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the Examples of atypical antipsychotics for use in the present invention are the
compounds generically and specifically disclosed in US 4,831,301, particularly ziprasidone
(Geodon®), US 5,229,382, particularly olanzapine (Zyprexa®), US 3,539,573, particularly
clozapine (Clozaril®), US 4,804,663, particularly risperidone (Risperdal®), US 4,710,500,



conmpounds generically and specifically disclosed in US
4,831,301, particularly ziprasidone (Geodon(r)), US
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psoriasis; allergies; osteoporosis; premature birth;
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The present invention is also directed to: a nethod
for treating one or nore disorders or conditions

wale@s/oryset i n the previous paragraph, the nethpdI/1B2005/000251

conprising admnistering to a mammal in need of such
treatment conponents (a) and (b) described in the

previ ous paragraph, wherein (&) and (b) are each
optionally and i ndependently adm ni stered together

with a pharmaceutically acceptable vehicle, carrier or

di luent; a conposition for treating, for exanple, a
elsem’t@esﬂ sptecied frpmdhe aroumednsisting afidepresned meod rigitability, sad effect, and
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t her egfiit 16 adhlReINGEGE Bkdnid, |ayth§t%§&mb afb@ foddrle &fmérei diorders or

1 Ca Ot 1 C.OlI
GG cofRbR RS o BRI HATUCEinA g b Shmaceutca
agrhRogition spmpr&lrpr@@pmgotton@r r@@ﬁsm@:rfaomﬁaanme@ﬁt RcRIPgryg thereof, or

@.Q&e@b&aﬂy §é8e§>ta9:fe sabflsAd M&-h&%;znﬁgéléd@% Ghuudri éhta@bmst or prodrug
uni osa

E‘!& g??@?kagg C?Nﬁ'“'?&bﬁhe 5%rﬂ$cg{}roa gand £ &acléa)gg fpﬁfrg[hngns optlonally integral
itie tizep atkiage, effiesait if &r stated @T theopeckdges insatrigatothe pharmaceutical

EI 4 sﬁlbrp Eélstg%%S&le@ﬁgﬁ%bcghgﬁpﬁrﬁﬁtsgﬁgtggﬁuﬁg IR shfifically timed
egasF oMb Gt PUATREeH P EETARS 1P GoFinad BB R cah 2 B Ry B brodrug
therof; of phaﬁha@hmansamaptamalsblyofa;awemmﬁ:bl antipsychotiofor pmdolig thereof;

ticotropin rel easing factor antagoni st or prodrug

hereof, a package contai ni % t he conposition,
packad é(lt fPFs@’IhteV'P%afPr p)ganwﬁ gqap%ptlp ﬁ{f%cé Q[ ONg; qun?rﬁ éilsorders or

paciiage desdABsEiin the previotis apeeabraph, tthe Kitacdoggising Ns giharmaceutical

E:or}riarﬁtosiilgh cgrn% [ﬁgcﬁgfy?igél a%ﬁﬁ%&%ﬂ{;' 9 %é%oﬁ Sqt &eg%f or pharmaceutlcally

ere
agsepiphle calt pysaid atgricakaRtRsYChalia: 19T aroﬂwarth%fe‘é‘u@ Pé%ﬁage containing the
G&Hﬂb@iﬁbrt 288 acﬁéeﬁa@b rirhsag i .sabpnphalal.ntégn&uvmwﬁél padkage, @vherein it is
g e&ahg)e/léﬁegg g‘[se;? h} F Eﬁce?%dtlg g cf|8|$ B (2 Bé gdrﬁ%*slereéi to the
anammal fimuitaaedvisknor inga sﬁe@tﬂcaﬂx drmpt! man@ﬁrt\«hﬁé raa}b\eurmaceut@ﬁlf@mposmon
I:d?ﬁalr%bec&ﬁcoﬁ‘@dlﬁ rélb=R G C*%t& Qﬁag‘%ﬁn@ld It ér&ﬂ@g HRARY, | efhainfbceutically
t he eV| 0 ar a
sapRAE BHLT 63 CEBRBAT S ne SpY PO N e et
ant i payfuhiedri featuse pf didr prpserdieinesption dy theh ahersevmuhi ohltihey atypical
&ﬁgg\}%&k' BePRlt aﬂ’f'loo%adl%r(ﬂ‘é’&'csﬁéltloﬂgtdsmﬁd"@&dr&‘ers 8 conditions, or

ereo e contalnlnq
a comblna ion thereof is a Iower amount than the amount of the atypical antipsychotic used to
treat such disorders or conditions when the atypical antipsychotic is used in the absence of
another therapeutically active agent. The reduced amount of the atypical antipsychotic

permits better management of drug-related toxicity and side effects. The amount of the

\
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conposition, and a package insert that is optionally
integral with the package, wherein it is stated on the

w@avkaysoT nsert that the pharnmaceutical conposPCT/BRO0F000251

to be adm nistered to the mammal sinultaneously or in

a specifically tinmed manner with a pharmaceuti cal
conposition containing corticBtropin rel easing factor

ant agoni st, a prodrug thereof, or pharnaceutically
acceptable salt of said corticotropin releasing factor

ant agoni st or prodrug thereof. A further feature of

etypicg) eptinsyieholieinding ¢ampopitiontdf fte investianrtbatig used tq gebieve the same or a

gy Eﬁ)ch&fbbicp&héﬁthé’é Wﬁed»'%%dat?&cdi lRfdsyeHRRsl isdiser Hahé aBsence of
S Or

dit
et e PR 0t RAREPY 2 2o SPhale Bram St 40-60%
eﬂd tyhiealtyt aboiitcd-7Q¥t Tpss yedhaibn in arseuwht pbthe rabyptcalsantipsychotic required
95%& %n %ecéﬂ‘ﬂt tgf'él'gaﬂﬁrtwﬁc@m rQI@aﬁrﬁd’t@&t&BAntagomst

[ absence of anot he
ther aﬂéﬁt"?"ﬂ’bm%d SIS FIRAD 219U BLiRE0TRBHinespes including
Uhipolart (Hepesdived rdnd psgcﬂthMamcﬂepsrmsﬁ\@) lisbiders thanagechardcterized by

g%rv ivied nrw&ldat %r[)%bsc' E%’%'gt L tﬁ?rj %?%fﬁmtﬁﬁt 3nd Tpéage?arﬂ?é“ rL{?/mp’toms

eatyplc antl e conposition
PﬁVé?ﬁ"?"bﬁnq ﬁ'atlori are %6°'1eoaff§§tHPé‘\?é‘PP'l"Pé‘t% &Hha@?e% and irritability are

SquElly adompsons Rexplampig Cthef éombihueds poputifityt bE tiad Ypdaded rubric “affective

?E&Pg@g@{?@%ﬁ?ds ?a?gesdﬂaﬁec{r}te 'I@Eg‘ﬁe Pl%%mcﬂ\r\ggth'ﬁéyz%e t§e657d by the
ﬁ@“ﬁpoébtlafﬂﬁplr@eth cmnﬂ M@DB@% iavRtiery fFickige. lytebelemt degespig,n cancer
E&l%n{sed&&irés@ﬁnl Ith aﬂ’@klﬁﬁon'ﬁf phittsat Podtmpdcartinll | Paretont idepression,

th t
G o, PRt S B A e SRR Bl A Sl 84 3B Bromate
deffressipnt depregpicouip iofriilgevemeny dreisinis deplepdians amajorndapirspiagy single
UhLdR! @dprd<dRR REGreHE )depraskidH, Qﬂil@ébds@&ﬁb&e@i%bt%ﬁéiéd/%st partum

di sor der are character vasi ve

e o0 man e HeRS. GRSl TR pygeractor
spjupt depeessoeprsesse odeprasdion| aEYODqtmrdeprlemomopcﬁt-stmke depression,
ﬁéJrSﬁH:c\/ Baifl OB&E %@Br%ssn}%uiﬁneégth&lﬁd(ngaﬁﬂmb rd@br%%e' Hihebs Q\ﬁtﬁ mixed

common, al nin he contlnue
episodss Baigenie Hﬁﬁr?%?"’eéﬂnﬁ%gc“? ThASPIFFLYT SRisoges: S?%s"% Fﬁ?ﬁ){%g'smdef
bibbibrc dedresdioni B at bipatar dEpreesioro BPAE pand g8@jomdepnessionmewith iysthymia.
gpvenfgnﬁéﬁ( {hafmgy Hméatéd B/ ¥fe o a%mgiﬁs aatholid bk Afs ofr mlssmventron

I on I nter ression I n canc
@alpp% ey ahaeqﬂngrggqeg [nxipty plg?rpg?rn BHYe gls%gﬁr‘ ROst tgaumatlc stress disorder
Eﬁas;my aeidi #ixietynf dsoeder,Onredidehb®sisant, dbsgyseesbmpulsive  disorder,

mgrq gS|§%r,tth M&?”a.&{l&@r‘ 3%3“6% ffs¥nt/ '%Héral(éé'hvgnmety disorder,

epr essi on, ressi on
treﬁtf@ﬁmtrrﬁ%st% ﬁeﬁ-traw@mcﬁrﬁss(,dlse@ﬁf -essi on, maj or
depr eERdrfples Sf Tbgi'cﬁotﬁ:pdls&d@s dﬁaﬂf@‘ﬁs b®Nreate@ Catkraing to the present
Bg?r{tlgrﬁ,]sll Ztgqpegagt lg)ﬂe %%g Si ou Cs% iz0 glpe:ngazs b0 QXanl?p(PeS tof the paranoid,
tiseragniasdt -qatedinig amdlf@eeptl@@tu ern resuit@attmt sqhépmfaeftlfem disorder;
Q@ﬁz@éﬁé@ﬁw BSordeR Nor é@MEI@%f HeRERSSAP Ype BEME BBHrESsive type; delusional
i.an res

Heoher RS syl RpieRe Sodiel nernntnas el BRRholecul due t© a
gérieret Ssedidat konditived s@stascieducad dsyamotic dgender Jori ex@mple psychosis
Inh &93@ é/M:JhBI %ﬁ,gﬁ&géangecaﬁnéb%o@sc%msﬁéamemaéenef .Rﬁérédtsveop.o.ds or

Cberci e B 5L PO e PRy SPpHBCo e seno
5P ipeychotidddordemyiotatheiwissadpedifidy t he conpositi ons,
rret hog&lfoggrei%fa a§ éjgéd tlietllé r'? relfeQé/ E)ne} J(i:l?cﬂdérrﬁ%lt S‘égé éorj efﬂeggt 6 months and

I 'sor
pds@esmtae%mﬁ@nq: mﬁnthﬁgctmwmseéwmmvvsm)e Wi dPamoishs e jollowing:
di sorder, treatnent-resistant obsessive-conpul sive
disorder,
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treatnment-resistant anxiety disorder,
treatnent-resi stant generalized anxi ety disorder,

WO e@ansnt - r esi stant post-traumati c stress di sPCTEB2005/000251

Exanpl es of psychotic disorders that can be treated
according to the present invention include, but are

not limted to, schizophreni & for exanple of the

par anoi d, di sorgani zed, catatonic, undifferentiat ed

or residual type; schlzophrenlforn1d|sorder

schi zoaffective disorder, for exanple of the

dtRisions, aadliciagiores, dhon@bﬁzﬁdﬂe@be&s iguessly yifsergadieédisi catatbnic behavior,
di sorder: brjef choti c di sarder: )

cRe3 e dumpope) Birsoaic and SEuBioa P egieh SeRebisn ApbE-TR, 40
@ Afhefidan Psychidhict Assoe -Wasthingted, PSy20B2)t i ¢ di sorder, for

exanp c% ZQS'MQMB% %lsbll?igﬂ%eogﬁr@é Al §9|E&her MERRRIAR twea symptomatic

canna cocal ne uci nogens, Inhalants, op

msqm@émghet s RaHalens e §6Wé’P'i"F9‘a &P‘%%’F B’éﬂts SPfaP%(' ﬁaﬁ'}ﬁq@?terbance
LM GomP €S BNiabths) hidSipe @Bsendé of herequiteimeoi that thees be a decline in
Ps ychotic di sorder not otherw se s

oo Nastionte, € G $7al MHVal & AT (S5 s P VTR
Ar&rican ﬁ@rchlatnclAeaﬁ:t V\t‘asmngtbdn@caaobzmcl udes at | east one
ernt h zog‘ﬁech\)’eedsg §5s %gﬁlfﬁ& %P"% fétm% pattteﬂpof[ &Elamoe}\tegfersonal
usi ons ucl

nations, disor gani ze

%@@cmr@ﬁ@@q WY fins @?@%mlt% dermp Flogey inierpsipenal &flafipngiips. eccentric
BEREAsH MRl gt RpERl diddbregeost i ¢ and Stati stical Manual

of Ment %'xamp@éér%a?F& w@ﬁeﬁr&%(a E&%p@s@% m O &hlz6&fctive disorder”

Psychi Aty ¢
SBclsied teteirealbd GRGPMPPESEH (Y@Pt'ﬂgsonéé’ﬂ"?%?j S\é[épt%m%ji(%oé\“bee megative, and

&har Q&B@étbé eﬂatbbéﬁﬁ ob yéa Qisetdefs, Tbe sRAPIE | wantibd)atielisons and/or
ent _ta schi.zophre r .

rﬁﬂ““é"a%rf h@ssaf'gﬂeér E‘Jhaeﬁegwte]th as’iam%i‘<3 P o%‘z 1£%t#$mgftu hs%k%mcf nia - and

schizopipséoroeant schizoaftpgétive isatdersiaigo intledecdisniganizgd speasl, affective

ﬂé&eﬁhqqcélédﬂ” Meé@ln@gﬁébﬁdpﬁaté%e& QiS/ bHE ahootyBgiidthe ®rm of, for
Ment al  Disorders

%Wﬁ' c‘iie(p[:qsgométgty %réqq\f qﬁgosﬁme If%lca 6'§?‘gogn%ve dysfunction.
Schi zbelfdieat tisedeli aorefieredite hdeefir iscehamstesizéd byl fpgst 1 month of

rRﬁaIzngJ‘déﬂjsm%Q QitRdut Biker éc‘ﬂ@@ﬁﬂ%@é §Qﬁtﬁ$m§j§ﬁc s!cﬁn‘z&p%renla (Diagnostic and

racterized by an inabil I;lm cl ose
Statisticg Mapoaladf MeritaltDisnndens, @SM@&EBM iasl, B@Wﬂ%ﬁ%?syca'ﬁfﬂc Assoc.,

Whitfhg %Lﬁgpjd@j di storti ons For exanpl e, treatl ng

schi z reni-a ChIZO ni_f or _sc fect ve.

di sor'?fg*f PS&Q%&@&"@%H@. Hin ‘Eeé t'éag&? ‘QS'EeE eaaly i NG "giks by 1
rﬂBntWQﬁﬁgr%\éf@é%at(sﬁéh‘ﬁMbhdéﬁof V@R Dis¥Rlersa DBMIVEER, 4th ed, American
asso Wa h?ﬁ‘i@) g @2 d di sorders, for exanple
‘?sryg'ﬂ?tf'?l Ss°8e et Rho?CF hal | uci nation associated

t her eShardd. pEcbotio| disoras is phavadenized oy stbeipresshgeeni a dehgion in an

.ﬁ&l}liﬂa@wﬁé RMiuehdB 3P dorfé&dhe %%@fvsfhe fhd ¥ %n@ér%‘t’érﬂfhb%efébnﬁ@wnth similar
I ncl ude. di sorgani zed speech, affective flattenin

@hhtegi. Piagndstic gl aStalistieq priapel ot Meater disordegy s RVTETR, 41 ed,

ARatak P&chlgﬁ"lc‘?\@éd@ Washlﬁéiﬁn @o-?lmiz? depression, anxiety
or an

Ayt UGPSR SRpsPt S SaTPieh PaaR e ER Y PR geRL PLPRChOte
émpdmnatgee 1o bech dineciqthysicdlagital tonsenuence bf agaikralanedical condition.

el .t hout oth h
SR 5 O, GLNSL POl TR YO O o Amerer
Rdyoitiattic Biseor WestsngtddSPEl 200FR, 4 p ed, American
Psychbgthdie ddeRREnot WRRliGDiRBiied S a ;%99%% presentation that does not

meet the criteria for any of the specific psychotic disorders defined in the DSM-IV-TR
(American Psychiatric Assoc., Washington, DC, 2002).



Brief psychotic disorder is a disorder that |asts nore
than 1 day and remts by 1 nonth. (D agnostic and

w&easiozsssptal Manual of Mental Disorders , DSM PEE/IRR0054000251
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n ed, Anerican Psychiatric Assoc, Washington, DC

2002) . Shared psychotic disorder is characterized by

t he presence of a delusion in8an individual who is

i nfluenced by soneone el se who has a | onger-standi ng
delusion with simlar content. (Di agnostic and

Statistical Manual of Mental Disorders ,. DSMIV-TR 4

n ed, ThergrésenininPeryioniiataisocuskls de tre@a steh giserdersDibat may present
g%%trc SRR B agéo%%'ﬁéalefea@kb% duh %sg&ﬂr‘@'nﬁé oA GMheimer's type;

Flnsoee Paudsd SV Bt Ry SPIRUIR St R BB LS

gener dthemedbcats aonanditias. thétDhago eated by theStampositionsaimethods

| ! DSM | V-TR, 4t h ed,
%ﬁ‘g@‘,@ggﬁf%@@c Q?éncﬂdgqmgé'% Véshi ngt on, DC, 2002).

Psyc hebqbeas.j'n%q"wgomom we?'%pg@v'%ﬁé’aw‘% ghqhiasy

psy cheéiuel dysfangiob, Mdlwmgtdraﬁatld@ejacmﬂtonneet the criteria
for a S fined in
the DRMIrB e RgGNd SRR ot GRRETRGREL L 100 N
DC, 29'@>ezv)lcarhéerpﬁnég@ﬂs i mléﬁw oﬁdQ"‘é'O%ﬁ st (Hegngl tccaine, ' heroin,
bﬁeﬁﬂlban@tt&]&?cdﬂh&@fdi%h@ocﬁdﬁ@ﬁmémy present psychotic

tsﬁgpfg?"geﬁ’é’%sﬁas % m%ﬁlg%g bgergﬁc'elégﬁbdl&%qu %gtalag rquted cogmtlve

fedliog (ARSBHessi ve d| sorder W|th psychotic features.

Q her Pgﬂkﬁn%rﬁ@d |§ea§él=d ineRBiFY tikrAdHlia ir@drkingy's iisebses Ab@Bleptit-induced
E os thods and kits of this invention
P?f 'PiPd‘&

t

@' 'V%P‘fs NeH#obi as, incl udi ng agor aphobi a,

SOCi abnmmg disoedters, mcwpinehmwmla@inaesﬁ%ual dysfuncti on,

i ncl U%sagpa%emahamgea GhsREpHsALiA fPr@cer%Brtal WRecskits@r ders,

chon BEAVOHERUTR AR S0 e PO IZRIGes oo csorders mvoiing
eﬂlamgdmohmoolmcmm;:rehmm n, phenol barbitol, nicotine and
benzogér%éref?ubl{]&gge sHFalTQéI ur%'c%ﬁ:ﬁr%ﬁu"asand' ncl udi ng dementi a,

amesti c di sor rel ated cognitive decline
( ARCDye2dpghiex ngaw"@, a?%d@s&eesaSSP%%de% YRSAWAR | dsqriers.  The
Eangositieran 'nsetithids em ekits N Uthe | pegathtCinvemtiere echy palsd iusexb fur Streating or

?l%g?rﬁ?jg? gétgﬁ)o%éﬁkérqfaﬁfe/agssoc%&oﬁﬁﬂ Q@ndj blSQJeQW %a\'dto ascular or heart

perprolactinaem a; vasospasm 1 ncl udi ng
(p%%ﬁggﬂqel, ﬂntp?étlcgl@f étyp%ﬂengla@ct?plmcarld@, and congestive heart failure,
getslefalihgithend ifRalurd Fepalr, ditehatihgr Sroteinn Cdtatsbiio Jesponse after a major

%ﬁat{ogl % Scsr%i ca%lheﬁl% %ﬁ& pgdtgﬁ) rlo%Sro%e tQ 9{5>Xic”i%e%£‘a{,&81§1alhﬁ‘g wound

hegting. @aﬁ@qemﬁ'ﬁg t*‘@ﬁécﬂé@dﬁéh@ Path*i'tfﬂ Qfd?f rﬁ’@“%’lﬁéﬂfﬁé’"der gone major
aggsgi ated with vascul ar disorders. The conp03|t| ons,

nmet ho? and ki t L nvent i

used %i’ mF?’E«%Eﬁ aﬁiag%?& po thg ren{ types and su%R/pes Xf moocp disorders not
defined herein are as stated in DSM-IV-TR under depressnve disorders (“ unipolar
depression”) and bipolar disorders, generalized anxiety disorder, and more specific anxiety
disorders such as agoraphobia, panic disorder and social phobia, obsessive-compulsive

disorder and post traumatic stress disorder (PTSD), the contents of which are incorporated by

reference herein. (Diagnostic and Statistical Manual of Mental Disorders”, ath ed, American
Psychiatric Assoc., Washington, DC, 2002, p. 345-484). Similarly, the meanings attributed fo
the different types and subtypes of and psychotic disorders are as stated in DSM-IV-TR.

The methods of this invention also encompass treating the diseases or conditions
described herein by the co-administration of two separate pharmaceutical compositions. In
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preventing osteoporosis or frailty associated with
agi ng or obesity, cardiovascular or heart rel ated

waoele@sassy7 i n particul ar hypertensi on, tachycarPCHIB2as#00251

congestive heart failure, accelerating bone fracture
repair, attenuating protein catabolic response after a
maj or operation, reducing caehexia and protein |oss

due to chronic illness, accelerating wound healing, or
accel erating the recovery of burn patients or of

pati ents havi ng undergone major surgery. The neani ngs

thist. Faittru erodireent,he figkit fobmpesitiont sqresisend ERibepigeeniss afb@dsecond
%@ﬁﬁsﬁ*@ﬁ_ %orﬂ;mseéj grﬁ lafyBidal RSy EhoRE. eTﬁésesﬁrﬁta%Q sbébnd compositions are

under ressive di sorders y
A AR e e R o e e e Y )
anxi etrye ¢hira Gafdetive disocerttasaissg eerehi i inganchiaegepblei vithrthie tesm “mood
ﬁg&laerg‘sarﬂiqg{egﬂg %Eb@ersgﬁ‘aﬁ'a?e H R HeEd W‘&aﬁ&%‘ ﬁlmoga QR primary

ive-co I'sive sorder and post traumat
glmrceislgaruflegtatmefpr TPTREL) depfeseiotont ent s of whi ch ar e
| Nncor ya¢ ainf dirdyménttaisentes iakdiersin foliefigha sbrditioa vwherein a patient

%@‘{9 tﬁ%’(l c%aliltlocl}ﬁ%g? rnf)tc eﬂéﬁg ttoalr@@n%%rmgtf Mo leabtdénerb&ggepressant over a
BerBd4E At leesﬁwm@ Hoh @xABelfi ﬁhgsterat ttfeiatﬁntﬂ"éﬁ?sts@“f Héav define a

Qérfdfti@ﬁ Wﬁ&retnyﬁﬁéileﬁ’t%vﬁy ma’ I@@ﬁdlt@f'] deBs nfs¥spnd tCtreatment with two or
TR. The net hods of

s ar
F'ﬁfesaqﬁ 'ﬁ%ovefSBGré) Brsnyj °ses!§|’\¢t}~8% ing the diseases or
condi fihe mmde@dnug besferh & egrppagydst thet are-dathPrierWsramhish, following

Qér?l%‘l?é@at§ﬁ,p@ka§@th9 Gﬂfg“ﬁQﬁUtviaCs'ﬂmeC&m}%l & phySiolodibd! |bkcﬁv:ess (eg., a
a er

S itio
HREAG0R S PNt I loBRCRT bi SR RS e e igy rcd form). A
ﬂmﬂwgmﬁbn)amallmywlmmpgunﬂ'm@;@ ERF antagenist, o @p radypical antipsychotic)
anmgﬁJsE& Wﬁe%&hcﬂ% ekigr Qim YorfsbsREWE & thé ‘Hs%@tt fh'vélhi%ﬁ In general

grlggyﬁgg g@%@ﬁ?@dg‘vg{yﬁa gfrt.h eC Io&k)gﬁlcjﬁ éA{h&}'] FI0 rfng“@ conver’nble in vivo.
Catventidnangezblres for the seleetidneanthptapeatiordofsoitabier modrag derivatives are

E&fcﬁtge% foP e%nﬁ)@' %%ecslgrnr@brd%h%s %@Hagaﬁgéégctl@@@ h@B8&Sd can be

Inical mani f estation
astiaves wsQTEpHeLS TR oG Mgk fhierate Air L SHELPoPARY aregti the
55096 ofthé Eonibinzliotte phadackutcanchnidositionshi@etbbds and(kild ofahis invention.

havi ng &F%ka lea)ze %Mg%ﬁr Qtrelégs%pfﬁgdcoh@ epto gé ql%@taCid (where

with aP eas one a sant over
a;@qubleg,, andysaiel §ydr¢wab@x%ﬁtﬁg1fgmmgﬁgsqh@srﬂf the prodrugs of thls invention
inbIL@A bR Ble- ot SinRband 'caBByylicl @it nibstinGpdwhdrein thdr dreei Hydmgen is

Rl [ ot D2 DRI o 08 AR i, 1may
(ikaheyipxp¥-ethyl kaving fionythio 1Rsetban atpre, qll@xyﬁarqgﬂﬂ@fyggihyl having from 3
{088 &4rSort élorﬁ@ NREN&ESarbdigloxP eyl haibg ﬂ6rﬂ QUb FQafowlitdkls, 1-methyl-1-

B S A LT s I gt b
m\ﬂil@riugn Gntob@ icatyol rtnagh t-(Neatkdhrgcaobnygiashiog)etod| hayiHgi from 4 to 10
f&t@ﬁst O3 biiRalidlAS| J-i %to@'lblld&orﬁ;@f amnfa-UtREIEAENh-9%, QRN N-(C,-

e o - e e e e

Hi{C,G,)-alkykcaerampyis(Ci-Ce)alkyl Ofipdridiacd, pgtdidito-| onreorphalino(Ch-s)alkyl, and

&gnger al, prodrugs are functional derivatives of these
ounds which are readily convertible in vivo

Conve@thebﬁéﬁmqﬁ%@@&mgééwlﬁ%? applicakip) @etdegyptiypriof an alcohol of the

wn%baﬁcﬂ;t 28 n@fth|§ iivertioh Gvherelrd the redetfyidkeabn bea fatixyl substituent is

"ga%gegda%yd (CyfaalEnay xy%&@gl Pgs e, )%kaﬁ’cfy%%&%l £hhetrbhi-( c-

Ce)alkanoyloxy)ethyl, (C4- Ce)alkoxycarbonyloxymethyl N-( C4-Cg)alkoxy-carbonylamino-
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achi eved using nmethods well known to those skilled in
the art. Al such prodrugs are within the scope of the

wa@ eovbionesd? ons, pharmaceutical conpositions, nepdDERE®DO251

kits of this invention. Upon cl eavage, exenplary

prodrugs rel ease the corresponding free acid (where
appl i cabl e), and such hydrol yi2abl e ester-form ng

resi dues of the prodrugs of this invention include but

are not limted to carboxylic acid substituents

wherein the free hydrogen is replaced by (C C4)al kyl,
(n@ﬁﬁle]s%):ahdyanCy#mwmyhybc-amlno(C1~C4)alkanoyl arylacetyl, o-aminoacyl, a-~

%nmnﬂ%ﬁg{ ocl-agr? %%%%O\%Ael?éy )sg E h&/ Lr]rnng'a&Eh\mé lislare ln%%)endentl%,sny of the
adtiraliy oenutrmnymmyvne@qmgm fourai/ im grotaingm -P(PBOH)2c aPHRKO(Cr-Colalkyl)z,

\ (tHe ‘ﬁlic.lép}‘ééﬁlﬂﬁ @O Getxchelehty b avhygoxlir eMmhé kémidcetal of a

Sy

car on a yl -1- (al koxycarbonyl oxy) et hyl

FREReT M2 F%dgﬁg %% 8 carbon at ons, _

N- ( al Ktypryalaahtwaxdh))m whighetrhayl bhav?}adg inf thempgesent $hvention  include

@Qﬁﬁgﬁn@t Qggsapmé Q%fﬁrﬂo@)%ﬁﬁ{p%nﬁms%lﬂ'@@)r%b@ﬁdon@ab‘érnﬂiole the

ar bon at ons,
QQ’%‘?OHE‘WSP’%?WY“%%HWH ekfl\.ltyl‘ ol act on- 4 yl,
di -N, N-(Cl- C2)al kyl am no( C2- C3) al ky|

N, N- di et hyl am noe , carbanoyl - GP) al kyl ,
NINdi ( Cl- C2) - al kyl car banoyl - ( C1- C2 ‘

pi peri di no-, Apy+Nol i di ndi=—FHiX ) al kyl ,
and the like. O har exgnplary prodrug
applicable) are derivatives of an al cohol of the
conpounds used in this inventAon wherein the free

INSERIE RS Qénzals&bﬁgidﬁ%}éll ars s bridiiditle thsresfeRbRAESRBNANY substfuted by

Jal k | |k | t hyl,

ey g (Terome), Teheb TR S At (e
Jalkonyﬁamﬁbnyloxynethyl N- (

Cl- Csé,% %%?W YG& P iARE BQJH?F tBWhichMCér@éhﬂchec(me benzothiazolyl;

C6) al kano a-am no”- Chal k
GohiohOHEAo. CRORHEY: SR o SCYPRRIEEN Y dofolys ool
q:tamnmangntutmmneestrmeeoﬂ(@deﬁp)aﬂde at dne cleiplowt fludneor phenyl, said

tio gallgcs%gt t(%&g %oﬁéﬂ g\groagr' fiRrd; Q)‘éﬂﬂ)xéfblyprﬁ&rﬁin@@enzoxazolyl

al ky cosy

%P@ép omésul%ﬁfﬁgotfq"é%aa@mdchn%)ﬂ B‘g‘{ hyGIg%BW'Pa@f‘O"y' or
baﬁothgzamcet aI of a carbohydrate), or the I|ike.
ALYPI G n@UbhPRNA N BblebhaMty b dR s used TN the
present "AVent1on | de ol 'anazapli ne, cl ozapi ne,
ari pi prazol e, quefhapi ne, ami sul pride, hlsperldone
sertindole; the co *the structure
A wherein Ar is b i de or
di oxi de thereof e [ stitutped by one
fluoro, chloro, t
nitro; nis 1 or 2;
phenyl to which tg y are a t
2- am nobenzot hi azoty benzoi soyhi azol ylI'* i ndazol yl ;
2- hydr oxyi ndazol yl ; |ndoI ; oxiyndolyl optionally
substituted by one to it éé\pf 1 - C3)al kyl, or one
of chloro, fluoro or phenyl, Naid phenyl optionally
substituted by one chloro orF%Iuoro benzoxazol yl ;
2- am nobenzoxazol yl ; benzoxaqplonyl
2- an1nobenzoxazollnyl benzothlazolonyl
preaimAcadicalvasyeriably safeheiseh Wag sy | ;

R, Rs, Rs and R, each represent hydrogen, hydroxy, halogen, a C,.Cg alkyl group, an

alkoxy or alkylthio group in which the alkyl group contains 1-6 carbon atoms, or a

With the

trifltuoromethyl group,



10

15

20

- 25

30

35

and the conpounds represented by the structure B: B or
phar maceuti cal » acceptable salts thereof, wherein Ri

wWR3005/0R80Each represent hydrogen, hydroxy, haIB@HIB20%/600251

Cl1-C6 al kyl group, an al koxy or alkylthio group in
whi ch the al kyl group contains 1-6 carbon atons, or a
trifluoronmethyl group, R5 reprisents hydrogen, a Cl-C6
al kyl group carbon atons or an aral kyl group with 7-
10 carbon atonms, mis 1 or 2, X represents oxygen,
sul phur, the group -N(Re)- or the group -CH2-, and R6
r epr e $e rapsesaytd hpdyegenpa CaCGdlkyCdroap kgrborgatomp or émaraliy! group with 7-
nbodi nent, pharnmaceuti cal conbi nati ons and
%%ﬁgﬁgw?gtreat ment include ziprasi done as the
at ypi @& 1984 psychotic of Structure A. Ziprasidone
(5- [ 2X represents oxygen, sulphur, the group -N(Rg)- or the group -CH,~, and

[4-(1, zin-1-yl]ethyl]-6-ch

| or o r%o%glﬁ%%t?gid%%ﬁgroch?ﬁém\ég%@drate yI]S a -

benzi $btam &Z@PW?WpPTB%%ePBWWC%\{“%l @%I‘b'"at'ms and methods of
#o4tmRtiedNe! ApradidoRe b8 théi awp&aa&mbsybwlc@ssmcin&rm Hhprasidone (5-[2-

i%@ %eﬁ%'ﬁ% o%olé :yé&%?r%inm I(I%I?rg gmrctﬁdg?n 8 H)(\(I{goc%%Qde hydrate) is
4, [@Bais@Fazolyl Piveragiostyoy m@moabarstpsvphwm withe @p\tlth agtiyly pe@ns-HT14
I l tlgcggﬁ)ﬁgt An?] ag%hnmtgrecg g&ﬁ%ﬁ“%nﬁﬂg‘ n@n%%hﬂ@f rem)tgl% &%E@ g. U.S. Pat.
M%B%@ﬁg@g)postwpﬂ%ﬁ Bhisi resmtpﬁ hap bGP” znpﬁ?aé%q fideth depressive
LAKSR %Eoﬂ‘er%d(leﬁﬁém&g Qxér(ég& eésyN {gﬂwg?ﬁ?&g&o&;} § 83l 1%2,1099). Oral

appr ox
é’,%g\éﬁ'@"mé of Zifpr B?'%@ied@ﬁ@ witg f‘éﬁ"f'? é%?’&'ﬂ?ﬁeb’cﬁo"@ ﬁ%'f"'fe is approximately
Brrantiseaid wbtein dindmp issexwinsitie. SChi zophr eni a and

schi z [Bpa%%ogé Si@ q’%gcfﬁousrl%r' tﬁecﬁrgétﬁ-leﬁtc Bt {39@{1 emtﬁ schlz?{)grema and

cognl rve hi zo renli a
aehizoatopd sqmm%mreﬁg@m. RPN ST AMAAEENy 0 Schizophrenia,

@ff&‘ﬂ{?éj@{d aﬁlﬂﬂty@yﬂﬁdo% adéo%@t’eda\r th s&hlﬂfaﬁécbtld@ 6|§orti§r and bipolar disorder.

gﬁﬁsslﬁigg?eg %O{;Cfangld?réﬁ aarF 3 ae%l g%gég%ﬁ%?ﬁdé’a? | ol hotlc é%ha/&nsn _Ca|ey &
PhanrdmEeanes 86 ABBFhaMMacohen839-51TRE0r esent | nvent ion is

;Jsef ;“Thé rbrés%ﬁtahbmomhgéfmdhswa@ﬁg snea.nam dRORMRs bR SohdiRns the
reat ne

HERIRNS? r‘ﬁ?'?rbl‘? t?fﬁ]tft arlﬁ's%ao %?U%'Y %ﬁ@’raﬁpggeen-fhus the present

invergion i ham dmam:aacppwmratzumsldmgruee 2% [diceied oase euseini 4.S. Pat. Nos.

e t 6
b'ig%g&fmg 2@%765%3 @%87490745‘43335 98’%54 NPH31: a&ﬂf’au?&ﬁeen EP 0901789

Rukiishrddferes! 7oé%9973'b°fnﬁm9h |agq+a@rm9a¢fs%heﬁng @%encgn of
whi chlrarag lemnmmrahlmdmkmteptnardnyc_:auhcfadar@mbgwatndn_s and methods of
ﬁ‘éﬁr‘ﬁ@aﬁa fn\éwgm%k-%%kro i)nl@{hgaé:@,ég,‘lfbﬁhtr&@%ﬁ'ﬂ%iﬁé?ﬁ&,ﬁ?ﬁoxepino-

treatment inclu
4 erysolen egr he Zaty@qahﬁnh&sygwog%l’ojzﬁt_rch{q aEhyd}'r@gsfs-chloro-z-methyl-
Izlssi’taheme{trahﬁfr@ﬂ]dmnﬁm 06,71okebinds4 Sldpytrolel i€ as refeered to herein as

%%B;i)iﬁ(g' A%%;B‘R Q‘ﬂ%&f ‘Pcfrf%{n@&tlh‘bes Batent No. 4,145,434. A method of

troaymenst af angnte! di'SPF‘I’ﬁéﬁ Ei@hz‘{SZPSYC"@S'?] WephirentTenis iscfesptigeg|in U.S.

ﬁaﬂeﬁt N, 68 a7E T Aekbiitod df Syrelisas assHapiAP bREits MaeABRENE shown in
%S‘rf Z)rl bed, for exanple, in U S. Patent No.

8% A met hod of
Other atypical antipsychotics which can be used in the present invention include, but

are not limited to, the compounds described in the following paragraphs.
Olanzapine, 2-methyl-4-(4-methyl-1-piperazinyl)-10H-thieno[2,3-b][1,5]benzo-
diazepine, is a known compound and is described in U.S. Pat. No. 5,229,382 as being useful
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treatment of mental disorders such as psychosis and
schi zophrenia is described in U S. Patent No.

wW®2006879%06. A net hod of synthesis of asenapi neP@ntB200£000251

mal eate salt is shown in Schenme | bel ow. O her

atypi cal antipsychotics which can be used in the

present invention include, bi2- are not limted to, the
conmpounds described in the follow ng paragraphs.

A anzapi ne, 2-nethyl -4-(4-methyl -1-pi perazinyl)-1
OHthieno[2,3-b][1 "benzo diazepine, is a known

foo thpovertimem iof |S@hIM&mem;dhlzth@n@rmP@%OfdQﬂo3CL56 2z gild anxiety
ééte@%h@ﬁs;}dﬁ&fsm for the treatnment of schizophrenia,

:f alt ég gza{?ﬁ‘gl L%{fg’]f?g‘l%, E"'d’%r’t@ﬂ 3%%?%2{;‘3’? é%d&egmib Arch§hdepine, s
destribetrent 8. Fht.- . (83827 By Clinicsi-bfiidabe inzthp Wreefnjebt of schizophrenia is
agtbitic {0 St of. 3 Ps KRG drRaEhL. 1. ez kg No- 3, 539, 573,

of schi zop
descr Rigeaiidpnga n?e@ {4 éq‘-ﬂ%roA 21b§m5?ﬂqb§ Mlg)&ﬂndmgﬁ hpll] 2-n'2=,g1yl -6,7,8,9
-@ézraﬁﬂcﬁ&gl)l Dyridai[$, Relgytlm/ih-4-one, and its use in the treatment of psychotic

g}%a_%%ée%ﬂ%sc l!)eg!oé%gslggt Pf,ngéo%%gzol 3-yl) pi peridino]eth

- t et r Serjasiols. 4H- pyr i HE-PIS-chiappyifflvarephsovd:-tidolahd its  1-
M,sé?.dlnp% rlwnﬁcraeatdnﬁ_nbneoﬁs pecadeatih .8 B&taBes4 N ®500. Its use in the

d

tieea?rgcgrl[t 2? icglz%qw%na is fg?c 4!b?'>\ona (L)sto gg %5 % 1?%%% grqqo‘}_; _8 ?45

] - 1- Quediepinelisfigt(§-dibayao]bi it ﬁ]ﬁ?ﬁ@?pw ?r¥121mrazirgl)ethoxy]ethanol and
%ea%ﬁ\ﬁt'yh}egssb% which deﬁﬂfnstrd}@utlht% il te tleQfhent éffschlﬁtﬁ)hl”éhlatd'ﬂ@ described

S&tgﬂg MZZ? gé‘gfi{énéo%argﬁgl @csall%? n%rﬁnl tke)r% as Lfls k‘é)%’ bﬁ&edloate (2:1)

etl
Salt[Z (4-di benzo[ b, fj[1, 4] t hi azepi n- 11 yI
- 1- pi lpﬁlﬁoﬂzw ) et hoxﬂ]ﬁﬂ@.’?ﬁ-@khlo@ﬁlﬁhnw}ﬁ pﬁféFdz\hh/l']-Mutb)@}-B 4-dihydro
assa

%aél?ﬂsg’g'p h r%fn i a7 @r}o ?%\%BQ@P'PWBW“P"h%ﬂmg az'f’gf b"'t‘f\’ﬁ’f{g qe‘ﬂ’ydro -2(1H)-
duir®iyn2 88 .anigtidah pitipeydhstict agentcused yorattmirﬂatgueetr efcschigophtenia and

el 934836 31d RSt PatAd. B'o@é gzl e,

&fgrf% iﬂ?g chhforo%n ag Z|nIJ bptt%(oy}lg

4- di ‘sgpr@gr%%gtwl?ql arbqpsychotlc ag nt descrlbed 401,822,

7- { 4-Tre-GRF éiﬂaibombﬂrﬁumhfengadamplé pi perazinyl ] - but oxy} - 3,

4-dihydro 4 1b Se8ingd MM@@h/13677

ant i pps/ycho?l C ag?edn use!?%g (lael treat nent of

schi zophreni a and descri bed |n U S. Pat. No. 4,734,416

and U S. Pat. No. 5,086,528. Anm sulpride is an

atypi cal anti psychoti ¢ agen Rdescribed in U S. Pat.

