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I nvention: The present invention includes conpounds

descri bed by general formula (1), its 5
wapuesBFoners, its radioi sotopes, its geonstGIYIN2GU/PHNRTO

its N-oxides, its polynorphs, its pharnaceutically

accept abl e salts its pharmaceutical Iy acceptable

ﬁ"%i\‘@-&ﬁ iyl 5}%2“ mg?)l Q-active netabolites and any

e *conpi n ®fhe above. RB General Formul a

10 Furt her the present invention also includes the
éﬁLﬂé@@éﬁﬂﬂﬂ& prepari ng such conpounds of the genera
f or nutia p(rés)ent ihfehtis 1ﬁél@d¥s%@:‘ﬁ§6u§1ds Hés%rltfeﬁcﬂy%'eﬁ%ﬁeﬁrﬁna It s

P RRDRG, F Aokt B i, 1f fuglides, 1o potmorphs, s
pieameeeciticAly eedebipblecaity titaphamacdicdlp acceptableusbisk, fts useful
[ es any
D A WA e oro b S e ot s
descri bes various ngt hodE
conpounds- of genera
phar maceutical Iy acce
and the use of suo :
ei ther therapy or gnosysS. B@ The conpounds of the
general formula (I) o=_th|$ i nvignti on are 5-HT
(Serotonin) ligands e.g. aggnikts pr antagonists. The
conpounds of the general form [
i nvention, by the virtue of
characterlstlc coul d eitheyg
si mul t aneously nodul ate the nel,tonln receptor i.e.
ei ther these conpounds are neldtonergic |igands e.g.
agoni sts or ant agoni stgheraiFofiydy () nt eract with both
5-HT 25 and/or Melatonin receptors. Thus, conpounds
of g . formula (1) of this.inyention are usef
£ or S g BrTeuCintarko et Biefasst e ricsesss 1 rang supe
G@mm@mmﬁ)th%tmﬁh@nal Nerhateo (), nits stermpibainatse dist cadiototopbs) its
bélﬁnéﬂl%sfb:rn%dlté [b-%ki@@@ ik b&rﬁcﬁrﬁﬁ&ks p@ﬂﬁé’dsﬁ‘w‘%ﬁ\} éééepttaﬂg salts, its

ounﬂ his invention are usef

P'Raé i ?a“érﬂfc?m%?'e pbplssH dxiuselt biogglivai metﬁtrg“t%m@ﬁd a@so
psddromy SyitableGzothbMatior2édf @@ aey2004/ 048328
PCT/ "N%O%ﬁ/l @%ﬂsggopﬂéﬁﬂ v'aﬁ%uspﬁﬁéﬁ]lagg égl %dr%@fs?e?‘ﬁb OBese

mani a hreni a, sc renitorm
SomRoungs- Ohﬂw'rferm*r&aa&bdr?e Phaeﬁp%@alwccmt@@e dosage foms

acHip B ltib@NandCiRB Ut Sf MRhHoMPEWRE Snd cHRECEMBA int sfther therapy or

gmﬁoggers hypertension, autism post-traunatic stress
rofre

The compounds of the general formula () of this invention are 5-HT (Serotonin)
ligands e.g. agonists or antagonists. The compounds of the general formula (1) of this

invention, by the virtue of its chemical characteristic, could either independently or

of a nls&erlng t hese
A
ar mul ao NI
dos ge\iprns conposi tions
H conpositions in

simultaneously modulate the melatonin receptor i.e. either these compounds are
melatonergic ligands e.g. agonists or antagonists, or they interact with both 5-HT
and/or Melatonin receptors.

Thus, compounds of general formula (i) of this invention are useful for treating
diseases wherein activity of either 5-HT (Serotonin) and/or Melatonin is modulated to
obtain the desired therapeutic effect. Specifically, the compounds of this invention are

- useful in the treatment and / or prophylaxis of conditions such as psychosis,
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di sorders, chronobiological 5 abnormalities, circadian

rhyt hms, anxiolytic, osteoporosis, ischem c stroke,

lower the risk of SIDS in young infants with | ow

WeaHMaEIFus nel atonin | evel s, reproduction, PERAROSAMSTO

and sl eep disorders. Hence, the conpounds of general

formula (1) of this invention could also be wuseful in

treating the psychotl c, affective, vegetative and
pargybiesidopayEntic SHRIPISiNE mghia, selizeRbFAng pHYizopignifang dispers,
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" depression, hypertension, migraine, obesity, compulsive disorders, schizophrenia,

autism, certain other neurodegenerative disorders like Alzheimer, Parkinson,
Huntington's chorea and chemotherapy-induced vomiting (References: Gershon M. D.
et. al., 5-Mydroxytryptamine and enteric neurons. In: The Peripheral Aclions of 5-

Hydroxytryptamine, edited by J. R. Fozard. New York: Oxford, 1989, p. 247-273;
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|. Saxena P. R, at. al., Journal of Cardi ovascul ar
Phar macol ogy (1990), supplenent 15, p. 17-34). The
maj or cl asses of serotonin receptors (5-HT1 7) contain
fourteen to eighteen separate receptors that have
WESH/M5Rtml |y classified (References: d enntfal/BR00g{000370
5 Neuyosci ence and Behavi oral Reviews (1990), 14, 35;
and I-Byer D. at at, Pharmacol. Rev. (1994), 46
157-203). Recently discovered information regardi ng
SexanatRy Pa et.iatlafvuinilof GirdievasiudriRbarmastlogyct 9993, saipplement 15,
pf ion suggests that it is possible to'identify
nove sub-type specific agents having i nproved
t her K}5aDaipiciaspest of semtopinRcapioss ErHTs r)denteinffalistesn to albigeen
s@alr&{& réc@ga@ﬁst mrat m@ bé%ﬂ%hﬁd!l?@la‘sﬁfeldgg@fé@%fﬁr@@ﬁfbﬁ et_al,
AR bed'b | REes ab o 3 %Rker O 2 oL Phanmacs
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R€10@894), 163157281). 27B¢cenﬁ§ewenwemnmfodeanoesnsgmlag adull-type
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Thb sEHR Fch;ﬁ?SID washge@medtin {gb99Rererefe8s: %ngnaue]eoal Mol.
Ther. Patents (1998)

P%%%Etzqsé% ggﬁ%az %dnms# M- et gl BjochesnaBiopas) | Res.'Com

(169D 98, 242%6). Heb@all=nlidspr&aass amt atglical Miipsychbtas rhiﬁﬁﬂb th,e

g VR i 4 e D
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sné[ f&fﬁ@@ opRS Mh&k atthis 3 9os); 1l 321?51322€in§&§s&11&9§)8r1t J.

PR, ST 12 IR SRR sihogs, 5770

SleightatjainBrites PhafiBGolr @8] tB4s55648d2). Ihaddisay, B1HTi; receptor has
beEﬁ ﬁﬁ‘ied QQ ?ﬁr?e(?al)ééﬁ Etpéé‘?, aqh %R{i%g rséate%f RQ%%n n}os@élr A4

on’ in
Sq@c%ﬁa 8Dl 15 33473t14@7)r eeafither th@ﬁe %:Wdl%ﬁ ansﬂaabs@va,ilooef suggest

théiQHé aompOchde RARAT ArdyohBs BLHAN Fece ?ﬁ)%e%llmbleyusteﬁpﬁﬁtrgﬁﬁb
it cir adla and circannua rhyt mcity. Geat

VaF?Hs sprders ¢{dhesen @”F’T"@‘és ¥ihe possibility of making
avairheblisevenosttohg editierine thaa Melmdinitio iiportan draguesuitvatof a

ngtm%ts %p ?@&ﬁh&% tF‘;ﬂ ?({1 ﬁﬁ] cﬁ%‘&& Sa‘ﬁd

or” ant agonli st char ac erapeu
cirggnneadt rhifhigiche G@@be@tﬁ@at tf@r%@esi@seim e passibfityt ofofmaklh@

avﬁlﬁb@w%e‘ diigiiah me'f’a@ﬁlrpéﬁa%btue@%{ bieahdisid nRRd 428d and
pat ent 465, 66031 hgﬁhves ext ensi ve

and
hayg ?%Pa?fmf é’faﬁtagmﬁ .CB%fa%F't M iRhGhe fhempguitotient may be
expdreEapertt supedppbi that sfcthe Gbmviaei iges PG pmest é@p@hb:@d\lo

oohbék datgs, g&l&ft @4@%’5@%8@@:\% te§t,ef’%‘sf\%31§%(r%trutree8'? ug'e 0h

t er medi ar
Memr@"c@nda:rot%ih@iItf@g@peshw%@tlhravfe/ad@wn@tdpa@;@ded hibdate

ex | BB Qt@n&fs Srehd 'Hpe rexéi{ed if %plkféfme%ﬁ?y by Q;?e%lf b rM’élat@rflr?

abl e of hindin or none (Trends Phar mac
mge prs. Molggigar biojegy Sgud'@d’avwfwsﬁa'eéﬂ)e exraéﬁna% 8h# ﬁufalawf
recoptot M-tﬁzNS th aff d=pable DEDINGhg thEERIRAG &S(TRenki PAREHACOL. Sci.,
cept ors,. l.pca th rain., Addit i onal a, nunbe
19§5e 1%0 fai 5;°s \ﬁﬁn%ﬁg)gp ), ﬁ%]ak? SRR bt g’l'\‘%eg/a ¥ é]:ef'"éa
memanmsahmnmmrepwtcpre ﬂqcphé rimthedrgansidifivealiper nwhissr af siBdies

mdﬁﬁt‘e@ﬁé’&:ﬁeﬁc@ QJ?PIHE{ Stfectbds "Me%n'fh ih pERIeRd SrgBhSvik bERRBLa

in the heart pr ost
melatonin receptors. Melatonln receptors are present in the heart, lungs, prostate

gland, gonads, white blood cells, retina, pituitary, thyroid, kidney, gut and blood

vessels (Withyachumnarnkul et al., Life Sci, 12 65, 1986). Three Melatonin receptor
3
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identified so far Mr-1 , MI-2 and Mel 1 ¢ (Barreft at
al., Biol. Signals Recept., 1999, 8: 6-14). There is
evi dence suggesting both Mel atoni n agoni sts and

aLBgei Iaive ben idéntiflke f faPRITENMTEE ahd) @Ach f eI {Bafret! € af OBiol.

a var f ol and conditions. PCT 5
|alé’g'{e¥eg"0@03fdé7gé1s and U. S patent No. 6,465, 66081
d| s c us $hdre isdevixtence pydgesiay ibothsMelatdniu sgordgdts st hntagonists would
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cgapwpagnt@n%éﬁﬁae%é %s@ffowg &megr& @a@g.bp%gt gﬁ@s&e'ﬁm |

ref erence.

pap@mtwapwq calree a'u%i i Eprion Nouflds 89081 discuss in deplh
2 QPGPS AR ugl &%U%c&?ﬁ&ﬁn&s@nﬁ%ﬂa!ls‘:oﬂ WH e MHBrporated herein

tricyclic azain deri vatives having very val uabl e
pﬁ&rrﬁfﬁ(?BF%g‘f'Iﬁ%lu %h%ﬁ*%{&t%‘i%ﬁ@ @i Y5, ge @fcﬁp%ﬁatlowub"caﬁon
rrabrab@rnumer@wotmeptdwwss kbifte tiRgtlienihdol®land44iBais 3Zafndole

5 i to.5-. .
= Bfuenes, B yemn Sy T ribitebsod Seictitnral dpect of
smeéﬁtctrxmelw ngesptard. f or the treatment of m graine.

BritishsPaeRl 4o.0883330 L&d- ¢S, Pélent No. 4855314 refers to 5
3-am noal kyl - 1H-i ndol e-5-t hi oanmi des and 15

c SrsEYieH %fé%"""ﬁ‘h!é Béio Ul scoaROURds; et BRIt do (RSepEAful] far the
t redtine@bf Mygegiid. ensi on, Raynond' s di sease and

o 5 Ao AR e et B foah PR R LR ane

cearpo@amiissar be s@imgorisharee s@d HT, ber aedpt br treafivni ypertensign, .

VR§Qﬁ&ia%tq€§e§§é3£nd%bﬁa}Hety and to be useful |n treatl ng
m gr ai ne. urcl)%ean Pat ent 20 Publication 35

r ef er SYPERE piPAENt dPHYICRIA0 I 3PP &Py efofF Kk dhe 3§B\V'F3@FP£M5'Q§(E5“

dertisitatetiv BisindoleEhehCanmoundisar@ s8ld Satade 50 @edeptdf agonists and
have trictor ctivi

r onj. st s

FE BeBRRGR ot (o, BB el L IR TR e, Pty Paton
Pauidipatiop@b#. i Catdfan tS®ieadnylinddidathyl-alsane Su]fonam!de derivatives.
i ﬁ@lsﬁﬂp%‘éﬁa% bFe%a%j td b¥es. Hﬁeﬁggﬂt&dagtaﬁfsér%r ﬁ’é@t \}agoconsktrlctor

onpounds. The conpounds are said to have -
2@**?/@@@5@5%usg&bwutgeﬁhwwwafand to be useful in the

treat I‘ﬂiﬁipeﬁiﬁ PatgitaiPoBlicatsh evaaeso iSO @elirdlofkabstiitah fige-
ont s t or IS 1N

sel e of these ate y
oGR8 afirhe Bimicifiag Th 3 apaplt p IR BT ke
Hehmt@r apyist adivitndod do b&ewsefmaurl vvestrea’d’rh@ﬁtcxbnplgmmﬂsardr gther

S@kdladrO s @Mien BXEERNE ADSHist BF (ABLI bipRrd Qlindidfedl F €2t Ment

European Patent Publication 313,387 refers to 5-heterocyclic indole
derivatives. The compounds are said to have exceptional properties for the treatment
and prophylaxis of migraine, cluster headache and headache associated with vascular
disorders. These compounds are also said fo have exceptional "5-HT-like" receptor
agonism. '

International Patent Publication WO 91/18897 refers to 5-heterocyclic indole
derivatives. The compounds are said to have exceptional properties for the treatment
and prophylaxis of migraine, cluster headache, and headache associated with
vascular disorders. These compounds are also said to have exceptional "5-HT;-like"

receptor agonism.



10

15

20

25

and prophylaxis of mgraine, cluster headache and 0 9 MAY 2006

headache associated with vascul ar 30 di sorders. These

conmpounds are also said to have excepti onal

"5-HIrlike" receptor agonism International Patent
WOIM44%28 on WD 91/ 18897 refers to 5- het er ocR(diNg003/000370

i ndol e derivatives. The conpounds are said to have

exceptional properties for the treatnent and

prophyl axi s of m graine, cluster headache, and

headarheamSstooi Bedication t467,351 wiese td aviony suindedasivativpe ge
ha?@Hﬁ%Wkﬁfﬁ‘ﬁ?r&ﬁ' AP g sé@foizhn rBcepfVe Tﬁéééed?ﬁ‘rl Qﬁ}ﬂis are said to be

receptor agonism 4 6 WO
usBb ¥ (ueatnEe dineare KEIEOB D BYEPON E%ﬁeai?éémsfm'@htfw example,
miBtshlel cati on 457,701 refers to aryt oxy am ne

erivative i:ng ni,ty for .5- .
ser GuaRPHn veeaeirel el dms it oaRlolniie, vz
andsetfazble fderivativesatheng e delseins elgom%t* tor &dHT dlikg'eregemiersnlhese
co'PEEJCSr% Afe %Y i%%@%%)éfgl%r iFegﬁng%gﬂgmle @nd aé%&ét% @ﬁord-@rs

ropean ent refers to a

ol anerntionsh Eaesk cPuRIFataR OO “SHRIORS dezsdies o seres: o

teﬁﬁ&ﬂr\ﬁ@ét‘bé&@ﬁa dehdtived, 8s 5-elTeakbpter a0t Sissiul for the treatment of
"5HT1-11 ke' tors. These conmpounds are said to

migiging 28t [ﬁia*?%?or‘fjﬁ@ ing mgraine and associ at ed
d| S Gitetestionall Patent Fablicatiel WRa8H2R39@ublersctat fusnd indazole and
At CRCEIRE iRl o
G PRSPk S Sl gl
digorders. r eat nent of 10 nigraine and rel ated Cdndl t| ons

| Nt geRRkdepnad. Ratent Ruhbi gat lnﬁﬁmw/‘o49t3/[ﬁa39§tnok@meﬂ$-
o _fused | m dazol e

erivatiyes as
e SgHROT S P EI He TEPBSEABROT niigr & B
an&tgbﬁiﬁt fordths 8+HIBY ceratio efefrlpeper PSDZA 166825, a sdlentive anyl potent
Legs 244, 251 257
ﬂﬁ eS,Docfrhélnt %Ing% (i éé i pi %e‘:rq-lgrznﬂ%)?llo Hﬁ ndol e- 3-
(1%%ﬂboxyl afe as a sel ectlve ant agoni st for the 5-HTIA

r ecﬁ%rﬁﬁﬂohﬁ PE‘@H FRBRelon W 206789, re?Per§ ab egsubsatuad-

potent 5-HT tor antagoni st Jour nal
P*@razméﬁﬁwa%&pe d@%@“%ﬁéﬁﬁ*%ﬁrﬁéfﬁ(‘i@@é} Rk LTt
agkats eBéfuPalihé cratiment mr&étyoeé;ﬁessmnefrwanet @troke anglna and

eéﬁg?gﬁl tut ed-4- 20 pi perazi ne-benzot hi ophene

erivatives that are serotonin 5-HTI A and 5- HT113
Smmthe Inveitios: yseful in the treatnment of anxiety,

deprRs Siredent Wﬂ\@ﬁ@nn?eiat& rt@K;%mF&.ﬂ'@iis NG géHdral formula (1), its
hypertensi on. Sunmmar t he | nvent

&/ 0 élon:Cl Trge @r esretrln i
st%f?ﬂ}weirws radiotaleres Sc% Givdarmss 148181 1% 8P HITR T 1Y,
phiinfaceutically acceptable salts, its pharmaceutically acceptable solvates, its usseiul

bio-aciive metabolites and any suitable combination of the above.

The compounds of general formula (1} are as follows,




21'1_2‘%004 25 stereoisoners, its radioisotopes, its geonetric & § MAY 2006
. SHwNRK-008 s N-oxide, its polynorphs, its
a pharmaceutical |y acceptable salts, its
pharmaceutical |y acceptable solvates, its useful
bi o-active netabolites and any sui tabl e conbi nation of

'~ the above. The conpounds of genagal formula (1) are as

-

follows, 5 21-12-2004,. 44SUVN- 006 General Fornul a
(1) wherein Rl, R2, R3_=R N R7, R6, RO, Rl1
and R12 may be sane oy ey entg, ahqg r epr esent
hydrogen, hal ogen, ‘Fer |, hydroxy t hi o, am no,
nitro, cyano, fornyl, /5 amdi n*b? guani di no,
substituted or unsubst'?-zt ut eld grqaps selected from

linear or branched (Cl-C12)%®k B C12) al kenyl
(CrC12) al kynyl, (C3-C7)cycl oal (C3-
C7) cycl oal kenyl , bi cycl oal kyl dycl oal kenyl ,

(Cl-C12) al koxy, cycl o(C3-C7Ral kgxy, Raryl, aryl oxy,
~aral kyl, aral koxy, heterocyclyl Ra het eroaryl ,

het erocycl yl al kyl , het eroar | k het eroaryl oxy,
het er oar al koxy, het er&eyﬂa&/? ""ﬁ‘ﬂ/‘?g& acyl , acyl oxy,

wheaaih &7 RY, R3;L®a4,nmg1ml Ry |FQJTR51(R11 éndlﬁth@m’ bosaraé Yk difieféht, and

fepg%%%@%pﬁg %{’&I’k a%&qﬁ ar)g%y a“]bon}/mﬁo nitro, cyano, formyl,

5 anmn@rgmwbalshgbstjtatadbanmhsudsemeardo@rodp@xy@iattbanﬁbm linear or

oo Gt oty | Edewbligalley ot grli - (CXChevcioation. - (co

Crayelb&ieryd | Ihﬁyjrcloalkﬂytbmfdldalkehhl a@Ord)alkoxy, cyclo(Cs-Crlalkoxy, aryt,

aryzl kﬁ)(%égr bony, ?ﬁyng%tﬁlgtﬁ%win‘i“ﬁ% car bﬁﬁ?’ lé’%:rgﬁ&?alkyl heteroaralkyl,

het@rdayylaxy, di Meroafdﬂsdxg,u ahetdroﬁgc;lylélﬁyldxﬁl kadyQ uadtiyldxi0, acylamino,
car.bo

10 mopek PRI SR TR EniunG eiod Bahirpling cloryearbony,
aryﬁmqysqubomyl carmqodymblonw shecthmwc@lalkmscarbbnstl hisctaastmaytarbonyl,

hytg'rﬁ 1, am1 aia¥1d go%ﬁgyl%?m gﬁdgalﬁgﬂ o%g %g%al!?yi a Eialkyl

arau-l@ggalhm aWy[thla;artfhloalkHI oaikoxycarbbnyddminbey amiky iy taabiredamino,

ar R ' iy B BMSE L, AprobLnBk b,

15 diaﬁ@iQUahldlnpghyﬂrez:uo lmdrcecytae‘tum wbonﬂlcmicemtm derivatii:s, Blilfonic

acigi%ﬂ gqg%ggﬁ\{)ésepﬂo hon?%bL :;g%n% et0§ %Jaf,ﬂgygmups

likeaR pand RaohBdl andy'iafom Ryaadifoe®; Bod Rssir Re rmdﬂé,rc&di;ranngs or R
anc? Rt kogj%ae{rhfﬁo S84 ad3fhsQH %vmcﬂ 'I‘“%h g@%ﬁéf [n%?rg 333? &y a six

y co ai ntng one of &roa
memt:@mco qindl  optiamallyc ooridainiti oms oof mdeuldbableobohdsndnd optionally

20 corggibﬁgl e @lm&% E%@r#a?%?%@@%%ﬁ%ﬁ?t u %aal gﬂ'ﬂglnatlons of

dowg¢ @on@@nﬁrhﬂteﬂomwm auqublaadd'\‘\edbge@ierC\H)rabmyabn atsins to which
et s B4 SREERR R ARS8 e b B one
or trhreedoﬂ:lﬂe dondn areinbetiondlly cordainidg one or more heteroatoms se[ected
from O, N, S and combinations of double bond and heteroatoms.

25 Rio represents hydrogen, halogen, perhaioalkyl, substituted or unsubstituted
groups selected from linear or branched (C+-Cj)alkyl and aryl.

Ris and Ri4 represents hydrogeh, alkyl, aryl, aralkyl or together with nitrogen

atom form a cyclic three to seven membered ring,
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21-12-2004  AVENDED SHEET ' - 1-12- 2004 SUVN-RK-006 optionally, R11 08 Mar 25

; SHWY- -F4-806 oget her may forma part of cyclic structure
- along with the intervening nitrogen and carbon atons;

the heterocycle may have either one, two or three
doubl e bonds; optionally it may al so contain one to

t 0 ect ed fromthe Qup of oxy

ontBRa, & SARINGTI THEY fortl A o1 s Ssaclurs BRnagith the

mtgrv@ambcmtymgancarm!rcdmcbreaw lthe héteR@ycldi a8 Eil8r one. two or -

thn}é@%‘éﬁ? r@r r{satl:lj ted. "n" is_an integer ranging

T om ?L;? ef'gta Wayﬁ'ﬁa %"%@?eetonthf%heéammm selected

froa‘hg-pengqupl othokydenr erilro@&ﬁn&rﬁﬂ E&Nurb@n@:tuﬁcmﬁ:fe(s)' r'gr’fbe‘ﬁ.:se‘ar with any
rom 0

5 CalkE)rO lg%gpeteﬁcygllc fing, wi E %aaﬁg%@?{rﬂgq Hléunsgp{f,@;pgo‘ t hat

pre era

Vmenewerarmr:tegér ammbu@ﬁ'bn'ofl R, pqﬁ‘era&? 1 168 4208 R E carbon
R4 and RI10,

chQB@j{v EP:?’{ﬁeEn%ﬁg@gpy g&@ﬁﬁheqﬁg bragehed st of such
commursd@ oﬁewrramgihg fioriol ta A pleférablasm ioh| GVB-along with the

pro&éo(triao W%ﬂé?%i@ ;J e{ j%?’h% 'ﬁi{lRéith @g and Rg are hydrogens then all
10 of By, 61;5)34&Iasdyﬁh@mgdﬂmawﬁé\turﬁﬂﬂmbénsl

......

[2'(FLF(Bﬁ'@iéﬁHeSul;dnabk—;ﬂ)—lemhqﬂ-a-yldxyjehlyﬂdhmmhpl@mmla'5

2- ({ @r %agf@pglb%ru %gﬁ{fﬂ-yﬁ{ﬁ-? nzeﬂg_l E’X/ha:memylamme

2-([1 *222 (Brong-4' -Bueﬂmybammesulfdrgwll-{nn&ol-a yloxy)ethyl] dimethylamine;

45 [2- (H&i Qd@kraé”thé* }%egﬁ%wyﬁﬁygﬁgg{t}w Smﬁ]qmgﬂqyﬁaﬁa@ep 3-y

[2- ( '&)‘kﬁf @mﬁ?ﬁr]lzanesmtOhyll)-ahi-lneo] -3-ytoxy)ethyildimethylamine :

[2 {-?2 @ro:ﬁw%—tf’ %{%@é’%{iﬁﬁ%ﬁfg fﬂ%:ﬁqﬁ}ﬁ é{loxy ethyl] dimethylamine

(I @Iomnberﬂeum@foevﬁ-éHeaddﬂf&aylgoky)et&yl Jdimethylamine ;

o e e e B I S DR cialtarioss oxy) et ny

20 [o- ({ rﬁlg,eprgﬁnﬁswlfonyl)}iﬂinq& -3-Westyhathpidinzetgamintony| ) - 1
[2- (fg" mﬂ%&ﬂe&ﬁ%}'fﬁ?ﬂ% %-l%&ﬂ?%@!aﬁ%tﬁﬁdtmethylamme
[2-( msui_fppylh acnhesyly1 mwpésmdxmﬂwﬂmhrﬂmﬂﬂﬂe ;

[2- (1[@ (sbpédbyiﬂeﬁ?&ﬁe@gﬁwr gﬁx)%ﬁ#& fkﬂh&éﬂsng?m?tgm dimethylamine ;
[2'“r@ Pt -@pmnenzmmwbr&mmmH-mum-ysoiwah@ny' 1

25 | d:méﬂqz)};é}ﬂmle -3-yloxy)ethyl] 25 dinethyl am ne ;
4' - Di met hoxybenzenesul fonyl ) - 2- phenyl - 1

2 (1F£2| %d?imﬁl%b%}zﬁeemoml)—dm’mhﬁylI-almdanB-yioxy)ethyi]
d;me[t@e(,hmy - Bronobenzenesul fonyl ) - 2-phenyl -
H'i ndol - 3-yl oxy) et hyl ] di net hyl am ne
[2-(1(s* f?wm(@enaeraﬁwlfmyl)wetmhwem-meswbmyﬂhyﬁcﬁm@m@mmé

0 S LS o

30 dime WWBPr 3-yl oxy) et hyl ] di met hyl ami ne

[2- (1{(2 ér%nﬁ%gnf%ﬁé)%gg?&ﬁﬂzfﬁl‘i&mﬁﬁﬁ%r#Sryé&y)eWyI]dimethylamme
[2- (1{@ ﬁ'llorphenlamleamlwlgh-iqaﬂmyl 1|®m}do)-3~&mﬂetrby|]dlﬂnethylamme '
[2- (1J(h m@obéni/én%ééfl}o% B)QE) n”F%ﬂ mdacl)ma y?oxy)ethyl}d:methylam:ne

[2-(1-(4-Methylbenzenesulfonyl)- -2-phenyl-1H-indol-3-yloxy)ethylJdimethylamine
35 [2-(1-(Benzenesulfonyl)- 2-methyl-1H-indo}-3-yloxy)ethylldimethytamine ;

7
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(2-(1-(4' - Met hyl benzenesul fonyl ) - 2- phenyl -1 0 9 MAY 2006
H i ndol - 3-yl oxy) et hyl ] di net hyl am ne 35
[ 2-(1- (Benzenesul fonyl)- 2-nethyl-1
H i ndol - 3-yl oxy) et hyl ] di net hyl ami ne ; 7 AMENDED SHEET
WOeN0206478048328 PCT/ | N2003/ 000370 PCT/IN2003/000370
[2-(1-(4' -isopropyl benzeneF-"1fonyl)- 2-.methyl -1
Hindol - 3-yl oxy)ethyl] dinethylam ne ;
£ (1-(2' -Bronp-4'-mnmet hoxxbenzenesul fan 15 2- net hyl
[2- 11@#%5%!!363&%?85@99}& Ryn§thyl dfiHat iy ayl
dm{e?ny(aﬂmr(ez 4' - Di met hoxybenzenesul fonyl)- 2- methyl -1

e L T

dintethyladirie-;3- yl oxy) et hyl ] di met hyl am ne ;

2 %2 fﬂ}a%@?&@o’%ﬁ"%%% RefpgengtabioaNy) ethy? et hyl

di met hyl am né
dm(eﬁwtamvr(ez Br omobenzenesul fonyl )- 2- net hyl

ﬁBr&ﬂ@Een@edés@%)ﬁ)ﬂ?—tzhbﬁe]hyldn EFFB-Tth}d -ARyJEhyl] dimethylamine ;
gi,&;#w&gﬁ -Me ﬁlg%jgg%sﬁe 15'1 (ﬁf H mdo@yloyyl)ethyt]

dm[eﬂw(aﬂmr(eﬁt - Chl orobenzenesulfonyl) 2 met hyl

[2- géf" é{&? 3 en?/gﬂ%ﬁ&f@ﬁglﬁtzlee]h i ﬂ%gwigﬁqy%yi] d:meii':tezlamme;

# mmbgngqr@g%ogylh)zgfgg%? n@f_] Wp]ﬁﬂl%)ethyl] d;methylamme ;
[2 @34 (ChidrSanzanasitdhgnil rebyion Ridos-yloxy)ethyl] dimethylamine ;
[2- ({154 Meﬂ(y!pen%/l OX\)J%’SYI‘F% %%WQ‘E%? g%"yrafy)bth%? dimethylamins;
[2-B-(Beraameskbhyi)riiorbma-1ytiodo) ook éthyldinedhyiapieei ne ;
[2—[{_&4 -(%Jgggpgl'bgﬁﬁz%ﬂg uffony{)e% IBR:ﬁ%bﬁﬂﬁ&ﬂ %%xﬁ)@!ﬂylh dimePryiBfREe- 1
2142 Bronpe¥-metheRy aeawli@w&éqi&f@Pf'@nWj Svigpethh- 1
d,ﬁaﬁyﬁgme -3-yloxy)ethyl] dinethylanne ; 20

2 53 R%ﬂtﬁ%ﬁ%%%gﬁ@ﬁgf W QYo Sﬁoxy)ejthyi]l ndoi - 3-yl o

dirfethyladnir(e2’ - Br onp- 4' - Met hyl benzenesul fonyl)- 5-brono-1

[2-(1= 11 ?3%9]? n%ééﬁ I%yérlam ng {Jl@ipﬁerﬂ%l]d[methylamme

ronD enesu
[2- FHL(J? Tﬁﬂ@mo 3 MP%%W@FWP'PTE’P r?é?FPWP -Aftinpe-3-yioxyjethyl]
dmﬁ Fluorobenzenesulfonyl) 5- brono-1

d t hyl t.h
iR SRR T M-
[2-(tH# ril@rotBnydnexyiipeyii FHoorgh- hieirdyllk- ayiexyethylldimethylamine

[2-(&-%4 !th]o@c?bfp%@{ gMi’cﬂgpyl oxy# (Llel{-l ﬁ{/ﬁ)ﬂiﬁygoxy)ethyll dlmethylamme
{2 (124" MettpBenzensed onylb ipyirgme-6tsidg ylog}eﬁlﬁ% ﬁypatﬁylamme

25 B&Q@hesﬁﬁdﬂyﬁxstmhﬁyt Jhshyrsi- iﬁmb@rgl:da@ ethyl] dimethylamine ;
[2-

P

R R R SPERY) PRy O] T ARREA A Re © 3
dirdettwiaiirg2' - Br ono- 4' - net hoxybenzenesul fonyl)- 5-br om)
- P2 L hE i 0G8LA-3R LR 5-GHRY! 3Gl TRLMhAEiRfoxy)
ethylldimethylamine ;
[2-(1-(2", 4"-Dimethoxybenzenesuifonyl)- 5-bromo- 2-phenyl-1H-indol-3-yloxy)ethyi]
dimethylamine ;
{2-(1-(4’-Bromobenzenesulfonyl)- 5-bromo-2-phenyl-1H-indol-3-yloxy)ethyi]
dimethylamine ;
[2-(1-(2'-Bromo-4’-Methylbenzenesulfonyl)- 5-bromo- 2-phenyl-1H-indol-3-yloxy)
ethyl]dimethylamine ;




10

16

20

25

30

35

[2-(1-(2',4" -Di nmet hoxybenzenesui fonyl ) - 5-brono-

2-phenyl -1 Hindol - 3-yl oxy)ethyl] dinethylam ne ;

(2-(1-(4' -Bronpbenzenesul fonyl) -

5- br ono- 2- phenyl - 1H-i ndol - 3-yl oxy)ethyl] 35
W8P ne PCT/IN2003/000370

[2-(1- (2" -Brono-4'-Mthyl benzenesul fonyl)- 5-brono- :

2-phenyl -1 Hindol-3-yloxy) ethyl]dinethylamne ; 8.0

9 MAY 2006 WO 2004/048328 PCT/ 1 N2003/ 009370

[3-i-@ 18romobeszE AR STy b R pIp Gr7F yI- THH-ndol:S-yloxy)ethyl]

dimdttiyeming: phenyl - 1 H i ndol - 3-yl oxy) et hyl ]

et byl and ne_ (L-(4 -Fl henzeane l) -
R e s
duhietiedamyiheam ne ; 5 [2-(1-(4' - Chi orobenzenesul fonyl) -
s oy
dedyERite: phenyl - | H-i ndol - 3-yl oxy) et hyl ]
(i@t ythapaneneshifon(IL-s(HBena-gpasiyl-110-mueds-yloxy)ethyl] _
2-nmet hyl -1 Hindol - 3-yl oxy) et hyl ] di net hyl am ne

5- br om-
' dWm[y%-"'("ﬁ'M' -1 sopr opyl benzenesul fonyl )- 5-br ono- 2-

Bt Bytzenasuloidbbromoyd-orinyldHipdd-3-vigknethyidinatirmnine

o de (20 4o f - 2-
R R RV E e iU P A S e

djmetiylerine 5 4' - Di met hoxybenzenesul fony f - 5- br ono- 2-
(Bt (EYBromo -inBBiekybanzeddsubrayyd-Bioty! 3-dietigt Hikiadul-Ggloxy)

[hZIM_ 1- éﬁ :B‘raormbenzenesul fonyl)- 5-bronp-2- nethyl
S HIIMRANP™ B2y | oxy) et hyl ]  di net hyl ani ne ;
[4-@-("1-DRhetBrghazdnesiisnyl) Sherpe Basehy oiinyal-35- br ono- 2-

L !94413 gl - 3- yloxy)ethyl]dinethylanmine ; 20
thyl 3

yEF%[) ng - I%}r onobenzenesul fonyl ) - 5-brono- 2- rge& hyl -1
[ AcRsPmgbs R enes Y ErMYr O bromp-Re Y AlH-REC-3-Yioxy)ethyl
dimttyfen{ie - Fl uor obenzenesul fonyl ) - 5-brono-2- nethyl -1

Hindol - 3-yl.0 et hyl dinet hvl amine & o oa
g e Py Tzrtshtert O e o eyt 1
yibky)etogidinBiipdaming et hyl ] 25 di net hyl am ne ;

2l b AopddeL R IRADFE BNRSHL B ORI = 1HRn BS 20 RsFrett Ny - 1
[‘_{Fﬁi(néﬁéf_’- %-‘MFoxy) S et hy‘? am ne: Podh
dimethylamine ;
[2-(1-{4’-Fluorobenzenesulfonyl)- 5-bromo-2- methyl -1H-indoi-3-yloxy)ethyl]
dimethylamine ;
[2-(1-(4"-Chiorobenzenesuifonyl)- 5-bromo-2- methy! -1H-indol-3-yloxy)ethyl]
dimethylamine ; '
[2-(1 -(4'—Methylbenzenesulfony!)— 5-bromo-2- methyl -1H-indol-3-yloxy)ethyl]
dimethylamine; '
[2-(1-(Benzenesulfonyl)-6-chloro-1H-indol-3-yloxy)ethylldimethylamine ;
[2-(1-(4'~Isopropylbenzeneasulfonyl)- 6-chloro-1H-indol-3-yloxy)ethyl] dimethylamine ;
[2-(1-{2'-Bromo-4’-methoxybenzenesulfonyl)- 6-chloro-1H-indol-3-yloxy)ethyl]
dimethylamine ;
[2-(1+(2',4-Dimethoxybenzenesulfonyl)- 6-chloro-1H-indol-3-yloxy)ethyi}
dimethylamine;
{2-(1-(4’-Bromobenzenesulfonyl)- 8-chiato-1H-indol-3-yloxy)ethylldimethylamine
[2-(1-(2°-Bromo-4"-Methyibenzenesulfonyl)- 6-chloro-1H-indol-3-yloxy)ethyl]
dimethylamine ;
{2-(1-(2’-3ro_mobenzenesulfonyl)— 6-chloro-1H-indol-3-yloxy)ethylldimethylamine
9
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- FuprobErenasiony

[ 2- (1- (Benzenesul fonyl)-6-chloro-1Hindol -3-yl oxy)ethy g MAY 2005

[]dimethylamne [2-(1-(4'-1sopropyl benzenesul fonyl)-

6-chl oro-1 Hindol-3-yloxy)ethylj dinethylamne ; 30

[2-(1-(2' -Brono-4'-net hoxybenzenesul fonyl)- 6-chloro-1
WEL2003e$328- y| oxy) et hyl ]  di net hyl am ne ; PCT/IN2003/000370

[2-(1-(2',4'-Di met hoxybenzenesul fonyl)- 6-chloro-1

H i ndol - 3-yl oxy) et hyl ) di net hyl am ne;

&gf(’l &Fﬁu%go’b@ %ﬂ fét‘d&%QﬂY{wJo} Sgl'ogﬁclztﬁ)ﬁfam;ethylamme
RAI(4- %@mbsnms%fonwb ﬁ&ﬂPr@e%kz/'é%@ulom?ﬁpv@d"@etwrw% 1H
Lﬁ@?%ﬁ Mtbemé)qsgdémﬁwn s-ghipRL1yihays E%xyﬁethyi]dlmethy!amme
RSy Pt FRPRRLT i RE S DTG5 v

Qo4 W%ﬁb&@&ﬁdshﬁ@ﬂﬁ/ﬁ@@%ﬂ-@ phenyl-1H-indol-3-yloxy)ethyl]

Fl uor obenzenesul fonyl )- 6-chloro-1
‘{’_E’B&‘%j'é‘ﬁ yl oxy) et hyl ] di met hyl am ne

E[Zziﬂ‘-B(wa-ﬁth%ﬁ@nzww@nﬂb ﬁ;ﬁhlpto &-Pi#vbidringiol-3-yloxy)
%[GM r{é)xy) et hyI ] d| met hyl am ne

L b R0 BRSSO e 0
ilcﬁwxelhy(]ﬁmemg_ammel fonyl - 6-chl oro-
EAPRER i et u R e P
Qmp’fhxéﬁylneﬁ H-i ndol - 3-yl oxy) et hyl ] di net hyl am ne ;

[biﬁ (zl-sé aﬂmwbénzermm?mbeamaeegrmér@mﬂ oG-y PétAy)
1 Hindol-3-yloxy) ethylld nethylam ne ;
Cﬁ“?et(“«i!ar(‘@e '4' - Di met hoxybenzenesul fonyl )- 6-chl oro-
[2-(p(PeBydmobehkenexiiibnyg- 6-titlorngt2eptehdt! Hyddobis-plexyisthdlri ne ;
(5—[%641%] r% - Br ormbenzenesul fonyl)- 6-chl oro-2-phenyl -1
3: yl oxy ethgjﬁ_ di met hyl am ne ;
mrb'@rpbefﬂiééwfﬁé?ﬁﬂl?mfﬁbﬂhl or o-
@m@mﬁg%lnél H i ndol - 3-yl oxy) ethyl] dinmethylamne ; 15

2- | -1H
b §$*&9r°8§%ea?%§ef P ”@??rﬁw%ﬁ“g%wﬁs ool oy RS |
dirdetbllartide : FI uor obenzenesul f onyl ) - 6-chl or o- 2- phenyl -
| : : :
73 -P"-B%ﬁ%a%ﬁ%%ﬁéﬂﬁ-e%ghgﬂ#?ﬁfﬁ%?%?h?-y%ms%eny| 1
dunethdahing- yl oxy) et hyl] 20 di net hyl ami ne ;
bzr-(sknﬁénes&%h bf&ﬁféﬁﬁzﬁﬁu%%tfﬁpwc)l-ﬁ y@xgaihwym&nmﬁwl

P10 Bresdnieied spr iyl s TE R B A tak o ety
dineéihdahind: yl oxy) et hyl ] d| nmet hyl am ne
[2-(1-(2'-Bromo-4'-methoxybenzenesulfonyl)- 6-chloro- 2- methyl -1H-indol-3-yloxy)
ethyijdimethylamine ;

[2—(1—(2' 4'-Dimethoxyhenzenesulfonyi)- 8-chloro-2- methyl -1H-indol-3-yloxy) ethylj
dimethylamine ;

[2-(1-{(4-Bramobenzenesulfonyl)- 6- chioro~2- rnethyl -{1H-indoi-3-ytoxy)ethyl]
dimethylamine ;

[2-(1-(2'-Bromo-4'-Methylbenzenesulfonyl)- 6-chioro- 2- methyl -1H-indol-3-yloxy)
ethyl] dimethylamine ;

[2-(1-(2’-Bromobenzenesulfonyl)- 8-chloro-2- methyl -1H-indol-3-yloxy)ethyl]
dimethylamine ;

[2-{1-(4'-Fluorobenzenesulfonyl)- 8-chloro-2- methyl -1H-indol-3-yloxy)ethyl]

dimethylamine ;
10
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[2-(21-(4' -isopropyl benzenesul fonyl)- 6-chl oro-2-
met hyl -1 Hindol-3-yloxy)ethyl] 25 dinethylamne ;
[2-(1- (2" -Bronp-4'-met hoxybenzenesul fonyl)- 6-chl oro-
2- methyl -1 Hindol-3-yloxy) ethylldinethylamne ;
WP204BBW | 4' - Di met hoxybenzenesul f onyl) -, 6- CRHITIIN2063/000370
nmet hyl 1FL|ndoI 3-yl oxy) ethyl] dlnethylan1ne ;30
[2-(1- (4" -Bronobenzenesul fonyl)- 6-chloro-2- nmethyl -1
H i ndol - 3-yl oxy) et hyl] di net hyl am ne ;

[2[ @-(4 lcrﬂé%obeaﬁmmﬁny;?vetdnwr@w@maw.ﬁmyiypoxy)smgm| or o-
3-yloxy) ‘ethyl] dinethylamne ;

tn%t h 1 Hindo
M2 Br omobenzenesul fonyl )- 6-chl oro-2- nmethyl -1
[2H—1 +(m‘ddﬂth3iﬂaeyllmveyt)liahjﬂy Blchlogh2-chnatied Hiyiiadvi-Begloxy)ethyl]

FI uor obenzenesul fonyl ) - 6-chl oro-2- net hyl
d[[.‘%ﬁ&lljaﬂn&ol 3-yloxy)ethyl] dimethylamne ; 10 0 9 MAY

PAO R vER ROt D BTG BT NP DR G0 yiarine ;
[2LZ usdpéo mz@ﬁmqmn@smbm%am sﬁmﬁ}yéwmaemmwl

R RN ST MR o By
dnm]afhlylaninéql 3- yI oxy)ethyl] dinethyl ani ne; I .
A oX e
e e s T g A s ﬁ%im oy

dtstetmllamrr@ 1 Hindol -3-yloxy)ethyl] dinethylamne ;
[25_2—'(&( BrémobeRrEByIbn ﬁeioh@whemaﬁ@qu)mwdmmﬁambor o-1

dol - 3-yl

epl e rers 4%%3@13@%%&%@% Sl g viemat o 1
dibeihpidmine3- yl oxy) et hyl] 10 di net hyl am ne;
[2{-&? (é # cFrrAfofeﬁ Q;? @n?%!jl!o Oﬁ’n?ﬁol Giﬂo%ﬁleﬁ@lﬁ‘rgrethylamme
[2( 23 flu@wbeme@ﬁ%ﬂfmw)mmmb%wzwgm)@hy)]d)me@d%wn%r o-1

J(J‘»d;ﬂloréi:ebfiéhém@w»yb—]chllogﬁrﬁhbwsg)m R@thyl]dmethylam!ne
e e rGRBRY FEPTE Rl ol s Dyfimetyiamine
[2{(2—(Eelrzér¢hsulfanuprsedfb‘m:z—@]ﬂﬁnylﬁBlngdo) -3 Sloghétoylidintethyiantos - 3- y
2l (&Z’@‘Jls%%%}ﬁh zgiféos h‘é nd;‘glﬂ 7 & RNeH kol S yiexgethyl

m%ﬁmﬂaﬁmﬂ3 onxy)ethyI]d|nethylanlne

2[(212(-broﬁ14o 4%& tRARGREAEH|If- G0%lo}o- 255 ERH-PF Grdbi-3-yloxy)
%‘FI nd | oxy) et hyl ] di met hyl am ne
ethyld| enesul fonyl)- 5-chloro- 2-phenyl-1

2K dﬁlmﬁthyk)(mm)eebwbl}yﬂi- freblbrpt 2phengl-1H-indol-3-yioxy)

Sopropyl benzenesul fonyl) - 5-chl oro-
Et%d[ ; r‘%‘mi'l H i ndol - 3-yl oxy) et hy IL
[2-(1- (4 Bromobenzenesulfonyl) 5-chloro-2-phenyl-1H-indol-3-yloxy)ethyl]

dimethylamine ;

[2-(1-(2'-Bromo-4-Methylbenzenesuifonyl)- 5-chloro- 2-phenyl-1H-indol-3-yloxy)
ethylldimethylamine ;

[2-(1-(2’-Bromobenzenesulfonyl)- 5-chloro-2-phenyl-1H-indoi-3-yloxy)ethyl]
dimethylamine ;

[2-(1~(4'-Fluorobenzenesulfonyl)- 5-chioro-2-phenyt-1H-indol-3-yloxy)ethvl]
dimethylamine ;

[2-(1-(4-Chlorobenzenesulfonyl)- 5-chloro-2-phenyl-1H-indol-3-yloxy)ethyl}
dimethylamine ;

[2-(1-(4*-Methylbenzenesulfonyl)- 5-chloro-2-phenyl-1H-indol-3-yloxy)ethyll
dimethylamine;

[2-(1-(Benzenesulfonyl)- 5-chloro-2-methyl-1H-indol-3-yloxy)ethylldimethylamine
11
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20 di net hyl ami ne ; 0 9 MAY 2006

[2-(1-(2' -Brono-4'-net hoxybenzenesul fonyl)- 5-chl oro-
2-phenyl -1 H i ndol - 3-yl oxy) ethyl]dinmethylam ne ;
[2-(1-(2',4" -D nmet hoxybenzenesul fonyl )- 5-chl oro-

wo2pRespts 1 H- i ndol - 3-yl oxy) et hyl ] di met hy | RawiNesos/o@37o

[2-(1-(4' -Bronobenzenesul fonyl)- 5-chl oro-2-phenyl -
H i ndol - 3-yl oxy) et hyl] di net hyl am ne ;

[2-(1-(2' -Brono-4'-Methyl benzenesul fonyl )- 5-chl oro-
R-{ptretepbropylbenizenkshiF@wiH Sohjgro-2-embtint }dH-imedH3ywlaxpietie]] ;
nﬁu%et('i}lar(]%e Br ombbenzenesul fonyl ) - 5-chl or o- 2- phenyl -
H i ndaol | oxy) et hyl 30 di net hyl am ne ;

[e41-(21 B(%““%I"!?(‘J?W%%’Wé@@ﬂ?‘bﬁ;ﬁwwg Befhd r G-pdeltfeny | -
b edgldidegthigypet hyl ] di met hyI am ne ;

b
5 EAHR s R S ot S bR Hingors-
e thiildiraethyigmine 35 [ 2- ((1- (4 - Met hyl benzenesul f onyl ) -

[5'(1(2@' Blro ger&@ é%l éorgyi-}_%-gﬂnz 2 I%e% °ﬁ¥?nﬁ§ hSYl ]

nesul f on
yﬁ”‘@ﬁ?“&%&i’l"%ﬁﬂ%ﬂ'ﬂﬂ -1H i ndol - 3-yl oxy) et hyl ] di et hyl ani ne
‘[3-U- mrz.ew-%&@msnz@ﬁ&m N%@O&:MQQSZ%ethgl -1H-indol-3- -yloxy)

Isopropylbenzenesulfonyl) | oro-

eungpﬁwe hyf"]—'l’ﬁ ndol - 3-yl oxy)ethyl] di net hyI am ne ;
[3-¢i- (@iﬂlpmob&@mumbnym thoory-Rematayl et tintiaByligxy)elnyi h| or o-

diiet -1 Hindol -3- yloxy)ethyl]dinethylamne ; 5
" 4' - Di met hox %qbenzenesul fonyl)- 5-chl oro-2-

[%'@r y’f mor quqz‘?fl?eﬂfmﬂl‘ hisxeranetiyl Pdtnea-Ryfoamiethe] ;
" dindetiylantid - Brom)benzenesulfonyl) 5-chl oro-2- nethyl -1

[ l - 3- I I
[ 15??@1'?@’%“ %V‘ 'ﬁvﬁéﬂ aﬁ?;um%ﬁmm )etWhl or o-
dimethyiiing ; -1 H-| ndol - 3-yl oxy) 10 et hyI ]

2y 1'{@%&%%9&1&%&@[} I‘S}_ﬁﬂo ﬁﬂ%?@l sl cﬁ'%l@u

5- chl or o0- 2-
dimetvteRyneani ne ; [2 (1- (4" -Fl uorobenzenesulfonyl)

[23‘1 C(Bér&é@esalfod?ﬁ-tﬁhydhcm&oﬁm%ﬂﬁ &gxﬁét% (ihRiNeRdine

t.h : Iorobenzenesulfonyl)
TR PEPIebegilobl ckiore- B picp s mivd
dimethylamine; 7
[2-(1-(2'-Bromo-4’-methoxybenzenesulfonyl)- 5, 7-dichloro-1 H-indol-3-yloxy)ethyl]

dimethylamine ;

- [2-(1-(2'4-Dimethoxybenzenesulfonyl)- 5, 7-dichloro-1 H-indol-3-yloxy)ethyl]

dimethylamine ;
[2-(1-(4-Bromobenzenesulfonyl)- 5,7-dichloro-1 H-indol-3-yloxy)ethyl] dimethylamine ;
[2-(1-(2'-Bromo-4"-Methylbenzenesulfonyl)- 5, 7-dichloro-1H-ind ol-3-yloxy)ethyl]
dimethylamine ;

