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particularly heart rate, cardiac output, periphera
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wherein R; and Rj are independently selected from the group conmsisting of hydrogen,
optionally substituted carbonyl(R), O(R), S(R), N(R)R”), SO(R), SO:(R), alkyl, alkenyl, alkynyl,
cycloalkyl, heterocyclyl, aryl and heteroaryl, wherein these groups may be branched or
unbranched and may be optionally substituted;



~R RRR/ 4R1 IVR3 R/ Vwherein R and R3 are

i ndependently selected fromthe group consisting of
why@aomess optional ly substituted carbonyl (R) PCIOUR004/004765
S(R, N(R(R'), SR, SOZ(R), alkyl, alkenyl,
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wherein R, - Ry, R and R” are as defined above.



[0016] Thus, in a further aspect, the invention
relates to a nethod for the preparati on of conpounds
W(mfzootma%gaaner al formula |l to V, as defined herECTYUSZOO4/004765

Conpgoigng té‘ %TP of USI ng ﬁ40 ?on\%ﬁggf;%n‘?/f re ag&l}lsfaﬁo the human

usigsik Tl @tept@aindl éfel sﬁﬁﬁitoﬁhlmliarecep{éh WO @e0HET 3642 invention relates to a

SR 0NES LS Svin it e comounds o,

of @60 bor M6 of e cERPRNASsakd genbral BEQN Dbb,V as admtechl@errem
aspect of the invention relates to a
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2 SOHREO SR LidenSin TELERE Roe TR RirGbn@pdch6r 188 8Penth rdlftédd a method of
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pFbd¥ s a%ﬁ})’md@(ﬁg&'ﬂ? @@&ﬁcﬁh@p@ﬁsehﬁl’a@d @1@@%@6 é%@)kﬂe@&cﬁl@prﬁﬁg Q@nnnlstermg
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ap gifediiee ameye of ouf o ereof Mrerpoimpaundés) gf ésmulg [0 P/e@srﬂ?@n@i herein to a
r r
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mc]ll %lnﬁ aehung:a%nglch 3? Q ?ﬂng%ﬁé&t Z&Jn sﬂ% %Q?egwl@ ?lgér?{& ? ngh activation
od efodmle@bnh@:-frtm moteosm I naemtn‘rlmcbd,uc@Lmlbhyasloglchlummcflmltrhapnnse in said
dt hi s sg}o{ggé a still further aspect of the invention
PEFECES 0™ conpounds of the general formula Ito V, as
def i neaioher etThus, 0k fusier aspedt MRdheanEnNelites & MammRl of altering the

i ncluding a hurran such . as a nedjc for treati
VB deh S e 1 RSB SPEPHBTE GHTTGHTREL PR SHeulgyiesue i said mammal,

tl'f@é’dﬁlst%%r%noroéﬂﬂahﬁ% isup@tofnal By tle AcBGRPH OF vRIt@FHCRSpEY signalling, said
physi ol ogi cal | y beneficial response in said disease

aglivafipns §eige ﬂaerﬁfl@@q_gﬂy thy, Lp§hmr}15ﬁ1 aiors gf £R éelffe%tglﬁ ggqouptaf one or more of
cbﬁﬁ&ﬁ‘xﬁ{sp B iRl RL&S folmPa T8 ROgh @ffindd h&EiNG shiBGnammal. Furthermore, a
vascul ar pressure in a mammal, conprising constricting

ngrthodj off altqring thedeatiatern ¢ mggnal, p@fn@ ting theepgivgtion offgyaotensin receptor, said
a&?&ﬂﬁﬁg Ibglhé‘ - ff ne&“ﬂyaﬁlle %nﬁxﬁsnaﬁ&f of 'Xﬁdeﬂlg%‘tlvt: hﬁnount of one or more of
activation of uroténsin receptor si gna I ng, sai d

cawpdundts) ohfobuilang tqo‘ér gsoletreqd! Heyein, heardidiphiad. dtiradly | omeidpd ghaltering the
l&fé)%lg%té é"[ﬁrot?%??ﬂ{a al gé}ﬁ}gggnﬁ{lﬁmgérﬁléﬁ(g Egri:c? till r%nﬁ? :ﬁocjffegm amount of
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L?gféb&"ﬁ m"m thel asnp % tﬂ(.g Ve%{oglnra éalttlﬂga B%W%Ceﬁ%cél composition

nst h recep 'V
cbiylpxﬁdm@ @i miosd miadommnurml(s) aﬁ t}efgfemillwmnmudm aOfefDBE&h@EIn, together
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e e TS ami eP eéaclp‘ﬁ?tﬁél? % met hod of altering
the | oconotor Ia’tﬁitllekl Debbr@floraoﬂmmﬂerred?ﬂ{@dhlﬁérﬁg

adm ni st erl ng (sia,l d panurial an effective anmount of
[0021] S state in a first aspect, the present invention relates to compounds of the

general formula I to V or salts thereof (see the general formulas I to V above) derivable from the
same intermediate product.

{0022] According to the invention R; and R; are independently selected from the
group consisting of hydrogen, optionally substituted carbonyl(R), O(R), S(R), N(R)(R”), SO(R),
SO,(R), alkyl, alkenyl, alkynyl, cycloalkyl, heterocyclyl, aryl and heteroaryl, wherein these groups

may be branched or unbranched and may be optionally substituted;



of one or nore of conpound(s) of fornula Ito V, as

defined herein, is an aspect of the invention. [0020]
wo\2GountIser aspect of the invention rel ates to BCT/US2004/004765

pharmaceuti cal conposition conprising one or nore of

conpdunrad B)-Rofre irilepgpéaely akledted frorh shel growp Mdndsingef hpdrogen, optionally

S50, RIS, BRR TRERHLLAEL Y2500 P . o

Heteedaeyly edheteirb ddbargdups Gl be /-k@arﬁheﬁlt erl unbrlﬁncﬂhecﬁ I8t may be optionally
aﬁg.ct. the present invention relates to conpounds of
PRE neral formula Ito V or salts thereof (see the

genermglis efb@«frﬂ(bli @fecled ﬁ?r@nl\ﬂléi@@ﬁqﬁaonﬁﬁiﬂg\ba Bl &@o éeilodiﬁtfbﬂﬁly substituted O(R),
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%S(ﬁﬁﬂd‘%?ﬁr Rkl %fﬂeﬂﬁzg ﬁf?rgv i pelepf destrreyolye #WPeFeFRaHl wherein these

dr&\®s nk O Braf s bﬁ&ﬂbwclﬂaﬁ Ry b P t10 QB e
substituted car on%/%(R) (R) (R

SR
SmR)Rg 1&|se;g§;qte Gomd §Pup gqqm@zyrﬁ%,q)f yély)(gplb aqpfé%aaly subgltuzced OR), S(R),
I@(@)@(”? CM@D’ !alker@[ YJlkyﬂ pataKe, aﬁe)féwcy@%? ra?ﬂflnanﬁih}?e?é?oaryl wherein these

gr oup ed or unbranch and nay

zspnns ma |br> in ag@mé pfr mnbt aaghed-agd gy Q@Mp@aﬂ%mtﬁuted
PCT/ Lésé‘%p g 91%41 g%eg%gg% gel%’l’edRémﬁ Miffe q}ﬁ Bg&%ﬁﬁ% oY hydrogen, optionally

sel ect romt consi sti ng
scg]gsttltmjﬂrhhllm alk@tyb i ztlkbtnetlj cha)tucylsﬁmrocym(yﬂ{)e(lﬂ' a)qd hatletogutyl wherein these

ﬁ'!)l%(p% 1Y ag be %1 an%\ﬁ]';&{ ot un 196%' ar@( ln’a e op 1%8@8%! su%stltut and

"Resé ranc ed or
unbr amzlméd{lam@ sﬁhytedb &oopthe @mmb Icyms1$mb$>t" tkyl, etkenyR7alkgiyl, cycloalkyl,

zgcg/tél ryi B}dﬁ‘g%gﬂ%p{} ' mBeté{] ??%tgéc%lﬁau%%‘ é bsr!gltcg?d c())rfunbranched and may be
d\sl(tlEhe(lll'y"s)lbsnaitédyhnd al kenyl al kynyl, cycl oal kyl ,
het er ocycl yl t er oar erein
groud@’ﬁbﬁ%ﬁﬁ %ﬁ@%@%’ %mdﬁﬂﬂh%@ﬂgﬂgdﬁﬁmﬁ@?®§Sm”nm“d(XR)San
REHEonaiky, slua@ﬁ i aukgtngﬁ cyB8alky8, BabesiBd drylomat mﬂ@a&glu Rvherein these

consi stin dr ogen, optlo ally subst]tuted
BPERS mayy e%a(l e)ior %H‘WF edzng gahls ovugnalysybstitigsde| oal kyl |

het erf@@)‘:ﬁ' y| Fo@fﬁél pu%@e RetRr Qaem! dlSCMﬁreeih@ fi)lmﬁg definitions shall in
%rou branched or unbranched and

pt Plﬁh%tleb e gaﬁégtdetﬁm sghniqR! tgryas. Rid %ilﬂléalsweﬁ@ma@ntﬂmy be used to define
febipt @ﬂhé ﬁa%tfé}%v}%%%e&%ﬁ 5 S%Eéhl@gl 8 ?ﬁ ¥drogen,

optionally substitute enyl or al kynyl
cycl olPId}l , Hée éarmcipednyt’ 1Sade§1hedaa$da tvetpenmiihyd incredsey thieractivity of a

% ?ﬁﬁ“m%{gggﬁ%ﬂgﬂ?%? ranched or unbranched and nmay be

ronal Ty substi Bd:" RO and R10 are sel ected from
t h e g IOQZﬂQ c oMt steinm g‘aﬁxﬁll”a[sk ytended |t6 emydn, aalideaerny | branched saturated

cIo | kvl het.erocycl.yl,, .aryl and. heteroar
PO Sl & eﬁ@ﬂﬁ% e hsé Srighs AR B GO Tt éﬁl&ﬁ@&w%ﬁfams such as
mayylbethyopm pmpﬁl ligopEophis tr-butfle dsobaRtl BlbuyS BRBEHL Rntyl, isopentyl,

sel ected the group consisting of optionally
r?%%‘?yﬁ’taﬂflg (R, NR(R'), alkyl, alkenyl,

al | cypyie] quih@f@érkiy*a,lkeﬁﬁt’ 8¢ aasRby ko nREYhL 18RE or branched hydrocarbon
heteroary|, wherein these groups may be branched or

Y DS R AR ifgieBeradion it Cys aliesah iand peteining one or more double

bonds. Hlustrative examples of C, g-alkenyl groups include allyl, homo- allyl, vinyl, crotyl, butenyl,
pentenyl, hexenyl, heptenyl and octenyl. Illustrative examples of C,g-alkenyl groups with more
than one double bond include butadienyl, pentadienyl, hexadienyl, heptadienyl, heptatrienyl and
octatrienyl groups as well as branched forms of these. The position of the unsaturation (the double

bond) may be at any position along the carbon chain.



[0023] For the purpose of the current disclosure, the

followng definitions shall in their entireties be
wased/orss4zief i ne technical terns, and shall al sBCT/UB2004/004765

their entireties, be used to define the scope of the

rrat t §00267pr win the mesahte«m'tean thesteso UglRynyl hist ihendddatonBean a linear or

].The term 0 i hed. as .a conpound

% e% J] %cggbgg ftrrP]ngg @tg ai)(lylt‘l)g} ?rﬁ%mmg ef&cgrb ttgp %n%ﬁl'lﬂtl farbon atoms and

cﬁﬁt@iﬁla@to‘ﬁe bheofeaeiglpthonids. [INSRAle ThenplaranC, ahlkyityl gicips include ethynyl,

i nt end t nean I|n or br che saturate

PRSP YC s RERATY, B ﬁalmpwwl RGBS o &ﬁgé‘étbfamhed forms of

tﬁé@alme I@aﬁu&f @ﬁnﬁuﬁﬁaﬁdﬂ (ﬁlle quﬁ@f)ck’rﬁmrn@ﬂ? R aﬁjamltaﬁa along the carbon chain.

nmet hy I sopropyl, i sobut yl

|
Merg tlggﬂtoyp boxtdelp@y Wnsgqtturaigé ﬁltlc% that; tlged&eﬁ-@l}cyny)( ﬁédb oRg § € ened1—yne as is
@B Hﬁcﬁé/bersc{nQQ@l@l inkh€art.€rm a| kenyl" is intended to

mean a |inear or branched hydrocarbon ?roup havi ng
fromPWS!t o Ehgterm Caviclpelryladoiigndeddo so‘ﬁrtiﬁén;fwr- élﬁ%fa six-, seven-, and

| e?@@hfé Bi.g fr&%z &r @Dgrc%/clqg’lkﬁl %omﬁ%%s carl!xl Ht%ﬁnﬁ %W’ Gvhereas the term
exa es o cenyl groups 1 nclude allyl
"ihm::mlyl lis mtqndyd to teant YHree-biptenyive-, sigeprvetry |and eight-membered rings
%bg%bonl aﬁ&%set%géthé l@\qthq‘f‘o'ir?pﬁol 3 hétéroé{?xﬁg Qotnlst‘{tﬁte rﬁlﬂg.eﬁqe heteroatoms
oub

roups w nor e an one
di oudh leteedoycigl gm,lipa dneem@bqndpr&htsald(ptah@dnn on@m diphy] gnd nitrogen.