No. 4,401 ,822. Th goni st may be, for

exanpl e, 3 a conmpqund g¢f t\i"N: foll ow ng fornmul a,

described in WO 94/4R674afid the pharmaceutical »

acceptabl e acid &ddi tNon salts thereof, wherein Ais

NR1R2, CRnR2Rn, or C CR1R1R}RZ2, NHCRlRZRn OCR1R2Rn,

SCR1IR2R11, NHNR1R2, CR2R11NHR1, CR2R11CR1, CR2R11SR1

ad tey RherRpacepticallsacseRiakigjesid adsitiorsalisghesgafyWhe@ ch my be

substit éltl\ﬂﬂprCIQJF@Rm ot wcmia@mzt NEICRR,RA, OCR1R2R",fSCR1R2R,1,
S consisting o

WPREBE R s SR R BT & Y C005"al ko

0- C( ORr i Qydioges, Q{ICk3ﬂa)alkleNf®(h(D)EYN(e(§UtLSt@$dd?Wﬁ@CtVYO Gbstituents Re

Rbdp¥hdentPdBRRd rdintielgrbth @nkisting of Bdfeky, fluoro, chioro, bromo, iodo, C+-Cs

alkoxy, O-C(O)-(C+-Cs alkyl), O-C(O)-N(C4-C, alkyl)(C+-C2 alkyl); amino, NH(C4-C4 alkyl), $(C-

Cs alkyl), OC(O)NH(C1-C alkyl), N(C1-C;, alkyl)C(O)(C4-C4 alkyl), NHC(O)(C4-C4 alkyl), COOH,

CO(C4-C; alkyl), C(O)NH(C-C; alkyl), C(O)N(C4-C4 alkyi)(C4-C> alkyl), SH, CN, NO2, SO(C-C4
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06 alkyl), OC(ONH(C 1-C4 al kyl), N(CL-C2
alkyl ) (O (Cr C4 alkyl), NHC(O)(C 1-C4 al kyl), COOH,

w@eos079847 al kyl ), C(ONH(C 1-C4 al kyl), C(O N(EIF/BR2005/000251

al kyl ) (Cr C2 al kyl), SH, CN, NO2, SQ Cl-C4al kyl);
S2(C1-C4 al kyl), SO2NH(C1-C4 al kyl), SO2N(Cl-C4

8l Kyl) (Cl-C2 alkyl), and said3Cl-C6 al kyl may have one
or two double or triple bonds; R2 is Cl-Cl12 al kyl,

aryl or (Cl-Cl0 al kylene)aryl wherein said aryl is
phenyl, naphthyl, thienyl, benzothienyl, pyridyl

aluym ‘sbﬂca-cwlkﬂ)z lSﬁIaNWQ1 q&ayamym SIYN(C s ailalz)(ﬂ13ﬂz allq'yl]ralq!ysta,id C1-Cs

.i sothi azoI I,
8& &H%\%I az8ﬁ‘§’§%‘%ﬁu a%’gt?d? I'soxazol y Y
benzi 6oy§a%c@1y|a y'b@wzqrrfpuﬁmﬂvlene)ewi \a'ﬁs?"gl Faid 304 57pflegyt, naphthyl,
@ﬁ(c,rnmot)éﬂzotmbquiyydyx camalyin dﬂla;lﬂ\qul pyazially Imidaaolyl, furanyl, benzofuranyi,

genz @ﬁoé;? so}hlaz?l{](I 80e eoﬁeluez Lo tﬁ%k )Zfl kX%OQ%IroM Cly bﬁélsoxazolyl
bergunmlazplykjn@?{oly@yrgom PMIraly, inglobyk: gzamdzyi gxaﬁg)ﬂf%Qgrhzoxazolyl 3-to 8-
feRBbrkd cﬁﬁhk I dr wec@eeéneiwﬁlbk | HcloBIRY, \ﬂféﬁauﬁﬁald mlo@ambﬂéyshavé one or

sa al ky
51 S 25 g ek i il e v e
bty sdi¢ oyclaatig, 1Ca-Cs lalkyk behzyt Iof ¢hés dlanom. OWhQ§¢m may be substituted
enW/' C%ﬁ‘@m Qhe VFHEB6Y chid?b GitBro, brasias, i, @60@ &W&oxy bromo,

gc??ﬁc% iy ! ORI Ge aril Yeg pion. e

SHO (G allyAN(@l-Ry Bikyl) SISO, @Ik, CDlH('é(DD(?i $4 alK!DOQOOH C(O)O(C1 Cq

8?-«@40 a%nl% (oﬁ%o)d\“%&@é 2l y'éH @(Q)%Qh@olc@ alkyl),
1

g@gii S ik s g %a?ﬁqz e Yphein said ¢

ak¥ vt ¢£C QEylétielmely)maveamé tovthezesionbls ari tnblﬁlorﬁ&br al kyl or

Cl- C1 Raﬁ % %@M f’b\ég Fggﬁ 180 tBQné; efelel rg@lb_%&\aw hdvingRIn€ or two

bonds; orm a
so%ﬁyeﬁ%a ope AwWe 5t Po 8T Ny Whels 'hé 'de%m@ﬁ“ Pm& gothberav or Cr-Cq
BRAS); or one or two of O S or NNZ wherein Zis

hydr o |s hggz %gegélcg%kéﬁ%yk ﬂP&Q Zﬁworo Bnromg’]1f>564 hétr %(?Wlho 0%1 Cs alkyl),

is hy
hlylfﬁﬁﬁeya'kylé\rﬁ(ﬁtDQ Pt G-l 1§ )S(cm(w)&mgh By Py, or FSoucrc,
BlkfpL whékeint skl ©)-CCalkyl 67d @)-ByaiRyl m&}ﬁav&aﬁ‘éor@@o abityd ortriple bonds and

@fyg& SéIP?&?Hltedy %{%ﬂ'ﬂ 1@%(3% ﬁuﬁutuek y*&epemﬁt eéerlacﬁaﬁ Jﬂmb the group

oensistinigplot hipdroxys aamiap, nﬁ,ycb@Ikgyéyognmgtnxl@@jnq)ydngthﬂﬁm@ot @e@ylammo
&hﬁ&hﬁ&'ﬂ%@i@&fﬂ%%ﬁ&#@éﬁd o, 908Gt ed fromthe group

conS|st|n of hydro

di met ﬁyls "AE": {Yﬂ é‘t %%)/’P gﬁ?rﬁ ?"OFPEE?WWO iﬁ?%%x%é?lhqy aing; NH(C+-Cs
Bk, QY GHE, aiyl) UOFO; 2l BP6(Cofs BkyIICIhereinomiskiy|1; 0FF?4 cy@o hydroxy,
E%%&g&rﬁ( midol whreft! d8)l ¢ (f |éﬁ8/fs%ayplm QJbStituttd BYBne 10QHRe of hydroxy,

am no C al k
@@mo,cgarbaqxp(,yﬁryldo S'@'H ©) C($4 aqll&& @l—l%rﬂlfyh ﬁl(qCGQO?\lk% (% -Co alkyl),
E(O)O&Garm alkipy, (d:ﬁ-nylkowambm,)ﬂyioalkyt flaom, thegmopkbiggre,iiedos@iano or nitro;

hy d allé‘éﬁeﬁwwﬁyphmslbWF 'bgﬁ%mn%w[a?&’gﬁn&ﬁr&ﬁaz‘m‘olyl pyrimidyl,

Nw{q@glylcdurgp)ky p;nzoﬂt«a@g_l (i;,gn%gtl"@qobyl( dpotitigzo kgefrgzonsothla%ly? thiazolyl,
féﬁ)@k@lcﬂierﬁéo@z&ﬂw benzmdﬁlylahrléﬁoﬂy, pyedzog8 pyhbipalinkyy, pyrrolopyridyl

lﬂ%ﬁ%ﬂgblylgé)%ﬁ? Hyﬁ)yrro@)c{]n?/f i z%ﬁ)dbné/ﬁ)zf)g;%ﬁazﬂﬁ Pibérfd%yl §5 r§zolyl wherein
gerhreok pf the plyave giodpd pay bmwswtaq/indenemi%&w m °'fGUtP anga of fluoro,
Eﬁi&é OtﬁrHr‘ht@Eﬁé}myl ltlﬁfd;cﬁl@l &7, Hikoxy 8OtriMuAGAtH),. or one of hydroxy, iodo,
enzoi sot hji azo 1,.SQX

s e vyt N2 Sy G2 Sl i, 9904 ahon
(T a,ydikyl)i ST ;Copafiry) 0SON(C - @yblksﬂ%@lib)@ﬂwm §P;NHz, NHSO,(C+-C4
oxazolyl, pyrrolidinyl, thiazolidinyl, piperazinyl,

pi peridinyl, or tetrazolyl, wherein
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each one of the above groups may be substituted
i ndependently by fromone to three of fluoro, chloro,

whe@so79sbor nyl , CL-C6 al kyl, Cl1-C6 al koxy or PCT/IB2005/000251

trifluoronmethyl, or one of hydroxy, iodo, cyano,

nitro, amno, cyclopropyl, NH(CL-C4 al kyl), N(Cl-C4

al kyl)(Cr C2 al kyl), COQ(Cl-&4-al kyl), CQ Cl-C4

al kyl), SQ2NH(Cl1-C4 al kyl), S2N(C1-C4 alkyl)(Cr C2

al kyl), SO2NH2, NHSO2(Cl-C4al kyl), S(Cl-C6 al kyl),

S2(CrC 6 alkyl), wherein said C1-C4 al kyl and C1-C

alkRy B(Gredy a8 Qatte-Cd alil), vheneintseidi}Calpdaidand ial-Galkylgaay have one

SolBRt drttrlrﬂleegor@éne %y% shm.uﬁe‘d By dHRIP twe b fQBr@; cHiors rr%abxy, amino,
am no, | aifi no or

B‘PW?@B"H‘@%“@@“’?%”@B?W uWQ‘JB%'P'PY‘i&tB‘H Rs I‘?é}‘i’y'i"‘s”‘?ﬂ'&"ﬁdsp enyh

hydr oggris hydyabeoxtydroky, looro, chidnd, @A(CECOAIN): G2nal drydO(C4-C2 alkyl);
no, or CO(Cl-C2 alkyl); and R12 is hydrogen or
-C4 alkyl; (a) Ais not straight chain Cl-Cl12 al kyl;

(b) wRers Tydrogen PR rGlH: A is benzyl or phenet hyl , and

R4 is fluog, ctl\l;@mdhstrdng‘rmmnrm1-cc@dw then Rs is not

d' - deoxy- M of ULALP

5' - ami no- 5\ deox - r%opgcr“éﬂ?" A\Sbe”Zﬁ/d”(’hg; l, and R, is fluoro, chloro,

preenypr iode; el Fﬁeﬁé\m -dpexysigefyianesyt ot §-a5pine- e@iv-ftbﬁfw@éosw and
substituentg. | Wwhdh&R’i BVgHEhjiORaial senylels adupstitited Wwyetwaf or three
al%F %rjt agoni st of the follow ng fornula, described

13676: and the acid addition salts thereof,
wher eltn B iThe Ryenfipiealeq iglajesite ugefiz ?rRFi Fntagenigtef e fllogying formula,
&scrbedMvo@a/1867e( C1- C4 al kyl); A is NRIR2, CR1RZR11,
or C CR2R12)R1; Rl is hydrogen, or Cl-C6 al kyl which
may be substituted by e or two substituents R7
i ndependent|y selected |Jfromt heRgr oup consisting of
hydroxy, fluoro, chlpebd, I'odo, Cl1-C8 al koxy,

, 4 al kyl),
O C(=0-N(C ¢4 al kyl) é ami no, NH(Cl-C4
al kyl), N(CL-C2 H Nkyl), S(C1l-C6 al kyl),
N(Cr C4al kyl)C(=O(C 1- al k% NH( C1- C4 al kyl),
COO—L —O)O(Cr C4a|ky|) @)NH(Cr 4 al kyl),
a= SH, CN, N2, SO(Cl-C4
al kyI gr d*%?)?‘("tiddé% %%“Rt §e°?§%ﬁh( Cl-C4 al kyl),
SO2N( Bls- XBdwieréiy XY (CH )R wmichyms) 0, 1an8, NF&IQ SOHCSE s akyl)y |
may C R¥. b g.or triple bonds; R2 is
Cl- Clgrgm1¥ oK 2%1’ s ( C1- éfo al k%/I enega‘b\g ﬁLei n .
sai d Br iy fgg%‘h%frfinrcs %\o\f’ﬁlmay beFubRifyted RENEAY fwsi{pptituents Ry
PYdpedyently spiécteal fio, the yroaz comgistingpof hydmxgtyfluprol, chiate,zwémyd, jodo, C1-Ce
%en??élﬁ(ﬁ@e F}f kaﬁ{% c&—%‘iﬁﬁ(%t B %&95 cfo?‘ili(é"@zélkmkorcz alkyl),
#einei NEaSo pw N§Gn%a wé&«zﬂkyf)t$<pageragw'> N§Gr GBYR(=OXC+-Cs
aM ME-Cd BIRE), COOHYC(FOJaIPYCi aikii), Gr(xa)a\mm -Ca e(slkyl) C(=O)N(C+-C4
e -

ISRl S0 s TRICE Sl B Bl Sopni@c. e
SOM(Gi-Gu dh@(‘brcztaml) @d@ald§1&e GNWZW é?f&?"‘m ope Pfs"Wo double or triple
bprdg;ogen, Cl-C4 al kyl, benzyl or Cl A al kanoyl
wher ej n e sub |nd dentl
one t tnge(gaélf‘y 'C?WIOOFZ& #"Pﬁ' 8“3) reﬁ‘hsaé‘%lﬁg}’%s pg?rg%é'aphthy'
fbfenﬂynhmutylﬁnhr mridyl, Guindly|. POBZIOB, YTy imidazoh Gyragybbapgofuranyl,
@én%&hi)azolﬁ' CTS%EZJM,CA’ b@hé@b&rﬂézgyl,cz thiazolyl, isoxazolyl, benzisoxazolyl,
benzimidazolyl, triazolyl, pyrazolyl, pyrrolyl, indolyl, pyrrolopyridyl, oxazolyl, or benzoxazolyl; 3-
to 8-membered cycloalkyl or (C4-Cs alkylene) cycloalkyl, wherein said cycloalkyl may contain
one or two of O, S or N-Z wherein Z is hydrogen, C,4-C, alkyl, benzyl or C4-C4 alkanoyl, wherein
R, may be substituted independently by from one to three of chloro, fluoro, or C4-C, alkyl, or
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al kyl), S(Cl-06 alkyl), NH2, NH(CLl-C2 alkyl), N(Cl-C2
al kyl) (Cl-C4 alkyl), N(Cl-C4)- C(=O(Cr C4 alkyl),

WORIDSH®B(Tr C4), COOH, Cf=0) Q(C 1-C4 al kyl), OpeyBIB00251

4 alkyl), C(=ON(Cr C4 alkyl)(Cr C2 alkyl), SH CN,

NO2, SO(Cl1-C4 al kyl), SQ2(Cl-C4 al kyl), SO2NH(C1-C4

al kyl), SO2N(C1l-C4 al kyl)(Cr€52 al kyl), and wherein

said C-C 2 alkyl or Cl1-Cl10 al kyl nay contain one to

three double or triple bonds; or when Ais NRLR2 or
CR1R2R11, then Rl and R2 taken together with the atom

pre ohiiygtoxy, Hasgmes riedog Co-§e IREaxym@yCE (R 1&Coslitylr QG (C4-Cs taliky(C1-C

ST BRE L AP INFR W (Y- CQQIR}IPN(IL% (@rcﬁar(am:édqapbg C(=0)(C+-C4

e

blkﬂ)(@@@malkfbl -SE6 GIN.kND;, 30(GoLo alkyil 8OHC-Br allnzi) SQuIHI(C1-C.s alkyl),

%%5%\1(@&4 3|WCF'§3 a@(g'lgz A% \%ﬁerléub §¥Igh‘1-CN'dﬁk?]0 Aﬂ?{,& %wy contain one to

“'@0@[@? gndsif¥ sop(C1-C4 al kyl) vvherel n said
Cl- CAwabkxlis BROR, Gl CREARRI kibn Rpynd Bntakermtofetioamwdith ¢éhecatom to which

a%o&félcﬁe\gp% L}Lfo'nﬂlaeséa?élgﬁéa{bds H}@%b%@d %P&ﬁéllgtééhl%ﬁmgyone or two

stit I nde
ﬂ¢tt§>iﬁ lpangs §F 60D OE B PsPi APr 'ZHX}EF%R§ is gmyf?afn ErCeglkyl, or C+-Cy
akdyy, dinethylam no, diethylamno, nethylam no,

;Zhghgmﬁgyydrowigs él%glﬁée)r% %r&k 05:% nogol hi& %Qérgﬁ!) KY(Ei-Cs alkyi),
HHIGHCo VG -CARBIG CAObSH, et CBOG oY), or SOAC1-C,
gy Wher%ﬂﬁ'(s@ih &6c,2dingy dnd, C1M6C§¢kﬂﬁ1a9|ckmhibn from dné oy tiguble or triple

ej

ﬁw% 8529/ maX g? B%ggnmte b(; rfr nl trc} é Va‘l'%? él.lleﬂtsgfgl nﬁd E%ryd%@ ﬁe[?cﬁed from the

tmyp bensisissef s awooﬁe0¢ ks digelbyiamigel disityiaming, Methyiamino,
Nkﬁmadﬂom’\h@rgr(& @1%|%y| ), NH(C1-C4 al kyl),

2‘10%:3 Cé‘u%h#ree%% e e e o )

Ceﬁealkmwaanmco NH(G G @kyIRN(E sCqyrtien(d-C2 nﬂmh BRWC;-Cé ﬁks@nyherem nis
éﬂj aY eﬁu@)/lllydro%’ rda@zﬁ;'(y oFlathiBd WhereirP3iPE i- @é/élkylsﬂﬁéy #H f¥dtituted by

oL By S b N i S s e . -

B aryEOXEZIKYY, G(=0¥N2/-0 alleyk)o&yd:g, alkkaxy, azels hioalkyl fierabydmo, chloro,

Iy dolyl, azaindolyl, benzoxazolyl, oxazonI
g’éérggfr% rm{r? t hi azol i di nyl, norpholinyl, piperi

pi per Bzﬂﬁwg eny}, dEphiby| Pienyl opergothlfaayl SOV Y pyrazmyy pyrimicyl,
Bdze@| kitan@r b@nzofBanil - benattainetyl,biisoinizogl) Ithzlsothlazolyl thiazolyl,

V\E)Eazaqalbl 15%9%%@ rUeﬂQm%Q%Mb‘imE%k ﬁ | pﬁ%f@ p§/rr l&l Nid%,yl azaindolyl,

mt@wsazolwrow@ﬂywrfe'tdﬁw thiagefiging; WO@Q@‘ﬁyfonéerGW't Pf@eraw{/ detrazolyl,
e @H@S—rﬂ%eﬂé& coldskyli or 9t B 2er§dﬁmdmyblbalkyb3opn‘dnam cnEining one to

i %?quehf 0? 8{1@%h ;3-\eremor gzr)lgdro%ef\ 4nratl) yV hb 8&1@%&%#@9% Xr ﬁ{enylmethyl
amrﬁo eacmH(n@pf y)] agcpwe)gqups N@ﬂe @d});@t@gd @Qe@m@‘qﬂy by from one to four of

fark, ALl C @liin T bttty :saemé(@bm@% kilsYdyno, nitro,
e b i S i, M S e
iyl C80M(RyC, alkyi( GGGyl SCeNHpredHS6:(G 0 sitkivl), lﬁ(@fpdﬁkyb N804(C1-Cs
@kyrQEWﬂer% ldUOLE; allﬁmﬂf e-ce XIWI%% bePSlbRuted B} b¥d ama%f fluaro,

m no or. tyl proviso that L
giqro, J}ygl'l%;étamrm é‘ﬁthﬁﬁ'@ﬂw dlmethylamlno or acetyl; with the provnso that Rs is not

unsubstituted phenyl;
R4 is hydrogen, hydroxy, fluoro, chloro, COO(C4-C, alkyl), cyano, or CO(C;-C, alkyl);

and
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R11 i s hydrogen, hydroxy, fluoro, chloro, COQ(Cl-C2
al kyl), cyano, or CQ(Cl-C2 al kyl); andRt 2 is hydrogen

wo@rog0798d7 al kyl ; with the proviso that (1) whePCREB2065/000251

4- br omophenyl, R3 is hydrogen, and R4 and R6 are

methyl, then B is not nmethylamno or ethyl, and (2)

when R5 is 4- bronophenyl, arfl§-R3, R4 and R6 are

nethyl, then B is not 2-hydroxyethylamno. HL It is

al so possible to enploy a CRF antagoni st that has a
structure selected fromthe group shown bel ow, and

phar nRedsiyideagen orfec@pib vt e progisathat (bovhenRs isvebrempphenyl, Ry is

# 8,Cdnki (R dndl RV PRt ?@Q B M’h&rrﬁé’tﬁylaﬁhlﬁo &:%?hyp Fcm(ﬁ\|(2) RhbSRs is 4-
e e el e RS« o

or N; lZ i slthHalsdOposSipleNo (@hloC2 GRFcgmtdgonist theRIaRA 4tructure selected
WO fid ﬁﬂ%e‘fg’# g %ﬁﬁﬁp?(dﬁ%@ ReQEBle Saitl ks 9&@:@ ithereof, as

trlflugromt al kyl, “or one of R13 and

Aespriprg it Wah/ 3c?f‘iﬂ)oro brono, iodo, fluoro, hydroxy,

O(C 1-C2_al kyl), am no, NB(Cl-C2 al kyl), or CR@BRlél

may be O or cycl opropyl iR C1-C6 al kyl ich|%ay

be substifuté&d by one o ubsti tuents R8p X

i ndepe plen ly selected flro roup conmg\lr\ of\FU
hydrg 90, chlorp, wronﬁ, i"oedo, Cl1- Kg

0- C0- 3(CE-CA al kyl), 0-CO NH(G 1-C al kyl), O CI>N(@

1-A4 alkyl)(Cr C2 alkyl), NH(CL-C4 al kyl), N(Cl- C2
alkyl)(Cr C4 alkyl), S(C1-C4 alkyl), NCC

4al kyl )COQ(Cr C4 al kyl), NHCO(CL-C4 al kyl), COQ(Cl-C4
Ahds¥ih), CONH(C 1-C4 al kyl), CON(Cl-C4 al kyl)(CrC 2

al kygﬁ%a C4 alkyl), CN, NO2, SQ(Cl-C4 al kyl),

SQ2( 7 yI) and said Cl1-C6 al kyl or Cl-C4 al kyl

may cBrig BIRTRZOﬁ@RiBUbC@C@ER&)RH HCHRIRE ,OQRIR1Rs SGHR4Rz, CHR0Ry,
él—l‘%@Ru g,ﬁ; &rc(éﬁz C4 al kylene)aryl wherein said aryl

I's p ehy naphthyl, thienyl, benzothienyl, pyridyl,
QUIHOYfﬂI4ﬂ- aZ|nyI pyrinidyl, i m dazolyl, furanyl,
benzoZisrnthyd, S, Nqozog dlky) zar IOR3R.4, ®bdréin &z24ngIR4, are each independently

%%Ieﬁ %fﬂbl@?r%{h%ll or éeezénfﬁ%g%ﬁ’é é{leg Qﬁtpngm%%a&oég?ll\o chloro bromo,

70xazol ere
0. (GT00REPRy Plnes oo aMieg) N o 8RSl oal B c=0 or
cRppropyrt ai n one or two of O S or NNRO wherein RO is

hydr o‘g &0 Ebs p Ialﬁgtj t g?{h ﬂla§¥>la SUbglte}Sttléi? loy %r{eh(? Q.}{J@tlttg&@ I%ﬁr%e dently

may be' s en romone to
%ﬁlec@ﬁ figfndhe grPyRopanSisiflg ofbydraxy, fkuprnth orgy pragite i0ge: GyrCamtkoxy, O-CO-

m@am dboadﬁ(om alp)COAENTC, G5 atdyilgl-L, aRylCRHE E, Jaikpd, N(C,-

SEE, Bl Sledsy By e -Srelihgorcel, AR, NG aton,
@om C@ralkﬂLIQNFé(pk94 2l GAY(CoEaelyIKC oBealishuBiCe-Carlkyl), CN, NO,,
édj d?b?almﬁéoz(@[ b'PéuR% &Hd sSRURERAKIBY C L O dRyPmapddataitf & double or

nbered car ocycllc ring which nay contain
tHW% ?ﬂﬂ tvvo doubl e bonds '‘or one or two of Oor S; R3is
met hyR; iset464 alkyl] argir @, (Ce@l akydgnelaryd mbereinosiisi arglyiambenyl, naphthyl,

fRRhy O3ehzoti AV  py &, Widolll, Pyrazinyt, pyrimidyl, imidazolyl, furanyl, benzofuranyl,
benzothiazolyl, isothiazolyl, benzisothiazolyl, benzisoxazolyl, benzimidazolyl, indolyl, or
benzoxazolyl; 3- to 8-membered cycloalkyl or (C4-Cg alkylene)cycloalkyl, wherein said cycloalkyl
may contain one or two of O, S or N-Rg wherein Rg is hydrogen, or C4~-C, alkyl, wherein the

above defined R, may be substituted independently by from one to three of chloro, fluoro, or C,-
C, alkyl, or one of bromo, iodo, C~Cs alkoxy, O-CO-(C4-Cs alkyl), O-CO-N(C4-C4 alkyi}{C4-C,
alkyl), S(C+-Cs alkyl), CN, NO,, SO(C4-C4 alkyl), or SO,(C4-C, alkyl), and wherein said C4-C,;
alkyl or C4-C, alkylene may contain one double or triple bond; or
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met hyl sul fonyl, CH2OH OrCH2OCH3; R4 is hydrogen, Cl-C4
al kyl, fluoro, chloro, brono, iodo, Cl-C4 al koxy,

wa@nioso79sni tro, NH(CL-C4 al kyl), N(CLl-C4 al kyl ) PCrnB2085/000251

al kyl), SOn(Cl-C4 alkyl), wherein nis OL 1 or 2,

cyano, hydroxy, CQ(Cl-C4 alkyl), CHO or COQ(Cl-C4

al kyl), wherein said C1-C4 at'®yl may contain one or

two double or triple bonds and may be substituted by

one or two of hydroxy, am no, carboxy, NHCOCH3,

NH( C1-C2 al kyl), N(Cl-C2 al kyl)2, COQ(Cl-C4 al kyl),

Ccqo(C1 NMRmrk@m)?gR@mamorm «@&tyrate@]éi-GBSﬂﬁn@a'reréwarbwychc ring which
Haye&@am Gl PR dogmaaendaror B dr o d?d&sphenyl napht hyl

O SR P Sy T 0 i AP VG O, v

'm*eﬂxylsy{fonyl\meﬁelmcam-l@ne of the above groups R5 is
subst 'RE W ﬁ)?kdg@ﬁe@e@dﬁﬁm |fM|0|k3Y cﬁl5r925@ﬂ@ b, td]f(ﬁeellgbﬁ(y amlno nitro,

~ fluoro,

B'W‘Fv;ﬁbr%&lﬂ) N(poge alkyNene al%@r ﬁ’?h(cfey glh)g) wmarte%d'n is 0, 1 or 2, cyano,
hydrblyLCo@ret Biky), Caid, oraCODE(-Cl ald), ahdryih said 8g-C1 alkyl may contain one

QF%%%ub%@'dg @d%%@%%g%ﬁ‘bﬁnéﬂ Qwok C%Zmno carboxy,

CHs, %@Walky{]%@@ﬂ% aP 1)C4 ag%’@:lccﬁé1 b R }'l) C1-Gp alkoxy,
ﬁ%gfﬁiba@ﬁ fabrléyéh)om whaoer nrgai d C1- C4 al kyI and Cl1-C6

al kyI b 0

hydr oX f/ é’ gpenl){ 0 ﬁéﬁb*‘ f‘n%ﬂYI Xen%@ﬁ.e9¥|h§)?¢8 %lﬁ%)?' éﬁazwy’ pyrimidyl,
%anvfs bﬁvdiuwgﬂnberﬁﬁth@aolm@rm@yl wheygiresrih ore PitheBbeyg groups Rs is
ah%ﬂthteme&ﬂdﬁiﬂpﬁy frérd toRéltollire ® BEIUBMHEHIORY, ,C, T3 talkQIX ¥, C1-Cs alkoxy, or

B Sty it S rmby s RSttt S o EPRRY, nicr
CoH{GBikg) QQCIWI ()00(67(1 C@@@'HC@(C% %{*Mk)y ?gNWﬁe@e?W')t BE2N(C+-Cy
Q%yl%r@z' éﬁW) SOMNHRSNIBE(OLC SHRH! S(CHIO%@IKWD tdh SVE,-Css alkyl) whereln

R ooty O R G P s bR S o) amino
methylagien, dmetiiflan@do erlaestyl; and R16 and R17 are each
' ndepﬁp%eﬁxldlo&e#yd# r@gﬁrblkyhm&@?ﬁysald@ﬁﬁsyélkyl ﬂ{al?}ﬂe substituted by one

met hoxy, Or 6t OXy, €xcep hey are no

Hmr%wefmxya%&g} ugied CR4R6 and CRL6R17 each

[ ndepe{miemrbgennayc,bakyl::ﬂm)roIdmord broaiosnodcpompbiydrco(m O(C,-C, alkyl),
F ngEs f 0 f Iy be substit

g@k ose ﬁﬁnr{/\gzgg&% b%%lkﬁ)f \A)h@rgm t%]b )W, By g?c‘fdﬂy Infby be substituted

ar naceut’ cal
¥itle enethyeoy. slierg °th8mP|°6ﬁn%t8FW%e f{”ﬁ@r eof , wherei nA i SN
oS T G Yars:
o) B eeap) B GG " o i i ¢
opt i oﬁ&l g Rve akq Bagh; ipgaperdepit Rydsraen.oiydioxk @%ﬂt?%éﬁ?@wv or
eRERD REBNINLY thee | 8 hed bdtk ARBtHdRE of le@idRy, G0 STRR; 1igd ABRRy; each
t%d%& fl uor‘gl chI oro, brono, iodo, Cl-C4 al koxy,
Y QT Ry!), -0-CONHC 1-C4 aikyl),

- 0- COMy( C itasg p@sﬁb{ﬂ tp(e(gploy;g (@H@ﬂtaﬁomstm@owmformula disclosed
& olod/zasehl C1-C2 al kyl ) (Cr C4 al kyl), -S(CL-C4 al kyl),
-N(Cr C4al kyl)COCr 4 aIBkyI), -NHCQ( C 1-

R+ R4
-~ N\
A
RN N
3 N |
RS

and the pharmaceutically acceptable acid addition salts thereof, wherein
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C4 alkyl), -COO(CLl-C4 alkyl), -CONH(C 1-C4 al kyl),
~CON(Cl-C4 alkyl)(Cr C2 alkyl), CN, N, -SO(Cl-C4

W@Rdoploy9807 SO2( C1- C4 al kyl ), and wherei n any of PCT#2005/000251

foregoing C1-C4 al kyl and C1-C6 al kyl groups may

optionally contain one carbon-carbon double or triple

bond; R2 is Cl1-Cl12 alkyl, ary®; -(C 1-C4 al kyl ene)aryl

wherein said aryl is phenyl, naphthyl, thienyl,

benzot hi enyl , pyridyl, quinolyl, pyrazinyl, pyrimdyl,

i m dazol yl, furanyl, benzofuranyl, benzothiazolyl, -

i sot hAdeNPyCRsbenzi sot hi azol yl, thiazolyl, isoxazolyl,

benzi @X@ZNH(I‘% losriry, du%afzh..z)mr l-ﬁEIQHRI.Rz pbbmyl -SCHR4R,,

gﬁﬂﬁ§ﬁg é@ngg é )gxaz or benzoxazolyl; or 3- to
Leeeye 68 1( Cl-C6 al kyl ene) cycl oaI kyl ,

wher eRp isofieCo rikyl wadhiahf mesh eptionally easubetitged Witls mnel or two substituents

E’M eﬂ@%rﬁ Y berdtaed eh lﬂé g#o%é‘%&nsﬁtl 1d &%y&l@ﬁbﬁbﬁb @ﬁ]grot H@mo iodo, C4-C4

5 S o, Blori Rt oo SoMIc e H G2 8, NG
C@akm'@mmz aky)(©xLy e'W‘DFS(GHCf alkyl) N R @Qalk iz OXE A i) eNRICO(C4-
séu ) y%eg?r% gelt |)C%c5?<fh(é1-{5%/élk)6)a”<§'%l‘0@‘?b?a yfjec B gfk¥l) CN, NO,,

titut
SR Bl oe At Tl WiRRDSNIEHE? (et FPbA CrCs
alhil'l Qrolps rhhydptionalipeuhtaitlone4adbicydrboncdoully oirige Bcbrhist( i tuent
sel ecte m [
" % G 80 T, (7 oD R s et g Teonn
thigoyi Cbanzgthiegylk iyl g_ﬂ@pyl SRy mnnaqj){kym)dazqm deWﬁ‘élr gprp;ofuranyl
BéHzBthiadotyi;1 2 isathliazblyian thehhisotitidzolp  alnleydipne istRélyy Obenzisoxazolyl,

nrzBmdachH %zggoégﬁ%ﬁ%%ywown%o Ptol%ig{&g* léfﬁ%ﬁ%@%& logre 3- to 8-

ﬁ@mmrad sysioglkgtas dC5Ce @'bylmebmf%@% whﬁr@mecm@y &vq ¢f the ﬁ@ carbons of
8did c%k?Zhémm étQééBt a ﬁ@t memb&d and tﬁ@ il dAKIORBREY of said ~(Ci-Co

SRl SRl B of BB AR R 195 on oo
buiinckatora noby @ whieneingiie hysrogemior 66-Ct allsyl,ad bereinteggisof ghid groups R;
fhptraﬁamj rﬂ)@%ﬁbe{tl{uﬂﬁﬁwﬂﬁ&bﬁnp&{e' 10 bd é’ub@lﬁuén%%éﬁb@ﬁdéﬁ‘d)‘ Kelgtted from

qrgtjﬂ&or%{ﬁ,g,x %P%S,L om)w%sn 1- C%qgéyfr l{pfl)r%g @do C4-Cs alkoxy,
- EW@VCS S((ﬁ)]» S ellskaky)), -@@O(CS@(ML)CQNaNQéJ YSO@h€s edlkyl), and
=0 §0%4 a@ %Hf her@ﬁ%aﬂrﬁ '(9 N2kt X%d:ﬂ@@bn aﬁ?\ﬂ&e mouety of said ~-(C+-C4

n car d rogen,
ehtvienglan gy °Pt'PP%}'b5 F?Pta"& H‘Pe(ﬁafimnﬁ?ra%de'S&b"”F"&fx
al koxyr, -N&iR T2y feN—EIs&urateHl(SChBﬁ Zembérkt? hdteroeyCidX@GHEY, -CHIR(R2, may

E)%QQ g&&ra% égo?[rln%ﬂbé%kﬁé %{_@ %erém ¢ éih%}!@ﬁﬁqs m?y optionally

Wfé@fw of fee C@PDmafank%Ub ps; 9¢ thﬁr ejnpge Pb‘?”ég’é hﬁgaféﬁ" atoms of
gdch uptﬁesrmmg@my Sptiahdily b@@ﬁhaednmmra&ummb@@gm&mm doubl e

or tr .IS Cb¢ ngk l%&#’q Rg r%”X omanf%%‘t '2:¥|' o'fl u'r?:'gﬁaffh -0O(C4-C3 alkyl),

benzot hi'eny

1P@eZH aikD, or wﬁ&smlwowwemm& ei- ﬁs ey H“%@Pt@ﬂa@a@atam one
EHrSHARSIHBR dotbe dpmpbq;@aal y be substituted with from one

to three substi n ndep dent |

£ Fuor Bt S, Crle e RS BreriechAp ey SR BlyingyAtHCH
N(Bidds tCHOH, SBHOCHe brf- BOKCi-adakyhhytiereiryy, isif drms,2, cyano, hydroxy,
fd?ﬂ@X@ aclﬁr)fa@@io Bi bb@)é a(ﬁ" eﬂ@e 1) whEref! tﬁ@ép(fnf‘éll@yrlnouetlecs: in '82 foregoing

%Nq?w% mayeei("@i" @&"‘3}[‘ garb "G%PP d°@l92§y<| @f%cﬂgjogu kyl ),

- SO2NRSE -p%y&lnkpfﬁﬂyﬁthu@&l aél’«zy)ih)enyl yORANHimid NHISOza(iBy! Grazinyi

St P oy 300 o RRe Y b s i o
erigeloftiyee Gabstityes '@ﬁmgmwav'eets@ |fr6ﬁ’afl“|°§? loreuGsEs elfyleard CrCo

with one to three fluorine atons;
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R6 is hydrogen, Cl-C4 al kyl, fluoro, chloro, brono,
i odo, -CH2OH, -CH2OCH3, or Cl-C4 al koxy; R7 is

whyasogsn; Cl-C4 al kyl, fluoro, chloro, brono, PCDURR005/000251

-0(C 1-&A4 al kyl), cyano, -CH2OH, -CH2Q(Cl-C2 al kyl),
-CO(C1-C2 al kyl), or -COO(C1-C2 alkyl); R 1 is

hydr ogen, hydroxy, fluoro, ofi9rethoxy; and R12 is

hydrogen or Cl-C4 alkyl; with the proviso that when A

is N then: (a) Bis not unsubstituted al kyl; (b) R5

IS not unsubstituted phenyl or nonosubstituted phenyl;
alkeky( o) byR®eisgbstitsientiseleates fromieded hysraky ) brorae, fermyl, cyano, nitro, amino,

Glﬂ@&ﬁﬁ&ﬁﬂﬁm Lo, A6 em< ﬁb csal tal|}]<9f -800(T,LMIYNEOW,-C, alkyl),
40@3%3}8?@%@%%%% @'W% b= 90y 30:MB b B c. ko,

e 0paiel)tand 80%(GreX @jiyii ntherethadath bleaidghfC, alileand iGr-Cs Byl moieties
ﬂ%&%gg&h%ﬁs%%%ﬁrr@a?%ﬁﬁonﬂ&tde%gﬂﬂm%% SndRMEe fAdrihSatoms;

t
glerl;) %1 is hydjgese. Sroralby. fuorerehigroFremo. @w%@ﬁ&ﬁo% or C+-Cy
ONHRl - CR2R100R1, -CR2R10SR1 or -COR2; Dis

nitro I d I t Chnt

is at %ZC% ggro%e% %’l fég ﬁkap%g% gBroa dror%qga‘i) @gﬂ#& gk)h) cyano,
e h@be-OHOLC 1iCa akdh rRf&s Ct algfgon-COBKCEadlé bonded t o

the ad acryirogedmp@dxyaiudre, 60fEmekyiahdbot h fused rings in

formul_a .l [ and is single bondedtoEln
f or mul&d® +ydr°r98"f’r[%’ % ﬁ%g, nitrogen, CH or carbon;

oxy gemith 81l Frayso tiiRhemA '$\R4fhWhe(@) Btis pe L@P‘r‘i’éi't@e%éme@) Rs is not

En%ugstﬂﬂéﬁ dﬁeh;ﬁ oﬂh&rfo&ﬂﬁf’tut@ﬂ pwu #EB) Rtis hob uishabdabugedryr ed
0

en sin t i s h rogen Cl-c4
al kyl | °rGé RiEEn3Cepp @ﬁ? ‘Tp?abesﬁ Efosfﬁtﬁf’"‘a‘ﬂé'){ﬂd? -NH(C
1-c4 dL Iy érjother embgdent, €@ GRkgNtaqostis oihey OR‘W ng fOW\\éﬁr gisplosed in
gpGhgHt. the CL-C4 al kyl groups of G may optionally be
substituted with oneg, hydroxy, -0(C 1-C2 al kyb) or
fluoro group; G whegh double bonded to E, is joxygen,

sul fur orRNH: _and when E is ni RFogel.and oubI e
bonded to 'S\absent; Rl is o\ﬁ
al kyl optiora Iy| ubsEFHB ed with on

substi t uent 3R8 endent |y sel ecth y’dr oxy,
fluoro, chloroy brono, iodo, Cl-C4 al kOKy 3,

- ¢(=0) 0- (cma|Z:§ ~00(O) (C 1-C4 al kyl )| .- O(=O) N(C r
C4 alkyl)(Cr al kyl ), -NHCO(ClC45IRkyI - COOH,

-COO(C 1-C4 alkyl), -CONH(C 1-C4 al kyl), C(]\I(ClC4
alkyl)(d-C 2 alkyl), -S(C 1-C4 alkyl), -CN, -NO 2,
-SQ(C 1-4 alkyl), -SQ2(CLl-C4 al kyl), -SO2NH(C1-C4
al kyl) and -SQ2N(CLl-C4 alkyl)(Cr

or

T{I} -

IR
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C2 al kyl), wherein each of the C1-C4 al kyl groups in
the foregoing RL groups may optionally contain one or

wo awseoesbt e or triple bonds; R2 is Cl-Cl2 al kyPCTB2005/000251

may optionally contain fromone to three double or
triple bonds, aryl or (Cl-C4 al kyl ene)aryl, wherein
said aryl and the aryl noietyoof said (Cl-C4
al kyl ene)aryl is selected from phenyl, naphthyl,
thi enyl, benzothienyl, pyridyl, quinolyl, pyrazinyl,
pyri mdinyl, imdazolyl, furanyl, benzofuranyl,
bengrathaptidally acceptetlt salizbérgf, whpyeimzol yl , pyrrol yl,
|ndoI f nd benzoxazolyl

_ Wg ydgfwa neésqeyr&eqyélmowe@giye?bg%% AP
cycl oél'%W‘ige“ﬁh‘é?el n one or two of the carbon atons of
sai d gyisl rosamz,yicmmz"t he(=BRiRI)R", EHORIRER " cyadRIRFRKY),| -SCR'R?R™, -
ERtF?tl\i zﬁ%g‘ﬁdﬁ%R@éR%rk ¥bgne) (C 3-C8 cycl oal kyI )

nay o ndependéntl'y be replaced b

oxyge ﬁ l%) nltrggﬁnf sunnd insingle mndes;/ tonghtgipetoarhichZbis jafa e*P é’é {eig carbon

érﬁd)u%lmed H&Wbon@&d o Wf&'}vﬂulas bemzly br @uble Gonded takHeatipizént carbon
wher e t or |

S0 SRRl e DB PR3 o inomes

bangdk i t uents i ndependently sel ected from chl oro,
fl uorg,sm@éﬁmmrb@a C4 al kyl, or wi th one

bst Lt t [ p
o0 S O B BT 4 S B s
whdoyit i doub@(tondsci8 Eal kyl ), amino, - NH(C 1-C2 al kyl ),

-N(C & {Rerpdi llfd(é bdrided to(@ lsaﬁ)}@)'dg)en C@&le% . (&tc At Katky); %(@ alkyl),

oAl Yo oS Edigto s @«@rme%ﬁh%?ﬂ%% by groups of

- @l rkgyl yptionzBlyl,be-sObktituted\iih oreSPHOLY, CO(CitCe\diRy]) or B@XP @toupAG, when

aAJSbé' b%n?e)d%g% Nﬁ@%e%ulﬁ}r KB’NJI) aﬁ@ 6, WG Glro§éh A Whtﬁé &mﬁed toD

O may form a Saturated
P’(f E’att?é%er ed carbocyclic r| ng which nay optional | y
cont aRh i hafoegene Ci-0, tikyl amptichaliyb Ismbsbtotedsmmmhev\breml substitents R®

ﬂazlaﬁtgmengy sél&:‘?edr dh9 hWXP Mot HiGo g:frorﬁéJ q'c!?io C koxkr) CF3, -C(=0)0-

nal | I ndependen
SRR AR IR AV NN ST S
ZGOHS dwcagﬁélkyl)deﬁm(eJ Gyaliyl) DEDRYCE - QralkACEE, BkHRFEIGI-C, alky),

LN 02 %gj;( alkygd-sgél(ctk[g(é{lkyg 8%% E@){Ii%ﬂ'd) L so N O Latkyi)(C,-

Cs@@(l)cwhmmma@wj thHerGi q*kybgfew)soﬁ tmqq@rag@mg gEaURS Iy optionally

mhtaﬁtér@%rmdob@eﬁﬂﬁ;ﬂgsmﬂa R3 gr oups rray optl onal 'y be
subst e subst

hydr o tcf"l LFoaﬂlgnﬁIHg] rF:a(lop (kon I I:$r90m one (] fﬂ 4ee Joﬁlggn or triple bonds,
alche @r@eaﬂtyleye)am whergiasaid (amar(gah%IWW9lety pf s.m(@1-c4 alkylene)aryl is
gﬂc%%orrbb b e, thYET BENzotHiahGIN Byri Cglnhmﬁol {Npylrdghyl, pyrimidinyl,

E 4 al k
m%baaﬂl,c? ram%y¥?gzofu§a(rlm]pewﬂ§q@§4 g&lg@?@%@%’y}ﬂ &Volyl indolyl,
pYOQloRtid@Aoxakdiyl laig benBixa@)ivh @;rcg-oﬁgaalb)yurmacmmehy)l((}ycg cycloalkyl),
WRRLS bRe 6aGH onhe %E&‘Sor( Stdm&Br éidkagrhlbau@ﬂgno(tﬁés%a %h%lar)ed cycloalkyl

nol eties in oreon {1 ona

BAES] - BR1E (Gre AVERIGH B YOIV B GBS Eherigependenty be
@platearns] driyoxpgenserizakiir tatireat byi NAT wheeinaZ” i$ welecsadfedni hydestes, Ci-C,

‘j‘"% %@ﬁﬂ/ﬁjgﬂy rrét:e%/% Sﬁkaﬁ&a eé%dfmyhg nr%fa% ﬁ?(;t)‘e @%qérﬁg Rf?]‘ou@ may optionally
bWﬁ@mh frpmlmpéo thfﬁﬂ s(ypgl ueqts I@gpqrﬁi |qg§apted _frgN chioro, fluoro,
hy@ga/",and G, EQ)aQ(lCorlwi@AorﬂJ dpbtiuent séfe‘c&@)f(cﬁlb%oalohy | ()1 Gdkoxy, -

8@5%&‘& eafwﬁ oo 0)53{?‘?2 ey gﬁgl-smb%* 0 SRYS, NHCC,

alkyl), -N(C+-C, alkyl(C+-Cs alkyl), -N(C1-Cy alkyl)}-CO-(Ci-Cs alkyl), -NHCO(C+-C, alkyl),
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benzof uranyl, benzot hi azol yl, benzi sothi azol yl,
benzi soxazol yl, benzi m dazolyl, indolyl, benzoxazolyl

wo@r008879887 cycl oal kyl wherein one or two of thePCHIER005/000251

atons of said cycloalkyl rings that contain at |east 5
ring nmenbers may optionally and i ndependently be
repl aced by an oxygen or sulfdr atom or by NZ4 wherein
Z4 is hydrogen, Cl1-C4 al kyl or benzyl; and wherein
each of the foregoing R5 groups is substituted with
fromone to four substituents RL2 wherein one to three
FOQHA -GOXBrsE4 alyBntCONTHG-Bealid)l NG -Ch alEKEen@eakyly ;SH, -CN, -
NPQ rt‘s@t&#lf‘;oalkyﬁ)j]%@&o@-bk)élkylgn§02'NI-Qé1QZ4]-aIk-ﬁ) aldsoN@IE, ARG)(Cr-C.
o sai d substituents may be sel ected from brono, iodo,
Pyl , -CN, -CF3, -NO2, -NH2, -NH(Cl-C4 al kyl),

- N( CL-NEZRASGRRARS maghloa & yatirated Gofnenereddarbddysiic)ing which may

gélgg{‘; gir{t?{g’faﬁl Jﬁ)élta three%e bomw(ﬁre%or%l M of the ring carbon

kyl )
fieep] suchtogd meered 9{‘@1”‘% °%f|°R§)'|y)anQ Mepg@z?t@lbetr@placed by an
avkylssit Jr.sultun etord ve bye NE* eleeedin Dis hyeogeH, (L, alkidybenayl dr €16 LCikanoyl;

al kyl h%,lgg& bbs f Q.F,Ot 6&&&,0'5{11&%%%10% RUS; i, fodo, -ON, | S(CrC

opti o I of two substitue
Alloddegs é@hé%it%}ﬁ“‘éﬂé weereia ®a¢ &ier (Cubs FkyHTIRtSR IR th%fﬂrwemg & groups
ey btloadTly B suishtifliRid with e Bubsitieht &E ediydied M hwrmﬁmmd (C+-Cz
C%ch al kyl, hal o, cyano, hydroxy, -0(C 1- aIkyI)
)(Cr C4a|ky|) C(=0 Q Cr malkl%
- CF3, ea @—Imdem'ﬁiwww (6710 alkpty fugre, WP( b@é\? iodo, hydroxy,

