C3-Cs straight or branched chain alkyl, C2-Cg alkenyl, or C,-Cs alkynyl;

G R ()-*10%& ()-L!10%& ()-3
0%g& ()-Y- 10%& ()-- Y-

¥ Berr00gs () - v-
adi ng 13]c" "Headi ng 23]c"
eadi ng 63]c" "Heading 73]c"

Rs, Re, Rsa, and Rea are the same or different and represent hydrogen or methyl; and
Rx represents up to four substituents independently chosen from hydrogen,
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy,
acetoxy, Ci-Cs alkyl, C»-Cs alkenyl, C»-Cs alkynyl, Ci-C¢ alkoxy, amino,

mono- or di(Ci-Ce)alkylamino, and amino(C;-Ce)alkoxy.

44, A compound of the formula:

R3aRs
R3 Rs
Rsa
N
M i
Ary N hHo Re
Rz

wherein:
n is an integer from O to 3; and
Ry is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which

may be substituted or unsubstituted;
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R; and Rsa, taken together with the carbon atom to which they are attached, form a
cycloalkyl ring;

Rs and Rs are the same or different and represent hydrogen or alkyl; or

Rs and Rg, taken together with the carbon atom to which they are attached, form a
cycloalkyl ring;

Rsa and Rsa are the same or different, and are independently selected at each
occurrence from hydrogen, halogen, hydroxy, alkyl, and alkoxy;

R7 represents hydrogen or alkyl; and

Ar is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar, is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, or an

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 rings, 3

to 8 members in each ring and from 1 to 3 hetero atoms.

45, A compound according to Claim 44, of the formula:

Rs

\ OH
Rx// R2

wherein:

n is an integer from O to 3;

Rz is C3-Cg straight or branched chain alkyl, C2-Cg alkenyl, or Cz-Cg alkynyl;

Rs, Rs, Rsa, and Rea are the same or different and represent hydrogen or methyl; and

Rx represents up to four substituents independently chosen from hydrogen,
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy,
acetoxy, Ci-Cs alkyl, C,-Cg alkenyl, C2-Cg alkynyl, Ci1-Cs alkoxy, amino, mono- or

di(C;-Cs)alkylamino, and amino(Ci-Cs)alkoxy.
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