Pt A IEBS AN 3, SRR B R R o
tHildSﬁbdﬂyafun@ﬂor{ahm 6to edtoemaltzothel Xefirord ﬁcmﬂe axysyetesis tan® nhio-systems
al on arbon chajn., -6 W0, 2004/ 073

PeHr7 %54 a@@&@ﬁsgvcnf BB Pk BipEmPe Sih C%Bweaé%a andife like.

term fg@idd] ﬁy Ny, s-cycloallt et BeledobycliR dihgd maly AL contain one or more

branc dr ocar bon group, C7_8-allcynyl, ontalnlng
psERichdords Sivgrd oweharvaxt v eindhat abACERHG figleshen Hitem does not
Jmge triple bonds. Illustrative exanpl es of

C, _8-al kynyl groups include ethynyl, propynyl, ‘
but yn[9031] penﬁ-gsetﬁycbcyclwel;n}gqynay ¢g§1pne3}1myqlsoab$dfu§ﬁ§it tpnayyl rings, such that the

cgrﬁgllﬂllgﬁ ll%ild\fé? ur aﬁﬂ%g eI%%{]I%C{ralchfuse% Iﬂ@%l)%cw&l gg)oups share one bond

\mtiyaxpmuunalkyrsuwtlomsgi tehzne anp divaoplas of. bendvbiugedtHagrocpeie groups include,
bond t th the."C2 8-al.l | " .
l?ug Qrae ngﬁ{vﬁed ‘t8r %ﬁllﬂa az@hdémég t]cfztgah§(§{ﬂ%l\1,\ﬁolltt1% apﬁ én%ggfeégcﬁoxybenzene ring
sshethideed in the art. [0028] The term' cycloallcyl" is

i nten to er . three-, fo five Si X-

and @ﬁ%ﬁ nURSERE RGeS P eretetsd BCuyarBalyigydre e carbocycles

@@lﬂpﬁopaﬁieng cfi@élﬁ%e at @ﬂfﬁ)p@lﬂﬁﬂé; whasRagnd, NecybRpdBtadiene, cyclohexane,
heterocycly is intended to mean three-, four-,

Priphexenss yL3-gelRbfradicand bi-grrloheratirar.e doyclohgaanenh ydplisptene,  1,2-
&8I0 RYM RO -§RABE NS iend N BB tAdilR 23d b@%%&ggﬁe‘aﬁﬁlene
constitute Said ring. Thé heteroatons

het erl8833t| yI HQ—I‘SEHE@ aremlesd e pahaie nlllnyfatwl e@ii edleferqgmlyls” are the

T
S50 S 85, B0l RSk TARET, g, 12,
leaflioniny 1. 40dioxan piperrtionyl, 3—bmnlmneo Aal-oxpthes, 1dexathiahg teuahydro 1,4-
et i.hition inck de syste n

qﬁﬁgg’sggﬂgﬁﬁéﬁ%&%chqgéégﬁ%&ét Sue P%laét Ongagm%nc F.Gld thiobarbituric acid,
digriogipsraziog;c| hydahtoing ndilhelsqurasyic Inncrrp}maneb airivadres, hardhytdod ,3,5-triazine,

t!eﬂr&lﬁ?drothiophene, tetrahydrofuran, pyrroline, pyrrolidine, pyrrolidone, pyrrolidione, pyrazoline, .

—

pyrazolidine, imidazoline, imidazolidine, 1,3-dioxole, 1,3-dioxolane, 1,3-dithiole, 1,3-dithiolane,

isoxazoline, isoxazolidine, oxazoline, oxazolidine, thiazoline, thiazolidine, and 1,3-oxathiolane.



[0030] C3_8-cycloallcyl and heterocyclyl rings may

optionally contain one or nore unsaturated bonds
w@riarmd2 i n such a way, however, that an ar one€T/TS2004/004765

7c-el ectron system does not arise. [0031]

Biedieg tcihe Ihpleracydie snaprevg a@pitei o pf albstgrdetent used at @rbon atom of the

arvl i suc t|o

rRfetsafil 20 dor R et VR4 o Bbh S B gy o1 )

gr oupgsoXEtpar e Tharerrh Gaiell” 1svmtehdeamo mpdn aodagdobyclis efagtatit ti@dk ring system.

@&gé‘%g%?%%fqﬁ a‘%r’y algﬁ{lcﬁzglﬁgsgfli] ggg? %y%ﬁa%svﬁx%{eglegtqeasg %&9 Xrlfl rings, or at least

denail shdlaieki shermpeycldaaiy aﬁydja[‘t@éwﬂ cﬁh@hhcﬁﬁcal abad. Miustrative examples of

J hylenedloxybenz rin ru

A uSTERETAREC IR Sll?F“tng%ﬂ%F algLﬂy Hhapt Pespyls anthracenyl,
t@t[’a@m&lh Budreiyd Qﬁdéﬁ!/le%d iBaLIORAIARR, arﬁ)é?du@ BUSIRARA, The term “aryl” relates
cycl ogentane cycl opent ene, cycl opentadi ene,

t grommy & PEFrably @91@6%%%1‘@]4@9 comnegteéy%ﬂ Qgﬁ@f(g]@lr@ggomnng carbon atoms, and

ojptlénaﬁfx x?ﬁggéﬁi:' (ﬁ‘f'}ﬁ‘ore CUElRBEPIARRd UL ARER I BRXy, landio, cyano, nitro,
eptadi ene, 3-cycl ohept adi ene,

qmykm@ébl%pr@a@4éﬁ@ﬁhn@r@q3H®1c@c@oﬁ@@?ﬁ@ﬂan@rC{@U@EPmyl Ci-Ce
a!ﬂ%?hcﬁ% agll?ﬁs% 't éﬁt flﬁ% tﬁlg}i’stulfléll)l)’q gugitaﬁlgﬂ; opftnﬂuoromethyl. As stated,

er ¢ ‘het’ero

ure‘lexrrahw} gtohmsoqmy phenyl, 41H:1 pyeshnyitablet subbijtdicd phererh groups, carrying one or
i peridine, 1 3-dioxir 3- di n - di QX e

e i L L

dhdr axest h]i{ajncﬂﬁnttt&tereahl}lpiﬁa)eﬂ gril- grolnisagdlde, but are not limited to, phenyl, 3-

L —_

Aytagpiealn, @tlhyyiplmnylacml-mem@dypmw nel-méthdn@pl@emgl, 3-cyanophenyl, 4-

hexa o-1 3 rla I ne, rah th| ne, ]

‘iyé‘fqu%vgr opyFa! 11559? ol i HEPht lﬁiﬂrr ot PREPID of fuffseymethylphenyl
PYIG6:0bElI0R 1, @ﬁ’dﬁﬁ&&pﬁbﬁyl pyrazolidine, imdazoline,

i m dazol 1 di ne oxol e, 1, 3-di oxol ane,

1, 3- di%®3il ol e T'hg_ tegmd‘hqtﬁpgylarx@ntenqlegég(algﬁ g }ﬁéerocychc aromatic group where

én%Q%%%)Qé &éi"bd']leatmﬁg(ﬁ‘lzz%l dr&ﬁatlc‘}ﬁ'ézrﬁ{ré BieR@epldcBll 321 0hB 8y more heteroatoms
hi azol i di ne, and 1, 3-oxat hi ol ane. ?)MD 2004/ 073642

@W@JSQ@G&W QOUTETPr lsina aitagrn: 9lntte Phespbarosyer exyeay be
t th it .
g ot hlg ﬁﬂ: It e'rligfg};/ 01’% Dgie e}{:@s@ﬁt%%ﬁ‘teﬁr usgaaléé;ta% P c@l‘h@f@es fused ring

benzo- eriv
swstamavvb%rmb@hle@ﬁ onmyhmzaerh o Idast pechetef @03 4ihg, Bh b;atc éworheteroaryl rings,

at ?erag‘d one 'hg'tellotglé/?HQge %gt ey Iegﬁ% ?sﬁcgr%%y%??%ﬁ% Iro(r: ﬁ?l%&%%lltxé it éeroaryg ring and at
lézusSad: @313{@@013@1@1 eng shnhmt @ast oat cleesat bdndo aryl rings, or

Shar O cadte ke BRen) SRBiaTo Puelidh e Cas cvlic goups

ﬁa])mdmbﬁ&nfm@ oné &r M‘l S athnng Sipité) €dut Keateps, i0d BabhWination of one O or S atom

bstltute eny apht hal enyl , henanthrenyl
i B bt B Boiman B0 P v ot o ey pafg-fused dervatives,

prﬁé@myl comﬁct!éﬂ Qfa&fné Q€ 11 frihly- MY ak Bon Qhﬁﬁy IHetel 618yt g%u'i% may carry one
‘aryl” rela to aromatic, preferably benzenoid

Y mﬁéubé%mﬁ%%ﬁ@actw fHors halogan, hylsowy; HEue.GiARth §iteoaplisgiamido, acyl, Cie-

a@lto&?’ﬁGl NG, QR %1(95‘)@121 i1, eaL £Iﬂ1h5‘ﬂky@r@1 GQﬂcyﬁHﬁlﬁ) alkylsulfenyl alkylsulfinyl,
substituents sel ected from hal ogen, dé r oxy
t

aélgyés,qgonxﬁ,l fiflfgmoyly) qutpgmrg@ethgcy Pr ef@@d Q;pa,nzglo glggbupscgl:ecéve— and six-
Iﬁéﬂfﬁé rod ag]ma@@ hg%ﬁ% M@%slf@ﬁls calglPﬁ 1a5[1] h?( nts, g‘i'ncggwy be the same as

dkfy am no, ﬁé enyl , yIsu
o i ara iﬁp@rp;lle an@ rf seteoipil fromrthe Kitfabaver Bnmtmltatlveﬂscamples of heteroaryl

g%@"s %‘ijolude, but are not limited to, unsubstituted and mono- or di-substituted derivatives of

furan, benzofuran, thiophene, benzothiophene, pyrrole, pyridine, indole, oxazole, benzoxazole,

-8-



preferred aryl groups are phenyl, and, nost suitably,

substituted phenyl groups, carrying one or two, sane
wo@roodiof¥eez ent, of the substituents |isted aboveCT/Ukm®04/004765

preferred pattern of substitution is para and/or

ppRkde, iﬁlwme,samt @trhdok:, evhidiipdre all giefared] ag waums fimagdny dg,3-oxadiazole,

1 L&:]glar & },&,4%%1%5%0@5})()‘%%% enzatrliaﬁ?gqja E)Bﬁlg%y |1soqu1nohne pyridazine,

p%ﬁiﬁhﬂéo @hﬁlﬁaﬂpyrﬁrrﬁnbféﬁ&lﬁe nwr;oles -phemixioldp xadle, isoxazole, oxadiazole,
4- et hyl phenyl ]£$thox pheny 4- nethoxyphenl

bgnzeQ}gﬁ@‘lﬂq érlega]zole AVInolZiAG Fﬂx]tg]ﬁmle ph ﬂﬁl%ﬂﬁﬁmpe and quinoxaline. The

MRPHERYEd shhégioy Qx@ﬂﬁkhﬁi/droﬂ%’ gyay o=t ayLrbe rﬂ){JGG-aIk%l hydroxy-C,-Cs-
tri Iuoronetgg fhenyl and al | coxyphenyl . [00
afka}, gd feinefohr iyl i s i ntended to nean a heterocycllc

ar omghiag) grow%l\{\k@é@her@ﬂe 1R teIRT®-6AE AR 1BLOMBredddd AR mean C,-Ce

arongtic rin ave been replaced w h°one or nore '
abkgrtoay s otateélrpscy, ieh ae methoky, Gthorhen-Rfepuy, SeRTPPAXgi Ifutoxy, isobutoxy, sec-

] 036]
A 8RS PRSI S YR

hetdﬁ%@iyl Th@anH&k@mes@dhsﬂngnwsyﬁnsmﬁxmhmp@MHOQne
l easgg@{&? h eg? %}FIS ?1' eﬁlg Tc’)tnégl? &ag‘g%c%ﬁt%%ﬁy acceptgijqé acid addltlon
shllﬁ (ﬁi‘té@@b}el byfﬁeﬁ@ngﬁhﬂbz&é fdrmash ﬁﬁnﬁoﬂaegxeﬁm eyt 2y lan kining, with appropriate

st .one hetero ng -.and.at . | east
B 5B LG BHEPL BT PRL T B e EEeHISEfyrobromic
}ﬁ/@@ﬁzaync-rbﬁh}td&ﬁéﬂlc hed, etidalcyeid, hl&ldﬁ&dﬁﬁ%ﬂ%c taGidra@dl &e@ike, or organic
to aromatic, C, 6 cycli ro%p rther contalning
asWe for gfalrgleaqcs‘m @Foptpﬁmt qugr pligy2 &ygrﬁﬁyprman%}c acid opropanoic acid,