BO&H6, 0o, rmioh XL, alidyyONE,- d31a1kyn)@1by O eS(@EC,Giy§A4-SO(C4-C,

S 5o R ek, Heforo R Bt - f@%@?&? Wikl of e

(Gh X elkyl) RUICafidalinaigties FWQ@M groups [msy topiPnalfysentain one or
MsdidREI8 or trtld'lé Bbﬁb@rm%bpt@'ﬂﬂy rﬂSSttJilMéutMéd Witit BRe or two substituents

exce and ca a
HESEHeE SHoRRA o BYErpi. RSt s s GHEHgEoof e,
ethylargiha) -ISC(=O)Gidun filiord, Ehlorb eyr@y tivieatkyh 6EN -6 O00RL -GlaQ)sNE+-C, alkyl), -

ad each other; and (b) when R4 is
E{l@ﬂ&' édélt’%g)%lrallhtﬂrll(ggmd it s not hal o, (? anq r nitro;

or 2 Bhdt HEwli TRPRPH. Litrelp BeBTeirietiy (PYEIY < BHIRPVL oFHBRAING, uram
Mintofirasyl,CRfenasitiagpy)i denasathisadblgp benzisbxazbig, f bériziowlaagyl, indolyl,

l{)e%rzg%kcﬁyl oPESE! c?télg:gkﬂl éf%?n gl?u (8 %f:thev\fé?d’oﬂ'afbrﬁsnﬁ sQ@&l?:ﬁglkyl rings

i nes repreésent opt’i ona I's nit ogen
et eripin 8 Ipast S\IRERPEMbERIRY RPHP tonel IycpnecigeRengRily be TEpiaced by an
oy6RIFRURF Gatom OB AMR2 Midein ZS@R@I%EHIO C,-CCRRIR1EHNMdRAY); and wherein

?a%ﬁzﬁ%e%égm?cgﬁl%;% sk tltut h B?rﬂqulﬁo ﬁngpglbgtg@&%dﬁd wherein
@r@ te Hyapot saighsybstipnts mgéhe wecemm%ﬁwanq%ﬂss frag|calorefdeRlky! and -

ai |alk§4§ an@ oﬁeooﬁ/\éaaidcgubbtttudn& rﬁé;t 5 SedsttedOfonbiofof RERGErmyl, -CN,

2% 2= e SHERE Ll ey HAE RS, *Rpghostb anon, -
GR@) (Cofs Ekyl)s @@Mns@hwﬂfpsﬁadé\ﬂ), -GG aB(CoCs eli), -SONH,, -
ﬁﬁ%}ic LS, MY I8[5,-AlMGPaRNSONB!-EUsIky)Cartd witersh ebdn@RIE.C.-C, alkyl
and Cs- Cs ag%/ﬁ(smouetles in the foregoing R® groups may optionally be substituted with one or
two substituents independently selected from fluoro, hydroxy, amino, methylamino,
dimethylamino and acetyl;

R’ is hydrogen, C+-C; alkyl, halo, cyano, hydroxy, -O(C4-Cs alkyl) -C(=0)(C4-C4 alkyl), -
C(=0)0(C4-Cjalkyl), -OCF3, -CF3, -CH,OH, -CH,O(C+-C, alkyl);

R is hydrogen, hydroxy, methoxy or fluoro;

R is hydrogen or C4-C, alkyl; and
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and the other is CR6R12 or CR9; K and G are each,
i ndependently, C=0, C=S, sulfur, oxygen, CHR8 or NRS8

wob@s/0%48nyl e bonded to both adjacent ring at onBCT/TB2005/000251

nitrogen or CR8 when it is double bonded to an

adj acent ring atom the 6- or 7-nenbered ring that

contains D, E;, Kand G may ceain fromone to three

doubl e bonds, fromzero to two heteroatons sel ected

from oxygen, nitrogen and sul fur, and fromzero to two

C=0 or C=S groups, wherein the carbon atons of such

gr oup¥ iaNd, pagen, stifur, \N(G:i0a glkplh dNEEHE)Ex G galky)aNG(=Q)P(CGC-alkyl) or
HFOTE G feis WIS drdl N'eré?eg m@ébeh@&wtl{] kB 8ited o Hydrdgdrd triflidt¥rhethyl and

optionally substjtuted Lf,omone or two
SR DY SRR R L B G B A Porm hydr oxy.
f | uor eyth telpaovizp tHat:ofain theofle meBiberedIrikgsxof stridkBes | TamO)l( Bere can

%Ft%elat&vg)él)l%g& bo%m%&a&n(&r eaﬁﬁ))tﬁ%rk%kd (b%\ggn‘@ f (a\tté'chg&L to n trogen it is

DD@@&WP‘)O"WW -COO(C 1-C4 al kyl), C(]\IH(C 1 c4
al Kyl Yor a phaahldeuticaldacadgtable €t of sucR canhpoyng., - S(C 1- C4

al kyI C.1- — . .
2o 3~ Sah G contaspeCiap 0 B 5 bspir g disciosea in wo
aPR§AGI(C r C2 al kyl), wherein each of the Cl1-C4 al kyl
groups in the foregoing Rl gigpoups may optionally

contain one or two double or trlple bonds; R2 is
Cl1-C12 al kyl 3:h mayy opt i o%fy[y contain fromone to

three double o E, or (C1-C4
al kyl ene) aryl , vvhe ein sajd aryI and the aryl noiety
of said (Cil- C4 al k | ene) aryl |s‘%el ected from phenyl,

napht hyl, thienyl, pyridyl, quinolyl,

pyra2|nyl pyr|n1d|ny , imd iyl furanyl,
benzofuranyl benzot hilazol yl , |soth|azolyl pyrazol yl ,
pyrrolyl, |ndonI é}olopyrldyl oxazolyl and
benzoxazol yl ; cycl oal kyl or (Cl-C6 al kyl ene)(C
C . of the carbon
%pé?}i}gﬁ%e &a@ﬁéég%ké repmﬁﬁts)}){bngg%t ﬂé bé b %8 robered

cycl oél'%(’})‘FOgﬁbe'é%/FFes of said (Cl-C6 al kyl ene) (C 3-C8

cycl oal kyNRirey -ORIRFRT ald(yCrRiRY)R'n deperieerit,| -}OOFE‘RZR"’ -SCR'R°R",
[ SRRARER RYri® @(y%ﬁ%@éwsowéaﬁz Bl WG BblBAE B, 8 i -cRR?
the foredgorng ps_rmay opt i onal 'y be sub uted

@nd B deublgrnopdRs f?@@ﬁpé%c%mst i tuents independently

sel erQéj nfragam & URO 12Ad isf dirgfr sonaétytd =l sionianel whith @4s attdehéd, or D is

bst Cl-C6 al k ,
8{592":“1' oh!bl o%lelfﬁ(ﬁie ord@e%&%?@%o& al kyl ;"( Cog
al kyl F, IS ogoen.1ritggenl ki) C=aQnTrS, CReﬂ—f( ORI oCERS wyE ys a two atom
SFM:Q' whérein @A @’thé‘%m% @CJXM }ntr?%ew( Salfdr; @O%CJ%OR‘s@@ K or CR®,

C 1- al k -
an%i)?j?teysd}il C4 al kyl ), yCC]\I(ClC4aIky (Cr

-al kyl Kand Shire ez(CN, indeREdntly, SEPCCS, Odifunlokydel, CHRE@r NR® when single

ér@%? s {hof éﬁ%&nt rlnm(ogn@rcﬁéﬂ oﬁbh%‘vﬁen%éjdoﬁg b%M(Q té a4djacent

or CRIR2 forma
F'”Qﬁ’jo@el ect ed from saturated 3 to 8 merrber ed rings,
t he 5thke®@- 8 Tvmpinbered ring thgtcoothingd| ENK amd/G oypdyi containl fygm one to three

g&l& q#oﬂgﬁ?l I;‘lr’t?mozrerc; o g%légt'o%topr%r%% ctea'?rgmvg}s%e%' HIU‘B% &Ha dsulfur and

I Ng on atons
oM ge0 fao 70 B SaSigouRRAerIbE FRie atynspef w@pqara%@%@aﬂ of the
ARl 4 YHBeRydeh aBdlbdiuF atérhoare SlibsbtierE/ch mbaigei N Z3 s

hydr O%eléﬁ;?rgﬁ %yl opho&ﬁ{< osrUBStH? d v‘ﬁ?tht}y dré)n% or two sugs%’ue?sg %Jependently

-0(C TUGr 0, Y ono,
gek@nadaﬁckmhydroxy fluoro, chioro, bromo, lOdO C-Cy alkoxy, CF3, -C(—O)(C1-C4alkyl)

-C(=0)-0-(C+-Cy)alkyl, ~OC(=0)(C-C; alkyl), -OC(=0)N(C;-C; alkyl)(C+-C alkyl), -NHCO(C-C,
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or -SO 2(C1-C4 alkyl); R4 is hydrogen, Cl-C2 al kyl,
hydroxy or fluoro; each R6, R8 and RO that is attached

W 0008/0cpbon atom i s sel ected, independently, PECDIB2005/000251

hydr ogen, Cl1-C2 al kyl, fluoro, chloro, brono, iodo,

hydr oxy, hydroxynethyl, fornyl, trifluoronethyl,

cyano, amno, nitro, -0(C 1-&B-al kyl), -N(C 1-C2

yl)(Cl-C2 alkyl), -S(C 1-C2 alkyl), -COC 1-C2 al kyl),

-C(=OHor -C(=0)0(Cr C2 alkyl), wherein each of the

Cl-C2 alkyl noieties in the foregoing R6, R8, and R9

gammpscamy 6320EnE |3ky.oRC@NIH(CoTe alil)bl-8ON(CiCsi plkd)(C4-C. alkyl),
e, aéﬂ@l ezq\) -6, B%(cﬁé‘dalﬁi‘r?) t 88lcl-e %k&l?c-%q\lﬁ(@1-@4 alkyl) and

r o tom'is selecte |neen en ]
NS, Gt Gyt e & s EH S 1o orogong R
yeaps Myt optipyaill dyrtairooney tondodyte or triple barids; each of t he
f or egqiz r t
fore ggﬁu W, 8 \Twn»;a@ay %Bﬁéupw@g %&% fﬁge b 22 bielf triple bonds,
S0 &F (G elkvenelpnd Whaipinseidsayl @pd ig aryl ﬁ@@f)’e?ﬁ 8@t (FC4 FhyisRelaryl is
GBLAED frofal pheiyl, alalshthyl, thidhy; Benﬁﬁhlaﬁ%ydy)ldyw’tﬂuno@ﬁpgtrazmyl pyrimidinyl,

erI@%ZIOM @'ﬁ%’g %egrzog@éﬂg’él Qn?otﬁlazol il dzsrof?ﬁ aolﬂ{] l%yr%%ol pgrrolyl indolyl,

oyroneryridyh @asazowlcﬁnmbﬁnzowawo Cs-Es fyclogl Y oty pikykmee(percs cycloalkyl),
bR oneNrivelor e datbéd bloms-dNe&id cfelbafdilayt 1He@ to@mérhikeréd eycioalkyl

SR i Cob e e sy repeces

bE@EPNpRYgen NHSOR( @1d Bherainksdch , of -igf @regoBIgaRk gioyipsamay optionally be
ssatufed it @Anky,ha to m \Mlﬁﬁt@éd%s @@e&neénuy Q@le%@ﬁ@nﬁb}k&b fluoro,

RO et Pob & b 56 U PR SR BB b agoR: e -Co
slspk t-DC(FNNE Cadbpiadenalky), sHCeCt albyl) lalmmOf +NH§€eQz alkyl), -N(C4+-C;
'awlk@ 8254 %{EW Ne,- 6%:@»1@51@@4 aﬂ(yxyrennabﬁindj %u@{? \dcaest Yeoo(c,-c,

BNl Aot Pl RO s o) BNy NG DG o)
byt )C, allkgl), =S MHET (L 2lka) kiyd JSON(CH-Cl sty )(Tredfatioty;,
hydr OXNRBE %VSF& ﬂzlﬁ“’ frAmg ?(?{91@ Flrtby 4e ﬁ@{ed fﬁ%ﬁwr%&ﬁatg&lg It'1d & membered rings,

hydr ogen, dr ogen

8 Tio M"%Fhr?gﬂd d '”9&2f paich HV’M roﬁb‘é’ﬁ"yo?mf?& PRA or t&’ﬁd"’zb'f’ donds, and
Whiremoyig oftwo DEHhE ifig cartdnGtdhsdof 8lidhya th 8 rﬁm!ﬁ%ﬁ&ﬂéﬁmay optionally and
4_ar I e frs

OSSN T o Rk ERRLAIL L 1 b Y hroen o
91§4alh>d R14 may optionally be cyano; with the proviso
t hat : Re&)hydidgér) €,-8} Hikydr-OBEME HIKYE ARFo5 Aidrd, BESndD fodo, -s<c1-c4 alkyl)
str&c ures, in formula I, there can not be two double

SR é&[‘ !%)nt to each ot her; and (b) when D is carbon
and i & isdwirpeenbGrekerikyt byﬂlB)XYtOh@WFCB is CRIR2; or a

phar mag@ikd RBAY REGRARN ARkRed8latcafon Sléfis O5REY Mdeperbiéntly, from

F&??ﬁ%ﬁg (‘? oé gfﬁgsé@' ok Irgs)g P%@@Z; péqr;?h)féd?claxly Vl\qygr%xymethyl formyl,
pifiearoraeteyitdyaml 4miag, menpt HHEeCsalky), Ni@r@alky)@her elkyl), -S(C+-C2 alkyl),
-CO(C4-C;, alkyl), -C(=0)H or -C(=0)O(C4-C, alkyl), wherein each of the C4-C; alkyl moieties in
the foregoing R, R®, and R® groups may optionally contain one double or triple bond; and each

R® R® and R® that is attached to a nitrogen atom is selected, independently, from hydrogen and
C4-C, alkyl;

R® is substituted phenyl, naphthyl, pyridyl or pyrimidyl, wherein each of the foregoing R®
groups is substituted with from two to four substituents R'°, wherein from one to three of said
substituents may be selected, independently, from chloro, C,-Cg alkyl, -O(C4-Cs alkyl) and ~(Cs-
Csalkylene)O(C4-Cealkyl), and wherein one of said substituents may be selected, independently,
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the dashed |ines represent optional double bonds; Ais
nitrogen or CR7; Bis -NRLR2, -CRLR2R10 -C(=CR2R11)R1,

wo bERIBAR10, - OCR1R2R10, -SCR1RZ2R10, - CR2R10NMRIL/IB2005/000251

- CR2ZR100R1, -CR2R10SR1 or -COR2; J and K are each

i ndependently nitrogen or carbon and both J and K are

not nitrogens; D and E are ea2h sel ected,

i ndependently, fromnitrogen, CR4, C=0 C=S, sulfur,

oxygen, CR4R6 and NR8; Gis nitrogen or carbon;the

ring containing DO E, G K and J in fornmula I may be

drosabromat @do,oforroyi,s eyaoo, atnmwrcsnmmﬁmm derming) g-N&i(CL-Cragtkyl), -N(C4-C.
n Q n d

W IP(ghg? 'ahkyl)C 6@) (OB R, &?-di{aﬁ@ eauﬁ@ EOIHASBAH(C-C, alkyl),

rom teroatons N
"K‘Pr@z aélwa< a'&ﬂl’ I'%??é'f"? yNH§9éC0?\‘ea“8’? Bfo-‘E=2thyd pndcS82(C-Ce
gaIkSMJ R&d wFHreh%a&ﬂ.ef(ﬁ(ﬁe @f-Gydikyditid ORRY dily moibtassiin the éstegbirigR® groups

%g gﬁontaYW? S&B&Eutécﬁﬁﬁﬁ Sne %;&gﬁg&b@ﬁﬂ%@’ |n?%|_ ?%%ﬁ?ﬁ&%‘ from fluoro,

@vckyxy) amm:snethy@(m@)Me@ylammsane}yl, -0C(=O (Cr C4
al kyl )R is @? Noé&iny), Koo &ldSYdnldid uérd, Blik wi Bromof\'h’i@ﬂx@ methoxy,

%?(%ép(?%-gy C%CEB%@C érfluggmg{ﬁéi}) Tydrogingkq uoromethyl or

&yl ), -CN, -NO2, -SQ(Cl-C4 alkyl), -SOR(Cl-C4

al kyl )r* ig %Q?J‘Jéﬁ aredly, Alethibky or @iigho;- SOZN( C1- C4

81 Kyl ) plh(% géé%qﬂgpreﬁ)r: each of the Cl-C4 al kyl
gr oup<’ i PYHAPEP Bt Gt Rl groups may optionally
cont aiRY ismgdrogentanmethgiudride or triple bonds; R2 is

Cl-Clz @l NVI' o%@eﬁhsﬁlﬁb’ Qlkl’é#@nﬁlk%)\/ & OBRER™M M GOe gh@ R™ a

kPecray 20 S i blroeBome ety i it e SyEPLOR et e g f° and o
ofay spiiodally®e cg2nal Kyl ene) ar yI is selected from phenyl,

B)a/ Pgtz p’ﬁi‘/ lthetppdv?sﬁﬁaél 'M g@élﬁn rﬁé(r%eﬂér/danngg bt 4AEtdes in formula I,
B, G 1ok i 4o SRle SORTAdR0pN Lo Pach diher; ILMP) Whspy B isotajton and is

pyubledoyitied tb BelibkiyB js GR/RF;0l opyri dyl , oxazol yI and

benzox

al Kyl eﬁge%ac %CS%Q%P%%EIM{/%% C&%gé}gg or two of the
car boNllat orfge GRF, s%ﬂt%ﬂ%'?c‘faﬁaﬁ'%@ytl’e efnfe foflewigg fggmyla, disclosed in WO
o®osgsared cycl oal kyl noieties of said (Cl-C6

al kyl ene) (C3-C8 cycl ogl kyl) nmay optionally and

i ndependently be repl &ed by an oxygen or sul fur atom
or by NZ2 wherein Z2 is selected from hydrogen, Cl-C4
al kyl, benzyl and C1. al ka yl, and wherein each of
the foregoing R2 g ps p{|onally be substituted
with fromone to three substl tLEents i ndependent |y

sel ected from chl /uk{wQ(%t ydroxy and Cl1-C4 al kyl,

or with one subRfitue sel e¢ted from bronp, iodo,
Cl-C6 al koxy, -0C(=0)(Cr C6 kyl), -OC(=ONCr 4

-alkyl)(Cr C2 alkyl), -S(C 1- al kyl), am no, -NH(C

&rl-ﬁaﬁhé’déhﬁcallyé%@ia@saﬁhﬂ@é&f (WheFeirC4 g|4 KY: %( I - N( Cé&
L e e el NG & % ) - 1
aI kyl AisitrogeRoriKy| ), - SH1 - CN, NC2, -SQ(C 1-C4
al kyl g, is- RRIRClcRR*RY Ky QORZRWNW;@T%@U@Y:'R)RW -SCR'R?R™,
FRM Gk GreRloSR ) Lkdek 8] K8
J and K are each independently nitrogen or carbon and both J and K are not nitrogens;
D and E are each selected, independently, from nitrogen, CR*, C=0, C=S, sulfur,
oxygen, CR*R® and NR?;

G is nitrogen or carbon;
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-NR1R2 or CR1IR2R10 may forma saturated 3 to 8
nmenber ed carbocyclic ring which may optionally contain

wo eanyiomse’ t o t hree doubl e bonds and wher ei n onRPCDIB20§33000251

of the ring carbon atons of such 5 to 8 nmenbered rings
may optionally and i ndependently be replaced by an
oxygen or sulfur atom or by -RE¥3 wherein Z3 is
hydrogen, Cl-C4 al kyl, benzyl or Cl-C4 al kanoyl; R3 is
hydrogen, Cl1-C4 al ky!, -0(C 1-C4 alkyl), chloro,
fluoro, brono, iodo, (Cl-C2 alkylene)-O(C -C 2

- al kyl the riggter®aniad RyE.cB.ed, a0 iOfonf(id | naghea sapirdted eatsaturated

%e}nﬁerea qu BRY ﬁ%gygﬂorﬁwgd'n%weane 6o Gouble dbhdis alfldCZHﬁ{] Qptionally

yd roxy C ano am no, (v
nfein f@m;gnedq thrg;@eterm e lmgt maydip@)ryll)dara 51906 105 E two C=0 or
e grdugsd yI)(ClCZaIkyI) -S(C 1-C4 alkyl), -COCil-C4
ﬁlygsr/lol)égﬁ %lal ogtlong@yh%o%ge vﬂﬁ Fgclr)etvrqo %ﬁbé ‘ﬁx&ntz independently
selldeted frommyﬁ@xx; ﬁ@q’qwchlom foE| |odq3y(p-é§1r(;mlkyl)p§lf»3, Tﬁ(o@p (C;-Caalkyl),
mcr(i@b@zlcnylalk )Wd-odm)ﬂ(m cﬁaélhylm1-¢2he|k§|pra~gmmg1 85 alkyl), -COOH,
0

SeErer dnds éé@(é‘méf o oo e ARebCp iy S0, alon, -on.
DT sBO(Credit BkyHayB 0ol +-Se [k}, eB0NHi@eperlgdrandy SONEnTs alkyl)(Cq-Cz
éllk)}l’}%r%relﬁaécﬂro@the@]r’(.ﬁ:@lkﬂ'glﬁﬁbs ARk ht@é%é—R%o@sWiy)opﬁﬁ?ﬂlly contain

one I d subs |tuents may be selected from brono,

of
?"t?tfét"""fd(? PrifRigONds 4 al kyl ene) - OH,
(C1- @Qa‘s Byb&wﬂ()ﬂ-v@l¢®1a.v-0@®nallmhi)am fro@None-tgihgse dopghe or triple bonds,

a% d\ucgln%la&vkéﬂe)l said H(y%ﬁ% FDrhdidty 66saRl (kY- b) alk lene)aryl is
segc feg al]quyli ngh%t'@l(twwwbﬁnfpé%gq @%r(ig Sﬁlﬂo'g Wzﬁé Yrimidinyl,
irdagN@ EirdryCAberzkfytahyl, -b@ﬁZD(D)a(Zthll l@ihladlolyyl Pyrazo@OCpYrrolyl, indolyl,
pyg%mgﬁnox%@o%ﬁ ll.le)nzoxa%% | ) ’ c%o(a?:éyi?f é%(-é' a@yféné}kd@d )cycloalkyl)

oIEET e e PR Sorbel I s A B0 84 Feibees gycloalky
abistieClof Ghidl(Gyt,s ERjieie)(€s$Ci myddatkyl) anagoptiogaliRSargr indgrendently be

%@éc %5:( a%rb%kéeéiﬁ %FIEJ %@ﬁ’uh&rbgttx}(ﬁ@ “MQI%R % rQ%Q:?efdl fESR hy%rogen Cq-C4
qliod @e@qyl qﬂddpﬂg,, allﬁiy@%/ RY whet@(»@agh gﬁthgrq@gqng R? ey (r@y optionally
lﬁﬂsL@EtKMéd with ferr GhéXdCihfee Gdbaituéits indepéddertly seleEidd frofatdRIoH, fluoro,

rmg{oP% )?9‘96’:? 1“7 lcﬁ(gla o#( %ﬁi fn&&h if ernys%regtgg W&{’%ﬁﬁ\gxﬁd? C1-C dalkoxy
WCEFON s o) St PRCr G)al @T%@d'ﬁl) J-Séhd%r@"@ﬁ)eammo 'NH(C1'C2
ARNDANE - @Qdau& %'éc%kyandu@ G5 diyl-Cogens, dign SIEDICROL alky)

%mt CBOR . ol DAL ol B2 38, Do on

BEG; -SO(G-Guaby) b GOnCHCa pbly K -SPAHEG Broaliy)zand -BOA¥@r-Es IS

Q,@g bons t hen G can not be nitrogen; (d) when Gis
car bon mJ$t he daubl e E,
ring &"grﬁ FRIYRY, may o) @ Sét”é%%“e% %rﬂgp%er%gcﬁ Q’fbf(;h%rg'gt%h may
mbﬁoriallyecdmahdfsorad»pamemmetdoumbdmdetahe wheraincbng loe two of the ring carbon
:@{ﬂﬁ GP%%‘): G al m?ﬁﬁ&%Flr?églﬁafﬁdg§ria|lg%n§ %Qpe?IQMQ W8 sblaced by an
PYIIRFHY O OUPENZ dneengs 2 e iTRoveCas: é@é&enzym&« & glkanoyh
t he dR’RedydrdgeR S Ci-epraikgie RO(OHT, | ayd) chlorapfieorb,obrdsp, Ado,S(Ci-C,
M feh Q%51 X, i3 (ci-C, alkylene)-OH, or -8(C1-Cs alkyl);

each R* is, independently, hydrogen, (C4-Cs alkyl), fluoro, chloro, bromo, iodo, hydroxy,
cyano, amino, (C4-C, alkylene)-OH, CF5, CH,SCHg, nitro, -O(C+-C; alkyl), -N(C4-C, alkyl)(C4-C.
alkyl), -S(C4-C, alkyl), -CO(C1-C, alkyl), -C(=0)H or -C(=0)O(C-Caalkyl);

R® is hydrogen, methyi or ethyl;
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Bis -NRIR2, -CRILR2R10, -C(=CR2R11)R1, - NHCRILR2RI1O,
- OCR 1R2R10, -SCR1R2R10, -CR2R10NHR1l, -CR2R100R1,
WO SR3RIBBRL or -COR2; G is nitrogen or CR4 andPCEIB2005/000251

single bonded to all atons to which it is attached, or

G is carbon and is double bonded to K;K is nitrogen or
CR6 when doubl e bonded to G eé#26-E, or K i s oxygen,

sul fur, C=0 C=S, CR6R12 or NR8 when single bonded to
both adjacent ring atons, or Kis a two atom spacer,
vvhereln one of the two ring atons of the spacer is
oxygeR’ ishydrogepenC-Sublkykr, C=0, C=S, CR6R12, NR6 or

CR6, and ph&§), %’lhﬁf pilrﬁzugR@ﬁ%%dﬁr ﬁ&my@nameran%& @fﬁﬁé‘foregomg
|gdependentl

[ fur
17T AGUES AU T 50% I ot SHOERonH Fg NDPGIfsCnep e of sed
Bibstitogres may be(Setbctet emnelpt:ndeatlydmm Humrda ohldedC+©s aslkyl and -O(C,-C; alkyl)
ad ao?ug ”&f %J‘gu@s}@eatst@sy Be QJ ec?ed”ﬁ(gmegr&% r ioB& F i OH. (CCs

COﬂt contain fromaone

lexlﬁ!eéfoﬁor{ﬁsc4aw|6ﬂ?)zr~éf(b ona'W\b -Rbt eFatBRe g\ﬁﬁzecw@r& alkyl),
ENerCoAMHEn-Ce ralkw eQEO(GHT akul), (TG, aa@ﬂné)@mm myu GS(CNGs alkyl),

gq% alkq_ne - el Fr eé(ﬂo cgﬁaéf‘ %31635 7 dc4su%1 Iy, -COOH,

a‘inNtl((th‘e awlbﬁ@:t"lﬁ@n@:sa'bﬁ(%f% aﬂwlthOM'?; %"‘@92@6'0&15'!@} -S(C4-Ce

@IR%) 1j &HaasOXC SCHRMyl) t i @hetddnt dach baRe OP@, aﬂl(yl 4ndICC,-C; alkyl moieties in the
stl gent s | ndependent | selecte %glhydroxy,

e A 518

-C(= O)?Z & hydrageal @y C) alky, @@iﬁ@) g. CPW@,I'UM)'%FIOW Pmmowd@}x €(C1-Cs

&mﬁﬁ cQL&S)Yé )G, mkWCEQﬁ)b@(—C%IkﬁJ kR (- §F31 @%oalldﬁy¢|9|20(c1(-cz alkyl);

- | -
Rifhyf’mgeftb&f@%m °’%¥|‘1<§'1‘%f0{u 2 gl kzl 3 _S(Cl- C4

aI kyI R is IGhogeNG1-G.BBYICINICA  al kyl ), - SO2( Cl- C4

al kyI )mth fh§9%N§K frbt SwiRdntol h)J eﬁ‘aﬂ‘?( a‘re,S%lN(n@%n@ﬂ iPERYAnH(EGs hitrogen,

erein_each of the Cl1-C

e Crooh BUIP R ORE ) SRRy K FE PP DER LS SRageens. hen
Ewan dabbIC&* or C40 bt =eS; k) mtlen bdR2J &rsi HCire CarBorasl daylID ankdiECére carbons,
%}{ Goo% b&%glnkt%g&o gbt) HnB &ﬁ@&%ﬂ%}(ﬁmﬁm b E@Lﬁle%H@éxﬁo @r and (e)in the

ene

g@g @ntgmp\g Jalﬁ(p ﬁ:f)@d S gﬂere,ﬁgp @?Hpegf/o %’PIB b?rélﬁ a@&:cent to each other;

al kyl emehephdmaceutivalieasicetatis st pisactydompbabt hyl

thi enyj, bﬁ)ﬂ?e%&!fﬁ P rﬂde'th%' ar GP%Q %llX\#lm ?%‘ B¥diosed in wo
y? , 7 any

pyri m drny m dazo urany enzo
B@ﬂ%ﬁ@hlazolyl i sot hi azolyl, pyrazolyl, pyrrolyl,

i ndol ylI , pyrrolopyridy , oxazolyl and benzoxazolyl;
C3-C8 cycloalkyl or (C{-C6 al kyl ene) (C3-C8

cycl oal kyl), wherein ope or t of the carbon atons of
sai d cycl oal kyl an NS [Egmfnber ed cycl oal kyl

noi eties of said (Gl-C6 allkyl engy(C3-C8 cycl oal kyl may
optional ly and i ndependent|/ly be’
or sulfur atoma 'ﬁ i s hydrogen, Cl-C4

al kyl or benzylR® and erein ach of the foregoing R2
groups may optionally be subdltjtuted with from one to
three substituents i ndependerR y selected from chl oro,

I W th one

uhBhihe et APfatnt btbnB blle oSN - 00(=0) (@ C b

al kyl Nisnigger@ ®RC r 4 al kyl ) (Cr @2 al kyl), -S(Cl-C6

al kyl B,is aRR8, -CRRARC, LeGTRERK)A") NHdﬁ('l?fR1C20CR1'R2R1°, -SCR'RZR",

-CR?RNHR', -CR?*R"OR, -CR?R'*SR’ or -COR?;
G is nitrogen or CR* and is single bonded to all atoms to which it is attached, or G is

epl aced by an oxygen

carbon and is double bonded to K;
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alkyl)(Cr &4 alkyl), -N(C1-C4 alkyl)-CO(Cr 4
al kyl), -NHCO(Cr &4 al kyl), -COOH, -COQ(Cl-C4 al kyl),

WO gosle(Bar C4 al kyl ), -CON(C1-C4 al kyl) (Cr C2 aP&yiB2005/000251

-SH, -CN, -NOX2, -SQ(Cl-C4 al kyl), -SQ2(C1-C4 al kyl),
-SO2NH(C1- 4 al kyl) and -S2N(C1-C4 alkyl)(Cr 2

al kyl); -NRLR2 or CRIR2R10 med7-forma ring sel ected
fromsaturated 3 to 8 nenbered rings, the 5 to 8

menbered rings of which may optionally contain one or

two doubl e bonds, and wherein one or two of the ring

car borK iatrdresempr SBEWhen toub: bandbe ted ar i @s Knimyoxygen, sulfur, C=0,

Qs eRrekk YARNA® WAsle e.ﬁ@el %ﬁée)a tQ%ofheéﬂéa%S@c@mByatélﬂs Q¥ YI8™ two atom

%r@?ég:é%ge'%gmf th? E\% r'”ﬁ?gtofr@r‘ﬁl } %&?g‘ﬁ is 6}1/3[9@& g‘r%ﬂn sulfur, C=0,

@SQ:RQK%NRF kyCR®, ahthe piber is CROR'Gor ®RDnD, i odo, - S(C

G4 g kyd % ad acﬁo%@gﬂen nt B/ Fﬂ)) C-§3:.%nu xygBh, %ﬁ@ RLAR® when
|s sel ecte |nde endent rom en and
PRl PONEA R ot SARCPENG Hefh. o8 NTPRSRAR G 5 ! 4yl Bonded to an
aﬂﬁmnltsngsmbrﬁct ed, independently, from hydrogen and

Cl- C6 ,al %é 7_6%“&?,%8 ri &t}{a%@l alrgrlf) Qo t(h n?@om fgoqﬁa(i)ﬁ(#om one to three

hydr oxy 1S e
ﬁlpt{ihk@_,bondg,(f@njq_zegjgr tg e}eroatqmﬁelqggpdgrq@ypgyggg nitpogn R4 yulfur and
froiZeka 13, two BEClor @&sadriips) wherbitrielcdsbnadtdtyd of, suckgrethdtare part of

%‘fekrmg(a ng hqox%géaogng ?ﬁf}’; %tbmg\'hr% Ebglw%ﬁt%%a% feOl(J:és Ry

opti orﬁ’al Isy Ce-&nt alkyh mﬁlena!lwuwbémetedt witth | feonb otig; ok nfyo ReLbstituents
Meﬁbr@bﬁt@cm&t&w@nnhm&gemu&bowoﬂos bedh& Co@s] Ef-0Malkoxy, CFs,

WAERRCR.ANG, Loy Blecu | SoRibatd it eduiien e comicrc,
ayHGoLngkRb -HHEGIS-Cs awbscpght eGOMGHCf allyih t-G@NH(Q1-C4 alkyl),
t@@m @J&%Hyh@ﬁm %1@3@(@11@5 RikD), LN oNbpr g@ ©fcsakd), -so.C-C,

a\#ylz,r %6%@%(3%}/%@3 %@e@q%’egllkg&%y E% vyhetef@rigﬁg of the Cy-C

alkiydreupe (€ fbreGiod Rylg)qupam«hywt)Mrellmcqum ofie satwa double or triple
Ey,l;bgt ituents may be sel ected, independentl y from
rom) ,i.0do forrryl cyano, trlfluororreth , nitr

am noR 5NPI( By Rmn)ay OHQQr@iy eantain e ?'@r tocggregmwpl)a or triple
b&HdsOpN Gir (@434adutwdn¢)ary| Giietdif Gaid Gyl adnkdythe ,aryl GEEHY of said (C-C,

@W lsC'\%é%g(%j &p%@él\l(r)gaht%? CgJ éﬁ\j/ll )b(agoﬂ%yﬁl Wlh?fl quinolyl,
SRR, E’D@B’S"d‘@qzk'y"b §ura'w benzefurapyl) angathigzsivirigathigzaly, pyrazolyl,
pirkayl, Cihabayl| eyediofyetily okamlyk nd isamdoxakdlyl! @yioy| eyvmatk@Hor (C4-Co
%ﬁlﬂ ri@q@g H& fo%&g Wherteﬂ\ ng]o gfbcﬁ‘ltlkeyéarb%ﬂ%togs o‘F@a.S‘ wé%kgl and the

ore

8§ & membered cwlwaﬂkybmelet'ﬁs q% s§qg|1b%€t Q"EYIP@H%% g&ﬁ&’é’ﬁé’hﬂ Eiy|optionally
aRd REspRAddEPBR fdplé@éd)by m&(ygewor sAflirRfom SEdyhyA RRereif Z is hydrogen
gé awllcw n%yla??% 8\/?1 e}/n 8%?5! %‘ t%%r%dr 9 E}/ (ﬂr”%&?ymay opqlonally be
nmsntgt;ey wﬂthmerpr(edoOh@e@u@tltgen& l@&p@)}@@ s@gct@q f{ym)chloro fluoro,
R cgé WH@J&\{'alkylt bi \xn{hu&{e%&ﬁl)éln’% Sieckdar o 31-86191@)@ -OC(=0)(C4-Ce
ro 0 Qr r an
AU SGERONE CE: e A s A BDoa et -NHiG Ga PN C:
alkylmeOnt&lkwl NgN(O}-CE, alk§)eCoH G- eﬂl@l‘)analdQ Ci-@er gkygrn-COOH,
3 oRd ] t d_ }
{lﬁéoge o glzut 2 r\ﬁ‘1(§ 0B §lk§? é@)ﬁ% (I§t alﬁ@%ﬂ & Qﬁﬁl)nPé‘ﬂ CN, -NO,,
-SO(C4-C, alkyl), -SO2(C4~C4 alkyl) -S 2NH(C1-C4 alkyl) and -SOZN(C1-C4 kyl)(C1 C; alkyl);
-NR'R? or CR'R?R" may form a ring selected from saturated 3 to-8 membered rings,
the 5 to 8 membered rings of which may optionally contain one or two double bonds, and

wherein one or two of the ring carbon atoms of such 5 to 8 membered rings may optionally
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X The CRF antagoni st nmay al so be of the follow ng
formula, disclosed in WO 95/10506: 0or a

w@b@soeseut i cal ~, acceptable salt or prodrug tPer/s95/000251

wherein Yis CRa, N, or CR; when Yis CR3a or NN Rl

is independently selected at each occurrence fromthe
group consisting of ClL-C4 aligt, C2-C4 al kenyl, C-C4

al kynyl , hal ogen, Cl1-C2 hal oal kyl, NR6R7, OR8, and

S(ONR8; R3 is Cl-C4 al kyl, aryl, C3-C6 cycl oal kyl,

Cl- C2 hal oal kyl, hal ogen, nitro, NR6R7, OR8, S(O) nRS8

SO @Rp@ndeBly-B) INRBRT, byGh-uRyJeRORIIfuF §lGRRL BY NER@RTein Z° is hydrogen,
b (gegé% alli=O NRLOCH(R11) COeR12, - C(OH) (R25) (R25a),

- p.

O n-al kyl . - (CHRI6) R25. - R25) ( R16) .
S 4 S SRR o v
a0 BAKC,-CGyOC2R16) 2 , NR1OC(=0) CH(R 11) NR1OR12 ,

NR10 2. it _ .
NLOCHLH SRR R4 gl e o
subst Baaht Rand1RChetis jeliaghied &g glcaiben pion is relegtedsiinggpendently, from
Rydidden a@dy C3-Cs s, iflubiog @hiods; Gdma | ilseus yhyd@mas hydidiyed,-C, alkyl),

- C6 I oal kyl .. am.no-{,sufpst t.ut | kyl
Koy R0 M (B HES bk (G @ £l -crison,
G- artkic ERHCofs e CE&TPIBPr cCOFOIPEi-frgalksib whereneaeh of the C-C,
&kﬁﬁdﬂéﬂib@? the ifc_fﬂ@@&élcﬂ"ydgd Iﬁ;dﬁd(.ﬁ)h | Egﬂ@)bbt_ionéﬂyp?ﬁn'te%ﬂi &1 double or triple

- e - pyr.i di 4- e -3-pyridin ur anyl , )
Borermyt SRRy aniBoffi s sdadishercgh Al oo o
3- t hi Bhiplsubgituted phehyl naphihdngiridyl 2 pyristidd. twiieegin eagh of the foregoing
A° B0 isWibstitAe it irdhy two RNBOYSubsthldnts"B.zZ@heréin up to three of said

SR s B s hgicent o e, &Y oL BT Yk anc -
NG ualkyiene)D(By-Lqallgl)- And wheint hedif sszidnplbstituents dnayy be selected,

@g%%g%ﬂy, FRAEHHMY, iodoPB AR YARMAHuorER AR it BRBBYINH(C-C, alkyl),

| . _chromanyl, _chronenyl, cjnnqli ,
ol dPRUITEY | AR FOERIGRY P oA TG, aloh. -COOH,
%SwNH(mﬁd‘:,all}ynd_{ﬂdzmmsﬂlz_,a"iyh(@@!w |ajkyl).s SO FNINSOYC+-Ca alkyl), -(Co-
oi nggl_ i sggul

LRAGBRAE orkTP | B LRI SRR M) | S AR S0
Rarlit 1 -G riPlvieRa- by G WSk 98m i f1e Gxie aIRVgRTRy Er-Co alky
osiatal iy the farbgonay iR yrouds My oplineNnyeet substititetylith one or two substituents
FRREFAY Lo SOSAELI. hy BRSRAS bl eoryo sy
pur | nﬁ?ai,s hyGrogery methyl; nalp de-B.el FHGI, fiysyas dpA8|oF Rpmo), hydroxy, methoxy,
RYEEROLY) a;lkypy-cm:&)lc'(c::};ctz ,all@lyﬂiyﬂﬁo@nféﬂﬂyl, trm}dérb?bihﬁioﬁidrmyl;
PYr roLion rro i nazal inyl ., quinolinyl,
qui no§a|'5?/ﬁ¥9f°§¥ra&‘?’%'¥u’8’r Img%ﬁﬁ))% ?r%gqrg’agrn ol i nyl,
t et r aRY drybwgemgn C-Gs@iyiahy dr oi soqui nol i nyl ,
: ﬁ_t r a\k}ﬁlrdt:hé’ Eltéivi_ﬁé’{ﬂaﬂiﬁ |th|e ring lcbRgiRthy lb, E,tlhért&{]@ bfflsmdla 1, there can not be

i az .. t hi ophen riazinyl, xanthenyl; or
T’Ptd&‘tg%ﬁ@ﬂﬁ’ﬂﬁa’ﬁ?%gpi%ﬂ Otb‘?r’ 2-t et r ahydr oi soqui nol i nyl
ei t heandghe piferohcegticalipacceptBiy¢ saltaf eebhwiotmbou®d3 gr oups
chosep f HUNcket SiRRistCGhafAisa|beydr: the follbwing Mehmkila@tRclosed in WO

i ndependently sel ected at each occurrence fromthe
lﬁ?g&of N, CH and CX1; Mis CR5 or NNV is CRli aa o,

rNy Zis CRR or NN Rla, R2, and R3a are independently

sel ected at each occurrence fromthe group consisting

of hydrogen, hal o, hal onethyl, Cl1-C3 al ky], and cyano;

R4 is (CH2) OR16, Cl-C4 alkyl, allyl, propargyl,

(CH2) nR13, or -(CH2)nmOC(O) R16;
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X is hal ogen, aryl, heteroaryl, S(O 2R8, SRS,
hal onet hyl, -(CH2) POR8, cyano, -(CHRL6)pNRL4RL15,

WO g{os0YR08, Cl-C6 al kyl, C4-Cl0 cycl oal kyl al kyPCT/(B2®5/000251

10al kenyl , C2-Cloal kynyl, C2-Cl0al koxy,

aryl - (C2-C10) - al kyl , C3-C6cycl oal kyl, aryl-(CrC

10) - al koxy, nitro, thio-(C €890)-al kyl, -C(=NOR

16) - C1- C4-al kyl, -C(=NOR16)H, or -C(=0O NR 14R15, where
substitution by R18 can occur on any carbon contai ni ng
substituents; X is independently selected at each
occurrence fromthe group gghsisting of hydrogen,

hal ogen, aryl, heteroaryl, B(O nR8, hal onethyl, -(CHR
16) POR8, cyano, -(CHR16 615 C(=O R8, C1- 06

al kyl , C2-Cl0al kenyl , C24 10iltgkynyl , Cr ClOal koxy,

aryl - (Cr C10) -al kyl, cycloal kgt, aryl-(Cr
C10) - al koxy, nitro, tRi0- (/T CNS)-al kyl, -C(=NOR 16) -
Cr C4-alkyl, -C(= NOR16)H, and -|C(=ONR14R15, where

substitution by R16 can occur ar bon cont ai ni ng
substituents; R5 is halo, -C(¥NORI|L6)-Cr C4-al kyl, Cr
C4al kyl, C1-C3 hal oal kyl, -( PORS,
- (CHR16) PS( O) R8, - (CHR6) PNR14R1 C3-C6 cycl oal kyl ,
g?a %ééﬁﬁ&éh a&%ﬁ%g§élk6(rw5dfu96\5¥r€of( \WeréﬁlQ)ls 8K¥! N, or CR®;
(ﬁ oXy, cyano, - cycl oal koxy,
n| t roW %ﬂﬁ'ﬁ& @ClO) al kyi, thio-(C2-C10)-al kyl,

SOn( RR) is ||6i(epé))d§8t|y £¥(echiOrt 6)ad=li oaurrenGE FONNRL 4RUB comn@ of C-C,

5@%2-6 %Reﬂg é;é%%@ngnanaugbr%gu% nhmypﬂhhﬂggg@gnggaaw R® is

G‘a@h alsdc apt rices PYCORIYINEGe &ai&a'&ﬂng?'g%" itrgf Nﬁ}/'ar §¥en, SO’
CLoR, al kylg(= @B}R@RO cyclogad)kRFR’, C1- CeChd , (CHz)kORB
1k l-al 52 kR13 3, 16425
ég@@gﬁ%@ﬁ vlal 5@@3@1? 4){%7@)8 (cr-&)qr‘éB}%Pm {(CHR™®R?,
C((@éxﬁa)(iﬁytprn@ﬂ@r t@aw 'wotaM‘ﬁr corm@ﬂ%r'ﬁg% HeCART -GH(COR"): ,
NRI"Q(@%M@R*QNRHR@ aﬂé°cmk11mmkfzyswsbteteutmmcb|w tsbbstituBed C,-C,

%éﬁnglpngs%ﬁedtcé 'af yny T;b%élﬂgqo l?b)%nsallkg( r’égyl ?{Hﬁ%if&%f ?',e s) alkyl,
&W‘E(Blbatltktfﬂ)Q-QJH@@QXYCEU@F'MS?F’)% (-N(QY!EID%V' a‘FfR'?‘P “fspbstiijted G;-Ca)alkyl,
%étﬁil&éd’ C, @%ﬁ(ﬁémﬁﬁ @tlléfy Eﬂbstltﬁt(cﬁﬂﬁj R RSN Séc@ 8n akyY &arbon containing
SR A AN 0Bt y SIS | Sty i graetpgpovricing,
Hmethyl®pyrciomb i el emé.dS-methMl-a ﬂueamzlo ardedinethyl3tfarand.d2-thienyl, 3-thienyl,
Eslgltegﬁlﬁégitﬂgpgl?n gltﬁeﬁ@m%aln§|09atd9%r2|n§/lo fa@étmr@l h%@ﬁ)ﬂ’c)’@h’ﬁhdazolyl
|
S Pl REALE] 2 B Edb b SRRy At ol cdmozoi,