[2-(1-(2"-Bromobenzenesulfonyl)- 5,7-di¢hloro-1H-indo!-S-yloxy}ethyi] dimethylamine ;
[2-(1~(4’-Fluorobenzenesulfonyl)- 5,7—dichloro-1H-indol-s-yloxy)ethyl] dimethylamine ;
[2-(1-(#'-Chlorobenzenesulfonyl)- 5,7-dichloro-1H-indol-3-yloxy)ethyl] dimethylamine ;
[2-(1-(4"-Methylbenzenesulfonyl)- 5,7-dichloro-1H-indol-3-yloxy)ethyl] dimethylamine :
[2-(1-(Benzenesulfonyl)- 5,7-dichloro- 2-phenyl-1 H-indol-3-yloxy)ethyl] dimethylamine ;
[2-(1-(4'-Isopropyibenzenesulfonyi)- 5,7-dichloro- 2-phenyl-1H-indol-3-
yloxy)ethyildimethylamine ;

[2-(1-(2'-Bromo-4’-methoxybenzenesulfonyl)- 5,7-dichloro- 2-phenyl-1H-indol-3-

yloxy)ethylidimethylamine ;
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di met hyl am ne ; [2-(1-(4'-Methyl benzenesul fonyl) -
5-chloro-2- nethyl -1 Hindol-3-yl oxy)ethyl]
di met hyl am ne; [2-(1-(Benzenesul fonyl)-5,7-dichloro-1
H i ndol - 3-yl oxy) et hyl ] di net hyl am ne ; 20

WP20(448328 - | sopr opyl benzenesul fonyl ) -5, 7- di CHITHNSLOB/PROBTE
dol - 3-yl oxy) et hyl] di net hyl am ne;

- [2-(1-(2" -Bronp-4' - et hoxybenzenesul f onyl ) -

5,7-dichloro-1 Hindol-3-yloxy)ethyl] dinethylamn ne ;
[2{(241.4-[ipethaxyb Bizepesutionylyehz-dingsiat 2-omry) tH-Biddl-3di chl or o- 1

yldﬂ‘ieﬂ?ﬁ’élm&hgérﬂ%}é) ethyl] 25 dinethyl anine ;
ronobenzenesul f on 7-dichloro-1
E2'|(-|1 (%&&mogeg,qeags}pjf@qyﬁﬁ 1 dghlﬁ@t%}"eayh‘fhlgndol -3-yloxy)ethyl]
difh@h{ldmic@" - Br ono- 4' - Met hyl benzenesul f onyl-) -
[21?1222( %row&%g#@gg%g%ggrmnf %zgrgﬂom- ¥-p]19ny91lqentdgly4 ﬁoxyPe !
etityfldirdthglaingneo- 1H- i ndol - 3-yl oxy) et hyl ] di nmet hyl am ne ;

b I
e o D B el g el e

dimetbylamipg; _ chi or obenzenesul fonyl ) -
[2-p1-(@-ElueBbsnzenskhidnynld, ?-acmér@mphlswnyhimddi-mbkw e@gh ne ; -

4' - Met hyl benzenesul f ony
d"gezt'?&ﬂi'é%l or o- 1H i ndol - 3-yl oxy)et hyl ] di net hyl ani ne ;
[2- 1'244( @hl@@emmmrfybrfw -Jliehigrp2-pivenyi! Heimol-3-yloxy)ethyl]
di 1H i ndol - 3-yl oxy) et hyl ] di.nmet hyI am ne ;
14‘ - | sopr opyl benzenesul f onyl ?{ 7-di chl or o-
[2 (&h@ﬁ V’bTZPPEPSH@QﬂyD’f’ églctglpreazﬁ’é@w jrsiohvieyelhihe
d,rﬁghﬁa}mﬁ@ - Bronp- 4' - net hoxybenzenesul f onyl ) -

-Jr GBI A et RoR e Saimieta damstriamine

[2- H@i—!lsbﬁ&@&’eﬁﬂﬂ!ﬁ?tﬂfonyl) 5,7-dichloro-2- methyl -1H-indol-3-yloxy)

; a4’ - Di et hoxybenzenesul fonyl)- 5, 7-dichl oro-
et@ﬁd'&]&h f%mT H i ndol - I oxvgnet h%/ ] di et hyl am ne ;
loro-

{2-(1 2(—l§_rm(r\g-‘4’-||gpt5\ﬁw§m thf) {riip 2- methyl -1H-indol-3-
y;o;—}y)gthg dﬁﬁgtmépn,ge phenyl 1 Hindol -3-yl oxy)ethyl ]

oy npuiGE A B STP Y ek 100
etfﬁl,]dimdhyﬂtrhloeo 2- phenyl - 1H i ndol - 3-yl oxy)

PR B IR A e L IR R

sam ne o[ 2- (1 (4' - Fl uor obenzeneul fonyl) -

(=8 L | A
[:t hzl J}ﬁ ?}Fglb g%mﬁga?@?gﬁ%lﬁﬁilﬁg&]ﬁﬁl%%e% znﬁae& )s u1 ﬁloe#;/ h)y!o?e@

#1"8Y 0- 2- phenyl -1 H-i ndol - 3-yl oxy) et hyl ]
(2-di{ereRrhyblzamzevesiifonyl)- 5,7-dichloro-2- methyl -1H-indol-3-yioxy)

ethylldimethylamine ; .
[2-(1-(4-Fluorebenzenesulfonyl)- 5‘7-dichloro-2- methyl -1H-indol-3-yloxy)
sthyl]dimethylamine ; ' |
[2-(1-{4’-Chlorobenzenesulfonyl)- 5,7-dichloro-2- methyt -1H-indol-3-yloxy)
ethylldimethylamine ;

[2-(1-(4"-Methylbenzenssulfonyl)- 5,7-dichloro-2- methyl -1H-indal-3-yloxy)
ethyljdimethylamine;
[2-(1-(Benzenesulfonyl)-5,7-dibromo-1H-indol-3-vioxy)ethylldimethylamine
[2-(1-(4’-1sopropylbenzenesulfonyl)- 5,7-dibromo-1H-indol-3-yioxy)ethyl]
dimethylamine;
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[2-(1- (4" - Met hyl benzenesul fonyl ) -

5, 7-di chl or o- 2- phenyl -1 H-indol - 3-yl oxy) et hyl |
di met hyl am ne; 15 (2-(1-(Benzenesul fonyl)-

5, 7-di chl oro-2-nmethyl -1 Hindol - 3-yl oxy) et hyl |

WRI2pROEP8m ne ; [2-(1-
5, 7-di chl or 0- 2- n®et hyl
di met hyl am ne ;

(4

sopr opy! benzend i/ INGHGPY370

-1H i ndol - 3-yl oxy) et hyl

e e L

dimettylayiiret ;hy| | di net hyl am ne;

o ik A P TAA eyo

d'“"@hﬂ?ﬂ"tﬁ rethylanmine ; [2-(1-(4 - Brormbenzenesul f-onyl ) -
@ (4= Bﬂbrﬁ&ﬁéﬁﬁ&mgulfoﬁﬁf— BYA.ditsrdrméH H-"Hﬁ@‘ 3-Fodh infkiahdine -

f?- (3 SRR TR dbasediee iy 55T tp dHmob oy pithy | - 1

dirtetfiyladhdle-;3- yl oxy) 25 et hyl ] di met hyl am ne ;

-[2 S[Té% {?l'?r{lgben%nggagﬁ%g ledZB)\:
LA S Sy LS,

tgr;u? ﬁ]pqltlﬁioll ngx ﬂﬁ?@l d?rﬁ&%ﬁy%amme

-doxg)eghvll iWinestindapnine ;
hl or

[2-(AR4 loRlorobbitd R Sk@onydr ¥ 70 dmo- %ﬂﬁdhﬂ-ﬂé@éﬂwl}%aﬁ’ylamﬁ@

- i e SR S B S

?Wwpgﬁqtpyéamme

[2-(1-RBdnke{sblifdvigh-1B/1-tibromen shenfiothyihdol-3&yjoky)@ihgl Hlﬂ‘_reﬂ'ty(_émlne
(P e A Bin o Pk B ElTRbG. 2 e
yioxppstihyldmettyiaminey) et hyl ] di net hyl ani ne 35
[2—(|i—@2‘-@30n€044 ﬁ&mmyér@emﬁ@esutd‘.@wb )2- ph'imil 184 lha@mro%(v)

| oxy) et hyl ] met hyl am ne;
e"hgdk%gg&'?%%m 048328 PCT/ | N2003/ 000370

eth 3}

(e, e WifndtheBibenazndéuifomi}ng X-dibemme aehehyl-oRrdok-3-yloxy)
y E_ﬁ_{go 1H i ndol - 3-yl oxy) et hyl] di et hyl am ne ;
4' - Di net hoxybenzenesul fonyl)- .5, 7-di bronp-1

{2 MFWSDWM?M)WVPIWW%PWM&H- wdol-3- sipxy)ethyl]
d.mgtg ,g,g,mg4 Brom)benzenesulfonyl) 5, 7-di brono-1

AR ke

yioxglefhwiifibetbyfemihe 4 | ndol -

dimethylamine ;

di me

BPr pére!

b

| am ne

écﬁré% &FWM‘IW{ -indol-3-

3-yloxy)ethyll dinethylam ne ;

[2- (L@ -é@nfo%gnz%ﬁ%{(ﬂ%%@ﬁ@?%ﬁ:ﬂin&- ﬁéﬁ)ngr -;ZdéisW&V%th{u]

d'mffﬁﬂiﬂl‘ﬂ? 4' - Fl uor obenzenesul f onyI ) -
2-(DLFIdblos &H¥Bnekttidrgslod 7-dibdh@XREPNH-ndlI-BRIRYEAN) Ne

[2-(1-(4-Chiorobenzenesulfonyl)- 5,7-dibromo-2-phenyl-1H-indol-3-yloxy)ethyl]

dimethylamine ;

[2-(1-(4" Methy!benzenesulfony[) 5, 7-dibromo-2-phenyl-1H-indol-3-yloxy)ethyl]

dimethylamine;

[2-(1-(Benzenesulfonyl)- 5,7-dibromo-2-methyl-1H-indol-3-yloxy)ethylldimethylamine ;
[2-(1-{4-isopropylbenzenesulfonyl)- 5,7-dibromo-2- methyl -1H-indol-3-

yloxy)ethyl]dimethylamine ;

[2-(1~(2"-Bromo-4'-methoxybenzenesulfonyl)- §,7-dibromo- 2- methyl -1H-indol-3-

yloxy)ethyl] dimethylamine ;

[2-(1-(2",4-Dimethoxybenzenesulfonyi)- 5,7-dibromo-2- methyl -TH-indoi-3-ylaxy) ethyl]

dimethylamine ;

14

0 9 MAY 2005



10

15

20

25

30

35

10 [2-(1-(4'-Chl orobenzenesul fonyl) - 0 9 MAY 2008

5, 7-di brono- | H i ndol - 3-yl oxy) et hyi ] di net hyl am ne ;

[2-(1- (4" - Met hyl benzenesul fonyl) -

5, 7-di brono- 1 Hi ndol - 3-yl oxy) et hyl j di nmet hyl am ne ;
WPp20q404838nzenesul fonyl ) - 5, 7-di br ono- PCT/IN2003/000370

2- phenyl - 1Hi ndol - 3-yl oxy) et hyl ] di met hyl am ne ;

[2-(1-(4'-Isopropy|benzenesulfonyl)- 5, 7- di br ono-

henyl -1 | i | anine:
e {Pe SRt S LA LR MR 8 M 19
dirbgtiiylamibe ono- 2- phenyl -1 H-i ndoI 3-yloxy) ethyl]

2-g1'- -gwﬂ”mﬁyideﬁzee&y d(f%ny&)”fs 7 glbr%%ch Qxaﬁbtﬁgl zanpaslasy ) -

br onmo- H i yl ox

-eﬂyﬂ]ﬁmew&amehyl amne ; [2-(1-(4'-Bronmobenzenesul fonyl) -

- gromo@g&eae@m@w 5, F-dkoradehod- ndtid aryEI-Byloky)etB]
am ne ;
d’T%tH)‘(?‘im‘ - Br onp- 4- Met hyl benzenesul fonyl )- 5, 7-di br ono-

[2-21-@hElnyrobdnzieha sutioiyh-35, 7-yiborip) 2 trieiiiy] dHMh&M@m} ne ;
eifé’ﬁ&}&%ﬂw&l%mm%r onbbenzenesul f onyl )

rono- 2- phen 1 Hindol - on eth
[2-fi- ﬁeFWﬂC’Hﬁﬁ'ﬁ%eS““%g{-’z? é{’erwz‘-m% aﬁé éﬁé Eﬂ)f onyl ) -
et :]&meihplé@lmé 12~ phenyl( 1 Hi ndolorS yl oxy) et hyl] -
e Y e 7 o RS R R

ettgildivihybmimene ; [ 2- (1- (4" - Met hyl benzenesulfonyl)

[2-3‘:—@{1%&%9&]?3% PF@H%S-S -1 QSRR §¥[¥>1y§ems,)]&mwamw%0

enzenesul
[2-61- BPMpmhﬁnzen%vifwvi)-| ﬂf?%51°b‘3'l°y1ll’b‘ﬁ%‘"§tym)]e(‘ﬁyﬁﬁt hyl am
d,rhé@,;amm&z (1-(4' -1sopropyl benzenesul fonyl) -

[2- §,1|-@X9r)ogpht€—ﬁ]e§\ %Hﬁgwfﬁ@n}- L ROl - B ioro-1H-indok-3-yloxy)

etijyBdifndth¢i2minBr,ono- 4' - met hoxybenzenesul f onyl ) -

2.31-%.? #ﬁf&%ﬂb&zeﬁ&hlﬂbﬂ- Abrbnb BARlor 31H-BRoN-%Y) Shiy! ]

dlf{‘ezh)ﬂalm(\% 4' - Di met hoxybenzenessul f onyl ) -

[2- ?'L-(Z mo%gﬂeﬂesuﬁ&{th-bmﬂnol‘& dhiREeh H-Brayl DXoRy ) iy | ]
thylam ne ; 14 WD 2004/ 048328 PCT/ 1 N2003/ 000370

d'r['eégﬁai" %! - Bronobenzenesul fonyl )- 5, 7-di bronp- 2- net hyl
-zt By kenphentiony)] Tt thjdratigol-3-

vekdiahidrionial: | ”§t R ndol -3 §|”¥'x’ ethyl
(2- ﬁfr@eiﬁn@moa%nzrq@esulf% prot-premod-chigrgsivos A z?eﬁ@@! thEny! ) -
dirPetifyidhhiRg onD- 2- methyl -1 H-indol - 3-yl oxy) et hyl ]
[2-(1-(4-Fluorobenzenesulfonyi)- 7-bromo-5-chloro-1H-indol-3-yloxy)ethyl]
dimethylamine ;

[2-(1-(4'-Chlorobenzenesulfonyl)- 7-bromo-5-chloro-1H-indol-3-yloxy)ethyl}
dimethylamine ;

{2-(1-(4"- Methylbenzenesu\fcnyi) 7-bromo-5-chloro-1H-indol-3- ytoxy)ethy!]
dimethylamine ;

[2-(1-(Benzenesulfonyl)- 7-bromo-5-chlaro- 2—phehyl—1 H-indol-3-yloxy}ethwl)
dimethylamine ;

[2-(1-(4-Isopropylbenzenesulifonyl)- 7-bromo-5-chloro- 2-phenyl-1H-indol-3-
yloxy)ethylldimethylamine ;

[2-(1+(2"-Bromo-4’-methoxybenzenesulfonyl)- 7-bromo-8-chioro- 2-phenyl-1H-indol-3-

yloxy)ethylldimethylamine ;
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di met hyl amine ; [2-(1-(4'-Fluorobenzenesul fonyl)- 0 9 MAY 2008
5,7-di brono-2- nethyl -1 Hindol-3-yl oxy)
ethyl ] di nethylamne ; [2-(1-(4
Chl or obenzenesul fonyl )- 5, 7-di brono-2- nethyl -1
WERPHEGH328- vyl oxy) 10 et hyl ] di net hyl ani ne ; PCI/IN2063/000376
[2-(1- (4" - Met hyl benzenesul fonyl)- 5, 7-di br ono- 2-
nmet hyl -1H i ndol - 3-yl oxy) ethyl]di net hyl am ne;

-(1-(Benzenesul fonyl ).-7: br -o-Chl A indolas
e RS IGRB R P FRETETEaE 2 e Htindors
yig:@)efHilditkethlismmeopy| benzenesul f onyl ) -
[2-31'—%-%}??6d%éﬁfgnggﬂbﬁw)l"ﬂcmsﬁﬂ&&@&ﬁ%nyﬂm‘-}hhbl-s-ﬂ&(y)ethyl]

I methyl am ne _
dijngthylam{ng'; - Br ono- 4' - met hoxybenzenesul f onyl ) -
(24127 8FEn e Wb nAenkiioEOL 7-Broytocseytyioro- 2-phenyl-1H-indol-3-
et hyl im%th%lar,ri ne ;
3"‘{’@% J%@g‘, FENC vet hoxybenzenesul fonyl ) -
(24442 @rondbendeinesutfortylH brodir5-chigrp-Bspppnyid Hrjdpl-3-.

R 20 2 (0 5 ombercerenl 1o
(2B Iwproranasgesulfonyl)- 7-bromo-5-chicro-2-pnényl-1rn ol-3-yloxy)
ethyfiifrstty&midd ;omo- 4' - Met hyl benzenesul f onyl ) -

[gw'( ‘2‘{2‘%%%%%{8@@%%&2 |-5- 'loro-z-phe'nyl-1 H-indol-3-yloxy)
ethylldipikti{yRmiddr,onobenzenesut f bnyl )- 7-bronp-5-chloro-1
i -[({’-f@kh}ﬁ@ﬁ%aﬂé&ﬁf@ﬁ;ﬁﬂy#-Lron?c%—é%imlszﬁlam Ahdol-3-yloxy)

Fl'uor obenzenesul fonyl ) - 7-brono-5-chloro-1
elpfjdimedivie®ing: oxy) et hyl ] di net hyl ani ne - ;

[2%&_?-(&%2&@%@Mflﬂm&ﬁﬁﬁ%ﬁﬁtﬂi—ﬁﬁﬂw&m—mdd)ﬂqtmy)smglhI oro-1
i ndo| - 3-yl oxy)ethyl] dinmethylamne ; 30

dimsthylaming::_ Vet hyl benzenesul fonyl ) - 7- br onp- 5- chl or o- 1

[2HH {4tk roBylraeygselidnyl-]7-brainprdt der e rprihl ~1H-indol-3-

< (7 G | fonyl)- 7-bronp-5-chloro- 2-phenyl-1 -
y'%?e%%gélﬁg&éllg@@;{et hyl)/)) di et h Preny

| am ; :
(25943 Brqrap-4 TrasipphRpE e S ondk Jr%ﬂ%fgn)cﬂg"f’: B BHBY 51 RS-
yie Yihmethylmingdol - 3- 35 yl oxy) et hyl ] di net hyl ami ne ;

e s

yigsyistyy) ditriethlyfedineet hyl ani ne ; 15 0 9 MAY 2006 WO
{ZQQ-Qﬁ!BQﬁgb%ﬁzﬁgélfbm)o 9—%{'&%§-Zﬁkm—2— methyl -1H-indol-3-yloxy)
ethyl]dimethylamine ;

[2-(1-(2’-Bromo,4'-Methylbenzenesulfonyl)- 7-bromo-5-chloro- 2- methyl ~1H-indol-3-
yloxy)ethyljdimethylamine ;

[2-(1-(2"-Bromobenzenesulfonyl)- 7-bromo-5-chloro-2- methyl -1 H-indol~3-yioxy)

ethylldimethylamine ;

[2-(1-(4'-Fluorobenzenesulfonyl)- 7-bromo-5-chloro-2- methyl -1H-indol-3-yloxy)
ethyl]dimethylamine ; A

[2-(1-(4’-Chlorobenzenesuifonyl)- 7-bromo-5-chloro-2- methyl -1H-indol-3-yloxy)
ethylldimethylamine ; ' '
[2-(1-(4'-Methylbenzenesutfonyl)- 7-brome-5-chloro-2- methyl -1 H-indol-3-yloxy)
ethyildimethylamine;

[2-(1-(Benzenesulfonyl)-5-methoxy-1 H-inddl—B—yioxy)ethyl]dimethylamine ;
[2-(1-(4’-Isopropylbenzenesulfonyl)- 5-methoxy-1 H-indo}-B—onxy)ethyl] dimethylamine ;
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[2-(1-(2',4" -D nmet hoxybenzenesul fonyl) - _ -
7-brono-5-chl oro- 2-phenyl-1 Hindol-3- yloxy)ethyl]
di met hyl am ne ; [2-(1-(4'-Bronobenzenesul fonyl)-

7- br ono- 5-chl or 0- 2- phenyl -1 H-i ndol - 3-yl oxy) et hyl ]
woizoetomssksam ne ; 5 PCT/IN2003/000370
[2-(1-(2'-Brono, 4! - Met hyl benzenesul f'onyl ) -

7- brono-5-chl oro- 2-phenyl -1 Hindol - 3-

onygethyl]din1ethy|an1ne _

[ "-Q=(?'1 r?rgo-_zi’gpgﬁ%gﬁggmgmwlb@mgthoxy-1 H-indol-3-yloxy) ethyl]
dmﬁm@gﬁmﬁﬁ-chlpro-2-pheny|-1 Hi ndol - 3-.

TP B BB gyt oo
difselhiy@mine5- chl or o- 2- phenyl -1 Hindol - 3-yl oxy) 10

ot hyld di i ney & N / o
[2[9(3?2 P_r?rh&!_rae . gr 2?8@@2 g r??eestqﬂx?[ (1) ﬁ 3l/r||d)01-3 ylc?xy)ethyl] dimethylamine ;
1271152 GHreime 4 e tkenzensRefopy):- S-methontat-slol3-yopethyl]
ditleylaigHeet hyl am ne ; :

B TG oD ATt TRy oY ipyetamine;
[2efti Hiy/ i whrabehepbauifomd: 5-rfethoxy-1H-indol-3-yloxy}ethyl] dimethylamine ;

f @kl D i QR Bs. adH i
G PR ERBR oMY e e B A el i,
[q-@if’fﬁdeqtzyibangquwy)éwi)b éﬁmmﬁ\-‘-ﬂr@ﬁw-yloxy)ethyl] dimethylamine ;
{27(|1 QBQ@qeﬁumglpr&P&h?ﬁeﬂaMényHHihi:ldii@%’ldxﬁ'ethyl} dimethylamine ;

xy) e | me ne _; ) .

5 Pt S R yen eyt BRg oot |
dithethlamime5- chl oro- 2- nethyl -1 Hindol-3- 20 '
{2&%@@ PR BRI S ety ey ttindok
vigylsttyhgmsthgamies- 2- met hyl -1 H-i nd6i - 3-

2Yh-Q20%) BikRiHodyBle AR BN D S-miethoxy- 2-phenyl-tH-indol-3-
{ﬁé?xl-g4'-Bb%nobenzeﬁggulpgh;T%-{y?%?ongig-%hloro-z-
Y ﬁiﬂm imethaiii§ol - 3- yl oxy) et hyl i di met hyl anine ; 25
[2f( 244 -Brdr@be Breaamyfdhyi)MVe trieiHoRe npeang s 1H-h 06138l Yiexy)ethyl]

e -5-chloro- 2- nethyl -1 Hindol-3-
d'i‘ﬁ@i@'@?hw 1 di net hyl ani ne :
[2§(>q-Brqnm. 4 Blehvibleazeresdioulf Smpthoxy-2-gyeemdHendshBor o- 2-

yhﬁ lidimdthithmdoi - 3-yl oxy) et hylidimethyl am ne ;
[[2-(1-(4' -Fl uorgbenzenesul fonyl)- 7-braonmo-5-ch| oro-2-
T oo RIS § RS8P W PR W ne.
difn@th{tdmipd’; - Chl or obenzenesul f onyl ) - 7- br ono- 5- chl or 0- 2-

; = ' - 3- |4 g hyl am ;
e pighe el S M e e RO o o. o
dimeifvigmine 1 H-i ndol - 3-yl oxy) ethylidimethyl ani ne; 35
2l Zi4-EnicBeBRRREIMOfYBNY ke sy R bRy M rHLiFRARAM Ry oxYy) et h
_yl?&jdl met hyl am ne; :
dipgiyamings - | sopr opyl benzenesul f onyl ) - 5- net hoxy- 1
[24th-(anihelnyBente aasy)faiyhyi-tnethoxget-phydngimHaiadgl-3-yloxy)ethyll
dimethylamine; '
[2-(1-{Benzenesulfonyl)~ 5-methoxy-2-methyl-1H-indol-3-yloxy)ethyl} dimethylamine ;
[2-(1-(4-1sopropylbenzenesulfonyl}- 5-methoxy-2- methyt -1H-indol-3-yloxy)
ethylldimethylamine ;
[2-(1-(2"-Bromo-4'-methoxybenzenesulfonyl)- 5-methoxy- 2- methyl -1H-indol-3-
vloxy)ethyljdimethylamine ;
[2-{1-(2',4"-Dimethoxybenzenesulfonyl)- 5-methoxy-2- methyl -tH-indol-3-
yloxy)ethylldimethylamine ;
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[2-.(1- (2" -Brono-4'-nnmet hoxybenzenesul fonyl ) -
5- met hoxy-1 Hindol - 3-yl oxy) ethyl] dinethylam ne
[2-(1-(2',4" -Di met hoxybenzenesul fonyl ) - 5-net hoxy-1
WERP4A#128- y| oxy) et hyl ] di methyl amine ; 5 PCT/IN2003/000370
[ 2-(1-(4'-Bromobenzenesul fonyl)- 5-net hoxy-1
H i ndol - 3-yl oxy) et hyl ] di met hyl am ne ;
LZ% (2'-Brono, 4' - Met hyl benzenesul fo_na/l )- 5-nmethoxy-1
Pr(-(tidromebgnasagsuomir p-megfioiet- 1Aty Ihldndol-3-yioxy)
¢tRyidinefilarmBreqgnobenzenesul f onyl ) - 5- met hoxy- 1
j | - 3- vl et hyl [ hyl.am ne_; .
PP Bas A BV B shu Bl SisS- & e stingol-
wexyjetholidiBetpylamipe et hyl | di met hyl amine ; 10
. | e I - -
T R Py ol e TRch S
gthyleimefigeniiies hy | benzenesul fonyl ) - 5- met hoxy- 1

{eH1-pElBluordbatzenes)ied il 4-melihegt yetl -AB-iidol-3-yloxy)
)- 5-methoxy- 2:phenyl-1

%lpz-]} - pﬁenlz%nesul f onyl
il yir-nynl oxy) et hyl] di met hyl am ne ;
[R-21-(4EChldrobérzepzsufigriyhenmethesil-msthyl i H-ilsiohdyloawy -
N Hlar=al gléﬂ'nin'él"i ndol - 3-yl oxy)ethyl] dinethylamne ; 15
“(1-(2" -Br ono- 4' - met hoxybenzenesul f onyl ) - 5- net hoxy-
2{ bHeMsihvihanzengsylipnyl-g-meihgg2- et 1l iidndebt erdni ne
dtl%l]tﬁiﬂqeﬁﬁémﬁibr Di net hoxybenzenesul fonyl ) - 5-net hoxy-
-phenyl - 1H- 1 ndol - 3- vl ) et L |.am ne ;
SRy DA A G, ey - 1
[2K 1-Belebrs8uldngbdhretrioyd-ghendd Handuke 8-higkdethyllgimethylamine;
b 2r BdrizbrtesuRnerors MEBY GRS L hoxy -
Al A I e e
Iz _"?TZ?@SUIBWM'rﬁngﬁ %ﬂ!l'.'ﬂrtﬁ'??!ﬁ:ykfﬁh‘?ﬁly Rothgamineny| - 1
[iﬂ('ﬂ—@d%fbégz@lﬁéhﬁrbhyhlpheﬂiﬁ“—?‘ﬁ-ﬁrﬁ!?ﬁ@ﬁ%ﬂﬁetﬁyﬁ&%eth iamti]ne; -
-(1-(4' -Fl uoroben esu n - .o- et hoxy.- 2- phenyl -
e R P TR R
djrdstifylantiai; - Chl or obenzenesul fonyl ) - 5- net hoxy- 2- phenyl -1
. 3d 5 b lohioflLdY AT
35 098 R L B s
BHFTE - 2- phenyl - | H- i ndol - 3=yl oxy) ethyl] 30
[zi(mwdnﬁweamonﬂ;ﬁ F[r—]iaclicﬁiiﬁ=yﬁf?}@ﬁ1?lrﬁ‘ﬁ&h)|flé?ﬁlﬁé;) -
-.net hoxy- 2- et - - ol - 3- Xy).e .
AR P e eI s ul  ony ) -
{B¢IrRsnhenegul@ayirfatitn it H-rtlok8-yiogithyBdipnethyipinine;
{2-(1-(2’-Bromobenzenesulfonyl)-1H-indol-3-yloxy)ethylldimethylamine ;
{2-(1-(2"-Bromobenzenssulfonyl)-5-bromo- TH-indol-3-yloxy)ethylldimethylamine ;
or a stereoisomer, or a polymorph, or any suitable combination of above such as a
nitrogen oxide thereof, a prodrug of the compound or the nitrogen oxide; a
pharmaceutically acceptable salt of the compound, the nitrogen axide, or the prodrug;
or a solvate or hydrate of the compound, the nitrogen oxide, the prodrug or the
pharmaceutically acceptable salt.

The present invention also relates to the process for preparing the compound
of the general formula (i) its stereoisomers, its radioisotopes, its geometric forms, its
N-oxide, its polymorphs, its phammaceutically acceptable salts, its pharmaceutically
acceptable solvates, its useful bicactive metabolites and any suitable combination of

above.
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et hyl ] di met hyl am ne ;
[2-(1- (2" -Brono-4'-net hoxybenzenesul fonyl )- 5-net hoxy-
2- nmethyl -1 Hindol-3- 35 yloxy)ethyl]dinethylamne ;
[2-(1-(2',4" -Di nmet hoxybenzenesul fonyl ) - 5-net hoxy- 2-
wWagedpes328l H-i ndol - 3- yl oxy) et hyl ] di met hyl anRGRAN2003/F00370
9 MAY 2006 WD 2004/ 048328 PCT/ 1 N2003/ 000370
"-(1-(4' -Bronobenzenesul fonyl)- 5-nethoxy-2- nethyl

5 It Seeet i SaroNR, g1 dseEURERIA B MDFT omE T

exidt, iﬁmbd&yént Gdvehlidnnehidtes3to il @xlyg pbdsiple] Giutvetehy faums read ; thé

pog%bié_mx Lo h%gf%gmbenzenesul fonyl)- 5-nmethoxy-2- nethyl

yl oxy) ethyl]dinethylam ne ;
[ 2-The p R A N ib gy BlpreoiBOmEsehish as arfuiereye
ob[a}le%f" a's?g&lma@eé/ lhax¥an b&bdpaldieli ARt hy |o§maﬂ‘,eactwe ;somers ina

| or obenzenesul fonyl)- 5-nethoxy-2- nethyl
manerinpWRBFS8- y| oxy) 10 et hyl ] di net hyl ani ne ;
( 2 Tﬂe iﬁrésenMﬁtiénﬁlob aBz eskgsdibo fratybelebisstendspulyiet are naxnhiyl

to hgs? iefﬁg%z etﬁee é/ )for[n%%rlgl tJug’foFﬁ‘l%l?%Jt M Qr?e? or more atoms are

rep}ﬁqech tokn atogl fmvy\)g@m@yqn}l@mﬁ@t qwqagﬁwf@ber different irom the atomic
m;ﬁg i—nﬁ@g %%@is #Hu]‘w&’ éhiaty il EQME %mﬁmﬁé‘sy b %otopes that can be

Yet hyl ] di net h g,rcp
mqowﬂ(aiedseﬁ?zmumso?whe iV i f)PFQPBFPS Bt hycrogen, carbon,
mthgérﬂCB&ﬂ(ge'& )ph@éﬁ]\))ﬁkhﬂlhdndb nEHldriyié, aigiling ; bromine and mTecmtlum
ex%_np;?hﬁ €|QG$ |4 hél-_J[ “'Rl s}, s G‘szpﬂe B’¥J 512 and ). Those

yI oxy) et'hyT] dr net hyl am n
cofm@eindls @fzgerﬁrad) lfmmghz(@ raiesi@‘ﬁt?fﬂb?ﬁ/?i)rhez Cﬁﬂ@ﬂw ihe aforementioned

150275 E%Q!‘RJ or%iﬁék‘ Qﬁ%?:gén %ﬂgg Ei{ﬂfﬁg@bé' VvAHRInNgs scope of this mvent1on

Hi wor*éip IS %%% SPRPIYIs &f ﬁ@%/%ﬁ%h arfﬁ‘#?ea H'R'"Q S%Omg-“ﬂc
isorériénd tr(eénreslb!ht ihydriaenzaitaso kil amydsy géarmehdmsmé’s phenyl -

| nd_z) {gg% l{gﬁ‘y ﬁltopléﬁ ?r % '}EE X}e?smo "W oxidation of at least one of

thel—mormkodgeﬁs inl myn)a@pbmd}s of geterd) famidad)) (e.g., mono- or di-oxide).
Thh%m(:éerFﬁleﬁc? 2PEg r(‘a%ﬂ&):st%skgﬁﬁ‘&?e ﬂosmonal isomer or a mixture of 2°

pOfﬂpn@Il;scg@?ﬁ é?ﬂ%sﬁl”‘f"ﬁ?f?lo gll\{rﬁrtﬁqecgnﬂ 4—N oxsde piperazine or a mixture

of HNLcmalj@Ian34w oxye Bpdrydinad). met hyI am ne; 25
H- i %ﬂﬁﬁ’%fhg{"ga%%?fg% f\fis(%#ﬁlagig ﬁglij adn‘}]t:on salts of compounds of the

gepeal(fam(ul € )Bramnizh prepanre 9fi Ittfecﬂﬁgrbr)welsmb%hﬁsemmpﬁws g Hy$ o
mv@(troﬁtapéthagg WRENIORA Foffoxic 48ld RAdRSEERS) iﬁé?tf%rs seﬂ}% céhtammg

pol ynmor ph, or any suitabl e conbination of b3 J1

phgggagologiaiy oag*éwﬂ%m? R Re PUF 25 aihi)rfaafroafdw# tfwsm romice,
hy&r6IDMs! NikrA¢, sILhTEtenlbtsumrph@Xphd& afid phosphats, acetate, lactate,
citrate, acid citrate, tartrate, bitarirate, succinate, maleate, fumarate, gluconate,
saccharate, benzoate, methanesulfonate, ethanesulfonate, benezenesulfonate, p-
tolunesulfonate, palmoate and oxalate. Pharmaceutically acceptable salts forming part
of this invention are intended to define but not limited {o the above list.

Suitable pharmaceutically acceptable base addition salts of compounds of the

general formula () can be prepared of the aforementioned acid compounds of this -

invention are those which form nion-toxic base addition salts, includes, salts containing
pharmaceutically acceptable cations, such as Lithium, sodium, potassium, calcium and

magnesium, salts of organic bases such as. lysine, arginine, guanidine,
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pharmaceutically acceptable salt of the conpound, the
nitrogen oxide, or the prodrug; 30 or a solvate or
hydrate of the compound, the nitrogen oxide, the
prodrug or the pharnaceutically acceptable salt. The
WP28E&4E32% nvention al so rel ates to the proceREI/iNgpe3/000370
preparing the conpound of the general formula (1) its
stereoi soners, its radioisotopes its geonetric forns

I t.S oxi de, .its _polynor ts har maceut i cal
dRrpPiriice Sigiies A it el I8 TS b bt
apwhoriesaltsi t s useful bioacti ve nmet abolites and any
suit ' ' f

pcr) PROBSST TR bb ey san A peorths BHE 38R Eaca o
dgBirdua notligtitad fodhg phoveliier e taut omeri sm may  exi st, the
pr es gnddditiaH eﬁﬂdrrﬁébeﬁ@daﬁ} Qc&eé’(@bl@'slaltsogf the Sormteiad bl f%rmula 0!

tato or ns emxturet er eof
Pl v oty VAR e (Erisy Rne Groups Ini the
csm"mpemdum)qm’&mammhorasn aalis b theamnathods kabirinrteg lita@iure by

ugaget{;ah&ﬁaﬁr?gaégeﬁen &&mﬁ@%@é@ﬁg V\%%Bé)nté e 9 “Qa%qp.g/ Al

1 SO
hplifigs SHshoss APy ipdiden ey W@ﬂlﬂaan%mwélcémqi% mcbpes arytafkyl

hWhieQBuéhra% aeﬂam&m&me orQ-‘BhérP@&@i tﬂ&wd@ed in the general

f'or nu I @%% q D or nore atons
are RHPEAS %yh%{waaﬁua?ﬁ*‘haeﬂen@ 53915 BHPTLAIR E® Rudre iy
theumdzationd Thésene,rﬁer\feratsnmtblhedate@ﬁﬁ e pQifioBBE oDlhe BBESounds, in

tﬂéugﬁéﬁgra{' 0M§tu Qél!sy o} egl%it M%l‘ﬁifcaﬁxl?%!ﬂ Cf:%a%ff;te{lia?gﬁ ¥ She

I NCOr por a 0 CO
CPIﬁ%ﬁﬁ@m"fPﬁ@ﬂdm |sotopes of hydr ogen, car bon,

Ni t r AReshanRXALORRily g&e@h@ Eélé’off:JJrH;SUuh&semf f&Wu‘PJ{)"lﬁ‘a exists
i ne, brom ne and ecnitium ‘exe

a3 Eﬁ"aﬁ? é“”‘l%sd‘" TR, Na"ﬂwaﬂ?‘sé'meﬂ‘gﬁwmg@fﬁeﬁxy’ gegtate,
al} thekd. wixtlird? bflsuchhoivetes c;amatsu radsprepargt e adoufco ramslieh

sél@ e &h tgeeﬂc"é"rﬁ {@gﬂivgﬁr k rgsftaiffz%ﬁz% O esi%gPFl D}% s% vgrqtepre atlgrp gxd

I Sot opes an
cRyptplfgation, H’é agyasitiousfio stghssoviagle ﬁw:fmprvatqs arh enﬂmaé!@ @ppe hé

tiORRAtdgs of general formula (1) containing georretrl c
i nvention relates to al

t
'tﬁgs %@V&ﬁfﬁ'} qlgo r?fiﬂ%??@?%ses %ﬁ@hﬁavﬁ%feutﬁ?l{vr%g%%a%%Prgerug%faf
theNoowbarels af shefemtle (Dhe poodradalsi DErv@fwradh hasalsdenaimemihlly
Haxg%eot YRy map rb%qﬁaégoméﬁm&cnsg gg@%@;{g qspfac&%n %L?Lvm&? NN

ni trogen
d?%ﬁﬁ’@daf iorcifieddlly enel etmers epzynaligl @ qiusiin- Vg @focessesrde ther

pa’@er’m f&hU r‘i@u@ﬁm@m@%b&lﬁ ‘P;E@é al FFRIARE Phirfralokinefic E}o’ﬁfeutﬁgn ®e
e and_ 4 oxi d % per azine or a mxture

P aierm_ (‘5352? ing a?ﬁf'eéi sgptien: [958r B3| meeosal epitheline better salt
fophaionas ealubiig) dnd/@doppraidysiead datathd(=hiitdiealih heQflasma

PGERERY 50l HIE RS bl 1R ol 00 B ERE!
i nvéntgséar opp@ide N@%\@*lmlvﬁwhﬁwmemﬁawm astesasied odigdsdsi on
sal 13, pdpiigdsuifish maAd cdzRRE@bYJRBific or non-specific proteases; or

3. derivatives that accumulate at a site of action through membrane selection
of a prodrug from or a modified prodrug form; or

4. any combination of 1 ta 3, above,

Conventional procedures for the selection and preparation of suitable prodrug

derivatives are described, for example, in H.- Bundgard, besign of prodrugs, (1985).

Another aspect of the present invention comprises of -a phamnaceutical

composition, containing at least one of the compounds of the general formula (1), their
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phar macol ogi cal | y acceptabl e ani ons, such as the

hydr ochl ori de, hydrobrom de, hydroiodide, nitrate,

sul fate, bisulfate, phosphate, acid phosphate,

acetate, lactate, <citrate, acid citrate, tartrate,
WDi20H084328 e, succi nate, mal eate, furnarate, @IW@W&D@'SW

saccharate, benzoate, nethanesulfonate,

et hanesul fonate, benezenesul fonate, p 30

dérﬂ)a%@%%tf@%g@ thQ%éﬁQﬁk@s %ﬂ' s%@clts%h@rs their polymorph? their

Phar maceut i cal aﬁ acceptable salts formng pa
PRAFMECUFGAYN EPESRt peeSaltsmﬂlﬁsfm”@qget&@p![yrﬁé:c e BRivatasnthereef

a$ an bbReafn¥derlt] t8¢otheDuiith pakehpOAEARGRIpIdyERLANers, auxitiaries
ﬁeﬂgabl e base addition salts of conpounds of the
‘@fg formula (1) can be prepared of the
af orAamefecivermabuatid cmwpawqﬂgerm‘ram‘dmmsla (i) eviEndailténused dor

p:‘oﬁu%'ﬁf? dwﬂé&&fﬁeﬂ&mcﬁ% %és%ntggﬁ\?enﬁ%d' ‘afoﬁ%‘l %ﬂtl] t Eonvent;onal

salts containin har naceu
ptwé@erﬁvmﬁl auligtiesp Aayriers gochaddfives.  hi um  sodi um

POt a9%i Brdsemalnvbmiah aﬂ@b rma&eew 113] pﬁ@n{aae@f:azrgr ge@B&bIe
uan

oS SO BB [T s R gap B0 ST

mediicihe.ne, trorret ham ne and the Iike; anmonium or

substi, t%cltr@% ér{éFQI ?@l’h‘ﬁx{% {l)PBﬁ’&F@Eﬁé{%bﬁ ald Xlseful m the

accep orm ng hi's 1 nvent
tfﬁraﬁtl%fﬁ d?@d/ Pfopfodyfﬁxﬁé’f @u?"nﬁl@?” whereinggoquiation of Qﬁﬁv éC*‘IV‘FYs'tS
ddeiréd) addi tion, pharmaceutically acceptable salts of

t he ound or mu be. obt.a )
conEF (AP PaBirats TumelenOR 0L VTTIRR o HeHY n the
iregptroenp and/ ot propm&xisocrﬁarcemmwnduhagﬂrquaduapmafnyelanmmai:tiyihy is
4s in the methods known in the literature by using
quarternizing agents. Possible quarternizing agents
ar e, The gomPRUMRS| & oelela) formulg| {1 efs thisy iMerndien gt wigeiul in the
trdaﬂﬁérfﬂ ﬁnd/%t' PsphylRixR6F 8 Borftiitidn WhreRdduiidrosti SHeT andebiH@hing
cgw ¥ 19 Bal i des such as benzyl chloride or
%Eﬁeq’w‘@?g{aﬂ ¥4 de. In the addition to
phaifTirapestiidaiehtiiongoaeies &luse sfdhd sompotilsrof gereral famela (1)
ac'cmﬂny‘#@gbé\)é fo"h‘% ﬁlﬂ?ﬁ%’a{u'ré)?ﬁ thd n%\ﬁlcgfﬂ%(ntsc‘ r¥fe ﬁpgentaal use in

I nte rates 1 nt uri catlo e CO ounds I n
the Heeafsnenh analt |°6ri3f6?hyl§¥'ﬁe?f gleins CN§y disprdegesuch’ as, anxisty,

ddpda@ﬂbrhflcfbatrulﬂfb aaidoraéra,r a@ﬁseﬁsn?eaioh@mspé td@rdefONMRQ ﬂ&

nt h t |1
nogiare. TR ISR B R Ay e b sete Ao b0k
cogwifivea tiedine,s dOhiDa$Attentidn Wabfwent Disdrtherh dlyperetttviyn Ayndrome),

-pe@oﬁﬁf&h Ig&P Suc;ﬂs? Ehyﬂnar%%n?at € gsycg&fé: tJégrengl dl‘? _ln%ama

vates can
chféfmheeévaofscbba@wrergfemﬂtserdé@n “ﬂfédrﬁw@nff@rhedrwe\bé%ﬁ spgh as

cobdiy t @thdriol ahib@ie Aldh BERBHIakdpireBe paak VaRRbKsP rcﬁ%babzbgdﬂaa
stal lizati on, oOr. adventitious. to such sol vent .

ADRERIED, Gaan DT eRIN N RPEESoPeal tifke tower the
risk 0¥ €118 onyouRbdniants evithilon eal:l@g&namcmmp’@ssemveﬁdﬁeeproductlon

.. g|EEIP&{I%H§$ tldl%?l!dli‘%l ?ﬂCﬁJ Bt acP l#ragr{clgg fof 1 an rh)@‘w“{) n;gdo %lgngf]

disghtkers aﬁab¢l§{‘ﬁd with spinal trauma and { or head mjury such as hydrocephalus.
Compounds of the invention are further expected to be of use in the treatment of mild
cognitive impairment and other neurodegenerative disorders like Alzheimer's disease,

Parkinsonism and Huntington’s chorea.
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nodi fied and may be biologically in-active at the site
of action, but which may be degraded or nodified by
one or- nore enzynmatic or other in-vivo processes to
the 25 parent form This prodrug should have a

Wi 2p¢4¢8328 phar macoki netic profil e than the PEENaINS/000370

enabl i ng easi er absorption across the nucosal
epi thel i um better salt formation, or solubili ty,
and/ crease in the

Sm %gr stemc stability +é:gmir}
pl asré® CHAPFUNPS ‘Ffé e pgntign RFIse PrPeTyy 86 yee ’é‘d%%“eatmem
mﬂtertma al (wasidntestibalodisortiars Isudead 185 {latdblavbang! sindransd) edr

s which may be cl eaved by esterases
q%{ﬁe%g%ﬁ\ﬁﬂé%%ﬁ%\é@ pepti des which nmay be recogni zed by

specuTheccoawow@ﬁ @‘pféeumwe@thsr siccalse expasted . bejef jusat invibs

ﬁqmauaﬁ %wcmtk tt%hﬁ«horaarﬁ! h@sé)f:ovﬁﬁuh@s’] A Bigs BB JE%H’% 38Rice

sel ection %ﬁ%dr@{lromor a,nodi fied prodrug

POPRHY Yt "ﬁo” Mps6 PXeTssveiedt 3, above.