BRABLRAbIRIeBToic) BEafkdRfic, 3ZAL-Biendticid) (BPbiii@elivRe, b'-hydroxybutanedlolc
atons, and their substituted as wel| as benzo-

and
o8 Aip oy aeciRis. i 2T oRed 2. 3-pPeanelisibyry i rinfdaney ignig, ethanesulfonic,

RAEnShINE 4B8yih LRI R! RRAN R AEBme it 10 %’&ox%rbenzom, 4-amino-
groups may carry one or nore substituents, ect ed

¥ h}@lmxmbetn@ge,mnd g asidp knewn fedhe skifiahpractifionero,
(a:|1k36/| [ﬂy ?oxygﬁ{ t?rmcépﬁ%naﬂ#%noa uke 1—}? 8?!3%% 1e|an an)h substituent that

ra;blh@y hus by drggay bnd lal'%édydt@hﬂrcfm ﬁylvroupabrhsqﬁylhguﬂ lfad)]gyzh ,hydroxy, ammo cyano,
mtro ﬁgy[glmdoob tC'; Jc d § 6. alr%x% CP rCe f Sl{ rr%uuleetn%gr%%ﬁy term “optionally

are firves er'ed
shmnamt?yc Imeantsty S”él&iﬁﬁto Gadroydnngorfs rej:],acctair by2ha¢tbstmicogtiihimg fragments,

whi ¢ e,Lhe same as, or different from one
‘Qﬁ%?ﬁéﬂgxggﬁéﬁgéﬁ FRAERE %t above. Representative
exangbes] of et RFasWktitued PARS” 16k to Redn fHefy1RRups, carrying one
limted to unsubﬁtltuted and_nono- or di- substltuted

WV ediffpient, pihs ubsharmbiclFcEA fromniagRp Ay droxy, amino, cyano, nitro,
AMEMAHRE QN eRe, CPEE ’éﬂ&))%hfg% ﬂg]é_l_ i gzoﬁyall %C& Gminoalkyl, C;-Cs

benzoxazol e, - 04/
afigrieasien, ealkﬁflﬂ%lfﬁlzﬁdi élky]éﬁlé‘nﬂeta}lﬁkﬁéllf@}’l whilferogr er gififluoromethyl.  The

p%f@xfr(%rﬂaﬁg‘n o@%bmulorﬁ%%&y Elﬁgcﬁ'nnetal 2, 3- oxadi azol e,
hi adi azol e hi a |azole triazol e,

benzd9943zhzol & org Probrslithent, Of ifheotpuiention.i Reis ghpnildazi mbstituted phenyl.
EQME&%%& ng Q&Eﬁlﬂ&fonp%%%ﬂb{}cﬁnﬁeﬁg qﬂéhgdgntﬁmeDMéQ eRz, R, and/or Rs is

phenoxazo oxazol e, i soxazol e, oxa
hydrezopyin @Zhﬂ e:mbpﬁd)alzts_)loé thegnvergionzRnend By dewlid me acyclic carbon group

L e . Th S
1% g%h%r i dég%b e&lry ?x S adrogmﬁmrg%y ME@ alge,:ny% \})gaﬁ%r?bqyethyl.
o d -[@BH4d Ky Still Ghetied eadbkdimentl wd n]&xywéﬂtlﬂﬁ}ielaﬁl tythe camipbunds of the
g%l%r&%&f%tﬂ&lqg l\}fxvlhérein R is an optionally substituted phenyl group, preferably wherein the

phenyl group is substituted with a halogen, such as when Reis 4-chlorophenyl.

9-



[ 0038] When used herein, the term"O Cl-C6-alkyl" is
intended to nean Cl -C6- al kyl oxy, or al koxy, such as

WOreiohox3642 et hoxy, n-propoxy, i Sopropoxy, n-butPXYUS2004/004765
i sobut oxy, see- butoxy, tert-butoxy, pentyloxy,

|sopéWM§]oxyOﬂHEG@@mK#km%Wﬂahalﬂ@%@h@m@<ﬁ@@3@¥mﬂmerdﬁeu)whﬂmn

leéthg(;}i Ro R %{émgfo i‘Jr%ﬁ felrnlrjn gnal]&rlhﬁ)s{fl g%)g r%x@/gr wherein Ry, is

abeain pharmaceutically acceptable aC|d addltlon salts

obt ai eb reating t he of a func |ona

gr oud&ﬁlg)LCh E%rgheﬁmoge 1 esom W%OOZ %16 gqe copqgou Iod d esﬂg?,?nt invention
&y be 0 tgain€ oBisérakSic rhieturedxadpl @hdryedibodiakite ti@cdod®ounds of the present

i.cally h chlaric drobromic, hydrofluoric, or
ARG B T BT A oPe P EOSUR RS i o el .
phospbex7 ¢ agk gaRBGhd Bigolbdek Qworl@;ﬁroﬂﬂ@ad%rfé— oPioiSap dyRtbetic procedure
exanpl e acetic, propionic, i roacetic,

for. thg, épfr)&}??lﬁ 6 %Wu%dsefg {cla: gezeré %Baﬁtgi) (I;IH’OY @s g%filrﬁd herein using inexpensive

284 Raag) Q}'aﬁabl@it&ﬁﬁ’é‘ﬁ%@dl@andh%ﬁ&@ﬁke%ré‘ducts Advantageously, the compounds
Z) - 2-'but enedi oi ¢, (E)-butenedi oic,

shieyepnerr) unandde & ®, defipedsbeein gesr Sijsdtribel péition of well known and

c&nﬁ-ﬁéf&a‘?@ %lagl’e:%ezﬂfaﬁf%%ﬁ'&t afs'l\@ﬂl%ﬁ%!ed QimABAABAESHEORL Ry lide, methyl
anesUl fonic,  benzenesul fonic,

mdmnhwebm@n@sud Ranitacihdpol dy@l -pheitapd e f-franésc The o-substituted-

S R 5 VRS D5 e g 4o
Heﬁia[ﬂehj{i&étah@ el dpyopsLifighyltikdioaelds buddingbetidedd treatfied mﬁmynetal-mdlde
substituent that replaces ap hydr ogen an |s s | ect %
fr om P8I gr 0B EBHESFHIPIH P! e F © PREHUER O injgg the presently
¥ RBhe cofbbin@s ofthKYdnaml Bemulst to@&s@%ﬂosed(ﬂl ﬂgﬁ’olﬁi\nk@g(ééheme
Cl-C6 alkyl. Furthernore, the term"optionally
substituted" is neant to relate to hydrogen atons
repl aced by heteroaton}contalnlng fragnemts
connect ed through a hetfffoatomor a c 3
[0042] The ubs ut ecewphenyl " i nptended to
mean phenyl oups, ¢ yi ng-one or t‘. SaHB or
di fferent, of the substituents. sel ected#from hal ogen,
hydr oxy, am no, cyano nitro, alkylaffido, Cl-C6 acyl,

Cl-C6 alkoxy, CI-C6 Ing,oCl - C6 hydr oxyal kyl, Cl-C6
am noal Kyl , - aIkyI i ni no, alkylsulfenyl,

al kyl sy Nnyl alk squonyI. sul fanoy

tri . BN ertech patte

su t Ut [00431——%—% O

enbodi fyrent of ?he i nventi on, phenyl or a
substjtQgted phenyl. Further |n -réstlng conblnatfmh
of enbodi nents |nc¢ude t hose)' wher Y4 and/

is hydrogen. In BtheP gnbodinents o e vy on,
R3 and R?)denote an i

ed from t heNgitips)cogsi sting of

i ndepenudent | y

al kyl and Al eiijﬁﬁpreferably thyl. [0044] St

further eap6di ménts of the invention rel at

conpounds ¢f the general fomqyia Ito V, ei’n hg

an optiondlly substitute n I group, preferably
phenyl grouf_is uted wth g

wherein the
hal ogen, such as when R6 is 4- h or 6phenyl . -9 WO

2004/073642 PCT/ US2004/ 004765 50045] O her conbivned
or individual enbodi nents of the invention relate to

wher ei n ’
1
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R8 is methyl, RO is nmethyl, RIOis phenyl or an

optionally substltuted phenyl and/ or wherein R, | is
wW@bwenticsf 0046] Furthernore, in some enbodi MenPGT/URE04/004765

conmpounds of the present invention nay be in the form

of | OARIr i c Thuxtthe éisclased ineniduntislates rib o deerar tasperhie a method for the
pr&aar o ngscggl%ogtpge ee Se%gr]talofro%‘rhn&ﬁ? 8%) 4% co@){lm{% He gte% %ﬁ uiu?i m:ompound
offosml1o¥Ed wor k prOV|des a one- or two-step synthetic

procedure for the synthesis of conpounds of the

general fornmula Ito V as defined herein using

i nexpensive and readilyCavailRgbl eRstarting materials

and i nternedi ate product Adviant ageousl y, t-he

conmpounds of the gener g.v as defined

herein are obtained by!the dddition of’well known and

commerci al 'y avail abl e reactant sRguch as N-net hyl

urea, di nmethyl oxosul foni netgyl 1 de, net hyl

hydr azi ne, benzam di ne and 2-am not hi ophenol to

a- substituted-a, (3-enones. The a-substituted-

a, (3-enones used herein may bgjobtained by a sinple

t hree conponent synthesis including 4-halo-

benzal dehyde and cycl opropyl - phenyl - ket one as bui |l di ng

wl%l e1nk1§ 7tha££ﬁ’t E&%QE d%‘é?}%&mﬁl’%hﬁét&ql fgr%er L%ﬁp %]35 tﬁ@use of reactants

Tl Ust'rati ve exanp e synthetic procedures

sﬂbdtai frbnnght lzeoup roesses’umg yof N-rmb@ylemm, nigmetortpoynideioh meﬁl’:‘yhde methyl

hg%ﬁ%ﬁ% %grrn%aﬁnl oan\é%clf\h%ﬁ&e cilt‘f%%&gfl a coé?gﬂdoclf Eg')e Elgfa SormulaI II,
mrav anxNeddpeclvdid2 H2ZNI~Ni , ¢) N,,,- I / 9) NS H SH
rol

NH2 \~[,O(gil)“)] \1 e)~ Glx\e{\lt}é} t/hmlgémni WOgnql}la M m%lr beo ob\{a!dnel}!'%fa sirfn?ale synthetic

procedure as shown by the scheme shown above, a further aspect of the invention relates to a

method for the preparation of compounds of the general formula I to V, comprising the step of
using 4-halo-benzaldehyde and cyclopropyl-phenyl-ketone. Such a method may further include the
use of a metal-iodide, such as a metal iodide is selected from the group consisting of Et,Al-I or
magnesium iodide.

[0050] Surprisingly, it was found that compounds of the general formula I to V are
agonists to the human urotensin II receptor. Accordingly, a further aspect of the invention relates to
a method for binding to the urotensin II receptor and/or somatostatin 5 receptor comprising the step
of using one or more of the compounds of the general formula [ to V as defined herein.

[0051] Moreover, given that a variety of disease states have been speculated to be
associated with urotensin II and its receptor, a further aspect of the invention relates to a method of
treating diseases and disorders for which activation or modulation of the urotensin II receptor
produces a physiologically beneficial response in said disease or disorder comprising administering
an effective Aamount of one or more of the compound(s) of the general formula I to V as defined
herein to a mammal, such as a human.