-q@iioelidbylal kedi1,2,5Ahiadiaz@vie , z@nleRZS az@inyQ) , aBp0yln, benzofuranyl,
%\%ﬂ?@f@é@ gyéggogl) goh‘)ag\th MB’FI i Q(n'ﬁ'))l(n Q)aca droqumollnyl

I‘&’nRZ% is | nde end 03{%
ety e dnigazolidioh d'ldé’ iAo nindAY: oFORFAZ YRR st'? gromanyl,
ebindoyisin, 0 gendoldl iscquindlikyll benzrGdazolR) isatyiatahdl legxaabily Imorpholinyl,

r(eﬁﬁ%r% %E&g}gso%% @Réé%hdmg'% lf}%ﬁélnantllﬂ'ﬁﬁr@ Bﬁér%hthrohnyl

r@p@qygr menogtmlng{ pbqnomruh RhHRlegipY @,pgrqzsmylb@lpendmyl pteridinyl,
sSR! inyrdh@d p i_'chidlﬂiyl3 p@aLIling, ﬁﬁbﬁﬂ}ﬁ eﬂyrfdéﬂmlt Binidi ppyrrolidinyl,
%}19rESI o n y]lo q%&{fe@@y( %I%!n | lgwny)g? NH( c%.l %I%iﬂyfa B)carbohnyl
th(rﬁ'ydrﬁﬁjraiyky [t§tahydroisaquinolingt; b detsahydBBRECIRYCE tafrdaply) , thianthrenyl,
tﬁ%%fﬁ' thi@Bt‘?en% 9)9%1)9' xa%érﬂjl;lﬁy l1)tt.":trahydroquinolinyl or 2-tetrahydroisoquinolinyl
either of which can be substituted with 0-3 groups chosen from keto and C4-C; alkyl; J, K, and
L are independently selected at each occurrence from the group of N, CH, and CX’;

Mis CR® or N;



10

15

20

25

30

35

RO is independently selected at each occurrence from
R10, hydroxy, Cl-C4 al koxy, C3-C6 cycloal kyl, C2-C4

wW@bdwsnydsp7 aryl substituted with 0-3 R18, and -PC/IB2605/000251

al kyl)-aryl substituted wth 0-3 R18; R10, R16, R24,
and R2 are independently selected at each occurrence
from hydrogen or Cl-C4 al kyl:30R11 is Cl-C4 al kyl
substituted with 0-3 groups chosen fromthe fol |l ow ng:
keto, amino, sulfhydryl, hydroxyl, guanidinyl,

p- hydroxyphenyl im dazol yl, phenyl i ndol yl, and

i ndol VMR ori; V\,hen t aken toget her vvlth an adJ acent
R10, Qrsebézq-ﬁij)t R12 i s hydrogen or an approprl ate

am ne grogectl qQu i 109 ro
o boRy Re i B° b oateprsn SIS R Ear o derdRiish e aroue
ccndsmgmﬂeydrd)gens@lcecalememl eaChalit @nd eyanee from t he

gr OUPRC%éMté#E‘@ c9fc4 i, S BropsigHdCcHIRR PGS @12),“0 gﬁ))R‘e
cyano,

cycl oal are | ndgpendent |

each &cub#esede W'or’?ﬁeﬁ@w@r 5(5:&?23?&%3(;31“?%’ g‘P" h'

QGHQEEQNREREJ TR’ -G Goydlkyl, D€, RyBipalRiakyl, £4-Cqoalkenyl, Co-Cqoalkynyl,
Q,E&gent | i 8' 80} %ﬁ%at %a cyQIGEWIr en%?yl ((f %dnegtzah?oxy nitro,

hSI S 1415
m(§1-CNR2's¥b24-C(dN%R’(6)c§cr Sl KGIENGR Tta) Onl IGFONALRY where
bubstithibape Rieddhlogcs ?h a6y &fbdtcordibingsamtituestsce from t he
gr oup,cngi
hal oaf(k ﬁwd%ﬁénggntig ?(ngcped %3(/ Q@Rg%un@rlcggﬁ{/}% r;tgé' conSIstlng of

hyvmg@e,nd@*ﬂgey s@N’ecﬂ“é@m&fy' eaR)BocUrREIREY. f FHR HeOR cyano,
Q{CHRﬁ) RRMRIPSt CRO)RA CJ-CQGalawkyd:er@eeeﬁ c@LC patkyyl , Cr-Croalkoxy,

LB B, i R EL Sl o Frop L LRNOR')
§r-6u§ikxhoﬁfﬁ NORAYH. ¢ihd RE(=0)NR 4R) Refere sipgtitationchy Ry leamhggour on any
ﬁgodc%nﬂamggﬁzgi,@ﬁ,ﬂsy sel ected at each occurrence from

and %6 g)&ﬂ? ﬁgﬁ\'&g %ﬂ@ag%egff;%g éc %&"a'é) )éacé'-'HRm)"ORa
qeaaﬂps@)@ f rdﬁHRﬁz\l)aA 1& tp (Zae?fhs @I(} Q{CIo;AlgyloL ;;E&nlbgﬁmoalkynyl
§'§ﬁ§(@-c’\' %Régﬁ(& oy CE ¥FddRAKbIY hitro; 10)-alkyl
e

R&ehn eousr gycerbbn oontsifieg gubstitpentonsi sti ng of phenyl
Zy :naetz ﬁ* %ﬂd U qugﬁ gdent ﬁsef@%fe’fi}élt egb'hﬂ%[:ur@n@é/ from the ?roup consisting

of @d@g%m 6 agytf Ge- myclo@kw r91 e%ﬂ kox;e y{\f éﬁyplog\@’ (alkyl, -(CH)R™,
EeHRYIOR’; L6 Clalpiy-bry), Beushar.vo Sd)pziyhyor , -(@-Guplkalhetgroaryl or aryl,
\gﬁﬁ&%b&{fn%ylll ’fr ﬁy\%ﬂogg%g ﬁé artiéetB}{élfy%Fﬁ#ﬂR&% l_vgntih r;l-% ?roijps selected from
the |97qye cPRRHYY of wgmse@rf@bg@r Ceabkvl/ Crofer HEY: zEI"HSVI’ NHC(=O)(C1-Ce
SNYL, N (B5-ChT AN (OYCs am“yr» dmiﬁyl carliok9.C CO¥(G:-Cazalpyiinydyano, and
NERSALL SRYc SR ARG oy 635 REELAL T RTRY ot
wittd 613 Ryl or, | wittol| 13021F>‘lﬁ§fled W'Wdﬂ)?yqommogwbﬁiﬁﬁhﬁ%ﬁ'ﬁﬁ%“ can be taken
o3RI fﬂ?tﬂ)é heterocycle, said heterocycle being substituted on carbon with 1-3 groups
consisting of hydrogen, C4-Cg alkyl, hydroxy, or C4-Cg alkoxy,

Ais CH,, O, NR®, C(=0), S(0), N(C(=0)R"), N(R'), C(H)(NR™R™), C(H)(OR?),
C(H)(C(=0)R?), or N(S(0).R*");

R® is independently selected at each occurrence from the group consisting of
hydrogen; Ci-Ces alkyl; -(C4-C1z) cycloalkyialkyl; (CH2}R?; Cs-Cio cycloaikyl; -NR°R’; aryl;
heteroaryl; -NR'®(CH.),R°R"; -(CH2)\R?; and (CH.)heteroaryl or (CHp)aryl, either of which
can optionally be substituted with 1-3 groups selected from the group consisting of hydrogen,
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I soi ndol i nyl, isoindolyl, isoquinolinyl
benzi m dazol yl, isothiazolyl, isoxazolyl,

woreroslozdsonyl , napht hyri di nyl, oct ahydr oi soqui noPCTIB2005/000251

oxazol i di nyl, oxazolyl, phenanthridinyl,
phenant hrol i nyl, phenazinyl, ghenoth|a2|nyl
phenoxat hi i nyl, phenoxazi nyl ,-3Pht hal azi nyl,

pi perazi nyl, piperidinyl, pteridinyl, purlnyl,
pyranyl , pyrazolidinyl pyri dazi nyl, pyridyl

yrlmdl Pyrrolldlnyl pyrroli rroI

d@|099'2 &11‘-{1%'@ GuriGa SkoKyy |amingpy N'T@k-a@)(%ﬁs aligyl)i HU(',CFﬂ'QjSI i), N(C+-Ce
B8y, h@b | adoxy, CeL,(calay ke, %&émyénd s(esz(cazxglawyu,)
;glnfl Et nr}ggﬁ td%!lt@/t ee{éégaﬁlyad 8 uf)ﬁcg?/r?l?]ce fFo(Srr\ R °n¥|ydroxy C4-C4 alkoxy,
TstQat m&mlﬂvimf&&q udlkesivi. rary!  eubstiteted oWltvaQrQ:rR Gaande(Cs-Cs alkyl)-aryi
§up§{ﬁdtm,@% yReh 0-3 groups chosen f rom keto and Cl-C4

al kyl;_, I ch can be tlonall stituted wth

0-3 RFY Fﬁ s m?ﬂé’d%rﬁﬂ%\ﬁ‘f’?%?“ "'léé‘t"%fée "gl:‘??"%%‘&? frei fydrogen or
fmmnatkhle group consisting of Hand R25; R27 is

| ndepgadent loy amlssgétﬁﬁeo%mqaﬁg oBSE LS Ey thmglosv@g: eto, amino,

group consistin
éPWHSY\ hyC&Q(ybﬂu%nlq{ryjqp hyggog;yphewl tmlgaqu:sy&l?gnyl Hr&qoéyééqd mdohnyl or,
amgh Gkyn togétderivath @n adigcdne ROpare ¢@iady y | i nked t hrough O;

the ;,?%t”s"%@d"*%’e%?%n%" SrRphal hps WagREELGT 8 i %9" or an
@apre&r@t%sﬁéfv%wq@ﬂdp WPQ gramfoaﬁqula C 4) alkyl; k,
and r rit B indegepientiesdidcyedsat|each ectuméncedmin mecgwdpecrmeistmg of CN,

f Mol [ ndentl y, selected at each
oc@drs%ee oS 3r(§ éy@ggm g, and z are independently

sel ectfe dafbi’tR 2 aretindspensienrrelecied gheash geourrepgedfram Hieairoup consisting
lohslRiRReslentd.y cﬁﬂﬂaﬁ@f-ﬁ@l &hd g@ch occurrence from 1-6,

e WA s gabentSfy soidctan el ¢80 adbyRie ol fie B85 cohbipng of R
S+ RkoRnbEl RORET, @Rf’-?eNRZSRZ" {t)(Cafid alkyl (CsCamtkayy;, t hen
(a) RR &@ﬁnd%ﬁénd@ﬁtlyn@ié%iﬁd é’M&Séh a%cuﬁerggl f@n\dm& grdu§ ddnsiéthy of R™,

5 s
R ] %Pe('éf g G A R A eRand xim e

OCHRCHS inde@andently sR¥écled abedehloccurience fian) theramrconsistingef C,-Co
%RQI“&' é"EyBISaIMW ?BH%WF@'-" dar§ arﬁ%@osﬂtu@@'vﬁh oldR'e.R5 can not
o and X R5 can not be ©
- CH2@—I i r‘"de@'ﬁ@ﬁl@tweﬁe\%’é ﬁa% ?Cé’“rr@@?-l% %rﬂ]e soup gopgisting of R
c&omﬂeand\czarxwlk‘énﬁr e N Zis CH R4 is ethyl, R5is
| SO- Egapé(llnde&rld%nt@rsele)ééhsat 'élércha&guir&e’% %msthgb‘%up eB¥ting of R™®,

OH, pi perazin
S:Cﬁ’z?a'k?ﬁyp'é‘? R rAnd hygroxyliopp - (N- 4- et hy |l pi per azi
n- 1- yIRF is indéganbimtip Belasted at-e@Rbtcurrence from the group consisting of cyano,

OR?*, SR** NR®R?,C,-Cs alkyl, C3-Cs cycloalkyl, -S(0),R*', and -C(=0)R%*;

R®, which can be optionally substituted with 0-3 R17, is independently selected at
each occurrence from the group consisting of phenyl, pyrazolyl, imidazolyl,
2-methyl-3-pyridinyl, 4-methyl-3-pyridinyl, furanyl, 5-methyl-2-furanyl, 2,5-dimethyl-3-furanyl,
2-thienyl, 3-thienyl, 5-methyl-2-thienyl, 2-pheno-thiazinyl, 4-pyrazinyl, azetidinyl,
1H-indazolyl, 2-pyrrolidonyl, 2H,6H-1,5,2-dithiazinyl, 2H-pyrrolyl, 3H-indolyl, 4-piperidonyl,
4aH-carbazolyl, 4H-quinolizinyl, = 6H-1,2,5-thiadiazinyl, acridinyl, azocinyl, azepinyl,
benzofuranyl,  benzothiophenyl,  carbazolyl, = chromanyl, chromenyl,  cinnolinyi,
decahydroquinolinyl, furazanyl, indolinyl, indolizinyl, indolyl, isobenzofuranyl, isochromanyl,
isoindolinyl, isoindolyl, isoquinolinyl benzimidazolyl, isothiazolyl, isoxazolyl, morpholinyl,
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-CH2O (4-pyridyl), -C(ONH2, 2-indolyl,
-CH2O (4- car boxyphenyl ),

WO Di{oS#298HB) ( 2- br onp- 4-i sopropyl phenyl ) ; (2) R2 PGTI/AB2005/000251

CH2CH2CH3 then R3 can not be -CH2CH2CH3 (C) when V, Y

and Z are N, R4 is ethyl, and (1) R5 is iso-propyl, X

is bromo, and X is H then (3 R3 can not be OH or -
OCH2CN when R1 is CH3 and (b) R3 can not be -N(CH3)2

when RL is -N(CH3 2; (2) RS is - OCH3, X is -OCH3, and

X is H then R3 and Rl can not both be chloro;

fraphthwidingr esfatydrgiseqtinoliptheprazplidinyl, xagphil, papraniiriding-phgnanthrolinyl,
Mhbﬁazfﬁﬁﬁ phé?ﬁihla(za)yl atphbmsﬂmrg/ne &fe?v/axai{nylan 3htZal£I2M§ﬁ biperazinyl,

ey Sl e myfecdh e e e R PR, yrimicin,

ipgrr@RRY!, hyrtingl, Wm!bétqub@zrwnideqmmohrqul)qumomnyl mmcl@mw B-carbolinyl,
M%ycﬂ%ﬁn}( @ﬂ'gonyl afhiniNréMyi, Vm%lyv ihid lg?ﬂﬂat gle ﬁaﬁthenyl and 1

dftr@yd%ﬂquwlmyle% 3—t§gg%§o§iql.@?’luyl ﬂ;l?er ohghn&téﬁarh s%’ututed with 0-3
&rqups clebisary from ketdahd/C+-Cj @il i nyl, i m dazol yl,

3 pyr 'éi*anboh.ch éarpyé bﬂloﬂ?lly' sugst[nﬂ@é ik 0% M;lh %d@)‘éndently selected at

P aran net hyl furanyl
ga@ ?ﬁ%‘é‘i’ﬁ? rg ”feuﬂr%‘lﬁ’;ﬂms'%'“ﬁ Hf 'éﬁw R™3-t hi enyl ,
5- met IRA isandehéreiantly, seRelel @heddni c@zurrente fram trd&gnwpazinary&ng of C4-C;

Gh 1047 o G}, R ks gl v, o
Waﬁewcy%@tw@ﬂywesw‘gﬁlg 0c1-C4 al koxy, Cl-C4 al kyl thio,

cyano, Ra’amlrﬂﬁper@aﬁtbaﬂléyﬂed abéachlocbutrentkadro e, grarpobd ondisting of C,-C,
R S ut e
ST ool ISRt ‘“%' e L ST Y
vvher elknm U0 @rwnqi@eumgy sejected at EaChMCCLZfenS&' frqm 11‘h n, p,
%21 , ggs mhfépeﬁ@antlﬂ@lectﬁ’é-it, eaai&;cuﬁarﬁ:e 38?:@).-2 R18, R19,
erl ne
R25a, P %é""{e 'E‘?ep?“"aeﬂgf SR%G"*G% 8%‘"58““\/ o @én al so
be Clia@Ad witejindeppugently se@ctqd amaohgcazgn@@cea‘rqwi 6 C2-C4
al ken)bbwd(é?th@ﬁwﬁdnkmmk ane & el Latr& oty CHhéHdQG%rCRsafﬁbﬁ‘o

IR AT R L A R (R e '%5%41@@#@ aErebed at

each occurK‘enceaﬁdBﬁsMygﬂmp consi sting of hydrogen,

halo, C1-C3, alk éb' A ri’i""cér?not%%ﬂvyi@i&)(ns%@@é isfeft 1S

t aken toget her V\g R29 to forma 5-menb dHh%(
is -C(R26) = Or N: \ﬂ.'é:ﬁn not be —NHCHg, or -N CH3)2 when X and X' are —

OCHg; and

(%) R® can not be -N(CHj3;), when X and X' are ~OCH,CHj;
(2)  and R*is ethyi, then
(@)  R®can not be methylamine when X and X’ are -OCHg;
(b) R® can not be OH when X is Br and X' is OH; and
(c) R® can not be ~CH,OH or -CH,N(CH3), when X is -SCH3 and
X'is H;
(B) whenVandYareN,Zis CH, R*is ethyl, R® is iso-propyl, X is Br, X' is H, and
) R'is CHs, then
(a) R® can not be OH, piperazin-1-yl, -CHj,~piperidin-1-yl,
-CHo~(N-4-methylpiperazi n-1-yl), -C(O)NH-phenyl, -CO.H,
-CH,O-(4-pyridyl), -C(O)NH,,  2-indolyl,
-CH,0-(4-carboxyphenyl),
-N(CH,CHj3)(2-bromo-4-isopropylphenyl);
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R29 is -C(R30)= or -N=, or -CH(R26)- when R29 is
-CH(R30)-; Xis d, Br, I, S(ONR3, OR8, hal onethyl,

W0 0@siR7986) PORS, cyano, - (CHR16) PNRL4R15, C(=0) RSI/IK20e860251

al kyl, C2-C10 al kenyl, C2-C10 al kynyl, Ci1-C10, al koxy,

aryl-(Cr C10)-al kyl, C3-C6 cycloal kyl, aryl-(Cr

Cl10) - al koxy, nitro, thio-(C 33€C10)-al kyl,

-C(=NOR16) - &r C4-al kyl , -C(=NOR16) H, or C(=O NR 14R15

where substitution by R18 can occur on any carbon

contai ning substituents; X1 is hydrogen, O, Br, I,

S(ONR8, - (VHR TEJSPORECHISA: trentRS wan netpar@H2CHCHs

A G )PNRilaérRll&aﬁa(zQ)sRSR‘ Shofband kvl 2 m;)al |k§”|yl
ny 0) - al ky

C3-C5 cycl gél kyIR 'sd?%m’iy ﬂ'&"oa?rigc&f(ai A9 o,

t hi 0- (C2- C10) - al {ey! , R® G4n=DRY O}H-dELOCH,GIN iién R IECHBIaR

16} or O =0 NRRRIS by o BUAREH Db AR 6"

occur on any carhon contai nin stltuents3

hal o, - 16) OG- iskYPHs emd &g B g R end ‘&3‘55‘” not both be
hal oal kyI C1- Cenladokfurtyer préhidetiGhdtOiRen J( KHBASD) 25 &) CR8and M is
( CHR16) PNRL4R15 Gl?iheQB cycl oal kyl, C2-C10 al kenyl,

C2- C10 al kynyl , T(C 2-C10) - al kyl ,

aryl - ([01- CEU?aSéPMW Y@pdfanustBe M5 cycl oal koxy, nitro,

am noE)Cr  Ghéh val dw'P, z dnbiivasah Go@otrabdayl ,  SOn( R8) ,

C(:O) Utl O e%@sél%)'iangr\/c%ngpgg%&%s wher e

subst an occur “on any ‘carbon cont ai ni ng
subst (@) uenWQenR@%dVPIﬂﬁﬁ@Sﬁhﬁ?ﬁ‘eR?éﬁdent |y selected at

eac h @pcur zeagBe NbﬁMB@bd}ﬁ QWRd ¥QiRS NSk whgh Vis dR'eamOeR,CR®;

(C4 ngl kyyg?r@ﬁgé%a?réﬂ P %@QO@nglFEHZlI 031%&3 e&gl and R* is C,-Cs

al kyl ) - ar yblkylh & exen oy ibe 2pyidinyl, Sfdojvk- nawnylorrmda(z@yt, Gepyridinyl,
al kyl) - het grogdiMd, or ZarrnEﬂhylVﬂWISIhﬂ t he 4afathyl-8pyridinyl, furanyl,

het I t1tut 1-3 ...
B O e B, sobArelhr R, e ST 1 S niony,
Cl-C6 al koi-ynetiam?-ﬂmnyll\ﬂ!-@@et@h(@nyl QBi-pyrdairlyl , NH( Cl1- B

al ky'g; N erﬂéaﬁéme)r@z.Q'cwzq;z.&ﬁrobexzze%a.m‘@ccaankyl RS, X,

al kyl ), cyano; ken for

- (CH2) gA( cﬁw‘?fx 85t ML) GFas GiySt ik G oKy G5+ Biyithio, cyano,
or, when cewmbderiethow, bnCiOealkcamoppand/R alstCGahetkyl, then R* can not
ni t rogen, t | e,
Cai ot or EEMREEREERRABIFLIRIC G D TBURISAERANE 3
gr oup%“dc‘i’ﬁ%?'@t"ffﬁ@\(d?rc ydrogen, Cl-C6 al kyl, hydroxy,
or Cly,G6 Lakoa, k, i6n, ipSq, |rndﬁpe3nRé’an1yR‘§,elk‘é011éd2“aR1geR&’hR23, R*,

f t | St .
OCH 55 M 5 ER0P) ] o Bl 888 i o
Q%/@I-%aﬂllwylbm (Cl1-C6 al kyl)-aryl, heteroaryl, -NR1G,
- N( CHZ ig\NR6R7; - ( CH2) kR25, (C 1-C6 al kyl)-heteroaryl

g[el 22 Léﬁ ! onﬁ'@’h aéagsﬁ‘ r gze%" Xnyéﬁaﬁg‘{(orﬁgxycj_haagen amino,

rabthyjarymoemmtbylarmm(aﬂ@)oc@thylcom-mekyla)nmomlel(hwl C6 al kyl),

N( Cr IQG@ k¥bpehdentiyt defocte a4tDEREY , odeliPéried - fidhn AhK lop @MBlisting of
.S i ndependent |y seipg) Ig{gd at each occurrence

tP)%/dEﬂQ‘F'P?I'G"’ tyGr 8%y Nty 2o AN 3 C3- C6 cycl oal k
C2- CARaib It&kayto,geﬂaadmhrl%?? toSorbed $-tmetmbdrediribdn afd iS @Bg’))/ &l N= when
N "\ el.eelgenat each occurrence
fromeég fglu Qﬁgﬁg@?%é%ﬁﬁ SEHE): 1 19) NRMR'®
X is C S(O)nR OR alomethyl, -(CHR )pOR cyano, ~(CHR™),NR"R
C(=O)R , C-Csg alkyl, C2-Cqp alkenyl, C,-Cyq alkynyl, C4-C1q, alkoxy, aryl-(C;4-Cqo)-alkyl, C3-Cs

cycloalkyl,  aryl-(C{-Cyo)-alkoxy,  nitro,  thio-(C4-Cqo)-alkyl,  -C(=NOR'®)-C;-C,-alkyl,
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of hydrogen, Cl-C6 al kyl, C3-C6 cycloal kyl, (CH2)tR22,
and aryl substituted with 0-3 R18; Rl7 is

w0 pabspeasaent | y sel ected at each occurrence froPCT/IB2005/000251

group consisting of R10, Cl-C4 al koxy, halo, OR23,
SR23, and NR23R24; R20 is independently selected at
each occurrence fromthe grodf consisting of R1O and
C(OR 31;R22 is independently selected at each
occurrence fromthe group consisting of cyano, OR24,
SR24 , NR23R24, C3-C6 cycloal kyl, -5(0) nR31, and
OGN BPISor (REBINRI ‘RIS wiherg ewbstilbtionelydyj&¢an qro@ onganipgargn containing
Q.{b HlentsC2- G4 al kenyl C2 C4 al kynyl, hydrogen, Cl 2
hal oge -4 al a ‘gﬁ éss 51 hl
t oget er'svvlhﬁ’%ow t&"fo'?mh f%ég rrgcé]‘ M hg aﬂ'ﬁ'e g, cyano,
(@Wm"‘mﬂheﬂ:@ﬂz | €4-CCHIKRR 85 2-C10alkENRB 0F2-Cro, 0 RIkyriMl, =Canfi@ nalkoxy,
arP/Ik(b C1°g§|%) Cx Cor ¢ oal‘qu an‘yp(c xd&ﬁ%@@{y Q'}ft?cpo thiedCHe 10)-alkyl,

%NQR “XGar %cﬁk‘gvl 6?— R r)ﬁé °r|l@31O N “@&reasr‘%%‘“tw&%’y %718 can oceur
&Véﬂy@a«lbksybont@mn@mbbmoéats C4) al kyl; provided that when

J, K gand.L ar@(-ﬁHR“?-'&" -cMaikiL %Q% ékjl CCH§ dg%afkg @"%6 alkoxy,

R28 is I—? 1S'1S o N
w16)d%n(m6)§dﬁ)nﬁot(%é1 WNR p; c@rcyclow,\pgcmaﬁq@nw CzCio
C!éfylherar)m-(@\/d:@%jky‘ Jhasrymes,Jalkdkyandydnoar €;&8k| dythballdxys nitro,

o RS B DR, 8RR e

Wii2e sUkSRy iRy R'D@piqcouron aay feyhon caPieiping skesfifuents koxy ,

CH, Oﬁs aﬁd@(QarH%eMdent(y@elea%Q at 8ad; octltRncd R itise §iOlip consisting
%f&y%w e )é g{km caﬁ oq‘i’tgP Cﬁé—d@‘% E%Rgazy %cﬁ%ikkl%ikﬂ {:;11-86 alkoxy,
G- G:osalkw)tarﬁ,diemgemyloarylmﬁ(ﬁy-laryl Pr €6 Ca Ay GinpeaIn @5 ayf wherein the
%ﬁl' hgfeﬂiéﬂ/l 'ngGbéJgr% Jph%ﬂy “hR1iteied with 1 ﬁ\/gﬂoﬁps’\keldaﬂedlfﬁ)m hydrogen,
feoai iy 3 GeCrAlp” ApBRANGPONFEs altl: AGECR By puer-ca
aky)et fiyd,; carbdxy, COLE,Hs aRYl)i sndreyamp] or R8n ibe taker together to form
?B%AR;A(F%)' %ﬁonaﬁﬁ' sub%tltﬁféﬁ I'\)\Xth 003' R?t &Yhhe@%sr&k& with the commonly
@@pm nltrcp@nr garb,bﬂ takeNR@pgtherot'o fa-_qs a %gferpgyclﬁﬁﬁglheterocycle being
ﬁlbbt}{uted Efn bﬁrb@\/ﬁmh BB, graps caikistidg af Hygitopen, @03 2By Bydroxy, or C4-Ce
aa‘L , ad, or O(C1-C4 alkyl); and v) Vis N R1

tyI R3 is aryl, NR6R7, OR8; or R4 is neth
et hyl R™ )8 prggie[qg@entgr Selegtedat. ggphapquqrencm fram the @29!.% Wfsrstlng of
Rldrogh, CRIC, 04y, 1~4-Gab) kyycloalkiamlyl). (CE B, OECRL cytioalkhle -(Cr-Co
VBIES, haBhat SRR i oy o o
SMibTIP G slitwadeWith &R cdioups sﬁfctaﬁéromzhyﬂsog%d@t?@ﬁ@e@n%a"éw C1-Cs
Hrb99emit QMC@ONE-Ep 4wl mrel-by lalkyBdiNg@}-Cealldy,, nitro, carboxy,
CO,(C4-Cs alkyl), and cyano;

R® is independently selected at each occurrence from R, hydroxy, C;-C, alkoxy, Cs-
C, cycloalkyl, C-C4 alkenyl, and aryl substituted with 0-3 R'®;

R and R'® are independently selected at each occurrence from the group consisting
of hydrogen, C;-Cs alkyl, Cs-Cs cycloalkyl, (CHz)R?, and aryl substituted with 0-3 R™®;

R" is independently selected at each occurrence from the group consisting of R,
C4-C, alkoxy, halo, OR®, SR%, and NR*°R?*,

R® is independently selected at each occurrence from the group consisting of R

and C(=O)R*';
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C5 al ky); C7-C10 aral kyl; C1C5 al koxy;
trifluoronethyl; nitro; nitrile; a group - SR where R

w0 goospasoygen, a Cl-C5 al kyl radical or a C7- CIPCHIE063100251

radical; a group SSCOR where Ris a Cl1-C5 al kyl
radi cal or aralkyl in which the aryl portion is C6-C8
and the alkyl portion is Cl-34; a group - COOR where
R is hydrogen or Cl-C5 alkyl; a group -CONR R' where
R and R' are as defined above for R; a group -NR R
where R and R' are as previously defined for R; a
gr oup R iCioiRRaRently sélRatébat eatreseeulReance frdmRie groak ewsisting of cyano,
ar \ Weshbk Lh e s.t hey are

b?a?‘z E th & 8%251}&05@)‘9 %&%er eh&)h%tfdéﬁ;cycl ic ring;
or a §rd%bv IOQRIFI@CN*@W where R and R' are as defined
aboveRF“qg cRc,, 31, k:%clmankémm Qralkgsyl, detiioped o, a3, dRbxameiogen, or
ﬁz Sk drogen atom Cl1-5 al kyl; hal ogen; a

81‘8&9& group; or a fornyl group, R5 is Cl-C5_ )
aI kyl R*as tazemg@wrlvm’elwrpfogﬁ uiye mamé?reﬁ 589 RYd ig1 F/H(R™)- when R
Br-oH 24n @yﬁﬁ@hotm&(@uﬁﬁa&l@(hzspﬂm Nen is C3-C7 and the

al ky
6| sFeaB RO TR s AT CrouRERN gl Byro-Akehi. nivo,
pmtdbmart&mloea@no,CS C3-C7 cycloal kyl; a

CyC|C3°ﬂ2§¥babk¥lkyl Qfaav,n:yuaauwwoeavmﬁ-cw pldtited RRE Wh&HV, K, and
S a

i &
LSBT s PR RO e on o s e pono R
C8, @enaiRitl carheot &k ki FCOsH, 01 -CHA:NHa: dngdurthey aiokiged shptiwhker J, K and L

iZGOnIdHa al kyl's are C2-C10; or an
El%(y"%‘ﬂ 'wklg](l;hhigl k¥l radical_ | al kyl s are

a
C3 Clé\ an5 ZsTcéRa)T Eﬁt‘ eemedi y°r§Jb'§FYq’?ﬁeé'd bi - or
tricy@)i c afossy itendR® kebehaarNHmNDe Cff:p GE:H.a@d-alkyl, alkyl, acyl,
31&%%#%?”@:5? BQIEW” addition salts thereof. X1 CRF

goni st’s |lowing fornula, disclosed in Q.
97/ 296®9, Rays NI ben Be ieAgSImawhIf Xion&] 378 ooy g anethyl and R is nitro;
8t er eoi sorrers and the pharnmaceutical ™ acceptable acid
addl t i zﬂgls &Jﬁ%ﬂ?@l&?&&ﬁ@g&\ﬂb rthgtl'R @n&!ﬁi‘élﬁ@e%r methyl.
06al kg?tetemreé COrRgPUNgs Wyt@s @gemmc'aﬁe e \Wrem
C1- Cogl kyl gud i, 0tTyd mefyl; SRR KYArfIUNRTX yor @R*Cr C

6al ky|. t hi o; ro 8

di ( C3" o CyI 65@& w{\éﬁtjll Igﬁﬁgry@ oorlli{ |s m%{hyl or ethyl;
Csal kighyl | vrwuxmymtmaf leyaryl, NRR Rb@a d%r‘%@ﬁwld;()?tm'band Xis
oed Loy, |k9||559r kxyCrC alkyl; R5 is CrC al kyl,

& Gt keni ik SRR B, o B Byt s ove,

Bt, koy(C;-Ci Bikg ) W isSi-By Blkylf Brr @ingrl Gt6i-Byélky)Carge al kyl t hi oC

C6a' kW MYLPQORT .E‘)HetherR"‘% ar;‘fi’rNRGR7 OR or R* is methyl, ethyl; X is OMe,
I kyOam noCteal k

@'1%%1&%@}‘1%84'6%;% e'klu%s%'r & (C1'€f F@ 'S&J"ggt’ Nt ut ed

wi t h Xm dazied jrivention adsor erdompassed uée)romal'rmothlazole derivatives of the
Cﬁw‘i .taken together with the

fOﬁ%th QO%%#CI?%O'VWV §§8 are attached may forma

pyrrolldlnyl pi peri dinyl, honmopRp erldlnyl or

mor phol i nyl group, optg? nal su uted
|s phenyl ;
2 t|tuents

Cl- Coal kyl or CrCeal kyl o
phenyl substitut edRW
i ndependent|y sel ec



10

16

20

25

30

fromhalo, C Co6al kyl, trifluoronethyl, hydroxy,
cyano, Cr Co6al kyl oxy, benzyl oxy, Cl- C6al kyl t hi o,

woraoso79sami no and nono- or di (Cl- C6al kyl ) am noPCT/IB2005/000251

pyridinyl; pyridinyl substituted with |l ~ 2 or 3

substituents independently selected from hal o,

Cr Ceal kyl, trifluoronethyl, #gdroxy, cyano, d-C

al kyl oxy, benzyl oxy, CrCeal kylthio, nitro, am no,

nmono- or di (Cl-C6al kyl )am no and pi peridinyl; and

wherei n said substituted phenyl may optlonally be

ﬁvuérbin@acisofdétanu &f sdndepeideothea balogepraionh al & @e hggroxalkyliredical; C,-
LWI Cae erﬂ%!(yl %‘Qﬁténlog% qe \Mot‘rréﬂ{]yh ngrooﬁltrﬁe Sd“@'éﬁd I-ﬂ‘-ﬁ Rhere R is

ggrkqgnog(grctﬁlll(ybf@d@@é){ ﬁ)gy-)caqﬁrﬁlgﬁ:g;d@bp lggﬂup S CO R \k//here %s aC-Cs
blkylfrédi&l mlk\yln vehiith tie ﬁylajomoh iSSObG4 ariduteealkyhportion is C-C4; a group

\;{ﬁbﬁg? b r% I}%Voﬁydp n %I %y Cs aﬁl(Ql(,j a'%lrc}ﬁlpi -%OQRCR'b\%éng‘{eghé, " are as

Befinet lapbveFopRE pydroup- -(\l}ﬁi‘@ nyhere Rhery R prer ez plevpushsdedinegior R'; a

g}o db@)@lfﬁﬂﬁ or N aRb Whearl?n Rﬁoand Rb, taken together w:th the nltrogen atom to

et ST oI TP PO 3t SiFosh ENHCO-
NRIFS {vRdrew andeReart Bo aefinal ap@ieorR2; RSs hytrdtyeh jor B8défimed for R and

dr ogvﬁ? oratoCl §6 é@ﬁlkﬂl?gaeﬂng h@?roiyﬁfeﬁ-&ﬁ@%?& lﬂ)[' gqorﬂ'g%}xup R® is
Cofaaky; a @r@c%@@é‘lﬂyf IFPUR WPPE'Q&'&'BY’ gipelp inavkieh the cycloalkyl portion is .
EJQL Qb{cﬂﬂe alkyl Gbrieh B 01 Cor 4T, @REBMITES 8 0ANKRIE, 5 alkyl; alkoxyalkyl in

Ky rrns, 35" EREERE S GlobaRfih (y OhiS Ry bRl By which the
R&lqaﬁym!)@obaﬁ RayC-, anBrtheallsy! ppitionk ip GrCsGr cxalalidpxyelkylgadieas in which

ke P8 1B, C%néﬁ@bh’(}‘l'ls C1Q34Ca@| rKWaﬁ(ylbi)@lkyﬂradléal in which the alkyls

Cba k I suI fox
greqbxr 103 Ol'lﬁjha Ikﬁ?)ﬁy@lquggé%l% X H?IF%' F(Hls are %q%nz, and Z is an
QRtioBaItyysibstihtéd bl,— oC¥icydigadrarpatizl or rie;vejpamy@ccgr@lm lepfl sterecisomers

ghcfl%%ilﬁé(rlééﬁémﬁé‘é’f oxygSClezl gl o ck:rc o
di (cs&xs% €|36‘89Wf(5 ?fé{’?w{ﬂ”wwmé %f?‘ |n§g9ﬁ7(29(1ﬁ% may also

ceampigleaixyCr C6al kyl , hydr oxyC-r Ceal kyl ,
t hi enyl met hyl , fur anyl met hyl , 1
Cl- Ceal kyl t hi oC-r Ceal kyl , norph& i nyl, nono- or dKCrC
al kyCam noCr Ceal kyl , d~Cr Ceal ky2am no, Cl-

Céal kyl car bonyl C t CBal k kyl substituted
with imdazolyl; or arallcal rmul a - Al k- O CO Ar
I; or RA and R5 takenniog he nitrogen atom
to which they are attached [may torm a pyrrolidinyl,

pi peridinyl, honopi peri di n@r or nor pholinyl group,

optional ly substitut
EREn Ry P OE ) e AP TRESER eoeRi i 2odion sa
subst fdru$ thereof, tvheréin 2 or 3 substituents i ndependently

sel ected ,\f,-\rfxﬂnartaﬁso C OBaI kyl, trifluoronethyl,
hydr oxy, cyano yl oxy benzgll oxy, Ci-

Coal k¥ tstfsalk. t%&ea'mmefﬁﬁﬁe% 0. or " di (Cr
CBaI kRP %anwmglan pycgaddyhyﬂ, CeefiiyTsuitingly €,-S4alkgisulfony edC vEstlkylthio;
B | hdeps! ]
haI o E%ULH %S?‘] et f‘ urﬂ%%rref %SP b%y@?ﬂk%&tﬁﬂk ro QR Cs
@hﬂt&ehﬂxﬁydr%%z%ﬁﬁlbﬁ)ﬁ @ksd%nonymvﬁn Qsa"fyl e -Cod '%C1-Cea'kvf
Mono- RATis QSRR KkRNMbNEI(Cs-Cocycloalky)methyl, Ar'CH,, Cs-Cealkenyl, Cy-
CsalkyloxyCy-Csalkyl, hydroxyC,-Cealkyl, thienylmethyl, furanylmethyl, C;-CgalkyithioC,-
Cealkyl, morpholinyl, mono- or di(C4-Cealkyl)aminoCyealkyl, di(Ci-Csalkyl)amino, C;-
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and pi peridinyl; and wherein said substituted phenyl
may optionally be further substituted with one or nore

whadosgeass7 Ar li s phenyl; phenyl substituted w pem/iB2085/000251

or 3 substituents each independently selected from

hal o, CrCeal kyl, CrCeal kyl oxy,

dKCr Ceal kyGam noCr Ceal kyl trid4fd.uoronmethyl, and CC

6al kyl substituted with norpholinyl; or pyridinyl; and
Alk is CrCeal kanediyl. Preferred conpounds of this
group include those wherein: i) R2is nmethyl; ii) R2

ICaalkyRiaiyohyICAOGIKN, G/ Toalkid dubstithss! wih ez, 3 RYabiekt| of formula
'Ak-b?aA“S methyl; R3 is methyl; and Ar is substituted
y

phen or ' 3-pyri dyI Specific CRF ant agoni sts usef ul
in ther Br aied Rc ket togétberi withghng nnlmgenl mwh telwhicinihieh @t attached may

kdrii 4 Qirkdﬂﬂlnyltﬂﬁerﬁﬂ il A¥h e‘ﬁ@ﬂgyl hohnyl roup, %ltoﬂil}llyp%gstltuted

H’gﬁ% Etf)ai% g%&%&@{ xy&-g Serethyl-2-(2,4 6-1Fi

(3, 6- & feephep)l; Pheh, stbSitited with hy £ -op Besubstiyjenfsyindependehtly belected
)rbr('slhﬁg)h)d 'd%élﬂﬁ)yltr)ﬂu@rﬂ?ngtﬁyl éwgrom/ CﬁqO C . éalk )3/ benzylaxy, Ci-

ﬁaAIgyi;m? nctlj?_, gtpwwa %pgwﬂ dlléﬁnqﬁglkyl)ammo pyrldmyl pyndmyl substltuted with

b= Qbr etshydtmpms radepdndéntiyesieleyied Im.ﬁqzuagr ai-ORiIkyy Ltrﬁléorﬁﬁh@ihw Rydroxy,
e,

By audedl, s e s AR DPLESS pparin

8‘?‘1)0"5‘?4dk5‘¥'r i Vﬁ[eze"?ﬁ%ﬂ Pﬁltﬁtpelplﬂﬁnatmw qpilertaﬁy e@ﬁhqer@ubst'tuted with
dnd druitoyé haibdeyis;ami no) - 2, 5-di met hyl - 7- (2, 4, 6-tri met hyl ph

I di
2”%’1) éf’ h|)Z/ lpqlalgk/ g.{hgs\ﬁ é&’gﬁéaz%fvﬁh %p{ ?u%slﬂ{] Fr(?tﬁeetaﬁ?”u}?ﬁg?pdently
6‘3@73} eCGaIkyl C1-C6a|kyloxy, di(Cs- Csalkyl)amanoC1-Cealkyl trifluoromethyl

ﬁh&m&t@’&k%ﬁ&%ﬂedzwitﬁ%rﬁ%hmw PNangi; drdbaik s ORI AXAneBgnY |
n
fﬂ*’%& bIEVR IR R e Py Aoy v seplo S P oo
51d|n'pﬁ§|1w-@-|(rpﬁéyi§m)m)éh@h$gyl pyrazolo[1,5-aJpyrimidine are not included.
6- (et hbé“errléﬁ Q&Mﬂ)ouﬂaé &Qis formalel laFEhbae witdrdird R%s Gty LM drogen,

%@?%vf a?‘@t i Erﬁse%g@tﬁytg#él’%ylcﬂrg&yﬂ‘ﬁﬂ"- 1- (2,4, 6-trimethylp

henyl Xl.1ERPpntagwlisty &, tie tlipying formdila-disclosed in WO 97/29110, may also

" be/dripi@&lno0} - propan- 1-ol ;

di et hyI -t e-net hyl - S- net hyl sul fanil -1"ZM. e-trichl orophe
nyl J- 1 H pyrazol op”-dl pyri m di n-R4-yl ] - am ne;
2-{buty!-[6-nethyl-3-nethylsul fanyl-1-(2,4,6-trichloro
phenyl ) - 1H pyrazol of 3, 4- N
4-yl]-am no}- et hanol ;
di butyl -[ 6- et hyl
-(2,4,6-trichl orophe%l) 1 pyr'}izol dTB 4-d] pyri m din-

4-yl }-am ne; Ar
butyl -ethyl -[6-nethyl-3-nmethyl sul fanyl -1-(2,4,6-trichl
inqlusksigchsy/$tereqibpmars andahe pimrmaceylically agveptable 4ciy biditanrisai;

forms thereof, wherein

Xis S. 8O or S0;

R’ is NR'R® or OR;

R%is C+-Csalkyl, C4-Cgalkyloxy or C,-Cealkylthio;

R®is hydrogen, C1-Cealkyl, C1-Csalkylsulfonyi, C,-Cealkylsulfoxy or C4-Cealkylthio;

R* is hydrogen, C,6alkyl, mono- or di{Cs-Cecycloalkyl)methyl, Cs-Cgcycloalkyl, Cs-
Csalkenyl, hydroxyC4-Cealkyl, C4-CsalkylcarbonyloxyC4-Cealkyl or C,-CealkyloxyC4-Cgalkyl;

R® is C;-Cgalkyl, mono- or di(Cs-Cecycloalkyl)methyl, Ar'CH,, Cs-Cgalkenyl, Cy-
CealkyloxyCs-Cealkyl, hydroxyCi-Cealkyl, thienylmethyl, furanyimethyl, C,-CsalkylthioC,-
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but yl - et hyl -[ 6- et hyl - 3- et hyl sul fonyl -1-(2, 4, 6-trichl
or ophenyl ) - 1H pyrazol o[ 3, 4- d] pyri m di n-4-yl]-am ne;

W eaoglo7syt| opr opyl net hyl - [ 6- met hyl - 3- net hyl sul PeryB2045/(00251

2,4,6-trichlorophenyl)-1Hpyrazol of

3,4-d] pyri mdin-4-yl]-am ne;

di - 1- propyl -t 6- et hyl - 3- met hy8&ul fanyl -1-(2, 4, 6-trichl

orophenyl)-1 H pyrazol o] 3, 4- d] pyri m di n-4-yl]-am ne;

di al l yl -[ 6-net hyl - 3- net hyl sul fanyl -1-(2,4,6-trichlorop

henyl)-1 H pyrazol o[ 3, 4-d] pyri m di n-4- yl]-am ne;