Conveme ipegsaht iprepti@dpibddesd @ metHod faethem’eataﬂnfamfob human or a
&%asr @Eg%{fg ngSéJAnR %Frl{aﬁn er%ﬂlﬁ Q%der getl ‘@&Ie\/esﬂeﬁr@&.on

cp@nudm\@g@sor@qgwﬁesswmemn@wvwlp@ré@rs,omrgfqrr@ edgeigt cognitive

lhé]'H?P tdls@ﬂe@@'@’ riZhenaPs d@e%@nﬁ%@%[bt@@ I:ogmﬂ@ ‘a§éﬁ1‘e OARHD
cont ai nin

(GHendipy) De %I Eyp(qra)ctw:{yhé?l?orctiezb Geggﬁi fﬁ@@e\'ﬁ) psychosis,
p%%ﬁfe@éBﬁ@Bhdﬂ@’ﬂé[brbmﬁﬁhﬁﬁt@,%ﬁlzoiﬂmnmbmmhremmrdlsorders

W {pa? aarglsﬂ'%rﬁ Qr% 95%r§u¥ﬁta§ \é&sa!net Qlﬁér[ ], %‘c%ﬁ%oé@QﬁE&ﬁazF@ﬁés

acce
nahm rai’tpﬁﬁr rrahrermblommay m@@pﬁllm ecwﬁraat é@'ﬂ!f'ﬁﬁer @OKiolytios

d@féo?&Eété’ BistHiE HrB! foweP IRt RSK oSS mh%mc %uaant& akth Yow

ed carriers, auxiliaries and t l'i ke
e@fimew%/@e&\tﬁmh{ velp, ?pasiﬁﬁwun@'amm&erﬁéﬁea dff%??fm(aw'efhyg

diturbdrizes of blréa:éhaHS@ﬂhrﬁpénd REQHGHEY aﬁﬁﬁla&‘e@mﬁm Spiedl trhfivBa
I.nven on
B TRE S A0 el BoBonuRn 'l Rention grggurner

eXbetapl tos baitof | use dnttherireainsamt e Indltl esoghitivet frepairment and other
E@B&% n.%w rﬁédr&’er@@%@ﬂ%h@m&s JROTROB LA Ot A RlfRh&Rr's

em  a he use ese conpouhds and conpositions
Cﬁ?fealo medi ci ne. The conpounds of general fornula (I)

of tinhés p+eamnﬁuearbnaéleo BRRkibd al Methtte for tnicReliMNb-+HaMEHd/ oF
tion.wherein nodul ati on of 5-HT

Riabylaxs ol condi Lion
QT EGeRtY f&’&% Sled BRI EBERTSYinds of general formul a
(1) Gbmpdunds bihtre ptesem irvesticngedylie admitistered Irbednnierastione with

U RSB, 5,0 s om0 Py UEI B0, BRI HER0
agemds. almongRmig ar e(*ELt?k%fm['t'WPésv [ Wﬁiﬁp@ﬁ“&éﬂ? eaw updrengrgic
rérjéﬁtor agonists, dopamine agonists, melanocyte-stimulating hormone receptor
analogs, cannabinoid 1 receptor antagonists, melanin concentrating hormone
antagonists, leptins, leptin analogs, leptin receptor agonists, galanin antagonists,
lipase inhibitors, bombesin agonisis, neuropeptide-Y antagonists, thyromimetic agents,
dehydroepiandrosterone or analogs thereof, glucocorticoid receptor agonists or
antagonists, orexin receptor antagonists, urocortin binding protein antagonists,
glucagon-like peptide-1 receptor agonists, ciliary neurotfrophic factors, AGRPs (human
agouti-relateéd proteins), ghrelin receptor antagonists, histamine 3 receptor antagonists
or reverse agonists, neuromedin U receptor agonists, and the like, in a therapeutically

effective amount via a suitable pharmaceutical composition, to achieve the desired

effect in mammals as well as humans.
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: nt and/ or prophylaxis of a condition wherein 0 8 MAY 2005 -
) S%Eﬂ%gﬁpén of 5-HT and nelatonin activities gives
T desired effect. 20 The present invention provides for
‘use of the conmpounds of general forrmula (1) according
to above, for the manufacture of the nedi canents for

th | w
Copre Bhfls oAbttt SosPBbPRE iafitlen that tensutatgnee or
coE'@ﬁlslggglrgHst be repmpatible cheswicallgr snd/arb &edslogicf P Mtk S'1!h\éeo'cher

t
" Sof oy oeen AP eRi s EB oot d reein
cogrfei 9%"%6?(:9!3?'1"@'; "AEHID of Areatmentt embeddecaibmie RS ECElch as

5 pré#ﬁ@tu@@tﬁryﬁﬂyyaﬁgﬁ Egmﬂve personal ity disorders,
psychosi' s ara I'a, psychotic depression, nania,

schil P8 e n?CH"P%HE 26 dhe prestut invalitisnt d_&ﬂéss WWecheaRRientified
ni cotine

OthbRaER)(HEfag tAMS et ha
_ ° and b)eﬁfz%ttjl az eﬁ?'%gg% @%‘?L@&a@t ﬁ‘grﬁgen Bﬂa‘?ﬁ]@ﬁr‘%ﬂfdﬁ%@ns of the
COmRA B Rerinitregen (bﬁfﬁaﬁaohmﬂachyﬂdams acaeprdbid ¥hitsof the co%'npounds _

nitroGérLORGE O Bhd/or F%@Hﬁ%ﬁnfﬁ VP %‘85\,0 ﬁ%ﬁaég%gﬁtggoﬁé;%gmm nitrogen

in young
10 oxlfeéveré ;'rﬁprwﬁtlmmggl ascovall, as| eathdﬂeSéU‘éBPﬁears (including
diagterelsy S adi an r and al'so
't Sder@%ﬁ%@ﬁ'?@%% aﬁ‘fm]?f %%rf“df‘?‘a ‘Pd SPMRARkRHS.

i nj YI%yPiesent inkeniipd ralsrershatesio the:ﬁmglaufsfﬂmeﬂfatésh?epresented by
n
genefa\r ﬁﬂﬁiuﬁﬁ@l e(v‘i)ug\?l‘}eénoe f}etﬁé?g%%q@q%é%f riﬁg radipisptopes, their

t cognithv

n
99°H\§J J*E@% rfepinNrapidayithair silts stheir kelvatez et mew ' ssitshis %aa%%fnatuon

15 ot sBe e A O S0 it s e

of PiERarating of s Qirintermediates. expert d to be of use in the

Detalieﬂanémt tiodf of 3RE | é?\t .(Gastrointestinal) disorders
iﬁﬁ Fri owel syndrone) or
tW@F%‘Hy'Wﬁ'@kﬂﬂedﬂléﬁéstpscorfrmndsrqfoge:daapffortrhu% (), their

sterediacaﬁﬁ b,0nhélf e se in.t
y Fradionet e o#e%rﬁ%mi e s'cy?ﬁﬂrotﬁaé‘d%%n their

| ati on of eating behavi
20 p°’y'§tf%§? Spgell Pbgmpareutichly @cceniahie daltwtmrrdahanhheéutkalfy acceptable

50"’31850!@91&{1%%!%65!%@@ e%%ﬁb e present
.}ﬁntl on row ﬁ1a f § aﬂy %wta‘g{g %OD PIRROngAf agove.
%PEﬁsea '"aﬁﬂm Feéﬁi%? t@;@omm iohgefherahfamutai)) debibed
as foﬂmwmr ders such as, anxiety, depression, convulsive
di sorders, obsessi ve- conpul si ve di sor ders m gr ai ne
headache, cognitiée 10 Rrermry usor%ers e.g.
Al zhei mer' s di seaS% and ¢ ¢bgnitive decline,
ADHD (Attention De A p a ivity Disorder),
personal ity disaor --\ Nosigg, Raraphrenia,
psychotic depreS3i oRy_nani aj__schi zophreni a,
schi zophreni form di & V16 hdr awal from drug
abuse such as cocairg, et anol Rs ni coti ne and
benzodi azepi nes, panic 4, chronobi ol ogi cal
.abnormalities, circadian r 5,_afxi ol ytic, 15
ost eoporosis, ischem c strok swer the risk of SIDS

in young infants with | ow

25 General Formula ()
wherein Ry, R,, Ry, Rs4, Rs, Re, Ry, Rs, Re, Rys and Rz may be same or different,
-and represent hydrogen, halogen, perhaloalkyl, hydroxy, thio, amino, nitro, cyano,
formyl amld:no guanudlno substituted or unsubstituted groups selected from linear or
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endogenous nel atonin | evels, reproduction, glaucong, 0 9 MAY 2008
sl eep disorders (including disturbances of Crcadian
rhythnm) and al so di sorders associated with spina
trauma and /or head injury such as hydrocephal us.
Compounds of: the invention are further expected to be
of use in the treatnent of mld cognitive inpairnent
and ot her 20.neurodegenerative disorders like
@p} ggm&r s di sease, Parkinsoni smand Hunti ngt on'l¥0300370
§he present invention also provides a method

for nodul ating 5-HT and/ or nelatonin receptor

function desired in certain cases. Conpounds of the
'\%’esent i nvention may be adm nistered in conbination

et J5-GrRky JRefnalent (@&Qzﬁ@iﬂm S (Ciefticatkyl, (G-
Grjppeldaidafiyy bldSHE)d:dﬂdylt BityeloaINARR- 4CAGQBK scyclgg;%n& o, st s,

I c”'agent s,

gy L T L A

hﬁ@f"éﬁfﬁ’(’f{/t é‘%ﬁ’ﬁ"ﬁ'ﬁ?’ﬂ{ .hegerqwmcm ee®pht aryloxynalc@gmino,
nrapaitEmire] disllylneoe BiyRINinG A tafaiky Hﬁh@rﬂfﬂgxyﬁa onyl,
ep

| Wﬁﬁ%ﬁﬁtdﬂ?#ﬁﬁp :erﬁ‘é}glggﬁ Ir}g%satg:%h'& (,;15 &:%&f%xycarbonyl

‘R?’gﬂ%ﬁ.aﬂ@ﬁ%@m?% Binpaigyl Biﬁlkﬁﬂwhwlwmﬂesyamylaammmt s,
aradaxyelsgptaigliénioy tloalieyy stk irbohyaming)i émkyloﬁp(:ﬁ%ﬁﬁia?nmo
aﬂ%h%oﬁﬁ%tﬁ@drgﬁﬁsﬁﬁr@%ngg @E‘é | ogllsfyéaﬂ'mde IE t aaé*glquq@no

% C°C|8,rt' coi d recept or

{kﬂ%aﬂ ipe dedrezise, 'HH’P’Q&BW"S‘F@"XMF %d)ﬁfldutﬂd&mmdem gu!fpmot ei n

acigst ang dta idsdvatives, ghaospigie aeid arkdeifsmmat.a&e de ¢
XY @h@h;::; Rg hﬁd roY R{‘ﬁl}:‘rﬁg | F%'%E& ﬁf £ 0{% é? and Ra{?r1 Ry

a'}fﬁ? g‘@ﬁ?ﬂ'l"’%‘f"g' ca t%{ﬁ“i thwhidh 'Ih@(:%‘b theé’maagqm ediva or3bsior
mp@keseds engig""thnsltys;omahm Gt Chir Nmdsk 1RGP beHds 8 mp%srfaﬂy and

cctntamﬁgldfr@ ornﬁhr@h&a%s@&eyéléc&a'&aﬁ oe&f gcgi chgﬁnq\? ﬁ. a a.

lon, .

it ceutl DOSI
o eteB, Sn SRS e gt i £3ropr S o WD
they|are staghed may ftsm\mhmmomc RENErD AV Vop ROy cTREnBE bs e

or rm@am:eewnwéﬂdl OpticHENCRhEIhS ond Wh&é%@ém&%% sbiBeq

em ?H%ﬁ w%n"&?%‘? E@é%’t I Ogﬁ"%FW PR t h t he ot her
Rsp fﬂj’ﬁ’éﬁ?’% h!d!;"ﬂéfb mgleuas; prihateaikyr sabbtidtecrr, unaubstitied pideps

semmmmmambﬁﬁ@ad@;l.cgg]@umm. The terns-"treating" °
anln s such

o, RBland o Hpresbh€ RIaMBEN, sk B e o el PR PvBSBP e
a‘%?’m‘ a exsﬂfp*alaﬁ%ew mermBerEd dngeprtionali BntEnd R topethbrassy

formpee parf afcadit yinichirrdionh wae memmmmﬁéneine rmb&;r g@gﬁggngf

th elfr&g&é‘ %ﬁﬁa é ln é&Fr bt ggrglﬂ'e °“g'8§’°rt‘dﬁ161’;r§§‘}?ﬁ'l¥él{)fﬁ¥§éﬁ°l y
°°%fE‘E ile %T@%%‘q@m Seﬂeﬁ’ég Eemftranup of pryganp gievgsnxindes,
sulfun s inclaoeschng §Sed VHAGN{YMioR)cBS orfetefde} H @k Switdh dahPe
saRIR SRSty  09en

“n" is an integer ranging from 1 to 8, prefarably 1 to 4, wherein tha carbon
chains which "n” represents may ba either linear or branched,

"m” is an integer ranging from O to 2 preferbly m is 1 or 2; along with the
proviso that whenever m = 2 and each of Ry, Re, Ry, Rs snd Rs are hydrogens then all
of Ry, Rz, R, Rq and Ry, together are naver hydmgens.
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10 oxi des, salts, is and/or prodrugs, as well as, all 0 9 MAY 2005
stereoi soners; (including diastereoisoners and
enantioners), tautoners and isotopically |abeled
conmpounds. The present invention also relates to the
WRGMEH048328 er nedi at es, represented by gener al PGRANAIR/A3T0
(1), (V% (VIQ and (IX) their stereoi soners, their
radi oi sotopes their geonetric forms, their N-oxicle,

conB AT W 8P srerRATaN ot Sohe T 5t Bpidel R Enand

Rig ohgretan dppliofbleymae bakeléabedfrdmahaldypn atoth subfeapiiugdes shiorfe,

 orfhRR3f %mngnpé?@méaw@hFé@éﬂﬂv‘gﬂma&ﬁﬁ-cmﬁmcﬁ% fluorometnyl,

Description o nvent i resent 1 nvention

: d‘fF’éPHte&%l' ttaﬂuemﬁﬁywhd@fwoqyyhefmoem ciyprasthyl) and i fike;

susﬁtm&obrsmmamutédw@cwq; aﬁ*}ogr@.@t @ﬂﬁ&aw gk c@&ﬁéﬁ%ﬁéd &@,-

ot bt B0aran S kPR ssrretoh (Y. ebbuon, 1By, o

pepliaisoaeetyl iheeal, liso-tegle peay) ectd ahd tedike; ¢yaie{G:-Grptidiugroup
' I t t

) S SOt by e gt

grepen eyl be oFlH%iF%l‘eé 1)orciaCaCrrbeny! Heur GRS QuspRaNENYL

cyfieieidiyR dydbhaeiei @ci&eptﬁ?enyl%cxﬁ%ptaﬁﬁnyu Réhd BR&. 111BS the

P BEBHR B S S e ey ooy e
sutthasomethoxyn ethory, tprapylogy zlmtyloxy, fisprprgdyloxyaandl thedike, which may

t
o SRS EARCPOBIENE ) aoR) up, N Pl B RRAIE Focing
CVQ@BEQmeMG'@@WﬂPHKMER*MWQW Iisp.he Rystpalkoxy group may
be (£ubstdiad; aby broup Garck ;sk=pianitesy haph(h@ﬂ thd Zral deyiy Imay be

ol b et ey AR LR e B i

anathgliike, ﬂmra_,rhl@ty;ouanmylby Isub!ﬂtualdtaodme shmtleﬁ@bgr@ikw is a group

ter oar e oar et er ocy

Ty 9roeR: WCBW bea@%x&rﬁh%eth@xmmhw?qe@ﬁlpﬁ@ pheny propy oxy
andlit@ el g ﬁ@lko@' yﬂoﬂﬁnnﬁ@ bl EsHtu@R3 ﬂé!eroajc@rl kiobigdTs i, as

RO A TPOF Helrse Pt PRt PR S S B

grduy dnayxlysa skhystituteginhete slaky loroupnda bk prdyl, nigeryk \furyl, pyrrolyl,

OX%Q{ ﬁik?ﬁ’yt%géﬁ%myl acgtﬁ%%bﬁlalbﬁﬁﬂog)ﬁiﬁ% Q:Ielﬁ/c!furanyl and the like,
iheam@tex%ﬂr Ill’SWfII ziTFﬁVnd’e aﬁumfmcbxyeféﬁOWa%ﬁl% such  as

pyredNHiREHHAA, b@widm%m nfb'rﬂh\éhr%@]kﬂ OWMMI;%HEHS}D oxazolineatkyl
uan

n| di no, g (ﬂﬁ

aﬂ%&?’% o By TSty Pl R Geup
suahessi fuatylivielby!, syidinginicthyl, ardaiyinsatig), |ot<&olj@|thyt/and he dike, the
h:@%g gvo“ ci gagndyd tssgsﬁ YAt varfbxl Nehedb ISR

y '% 9&1%‘@ ag éRe 5 @1 dNe%O%rg Ba and li%{ or Rs
hetar,q)gy ey, Rewlaqﬁ@n R7hq§q>row aﬁ@teg@r@lfyl, Reheterocycioalkyl and
heterocyclylalkyl moieties are as defined earliesr and may be substituted; acyl groups
such as acetyl, propionyl or benzoyl, the acyl group may be substituted; acyloxy group
such as CHaCOO, CHiCH,COO, CsHsCOO and the like which may optionally bhe
substituted, acylamino group such as CHaCONH, CHS;CH,CONH, Cz;H,CONH,

CsHsCONH which may be substituted, (C-Cg)monoalkylamino group such as CHaNH,

(CaHgNH, CiHiNH, CeHisNH and fhe fike, which may be substituted, (C4-

Ce)dialkylamino group such as N(CHs)z, CHi(C:Hs)N and the like, which may be

substituted; arylamino group such as CgHsNH, CH3(Cats)N, CsHa(CHa)NH, NH-CsH4-
25
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and Re together with carbon atons to which they are 0 9 MAY 2005

attached may forma five or a six nenbered ring,
optionally containing one or nore double bonds and
optionally 15 containing one or nore heteroatons
WoeIEd#se from 0, N, S and conbi nati ons of RGUDRWIDWAHE
and heteroatons; or R, and R12 together wi th carbon

atons to V\/nl ch they are attached may forma three to
ti onallk cont ai ni ng one or

F%b?’@a% '[“ﬁ?bwa% b%’ﬁ‘ébs fHter odRikjARiamerarm syt a6 feHiesitaNe,
WZ@W CRHMIENGH) and ed liké,rveritOmay\be 5ub%ﬂtdted hydrox {Cr-

re’&?e@@% gr(]a% agé sﬂgéfjﬂlte bagngngoﬁéngséaplwller o k'(/nﬁy ‘be sub@%ﬁu’ced
r-@m@u-pt)a!i%@mm(%%halﬁs& dmttéstbugtam@ -Gl hedp fwhiztn may

L sRmtea) lkb&?dl@h
b&_\ﬁ%r steentas[ &gtr!]‘{ gé!z;\:h%s;l ar al %Tet@q?gﬁg?’%\‘
M‘. ?ﬁ‘doaben ‘ eatg%*tﬁhf BV be é% fPﬁ?d t Aviosyalkyl geaye nsuch as
CEr o8t engom@pmmapmnﬁMymtha and itk 1R &vm@gaémé suFBHtuted:;

sERPBRGuSls e L EaRISUS! PR AN, Lol o, wic
mﬁm@r geyptiutdid G- ﬁdaléyitbaot Hieo(%ﬁ@alk!!mhidr rodyr be sjmafhhted
o lﬁhin‘ar?lalliﬁ’shéh @tﬂb%@)ww @?BNR%J fhe zﬁlé Qhich

eroat om sel ected from the group trogen

mah e SUbRtiyied aprvratRenykano, Qfﬁb" ﬁ&é%ﬁa%@ a%sOCONCHa
cg—aobom?msl csmcmceoemp;zgucgcrﬂaomgomﬁ“aha?h@m W&ich may be

‘ a n" is an_inte

R 70 AIZMBIT ( corale, poplen L rEbER
C«':la‘é'ﬂz%‘z%@tﬂH n" re@eEBMCOMEY:)be ei t hegHsCHIDEAIN(CEHs),

-c&&@%@h@@comm cgraoé%ctfgb%ﬁﬁ\rﬂ !n%ﬁﬂé e, %f&ﬂ‘n@a N %bsthut?d

referably mis 1 or 2. along Wt
REABGRAAHNS 29Ty eé%h%@k)m"n%rbomamm@ aareume gi(er

Ca[)’gndrraﬁmﬁﬂ&*bbﬂmrﬁi brougf (CRCe)aldamiBi@o g% g 04/ I guamdmo
ver

R oS BRHET 8 rilS i, God sabapiwecid

orfgs depimtivgyqsucRsas m:deﬂmke FEONHRO alkRaroinodathonginike (LSH;,B.IHCO

(owt)fmyer hHERD! € TRy, Meo seld gﬁaﬁﬁﬁ%carbgmf hag‘%gefbhﬁh@a

chlorlne

Nﬁaﬁv@éﬁ% R B KBl SR ) Lty PSS

, PhﬂHb@ﬁzumE:d])dnd thdl fl{el,l Qﬁéﬁfﬁérﬂ&’ﬂnmo&éﬂbd‘nhu ah@ n@té}b{éralk%ammo

th di fl t
calthll. SRREEL Wt o L 0 S s STPvis otrS 52 AR kv
he@fqgmiylar@gq;@moayu yheiei theamerociohdingrha i§ Gis debsai Ieynlher
ca&bﬁaﬂi@ ae‘HJCJén@a?lvE@tJEDéh a@tgyérs Ovhglreﬂmﬁ} dsf9- 91 %Fé(ﬁ 'are

butg i so-butyl, t-b pe | SO-
a*kﬂ@%ﬁ Ny} SROYRsK FHeh r@pwfubsmet@w orarsbtiied mbeﬂoxycarbonyl

napt}ﬂﬁ),d!@ﬁc(aﬂnoByl@ﬁ)i atheKije; @ﬁmw@carﬁb{@hglﬂﬁp %'&meﬁﬂb’dxycarbon I

ﬁ'lyf?)g#,é%lon v, ¢ aC h%@lem;w%caa%g ta\nﬁ E%/ee erc )Agtlepogrey?oxycarbony!
hetésﬂéradi@mar@@sézl kéwydin giheupeswetyl agrogy cisopentiemptli, edrfler,
het@bﬁ@%e@&?@é@d&ﬁ{d rwite¥é |h9!3?0%%&f@¥4 aq, ﬁé(fﬁ%ﬁ @Sﬁ)gra +qe n‘%é%(e carPoxyhc

cycl oheptatrienyl and

ac'aﬂaﬂw,atf\f?ﬁynayebesw§tatvtpm gifeni ggd @ 1 @ﬁm@ms se@p@msmw,
SOLNHCHSE Jsa, K@), I SOMHCF,, SONHCO(C4-Cg)alkyl, SO:NHCOaryl where
the aryl group is as defined earlier and the sulfonic acid derivatives may be
substituted; phosphoric acid and its derivatives as P(O)(OH),, P(O{OC;-Cs-alkyi)s,

P(O)(O-aryl), and the like.
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21- 12-2004  such as nethoxy et hoxy, propyl oxy, butyl oxy, 019 MAY 2006 -
ISS AN REEBEOX Y and t he i ke, which may be substituted; o -
cycl o(C3-Ci) al koxy group such as cycl opropyl oxy,
cycl obutyl oxy, cycl opentyl oxy, cycl ohexyl oxy,
cycl oheptyl oxy and the Iike, the cycloalkoxy group may

15 b Lity h h |
napht Sy el Suchink, s ¥hey By 1 b foenl dreubh i Ry pnd R, or
®; aHg RSWRaaS‘d bﬁgﬁﬂs anﬂlﬁﬁlﬁﬁgbyhd chlw N SR, anr.;;‘]aRg or Ry and
| u
Ko Lortel 3tttine EREod g (T i R Hachid gBafY 5 to 6 ring
sttmh; \aﬁlclﬁllrﬁé'.jﬁbﬂtﬂrlally bﬁ'ltlalﬁEdé@ﬁmorl@Lr@fMﬁH%elected from oxygen,
| ara 0 Su
5 GURSTH Sk BRO PR, CHREm RS e St and and optionally

phﬁa‘y:lqonmgjdmnwf dbusiatohdhand hdtero dthh@s as abb’tﬁib)éd @BAER The cyclic
e subst.i t ut

t et
o Y o, BBty BEOTT ity Gondls SR feranyt, thiony,
gyl‘pﬁyiau’mm?iolﬁndymrhﬂldyl H:Qralﬁd?Eahleﬂ&! By CB}ditabl@ fszLﬂltms on the
e.. u er oar roup _suc
BiiE Hpie ofifiea BY R GR3IR: o B 298RS BT Ry 8BS BT By and Re or Rs and
10 Bxgd faam:i ﬁl? orthtamiziE& ?ﬂ Rukmdmp;ageﬂmel' wﬂbgnza:ﬁ;uéemy&brbon atoms
n e like e e .
BBl rope e alRel ST bECd AR FRoR atom such as cniorine,
bsomind B ixtihd \ritro, piypes, Iaimr@.a‘bk?ﬂll( (lo?'mﬂaﬂ@: Ih(ce-ﬂial ,fﬂdoxyt! hthloa!kyl
azol i nea an e like e
tﬁlw %éﬁgﬁy&f’gﬁ%@{w@%( group rrayybe substi t ut ed;
het er BaradR{s mefergbly spoiseats Hydogery,| smbsﬁtyﬂed or unsubstltuted linear
t X
15 BY phehcis TEL B aat b ARED A olih: o BHAE0 0-BEIA, BB Ro-buny,
| hentgl bexy);| actyl andebhe ﬂ!k&araﬂyllmoqp such esa:hengladrwlabi’dlbgdyﬂ";f a}ryl group
HRG" 95" U6HRARA] Yoyoidtes AR alolle suct “5€ L BB “Byctobuyl,
em1¢peetyl aeyriohexyb ecysiabeptyl lﬂlee@ycttzaiw WOURU PEY bacdubgmuted, the
: r n i
SERLY loroul OB Yeur B8 R bne MISeREN] ARIIGH e BRUGHE such as
20  ChlBhOHan (Hiad-ﬁ?erGPkae G QleHaGkl, o@Ht%thiz(bléz and the like; (Cs-

%@Qﬁé&r@grk&a%&a%@a@c@@U@g‘il‘*‘éﬁ?%ﬁﬁ WBE%}!# and “Sulfur and

spfipseliy mrﬁ@mng@ﬁecgg)hmﬁ@lamw tdpieHONgs.oup such as
CH3NHg, 35, a@@&'ﬁd}}&é E.g@bl} HbiRr R nend ke bev‘g%&ged from

may be substitute dalky am no _gr oup

Rt(lr@lﬂ) 2lm1®19@s¢2|-|5mm§mﬂ tpsazinyk e pywalidinyt, nﬂl}p&mmyl morpholinyl,

25 PSR Rl S R e D3, TERRGoY) groygy may be

susdituers Sereay) 9reep SurhoBORTIdYiHRN Al dxakelyll intidazolyhioxhdiazoly,

g, b 4 BBy, s

Whettsydaic ides)dis tsucht ael; pymplidiosafiyC1 pipeddineddipyt, widmpholinealkyl,

TR A3, 5 S R X B v o
30 Be( GUDGE)J@IdkyIfGtﬁFﬁ@’@ﬂS!L celonp kyiuchyr ;asp fwmnehethyly Byiidinemethyl,
Y,

BHRBI NN, bk ks 2 RS R VAL e

Whiettarytexy, beterobeaioxyt beferogysivalisopyl Whkregr betercangh ha&roaralkyi

heterocycloalkyl and heterocyclylalkyl moieties are as defined earlier and may be
further substituted. : ' |

35 Compounds of the present invention may be synthesized by synthetic routes

~ that include processes analogous to those known in the chemical arts, particularly in

light of the description contained herein. The starting materials are generally available
' 27
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C6H50CH2, C6HsOCH2CH2, napht hyl oxynet hyl and the Iike, g |

whi ch may be substituted; aral koxyal kyl group such as
SUVN-B&-BRG20CH2, CBH5CH2OCH2CH2 and the |ike, which nmay

be substituted; (Cl-C6)alkylthio, thio(G Cs)alkyl

whi ch may be substituted, 10 al koxycarbonyl am no group

such as C2HS5OCONH, CH3QOONH and the like which may be

from c%pﬁrérélu&ﬁﬁcesaéaﬂhow ARIFBP Oheaidateo (Milvaukea,sWispsagorgadily
prepares H@F&}WWGI\\P‘P'E\ 0 “?W%g%%%ﬁ%% (e.g., prepared by

methoé@@%’(ér&l @bcrigedih M oxi FaFreayamhiiaty FjesanpReagents for Organic

SynthasisHyclp @gHgl)evl}E %m%%&%%m& ERbuch der

orgam%ﬁ@@@bamr' eangptidyer-Vekag, Belirc hnq’mgsng)@ppiements (also

substi t ut ed anmn bonyl am no group;
ava|1at(lq;|wa@§§6|&§;ﬁ@rﬂr\%%§ é anmino group, di(Q -

qs&rahli&)é{r@ﬁ'ﬂe?ﬁfdaeﬂy kreireactign oaghen(es depirtedk Prigwl Rrayde
rou

uani di i as k
potent@xi (0@’[&5@@5 gyrwg,% |Cﬁ P%’I‘H)S of the esent invention as well as Key

ups, hydrazi.no and
intermBYidfe@X ¥badhite dERIES desz:apilm»@fl the ingiviidyial tgactionssteps, see the

t
Exam;gge:(};%,ﬁn‘é%%g?%gﬂws ma{g\]g @N@%%% tl}e Nccgnthetlc routes
ma QH@E@Q@ s¥ f{aaéﬁaazM@.mnweannmpomd@owthougrképpﬁﬂﬂc@amng

A OB g L L o i arecaian oaca v

starttnB erh@fe@@fsy kAdi reagsitd aay | baaledsﬂyesidﬁ@mt%l kg IPapNidRp @ variety of
doriv ag gqrqbg %%ﬂ%ﬁ@? o t[écl%é Elcy&ﬁ lof gﬁé’h‘@ﬁp@tﬁrﬁisaﬁreﬁared

car bon e
by thd) @iy absdribgd OJep)w sarabecfeﬁmeremoéxggqi |1rélhght2qf this disclosure

carbox lic a eri Vv s, wherein
using Pﬂ'é"’eé‘§ el CHEF@S? “4?1@% \{?eg'g% %gir[{)bglﬂ?ﬁé ng oups suych %
UpsH b}S(bh'tpl,d esl smlf;dsuhrﬂ@ge i edn phediosayc Rebeasyly  oxidized 10 its

ht h k |
correqj}%ggﬁtggéyg‘i%g% r%@ﬁ&) %6&)’)0@1? b!)dn Q ordh &/ 3§ QeigioRMN oxidation
proceﬁhn@@ qk | oyation bmtiym cmmppﬁrbgnm iy Suitakie yeiugs for Ha are
for ewfee Fxn-naﬁcﬁ;rg%ﬁ Lf:(:é g’(‘%’ﬁ@F RUMro, hrBbEbaG G} kY ﬁ!ﬁfnbﬂmbhyloxy

group 1's as defined g@ or
grouphefcer exsimplexy aanmimdeswiteyexh e Per obpae-&-5-40 °’8’ef$¢?88

er and these carboxylic acid derivatives may be
tnf!uogq?&g{q

$-uted; sulfonic acid or its derlvatlves such
SR Nk&prepS%Nal@f—lBomMgﬁrg)ezp eseptNRtepyon. protection of @ote

" func'apggl }_%f,lpﬁ(g:?rz nlﬁéecon%%ﬁ\l § Yo inBieieRiiatéd magrvd ngeessary.

arler e sul f oni aci d
The fleed \fat isuels pratection vélibery ﬂat’%?ﬁm%t?&s%ﬁof’?t&"ea@if fhgngpmote

functflgt(l%tg ear ng t@:? far?dc‘ iti t{: (t@, Fggﬁ%ﬂ o eidthddel SGiatié hWﬁoZProté}ﬁlng

26 21-1c. 28&4 SUVN- RK- 0 gnl
grougdl (KB @ itk ctriftoroatalyle & batexyrabany! (B whee rgg}% y

(CBzgﬁaH %uéﬁpﬁ%@%ﬁj@%@a@yﬁﬁw Eﬁe gfgegﬁgraﬁlﬁbhqﬁrméctﬁa is
readiindetefftidet dgebteeskilled I theeart diasch garesAkd ?ﬁfﬂm*ﬂ"c B PFPé9ctmg
o ST LSS bRy S VS mist.
Wiley r@nséhey 8w York, 1891. The protecting groups may be removed at a
convenient subsequent stage using methods known from the art.

The present invention also provides processes for preparing compounds of
general formula () as defined above their stereoisomers, their polymorphs, their
pharmaceutically acceptable salts, their pharmaceutically acceptable solvates and
novel intermediates involved therein, which are as described below. There are. few

methods already reported in the literature including GB patent specification 1 308 230
R
AMENDED SHFFT
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5 nitrogen or sulfur and optionally contain one or
nore doubl e bonds and optionally contain conbination
of doubl e bond and hetero atons as described earlier.
The cyclic structures nay be optionally substiuted

wohepgszhapht hyl , pyridyl, furanyl, thienylBCT/IN2003/0060370

pyrrolyl, imdazolyl, pyrimdinyl, pyrazinyl and the
i ke. Suitable substituents on the cyclic structure
formed by R and R2 or R2 and R3 or R3 and R4 or RS

lip datRet B FOREET] THeseomFiTodsr anRTefaredcar3herpinREe GHdEOherpin by

Bhler@pd R12 together with the adjacent carbon atons

to which they are attached i nclude oxo, hydroxy

hal e RPN BRPGR TS gt SIS Seck s BaifreRo

R, RE,Re, RYARK, RAMRB R4, noamd/h are(d8, de@Badrédusly, while Lg, R, R,
C - al k hi Kyl kvl thi o phenyl or benzyl

éﬁ%ﬁ&g%ﬁié?%%&é%ﬁﬁg%9%¢%F%%ﬁ?¥Pépresents hydr ogen,

Sahieneilt uted or unsubstituted linear 15 or branched

(Cl1- @%ﬁ)p@lluﬁélof gérhe?al PR |(It)m§§' Pé/ br’epaﬁl’e@ﬁf@éﬁﬁng a compound of

i so-propyl, n-butyl, iso-butyl, penty exyl, octyl
foiria Hegivendkelovar yi - group such as phenyl or napht hyl ,
the aryl group may be sub®tituted; cyclo(C3-C7)alkyl
group such as cyclopﬁ%oyl cycl gbutyl, cycl opentyl,
cycl ohexyl, cycl oheptyl ycl oal kyl group nmay be
substituted; the aF. may be substituted and
the substituted aralkylNi-sta gheyp such as 20
CH3C6H4CH2, Hal. C6H4CH2/ CH3 HACH2, CH3OCBHACH2CH?
and the like; (C3- C7)cl¥cloh¢teroal kyl with heteratomns
li ke "Oxygen", "Nitrogen" an® "Sulfur" and - optionally
contai ning one or two doubjg or triple bonds. Suitable

eterq cyclic,rin formed eit
BTG Ract Font 507 1 97 5ot B rron s v g B ek Ro
qoyid i mytkcteghfpnolthedéaftyR repprspris edfienyl a switsblgbpickegting grow,
[ [ oxazolinyl, diazolinyl and the like, the
(ﬁgggﬁﬁéégféT group may be substituted; heteroaryl :
group such as pyridyl, jpyrraoyl, oxazolyl, imdazolyl,
oxadi azolyl, tetrazo benzopgranyl and the like, .
-the heteroaryl group™nay~hessupstituted;
het er ocycl o( C, - C6) al kyl as pyrrolidineal kyl
pi peri di neal kyl , norphol ir y
t hi onor phol i neal kyl , ox iolinealkyl and the like, the
het erocycl o( C1- Ce) al kyl grouwy may 30 be substituted;
het er oaral kyl qgroup such as furanpethyl,
T Brreien 1. Ko 200 55 Blectredaiye SBis- BNt RYTPauRd of framuia
(I &eats dcliendhigidresatiar al kyl group may be substitut ed;
het er oaryl oxy, heteroar al koxy, h&terocycloalkoxy,
wher ei n heteroaryl, heteroar %kyﬂ? het er ocycl oal kyl
and heterocycl yl al kyl noiRgtd FQre as defined earlier
and may be further substituged.g35 Conpounds of the
present invention nmay be syntfesized by synthetic
routes that include processé¥ anal ogous to those
WHRRW Y 1K), IH)€ RGNeRE &@lardibd SefinB@ ! feGlidrAt | BmbBundl df edwuif
t he descrlp%lon contained herein. The startin
O RfEEYTPe | Rerepf@and b isr & jSRYINGYRTE: BT tereafter ANERESERY SHEET

)12- 280 erting a compound of the formula ([} into another compound of the formula
"

if) removing any protecting groups; or

iif) forming a pharmaceutically acceptable salt, solvate or prodrug thereof.

d K

29
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SUVN- RK- 006 from conmerci al sources such as Aldrich 0 9 MAY 2008
Chem cals (M| waukee, W) or are readily prepared
usi ng nmet hods well known to those skilled in the art
(e.g., prepared by nethods generally described in
 WDo0He4$328 Fi eser and Mary: Fieser, Reagents fRET/IB2¢anes7e
Synthesis, v. 1-1 9, Wley, New York (1 967-1999 ed.),
or Beil steins Handbuch der 5 organi schen Chenie, 4,
Aufl. ed. Springer-Verlag, Berlin, including
SUpp'[rﬁ‘%ﬁt\rﬂ‘ieﬁ@ @Q suftdbid bl@{ékﬁgvdr&fpt B¢ aBRIch At P2 LML ARy
%@%%?L” I ustrative %ur oses the reaction
g éﬁ?lﬂ?g R BPRAIN PP Ta9BYIaHY i al routes for
synt Hésiabovegetddiien comgatbid sartéd dlh e psdeanduch ay EFHFJ BllleRs
Jneaéthﬁeééetg enﬁiﬁ[F%ﬁl FIQ Fneﬁ: ro?’drg} %ethanole e{hﬁBO’

descri ption uaI reac se
S peranebhApd die dike End rerefquably euskigi eithed] apatorteher &NF wi THe inert

RRBERSIABy %Baﬁalﬂélhé‘d by YiSthd %éncggs@yg&% asnﬁy A}eortifré%d The
t hesi Zbenagp ntive conpounds. hough C;)em fic
BETP iy 5% AtPrd B B0 BiriSeE a0 Bhage Sich 38 a8 NAGH: Newes
Nath embthe dikel aslvstt as Stedmixeireherebi ethe rsdction mn@ram gériepdiip
r e [ d.t
BRI E I Pl e Rer B8 o e B Lo B HoREhC Rt i
10 ragpliph Isempletend wide yaiety ©b hpridaagsts pere pakesd i Sidgontiresation.

HH@Jebé}dﬁre‘f’#Fé@ 'abig GobiRs QK SRR Subnisd {?aﬁ{ethwaﬁme' %%m% mine,
U%&ht of this disclosure usi n%( convent i onal stry

largpgywil- e mRsRRRlag. Pipesiine n Nerthyipineridips, pwidinepped 4a
(8IN-fdirdethylamika)ggrid{de, evith m Ereﬁa)‘redadasb%lgerﬁstbdlng RGO REALtib®

tHe? of %M ﬁ@%ﬂ&k E}:%TZS#EQUE QX or%laré#jt @%%%Pp%-gcgﬁp etbe volétt!e[n

common
15 ce@Pg\eniSoaa'ﬁorampml vwcteh refiuct oreepiss. bdiz obactia irtiyture can be

oﬁwn%ﬂgblaad”ﬁ@d %ﬁi%ref %rkb& e p%guétocfanel%@'fgala?ed ﬁy fﬂﬁ% Fﬁbﬂ

Vi
5@3@?@@" af"g’ﬁﬁu ﬁ“”f’PSrbve%a?Pﬁ'rfg mgﬂwﬁéﬂ?é'n%% u?%@fﬂmzew

columt chiemagdpbudtEonyl oxy gr oup or trifluor oacet at'e.

In the: r ' co of the

|y enioRBSREALheTh Sin GOIPRINE WSl SoBierBRE Fipogs, Tyese
20 “’ﬁikﬁ’%ﬂ@lumﬂ fée@mtsamyfumfrtef) sigfstituertte Rirddi 84, 6%, RayRheRq,

ROLERBRAMeach 2R TBRPRE ST &%b:é HERIRE QFlest{rQQd %He#naf\t’eqy y
dﬁ%ﬂ %I ng on the nature of the renote functionality

'e conditions of the preparation nethods.
Sui t Alterreatieaty, nengHootdac bi Rgmuigr PU PRy (HpRPAredNBY Weeting a

axycar bonyl (BQCC) ,-
%e%d;b g@@'ﬁﬁ%‘ﬂﬁ"’e” ?%&z’) and _
25 FI uor enyl net hyl eneoxycar bonyl (Fnoc). The need for

such protection is i1y detggrnined by one skilled

in the art. For a,gene%gl desct|i p,{8n of protecting 30
groups and their usSg_-See T,° eene, Protective
Groups in Organic @ 3

hln \RW| ey & Sons, New
York, 1991. The pfoke ng W§roups may be rem)ved at a

conveni ent subsequent/ stage ustng net hods known from
the art. The presentRl nveHtion al so provi des processes
for preparing corrpounds of general formula (I) as
defi ned above their stered¥lsoners, their pol ynorphs,
whidhgih b, R13§z,m36\ﬂ24”ﬁ9 e, F@@'dn}d Rq?\&?@@é adrhss iﬁ%iéﬁm tb Rhlia 1),

har ceuti f acce ta e sol vates and
Rm is as defined esewh re in the definition of compounds of formuta (IV), with a

(\)

30  compound of formula (V)

30
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novel internediates involved therein, which 'are as
descri bed bel ow. There are. few nethods already
reported in the literature including GB patent
specification 1 306 230, 1) A AnAFKInPn CHFFT WD

WOo0M/08888828 PCT/ | N2003/ 000370 US pat ent 3 SOO/ING@3/000370

These net hods and references therein are included
herein by . reference. In the description and the
reaction schene which follow Rl, R2, R3, R4, Rs, Rs,
R7, R8 RO, RIO Rii, ? R13, R14; mand n are as
ﬂ@ng@, 5 Rb and RO is
Y¢ specification. Schene |:
a (1) may be prepared by

as defi ned el sewhere
Conmpounds of genera

{A) wherein R1l, R2, R3, R4, and Rio are as defined in
relation to formula (1) RSfurther Rio could be
protected formthereof; Rwjepresents either of a

SR ACHE A AL o e A RLBRIED, B e
%itghggteﬁg&mﬁ&m%n R12 (111) wherein n, R11, R12,

as defined in relation to co ound of
for W@uoﬁa of fmgmida (I} abd (\Dogre sHiEPY Trader toggthpsingan inert

ord PRV oRGnOHAII incRAE, tﬁe&ﬁaafrty@cbcarsorﬁeﬁ@ﬁ%artmuerie) o-, m-, p-
convertin into nother

AP HEFPAPHN Sicn 3 e g, o, snd
chprabemehe rghays sunbsgs disthyildther, diisopropyyetherp leatrimit eethycethéry
dio%%@ei%%%‘glgggw{eﬁahyﬁmfﬁfﬂ;q‘litﬂres I%[.&hd By gcéta‘ﬁtﬁl%oafn'd grgpigl%tri}ép
ketones such as acetone, methyl ethyl ketone, diethyl ketone and tert-buiyl methyl
ketone; alcohols such as methanol, ethano, n—proﬁranol, n-butanoi, tert-butanol and
also DMF (N.N-dimethylformamide), DMSO (N.N-dimethy! sulfoxide ) and water. The
preferred list of solvents includes DM30Q, DMF, acetonitrile and THF. Mixtures of these
in varying ratios can also be used. Suitable bases are, generally, inorganic compounds
such as alkali metal hydf—oxides and alkaline earth metal hyaroxides, such as lithium

hydroxide, sodium hydroxide, potassium hydroxide and calcium hydroxide; alkali metal

"oxides and alkaline earth nietai oxidss, lithium oxide, sodium oxide, magnesium oxide

and calcium oxide; alkali metal hydrides and alkaline earth metal hydrides such as
lithium hydride, sodium hydride, potassium hydride and calcium hydride; alkali metal
amides and alkaline earth metal amides such as lithium amide, sodium amide,
potassium amide and calcium amide; alkali metal carbonales and aikaline earth metal
carbonates such as [ithium carbonate and calcium carbonate; and also alkali metal
hydrogen carbonates and alkaline earth metal hydrogen carbonates such as sodium
hydrogen carbonate; organometallic compour_ﬂds, particularly alkali-metal alkyls such
as methyl lithium, butyl lithium, phenyl lithiurn; alkyl magnesium halides such as methyl
magnesium chloride, and alkali metal -alkoxides and alkaline earth metal alkoxides
such as sodium methoxide, sodium ethoxide, potassium ethoxide, potassium ten-
butoxide and di-methoxymagnesium, further more organic bases e.g.'triethylamine,
triisopropylamine, and WN-methyipiperidine, pyridine. Sodium hydroxide, Sodium
methoxide, Sodium ethoxide, potassium hydroxide potassium carbonate and

triethylamine are especially preferred. Suitably the reaction may be effected in the

31
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a (I'l) given below, 10 R

) ha@gerh i peeferably tchios eroyrpognahdaheréatemif| desirgd1d Necensaiyt cangiag d
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'PCT/ 1 N2003/ 000370 In case when Ris a suitable 0 9 MAY 2006
protecting group, an additional step as described in :
Scheme 2 is required to prepare conpounds of formula
(1). The above reaction is preferably carried out in a

woap@nts2zguch as THF, tol uene, acetone, et hpCT/BReBA0S70
DMF, DMSO, DME, N nethyl pyrrolidone; methanol, ethanol
5 propanol and the like and preferably using either
acetone or DVF. The inert atnosphere may be naintai ned

PEsyeNPSioh BN 3SR RESTyLatalysktieh ag tetrrg-bubdamsponiym hypiegensulphate

aﬁtfﬁ}@thk@nl'hﬁﬁlyerbﬁrrﬁﬁﬁt%ﬁd Ry b& rrIaTh%lrWdﬂ)?Ql%ﬁ'@ idrt GasB@S&ch as

NS4 B B RGP Y TP b BAER B erabi T 2188 hos,

| wgeﬁm‘tealaﬂ desirdgiethe aebuttiog aompiued tcentintiedrpteradalt tierant. 1 ef | ux

{ eMREFRbUIE Plorhill (YPHUEBE propiibt bs 1AE LI EARLIRR, by

e varie 0 asi c agents can
*hierf“?fh‘?‘%a@&?&éﬁé‘émabﬁesm?{ﬂ%@vﬁl}m&f hetweas 1Hastompeaigsnefs
foith@a QIYLREEI), Whitdin ARy hirbgeRtdWbRakdBefofk theehitioam ne,
Strlb 'yl am ne, N nethyl norphol i ne, piperidine,
oS ylliiperidine, pyridine and 4- (N, N
di netithyktivelyn apppeurdss ne, fomnaid (B peefeer pegdabdshyc ragint a
j %%&g@ action tinmes of about 30 mnutes to 72
mﬁgﬁpgjare conﬁ@ At the end of reaction, the volatile
15 conponents are r Riunder reduced pressure. The
reacti on m xture can optioral Iy acidified before
wor Rup. The product cg s0l ated by precipitation,
washed, dried and & pur{ fied by standard net hods
such as recrystalliza Qi chr omat ography etc.
Optional step (i) and {ii) Tan be carried out using
conventi onal nmethods. 'hese 20 w Il depend upon the
preci se nature of the subst 't uent s Rl, R2, R3, R4,
RO, R11, R12, R-13, and¥R14 in each case. Exanples

wifeirs i, (R k£ Rf; 83 R{g@FbSasacﬂe@néd UShEAUE ForMBkagi) nﬁq‘o tc@lﬁ]d a!so
nds of fornul

oo RS i et P becefncl as SR Bl ea bt artaioh 20 Ehiosp o

- brgnajelithibetriowihyBiyi, (IbWer alivigr oronio acilalor tRAordBethdidsulibndie

to
T - KRN A S
definition of conpounds of #ornula (rv), wwth a 30
conpound of formnul a \Q”QO WO 2004/ 048328 '
PCT/ 1 N2003/ 000370 R efein m Rs, R6, R7, Re
and R9, are as‘deflned [ ation to formula (1) and
Xis a R;

Rg

wherein m, Rs, Rg, Ry, Rs and Rg are as defined earlier for compound of formula (1),

and with a compound of formula (Ill) or its acid addition salt

[-g R. .
13
/ .
R11 It N\
: R12 R‘H

()

wherein n, Ry, Rz, Rea, and Rys are as defined in relation to compound of formula {n

or precursor thereof and Lg is a leaving group ; or its acid addition salt of compound

of formula {lll) may be used; and thereafter if desired or necessary carnying out
additional steps described above.

32



hal ogen, preferably chloro or bronpb; and thereafter if 9§ MAY 2008

desired or necessary carrying 5 out additional steps

descri bed above. Conpounds of formula (l1V) and (V) are

suitably reacted together in an inert organic solvent
WnDEP483%%E | udes, aronmmtic hydrocar bons such RGI/ENgM088Gea70

o-, m, p- xylene; hal ogenated hydrocarbons such as

nmet hyl ene chloride, chloroform and chlorobenzene;

ethers ch as diethyl ether, diisopropyl ether,

tert?: B‘E%tel subglityspts. fest ligds sithe0a bdenaraifonyioks gben ormmithlogeno

aseaiafaéwdarrmefnmanhe Bélb:ﬂi’oh @5 bS8 Mip &S RGP I Eudsﬁﬁuéd?zd t R..

\&%%bgrrﬂ L& oo @ﬁt such S, acet one hy ?1
*Hy‘f‘ A5t SRgotpe ‘B@FW’”%FHWWE%&%?@FE

f@h’@@Wﬁgfw@fﬁlﬁsﬂM(lhanol et hanol , n-propranol, '

b ks |
.
e} hyhReptaimtaspioneryyatery PMF e PME®. PME; aryf the dike ent sniktnel thated,
Wﬁ@fer%sar@c‘ﬁh@mcbfohé Sr el T dM a?fhbgp%&e%agtb'%%ﬁntéﬁed-

o s %ﬁtn? A ua} % so be _used. Suit
00 USO8 F 15 S Nl B OB ERC1TS (o Basiepted i the
prmplaqe dh pdreex isdasasalke ) ka0 eNaglbert hixto®ks dherdy? d TRX irdiRBon

t y. d ' i.de L s
t%g;{égastxg'lé l?krﬁ h‘])% lﬁeﬂ{a %l OC"i%S Bjna]sﬁcg1 §nd g ?é(?lcea?fk%ﬂ!vlent and '
pragaraily atoadeﬂwrwn@l irnihk angedroeada tC tvetcml °CoxTaeduratloh tofl kHemM

g cal ci um
r%ﬁ’%lg“ayglgr%gﬁ?npﬁod%%ﬁ%fﬁgﬁaﬂ @M%dlgaslh%ﬁ% earth netal
K‘F’d?‘?ﬂes such as 20 |ithium hydride, sodium:hydri de,

pot a@lﬁrr!amdw CHoh(ﬂ:eur&l%doiC anGlis nhydy | ke prepbiéal by 'F&%@AL
aﬁ%gﬁ§o u% ine earth netal am des such as lithium
oo lﬁ de, potassium am de and cal ci um

am de; al kali netal, carBonat es &and al kal i ne earth

metal carbonates sfich _fs |'i philym gcar bonat e and

cal ci um car bonat e; d also/al kighi metal hydrogen

carbonates and alg th rmetal hydrogen

H5~h drogen car bonat e;
organonetal lic conpojnds Nparti‘tul arly al kali-netal
al kyl s such as met h{ Ildhlun1 butyl lithium phenyl
lithium al kyl magnesi um Ral i des such as net hyl
magnesi um chl ori de, and 4Vigal i net al -alkoxides and

T Mty B Rl R S P SRR i 0. R

Is GAreds Rarfist dﬁfﬂed HUf%%t'P'@IéO mwa.{u P totecjaralgrne shegeaf; R is

deflwdtdg%rsuﬂmﬂﬁN@FMh@ gl@@ﬁ%a rot) SLttc.rh|a§t hyl am ne, 30
triisopropylam ne, and ?plperldlne pyridi ne.
Sodi um hydr oxi de, Sodlun1 -thOX|de Sodi um et hoxi de,
pot assi um hydr oxi de &ar bonat e and
triethylam ne are especi preferred. Suitably the
reacti on nmay be effected he 31 WD 2004/ 048328
PCT/ 1 N2003/ 000370 pr e®s phase transfer catal yst
such as tetra-n-butyl ammonl um hydr ogensul phate and
the like. The inert atnosdﬁere may be nmaintai ned by

whersinmg, Ran&,tRgRsesd Rulek BsdefitN, eafifer @ cbiBpodRaast FéBiia (1),

W.tﬁge@}ﬁrpd‘rﬁgomﬁ;ﬂulg?ﬁlg}l to 24 hrs, preferabl y from2 to

hour s erea i f deS|red “the resulting
conpound is continued intNRygRighlt thereof.

(Vtit)
wherein Rys and Ry are as defined in relation to compound of formula (I} or precursor

thereof or with its” acid addition salt thereof: and thersafter if desired or necessary

carrying out additional steps described above.
- 33
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5 Conmpounds of formula (1V) may be prepared as
reported in the literature or by the nethod anal ogous
to that described in Schenme 1, between the conmpound of
formula (I11) and (111), wherein ring nitrogen is
WPr2BH&4%32% before the reaction. Schene 3: PCT/IN2003/000370
Al ternatively, conpounds of forrmula (1) may be
.prepared by reacting a 10 conmpound of formula (VI) R
(VI) wherein Rl, R2, R3, R4 and R10 are as defined in
relati-on to formula (1), RLO could also be protected
f or sutdw endes RaLg sredef erehiads idgbsy oy ieede® group, for
eﬁamp eﬂﬂc?ro Chrpg Si?agoménre'{ha %’;@ny%ﬁ’o qﬁ[u%d c?"&h @?dxy group or
trlﬂtrqmac@mlrorret hanesulfonate groups; R is defined as a

scHéhdeaP! e N-prot ectl ng group or a group such as R5 Re
wher ei n as define

ear I’\“%ﬁ“a"f"&h’ %‘iﬁ’ﬁ%’ﬁﬁ‘?ﬁffﬁmf"é K'hﬁ'%b? Wr?ParedaWdeﬁ\h'qt'lﬁe glkylation

of compauraslodbrnfueramyl a (111) or its acid addition salt 20
Llg RI3 R11--t 1 M R12 R14 (111) wherein n, RI11,

R12, R13, and R14Rare &s definéd in relation to
conmpound of fornula or op&%mnmr t hereof and Lg
Is a leaving group ¢ aci®d addition salt of
conpound ™ of forg : 1)\rm)ﬁ”oe used; and thereafter
if desired or necess WTyRNg out 25 additi onal
st eps descri bed aboye. 0 9 MAY 2006 WO 2004/ 048328
PCT/ | N2003/ 000370 Sultablle substituents. for Lg is
ei ther a hydroxy, sulfonﬁ oxy group or a halogeno as
defined earlier and the dB)ection is based upon the

wHRRSith &R, OR,, RIOR] Rl'.oukl @fd &Y aP@as déﬁh@&‘iﬁ‘f&éﬁoﬁ th TorRGE Y, Ryo

an additional ep described in Scheme is require
copid aEP éﬁaﬂﬂéﬂ“&ﬂfﬁ@? HgeobR ‘ﬁ%‘?f’@?%?s 9 81‘“&9'?5‘ Rf?‘)ecf'ns gfiqye or

a pbpeick @qction is preferably carried out in a sol vent
such as THF, tol uene, ethI acetate, acetone, water,
DMF, DVMSO, DVE, and the like or a nixture thereof,

and preferably using i &one or DMF. The |nert

Rg

wherein m, Rs, Rs, Ry, Rg and Ry are as defined earlier for compound of formuta (1),
with a compound of formula (Vill)
NR13R1H
(Vilh)

wherein R and Ry are as defined in relation {o compound of formula (1) or precursor
thereof or with its acid addition salt thereof; and thereafter if desired or necessary
carrying out additional steps described above.
Scheme 6; -

Alternatively, compounds of formula (1) in which Rq; is lower alkyl radical such
as Cygalkyl, a cycloalkyl containing 3-8 carbon atoms or a benzyl radical in- which
phenyl ring is substituted and R4 is hydrogen may be prepared from another

compound of formuia (X)
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by using inert gases such as N2, Ar or He. The 0 9 MAY 2008
reaction may be affected in the presence of a base
such as K2CO3, Na2C03, NaH or m xtures thereof. The
reaction 10 tenperature may range from20 Cto 150 C
WEWAIEA t he choi ce of solvent and pref er abfFEINAR03/400370
tenperature in the range from30 Cto 100 C. The
duration of the reaction may range froml to 24
hours, preferably from2 to 6 hours. Schene 4:
Al ternatively, conpounds of- fkmula (1) may be
prepared by reacting af15 conp uid of fornmul a (Vi)
Lg R (VII) wherel R1, R3, R4, Rio, R11 and
R12 are as defined | | atdA od E&F=formula (1), Riois
a group R o as d,ga' e'I%ﬂﬂiontoforrruIa(l) or
protected form thereg |’s~g20 defined as a suitable
N-protecting group, or a‘group such as, RS R8 wherein
m R5, R5, R2, R3 af RO hre as defined earlier for
conmpound of "formula (1), wth a conpound of fornula
(VI11) 25 NR13R14H (VI1K¥} wherein R13 and Rl4 are as

wheefd, R, R, 1R8] R ifANaddR.c 28R UEheafn ERIEHL forfilik (B Ry is

recursor _t hereqf. or th its' acid addjtiop salt
a ofhE R Setef R Eriep o imta bkGipr i St bedl g whicn
Ry caresgnts ydpegenathoht di obemkyl gtoap & wdscphichg dnglseubstitlB&d £hdd
i.tahl
ronl QPR NI el p LIRS bl A9 o
such@sf onyl oxy group, for exanple a chloro, brono, iodo,
nmet hanesul f onyl oxy or tol wgne-4-sul fonyl oxy group or
trifluoroacetyl. 5 Schene |[5: Alternatively, conpounds
of formula (1) may be Bluer d*oy reductive al kyl ation
of compounds of formnula R (1X) 10 wherein n, Ry
R2, R3, R4, R o, R11 and Fr{e as defined in
7o Ry
Ra

=

wherein m, Rs, Rs, Ry, Rg and Ry are as defined earlier for compound of formula (i),

with & compound of formula (Xi)

(X1}
wherein Rq3 and Ry are as defined in relation to compound of formula (1) or precursor
thereof or with its acid addition salt thereof; and thereafier if desired or necessary
carrying out additional steps described above.