[0052] Given the newly identified potential of compounds of the general formula I to
V as defined herein, it is well within the scope of the invention to use a compound of the general
formula I to V as defined herein for the preparation of a medicament for the treatment of diseases

and disorders for which activation or modulation of the urotensin II receptor produces a
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ONN C 1T i C I N0 TI IND IV 111 -10 WO

2004/ 073642 PCT/ US2004/ 004765 [0048] Thus, the
wale@alozmezl i nvention relates in a second aspecPCTmmamMmMW5

net hod for the preparation of cogp%unds of ener al

phygplogicallyl begelpial cempps & A g PR A Blfﬂpﬂgwdﬁa {5 el ngion may
beQIsEg? r FQM e %FIOQOR§HB§103IE%H'E Wlnoﬁgatgﬁle‘acﬁ@lty IMest@hdoFbathways that
- ) an

ar are as defined herein. The method
prodice H@nef@mhmhvg@lggwq% eefigela ipfmang iteate s These mayt e dispagen for which

ac'gt)zﬁlog dlﬁg’tﬂﬁ' of ﬁ:ﬂe%otgl‘sm'\ﬁ fE@é |prd!ﬁ1@t%’a phzsmlogwally beneficial response

i met hyl oxosul foni um net hyl i de, "'neth ydr azi ne,
intreiizdimdacti prediagrder2 Theridisersts ophaltrstatively @btaasqqlaéedc\ﬁlﬁap@u fppalance of

urg%zengng] il agc?/g e\;vﬁljx Tr[)agt%\g%l %tén’smlﬂ ﬁ%elplco{r hotlvlmg and V,

especti Vel ven t npound of .
f or n{lll053]VI rmlyh Biseastzt radyn etdedsy ingpasghi mt@tosymmtaﬂcbdworders associated

WBE r(ﬁﬁ% Y glgg, c ?u%omt E%katnso% §> l'égargg ?1 Pifase o logophm lateral

|nven ron’re 0 A et h
sclle@sid, h@sﬁﬂ&p@rsﬁbpl'@n clifdhe@ingpdnsh dmmﬂart d’t@p@e neogtssive spinal muscular

fo risi e
oA s b AP R S S0P BlanRe R s et o
inSbiGka andeitbeehicraysfifndtidos lichian Sh}UﬂﬁtgérhgndrMﬁe of a

met al - i odi de &uch as. a net i odi sel ect ed

the 50 caMETETIoH JBT e BAPGE TorAGRBET Ay T ot g aton of the

wloQQSANT RYERSH FbdgEYa plh}fslo!!@ﬁ:alﬂyobldi@f1é1ﬂ&€slﬁﬁ§énﬁ@nﬁ&teoﬂco cardlovascular
the general fornula | to V a agoni sts 1o the hu

digprgera [§aghnas) hyp?rg@@@g d}ypotﬂbs&:v&sgﬁt%grplyted & ]S}H)F{( hsgpswaé%q{tsurgery and/or

&E&&ggh&gMgmkgon relates to a nethod for blndlng to
e urotensin Il receptor and/or somatostatin

r ecefi@056] conds statehg vendy ef @fj:aseosﬁatquqaypgbe@ﬁ éug(giasteﬁir}p &e ggsociated with
oAl af %ﬂ@r%g g%?ti@r{\}égi Dm0 SReL&h i i%rcéﬁf&aor th %n\{m@ﬁalggfo'f ‘ﬂﬁﬁ’ensm IL. For

ereln eover, given t hat a varlety of
emhlm:é@saﬁersmm esurblansin Heleﬁ sigpadling throveh ite cogmateg8epior Atpde associated

|
W\lﬁ fmﬁ(gl{%% S Bisdase- F& e é)ﬁlt fg%gﬁ%té?)L oaaﬁo}w{)t%%%n %%Qﬁﬁﬁmly, a further

hventron're treat
aﬂjeSt&ﬁﬂ&Sn@ﬂdmdleBlms tkemsthddoet a\l{tklﬁnghlmv;tsd:ulatpu SEUIOM a mammal comprising
ul.ation ot ensi

CBRYEIOF g SATS BEHEr (ENal e B aREa i FARERE R gpine beine
pelifEakd ey tHeQBNakish BiQurasiiesdpedrisizghaling, said activation being performed by the
administration of an effective amount of one or more compounds the general formula I to V as
defined herein. Similarly, the invention relates to methods of altering the heart rate in a mammal,
comprising the modulation of urotensin receptor signaling, said modulation being performed by the
administration of an effective amount of one or more compounds the general formula I to V as
defined herein.

[0056] The surprising activity of the compounds of the general formula I to V renders
them appropriate for use for the validation of the role of the urotensin II receptor as a drug target.
Similarly, the invention relates to ‘a method for augmenting cellular activity in a mammal,
comprising activating the signaling of the urotensin II receptor, wherein the augmenting of said
activity is performed by the administration to the mammal of a substance modulating the activity of
said receptor, and the substance being administered in an amount effective to raise the
concentration in the locality of the receptor of said substance to a level effecting a biological
response through signaling of this receptor, the substance being a compound of the general formula

Ito V.
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an effective anount of one or nore of the conmpound(s)

of the general formula | to V as defined herein to a
woreom@b3e4such as a human. [0052] G ven the newPgT/US2004/004765

identified potential of conpounds of the genera

f or moa7]l t o Mdreatgerdeaki bisldgibar esponse indiiedvigh Icomj)duhﬁsn of the general

the sco he i nven use conmpound, of th
BB AP VB IR TP SRR vt TG BPOPG A feost in antagonit
aRERPAHR tuk QEnsf ITarebBRelr Ca@ﬂﬂéﬂtsoﬁﬁbstdﬂﬁerewp&ai MeRthe@ore, these biological

di seases  and disaorders for which activation o d
TeTBRNSFRTPBIieGPS & FelLpiohe PropTitiss| of campgingt iﬂwcﬁcfafc%g ugp of a compounds
of tht MR A00440Y BRAZ tRGHL V2R84 S04AY &lte 0PI SkALRET B 8dcktor as a drug

beneficial response in a given disorder. Conpounds of
targed. present invention nmay be used for the preparation

of a ca |t 1RERE kel Yo Of piREAER RS it

é@ﬁﬁgysngﬂgTigb %ﬁé@g eﬁg fc?a ) %loFoglca ComposTHon
cahﬁrwtgsommomgﬁ ofi swapoesd off thesgeneral f@@u i swa¥egs flghined herein, and
pr %rglél% ut1cacf1 Ia\ég ka%ﬁ: &cg%&g{g:ﬂéﬁgﬁfgﬁaﬁpmh W Qtrr?agﬁérrlmuwn to the skilled
aftssmsmhcas accmrchm td foingdaions dlscl@lsp@m Reningtthie Phlirgecpytien] Sciences. The
calﬁ%?sgc}élﬁ%a@ e f%rﬁ-&ryaée}r%ie fofr:l ?raloa%m%gl a‘uon g&u L 0 %&%ﬁh@% %11198\13 membranes,
of 2ERREM bthal hnehieil ac[nﬂﬂ&ﬁitloﬁln}hcddmaweh agrapted aﬂct[ceast

:Mnt ﬁa@ﬁ@ ][ Elnﬁn?e &E}gwga{giq%% S 2 c%tﬂl 121% g‘%ﬁ% § S&sc?oseé mhvention and the
R N@BE PRETS EInRAs®, T&%ﬂe@irﬁpl&mrﬁlﬂu&tﬁlvabnly aﬁd a'e ast istended to limit
muscul ar_ dystrophy, chil dhood s l.a atr h

tbq— @@pee§§hq,}gesoeb1i 1H‘éqn’m% s g tegptment 1%%%?% d gegh,bgg)lwe%ag {Q/ 8¥tirmzed using
JAHiRAT teRAhiG¥Es v@ﬂ%owﬁ%%as‘é%ﬂ &@Jﬂﬁlﬁfesﬂtllﬁm ﬂie%ﬂ Moreover, artisans of

di sorders such I nsomi a, and autaono

Qgindryi sl word %m‘ﬂe EpSUsSIE tach@é? d"ssylﬁszldlﬁéhe f[’]é%lﬂ% examples to practice
GURINELIRE fhe pilsaR ARERIANd di sorders for which

activation of modul ation of the urotensin Il recept or
produces a physi ol ogi cal | y BXAMPLES al response may

rel at ca I

nyporP 8 onh EAREML X asCpaP AT ERIPE. e foflowing non-limiing
<epplkes, major surgery and/or congestive heart

failure. [0055] As stated, variety of disease states

have been suggested to be ags%gﬁ%ied Wth either an

al t er @de1f unciSiyeiésinthf efarting enateriol, esisponnd of o@adpVbdr or to

an i nmbal ance of urotensin Il. For exanple, alteration

of urotensin Il and signalling through its cognate

receptor may be associated w th, apengst other

di sease-states, both hypert§& sion nd hypot ensi on.

Accordingly, a further e e~i nvention

relates to nethod of al nglthe vascul ar pressure in

a mamel , conprising coAstric or dilating

vascul ar tissue in said mammal, Usaild constricting or

dilating being performed by the act Flation of

urotensin receptor signaling, said activation being

perfornmed by the admnistration of an effective

am)uanGﬁ] one}emram@cemﬁapfw nths Ehaligenasted Oweeiail dhdee-Component

V as fine in. Simlarly, t i nventi o . .
SR ESE LS TRIPROHE oA ioar g AN o DT eR5H2 dietylamino-
agﬂp[#@&nqb&gppbm§lng t he nodul ati on of urotensin

receptor signal.ing, said nodul ati on bei ng perforne
t he [0063] In a 7 mL vial, at room temperature, 4-ch oro—benzaldehyde (y 140 mg; 1.0

mmol; 1.0 eq.), ELAL-I (1.17 mL; 1.2 mmol; 1.2 eq.) and cyclopropyl-phenyl-ketone (146 mg; 138
nL; 1.0 mmol; 1.0 eq.) were added sequentially to a solution of diethylamine (73 mg; 104 uL; 1.0
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adm ni stration of an effective anobunt of one or nore
conpounds the general fornmula | to V as defined

wheoroeiome4f 0056] The surprising activity of thePCT/US2004/004765
conmpounds of the general forrmula Ito V renders them

AR 0prdodt &1 CHECNI S(e of @r).tTe i(eéﬂlhldgahilﬂﬁre ofast higomoodle shdken at room

the urotensin || ru
tegipTafuT PYleglﬁémﬁl H\?@ :i((é)%ﬁ (168 ég o]a?é%flh 3¢S fidged. After 2 hours the
rQUHFERE] Ben6IRld! WitiR katdedel \étlﬁe}()ué Nag8,0RE3Rion (2CANPERS Kegmixture was

activating the signaling of the urote | receptor,
cHreied it FOAT, n*ﬁﬁ i OBFE hgee %ﬂf/ﬂfﬂ?@w % SHEReGrARgpus NaHCO;

sa}itlérp(@ s LAl bﬁﬁer @tdro! ndﬂe@ obgﬂamuﬁltﬁéd i c@no‘éﬂtbﬁ&cﬁ ﬂ“ﬁ@correspondmg
nmodul ating the activit sai d receptor,

cxdb sqaam@@rmbwh@asaﬂwﬁﬂqi ét ﬂ?Sé&hwﬁﬂa@ﬁfaa%ﬂh%ﬂl@f%&Hz@éJfMGOH 4%) to
affglldsa% 8518 1)&91% ﬁérh&é&ﬂe& (@@@m% QR3] Jity) Kfanbhe

receptor o sal stance to a level effecting a

bi ol defeshl  Peis pfomﬁge Ethsterejkoresrig meikioreg Rot 0-8 (sifica gel, CHClo+MeOH

5g/§n§ff§}%§ %Lb{flﬁpgz“ Ef.)ﬁ:?gg g 80 é}%bzgoggj’gl;g g?f i B8 7). 7.58-7.53 (m, 1H,

HCTA4I529 04/ DDA 765-7. QB5ZH, BhI80ven, (u, EH B);, 6126¢1.264in, 2H, Z); 7.06 (s,
T A B AT PR PR TR S AP AU de 2o

@B”P@y@dcﬁ{ gs7.2GRNESH oF (t @muaggm{zsz) “gedRY 100 NMHz, CDCl3) § 200.0 (2);
urotensin ||l receptor [ or sonatostatl

1968t (s e, 141 hied %L@ﬁégﬂ@% ]3ﬁé563ﬁ§e§5ﬁ#ggggegﬁﬁé]§06 130.0;
1&9@“0 9.8f128. Bem@%oﬁ’%i '19§ 40§1 CoyPAUN @dé @7}546‘53(2)131187 C, Z); 25.7

a conp ounds gener al or

V fo
(tZﬁeE)lelllﬂc@Cl 8h 185 &2ﬁeZ} (ﬁl@/[ f(lop Adods; Ef@r?s?%\‘:dl Ifor CoHCINO (M™+1):
%429%% 19<§un§534§ 1%%’ gThetd?'c{sQ?e()sele{cggi%as%eteﬂﬁhg@ﬁy A82BEbn 6f the peaks at

e rnvention rel ates armaceut i cal conposition

ETHoP(isoniens) mAé 6616 (ivomer bof conpound of the genera
formula | to V, as defined %erel 5 and
pharmaceutical l'y acceptable—é%@%prents or carriers
f or mujoasxd i ReactizaASSMPRNANGS fobmilh &I sKihl Nﬁtéthytm&aj wder the formation
such_as_according to formul ati

ot HGHISHE TN o SR PS0Y GRS B R T g Phen 5.6

ﬁ?ﬂr@ﬂlfp@ﬁﬁﬂ&@b—%g«. fcempoul of adnieidratif@iutaan, for
adm ni stration via nucous menbranes, or, anobngst

ot hers parenteral admnistration in accordance W th
accepted practices. [0059] Thg foll ow ng exanpl es
teach the nethods of the disd| osed invention and the
use of the resultant conp NIhese exanpl es are
illustrative only and are not tended to limt the
scope of the present Q i eat nent net hods
descri bed bel ow can enpirica
techni ques wel |l kno pary skill in
the art. Mreover, artYsang of ordiharyCkkill woul d
be able to use the teachings described in the
foll owi ng exanples to pr the full scope of the
present invention. EXAMPLES [0060] The invention is

disclosed in further detail in the follow ng
non-limting
[0066] Reaction of N-methylurea with compound of formula VI of Example 1 at room

temperature in the presence of NaOEt proceeded uneventfully and resulted in the
dihydropyrimidinone as shown above in 48% yield as a single regioisomer. 'H NMR experiments
showed two singlets at 6.60 ppm and 4.48 ppm assigned as NH and H6, respectively, corroborating

the previously assigned structure. The experimental conditions were as follows:
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exanpl es. Exanple 1 [0061] Synthesis of starting
material, conpound of formula VI. O ~ 1 Nom C
wQ 0@8Aa736@neral Procedure for the Et2Al I - PronoP@rusS2004/004765
One- Pot Three- Conponent  Synt hesi s aqf Ani noet h
a, (SLOEﬁBnes Ina ZQHHPL vial, at r001¥1 temperature, NaO%t &408 mg; 6.0 1¥ur201 6.0 eq) and