[Siselel,- endngiolifys- oteher o JilEeCsglkybaininaby Cealkyl, 24id: &tlkyemmino, Ci-

Qfsgum&emydn}ucwm 2, sgﬁ@ éhbsﬂd.tea rvs,.tm mc{ézéyuy'ol aa.%bea of formua
ChREM o o N L S e o e ey are

mttarp]mﬂ ey Higrin- 4 @Byritdinygipeyidiay, - r(oa]oélpéﬁdmyl orehdrphdtiing group,-dptionally

[ am ne;
gg ..@ezuﬂket fﬂc?’ dgalsi,}nay% alaﬂknefy% WAk koL

an
- (2, 4,%8- 'SE plquélt ﬁ?)/qaryhmptyteq thF;ly ,2&320'1 {pstituen ¥s independently selected
dr]om/ hiald) Ch:d-’teealkyl trifluoromethyl, hydroxy, cyano, C1-Cealkyloxy benzyloxy, Ci-

%Eé‘ tmo rﬁttrf éng n%ngeérlaxbhzsaﬁﬁ% amlﬁo %)Wl E%dﬂﬂ?@%lﬂzﬂﬁed with

152 @F ﬁ@vw UﬁVtS(' eaeflsle'ﬂthf seiectey Ifrﬁﬁe'?ﬂ}n )& mlm rtfrffb'P@[@tth Hydroxy,

]cpéﬁ'ol oSl dcytbxy, }Heh%ﬂﬂx?ecrcealk?rlthlo nitro, argmf monc;— or di(C4-Cgalkyl)amino
[

a;??_lgnBer dljl'gl[ 8 %w@érgnj’n SaI? s% dtu}éd gZe%‘?‘TugynoWonalp% I?lYt'lher sulggtltated with

@hephyprepalggefishet hyl - 7- (2, 4, 6-t ri net hyl phenyl ) - 7H pyrr
ol o[ 2 P@Héj]aﬁéﬁyl Bnehyn sdbsit Lﬁe@n%R}E1 2 or 3 substituents each independently

|S)alb%ﬁ_¥ lB'_ ﬁr}ﬁY [C[Z%B»gl&?pc;r(% Hﬁ $>¥{| gzay%ﬂalgmaﬁﬁnrol ::I\"IYyI Pr!?luoerethyl

204 Rh-Goaiyt stbstRbtP@WEr miprplalingl] or pyiidinyt 26d t ri met hyl phenyl )
-TH pw;{,gbgbga"éng,],pyrl m di n- 4- yI ] am no} - et hanol ;

4- ( -eth tr| -7- 246tr|rrethylp
eny! TrREPRGPUS SLRaBYP TR Higse wheroi
n- but y)I - et IRflis hé&nd:- di met hyl - 7- ( 2, 4- di met hyl phenyl ) - 7H

Lol 2,
gygr 8 uP[ % qgrﬂ%tﬁyl 'Hng'Apls%ub%LJt%eﬁ%}o )(_del rol of 2. 3-

d] pyr |m‘)n dyIR ). 3 rmat]wl l%rtnﬂtpyl arﬁﬂ@qu}:ﬁﬁqt%pheﬁyl or 3-pyridyi.
but yl -Spesific- dRAEINEgbRists (ugefélhﬁl the i praeticsy b the nigentidnHrizylidaz without
et am ne; :
ﬁ%ﬁ%%g"ﬁh?ﬂoﬁé(“g?& 81561%-)@8] tri rrgt hyl phenyl ) -
H pyr gz(bp@ylf_prqpo hPrdirpethy-2-(34 }S-tr(rqethylphenoxy)-pynd|ne
met hoxyereitayHyP2-eyé-rimiiyRsienoxy)-pyridin-4-yl)-(1-ethyi-propyl)-amine;
(3,6-dimethyl-2-(4-chloro-2,6-dimethyl-phenoxy)-pyridin-4-yi)-(1-ethyl-propyl)-amine;

5-(1-ethyl-propoxy)-7-methyl-1-(2,6-dimethyl-4-cholorophenyl)-1-4-dihydro-2H-3-oxa-
1,8-diazanaphthalene;
butyl-[2,5-dimethyl-7-(2,4,6-trimethyiphenyl)-6,7-dihydro-5H-pyrrolo{2,3-d}pyrimidin-4-
yll-ethyl-amino;
4-(butyl-ethylamino)-2,5-dimethyl-7-(2,4,6-trimethylphenyi)-5,7-dihydro-pyrrolo[2,3-
d]pyrimidin-6-one;
4-(1-ethylpropoxy)-2,5-dimethyl-6-(2,4,6-trimethylphenoxy)-pyrimidine;
N-butyl-N-ethyl-2,5-dimethyl-NN-(2,4,6-trimethylphenyl)-pyrimidine-4,6-diamine;
[4~(1-ethyl-propoxy)-3,6-dimethyl-pyridin-2-yl]-(2,4,6-trimethylphenyl)-amine;
6-(ethyl-propyl-amino)-2,7-dimethyl-9-(2,4,6-trimethylphenyl)-7,9-dihydro-purin-8-one;
3-{(4-methyi-benzyl)-[3,6-dimethyl-1-(2,4,6-trimethylphenyi)-1H-pyrazolo[3,4-d]pyrimidin-
4-yll-amino}-propan-1-ol;
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4- (1- met hoxynet hyl propoxy) -3, 6-di nethyl -1-(2,4,6-tri ne
t hyl phenyl ) - 1H pyrazol o[ 3, 4- bj pyri di ne;

W@ 20080M8bpr opyl )-[ 3,5, 6-trinethyl-1-(2, 4, 6-tri PEL/MBAEK@0251

nyl)-1 H pyrazol o[ 3, 4-b] pyridin-4-yl]- am pe;

4- (1- et hyl propoxy) -2, 5-di net hyl -7-(2, 4, 6-trinmet hyl phen

yl)-7H pyrrol o] 2, 3-b] pyri di nep-

4- (1- et hyl propoxy)-2,5,6-trinmethyl-7-(2,4,6-trinmethylp

henyl ) - 7H pyrrol ot 2, 3-b] pyri di ne;

4- (1- et hyl propoxy) -2, 5-di net hyl -7- (2, 6-di net hyl - 4- br om

ophenyikhyl{dmpyyiraahehydsuBanyBi-(2ya;6-dchiaophenyl)-1H-pyrazolo[3,4-d]pyrimidin-

gH@eg rlnethyl 7-(1-propyl butyl)-4-(2,4,6-trinmethyl ph

-TH-pyrrol ot 2, 3-d] pyri m di ne;

1 (1- éﬂmw-%rfmtw ?I@i%t”}ﬁy'}" =142, (lfztréph@mPP‘?%ﬂ PSRRI f-glpyrimidin-

%_aﬂm Srdlhadiwidr o- i m dazot 4, 5- c] pyri di n- 2~one;

n o) 735 f%'[@&n&f-}éﬁ@ m?zthﬂE Léi h% 1e’&,4(,62-t‘rié1lo@épﬁwgwﬁgltl-w;)r&gl%ﬁ,yzll-o%vrimidin-
3yQ-amisehyl propyl ) - 6- net hyl - 4- (2, 4, 6-tri net hyl phenoxy) -

1,3- Qutﬂéé%ﬂsh{&r@ﬁ@%@@mﬁilﬁy? ﬂ&-ﬁrchlé’mﬁrﬁayl) -1H-pyrazolo[3,4-
hyl 6-tri net hyl phenoxy) -

p&; et §i rogyl) 6- e

foyr g R Fﬂ c] pyri di ne;
1-(1- amtvl3elhyl|=[G-p}eltl’)yl-lﬁvﬁth&lisuh‘ew’ry{&%&(r@bIﬁpﬂlenvl)-ffépﬂ%wfﬁe‘ho
§%¥wﬁm§4_? £0-im dazo[ 4, 5- c]pyridin-2-one;

-eth -3, 6-dimethyl -4-(2 4. 6-1rimethyl ph
ot O e BTG P A kB A
pyrézbiof Sgibyripiicipd-yi}-adding;- di net hyl - 5- (2, 4, 6-tri net hyl - phe
2"’((31’) gnﬁhglipyﬂ sr?é(é?ﬁ;gl’s n%ﬁ'fygéﬂfah)? ﬁl(éﬂt é’c&h%b% 13 BRI -

yl ri met hyl - phe
Alpyipyidin4-ylhegingy dr o- 2Hpyri do[ 3, 4- b]pyra2|n 3- one;
1-(1- e‘eutyy[e«mmr@pyh)efh&l,smfadylmz hgricBlofophey! B4 H-pyrazldii/4-djpyrienidin-4-
q?r%% 3,4- tetrahydro- pyrido[3 4- b] pyr azi ne;
? éthyl yl)-7-net hyl 6-trinet hyl - phenoxy
)-1 , butg:ethy- [ﬁéﬁﬁrafWﬂ?tW%'ﬁﬂyHb{zé 64tr'$5]'°§‘3ﬂh3'1>1')ﬁ pyrazoiof3 i

ﬁmﬁkmﬁﬁhywaﬁm@pyl) 7- et hyl - 2- ox0-5- (2, 4, 6-tri met hyl - p
enox

pht hy&‘r'%h ey Ellty %ph\é/' gy Jrr(ré%ﬂfah'°r°?he"yl)-1 H-pyrazolof3,4-
tipgrimién-fryl-apnepy| ) - 7 met hyl - 2- oxo- 5 (2,4,6-trinethyl-p

hen OXMI)opﬂ—eth?IS@B Airde@yl- ARy @mbthylpHehjaR1 H-pyrazolo[3,4-d]pyrimidin-4-yl]-
ghth ridine carboxylic acid 1 sopropyl ester;

M§ ot hyl - propyl ) - 7- met hyl - 5- (2, 4, 6-t ri met hyl - phenoxy
) - 3, 44¢1-Edpopill}-B- n{emyls?rnetpytnulﬁqrwi—‘d(2r-ﬂ162trmﬁféylphenyl) 1H-pyrazolol3 4-
am%4m@%§yl propyl) 7-met hyl -5-(2, 4, 6- trlnethyl phenoxy
n—butyl-ethyl [2 5 tﬁyl-?—(;_' 4%]tr|m£hy phgnyl)d?'I-P pyfrolo[2,3-d]pyrimidin-4-
yllamine;
di-n-propyl-[2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidin-4-
yljamine;
ethyl-n-propyl-[2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidin-4-
yllamine;
diethyl-2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidin-4-yljamine;
n-butyl-ethyl-{2,5,6-trimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidin-4-
yllamine;
2-{N-n-butyl-N-[2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidin-4-
yllamino}-ethanol;
4-(1-ethyi-propyl)-2,5,6-trimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolof2,3-d]pyrimidine;
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1-(1-ethyl -propyl)-7-nmethyl -5-(2, 4, 6-trimet hyl - phenoxy
)-1, 4-di hydr o- 2H 3- oxa-1, 6-di aza- napht hal ene;

wa 2qozoeashyl - propyl ) -4, 7-di net hyl - 5- (2, 4, 6-t ri neCTIB20Q31®0251

noxy)-1 , 4-di hydro-2H 3-oxa-1, 6-di aza- napht hal ene;
1-(1-ethyl -propyl)-3,7-dinmethyl -5-(2, 4, 6-trinethyl - phe
noxy) - 3, 4-di hydr o- 1H 3- oxa- [40-6] - napht hyri di n- 2- one;
1-(1-ethyl -propyl)-3,3,6-trinmethyl-4-(2,4,6-trinmethyl -
phenoxy) - 2, 3-di hydro- 1H pyrrol o[ 3, 2-c] pyri di ne;
7-(1-ethyl - propoxy)-5-nethyl -3-(2, 4, 6-trinethyl - phenyl
) pyr azotybetihyl- [255-d]np§lwl'+7ﬁ(l29i-d1methylphenyl) 7H-pyrrolof2,3-d]pyrimidin-4-
vAarmndli Met hyI 3-(2,4,6-trinethyl - phenyl ) -pyrazol o[ 1, 5-
pyr| m di n-

(1- et KyTHEB 7T<31‘P‘g' WP?’P"VE) 7(*Epyzlr°b£2twl?b@m‘¢yf4qdh@wy1yy
properotiraf 1, 5-a] pyri mdin-7-yl]- am ne;

Zn§/ Il) %Ltpllr{[g gQI WY—LZ 433 énm%ih%h@rﬁ/é 1§-p(/ zéh@ 4tb pyl%9 t-Q ){/}] etgaamme;
[ 2, 5- V' yl-132 45-timeg I'Wheﬁﬁi-ﬁwypyrpw@{fw bpysiginafr @] 1, 5-
&ieﬂlkbf()'rﬂﬁﬂ@lp"op% yhiheet hyl - propyl am ne;

[ 6 or %]rq) F”.ég‘g’&%?‘nﬁé"%’]yﬂ) 6%%?\;21 ﬁ rrt]e\(hylpgenyﬂyll-l)-;;y%l;tl[)[3,4-
()lefé’ﬂﬂﬁyl propyl ) - ami ne;

(1- et pybinpsremyds, éﬁm@{yhﬂﬁzﬁe (r%eflw@hérryi)ﬁfﬁIpbu,iékdléli‘,ﬁ-%}blyn)idin-4-yq-
H—tl 2,3]triazolo[4,5 pyridin yl'] - am ne;
? "BY ono- 5- met hyl - 3- (2, 4, 6-t ri met hyl - phenyl )-3H-[1, 2, 3

] t ri azdét-ethviprepdxy)sd/a- dld‘BihyIW*(?M]&t(lmethylphenyl) -7H-pyrrolof2,3-bipyridine;

st ?)1” 201-ORYbrdpdXPLAB/S- rn?r{élr&ﬁz- 2,4,8-rimethyiphenyl)-7H-pyrrolol2,3-blpyridine;

& B BheRRd el Gﬂ'méfhvéé&rwoeh@ywﬁwm%é

dpyritinet hyl - pr opoxy) - 2, 5-di met hyl - 7- (2, 4, 6-tri met hyl - ph
enyl )Zglﬁ-t lm&w ?Q{ &B@l&tﬁ]&;@@ 3r tﬁ?ﬂ%ﬂ&egox 7H ¥rrojf[%%d12yrgmdme
t r i nﬁhw! %Pfé%;ﬁr")'etw wt ?%lnaftf[y@h@waa] ruﬁrﬁémdazom 5-
Gpididizraehy | - 4 (S) (tetrahydro-furan- yI oxy) 7-(2,4,6

-t

2 5 drge g f“?*“”%“%‘*l""e“[ gh%wka%‘ Preo TSR g
eny|s) 1-6igt myl) [ngetfyl ’&{%HT Imetiiviaenoxy)-1,3- dlhydro |m|dazo[4 5-clpyridin-
Zemec- butyl sul fanyl - 2, 5-di net hyl - 7-(2, 4, 6-tri met hyl - ph

I
o ORI Shta R AL L BB sty e
phenyl-i: %hwf‘éﬂyw&dﬁnw MM @ﬁr@ne[trwlpgewp}snra ginydirarinitiageé,5-
cﬁpy(-uametdhyl propoxy) - 6- met hyl -4-(2, 4, 6-tri nmet hyI pheny!

ERT I SR
gpyridin-2-08ei4- t et r ahydr o- pyr i do
1-(1-ethyl-propyl)-4,7-dimethyl-5-(2,4,6-trimethyl-phenoxy)-1,4-dihydro-
2H-pyridof3,4-blpyrazin-3-one;
1-(1-ethyl-propyl)-4,7-dimethyl-5-(2,4,6-trimethyl-phenoxy)-1,4-dihydro-2H-
pyrido[3,4-b]pyrazin-3-one;
1-(1-ethyl-propyl)-4,7-dimethyl-5-(2,4,6-trimethyl-phenoxy)-1,2,3,4-
tetrahydro-pyrido(3,4-b]pyrazine;
1-(1-ethyl-propyl)-7-methyl-5-(2,4,6-trimethyl-phenoxy)-1,2,3,4-
tetrahydro-pyrido[3,4-bjpyrazine;
1~(1-ethyl-propyl)-7-methyl-2-oxo-5-(2,4,6-trimethyl-phenoxy)-1,2,3,4-tetrahydro-[1,6]na
phthyridine-3-carboxylic acid methyl ester;
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[ 2, 3- b] pyrazi ne;
4- (1- et hyl - propoxy) - 2-nmet hyl - 8- (2, 4, 6-tri net hyl - phenyl

WO 2@p8ioresbhi ne; PCT/IB2005/000251

5- (1-et hyl - propoxy)-7-nethyl -1-(2, 4, 6-trinethyl - phenyl
)-1, 4-di hydro- 2H 3- oxa- 1, 8- di aza- napht hal ene;
5-(1-ethy)-propoxy)-7-nethyl-41-(2, 4, 6-trinethyl - phenyl
)-1 , 2-di hydro- 3-oxa-1 , 8-di azanapht hal en- 4-one;
8- (1-ethyl - propoxy)-1
, 6-di nethyl -4-(2, 4, 6-trinmethyl-phenyl)-1
2 3, #{t-ethyl-plopy)-Gmethyidadxod; (34k§]-t;1fyleta)zl-iptmoxy)-1 ,2,3,4-tetrahydro-[1,6lna
byl af)?,@méé%.gs%wwesér(Z -trinethyl -phenyl)-qu

4 (buwl-eféﬂﬁswv'bwﬁts‘y' =52 4.Edrimethyphensx) B edidrastity | - 4- b
[gﬁ[l‘lépiﬂh\mﬂmlz}orﬁ 8- di hydr o-

- (buryr Safpip RS kel B openom2aerpg o
[-H@IT@nWh))ﬂd!BeB di hydr o- 6Hpyr i do[ 2,3-d] pyrim d| n- 7- one;

4~ (1- etfuthy BrpPrinbing: 5YR At imBih{I Bty IBA- dildroA2ipB.0 D~ p

heny dr o- 6Hpyri do[ 2, 3-d] pyri m di n-7-one;
u%%/&'a@tmﬁ‘k’ 2 met hyl - 8- (2, 6-di net hyl - 4- br ono- ghenyl

) 5, 610, ehyl-etopﬂhyafi@pywi-i’d@p 6-tr|methyl-phenoxy)-1 4-dihydro-
2.0l Hﬁéﬁé ﬁﬂpq{hﬁleﬂé yl']-am ne;

|(')O rgp b&%ﬂ%é}%}ﬂéﬁ{,gﬁ@% §§4§(>2tr|meglylr~g?\ %4 Ghae- pheny
PH-3-0e8- bﬁj-nm%yndmﬂn'zyht} am ne;

(di et 'i‘-Y1' dthy- ﬁroﬁﬁ}ﬁ’ btrﬁnéu%l ﬁtzit &%H&Hyr &reh&@)l@smﬂ?w ) -5,
6,7,8-tetra ro-pyrid d] pyrim di n-4-yl]-am ne;
'(*ipﬂfW2HP¥5§§V‘P) f 2- mst hyI 8 (2, 6-di net hyl - 4- br ono- phe

nyl) - B(Bethyl-Bropety)- simethyledp(2rdi aitifnethyi-phenyl)-pyrazolo[1,5-a]pyrimidine;

2,3-d I - din-7-yl]-(1-ethyl- 1)-
(1-et %ycﬁﬂa% 332 éB%J(%n%mlfbﬁg) ?yrazolo([;I ,5- mag]{))ﬁl)r/m _ln 7 g; g rr% ypﬁropy)

#Ying:- 5, 6, 7, 8-t et rahydr opyri do[ 2, 3-d] pyri mi di ne;
4- ( buuydthwﬁrbwr[Meml)&@mdwthyl&hérﬂfl)zby@mwm eldysihidipteyi-
%L -5, 8-di hydr o- 6Hpyri doJ 2 d] pyrlmd|n 7-one;

?L-ethyl pr opoxy) 2rreth 6-tri net hyl - phenyl
) - 5, 87-{li-¢tpdP@PeM):- %Wl"@,ﬁﬂ’)’[ %%rﬁwwﬁr@pw pyragpialt 5-a]pyrlmldlne

( but ylo;5edirdthyi-3L(2.4 BRrirhethyt-Bhen)-Byréizotol i, B abicip gigthyi-pbopi-
8-tetrahydro-pyridot2,3-d] pyrimdin-4-yl]-am ne;

’(’rBP pyl -ethyl)-[2-mrethyl -8-(2. 4, 6-trimethyl - phen ﬁ%
6,7, SWtbeQm@ﬁ?@mombylr&(éd[ﬁzr'@etbyl pheitidi A Hla??'ﬂ’léfé RyBdin-7-yI]-

gcggg,{_ ¥oy) a{r]n’ﬂiiémt hyl - 8- (2
n{%ﬁﬁ% r\é I)?[E m ~trtmethyl— enyB%W[?ZEXrlazglgﬂtl% b%pygljln-%

pyr I
yll-amine;

[6-bromo-5-methyl-3-(2,4,6-trimethyl-phenyl)-3H-[1,2,3]triazolo[4,5-b]pyridin-7-yi]-(1-
ethyl-propyl)-methyl-amine;
7-(1-ethyl-propoxy)-5-methyl-3-(2,4,6-trimethyl-phenyl)-3H-[1,2,3]triazolo[4,5-b]pyridine;
4-(1-ethyl-propoxy)-2,5-dimethyl-7-(2,4,6-trimethyl-phenyl)-5H-pyrrolo[3,2-d]pyr
imidine;
(+)-2,5-dimethyl-4-(tetrahydro-furan-3-yloxy)-7~(2,4,6-trimethyl-phenyl)-5H-pyrrolo-{3,2-
dipyrimidine;
2,5-dimethyl-4-(S)-(tetrahydro-furan-3-yloxy)-7-(2,4,6-trimethyi-phenyl)-5H-pyrrolo-[3,2-
d)pyrimidine;
2,5-dimethyl-4-(1-propyl-butoxy)-7-(2,4,6-trimethyl-phenyl)-5H-pyrrolo[3,2-d]pyrimidine;
4-sec-butylsulfanyl-2,5-dimethyl-7-(2,4,6-trimethyl-phenyl)-5H-pyrrolof3,2-d]pyrimidine;
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(1-ethyl -propyl)-[2-nethyl-8-(2,4,6-trimnethyl-phenyl)-
5,6, 7,8-tetrahydro-pyrido[ 2, 3-d3

wW@ReosTSIn- 4-yl | - am ne; PCT/IB2005/000251

(1- et hyl - propoxy) - 2-net hy!-8-(2, 4, 6-trimet hyl - phenyl ) -
5,6,7,8-tetrahydro-pyrido[2,3-d] pyrimdine;

8- (1-et hyl - propoxy) - 6- net hyl a4d- ( 2, 6- di net hyl - 4- br ono-p
he pyl) -3, 4-di hydro-1H pyri do [2, 3-b] pyrazi n-2-one;

8- (1- et hyl - pr opoxy) - 6- et hyl - 4- ( 2, 6- di et hyl - 4- br ono- p
henyl ) -1, 2, 3, 4-tetrahydropyri do[ 2, 3-b] pyrazine;

4-(1- @(mum-etnylmhﬁ%mhm(z 86(tameth¢+pnatm>,d 8-dihyaira-ai-pgrido

ST T pos
poxy) - 7- met hyl 6- di et lp
henyl §- (11etnylﬂr0|ny>sw@ﬂzathyg%&‘aﬁ-tm%bxdrphezubﬁép%mwég Hﬁeyrndo 2,3-b]

%réz]q_gg,liyl - propoxy) - 7- met hyl - 1- ( 2, 6- di net hyl - 4- br ono- p
-4- -
o (L iR et AR B S Sk e i e
pe-pheawde) - 1, 2, 3, 4-t et rahydropyri do[ 2, 3-Db] pyr azi ne;
(1-et JM &t |‘6Fb\bb}y7122nélﬁﬁ B3, 2 8-1kReifiy-harih Riiholebr oo~ phe

2 (SR pPoRr Ay 2 B SiH PRy | e R oL
Gbarepphaend;) - 5, 8-
d' hydé ?%QFWSY%E%BI?%Q@M anrﬁétl‘%ﬂ éﬁ&‘ﬁ}ﬁ«1 2.dinydro-3-oxart, 8-diaza-

yl -4-( di et hyl’- 4- chl or'o-
Fi'?le)"43’nﬁ» di hydr o- 1Hpyr i dof2 3- Db] pyrazin- 2-one;

8- (1- &-Khéthyl-mfdfbbmy)e-(ﬁmétaf{lhy(z~4£B-t(nﬁetﬁqub|hmm>|’“ﬂ 3 4-tattehyiro-
ﬁn n[¥3 3 4-tetrahydr opyrl do[ 2, 3-Db] pyrazi ne;

yfj @ﬂ]ﬁ}’ rb poxy) - 2- met hyl - gz 6- di met hyl - 4- chl or o-
pheny(1)6ﬂqupr@gyl) Benethyl-8-(2,4,6-trimethy! phenyl)-quinolin-4-yl}-amine;

5- (1- - empucamw;z-ehmm(z,t ~dirRethyi-dibnah dyyhengiy-6 8 dintydro-
gH #nghé] (S'Y ro-2H 3- oxa- 1 8- di aza- napht hal ene;
P ?p%'lmé oxy) = 7- et hyl - gz 6- di net hyl - 4- chl or o-
pheny#Ybulyl-ethylciniyal2angihybR42.8-dgaethyl-4-bromo- phenyl)-5,8-dihydro-6H-
g)m% [Qar@gh bol-RBnet- ONe; L 6. |
or o- pﬁéhékhl_piopgx@%p%@?p g%gglmo%w ‘Dfﬁozo h%n W%Q.}é{gﬁfﬁgn
Q;&rde[ﬂ]ﬁyd]pypmu#uy?—)qu met hyl - 8- (2, 6- di met hyl - 4- chl or o- ph

e”y') ol 2Qne4h th )2, 6:8RR8Hy1-4-b henyl)-5,6.7,8-tetrahydro-
gb‘ﬁlcs‘(r%lgy rr[et h% yy{r)‘r opoxy) y6 rrrgtmop e4?,)(2 4, 6et rimethy

PWEH[@M]BV“@'%‘ ! B-1 Hpyrido[ 2,3-b]pyrazin-2-one;
8- (1- myahymwmeh;dthyps{mmmhmle@ bremn’@hmd)%( 8-telraydre-i m

§§r@3[% W%kd}n-tg-ylgarqfng,y dro- 1Hpyri do[
5. 1- YD Oy SRR T PR
Rreydipyrignidin-aliypyetine; 1Hpyr i do[
(1-ethyl-propyl)-[2-methyl-8-(2,6-dimethyl-4-bromo-phenyl)-5,6,7,8-tetrahydro-
pyrido[2,3-d]pyrimidin-4-yl]-amine;
(1-ethyl-propoxy)-2-methyl-8-(2,6-dimethyl-4-bromo-phenyi)-5,6,7,8-tetrahydro-
pyrido[2,3-d]pyrimidine;
4-(butyl-ethyl-amino)-2-methyl-8-(2,4,6-trimethyl-phenyl)-5,8-dihydro-6H-
pyrido[2,3-d]pyrimidin-7-one;
4-(1-ethyl-propoxy)-2-methyl-8-(2,4,6-trimethyl-phenyl)~5,8-dihydro-‘6H-pyrido
[2,3-d]pyrimidin-7-one;
(butyl-ethyl)-[2-methyi-8-(2,4,6-trimethyl-phenyl)-5,6,7,8-tetrahydro-pyrido[2,3-d]

pyrimidin-4-yll-amine;
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2, 3- b] pyrazi n- 2- one;
8-di et hyl am no-6-net hyl -4-(2, 4, 6-trinmethyl - phenyl)-3

wo deodiotogar o- 1H pyri do[ 2, 3-b] pyrazi n- 2- one; PCT/IB2005/000251

8- (et hyl - propyl - am no) - 6- net hyl -4-(2, 4, 6-trinmet hyl - phe
nyl) -3, 4-di hydro- 1Hpy i do[ 2, 3-b] pyrazi n- 2- one;

8- (butyl - et hyl -am no) - 6- net hyd3-4- (2, 4, 6-tri net hyl - phen

yl) -3, 4-di hydro- 1H pyri do [ 2, 3-b] pyrazi n- 2- one;

8- (1- hydr oxynet hyl - propoxy) - 6- net hyl - 4- (2, 4, 6-tri met hy

| - phenyl)-1, 2,3,4- tetrahydro-pyrido[ 2, 3-b] pyrazi ne;

8- ( 1- Hiyrdmybsiyilhyétays B8Ry berimetbyl-pberys 5oyt 8-tbtrByo-Byrkioi2/B-d]
binibnROARMe: 1. 2, 3, 4-

tetrahydro-pyri doéz 3- b] pyr azi ne;

8- (1- é%ﬁw):lgﬂ?ﬁw- A-hByrreetingpgpy)-5.6(758-tetrehveic pyeieelg,B-db h
ewyrhidlint-yB-athing; t et r ahydr opyri do[ 2, 3-b] pyr azi ne;

8-die ' : | »4- 4. 6-1r1] -phenyl ) - 1

e (AR B o eI o 8RR brcof2 o
gyretingtyligresy | - ami no) - 6- net hyl - 4- (2, 4, 6-tri net hyl - phe

nyl ) - 1-@hy-pfopbBh)-asniehl- 0y 8 b AGhetiyl-ShdhlyiRs loaZd-Re ahydro-pyrido[2,3-d] -
%-r @;’ /I - et hyl -am no) - 6- net hyl -4-(2, 4, 6-trinmet hyl - phen

yY -1,2, 3, 4-tetrahydropyrido[ 2, 3-Db]pyrazine;

4- ( 1- Byteiyyprarekx)i6-metbyrd X2 p-dimetit-Hpron®-iteny)-B 4 itiydre i hypyrido
l2 Phigyrutin-2-aké; nol | ne; . .

ot o1 B R o s R BBk Fa BRbpneiy 2. Satkanyaro-
Ryrdel2éttiiprazineppy | ani no) - 2- net hyl - 8- (2, 4, 6-tri met hyl - ph
enyl )4-(ﬂé&hﬂ%&dgfﬂ%ﬁ)-z-methy|-8-é2,6-dimeth +4-bromo-phenyi)-quinoline;

(“.]‘r;,l Id In g%-r(]‘%l%tﬁ mppopoxi)—g?ngeqwl-_‘l -(é,g-%ir#éthyi—gf-uorr%%t-prl%nyl)r-q ,4-2|¥|ydr<-)-2H—3-oxa-
3.8{dszarphphthatepyl - ami no) - 2- net hyl - 8- (2, 4, 6-tri net hyl - phe
nyl) - 5 @I&tRRIoEdRBxy)-7-methyl-1-(2,6-dimethyl-4-bromo- _1,2-gihydro-3-oxa-
AL (DUt el of B POYLTmetn (2.0 dmetry--gromoshen-t 2 fihydrorg-oxe-1,
G e taenngler e |
5-(1- arykaletn;yfpmzbﬁyyp],6gu1m¢1m§ﬁ(§z-dnmmiwh-bﬂon(ozp%nﬁ)-i,Q,Isrmbti’éhydro-
b8 Farine4- dI hydr o- - oxa-
ﬂ?yér_ g?a)zbg@hagﬁt hal ene; _ o
5- ( 1- AyRbRond Ryethyl-&R/5-dimetil4-trometrhgnyl) Duinglingd-gl-aming
et hyl 4-pina/nythw-aﬁurﬁ)-djstujfdét@yi-ls-(z,e-dimethy|-4-chloro-phenyl)-5,8- :
) - 9xA- . =C 2= Nab| al ene;
é@(j %@?%%9‘2?32&5@%'@%' no Bé} met hyl -1
- (2, B-G-2-REPPK- S IR A-2. G dimathuli-ghire payd-3,4-dinydro-1H-
$xao[d,3- Biptliagin@-amapht hal ene; 5-di et hyl am no-5-net hyl -1
-(2,4, g-tri nethyl = ph -1 4-di -2H 3- -1, 8-
di(_a’z aq- é%MiE%P%%&?n%e ry]/wl-zz,élldlfnethgllt}jé/h?orrgpheny|§~1 ,%2(3?4-te{rahydro-
myrideiz. Brplpyigriapy | - ani no) - 7- met hyl - 1- (2, 4, 6-tri net hyl - phe
Nyl ) -4l 4etii-prog)-2 efyl-606%-dime Ryt - PR i-hahens:
5-(1-ethyl-propoxy)-7-methyl-1-(2,6-dimethyl-4-chioro-phenyl)-1,4-dihydro-2H-3-oxa-
1,8-diaza-naphthalene;
5-(1-ethyl-propoxy)-7-methyl-1-(2,6-dimethyl-4-chloro-phenyl)-1,2-dihydro-3-oxa-1,8-
diaza-naphthalen-4-one;
8~(1-ethyl-propoxy)-1,6-dimethyl-4-(2,6-dimethyi-4-chloro-phenyl)-1 2,3, 4-tetrahydro-
pyrido[2,3-b]pyrazine;
(1-ethyi-propyl)-[2-methyl-8-(2,6-dimethyl-4-chloro-phenyl)-quinolin-4-yl}-amine;
8-(1-hydroxymethyl-propoxy)-6-methyl-4-(2,4,6-trimethyl-phenyl)-3,4-dihydro-1H-
pyrido[2,3-b]pyrazin-2-one;
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8- (butyl -ethyl -am no)-6-nmethyl -4-(2,4,6-trinethyl -phen
yl)-1, 4-di hydro- 2H 3-oxa- 1, 8-di aza- papht hal ene;

wd2¢08/029807 chl or ophenyl ) -5-net hyl -2-[ N- (1 PCT/IB2005/000251

- (met hoxynet hyl )-i - (naphth-2-yl)nmethyl)-Npr

opyl am no] t hi azol e;

oxal at eof 4- (2, 4<i i chl or opheny44) - 5HTi et hyl - 2-[ N- (6-net h

oxyi sck”™ui nol -5-yl)-N rf ylam no]thiazol e;

oxal at eof 4"2"] or 04 i et hoxyphenyi ) - 5™et hyi - 2"

4- (2-chl or o- 4- met hoxyphenyl ) - 5- et hyl - 2-[ N- ( 1- net hoxyc

ar bonghnayduylymethgl-prépyiaminddemmetiopy(a46rdhéthyl-phelyd-3,4-dihydro-1H-

oxal
Hyr?ig@ ﬁ]@trazm % et hox met h t hoxy
i soquiribethy- gycp;)ylamlw% tra/xﬂﬁ%f fsmnrg&t%/w-ghenyl)a 4-d|hydro-1 H-

9?&% :ﬁi]ﬁﬂ-é‘zaﬁé bagic>4(t rr) et hoxyphenyl ) -5Htieth oxal ate

Telh oéﬂlﬂﬁy Gt }_%_ﬂ)e%yll 43 F’ I{neﬁw&-ph%nylfé Si]-%lhydro-1 H-pyrido[2,3-b]

fyreZn-gioher o- 4 trifluor orret hyl phenyl ) - 5-rnet hyl - 2-[ N- 6-

met hoxybsRsHipYAmiRo)yBlhethi-RI (2R ATEAR]hEYHBH-@hydro-1H-
cht or hxq %?eg 4A"3<r3| or%lzhl I(t of r)enf;lp cﬁllgor hydy; z:ﬁe of
RYES 2RI U2 BT hoxyphenyl ) - 5- et hyl - 2[ N- ( 2, 3-

di met BybutgelitykRaning)leymeélhyhe Pt Getrimatbyitphirydd. edinydro-1H-pyrido

Ayl

t hox th -[N-(6- -2-
ko TSRS Aot LNk 505 200
adtrbioydrysphridb[e, 3adipyrazine;
4- (2- - .
i O TR P a2
éqtfp@fdfﬁ,@fr 9[@ Sd:ﬂpyrazme
4- (2- ehh@mq-mepmhhmwmwn 2,5 6-trirhdiyli-pBenyiNG 2B:4-eketydroy
Fﬁdg%t% Fret hyl ) - N- pr opyl ami no] t hi azol e
chl or ﬁ;ﬂmt agnr(rg-G-methyl-d, (2,4,6-trimethyl-phenyl)-1,2,3,4- tetrahydro—pyndo
fb:(i@? GrBEied; 0- 4 met hoxlyphenyl) 5-met hyl - 2-[ N- (1- (cycl opr
0
e S T
ayr'ein@twpmﬁlm) pyrazol o[ 2, 3-a] pyri mi di ne;

3-(2, é (S{!tﬂléh@mﬁxh@w&wétnﬁﬂ@hIasythmzwl‘dhahw)w23«@;@.}1@% op
ane | am.no) - pyrazol o[ 2, 3-a] pyri m di ne;

EYrWﬁ AR (2, 4- di chl or ophenyl ) - 5- met hyl - 7- (N, N- di
al | yl ard-hpyroxypmethsizodnok; 23methylpr(R sictrimethyl- phenyl) quinoline;

i2 Kf‘t by lll S{tr&kyBrethgi- ﬁoﬂlaﬁMo%MﬁMl(ﬁ 4, BtrirRStRW-bhefylf-NulPuine;
p;/r a;%&%?g:yl gqr;/‘egwqoﬁ-,%- eﬂ}ypg }2 4,6-trimethyl-phenyl)- quinoline;

2 et hydietylaoi®-Z-@ethyle-@ 4l Gatrimpthglrppeny)s auivelingll - 7- ( N- pr op
yl - NeygLARIRANERid) L methyl-8-(2,4,6-trimethyl-phenyl)- quinoline;
4-(bﬁtyl-ethyl-amino)-2-methyl-8-(2,4,6-trimethyl-phenyl)- quinoline;
5-(1-hydroxymethyl-propoxy)-7-methyl-1-(2,4,6-trimethyl-phenyl)-1,4-dihydro-
2H-3-oxa-1,8-diaza-naphthalene;
5-(1-hydroxymethyl-propylamino)-7-methyi-1-(2,4,6-trimethyl-phenyl)-1,4-dihydro-
2H-3-oxa-1,8-diaza-naphthalene;
5-(1-ethyl-propylamino)-7-methyi-1-(2,4,6-trimethyl-phenyl)-1,4-dihydro-2H-3-
oxa-1,8-diaza-naphthalene;
5-diethylamino-5-methyl-1-(2,4,6-trimethyl-phenyl)-1,4-dihydro-2H-3-oxa-1,8-

diaza-naphthaiene;



10

15

20

25

30

35

am no) pyrazol o[ 2, 3-a] pyri m di ne;
2- et hyl - 3- (4-chl or ophenyl ) - 5- et hyl - 7- (N, N- di pr opyl am

WO p@pomsoa2ol o[ 2, 3-a) pyrimdine; ' PCT/IB2005/000251

3-[ 6- (di et hyl am no) - 3- pyri di nyl - 2, 5-di met hyl - N, N- di pr
opyl pyrazol o[ 2, 3-a] pyrim di n-7- am ne;

3-[6-(di net hyl am no) - 4- methyf’"S pyridinyl]-2,5-di nethy
| - N, N-di propyl - pyrazol o[ 2, 3-a] p yri m di ne-7-am ne;

3- (2, 4-di met hoxyphepyl ) -2, 5-di et hyl - 7- (N-propyl N- et

hyl t h I lo (2, 3-
72 (N et vﬁ&#ﬁh%ﬁ%ﬁ&kﬁ%@nn@ Dheneavi) Sy o
dxanyd- dl{az’h rzphthalen@yr azol opyri m di ne;
7- (N ' :
A LR Ny )
'{%d'GZQjF%Pé hﬁWeZ (2,4,6-trimethyl - phenoxy) - pyri di n- 4-yl

- (1 s-@thybnidephenyi)5-meihgiez-[N-(1-(methoxymethyl)-1-(naphth-2-yl)methyl)-N-pr -

(#“(rw hIo 9- 2, 6- di met hyl - phenoxy) - 3, 6- di met hyl - pyri di
YAN oﬁ et hyl - propyl ) - ami ne:

cycl mal@pyﬂwwmpf@nm)ﬁmﬂm-mmhmwpb&&N@ QRVieraiRqityazole;

| - ?/réiglélé& acﬁa@c}-rﬁ ulrﬁm-}l)ﬂrpmpylammo]ﬂwsazole
cyc ro en

et hy eSS %%ﬁ?‘ﬁ%&iﬁ P S ghindo o
rogpséanaipeltbjgzoleet hyl - [ 3- (2, 4- di - chl or o- phenyl ) - 2, 5-di net h

yl - pys@sgd o[ 1, 5-A] pyfl ITh 93 Brioho-43hdtndXySHRM )-8 Flegi-2-[N-(6-meth
2 e Y i h-gbny )-2, 5 di ?r@t@h{/{ py{;hgzo[ } ey

hl
'?qél}B'ﬁ'Y'W (ﬂ’f‘iﬁ’y"'i‘mVPﬁ pr opyl am ne;
[2,5- mmwmwemw«mxﬂmmawmwwm@mmmm

[g>g]% ne%yl%mwhmw&o W ghen ﬁl? exrﬁzoi g aj p

yri i 4
4-(1- d:‘zblayal propyldﬁm no) - 64r(st:l1iydo-42trnﬂ®roﬁ;@mnhemsé)tﬁambthyim [N-6-

ester. Methods for making
ﬂ%éﬁ&‘m'”%fg an S ?agﬂe@ﬁ'g%déd above are disclosed in
i nt erdghBheHsArEtehByRERRETeVAREZgBMEEE Y\ -propyaminofhiazoke;
I ncorgpriaiirts by ref @f ence hesgidhlordarristhoxppaedyy)-5-methyl-2[N-(2,3-

el REBIFBRERRE i ng CRE ant agon; st .
4 (1- c@tormrﬂraﬁﬁ opox?f) 3, B-@igHerhirmeoryphenyd-Strethd2H)H fheomo-2-
rﬁ’éé?(dé@néb)ﬂhl-ﬁyl ﬁ-apro ylamnno]tr?a;zlole ,
)2 (1A opyl - i ne: ( 3TE ImBEHITASIT NS bRy e
mrdethmawylh-1pﬁbhdrowpylafpyp]itmﬁzn184 yl)-(1-ethyl-propyl)-amn
€. chlorhydrate of 4-(2-chloro-4-methoxyphenyl)-5-methyl-2-[N-(1-(methoxymethyl)-1-
(naphth-2-yl)methyl)-N-propylamino}thiazole;
chlorhydrate of 4-(2-chioro-4-methoxyphenyl)-5-methyl-2-[N-(1-(cyclopropyl)-1
-(naphth-2-yl)methyl)-N-propylamino]thiazole;
3-(2,4-dichlorophenyl)-5-methyl-7(N-propyl-N-cyclopropanemethylamino)-
pyrazolo[2,3-a]pyrimidine;
3-(2,4-dichiorophenyl)-5-methyl-7-(N-allyl-N-cyclopropanemethylamino)-
pyrazolo[2,3-a]pyrimidine;
2-methyithio-3-(2,4-dichlorophenyl)-5-methyl-7-(N,N-diallylamino)
-pyrazolo|2,3-alpyrimidine;
2-methylthio-3-(2,4-dichlorophenyl)-5-methyl-7-(N-butyl-N-cyclopropanemethyl-

amino)pyrazolo[2,3-alpyrimidine;
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or 5-(1-ethyl-propoxy)-7-nethyl -
- (2, 6-di net hyl - 4-chol orophenyl )-1 -4-di hydr o- 2H 3- oxa-

wa 2@sdrseanapht hal ene; and one of the foll ow NBCT/IB2005/000251

atypi cal antipsychotics: ol anazapi ne, cl ozapi ne,

zi prasi done, or pharmaceutically acceptable salts
thereof. In the preferred kit6-of the present

i nvention, the pharmaceutical conposition conprising a
CRF antagoni st is a pharmaceutical conposition
conprising one of the particularly preferred CRF

ant ag%ﬂP%tgﬂ,th'as3 @éfq'qli'@&mabw)é -meihd-7t(NepretyaNmaceut i cal

Qﬁlﬁb@rﬁénbmeﬂﬁyl%ﬁﬁw) bEbAMb[AB Rl iRmal anti pSychotl C is a

phar eut ositdon. C

P ¢ 1 ZAEIbl & o PR P AP yeR Re Prvesie o
eMsinfidiea above. The preferred nmet hods of treatnent of

t he DB%@metﬁW)%%rr@ﬁﬁé %;Hﬁtﬁgg%lﬁ 88 Rp}PAbzdRliP S g&}lﬁmldm-?-

articularly preferred st and particul
Bf'erred atypical antipsychotic as defined above.