Similarly, when Ry, Rq3 and Ry4 represents hydrogen atoms, these compounds
may be prepared according fo this invention by hydrogenolysing the corresponding
indole derivative, in which above substituents represe:{t ane or more benzyl groups
remavable by hydragenolysis.

Furthermore, indole derivatives of the general formula (1} in which R4z is benzyl
or a substituted benzyl group removabie by hydrogenolysis and Ry is hydrogen, may
according to this invention be prepared by partially hydrogenolysing the éorresponding
indole derivative in which Ry is identical to the substitutent R;; above. The said
hydrogenolysis is performed in a solvent such as ethanol in the presence of a suitable

catalyst, e.g. palladium on carbon.” The reaction is performed in a solvent such as |
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oul d al so beaprotectedformthereof R is defined
SUV@@% 0Qi tabl e N-protecting group. or a group such as,
Re wherein m R5, R5, R7, R3 and RO are as defined
earlier for conpound of fornmula (1), 15 with a
conpound of formula (VII11) NRL3R14H (VII1) wherein.

0 & MAY 2006

methﬁlﬁ oﬁ%éﬂ%‘ﬂ u?rﬂ‘fe Fedifild %??lH orr? laﬁitj Iqaﬁgp?p%l ;Jsgdsu%{‘l as

fornmul a ecursor

pa"ad&HGPf'lcéfhoé‘alt thereof and thereafter i f deS| red or
NERES! naI ps descri bed
abov eﬁﬁ%%:h%arrgte% o %{t er ﬁgﬁ”&%‘ﬂ@ ﬁ?&ﬁﬂ‘&@ agranesy bripw,
(1) in which S13 is |ower alkyl radl cal such as
Cl_6al kyl, a cycl oal kylg, contai ni ng 3-8 carbon atons or
a' benzyl radical f i ch ophenyl ring is substituted
and R14 is hydrogen /iRy be prepared from anot her 25
conpound of forny) \( WO 2004/ 048328
PCT/ 1 N2003/ 000370 Rb - 2 R(X) Weren, R,
R2, R3, R4, Ro, Rl and,R12 are as defined in
relation to formula (1), s®,0 is a group Rio as
defined in relation tg f rmga (1) .or protected form
t hereof; and in which epresents hydr ogen at om or
a benzyl group in whic nyl ring is substituted and
removabl e by hydroger®l y$i s R is defined as a 7
suitable N-protecting gr&up or a group such as, Re
wherein m (s, Re, R7, Re and R9 are as defined
.earlier for conpound of formula (1), 10 with a

whereig B Bu s, B RefvuRa ReXindRe znay e $aﬁ31r dbfler(t Xbnd represent

: 4 | at
ot R e L0, L v

guanrdrnpgg%pﬁt@t%gr unsybstityted gtmelpeeél;ectndclrmh&mmfdretﬁrah&hed (Cy
Cralalksles (0,80, RikdME CYEREYalkyhyf AT EY LBy AR Y. NGt othERs
bicycloglﬁyl Llcycfoalkenyl (C1-C1z)aikoxy, cyclo(Cs-Cralkoxy, aryl, aryloxy, aralkyl,
aralkoxy, heterocyclyl, heteroaryl, heterocyclylalkyl, heteroaralkyl, heteroaryloxy,

- heteroaraikoxy, heterocyclylalkyloxy, acyl, acyloxy, acylamino, monoalkylamino,

diaikylamino, arylamino, diarylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl,
aralkoxycarbonyl, heterocyclylalkoxycarbonyl, heteroaryloxycarbonyl, hydroxyalkyl,
aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl, alkoxyalkyl arylalkyl, aralkoxyalkyl,
alkylthio, - thioalkyl, alkoxycarbonylamino, aralkyloxycarbonylamino,
aminocarbonylamino, alkylaminocarbonylamino, alkylamidine, alkylguanidino,
dialkylguanidino, hydrazino, hydroxylamino, carboxylic acid and its derivatives, sulfonic
acids and its derivatives, phosphoric acid and its derivatives; or the adjacent groups
like Ry and R; or R, and R or R and R4 0or Rs and Rs or Rs and R; or R; and Rg or Rg
and Ry together with carbon atoms to which they are aftached may form a five or a six
membered ring, optionally containing one or more double bonds and optionally
containing one or more heteroatoms selected from O, N, S and combinations of
doubie bond and heteroatoms; “m” is an integer ranging from 0 to 2 preferably m is 1
or 2; Ry represents hydrogen, halogen, perhaloalkyl, substituted or unsubstituted
aroups selected from linear or branched (C+-Cs)alky! and aryl;

and its stereoisomers and its salts

: 38
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Simlarly, when Rio, R13 and R14 represents hydrogen

atons, these conpounds may be prepared according to
~ SUVN-RK008 i nventi on by hydr ogenol ysing the corresponding

i ndol e derivative, in which above substituents

represent one or nore benzyl groups renovable by

hydr ogenol ysis. 20 Furthernore, indole derivatives of

NJhgergﬁé‘ SF&lesée%r tﬁlﬂr@pe(ré Yhd Eorittiuntls Bi@rhsia izl be aund in

I|teraturcarﬁpr1t:é[2>lfl|tt§ernyquoé Iﬁetﬁa?p&ycl{cg %l%gh g% d{%d @%ﬂ Vhy Splag%nt

publicatiBf 5’?2@@%?@3\ bMSpéétbhtaNoy peirangeand \DH r1g189te Altematlve!y
correspond |nﬁ& i ndol e derivative

compouind of FEIUIR ) FeYSTHGE: b EREPHS Bl e walpds for

ox:dizatlgb{ @f ﬁ@@f&%-ﬁﬂb%xél@erﬂ@feﬁ QAsReciivedan sigkatenet (Chamh P‘aarm Bull,
hanol in the presence of a SU|t@$le 25 atalyst

1985, 3% 1§43 peraim P S MCTH YA Yshd a5 0F an@naqeg performed in
a solvent such as 35 .-1L-2004 SUVN- RK-006 net hanol or
et hanol in the presence of hydrogen and a suitable
catal yst such as palladiumon carbon. Novel
internmedi ates of general fornula (I1) are represented
as given below, 5 (Il) - wherein RI, R2, R3, R4, R5,
R6, R7, R3 andRO may be sane or different, and
represent hydr ogen, hal ogen, perhal oal kyl, hydroxy,
thin, amno, nitro, cyano, fornyl, am dino,
guani di no, substituted or unsubstituted groups
sel ected fromlinear or branched (Cl 10 C12)ai kyl,
(CrC12) al kenyl, (C2-C12)al kynyl, (C3-Cr)cycloal kyl,
(C3-C7)cycl oal kenyl, bicycl oal kyl, bicycl oal kenyl
(G -C12) al koxy, cyclo(C3-GC)al koxy, aryl, aryl oxy,
aral kyl, aral koxy, heterocyclyl, heteroaryl,
het erocycl yl al kyl , heteroaral kyl, heteroaryl oxy,
het er oar al koxy, heterocyclyl al kyl oxy, acyl, acyl oxy,
acyl am no, nonoal kyl am no, di al kyl am no, aryl am no,
di aryl am no, aral kyl am no, al koxycar bonyl,

~aryl oxycar bonyl, 15 aral koxycar bonyl,
het er ocycl yl al koxycar bonyl , het eroaryl oxycar bonyl ,
hydr oxyal kyl , am noal kyl , nonoal kyl am noal kyl ,
di al kyl ar ni noal kyl , —al koxyal kyl aryl al kyl,
ar al koxyal kyl, al kylthio, thioalkyl,
al koxycar bonyl am no, aral kyl oxycar bonyl ar ni no,
~am nocar bonyl am no, al kyl am nocar bonyl am no,
al kyl am di no, al kyl guani di no, di al kyl guani di no,
hydrazi no, hydroxyl am no, carboxylic acid and its
derivatives, sulfonic 20 acids and its derivatives,
phosphoric acid and its derivatives; or the adjacent
groups like RlL and R2 or R2 and R3 or R3 and R4 or R5
and R6 or R6 and RT or R7 and RO or RO and RO
toget her with carbon atons to which they are attached
may forma five or a six. nmenbered ring, optionally
contai ning one or nore double bonds and optionally
contai ning one or nore heteroatons selected fromO0O, N
S and conbi nati ons of :

37
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21-12-2004 25 doubl e bond and heteroatoms; unf is an integer 0 9 MAY 2006
SUMiRKgoda om O to 2 preferably mis 1 or 2; R10 .

r represents hydrogen, hal ogen, perhal oal kyl,

substituted or unsubstituted groups selected from

i near or branched (Cl1-C3)al kyl and aryl; and its

ster$p|spners%£%d its salts 30 MAY 2006 3f AMENDED

SHEET *$SJUETEIRIRS RiaYss ermua(d) %Pé%%@s%rﬁe@ s pivepdiciow,

t he conmpounds of fornula (I Ry can be found in

literature. Some of Raemarg J. Heterocyclic

Chemistry, 16, 221 (19%Q—JP pateRt publication

57200362 A, US patent 3

Al ternatively, conpo

be prepared by conveénti et hogls for 5 oxidization

of indol e-3-carboxal dehyfies as,d Rigd in literature

(Chem Phan-n. Bull, %585 33 1843 wher ei n HVPA,

NCPBA are used as oxrd 4 ng agent 10 15 20 25-30 35

s7 nnfrninrn c4-1Fl =T 21-1 203ﬂDEUMN-RK-OO6 Novel

i nternmedi ates of general fornulla (VI) are represented

as given below, R2 0 9 MR62008 Rsherein Rl, R2,

R3, R4, R5, R6, R7, R6 and may be sane or

different, and represent 5 , hal ogen

perhaloalkyl hydr oxy, thgms, ar nitro, cyano,

fornyl, antdlno guani di no, s bstitted or

unsubstituted groups sel ected RFom | i near or branched

(C1- C12)al kyl, C%ygéZ)alkenyl (C2-C12) al kynyl ,

( _-gy)cycloalkyl C7) cycl oal kenyl, bicycl oal kyl
WhsIFRIg &8k ian Rk, Re; B M&ﬁnkf@swam@baﬁ%emrkom represent

5 hyafdglen ﬁ’é]b’ é??(%?e{l‘?e{lc?alﬂg}élh dr althl?c(? x rg?,grtaﬁ'rg{og Cloy formyl, amidino,

heteroary eroc
gqu@@poautgguW or unsubstrtuted groups selected from trnear or branched (Cy-

Cip)alky), (Cx-Cir)alkenyl, (Cx-Cip)alkynyl, (C5-Cy)eycloalkyl, (C3s-Cr)cycloalkenyl,

bicycloalkyl, bicycloalkenyl, (Ci-Ciz)alkoxy, cyclo{Cs-Cy)alkoxy, aryl, aryloxy, aratkyl,

aralkoxy, heterocyclyl, heteroaryi, heterocyc!yialt_tyl, heteroaralkyl, heteroaryloxy,

10 heteroaralkoxy, heterocyclylalkyloxy, acyl, acyloxy, acylamino, monoalkylamino,

dialkylamino, arylamino, diarylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyi,

aralkoxycarbonyl, heterocyclylalkoxycarbonyl, heteroaryloxycarbonyl, hydroxyatkyl,

aminoalkyl, monoalkylaminoalkyl, diatkylaminoalkyl, alkoxyalkyl arylélkyl, aralkoxyalkyl,

alkylthio, thioalkyl, alkoxycarbonylamino, aralkyloxycarbonylamino,

15 aminocarbonylamino, alkylaminocarbonylamine,  alkylamidino, alkylguanidino,

dialkylguanidine, hydrazino, hydroxylamino, carboxylic acid and its derivatives, sulfonic

“acids and its derivatives, phosphoric acid and its derivatives: or the adjacent groups

like Ry and R, or R; and R; or R; and R4 or Rs and Rg or Rg and R; or R; and Rs or Rg

and Ry together with carbon atoms to which they are attached may form a five or a six

20 membered ring, optionally containing one or more double bonds and optionally

containing one or more hetercatoms selected from O, N, 8 and combinations of
double bond and heteroatoms: and “m” is an

25
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SKYMN-B¥5006acy| ani no, monoal kyl ami no,  di al kyl ami no,
aryl am no, diarylam no, aral kyl am no, al koxycar bonyl,
aryl oxycar bonyl, aral koxycar bonyl, '
het er ocycl yl ai koxycar bonyl , het eroaryl oxycar bonyl ,"
-ﬂ*ﬁ*g&*ﬁg ' I, . oal kyl am noal kyl,
Nl oyl argl( ﬁ%@ﬂfﬁ? bfﬁ%é’éé’i‘ ks;’f’ g&?y%&l ’Eﬁ?ie,se’?‘s l?‘%’dmgen- halogen,
P%’Palpﬁ%xgz avlrstituted ef wysubstitated ghiupalsklgbied from finear or branched (C;-
ngmg&*ﬁqﬁppnylanino, ar al kyl oxycar bonyl am no, 15
~_am nocarbonyl anmi no, al kyl am nocar bonyl am no,
Rz&*ﬂ%ﬁ‘f‘i&éi A, E'ﬁieky*hmﬁndihaingendi(sfad_ckyhg_ugmrdgap,bmmo), lithio,
ti N @k}, y 0, . ic.aci nd its )
R e P BB B Bl Rery R groups: and it
steyReiSpRIGrS anchits daltendlong svithethe pedvisoethat vheridver Rds CPH, and all

ofgtoupsr. | kke a r ~an or. R3 and R4 or R5
B ar Ferary b7 S By i Frhes Bt Siadhiagpen's Ra never
eithgigefihiemowkthie. dimetuisipi borenicaciahor tiflubhuryethaes salférmead efoups.
may &8 five, . j ered rin gptionally .
cont ai %E%Hr%ge o%oeepgrgﬁa%r gb?(ﬁ'gé‘qug’ek? nE1°§mH d ti'gnﬁfl {pported in
HelfRevalas, Mgl 8Renwrl, W80 het er oat ons sel ected from 0, N,

S angveoRR i nd het er oat Qns;
and g TR 1 Bt AR PrE By EnBisiF ven boiow,
SUVN- RK- 006 -r integer rangifag from;to 2 preferably

mis 1 or 2; R10 repreg-nts hydr ogeniy_hal ogen

per hal oal kyl , substi t ut eg unsybstj’euted groups

sel ected fromlinear _or{b b eo\(C$h2C3)aIkyI and
aryl; R is defined 5& et hef hy#rogen, hal ogen (such
as chloro or brono), lithho, “B7trimthylsilyl, |ower
al koxy, boronic acid or'BJifIubronethanesulfonate
groups; and its stereoisonersS@nhd its salts; along
with the proviso that mhquver R ia S2Ph, and all of
Rl, R2, R3, R4, R5, Rs, R7, &nd R10
substituents are hydrogen's ver either of brono,
lithio, trimethylsilyl, b |
ortrifluoronethanesul fonate grbups.. Procedure to
prepare conpounds of fornmula (VI) is as reported in
10 Heterocycles, vol. 30, nof{vil) 1990. Novel

i i | Vi | ted
Sh eI Bers B RACES) e b PR R
repregepichydeggenzhalogen, Rahaledityl aimetirédy? thisyarhieosaite, eyano, formyl,

e . | hal :
amlgilgéhg@glfdvnkrﬁ"nﬁhb%gtyge%??fxﬁﬁ%?&é%&ﬁgfrgwﬁ ?sg?e%i%r}larq@’m linear or
bfﬂ%\eﬁyl(91-%uaﬂwcwho,(cgﬁaia!lcémb, (Sulsdalkyrykd (05-Co)cycloalkyl, (Cs-
CcyBruRehyt! Bicyllodikil'BityaSAREYEY (¢ LTS 2Ly (Cs-Crpalkoxy, ary,

aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, neterocyclylalkyl, heteroaralkyl,

heteroaryloxy, heteroaralkoxy, heterocyclylalkyloxy, acyl, acyloxy, acylamino,
monoalkylamino, dialkylamino, arylamino, diarylamino, aralkylamino, alkoxycarbonyl,
aryloxycarbonyl, aralkoxycarbonyl, heterocyclylalkoxycarbonyl, heteroaryloxycarbonyl,
hydroxyalkyl, aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl, alkoxyalkyl arytalkyl,
aralkoxyalkyl, alkylthio, thioalkyl, alkoxycarbonylamino, aralkyloxycarbonylamino,
aminocarbonylamino, alkylaminocarbonylamino,  alkylamidino,. alkylguanidino,
dialkylguanidino, hydrazino, hydroxylamino, carboxylic acid and its derivatives, sulfonic
acids and its derivatives, phosphoric acid and its derivatives; or the adjacent groups

fike Ry and R; or R, and R; or Rs and R4 or Rs and Rg or Rg and R; or R; and RgorRg

29
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21-12-2004 branched (Gi-Cl2)al kyl, (CZ-Cl2)al kenyl, 09 MAY 2005

e $OvRIALabkynyl , (C3-C7)cycl oal kyl, (C3-
C7) cycl oal kenyl , bicycl oal kyl, bicycl oal kenyl
. (C1-C12) al koxy, cycl o(CrC7)al koxy, aryl, aryl oxy,

aral kyl , aral koxy, heterocyclyl, heteroaryl,
heterocyclylalkyl, heteroaralkyl 20 ' heteroaryloxy
%@t%w%@?taew&ycarh@m atoors ol whicti ﬂhyil'( eTq,attaaqul maacfwnoay’ve or a six
n3én a
A, SPROA ¥RahB oy Sry Kol dRdble *bdndt™aRd. optonaiy
CRPIAINS €Bf LB NPTe H?f&rmyleaﬂemteﬂl from O, N, S and comblnatxons of
dbﬁbl@f&ﬁﬁifé : xycar
dr ox%al kdfl ﬁét&’%)&no'a"ig[ kH?rﬁﬁr%alag%Iz lgygfer e QN Bon atdms to which
5 YAR EFHE?‘F’O’H?R??”" %th(ee(yalalsyd mami]eraﬁ klylb optionally containing one
oﬂﬁﬁﬁ‘%@é@b@é
al koxycar bgﬁi/dsﬁndﬁt&né@ CISEFH @c BiN9g Retrsoatoms selected
am nocar bonyl am no, alkylanlnocarbonylanlno
al kyl am di no, al kyl guani di no, di al kyl guani di no,
hydrazi no, hydroxyl anmi no, carboxylic acid and its
_ derivatives, sulfonic acids and its derivatives,
10 phosphoric acid and its derivatives; or the adjacent
groups like RlL and R2 or R2 and R3 or R3 and R4 or R5
and Rs or Rs and R7 or R7 and Rs or R3 Ra AMENDED
SHEET 21-12-2004 SUVN- RK-006 and RO together with
carbon atons to which they are attached may form a
five or a six nenbered ring, optionally containing
one or nore doubl e bonds and optionally containing
one or nore heteroatons selected fromO, N, S and
conbi nati ons of double bond and heteroatons; or Rl1
and R12 together wth carbon atons to which 5 they are
attached may forma three to a six nenbered ring,
optionally containing one or nore double bonds and
optionally containing one or nore heteroatons sel ected
10 15 20 25 30 35 40 . AMENDED SHFFT 21-12-2004
SUVN- RK-006 0 9 MAY 2005 from O, N. S and conbi nations
20 of doubl e bond and heteroatons; R10 represents
hydr ogen, hal ogen, perhal oal kyl, substituted or
unsubstituted groups selected from I|inear or branched
(Cl-C3)alkyl and aryl; "n is an integer ranging from1
to 8,
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AMENDED SHFFT



21-12-2004 preferably 1 to 4, wherein the carbon chains which "n" §9 MAY 2005
: SUVRIPRRSRBL S may be either linear 5 or branched; and "n -
T is an integer ranging fromO to 2 preferably mis 1 or
' 2; and Lg-is a leaving group as defined earlier and
its stereoisonmers and its salts. Novel internediates
of general fornmula (I1X) are represented as given

fropePolN, SRenRigonbingtions fvdebis holdl anBhetéBatoRs; FRS rePR@sents |

R e.s Lfferent n
e Seien, e Rl o ited ot e O s 8 rrom
lineghiop, bramshed, (GrirCaalkyl canaharylif oinfnj$ .an mteger manging from 1 to 8,

prefrN qikda, wﬁé‘rk%fht %Elgaﬁb%nod'hg% & A Eépq'%it%tsgﬁlgi pe either linear

sel ected fromTinéar or ranched n(
S or brarhedgnd ‘ieriy en inteer camyied kgml tp 2(pESte@l)yomds dat Ry land Lg is

- : ' | £V.C | kenyl ,
R G I AR A e o
ar divpl Intesmediadss of deperal teoyulay(iX) dne tapresnidd, as given below,
het er ocycl yl al kyl , het ¢roar al kyl ,Rﬁhet er oaryl oxy,

het er oar al koxy, ghet erog¢Ycl yl al kyljoxy, acyl, acyl oxy,
i no, dj i aryl am no,
oxﬂéﬁng?gﬁk,
xycagbonyl

acyl am no, nonodalkyl g
di aryl am no, aral

het er ocycl yl aRkoXg yl, Vet eleéryI oxycar bonyl ,
hydr oxyal kyl , am nog ‘ | am noal kyl ,

r’§| al kyl, 20 -

aryl oxycar bonyl ,
IATO
di al kyl am noal kyl, jal koxy#lkyl

ar al koxyal kyl, al kgj t hi o, jthioalkyl,

al koxycarbonyl am no, ar al lgghpxycar bonyl am no,
am nocar bonyl am no, al kyl g car bonyl am no,

al kyl am di no, al kyl ggani di[no, i al kyl guani di no,

joxXylic acid and its

hydr azi no, hydroxyl am™m 8
) and its derivatives,

derivatives, sulfonic
phosphoric acid and | 3 atives; or.the adjacent
groups like Rl and Ro or [R2 af% R3 or R3 and R4 or R5
and R6 or R6 and R7 or R7gand R8 or R8 25 and RO
together with carbon atons’to which they are attached
may forma fi(l@ or a six nmenbered ring, optionally

R T e R
repressent ayqifpgp,dmlggﬁn, perfieldaﬂwb thydtoxpsthie lagdie dhitfa, cnyalﬁb fidrmyl,
amnd%og n?._é?&gfgdéﬂ ?Ebﬂ%?g o gﬂﬁ.g:l sgtéjgt%’q %@.ﬂ:ﬁaggé&% ?{rgrgs linear or

branghiasht (Ge€elblin, uitadhgaikenyled(CrOupdkysy| e(@L0y)Eyduaikyl, (Cs-
Crelp UL o G el iR, o
15 arylogpe a_éalkyl,t ﬁeglbcawbdmt@ocywl,nbemw. ‘hetero@plytdight beteroaralkyl,
neteREnEoNG Priigtlict MABESTvoRMB "pd Fhyehy s Peviamino
mongql@ﬁ@rﬁlf‘@o eiatiylatnido; agylaseing,sdiaffeenise,eanaliysoning, saliafxycarbony!,
sotoR P SRR R BBy YRS rn.
_ hydrexyelkyk agénealkylayobealkybainoakyl haialkylamirioatiyl, wlkegydlk® arylalkyl,
20 aralkf)ﬁdﬁly!, alkyithio, thioalkyl, alkoxycarbonylamino, aralkyloxycarbonylamino,
aminocarbonylamino,  alkylaminocarbonylamino, alkylamidino,  alkylguanidino,
dialkylguanidino, hydrazino, hydroxylamino, carboxylic acid and its dén‘vatives, sulfonic
acids and its derivatives, phosphoric acid and its derivatives; or the adjacent groups
like Ry and R; or Rz and Ra or R; and Rq or Rs and R; or Rg and R; or Ry and Rg or Rs |
25  and Ry together with carbon atoms to which they are attached may form a five or a six
membered ring, optionally containing one or more double bbnds and optionally

) A1
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10 15 20 25 30 35 A? MWNnFn SHFFT WO 2004/ 048328 0 9 MAY 2006
PCT/ 1 N2003/ 000370 ii) Optically pure catalyst or
SUVBhRKAO08| | gands al ong with netal catalyst nmay be
‘enpl oyed in the reduction process. The netal catalysts
may be enployed in the reduction process. The netal
catal yst may be Rhodium Ruthenium Indium and the
cont%hﬁ]gbﬂ'i:@ or ‘}?%aﬁet&o&ﬁﬁﬁ’é sOEMe® fRIEIGbNY Shend héarabinations of

nes inciples 5 of Asymmetric synihesis
doulte Baicane BeisroaKet: aRodFHCSEl Dy0rogsn.” Spogie pernaloaliy.

[N e ' irantiesb (C4eds)Bikyl and
sus i IS TRShR, ohus]sasee oty by Ol

such as farnj i aster. ri
aryl:salnsisvart integer ranging fra® o &y ipfgjgrgh&]gh 2% gl eé'%:ﬁ ﬁgﬁ ddfbon
chaiRTWARn2Ine gkglasc’e 1€ HayAle B8R Andar dlbraridreds asdlti’ itg an integer
m xtufre o TASter eoners m

) é' t hen _be sepaaq%eg“?y
ranging finard € te Gavefasably eads it OR 412N ity SEESFYTINRP GRS o
Chig ??SH&%FQBHXFS%&H%JHUng géhdrsiforrsuth ql)l raag debyrepared by
additTional step of 1solating the optically active
one pr o wapy pilepented Peiowg t he derivative (Jacques et.
) 3 one EMANEIS B Baqdihs ATEy bRLisaAth R opiallgntiiveiiray
ntersci ence, 19 1?. Iv) The m xture of stereoisoners
may be resol ved by conventional nethods such as
m crobi al resolution, resolving the diastereoneric
salts formed with chiral 15 acids or chiral bases.
Chiral acids that can be enployed nay be tartaric
acid, mandelic acid, lactic acid, canphorsulfonic
acid, amno acids and the like. Chiral bases that can
be  enpl oyed nmay be cinchona al kal oi ds, brucine or a
basic am no group such as lysine, arginine and the
like. 20 Isotopically |abelled conpounds of the
present invention are useful in drug and/or substrate
tissue distribution and target occupancy assays. For
exanpl e, isotopically |abelled conpounds are
particularly useful in SPECT (single photon em ssion
conput ed tonography) and in PET (positron em ssion
t onography). The pharnaceutically acceptable salts
formng a part of this invention my be 25 prepared
by treating the conpound of fornmula (1) with 1-6
equi val ents of a base such as sodi um hydride, sodium
nmet hoxi de, sodi um et hoxi de, sodi um hydr oxi de,
pot assi um

. A2
ANMENDNDED SHFFT




10

15

20

25

30

35

t - but oxi de, cal ci um hydr oxi de, cal ci um acet at e, 0 9 MAY 2005
- calciumchloride, nmagnesi um hydroxi de, magnesi um

chloride and the like. Solvents such as water,

acetone, ether, THF, nethanol, ethanol, t-butanol,
WOi20064m8328 | sopr opanol , i sopropyl ether or mBAEANSE3IBB370

t hereof may be used. Organic bases such |ysine,

argi ni ne, nethyl benzyl am ne, ethanol am ne,

di et hanol am ne, tromet ham ne, choline, guanidine and

their derivatives may be used. Acid addition salts,
ihwherQiigal RispIcRRlEN & ﬁ#asal Heangs é\!?&ﬂéﬂ*hbs}"eiaf sapligtnay be
Wit Renibidy8s irste e @Btidnarbesk CTHaOhEtal dRRnAR! hay B blployed in

f ti I

ol 4 EARpR bradres TiegBarsreb Ry beeume REGp R tfm
aci da,nd fhet liak.Uheehial lifands mapeiefbratfbbehghiralmby sidipies Kerinciples
aci ¢, mwrnén&yﬁwe&w €. Bfdyfhn Ewét&hé&eé@seneg%'&nas%ﬁ

benzoi ¢ aci d ccinic acid acid, oxalic

iiaci dhe W’ﬁ\”@cﬂﬁ IS"(?FGI%SO‘QEV Sd“aytﬁ?dﬁﬁﬂiYe@rﬁycc%‘ﬁnﬂonag'ﬂ?F‘f“B‘?ﬁ uch3
WO %QQ&ﬁﬂbeé’:a&stB@Hnbh&%&v@tﬁQﬁM 201dk dr ctﬂtat émme@,wrd;haeﬂd

th L th

ot hgARop A A LR Yot S e SOfRFewrlrB Rl
suclthems lzc esapagiedr byt haelibda usush tdserfofianaDi ¢ripsialigation,
p°' %g@%mar#ﬁy alﬂ@ {RE TR rmcrbys §i Xﬁé@ y' aaag cﬁtﬂ)nglf step of

ner al or mul a ferent
coneﬁota‘tmﬁleméwﬂagctbrﬁ Praguehy hy 'Pﬁ @ecs#eﬂ%vwﬁ%ques et
m Xfawﬂéﬁaﬂnem&@r Radwnaws@a@Rbsdnnﬁn"f wmwe&m&h@ hgmt ion,
var j_ous

VY s TS GBRIHG SPreasyary 3R YRy thventRLmaapes Sn
coolas mgcrdbiau regolutony ssallihg Het diasteredvhars dadafdrmed witle chiral
t he compound and solidification by

grgg € n?aga%&gool | ngy heat i nga or melting under
vac @lbﬁﬁlcﬁmdﬁﬁ@élca“ ReempRyetbEph ef "ta“‘éﬁﬁdc'ﬁé'?qel'@a% dastic

acﬁi tcE@xbhdtﬁﬂﬂdhim aﬁid | A@sd aaamﬁwhﬁé Gike. EDﬂlﬂaelbaﬁa@eth@tr cmrne
ues uch as dif gh

e A2 flee
e@é%ﬁﬁm% "GPP BT ?°"xa %‘V‘ agre 9?058631“3 S Ysﬂ‘
argmee:amcuseupsy solid pr obe NMR spectroscopy and t her mal

‘is%ﬁog%u ﬁ@&leh%ﬂm@b&%&&ﬁ%&ﬁﬂ% r'Rz'%ﬁt.o‘hhéié J%&%Pﬁ.r &g

ceut ositio
anﬂﬁv erbstisie ﬁﬁ%ﬂeb@ﬁtﬁb‘ft‘ﬁﬂll adetprost wcaup@am @?ﬁ%natpf FPERFTIRS:

isHSidagy QBRI ¢ T,b&namfemamasea@ahée\fulaﬁcgmcaiblmngne photon

R A T R o S
I Nt Tha pisainacicain badeplablegsalts fonhmgmq:radwsthus nterdiousay bar

pr are%tig/q}égﬁlgq?tﬂg gam‘%{unﬁ %Fltoﬂ"‘xula 6{9 Watﬂ "lsc']t éc?:}v'algnts Qf a ﬂasef Qe

stration by
asjsgdiumygrideospdiunt mﬁ@%‘ﬁfﬁ GWN@BPWX*@ fsadivin Pedraignu Retassign

t-haRkiifeaicRh HyBeRbe,0laBiumomRaHRd Qicidrhechiras, e?ﬁagn?s:um
arti cu

iPYEn sesme it btk SR B mRBRII o PR B
Tk&naiemnat etﬁancmrt-textanm, dake®, Gogropanolisoprepyingitedn® nokiuehe
théJ Qc;ftrlnér“}(t‘l Lg usecﬁ S%ﬂ??ﬂt% ﬁg&ql gu'cl? rbs#n%r @rﬁr%r qr%thyl ®En {ﬁip%rl r]e

' etf@holamwemethamnane mome@s@mecmmen geanidins ardﬁ tb@r dervatives

mBR st P e/Qthhgtfaﬁfoﬂ sa!tsT\WﬁerQ&r%?aﬁﬁicatb%%PEé M@pa‘f&r‘mw&@ﬁent
can vary endi ng factors such

with acids such as ariaric acld mandehc acid, fumaric aCld malelc acid, tactic acid,

salicyclic acid, citric acid, ascorbic acid, benzene sulfonic acid, p-toluene sulfonic acid,

hydroxynaphthoic acid, methane sulfonic acid, malic acid, acefic acid, benzoic acid,

succinic acid, palmitic acid, oxalic acid, hydrochloric acid, hydrobromic acid, sulfuric
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route of adm nistration, age and wei ght of patient,
nature and severity of the disease to 25 be treated
and simlar factors. Therefore, any reference herein
to a pharmacol ogically effective anmount of the
woghnaoenizis of general formula (1) refers to RATAN2003/000370
af orenentioned factors. A proposed dose of the active
conmpounds of this invention, for either oral,
parenteral, nasal or buccal adm nistration, to an
acitenitigracihand the likminrsolverss sudheas viatasadisnbale, ihers.idny! acetate,

diepdi biPBSa ro%%mﬁréet&r@ AR UL acetche br Ihelrixidee twégeo@f t he
actlvelnrelqﬂg}‘5 er unlc{ dose%ﬂgll%h ¢
admi Piffeed Rym 'é‘ﬁ%\ | gepareq &Y Aiafediop Eﬁpou@éro
géeddl faxchiian{i)stnidat idiffarent b:mdp’hasr subeast difakntcoivpus idrisolvent
m@%est lﬁl'fxgryitng Eroggljiigln Q’yr recry bk .J[ar%us {vgﬂlo?h?ﬁtgﬁizaﬁon such

conventi ona
aph@mm,lfeﬁl ¢oplingc e Bt WY daskepipp etitas geaded w@sling Heingg

o8N80, eAIQJ heaﬂﬁgetﬁg 'céﬁubdlinﬁ Gﬁelttdﬁﬁhez&mﬁab@ﬁ@dhd solidification by
vi nyl pyrrolidone or

Q‘Tgﬁiﬂ%ﬂ tas} pqelings dpating; qr rréeiltgng (ngﬂy‘gc%@)/ Prayigiigert atmosphere,
atl E6lg Mﬁd@ldnthéraracmm oF ise @mogdibel URithehosphan®)g of the

bu rlcant n!ﬂuge rHig] s%&ﬁﬂ'rgatcaomﬁéénc Hwder X-ray

fo, ?V'Iuil% SN egrant [\8\{' to starch or sodl um
diiteglianh IRy Spestibseopy, : Sotd Proket ﬁﬁgp@@remﬂgy gad gherma] JELRRIPY

d?fﬂﬁ’&r gk €ets may he coated by nethods
Cﬂ%\ﬁ%bzoo!i/ 048'?28 @g/l

0 00037 K
poll Rl 2 M R e XAt
int a’ikém\khﬁmﬁnhmr&f usind one @x ampé @hametauticalin siccepiablepeandars.

T us ﬁﬁ n%’c‘:ﬂ?@ Scbrng un‘ijp%¥ tl‘f@)ﬁv@rﬁroﬁ rn\?é?ﬁ‘é ?&m@[ﬁte fglr Yral, bugcl-,al

or constirtution wt ter or other sult
mvmsau @atsafabr{e gu sistraveneds. |[mtmugcuigs: p AvbsrippRryshgy Beal

a@ﬁ:ﬁ@@éf@ﬁ obyfoﬁﬁemaklfmhm@ﬂ&q w.ﬁﬂmmmmmal ly 5
acceptabl e additives such Ser gpen in d)?gents u&g Jire
or BTPPSylSTerby oL G082 GeHal BGEA

p;eghrblnexehairﬁﬁhat @milestst o prgverye thes pérdculpr, dideasé, t tundition, or

dlSOI’? Eb oatter? r%je%q %ﬁ\%Hﬁ?’ﬁtg%/ )e(l;l,l gl’m?ﬁatés or or ﬁ]logo%p%rhs oPiHeY

reservati ves
pqrr@tulay disease, rpﬂnéubsml op dingreero Ry e ﬁrfts%ni%@f C&?iav%metﬂn&eféé PRy or

mb sylpeaRof ﬁ‘ag 'ﬂaﬁ?b@&rr ek &) coddiBn CR ARBRIEA de@&rtﬁﬁ}ieﬁeﬁk e
f or m of ozen

t he abl e
convRes it %ﬁﬂ%ﬁomwg'wﬂ Y %?ﬁﬂ%fcﬁfaﬁas ﬁ%‘%“ as the
rolfa\g aﬂmmi@trmw 4z ahowelghadf eeltidnt mafaeer @wdtsevagity of the disease to

ag‘églté]d dr simi a(r) ?ac% 'Tﬂér%ﬁ)‘i'% %réf{}grluc%q{e% ﬁﬂsal ;Smam'lacologicaily
conven I ona teriza ecC ues or I nf usi
effestiveLdnetunoet shef aomponpds of penerahigrmile (b r@% kR ol afﬁﬁemﬁnﬂwed

12008RAPE b MsBY dBslof the Rctiv@MRMpBSnda  of il Wbr‘iﬂon JdRE Gither oral,
containers, wth an added preservative.

PRBNPES i NN E@:Cﬁlaﬁdrf"aﬁtéa@ucw £8r A5rage %%p% oY, the
trée@ﬂaéﬂtloﬂ{h% ceﬁdlmu:craemlsto iabovai, 1sY0. Do mq e she Aot mbrg_&:gnt
ana. ont al or,muJ enal ng,
PP e 1) <2 P Pkl B BT 8 F PP 4BPP U DO
t he Facbialaininigiratidi, g prmya@gthahcq@mna@pnsfmwﬁﬁ!ﬁ%ﬁhe form of,
fof €€ é Lyl Q0 \94 t E'ap@u! 4 H%Bgr%dv%g Chsenfondl » m8&Rr i@

pyrogen-free wa bef ore use e active conpounds
pf@rmméﬂqafbv é@ﬂeP@Hier\%‘y'lP‘&F@ SUBR 2f HINYINE ATeHS (B9 é’t‘ﬁgﬁlla“m%

m&SSRRTEH, Wm?[hl?f“bha&\es gp W&biﬁal‘dpﬁls n@thyrcatumta)l Giers (e.g.,
enenas 9 Salnln conyen ?q

tactose, microcrystalline ce!lu ose or ¢alcium p osphate ubricants (e.g., magnesium

stearate, talc or sifica); disintegrants (e.g., potato starch-or sodium starch giycolate); or

wetting agents (e.g., sodium lauryl sulphate). The tablets may be coated by methods
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suppository bases such as cocoa butter or other

gl ycerides. For intranasal adm nistration or

adm ni stration by inhalation, the active conpounds of

the invention are conveniently delivered in the form
WORMEM948IS osol spray froma pressurized comGHIN2M03/003F

nebulizer, or froma capsule using a inhaler or 25

insufflator. In the case of a pressurized aerosol, a

ant |chlorod|fluoronethane

itable pro
wofl Hodfy s st A SR EE ot Bt Bt s T s o,
formmba!a sdilitions, da@rupﬁ o0 kipensanst abihey gag bandedshied desags

progn+t fog@ﬁsﬁgtig {g\g\ﬂéat@]ﬁéjr %Mer uﬁéﬂl lagh%leabefifrglu\ég §Sch liquid

prepaigtengr imexdbe owmrﬁférbyo rconweurtmlal maansrayittc phvamageically

acc%elaaitelagamws sﬁél?@@ﬂ%b&ﬂqr%fagémg (@gt éoYﬁoFé@ﬂEOMEﬂﬁV@alldI@se
erera orm

C it pr | d
or tyfrogauatet it i oS St g Be R aeca G aauetuE
veiﬁ){ém(elge ,alrfigranail gely @kiers) orfethyl alshol);rand prasafatives (0., methyl

ted containing a powder m x
orpr?ppr fng]%% %%X??S?]%%%éuﬂtl on and a suitabl e powder
basfeer byg@qh agminjsifaiios &cororppaiigrh mandskgsibe ferar piuiebietsois

Iozér%%s?cfnﬁ@ﬁ@@mcoﬁfrenﬁt&?alﬁlﬁﬁ}@rt' ons ref e”ed to above
n.the averae nman are

rai ne) J(]
pr e‘ﬁ\?r 3“5'?’?/ cﬁi“%%\"l‘ﬂj’é P e dny5ptioa BaY Pagnteral
admlﬁidfriﬂon Qbﬁr uﬁ@:ﬁi&ﬁ Ghcheingtuding SoR@nfichg! ctaﬂletehﬁéiﬁn mag:hm‘huésl‘m’

en APl A TR0 B SR AL LoBhimE 88 1,
ampgjes dlSlnomgti-W ROGHEHOWED Q1 /0488 2@8@@#@' m@ogmesm

ma@%nené&h 8O Bs gﬁéﬁeﬁﬁmﬁe‘éaﬁ@nstdr%@ﬂs' .u,o.ﬂ‘, Qﬁ a'azs@dnal e
or 8 tines, tglVln for

verigleg oandimen contai forHather GoHs Sy a%ﬁﬂﬁ?)?@%ﬁiaalm gpdior
disjdnding bgarts) tAlematialy, tife avtive | iogrediae rrdyobe h powd= fbat $or

e (i R W R o N
asSiigsadtivg compiupds of-4T invertioptosy slb- neymuiatﬁy «mgs@

conip%mawsbeh adBppbdidlics @m&e%ﬁ Qeéiﬁas ég gmﬁmﬁ@éorﬁ@r%ﬁﬁ

Human reconbi nant expr essed in

SUPRSREPD| | PERTE [ HAP- 8-30H BBRR ( é’é’ﬁefcvm?m P naBYfFsrdahd
C OIFRE Nhif iz nadmlhr@trﬁlon Mr aRaihBtreineebe oo the active

congnon s Of 1 AI’IL IFIVFé %rg %on%%ﬂéﬁtf% dehv%reg_h QP '% mlc%ga %%Q&%b%@

t1ons: I ONS are-“carri
fronTRI gemlzc—(dpmnvalrmy ocgnm@uhnengar]_f@)rmm capsuie using a inhaler or

insufflator. In the case of a pressurized aerosol, a sudifable propellant, e.g.,
dichlorodifiuoromethane, trichlorofluoromethane, dichlorotetrafiucroethane, carbon
dioxide or other suitable gas and the dosage unit may be determined by providing a
valve to deliver a metered amount. The medicament for pressurized container or
nsbulizer may contain a solution or suspension of the active compound while for a
capsule it preferably should be in the form of powder. Capsules and cartridges (made,
for example, from gelatin) for use in an inhaler or insufflator may be formulated
containing a powder mix of a compeund of the invention and a suitable powder base
such as lactose or starch.
Aerosol formulations for treatment of the conditions referred to above {e.g.,

migraine) in the average adult human are preferably arranged so that each metered

dose or "pufi" of aerosol contains 20 pg to. 1000 pg of the compound of the invention,

The overall daily dose with an aerosol will be within the range 100 ng to 10 mg.
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MySO™, 0.5 mM EDTA and 0. 1% Ascorbic acid at room 0 9 MAY 2008
tenperature for 1 hour. The reaction is term nated by
rapid vacuum filtration onto glass fiber filters.
Radi oactivity trapped onto the filters is determ ned
wandodasptar ed to control val ues in order to PCIJN2003/000370
‘ascertain any interactions of test conpound with the
5HTI A binding site. Literature Reference: Hoyer D.,
Engel G, et al. Ml ecul ar Pharnmacol ogy of 5HT1 and
Adﬁnﬁiﬁi%ticﬁemag Pé bevaral (it dsily] for BRedmpln® FidgorBi teings, giving for

d Binding Studies with [3H]-5HT,
ex%p 31ai'-l? 053@%%5%% tg'%?%l] -1 odocyanopi ndol ol ,
[ 3H]rheivelﬁ“lnitle¢ oF 1 GaTopduBHH[of Keit averiion rfor fgr varloys rierotonin

£ 1 388gaMd biRaimPslshyCaHd £8 Sescribed
re%@%géﬁﬂé g?m%’é@%srii I—%@gr D. )IEJISW Slellﬁeggt |Svye is GR éeiSSCi]785’?

hefent eracti ons Wth Functional 5-HTIA 5HT1ls, 5-HTlc,
Raaignd HihQinRae iy Fosvariblas BYIT-rSadphiredbitareg: s Ar ch.

Phar mac. 340: 135-138 (1989) with nodifications. 30
i) 5HT113 WMaterials and Met hods: Receptor
uA'c;%Q'éa%%rél—?ﬁé\t riatal nmenbranes Radioligand :
Mz[t&%&ﬂnh@ﬁhﬂmﬁanopi ndol ol (2200 G /mml) 35 Final

| MESORD
dletg E?%pr??gﬁ&%g E@%‘gﬁ)g&ﬁf’"ﬁ[’@a&é’w%&% VIO 20662/ 048328

Ref Bﬁ@ﬁ@én%&iﬂ@mDPA§é¥2dtQ¥m”W') Posi tive control

Ser phMihandXohédnbiZ@A3 (9RO | ncubation condi ti ons : 5
Reactions are ca rl&'?PER{E in 50 MM TRI S-HCI (pH 7.4)

conﬁﬁieFﬁ"ﬁ%CWQM' roterenol at 370C for 60
m nRbeve chiftekBe@dOPAM i s term nated by rapid vacuum
Qnto glassfiber filters. Radioactivity

In‘i&%{'on é o the filters is determ ned an Conp% e%l
o Bomtions awpapaisl P} Tor0aPV BUSEGE (@A) aﬁﬁ’?"a'“'"g m

Md&@%,eﬁ Qiiiom @Eﬁr.tci%fnd :oes/t A%&um@m at Mobrh RerhpeatbidTibr B hbirm@hean ?
site iteratyre Re n
reson RIS P REE HRRBT OG0 BF U oog el Fekdckbivif
iraPg0gnb tiheofitersSist egerimineRadndagadpRieg tBreahire! Matvse dmegder to
Q J i

T8 RS e eRn et ALt

[ 3H| - Mesul er gi ne and [3H - Ketanserin. Eur. 15 JrM
LB DR BGkncel 181 13-23 (1985) with nodifications.

* Hoyer D., Engel G., st al. Molecular Pharmacology of 5HT; and 5-HT. Recognition
Sites in Rat and Pig Brain Membranes: Radioligand Binding Studies with [PH]-5HT,
[H]-8-OH-DPAT, ["l}-lodocyanopindolel, [*H}-Mesulergine and [*H}-Ketanserin. Eur.
Jrnl. Pharmacol. 118: 13-23 {1985) with modifications,

s Schoefiter P. and Hoyer D. How Selective is GR 431757 Interactions with
Functional 5-HT, 5HTis, 5-HTsc, and 5-HTip Receptors. Naunyn-Schmiedeberg’s
Arch. .Pharmac. 340: 135-138 (1989) with modifications,

ii) Assay for SHT{B

Materials and Methods:
Receptor source : Rat striatal membranes
Radioligand : ["*Ijiodocyanopindolol (2200 Ci/mmol)
Final ligand concentration - [0.15 nM]
Non-specific determinant : Serotonin - {10 pM]
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Interactions with Functional 5-HTIA 5HT113, 5-HTlc,

and 5-HT, Receptors. Naunyn-Schm edeberg's Arch.

Pharnmac. 340: 135-138 (1989) with nodifications. 20
woi2p/oaesgayf or SHTID Material s and Met hods: Jﬂmre:pouamom

source : Human cortex Radioligand : [3H

5- Car boxam dotryptam ne (20-70 C I nmol) Final |igand
. concentration - [2.0 nM 25 Non-specific determ nant :

5- Caégrggéﬁgg%%oxﬁé aé‘gr&eor§5 CT) - [1.0 Reference

conpoun oxam ryptam ne (5-CT) Positive
cont Pesitive cot@hy Bratamindot r ypt ami ne (5- CT) | ncubati on
conditions : 30 Reactions are carried out in 50 nM

TRl S- HCI (l pH 7.,7) containing 4 mM CaCl2, 100 nM
Ingubgtiompaufitionshp nM Mesul er gine, 10 uM Pargyline and 0.1

5 % aspadchdrs araemekeatbuﬂﬁ 5€ rbt® TREOHOT BH72H -coltBRing € 86 ivOP)
|stermnat% y rapid vacuumfiltration onto glass

sopibisrenpl ft G106, ORAAIHAES. vile yeadien scidmunted bheaifid bvaon
i iAShR JHed B AflEh=C REBEIR Ay Bopdihld 1k M%éfghmn&;]%f

to ascertain any interactions of test oun
cpRRAred Wit L@PﬂﬁBFdST Rorsgrtadn aRy ‘"1?‘79‘%10@ NRFSL 906 OWNS
waR 0é /504 $3 BiRdiREFitd. N2003/ 000370 Literature Reference:
Waeber C., Schoeffter, Palacios J.M and Hoyer D.
10 Mbl ecul ar Phar macol ogy of the 5-HTIL.D Recognition
' Lﬁrﬁtet% Refaglhicel i gand Bi ndi ng St udi es in Human, Pig, and

“SRier L Bder oy Bl 0GRt BN BT b RéBoniien
Sitar) in A agd Pigr BEMTEIAMbIRes adioigand dirgh@iddiss R Ebt-6HT,
3ﬁ§8¢bﬁ$}PAﬂ"f‘%o@élﬁ_l nasméc@ou RagividsLgRi and [{%ﬂ(eiéﬁ%é’}ﬂs %M

al | gand concentrati on -
15 Jrﬂbﬁh%r‘ﬁé%‘ﬂ 118 d’e?'tgé“r(i‘ﬁar’r?é\‘ft‘h moqipii€erin - [3.0 M-
'Fséméfﬂé}cne ﬁﬁurpqudr 'D.KeHaw sgedtie ROSR t 431@5€ QRfeFRlions with

Func lona grl-lTn , ]5§ITJ1 1tc,| o nd g(le'd IReceptors Naunyn-Schmiedeberg’s
Arch. Pharmac. 340: 135-138 {1989) with modifications.