N(nlr:{]@ljrga 6444 3 8 meQﬁn@ Y |e£1 9%@1%)&11146(‘1(53%&'{1@51@%5 aRbRBon of the compound

1- phenyl - but an- niL via
ofaformde ﬁvﬂtcé frempleur 841 Alnge Hloolmobérpz%ﬂ BHYME @ﬁﬁ@ﬂr?gand 'the resulting

m%ct& gorogl 19 sBfter for E% gbot‘lr ét rgém felogefibore. Trné rém@drv wéls tRen quenched
5: cyc opr opy eny ket one (146 ;
wilth tﬂewrﬁmbs oﬂwﬂemdﬁhmm@lgwa@wa@gﬁwéh pat@ﬂaqgg ag@ogp NaHCO3 solution (3

St P e A OTHT Biaa Tmo R dusgieoge 8 Al g eSO

flttékecﬂ) anﬂ)conardmauedasmhet icomgespandingr erudim seagiiero nom919¢tywsﬂ1 @R@ﬁ\ed by flash
r.oom r at o 2-

cl?rﬂlaato &ra%h n?le eg ( g%gﬂ;% qg(a % ZEL? gff&gltﬁégsdéaitﬁgted pyrimidine-2

ofieaGhdvanabsas (tseng h@% widld)rus slabﬂxr at ed aqueous Na2S2C3

S0 SR (2 bhl 20, LIPSk s o oxl ppELed M Mmoo v
c@@u;' %@tzﬁd7 Mﬁ@ﬁ%amkd@@& NEI) ATts (ONH) 2. 'M_()s H)2 b6 (dalé (IR J=15.8 Hz

\ d t d
USERANGE R e TVLLEE- S (R Vs TR R
ab,?.o M B-Ag 3R W 90,5317 2h8 83984, 1(BHALL 2EMpas. 44% an1Q 0.3 Hz and

an 85: 15 m xture of E/Z stereoisoners (0 mg:;
5620%)3/0@0 &) 6Hs/~dr 85 “CNDER 410004 s GRELY HE3 &y 70.1; 134.8,134.3; 132.5;

AN | e ( ' lo, ode:
DRGSR 260 e St 90y hE R Con M
FAR") Chlcd B C,: AL BIND, (V1L AYS. 2080 Fynd: 3985@047 53 (m 1H,

E); 7.49-7.43 (m 3H); 7.40:7.34 {m 4H E); 7.31-7.29
(m 2H 2): 7.27-7.25 (m 2 7.06 (s, 1H B):
7 05 602 (i Reackbh oZpomyfbud® of fqnnﬂx]lal ViZyith BinSghyPox@8uifomum methylide

”GiiFl tlye%f?ngata%]g% §3lzcr11%)r H?l’fe{o%é%?ﬁ'ti-lege%%cgyg}zrjé-scf_p?i)‘opﬁﬁaglé-1(|\¢%/igiethylamino-
B 1O m&}l And PO gdnédal forh@8T8 (E); 141. 3;

% YMBB .9; 138.5; 136g1 134. 6; ?34 5, 134.2;

133. 4; 132 2; 130.6; 130.0; 129.9; 129.6; 129.0;

128. 6; 128.5; 128.4; 51 (2); 51.2 (E); 46.8 (B);

46.5 (2); 34.7 (2C, 2); 2b.7 (2C, E); 11.7 (2C, BE);

11.5 (2C, Z). HRWVB (I\Q/Nbde FAB+) Cal @qli for
C21H24CI NO (M++1): 342. 163 3 629. The

di astereosel ectivity was d y integration of
t he peaks at S706(iso and.8 6. 76 (isoner b).
Exanpl e 2 [ 0065] Reacti @0 corrpound of formula VI

wi th N-nethyl urea under th formation

[0070] Reaction of excess dimethyloxosulfonium methylide with compound of
formula VI of Example 1 resulted in the formation of cyclopropyl ketone 4 as the major product in
70% isolated yield. Only one diastereoisomer was indicated by NMR experiments, and the relative
stereochemistry was determined to be anti by NOE measurements. Oxirane by-products were
formed in minor amounts (<5%) according to LC/MS, probably due to the use of excess

dimethyloxosulfonium methylide. When a stoichiometric amount of dimethyloxosulfonium
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of a di hydropyri m di none,

6- (4- Chl or o- phenyl ) - 5- (2- di et hyl am no- et hyl ) - 1- net hyl -
wd2phemeh2 5, 6- di hydro-3l-1-pyri m di n-2-one ( GOPUSIA4/004765

of the general formula I). O HN)NL C rN- [0066]

nReR6Ad Qs GbedN-amRish ybivegian it fhe wompoutiddodforfolamul &vaVlobserved. The

of Exanple 1 at room tenperature in the presence of
eNﬁ@Eﬁm§V€E@€@@dmﬁﬁ@V%W?$%IIy and resulted in the

di hygsepyri nindi nORE Al SNONA ¥R, f‘mﬂx&ﬁ%ﬁ&hl&lx@m@ﬁ iadide (616 mg,
singl'e regi oi soner. "H NVR experinments

28 rn@p]ef. § ead ves gliled g ohtion oﬁga% ﬁHOd% |2érfé@°1a§ 4QA1 a77§0% in mineral

1’n 88%Eh I ?l Phe 1&1‘3{1&919&51% W RushdMBurnREeVdnME b¥argon and the vial was
aSS|gned struCture. The experinental conditions were

qa:sld&ablbmsAfter114hm29@mn@w@@¢mpa@mmwﬁcbm%®°c and the vial was

s%a%ﬁ%g !ng%glolgo%r TF lét1061 f%;omg&g'@'\cif %F@ﬁ( Q;gl (1%2?%%11?101, 1.0 eq.) in
€0 2.0 L) vﬁas@heﬁ@d)led\lﬂ%b;ﬁw&d de dleS’SES]ldEiMl‘l aJhd the hoxtare was kept at 60°C.
sol ution of

A(fggff Snl&urslthe nm%]ie W &8%1 t() 100H1 r?tf Blgeﬁc}%:? vgﬁl dw%tﬁl (20 mL) and

k@5t Wl‘ﬂgEtUHcX(BMESEmWﬁSl}l]NIc@lﬁHcfdedrganﬁ:hﬂlk&ﬂ vietd dried d:au]ﬂ&804, filtered
room tenperature. The reaction was .t uenc

S SR B ey, The, react Lomoes, {Nem, BSTEES: vy gt

ﬁY}LtChtos@fton @t 8 oREHRQUS MR Lo H bbkve &a £95:5 fikure P35M8E; 70% yield)

(3 nm.) and extracted with EtQAc (10 nlL). The organic

appage was dried over Na2SO4, filtered and

conc ted h n r H
S[Ei Dath! %1 ‘T@Eﬁ %@c@%@z gpeLyger frepnt fn@ oD ‘?@B‘—C’?MS (m, 1H);

i ed by romat ography on silica
7(43—|24] ﬁﬁ-l\@m—ﬂ a%meo (ﬁo/éH)t @.2657120r(ch, 2Hb 2:04094.i /el Hz and J=6.8 Hz);

PUTL 71 i3 3806235, SOV A0RY o (RS B9 AT 112 . 10

CH2@A 2reVorShis 5i%hind J-H. NN 0(64Q0 6NHE=7.1 IEDCIGNMR 7108 Mz, 2DCl;) § 202.0;

ém%%g%ang%al %Llélgg ! 8, &378(5&8;5}_%)}_%48% Zio% 632_6,)5’ 15.9; 11.0.
IER&@ fo‘ﬂ Méda: FA]E*K C%lchl&“&r,czﬁizgtﬁﬁ@qw-arl)lﬁG 8L Fobndizs@nm4.

and . ) (ddd, 1H, J=15.9 Hz and
schep A3Sif o o of g _,:_,o- wa NQESE m NOE spegtroscopy
%g_) 08 I:\d/ék m(j:DCI?e gnt6 51 ’Ss,tcgsugl%n{l Iu’i/ v@aH’detgm’?m Hjﬁ%@ﬂ%@p%ms on a pure
HhPOr; $e1eq_12cgne1 4 (g@gﬁg_me lzpzcgv)gThe]_Qrgton cis1tg Hadeis @B) ®as @er@med through a

865 By o SIS PR oR AR v,

B theiaV@E 3orr O816R} wae&bier\&ﬁ betfveenmmpidiizre Hofanfi dE;reiHaand| anti Hy—H,.
wi t h di met hyl oxosul foni um net hyli de under the

formati on of a cycl opropyl ketone, anti-

| - Benzoyl - 2- (4-chl or ophenyl ) - 1- ( 2- di et hyl am no-

et hyl ) -cycl opr opane (Conpound of the general formula

1)
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N Cl 0O [0070] Reaction of excess dinmethyl oxosul foni um

nmet hyl i de with conmpound of fornula VI of Exanple 1
wo eadiotsd2 i n t he formati on of cycl opropyl ket OPET/ASHS4/004765

the major product in 70%isolated yield. Only one

di ast er eoi son@nti sieeeoispohecaol) by NVR experiments, and

the relative stereochem stry was determ ned to be

anti by NOE neasuremnent [ roducts were

fowmdlnmnm'wmmﬂé@%%?ﬁt%#%%gtodes

probably due to the use of exce

di met hyl oxosul f oni um net kyl i de. en a

stoi chionetric anmount of djnethy] oxosul fonium -15 WO

2004/ 073642 PCT/ US2004/ DO4T¢ thyl i de was used, a

| ow conversion of the conpoupdl¥f fornula VI was

observed. The GXﬁﬁﬁﬁhﬂn@EﬂECo’oﬂ?ﬁ ns were as
follows: [00711 In a 20 Q=14 at MNOERY-eavRBion at ur e,
trimethyl sul foxoni um i odj d [ , 2.8 mol, 2.8

eg.) was added to a sol Ution of NaH (110 ing, 2.4
nunol, 2.4 eq.; 55-60%in mneral oil) in DVSO (3.0

m) . The reacti on m XtNHeecowastichlotis®d under a stream

of argon and the vial was quickly capped. After 1

hour of shaking, the tenperaturs rai sed up to 60C
{

and the vial was shaken for a er hour. A solution
of conpound of fornula V\7(34 1.0 nrnol; 1.0 eq.)
in DVBO (2.0 nL) was thef~ady rop wise to the
suspensi on, and the m xt kept at 60C. After
3.5 hours the nmixture was™ A o roomtenperature,
guenched with water (20 extracted with EtOAc
(3x25 nL). The coll ected grga
over Na2SO4, filtered %nd oncentrated to give a

crude reaction product (203 ng), which was purified by
preparative HPLC to afford the najor di ast er eoi soner

as shown above in a >95:5 nE@He4(135 ny; 70% vyi el d)

?S 8;”[_96"%% [ Q{Q%%b%n Dat Qompoﬁnd\lwl fo%gglﬁ) ’W1Me3f)ylh?dr(azme under the
fzhf;e;tloﬁ 86- a7 131azpline, 2axm)(syn73 (%ihiprmhe@ylw (M)ethylaznmethyl) -1-methyl-3-

%1_ 4?_'(?[5}’(1(?% 11967%21249%9(9%11}3% %%mﬁe g,ené&b%%m%ﬂ%fé[ g_' 98 (i n

1FD, 1.51-1.42 (m 1H 1.32 (dd 1H, J=6.8 Hz and
J=5.1 Hz) 0.66 (t, 6H, J=7.1 Hz):'3C NWR (100 Mz,
CDCI 3) 8 202.0; 137.4; 135hF~N132 8; 132.1; 130. 3
128.8; 128.6; 128.5; N ., 37,0, 29.6; 28.5;
15.9; 11.0. HRMS ( pde:
C22H260ONCL( M++1) : 3B
St ereocheni cal assi gnient of 0 Céxanple 3 via
NCESY and NOE spectroscopy [007 J The ant|/syn
stereochem stry was determ ned yJNOESY experinments on
ee

a pure nmjor stereoisoner 4 figure below). The
proton cis to H2 (cis H3) was det rm ned through a
NOESY experinent. Hereafter, it was possible to

observe a NOE-correlation of H2 with anti X
[0075] A pyrazoline scaffold was prepared by the condensation of compound of

formula VI of Example 1 with methylhydrazine in the presence of InCl;. This reaction resulted in
72% yield of the pyrazoline as shown above as a 3:1 diasteromeric mixture. The stereochemistry of
the major isomer was confirmed as having an anti-configuration by the sirong interaction between
H5 and the protons in the diethylamino chain and by the absence of any NOESY correlation
between H4 (3.56 ppm) and H5 (3.98 ppm). Furthermore, the minor diastereoisomer had a strong
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Furt her NCE-correl ati ons were observed between anti

H3'->H4, anti H3,-->H5 and anti H3'-+H7. -16 WD
WQO4H0Bs3642 PCT/ US2004/.004765 Anti St er eoi SOPET/US2004/004765

(rmaj or) NOESY-correlation of H NO No
chﬁmlﬁteinabémébnﬂﬂ (3 FRHpaH abl NCESYI T qnpmaa,l eltaryn 1ndicat1ng a syn

o 5, e B St o b o b

d%ﬁgktaﬁgéwh@memmﬁ cottitesns tvbe as fadlowet i on of a
yrazo

ant i /[9,(3/7@ 5 (] BE gighiab A teappratits: E]FW hydrazipe é%érﬁéwl) 230 mg; 5.0
nlm(ﬁeg bYeJq )3md MFWS'ﬁ 0. xﬂh‘rﬁ‘ﬁﬁl’rr@ﬁi Eg) R’)éfe%@écfm( 'Q@(ﬂﬁlﬂiﬂrﬁf compound of

he gener al ornu

f@wléaz‘él Shriexaseler t GPé ead Om@fﬁa} Baabip %ﬁ%@m&éﬁﬁa@r{%%? Pp The resulting
ﬁ&mﬁ@?@@“@&o&ﬁy staREndt 80 Mbur@ht @Rl dethdn &Mch!ihed with saturated aqueous

drazine in the presence of m C13.