Al so pitefderatiethmamog-4natine 3patdigt, 5diratethyﬂrmN{GI}prca)yl-pyrazolo[2,3-a]p
yma,h&waﬁﬁnley preferred CRF ant agonl st and a

particularly preferred atypical anti sychotl cC or a

phar n%é?ewmrwawagﬂ ‘i’"iS‘ﬁ{;'g'ﬁ Q&rpw% phetydgyyethylamino)-pyrazolo
@rvapyrinddine; as def i ned above, for treating osteoporosi S

or f ralhkndssRe) ?ﬁ@ﬂqe‘myr 4 z@xgrétgg-4°ﬁ]etﬂ5§§ﬁﬁetn¥r[ Sal Ll ar

cardi ovascul ar or "heart di sea
Mrre lopyimidiggy, tachycardi a, and congestive heart
fail ur-eN- (marﬁipm’p&ﬂ) Nrmody@ﬁﬁ"rof—z aﬂMfr@l-S—&Pﬁdrfnethylphenyl) -[1,5-a]-

%ﬁ&g@#ﬁ“,a& protein catabolic response after a nmjor
era redu0|ng cachexia and protein |oss due to

c hr onB&- q'mrth)ér@sﬁ 4 Gcdestad-aheneyy)wytidiet4 ive-£1-ethy-prapy!)-amine;
accel [erathisrg-2f0@meétRa PHeToxky)Cd,6- bleefhyP@hbrﬁﬂt@ (@-@th?ltpropyl) -amine;

locd ProvRR B EREHAORR PR S DBl R

ymeperybheiviegiore may occur in different enantioneric

conf |c9b|6;§5ﬂ>)ﬂ?ﬁl§hyl -Be-rf YR A RIS R-ghe R-2 Bl airf2ehyREyESRR 1,5- -

all enantionmers, diastereoners,

hJ[in@rdt'E?gr%rSMSWEF’s of the conpounds, as well as

I ac e raycloprogyinugting f3-(@id:di-anlere-ph e e208-dimiethgli-pyractalal 1, 5-a) pyreridin-7-
yﬁ%FprleanQPé ai ned by known methods, such as opti cal

reso kl on pttt? ically selective reaction

chr oG GPOYHT écb‘ﬂ??ﬂ Fporimethy- Hﬂa%ﬂ'%béﬁbvf"ﬂ'ﬁ'"ﬂfy'ltq*réfopy'-

afiingal product or its internmediate. Preferably, the

C oD B8R39l LAREIRG RN EAI YA I P S Horoo-

t he pr'esent "I nvéntion show a synerg
aB¥%w | ess side effects, as conpared to the individual

Conpazisdimethyh® (2, 4-ma~adro4pgerqn)wa¢aaab[1 SRS FiRidaot-y]-@-dMNBrdpyl)-
a;l;l;},lés n treating a particular disease, at a specific
dosage | evel , the conbi nati ons of pharnaceutically

act i el 1 ESHRORUREIRSD-StrprthyR 2 & Attrimetodnbenomy)dlingtinias acid methyl
eliet.t er actrvrty than the activity which could be

oS nED B D! B el it R SO W
intstprtional datahteablisativn YV Q ©6/BBTHY Imdwe)ora’neu hyi reffiesence nergiounds,
or  apaRBiAAréeReddre d3€chiRpositions, methods, and kits that contain one of
the following CRF antagonists:
4-(1-ethyl-propoxy)-3,6-dimethyl-2-(2,4,6-trimethylphenoxy)-pyridine;
(3,6-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-yl)-(1-ethyl-propyl)-amine:
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activity and of less or |less severe side effects than
coul d be expected when adm ni stering the individual

W@ 0u0ms05. The expressi on "pharnmaceuti cal |y acRepimodi000251

salts" includes both pharnmaceutical ™ acceptable acid

addition salts and pharmaceutically acceptable

cationic salts. The expressi #47-

"pharnmaceuti cal | y-acceptabJe cationic salts" is

intended to define but is not limted to such salts as

the alkali netal salts, (e.g., sodium and potassiun),

al kal i(e-dieeetiyh2(dettédro-2 Aldirseth@-phenoxyg)adyddiordryBiftiethyl-propyl)-amine:

rspgnesi um, alumnumsalts, anmmoniumsalts, and salts

W th organi c am nes such as benzat hi ne .

(N. N 5 -@gwlzgrpwwgﬂ—@ﬁ@ﬂﬂa(ﬁﬁm9thyjﬁcghpllq@phenyl)-1-4-d|hydro-2H-3-oxa-

dlaed.éhaﬁgﬂh&meﬁe et hyl enedi am ne, negl um ne

(N berdy PR SET ekFing A5 BB RS pce AR e, oo

tor mwnmm’thaéy %@emﬁblﬁﬁﬁltziﬂw .oxymet hyl - 1, 3- pr opanedi ol )

and PhiP Gigd @%fer?éaeklgxsr thesS @Bent |nvent|on the pharmaceutlcal composmon
e aci

h t
PGB G R 7 PPRGrCPyiet Edhiaste, SRmbiind Bag o te
mhmcMyermeferr@r(Bm‘eantmmls@mdnilrdae abevs, et tbe pharaieerydiep! composition
aliPs cFWthlQg%a“&@ﬁl&éﬂ&mposmon comprising one of the

dro os hae acetg %e 4 ate, citrate,
?’ﬁ‘ﬂ‘?ﬂ! y@fcewggﬁyg?o 65 S 3FTReq AOY¥&nesul f onat e
( t osyl 'ateajreferaéd seth@E OAlrediDeDEG TR fPa3e@NN@ntidiHE e those methods that
| nveg” L Ok aﬁar@‘)%ﬂﬂeﬁ' BRE %Hﬁg&ﬁé}’o LR fPRSIaR 6r@f’e?red atypical

tion can dm ni stered by oral, parenteral
@Btingychoticas defiirdabP¥e . i ntraperit oneal , intravenous, or
subcutrseeeiarddrgreibbseconethads thdt eopp aalartlcuwlmef}rremlabntagomst
\égt?}:a R)glﬁculglfspﬁrgllerreos yfg&&d’] ng’FHfsych%ci Broep Bﬁé}bﬂaﬁé&%a? %orﬁ;gosmon s) of the

Str
presedRventioncas fefinetbatone.den teeating thgpfpgros:§ &hfraiheassogipted with aging
@f bbby, Scafdovasdlar de hetpsrBed disame,dip panpllaatypeit@isionatbhycardia,

tcc?ng%f we% lrt] fa?l r%%é&&&g&ﬁg@%n% f%%?ﬁ%ﬁeg%? reﬁ@mﬁ%g Wo@m catabolic

a MRS ratlon I'Acl u

prReRese Aftetya BRIPF eperatipnaregiiring ¢€l@éex'5!a?ﬂf' F?’@‘Ie'”rl%‘-ﬁ' dy i Ahronic iliness,

E&d&@étﬁag %@Ioﬁhe@n@ SQgBelGtbfhglthereBsvRREdTbly patietedriot patients having
B‘?ﬂ mamal s) the solid dosage fornms can incl ude

d rg&”ﬁlnéaéor\ﬁ"?ﬁryf ood and chewabl e forms. In such solid

dosag@hé cemppundshised imihe oredent dvention gy mavd entieal 6énterhard therefore

'n‘@ay 88Ut ﬂ'@hﬁ‘@:@zﬂt éﬁ@nti@ﬁ‘l@?nd@%ﬂﬁ tatibhsathd @&@Bur@@ @sddeih present invention
har maceut | cal arr|er such P$83ucr

C
PaRrO BLen sl Ueg e es: TR S e eIt o Ta FHTEPR: as well as
sdcemic@odpthérseixturas thersofn ndividlal spraers icarebe eitatiediby edwn methods, such
%y b&p‘in@eﬂ%&lmﬁt)#ef)ptﬁzgll?nseﬁéém baetidh, B | YR togrdphi- ?epartaﬂon in the

l"'ubri cat'i ng agen Such as nmagnesi um st ear at e.
eea@ralign oéﬁﬁg"ﬁﬁ %rgducf%(btfé’feéme% pills, the dosage forms
may alPsderalyithé semtindtibes oghaargarelitcallyl adtive tesmpamuahdpiof the present
FiRGhBH Unbly N Yol HaBPERS MoheBNSRE ! Srebi0LL RBfipartd to the

case of osage orm ¥
ingivjskal seomPPeRAsy Whg H@ﬁé‘ﬁ@@ raﬂramﬁbmi?f??ig 2glyBHANs Thys;, dufreeting a
6%@% digebs8 aﬁ @rspéélﬁd d@d@é' nvell fat ¢dﬁrib|naﬁ@43|l.td¢harmaceutlcally active
eu acce e | t .
g‘tl%%‘ﬂ‘gﬁ Sft tbe pge %rﬁ %ven jon ka?\e i X!{)nr'gtse§ g%&?yath%? I;]h% éc%](ﬁt which could be
dirlegted when e¢m10nﬂeyng1t§e mdlkualh?emawndSsl%rPré@S \Reless side effects than

B&id Blesxpettedwhdieddmirtktéritg MeSindiGiamsp @&hﬁduﬁtﬁbs of€AEondirffion of a better
i ncl ude a ts (suc

asyisana.Ar % S lEPseLe che Aie X}Ebm g&ll@%ﬁ %ﬁqqxﬁheggagmrgstenng the

individual compounds.
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flavorings, perfum ng agents, and the |iKke.
Zi prazidone formul ations in the formof a suspension

wae@sdesser i bed in U S. Patent Application SeriBECT/NE2005/000251

60/ 42195, filed Cctober 25, 2002 and i ncorporated

herein by reference in its entirety. Novel injectable

depot fornul ati onsof ziprasidene are described in U S.

Pat ent Application Serial No. 60/421473, filed Cctober

25, 2002 and incorporated herein by reference in its
entirety. Preparations according to this invention for

par entigy é:lpréb@nih Mpienhadelitivally Bedeptelble Sty ihaudas ethushaomaceutically
%‘c%Ept%%ig g?ds t?on%%’tsoé}m% é)th?a%g&%élﬁl%cep% @a'tu&ﬂ saltd n%eﬁ&ﬁressnon

eous sol'vent
whwpﬁﬁea'wa?@‘%ﬂab’ep@“%? Rgliseiseinigndacole, def/@@é@tamnet spited to such
§em§ Rs &% é}rkdn\f&téllsblts':lra&g C&JdiuinPhd pd&dsiitr) Nalkafinglearth metal salts (e g.,

ectabl e or esters SUCh as et
(R A o) S50 A R L L S8 B o
prbeseryi ngenzathine ngN, Mpmyfe;hyﬁgednqnnde)m Sg@h@,ng diethanolamine,

?ﬂ)ﬁéﬁeﬁlammeMweﬁﬁhr@e(Nﬁ%éﬁy}lélueéﬁ%e) fihePRAmE! (ﬁ,behﬁﬁ/lphenethylamme)
tration through a%acter

fiREYRpBs: atq'ﬂ‘?@azg'leer 9w aﬂweadgﬁ{nglo%teyg %M@etkyl% 3-pro¥anednol) and
procgies iThe aaxpressign I'mheawkicaitically-scheptabimnpcid iadditiors saltst isbiptended to
B&AL P&Qs Et}ﬁlrﬁi@mﬂ& §u~:,thI S as t-ﬁg ??d@éﬂor@tasﬂjd%romlde sulfate, hydrogen

manuf act ur ed form of erl 0SIi
R AL R R s A A e
&bﬁémdselfdnagee(mbqhdte) en&dnojmanesmfenhtatteéy;ate_be_éltsr e use.
Conposi tions fgQErkieeh BESORIPHRIN BRITHRARVBAFIONT | ON are

preferably suppositories that _may . contaln, In addition

[
tot h’é‘“%@QmRPé't'grt?o%rtda‘Pﬂ'i’é"“aBQ&‘?l‘ﬁl"@ﬁt‘r@’e%ti?@l‘Faasbe&?@B'HStered by oral,
batértersl (H g.QinFEpRRSlat, GhtdapastneaCanasndus 0 os sltmutanesal injection, or
t’loglﬁrlag plan"i])d %é% Sréé t%l,l r?&ﬁla&%hﬁg}u%f) oﬁ’foﬁf&glrrglq?%%ft memlstratlon and

!

exc:| en

pﬁmdcreffam@mt¢d:wth @mﬁfp@@wqatb\h@ccewta@'ﬁ sapEs Ehiclas n¥efiygrto provide
EXBgERAR Spraphiatd fér@EEH Bak ioPainihistraiib®di at e rel ease and

ggﬂt { :mgléle [ & %Farﬁ%eig% %a'i a nlt‘nﬁlrgl{ralﬁ gh gﬁch*dgﬁ%gsu?e%mg%{s |pﬂg]spowders

graguiesdisorttse thhsatandaﬁqg@on-hur@,@rz gammsin (reisops 08l ag the presently

%ﬁfr@@%ﬁ-hﬁﬁﬁﬁn&ﬁmél@ th il @6Ry&fors @édllhéludetadnmftures wuth food and
el St Som L at es \%rhcf i %rﬁl comblnatlons of this

di f
e doBtsmibSH S otosPie KT bRt <4
inosttion care ainyxEdoEh s fPestESy teghemiasoeissityscrerinhi carier such as
&ﬁmsé Obkigsh, rsﬁ—Jr&\a%? {HeOllk8) émﬂ JJQ%@BFm@'&E@GBB'cS&pM& Gle normal

I mredi afe rel ease form lg}%?{ %% & such
&rﬁ?t|cﬂ'sif’€ﬁ6'?q| gubstanogsepiien tﬂaﬁﬁﬁ?ﬂ '3‘?’% & @a%% lf" f '%e{]ﬁéuc as
oRfneainimagienatst In didncase of capsulss, dabeisl avd pdlonthe db$age forms may aiso
Ecﬁk Fiee %u;f?{ g‘a?d\é%{shqgﬁletgf arfdl G TcLAbdURbARY e prepared V\fllth enteric

rmaceu ositions with a certain amunt
enelingpe i e OEAIOWEPIE 'FBVIFE SRPORIeNT MY cappiRedRYOrp agents and
bérg.hﬁng(a‘geﬁtbl s disclosure, to those skilled in this
art. rgr%e osa | frms qg,t Q'gLrﬁdrﬁ@s!%t%R%éI% @%n]ngéeﬁtléfl acceptable

descr em ng to | ence a
ahtasnmyolums;»ksmmq@m $MPE0 AR RUXIrs Epstaiping ipgyt dilupgis rommonly

Edtih @2 4l 288 as Reel oGRS 5@hGASE diRehls SédinpaEiRorisr @ @ksddnclude
Sl 1Sl B e T Al S B erBR AR peefbring agens,
fevaringk e perfumico agemy pwnthe dike| nZiptagiddne detmulations in the form of a

&Qaér%[oncgré @é&rnb«@(wd@' ler AHpIRHRHESH RN Ko SEdNeH 98) ifikatd@dber 25,

IS a | ong-known nethod for e
2002 and incorporated herein by reference in its entirety. Novel injectable depot formulations
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preparation of pharmaceutical pellets (J. W Conine et
al., Drug & Cosnetic Ind. 106, 38-41 (1970)). However,

wWorwsn79seT hods such as peptization nay be uti |l P@BUB2005/000251

Particles may be agglonerated to form spheri cal

granul es or pellets, in a high-speed m xer granul ator,

or rotary fluid bed aggl oner4¢-or. These nethods are
described by K W Oson and A M Mehta,

Int.J. Pharm Tech& Prod. Mr. 6 18-24, 1985. Pellets may

be al so prepared by extrusion of wetmasses or nelts
<f>f02hdra:smde bre dgshyibed v B8, iRakent Applicationrfisial N 6048473 ldd October

ﬁé‘ﬂ? Int.J. Pharm 116
%ﬁ?%%ﬁ?teldlff S%rﬁigge%ﬁggdtsgﬁe ? ically those
h peeasatops Gaearding losthis jpyenian oy BFTERPRLEATINBtFRION Mclude sterie
é‘(ﬁlbbl!d S5O0~ a@jﬁouﬁh@mloﬁ&rﬁmsﬁmblon§l§ﬁiulswqua§mﬂIﬂbe k®. Bkandples of non-

g us dsolv%r?t%i declc'leg uel &ﬁpg/f end HﬁXOI 31%@@@%!6@%%%? tv%éﬁl?bles&ﬁ Iguch as
ofive eil ensiopy ollp sc@latlms iarammjeﬁhldﬁ ﬁ'@@éle epterl Sue*bﬁﬁa%ibyl plegigs Such dosage

REFOMEY B0 tonthih &djula RS biiPNasCHFEs Y, defting. én%l%ﬂ'fg o#ndt digpersing

%gg%{}ag(?egfnj}?%gﬁ%?eéltzgﬁﬁ or %)P?Iénsp& E{)ﬁgatatiognl‘\ro@ Ih &f g: rfe{i-j (tatalmng filter, by
incorfeatind rstenlizngeagedtsvintol the oprapgdsitons, QMI gmdfapgg thle compositions, or by

bBRARRUEIFp RS (i %ﬁoglsii BE rhahuiddRirddnetNel R idl Adtile solid
amount effective to Q‘ﬁ condi tion

R R R R D e
iofmeidlagelyd@fgp@gset | on this i nvention can be

CO- adg) b 3kiGhLRr $é<ﬁ%l' | dr 3RERA Sé%lr%traﬁ&ﬂ Hl%nﬁrbﬁl'éb}{/ édﬁp@d’l&frles that
order, or as a sin phar maceut

PRV CARRIBLID] 394ftiop. ¢ 'b%laftf"ﬁn?bﬁt?”‘i?s@x?'me'gﬁéu 8%@8?06 butter or a
suppeditbiyovaxpr ef er abl y conprl se one or both active

OO Riond YoP RAAFLALD %}4 PrirfRliH 478 SRk &k ddwitn standard
acceptabl e carrier era ese conpositions are
exginighistwell srRAGEN 6@ such as tabl ets, pills, capsules,
powdertse pHaraabéRical Sdrgositienspaf e arrédensmivehﬁoonsamrconsist of a

%%310 nati osnI &nr‘%m tgerelggs[eaaq'lrdg:%mroll% réléagél 'cgargﬁcﬁér%y iy, SQEI‘P?&npositions

toriles
eanafake gm e pé|comp'n@ttoaﬁa>§dhe 3§U‘tﬂ i”ﬂ@ﬁﬁ‘!ﬁ’ﬂtsoﬂ‘a? &¥0g| in size from
ﬁ’éﬂ\@béﬂl&sr@tm@rﬁ arfidlesl 61 in asETTofth F Baglirainy biy pélielsalitit difisterarrelease

Eageﬁl gtees ? %{eg 8r ﬁ?psngpr B posrntll ng fStRé H%Sgrgmfﬂlé QA%Sco%%F aﬁ%typlcal

| S are
amtrpwcaptp limesusteined of cfaﬂtmktedrrelea;ﬂe for@ @d territe ﬁﬁtia@ﬁ%ﬁt n: an immediate

feRBsE ol gklﬂenﬁfl\%w el & p?dé@Bnt@§ycﬁ@tfcrbaﬁtb%ru¢ amédiité Gsi&ase form and
Sucrose nagneS|Um

Op &R 59@9°’B‘?t 8?? l&? i ﬁF%ﬁ'Bésdp?ﬁf’%mg?d r&f‘fﬁ%é folld ot her
phar nidetbortsi of @repdiidgreanioss prarmaceutigabeompositiénsrwithze ekstaingamount of

Ried %.’éH.L@ter anpﬁilltb'e%ﬁé}@ﬂtﬁh@t BOth® J"&@%n@(}h’&se skilled in

m xture o a Co ound resen |nv§qva ht Tﬂ s
Bl RFnER SRS MRt Y REIT REPTP 2 ghpd! gton: The Science
&l Prattics (of tRhatniieeg eMpcie Paslisniha Coomamy ifasten.t Pan$othEdition (1995).

BI%EB%S NeRHSe pélltetsn% rﬂ?ﬁ)@edt lthtap@oa@ﬁé infifedidld rrcﬂgés%"ﬂeﬁets or via

ersed eve he conp osition so

TRlEX @mﬁmmaww ey bBéaF@gd’i“T )fors%EPP\?r Hecpafing Bar@q‘ﬂ df‘ Iﬂi-}'d bed
&fafe@-@ﬁéryeEMﬂgbbn (Hﬁlaa%ﬁsequ)?ri’('&sp&éﬁhlzaﬁntlalﬁ whe-kngwr hethaddor the
caps |S S | e C

c R ettt aaer i Rl okl i BB bhirite Kb 100, so41
deaY). iHoweveiboier wethods pHoh psf H’QHPHZG“OI‘ gy aedﬁwzes!oémﬁgs may be
SHgiRReedb férm%pﬁ&kbl\b?adul’& loegeIeR! i aightspBeddmREEd  nulator, or rotary
; nvent :aé)qglqs?er%tg ::‘FEF? Te%ggjso%%g%ﬁcr%fg%yégq&ab%af 2 Al l\% q\nehta

mhepmammm& Frgd.Bidt @é-24, TISES. tPelidte ey be alge pregared by exirusion of wet
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of the novel conposition can be coated or otherw se
conpounded to provide a dosage form affording the

wa@odwantsge of prol onged action. For exanpl e, tPET/IRI00100251

or pill can conprise an inner dosage and an outer

dosage conponent, the latter being in the formof an

envel ope over the forner. Thgo-two conponents can be

separated by an enteric |ayer which serves to resi st

disintegration in the stomach and permts the inner

conmponent to pass intact into the duodenumor to be

rﬁ@dsaé/@rd?]élte fdll&lv@ﬁiﬁﬁsphéroﬁﬁﬁtloatfyfr @bmpktas desdribed rC. ervase . Baert
r_s e cla n r :

4 ﬁcf’ugf’mﬂ’ E& $Ph rglr Mgé ?1@%{/ ??18‘”6 %§cl%§rﬂg Iﬂsé@ér% tgﬂ!:aﬁly t?ose with

phestiy mediifies a@hzﬁ mm@hrygtalbmﬁ ﬁﬂt”é?q Aukalgy "?ﬁ@rq' a%"a"c‘a}tam'“es of a
Mh@bln@éﬁ @ré@nb@|lﬁ§cﬁie3®fr@&t§nts JitR 26 @R dofieciiCiuiprigte may also

ositions and nmethods of this

i en
%@Wf%‘ﬁ’ tﬂﬁ?’e B%S'Va?ﬂ“gsp “however, it is necessary that

t he a?rraumemfcatdmmpashwnseaccqn@mgsmltmnlﬂ@nilw eprcdentain 0.1%-95% of the

tﬁ%ﬁﬂi’é&ﬁé g é?l‘iksotbﬁtsslH@?m&m %ef@’a@yﬂ%&mw [z %9@9&&0&@ dofnposition or

t ted d
IR e ETTITES Yo 3 G of PETBRHUAT ebae] Sernd to the
ihRBtighak &ih erbut effsmtipeoto rdlst taedennditiont erdisdaset of éhechubiact beimg dreated.
t he t‘fh%%g%P&ve u?d?é’dué?&i‘&ﬁ" thé @&%&J’sﬁon T |n\qé?1§é'g§arf @eng@§dm|nlstered

and dosage Tevel's nentioned herein refer to

Smilenseseer eapen'abi T 98 OMpYG PIBIEATTICROLR G omposiion.

phar neatiddeatital caippsitorisiod nee laltttdz tkeésest infentidreprpiesbbrromprise one
cl)rnt\{%]na[c e ot nqo}ﬁﬁé}(g) @Se aEQJQP ﬁj d 'BhérF%céTﬁnEQ@daScc@&taﬁlg arrier.

ner a osage | evels
ftref@@@ly hesel GunRegitivg &P 'Bc}tfw Q(jhfplgl‘ﬂﬁaﬂl(‘y ag fablets, pils, capsules,
pﬂﬂﬂbr@' §ﬁaﬁ‘tﬁl@éﬂ dté?nldﬁpaﬁfaﬁl‘éraa@dutﬁhhet saspensibiss, neetgred aerosol or liquid

@re@s r‘rﬂW& gglggul%r r eu(ijo %{%{%@9 ede(/ggsg eor ﬂJpEm If§r QJTQ 1 p‘éal%nteral

intehmiasal stsemlemwwrarefftah gadewu%@éorbr ord foy; adpinisiatign npy tiphsiadion or

lﬁ&ﬁfﬁaﬁcn @‘oﬂfr@;ﬁa@nﬁé %Qld%ﬁ'@ﬂﬁtldna@@&h ésﬂalﬁl&m'ﬂié prisigaectivd MPredients
unmans |

SRR i St SR o2 e LB B s o com
startto lavtoise,isptresed serbitol, tAlcratgasic p%fr@aweﬂurdé%@ée gigplglemipRosphate

San&’tcﬁ}%rr ﬂhaﬁ‘ﬁhcg&%@ngnubﬁts Oed. Watep- O ﬁgﬁkzgsélfd brefbymulation
dai | % whi ch can

cRreRmts anoAGA hemogE TR e HAteEeind Rk Fafsh Fypteon, or o
raanavaatiealtyi scedptabingadsheréabns, net hods and kits of this

' nver\fvh&prefé’r‘ﬁrig tOQﬁes%dﬂbeB}nﬁ)ia%Bﬁ@orﬁﬁosﬁn@ﬁ@g§§orﬁf>ge@\eous |t is meant
t her apeut Ically ective ano first and

thateths ecYRd '@F?@Peﬁﬁe'ﬁt‘i"%pe&qﬁgn‘?"eﬁﬁ tEmHﬁl%t il %o that the
catpestionThey berraadut/ lsebdipdrdt inbasduple bifesttd vt dossgatformgssuch as
tLa‘éStQ O:PFE C?%Prz:a s% %r'ﬁ'llé Qdﬂ $é1'£r %h&méo H&Hls%entﬁgdlvnded into unit

I sorders an C hot i
diveas eI ghe fbflemaﬁrsz:f"tﬂﬁ'saba\fe %onta@wcff?abgé Rk 7RO RF each of
thébbtive %Rﬁédléh@)éfﬂhé Preaény |rW§|6iloﬁ.aTyptcéBaﬁﬂmBége fblmas contain from 1 to

?‘%i OL%Q%”Q Et—fo |5}5 86 oeﬁéé S{)@ﬁ%gﬁ,\% au%rq‘?go%nt f@@ t&Hbfs or pills

dfalust wavel qormbmnr@n tbhecodﬁ@k or @ié?rwra*e icPrgPeundedt @oP“é‘f'Rf 3 flesage form
SN tﬁ& a&\faniaﬁ@ oﬂérﬁl@ﬁ&@rach@p FbvéxiabhpRef tht N&biét o8 gill fcke comprise an

conpoun t he specif sition e
SHESHRS R clie SRBPT) i BRIl B Fph o 8 evecr
cvecs samief. he toucontieperis pargbmwﬁratdqlé)ycﬁtﬁlrﬂnfqucdﬁvebwhlﬁm gerves to

%‘}Qj a‘?s‘?rjfte Qfoﬂgn Hées'?én?éi{:h ahll %erPrﬁ’tE Wmﬁé?%@ﬁlﬁ&e*ﬁl ® ;fa@é intact into the

mnistratio , I'n any ven%J det er

HioperypY PreP @edi@gaéeq erelpfx@ lAnV@f'?fV matedalf chlage usede for such enteric
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The foll owm ng dosage anmounts and ot her dosage anounts
set forth elsewhere in this description and in the

wappsidwnt clains are for an average human subP@Di1B2005/000251

havi ng a wei ght of about 65 kg to about 70 kg. The

skilled practitioner wll readily be able to determ ne

t he dosage anount required fan-a subject whose wei ght

falls outside the 65 kg to 70 kg range, based upon the

medi cal history of the subject. Al doses set forth

herein, and in the appendant clains, are daily doses.
H?@rs&%&ﬁétm@ﬂrsmuh aatedials inEhukirey afnua]dm ofi miyneeric @oids and mixtures of

R SRR R o R ARheDes el 1Y bl BRI, Aot

S con anount
i nt er Vh¢ d@saee gbagtive ngéﬂﬁ“en"ﬁdﬂ \VTQJIQP&PHO?"QV@ e 6‘\‘)%“&@3 mf Hfésyigvention

h\%y%svaﬂéd thbﬁe@@tlt MﬂqeﬁﬁésﬁiyythéMIhé Amatet of i b(ﬂllvel'ﬁgrédﬁbnts in such
mal nt

rape tlc ffects.. More | I
AR B e Neb BBt T OBRP TS PP geafe depencs
bparethe désired mempashmihet, omftherioute pﬁ@dmlwﬁt@ﬁa@utmﬁapamcular compounds

'é LRl OMmE dun%%r{ bfﬂﬁ@ir&tm%%dd%e‘? %cto@i Atl d6sage ranges and dosage
yS| ci ans'

IRPE TR T SR F B OB L oA By R BRI EABEent I the
Pesinaedutios) cohysitisnsparaiskitd oh thei seseal ipentieh, as weh @s dise weed in the

F618ks of he pl%QéAt }ﬁvgr‘«%ﬁ G&&Jﬁ? &95@@%\'@!&! &rbemeeh |@Q)001 to 100 mg/kg

I nvention contains from about I'Tg ‘is qun |
RbPypweight Az pre dmuipistaisd 4o 6‘f“mt'aﬂ% P Pg‘Fr 86‘??6[%8& ammas.
pRiyred mﬁse{gboaﬁgeZﬁ) homatsois ity 532 thgivg ob bodynweight daily which can be

ébrﬂ %%Feqj Ca 31?@% a5 % dm&ﬁj l% lﬁﬁ;ﬁ’@béées eﬂcﬂhfafgﬁéc?dosage range in

Con al ns rom n% out &
FlEpImEls %Wetham@ama@% isc0f é%@%@ el 8& bpys weightnally which can be
d@ﬁiﬁ@%ré‘d@sm PeNdTidse of bieidédiinto rdatiiiy detes.agmoteqpriferred dosage range

admarrr]1I 2 e& théh Rlﬂﬁ r?‘.r ,std"‘P t@%%l mQﬂ?%? boé)P\}veg Bt%ﬂklglvhich can be

nerar outlines sages
adminjsieirdiastei singlelege Qrdi?éd%’r'@f’ é‘r“F'é'G d8¥ages are provided
her ei |Th ehBia® tllié ;&{arm&eﬂﬁﬁal tompBtia, tn@thbds aanis & enidivention, wil

£
h% ﬁ‘Eﬂ"H' gr?ég siag?shof a%herg ! ca“%ngec{l\g @ d ﬁ\% flrr)st and of the second

ven
thetapeetiscagentOn 2Bgte ©r dwad dsn% g tegm cféwaa%wcai'r/ @ﬁé‘?‘ﬂ% gmount” as

{5 RMABR Yiers h0a 3BBIENt 3HhdlBL ofORE Q/oﬁ‘i@&undatﬁdréﬂ)&iood disorders and
Lt et ety BB AP ot e
abamentl 50 to about 450 ng daily; Rlsperldone from

abOUt TRe g&cﬁﬁ@ tl’é%@&tlcglﬁl cilRidoYe 1ehél %r%%{?&tﬁfl&rﬁaﬂm WG depend

250 T Gl e B oS S s Ao aorer

A&ivitg bk the gipeeific comgmuddiehploged; itie dpegifid dmgdesition; enhployedr the age.
?Iﬁ\wg\yeﬁlso%@ LEFBtiorPH %o%‘él\lﬁl r?erc@&'éﬁiy Boddr B%eﬁ&ﬁ@b%tthé)&ngﬁlon of the

resent I nvention cnoosli

n
avRiecs %%@%@%%ﬁ%@?ﬁ?@ﬂh’&éﬁé@www "e ﬂ'éy %Vﬁr‘tr figtermine
e dbrepideoyde Gitititahdiidual Ribker red dosage for the CRF

ant ag h S i ' N
about CIIE %&&mﬁd}%c% ﬁggrﬁg[&?s ér#d ;ﬂﬂaeggsaplg gwbﬂmg\ﬁ& Gth élsce\/\mgre in this
defeription ead indhe sppetdet ﬁamS@ﬁe fogant wefaga§uraar$ﬁwgqctehayfngz?sweight of
S6RABE G tHRBEITBREM. IThalskilled practitioner will readily be able to determine the

dosage amount required for a subject whose weight falls outside the 65 kg to 70 kg range,
based upon the medical history of the subject. All doses set forth herein, and in the
appendant claims, are daily doses.

The exact formulation, route of administration, and dosage can be chosen by the
individual physician in view of the patient’s condition. Dosage amount and interval can be
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conmposition(s), the atypical antipsychotic and the CRF

antagoni st are present in a ratio which is consistent
wowdaoks/orese7 mani f est ati on of the desired effect.PCTIB2005/000251

particular, the ratio by wei ght of ziprasidone to the

a CRF antagonist will suitably be between 0.001 to 1

and 1000 to 1, and especi al | g2between 0.01 to 1 and

100 to 1. The pharnaceutical conbinations nay be

adm nistered on a reginmen of up to 6 tines per day,

preferably 1 to 4 tines per day, especially 2 tines

fRUstedayidiviandy n® tovies piesimal ibyel oic e detivey moigtyewipicte seengufficient to

ma:ﬁ%ﬂ%%@peﬂé& giconpasses treatment with a

acti ve i ngredi ents whi ch

adni nMgregregisulgdy, dieatesrges Mmexbe as Apicyibed 'ﬁéh‘%/ RRIgR figifg herein for
ApraQddne! alaRsapine, Glﬁidbllrﬁ! RgpeBiapR, abeinfhar quatapird, oalthe Physicians’

ﬁﬁékggfg%b?%gﬁ"@e%fr t%o oranrér%h! p éh ar%n&pfdmgqﬁdﬂc;%}ated herein by

ate ar nace
retengusi Desrbly, aheociTisine inelecied|as g #RYve agsnb the daily dose in the

éH?ﬁp%Q.%H §tt the %v@ﬁtfbﬂ rcaBtainb SloM0dbouDs iy tafwonmumg CRbreYpreferably,
nt 35%%? dhe Bt gompgn?ﬁ g%}t%é’sr ét',aq‘f‘.g%aﬂ@ b6k 526 hir bR Fitbsidone,

amit eyepymbet preferadlyp eadr depet ¢entagst fronp rabaut 20 mg to about 160 mg of
Bﬁéénﬁ%“eeﬁédlé}ﬁé éo\éaébe(?@tb%tpésg B &os@ée forth Perdiity HeGal daily dosage to

~antl otic or ‘sai { %@ gagklt al so conprises
%P%‘B'H'ﬂ'%{?'i‘?@r‘” " M ?er?g °f ¥ P¥par at e conpositi ons
s uc h @snesal diuttineteof tb@twdaeeeofor ghedatydici dntfpsydhotirglodtsome preferred
at&re Bntoblﬁenﬂ%%}ﬁ Az Ilgtqgﬁ&%t&ﬁo‘éa%o M@Ié@btﬁ@s merely a guideline

con ai ne in a single, undivi e cont ai ner .
nyﬁ?chéme)ﬂeS'fqﬁ‘é‘OWP'f‘at@Bﬁﬁf th%%@sedﬁt iPlns for the
adm nOBhzapineofiord abéh©.25ep abaltt & 0€ owp omefdag. prafaeed ifom about 1 to

b%w%d & o?igé/&eg/ugr%rrjpyst g%re% %%Mo%gg 25 B hepasat e

one t's ar ni ster indifferent
dos ag@'O?Qn'frPsfr‘{fé a@"“" 9P 40 ab&HbQ(}Qd‘r‘%?ﬁ"érpé?ff"edaF'%m about 150 to about
pbvhgusiyered at different dosage intervals, or when

titragion. of t .
L RS0 Al 08 ey RGO 5 Ald s 0o o
An ex&ﬁ'pmf@ieoffofsabwtQOR(P“OlabOlé@dUQz“éﬂ 92y bl i ster pack.

Bl 'dSt énet@aﬁlé Srofl &)ou\ﬁl d tolkeBEWA0 Inrg/ktgfgweﬁ dnteailNG ih Biided toses;
an

a y used for a
phar n&‘d@?ﬂa |98%rg}dﬁ?ﬁ"f WS I2YE 4% oFerras S?JE % ﬁ a2 OPIhe pIresent nvention
lanchobsieg 4 ddsape offirst gmtq;ecplattkoglpgeq:ré pthgun@@apf,,prgtngéq thg splrlt of the
sheetuigdinsel atively st i ff mat er| al cover ed vv| th a foil

of a Er eferably tra st | 81 mat er i f ér'%nr\}gnﬁon is of
the p %@Fﬁ’@s%ﬁ;‘&re 3 e%1 B'§Sé? ef%)m?\gﬂ n°

fdoast.0t- flmdnglﬁ'mmeawe@'ses have t he size and shape of

the t mgﬁgﬁ’mﬂﬁtef:e%ﬁﬁ H(l)rﬁrﬁnattlgn %h&aé%kaegnglé\gﬁs sebglﬁte pharmaceutlcal

tabl ets or capsul es ;Jace @@g {1 r} hich
SRRy Bp WP SISTORe A% PR oD EoRiRL gl grato whi
i engMt@s With tHeohhnifastationef trecdesiodd ¢ffet. fropdrtidulzatthe satio by weight of

088933&%3(&2%0%&9 %P?“"%W"PQ%%E’% WO h&Red NS 06 LLESARE1008"E 1, and

s or capsul es are
exwabially bietween 8.0 & base9O0iei veen the plastic foil and

t he S*ﬂl‘i‘é‘«‘ﬁhanﬁéc@ﬁt%éﬁdéh%maﬁ&h@ nBly be Rgihhisaled drea ehieeh o]f 8p to 6 times
suc ets a
B S o o R LA g e

daigesses wher eby an openi ng is formed in the sheet at

the prae Sre@én’tt1lli'\f?enti’o‘i;ncﬁ%S enéﬁhﬁa&@g' tRbatridnt GAR S b@misiddtion of active
then be renoved vi

Ip@reﬁle% wgich @%ﬁﬁpvlnggzaedos%ggrﬁgﬂa /%ccorgmal}// tpe errﬁlgn Ig? rﬁla’tes to

edmbimingosaparate pharmaceutical compositions in kit form. Thus in one embodiment, the
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next to the tablets or capsul es whereby the nunbers
correspond with the days of the reginmen which the

walewan®shor m so speci fied shoul d be ingested. PODIBREOS/000251

exanpl e of such a nenory aid is a cal endar printed on

the card e.g., as follows "First Wek, Mnday,

Tuesday, . . . etc. . . . Seeisnd Wek, Mbonday,

Tuesday, . . . " etc. Oher variations of nmenory aids

will be readily apparent. A "daily dose" can be a

single tablet or capsule or several tablets or

ka pslmbwsttwo teepéraieephaonacautitial eompksitionshl 25 oorticeirdpin | rgleasing factor
g gi?er Jg' fﬁ@rfeﬁp Q)lr R, helRachiGiy %E&e‘a{ab%@aﬁg&rﬁaﬁf corﬁ’cotropln

g phar maceut | cal accept abl e sa
icasisg a%rana@mwﬁ 8b S0 PQ"%&SS?WQ“‘W %Me' aa%&%sﬁ*ﬁ étpf%ﬂfug thereof,
Sa!a @hﬂh@dédﬁgal@&ﬁc@tﬂb&l St odkaib I’Wptcabdzrﬁbsy@hotlcapsalb @rodrug. The Kit

l gmgrisg% antg Rg‘reforOJoH{am% %é/ ?alt? ogﬁyrfét:%ftlji Ss a divided bottle

ceu
er aﬁandsd é%"ngpl@élhowﬁ\teir P8¢ e¢nsrate C@FPC%IP'&P fﬁ?\bﬂF‘UBe e%ma'ned within a
Qﬁaanél SHaivitibd sentaierl TybrBlyethe ki borﬁpussslhlea%ucaigdor\tme:ammﬁtmon of the

ouI ef |.ect I c |
R b SURRE 1 Eebaty AR v S
derspaneste atehrerefmblyyﬂdmlmﬁesedmeﬂf&rerﬁd@saﬂefqrrns {ae Qfﬁ'cPé‘ﬂ p@fenteral)
Etbeécfmlhlﬁter%ﬂ dedretef d|o§ad%ru¢t¥ﬂvgl§ Cor WheR tigstRR oY thetiffividual components

t
PPR R ratof BB e e Bes BBk  fe ot mon.  an
ex anplie exbmplaohsush @etios p-saicdliddslistenpachablistenpacks @ well known in
ack%gclﬁtﬁl.%ﬁy( Eﬁ@ar@LﬂmﬁrWI@él dadd f}ér e Rskayirglor Bﬁé’rm@&ﬁﬁﬂcal unit

IS ense

fosee rfefmﬁdtfag\gtédcww%%gﬁ i 'folr@hi?‘?‘?e eﬁsEEg Ll ﬁ°'zf's§ of'a sheet of
Felajivelg stiff ynsteabl coegetbwith a foil dadiréferebly dnanspeeent glagjigahaterial. During
34% [?"Jgke&é) 9P @gmac,%sséseﬁg%rm% |r¥ e p%ﬂ(,efoﬁ h% @E@sé@%}ve the size

been taken and/or rem nd P
Aok ehege SLinp gabte& S5 6aRsiles f ba Rrokee Nedr the Bl %ﬁ?su etsr?ée > placed in
peas6dtked NGEAE sidget olomwfativedestifikhiteriat Bngaaied iapgindt the plastic foil at the

Pézef ?pw%ef% hgﬁﬂﬁ ggaamgﬁw e d.r@ct.m‘m& th@?&egseg%{g@%@med As a

I nser eutica onposi Itron o
£ssHit dhe dabisits Pfe?apai’%?fﬁ seged dbihﬁ* TeeasERss Peiyesnalde pastic foil and the
Siided ORrBfefebly) thedstreRbili 0f (R sRéHt |9 Si@hbibl the tdiblets kdrtcapsafies can be

Feg'r?ovgd ?r?)r%%e blns ?ggé:kolﬁ/ %gma?l}g ?‘);ﬂ% t$8£9&ﬁ = 9 elét Hegéaslses whereby an

on- Eont
baemrwrls fonmedyiprihes shegt ¢tft@r plﬁ%%tkaSkTm%tablemraﬁamt\'ﬁQC% then be
mveag,ggg,u@@m,@onpom tion containing a corticot rop| n

rel easi ng factor nta0|st|ntht e, pagka
and/ o?t % Ry 5153@3& 2§E f(ﬁse'ln?mgrfy TN KP tkt§ ek g'lj(es I gfjnumbers
né to thi éabisheeor carsulies Whereby: haporbers waqsgortdomtb]éhe days of the regimen

@ﬁﬂb 'fHeS(%ogég%dfoﬁTp&?&Hé@ﬁed"éﬁotlld%eﬁﬁ@%fé@cwHe? ékample of such a memory
osition contaln

RS BolendBLn TR Te T e b et gl BGnEY. Fiosd
phgecond Wietk, dondayo Mpessay, i. o' do rﬁtlaaar nanegorserof atepeincaitls w»ll be readlly
Q}Eﬁa'ré?ﬁ ey o%sg cfaﬁ Bt a sfngl@tgtp&‘@fp cafistii® of Ve ﬁbl@& off‘capsules to be

arnaceut|ca npOSI on cont al ni ng an at
B7 98\ AW dav ﬁ'*h%@a%d?%@fﬁaﬁmgoﬁ?\(ﬂ?lﬁefs'r@nfa?tﬂr antagonist, a
PREKGGRerbdTSaTd plfrmbdentidally acdeptable sait af eald chiditotiohia releasing factor

grmg%c{rﬁs? %P gé% ﬁ od&gr@gsc%élsqr%f oﬁ tte%lé? %r @%l@' \%?er § %al r¥ dose of the

eut oh con
af)'@leﬁ*l tentiRsyehope. Prededdetigiepty of amrmﬁc%ﬂﬁ@aél@ @?ﬁ%tﬁb‘eﬁ?é of &pignatypical

aﬁt@%@ﬁﬂ orWaldbrodAsy d&hedndidt of BvetdMEBRisAdralaysupisem@dicdGersa. The

nded to enconpass the sinultaneous
&'8??10 &&8&"@6‘1’%‘8 {#"¥he two pharmaceutical compositions
(e.g.
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a tabl et containing one pharmaceutical conposition is
to be admnistered orally while the other

w@b@semseut i cal conposition is adm ni stered byP@EIB2005/000251

i nfusion, two tablets or capsules are to be swal |l owed
together, etc.). The term"together with" is also

intended to include the adm-sé#stration of the two
pharmaceuti cal conpositions in a specifically tinmed

manner, i.e., one pharmaceutical conposition is to be

adm nistered a certain tine period after

adm ninsdnbbd specifit ebedimedterf thzhiavemtiore it dispinser designed to dispense

tﬁ% %B&adotsé %tl'laetn%é m?thQ SrdeP s frhglr ‘M\%nggd L£1§|std’r‘6\/|ded Preferably, the

osl tions dm ni st ered
diaporsasds §gwpwe@| Wittt PWW‘P'df &0 apHe f%}ef ifeslitate, Gprppliance with the
fe§ihRAS AR Gxhrfib OUF sabt *0AEN6H-aRN” 4 Meechénil @alinter that indicates the

ant! Eﬁ%ﬁ@ﬁ"’é&ﬁ&ﬁ,ﬁa;ﬁ% %IS hq%leé NS hey& rple of such a memolqy -aid is a

%ﬁeryewareltedtrrnlmcwe meﬁww@p@n@mﬂoﬁ Imthfécfgﬁ@d?ﬁ‘qoet or audible reminder

QEPRHEH s‘forQafxar‘;nBI@ @Q@J SRERW Rt 1HO MHRO&AI IdosS hast ft@n taken and/or
and severeness of the

i cat’i on
’&F@'@é%e ‘f"'be"otée F?’gg?sgds t°|t(°ﬁéa 'nd, age, and condition of
t he plat iesthert embedimemattieal, preseot ,inventiprc aambedsed e kitsr repmedsing a
aﬁrrﬁadfént)/cﬁl Q:'oﬁ\Boén't%h n % if)@&%é@e mghd Oéj Spa'ckbgﬁo m@éﬂﬂ afrhé) rbﬁéfnﬁeﬂ:eutlcal

scl osure ﬁsent inventio I? A ?% t
towositign %Wﬁ?fsl"ﬁ ‘Eﬂ’??"‘ér"ét Flo? (FESAHRPIS, '?egf'g%l Wc’crﬁa" ogg or an
astgpicap raptigsyetintiy. Whe Hite & the upr3$ertmn\eenmrefcemtalbing i phainpceutical
%}D SitficH éH?Qn. %%n oﬁo&?ﬁ' %I@és%l Pt tamaaor@é'iedlml«ffom known kits

pre erab 03|t|ons ar e

GRS ;@}agaacgptlo@y@nggﬂ@ntqo%m@p a&qglcpmpgﬁﬂn%’fagtf)& anfagonist
hheatobhaie phikabodadbhab thayablegeseskrt of thet igisnit rie s@RE that the