20 i) Assay for SHT4p
Materials and Methods:

Receptor source : Human cortex
Radioligand : [*H] 5-Carboxamidotryptamine (20-70 Ci/mmol)
Final ligand concentration - [2.0 nM]

25 Non-specific determinant : 5-Carboxamidotryptamine (5-CT) - [1.0 uM]
Reference compound : 5-Carboxamidotryptamine {5-CT)
Positive control : 5-Carboxamidotryplamine {5-CT)

Incubation conditions :
30 Reactions are carried out in 50 mM TRIS-HCI {pH 7.7) containing 4 mM
CaCl, 100 nM 8-OH-DPAT, 100 nM Mesulergine, 10 uM Pargyline and 0.1% ascorbic
-acid at 25 °C for 60 minutes. The reaction is terminated by rapid vacuum filtration onto
glass fiber filters. Radioactivity trapped onto the filters is determined and compared to
control values in order to ascertain any interactions of test compound with the cloned
35  5HTip binding site.
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Reactions are carried out in 50 M TRIS-HCI (pH 7.5) 0 9 MAY 2006
at roomtenperature for 90 mnutes. The reaction is
term nated by rapid vacuumfiltration onto glass fiber
filters. Radioactivity trapped onto the filters is
wWaat{omispled and conpared to control val ues iBCTAY2W/BWB70
to ascertain any interactions of test conpound wth
the 5HT2A binding site. Literature Reference: Leysen
J. E., Nenegeers C. J., Van Nueten J. M and Laduron
LitepturgRefefesifiket anserin: A Sel ective Tritiated Ligand

* WadbePe!, GbidiiRd FARCRRU M afd R6en Q. Bidleeslar PRRbmadalogy of the
s+t FRSen b g P St R L 0 o
MerRenunesw. NRege-ptionisddberg SAck P ha@uaook n$37Pef955dd t(1 1683 With
mo(%c g?ﬂ fication and Nonencl ature. Neuropharnacol .
? 2): 261-273 (1994). 30 v) Assay for 5HT2C

Materi al s and Met hods: Receptor source : Pig choroid
iv) Pl @susy fewArgnes Radioligand : [3H Mesul ergine-

(50-60 Ci/mol) Final ligand concentration - [1.0 nM
Matgmiplng 1L M$$82d%f i ¢ det erminant : Serotonin - [100 M

RefReEAG&0GREPALMEN Cotdxanseri n 48 WD 2004/ 048328

Posj tive co I, M rd.n PCT/ 1 N2003/ 000370

I n%ﬁﬂ'ﬁ?q%‘ﬁ' E%L‘g‘?‘?ffsc%ﬁ"s(%%ﬁ%"&‘ﬂ" ns are carried out in
50 Finle! lifRhGeddcent(aien 72P)Miont ai ning 4 mM CaCl2 5 and
0. q\lo%i’s G A SmRGihtd K@Ian%é}?/inc[sfﬁpﬁmﬁo m nutes. The

reac nits termnated by rapid vacuumfiltration
onRefegpnes sompyywe - Kelap¥¥i8. Radi oacti vity' trapped onto

t heokilnld ®h&oll: Ketafl&diar M ned and conpared to control
values in order to ascertain any interactions of test

conmpound with the 5HT2C binding site. 10 Literature
Incubeficereendiions : A. Pazos, D. Hoyer, and J. Pal aci os. The

Bi ndi h Codd i
oo afnghrs 28H0h BT 90 Ft 1SS (0710 o PRIy for
90 r@laytes. dhe FraRiQndg ifrmingiad berapid vagym filtiglig ontpglgesiepfiters.

Radﬂe@@ﬁvitﬁ@%p@ﬁ@n{o]tﬂ§ BerMstdRicimdled bieBtdniaked to ldonteN vallids, in
n t Mol ecul ar Phar.

Engel , G, | ,. .of. 5HT1 and
o s e o4 pReo R T e "
Menbr anes: Radi ol igand Binding Studies with [3H]-5HT,

Litel%a% ?%ESQ#FQPAT’ [ 1251] - | odocyanopi ndol ol ,

ulérgine and [3H] - Ketanserin. Eur. Jrnl.
* Phsematof., Nie®egepss A3 {.1988) Nugteh Jddi #pddiadymg, P. M.

PH]Ketanserin: A Selective Tritiated Ligand for Serotonin; Receptor Binding Sites.
Mol. Pharmacol. 21: 301-314 (1982} with modifications.

* Martin, G. R. and Humphrey, P.P.A. Classification Review: Receptors for 5-
HT: Current Perspectives on Classification and Nomenciature. Neurophafmacoi.
33(3/4): 261-273 (1994).

v) Assay for 5-HT2(3

Materials and Methods:
Receptor source : Pig choroid plexus membranss
Radioligand : [°H] Mesulergine (50-80 Cifmmol)
Final ligand concentration - [1.0 nM]
Non-specific determinant : Serctonin - {100 pM]

Reference compound : Mianserin
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vi) Assay for 5HT3 20 Materials and Methods: Receptor
source: N1 E-1 15 cells Radioligand: [3H -GR 65630
(30-70 G /mmol) Final ligand concentration - [0.35
nM Non-specific determ nant: MDL-72222 - [1.0 M 25
wlebw@ngsie conpound: MDL-72222 Positive corRGTIN2003/0060370
MDL- 72222 | ncubation conditions: Reactions are carried
~out in 20 nmM HEPES (pH 7.4) containing 150 nM NaC 30
at 25 Cfor 60 mnutes. The reaction is term nated by
r-apifpsiiecenntref:iMiansgtn on. onto gl ass fiber filters.
Radi oactivity trapped onto the filters is determ ned
and conpared to control values in order to ascertain
IngyRAiot98F YIS 'ons of test conpound with the 5HT3
bi ndaeag;o&s tams cadiedlaut @Batmm em@aﬁcar(@ﬁde?) cé-raalain@4 MMCB@Qe

04/ 04832
B0 PAgrrane a0t 7t Sy Ve OdPTORs ORIl B A igled By e
vdcnmrﬂcfiltrahldn [BentoldI5ssNiar dittkras t BadioaCidity Srapper ontdnthe filters is

ST P A R 1B Sy ami

-teg-cpmaowéw@rﬁiﬂet%ﬁcgwdw%ﬂﬁ 5 Menbranes of N1 E-115

Neur obl astoma Cel I s by Radi ol i gand Bi ndi ng. Ml .
Pharmacol . 33: 303 (1988). Tyers M B. 5-HT3
L"R@@é@ﬁé@éenaﬁd t he Therapeutic Potential  of 5HT3

Fieq:%ab@ rD &:aa@@uspaﬁac;ozheﬁ@mnemg 46543bnd 3R L(g]aﬂ&li)o« thd O

PSR EBOR PR CPAEIRTLP i ARES TR, ?ﬂ%si%a?wn

si{es IEI]Jr Q. 13118&@5&0!( 3067 (53GIHUBTHBY5) with makifibtigamnd

ntra [ rg,n
BIETDN oEhdh (8 Sl aiath o St
R@e@ratmrﬁztns {rERaENd PigsBrain embmnes: oRad!%ar@t @nﬁlm @Bdleﬁrwth

| n ke Bl N
3flémﬁbawgamﬁﬁm 7@2'3)% Ioo%gyg%m%%lo@ gsm@s&aa@rn thP Y]
Ketansertin. Eur. Jrnl. armacol 118: 13-23 (1985) with modifications.

vi) Assay for 5HT3

Materials and Methods:
Receptor source: N1E-115 cells
Radioligand: [°H]-GR 65630 (30-70 Ci/mmo)
Final ligand concentration - [6.35 nM]
Non-specific determinant: MDL-72222 - [1.0 eM]
Reference compound: MDL-72222
Pasitive control: MDL-72222

Incubation conditions: 7
Reactions are carried out in 20 mM HEPES (pH 7.4) cdntaining 150 mM NaCl

at 25 °C for 60 minuies. The reaction is terminated by rapid vacuum filiration onto

glass fiber filters, Radioactivity trapped onto the filters is determined and compared to -

control values in order to ascertain any inieractioné of test compound with the 5HT3

binding site.

Literature Reference:
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The reaction is termnated by rapid vacuumfiltration
onto glass fiber filters. Radioactivity trapped onto
the filters is determ ned and conpared to control
values in order to ascertain any interactions of test
WOGH#AB wi t h t he 5HT4 binding site. 25 Lit¥fHENp08/000370
Reference: Grossman Kilpatrick, C., et al. Devel opnent
of a Radioligand Binding Assay for 5HT4 Receptors in

Quinea Pig and Rat Brain. Brit. J Pharncto:
+ b C RoGUEcs 3. 1) ChSaugr At & FFEAReCD RS BAchE-

118NEuMBlhedR: CRRC e Pl Um0 Uriaahadol MBBY:I €Z3RARI7NaNbR0) with
ressed in HEK 293 cells Radioligand: [3H LSD

mc@@%’"@% G /nmml) Final |igand concentration - [1.0 nM

. Ikbpersnemndf Naijt dhetCer menﬂamnnn e BhiothinefyHM; Resoghitivre Siteq ih. 0

f e h| t S
bra ? évéaecl\g‘n {r]‘g)l l\f%ﬁ}gﬂlﬁl ot %[Fﬁns l&% I{ebag% é\ab%& Mol.
Ph@U@nWO@sE@ (P288).1 N2003/ 000370 | ncubat| on condi tions:

S |
ﬁéﬁ%y (r:ﬁqn é‘-!’-l% @@Eerpkcﬁ?ﬁ aUthel 'ﬂ\g elm %@_@alﬁ 53I;(7T'Q§efz%;{{3r6

an
A“ﬁﬁ?ﬂﬁféghe’iﬂﬁ'@ r@é‘éf‘m/g?}“fagﬂterm nated by rapid 5 vacuum
filtration onto glass fiber filters. Radioactivity
w)tralggsgyf the filters is determ ned and conpared to
contro & in order to ascertain any interactions
Matﬁﬁalstaﬁzslulemﬂs:ound with the cloned 5HTSA binding site.

Lit f at at. FEBS
Letltseg:r%ét%{:gqgg'% éﬁgé‘%ﬁ%aﬂ@@ r?ﬁ nodi fications iXx)
Ass%d@lmndsl—ﬁiwﬁ’ws@ﬁ I(% G cNl’et hods: Recept or sour ce:

Hu ML 11659 EBAd3 Ao X rgqg@ed in HEK293 cells 15
Radi ol |l§ag]nd ° % 80 G /mml|) Final |igand

cod\é‘%‘rﬁpﬁﬁf‘? ‘f‘.ﬁﬁe‘"’“}%’ﬂ" §erﬁWP'”I(E)HT)S|c{éQ:PM c deterninant:

thftuf@'buh&pjompﬁw‘aabﬁnm (48Tl p.M Reference conpound:
gt he 0, ge %]I atng? sitive control: Methiothepin

masyc|S - cuba |on onditions: Reactions are

carried out in 50 M TRIS-HCI (pH 7.4) containing 10

InciB¥tion conditions:

Reactions are carried out in 50 mM HEPES (pH 7.4} at 370C for 60 minutes.
The reaction is terminaied by rapid vacuum flifration onto glass fiber filters.
Radioactivity frapped onto the filters is determnined and compared to control values in

order to ascertain any interactions of test compound with the 5HT, binding site.

Literaturs Reference:
* Grossman Kilpatrick, C., et al. Development of a Radioligand Binding Assay for
5HT, Receptors in Guinea Pig and Rat Brain. Brit. J Pharmeo. 109: 618-624 (1993).

viil) Asgay for SHT54

Materials and Methods:
Receptor source: Human recombinant expressed in HEK 293 cells
Radioligand: [*H] LSD (60-87 Ci/mmoat)
Final ligand concentration - [1.0 nM]
Non-specific determinant: Methiothep?n mesylate - [1.0 pM]
Reference compound: Methiothepin mesylate

Positive control: Methiothepin mesyfate
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MyC1l2, 0.5 mM EDTA for 60 minutes at 37 C. The
reaction is termnated by rapid vacuumfiltration
onto glass fiber filters. Radioactivity trapped onto
the filters is 25 determ ned and conpared to contr ol
WO3p0404832 order to ascertain any interacti dI/IROO3/HEET0
conpound(s) wth the cloned serotonin - 5HTs-bi ndi ng
site. Literature Reference: Mnsma F. J. Jr., et al.,
Mol ecul ar O oni ng and Expression of Novel Serotonin
30 Receptor with Hgh -Affinity for Tricyclic
InchisYi6M edridBiphs Drugs Mot. Pharmacol . (43): 320-327

(Ré %ﬁcg?ns) %_éscga 8{ m%ﬂKA le%t l%l ‘?AI—? 7%5] qOI]\Y%B Hg qws

Binan’ T BCondi nant expres
Mgsel, arsd 0.Radd BT 4y alrilT: °C[f@10 raishes. 6be saact@n/«wwsq byragid

vac(%lgnﬂ étr%%%n VSRtOZBQé{ gﬁ«%%ﬁ% Pcﬁabt&?‘;@g@/ %3@ Qnfd pR! fliiehg%nd

ecl'f det er m nant
detanwmwmteﬁyamﬁohéa'w pyder tq @‘SCiﬂW”Y intsrastioni of
tesg&@gHM:tfﬁh%BrMmAdﬁﬂddg@tam ne Positive control:

rboxam dotryptam ne 5 | ncubation conditions:
Reactions are carried out in 50 MM TRI S-HCI (pH 7. 4)
L:té?ﬁﬁbaiel?érérg:elo rrM MyCl 2, 0.5 nM EDTA for 60 mnutes at

l%?qst% &t ag ﬁé@% ette 1 3kS 2'545 b ﬂ??ﬁ%ﬂﬁfno@ggééqns vacuum

'ass f1 ber ters. loactivity
trapped onto the fllters is 10 determ ned and conpared
i) 10 &Qal ksl ues in order to ascertain any
interactions of test conmpound(s) with the cloned
Ma@ealataa@Mn’thOd%l—rW binding site. Literature Reference:

& or:@ur&fbﬂm reMmﬂWnE?lgfessﬁi IEX HERR93 déétti.—larr?l in, D
e gcul ar i,n an pression of a
. r@%‘ﬂ%ﬁ@l"r st Q‘?g?ggg‘?’%\ ®Bni n Receptor Subtype. J.
BI CHinal (fg?mmconczﬁﬁanoﬁSﬁCﬁ)qMJSZM The foI | owi ng
de on |II d® epar ati on of
Sf& Sqe)) det% nsé[ﬁ{ ?ﬂéﬁﬁoﬂ" E’p lg% )éﬂL

vari ral fornul a
(1 )Refaec@r@mgurt%i\ﬁ?ﬁ@thﬁmhmx’a@escr| bed herein. These

ar AV AR MéridiRpHesgee || ustrati on only and

t heretore should no 20 construed to limt the
scope of the invention. Commercial reagents were
Incubdtibh Z@@itdhd: hout further purificati on. Room

Reactions are carried out in 50 mM TRIS-HCI {pH 7.4) containing 10 mM
MgCl,, 0.5 mM EDTA for 60 minutes at 37 °C. The reaction is terminated by rapid
vacuum filtration onto glass fiber filters. Radioactivity trapped onto the filters is
determined and compared to control values in order to ascertain any interactions of

test compound(s) with the cloned serotonin - SHT-binding site.

Literature Reference:
* Monsma F. J. Jr,, et al., Molecular Cloning and Expression of Novel Serotonin

Receptor with High Affinity for Tricyclic Psychotropic Drugs. Mol. Pharmacol. (43):
320-327 (1993).

X) Assay for 5-HT7

Materials and Methods:
Receptor source: Human recombinant expressed in CHO cells

Radioligand: [°*H] LSD (60-80 Ci/mmol)

51

0 9 MAY 2005



10

15

20

25

30

tenperature refers to 25 - 30 C. Melting points are
uncorrected. IR spectra were taken wusing KBr and in
solid state. Unless otherwi se stated, all mass spectra
were carried out using ESI conditions. 1H NWVR spectra
w@eswg/opsszor ded at 200 MHz on a Bruker 25 i nSRGTAN@GB/000370
Deuterated chloroform (99.8 % D) was used as sol vent.
TM5 was used as internal reference standard. Chem cal

shi_ft val yes are _ex ssed in are reported in parts
perF'”ﬁWgF‘”‘g?P”f%}”a{}‘arl ﬁég ﬁ"?‘he fol | owi ng abbrevi ati ons

ar efomsmtlfi:@letetrheamlﬂ Carpbxagiidoyrydtamine (SHET)NFRI sMynal s:

1% n%{: borpﬁoupd %@ar?&@%ﬁ fadoubl et, t=triplet,

q— n ptet, dd= doubl e doublet

dt Ed%ﬂu/@lcenfrqll %’boxaﬂ"ﬁdﬂﬂfv@*ﬁm‘é‘é of tri plets, 30
mehul tiplet. NMR nass were corrected for background
ecific rotations were neasured at room

aks.
I“C“‘B%tl?ﬂéf"a‘l"‘g?ﬂ"é usi ng the sodium D (589 nmn).
Ch Remaibay @pdyyrigdeb@ris 50t @MCORISHIC! i O tdgtaapigy 10 mM

MngPerfe e korﬂ%c}GranuteéL%P 12! dob iy By % erﬁﬂ% 3@65, G

rogen pressur %flas chro
vacm(ﬂitrailcwnsntowas{s waewmﬁtenzomdmnmottam@m the fiiters is

deteFrﬁ;;ll_éd 5‘?@9&#&9&%%%& GhaluBd ?nocﬂ'dér to GeRALA an? bﬁ&%&%@ of or

preparati on nonop ic acid o the

ot RTRRRUPC B TR ST | EaRgER flte (2. 920, 0. 015
nol e) and d|ethyI ether (25 nL), hydrogen peroxide
Liter @et% 9 g.; 0.03 noles; as 30 % aqueous
gyl ?%ﬁ? Was added and the reaction m xture was
* YsShan; Edviestsn2EMCMetzald iFs sodey B Hameblin a]nlﬁ:)}mbyt MelecdiareCloning

and Fﬁ?&gs O?Ir(].')f %m&%gyn)gﬁémwe? %@Fo?dnfnelge %8@ rﬁ%loﬂ Q:hem

ef he was separate ueous |ayer
268:{§300:1@2P4ct ed vvlth ether (3 X 10 rrL) Combi ned et her

exfﬁeaﬁﬂi&vﬁé Qlegd'nb% ﬂluﬁfatéoﬂb Umtﬁdﬂ braprepantbnt b \‘Eanously
nDnO

tion ht h
subsSIad: doBthefis ot SERsiel PR o ios e e JEeNDEE BREFEPE (D
hereln) TheReldidprbvidddivyethe vag of Hletlatiah erduard thatbemnhblidskt be
I f |, di

consfttH B Al LohPOaRINIGGAU | 2 00 TN e )

an@ormwcee RegErigereere 1 Bl owihopt PRI PUERCHGo| Room
temp(e%tt@& rdf8ts @) 2300 “@dﬂﬁﬂngﬁb&rﬁé Hreaihc&re@eanﬂ sb&@rarv@@&iakeﬂﬂ

r S

using K STy Bl S UG Cltrairt Aied. G e, oSV RS FPers
out dsing ERIaohditonsi X tNMR spetra cood etoaled aBaowy Bihie sl 4 Gruker

mstr«iﬁén‘? r[be%ftaratén?%rﬂ]orgfbrrg 9%]82% l\n%s u9e05asngo vent\r/]\%ﬁs %g %ge%as

rom sure qual 1 zi ng over
interpg rﬁ%fpr@gce gtAeriard; rehegnicat shift r*/é'de%ﬁfeﬁp@w@rmaafﬁmed in

parts ek BfifidnQBIRVaRlek. %e%l!oﬁv%@%b@ﬁat(dﬁ%@ea us€@d R hQRMERD:

- mxture was poured I'n cold water and the product
the WAIR e%&r\aact%ams'ﬁf e'?wwad aél@@la& edv(dzuwes-tﬁd)ﬂ THwartet,
qul—qwﬁal me e @60 AEGoLBN! Haid, WRUEUNEShSRS, Wekiplevas Sffiplets,
m—-mu&lpiet Wﬁlgi mass were corrected for background peaks. Specific rotations were
measured at room temperature using the sodium D (589 nm). Chromatography refers
to column chromatography performed using 60 ~ 120 mesh silica gel and executed

under nitrogen pressure (flash chromatography) conditions.
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et Re R BEt 2

by brine, dried over anhydrous sodium sulfate and the

product was isolated by distillation under reduced

pressure. The product usually was an oily conpound,

whi ch was as such used for the next step. 25 The
WERHHA43ES| due was purified by silica gel cdQHA2003/000370

chromat ography using 30 % nethanol in ethyl acetate

as a nobil e phase, to obtain the titIe corrpound whi ch

identified by IR I‘\,LI\/R and mass ectr ?nal yses.

De%’P% flieGeneral Hratadyle 1 “SJuPRATRYRA °Pﬁ)rpg“‘g" i§ A0 o
1) suspention in mneral iol; O. 0125 rml e), eit her

sodi hydroxi de. (0. I . or i i

(0. 64" i sl sl il (2220 A Y S L
ethérof2P awie d hydueaen dresoxddebsaiution (@4 d.ndiel E@ieﬂeaae?»@ r’/e@n@@us

sougagﬁ)hwé»y Qé&e‘dtéh'aetﬂe RERAM m&t&@wg Ghhe k0B «3h §i§solvebthe

scrib above, These congoun s were identif
YA s Eb Ay fupi! *“gfh?fs’a!ﬁﬁe
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1- Benzenesul f o H i ndol e412/ 414

-5-bro
o3RS S Ay o b PSSR Ay |1 " ol <360 |
ROBTOLD 71- Benzenesul f onyl - 5-f | uor o- 2- phenyl -
FFi | e3
!r{I %%r r?e%k%erﬁ%nednbeosﬁg ﬂask ?csuapﬁed thng/rfessrﬁ ecwahzfng z{ljl_rﬁ-'e}'
soduu{mhydnde {0.6 g of 50 % in mmeral oil; 0.0125 mole) and DMF (8 mL) were

take% Fﬁqé%)n Netitusto@nrenssy Wb BYhdd ot 4Pbo 2akheRYbackbhi n

mlxmaS( dired/eh viihpe i résesimed ind P Gangrlicing was shefiyed fpr
onerﬂ‘oblngiﬁleﬁv%% {he?fgfctlon mixture was cooled and Benzenesulfonyl chioride

2' Br.ono- t hyl benzenesul f onyl ) - 2- phenyl - |
2. 1+q1 P Haé,qnglg%‘é ynthzgs added slowly from the pressure equalizing funnel over
5 mibihi24 -4nd fur%ﬂﬂmreé at 5 aPfod B\Holwenziean eswbléin\df yea2tidgph@by), - 1
the pbpH ByfciE s o880 indn ettt anc oy s Ry o
acelgte] (A d15a@8 6718838 DEY DroBain petrﬁé‘@urvefr@wyfpheg mfbmy:r -fcpﬂowed

by Mmenge%a:%e’% dthpdrolRe B2RNE SIukdi0 Rk- 1Re AR w2s IRIdAX Yy 1
dfsf@i'eﬂ“%ﬁ?é’ﬁ@%cmff’%ﬁ‘fm The grogvdus Ry wpsen pitigrmpagd. which

was as such used for the next step.

The crude residue was purified by silica gel column chromaiography using 30 %
methanol in ethyl acetate as a mobile phase, fo obtain the iitle compound, which was

identified by IR, NMR and mass spectral analyses.

Route [I:

Instead of sodium hydride (0.6 g of 50 % suspention in mineral iol; 0.0125
mole), either sodium hydroxide (0.03 moles) or potassium hydroxide (0.03 moles) was
taken and similar procedure was followed.

Various substituted indoles were treated with substituted phenylsulfonylchloride
as described above. These compounds were identified by IR, NMR and mass spectral
analyses. Following is the partial list of such compounds: i
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D171- Benzenesul f onyl - 5- br ono- 2- net hyl -1 0 9 MAY 2005
H i ndol e3501352
D181- Benzenesul f onyl - 5- chl or o- 2- et hyl - 1H i ndol e- 306 /
308 D191- Benzen esul fonyl -5-fl uoro- 2- net hyl -
wokomaai3z290 D201- (2' - Bronobenzenesul f onyl ) -E-1viNedegpoo37o
H i ndol e350 / 352
D211- (4' - Met hyl benzenesul fonyl ) -5-fl uoro-2-nmet hyl - 1Hi
‘ndol e304
D221- (4' - Met hyl benzenesul f onyl ) - 5-chl or o- 2- et hyl -
LEB- ndol 3201322
231- (2' - Bronp- 4' - met hyl benzenesul f onyl ) - 2- net hyl -
H i ndol e364 / 366
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‘%@sﬂé’ﬂ'?@ﬁf‘ﬂﬁgﬁaﬁh@ﬁo'ﬁﬁﬁ%& {e’-?m\g\é% added and 10 strei et
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041 SYEL@bhlir PHRSURARBEH AL ReTBYSd under r educad 414

gﬁ; acet at e: wat er,
058 (6~ Mwl@oe@evﬁ%ﬁbﬁrﬂ@i‘g@é% %‘R@’Gos/ 000370 ( 7%9)
EWDXtil{fi’ﬂdietﬁﬂﬂeh@é‘iﬁdul%ﬁylﬁ@dhlbrmzhjmmn-bﬁmatoe The or ga6Re384
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oie g d R Brores-# Haarrepyivenzenemiforeti-2mheny 3 Hrinfdleand t he 45¢H K56

L dl s J%eﬂie%édiﬂoﬁ% @Erfforb 9 Al Aidde crude 3ss/3838
i nt ernedi at e,

hi's 1'ntermedi ate was taken as such t292
DA e 1riiepeenssudisnyti2eiRSle- 17409948y i fi cation. Route 2:
D%t armRatdnéalipnioBeargaesdhdxenindotd- i ndol - 3- ol 302

1B, iR R S RIS, P 1

® 1990, by reacting
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%Boﬁ@enwgﬁfoeﬂﬁﬁweﬁ’d?smﬁiév dHpdRified by IR NWR 4R0.
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D22  1-(4-Methylbenzenesutfonyl)-5-chloro-2-methyl-1H-indole 3207322
D23 1-(2'-Bromo-4'-methylbenzenesulfonyl)-2-methyl-1/-indole 364 / 366
D24  1-(2-Bromo-4'-isopropylbenzenesulfonyl)-2-methyl-1H-indole 392 /394
D25  1-(4-Fluorobenzenesulfonyl)-5-chloro-2-methyl-1H-indole 324

Description 26: 1-Benzenesuifonyl-2-phenyi-1H-indol-3-ol (D 28)
Route 1:

1-Benzenesulfonyl-2-phenyl-1H-indole  (D1) (0.01 mole) was dissolved in
glacial acetic acid (15 mL) and was transferred to three-necked flask. To this mixture
monoperphpthalate (0.02 moles of 50% suspention) solution in ether was added and
stirred at 25 °C for 3 hours. After the completion of reaction, the volatile substances

* were removed under reduced pressure. The residue was added ethyl acetate:water
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D271- Benzenesul f onyl - 2- phenyl - 5- met hoxy- 1
H i ndol - 3- ol 380
D281- Benzenesul f onyl - 2- phenyl - 5- et hyl -
H i ndol - 3- ol 364
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D301- Benzenesul f onyl - 5- chl or o- 2- phenyl -
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RoEé&l (4' - Met hyl benzenesul f onyl ) - 5- chl or o- 2- phenyl -

®i%hdol - 3- 0l 398 / 400
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FolloBipg isghe partil fistroy such-compdupdds.5- net hoxy-1 H-i ndol - 3- ol 318
D401- Benzenesul fonyl - 2, 5-di net hyl -1 H-i ndol - 3- ol 302
D411- Benzenesul f onyl - 5- br ono- 2- net hyl -
List+ £ndol - 3- ol 366 / 368 D42
1- Banezemgmul f onyl - 5- chl or o- 2- et hyl - | H i ndol - 3- oMa&2idn
| 324 D43 .
1- Benzenesul f onyl - 5-f | uor o- 2- net hyl - | H i ndol - 3- ol “\%d—g
D8l 4 1-Be@zenByuliomh & phemé SkfifdoiRss#!) - 2- met hyl - | H i ndol - 33%13

D%4 /I~ ﬁi%nesulfon -2-phenyl-5-methoxy-1F-indol-3-0l 380
51- Ayl é)nzeynesul S¥1y|)-5 fl uoro-2-nethyl -

hy
DRg | Pr@épzeaewfsmﬂwewm}“ﬁwﬂ@%/ | N2003/ 0003703’54
DMGLBéAzeanbwl bermenB skl oTHindol =gt hl or o- 2- met hyl4sd/ 430

o LR R R R BB AR ony 1 ) - 2- et hy PP {75

DAt oli-B8razh&88FonyB 8 uoro-2-phenyi-1H-indok3-ol 368
D%ﬁiﬁug l%ron%’b@ﬁ%nésu‘ifbﬁ;@@' LsHevhiRenzenesk! fonyl ) - 2- metby} 43b
DR o H{4-MethribarreppBiioBiesticronphenyis RIS 2- met hyl - P#E i
pBg Oﬁ—(ﬁﬂ/@t@fﬁ@niensﬁﬁor@@%:&mc@& R-@Rerfy01 H-indol-3-ol 398/ 400

d e R P At e e R

D& aﬂ:ﬂ-ﬂlrdnmdﬁargobs)pwmreenqwlﬁwo é{ﬂ:harydahmrsfbe’ﬂolas bel4div. 472
DINCP . ;a é&fk@ﬁes\ﬁﬁ&rﬁri) '5%%%%%%@%{ YR and ”&é’?mo’i

ses tion Mass io
%o}BerEenwﬁ@w? medyl-1Hingeh3Rihan on e(M+H)+ 176 288

D@H—Bér@e%s@uﬁ@wﬁzh}éﬂfy%—lﬁeﬂﬁ@ tikmgbesthanone254 / 256

DD52118£nzenesulfony!— 5 drrtljerthy)ﬁw-lndo ]1 yl') ethanone210 / 2%'02

Hindok-3-
D41  1-Benzenesulfonyl-5-bromo-2-methyl-1H-indol-3-ol 366 /368
D42 1-Benzenesuffonyl-5-chloro-2-methyl-1H-indol-3-ol 3221324
D43  1-Benzenesulfonyl-5-fluoro-2-methyl-1H-indol-3-ol 306
D44 1-(2'-Bromobenzenesulfonyl)-2-methyl-1H-indol-3-ol 366/ 368
D45 1-(4-Methylbenzenesuifonyl)-5-fluoro-2-methyl-1f-indoi-3-ol 320
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0531-(5-FI u o ro-3-hydrox)indol -1-yl)ethano nel94 0 9 MAY 2005
D541- ( 6- Chl or o- 3- hydr oxyi ndol - 1-yl ) et hanone210 / 212
D551- ( 3- Hydr oxy-5-nmet hoxyin do |-1-yl) eth an on e206
D551- (5, 7- Di br ono- 3- hydrox)indol -1 -yl)ethanone332 /
WG 34045336 PCT/IN2003/000370
D571- (6- Chl or o- 5- met hoxy- 3- hydr oxyi ndol - 1-yl ) et hanone2

40 | 242
81- hydroxylndol | ) et hanone22
) B e ) R - R ol 5 536358
D4y I )ie(@ HBmowne2Bthy 2@ nesulfonyl)-2-methyl-1H-indol-3-of 380 /382

B0 Y- b B BIPisSprbh i Ssrds RN M bR s bl t NaNoRg3 T4,

048 1 1=(¢ Fletplesngersstlfang oo Raneivg il Hdwsiok-a-oly | ) et haniite 222

8 / 230

D621- (4- X I rox i ndol - 1-yl ) et hanone2
oS5 ehigh 301 LA s BRI BEB) 1) ot hanoneo52

D6 4cctiiingriorthe thethods aivyn & mlaetmyel foslahg hN/atklymidaryo eR30
preé%g‘%a?ds“sﬁﬁ 6 Y- RYET SRR IRERT ehSe Py INVR AhiBRe2s
spegirgi @galyses.

D651 (5- Fl uor o- 3- hydr oxy- 2- phenyl i ndol - 1-yl ) et hanone27

L'Sb(ﬁl ( 6- Chl or o- 3- hydr oxy- 2- phenyl i ndol - 1-yl ) et hanone28

6 / [R8&ription Mass ion
. D681 ( 3- Hydr oxy- 5- net hoxy- 2- phenyl i ndol - 1-yl ) et harmrmZ

D%91—(§ Sycrmmrtslpbhﬂ)@mm oxy- 2- phenyl i ndol - 1-yl ) et htagon

DS#OW(&@%OQY dro mdol 'l-yl ethanone 125
-"3- hydr oxy- 2- phenyl i ndol - 4} ﬁ
%?nohé‘f’ ‘4"1‘?0'33‘13611%1*8':‘% e 3908/ 048328PCT/ | N2003/ 0%1?3’7202

DE¥ 11-¢5-BudshizetydroxyihddioryetBardapelr oxy- 2- phenyl i ndol -1 -4g4) e

Dg;aﬂ%qéﬁ% rrcydécxflre?ch 1'y88th?§1°ﬁydr oxy- 2- phenyl i ndol 210, ")?ﬁ?
D& hh@dﬁl@@@@ -G-mgigoxyindol-1-yljethanone 208

D@7311(5(76D%Fd?ﬁ623 ﬁer&%ﬁ& BBidrdReY - 2- phenyl i ndol - Lyl aet,
hanone348 / 350

D741- (4- Chl or o- 5-f | uor o- 3- hydr oxy- 2- phenyl i ndol - | -3#f) e
D an@AE3ES-5-mRbxy-3-hydroxyindol-1-yl)ethanone 240 / 242

D%7511 (&i%&r}ﬁm%-;hydlroxymgoi%—yﬁgtggn%)ég 2- phenyl i ndol ; 8/%33

et ha
D57 611 6¢Bopdrrostiox@-Saptitvyindot dlyhdthanbhet hanonel190 284 /286

D@7;%(Bﬁaﬁs.%ma%:dzmmzﬁxa&n.@ﬁétnamohgd0' -1-yl) et hanpe268

/
D7 g1 @uaeprSoipro- e uirgel-2-yhethanpne ndol - 1- y1 ) et heAR8ME3R
D&2  1-(4-Methoxy-5 —ﬂuoro—3-hydroxyindo[- -yhethanone

224
791 ( FI u h -2-nmet hyl i ndol -1 - yI ) et hanone20
D% %é(g y Tpﬁg @%ﬂ{/gf‘%}@ % net hyl i ndol -
. D64y|1)(é{311lan@ﬂé12®'4xy -2-giRGylindol-1-yl)ethanone 330/ 332

Dsﬁé)g11%5@1&?&@-%9&%&352-9%9%&212-91)%%%4& ndol - 1-yl) et hapope?
Depg 1 15FBlomrphytre-mhenylndeyy)ethagangy | i ndol - 1- yl ) et B&®on

De? 34-(6-OhioR# 8 ndréa02-phenylindol-1-yl)ethanone - 286 / 288
D68  1-(3-Hydroxy-5-methoxy-2-phenylindol-1-yl)ethanone 282
DES  1-(5,7-Dibromo-3-hydroxy-2-phenyiindol-1-yl)ethanone 408 /4107
412
D70 1-(6-Chloro-5-methoxy-3-hydroxy-2-phenylindoi-1-yljethanone 3167318
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et hanone254 / 256
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Dé’ﬁdH@t‘b"é’GX)a%m%WW ¥npounds were identifi
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02§ ninChEb e mEnifedi i3l e 00, (0018 224

DDl eX5-Fives- S-B&dmxyﬁnﬂq’twfe@' MW@WW ask along with?

t C L 1YpLRAnoné et rahydr of ur 8224(!C2§6
D%@ q%;stmc? ﬁh%@&ﬁlzﬁgétﬁy}g&@ Eq %t h chloride (ca #’5 %
D8b| dt($-bhdrPRy-5-aretisie2 goirlsyley 5 the mixture %
D\&@S 11§ Finibredo B MHyddxRb e Hylindolotfiethandret  of 346/ 348/

I met hyl am noethyl chloride (ca 15 % sol utiomgyn

toI uene; 0.015 nole) was added and the reaction
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5 n

D%%io%@;g%%o‘:?ﬁvo& hSPARR e Ryl AR e (5! "9 R

D@s a(ﬂ%Megmw}ﬁéMroééwmm 2—&1%1!911!{@91 1'1’)@“@5‘?% n the 238

compound of general formula (1) as thick oil, which
was identified

Despigtion Bl Z-(HBGTVEHHEUALBUAS IEHY GURERBAA b h@a'( 3 ean

be Pfc'dért:l’ﬂ@ ho fHérhéth&d dien i @pratued (08 pafent HE60 60H TolBwig

deng a' g% é/r\gP%gg g'!lqo @s?g’dz ass lﬁa% %%O%Jn%gﬁ)gg%?qg IIO% ified b

SCri
IR, BBA{ ano( ﬂnaé@epe;dtrallmawﬁ%I i wliwyg eohgde ﬁ’ﬁétdﬁwlé?ﬁ 24

me@%ffzsy?ﬂfe‘%\s Ofth?sain Phenyl - 1Hi ndol - 3- yl oxy) et hylo]nd i neth
yl drﬁmg@dcxyl (0.015 mole), was taken in three necked flask “along with

pot%é&i@ daloohat Yb.o20 Mablay | telihjdnsiaran 3{cal Oy )meityhyehil diNmet h
dlm@@yﬁxﬁmﬁ}gi&gwge @a ép th?'%‘ﬁﬂ Ilnnta ulane3 0. 0|1 5o )r;noie% FF} }h]e (ﬁnlxtu

wad sifflore 3268 3Ddrs. Another ot of N,N- dtmethytamlnoethyl chlonde (ca 15 %

sohﬁ?g [2 tof.x% %ed%lrﬁcg?%vfgggagd RRERY Ledefibnl MGRle Bas/ el gdrhy

furum@[r@u(31mégﬁ;tleon5nvs\dreﬁ@s20%4 ty-"eand Akrsed 30 MGRE)Eehy
wadhk§ Bt MMleAEnAERB/ A4k over sodium sulfate; organic solvens were
removed under reduced pressure and the residue was purified by column
chromatography, on silica gel; using hexane (100 %) to triethylamine : ethy! acetate (2
: 98) gradua!l gradient as mobile phase, to obtain the compound of general formula (1)
as thick oil, which was identified by IR, NMR and mass spectral analyses. The final

desired compound of general formula (X) can be further purified by preparation of their
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pdes ¢- (1bfeﬁiyt-$1€-m&lh@g-pﬁényl symdae;w&yy:a‘thyq&mwmymmo Ynolgs 1/

483
D106 [2-(1-Acetyl-5,7-Dibromo-2-methyi- 1 H-indol-3-yloxy)ethyljdimethylamine  417/419/
' 421
D107 [2-(1-Acetyi-7-Bromo-5-chloro-1Findol-3-yloxy)ethylldimethylamine 359/361
D108 [2-(1-Acetyl-7-Bramo-5-chloro-2-phenyl-1H-indol-3- 435/437
yloxy)ethyildimethylamine
D102 [2-(1-Acetyl-7-Bromo-5-chloro-2-methyl-1/+indol-3- . 3731375
yloxy)ethylldimethylamine
D110 [2-(1-Acetyl-5-Methoxy-1H-indol-3-yloxy)ethyi]dimethylamine 277

-D111 [2-(1-Acetyl-5-Methoxy-2-phenyl-1H-indol-3-yloxy)ethylldimethylamine 353
D112 [2~{1-Acetyl-5-Methoxy-2-methyl- 1 H-indol-3-yloxy)ethylldimethylamine 291

5 Dgscripﬁon 113: [2-(1H-indol-3-yioxy)ethyl]dimethylamine (D 113)
According to the methods given in literature (US patent 3 860 608) the above
derivatives were deacetylated. These compounds were identified by IR, NMR and
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[ 2- (1- Acetyl - 1H-i ndol - 3-yl oxy) et hyl ] di et hyl ami ne 0 § MAY 2006

(0.01'5 nole), was taken in three necked flask al ong

wi th sodi um hydroxi de (0.022 nole), water (ca 15 nlL)

and 5 methanol (ca 15 nlL). The reaction m xture was
woebdsmasse for 30 minutes to 2 hours. The r edRAI/RR03/000370

m xture was cooled to 25 C and poured on to ice-cold

wat er. The conpound was extracted with ethyl acetate

(3 X 20 nmL), the conbined organic extracts were
mmsmdtram srialysed Stheafotioving mescedlré exdboodescritasdihanmethod of

ol vents were rennved under reduced
SVBM lg&fegm%%%b&n& esi due was purifi e%ﬁgy columm 10

chr EhtitAnshapiiipdolchyiemistwidigethylagoe (§ Oha g Yavirkes i o
thrteé'n%gmlf@@ Ql@ng wlﬁi Ebduunﬁﬁﬁii‘@&dé (6222 moff)wageraduab mL) and

d
%rg%@:l ér[a]t P%ﬁ‘?ﬂ]l 3reta':‘j£1 ng'gtg ehvyacskre@ c! %Qé]dqmlﬁute%%ﬁours tI'hc-:
readlion triidtire svalbs yod|dd to[FFRCand powres orspeeetawd watera [Ts ewnpoihe
w% u&{l‘ cte&j %ﬁthr %&b@ §5‘5{ 8 mBENE @dmﬁzn%ﬁrﬁf‘éﬁuc( é)ét’i)act@ aferbe

earatlono their acid
washed twlfan@afl @gd banse Lqrigd Qvessoméﬁlfﬁ?. BaRES SOVBHS (YRR

refeved [udddrl "éduﬂéimpré’e:sblﬂeoéﬁa ethbY tekididrewdsy |partigie 295 cdlhA
chmafi)ogtr;)hh? nll\;;él{c%{etn\'xs?ng_hex% 8%8 '% poytnltﬁiyiaw% hyltﬁﬂ" ac gtgtéj(E

- de) pradad! gRilenixas) rettily phakientot dividinative weRa@ndpl general formula (1)
asgﬁf,& 3 3&@?@#@%9& P 'rmm ubd cietrhiinbgedsn eREBR8

desiréchersnpogng pbgsneet Fﬂﬂ“}’g (ﬁﬁtqﬁi9|b§mﬂ#@35’9?@élbymi@fa“°" of
théitadiPadaii@neard: Met hyl - 1H-i ndol - 3-yl oxy) et hyl ] di et hyl am
i ne297/ 298 D119
[2-(5-Chloro-1Hi ndoI 3-yl oxy) et hyl ] di net hyl am ne239/ 2
Ll[ﬁlni(9120 h | - dol - I Yethyl]d
2 2- phenyl - 1Hi ndol - 3-yl oxy) et hy [ i‘n
mi ne?fgg‘%go 121 [2-(5-Chloro- 2- methyl -1 WM'+
H i ndol - 3-yl oxy) et hyl ] di met hyl ami ne253/ 255 D 122 (M*H)
bl o= Chke0s-JbopdpkimBylami) et hy| | di met hyl am ne22812

R GF Pﬁwa"gy’sl;fH)%‘lrWF e ﬁ%l‘hgéw‘%BlS/Bl? D 124 ¥

D 215( B-(ShMetiybt/Zindettdyidxy) ethylldimethylamine 218

- t 253/ 255 D125
Fg{ﬁngp(é Bérxil?%%g&lﬂ&%%m miha%;ﬁgt hyl ] di met hyI am2?13(l52285
R 31721255-Bporo-pphergl-{oinge; 37qu3w iBethyIERERY | - 3591361

bhwgqbs%rwd Q%%)r@ﬁminhglaﬂ%@)\ékr@l]ﬂuﬁ@tﬁﬁ%ﬁé1/ 353 D 4@/7298

{:m & B Rl y oo idietnianine - V! 0xY)-et hyl T db g,
D220( {5;(F-Chickr- D pwenyi-H-indd3-Boxylethigimethylhhide et hy| ami AE8%!7

64%6[5{(5—%‘?1%r0~ 2- methyl -1H-indol-3-yloxy)ethyl]dimethylamine 253255
D122 [2-(8-Chloro-1H-indol-3-yloxy)ethyl]dimethylamine 2391241
D123 [2-(6-Chloro-2-phenyl-1H-indol-3-yloxy)ethylldimethylamine 315/317
D124 [2-(6-Chloro-2-methyl-1H-indol-3-yloxy)ethylldimethylamine 2531255
D125 [2-(5,7-Dichlore-1H-indol-3-yloxy)ethylldimethylamine 2731275/
277
D126 {2-(5,7‘Dichloro-2-phenyl-1 H-indol-3-yloxy)ethylldimethylamine 349/351/
353
D127 [2-(5,7-Dichlore-2-methyl-1H-indol-3-yloxy)ethylldimethylamine gg:lIIZBQI
D128 {2-(5,7-Dibromo-1H-indol-3-yloxy)ethyljdimethylamine 3617383/
3865
D129 [2-(5,7-Dibromo-2-phenyl-1H-indol-3-yloxyjethylldimethylamine 437/439/
: 441
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[ 2- (5, 7- Di br onp- 2- phenyl - 1Hi ndol - 3-yl oxy) et hyl ] di net h
yl am ne437/ 439/ 441 59 0 9 MAY 2006 WD 2004/ 048328
PCT/ 1 N2003/ 000370 D 130 [2-(5, 7- D br ono- 2-

- WAAHASHB- yI oxy) et hyl | di net hyl ani ne. 375/ 377?‘3@%@0@"&“\?10

[2-(7-Bronp-5-chloro-1
H i ndol - 3-yl oxy) et hyl ] di net hyl am ne317/ 319/ 321 D 132

PR Re S A RIERC ki metsine 50, 1, 8577
PR St Bt 1 010 5

D #32(2- ﬁ@tdﬁwcm&bizrﬁdﬁhwa%dawmm iy Rt ne@%ﬁgsf
D 135 [ 2- (5- Met hoxy- 2- phenyl - 397
bHI3Ndar-Bohmd-Brtydre2hydthydil Hmdoyik gioiyreeB3AdimBthyBmine 331/333/
[ 2- (5- Met hoxy- 2- net hyl - 1H i ndol - 3-yl oxy) et hyl ] di m;i%yl
atd4nes Z&Me&:\)@&nﬁH—@doi -3tyloxy)ethyl]ldimethylamine

in mneral
BETP e Y TH-nGe W AP IUEHINETSS o rarm 9

(ca 8 nm) in a ice-cooled, three necked round bottom
flask. A J 2- .

EXERBR ol LA STPTRPROT AT R A AR Vi) . i
di met hyl ﬂmraﬂmhrd!ae*(ca 5 nm) was then added dropw se
o é&'nc?m Wg d(aé%&emkb.%nopf»;s%%a&%wgrguﬁsd wfhﬁtdﬁﬁetﬂyhe

tron tion xture was a

| i?%g% (& e @gfnfrﬁh&gzﬁlﬂﬁawsﬁga}y 52hy e@mm@ yl oxy) g;ﬂhyl

forfr@maet(aa %mbh@ arf%?ﬂofeﬁetﬁff-é M&ekge eoung Bottem flggktAspolifion qf 12-

(1@nﬁonmyéxyy&hyq&.ﬁ?fhwa@urat(1351&|e)a:nsahuhwcf&mimdb g:e 5 ml)
walyy B Pt Goptips Yo grie PR SSHRetie T prh tBed (AR e
addtionr wesl @inpREs, . Bef mactivax mix@ire vasha@ilovead AF tadint e room
ter@%umbrgt 28 rbcgfméfr %Bht' AL GJ&erstlhﬁgC&t' S o égsugﬁo%ﬁ 4

extr act e
Brepeebepzancsufonyl ztﬂorﬁﬁﬁ)ﬁfi TRole BiFpiaAdRs BPRYATH € f@ﬁtSP'%tﬂ W&%

redbBS@es ‘Mrlhbr Emﬁeﬁ Fat @BCPC i@F nee,3 drgl @0 veter ﬂ@CHdd'rﬁlet[on of
at.e

t
et RS Forion Ga Y R A e S K] TR ST Bhe
Ethybsdethie (3080 pul.i Thie edmbiped olgam exteht waayat)pd piily waenand
brird, Idh%c?ov@?l:cdn“?&)}ﬁwa@%g% ilaggs %Lreteq ﬁJrét@El Dﬁ(de@%dﬁgme to

et hyl acetate | ent as
gel ks Proqust Gt ai W'@‘héafé‘oﬁgoﬁh@ i ‘geeﬁ”&salpuﬁf&dnﬂy acodtl"')“
chr@&ab@fe@ry ®h Isalauca/@m Qjé?\ﬁ@%xdrﬁqmol %) tﬁtﬂ“:éﬂ()jylahﬂ;e N3 a@ghtérmss
_.Spectr n se e esire ound. o
- oRrEha orp R Tal 3BTy Prea 'baRea SRS 7l Ry o 0
as fiekpall avhich vaefidentifeidrby2@, dbiRdareiddadsi apactsdlabgyseheThe fing!
de%ir%ﬁ%?m&cﬂn&'oé %%1% aﬂ’o@l‘?u@%? gérl lie fgp{ie;%%ﬂydf% FS) rﬁp%?ag!on ézlée[r
acig Hdition 8ais2, Bigltiig rarpel, (°Q) : Isolated as oil ; Mass (m/z) : 423, 425
(M+H)* ;IR spectra (cn™) 11150 (SOz); TH-NMR (ppm): 2.40 (s, 6H); 2.83-2.88 (1, 2H, J
= 5.4 Hz); 4.11-4.16 (t, 2H, J = 5.4 Hz); 6.87 (s, 1H); 7.19 - 7.38 (m, 3H); 7.50 ~ 7.67

(m, 4H); 7.95-7.99 (d, 1H).