Naéﬁzﬁs. a@hmpreéia Imlgdextigcied Mﬁt@ﬁe (& ntla@néwaélzeél ‘i"‘ﬁl“e bgge (3 mL). The
O§%§¥%§g§g¥nﬁs@§d @ve? N 5(334?@'%&&925@ chicetAddUTRe comgpondmg crude reaction

he maj or | sonmer was confi rmed

rheduichgasapiridind by Elashf dhpumadagraphy by siline ed (EBr g IMRETF 48t ﬁO&rﬁ)) to give a
a

8§elé 1161 &{%olilsa g g Cné&tv.gé gftsgﬁ%&é%@ﬂg%fo?}éﬁa%a?é% ﬁi@a,%gt ‘?W féld) as an oil.

H4 (306’67]pplﬂ3a&hfb1 Hbe (c@tz@;&z ppxpre Hudihhdopmamest Re 031 (silica gel,

m nor _di €0J a =17 04/ Q7.

Bt enbona ) Goades NS IS AR 3758 S0l B a3 Sk 56 (. 2.
BB A4, (141-1)11 1mqar)1H a*gezaHk ysym)ngi 9@@&, |1Hgf=aoszm anti); 3.59-3.50 (m,
confi guratl on of x@blg 51 8y {1
Bk 2790(5 M ok %7&/5%3]‘31{65”@ ez‘Po2 EN TR a-¢1 (m, 2H, sym); 2.18-2.09
(m, 2H, syn); 2.01-1.86 (m, 2H); 1.81-1.72 (m, 2H); 1.61-1.52 (m, 1H, syn); 1.38-1.29 (m, 1H, syn);
0.87 (t, 6H, J=7.2 Hz, anti); 0.77 (1, 6H, J=7.2 Hz, syn). "C NMR (100 MHz, CDCl;) § 155.4
(syn); 151.9 (anti); 139.8; 135.4; 133.8; 133.6; 133.1; 132.4; 129.8; 129.3; 129.1; 128.9; 128.8;
128.7; 128.5; 127.9; 126.6; 126.3; 77.5 (anti); 76.2 (syn); 54.1 (anti); 50.4 (syn); 50.1 (2C); 48.2
(syn); 46.9 (anti); 46.7 (syn); 41.6 (syn); 40.8 (anti); 28.5 (anti); 23.9 (syn); 11.7 (anti). HRMS (lon
Mode: FAB®) Caled for CyHapCIN, (M™+1): 370.2050 Found: 369.2041.

Stereochemical assignment via NOESY spectroscopy

[0078] The anti/syn stereochemistry was determined by NOESY experiments on a 3:1
mixture of both stereoisomers a (major) and b (minor) (see figure below). In the major isomer
(anti) strong NOESY correlations were observed between Hs—>H; and Hs—>He furthermore NO
NOESY correlations were observed between Hy—Hs. In the minor isomer (syn) strong NOESY

correlations were observed between H,—Hs, but NO NOESY correlations were observed between

H;—H; and Hs—Hg.
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during storage. The experinental conditions were as
follows: [0076] In a 20 nL vial, at roomtenperature,
woredohph3cy dr azi ne (268 L; 230 1ng; 5.0 i mol ; PGI/OSEG4/)04765
and InCl3 (88 ng; 0.4 rmmol; 0.4 eq.) were added to a
sol ution ofAmﬁ@gamadomb formula VI of Exanple 1 (341
nmyg; 1.0 mol ; 1.@1 in absolute EtOH (10.0 nL). The
resul ting m xt ur e mas vi gorously shaken for 10 hours
at 80 C and then quen hed th gaturated agueous
NaHCO3 sol ution (3 niJ, ted with Et OAc_ (15 ni)
and washed wi th brN (3 The organi ¢ phase was
dried over Na2SO4, -red and concentrated. The

correspondi ng pr od . d by
m’l‘-l NJD* 2 gel H§ §%@ :R:rr'rrelafubr? o Lo

flash chromat
6% to give a f a anti/syn m xture of

1
substituted dlhydro-‘ 264 ny; 72%yield) as
an oil. [0077] ® é@ﬁ§¥ﬁ—ﬁi¥@@re of
dihydropyrazolegatii . (silica gel, CH2C12+MeOH
5% ; 'H NMR (400 CDCl13) 8 7.75-7.69 (m 2H, syn);
7.59-7.56 (in, 2H, antl) 7.37-7.24 (in, 14H; 4.17
(d, 1H, J=9.4 Hz, syn); 3.98 (d, 1H, J=10.2 Hz, anti);
3.59-3.50 (ngynstpfeoispmed (s, 3H, syn); 2.78 (s, 3H
anti); 2.49-2.31¢afMor)6H, anti); 2.28-2.21 (in, 2H,
syn); 2.18-2.09 (m 2H,syn); 2.41-1.86 (in, 2H
1.81-1.72 (m 2H); 1.61-1.527 1w, 1H, syn); 1.38-1.29
(m 1H, syn); 0.87 g,t/NeH 2 Hz, anti); 0.77 (t
6H, J=7.2 Hz, syn). 1BC N

(
(syn); 151.9 (anti); 3 '.8” g35 4; 133.8; 133 6;
133.1; 132. 4; @ b 1 ﬂ%-@—%é%—"@ €0
128.7; 128.5; 1 3 26. 6.3 77.5 (anti); 76.2
(syn); 54.1 (anti);
(syn); 46.9 (anti);
(anti); 28.5 (antl) yn) ;
(lon NMbde: FAB') Caled for C1ZH,,; A N3 (M++1):
370. 2050 Found: 369.2041. Stereochem cal assi gnnent
vi a NCESY spectroscopy [0078] The antilsyn
stereochenistry was det er m BednilyS NOESY experiments on

xture of beoth ste SO
( m n o[r()5)79(] s e: RF?%]BP 8? %O@'Ilp(g% of| I uEEV lﬁ%"a‘béenFimldl)ne uncger 91(3 formation of

Ef—lg tn*nﬁdlrﬁ:t qu@hﬁvﬁﬁ%nti]%r(eld&thy@ﬂﬁndmhﬁ)-mbﬁmeMth(Compound
and -+H6' furthermore NO NOESY correl ations

%@%ﬁé@@V@HaB@tmeen H4- +H5. In the minor isomer

(syn) strong NCESY correlations were observed between

H4- - >H5, but NO NOESY correl ati ons were observed

between H5-*H6 and H5->H6 . ~%8 WO 2004/ 073642

PCT/ US2004/ 004765 Anti ster onmer (major) / [/ C

NON H5 No NOCESY-correl ati on

50.1 (2C): 48.2

: . ﬂglygg(s?)éo)rel?t%g 8

HRVS

[0080] Treatment of compound of formula VI of Example 1 with benzamidine in

DMF under an air atmosphere at 100 °C provided the pyrimidine as shown above in 53% yield.
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N H6 6 NOESY-correlation r Syn stereoi soner (mnor)
Cl  N--NH5 R NCESY-correlation ""H4 FI HB' NG6r
WOROMNOESY2 correl ati on Exanple 5 [0079) React i BOT/052004/004765
conmpound of forrmula VI with benzam di ne under the
Wiomnthe 'recactianfwasa:epfymﬁqd'i wlileyeyn argon atmosphere, the corresponding non-aromatized

dg}H§ op&}rlm r‘He as o@%ég%p%tueﬁnd)%l t%%ol;( d:;lzgahg Qﬁgerr%gfhwg%%ér}%}ygsﬁi%l{}%nhe reaction
ixthileZat NOGIC urtddy; an| Mﬁﬂ)spﬁfre a&tmmtucoéssmb poottte afiresponding HCI salt of
formu

Wth. d| ne |
OO BTG e PEUGOE BB P LB e e ages esovered
HhewstrialkatEcontitidbaMvatt & fdilows: 19 V\D 2004/ 073642
PCT/ U82004/ 004765 ~When the reaction was

underl08#] ar gBha 24 ngblh%trlgomltqurg)egw? gg%?ﬂﬂo lﬁzg(%)({ mg; 6 0 mmol; 6.0 eq.)

WRNIAIFRLLEESh oﬂﬂdompaﬁrfanwfbrmuc& ‘mpom&npﬂaua(smeﬂhg, 1.0 mmol; 1.0 eq.) in
Attengtsto oxidize it further by VI%OFOUS stirr
S

RYE (1 6AcHoRbe Ao BHYTe TT0 VESoHER TRk APk TPt b ph Htgc under air
W@Bs%h&@%qu%ﬁéjﬂ%vas tii@leqlﬁflchte@ %mﬁ & 8RO NG i heSRkiure was washed

benzam di ne nai nl Yy resulted in a oor conver si on
wititisatiaed apos AMBSIO: sofptian @ nv), kites (¢ égém@aacte%@ EfOAc (10 mL).

%D%AI{EE gllfla@a w2RALE bRASNAES S fiSrel %& Q¥ entl AR08 -ﬂle IcB‘rré‘épondmg crude

room tenpérature, benzam dine (72 m%{
Gaddiompmidpct 6vad p@qﬁe)i byWash deeedograpt os silich £ ﬁCIz_IxaClv+Me 3%) to afford

t%?é%s%.”%d Bty S B B3 i Moy, P V0

vi gor posl]y s aken p.ero0 52924860 (sucgist. 1 BRO.8h @éica gely CH,CltMeOH 5%);
S SRCR S PB SR s P SR BIRL T 0 0 7.

@@tsm at s an14e ous; N-08 (18 Py 2. Dm(q( $HIJH1)2 Hzl’);r() 5Be(t (63{ J=7.3 Hz). °C

inL) and extracted with EtOA (10 é 7g
NNEs e O0AEH GDSH:) VIS 2NAGE0A61 777 1196 d S0 PR 55 13065 1305,

ERNG§5E bALRG. 1 JNE 159%! PRPOREISNG 6140L 118, HRMS (Ion Mode: FABY) Caled
for CosHasCIN; (M+1): 442.2050 Found: 442.2046.
Example 6
[0083] Reaction of compound of formula VI with 2-aminothiophenol under the
formation of a benzothiazepine, anti-2-(4-Chloro-phenyl)-3-(2-diethylamino-ethyl)-4-phenyl-2,3-
dihydro-benzo-[b]-[1,4]-thiazepine (compound of the general formula V)

[0084] Reacting of compound of formula VI of Example 1 with 2-aminothiophenol in
toluene in the presence of stoichiometric amount of p-toluenesulfonic acid resulted in a
benzothiazepine scaffold. Other reaction conditions were tested, such as AcOH/MeOH or

EtOH/reflux, PPhs/acetone-water/rt, InCly/EtOH/reflux or Et;N/EtOH/reflux were unsuccessful,
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reaction product was purified by flash chromat ography
on silica gel (CH2O 2+MeCH 3% to afford the
w@adwsoriewt ed pyrim di ne as shown above (236 i nBCT/BS2N4/004765
yield) as a solid. [0082] Data: Mp.= 90.5-92.3C
résubting yrs ¢ither urdefycliz8d BBchadiadditian giEhet o€bbdCTBnrielso. '5% tack dfHeactivity in

%Iemsynikﬁ)ns 0'}4_%1\? s%[{fég rﬁﬁghtgﬁ;s% rgﬂ%g %nkége (a%qm%gf stetic 9crowdmg in the

1251 DRitRte® 2nomg  L2AS &xa%rs 2anliBNYIR exhkdipent? iddcafed, thé 1fbrmation of one

dé]%éﬁ_eg}sm@erl 6%}“%‘9 “%ggie lf\éﬁ_ 7’667 %6;%%1 gy %@%Mm%uire@ents The detailed

elﬁ&lﬂentalé’&ldﬁmni@&e @s follaﬁs 129.2; 128.9; 128 8;
128.7; 128. 128. 5;. 51.5; 46 9; 25.2; 11. HRVS
Mode: [058B+) é%ﬂl &oml yigh aloapmeErs e r&wmwthl&al’fn%é El%25 me; 5.0

ﬂiﬁbﬂng 0 ef}?gncg}igﬁﬁ’uenéﬁﬁﬁﬁé @c@mb&@@@ch’ce"_@m{ig aro 19fnop QMRQYREEre added to

f or mu wi t h 2-am not hi ophenol under t
afsmlqﬁigp o6 porgfound @%ﬁqg@ﬂﬁ\@g%@;w e 1 (341 mg; 1.0 mmol 1.0 eq.) in toluene (10.0