&%Frﬁ%%n IC%{ ci,?ﬁ*\%to&%{dn i toqe atd% $Q8% fb‘dgtqér vﬁm ﬂ%ﬁga&ﬁlcal composition

I nvention are as descri b

@ngammg\/\ﬁnnatémlce&l antlpﬂﬁ%‘ef iThBI gy o 1es PIRSH- Sye'(t‘fgs%‘a’“a'"‘"g @
&%ﬂn@ehﬁl@lr lcarﬂbcisltiah @htammlaeai Iatipial Atipby@ofi8 dffe0&8M. known kits

%opgﬁnéqgna PH%t & »c com O%QIOFI %orqshlﬁ%gh %5/8 é:glean ycpdtﬁqr'i tH3t on the

pRckagei gesl/erhen ptireegaqkﬁgq mﬁeriﬁtqf dhe &ite 'td@s%t?‘%é atu% ﬁ?ﬁtmﬁceutlca'

&mpdkition ﬁrté“b@ BRTREsogdtfd(WithZ) pRAHPabduti¢al 20mpositibh @Bstaining a
ne the binding affinity of a test

net hods
@&?ﬁ%‘tﬁ’mmﬁﬁm%a&&&ﬂm@e 83t or, which is highly rel ated
t 0 i t Shectepe tiogathenwith \astupedio tlap ioREedigtetvaRyeerding parpgeaph is intended

Bfeheshia6 ﬂ\%ssﬁmﬂlfané‘daggﬂrﬂﬁtslré’dbﬁ P thelthb pharimeesilica r&omposﬂloms (e.g.,
a corti COtrO i n rel easi n%{ﬁ)aCt Qr ant a%on | St

%tt%t &amtauaﬁgloagwgﬂr&qc%utlc ”"883'?083'? éca oq,dnmsse%%{ed orally while the
athey phderesedicalcomdositioo irsadaministpreyd b wiay of dfusion.dwp dabists or capsules
Jelel Tl BQQBWQEWOQQ@\erd %{5‘3 n’?ﬂer @Fn? 6ogetirr v@cﬁ'aﬁmls% intB¥ded to include the

measuri ng nar kers such Posi t1ve or

ST HER S5 o PPARISSSY Gl dorSRaRBts I reppr 2 SErsmarper . one
Harrg@atidaVenipysifdnast t(e%Nﬁﬂlstered BRR%irs troe psricdiédier axtministration of

ti!ig o§1 D So%gmacgl]mcg gﬂipoﬁﬁdn Thé %—lgzcégrod(lﬂr%qc)i‘n) the Mo | gharmaceutical

varil ou or net het am ne
¢ompbagitiens| ase inist asiminigigred mUSE prosuSisiealY FRSHAE 6 GPIGHERN releasing

f%@t&p&né@ntse&ﬁd th’éfb&yprmbpémm)&hafc tb iwhnm ﬂﬁ&rﬁctlvlﬂy\beﬁtbmpdiraneously

th
Qrgfp[agty |ri:e P gm\éfﬂr;%aﬂ'@f‘%% eggéé tlrsng 4:3?9:]“%' 0 d%)ggﬂc compounds
ofahe dhqrmahmnca&/@gﬂngbsm@nsexmémdatm csmtadh? hlngtanatﬁevﬁﬁe@ﬁs of the

GidB8%0 @W%e%n‘ané‘ge Iﬁ@cdnﬂw&nbﬂ e pétﬁanf 8'delBated, etc., and can

qeo(:’ql{l%&hr"\%é %y ap ysuc?al?l'ut usnb g kﬂgwn me{pmds in comglnatlon wnth rhe disclosure of the

present invention. Generally, the two compositions are to be administered within one day,



10

15

20

25

30

exanpl es. EXAMPLE 1 A pharnmaceutical conposition is
prepared by conbining zi prasidone with a CRF

wa@nioagmsnst which is either (a) PCT/IB2005/000251

4- (1- et hyl -propoxy) -3, 6-di methyl -2-(2, 4, 6-tri net hyl phe

. noxy) - pyridine, (b)

(3,6-dinmethyl-2-(2,4,6-trinmetdyl - phenoxy) - pyri di n- 4-vyl

)-(1 -ethyl-propyl)-amne, (c)

(3, 6-di net hyl - 2- (4-chl oro- 2, 6-di net hyl - phenoxy) - pyri di

n-4-yl)-(1 -ethyl-propyl)-amne, or (d) 5-

pbfapatiyy Within 6 howrp) mrenprefanably Withip, % helirsreanidyeved kv brsfepgitty within

Gﬁy haur Jnékt Py siig i nd c@?ﬁ?oéltroﬁs afdl t8 R NARNMNIRALE BGhe kfnétime or
ar maceutl cal | y acceptab carrier. The conposition

8%'{%‘? iate) ¥,0{Pgr amount s of zi prasi done and the CRF

ant ag M&thstis th@t ohel be esedio detalaine \CRFasntsgdpat agivity afftbeitompounds

%RU%%P tf %?#EIC% %C%%séﬁtp rngédtlgﬁ) nﬁe aﬁ dQ?JrM@c? h, aQ%ut W9nrfL et al,

ant ag oni st conposi t'i
FodAcinalaayr Ad6:A35%:5% HEPOnENY GHigpTRSIS £b 2t nERRIdES, 10:176-88 (1989).
Method® [kt &d2h SbeD & ttﬁldétyérmlﬁé/\/ltliéa CBE bividing hpr@ein tinimgtng activity of

da' 'o:th oL flgy%% th 1pF'ra%ffce AL p¥ sQﬁSh@nW r@gfcﬁigﬁd in. Smith @ 2l Brain

ron 0 rasi qone 1 n
8n§e§lgzbn Véﬁ(é 2): 248160 9%7&{ These msiads |dgisemine thambiding atinity of a test
%rﬁ;%dumi Cor 0O SRFMeLdpterehien isShigkly rélSte€ a6 itk @Spédtd activity as a CRF

ngarl ng the efficacy of IMziprasidone with and
YR+ a ORF antagonist in the dosages of the CRF
ant agdhe sffeclieeness lob dornlpinatiergrpl thislinventioppirepv@ rgrticotropin releasing

Aok %ta@&lﬁn%dg%( Ceﬂﬂﬂ@t 'ﬁﬂtﬁp@%ﬁoﬁcﬂ R} b8 NkstedMéhmood dlsorders or

?r}éf@n%FndZ@ngotlc\Milﬁ{deéﬁ Oéd:aﬁ\c{j tfogﬁ awaydg? Id mar&s&%?ed %r example by
meesleidg trarkerasuch r@a rRosifiveddy N@atlmprqm $ca@f (PANSS) and Scales for

memseéésﬁhemeof Negale %@&&h@ rgms) BEBPNE s@red ﬁw bt H18 s&a&gghren.

ok e L —"
nasekdilorembtor Bt ce theReyditiinad avoidaRed iesgpnSe teisk  ( BPRS)
CG STh@ﬁg:d% "o T BMEER™M e“nt%g hév)a i€ YifSragBRRR: they glirpnsmgly

are rated basel 1 ne, once ever v
H@M'F’% fet‘j%frfpﬁ‘ng‘M Jissdar ey, rPlSyCha?Fod'%&’d%’m?“‘eWB'dBfth%‘é‘gP d be expected
trbrh @8minlstratb @B bithebeompoder aéreod that the invention is -

DOL of TG ifindoR f REuRPRLUFLAE, WP RERESIRRRL! BEthe folowing

vari ous changes a i cations may
B@m%e wi t hout departing fromthe spirit and scope of
this novel concept as def igxampbg 1t he fol | owi ng

glorarlpr S;}@%an?cgbjtlcahcor?pos&) on rsngrcé‘?é%gé %g ﬁl%mgsi 5’58(23%9 with a CRF

anteganist whichaispeitherrd@e (1 etaprgppa@a@;ﬁr%mp@yl@e&?ﬁ Gfrimethgphenoxy)-

ﬁiriéﬁ’lbcé? (@@Bh@ﬂwpﬂ@idf @-tr!ﬁ?etlﬁ{ M%t) bﬂﬁfrﬁ@fll) (1€lyi- §ropyl) -amine, (c)
re act or _an

it e B b

(:’leethyl-pmboup}wnaﬂtyl e&56-digiefgiet-dolaephagydini-4-tinpirogHddrad 8-

nga{ngmwalé}ﬁd II’QFH IoRBA byt é’cc@&%l@%ﬁﬁ&' TR |c¥5mposmon contains

accepta e vehicle, carrier or | uent

8’6&%‘5‘? 2mgunts, fof (,prééﬁﬂoqe awl]éipeeI%Ft ﬂ'ga%&nﬂ?blt% gpllver on a daily basis
BétivegrsanbD20nty fobautciepaLtiasidme eésd he@celn gbduh 6. 1ftor 6ing of the

Ré‘ antagonist. The composition is administered to a patient for the treatment of
schizophrenia on a daily, twice daily, three times daily, or four times daily basis.
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wherein Ar is benzoisothiazolyl or an oxide or dioxide
t hereof each optionally substituted by one fl uoro,

wa@hbdosnmsotri fl uoromet hyl , net hoxy, cyano, or nPCT/TB2005/000251

is 1 or 2; and X and Y together with the phenyl to
whi ch they are attached form benzot hi azol yl ;
2- am nobenzot hi azol yl ; benzoi-8t hi azol yl ; |ndazonI;
2- hydr oxyi ndazol yl ; indonI oxi ndol yl optionally
substituted by one to three of (C sub.1
-C.sub. 3)al kyl, or one of chloro, fluoro or phenyl,
sai d phenyl optionally subB¥AMRLER| by one chloro or
L | uor oxdnhmawelpyés.doae m@fmnﬁna&elﬁ 1 ERG|aytagonists.

enzo zoxazpl iyl . , , ,
bons ot prori FARARER TR bRMse putisantor sty pamied out
Jommpyisg dengfticscy POIM zjmraeutmerthm angmitheut @ GRfeantagopist dn the dosages
%mhtemﬁgoﬁlsﬂ cﬁes@nb@@ rnoesémé,nerea ruﬁ&@ﬂﬁeag iR¥ort & Js%ﬂwétﬁonogy in

| 1
RGBSy ORDS dhayiin el pgh BLals Spapciragah 20 ma. wih an
frgiditianeldainhdésedieeda tCa-n@Gimainkgfl40grooup, an al koxy or
aI kyl taBb& l%’lfob’fpzb:@su%}iecl?eét&e pé"tkelﬁbél reBéitd! Bt (I:éégf BhdSiode Bf a CRF

ar bon a{ [ uor one roup
R BlP TR At Saipls Ty End e nerpels R SRy Httem e e Meghghange from
besdline ar BlidfyPsyginiattio Ratitd) Sdale IBPRI) I0@HSataotsSGl+improvément (CGi-1)
%ﬁoreg r QPR@S@@ -8, Qﬁcy 1y arUaRIUL b8 eQBﬁ’éépeve§( B@n&uﬂrg &frmg IM

e group - CH2- R6 represents drogen
We”tg?%{ﬁﬁtheﬁnd?ﬁéaydwﬁﬁom tion of cI aim1, wherein
t he attspowdbe amdergiyicha ttiedniestices eattietted toahe parecud @podiments
%8&%&%% Hat tﬂéﬂ{é dd Qr‘?gres %h&’&%g.%i&‘%onsarﬁé)?bé’@Q Olfitout departing

uetrapi ne,” ams one, ser
g@'@rﬁ%&ﬁpﬁéanmp%ﬁﬁ 'agmbwece% as qefiaed Byhe &liewie clavns
claim1l wherein said corticotropin releasing factor
antagoni st is a conpound of the formula wherein Ais
CR7 or Ny Bis NRIR2, CR1R2R11, Cf=CR2R12)R1,

NHCHR1IR2, OCHR1R2, SCHR1R2, CHR2OR12, CHR2SR12, C(S)R2
or C(OR2; Zis NH O S, N (Cil-C2 alkyl), or CRL3R14,
wherein R13 and R14 are each independently hydrogen,
trifluoronmethyl, or Cl1-C4 al kyl, or one of R13 and R14
may be cyano, chloro, brono, iodo, fluoro, hydroxy,
O(C 1-C2 al kyl), amno, NH(Cl-C2 al kyl), or CRL3R 4
may be C=0 or cyclopropyl; Rl is Cl1-C6 al kyl which nay
be substituted by one or two substituents R8

I ndependent |y
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sel ected fromthe group consisting of hydroxy, fluoro,
chloro, brono, iodo, ClL-C4 al koxy, O CO (ClL-C4

W@bkdogloy980D- CO-NH(C 1-C4 al kyl), 0-CO N(C 1-C4 pei/(B200368D0251

alkyl), NH(CL-C4 alkyl), N(CL- C2 alkyl)(Cr 4 alkyl),
S(CL-C4 alkyl), N(C Cdalkyl)COCr C4 al kyl),

NHCO( C1- C4 al kyl ), COQ(Cl-C4-8tkyl), CONH(C 1-C4

al kyl), CON(C1-C4 alkyl)(Cr C2 alkyl), S(Ci-C4

al kyl), CN, NO2, SQ(Cl-C4 al kyl), SQ@2(Cl-C4 al kyl),
and said Cl1-C6 al kyl or Cl1-C4 al kyl may contain one
doubl Weaaitr i pl e bond; R2 is Cl1-Cl12 al kyl, aryl or

Cl-C4 al k | 81 ,
ga ht hy! %&hl en %%Mdbcg%@SHOM&nlﬁgMé (é)SarPQ@ﬂb!él antlpsychotlc a

Bspp@gltmof oh% phqﬁna%utlcqllﬁpacgg'@gly|sal?¥f[}p%%typlceﬂ antlpsyé/ho’uc or prodrug
%I%Qf(mraafbytlcotrdwn@mbhh@ﬁa@ioyhntagcm[st ai pradpligy thereof, or pharmaceutically

gﬁc%é{agl sl'é\tao%oe].a}ﬁ COrp ﬂ?éﬁ %gésqrigy *agtop & gmlﬁa&%%bm? kth¢Treof and

or benzoxaz
eptnooavym@ RhptyECRy Tl ASTRpAbIe Nehiclgearrr Ar diluent.
sai d- gycl ogh&k Mdnﬁﬁb)élthMdﬁlrﬁ 10RIger€@h thevsyphl £otipsychadtic k- RSbmpound

erei.n drogen, or Cl-C4 al kyl, wherein the
Eﬁﬁﬁgmﬁﬁggﬂﬁﬁ)?é fay be substituted |ndependently by

fromone to three of chloro, fluoro aIkyI
or one of brono, &?do—wﬁl C6 al kox 0 (C

alkyl), 0-CONC 1#C4 a Kx_) C1-CF Cl C6
al kyl), CN, NP, C1- Py, o al kyl ),
and wherein said C aIkyI or O 4 alkylene may

contain one double or triple pond or NRLR2 or

CRIR2R11 may form a saturated { 0, 8- nenber ed .

Z: gl loley s P?PZP‘P‘H@E‘WW eha'?ravd%?fn‘i"%ﬁ‘dﬁ tB"r{S&EoeFC‘E fogallyiugstituted by
bedlra Ehiebgritiordnvethyh) imefoay, canoR3 nite; met hyl , et hyl ,
fluorﬁ QJ ro, brono, iodo, cyano, nethoxy, OCF3

nmet hy tth "met hyl sul fonyl, CH2OH or CH2OCH3; .
hydr og@hx a@l ¥ tope ekmth the |p[]<?ﬂybto Wéquy ar%?tgﬁ?aed ﬁog@ benzothlazolyl;
@Jan%bé{zksméymylambﬁmsomdzblgl, Md(z@ﬂj @yatokylhgazol Gido@#4 oxindolyl

tg)%alé(( C%stl?%eoa é))hx'l&f) to t§g3 Cﬁlé(%'l(b)q) IW] é_gng df chlérooﬂuoro or

r OXY
@@{wusam PE\MWIOPf'Of\merSéPWt &y Canecs 'a'l°k§°f Thygip: é@ﬂ%%?%?'vl 2-
aRModnzbxBoigloubl lﬁan@éxa&élbrm e benfsncdBflzoRBlinE benzothiazolonyl;

ubst.itute q b% ne o two of hydroxy, am no, carboxy,
Eﬁ?@i‘%ﬁ? loRi RS ”SF‘M N(C1-C2 al kyl )2, COQ(Cl- C4
al kyl B, COr E@.c@moaiﬂkryof)cla"mir\wr%w ﬂ‘@)@}yplcér@t'@)'cmﬂc is a compound
kghg@hgyﬁymghmgmga chloro, cyano or nitro; RS is

phenyl , naphthyl, thienyl, benzothienyl, pyridyl,
qU|nonI pyra2|n§F pyrlnldyl furanyl r,benzof uranyl ,
benzothlazolyl or I i p-eayh_one of the
above groups R5 [ Esubst I Ngepe den ly by from

one to three of flluoro,
al koxy, or one of thydro
nitro, trifluoronet
C6) (C1-C2 al kyl),

al kyl ). SCRNH(C1-C% al kyl)
al kyl), SO2NH2, NHSQ2(Cl: 4 al kyy\), S(Cl-C6 al kyl), or
SO2(C1-C6 al kyl), wher'® ai d€1-C4 al kyl and Cl-C6
al kyl may be substituted by e or two of fluoro,

hydr oxy, am no, nethylam no, '& net hyl am no or acetyl;
R7 is hydrogen Cl-c4 aIkyI gl uoro, chloro, brono,

[ 0 I kyl Oo(ci-4
éﬁ%ﬁ Pa 7%%%?%%3& ook Y Cﬁa% eye?n fﬁe)él 4 al ky

groups may be substituted

pr myl , cyano,

4l kyl ). .N(Cl-
&1 al R )e CO(Cl- A

SN Cl1- ch aFf4ky|)(Cr 2
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wi th one hydroxy, chloro or brono, or one to three
fluoro; R11 is hydrogen, hydroxy, fluoro, or nethoxy;

war@sBI1®BoT s hydrogen or Cl-C4 al kyl. 6. The coP@QDE2030000251

of claim1l wherein said corticotropin rel easing factor

ant agoni st is a conpound of the fornmula Bwherein the

dashed |ines represent optio#& double bonds; Ais

nitrogen or CR7; B is -NRLR2, -CRLR2R10,

-C(=CR2R11) R1, - NHCR1R2R10, -OCR1R2R10, -SCR1R2R10,

- CR2R10NHR1, -CR2R100R1, -CR2RIOSR1 or -COR2; Gis

ni t r oBemR,dR; ZBRAR, @ACh liepresem gydeodeonftdtdxy.dhalplobn, &t @i atkyl group, an
b&Nod bidiio?GloAE NRAwhid 152 lafkylC8oBS NooRfdths! $-60E4BAE atoms,

év.g%égegj tglgidﬁl;o EF ig lni\{vrlogen gryC%tr(S) g/hen dgubl e bondgocl’ms o e

triBuarorBetiEgrogp. K i s oxygen, sulfur, C=O C=S, CR6R12 or

NR8 wWRegriapiebenis RydesyededlCl.Cs diqt droapdiganlondretoms oganedralky groap with 7-
' atom spacer, wherein one of the two ring

aﬁ%%ar?r%c’%o_a?&%ne spacer i s oxygen, nitrogen, sulfur, C=0

C=S, ORBR?2Z, NR6 or CR6, and the other is CR6R12 or

CR|9f @r@iﬁ&eﬁs%&ﬁg&i&]}qﬁmuh PRQPRIBORIRG)- thléigﬁkl;p CGl%d (; and

sul fug, ox n Ok singl e bonded to

bot h g&ﬂe%%%?s 'Mdﬁoé’eréf)roarrél y‘l?aﬁk%? {r}%gen or CR4 when it

i s do#ibl e Bondedpasdion st gajmdewberein fop atveiagl ariesyghotigris selected

HorBRDEFoBS chbhdldling R bIaRLRbAE NSoApinE; arlfiprardieCqi@pine, amisulpride,

Qont,%lgn fr,on one to.thr ee.dosﬁjl e bonds, from zero to

BSRE"HrEPPE AP YRESEIPLE A AV B B%ygen, nitrogen and

sul fub, andihd roompesitfop bfoclainp 1CxBrein ik cgrtigeiapin releasing factor

WhsdRistis blEmBAINa @R thakBIa0f such groups are part of

the ring and the oxygen and %ulfur atons are

substituents on the ring; RLjis Cl1-C6 al kyl optionally

substituted wth from one or It wo bstituents

i ndependently sel ected fr xy, fluoro, chloro,

brono, iodo, Cl-C4 al koxy, -C(=0 (Cr C4al kyl),

-C(=0 -0 (CrC 4)al kyl, - = 1-C4 al kyl),

-OC(=ON(C r C4 al kyl) C2Nal kyl3Rs - NHCO(C 1-C4

@%%{ilh), -COOH, -COO(CLl-CA4 al kyl), -CONH(C 1-A4 al kyl ),

- (Cl-CA alkyl)(Cr C2 alkyl), -S(Cl-C4 alkyl), -CN,

- No, AlsdeireINea al kyl ), -SO(Cl-C4 al kyl ),

- SO2NBI([EHRES, BRIBLR)1, GFCRAIRNNEIGHBARAIGGHRRe. SCHERR,, CHR:O0R 2,

, rei ch of the C1-C4 al kyl groups in the

?%‘E%%%Tﬁ %l(ﬁgdggg%’s may optionally contain one or t

doubl é'sdgﬁ,tq’ SpNdCEnRle): ERiabietergid Ryg 30 Rigye SRCHRgpPpendently

Rikdgen aliflurofethyiad onCH-C pakyd rve ohedoft s esd B uiryebeoeyatd, ichibe, bromo,

bon a r 1a I n , eLel ai by lc=o

S0 TR B PSS il BB B I LR G Al lo=o o

exslopiop¥id from phenyl, naphthyl, thienyl, benzothienyl,

pyr i dil is cHeh BRYIWhich Py B8 siibstituteP By b dltvy bubsiitaérdaROhdependently

%%cge;%r:om tPee Sr%gg é:’lorn%{s]tYnlg’of Pyeclpozxg,tfmlol%,zgl%&,'brén‘?‘o?gol%,aa%‘gyallkbxy, O-CO-

(C1-C. alkyl), O-CO-NH(C+-Cs alkyl), 0-CO-N(C-C, alkyl){(C4-C; alkyl), NH(C4-C, alkyl), N(C+-

Cg alkyl)(C1-C4 alkyl), S(C1'C4 alKYl), N(C1-C4a|kyl)CO(C1-C4 alkyl), NHCO(C1'C4 alkyl),

COO(C4-C, alkyl), CONH(C4-C4 alkyl), CON(C4-C, alkyl)(C4-C, alkyl), S(C4-C4 alkyl), CN, NO,,

SO(C+-C, alkyl), SO,(C4-C, alkyl), and said C4-Cs alkyl or C4-C, alkyl may contain one double or

triple bond;

R, is C-Cy» alkyl, aryl or (C4+-C, alkylene)aryl wherein said aryl is phenyl, naphthyl,
thienyl, benzothienyl, pyridyl, quinolyl, pyrazinyl, pyrimidyl, imidazolyl, furanyi, benzofuranyl,
benzothiazolyl, isothiazolyl, benzisothiazolyl, benzisoxazolyl, benzimidazolyl, indolyl, or
benzoxazolyl; 3- to 8-membered cycloalky! or (C+-Cs alkylene)cycloalkyl, wherein said cycloalkyl
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pyrrolyl, indolyl, pyrrolopyridyl, oxazolyl and
benzoxazol yl ; C3-C8 cycl oal kyl or (Cl-C6

wa@bdogloegse) (C3- C8 cycl oal kyl ), wherein one or tRNOT/IB2003080251

carbon atons of said cycloalkyl and the 5 to 8

menber ed cycl oal kyl noieties of said (Cl-C6

al kyl ene) (C 3-C8 cycl oal kyl n®8 optionally and

i ndependent|y be replaced by an oxygen or sul fur atom

or by NZ wherein Z is hydrogen, Cl-C4 al kyl or benzyl,

and wherein each of the foregoing R2 groups nay

opay entain gnetns twe pis@i $ gt NcdRewihereirt Rols hysregene of ﬁr@eaikyl wherein the

SabRGd Akt Snéy"b@%@@ﬂﬂx%@ﬁrld)ép&ﬁbﬂ@%@(ﬂ'onﬁroﬁg’coct%@ bfshloro, fluoro, or C;-

f%ﬁb@’fyf)% i o1 aqgé’ac rg? @5&%"{%% aﬁly'g@(CB)“t(% -4 HNCr-C

aaityl) ) 3(01-69@6#)0§3N( MOy, STUCaCkagiky)( G STEC &l kaiy)), andS¢t@teirCsaid C1-Cy,
g%u%r)@ c?gkﬁéhe méy'deﬁam% @Adﬁbélo}tr reMsﬁa ofc2al kyl ) (d C4

W§C1 mgy(ﬁ? tu&at%ﬂ ﬁy )8 %em ﬁbwcllc ring which
ahé%do)]tam-oﬁﬂbl(tﬁiﬂ déiblectiokyd Jr e or t@8 ot ky/$;) , - SH,

S@N%S%(%hygﬁﬁ? é‘;ﬁ? dchl@%él\lr Cg%@'zf% d: methoxézOCFs methyithio,

aﬂ"%W‘ °’1YNﬁT@"?f R#R10 may forma ring sel ected
f rom Smt i rh@dire@enS Ci-G, Sikpefidves, etllord, medno, tidde, 61-Cpa180xy amino, nitro,

I e
aot%'f‘ @@é éﬁi al@/ﬁ@ﬂ%’m}éﬁ ) ch,orta Au%pl) C\%g ﬂ .QPI 1n 8F 2, cyano,
db(fi'@é\h CEXGrfer 289 <GHG 05COB(B-Gresfidriharein s7igkCr rﬁwa'kyl may Poontain one
QP tcDdvable Yor ApIE bortS@pée e Bé bubsttel BPbRCE GvdyF hrtroo) YHRB, carboxy,

q\éHéé‘#ﬁsgﬁlH@I%&g %9!@@%?«:@@}(: éiﬁyl)céfg{,ﬁ%ﬁkyp C+-Cs alkoxy,

Q)(Qsﬂloadw Blokgy chylorocayarsr @ nitp] uor o, br ono, i odo,
- S(Cl1- -KAis %h@bﬁ}l ) nébhthyls%(ﬁl ‘b@420&héﬁ¥l| )pyrlcﬁﬁcdﬂlnagly pﬁ%zﬁﬁdpynmldyl

ek o DB A el Y SR 5 P Bbe s v,
cibdtibreddtdependentlydly domemnte td theweoé fiupen chigro, @r@mﬂwy@r Bgenalkoxy, or
ada@ of HyufeRy aédéytsmms If&ﬁ{ypcyaﬁaln%omﬂmé?ﬂ@hyn iRk, NAYSIIODEyI), N(C;-

O I (I e

adikyIC)-C2 al@ﬂZ SOGH,, NBSCUCCE, aFkNy 1SXG1-GeCTYTLerGAO AT Kl Jlkyl), wherein
8%19)& e&{y!l anﬁ“@)&é&yﬂm%b@km iited WSHE bnm%a&mu% kydkoxy, amino,

noleties in the foregoing R4 R6 groups
rfﬁ%’hy!ﬁﬂt'”%ﬁ'ﬁ‘ﬁihyla@t?ﬂ?'é‘i‘cﬁtybne doubl e or tri pI e bond and

R6, wWrens l@titoge:h €5, alkg, flubitof chgpes) bednauyjodd,cysred, Bydr@@l ®(CoBy alkyl),

I t .
(8%?%&1 al d@ﬁé%a &%‘kyl}nagv eleth @,Hg?tg"n&p%ﬁ%%w be substituted
f"ﬂ‘g %/Wg’xRﬁh'@'iodUB@"Wsm@D%?tt "F%lﬂté’&’ Wwith fromtw to

four wRybighydretRnigdidhg fludtd) eF @bthoxyparido t hree of said

substi cted, independently, from
chl or oé‘z'&ﬁy‘%%&a%kg C“a%{g'e C6 alkyl) and - (C1-C6

al kyl éneJOVhE raqmpysnyon a (g:lawp]e# avharein saig f costigiotjopin  releasing factor
g bridt e dompdint eeTerhRRRt ed, i ndependently, from

brono, i1odo, fornyl, cyano, trlfluoromsthyl nitro,

am no, -NH(Cl-C4 al kyI , -N(Cl-C2 alkyl)(C -C &6

alkyl), -C(=0Q Cr C4lalkyl), -C O)(Cr 4 al kyl),

-COCH, -SO2NH(C1-C4 alkyl), N(Cl-C2 alkyl)(Cr 4

al kyl), -SO2NH2, - 0% “C4 aTkyl), -(00- G

al kyl ene) -S-(C., - C2|Jal kyl )|, -(cCafClal kyl ene) - SO2- ( C1-
C2al kyl) and (Cl algy ne) -:L£K, and wherein each of
the C1-C4 al kyl noi eties in the
foregoing RS gr ups rmy opt i o‘nal |y be substituted with
one or two substituents RS
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i ndependently selected fromfluoro, hydroxy, am no,
nmet hyl am no, di nethylam no and acetyl; R7 is hydrogen,

woreaolspr9sohal o (e.g., chloro, fluoro, iodo or bPCIIB2005/000251

hydr oxy, nethoxy, -C(=0)(C 1-C2 alkyl), -C(=0)0(Cr 2
al kyl'), hydroxynmethyl, trifluoronethyl or fornyl; R10
i s hydrogen, hydroxy, nethoxylbr fluoro; and Rl1 is

hydrogen or Cl-C4 alkyl; with the proviso that in the
ring containing DO E, Kand G of fornmula |, there can
not be two doubl e bonds adjacent to each ot her. 7. The
odeeighe dashedlineg reprepent aptienabdqubledOBISCRF ant agoni st i s

sel ectAqumﬁrgéerh;@?group consi sting of:
4-(1-¢f h?'.lf\lgl %ppgéanR &L bR tr®; (S TREY) R RR™

noxy)
(GRG%"ENH@I BRER 2OR 2 ;: GR°&ISR! oreCORE- phenoxy) - pyri cl i n- 4-y

|)(1 to all atoms to which it is attached, or G
c- & Rt QR e o S Ry e o O

r?alﬂPDSVP')d'? ﬂlgl@!qmnd?ﬁ@bﬂrl ) - am ne;
5-(1-&¢ byhtro@émpol&ﬂ whemabdubyd bdnded to G or E, or K is oxygen, sulfur, C=0,

{% ga%mam ﬁf&Qﬂgugrbgn&w'bwadaﬂcem i diGa i X R%Pswo atom

I5R8GET. IV?*@?GQ? anenelt the W ripg atems of thersnarsy 15 RRYIFM) nigogengpiiiyr, C=O,
=% BRFADY NRObOERS, 3ndithp wthenis GRPRA or gIRY, - et hyl - ani no;
4- (bUtl% n)ae%he]\fl Q&hnmde r}%erﬁyngtay g MU %g%ﬁ'aﬁ{daydrmha when

enyi ro-
$mm)beﬂ¢ﬂdl to p@tb @ﬁryyeniz rusrg APABLN yltm@&n(ez QB e\m@? itﬂﬁe@q&lﬂemwd to an
E&erﬁwg &b ne;

)- p;ﬁ ?{l?ﬁ (Ig‘ ﬁz%n@eae% rw]g ﬁ é’ﬁ h%tamsl\'f) (E2K4efn§ é %5&*&%‘{9{& Pg}ﬁ BXé to three

[dautfd bertdayfFonp Eesp dx Y- Bteoateme seisatedijam exygerB-jtrageq andjsifur, and
ok 28RS B}HNQ @@yér)cﬁ'@rﬂlﬂ)s wherem the carbon atoms of such groups are part of
Sli%rﬁ{gr d tf%gxgg?/eﬁﬁgl 8&]@%ﬁtplﬁs greosir;‘:lgstltl}énts on(thé ring; 6-trimet hyl
3- { (4Rteishyd;-Coealky! | dptoBail- ibstititeg| with (flora @et rof nioh plistituents
gfl r)der:ltg' Qé'fécﬁ’ezoo |fr9£n3 hﬂdroxy, fluoro, chloro, bromo, iodo, ‘C;-C, alkoxy, CFa,
e oie: HoE Rl P 2 NG S, Bl HPRERING O
Raaic)-C . Ik, r NHTAIE 3C 4 -alkd), pPOaH, dCEROC yT.3 allayt), nEONH(C4-C,4 alkyl),
ﬁéntq ¥, 1{@1 (b‘itd“yérnk n&b W, Shlyh, 2, - Aof, 2.50E1-E] k), 260, (c.-C;
ga]kgl},r ﬁ@;l\lj*l(ﬁ;-& ?qk}ll) arpﬁ rﬁgzNg.‘m%ﬁa(lﬂyl)(Q -C. alkyl), wherein each of the C,-C,

ciiugryibps |9 tHeefohagbing W&Jﬁh sglyf aptigriaiiyl cériZain ofie or ivechtiaublepor triple
henéll )-1H pyrazol o 3, 4- d] pyri mdi n-4-yl}-am ne;

bu?ysr-ethyl [ 6- met hyl - 3-net hyl sul fanyl -1-(2,4, 6-trichl
or ophdfy$ Yor-Bhs Ml avishaTy, oRtioRRll GPRENATOA. 2049 e Gauble or trple
lwtndél b Bt;/kc&cﬁi$ ARfIdHEhary WEdréiy |ssidl drginatla- the (aRyl 4ndlety rof Ghib ((:1-c:4

0 zol o ri

SHUBTSRILI A 20 bt bRy, ML B, cwrel
Pyr2zidyl opyrimidatyl, mng@mb'hﬂjrgnyn bpwfm] gfnzothlazolyl isothiazolyl, pyrazolyl
pyrrolyl, indolyl, pyrrolopyridyl, oxazolyl and benzoxazolyl; Cs-Cs cycloalkyl or (C;-Cs

alkylene)(Cs-Cs cycloalkyl), wherein one or two of the carbon atoms of said cycloalkyl and the
5 to 8 membered cycloalkyl moieties of said (C4-Cs alkylene)(Cs-Cs cycloalkyl may optionaily
and independently be replaced by an oxygen or sulfur atom or by NZ wherein Z is hydrogen,
C4-C4 alkyl or benzyl, and wherein each of the foregoing R? groups may optionally be
substituted with from one to three substituents independently selected from chloro, fluoro,
hydroxy and C;~C, alkyl, or with one substituent selected from C4-Cg alkoxy, -OC(=0)(C1-Cs
alkyl), -OC(=0)N(C4-C, alkyl)(C4-C. alkyl), -S(C+-Cs alkyl), amino, -NH(C4-C alkyl), -N(C+-C,
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3,4-d] pyri mdin-4-yl]-am ne;
di - 1- propyl - [ 6- et hyl - 3- et hyl sul f anyl -

WO ¢3479%01 ri chl orophenyl )-1 H pyrazol o[ 3, 4- PCT/IB2005/000251

d] pyri m din-4-yl]-ani ne;
di al l yl -[ 6-net hyl - 3- net hyl sul fanyl -1-(2,4,6-trichlorop
henyl ) - 1H pyrazol o[ 3, 4- d] pyr®¥i di n-4-yl ] -ami ne;
but yl - et hyl -[ 6-chl oro- 3- net hyl sul fanyl -1-(2, 4, 6-trichl
orophenyl ) - 1H pyrazol o[ 3, 4- d] pyri m di n-4-yl]-am ne;
but%;l -et hy I-£6 met hoxy- 3-net hyl sul fanyl -1-(2,4,6-trich
ey Ky H-Hgﬁn&ow@w@@ (Cd'pr|a|kM"? di-NHEO(GCarliyl; -COOH,
REoRYE 6L QWIy[@oﬁHdmmtéW) 1cON(C,-C, alkyl)(C4-C, alkyl), -SH, -CN, -NO,,
ééﬁﬁ cg i kgl "Eéﬂ% gyaﬁk% §oﬁmj(cmc]4 alkyl) @ SO2N(C+-C alkyl)(C-Ce alkyl);
4- (1- eNRIR® -Opﬁdip?/%R) rﬁamtnhyrm@smeqiwosrma‘hamﬁﬁ 310 B 2nefb@red rings,
lthd BRS h%aﬁb%d ang;ldp%@ﬁ %39[0 %&n@]:&ﬁ.h Bhéli oP &0 double bonds and
n-butyl -eth , 5- di - trine %P %
M ons %'[ og [5'99I %Sﬂ" %togps ogpl]lcgrﬁ tﬁ membered rings may opt|onally
dand lindppcmpyritly ibe Bapdicabingn exFgén @-stifur aivet M)prliéWérémTZIghqdwdrogen

f I rimdin”- yI]amne
bléﬁyl c9aﬂd9 [2,5-di neth 6-tri met hyl phenyl)

CTH pﬁq l%hégti?rzg%nd d’i 5% Y- g{(ﬁ C4 a Igyf)i gﬂqrﬂ,eﬂuoro brorgo iodo, -S(C4-C,
dilkgt) bylso2corcdilrg); hyl - 7- (2, 4, 6-t ri met hyl phenyl ) - 7H pyrr
gl EL t2 %cﬁjﬂ%‘pg lall;ﬂggﬂ% S%Te\(, eld G‘ﬁ%éBFnd_?nt y2 from (J)Jydro?en anﬁ CI Cﬁ alkyl
1) - 7H-eﬁ9*? R p@cﬁ R glaa]spgﬁapfpﬁddp R (@rbosr,q qtgpnl%%elected mdependently from

Bydrdlgenr bid Y, -0y- 4iky, Sfudrdyedhivyd, - Hrotﬁa, #d6- hydrmyt lmydirpk;enwc)z alkyl),

'ﬂf r%W [;191 a%b arﬁ%‘ngﬁ{lt&{% d” < @Q’)] ﬁf}i "t% aé{ﬁfgfl?rlf’ allEyR 1042SCHs
ary(ylp QC@-|C@pIgyIB -C(apm,«pr, AR C4 alkyl), wherein each of the Ci-C,
@fkbuhéf éhe@tlmyb'fbrgg&nijW grdugsZnay- 6PtoRAIN LbiAR BYe Houblé or triple
??Ez ?7 rg %t?az&/:ge to a nrlrogen Xtonln is sgleéted from hydrogen and C,-C, alkyl;
>6 t r |Rmet $upbiiiutet phenyl7 raphihyvl oyrislyior Byrihigylr widrefly leach of thé1 foregoing
¢'\t5 RyduBs %Oéﬂb/%ﬁfi}\ta@ with erbi! tw to four substituents R'®, wherein up to three of said
s nﬁtpgt)r( ﬁjay)He] s%letg{eﬂ,ylp‘iei#wge r?mI cl?hdp 3/ r(f?l Z(%' a?ky? -O(C,-Cs alkyl) and -
(GG elikprenedQICLetlRyI)4 abd t whenait fopk phiesnid Jsulistiysyisamey dle3selected,
%d%mﬁéhﬂ}' o Bbinb; ibds, fdﬁ&l%ﬂﬁ?ﬂh&’o%m?yh 6, BT INH(C-C, alkyl),

TNt P B O o & 1 TENVS L6481, S2hd, ™coom

-SO,NH(C4-C4 alkyl), -SO,N(C4-C, alkyl)(C4-C, alkyl), -SO,NH,, -NHSO,(C4-C,4 alkyl), -(Co-
C,alkylene)-S-(C4-C, alkyl), -(Co-C,alkylene)-SO-(Cy-Calkyl), -(Co-Cqalkylene)-SOo~(Cy-
Coalkyl) and -(C4-C,4 alkylene)-OH, and wherein each of the C4-C; alkyl and C;-Cg alkyl
moieties in the foregoing R® groups may optionally be substituted with one or two substituents
independently selected from fiuoro, hydroxy, amino, methylamino, dimethylamino and acetyl;

R’ is hydrogen, methyl, halo (e.g., chloro, fluoro, iodo or bromo), hydroxy, methoxy,
-C(=0)(C4-C, alkyl), -C(=0)O(C;-C,, alkyl), hydroxymethyl, trifluoromethyl or formyl;

R'® is hydrogen, hydroxy, methoxy or fluoro; and

R" is hydrogen or C4-C, alkyl;

with the proviso that in the ring containing D, E, K and G of formula |, there can not be
two double bonds adjacent to each other.