Example-2: [2-{1-(2'-Bromo-4’-methylbenzenesulfonyl)-1H-indol-3-yloxy)
ethyli]dimethylamine
Using essentially the general procedure described in example 1 and some non-

critical variations, the above derivative was prepared. Melting range (°C) : Isolated as
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= 5.4 Hz); 4.11-4.16 (t, 2H, J = 5.4 Hz); 6.87 (s, 1

H; 7.19 - 7.38 (m 3H); 7.50 - 7:67 (m 4H);

7.95-7.99 (d, 1H). 25 Exanple - 2:

[2-(1-(2' -Brono-4'-net hyl benzenesul fonyl ) - 1Hi ndol - 3-y
woaoyp4s3et hyl ] di met hyl am ne Usi ng essent i al IRCTIINZN03/000370

general procedure described in exanple I and sone non-

critical variations, the above derivative was

prepared. Melting range (C) : Isolated as 60 0 9 MAY

%ch‘p 411848335 M/(cm@&hpmmmm 1437 /RO(MRE) a

A OMREY m&ﬁ%ﬂ SR 2 B AT V5 Ut I

J =(554 Bﬂ) 7.12 (SO0HY. B0 (17,262XH, 35) Z.43 (4 W) 7. 5&7 $5.(m, 1*7)(& -

.78% J =54 H); 7.13 (s, 1 H; 7.20 - 7.26 (m 3H);

(d 1 H,; 7.57-7.58 (m 1 H);7.77- 7.81(m2H) 5
Example - 3 :

Exgn?p1e( Iz (2 {zJ('i‘f erehsnasmestdstiipm)1HiikkoiBddbadetnyipxy) et hyl
di met h gjy?e Using essentially the general

pr ocedur € 'H‘& "B in exanple 1 and some non-critical

Usmgiéésaﬁtlaﬂﬂme dehaalghvoseduatesaiaed nexsmple prap serael NomEtieding

varlaf} %C%% o deghis fvg s BRpfbd v MI%S{ Jaﬁ/%é@é)(:: Fsé\j;t(e@'ih?l IR

speé%{aj‘rﬁl)—l‘—i)‘i-ﬁﬁ (SOP 290R (Cpbayeteh) 2 21423, 425 M9gs 't
4 4 .4 H2k4.0-6165¢,2H1)S 5.4 Hz);

NM%WR ) 7%@ G'F'B)z 71732%:3@ 2%(%‘ 4 H A1 84(m) s 2
71883 17e1& 141(m 4H); 759-734 H)

12-(1- (4 - Fl uor obenzenesui fonyl )-1Hi ndol - 3-yl oxy) et hy

I [ e I er al
Extii i AL T e i arai T bR BT,

var i at| ondimethwaraibeve derivative was prepared. Melting
st Gnt é AlrBEkd® dRbéribed R ex§rﬁﬁ6t1 rad (s6ife npn-crititslo
varlaﬁp%m:%@gﬂimgggygsgagggarg% Me@n%%angegg) Eso%%& asgaqi IR’
spe%tré éFPF*); 1150 QQo‘b 3500 fc-H %hletch) -Mdss 4miy) 36:6(!\8-84)20’?1 NMR

e, e R sty iy At LS L

(s, 1H)57.01-7.10 (m,2H); 7.22-738 (m, 9H): 7.51-7.55 (dd, 1H) 773-7 85 (m,2H); 7. 6—

SOF) d('lé (4' - Chl orobenzenesul fonyl) - 1H-i ndol - 3-yl oxy) et hy

' [ met hyl am ne 25 Using essentially the general
procedure described in exanple 1 and sone non-critical

Exé’rﬁ:ﬁé aé' On[% (1%@%@&{@1266@@%&91)1&“&91 -pyleggetyl] Mel ting
© Isolated as oil ; IR spectra (cm') :1150
(soz) 296@%@%"5“& etch) : Mass (mz) : 379.1 (MH)'
Using &&6eMMRy the general procedure described in example 1.and some non-critical

variations, the above derivative was prepared. Melting range (°C) : Isolated as oii ; IR
spectra (cm'™™) 11150 (SOy), 2900 (C-H stretch) ; Mass (miz) : 379.1 (M+H)"; TH-NMR
(ppm) : 2.36 (s, BHY; 2.79-2.82 (t, 2H, J = 5.4 Hz); 4.07-4,13 {t, 2H, J = 5.4 Hz); 6.87
(s,1H); 7.18-7.38 (m,4H); 7.52-7.56 (dd,TH); 7.51-7.55 {dd,1H); 7.69-7.76 (d,2H); 7.95-
7.99 (d,1H)

Example -6: [2-(1-—(4’-Methy!benzenesﬁifonyi)d H-indol-3-yloxy}ethyl]
dimethylamine

Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR

spectra (cm™) :1150 (SOy), 2800(C-H stretch) ; Mass (m/z) :359.3 (M+H)"
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‘ Exaﬂ{g%celgur 3 (técli 'l:ﬁ@gthb&b E&lf&nyﬂ&@[-.ﬁﬁ&% ilQ%a&Mﬁ' cal

(ppm : 2.36 (s, 6H); 2.79-2.82 (t, 2H, J = 5.4 Hz);
4.07-4.13 (t, 2H, J =5.4 Hz); 6.87 (s,1H); 7.18-7.38
(m4H); 7.52-7.56 (dd,1H); 7.51-7.55 (dd, 1H);
7.69-7.76 (d,2H); 7.95- 30 7.99 (d,IH Exanmple - 6;
WO20q404%328 - Met hyl benzenesul fonyl ) -1 PCT/IN2003/000370
H i ndol -3-yl oxy)ethyl] di nmethylam ne Using
essentially the general procedure described in exanple
1 and sone non-critical 35 variations, the above
derivative was prepared. Melting range (C) : Isolated

EX%{@; i [B(W%%F@y&%m%es&%&ﬁ ﬁ%o: 3\?)%8% o 4% 48328

PCT/ | N2oodredoiargineExanpl e - 7:
USIB%eésémcaﬂy thla?g@ﬁér@lmfdudaeuna Qeesbdd ia l‘é)(ér%plé- thahi 86the Soryérmasa{) e

am ne Usin nt| al ener al
vargi e B GAS I e tos OB ST B AP CohaoHIaRS 6F Pt B
spe’étra/@:ﬁﬂ;at11(563\4a§sma/z§mm7qmdfeﬂ vative was prepared.
Melting range (C) : Isolated as.oil; IR spectra (cm
1) : 1155; Mass (mz) : 387 (MtH)'; Exanple - 8:
Exdniple(-18 1 2' [Z-Bk-tﬁﬁﬁrmﬂo-ﬁ’ﬂvﬁﬂwgﬁ@@ﬁ@dfﬂ“ﬂﬁﬁw9“10114-| ndol -

yl oxy) et hyhdj R ihaimiBaink0 Using essentially the
ener al rocedure descri bed in exa

and some..
Usipgersentiaty f@awenes‘a!m%@f? Jescahrd in Pﬁ%ﬂn@%g\?@d §YPe D §en!
varbiiohs Xh& Bedve dleriPdild WADprepdrgr NiéRing rahgolca) aeblatsd as bil; IRR

o ﬁ%mnle 1(18§Méls)s(mlz} 150: MBS (012) 1 453, 455 (MFH)'

'l 2-(1-(Benzenesul fonyi ) -1Hi ndol - 3-yl oxy) et hyI ] di meth

Exaﬁigscr e W-@nm§a¥dnal;1 g_.mﬁ 39ﬁ&@'jéhquﬁ&tﬁ9iéfr€ne

n exa some ‘non-critical
Usinggseentiabniye QPW‘M@”%I apsciizad Iy exampde hrahaneRInovElt ng
vanams ahé Edove defRioAd W8 SSpaMdd. ; Méltﬁig ran@c@c)a 1664t as ol 1192;

Exanpl e-
SPEF.'?((:"I' )(§1)5%; M"ﬁ?ﬁ%‘é{}r&? fHdenesul fonyl ) - 1H i ndol - 3- yl ox

y)ethyl] dinmethylam ne Using essentially the general

ri at ove derivative ting
range (C)dimethylmised as oil; IR spectra (cm1l) :
ﬂglﬁentlyﬁ’ystﬁe GBActal Frocé&ﬁe ﬁM‘c‘:rl'Bedam 3@@@@5@3@@-9@@1‘:“03!
Benzenesul enyl -1H1in

- vanfnon%.theeawﬁ AR el e eng G Jsrieg 5

spefifzoeaduriasolases ert 408 j@xanpl e 1 and sone non-criti cal
vari ations, the above derivative was prepared. Melting

range (C) : Isolated as oil; IR
Example - 11: [2-(1-Benzenesulfonyl)-2-phenyl-1H-indol-3-yioxy}ethyi]

dimethylamine
Using essentially the general procedure described in example 1 and some non-critical
variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR
spectra (cm™) : 1150; Mass {(m/fz) : 421.5 (M+H)";

Example - 12 [2-(1-(4’-Fluorobenzenesuifonyl}-2-phenyl-1H-indol-3-yloxy)
ethylldimethylamine

Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C} : Isolated as oil; IR

spectra (cm™) : 1150; Mass (mfz) : 439.4 (M+H)";
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spectra (cm1l) : 1150; Mass (mz) : 421.5 (M+tH)'; 30

Exanpl e- 12:

[2-(1- (4" -Fluorobenzenesul fonyl)-2-phenyl - 1Hi ndol - 3-y

| oxy) ethyl]dinmethylam ne Using essentially the
WHEh084352%r ocedur e described in exanpl e 1 amECEDRAW3000370

non-critical wvariations, the above derivative was

prepared Mel ting range (C : lsolated as oil; IR 35

AP0 0SB TRt e T el ngde)

r2-(1-(4' yﬂiﬁnﬁh&ibﬂithmnf@sﬂahﬁnmyl) 2- phenyl - 1H i ndol - 3-
ugf.@’ggxgq%{y Dehordithito Mblcibed fioRinis 8 Lid tonl difical

ure descri bed 1n exanp
vayigliensrthe abmrle derjativevaopigraret el“%lwwenwdr@va{fqlifed Wa%" R

I +uysol at ed I; IR 5
SPRLERBRO LR B naR, ST P0! 2086, “505 (b

Exanpl e- 14:

Edadiplel-1¢4' {1-po@r-epyidpenzeassiifoony-L ph@aythBrigdelisH- i ndot -
3- yloxy)eth ne Using essentially the
gener al 3’5’%&8’@@8 plQE% in exanple 1 and sone

umssentrailme gerefahpasacedire gesslibadie extidle | aedt sape TAPeETiiRal

vangtﬁnértﬁéj?bowldgﬁ\ﬁgxﬁ_ @%g&ﬁa% (i\’!e!ltﬁ@'réﬁg%g @S lééla'teﬂi as'cﬁ IR

spgg(tm{pr]ne). 15 55; Mass (m/z) : 463.4 (MHH)";
[2-(1- (3 4' - Di met hoxybenzenesul fonyl ) - 2- phenyl -

H- i ndaol_- t hyl ] di th 1
E’@E'@@ntq?al |[§¥1rﬁx¥%!§ﬁ‘8%8}‘%£%eﬁeea¥1¢%‘”h§§c [51(5_% ' exanpl e
1 and song/lowyietbyljdimethylamiver i at i ons, the above

U résgr%}{lla?(yghx\gé%egz%[ %cgl.?ne )déé%hﬁédgg eﬁé?rwg]gf'l Gfd somé r?d?r'-é?ﬁr@éﬂ

va(ramahg the atpge Egrampveewas prepared. Melting range (°é) lsolated as o:l IR
Sp[e&ra((lmﬁﬂ 115w5§¥|(fh&r&ea%whﬁpnyl ) - 2- phenyl - 1H-i ndol - 3-

yl oxy)ethyl]di methyl ami ne Using essentially the
general procedure described in exanple 1 and sone
EXaePecribt i ¢a{1-{4vaeihgibenrmesiifvaydiphenyldif-iudtlidve was

pr epar ed. |t A Isolated as oil; IR
spectra (gﬁxi‘;e*ﬁﬁlfri@%g&@&s% (mz) : 435.3 (MH—|) ;25
Uﬁ)gam;perérauy #h§ general procedure described in example 1 and some non-critical

V&LI%ID(‘IQ‘ th ﬁboi ger v%hﬁar\%%ﬂ:?r@ﬁgréoo M drg2ardteny) !nghtéJ‘Q@brr R

oXY) )/ am ne |ng essentially t
Spg‘éﬁe(ﬁlm P 6 MRsF @@ REMEH h exanpl e 1 and sone
non cr| tical wvariations, the above derivative was

d. gl;?/(e j EW% ; PF! ol.at s.ai]; IR
BErE (et Cloigitpeslron I Eh AR iy
yloxy)ethyljdimethylamine
Using essentially the general procedure described in example 1 and some non-critical
variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR

spectra {em™) : 1150; Mass (m/z) : 455, 457 (M+H)";

Example - 18 :  [2-(1-(2'-Bromo-4-Methylbenzenesulfonyi)-2-phenyl-1H-indol-3-
yloxyjethyljdimethylamine

Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR

specira (cm™) : 1152; Mass (im/z) : 513, 515 (M+H)™;
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30 Exanple-- IS

[2-(1- (2" -Brono-4'-Mthyl benzenesul f onyl ) - 2- phenyl - 1H

i ndol -3- 'yl oxy)ethyl]dinethylanm ne Using essentially

t he general procedure described in exanple 1 and sone
woOQu404832d cal variations, the above deri vatRGIENQ#Ig/000370

prepared. Melting range (C) : Isolated as oil; IR 35

spectra (cm) : 1152; Mass (mz) : 513, 515 (M+tH)" ;

63 WD 2004/ 048328 PCT/ 1 N2003/ 000370 Exanpl e- 19:
Exalmte-11o(:2'[2- Bf.@narcﬂmm&tnaMemeﬁmhwwmn;a-1 phagyl - 1H

-i ndol - methyla mi n e Using
essent i al?fi"’m%ﬁ%@ﬁ g'lygﬂ? cedure described in exanpl e
Usiflg esaehtiziymibe gemsralipiddediat descabddait iewareple { Red sdse/ron-critical

vangt?ons Vtﬁé t}{% V%ﬁvaﬂees\ﬁ?ga pa n{a\@l I&é!ﬂ%llgaggﬁ%( Cl%olated §913|1"‘tl}@d

Spe&&1(c(ﬂl\/)+l-1)1'50 @alﬁp&b—@@. 531 (M+H)
[2-(1- (2" - Bronobenzenesul fonyl ) - 2- phenyl - 1Hi ndol - 3-

e LR B R e,

non-crit |3ﬂaty)etﬁ3€l]dhaéﬂhalarrmf5 t he above derivative was

Ustrggp ?r}ﬂaﬁiy( tg mgjelgeraﬂ %iqggﬁl@%gg%lzad 1,'\ %94@%8 ﬁtg%c%lré 'Rﬂkn}"—ﬁhcal

varigticarythe abovg Herivative was prepared. Meitlng range (°C) lsolated as oil; IR
Y t.Oyl - | H i ndol - 3-yl oxy) et-hyl
sPe%t-?a @ﬂlngfﬂéﬁgrﬁr%%é%g {QJ‘).;‘;I %gr@sggntl ally the general
procedure described in exanple | and sone non-critical
Exakple -@tql 0lﬁ@m=s£1ﬁeaémmensdp2memw-m-umsmmmm Mel ting
range @Iated as oil ; IR spectra (cm) :
" 1155; Ma"E 359.3 (MrH)' ; 20 Exanple-22:
UsifjgPesbdntially) the Igenmrm ez dure Sedciibaryin pxapiet Byd sake navdettica- y
varib @i SHIVY AL ARIRI N RGN WIRG SREQ) Holded fio ;1R

ure In exarrp e Somne

'Spectmcmr)‘t1|155uIMa59émv12h135§@5(M+Hhe above der| vatlve was

prepared. Melting range (C) : Isolated as oil; IR

Exa%,?g:t ™ %%{1-(4 -fiuor%%enzenesuﬁ’onél)r-]z—m)ethyl ?l—??nd%l-g-y o )

[ 2- (1 (4 eﬂEsn]aIifﬁhaﬂzemmsul fonyl)-2-nethyl -1 Hindol - 3-yl
Usnbge%%?rgllaﬁ l% %er&i?uz’? 8{2&5:? ﬁ%sch@édrm e?a?ﬁeg?q q\é Lé(mé n&-cn‘tical
varigions,dhe tilvcwaldermaa\ra w23 paggred. Ndelisowed &) \/‘3‘?‘?"9@ a%vﬁ% IR

| | sol at ed l; IR
3pearae<eﬁ EhslRbL L2098 iy | solaled as ol L

25

Example -23: [2-(1~(4’-Bromobenzenesulfonyl)—2-mgthyi-'vl-H-indol-.S-yloxy)
ethyl]dimethylamine

Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR

spectra (cm™) : 1150; Mass (m/z) : 437, 439 (M+H);

Example - 24 : [2-(1-(4'-Isopropylbenzenesuifonyl)-2-methyl-iH-indol-3-
yloxy)ethylldimethylamine

Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR

spectra (cm™) : 1152; Mass (miz) : 401.4 (M+H)";

64

0 8 MAY 2006



10

16

20

25

30

35

Exanpl e- 24:
[2-(1- (4" -1sopropyl benzenesul fonyl ) -2-net hyl -1 H i ndol -
3- yloxy)ethyl]dinmethylam ne Using essentially the
general procedure described in exanple | and sone
woomm4o#a328 cal variations, the above deri vatRGIANY@S/000370
prepared. Melting range (C) : Isolated as oil; IR 35
spectra (cm) : 1152; Mass (mz) : 401.4 (MtH)4; 64 0O
9 MAY 2006 WD 2004/ 048328 PCT/ 1 N2003/ 000370 Exanpl e -
Example - 26 ( [2-(14%,4Rimpthaxyhensenesuiéonyt@-methyl-1H-indek3-hy | - 1
H-i ndol - 3doxyhedbipiidarh &ty thminEet hyl am ne Usi ng essentially

s R B pBR A R B g P S ™
varigliong dreeahovi/dbiivatiee wagepai<d) Melfimobadee@dCadsaiatbd as B, 1B
spe%xggﬁhpf)g_'lgg{pﬂasé (rl]ll%ﬁ.‘h;‘] Q.M?ﬁ@H)(*w z) ¢ 419.5 (MR ™,

[2-(1- (2" - Bronmobenzenesul fonyl ) - 2- et hyl -1 H i ndol - 3-
Exayblex et i 1Hdi-Briniupe Atenesulldniy}2-RaRALH-mbiblys-t he

gener al QC re. ribed in exanple | and sone
non-criti coﬁﬁy?eqq‘dﬁ\‘/'g?etﬁglfl?‘gﬁs, t he above derivative was

Usingrespeatially. theveendral grocashige dgsglibed in exdnepie  and sard horl-gRitical
variﬁﬂﬁ%ﬁﬁ@aﬁu@%éﬁvaﬁvelﬁgéérem W&if) rahge4(35) . é3Sed %’EQ;*IR;

, | e-27:
SPB‘{"@-(E'E%?%"SG%M%IWZl MY HARRUMEEE hesul T onyl ) - 2- net hyl - | H
i ndol -3- yloxy)ethyl] dinethylamine 15 Using
e N T B
deri vat i WoRgthylldimethidamings| t i ng range (C) . lsolated
Usir@Ses@értially the géﬁﬁ%@e&tﬁ%és_cﬁbehﬁﬁ@kanﬁ@@&’ ah&E&he norfiailical

453 (MHH) *: 20 Exanpl e- 28: . .
Va"if*?n%(fb? QWBFSWWP %fﬁ%{% Melinasngs Gy poiatetas RYiIR1H
speetiandal’y: 135¢;IMuey (reizyash ] 4a3i (mekfyl am i ne Usi ng

essentially the general procedure described in exanple

1 and sonme non-critical wvariations, the above
Exagglei-2§t i &(WasBamep4rmeethoxybenzengsyltony-2(n@thyl-iHsivdak ed
- as ol IRloapeRiN@metakline 1150; Mass (nmfz) :© 467,

s Sl PO RO SECTIy I piamein g g sqe non-crica

varigfions|diod aldvy |deyalive wasprepaiedretldiinganangee(°Csi lagjated as oil; IR

spe@SSE tﬂ' :31|1lo‘d; MALE (BN 4ddf ngﬁfiure descri bed in exanple
an él‘l [ \;

sone non- cal ariations, the above
derivati-ve was prepared. Melting range (C) : Isolated
Exafle0i2l :; [3-8-(450RIEdHRNnSHEs Uony hLoAethMERBIndBL-ZYloky)394,
396 ( Ivl+l_Detl‘lyljsdcl)methylalmine

Using essentially the general procedure described In example 1 and some non-critical
variations, the above derlvative was prepared. Melting range (°C) : Isolated .as oil ; IR
spectra (cm™) : 1154; Mass (m/z) : 394, 396 (M+H)";

Example - 30 :  [2-{1-(4’-Isoprpylbenzenesulfonyl)-5-bromo-1H-indol-3-yloxy)
ethyijdimethylamine

Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C) : 105 - 107; IR

spectra (cm™) : 1174.57(SQ3), 2962, 2967(C-H Streching); Mass(m/z) : 465, 467.3

(M+H)*; "TH-NMR (ppm) :1.17 - 1.2 (d, BH,); 2.2 (s, 6H); 2.78 (t, 2H, J = 5.4 Hz); 2.81
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Exanpl e- 30:

[2-(1- (4" -1soprpyl benzenesul fonyl ) -5-brono- 1Hi ndol - 3-

yl oxy) ethyl]di methyl am ne Using essentially the

general procedure described in exanple 1 and sone
WiOPA04ERE cal variations, the above deri vat PG/RINAS/000370

pr epar ed. Nblting range (C) : 105 - 107; IR 35

spectra (cn} ) o 1174. 57(602) 2962, 2967(C H

t m z). - 465, 467, 3
(soptel 10 4 0. G 3y 2. B4, 1) 7€y .28 g 7o
7.44 (dg, 1IH)HZ}5? ~7.5(fn, GB) V\D 2004/ 048328 PCT/ 1 N2003/ 000370

(septet, 1H); 4.06 -4.11 (t, 2H, J = 5.4 Hz): 6.918
7.22 -7.26 (d, 2H); 7.39 - 7.44 (dd, | ;
Exagnp&er 3|_1|) 7 &R -quobe(‘g*wp onyl]@lbromo-’lH-mdgl—& 7
[2-(1- (2 leﬁ}qaablgmmn@&ﬁhﬁ@nyl) 5-brono-1 Hindol-3- 5

it OB ML B B8 LR SR 9l B
varigbignscihe abevg den\caaw wes prapgred. WeltirigoeagedEr) Madlated aswvais; IR
speBfi& RAFS h178/Rb T(scﬁlz? ; VBRI )C)s 4, éo%‘h’/gﬁé &ig r@é%@i M% f'!"ﬁ%)os

cni
25 BB ) 4 70 120 A (e
7.82uh,4H. 02 - 4.08 (t, 2H); 7.04 (s, 1H); 7.29 - 7.35
(m 3H); 7.52 - 10 7.81 (m 4H) Exanpl e- 32:
[ 2- (1- Benzenesul f onyl ) - 5- br ono- 1H i ndol - 3-yl oxy) et hyl ]
Exapifst 39y a{h(hBewnﬁijJ'fe‘QS'éﬁtW%tM-;‘lHtlml-@enimwiﬁthm ocedur e
descr i beddmﬁttﬁ(mﬁée I and some non-critical 15
variati ns, vg de g&ve was. ared. Melting
Usind,pegantiaty e B orbed Bnng s nfl e sapytical] R
Vaflst tha E(Dom Hgrivative AGas3tefB6R ) Meltinhssigé 110) ): 1sal@tdd ad 2%

224(~'V§ﬁ?3') o %altgt'_h 'ég%%tr% FE%"*) i1 Z@% 9@025 wa%@%ﬁﬁﬁgg Wg—f),o,?
"H- WR (&mq)w) 38.0%(s 76k 3. 6@1%16741H;2H Jr= B8-HD)TRATH4T g, J = 5.4

Hz)77.97 s/ 119 7 4BI7 34) % g QY. & @34H); 7. 94 7 99 (m SH)
[ 2- (1- (4" - Fl uor obenzenesul f onyl ) - 5-
H i ndol - 3-yl oxy) ethyl]di nethyl am ne USI ng

. Exegwierid al [Py1-t4hElugenbenzdnepulfoy briaroniesitkindeids-yloxgx anpl e

| and songnhppfimethllahfid Vvariations, the above
derivative was repared Melting range (C) : 74 - 75;

Usingesspaialy the QFB?FP‘)PFWP:‘L‘E!'G dexrieip example § aFsse nomertical
vané%s,(th@-brbov§ dlehﬁhﬁzx(lwp%areczaﬂéﬁ:tg(ﬁng@@m %5525 MR- s@g&&
e} 398057307l Wasgs (8- 4y oy iR Topmpe gl ey
2752887 283) ErRAUHE); 4044 2HR4 = 5.4 Hz); 6.87 (s, 1H); 7.08-7.12 (d,

2H)[‘246—146%dcr Bnpmgg% L4pgxybenzenesul f onyl ) - 5- br ono- 1H
-3- yl oxy) et hyl ] di met hyl ami ne 30 Usi ng

essentlally the general procedure described in exanple
ExainpncB4s o rig-( h{nBedrhé-dsabthoxybienadnestilfonyt)SebramaviH-indol-3-

derivati v, O)YW‘&hPIECﬁIPI@{h?gmull\@l ting range (C) . Isol ated

as oil; |
Using essentlally the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR
spectra (cm™) : 1150; Mass (m/z) : 531, 533, 535 (M+H)";

Example - 35: [2-{1-(2’-Bromo-4’-methylbenzenesulfonyl)-5-bromo-1H-indol-3-
yloxy)ethyl]dimethylamine
Using essentially the general procedure described in example 1 and some non-critical
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spectra (cm) : 1150; Mass (mz) : 531, 533, 535
(MH) ' ; 35 Exanpl e- 35:

[2-(1- (2" -Bronp-4'-met hyl benzenesul fonyl ) -5-brono-1H- i
ndol - 3- yloxy)ethyl]d inmethylam ne Using essentially
woOhersgesses al procedure described i n exanpl e RCTANA03/000870

non-critical 66 WD 2004/ 048328 PCT/ I N2003/ 000370

vari ations, the above derivative was prepared. Melting

range (C) : Isolated as oil; IR spectra (cm') :
varigtipgg thevabeye damvajive waslifepbdd idhing) rangeb(°Exalsplbied 36 oil; IR

e (brk? ul fonyl ) - 5- brono- | Hi ndo
Spe 3( )fﬁ;sﬁg%%??ét hyl g@hmﬁg Usi ng essentially the

general procedure described in exanple | and some
Example—@6i: t [BEH3, ﬂm'maﬂhamzémumﬁwammovm-irrdel-mas

pr epar ed. I solated as oil; IR
spectra yiéﬁ;&h@ﬂgﬁ&ﬂ?}gm (rri z) @ 483, 485 (I\/H—I) ; 10
amﬁwtlélly_thggenera] procedure described in example 1 and some non-critical

varlétl%gf( 13:46 ?bw?fi@n’?@&h%ﬂ‘ﬁé%ﬂg&?’ Wélkngg‘ggéeé;{a@)' Lgblhﬁg %ls o IR
Speé '|¥‘ Bgﬁé\%&n?'ﬂrﬁe@@r‘fa&éwﬁﬁgexanpl e 1 and sorre

non-critical variations, the above derivative was
d l: IR

efBecira Lanid B%%’%“&%am"@x})ﬁ‘“ﬂééﬁ'ﬂéﬁ-- 505

( MtH) * - yiagy hyfstimetyglamine
U51r{g?eséémél4’yhthé3§bz€§rﬁ W&é@.ﬁ@%bﬂc&g&&’“h kxampi @féﬁclj lbé’!'hé ReRbrtdary |

nm ne [ essentja

varighitd tne b e IR Nl ey g anes Gof" ilared grat: IR
spem[m(cmr’) tite8IMase gnizpt 001803, 505gMabPy e derivative was

pr epar ed. I\/lelting range (C) : Isolated as oil; IR 20

spectra &cml 1155; Mass (mlz? . 457, 459, 461 (MtH) " ;
Exa@ggmﬂs 2-t4 4’-Chlorobenzenesulfony )-5-bromo~1 H-mdol-3-yloxy)

[2-(1- (4etmgb]dhyéthﬂaﬁﬁmesul fonyl ) -5-brono- 1| Hindol - 3-yl
usifykeryihy W bEMTT ol Pisstod ¥ AT 4 e Bigtca
varigtions,dhe alava lderv2liversas prepaoers , Meltre rabge/@Cdelsolatat iay @il VRS
s C | at ed l; IR

ool s gl gt o0 20,011 L

(MeH) * : "H NWR (ppn) : 02.35 (s, 3H); 3.01 (s, 6H)

Exa?p?S |—3|§) 7Qz—(1t~(4’-ﬂbthylbenzdin;ﬂ.)llfdh;ll)—z;briﬂgi’tHzﬁgd&Itéal:glaki{) J =

7.91-7.9 mpl e- 40:
Usirgesgantiay m@smﬁﬁal&rocﬁ@trhylewh@eln examfle hghy seme nomoitizal Ve

variditlons, 1Ad hbodl dbiBtle Wad/proper £ MlidgiaA&s ) AghiERd as oil; IR
spectra (cm™) 11166 (SO,) ; Mass (m/z) : 437, 439 (M+H)* ; "H-NMR (ppm) : 12.35 (s,
3H); 3.01 (s, 8H); 3.65-3.70 (1, 2H, J = 5.4 Hz); 4.42-4.47 (t, 2H, J = 5.4 Hz); 7.33-7.34
{d,2H); 7.47-7.81 (d, 5H); 7.91-7.96 (d,1H). l

Example’ - 40 [21 (2’—-BromoA’-methbeenzenesulfonyl)-5-bromo-2-Methyl-1H-

indol-3-yloxy)ethylldimethylamine

Using essentially the general procedure described in example 1 and some non-critical
variations, the above derivalive was prepared. Melting range (°C) : Isolated as oil; IR
spectra (cm™) 11166 (SO,) ; Mass (m/z) : 329, 531, 533 (M+H)*; |

Example - 41: [2-{1-(2’-Bromobenzenesulfonyl)-5-bromo-2-methyl-1H-indol-3-
yloxy)ethyljdimethylamine :
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Usi ng essentially the. general procedure described in 0 g MAY 2005
exanple 1 and sone non-critical variations, the above

derivative was prepared. Melting range (O : Isolated
as oil; IR spectra (cnms) :1166 (SO2) ; Mass (nlz) :
wgggoauosgg;gs 533 (I\/H-H)+ 35 Exarrpl e - 41 : PCT/IN2003/0060370

[2-(1- (2" -Bronobenzenesul fonyl ) -5-brono-2-net hyl -1
H i ndol - 3- yl oxy)ethyl]di methylam ne 67 0 9 MAY 2006

WD 20 48328 PCT/ | 003/ 370 Usj | h
Using el T SR Sreatsuls Toaber i QeI Lot SRTF Adrglod "

variations, ¢rel ethoceil:!erwumel vedsi ppersredt Mdeltinlg oemede@) Vsaldted agais IR

spei@%ﬁ%’ﬁ eetrh: Mk PGS MR 250 17, 51

MtH) +; 5 Exan'pl e-42:
Examgle ¢ 1@2 ( 4iz-floriadrpécRrassib a5 brome2 aahyl-itRinbyla-| H- i
ndol - X’b i%%’l thgtb%d Lm et hyl am i ne Usi ng
essent i al ‘Vy E’@H f‘mbr ocedure described in exanple
Usinlg easehtiglyrtee peneral praceded desgdvadan pxample { Bad agsosy aon-critical
vanﬁﬁlﬁé \fl‘?et éﬁége ‘A@l%ia{?\'l’eeﬁpé’é' pﬁgparsMe' I\ﬁél'ﬂ% ré@w?Cf Q)solateli 89 b@;ﬁd

ec ra
speczt@acm 20571 E@N@Q))+ Maggp (@i)ar‘?ﬁ% é45Z§“+H) ;

[2 (1 (4' - Fl uor obenzenesul f onyl ) - 5- br ono- 2- phenyl - | H-i

Exa -dine L pee e peu e A o e e e lagl 1Y
non- cri t iviedylethydidimethplaminet he above der i vative was
Usirf &Qé’ftﬁﬁb th%bﬁér&l%r&%m@ dé@tbed l\i/g %%rﬁﬁl@d afd s&hé noﬂ RiticdiS

spectra E& ?
van?tmpﬂ)the a@ygﬁlﬁp\@tlmwas prepar d. Meltlng range (°C) : Esolated as ofl; IR
spebifyr Y 4186Q8oy; nes zamEtl faeyi-HB: br onp- 2- phenyl - 1H-i
ndol - 3- yl oxy) et hyl ] di met hyl ami ne Using essentially
t he general proceduré described in exanple 1 and sone
Exampte--cidi: t i[2-£1-(4"-BblovehenzaneswionyDifebrameviepipsyl-1indekSwas

pr epar ed. IM?J éthﬁ iafh gn{,@ . Isolated as 0| I IR
Um&qes%%xi“%pﬁ the ggggg :!"cgceagr e c:iegcnberJ\/l?\1 exar‘a;rnve%)and some non- cr5ﬂcal
vanbﬂané,]ihé 4bcv5|deﬁvambewaepueparbd oldglting Bnde (FChr snatetiidsioildiil -

speaté pr o{g\dat } Ng.s2By R g essential 1y the

d |h exanpl € | and sone
non- crltlcal varlatlons t he above derivative was

. ExaMphiadsed.f2 e 4'4=nﬁr6mga1eéﬁl}on yl)issotigrdnb-ag-ieddls3- | R

spectra ([ 0 ; Mass (mz) : 519, 521,
523 (MFH)ﬁo 336“‘&6@ ﬁ‘léfpﬁi“
Usif@edstnt(adly H@yeoeremmedn@si&btfrmﬁg/In)EXBmWedl dndeeme Xanicriiig] -
vanatnor)él QYD Sl AN TRV IRHR. Relting range (°C) : Isolated as oil; IR
specira (em'?) :1160 (SOy) ; Mass (m/z) : 518, 521, 523 (M+H)";

Example - 46 1 [2~{1-(4’-Chlorobenzenesulfonyl)-5,7-dibromo-1H-indol-3-

| yloxy)ethylldimethylamine
Using essentially the general procedure described in example 1 and some non-critical
variations, the above derivative was prepared. Melting range (°C) : Isolated as ofl; IR
spectra (cm™) ;1166 (SO) ; Mass (m/z) : 535, 537, 539 (M+H)*;

Example - 47 : [2—(1—(4’—Fluorohenzenesulfonyl)-5,7-dibromo-2—pheny|-1H—indol-
_ 3-yioxy)ethyl]dimethylamine
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Usi ng essentially the general procedure described in UQ'MAY 2005
exanple 1 and sone non-critical variations, the above

derivative was prepared. Melting range (O : Isolated
as oil: IR spectra (cms) :1166 (SQ2); ; Mass (nlz) :
WOHO4IM38 539 (MH)' ; 35 Exanple - 47: PCT/IN2003/000370

[ 2-(1-(4'-Fl uorobenzenesul fonyl) -5, 7-di brono- 2- phenyl -
1H i ndol - 3-yl oxy)ethyl]di nethylamine 66 -0 9 MAY 2006
o) [ 04 1,N20 0037 i ssentially the

using st 18 G2 cial Rorulle BB HeT 1 e e R v

variafieng- tbe iebovsalerivatisie was prepered.t NMeltinpmarge &) i (salaledssviisiR -+ -

i r e ; 2d, as oil; IR

specll GRER %00 (0] M @RSy om ST °% Sos) 507,
599 (M+tH)'' ; 5 Exanpl e-48: :

Exantple (41f>r:éI 4{2—(1»@1’MWmulf&?M,MﬁﬁaTdizhﬁam-mmbihy| -
1 Hindo)-. 3- ] i methylamine Using
essent i a# P'l)‘/&ﬁ\%hygéﬁeﬁ@m%%gcedure descri bed in exanple

Using esgeutialip the asoeratprpeddorg desgribed i sxgmple ' and samgvien-critica

variafiéils] HalabMR WRTatRE SR8 HLRBarelYE Meiting ringﬁ ) (Bolated sdiaiRed
as oil; IR sg)gectra ?crr%z 1166 8\;3@2,)_ * Mass (mz) :

spectta (M 3166 §3) { NAs9)(M/2) 1 PR3 pPe M)

[2-(21-(4' - Fl uorobenzenesul fonyl ) - 6-chl or o- 1Hi ndol - 3-
XY et I ' Py sAantdsal by the

e P X TR R AR o CEREA ALY e
non- cr i t Vigsy)ethygdimethwlanaine t he above derivative was

Usin§ E8seatid the“@nbﬂaﬂ@oéﬁﬂ@?de@@bed i %W@eﬂarﬁﬁsoﬁid no'n-cl"itR:ai 15

sl bbb B o Bl Sy 3 Lol ST _

specha foniy) 1166; DBssHLa) : 667, 3BSIMEH)S; "Bl-MMRLIT DD 62,63 (6H);

2.77-%@?({, éﬁggfgﬁ%lfz)? EI)O?Jﬁ?A(tA'EgI é}% as(.ﬂpze)llg.gé% s {17 906738 (M

3H); 7 24¢7148((2) 1HBr 6B SR rerdbid- ¢oHYT §hBhchl or o- 1H i ndol - 3
yl oxy) ethyl]dinmethylam ne Using essentially the

neral pr re describ in e Le.l d,so

exafidn: 15 « B HamobprshesienulashfE admedaies

pr epar edethyfjtiimetigylarainge (C) : lsolated as oil; IR
Usin? %gﬁ'ngl_gly g%igral angédugéiée_%cﬁﬂyd@ exanfpr’1 aftPsbmehibh-critical
varigtions; fhe(apovaierNeIMs s RRRSTRTY MRjting rengerPQr:deolated axigl IR-
spadir@XoR) : e1dty Masi (ebhybaMsoeswitag* essential ly the

general procedure described in exanple 1 and sone

non-critical wvariations, the above derivative was
Exarpple pat ed[2-{Vd#'tNietpylbenagaegulipnyl)-b-cblose-dd-indel-givlexy) R

spectra GHmdimetividaing (SO2); 812,786 (C-Cl) Mass

(mz) - S8 3935'1'%”\/&'»%?' CH N

Using essentially the general procedure described in example 1 and some non-critical
variations, the above derivative was prepared. Meliing range (°C) : Isolated as oil; IR
spectra (cm™) :1173.4 (SOy); 812,786 (C-Cl) Mass (m/z) : 393, 395 (M+H)" ; 'H-
NMR(8OCippm): 2.35.(s, 9H, CHz and NMey); 2.74-2.8 (1, 2H, J = 5.4 Hz); 4.05-4.10 {,
2H, J = 5.4 Hz); 6.88 (s,1H); 7.15-7.26 (m, 3H); 7.42-7.46 (d,1H); 7.66-7.71,(d,2H);
8.01-8.02 (d, 1H).

Example - 52 : [2-(1-Benzenesulfonyl)-6-chloro~-1H-indol-3-yloxy)ethyl] -
dimethylamine

Using essentially the general procedure described in example 1 and some non-critical
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30 NMR(SOOppnm): 2.35.(s, 9H, CH3and Nwe2); 2.74-2.8
(t, 2H J =5.4 Hz); 4.05-4.10 (t, 2H, J = 5.4 Hz);
6.88 (s,1H); 7.15-7.26 (m 3H); 7.42-7.46 (d, 1H);
7.66-7.71,(d,2H); 8.01-8.02 (d,11-1). 35 Exanple -52:
wp2egsb4Behzenesul f onyl ) - 6- chl or o- 1H-i ndol - 3-BATANg008/DH§10
] dinmethylam ne Using essentially the general '
procedure described in exanple 1 and sone non-critical
69 0 9 MAY 2006 5 WD 2004/ 048328 PCT/ 1N2003/ 000370
varigfigrisathp §have denvatiyp wae peared.aMelieg vaage (FIC p beolatid aviilt iRng

specf G Cli17s, : Ly ct YRR

P e 31 (?0121)5@%?1?*?@7%&%9 )Ma%e/sa@%gmsz ' éé:'g%',mssfi

NMR{GHEPRM): 534 (SRIRCIBEEH2H. 2 554 Ha); 43-4. 19 (7 2HpJ 78.4 Ha);

6.86 {s, B}, 7.36-7.25 (Y, 1Ha)} 7.36-705% 4,4k 7(18-7.8Hm, 2HE 824 .43 11).
6.89 (s,1H); 7.16-7.26 (dd, 1H); 7.38-7.57 (m4H);
7.78-7.82 (m 2H); 8.02-8.03 (d,IH. Exanpl e-53:

Exqmplg 183 :4' R HEianpyorythenesnesuifdnylyB-ghlgoeti-indol-3:H- i ndol -
3- yl oxy) pbRyibdhdijdBictitamthére Usi ng essentially the
.gener aj, ocedur e descri ed_in_exanBIe 1 and sone .

Usifg eseptaY th Genciat hrageeiveieseried IEIGEPIad 3G 2P dogdtical

varjati@pathe diboved drivatiye mas gepéred. Mekis® lramt_;?@cz)s isBlated als(Bii; llko)

A, : : 815, 7 - 1SS (rnl z

speRRE T el SearGirien v /A S5 i
[2-(1- (2" -Bronp-4'-met hoxybenzenesul fonyl)-6-chloro-1

Exattdp]pmds& - %zi(w(@mmbhﬁhﬂemomégu%ﬁ%ﬁ@nwﬁ-ﬁqowl ig.hbﬁéJ y

e gener rocedur escribed in exanple and sone
non-criti @lgmp)e%gﬁ&g]eﬁy?qmng, the above derivative was

Usipg eg=niidly tHéaenemnpproemige dedribed Insohmbled @@l soimke noh-Britical

varl%ﬁﬁ% \rhg agg\% J%lé%tl:\l?% igi %%ﬁéﬁ%%@@iﬁ%ﬁég ané ?isgaled'\égso‘cn; IR

speetra (e 2H17BR b (RN 81 HES G Beassewall #Bh¥EY, 481 (WtHHE o- 1H-

i ndol -3- yl oxy)ethyl]d i nmethylamine 20 Using

essent] al eney al ocedure_described in l e
2 Rt Re L R A e s R R RO P
deri vat i velowgsthylldipettedamidel t i ng range (C) : Isolated

o G AP M i bt i

variggons, the above derivative was prepared. Meiting range (°C) : Isolated as cil, IR

spdcia (chr¥ 3i176.21 E&mgg@a@mbwcgmyhﬁﬂgﬁﬂn;mmsqmﬂ t+ind
ol -3- yl oxy)ethyl]dinethylam ne ing essentially the
general procedure described in exanple 1 and sone

Exanapie €98 1.1 [2€1-(3' vaPinsthanybenzehesudiiooylp6-gblore-dtindeaas

pr epar ed. yl'g?th%{rﬂﬁdﬁ-&'ﬂ%rﬁi@ . Isolated as oil; IR
Using essentially the general procedure described in example 1 and some nan-critical
variations, the above derivative was prepared. Meliing range (°C) . Isolated as oil; IR
spectra (em™) :1176.21 (SOy); 815,787 (C-CI) Mass (m/z) : 439, 441 (M+H)*

Example - 57 : [2-(1-(4’-Bromobenzenesulfonyl})-6-chloro-1H-indol-3-yloxy)
ethyl]ldimethylamine .

Using essentially the general procedure described In example 1 and some non-critical

variations, the above derivative was prepared. _

Melting range (°C) : Isolated as oil; IR spectra (em™) :1176.21 (SO.); 815,787 (C-CI)

Mass (m/z) : 457, 459, 461 (M+H)".
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spectra (cni 1) :1176.21 (S02); 815,787 (C-Cl) Mass
(mz) : 439, 441 (M+H)+ 30 Exanpl e-57:
[2-(1- (4" -Bronpobenzenesul fonyl)-6-chl oro-1H i ndol - 3-yl
oxy) ethyl]dinmethylamne Using essentially the
woenanads2pr ocedur e descri bed in exanple 1 arkCTHNR@3/000370
non-critical wvariations, the above derivative was
prepared. Melting range (C) : Isolated as oil; IR
spectra (cni') :1176.21 (802); 815,787 (C-Cl) 35 Mass
Exaplez)58::  45-(446Blprobétzenkbdfony])-B&:hlor8-1MANd AGOEoXND

2004/ 048Q ﬁg{ f3/ 000370 Exanpl e- 58:
[2-(1- (4 @1 hg%zenesulf&}qy ) - 6-chl oro-1Hi ndol -

Usmgo%?fﬁmla@tthwgf%ﬁrmmwﬁﬁ%ﬂ i gxaeape hend ponge mrecrrtical
varigRAS [t aive ceflaiee Wassepdhad mam@qaﬁgé ec): |§<515te§ agreu IR

e S B o NSRS LAY

spectra (cm 1) :1176.21 (802); 815 787 (C—CI) Mass

Z)59" y }
Exapfflello;  f2f gﬁ%%;aé‘%"%zi%ﬁwy'” GERR| Endobvtony |

oxy) et IRYimethplaming ne Usi ng essential ly the

Umr@eerseéra:buwme genkisl proteduts deebddin ex:&mé ¢ ahd adHe BERitical
varjiatio ri,vative,

verfRs ShL b Rgerale Fa BEpets MG AR Gl Sige of B e

spestme«cn-ﬂa ( t38; Mass 1HBD; swasee (VRS ; 'H-BBIR (5RABProMHRIBT (5,

sH)%fZ{}\%gg 318%900191‘%%%? 4964 %(t fﬁ"g 5%1{75 ezs%éggﬁ)('f'aé"zzéb

(M, FHEAE74 (A TH): @Fﬁ?awmmmwwm) 7.79-7.86 (m
oH): 8.00-8.01 (d, 1H). 15 Exanple - 60:

enzenesul H- ndol - 3-yl o
Salrp -t BAERypae oS SR e R b hener a
procedureetdﬁmneﬂm!drmne exanple | and sone non-critical

USIﬁ@aéésé’ﬂtf(‘a e gtalh@? ?’&g@urg ggéc?ﬁ@éd M eexéﬂﬁ[ﬁe 9 and ?&'ﬁg orlva'hlt::%lng

ran
vanmg e ve. -degjyafive waprepggad. (Mﬁlpug.ran%("@(alﬁﬁpt@d asgi; IR
spebter e’ A 16WBlAug (Renzasresel kongd+Hy*5- chl oro- 1 H-i ndol - 3-y
| oxy) ethyl]dinmethylam ne Using essentially the
general procedure described in exanple 1 and sone
Exampte--dli:t |[%ﬁl~(4’-Mathymenrcmls,sulfml)zﬁHdWOdékihd@itﬁ-x}exm:as
pr epar ed. et%{&h@ﬂ} e (CO) : Isolated as oi I I R 25
ectra 802); 812, 786 (G, C
Usnr(%sz‘ynttaﬂé@g’ge%ggl p(cmgflﬂre esollzg_p WX? MSO eggn—grglcal
varitidns GhE ansle i¥BAtive Was/ freparéd. | Meltiddtande £CP: Bolktel jas oil; IR
Hz 8
spodi ) JATL (812 708 200 ieigm s S0 Bk R
(602BHM): 8.361s, 9H, CHzand NMey); 2.74-2.8 (1, 2H, J = 5.4 Hz); 4.05-4.10 (t, 2H, J
= 5.4 Hz); 6.88 (s, 1H); 7.15-7.26 (m, 3H); 7.42-7.46 (d, 1H); 7.66-7.71 (d, 2H); 8.01-
8.02 (d, 1H). '

Example - 62 : [2-(1-(Benzenesulfonyl)-5-chloro-1H-indol-3-yloxy)
ethylldimethylamine

Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Meiting range (°C) : Isolated as oil; IR

spectra (cm™) :1176.21 (S0Oy); 815, 787 (C-Cl) Mass (m/z) : 379, 381 (M+H)*; "H-NMR

(800ppm) : 2.34 (s, 6H); 2.72-2.78 (t, 2H, J = 5.4 Hz); 4.01-4.10 {t, 2H, J = 5.4 Hz);

6.89 (s, 1H); 7.16-7.26 (dd, 1H); 7.38-7.57 (m, 4H); 7.78-7.82 (m, 2H); 8.02-8.03
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[ 2- (1-(Benzenesul fonyl ) -5-chl oro- I Hi ndol - 3-yl oxy) 09 MAY 0

et hyl ] di met hyl am ne Usi ng essentially the general

procedure described in exanple 1 and sonme non-critical
woani4adsens, the above derivative was preparBui/INMBEDI0aT

range (C : lIsolated as oil; IR spectra (crrfl)

1176 21 (SQ2); 815, 787 (C—Cl) Mass (mz) : 379, 381

M+H) 1H NVR 35 (SOOppn) : 2.34 (s, 6H); 2.72-2.78
(‘“2'9 2H J =5.4 Hz); 4.01-4.10 It, 2H, J = 5.4 Hz);

689(s 1H); 7.16-7.26 (dd, 1H) 7.38-7.57 (m 4H);

Exalpfe 65 34 R PP VIR RN S BRI 63
[2-(1-(4 Ylomgh!i]mmsﬂamlaﬁnmsulfonyl) 5-Chloro-1
Usifgy éJsbﬁ“&hgf e gﬁherﬂ)ﬁfacﬁﬁttl%ld]escglbémtetl rjaﬁgn'l 'aﬂg gm%bﬁgntlca

ent i enera TOCG ure descr| In exa

Va“i“%'ﬁdh%h‘é'er%ﬁvaéw PRLRIFPATd: MaknG Spe (b: kplaivd & oi: IR

spedies {oielf i1VES. 1RGO, 81ET87AC-Orf Mabsigh/5)2age 4@£}M+H ksol at ed
as oil; IR spectra (cm) :1176.21 (S02); , 787

(CGCd); Mass (mz) : 421, 423 (MtH) }. 10 Exarrpl e- 64
Exapwle(-lﬁ‘i( 2 [2-Bt-(ﬂ1ﬁratn0-ﬂ’anhthnmmeimrfybfﬁyttryle@-‘ﬂ-hindnbs-lH

- i ndol - ym*ﬁgtwlﬁ"mg{hbghﬁﬁg hyl am ne Using essentially
roc described in exanple 1 and sone

US'%?Fsg?tlaﬁ!r @'ﬁwgn%fa’ o R Sesqrifed BISBRERIBd AN 2Pg SoTrgRcal
variptiemp gihe dbovielzletivatige wangrep4réd. Melkispianbe PCpsisolaled dsRil IR

oG9 58%1 et el o 8 G 5=

[2-(1- (2" -Bronp-4'-met hyl benzenesul fonyl)-5-chloro-1
Exahiplecll - J2- (W@-Byarﬁ&-hyﬁm]aﬁwﬁﬁﬁié‘{nleﬁiﬁdﬂﬁl)-@ﬁ:‘hmo—qm%&ﬂ:ﬁ| l'y

the gener escribed in exanple | and sone
non-crit |@3¥38 tg)ﬁ‘? ﬁ’éﬁﬁ‘é’“"? he above derivative was
Using essentdy thgetéraigorecedgre deibed hsabmpled =ad soink noh-itical

vangfgﬁ%gt tﬁ@aé%c}e M&Z%& @g@ Me%g‘igggz £ Fhbicd W 1R

SPetha ey 7821 @%ﬁﬂﬁﬂ@%@rﬁbh@w(ﬂ@nﬂ] B3 ATBEMOHT H- i nd
[ -3- vyl oxy) ethy I'] d inmethylanm ne Using essentially

h d d b d
Ex%wﬁe_.- Rk s T MRS
pr epar ed. yivahethpljdimathglan(i®® : | sol ated as oil; IR 25
Usﬁgo@s%kﬁt?ali)( ﬁ'ﬁiglaner; ]pzéceaafe(déggﬂaed ﬁi]e'iarlzﬁz 1(drfa Shme nwﬁéﬁtlcal

"a“PtZ:’-nf‘-lth? @bQ@rMé%Wéﬁ E‘?B?"ﬁ@m%ebtm% I20f¢ 6F0: iplatedrs| iRy |
speBity dom™) 11176.21 (SO,); 815,787 (C-Cl); Mass (m/z) : 439 (M+H)*,

Example - 67 : [2-{1-(4-Bromobenzenesulfonyl)-5-chloro-1H-indoi-3-yloxy)

" ethyl]dimethylamine
Using essentially the general procedure described in example 1 and some non-criical
variations, the above derivative was prepared. Melting range (°C) : lsolated as oil; IR
spectra (cm™) :1176.21 (SOy); 815,787 (C-CI); Mass (m/z) : 457, 459, 461 (M+H)" .

Example - 68: [2-(1-(4'-Chlorobenzenesulfonyl)-5-chloro~1H-indol-3-yloxy)
ethylldimethylamine '

Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR
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et hyl ] di net hyl am ne Usi ng essentially the general 09"‘MAY 2005

procedure described in exanple 1 and sone non-critical
30 variations, the above derivative was prepared.
Melting range (C) : lsolated as oil; IR spectra (cm)
Wpﬂoﬂ@f‘f‘zis(SOZ) 815,787 (C-Cl); Mass (m z) ECTEZ00348370
461 (MrH) +. Exanpl e- 68: '
[2-(1- (4" -Chl orobenzenesul fonyl)-5-chl oro-1Hindol-3-y
| oxy) y et hyl ] di met hyl am ne 35 Using essentially the
Specg'éﬁ@? aF11ge. )aléé'%ﬁﬁ 81848 (G-BdMpss @%nﬂﬂ%“ﬁ &hd (f‘é‘dﬂe

non critical varl ations, the above derivative was

4088 AR S A SR B8 Bt °

:1176. 219(1180@')1]&*8/1&3“'%87 (Gd); Mass (mz) : 413, 415,
Usin %Zse('\h@l]bbtﬂe e’%él%?"?ll q@?e descnbed in example 1 and Sfme non-critical

-(1-Bénzenesu -5-chloro-2-p H i ndol -3-y|

vari R@ﬁ) "heétbﬁ‘ﬁﬂ T‘?ﬂ"ﬁ%’ﬁl’ﬁﬂsd’ﬁ?ﬂﬁ‘@d5 Madfing @a@&( t-ﬂ%ﬂ’qt?ﬂ fhedh 1

speciiR (@ BL1176.0¢ estoyy,e316 eAT (Tt Mass @¥)mrbs 457 amaysone
non-critical variations, the above derivative was
prepared. Melting range (C) : Isolated as oil; IR

Exampec?? a [2di{(2)yBrompzb-nethylisozenesgifenylyBehlo@-2phenyiAids
(n2) : #iladfhyleiimethatiramnl e 70:

[2-(2-(2" -Bronmo-4 - th&l'bene‘%?enes"wg)ﬂ CL - chl or -2-p
Using &nganlalithe 65Tra) prosedre JSsRie AT honehsRrnarksiics
varizis 6 fHel abloley dérivativgararmad papsdo ddadting earbeeT)i : ba:dlatemasaumﬂml e

1,3 e at,i s
soecg R At U8 Alaeo LPLte AR 2ot SRR e
as oil; IR spectra (cm) :1176.21 (SQ2); 815,787
Exafn eam téi@&(4’Cmar})bénz'éﬂZsuléﬂay-sféﬁlbr&-hﬂbb&ﬁyl-ﬂdﬁnmwpI e

-71 . .