1?1 “tKe ]%r Sentt (4K ﬁgﬁaﬁér)sw%es( %hgfegﬁlhﬁ[é ARROwaL mfl'u)(ed‘]fopfﬂ hours and

I hydr o-benzo-[b]-[1 |aze§|ne mpound
tb¢n qmc}gé weﬁaaﬂawmqmuaowma@coaso i (00BN xRt Wlﬁlg EgdAc (15 mL)
,SO,, filtered and

SATRRET Al ROREIS Sp. Sle BRATP k. W B e NSO st o
cS)hmntrh]ﬂeahrﬁHfErcDrre@mﬁimg crofe rpac[tlom g@d@cg wiaf pwrilfeeddyyi fthsh chromatography on

rlg%gglfe ﬁHé’%ﬁ%&ﬁ%&}gq go \%Io\g?‘gf '?(g Ig{\‘/@ C?%g f1afs re(glso%ljgﬁi R}E dﬁbstltuted dihydro-

Hehédthibabind Xs shieRh 3b@e €20dneg; ‘Ala%ejlta’ld)tas aﬂ olC13/ Et OH/ r ef | ux

o B s b T SRR LSRE3S o i % R, oo e, et

ULy 8h I(lﬁeﬁ{)l\htshevem @ﬂ@H§ | 08y aﬁﬁgﬁtlmr 7PROR2 QﬁhDYH)’ S 1847708 (m, 3H);
The | ack of ynt hesis of t
s8%fk éHdJTﬁléhHZ)bé%?’r%f(’lneW) 8&8&0&% 28840 lo%]af m, 4H); 1.76-1.66 (m,

ﬁ—tl)eF bg. 1%%‘@1 0168 it B¥8 =Y b BT i it @6h ﬁ@i‘%r@DCﬂ;ﬁ M5 0; 152.1; 142.1;

anal ysi s I\/Rex eriments’indi cated the formation

b¥9. 3orié5 4dﬂ39331,e1r3@él éah%r129xm|1%7 Wed I é2 B8 2ed 126 7pE21.9; 65.4; 50.6;
e \Y, PRRAU e ntal

%ggnéﬁé [ %ér:gﬁ\?ére as Qs{ljﬁgé\il: A%g)ggag% ﬁbﬁﬁﬁgwﬁF V|{a$', 54%1818 Found:

#0m1?.enperature, 2-am not hi ophenol (534 L; 625 ny;

O N 0 eq.. Pt t ol uoenesul fonic acid
mm@%&ﬂl 0 eg.) were added

to ajoestjuti arhe Ozﬁtz,@pi’m&blcvbﬁerﬁifsmﬁ onsridtamifled dfy I‘EXE$T¥3|eﬁpel1ments on the

Pt S Besaaefoo, K bl it M bR P gptierved between

AL HYEE; Waeh@fé NOSO LS coddlaheld Rnﬁér@d%@ervédh&ﬂne‘&h' enchigd
w th saf urated aqueous NaHCOB sol ution (3 LL),

extracted with EtOQAc (15 nlL,) and washed W|th bri ne
(3 nm). The orgaphase was dried over Na2SO4,

filtered and cof rated. The correspondi ng crude
reacti on product purified by flash chronat ography

on :N\

|\ No NOESY-correlation

NOESY-correlation
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silica gel (CH2Cl12+MeOH 1% to 3% to give one

di ast ereoi soner of the substituted dihydro-
whewabtisinzepi ne as shown above (201 ing; 45% PCBUR)0EEB04765

an 0|I [0086] Data: Rf: 0.38 (SI lica gel, CH2Cl2+MeCH

5% ; 'H NVR (400 MHz, CDC13fEx@mplg788-7.83 (m 2H);

7 54 [90?61 ( mThg’ l?ampoanégl td P Jvel(e%dsté!id)ﬁlago} %?t té é’é[)a(*imsSTS receptors in

tée zfmcsmg*é Hm?maillael cel.ﬂrbas@d :_asses R+ SAT Bedpribed. BEUB. Phtefii Nps. 5,707,798,

5%1)2,,13% a%§5b5§§81(m 1H); 1.24-1.14 (m 1H); 0.68 (t,
"713C NMR (100 MHz, CDC13) 6 175.0;

152 1LOO&942 ]_R SABYsBYs ¥85F. pakrfmfb%?@ Weing IS 343 c]aB@gEbwn in tissue culture
tilc%t%d %bllé@%e@tzh%%ﬂg %o%g&én%i %%s Iyﬁﬁsglefég%fe 12 EA%urs Wwith plasmid
]QI&A@ dsifp SUEERFQ@U(WEM&S].})CI nihﬁ@fadi&lb& ﬁOMB@is R-SAT’s were generally

el n| nt via NOES
pégigc T osl,&ho@; / ’Eﬁ’ggh}fﬁl‘?ﬁ reﬁﬁ“?‘?ll@gﬁge }é‘i’ll%tlﬂtf&ﬁfﬁefasga%ﬁ@“dase plasmid
IoieA eAlTreveptobyndNGpiYei@ XRR TR weft hhike Pwﬁmn%%m Expressmn Vector

ol soner e figure below) . Strong NOE
EhPRERLER BE Wt el Vi Tsmrigehied g et DMEM containing 10%
mmsohmmrceué\l@e%@é\{hmm'\}g&t@d atqg%gglg? g?(g%%‘ﬁg %é/red?en 0f 2 9 Y arca plate
- [

tﬁkﬁﬁ\é@agﬁq frag d¢slls Averechen growingy. o bemiddipd @osphere with 5% ambient CO, for
fR@E/ayéSRQ%/ WRHEBZemERAMRLELS pLRO SR meﬂ?@r og%%é‘r%%l&ﬂ}d ad bQasured by the

were tested as agonist at the Ul |
aldé]élélﬁ)toérfbe ibgta-gelgetosidase tsubatrale ARREA(N EBBSC glith - i’d@s@d-ﬁrO) The resulting

cgﬁ)%%)zétrl]? g%ﬁ%ﬁon g/ %ag@%gléx %p%@bﬁ?ﬁ%%%ﬂa e reader (%\%erte?c%nc ) at 420 nM.

per f dPORSY us ihn@eswdle}ej&ﬁﬁlen‘e,l thesstghmg/\maﬂemll doﬁ@umd@ ) WLl V were found

t%) Fgﬁ*ﬁ% é(% Rld g&ggt ﬁ‘%’lm‘t;]lgwo e_nw ? -lr%gé%tgls Ce!al{jérl \}2\731113 the starting

IWEREHEBnWMN)SpIaﬁedWﬁWW vbacicwe: aﬁd s)mst RE&kc¥s, compounds I and
ener. erformed wth

Iﬁ\/"rv%? sErHse Y a%(fmﬁ?seéilﬁtlgf‘ St gj}'unsiae}fw% BYTRIPeOfppompound of the
gemra foaluicll-06 irdiafS endpigas fticAetiiowMd UT eeeRE0r and

G protein constructs used were in the PSI" Manmalian
Expression Vector (PROVEGA). The transfected cells

were then trypgghe |1.Z§¢:bn@s@9cufvft@gt%ﬁbUﬂa@@\vﬂﬁ@&%‘rﬁ' "9

10% DMSO. Frozen—cells were Tater Thawed, piated

10, 000- 40, 000 cel |s peVIhel| of a 96S¥25area pl ate

that cont ai nemmﬁw
humi dified at nosphere with 5% attbi ent 002PFoP

AC-7954 120 5.7 na
Starting

. 35 5.8 41 5.2
material
I 68 5.2 na
I 31 5.4 na
A 92 5.3 60 5.0
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five days. Media was then renoved fromthe plates and
mar ker gene activity was neasured by the addition of

WO b@4lozteaz gal act osi dase substrate ONPG (i n PBSP@U/UR2089004765
NP-40). The resulting colorinmetric reaction was

WiEB I @dAIMEIA IS pect r ophotoretric pl ate reader
(Titertek , lnc. t 420 0 n these
expe'inenﬁg?m?‘5%§¥§ﬁ¥$ﬁg%ﬁ%'%%%%P# conpounds |, 111
and V were found to be parti& to full agonists with
simlar potency as AC-7954 at jthe HI1 receptor. Wile
the starting material andygonp 8V di spl ayed
activity at both the Ul and SST Rsceptors, compounds
Il and 11l were selectiv hSts. The has
synt hesi zed illustrative @xanpl es of conpound of the
general fonnula | - V anBsfo gonistic activity
-towards U | receptor. Table|l. nist activity at the
Ul and SST5 receptors U INSST5 Conpounds Eff. pECso
Eff. pECS0 AC 7954 120 Bs7 na&/Starting 35 5.8 41 5.2
material | 68 5.2 na Il 31 5.4 na V92 5.3 60 5.0
22 WD 2004/ 073642 PCT/ US2004/004765 WHAT |'S CLAI MED
IS 1. A garRrelnrd of #oRUhdepend@htlp atlkged @hedfe, gro@ consisting of
HNJINRB R2 RL R RAR5 R3' NI R7 €,
and R3drage, pRiwepBHRRId ceshoard(iy Ot F@*ﬁ&;&%ﬁo@)’ SOAR), alkyl,

Iafide] e | bsiobdyUtvdrein these groups m
e By YA st o g

al ky Ibe braablied oy bnbrarichgaapR ma e PRI sibsigt'eh ocycl yI |,
aryl and het.ehQamyl.. WaGRIA L) RESROFQHRR FBYp consisting of hydrogen,
optionally substitited O(R), S(R), N(R)}R”), alkyl, alkenyl, alkynyl, cycloalkyl,

heterocyclyl, aryl and heteroaryl, wherein these groups may be branched or unbranched

and may be optionally substituted;

R, is absent or selected from the group consisting of hydrogen, optionally
substituted O(R), S(R), N(R)(R”), alkyl, alkenyl, alkynyl, cycloalkyl, heterocyclyl, aryl and
heteroaryl, wherein these groups may be branched or unbranched and may be optionally
substituted;

Rs is selected from the group consisting of hydrogen, optionally substituted O(R),
S(R), N(R)(R™), alkyl, alkenyl, alkynyl, cycloalkyl, heterocyclyl, aryl and heteroaryl,
wherein these groups may be branched or unbranched and may be optionally substituted;
and

R and R” are independently selected from the group consisting of hydrogen,
optionally substituted alkyl, alkenyl or alkynyl , cycloalkyl, heterocyclyl, aryl and
heteroaryl, wherein these groups may be branched or unbranched and may be optionally

substituted.
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be branched or unbranched and may be optionally
substituted; R2 and R4-R6 are independently sel ected
WO e@a0tisd2 gr oup consi sting of hydrogen, opti oP@l/U§2004/004765

substituted R, S(R), N(R (R"), alkyl, alkenyl,
al kyayl , ayompainkdyl formhlefler sdisdheydof, aryl and
heteroaryl, wherein these groups nay be branched or
unbranched and may be optioRal |y substituted; R7 is
absent or sel ected fronRgh@¢orqgg consi sting of
hydrogen, optionally substit AR, S(R,

/ gycl oal kyl,

yn
het er ocycl yl, aryl and ss@:“« erein these
groups may be branched or Ywkfanch and may be
optionally substituted; R8 iy selected fromthe group
consi sting of hydrogen, optionally substituted Q(R)
S(R, N(R(R"), alkyl, alkenylg alkynyl, cycloalkyl,
heterocyclyl, aryl and heteroaryl, wherein these
groups mayhbeinRafohRdndR” an iy defiottad civd lmay be
optionally substituted; and R and R' are
i ndependent |y sel ed fr p consi sting of
hydr dgen, Q\% pf’%lhdgﬁf?}ng% Ig{qr%%t?g%yeg#kyl, al kenyl or
al kynyl , cycloal kyl, heterocyclyRg aryl and
heteroaryl, wherein these gr N may be branched or
unbranched and nmay be optio Rubstituted. -23 WO
2004/ 073642 - PCT/ US2004/ 2°RA conpound of
formula Il or salts thereof, RL,-NRA RR2 R RL
wherein R - R7, R and R’ ined in claim1l.

N(R) (R"), alkyl, alkenyl, al

3. A conpound of fornmula II'T°or salts thereof, RO N
N RR RLR6 R4 R5 PAN
m

wherein R; - R7, R and R” are as defined in claim 1 and Ry is selected from the

group consisting of alkyl, alkenyl, alkynyl, cycloalkyl, heterocyclyl, aryl and heteroaryl.