7. The composition of claim 1 wherein said CRF antagonist is selected from the
group consisting of:

4-(1-ethyl-propoxy)-3,6-dimethyl-2-(2,4,6-trimethylphenoxy)-pyridine;
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(1-ethyl propyl)-[3,5,6-trinmethyl-1-(2,4, 6-trinmethyl phe
nyl)-1 H pyrazol o[ 3, 4-bJpyridi n-4- yl]-am ne;

wd2qoioashy | propoxy) - 2, 5-di net hyl - 7- (2, 4, 6-t ri ne¢hyB20082000251

yl')-7H pyrrol o[ 2, 3-b] pyri di ne;

4- (1-ethyl propoxy)-2,5,6-trinethyl-7-(2,4,6-trimethylp
henyl ) - 7H pyrrol o[ 2, 3- b] pyri @#Rne;

4- (1- et hyl propoxy) - 2, 5-di net hyl - 7- (2, 6- di net hyl - 4- br om
ophenyl ) - 7H pyrrol o[ 2, 3- b] pyri di ne;
2,5,6-trinmethyl-7-(1-propyl butyl)-4-(2,4,6-trinmethyl ph
enox y{3:67dimptpylrp2d], B rigethali-ninenaxyi-riridia:4-yl)-(1-ethyl-propyl)-amine;

1 (1 &tdﬂaﬂn@{hgapzéu)chﬁ,rmBlahﬁ#enﬂn.&r%néxy@pyrrdl.ﬂmyuslw ARRBhATEmine;

o ( 1- é%h?ﬁr“ﬁ P%ﬁ)) %ﬁ@t‘%ﬁ 6@'@% shct'wagpeenm, AriiygToZk3-oxa-
neXMiaZariphthigiek; o- puri n- 8- one;

1 (1- @j%i B/ '&ﬂ‘@tﬂy)-? gZ ﬁttrgﬁfétrgﬁ)hér%ﬂ)gi 766|B dngrgﬁ WJr&lbtﬁ %%‘l}lmldln-4-

dr c~1 m'da
nl‘i‘thﬂ'éﬁ"ﬁ‘yl propyl ) - 6-met hyl -4- (2, 4, 6- tr| rret hyl phenoxy) -
1H- me%ylémmbpx Bidih g¥8)-7-(2,4,6-trimethylphenyl)-5,7-dihydro-pyrrolo[2,3-
(3(1 )}n &l E)él g{r opyl ) -3, 6-di net hyl -4-(2, 4, 6-tri net hyl pheno
S, ydro-i m dazol 4, 5- clpyr|d|n20ne
1-(1- é(hgthqdmrgmmﬂéd@%yh%fM$ rimetylphemxy )} pUENdRE pheny
I 'am nQ)yy l-ﬁeﬂiyhﬁ’%%d‘tﬂyﬂl&ﬂ@i461tr’fméil]lmhﬂ) SyrididiEe4,6-diamine;

g-h éﬁo%h%kyp %ﬂaﬁ} édlmfﬂi_y{m rid -2 yg (élg Bz%rlmetk%ph%)gm{mme
1- ( 1- e{dipi-propy@piine)-2 7%@@@9@9 Bgr.lr()gh)dpf@nyl)-’( ﬁ'@myp,opwgs-one;

noxy) b Al1-@ adb-thiheyt -BHPPR: -
Y A e

éﬂé%‘ﬁ'ﬁx’h %”?%m st Plahydro pyri do[ 3, 4- b] pyr azi ne;
1- ( 1- eiethyH[6-metips- mefhylﬁtéflahw-H-(54@2r10¢!0@pthemyiﬁe‘ﬂ'hwraqglvéh43xy

%Epﬂ'lmlgm zayﬁam et rahydro-pyrido[ 3, 4- b] pyrazi ne;

henoxglfb“é’l [6@@&%'3%@@@%51 ?214 %( gﬂchlorgnphenyl? 1h-pyrazolcr)][¥%
dppintidiy-aiygHamimoBetbardyoxyl i ¢ aci d nmet hyl ester;

1- (1- gg/&q e g@nﬁ )net%}/gﬁftavf}xlh(%A@)f&r@rc(p%eﬁyl)Glﬂ iRl P

henox
Hays ity fVBeREes- car boxyl i ¢ acid i sopropyl ester:
1- ( 1- itypgtiny 6 @Rstiy)-3-TretplstanyiSi~ (0.2, riEnidropteny pyh-pprasonsx -

ol hi i 6]naprtthyr|d|n 2-one;
%p%'T'd"?hwg%&o )-7-nmeth 2,4,6-trineth phenox X

)-1 @t%emylrtémeénwmthy[ssﬂ¥ ylﬁdéﬁtﬁhtwhlwm@ny') ol pyrazolo[3
d]p;ﬂrlﬂmcﬁﬂi hyh-amiepy! ) - 7- net hyl - 5- (2, 4, 6-t ri net hyl - phenoxy
)-1. 46u‘?;ill-@}’cﬁ’gp‘r’ép%,rﬁétﬁyﬁfe-methy:-a-methylsulfanyl-1 -(2,4,6-trichlorophenyl)-1H-
pyrazolo[3,4-d]pyrimidin-4-yl}-amine;
di-1-propyl-[6-methyl-3-methylsulfanyl-1-(2,4,6-trichlorophenyl)-1H-pyrazolo[3,4-
djpyrimidin-4-yl}-amine;
diallyl-[6-methyi-3-methylsulfanyl-1-(2,4,6-trichlorophenyl)-1H-pyrazolo[3,4-
d]pyrimidin-4-yl}-amine;
butyl-ethyl-[6-chloro-3-methylsulfanyl-1-(2,4,6-trichlorophenyl)-1H-pyrazolo[3,4-
dlpyrimidin-4-yll-amine;
butyl-ethyl- [6-methoxy-3-methylsulfanyl-1 (2,4,6-trichlorophenyl)-1H-pyrazolo[3,4-
d]pyrimidin-4-yl]-amine;
propyl-ethyl-[3,6-dimethyl-1-(2,4,6-trimethylphenyl)-1H-pyrazolo[3,4-d]pyrimidin-4-yl]-

amine;
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oxa- 1, 6-di aza- napht hal ene;
1-(1l-ethyl-propyl)-4,7-dimethyl-5-(2,4,6-trinmethyl -phe

W@00pN79B07 4- di hydrc- 2H  3- oxa- 1, 6- di aza- napht h&l/88e05/000251

1-(1l-ethyl -propyl)-3,7-dinmethyl -5-(2, 4, 6-tri net hyl - phe
noxy) - 3, 4-di hydro- 1H 3-oxa-[1, 6] - napht hyri di n- 2- one;
1-(1l-ethyl-propyl)-3,3,6-trim@8hyl-4-(2,4,6-trinethyl -
phenoxy) - 2, 3-di hydro- 1H pyrrol o[ 3, 2-c] pyri di ne;
7-(1-ethyl - propoxy)-5-nmethyl-3-(2,4,6-trinethyl-prieny
|') - pyrazol o[ 1, 5-a] pyri m di ne;
[2 5- d4-{ieethy-propyl)-0-methgl-3-mietistifzhylIH@ A Yimpipyinben bl 5-
f%fo zﬁdiﬁyn?mwmd (1-ethyl-propyl)- ani ne;
- et

pyr az tﬁ %'g/}/ig %{ypﬁﬁﬁ%—(ﬁh-ﬁ tgl%fth gl?ﬁnﬁlihqgtyrp [é,%ﬂi?p%“dfn-&
7ﬂmmme1hyl propoxy) -2, 5-di methyl -3-(2, 4, 6-trinethyl-ph
I -

(25, ol £ e B Aivreny Tt pyroetz s deygigi-4-
IBPineni di n- 7- yI ] et hyl - pr opyl ani ne;
|6 b csmy -plupoRDmElrathy-3-(4  SAsethyiony iy o st o in-s-
ly% trlazolo[4 b]pyrlclln 7- yl]-(1

é hy -am ne

(1-et htwhsgh?y sthylg-RAHyetayiptEnd)-BH-pyTae A yinyiRiginyt-ylamine;

3H [ 1 n-ButyHetryi-RA-1indth{i- Mﬂ}ﬂf-ﬁlﬁlibfﬁlylﬁherwl) Y HPYr 62, 3-d]pyrimidin-4-
@ bronn 5-met hyl -3-(2, 4 trlnethyl-phenyl)-SH-[l 2,3

rlazolo[4 5- b] pyridin -(1-
et hyl qaff\blrypq;tyl- %g;qnetgyhﬂ—@4 6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidin-4-
A g&m AdrmoPr opoxy) - 5- et hyl - 3- (2, 4, 6-tri met hyl - phenyl

3H— tri

% (L8 [%ﬁﬁth% B35 Sy ety R bRl T PRI - o

Gm%mmuﬁk$pyrrolo[3 2-d] pyr imdine;

(+)-2, rﬁnﬂ*@&%m Is-dﬂ-nét W(ﬁﬁl-)dﬁh{éﬂiyfd%mﬁt wrmsyz) 3-dip{ritnidin--

lenethy enyl ) pyrrol o- [ 3, 2-d] pyri m di ne;

2’§“ﬂ?nethyl 4-(S)- (tetrahydro furan 3-yloxy)-7-(2, 4,6

-tri Wﬂ,ﬁylh}emyleh@l.él),ﬁ-@memylph@inH[ﬁyrrﬂoﬁ]mpynmldj'l-ﬂ@l} (1-ethy|-

%ﬂ%y Ré:.hy! - 4 (1 propyl butoxy)-?-(2,4,6-trinethyl-ph
-5H— yrim di ne; o

4 et P By G2 Bt DRy ey (IR R

esthylanirett pyrrol o[ 3, 2- djpyrirﬁ di ne;

Shéﬁ“f[%fbg%&%?”?‘”@f U S el

%Wﬂ PHYIRTBPIRINYS - 6- et hyl - 4- (2, 4, 6 tri met hyl - phenyl
, 4-4dit myedticxyrhédh Prop X O 226- 3rn’®}hyl—1-(2,4,6-trimethylphenyl)-1 H-pyrazolo[3,4-
b]pyridine;

(1-ethylpropyl)-[3,5,6-trimethyi-1-(2,4,6-trimethylphenyl)-1H-pyrazolo[3,4-blpyridin-4-
yl]-amine;
4-(1-ethylpropoxy)-2,5-dimethyl-7-(2,4,6-trimethyiphenyt)-7H-pyrrolo[2,3-b]pyridine;
4-(1-ethylpropoxy)-2,5,6-trimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-b]pyridine;
4-(1-ethylpropoxy)-2,5-dimethyi-7-(2,6-dimethyl-4-bromophenyl)-7H-pyrrolo]2,3-
b]pyridine;
2,5,6-trimethyl-7-(1-propylbutyl)-4-(2,4,6-trimethylphenoxy)-7H-pyrrolo[2,3-
djpyrimidine;
1-(1-ethylpropyl)-6-methyl-4-(2,4,6-trimethylphenylamino)-1,3-dihydro-imidazo[4,5-
c]pyridin-2-one;
9-(1-ethylpropyl)-2-methyl-6-(2,4,6-trimethylphenylamino)-7,9-dihydro-purin-8-one;
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pyrazi n- 2- one;
8- (1-et hyl - propoxy)-6-nethyl-4-(2, 4, 6-trinethyl-phenyl

WO 20587897- t et r ahydr o- pyri do [ 2, 3-b] pyrazi ne; PCT/IB2005/000251

4- (1- et hyl - propoxy)-2-nethyl -8-(2, 4, 6-trinethyl - phenyl
) - qui nol i ne;
5- (1- et hyl - propoxy) - 7- met hyl -"84( 2, 4, 6-t ri met hyl - phenyl
) 1 , 4-di hydro-2H 3- oxa- 1, 8- di aza- napht hal ene;

(1 et hyl - propoxy) 7- nethyl 1-(2, 4, 6- trinethyl phenyl

)-1 ,2-dih -g- zanaphth en- 4-0

8 (1- el-Fygth yg%?y meﬂiwé @ ﬁﬁetf"nﬁfmfahechwé WPW@WFOM
enmmth4mE 3, 4-tetrahydropyrido[ 2, 3-Db]pyrazine;

|(O >1/| et hy Iﬁ)ﬁﬂwé%)) efietﬂﬂﬁh(?! L 68 énAprnbly) TRGNNE RS cipyridine;
4- ( but W fé'exﬂﬁrmyarﬁ gimethyigh-@idetrimptnyigbgnoxy-1eh-diexdrg imidazpl4,5-

rapsyeidipd2edmg] ) - 5, 8-'di hydr o-

6H

4-( Eﬁ[* i Jt“SiP’?pq’]apdy éé‘?‘egy' @h%” TgePyrReryPek) P-4 8o
-lr!i‘hiémﬂf ?-SE’yISIi"d?ﬁy@lro 6Hpyri do[ 2, 3-d] pyrimdin-7-one;
4-(1- ef-gYéthﬁlb@BQ)W)d%ldmLﬁlﬂtt§1r(n26ti§n BBy [ 4=dinyRF - p

di h 0- 6Hpyri do[ 2, 3-d]pyri mdin-7-one;
Q%E% %o[ 'Egﬁ%Th | - 8- (2, 6-di net hyl - 4- br ono- phenyl

5 6 17(1&ﬂl!sépnoaﬁyﬁi'ﬂmﬂfhytﬂ@[2 4,6-trimethyl-phenoxy)-1,4-dihydro-2H-
Pydads, msr ﬁhﬂl%ré yl ] - ani ne; |
|(§) TP egh»%/ ko g TR b Gt o Bl bbbt B Pheny
Zet@hifrpppidiii-blpgagind - ami ne;
( di et hNd‘I)e'tl'[ygprgE)t'IWhe&yl(‘iz([QQ éjﬂrlméﬁplydheﬁo@f PE@. 4phenyl’) -5,

7,8-tetrah pyrimdin-"4-yl]-am ne;
(tiffabw{wpy’ %Plj)yrf' %et hyl - 8- (2 6- di et hyl - 4 br ono- phe
nyl ) - 5-@;ethy8propyl - Bimgithyledpaxoisd@[4,6-trimethyl-phenoxy)-1,2,3,4-tetrahydro-[1,6]

%ﬁﬁ]tﬁkﬂﬁg 3'935?’5052 I?'-}Z(hlneﬂﬁ'#%é’ 6- di met hyl - 4- br onp- phe

nyl ) -5 @ eyhygprp@(l %W?@V'@W@Tsda{" thf@etﬂy'mhﬁﬂwm #éA-tetrahydro-[1,6]
haftibirigine Stdaydoxyioiatio Jsogropie bty - 8- ( 2, 4 6-trinet hyl - phen

AN et(hqell“@pro %X@’" : hy"tﬁ'g'g%g r%‘éﬁé}&pheny'

Y1 ”%ﬂ@Wﬁvﬂﬁdmekprrldo [2, 3- d]pyr|n1d|n 7-one;
( bUt yl1 (@Ieh},yl propyd)- mmbiAy5=(B 1 (6didheByiiphbdary Y 2,3 ph&tldro S, 6
ﬂn ﬁ‘”? gdro pyridot 2, 3-d] pyrimdin-4-yl]-am ne;
Y [ 2- et hyl - 8- (2, 4, 6-tri net hyl - phenyl ) - 5,
6 7, 8-1t(éteﬂuh@rdm yethddi(2.43-tdhetpylmhenadint, %dryyqro-alrh?»ne;

oxa-1,6-diaza-naphthalene;
1-(1-ethyl-propyl}-4,7-dimethyl-5-(2,4,6-trimethyl-phenoxy)-1,4-dihydro-2H-
3-oxa-1,6-diaza-naphthalene;
1-(1-ethyl-propyl)-3,7-dimethyl-5-(2,4,6-trimethyl-phenoxy)-3,4-dihydro-
1H-3-oxa-[1,6]-naphthyridin-2-one;
1-(1-ethyl-propyl)-3,3,6-trimethyi-4-(2,4,6-trimethyl-phenoxy)-2,3-dihydro-
1H-pyrrolo[3,2-c]pyridine; :
7-(1-ethyl-propoxy)-5-methyl-3-(2,4,6-trimethyl-phenyl)-pyrazolo[1,5-a]pyrimidine;
[2,5-dimethyl-3-(2,4,6-trimethyl-phenyl)-pyrazolo[1,5-a]pyrimidin-7-yl}-(1-ethyl-propyl)-
amine;
(1-ethyl-propyl)-[5-methyl-3-(2,4,6-trimethyl-phenyl)-pyrazolo[1,5-a]pyrimidin-7-yi]-
amine;

7-(1-ethyl-propoxy)-2,5-dimethyl-3-(2,4,6-trimethyl-phenyl)-pyrazolo[1,5-a]pyrimidine;
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(diethyl)-[2-nmethyl-8-(2,4,6-trinmethyl -phenyl)-5,6,7,8
-tetrahydro-pyrido[2,3-d] pyrimdin-4-yl]-am ne;

W@ 20080807 pr opyl ) - [ 2- met hyl - 8- (2, 4, 6-tri met hyl PEEBRY0y600251

5,6,7,8-tetrahydro-pyrido[ 2, 3-d]

pyri m din-4-yl]-am ne;

(1- et hyl - propoxy) - 2- met hyl - 882, 4, 6-t ri net hyl - phenyl ) -
5,6,7,8-tetrahydro-pyrido{2,3-d] pyrimdine;

8- (1- et hyl - propoxy) - 6- et hyl - 4- (2, 6- di net hyl - 4- br ono- p

henyl ) - 3, 4- di hydr o- 1F+£ﬂr|do [ 2, 3- baégra2|n 2-one

8- (1 @twmeﬁbw@da%ﬁ)ﬁ"@e trhgmy(azolgl! drFheriRydin- D%'P@WF%OY'-
afiRyl ) -1, 2, 3, 4-tetrahydropyrido[ 2, 3-b]pyrazine;

Lh"ég)ll | f—b(?%ﬁ-né]-g{b?do gcﬁgr)Qh_ylgﬁ-[E?J,&Yr;rﬁe%y‘-ghegylgéIq:?{g)ol]kri'a%élg’[ﬁgfg?ﬁyﬂdin-%
B-(1 Bttet-probyanoipRsxy ) - 7- met hyl - 1- ( 2, 6- di net hyl - 4- br ono- p
henyl M=dinyi-frofiij sy ik B2, 0 @netdyl-Brdhiypaa-[napfitdalboRIBs]pyridin-7-
5- (1-a yﬂg@%ﬁ%xy)sﬂkﬂ -i&%g 6y2?néthyr 4- br ono- p
WIS 1 2- di hydr o- 3- oxa- 1 8- di aza- napht hal en- 4- one;

8- (1 [@tﬂmyahe—pmm;tmk%fyZAl@-BmmthybpﬂBy‘M) {12, ﬁhr@zwle[ﬂﬁ;h]pyndlbf7dl]-(1-

hﬁw%f@'a”‘%né 4- tetrahydr opyrl do[ 2 3- b] pyrazi ne;

H2- met hy] - 8-

1) - quT tﬁy‘ _pzp_pm( - -g}ﬁt 3 (24 tnmethyl pheny -3HA}1 3ﬁnazol’8ﬂe§'y
Hipyriaey | - et hyl - ami no) - 2 6- di net hyl - 8- (2, 6-di net hyl -

o Ca I-7-(2,4,6-trimethyl-phenyl)-5H-pyrrolo[3,2-d
di hydrghglﬁiﬁﬁg/o )8'265"'”’ Bbyr(lzm d""ﬁ? ye gny) pyrrolof ]pyr

8- ( 1- Bt#Ya: - pr opoxy) - 6- met hyl - 4- (2, 6-di met hyl - 4- chl or o-
pheny{_)-2Srdﬁinéih)h-}ldfretbafi!/b‘lroymnadGEych(yBZ-@],ml’r?ﬂBithyl—ﬂweoyl935H—pyrrolo—
Z(Oﬁ e ! Ae propoxy) 6- met hyl - 4- (2, 6- di net hyI 4- chl or o-

4- tetrahydropyrldo£ 2, 3-b] pyrazi ne;
4 (1- %ﬁﬁiymeﬂp_w 61&%97&%@‘2/-"??9‘#1?9'@ WXy p7- -E-4P-trmey-ehenyihpigpyrolo-
r,hncﬁu,g nol i ne;
5-(1- |pr o-
ph‘enﬁ% Ui SRR e e PR B
dpyrimidindiy| - pr opoxy) - 7- met hyl - 1- (2, 6- di net hyl - 4- chl or o-

pheny). )seclbutyﬁsﬁérm@ |6 QX A(24,6 &imethyl-phenyl)-5H-pyrrolo[3,2-
%I aza napht hal en- 4- one;

eY U9y | - pr opoxy) - 1, 6- di net hyl - 4- ( 2, 6- di met hyl - 4-chl
or 0- pérémmpli-pthgi- a,wmoa}zfﬁ-dre@tm&ﬁyaﬂ@ﬁymettm{ph@yﬁ-ﬁtﬁr@wdaz@hlreyrldo
[Q% Cﬁéﬁm,d,pf_gpéll ) - [2 met hyI 8- (2, 6-di net hyl - 4-chl or o- ph
%'no'n' ?3( 6-4i henyl)-3 4-djhydro 3-b]
5 ( 1. LR BAPIBERY PN ES R4 S Ematihpent B 4- o gl
;byrqiﬂn-ezwxhe) 3, 4-di hydr o- 1Hpyri do[ 2, 3-Db] pyrazi n-2-one;
8- ( 1- fydgs bR b RE DR AITE R etfy- h 2% 4 RirdhyBrol gytide
et h @Sﬁ %)655% {W gwi@,drk) 1prre|@' F%W ool
[2,3-b pyrazme
4-(1-ethyl-propoxy)-2-methyl-8-(2,4,6-trimethyl-phenyl)-quinoline;
5-(1-ethyl-propoxy)-7-methyl-1-(2,4,6-trimethyl-phenyl)-1,4-dihydro-2H-3-oxa-1,8-
diaza-naphthalene;
5-(1-ethyl-propoxy)-7-methyl-1-(2,4,6-trimethyl-phenyl)-1,2-dihydro-3-oxa-1,8-diaza-
naphthalen-4-one;
8-(1-ethyl-propoxy)-1,6-dimethyl-4-(2,4,6-trimethyl-phenyl)-1,2,3,4-tetrahydro-
pyrido{2,3-b]pyrazine;
(1-ethyl-propyl)-[2-methyi-8-(2,4,6-trimethyl-phenyi)-quinolin-4-yi]-amine; ‘
4-(butyl-ethyl-amino)-2,6-dimethyl-8-(2,6-dimethyl-4-bromo-phenyi)-5,8-dihydro-
6H-pyrido[2,3-d]pyrimidin-7-one;
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2, 3- b] pyrazi n- 2- one;

8- (1-et hyl - propyl am no) - 6- net hyl -4-(2, 4, 6-t net hyl - phen
W@ Rgos®87980di hydr o- 1Hpyri do[ 2, 3- b] pyrazi n- 2- onePCT/IB2005/000251
8- di et hyl am no-6-net hyl -4-(2, 4, 6-tri net hyl - phenyl)-3, 4

-di hydro- 1H- pyridot 2, 3-b] pyrazi n-2-one;

8- (et hyl - propyl - am no)-6-rret1§91-4-(2, 4,6-trimethyl - phe
nyl ) -3, 4-di hydro- 1Hpyri do[ 2, 3-b] pyrazi n- 2-one

8- (butyl et hyl - am no) - 6-net hyl -4- (2, 4, 6-tri net hyl - phen
yl)-3,4 dlth/\dro 14 pyr.i

3-
ARy TR e L n?férl»ﬁ%bwmo(@eaﬁﬁ PR
byriph[emyd];)yn&nd,urﬂl 3ned- tetrahydro-pyrido[ 2, 3-b] pyrazine;

t hyI Q%ﬂ&ﬂ ﬁ M.g:ngét@%l(f‘E‘jdH?Qtﬁyﬁ&-%?o‘iﬁ%ydhéﬁyl)(ii’:s-ﬁm%ria-%ﬁm

PEiEPBRyRVEI I T-85T 2, 3- b] pyr azi ne;

8- ( 1- @lutyybthymsttans- (236 dmgh?ﬁogésﬁg?ﬁbrfﬁﬁ ¥ Bitemhirb- ph
r ropyrido razi ne; .

%)P'é [et3'h(j)]ﬁy£1'ﬁ'1idﬁo4g- rﬁi{% gy(Z 4,6-tri rre%yl 7phen yl)-1,2
, 3, 4- treapygipdirid-methwt &j(? §- er@ﬂwl_rdpw@mph@yl) °5,6,7,8-tetrahydro-
&m@@[@'@-)ﬂpyﬂhﬂﬁﬂ-ylﬁéﬂuﬁ@) 6- met gyl 24 (2,4,6-trinethyl-phe

o) 0
o ( bl e R RSB P iersh BE A e,
&213)61]93/@!@3-4#*0 eminghydr opyri do[ 2, 3-b] pyrazi ne;
4-(1- hyamm%am['mew - 9RO8 YRty Rbido-phekyd)-H6, B slidtiahpdrby
W”E'i[-gﬁ yﬂg’ipl'f’e"t H&/‘T‘m'B‘? opyl ami no) - 2-nethyl -8-(2,4,6-trim
et hy| ¢1pdtempriopexyhRimetilyl-§i62,6-dimethyl-4-bromo-phenyl)-5,6,7 8-tetrahydro-

45,“(11;],( %tcﬁw,mp,ngpyl am no) - 2- net hyl - 8- (2, 4, 6-tri net hyl - ph
? qui no

2t eHRPItYéﬁ*ihH@-”L“‘-%I“WTV' &35S Arnpetay-PhRsy W8-I nIyAH -
er}ﬂe,l&d]m/hmldm 7-one;

4- (et JiDQ‘ st Q%Lxﬁmnwyr.g R bIRherR-brendn-8 sldiyBRIdNbyRE e
Eﬁccﬁwmdﬂ&’ -AY&: - ami no) - 2- net hyl - 8- (2, 4, 6-tri met hyl - phen
yl) - QUlynﬁhyl)qur?ﬂ’]yl -8-(2,4, 6-tnrr;ethyl phen?/]l) ;5 6,7, 8(-tetrahydrq pyrido[2, :?] d]

net r opox 7- met 1-(2,4,6-trinet
5ynﬁrhdm 9’; 8@6 - di %ydfo- Io2H§/3 oxa- 1, y 8- di aza- napht hal eney
5- ( 1- mmvlcgt@yﬁé% mgihyit-@hya E'meﬁwyph?nvﬂa@ WJB-t&tra@zdm-paﬂqqz 3l
ﬁknhﬁdm—&b@%iné 1, 4-di hydro- 2H 3-oxa-1
5o ( 1' @{eﬂvr?zg ﬁgrs (ﬁgﬁ—tjlmt;th%hﬁwl) 5,6.7,8-tetrahydro-pyrido[2,3-d]
pYfidjdn-&yi-amivet hyl - phenyl ) -1 |, 4- di hydr o- 2H 3-

oxa 1 -
O A g R S
'%dé{" '?é'i)ﬁ'?ﬂ%fl ene;

(1-ethyl-propoxy)- 2-methyl-8-(2,4,6-trimethyl-phenyl)-5,6,7,8-tetrahydro-pyrido[2,3-d]
pyrimidine;

8-(1-ethyl-propoxy)-6-methyl-4-(2,6-dimethyl-4-bromo-phenyl)-3,4-dihydro-1H-pyrido
[2,3-b]pyrazin-2-one;

8-(1-ethyl-propoxy)-6-methyl-4-(2,6-dimethyl-4-bromo-phenyi)-1,2,3,4-tetrahydro-
pyridof2,3-b]pyrazine;

4-(1-ethyl-propoxy)-z-methyl-8-(2,6-dimethyl-4-bromo-phenyl)-quinoline;

5-(1-ethyl-propoxy)-7-methyl-1-(2,6-dimethyl-4-bromo-phenyi)-1,4-dihydro-2H-3-oxa-
1,8-diaza-naphthalene;

5-(1-ethyl-propoxy)-7-methyl-1-(2,6-dimethyl-4-bromo- phenyl) 1,2-dihydro-3-oxa-1,
8-diaza-naphthalen-4-one;
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5- (et hyl - propyl -am no) - 7-net hyl - 1- (2, 4, 6-tri nmet hyl - phe
nyl)-1, 4-di hydro- 2H 3- oxa- 1, 8-di aza- napht hal ene;

wW@2qob0t98h7 et hyl - am no) - 6- met hyl - 4- (2, 4, 6-t ri neP¢yIB2065000251

yl)-1, 4-di hydr o- 2H 3- oxa- 1, 8-di aza- napht hal ene;

4- (2, 4-di chl orophenyl ) - 5- rret hg/l -2-[ N-(1- (et hoxynet hyl

) - 1- (napht h- 2-yl ) net hyl ) - N- pré%pyl ami noj t hi azol e;

oxal ate of

4-(2,4-di chI orophenyl) - 5-met hyl - 2- [ N- (6- met hoxyi soqui n

ol -5-y J Pr opyl am no] t hi azol e; oxal ate of

4- (2- chlicty mim’hbw'ﬁwﬁww {2.85dlimetty4-bromprhemd )i, Bitetzahydro-
QyHdIIRs-bRyMEiNe; N pr opyl am no] t hi azol e,

gr E)gnﬂ :’F&W’Ff)y? .yﬁg%i“e@'%?% %etg%“'}‘gaﬁfhrﬁ? H% r{\/ﬁkqélggun ﬂ]—aere

oxal atde(butlfyi-ethyl-amino)-2,6-dimethyl-8-(2,6-dimethyl-4- chloro -phenyl)- 5 8-

4irlydroSM- R .@o[ésmﬁ»k; mmh(%yl) 5- et hyl - 2- [N(G met hoxy

SO g phiadtPr o AT TGl L zol e oxgh aLeol 1

egudo3-bpyratid-2Mdngr opyl am no] t hi azol e; oxal ate of
4-(2- ‘r;ﬂh(:1 %‘Er@r—;ﬁoﬁ@&)h@ﬁ%bﬂ 94”(!'6)-(1“ rﬁﬁtﬁﬁhmﬁiorc;pr[el}blg 6 ore 304 kiro-

soqui propyl am no lazol e;

&yfcdzl%?rPlavaZ'ae 'met hoxyphenyl ) - 5- net hyl - 2- [ N-

1- met heptyetrgpiTbioxid)-3npthN-8a@ Gpdith ethylaadhtold-gteal Rguinotiag;at e

of ) .

4- ( 5. Sh(I ethgl ;ﬂ'o[%ox?/) -7- T}StP}S' r¥e |m th (‘)hIOéO phen I§/1 éj_rtyﬂ_o 6ZH -3-oxa
et dieresnesbifelenfol - 5-yl ) - N- pr opyl am no] t hi azol e;

chl or Iﬂ.sy(dreatyeproﬁoxy) 7-methyl-1-(2,6-dimethyl-4-chloro-phenyl)-1,2-dihydro-3-oxa-1,8-

t hoxyphenyl ) - 5- net hyl - 2-[ N- (2- et hoxyna
%ﬁ%%- '?o e?‘lf ,{EE yl am no] t hi azol e; chl orhydrate of

0 (2 @'J TSRO {2 SOy BT 25 b tetrahyaro-

Gkrrﬂatztwb]ﬂﬁﬁiiﬁd? 1-yl) - N-propyl ani no] t hi azol e;
chl or

d d . - ,
o o, e RopY iz matysra ety spier phsnyiigynolipyllamie
met hoBylhaptiotymethyHyonapréopg e @d|a Hinathptrbenyl)-34-dihydro-1H-

4W&dzérzw agn-@fon
di met )[ﬂ %g%myﬂl Omy %gweilmnﬁé?%f ﬁ~trgg%%%ényl)-34 -dihydro-1H-

OjridofABrolpyaezin-2dne;
4- (2 %tth %fh?l dopTRb O B PRANLY2, 26 1R dih-pirenkiNz Gty BRL R XY

PYfé’ﬁ %b]EW?‘{") 8Pyl ) - N- propyl ami noJ t hi azol e;
chl or ISyﬂhﬂa/Iemlmf 6-methyl-4-(2,4,6-trimethyl-phenyl)-3,4-dinydro-1H-pyrido[2,3-b]

é HQT% shl.gr o- 4- net hoxyphenyl ) - 5- met hyl -2-[N-(1-(cycl opr
{) 5' (na ht h- 2- )él ) net hyl ) - N- propyl am no] t hi azol e;
-methyl-4°(2,4 6-tr|methyl phenyl)-3,4-dihydro-1H-

8- (ethyl propyl -amino)
pyrido[2,3-b]pyrazin-2-one

8-(butyl-ethyl-amino)-6-methyl-4-(2,4,6-trimethyl-phenyl)-3,4-dihydro-1H-pyrido
{2,3-b]lpyrazin-2-one;

8-(1-hydroxymethyl-propoxy)-6-methyi-4-(2,4,6-trimethyl-phenyl)-1,2,3,4-
tetrahydro-pyrido[2,3-b]pyrazine;

8-(1-hydroxymethyl-propylamino)-6-methyl-4-(2,4,6-trimethyl-phenyl)-1,2,3,4~

tetrahydro-pyrido[2,3-b]pyrazine;

8-(1-ethyl-propylamino)-6-methyl-4-(2,4,6-trimethyl-phenyi)-1,2,3,4-tetrahydro-
byrido[2,3—b]pyrazine;

. 8-diethylamino-6-methyi-4-(2,4,6-trimethyl-phenyl)-1,2,3,4-tetrahydro-pyrido

[2,3-b]pyrazine;
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3-(2, 4-di chl orophenyl ) - 5- net hyl - 7( N- propyl - N-cycl opr op
anenet hyl am no) - pyrazol o[ 2, 3-a] pyri m di ne;

W@202/ 029807 chl or ophenyl ) - 5- net hyl - 7- (N- al | yl - N- BQT/IB20030(90251

anemet hyl am no) - pyrazol o[ 2, 3-a] pyri m di ne;
2-met hyl t hi o- 3- (2, 4-di chl orophenyl ) -5-net hyl - 7- (N, N- di
al I yl ami no)- pyrazol o[ 2, 3-a] @#ri mi di ne;
2-met hyl t hi o- 3- (2, 4-di chl orophenyl ) -5-net hyl - 7- (N- but y
| - N-cycl opr opanenet hyl am no)
pyrazol o[ 2, 3-al pyri m di ne;

nret ﬁ;ﬂa Vipeapgl- E(nznczv Gdnethyldr(éﬁ@éwpt)"v@hﬂm)ﬁﬂ 3.#-tqtiqhysiremp

@@@nerret hyl - am no)

Syﬁé‘f %ﬂ? PSRt 4 HimeyPronpn A6 41 FBY Pam

ippridoldByblawrading] 2, 3-a) pyri m di ne;

g [ |6 (48@2& hé{ﬂyﬂ&épo?typzlﬁqbﬁym (o:4%- tﬁm@th?ﬁihlau}lyd\hd&n% pr

sp[yep(y“d. iy o e e R A tigetpy-prenv; qunolge

3 E\I2 N4t fethglpropyiayniag-inadtiy)-8-(213.p trynetml-dhsz) 7c}ugw1|rrael\l_ .
4 oqéhy it no;”é FONS. ?24126 §|n%*rgpﬁmylfim HinBY opy

hyl oxy razo % rim ﬁl ne;
7- (N &r(%tl‘}‘{spr%%‘r%?")? ety ﬁ;ﬁrf"@etglépﬁﬂiv YIUnRiRgst hoxy p
heny| 4f(Bytid-ctilyk-anpiyic )2z et0y3s- (2 Al 6atrimethyl-phenyl)- quinoline;

7- (N 4
" ne%ﬁy diisil g%@%"f AT P BRI a-dm{cko-
[2!3' Fogit F?E@'Wt“aﬁ thgleng: 6- t r i met hyl - phenoxy) - pyri di n- 4- vyl

- ( 1- st(nytidrenyeRiblydprégiaierio)-7-methyl-1-(2,4,6-trimethyl-phenyl)-1,4-dihydro-

Eaf(iﬁqu §£z%rﬁa ﬁhgg&gt hyl - phenoxy) - 3, 6- di et hyl - pyri di

-am ne,
cycl oﬁﬂbﬁ&hwmmmm (nzetwl dH@ B rmatipirahspv)-1 2-dinvdionatt-By
onényeaaméﬁéplm%feabpyrl m di n-7- yl] propyl - am ne;

cyclo rret h 4-chl o hen [
m)';/‘t hyfg c@:{%f Teg\ 1( %ﬁyr?{rl hlyl noh?n)g/ 1 9 dB (ﬁ'o%h%?mgxlg 1 éj
dipgd- o'emhﬁpyehﬁet hyI | SA-di - chl or o- phenyl ’\ S d| met hyl - py
r aZO' @- (etﬁ*]@wpyltﬂn%dj"/ méthyl-1 RS, @J@)ﬁhmé’t?”ﬂﬁenyl) -1,4-dihydro-2H-3-
| or o- phenyl) I met hyl - pyrazol o[ 1,
{éﬁﬁz‘?ﬁ%‘? H’a’Fnﬁl ] - di - propyl am ne;
[2 5- @(badyHethlyl-Bri(@); 64methﬁ-'ét(awﬁ-tphemyw)w'MMa‘tdih)a{rq:?Bﬁajx?
E(rzgldégzg napl'zhé(%nla (1-et hgl E:ropyl) am ne; I
i chl or ol 0
g s R SR A R A R T R
é4p\(|dmibd]higkelgr opyl am no) - 6- net hyl - 2- (2, 4, 6-tri net hyl - ph
enoxy)-ni.cotinic acid nethyl

of
4-(2,4-dichlorophenyl)-5-methyl-2-[N-(6-methoxyisoquinol-5-yl)-N-propylamino]thiazole;
oxalate of

4-(2-chloro-4-methoxyphenyl)-5-methyl-2-[N-(6-methylisoquinol-5-yl)-N-propylamino]thiazole;
4-(2-chloro-4-methoxyphenyi)-5-methyl-2-[N-(1-methoxycarbonylmethylindol-5-yl)-N-p
ropylamino]thiazole;
oxalate of 4-(2-chloro-4-methoxyphenyl)-5-methyl-2-[N-(6-methoxy
isoquinol-5-yl)-N-propylamino}thiazole;
oxalate : of
4-(2-chloro-4-methoxyphenyl)-5-methyl-2-[N-(6-chloroisoquinol-5-yl)-N-propylaminolthiazole;
oxalate of
4-(2-chloro-4-methoxyphenyl)-5-methyl-2-[N-(6-methoxyisoquinol-5-yl)-N-propylamino]thiazol

€,
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ester. 8. The conposition of claim?7, wherein the
corticotropin releasing factor antagonist is selected

WO e@10r48e7 gr oup consi sting of: PCT/IB2005/000251

4-{1-et hyl - propoxy) -3, 6-di met hyl - 2-(2, 4, 6-tri net hyl phe
noxy) - pyri di ne;
(3,6-dinmethyl-2-(2,4,6-trinmetédyl - phenoxy) - pyri di n- 4-vyl
)-(1-ethyl-propyl)-am ne;

(3, 6-di net hyl - 2- (4-chl oro- 2, 6-di net hyl - phenoxy) - pyrid
n-4-yl)-(1-ethyl-propyl)-am ne; and

5- ( 1- ei(ryhlenpidepetingryphienyip 5 methyk2-(N2, 6- di met hyl - 4- chol or o

Wmdx%rp%hﬁ_zgw)t}\y_g,]{ogyl%hbégh,&5,@ 1, 8-di azanapht hal ene. 9.

he co sition erelnthe at ypi cal
anti p§¥@#etic is Sklected 4?20%"1’9@ rﬁ'FWBB‘e@g'HQ?@'t)TSﬁ‘éet'B’f'Z'[N‘G‘
FiefHoryidod Ginel-5ayNeN-prdpyiapindithiazd®, A met hod for treating
nood dﬁlorggggtgs or conditions, psychotic disorders or
condi £i'on or a conbination thereof, in a manmml, the
Ard2-hierodaneghaxphegy B reHTYsE- m—@rﬁghqxwaahwaww PloRYiABAlthigzole;
such triedaydemet (a) asf atypi cal2- aﬂérﬂa&yéthm@pmn%ll;w metr]yl-Z[N (2,3
ro or.a.pharnmaceutically acceptable salt
g'f“%&'g%qtvg"y@gﬁtpr YL tﬁ g‘?l 'c or prodrug thereof, and
(b) acdhohydretet r opﬂﬁ r eI éé%PM@'Oﬁamfhﬁxymﬂbémeﬁwm EN-(6-bromo-2-
g{e%;q},l,gpﬁtnqrygmpm&ranm haihRagut i cal |y acceptable salt

sal ticotropin rel eas or_..ant
pr odr 8@"%}’1‘&? 8of ci?el n ( a)‘l %ng 'é'mgthgx g%’?‘}ﬂ Selfji2-n-2.6-
diptetiymaptitly-1-ahri- nfommzmmﬂtbnmlgt admi n| st ered toget her

Wi th @hl@rh?&rﬁ@c gHt4- (Szac!h'lovo @-%%R@hb@ 83‘59lhbtﬁi(IQF[Nf(Wﬁ1étﬂ5xy91@thyl) -
di |l ue claim1 wherei n the

WP'&‘tf‘@é’ﬂ)F‘SwP"ﬁNrpé?pé@m"}? h'?%ﬁﬁ or antagonist is selected
from therhgiratap odnsidsiahlpraed-methoxyphenyl)-5-methyl-2-[N-(1-(cyclopropyl)-1

Lkn&;]’u}hefgzﬁ W%%W!arﬁm@ﬂ%zﬁ@t hyl -2-(2, 4, 6-trimet hyl phe

(3,6 at ﬁﬁ?‘PfO&hﬁw')é ety e AR - NiSHE PRI RA e RS RY B IROM - y |
);yréﬂmm brelpymmioipyl ) - am ne;
(3 6- f?%m{lk)ro hén4p%%ﬁﬁn@éyﬁN%Q&meﬁeﬁm.)mngyr' di

%‘)‘ hél -

yre@i ?ﬁlpyfmlé'p%xy) 7-met hyl - 1- (2, 6-di net hyl - 4-chol oro

pheny Iz)rnelhyﬂhudelwdrd@maidpsenymsanelm&?xum azanigahinoR! ene.
oTEfS nmlgmof claim1l, wherein the atypical

gﬂﬁ f’ 'Y selected fromthe oup consi sting of

zi pr agmﬁﬂwéh"aﬁdZ 4slishiagephrny)-panetiyiré- (Q%‘@PWU&“CWOP&F‘&F?W%W'

%%ﬁyr@z&&[@ 3%tp)mhraﬁhb @nﬁétmvshqt uGioAldEbph&E/T)-5-methyl-7-(N-propyl-N-
in rel ant agonl st are

[ﬁpl ok rolg r cg é rimidin

Rraoeep ﬂag]'rfﬁjf’i’ 3‘7n a 'Iaﬁ’yérP B a specifically tined
mannerz-melhw -3-f4- mmwl)o&mtewwtﬁwdlarowpm@Q)smwome)om
AraGhat ed with nood di sorders or conditions,

F ﬁé? 281% ?d{fgétfi/%}rﬁ!ger rp(%?lc i Z%é{]rﬂglgﬁ % P%g?loﬁgzovoﬁ 5 aﬂaynmldm-?-

adlimeni stering to a mammal in need of such treatnent

(a) a@é@{n | C%mmw rﬂéﬂﬁa%wlcﬁnyl]@ PRGN, NJ&%&M pyPazoR(2,3-alp

phar mace y acceptabl e salt of the atypica
Hﬁ?'f"ﬂ%ﬁ@ﬁmer c or prodrug ther eof and (b) a
corti gz, 4-6lﬂ1efhoRﬁih@@&)I-Md:fn@th&lm-(Na;lirbmgunhéihylo@etpylaxdinu)gnyrazolo
(2,3-a)pyrimidine;

7-(N-diethylamino)-2,5-dimethyl-3-(2-methyl-4-methoxyphenyi-{1,5-a]-

of

pyrazolopyrimidine;
7-(N-(3-cyanopropyl)-N-propylamino-2,5,dimethyl-3-(2,4-dimethyiphenyi)-[1,5-a}-

pyrazolopyrimidine;
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thereof, or pharmaceutically acceptable salt of said
corticotropin rel easing factor antagoni st or prodrug

wWo b@sensy7 wherein (a) and (b) are each opti onaPCTIE2E5/000251
i ndependently adm ni stered together with a
pharmaceutically acceptable vehicle, carrier or
diluent, , wherein the synptdfiis selected fromthe
group consisting of depressed nood, irritability, sad
effect, and circadian rhythmalteration. 15. A kit
conpri sing a pharmaceutical conposition conprising
cor t i BaA-dimpiny-3-@4asimethyiriereaw)-Rifitiado (@ ethy, rpmﬂicﬁ"urge

t her efzt(a. cﬂbrm%wbneﬁ@lyb-y cRREIN-BYH dfh-Sd-l1 -é!fﬁyl—ﬁl%bﬂ)-amlne;

{ner eRoPpyRekiyE LAty e SR rp et BrlpVrian-

pppiepygreminesert that is optlonally integral with the
pac katg)ﬁ;iop}%}gh%{f&l Bl ot aLiso-BRedy )2, 5Qﬁ.ﬁgtﬁgfpy&aaa@fﬁ 5-

t hat rmaceutical “conposition is
AT ) ?PEPpb'bari"ﬁ"é manmal simul taneously or in a
speci f;ydb@PdpylniethyB[d (2raddhRehioravphamyly2 phiimetay-ewbrdeall ,5-apyrimidin-7-

8?§§§ﬁ Hn%n contai ning an atypical antipsychotic, a
ereof, or pharmaceutically acceptabl e_sa

of sa[3o(2m'%ﬂp‘i' eﬁhlor@rﬂhe@é)y?cﬁéme@quvrﬁ%arﬁ;aprwaﬁ*"éafvll-d'-wopvl-
amine;
[2,5-dimethyl-3-(2,4-dimethyl-phenyl)-pyrazolo[1,5-a]pyrimidin-7-yi]-(1-ethyl-propyl)-
amine;
[2,5-dimethyl-3-(2,4-dichioro-phenyl)-pyrazolo[1,5-a]pyrimidin-7-yl]-(1-ethyl-propyl)-
amine; and
4-(1-Ethyl-propylamino)-6-methyl-2-(2,4,6-trimethyl-phenoxy)-nicotinic acid methyl
ester.
8. The composition of claim 7, wherein the corticotropin releasing factor
antagonist is selected from the group consisting of:
4-(1-ethyl-propoxy)-3,6-dimethyl-2-(2,4,6-trimethylphenoxy)-pyridine;
(3,6-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-yl)-(1-ethyl-propyl)-amine;
(3,6-dimethyi-2-(4-chloro-2,6-dimethyl-phenoxy)-pyridin-4-yi)-(1-ethyl-propyl)-amine;
and 5-(1-ethyl-propoxy)-7-methyi-1-(2,6-dimethyi-4-cholorophenyl)-1-4-dihydro-2H-3-
oxa-1,8-diazanaphthalene.
9. The composition of claim 8, wherein the atypical antipsychotic is selected
from the group consisting of ziprasidone and asenapine.
10. A method for treating mood disorders or conditions, psychotic disorders or
conditions, or a combination thereof, in a mammal, the method comprising administering to a
mammal in need of such treatment (a) an atypical antipsychotic, a prodrug thereof or a
pharmaceutically acceptable salt of the atypical antipsychotic or prodrug thereof, and (b) a
corticotropin releasing factor antagonist, a prodrug thereof, or pharmaceutically acceptable
salt of said corticotropin releasing factor antagonist or prodrug thereof, wherein (a) and (b) are
each optionally and independently administered together with a pharmaceutically acceptable
vehicle, carrier or diluent.
11. The method of claim 10, wherein the corticotropin releasing factor antagonist
is selected from the group consisting of:
4-(1—ethyl-propoxy)-3,6-dimethyl-2-(2,4,6-trimethy|phenoxy)-pyridine;
(3,6-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-yl)-(1-ethyl-propyl)-amine;
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(3,6-dimethyl-2-(4-chioro-2,6-dimethyi-phenoxy)-pyridin-4-yl)-(1-ethyl-propyl)-amine;

and 5-(1-ethyl-propoxy)-7-methyl-1-(2,6-dimethyi-4-cholorophenyi)-1-4-dihydro-2H-3-
oxa-1,8-diazanaphthalene.

12. The method of claim 11, wherein the atypical antipsychotic is selected from
the group consisting of ziprasidone and asenapine. ‘

13. The method of claim 10 wherein the atypical antipsychotic and the
corticotropin releasing factor antagonist are administered simultaneously or in a specifically
timed manner.

14. A method for treating a depressive symptom associated with mood disorders
or conditions, psychotic disorders or conditions, or a combination thereof, in a mammal, the
method comprising administering to a mammal in need of such treatment (a) an atypical
antipsychatic, a prodrug thereof or a pharmaceutically acceptable salt of the atypical
antipsychotic or prodrug thereof, and (b) a corticotropin releasing factor antagonist, a prodrug
thereof, or pharmaceutically acceptable salt of said corticotropin releasing factor antagonist or
prodrug thereof, wherein (a) and (b) are each optionally and independently administered
together with a pharmaceutically acceptable vehicle, carrier or diluent, , wherein the symptom
is selected from the group consisting of depressed mood, irritability, sad effect, and circadian
rhythm alteration.

15. A kit comprising a pharmaceutical composition comprising a corticotropin
releasing factor antagonist, a prodrug thereof, or pharmaceutically acceptable salt of said
corticotropin releasing factor antagonist or prodrug thereof, a package containing the
composition, and a package insert that is optionally integral with the package, wherein it is
stated on the package insert that the pharmaceutical composition is to be administered to the
mammal simultaneously or in a specifically timed manner with a pharmaceutical composition
containing an atypical antipsychaotic, a prodrug thereof, or pharmaceutically acceptable salt of

said atypical antipsychotic or prodrug thereof.