[ 2- (1- (4YIRYIEENEURSBYRLHN% onyl ) - S- chl or o- 2- phenyl - 1H
Usirigreaisdntially tb'de gengyat piopbdui Keschibddimexesnilss | ALY sanenert-aiiva)
variétgﬁs gl?enfﬂ ﬁv%%seprgﬁ?&f o Qﬂ-bg' AndEER! 18odte@BE o GRE

var| ations, ove derivative vvas
SPefpiwaégar)ew 76!\% | (ﬁPﬁgﬁW@@ éC{-‘dZ) MaSSI B af B 4B (M5THD” -
spectra (cm') :1176.21 (SQ2); 815, 787 (C-CI) I\/Iass

Exaé“n%e???l afq 6 %é’%‘éﬁ‘é@é‘y ‘)ﬁzg'&%ta %?/rg‘ltg%‘%' ée%{ny >L<lerrg?e

and sorethylldimethylaimgw  vari ati ons, the above
Usnr%eé'sbé/rﬁﬁgflyvt& B@%rﬁ g:?&@&ﬁg de%i:éd_ iR Qxé'rﬁ;ﬂ@ @ ah&lome h&@brﬁi&ﬁ d

ectra (cm) °‘1(§§@ g ﬁ;
vanitt@n@ﬂ)e ahaye geqwl\ﬁ was pggared Q@E‘PWﬁj‘gﬁ ( ﬁ%ﬂaig 7§ 0i
spe&t%r((:ﬂa“)( 417 1qsebesrErarscldip nyds (BzciHoerawsmmEy hy | - 1H- i

| -3- yl oxy)ethy I'] d inmethylamine Using

essentlally the general procedure described in exanple
Exafplerd 3s g iz{ iHditlearpbdéngahesu Ifonyl)-5-chloro-2-methyl-1H-indol-3-

yloxy)ethylldimethylamine
Using essentially the general procedure described in example 1 and sgme non-critical
variations, the above derivative was prepared. Melting range (°C) . Isolated as oil; IR
spectra (cm™) :1176.21 (SOy); 815,787 (C-Cl); Mass (m/z) : 411, 413 (M+H)*.

Example - 74 1 [2~{1-(4'-Fluorobenzenesulfonyl)-5,7-dichloro-1H-indol-3-
yloxy)ethylldimethylamine
Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR

73




10

15

20

25

30

35

30 variations, the above derivative was prepared.
Melting range (C) : Isolated as oil; IR spectra (cnm)
:1176.21 (SO2); 815,787 (CGCl); Mass (mz) : 411, 413
(MrH) *.  Exanpl e- 74:

wD2003048328 - Fl uor obenzenesul fonyl ) -5, 7- di chl GrQI/INEe0B/HIHE10
-3- yloxy)ethyl]dinethylamne 35 Using essentially the
general procedure described in exanple | and sone

o b 057 ERbISA 5 EREAS oy M) L T HE
Exanpl e- 72:

Bxanlgfs $ T N e é%be'&n?g' (o
: 1176. 21ylegoethylldivgthyrgmingC- C ); Mass (mz) : 431,
Usin g%enﬁ‘éﬁ t il pledaHiRY @sdibed in example 1 and some non-critical

benzenesul fo | -
veriahonsy e 915 FYVRE RS RPATR ehe R 19g (Sdc s 14,1 FE
speclf® (@i 3k 1176.¢ ¢3iDy);e816 SR HCoydMass (s nfidie 483, 288 (b,
non-critical wvariations, the above derivative vvas
prepared. Melting range . Isolated as oil;
Exasplec?d a i(zdm(lisnzeg&womﬂ)é Bdohlor 8'1!‘5"'“‘?‘@'/3'!('@‘!@?‘”!1'1 Mass
(mz) : aﬁﬂeth,ﬁgﬁmpﬂ% (MtH) +. 10 Exanpl e- 76:

nzenes |fon i.chl or y)
Using IR T RYA BT AR LR 1 5 A ot
vangibns emmw egivaiileadhsi prereregimbleding rangd (%nésqlﬁtm ex pit iR al
r.l ati. , v AV I, I [tin
s B A L
:1176.21 (S2);.815, 787 (C Cl'); Mass (mz) :413, 415,
Exarhié - i Hpat(1 (E5n:@ﬁaﬁﬂfoﬁyl-)-3?—dlchloro-z—methyl-'tH-indol-.?o- -

[2(1(Be ze 7-di chl or o- 2- net hyl - 1H-i ndol
-3- - % ge?ﬁﬂ %%ﬁ'ﬁ"am ne Using essentially the.

| u51rgase¢rabuy¢h@ Bee prasedise Hesstbedin exeast &and sarep ahitical

varidtiohs, G %ﬂo@@lden\?éﬁ'&é Phd ﬁQﬁareJ %I%Q!ﬁged(@tb)l Vlaélétb!@ ayvam IR

Speﬁ%gég{)g"”(@rzﬂﬂsl?gt ﬁ{ﬁ?g%z@ ‘%%W);s (“Q?L)S 427(718”?3 %1@“ H) Mass
(mz) . 427, 429, 431 (MtH)+. 20 Exarrpl e- 78
f - H i ndol -
Exalgbie} .y VAT Pan ey B i 2er O Emr 1 | 000
gener al pﬂ@wﬁ!wl@lme%\ﬂﬂm&j in exarrpl e 1 and sone

Us;ﬁboébsgﬁthy tﬁ@lgenéfﬁtrdrﬁieﬂm Slesdib@l inRMEIE € aind abrivw Aomerical
repare

[ting ran sol ate LR.. &5
varlgtﬁpé\gttp%at(qyﬁifl)envail!e/ga§ ee%é) Meigjﬁran%gcfd @Fl)ed ay Qi R
speétrd @1y 148921 @), 849 387 (B+El); MasExramp 489,74R1, 493 (M+H)".

(2-(1- (4" Met hyl - Benzenesulfonyl) 5,7-Dichloro, 2- Phenyl
-1H i ndol - 3-yl oxJeth yl] i methylamine Usi
Exagmpigeriidi: al[R41-t4Hdeth anﬁﬂﬁwau%%ﬂtf@ms? e "E‘}@ﬁﬁ‘m e
1 and songyRePefhjtintethylamine

Using essentially the general procedure described in example 1 and some non-critical
variations, the above derivative was prepared. Melting range (°C) Isolated as oil; IR
spectra (cm™) :1176.21 (SOz); 815, 787 {C-Cl); Mass (m/z) : 503, 505, 507 (M+H)".

Example - 80: [2-(1- -(4’-Fluorabenzenesulfonyl)-5-chloro-7-bromo-1H-indol-3-
yloxy)ethyi]dimethylamine
Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR
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30 variations, the above derivative was prepared.

Mel'ting range (C) : Isolated as oil; IR spectra (cm)

:1176. 21 (802); 815, 787 (C-Cl); Mass (mz) : 503,

505, 507 (MtH)+. Exanple - 80:

w0 200445328 - Fi uor obenzenesul f onyl ) - 5- chl or o- RdWVINPO3/A06370

ndol - 3- yl oxy) et hyl ] di net hyl am ne 35 Using essentially

the general procedure described in exanple 1 and sone

non-critical variations, the above derivative was
specra @pal) €476 KB 1SQ:0 §16,568 €C-C0) Mass| () 4760455 469 (M+HIR 74 0

9 MAY 2006 WD 2004/ 048328 PCT/ 1 N2003/ 000370 spectra

Exan,gp(;% 3147%[17(%?%% gnze%{sgwﬁ%g)-s Srg.i -'}-bromo ?ngrrgo%)s
(2- (1- (4ylofinkthylibiartigtasinef onyl ) - 5- chl or o- 7- br onp- 1H- i

Usin ﬁsse&rt?’alléw: SHAANY é%j:elo‘al‘er@etsmﬁe ™ Jk@mﬁlel‘lsérﬂ%oﬁésﬁoﬂtfnﬁéall y

procedure descr ed In exa some
variations, thei qbpmrlerweﬁmem@eupmefedt W@lt%med&)u Mﬁ*%a%%lk IR

speerra CRRT eﬁmbﬂr écqusarmc Massl () a4 488 405
Exar(r eCt r a é‘i‘iﬂ wesag@yﬁé -7 grog? Z—meﬂ{y?‘lﬁl ?\dol Ighss

[ 2- ( 1 Be pivepethyl]fimmthyl8nidk| or o
Usmg eQ%e%ﬂ%ly%?ﬁéﬂgyaL gfogbrﬁuﬁ&’esg%edﬂ exarensplsee‘ln?rlrdaTome non-cntrcal

variajienss the above deiyative WassEeRaRsy Merrmemaﬁr &) I%Frﬂ%e%a?r@' IR

spedd@Naii: {1763H (SEAT 418! T8INE-Cl): MRsARPN € 4TIE Ui Y 3176 \(@+ MRS
prepared I\/letlngrange( C) : Isolated as oil; IR
spectra (cml) :1176.21 (SO2); 815, 787 (C-Cl); WMass

Exafpiez B3 : EP-?Ui~(2’4ﬂ’r®mW%ﬂ(fmwenzea&@oaﬁpﬁ&hloreﬁ?-lﬂmmc'- ‘

[2-(1-(25 eﬂmlorrﬂmdeﬁﬁ braae Qﬁpﬁ&nﬁwa}‘nﬁmul) 5- Chl or o- 7-

WL i N i i SO

vanﬁc?gfrfrehf?ﬂwaﬂdmewwmnemm : Melling rdage (8C) 'd;adatetl s ogtngée

spefles e R 21a50B: FIE Ehond Mk %ﬂ@i‘%?’&s%‘? sdg (RRLE
(Cd); Mass (mz) : 641, 643, 645 (MrH)'. 20

Exa %n‘%h L -(4’-Fluorobenzenesulfonyl)~5-chloro-7-bromo-2-phenyl~1H-
uorobenzenesu 5-chl or o- 7- br ono- 2- ph
enyI 1 H-‘“?"ﬂ ~Sagpxiethyidipedy ﬁyﬁ i met hyl ami ne Usin

UsiigpssRaitiaf) thy gbrhueargaedsmm’e dpsctibetiv reearriﬂs d rant edmé morewriticpl e

varraféqnpsges gpr/rogfe Wgrévag\rree &Jgsrc @Jgpar rMéﬂr E"B ?ngfég as oil IRd

speaisa @i} :11.26(SEa), B16, F8A{G-CH; Ma;sg rg(;) ( 53, BEBMHS
(CGC); Mass (mz) : 551, 553, 555 (I\/H-|—|)+ 25

Ex | e- 85:

I 55 4 1A G BERmORRER Yy RS S e PR A e
nyl - 1 H i indoleB-VieBy)pihgRdimethyidnliok net hyl am ne Usi ng

Usn_zeLgS g%gatéaﬁﬁler% r?engraﬂﬁgﬂdarle REGBES I KaflfiE Grdnledme oAl €

on-cri
variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR

spectra (cm?) 11176.21 (SOz); 815, 787 (C-CI); Mass (m/z) : 611, 613, 615 (MH+H)".

0 9 MAY 2008

Example - 86 : [2-(1-Benzenesulfonyl)-5-methoxy-1 H-indol-3-yloxy)ethyl]
dimethylamine

Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR

spectra (e :1176,21 (SO2); Mass (m/z) : 375.4 (M+H)".
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vari ations, the above derivative was prepared. Melting 0 9 MAY 2006
range (C) : lIsolated as oil; IR 30 spectra (cn4)

:1176..21 (SO2); 815, 767 (C-Cl); Mass (mz) : 611,

613, 615 (M+H)' . Exanpl e- 86:

WP20E0488hzenesul f onyl ) - 5- met hoxy- 1 PCT/IN2003/000370
‘H i ndol -3-yl oxy)ethyl] dinethylam ne Using '
essentially the general procedure described in exanple
| and some non-critical 35 variations, the above
derivative was prepared. Melting range (C) : Isolated

Examplecisy ( [:Rﬁ-(gpn:tmdaeﬁwris}-;lg&oagﬂ%lﬂéztgg??a%ns%smdxm z)
375. 4 ( Mif Fe g : ‘

PCT/ | Nzoo%&%b’é%g'é%é% | e- 87:

Usingxsgantiplly thegenmssldrecedus degaibed in eganvtie herg sdhe nontaiticd- y
varibifony, the S6dV¥ ldbalaNRS Wad @eped. Uakiiy ﬁﬁﬁ@(“b} AlshteliRE oi IR

I d bed I
PR IS CHOMES HPbres 49 Bbve der | vat i ve was
prepared. Melting range (C) : Isolated as oil; IR
Exa(ﬁaﬁl%ﬁbtﬁ?@ (20 altuodbihzents st s Mol Mifndor 823 495
[2-(1- '(4'3'-'%%'?36%9'@”'@91% onyl ) - 5- Met hoxy- 1H i ndol - 3-
Using exxshtialyngib béladiﬁtd?%ﬂeﬁifb gscﬂiﬁb_cuﬁ iei?eﬂmﬂ? g %ﬁﬂﬂ is@tgé Yiort-Bftical
.gener, rocedur.e described in.exa a one.
var iSRS RGN, ST aRReree udluaate et Bl Say
spegiradpr’ e i1 76N (SPa)Mesa(gz) ¢ @)3.4(MkE)PL ated as oil; IR
spectra (cn') :1176.21 (SQ2); Mass (mz) : :

393. 4gI\/H-I—g +. 15 Exanpl e- 89: .
Example - 3 ¢ 4 IOt s--BigErbeazrneavifamyl)SyMethmpt-Hadadott i ndol - 3-
y | oxy) yédiyjethjiidiméthgminind ami n e Using essentially
o5/ s oBAGESSU o  SIEINRA o SRl S BR A"
variglicap dheebovidetivative weﬁwepe’(ra Melingolaagee(iChs!solated ak Ril; iR

ohl S ; m : 409, 411
A 8 4o 1

[ 2- (1- Benzenesul fonyl ) - 5- Met hoxy- 2- Met hyl -1 H-i ndol - 3-y
Exatnpley 0 : e {hI-BetizandsuffbayTj-Stletioixp@-MeRERIH-akby3-loy)
gener al %ﬁﬁ%ﬂ“&ﬁ ]g?a&ri bed in exanple | and sone
ation

non-critic var- s, the above derivative was
Usingraspentially. thaeensral grocadiye desgyibed in swrapled and seng non-Ritical
variﬁmﬁttﬁ@akfdﬁmdéﬁvaﬁ\llel\zﬁs %’épéﬁ'&@ Zhettiddengd ALY ) 1solatd8 Bs 4il; IR

. . ampl e - : .
spegis (G ATBAT DB AR S PIUHORFYS. Mt hoxy- 2- Mt hyl - 1H

-indol - 3- yloxy)ethyl]di nethylam ne Using essentially

; [ i I - nme

Exah R - 7 T ARG oGRS ahehn SYAT Rty 1 AR

pr epar ed Yiowiathyilflipetyaming - |solated as oil; IR

Using essentially the general procedure described in example 1 and some non-critical
variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR
spectra (cm™) :1176.21 (SOy); Mass {(m/z) : 407.4 (M+H)"

Example - 92 :  [2-{1-{4’-Fluorobenzenesulfonyl)-5-methoxy-2-phenyl-1H-indol-3-
yloxy)ethylldimethylamine

Using essentially the general procedure described in example 1 and some non-critical

variations, the above derivative was prepared. Melting range (°C) : Isolated as oil; IR

spectra (em™) :1176.21 (SO2); Mass (m/z) : 469.5 (M+H)* .
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‘“1'1-2'f004 30 spectra (cml) :1176.21 (SQ2); Mass (mz) : 407.4 0 9 MAY 2006
o SUYNHRK-B08 Exanpl e- 92:
S [2-(1- (4" -Fluorobenzenesul fonyl ) -5-net hoxy- 2- phenyl - 1H
' -indol -3- yloxy)ethyl]d inethylam ne Using essentially
t he general procedure described in exanple | and sone
ritical 35 variations, the above derivative was
“mggéggred. Melting range (C) : Isolated as oil; IR
1. s%ewnpgumtmmmeg&ﬂﬂﬁ“ﬁﬂnﬁﬁﬂﬁ); Mass (m z) : 469..5
(MtH) +. 76 ' 1-12-2004 09 MAY 20qp SUVN- RK- 006 W
Claim 1. A conpognd of Rthe gen ré fRkmula (1), R Re
General Formul a (INS_ilts step rs, its
radi oi sotopes, its geonmstric/fornB, Nits N-oxide, its
pol ynor phs, its ph
its pharnaceutlgall hl e sol vates, its usefu
bi o-active netabolitgs, \ Riabl e conbi nati on of
t he above, wherein Rl, R2,] R3, R4, R5, R6, R7, Re, Re,

R' and R12 may be sanme or )fferent and represent
. )

hydr ogen, hal ogen, perhal oé hydi'exy, thio, amno
nitro, cyano, 10 fornyl, am(gd guani di no,
substituted or unsubstituted gL 5 sel ected from

| i near or branched (G - ClZR«Ik (C& C12) al kenyl
(CrC 2)al kynyl, (C3-G )cycloal kyl, (C3-
Cy)cycloalkenyl bi cycl oal kyl, Becycl oal kenyl

(C1-C12) al koxy, CyC|@éﬁ§?ﬁ¥aﬁ“dﬁ9 z aryl, aryl oxy,
aral kyl , aral koxy, heterocycly eteroaryl

5 it F51 WIO'SNQP@?@FWW formg titsbaxigte, disypolymorphs,
. tt@ﬁh@rhﬁ&tfe&hdﬁé}!&)bcc@ﬁbﬁé%@l@' il ﬁaﬂbé@@t’tc&l& dcept@ﬁ%l&%es its

§ cl am no, nonoal ky Iamno di al
U a'rty? éﬁ%'\f?omeféPallwaams%abfe @nrwaw@@rcﬁ ambove
WBEBEIH’DRV@:[ RO, Rs.ﬂ*@hkmyﬁﬁmﬁ Rtz may be same or different, and
het er | al g‘ﬂ%&ar boan/ et er oaryl oxycar onff
RS HEHEN. SRS oMo Syl Hoa RIS, Mito, cyano,
10  fodnpl hlyilcam rgnahidjdo, sabsRIePOIOAsuBStibtad khups selected from linear

th
o PRS0 A el G e oG Srag Y FG eycloaliyl, (G-
canimmrtyoﬂwbmhaw ﬂigsﬂémdnam r(oxf@@lng*yaw%(ca-c?)atkoxy.
| | u
T AT R L S e T e,
| hefeiorgaliy v éstereanﬂﬁmy) i leeteml :w:oand hehsooq}ely!mkﬁbky gécyl acyl oxy,
15, . I e.ad] ac
5 o%;@j 6° MRl eRyERie) S, ey’ ore by ereino,
cqa{@ooyl ReryimatcatBomyl, Fﬁfa&nxycﬁ'ﬂ)myl Raetarmaﬁamg&iahﬁnyi '
hé’lérBerl r‘PJrc.’:n to"Bh u‘?o%lk&h thg%@og&yﬁag;gﬁ%galmgmmoa!kyf

five
d'%lbvla@maﬂgl onélkgxyaﬂwfeaﬁ!laibjrle lewaikioxyaitdl, opdlikythia| | Vehioalkyl,

SSOLSUIEOE O BB IR 2! ShE0 LS i,

20 alkyiamlnocarbonylammo alkylamidino, alkylguanidino, dialkylguanidino, hydrazino,
hydroxylamino, carboxylic acid and its derivatives, sulfonic acids and its derivatives,

phosphoric acid and its derivatives; or the adjacent groups like R; and R; or R, and
Rs of R; and R4 or Rs and Rg or Rg and R; or R; and Ry or R and R together with
carbon atoms to which they are attached may form a five or a six membered ring,
25 optionally containing one or more double bonds and optionally containing one or
more hetercatoms selected from O, N, S and combinations of double bond and
hetercatoms; or R4y and Ry, together with carbon atoms to which they are attached

may form a three to a six membered ring, optionally containing one or more double
77 '
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21-12-2604  neteroatons; or R11 and R12 together with carbon atons ﬁQMAY 2005
su\mwpqgjgthey are attached may forma three to a six 0
nmenbered ring, optionally containing one or nore
doubl e 77 AMENDED SHEET 21-12-2004 SUVN-RK-006 0 9

MAY 2006 bonds and optionally containing one or nore
heteroatons selected fromO, N. S and conbi nati ons of

8808 and)eRtipnaly contaiinmonere; NRIF® heleprea St iday 880, N, S
BAd Q@fbindiBhd ArObUY boRl P B&Eﬁorag}%é u %gb@%tr%t&;e%yprogen

grou S sel ected from linear “or

ﬂrra)ﬂ:h el gst her en atom. form
- brec{ctldydioh a6 o981 80 A el s Yo ma Py o qaraiky
5 EPQQFL her t Wil titeggenagtofo fomma apaycﬂ;ccthre@ytﬂ isever IMHEMBER ring,

SptAgIYMRL, D aﬁ&‘%a 'tJHeﬁLYerﬁ‘éW rﬂ' t{)agrggrn ofnd aétB?eﬂg@th”vﬁm the

e heter ocycC ave e|

la{%unﬁn@gwﬁggen zmg{q:agbm atpmist therdoptend cyolecoay Rave éither bAe, two or
thiteaRuBR! 538! Stpnaf) @ﬁ‘%?%lsofc{o r} Sr%h% tﬁ[?%égt%%)éﬁ%aﬁgected

ni trogen and sul fur, |ncIu
fin &b BERUPCOT @xyeen heitregers wod |sulfwr| agd indides G@f flRRd with any

T et naterbRi HAG en oo o Sbel P SRRt don.

Jrom1l to 8,
‘Thisiansintager gqumg fnpq;p‘k @&mrsfermyy béo &) whereid tH&@érb@ﬁ chains

m{g{“?:" ;Rig:ire@h% mﬁl‘{ bb%lt@@r ITELIE&%AaI{cﬁﬁ%O df ;82‘0? d|t cn)g ‘o
§|3rﬂ"l‘tegﬁhﬁfiﬁiﬁgs!‘f%péeﬂmefeInme Fset 6.l owi ng | i st :

‘ [2 (1 (Benzenesulfonyl) 1
: H i ndol - 3y|ox )eth di met hyl am ne;
5 2. f*2°°(‘!P°(JE aFEQfsm@ﬁwC%@Wzbmus selgttpd from the following fist:

H i ndol - 3 yI oxy) et hyl ] di met hyl am ne;

%W# ?‘ Br ono- 4' - met hoxybenzenesul fonyl ) -1
-{THEshzensaiapethndel-Bolayetivfigimettivimmine:

[22 1§(1y$agro@yftbaalfe§{rﬁagwﬂgmmaa% S8Ryl Ri R miday! O
%ﬁ 2 %'] 02? ﬁ?@ﬁ&b@ﬁ'é%faﬁwml))ﬁ RdphitgloxBethytixy) et hyl
20 qllmelﬂlydehmham ne ;
A 2. B[O 4' - Met Ib | 1H i ndol - 3-
)ﬂ% ‘{%}m]e{h&%q@p%sml gyl)??!-zl-?nr:i%ﬁu-ylogg%altgyl]dum;thylgm:ne )
[?2(1((4 RriomdBenrerzauieyy )IY)EthYI]dilgethylamme

é l‘?% Qélfﬁﬁ“’?% 3?&%’%}5‘@%&]5‘ H)mqmrmmeywumwamme

(dh(?r‘dirbww&nzmtesulfonyl) 1H-|ndol-3- loxy)ethylldimethyla

orob ul fon }( IH-I Lclim m'ra?(y) et hy

25 F ?1(( ‘?P’P&rﬁzﬁé'es s (‘i"‘(‘ﬁﬂ" ?W%tﬁlélﬁ‘mféslarrﬁmyl )-1
[21‘(1"w{ﬂh"?opbm%")eemmﬂdlfmﬁﬁﬂw-ﬁﬂiﬁ&hyﬂdtmethylamme

[%31 g{'} 7‘16553% fgge?f,n;éé{lffg/n%‘i amgg‘ﬁyq ﬁ%ﬁyﬁ@hy{]dlmethy{amme
' [z 1- (aer(zehesLﬂfopylwbm:awﬂﬁddt-fs )ethy%dm'i‘éiﬂﬁbm?ne

el lL.oxy)eth di ne am ne
i P‘j %ff%%/ e ‘#@%ﬂb%ﬁﬁ@ﬁ indPkipry)ettadipheny! - 1
- 30 ¢thyeinirge y| oxy) et hyl ]
[2 -(1-(2'- Bromo-4’-methoxybenzenesulfonyl) 2-phenyi TH-indol-3-yloxy)ethyl]
dimethylamine ;
[2-(1-(2' 4- Dlmethoxybenzenesu!fony!)-z-phenyl 1H- mdol-3-yloxy)ethyl]
dimethylamine ;
35 [2-(1-(4- -Bromobnzenesulfonyl)- 2—pheny|-‘lH-|ndol-3~yloxy)ethyl]dimethylamme
{2-(1-(2"-Bromo-4'- -Methylbenzenesulfonyl)-2-phenyl-1H-indol- -3-yloxy)ethyl]

dimethylamine:
78
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WERDHA68328- y| oxy) et hyl ] di met hyl ami ne

di met hyl am ne ;

[2-(1-(2', 4" -D net hoxybenzenesul f onyl ) - 2- phenyl - 1
H i ndol - 3-yl oxy)ethyl] dinethylam ne ; 35
[2-(1-(4' -Bronmobnzenesul fonyl)- 2-phenyl -1

[2-(1- (2" -Brono-4'-Mthyl benzenesul f onyi) - 2- phenyl -1
H i ndol - 3-yl oxy)ethyl] di nethylam ne; 78 AMENDED
SHEET 0 9 MAY 2006 WO 2004/048328 PCT/ 1 N2003/ 000370
[ B=(142 @2Dimethopyhenzanesyfioemizephesyit Hengdl-B-yRxpltagly | - 1
I—H.madfglan%yl oxy)ethyl] di met hyI am ne ;

[ r onob esulfon 2- phenyl

}_‘_%"(&361 "%m nam@qug] quhﬁ@tl VT’W .méloxy)ethyl]dlmethylamme

[ 2-((-12'(ERomBh'eviethyibenkdtebytiohpn2-pinegid H-payta)yidyrkeny | -

I-h, q,gﬂ Ay | Oxy)ethyl] 5 di met hyI am ne;
- Br onobenzenesul f onyl ) - 2- phenyl -

|_[_2 ?ﬂ%‘l ’%“%%WT%‘{'PWD}%PWVWW |a¢lﬁl-ﬁgloxy)ethyl]dlmethylamlne
[ 2-(8 14 (Fhiordblehigsh oditro@s 1esHsh 19 Pihdol-2-y RRA BN Ijdimethylamine
Eaesog AL B S ppirarsonie
H2i( ethyenzeppauifagit phesyiiyHagrlBerloxy)ethyldimethylamine
[ 2 (ﬁ«%ﬁe(r&en%ﬁcmjl @Mésiﬁﬂuﬁéo@wio}ﬂ&hﬂ@mma%me :

B RO 2 51

2— 2‘1 -H{/-lrmdfl-:?' -yloxy)ethyl]
l—Fhthmllambeyl oxy) et hyl ] di et hyI am ne ;

}[_& -52—(840md §oxy %&F%@@%ﬂ i O{i%n}/l 1l-?t-|ndHE§-;|¥xy)eiI4‘yl
[ dime yE‘T‘”—"“Brorm 4 - met hoxybenzenesul fonyl) 2- net hyl

- [-(it 2" AEDImethoyybenschesumphy)- 2-Chemy by ﬁ&él@aﬁoxyﬂaﬁayi

[ 4' - Di met hoxybenzenesul fonyl) - 2- t hyl
}_@m(:.{'hsl%%? yl oxy)ethyl] dinmethyl am ne ;

[ =44 ﬂomﬂeaxﬂm@tﬂfzmﬂegumibﬂwl-}mdﬂ-?rm}ewyll

&HE{hpg@tnes yl oxy)ethyl] dinethyl am ne
Met hyl benzenesul f ony

ARl T AR

[ @metbyle@ineBr onobenzenesul fonyl ) - 2- nethyl -1

“%-(??F it Ut diky %ﬂaﬁ‘f%,wﬁww
HIMghgRIEEY | oxy) et hyl ] di net hyI am ne; 25

[[2 (4 14(Fmoroﬁbh@h@bﬁ&@gﬂﬁ%ﬂﬁwmﬂmdol@y:d@uﬁyﬁ

e{?‘n?lam?ﬁeyl oxy) et hyl]
[2-(1-(4-Chlorobenzenesulfonyl)- 2- methyl -1H-indol-3-yloxy)ethyl]
dimethylamine;
[2-(1-(4-Methylbenzenesulfonyl)-2- methyl -1H-indol-3-yloxy)ethyl] dimethylamine;
[2-(1-(Benzeneslfonyl)-5-bromo-1H-indol-3-yloxy)ethyl]dimethylamine ;
[2-(1-(4-Isopropylbenzenesulfonyl)- 5-bromo-1H-indol-3-yloxy)ethyl]
dimethylamine ; ’
[2-(1-(2-Bromo-4’-methoxybenzenesulfonyl)- 5-bromo-1H-indol-3-yloxy)ethyl]
dimethylamine ;
[2-(1-(2',4"-Dimethoxybenzenesulfonyl)- 5-bromo-1H-indol-3-yloxy)ethyl]
dimethylamine ;
[2-(1-(4-Bromobenzenesulfonyl)- 5-bromo-1H-indol-3-yloxy)ethylldimethylamine
[2-(1-(2"-Bromo-4'-Methylbenzenesulfonyl)- 5-bromo-1H-indol-3-yloxy)ethyl]
dimethytamine ;
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di met hyl am ne; [2-(1-(4'-Methyl benzenesul fonyl)-2- 0 @ MAY 2006
met hyl -1 Hindol - 3-yl oxy)ethyl] dinethylam ne;

[ 2-(1- (Benzenesl fonyl)-5-brono-1

H i ndol - 3-yl oxy) et hyl ] di net hyl am ne ;

WP20(ap48328 - | sopr opyl benzenesul fonyl ) - 5- br on®CTIN2003/000370

Hi ndol - 3-yl oxy)ethyl] 30 di net hyl am ne ;

[2-(1- (2" -Bronp-4'- et hoxybenzenesulfonyl) 5- brono-1
H- i ndol - 3-yl oxy) et hyl] di net hyl am ne ;

[[E{1-R-Bromo. eﬂzBP?Pé*lfﬂwy%éWﬂ'@n"é‘lslﬂﬂqlﬁﬂiﬂxy)ﬁfhsﬂ #msthylamine
|‘f94(ﬂ(iﬂFfU3r0HérQﬁNésﬁ!f&be4 5»br@hﬁﬁl—hb{dl@myﬁﬁy)ethﬁﬁhmethylamlne

[ »({—éi Fﬁlgro% é;[}?,'n)y l foh‘%/q %ml-ﬁg%xﬁmyl}d:methylamrne
[Tt~ Mzthvlaemoewfonvm Hioertteindd-Glyfoaypihyl] difretiyiaminel
hzeie¥hiRNY): 8ibthd- 2 Oﬂ' t’anm%m’. DBxy)ethyl] APethyiamine:;

048328 PCT/ 1N2003/
;é w oS BPRSGEAS BRI i érWﬂ%%Pheswﬂﬁdm?' yioxyjthy]
mmetdyiamiﬁeyl oxy) et hyl] di nmet hyI am ne

L[I-E {—é_V‘—P%ngt* oxy@%ﬁﬁ% {n b)‘omo— Q%QWP 1 Ill-lndol-?:-yloxy)

[Syigimeth Va@!ﬂeor obenzenesul f onyI )
Jet-@w-UinethgBbnz3ndduldny)) £4-bishb- slbhal/ - ?:Hb!fa%rloxy)ethyl]

[ Met hyl benzenesul| fonyl ) - 5-brono
}ﬁnété%{”%@eyl oxy)ethyl] dinmethylamne 5

[[2«1--Brawpenreneduliony)t §-brofwotR-phenyl- 1BipdeeAyloxdethyl]

Iﬁimgﬂggmlﬁe?/l oxy) et hyl ] di net hyl ani ne;
yl benzenesul f onyl

KR B B L AR AR R R AR
[@rylldimeRiylaBin@no- 4'.- met hoxybenzenesul fonyl ) - 5- brom)
AP byl i B2 SEMI TSP ATLF
zd"pﬁéﬂsmm& H-i ndol - 3-yl oxy) et hyl] di net hyl ani ne ;

[12- KhoroB¥ | -
g O

®Brono- 4' - Met hyl benzenesul fonyl ) - 5-brono-
2[2';ﬁhék‘r$3hl0mbehaenMIforB#)yﬁ-bwﬂo 2-drengthlyibdadiBryiypethsiin ne ;
[ Riméthy ;grg,neBrom)benzenesulfonyl) 5- brom) 2- phenyl -

i i {PE AN S T "’tiP‘Eﬂ‘rBﬁ’E’X}')ﬁ@H‘J/I

Himeitigémide;y| oxy) et hyl] di net hyl ami ne ;

r‘% éf—éﬁf(é&fnegﬂi)oegflﬁg%?]&ﬁygﬁgﬂﬂpm HiolS.B ﬁ&ﬁ%yﬁdﬁ@ﬁ'&%lﬂ n]eH' '
(21" sapropiyengensswiioa il Schreberdi methﬂ Hii-ivepk-yipmatipfl - 1
Hiimael@hmde Y| oxy) et hyl ]

[2-(1-(2'-Bromo-4’-methoxybenzenesulfonyl)- 5-bromo- 2- methy! -1H-indol-3-
yloxy) ethylldimethylamine ;

[2-(1-(2",4-Dimethoxybenzenesulfonyl)- 5-bromo-2- methy] ~1H-indol-3-
yloxy)ethylldimethylamine ; ‘
[2-(1-(4'-Bromobenzenesulfonyl)- 5-bromo-2- methyl -1H-indoi-3-yloxy)ethyl]
dimethylamine ;

[2-(1-(2"-Bromo-4'-Methylbenzenesulfonyl)- 5-bromo- 2- methyl -1H-indol-3-
yloxylethylldimethylamine ;

[2-(1-(2'-Bromobsnzenesulfonyl)- 5-bromo-2- methyl -1H-indol-3-yloxy)ethyi]
dimethylamine ;
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di met hyl am ne; [2-(1-(Benzenesul fonyl) -
5- br ono- 2- net hyl - 1H-i ndol - 3-yl oxy) et hyl ] di et hyl am ne
25 [2-(1-(4' -1sopropyl benzenesul fonyl )- 5-brono- 2-

' l..-1 Hindol-3-yloxy)ethyl] dinethyl
ngwlflm(sﬁsl Br ono- 4' - net hoxybenzenesulfonyl)aﬂg 2003’000370

2- nmethyl -1 Hindol-3- yloxy) ethyl]dinethyl am ne ;
[2-(1-(2',4" -D nmet hoxybenzenesul fonyl ) - 5-brono- 2-

Bt o bRl S e R TR SRR
idineibidamiae y| oxy) et hyl ]  di met hyl ani ne ;

[[:2(1((11 é@om&r&%sﬁ!fodyﬁldlwo%@z% Lk Qs é—ylaﬁf)ahﬂm 2-
H i ndol - 3- "yl oxy) et hyl [ di met hyl am ne

E('\{V'W 2 Bronobenzenesul fonyl ) - 5-bronp-2- net hyI -1
R-{ @ BlieBylhéraendsatidnyl)] 5-brdinoe: methgidl Héndol-B9loMthyl]
@94ﬁﬁ%ﬁﬁ VAS PCT/ 1 N2003/ 000370

'Fl uor obenzenesul fonyl ) - 5- brono- 2- nethyl -1

&2 Kh@@l"z@BWfQRX}))%FMVP'F H-iggairdty )afhvlwéﬂethvlamme
[[2q1-d- (sémeMeaEaﬁemfoa P Slonfori iy )ndoﬁmm;mhﬁ methyl -1
| ng -yl oxy) et hyl‘fI di met hyl am ne ;
UYMW Mot hyl benzenesul fonyl ) - 5- brom) 2- net hyl
[2 H-(2hBemo3t yethoyytetapedulfodyrgichiptoati-indgl-3-yloxy)ethyl]

[fmdi lgrﬁﬁ@zenesulfonyl) 6- chl or o- 1
I—ng‘)rf‘lngt!y yl oxy) et hyl ] di met hyl am

(21 @%zPImP@ @WP%‘ aryﬂe%aﬂﬂ?fsﬁ%ﬁrls'dd-éyl?m)sﬁhaﬂ 1

Hiimetdghmide yl oxy) et hyl ] di net hyl anine ; 10

’[_é f{éé -Progm ’rer?zréﬁ?s‘h f?]rgr}ﬁ]g OQXr%elrllﬁg&cﬁ%%oﬁcﬁn%wdlmghﬁ%ﬂgO 1

[24{-- pz:mcm Mzitfivienzscg sidiomdin @@bbrooﬂyinslot-aadW)qﬂwa 1
Hih8dphmiday! oxy) et hyl ] d| met hyl am ne ;

Fﬁgl(ﬁéofsrogl Fe%?é?%? ﬁe esu ’é—l %mi-%gfox!)g{hyl]dl imethylamine

(21~ M—F&oroBémnes&lfedwt myh!blenﬂanm-myfoﬁy)yﬂhyi}d:rﬁethmrmne) 1

(PP Rree BT AT KGR R sirylgmetriamine
H2i(irffoiMetyibenseppastfinhi %cwephw tfghdeyloxy)ethylldimethylamine
[ B¢ e(néen‘e': hl%&lgw&weﬁﬂﬂ)‘lmdol -Bykhehidmethylamine

B LAE LR O A0S i o
Hiimetttplamiey | oxy) et hyl ] di net hyl am ne
[2—(1-(2‘-Br9mo-4’—methoxybenzenesuifonyl)- 8-chloro- 2-phenyi-1H-indol-3-yloxy})
ethyljdimethylamine ;

[2-('1 -(2' 4'-Dimethoxybenzenesulfonyt)- 6-chloro- 2-phenyl-1H-indol-3-
yloxy)ethylldimethylamine ;

[2-(1-(4'-Bromobenzenesulfonyl)- 8-chloro-2-phenyl-1H-indol-3-yloxy)ethyl]
dimethylamine ; ‘
[2-(1-(2’-Bromo-4’-Methylbenzenesulfonyl)— 6-chloro- 2-phenyl-1H-indol-3-yloxy)
ethyl] dimethylamine ;

[2-(1-(2'-Bromobenzenesulfonyl)- 6-chloro-2-phenyl-1H-indol-3-yloxy)ethyl]
dimethylamine ;

[2-(1-(4'-Fluorobenzenesulfonyl)- 6-chlora-2-phenyl-1H-indol-3-yloxy)ethyi]
dimethylamine ;

[2-(1 -(4’-Chlorobenzenesulfonyl)- 6-chloro-2-phenyl-1H-indol-3-yloxy)ethyl]

dimethylamine ;
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20 [2-(1-(4' - Met hyl benzenesul fonyl )- 6-chloro-1
H- i ndol - 3-yl oxy) et hyl ] di net hyl am ne
[ 2- (1- (Benzenesul fonyl)- 6-chloro- 2-phenyl -

o9 MAY 205

Wﬂ‘zbd'&%%szég yl oxy) et hyl ] di et hyl am ne PCT/IN2003/000370

(1-(4' -1sopropyl benzenesul fonyl ) - 6-chl oro-
2 phenyl -1 Hindol - 3-yl oxy)ethyl] dinethylam ne ;
[2-(1- (2" -Bronp-4 -met hoxybenzenesul fonyl)- 6-chl oro-
A24phatilethyibehdendalifodA)y 6-@Xy-2- ;ﬂ'@nﬁﬂhmh(]dﬂ-islgﬁ;&ﬂ)ﬂh@qn ne ;

( 4' - D met hoxybenzenesul f onyt) | or o-
cﬁm%tfl%érﬁmi H-i ndol - 3- yl oxy) et hyl ] di net hyl am ne ;

[I%(‘( @eoaenesﬂl@nﬂbeﬁm@gmetmhw -indolE-vienyltiodl @mptiglayinel
el OfH-

e G

BHEASTING  H i ndol - 3-yl oxy) et hyl ] dlmsthylamne;

[[2-(1-@*-B@moBt omtiegpizareasslifoayly B)chiofe- Chinethel--2HpfieR - 1

thyl] dinmethylam ne ;
'ﬁdxﬁg?ﬁmgt oroﬁenzenesulfon yl)- 6-chl oro-2-phenyl -
|-[|21( %m?ihSWFﬁqﬁyﬂffOnﬁsﬁ-ﬁh*ﬁfét%wemﬂ - E-indol-3-yloxy)

[ dnyl] Hingthyldchihef obenzenesul f onyl ) - 6- chl or o- 2- phenyl -

kot SR TS LA o Sl
[dmgthylgmine Met hyl benzenesul fonyl ) - 6-chl or o- 2- phenyl -
FﬂzJ ﬂ%ﬂbrogndli Wﬁﬁéeﬂ%rﬂesuiﬂhﬂe B I?:Wog:vr-r%v l‘ﬁeth 1H-ipdol-3-yloxy)

Vﬁi Benzenesul fonyl ) - 6-chl or
I—?th Jinetyiamiggy) et hyl ] di met hyl ani ne
(21~ uz -Bbmdbs e sfoREN 8 2nie-E- iyl 1 H-iftot-BlyRkPatRyl]

r@rﬁq 114; fihe i ndol -3-yl oxy) ethyl ] °5 di met hyl am ne ;
Y e Br omp- 4" - et hoxybenzenesul fonyl ) - 6-chl oro-

22 (hrisk- ﬁsdprobgnzqnewomd)sﬁ-cwbm%metirnrhyl-linwoh@vlhyy)ahylhe ;
[@mg@, ]grgme4 - D net hoxybenzenesul fonyl )- 6-chl oro-2-

{1{4 H i ndol - on%) eth di met hyl am ne ; 10
[[E( - 'PK'W%PB??&B%W? E?r?y me v 1E‘ﬂm€é94—6y@xy)ﬁ*évlhy| -1
Hiimatigémideyl oxy) et hyl ]  di net hyl am ne ;

5 Bl L AR W B

[Qmetiﬂyl@’EmBBr om)benzenesul fonyl)- 6-chloro-2- mnet hyI
- [kt {BeAéme3ai¥ngi B RV H-inddi-3-yitxJR Ny N diA B RSmine ;
[2-(1-(4-1sopropylbenzenesulfonyl)- 5-chloro-1H-indol-3-yloxy)ethyi]
dimethylamine ; '

[2-(1-(2'-Bromo-4"-methoxybenzenesuifonyl)- 5-chloro-1H-indol-3-yloxy)ethyl]
dimethylamine ;

[2-(1-(2',4’-Dimethoxybenzenesulfonyl)- 5~chloro-1H-indol-3-yloxy)ethyl]
dimethylamine ;

[2-(1-(4’-Bromobenzenesulfonyl)- 5-chloro-1H-indol-3-yloxy)ethyl]dimethylamine
[2-{1-(2’-Bromo-4'-Methylbenzenesulfonyl)- 5-chloro-1 H—indol-s-ylc;xy)ethyil
dimethylamine ;

[2-(1-(2’-Bromobenzenesulfonyl)- 5-chloro-1 H-indol-3-yloxy)ethyl]dimethylamine
[2-(1-(4-Fluorobenzenesulfonyl)- 5-chloro-1H-indol-3-yloxy)ethylldimethylamine
[2-(1-(4'-Chlorobenzenesulfonyl)- 5-chlore-1H-indol-3-yloxy)ethyljdimethylamine
[2-(1-(4’-Methyibenzenesulfonyl)- 5-chloro-1H-indol-3-yloxy)ethyljdimethylamine
[2-(1-(Benzenesulfonyl)- 5-chloro- 2-phenyi-1H-indol-3-yloxy)ethylldimethylamine
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[2-(1-(4' - Fluorobenzenesul fonyl)- 6-chloro-2- nethyl
-1H i ndol - 3-yl oxy) et hyl] di nethylam ne ;
[2-(1- (4" -Chl orobenzenesul fonyl)- 6-chloro-2- nethyl

- [ | -3-yloxy)ethyl] dinethylamne ;
wpaeidar B

- Met hyl benzenesul f onyl ) - 6-chl or o- 2-
-1 Hindol -3-yloxy)ethyl] dinethyl an ne;
[ 2-(1- (Benzenesul fonyl)-5-chloro-1
i“ 4’ %oﬁ?bp}(llé%}%%ﬂ%@]r)} gdeﬂzgé-gyﬂf %{r?)l}?el H-lndol S-yloxy)ethy[]
ISF‘“‘S‘ 'yl oxy) éthyl] di net hyl am ne ; 25
2412 -B(aino-Brashodberreidaoronip bzaives-g-frenyl )H-ibdaH3hytuxg- 1H
IE{’]%T’ rﬁda}‘woxy) ethyl] dinethylamne ; -

D met hoxybenzenesul fonyl )- 5-chloro-1
B-( 162 g1 D@l&}hq;xigﬁ)mﬂwwﬂonv!)d Brehlptey Rpfipmé1H-indol-3-yloxy)
ERyilokndiyianh@mobenzenesul fonyl ) - 5-chl oro-1

F?Lz(l-"?(‘go%l’%'m%”ﬁ?%)s&ﬁc’“%}satf’ﬁi'?re@egﬁ'lé‘?aﬁl‘nts,ﬂ'?mﬂ'%i"¥'°xy§t@ﬂl oro-1

timiettgtainir-;y| oxy) et hyl] di nethyl am ne ;-

% ﬁ%‘ érg? ? @)B(@?S%@ﬁﬁwngf %h)oro s &{Qnﬁr@{-ﬂ!dol-s—yloxy)

Ft!!ylldlm%fhylafmnaorobenzenesul fonyl) 5 chloro-1

Ehﬂﬂ’@mﬁnﬂérﬂéﬁé&sﬁﬁdﬁw -] 5ckinfrd-PyphéHyl- 11e-indol-3-yloxy)ethyl)

s Chl or obenzenesul f onyl ) -
YAB®H- i ndol - 3-yl oxy) et hyl ] di et hyl ami ne 35

[2¢16@-Ridorebdpzéneshifonyle iSedhlord-2 plydiyi-1H-indol-3-yloxy)ethyl]

Eg =l H-i ndol - 3-yl oxy) et hyl ] di met hyl am ne
enzenesul fonﬁ % 5- chl or o- henyl - 1
[+ {1r(&o¢h|9'°9¢®ﬁ%5éllfw shiase-Byphenv- Hé-l Fanresoefaylo 8328

laggtmg@@g,/ 000370 [ 2- ( 1-(4' -1 sopropyl benzenesul fonyl ) -
3%‘&1@449@ F@ﬁ%ﬂgenes\éli‘onw)— t':hrl]odrg E pﬁe#yl—?ﬁmd% Q—Wol(y) ethyl]
[dEndttyl4rd@ihe;Br ono- 4' - met hoxybenzenesul fonyl ) - 5-chl or o-
%% Hh%%%%qnésﬁow al cﬁﬁrdli RENY-1 l-ﬁh&li(hlﬂi:ih'gﬂéiﬁahﬂsmm 5

benzenesu
Z%h@ngﬁpprmpwelnﬁmﬂsm@ﬂw Gsepipro-ZspRiny! i i’?{fryé‘iwwg‘y“

[#métAyldrdine Br onobenzenesul fonyl ) - 5-chl or o- 2- phenyl -

t {
f[%(?%p%?mc@ Oiv %E%rﬁyﬁﬁﬁzgﬁré@gﬁ brrq?hl RIS o-
M%W@ﬁwﬂdimewlﬁmm@h 3-yloxy) 10 et hyl]di nethyl am ne ;
[Ag gz&%.mgrhemeﬁﬁa@m&wlﬂamrm— Rrefill -9HGnddt-pheny| -

oxy) et hyl di met hyl am ne ;
yloxy)ethyl]dtme%ylam%{'!)e yi] y
[2-(1-(4-Bromobenzenesulfonyl)- 5-chloro-2- methyl -1H-indol-3-
yloxy)ethylldimethylamine ;

[2-(1-(2"- Erom0-4’-Methylbeﬁzenesulfonyi)- 5-chloro- 2- methyl -1H-indol-3-yloxy)
ethyl} dimethylamine;

[2-{1-(2"-Bromobenzenesulfonyi)- 5-chioro-2- methyl -1H-indol-3 -y[oxy)ethy!]
dimethylamine ;

[2-(1-(4'-Fluorobenzenesulfonyl)- 5-chloro-2- méthyl -1 H-indol-3-yloxy)ethyi]
dimethylamine ;

[2-(1 -(4’-Chlorobenzenesulfonyl)— 5-chloro-2- methyl -1H-indol-3-yloxy)ethyl]
dimethylamine ;

[2-(1-(4-Methylbenzenesulfonyl)- 5-chloro-2- methyl -1H-indol-3-yloxy)ethyl]

dimethylamineg;
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(2-(1-(4' -Fluorobenzenesul fonyl)- 5-chloro-2-phehyl -1 09 MAY 2005 |
H i ndol - 3-yl oxy)ethyl] dinethylam ne ; 15 ‘
[2-(1- (4" -Chl orobenzenesul fonyl)- 5-chl oro-2-phenyl -1

j 3- Yyl oxy)ethyl] dinethylam ne ;
w?fo{h‘%ﬁ%sig’ Met hyl benzenesul fonyl ) - 5-chl oro- E%’H‘ézﬂ?}‘("-“?fm

H-i ndol - 3-yl oxy) et hyl] di met hyl ani ne;
[ 2-(1- (Benzenesul fonyl)- 5-chloro-2-nethyl-1

‘{1ghehz LR Bx a1 e
I e R A

Z TGS errom R baoT g By e+ ok eihihe
[dwetiiylgr@ihe Br onp- 4' - net hoxybenzenesul fonyl ) - 5-chl or o-

(ATBUEYho-aL i -3 t di et hyl ani pe. :
(7B oot sl R & bl P go gt
SERetiyiaroine 1 ndol - 3- 25 yl oxy) et hyl ] di met hyl ami ne ;
[2¢16@ 4 Bim&hayphiebsanrsihf Dndichioreon-Ghidaidyetith hy!l -1
- | Ig?l - 3- yl oxy)ethyl]dinethylam ne ;

Fﬁ“e? YR Br ono- 4' - Met hyl benzenesul fonyl ) - 5-chl or o-
22-(Infgt-Brpmobdridenasdiidny3- 5 T-dichipro-1-ihyd B-wbixpeingy | ami ne; 30
la#ndtAvidrans Br onobenzenesul fonyl ) - 5-chloro-2- nmethyl -1
H i ndol - 3-y| oxy) ethyl ] di methyl ami ne ;

[ @-Bramor 'N@%\U@@?Ffé%@mvﬂoﬁ%drhlowrﬁhlndoiéi-ﬂoxy}eﬁwy|
diméthylamdod - 3- yl oxy) ethyl] di met hyl am ne ;

-(L- &4 - Chl or obenz | fonyl)- 5-chloro-2- nethyl
B8 SRS T et ptomenet . T
[dimetivgraine Vet hyl benzenesul fonyl ) - 5-chl oro- 2- et hyl