4. A compound of formula I'V or salts thereof,

Rio

N
Ry”™ TRy

v

wherein R; - Ry, R and R” are as defined in claim 1 and Ry, is selected from the

group consisting of alkyl, alkenyl, alkynyl, cycloalkyl, heterocyclyl, aryl and heteroaryl.
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R3 N'R7 EI wherein RL - R7, Rand R' are as defined
inclaiml and RO is selected fromthe group
weongisiseng of al kyl, al kenyl, allcynyl, cycl oed®kyk2004/004765
het erocycl yl, aryl and heteroar | . 4 A conpound of
fornl a |$Gemp%lldt°§ foralp ot salisfigeol N R1 R6 R4 R 5
R3-" N, RT IV wherein R - Rf{, R and R' are as
defined in claim1 and R10 i elected fromthe group
consi sting of al kyl, alkeny kynyl , cycl oal kyl ,
het erocyclyl, aryl and hete . -24 WD 2004/073642
- PCT/ US2004/ 004765 5. A corpouqd of formula V or
salts thereof, RI1 NS RNR B RAR5 R3IN R7V
wherein R - R7, Rand R' afe as/ dgfined in claim1l
and Rr | is absent or sel ﬁ1the group
consisting of optionally Yubstli t ut ed AR, S(R,

N(R) (R"), alkyl, aIkenyIR4 yl, cycl oal kyl

het erocycl yl , aryl and hete oaryﬁ, wherein these
groups may be branched L/Ungianched and may be
optional ly substituted. 3 Th 7conpound according to
any one of clainms 1 to 5 wherein R is phenyl or a
substituted phenyl. 7. The compound according to any
one of cl aihewinlRt oRﬁR an & eirnasRRfingd hyqﬁhlmgle&md 1S IS'Iahéent or selected

V\,h er %H dﬁhgcgg%olé %lﬁl;] tmg 9 oft nﬁ@lon&?y su%stﬁut@& 6%11) SE]E% KI(R)(R”) alkyl, alkenyl,

alkynyl, cycloalkyl, heterocyclyl, aryl and heteroaryl, wherein these groups may be

branched or unbranched and may be optionally substituted.

6. The compound according to any one of claims 1 to 5, wherein R, is phenyl or a
substituted phenyl.

7. The compound according to any one of claims 1 to 6, wherein R, is hydrogen.

8. The compound according to any one of claims [ to 7, wherein Ry and R; is
hydrogen.

9. The compound according to any one of claims 1 to 8, wherein R; and Ry is an

acyclic carbon group independently selected from the group consisting of C;-Cs alkyl and C;-Cq

alkenyl.

10. The compound according to claim 9, wherein R; and R is an ethyl group.

11. The compound according to any one of claims 1 to 10, wherein R, is an optionally
substituted phenyl group.

12. The compound according to any one of claims 1 to 11, wherein Ry is

4-chlorophenyl.
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hydrogen. 9. The conpound according to any one of
clains 1 to 8 wherein R3 and R7 is an acyclic carbon
w@emyp7icmdependent |y sel ected fromthe group ePCHUS100410P4765
of C1 -C3 alkyl and C1 -C8 al kenyl. 10. The conpound
accottli ngThocompaimm @cording teedlaimR3 wherdinRE isirsetign. et hyl
group. 11. The conpound according to any one of clains
1 to 10, wherein R6 is an optionally substituted
phenyd. gr gupcondpdundieordmppodlsich JaeberediRyg hah@dny one of
clains 1 to 11, wherein R6 is 4-chlorophenyl. -25 WO
2004/ 073642 - PCT/ US2004/ 004765 13. The conpound
accorgi NgThe cempduit laccomliap @b vlaRB 4, switsediyR,o islgheniflner an optionally
conpound according to claim3, wherein RO is nethyl.
supstitutpd @h¢ighpound according to claim4, wherein Rlo is
phenyl or an optionally substituted phenyl. 16. The
compound according to claim6, wherein Rl1 is absent.
17. The cdhpeurmeuaisPdmade slauhyheivd Hrisapssiie 2, 3
and 5 in the formof isonmeric mxtures. 18. The
conmpound according to any one of clainms 2, 3 and 5 in .
the flér m Gihe oprepoudil aerordinsoo soyrene ofldaima2 b piphe iy G feryeot isomeric
nﬁ&ﬁggration of a conpound sel ected fromthe group
consi'sting of conmpound | as defined in claim1,
conpound Il as defined in claim2, conpound IIl as
defined i claim 3, conj ' ' l-ai
and gghpo[m’a C\‘?mggunge ?%rglg‘g :{E ql@} g?ﬁ?%%%%% sllghng nt@ﬁlgg form of one
dsdsepo@bmeisi ng a conpound of formula VI, ORF R3 R R7
R2 RG~ VI wherein RL - R/, Rand R' are as defined
in claiml. 20. The nethod according to claim 19,
further coApkinsi ig tRepssgionbs 1 eagloant elesel dotmetle gbnpponsisting of

the group consisting of N-nethyl urea, .. .
CaPTR Y10 AR o AP ORI Abt ST YR asTRgund I s defned n
REeRZaEHH0d BN iRkl iR elathh O BitEddtpourdlv afdefiRedadiaimals, comprising the
he preparation of a cohPound sel ected fromthe group

t
stepred png ﬁ@on@ﬁound of formula V

O Rs ﬁ%
N
R, | "Ry
Ry
1) Rg
VI

wherein R; - R;, R and R” are as defined in claim 1.

20. The method according to claim 19, further comprising the use of reactants selected
from the group consisting of N-methyl urea, dimethyloxosulfonium methylide, methyl hydrazine,

benzamidine and 2-aminothiophenol.

21. A method for the preparation of a compound selected from the group consisting of
compound I as defined in claim 1, compound II as defined in claim 2, compound I as defined in
claim 3, compound IV as defined in claim 4 and compound V as defined in claim 5, comprising the

step of using 4-halo-benzaldehyde and cyclopropyl-phenyl-ketone.
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conpound | as defined in claim1, conpound Il as

defined in claim?2, conpound Il as defined in claim
w@20080mpaend |V as defined in claim4 and conpPChUSo&804765

defined in claim5, conprising the step of using

4- hal o- benzal dehyde and cycl opropyl - phenyl ketone - 26

accofdi ng Po e e dmu AR CaBrcapgol e 1y egpeigosce

metal -i odide. 23. The nethod accordlng to cIa|n122,
\é\ﬁ;ﬁ;?létn i Lgﬁaﬁt@?é Afc%?c{n& toll\yiad%égl W %?‘18E]iqeglgetglglzefdﬂ%risos%%cted from the
?Eaﬁﬁsﬁﬁg 6CBLACKHPGEhEsi@MNiog@spPr i Sing a conpound
ected fromthe .group consisting of conpound | as
defined in claim1, conmpound Il as defined in claim2,
conpaynd 4 bhﬁl%acegﬂal @(ﬁ‘ﬁipdsﬁoﬁ% 6‘1&15; @@&ﬁﬁﬁaﬂﬁi stI¥Ct@d from the .group
defined in claim4 and conpound defined in_ claim
ognsistingyef deapowiidiltes ffaedrincdiimileeqrpuitd apdedppdin olaim 2, compound Ifl as
dgj‘ﬁ@dgh ez 2apd fothd @S defrd A\ HEE BG4 fc%p&in@w RPddfRed in claim 5
e urotensin T receptor conprising the step of using
tegetheowitiopirtmereiteeteercentang elpiggisend caBesi sting of
conpound | as defined in claim1, conpound Il as
defined in claim2, conmpound Il1 as defined in claim
3, Cdﬁpounﬁdlﬂet]ﬂoés”ordmﬁdlmg’@ they uolenimUreeaptpr commpoghhe \ftep of using a

cglal%x{ng g«%‘lgg?ckp rm I1;he Cgéougo ocpns&%m Pfg H}%vgr%i a5 Sdpi}élg:q'o gllalltgpl tc&%pound I as
depigaaurthis el eati@ind DM ddimed rrmlqnn"cb rempounddVaf defmed n clalm 4 and

s def in claiml, conpound Il as
‘H@?Wﬁ%gp?ﬁkgP%Vﬂf lIngonpound 111 as defined in claim
3, compound IV as def i ned |n claim4 and conpound V
as defined in met hod eating. .
di seaes a%&leaﬁog g‘irg]é‘}d?gft% Fhe\ﬁﬂ‘in%tﬂsuﬁglt ﬁo R?‘aethOS ﬁorBI?I%mg the step of using a
cﬁplgbﬂr@tsa@ae@fmmttﬁkegr 80&ind of LorfRERPL BIdePieaduiciabn & compound IT as
(g hysi ol ogi cal | y benefi ci al response in said dléfgse O i 4 and
fiesk igetam o ﬁﬁflﬁ’%lpﬁéﬂ RIS tbr iy e dct e eHRwLR claim 4 an
RbnpuroMRoinde Siglpghed from the group consisting of
commpound | as defined in claim1, conpound Il as
deflned in claim2, conpound IH as defined in claim
3, cogpoun n#e}ﬂoﬁ%ggg%lhg Qfedst a(flld%'lsmd%rs%dwﬁlgﬁ'&%%‘t%n\ér &Sodulation of
defined inc he nmet hod according to claim
tB7yrotehgin &l naceptve pmds%s@bymwl@ills detdicig] repnonsedis seididiseasd or disorder
N ONS; f;Hn
CBJH%FSIP%E rnnﬁw%%m%%iseefégtm aﬁﬁ)%n?cgbgﬁ o0 ‘9({&&? %erl%é: e%%lsbﬁiethe gxoup consisting of
aoopoutiddras dySied opbiim & mohrphlmddl spdefiatd mmIZapompmlmbHy as defined in

I t h
GRS S P R B D hRRP PR B mpeRt

di sorders such as i nsomi a, and autonon1c

dysfupctians su as ger one. _ 29.

1ot hol acCHEARRGE Goer o P at oV TR s tee e porders ar

Aicsptederish aNg fuﬁafo@u QIBSS lFaﬂaﬁnsGﬁ§@i£ﬁeSA&!Hélhma§ Disease, amylotrophic
% ertenS|on po ensi ve s%gtes related to shac K,

8 1@% i 81eTO; }usc g gphain 1B e SRIPY) SR s pEorossive spinal

muscular atrophy and progressive bulbar palsy; OPCA; ADHD; schizophrenia; sleep disorders

such as insomnia, and autonomic dysfunctions such as Shy Drager syndrome.

29. The method according to claim 27, wherein the diseases and disorders are
cardiovascular disorders such as hypertension; hypotensive states related to shock, sepsis, major

surgery and congestive heart failure.
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-27 WD 2004/ 073642 - PCT/ US2004/ 004765 30. A nethod of

altering the vascul ar pressure in a mammal, conpri sing
w@omgirieer i ng or dilating vascul ar tissue i n Bei/tS2004/004765

mammal , the constricting or dilating is perfornmed by

the activation of urotensin receptor signaling, said

acti 9@t i ok lnethodyofpaiefing ‘rhed'astaylat pressacknin rzi i8dmradlj ampoiking constricting

gﬁ%%ngt Yaﬁcu\( g ft%ggeﬁglo ﬁ%%?g’gl , d e cHnsg‘rlotlﬁlg cfglr(?;mlt Q?s %61?0 Red by the
acﬁﬁ'mﬁxﬁiﬂfﬁhrdténsﬂlsre&@for pighling salldammaﬂon bamgeifotindd Hy tAs administration of
ined in IV as defined.in cla
o S > QRO AR Foin R ST o iR gyet defined n
claint e doRgoltdell Beadtined af Qaiinr2, QoMPILAT Al as CIMPA inSd14igh 3, Rémpound IV as
activation of a ngt ensj ﬂ“? r ecept or, said activati ng

defuieA g Py brdeampgH HiSEPE on of an effective

anount of a conpound sel ected fromthe group
consi sting of conEound | as defined in claim1,
conpélind P meted gbplicnag terhealt satenna MagyRb FABPTTINEG § activation of a

ug%fnlslﬂ‘?gcebtﬁr Qiua 'agﬁv%‘m g&m%ﬁgnﬂey b?%heda%ﬁhrﬁﬁﬁubﬁ‘ oﬁnaéfﬁbtf]ve amount of

compound efined in claimsS . A net hod
aapmmund geledied fr@n &mﬂf@m caBYitipg p?C@ﬂpoan%%ﬁned in claim 1, compound i

af 8’4}“{?1%& ‘?H (Pzgm fqgﬂagﬁu%& i h{&fﬁl@d ﬁ%ﬂn@%@@douﬂ‘l\ﬁg; KGhEVE claim 4 and

anount a conp ected fromt group

coopsing Vi ssgemfedgomtpound | as defined in claimi,

conpound Il as defined in claim2, conpound Ill as

defined in claim3, conmpound IV as defined in claim4

and Genpowndméﬂmis debliamied tha Ocamomb.acBBly Af cmnm@mmdl, comprising

agrg esgetélg(gj t&rsg [aﬁnm%{ OUpf cq{x]fg ;a%%olp&g of faecfomﬁg dl%nselecfeéisfrrﬁm the group
cansmﬁﬁgmﬂlmﬂ)mhﬂdll a&ﬁefdﬁﬂ Ilrm-kdml Incahpiund B as Ml_imcblmnﬁhuh‘g, @snpound 1T as
x;el(c}rrl]ne %glén g §81§8¢+E‘8?% ﬁ?r%ﬁ Cgc{rgo %‘?nq 4\24118 gon(ljp%furll %s hé}in%(!i 1ar1I Criré]lilll 5.

33. A compound selected from the group consisting of compound I as defined in claim
1, compound II as defined in claim 2, compound III as defined in claim 3, compound IV as defined

in claim 4 and compound V as defined in claim 5 for use as a medicament.
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