- 40 W 4 g BNV AR ne:s 83, 0 9 MAY
B A el s Ty enetio

@%ﬁia("ﬁﬁ?léenesul fonyl)-5, 7-dichloro- 1

E2-{ 1HEBChIGrolyéraxtygstiidtyl)] 3J7-ahibipl @aihdd-3.yloxy)ethyl]

= .z 1 sopropyl benzenesul fonyl)- 5, 7-dichloro-1
hg?&n%’%ﬁ%eg oxy)ethyl] di nethyl am ne ;

[2 {1 -Methylipnaaesyifonyt b dighienaziEHadalBfytmry)ethyl]
@in?eﬂ%ha@ﬂilh@{ o- 1 H i ndol - 3-yl oxy)ethyl] 5 dinethyl am ne
; bg %1- ‘12 A - Di et hoxybenzenesul fczn_yl ) - . .
- FP AR BTV IR HRIors 20RheRy Bindpl-§YiowDsterihy | ani ne
dimethylamine ;
{2-(1-(4"-Isopropyibenzenesulfonyl)- 5,7-dichloro- 2-phenyl-1H-indol-3-
vioxy)ethylldimethylamine ;
[2-(1-(2-Bromo-4’-methoxybenzenesulfonyl)- 5,7-dichloro- 2-phenyl-1H-indol-3-
yioxy)ethylldimethylamine
[2-(1-(2',4™-Dimethoxybenzenesulfonyl)~ 5,7-dichloro- 2-phenyl-1H-indal-3-
yloxy)ethylldimethylamine ;
[2-(1-(4'-Bromobenzenesulfonyl}- 5,7-dichloro-2-phenyi-1 H-indol-3-yloxy)ethyi]
dimethylamine ; ‘
[2-(1-(2'-Bromo-4"-Methylbenzenesulfonyl)- 5,7-dichloro- 2-phenyl-'i H-indol-3-
yloxy) ethyljdimethylamine ;
[2-(1-(2'-Bromobenzenesulfonyl)- 5,7-dichloro-2-phenyl-1H-indol-3-yioxy) ethyl]
dimethylamine ; .
[2-(1-(4*-Fluorobenzenesulfonyl)- 5,7-dichlore-2-phenyl-1H-indol-3-yloxy) ethyl]
dimethylamine ;
[2-(1-(4-Chlorobenzenesulfonyl)- 5,7-dichlore-2-phenyl-1H-indol-3-yloxy)ethyl]
dimethylamine ;
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[2-(1- (4" -Bronobenzenesul fonyl)- 5,7-dichloro-1 69 Mav 2003

H i ndol - 3-yl oxy)ethyl] dinmethylamne ; 10
[2-(1- (2" -Bronp-4'-Methyl benzenesul fonyl) -

wg,zgoé‘gzs%% oro- 1H i ndol - 3-yl oxy)ethyl] di net @%&%00370

(2' - Bronobenzenesul fonyl)- 5, 7-dich
Hi ndol - 3-yl oxy)ethyl] di nethyl am ne ;
[2-(1- (4" -Fluorobenzenesul fonyl)- 5,7-dichloro-1

e A L e T

6‘]’“1“8 yl oxy)ethyl] di met hyI anm ne ;
10 21-(HarkdnestinQy | e MERG8 DLhétEyIY Hindol-3-yloxy)sthyl]

%7 gll chI or o- 1Hi ndol - 3-yl oxy) et hyl] - di nmet hyl am ne ;
SWaPeiBenzenesul fonyl )- 5, 7-di chl or o-

[2—(]!)-I0=é11gdpFoijbenz§lﬁsu®wl)ﬂ5(?ﬁ)ishlh@|-2f|- methyhititiydohfiyieay);
étﬁﬂlﬁﬂm(i@anlﬁﬁ@pr opyl benzenesul fonyl)- 5, 7-dichl oro-

AT o STt oy B P TS A iRl
vioxfhathybhetgambephenyl - 1 H-| ndol - 3- 25
P A ORI S7-dcniora-2 il -tHpdakaony)
gthyllqispgthvlarping ndol - 3- yl oxy) et hyl ] di net hyl ami ne ;

%2(7((4 'E(rémot%’n@éﬁé?@ﬁ%ﬁﬁ QSiUdhérﬂB?U-b) methy} 1H-mdot—3—yloxy) ethyl]
E}rﬁc])qro phenyl H i ndol - 3-yl oxy) et hyl ]
ne ;

[22(1((2’ Braime, BFMdbylHémmmshlidﬂM¢ﬁzkﬁdﬁmb+% mpethyl -1H-indol-3-
h [ -1 Hindol -3- vyl
2of) FpiRb et oY 12 (1 (2 Brombensenesul fonyl ) -
(1 (ar%ﬁmeha%lzgzesw&nyn 17-dichiorerdt methylr-biaprolei-Hop
g{hgﬁthyth M,m,ne ;o [2-(1- |(_|_4 gl uor obenzenesul f onyl %5
or 0- 2- iin
B it PR eSO 5 s o R zﬂﬁ@ﬂ?ﬂ%@%

ﬁth?liditheﬂwlanmez phenyl 1 H- i ndoI 3-yl oxy) et hyl ]

PR AR f6enedifonP A 4E R ICTINBRR6A 0570

hésul onyl
SthYlN!m@ﬂhV'éﬁ“tﬁleZ phenyl -1 Hi ndol - 3-yl oxy) et hyl ]

hMElﬁﬂbé!ﬁenésalfcﬂﬁl? (BearRE ey eI N-indol-3-yloxy)
eihyl]gmeplylgrrn%e met hy H i ndol - 3-yl oxy) et hyl ]
[2-(1-(Benzenesulfonyl)-5,7-dibromo-1H-indol-3-yloxy)ethylldimethylamine
[2-(1-(4'-Isopropylbenzenesulfonyl)- 5,7-dibromo-1H-indol-3-yloxy)ethyl]
dimethylamine ;
[2-(1-(2-Bromo-4"-methoxybenzenesulfonyi)- 5,7-dibromo-1 H-indol-3-vloxy)ethyl]
dimethylamine ;
[2-(1-(2",4"-Dimethoxybenzenesulfonyl)- §,7-dibromo-1H-indol-3-yloxy)ethyl]
dimethylamine ;
[2-(1-(4'-Bromobenzenesulfonyl)- 5,7-dibromo-1H-indol-3-
yloxy)ethylldimethylamine ;
[2-(1-(2-Brome-4'-Methylbenzenesulfonyl)- 5,7-dibromo-1 H-indol-3-yloxy)ethyl]
dimethylamine ;
[2-(1-(2*-Bromobenzenesuifonyl)- 5,7-dibromo-1H-indol-3-yloxy)ethyl]
dimethylamine ;
[2-(1-(4'-Fluorobenzenesulfonyl)- 5,7-dibromo-1H-indol-3-yloxy)ethyl]
dimethylamine ;
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(1-(4' -1sopropyl benzenesul fonyl ) - 09 MAY 2005
I

di methylamne ; 5 [2-
h -1 Hindol -3-yl oxy)

5, 7-di chl oro-2- nethy
et hyl ] di net hyl am ne ;

wb%’}&é] 3% - Brono- 4' - net hoxybenzenesul f onyl ) - PCT/N2003/000370

oro- 2- methyl -1Hindol-3-
yl oxy) et hyl ] di net hyl am ne ;
[2 (1-(2', 4" -Di net hoxybenzenesul f onyl ) -

MR o T o

E¥l€or 0- 2- net hyl - 1Hendol - 3-yl oxy) et hyl]

nl—(l‘ne-l Métla,ﬂ‘ﬂeﬂﬁen,esulfonyi)- §,7-dibromo-1H-indol-3-yloxy)ethyi]
ér%? - Brono, 4' - Met hyI benzenesul fonyl) -

®ro- 2- net hyl -1 Hindol-3- yloxy)
@t(ﬁ;ﬁﬁ?mn@umy&fﬁ Trdibrombs 2-phenyl-1H-indol-3-yloxy)ethyl]
liRrelhratnine; Br onobenzenesul fonyl) 5, 7-di chl or o- 2-
-1 H-indol | o eth dmsthlamne;
P%‘%"?QWPPHPE'FFBWH%% S Haga - shen St ar o 2.
vetyhethylldilhettvylamdla ;- 3- yl oxy) et hyl ] di met hyl am ne ;
%é?{sﬂ‘ﬁfé#-%&é&*{@ﬁ%ﬂ@%%éff%&ﬁ%* il APhED e |
Yo im("hd'mﬁﬁwfﬁwf@enzenesul fonyl)- 5, 7-dichl oro-2-
[ze(ﬂluz‘l4'-f3%noﬂ¢déhzé’ne¥mﬁw)l 5 Wr‘nb-ﬁb H%Tnhwi-ﬁﬂh&%»yloxy)
%ﬁ 'fﬁi ‘7(1 nz.enesul fonyl )~ brono- 1
e[ T)F%Xy) et hyl ] di net hyI ani ne
[22(4 {(4-Brdmcheszmesyiiphyie b Zedimromb-2epmphy)-1 Héndat-SHyloky) etbylll

f%hn?é -yl Oxy) et hyI ] 25 di net hyl'am ne ;
no- 4' - hoxybenzenesul f ony

(”/ @r%%?ré Metwl?%@mes@foyvib@%bmmoj 2-phw2ewr;ndatﬁ ne ;
{naxygamaﬁgmemyaaamet hoxybenzenesul fonyl) 5, 7-di brono- 1

R L i R L A '-?ﬁaﬁqgffg-mxwethyu
Himiethglamir®; vyl oxy) et hyl ] di net hyI ani ne ;

%2(’7'(@ ﬁ%gﬁgh%ﬁlgl-stiﬂfﬁw chh oxy?@ﬁﬁw- “ lﬁfpeth

F'Elet"tl apgne. gy om)benzenesul fonyl)- 5, 7-di br ono-
[ (et adhicionsneenes Giohy)- b, 7-&&0%@%@&;}14%%&{) 3-yloxy)ethyl]

Fl uor obenzenesul f onyl 57
&L“\eﬁw&f“’? 'yl oxy)ethyl] dinmethylamne ; 85 O 9 MVAY
PO 84’ -Methyibenzenesulfonyl)- 5,7-dibremo-2-phenyl-1H-indol-3-yloxy)ethyi]
dimethylamine;
[2-(1-(Benzenesulfonyl)- 5,7-dibromo-2-methyl-1H-indol-3-
yloxy)ethylldimethylamine ;
[2-(1-(4-Isopropyibenzenesulfonyl)- 5,7-~dibromo-2- methyl -1H-indol-3-
yloxy)ethyl{]dimethylamine ;
[2-(1 -(2'—Bromo—4’-methbxybenzenesulfonyl)— 5,7-dibromo- 2- methyl -1H-indal-3-
yioxy)ethyl] dimethylamine ; ’
[2~(1-(2',4"-Dimethoxybenzenesulfonyl)- 5,7-dibromo-2- methyt ~1H-indol-3-yloxy)
ethyl] dimethylamine ;
[2-(1-(4’-Bromobenzenesulfonyl)- 5, 7-dibramoe-2- methy! ~1H-Indol-3-yloxy) ethyl}
dimethylamine ;
[2-(1-(2*-Bromo,4’-Methylbsnzenesuifonyl)- 5, 7-dibromo- 2- methyl -1H-indol-3-
yloxy) ethylldimethylamine ;
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W

WD 2004/ 048328 PCT/ 1 N2003/ 000370
[2-(1- (4" -Chl orobenzenesul fonyl)- 5, 7-dibrono-1
ndol - 3 yl oxy)ethyl] di methyl am ne ;

|
2ndakadsds - Met hyl benzenesul fonyl ) - 5, 7-di bro
ng? 3 yl oxy)ethyl] dimethylamine ; 5 HB’I‘/EN2003/000370

2-(1-(Benzenesul fonyl)- 5, 7-di brono- 2-phenyl -
H- ndol - 3-yl oxy) et hyl] di et hyl am ne ;

[Ru¢@- Erémoun@ﬁerﬁ&pyé 7 EABRH fz‘Jmé't r-1Ps ngth
r??‘-l’sfll oXY) gt hyl ] di rretlﬁc;ogg?go e

E’PI}% - ol H i ndol -
*'Br ono- 4' - met hoxybenzenesul f onyl ) -
52 (- (d rﬂémqymﬁnzalq@hlmylb 517-tibriomd & rdthyLOHydokyylogh hy| ]

Wﬁé&hﬁgﬁ]ﬂg [2-(1-(2',4"-D et hoxybenzenesulfonyl)

g"}t %bnro I%\erpﬁjenl-l H-i ndol - yl oxy)
TN RS PRESHEREYD- 5[7zd'wmez2 nBF"tXhﬂHé'ﬁF@éﬁ#@!ﬂ)f onyl ) -
Bthyfidiihdghgaroing s phenyl -1 H-i ndol - 3-yl oxy) et hyl ]

?z“‘-“‘f%t'%%ﬁvr'%é?ﬁenesﬁff‘%% I S L
sthy Wﬁhﬂwﬁmea phenyl -1 Hi ndol - 3-
- Qx(Béreiehé’éLﬂfdm‘lﬁeﬁ-ﬁ}anJﬁﬁroJ H-mdo]~3—yloxy)ethyl]dlmethylamlne

tﬂz e ] o%@ﬁ‘gz} B Peerotig -Chioror15kigIQBYEmY) sthyl
dimedtylapliei ne ; [2-(1-(4' -Fl uorobenzenesulfonyl)

?(ﬁ (9@}519“ %eﬁG?%g%Zfa?ihfbr@ﬁo'; oy 5OMJTOHPTI%JI10| -Yloxy)

| or obenzénesu
fhvldaﬂﬁhsdﬁmme phenyl - 1 H i ndol - 3-yl oxy) et hyl ]

- mm‘bﬁiﬁtﬁ&yher&gnés&lf ﬁle MBHHJSQ%F&M%&@?% athyl]
g [ OND- 2- phenyl - 1 i ndol - 3-yl oxy) eth

1“?%’”’?\71 i ne; 25 [ 2-(1- (Benzenesul fonyl) -

B-@ (d’rBIDmnhsfﬁemmIfMyH T-#lemor8ahloh-1H-indol-3-yioxy)ethyl]

I']di met hyl ;
ﬁ;en%?)aéﬁﬁm-/l ]sol ?glgy?/bgnngﬁesul fonylgﬁm 7-di br ono- 2-
W{;r VQTP¥4"M66‘N gnzengsylignyl Fyemei g1 eiriclgle3-:

&Bxy@éth;(l]ﬂlmﬁﬁwmﬂné - met hoxybenzenesul f onyl ) -
gz gns@h% ﬁ?eﬁ\éenesnﬁonyly 7~brc1:r|r_1|6~5-n ﬂ%ro—‘ﬁ-l—m ol- 3~ﬁo:&ge%§yﬁyl ]
fimethylapine :4' - Di met hoxybenzenesul fonyl ) - 5, 7-di br onp- 2-
L - BBt WE
G1t'(¥ Fluéﬂiénﬁg@sm%nw G)’WAmo gtct]%}ol‘ll-gf_ngiag%&ﬁ@{}ﬁmt hyl

S

Br nobenzenesul f on
el@'l - 3-yloxy) ethyl] dinmethylamne ;
[2-(1 (4-Chiorobenzenesulfonyi)- 7-bromo-§-chioro-1H-indol-3-yloxy)ethyl]

dimethylamine ;
[2-(1-(4'-Methylbenzenesulfonyl)- 7-bromo-5-chloro-1H-indol-3-yloxy)ethyi]
dimethylamine ;
[2-(1-(Benzenesulfonyl)- 7-bromo-5-chiore- 2-phenyl-1H-indol-3-yloxy)ethyi]
dimethylamine ;
[2-(1-(4’-lsopropylbenzenesulfonyl)—- 7-bromo-5-chloro- 2-phenyl-1 H-indol-3-
viaxylethylldimethylamine ;
[2-(1-(2'-Bromo-4'-methoxybenzenesulfonyl)- 7-bromo-5-chioro- 2-phenyl-1H-
indol-é~yloxy)ethyl]dimethylamine ;
[2-(1-(2", 4-Dimethoxybenzenesulfonyl)- 7-bromo-5-chioro- 2-phenyl-1i-indol-3-
yloxy}ethyl]dimethylamine ;
[2-(1-(4'-Bromobenzenesulfonyl)- 7-brome-5-chlore-2-phenyl-1H-indal-3-
yloxy}ethyl] dimethylamine ;
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35 - [2-(1-(2 -Bromo, 4' - Met hyl benzenesul f onyl ) - 08 MAY 2008
5,7-di brono- 2- nethyl -1Hindol-3- yloxy)
et hyl ] di met hyl am ne ; 86 WD 2004/ 048328

W@g&%ﬁ%g@?,/ 000370 [2-(1-(2' -Bronobenzenesul &8?/#21}63/000370

rono-2- nmethyl -1 Hindol-3-yl oxy)ethy
di met hylam ne ; [2-(1-(4'-Fluorobenzenesul fonyl) -
5, 7-di bronpo-2- nmethyl -1 Hindol-3-yl oxy)
bl AB L broo-
(*’?3( Wletﬂggenenesélfon } 7br?|310 5§hlyr %15mdol—

(4 zenesul
HX)?t Y‘E*mﬁhﬂ%mes yl oxy) ethyl]dinet hyI ani ne ;

E22(1((23 E(rém%m%jés?ms@ﬁwﬁ%6"%¥!h9°|"2] gn%y?ihrbil"nem 2-
ndo yl oxy et hy i met hyl am ne;
%}Hh}q gﬂ"e’{ké"hé@u? fonyl)-7-brono-5-chloro-1
01 ¢ dliuagehenzsagpeionyi)- 7 ehironed-Srghlami2aghenilol H-indol-3-yloxy)

fdimétl‘?ylarh;ﬁ@Pf opyl benzenesul f onyl ) -
| oro-| Hindol - 3-yl oxy ethlyd
aé?ﬁe'qéenesulfonyl) 7-bromo-5-chloro-2-phenyl-1H-indol-3-yloxy)

Eeﬁyi[d]ma(t&ylarﬂneno 4' - met hoxybenzenesul f onyl ) -

é‘(ﬁ g@' r@ptﬁgﬁ&%egul%n% 7%]81[10- cMioro)-(ZXB)henyMH-mdol-S-yloxy)
iyl dgus(taylarqme Di met hoxybenzenesul f onyl ) -

DML 24 SR by

®_ichl oro- 1 Hi ndol - 3-yl oxy) et hyl ]
(- (T4 Hydpaopyibenzenesulfonyl)- 7-bromo-5-chloro-2- methyl -1H-indol-3-

%‘g’é}ﬁé‘%ﬁg“ 4 - Met hyl benzenesul fonyl) -

oro-1 H-indol -
67@)%%%}@???@%%2%%%0@0 JMbroma-5-chloro- 2- methyl -tH-

Enao!(slyléﬁ)eﬂﬁl]@imé ﬁmesulfonyl) 7-bronmo-5-chl oro-1

di |
e ety %ﬁ@}%@#@gj RG-S iptecs- o a3 1
Hoxwe:thw]d@e}ﬂytmyr)ei hyl'] di met hyl am ne ;
@Zz%f%’ ol ORGSR BMeteca- sy ik ot vioxy)
Wiskpsthdgmine: : [ 2- (1- (4' - Met hyl benzenesul fonyl ) -
(ﬂr(,@rmm’éo ahrla@wbénzbhésnﬁbabn-}berﬁaf-x)&tot’délzl methyt -1H-indol-

2-(1- (Benzenesul fonyl) -
g"ygegﬁ%y'%%ﬁ%?@[“e 2-phenyl -1 H i ndol - 3-yl oxy) et hyl ]
(A-(1e 2 FBrbmpipameenes8ionyl)- 7-bromao-5-chloro-2- methyi -1H-indol-3-yloxy)

: B@nyl&?métﬁylan'nﬁ@pfopyl benzenesul fonyl ) - 7-bronp-5-chl or o-

ne{ H 1 ndol yl oxy?_) et hyl ] di et hyl am ne ;
[Z-F 1-(4’- uorobenzenesulfonyl) 7-bromo-5-chloro-2- methyl -1H-indol-3-yloxy)

ethyl]dimethylamine ;
[2-(1-(4-Chlorobenzenesulfonyl)- 7-bromo-5-chloro-2- methyl -1H-indol-3-yloxy)
ethyljdimethylamine ;
[2-(1-{(4’-Methylbenzenesuifonyl)- 7-bromo-5-chloro-2- methyl ~1H-indol-3-yloxy)
ethyl]dimethylamine;
[2-(1-{Benzenesulfonyl)-5-methoxy-~1H-indol-3-yloxy)ethyl]dimethylamine ;
[2-(1-(4"-Isopropylbenzenesulfonyl)- 5-methoxy-1H-indol-3-yloxy)ethyl]
dimethylamine :
[2-(1-(2"-Bromo-4’-methoxybenzenesulfonyl)- 5-methoxy-1H-indol-3-yloxy) ethyl]
dimethylamine ;
[2-(1-(2',4'-Dimethoxybenzenesulfonyl)- 5—meth0xy—-1H indol-3-yloxy)ethyi]
dimethylamine ;
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[2-(1-(2' -Brono-4'-nmet hoxybenzenesul fonyl ) -
7-brono-5-chl oro- 2-phenyl-1 H
i ndol - 3-yl oxy) et hyl ] di net hyl ami ne ;

adiads3s - 4' - Di met hoxybenzenesul fonyl ) -
%’% bromo-5- chl oro- 2-phenyl -1 H-indol -3- 35 PCT/IN2003/000370

yl oxy) et hyl j di net hyl am ne ;
[2-(1- (4" -Bronpobenzenesul fonyl) -

(2-Ar@BoRuE I y)ethyl]
ﬁ\?@ Lyl am idhéutord LS s
SEREAESR 000370
[2€1¢2- %r@ma*-mmwendvaﬁwmwmawgl-fwmubn)s-y[oxy)etnyn
énk;élrt chl oro- 2-phenyl H i ndol -

et hyl ] di net hyl am ne ;
[£2z it %@mm@ﬁmmm@mwmﬂwmdon S-yloxy)ethyl]
iMEPnide chl or o- 2- phenyl -1 H-i ndol -

f@aﬁ) ’sﬁ"fxﬁnasveaﬁ@%&@?&rﬁﬁh%%WMOI-?:-V‘OXV)&WH
Ainethyfemniis chl or o- 2- phenyl -1 H i ndol - 3-yl oxy)
F} h%ﬁhﬁ#l&?ﬁﬁ&?ﬂeﬁé@u% - S-melhoxyt ;1—‘;51@0{—3~yloxy)ethyl]

(4" -Ch oroben nes
¥82 chl or 0- 2- phenyl -1 Hi ndol - 3-yl oxy)

@-hy(h]-mietnﬁbémbmaum yh)- 5-methoxy-1H-indol-3-yloxyjethyl]

%la'ne(t@tagrﬂ%e Met hyl benzenesul fonyl) -

chl oro- 2- phenyl -1 Hindol -3-yloxy) 10
&2-ty(Bprpenestifpmdintmeethoik@ -2 phe(ybd Hirmdok 8yloky)atpl) -
mm't%“%(:hl oro 2- nmet hyI 1 H- i ndol - S-yl oxy) et hyl ]
%& ﬂ%l (e s sopr opyl benzenesul f ony I?
“E?% omoRyiegzesssy omé)r ﬁwethorv-# pheayt 1Hsindol-3-yloxy)ethyl]
viinoetiyy)=ediey/{ ] di net hyl ami ne. ;
?g(é él%lglo 2 oﬂybfﬁz13 %uﬁgrryﬁ i o2t Hhindoka-
|Yh&d¢ﬂlﬁldymiw&)l@mhyl ] di net hyI am ne ;
g ((é“t(-@)lmé‘choﬁbé'ﬁfeﬁ&mf&gﬁl@ﬂ&ﬁ&yfng(ér)yl-’lH-mdol—s
ro oro
v @Q?‘Egld tF’f!ﬁ“’ﬁ‘E? hyl ani ne ;
[[2%(1((1 ﬁ:ﬂm&m@n@amm@méfhwwphenﬂ ~TB-in8a-3 ety - 2-
| ndoI 3-yloxy) 20 ethyljdinmethylamne ;
E?A nyﬁ Br onp, 4' - Met hyl benzenesul f onyl ) -
-r@i ogandhl\ﬂg}hylbe@enwgtfwl)- S-meikoxyn dainenyl-1H-indol-3-
row @ﬂﬁM])zdﬁ‘ﬁéIWI&rﬂih@Et hyl ami ne ;
EE sul f onyl gﬂ? -5-chl or o- 2-
T T S e R B e e
[dEne(tHyle(rm:’me Fl uor obenzenesul fonyl )- 7-brono-5-chl oro- 2-
|
Bl :f.; 1 rorShgrR sl Mt o 2 R RSB R o.
‘am“le-N-l ndol - 3- yl oxy)
[2-(1-(4’-Chiorobenzenesulfonyl)- 5-methoxy-2-phenyl-1H-indol-3-yloxy)ethyl]
dimethylamine ; '
[2-(1-(4-Methylbenzenesuifonyl)- 5-methoxy-2-phenyl-1H-indol-3-yloxy)ethyl]
dimethylamine; '
{2-(1-(Benzenesulfonyl)- 5-methoxy-2-methyl-1H-indol-3-yloxy)ethyl]
dimethylamine ;
[2-(1-(4’-Isopropylbenzenesulfonyl)- 5-methoxy-2- methyl -1H-indol-3-yloxy)
ethylldimathylamine ;
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et hyl j di met hyl am ne ;

[2-(1-(4" - Met hyl benzenesul fonyl )- 7-brono-5-chl oro- 2-
nmet hyl -1H i ndol -3-yl oxy) 30 ethyl]dinethyl am ne;

[ 2- (1- (Benzenesul fony)) - 5- met hoxy- | Hi ndol - 3-yl oxy) et h

wozpdioggsethy| am ne ; PCT/IN2003/000370

[2-(1-(4"-1sopropyl benzenesul fonyQ 5- et hoxy-1
H i ndol - 3-yl oxy) et'hyl] di net hyl am ne ;

2-(1-(2' -Brono-4' - net hoxybenzenesul fonyl ) -

-fehBrepnoid’-methoddlen@ngsulfayy))- StristHoky- 23 Bethyirbitindoad ne
ylokdeth jeﬁp%ethﬁamﬁbmﬁ hoxybenzenesul f ony9- 5-net hoxy-1
E%b@p‘r/‘@ %(B \B/%E%%I%m'llnethylamne - 88 0 9 MAY

i 3 ) Npeh o 0yl -1H-indol-3-

[‘y@x{)&th(/[}mmahﬁamlhenzenesul fonyl)- 5-net hoxy 1

'[l’ﬁ %m%oéé%xgs%}f%%qm?% tz%ﬁ‘eg{}ﬂ AR HWOJ 3-yloxy)

"ﬁ%*}“l"\'j‘m!['eb-l-l ndol - 3-yl oxy)ethyl] dinethylamine ; 5
[[2‘“6@ szmoﬁf-mﬁﬂblﬁt&ﬁ%rﬁ@]ﬁzﬂ%ﬁ tir?h?'lo@' BEhBEN Y tH indol-3-
et hy i met hyl am ne ;

I[?m%ﬂgﬁn%%ﬁoré%enzenesulfonyl) 5- met hoxy- 1

{ IH@oBromoperasygsationyl)] S-methexytZh yethyl 1 B-indol-3-yloxy)
[yl dmbthyiafipeor obenzenesui fonyl ) - 5- met hoxy- 1.
% 1S e ethyl]. 10 dimethyla :
(248 '%'H°r°¥7é'ﬁﬁ'¥55'&w‘br§é§ﬁh?>@ﬁyWihvbiﬁmquow)
ldthyidinbth@ampinexy) et hyl )  di net hyl am ne ;

P AERERRERL AN o maRalleh B 4 B3RRERY )

Pﬁw@qmetmylamglepr opy! benzenesul fonyl )- 5-net hoxy-

- ﬂb(qﬂmém!}'bﬁzbm'f‘”@n - AEbEID el LRI Jﬁ%? met i’lOXY'

%ﬁwé‘% gﬁ%] r ono- 4' - met hoxybenzenesul f onyl)
i yimﬂe" ndol - 3- yl oxy) et hyl ] di met hyl ani ne ;

ﬂzameaawe@ﬁesnﬁmmmduumememwbmmh othyldmingt ho X y -
ﬁ-ﬁ%&e&ul\‘é‘n&l@%mﬁ? p%g I‘[ ﬂ’fﬁ/ ?5 2%@&'\1@&&%}# ;
r onobenzenesu en I-

-1 n%}&ergesyllfqgtx%-giiq{w]phewl fl,lg-ﬂ | %y,lp:pyéethyl]dlmethy amlne
[2-(1-Benzenesulfonyl-5-fluoro-2-phenyl-1H-indol-3-yloxy)ethyl]dimethylamine;
[2-(1-(2'-Bromobenzenesulfonyl)-2-phenyl-1H-indol-3-yloxy) ethylldimethylamine;
[2-(1-(4"-Methylbenzenesulfonyl)-5-fluoro-2-phenyl-1H-indol-3-yloxy)ethyl]
dimethylamine;
[2-(1-{4"-Methylbenzenesulfonyl)-5-chloro-2-phenyl-1H-indol-3-yloxy)ethyl]
dimethylamine;

-[2-('1 -Benzenesulfonyl-1H-indol-3-yloxy)ethyl]ldimethylamine;

[2-(1-Benzenesulfonyl-5-bromo-1H-indol-3-yloxy)ethylldimethylamine;
[2-(1-Benzenesuifonyl-5-nitro-1H-indol-3-yloxy)ethylldimethylamine;
[2-(1-(2’-Bromobenzenesulfonyl)-1H-indol-3-yloxy)ethylldimethylamine ; |
[2-('1-(2’-Bromobenzenesulfonyl)-5-bromo-ﬁ H-indol—3—yloxy)ethyi]d%methylamine :
or a sterecisomer, or a polymorph, or any suitable combination of above such as a
nitrogen oxide thereof, a prodrug of the compound or the nitrogen oxide; a
pharmaceutically acceptable salf of the compound, the nitrogen oxide, or the
prodrug; or a solvate or hydrate of the compound, the nitregen oxide, the prodrug
or the pharmaceutically acceptabie salt,
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21-12-2004 ' '

10

15

20

25

30

[2-(1-(2' -Brono, 4' - Met hyl benzenesul fonyl ) - 5- et hoxy-
SUYNeRIEsDOB- 1 H- i ndol - 3- yl oxy) ethyl]dimethylamne ; 25

[2-(1- (2" -Bronpbenzenesul fonyl) -

5- met hoxy- 2- phenyl - 1H i-ndol - 3-yl oxy) et hyt ]

di met hyl am ne ; [2-(1-(4"-Fluorobenzenesutfonyl)-

3 5- thoxg-&- henyl - 1H i ndol - 3-yi oxy) et hyl ] -

composiipn (Gempesing 1o e férf@@l’&l ¢fom phprmaceutically

Eacm:e ﬂameyca’&nehmmb te, | 0
b n 'éxtlﬁﬂﬁ/iést ﬁg/ %%g&%ge %‘es | \}nth 3 Sherapeutlcally

|
%{]‘f%)?@’r&rfl‘gr?énéwo Pﬂunﬁﬁporgmwf@x%agﬂﬁyn}s stereo:somers its

@en:m 8- B Ol
telrt]tgc; g‘:fr&ﬁ m;ttSL 06<ih‘e(; ﬁﬂé:%l}%ﬁ:‘r%ﬁsoxy) etahrmaj:euttcal!y acceptable

[2 (1 (4 -Isopropylbenzenesulfonyl) 5- met hoxy- 2-

-1 i ndol - 3-yl oxy) ethytidimethylamne ; 89 0
4. g‘E bﬁmﬁ IGh SBeRISHlensaromting fNSiRiny S00B toe fom1 of a tablet,

E:ﬁps{me(anowﬂeﬁﬁﬂoibng@?t @ﬁ?&ﬁﬁﬁ@‘%*ﬂlﬁo%l tion %@Qﬂé%n or
avly I{1“SI—I-| ndol - yl oxy) et hyl Tdi net

iR Aot s psutaaones o PR Uoss witnony - -

nmet hyl - 1H—| ndol - 3- yl oxy) et hyl ] di methylamne ; 5

| f I 5- net hoxy- 2- t hyl
5. L\% #sg 80 heé’“’s?f‘ oa@gr}}z (? agq%ﬁgppfng.y ﬁw fgﬁli'nq%é} as Clalrggd myc!alm
(1), [2-(1-(2' -Brono, 4' - Met hyl benzenesul fonyl )- 5-nmet hoxy-

2- methyl -1 Hindol-3- ﬂyl oxy) q;zhyl ] di et hyl am ne ;

[2-(1-(2' - Bronbbenzenesy SFmet hoxy- 2- net hyl

-1 Hindol - 3-yl oxy) et nrﬁe‘t hyl am ne ;

(2-(1-(4' -Fluorob nyh), & net hoxy-2- net hyl

-1 Hindol - 3-yl oxy S et hyl am ne ;

[2-(1-(4" -Chlor obenzq‘éesul"f ony?- 5- met hoxy- 2- et hyl

-1 Hindol - 3-yl oxy) thyI gt hyl am ne ; 15

[2-(1- (4" - Met hyl benzenesul , 8 net hoxy- 2- net hyl

-1 Hindol -3-yloxy) ethyl]di yl am ne;

[ 2- (1- Benzenesul fonyl - 2- phenay R
- Hindol -3-yl oxy) et hyl ] di net *hyl ami ne”

[ 2- (1- Benzenesul f onyl - 5- br onp- % phenyl -

H-i ndol - 3-yl oxy) et hy ckdéraetdmikam) ne;
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21-12-2004 [ 2- (1- Benzenesul f onyl - 5- chl or 0-2- phenyl - 1 0 9 mAY- 2005
- SUWN-RGQhog3- YI oxy) et hyl ] di net hyl am ne; 20
o : [ 2- (1- Benzenesul f onyl - 5-f | uor o- 2- phenyl -
H i ndol - 3-yl oxy) et hyl ] di net hyl am ns;
- [2-(1-(2' - Brompbenzenesul f onyl ) - 2- phenyl -
: H- i ndol - 3-yl oxy) et hyl ] di net hyl am ne;
[ #hich- opmpnmmnbmmwoﬂwb}mﬁesﬂ uor o- 2- phenyl -

{_Ig (%q( 4&%&?: %gltﬂﬁxgl%l‘%g{jfp ?%L’QQ’EEEP'BWO 2- pheny! -

H i ndol - 3- onxy)ethyI] 25 dRpet hyl ami ne; [2-(1
- Benzenesul f onyl - /
H i ndol - 3- onxy)ethyI]dlr- x| amine;
[ 2- (1- Benzenesul fonyl - '
H i ndol - 3- onxy)ethyf? Rt h{l amine;
[ 2- (1- Benzenesul f onyl - j
H i ndol - 3- onxy)ethyI]dlnethyI nlne;

[2-(1-(2' - Bronnbenzenesulfonyl

H- i ndol - 3-yl oxy) et hyl ] di neth }an1ne ;

[2-(1-(2' - Bronnbenzenesulfoﬂy )-5 bronn 1H i ndol - 3-yl o

T gyl bk o s eweiiod shost T RPISSEISEFoft sujcbi N
as %&%Q{b"&g org@ﬁ ‘%’uéqcﬁeﬁ*seof, a prodrug of the
conmpound or the nitrogen oxide; a pharmaceutically
acceptabl e salt of the conpound, the nitrogen oxide,
or the prodrug; or a solvate or hydrate of the
conpound, the nitrogen oxide, the prodrug 35 or the

10 pharmaceutically acceptable salt. 90 21-12-2004
SUVN- RK- 006 3. A pharnmaceutical conposition conprising
of one or nore of a pharmaceutically acceptable
carrier, diluents, excipient(s or solvates along with
a therapeutically effective amunt of a conpound
according to Claim1l, its stereoisoners, its "
geonetric fornms, its N-oxides, its polynorphs, its

15 phar maceutically acceptable 5 salts, or solvates. 4.
A pharmaceutical conposition according to Caim3, in
the formof a tablet, capsule, powder, |ozenges,
suppositories, syrup, solution, suspension or
i njectable, adm nistered in, as a single dose or
mul ti ple dose units. 10 5. A process for the
preparation of a conpound of general fornmula (1) as

claimed in claim (1), RB GCeneral Formula (1) 15 20
20 25 . :

25

30
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21-12-2004 30 91 AMENDED SHEET 21-12-2004 SUVN RK- 006 which 0 9 MAY 2006
. coerri ses of any one of the follow ng routes, Route INO300370
- SUVN-RKZ46 ng a conpound of formula (11) given bel ow, K
RIO R (Il) 5 wherein all the synbols are as defined
above; R represents either of a suitable N protecting
group, or a group such as, 10 15 20 25 30 0 9 MAY,
2005 92 AMENDED SHFFT 21-12-2004 0 9 MAY 2006
SUVN- RK--006 1 NO300370 R8 |wheresn all synmbols are as
defi ned above, with a cQ ound pf formula (I11) or its
acid addition salt, RLT" 5~20.7% (111) wherein
all the synbols are as defi nve and Lg is a
| eavi ng group; Route ii): reag g_a conpound of
formula (1V) given bel ow, RslV) Ywhemwmgin all synbols
are as defined above; with a crrpound of formula (V)

wherein all symbols are as defined above, with a compound of formula (1) or its

acid addition salt,
Lg /R13
Riq o N\

{11)

wherein all the symbols are as defined above and Lgis a leaving group;

Roqte ii): reacting a compound of formula (IV) given below,

Ry R R
Rz . N/ 13
n \

10 - Ryg

Rs

=

(V)
wherein all symbols are as defined above; with a compound of formula (V)

15

20

25

93
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93 WD 2004/ 048328 PCT/ 1 N2003/ 000370 (O MX R3 (V) 0 9 MAY 2005
wherein all synbols are as defined above and X is a
hal ogen, preferably chloro or bronp; 5 Route
iii):"reacting a conmpound of formula (VM) RR RL R (V)
wotzereiss2eal | synbol s are as defined above, RECH/EN2003/000370
defined as either hydrogen, 10 chloro, brono, lithio,
trimethylsilyl, |ower al koxy, boronic acid or
trifluoronethanesul fonate groups; and R is defined as
a suitable N-protectindgs group or a group such as, R3
wherein all synbol g are] def i ;iegxabove with a conpound
of formula (111) or N eid 15 addition salt, Lg
/IR73 Rgg- (N R12 R14 1) wherein-all the synbols
are as defined aboye 9=l S a | eaving group either
sul fonyl oxy or hal ogeno ZORﬁoute iv): reacting a
conpound of fornmula (VIR 94 0 9 MAY 2006 5 10 WO
2004/ 048328 Lg PCT/ I N2003/H000370 R

wherein all symbols are as defined above and X is a halogen, preferably chloro or

-

bromo;
5
Route iii): reacting a compound of formula (V1)
(V)
wherein all symbols are as defined above, R, is defined as either hydrogen,
10 chloro, bromo, lithio, trimethyisilyl, lower alkoxy, boronic acid or
trifluoromethanésulfonate groups; and R is defined as a suitable N-protecting
group or a group such as,
Ry
/S(O)m Re
Rs Ry
Ry
wherein afl symbols are defined above with a compound of formula (lif) or its acid
18 addition salt,
Lo /R1a |
Ry o N
Ryp FRas
. i)
wherein all the symbols are as defined above and Lg is a leaving group either
sulfonyloxy or halogenac;
20

Route iv): reacting a compound of formuia (Vii)

94




10

15

(M1) wherein all the synbols are as defined above 0 9 MAY 2008
and Ris defined as a suitable N protecting group, or
a group such as, R3 wherein all the synbols are as
defi ned above, with a conmpound of formula (VIII)
whizp@masses (Vill) wherein all the synbols ar@E/g003/000370
defi ned above; Route v): reacting a conpound of
formula (IX) R (I X) wherein all the synbols are as
defi ned above and Ris defined as a suitable N 15
protecting group or a group sudlh as, Re wherein all
the synmbols are as™Xefi/ned aj w th a conpound of
formula (M 11), NR 3RT4N 95/W 04/ 048328
PCT/ 1 N2003/ 00037 R¢herein all the synbols
are as defined aboOve, ved, by reduction; Route
vi): reacting a conmpdund S forfula (X) R (X
wherein all the synb™ s afe as defined above, Rb
represents hydrogen atom 8 a benzyl radical and Ris
defined as a suitable N v}t ecting group or a group

\EE%QM a‘ﬁﬁheh@?nbow& &k gefgnlfeh ; 3do6Ge ?%@'}R% )ﬁe 0%8 2% SflddRd

ve Wi th a conpoun or mu precursor
PRISCNgroroyp. praorgup @iLh as,( x| ) 15 wherein all the symbol s
are as defined above; and gD

SO Re

Ra Ry
Rg
wherein all the symbols are as defined above, with a compound of formula (VHI1)
. NRsR44H
(Vi)
wherein all the symbols are as defined above;

- Route v): reacting a compound of formula (IX)
Rz

ﬂ}#—cocna
n-1

(1X)
wherein all the symbols are as defined above and R is defined as a suitable N-

protecting group or a group such as,
Rs
/S{D)m Rg
Rg Ry
Rsg
wherein all the symbols are as defined above with a compound of formuta (VHl),
NR15R4H

85
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15

20

25

Route vii): displacing any of the substituent group/s
in the conpound of formula (I) by hydrogen atom' s by
carrying out conplete hydrogenolysis or partia

hydr ogenol ysis. 6. A process according to Caim5,

WOCHEHERhg of carrying out one or nore of tPEI/IN2603/000370

fol'low ng optional steps: i) renoving any protecting
group; ii) resolving the racemic mxture into pure
enanti omers by the known nethods and iii) preparing a
pharnaceuticalIy’acceptawwu)salt of a conpound of

I epar | 2 rmaceutically
gg%'g%tagé'fe'esxfﬁ??g'g raﬁééast o B dhowad b BB, R 006
7. Novel internedi ates defined by general fornula
Routh ) Qefbiha Sortduha ohtenfialpil, K2, R3; R4, RS, RS,
R7, R and RO nay be sane or |fferent and represent
hydrogen, hal ogen, perhal oal k P\ h droxy, t hi o, am no,

nitro, cyano, forgyl, @ dino, i di no, substituted
or unsubstituted graups Zgémfron1 | i near or
W

branched (Cl-Cl12)al ditkenyl |
(C2-C12) al kynyl , r
(C3-C7) cycl oal kenyl , RGlL0a bi cycl oal kenyl ,
(C1-C12) al koxy, cyclo(CS C7)a|koxy, aryl, aryloxy,
ar al kyl , aral koxy, hetero%yclyl heteroaryl,
heterocyclylalkyl het ero aIkyI het er oar yl oxy,

het er oar al koxy, heterocy yIaIkonxy, acyl, acyl oxy,
wsrpia e e symbals arksd dafinerb abalieaRkebraemio hydrmylaam nog
E’érﬁfl){'h@d?&f ARd RA% abnkl a8 aNQitalfd N%%F@BFML or a group such
aryl oxycar bonyl, 15 aral koxycar bony
%terocyclylalkoxycarbonyl het er oar yl oxycar bonyl ,
hydr oxyal kyl , am noal kyl , ﬁbnoalkylaninoalkyl,
dlalkylan1noalkyl aryl al kyl

ar al koxyal kyl , aIkny%%% L galtkyl |
alkoxycarbonylanlno : oxycarbonylanino,

am nocar bonyl am no, aL gi-nogar bonyl am no,

al kyl am di no, alkylguan|d| oFaIknguanldlno
hydrazi no, hydroxyl am no, BO carboxylic acid and its

WRdrbiv all ineasmboib bfeod defimd Eiov8 With ial B 8lddVARFdrBS (X1) or
ric. acid and its derivatives; or the adjacent

.QF%htg %%% RL and R2 or R2 and R3 or R3 and R4 or R5

and R6 or R6 and R7 or ®R¢ aRkd R8 or R8 and R9 toget her
with carbon atons to whith they are attached may form
a five or a six nenbered ®jing, optionally containing
one or nore doubl e bonds d optionally containing one
or 25 nore heteroatons sé?@cted fromO, N, S and

wiatein plhthesnwbol$ adealbkfnedoatdvaiadd het eroatons; ni' is an
integer ranging fromO to 2 preferably mis 1 or 2,

R10 290$ . . .

Route vii): displacing any of the substituent group/s in the compound of formula ()

by hydrogen atom/s by carrying out complete hydrogenolysis or partial

hydrogenolysis.

A process according to Claim-5, comprising of carrying out one or more of the
following optional steps: i) removing any protecting group; i) resolving the racemic
mixture into pure enantiomers by the known methods and iii) preparing a
pharmaceutically acceptable salt of a compound of formula (1) and/or iv preparing
a pharmaceutically acceptable prodrug thereof,
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21-12-2004 97 AI\/ENDED SHEET 12-2004 SUVN- RK- 006 represents 0.9 mar a8
- : sLgl hal ogen, perhal oal kyl, substituted or : ‘
unsu tltuted groups selected fromlinear or branched
(G -C3)alkyl and aryl; and and its stereoi soners and
its salts. 5 8. Novel internedi ates defined of genera
formula (VI), Ro R = Nprotecting group or R5 -S(0O
Ra 0 9 MAY 2005 (VI) wherein R, R2, R3, R4, Rs, R,

7. R2NoRE) lﬁﬁﬁngﬁaﬁﬂeﬁﬁe@%r@m!%rﬁfﬁ @pt, and 10
represent hydrogen, hal‘ogen, per hal oal kyl , hydroxy,
thio, amno, nitro, cyano, fornyl, an1d|no
guani di no, substituted or um§ubst|tuted gr oups
sel ected from |inedk; or brfanched (G -G 2)al kyl ,

(C2-Ci 2)al kenyl, (C2- > qHC3- C7)cyc|oa|ky|,
(C3-C7)cyc|oa|keny|, , bicycl oal kenyl

(G -G 2)al koxy, cyclo Xy, aryl, aryl oxy,

aral kyl , aral koxy Rafet8 heteroaryl, 15
heterocyclylalkyl -n@roaryloxy,

het er oar al koxy, hetero ycl yl @ kyloxy acyl, acyl oxy,

acyl am no, nnnoalkylanﬁno di al kyl am no, arylanino,

di aryl am no, aral kyl am no, al k&ygar bonyl ,

aryl oxycar bonyl, aral koxycar bonyl ,
het er ocycl yl al koxycar bonfls, hel
hydr oxyal kyl , arni noal kyl,
di al kyl am noal kyl , al koxyal K
ar al koxyal kyl , aIkyIthlo U hi
al koxycar bonyl am no, arngon>ycar%%nylanino,

am nocar bonyl am no, al kyl am n@gar bonyl am no,

al kyl am di no, ﬁbkylguanidino, di al kyl guani di no,
hydrazi no, & xyl am no, carboxylic acid and its

dRhBRH | 'R\éeﬁg, Rylépm C RACRYSRAEKH Rf S nf29re/ 8hin¥es ditferent, and
phosphoric acid its derivatives; or the adjacent

gfsdVl nt.nyér%enahafoaen,operhzloaﬁul Rydrgy. REic2 5AmiRg. Rty cyano,

R&)rm?ﬁ AReidMo, RaniamhoREuBEttRéd atduriRapstitutba @'deﬁ%telected from
et he are attach

L B hratcht Bl T . FEn b e Bor st B S,

10 cmt@)wmiwl Olbfd"ye!bglksﬂloubic?clbflkéiﬁl an?(@f@g}ﬁﬂ&iﬂyy cyclo{Ca-

c ni ng e or  nore roatons selecte ro

I\fgragﬁl‘g C(ﬁj}gl nad YRS ofa"%el%ﬁ'bl @rﬁl an’&em‘rt?&i’@yloat Bﬁgeroaryl

héter@:yamau@t eger haagangkyi,rom | héterodrylaxyef er aliaterbatdikoxy,
whe

heterocycllypalkyloxy, acyl, acyloxy, acylamino, monoalkylamino, dialkylamino,

g/l oxycar bonyl ,
yl am noal kyl ,

arylamino,  diarylamino,  aralkylamino,  alkoxycarbonyl,  aryloxycarbonyl,
15 aralkoxycarbonyl, heterocyclylalkoxycarbonyl, heteroaryloxycarbonyl,
| hydroxyalkyl, aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl, alkoxyalkyl
arylalkyl, aralkoxyalkyl, - alkylthﬁo, thioalkyl, alkoxycarbonylamino,
aralkyloxycarbonylamino, aminocarbonylamino, alkylaminocarbonylamino,
atkylamidino, alkylguanidino, dialkylguanidino, hydrazino, hydroxylamino,
20 carboxylic acid and its derivatives, sulfonic acids and its derivatives, phosphoric
acid and its derivatives; or the adjacent groups like Rs and R, or R; and R; or R

and R, or Rs and R or R and R; or R; and R; or Rg and Ry together with carbon -
atoms to which they are attached may form a five or a six membered ring,
optionally containing one or more double bonds and optionally containing one or
25 " more heteroatoms selected from. O, N, 8 and combinations of double bdnd and
heteroatoms; “m".is an integer ranging from 0 to 2 preferably m is 1 or 2: Ry

7
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30 the carbon chains which "n" represents may be 09 may o
12-2004 either linear or branched; and "m' is an integer 006
: suvNirRegdeng fromO to 2 preferably mis 1 or 2; Rais
defined as either hydrogen, hal ogen (such as chloro
or bromo), lithio, trinmethylsilyl, |ower alkoxy,
boroni c acid or tri f1 uor onet hanesul f onat e groups;

Ri o represents hydro oo
represqnts S9SN Re%%algﬁmf%gg@hfﬁg grgntfbsﬂuted groups
sd;z@idaﬂlrmlnhyér, or&némﬂ"ﬂed (Ce0:)alkyl@nd @t i t ut ed groups

fromlinea branched (Cl-C3)al kyl and
ark&’riﬂd :tsls(tgregisgplgéﬁ §%4&rgsaltgnd its salts; along with the

provi so t hat vvhenever Ris SO2Ph, and all of Rl, R2,

0 substltuents are
5 8 N%VHW%E}?g?teﬁg?é éa\c/ieolrf ei tr??gr g %rm lithio,

trimethylsilyl, 5 boronic acid or

trifluoronet hanes,ql fonat e gr AUREprottting\¥oaL lor
i nt er medi at e$zof geneg al formula (VW ks) are represented
as given belo 3 %2

R4, R5, R6,rR
di fferent, and feprgseifi hydrogenRg - ogen
per hal oal kyl , Rydroky, thio, anmino, pitro, cyano,
fornyl, am dino, guanidine, substituted or

unsubsti t ut ed gr s selected from |inear or br’anched'
(C1-C12)al k

whergind®y.cRel %al Ryl (E%C% Cé %R& ﬁé%nyl QJB‘%(?% 1ffe and

10 reBi‘é%)éﬁ{ ﬂ@h&@gayl ha(oﬁfil; Cﬂa?halbklhwy hydrpey, oiEs amngrmpk cswno
ar , ar 0oX ra

fong%/fle,aggﬁuisp g&ﬂ%@@pogéﬁt%‘e{%ﬁ? &Hb%}gétgg ?%%S%é’ selected from

lirfeF Gf BALhEKIC-Oelaiiy) @ﬁtl@aﬂs&nyl K@xGrindiyewly (G Ry suptgalkyl,

| o | )
(%F%H)WI‘:‘%YH P/ bgq%%‘ogﬁ]yl blcga gt%rgy ant(ﬂarg ﬂ(koxy, cycio(Ca
Cgblk@chardaﬁpy: ?(rymy,l owmaln bohrayalkoxyar ah«t@m@vlbon@me;;m
et eroc al ko e car
1 ﬁB‘?Eﬂ’:@W'\éﬁ‘k’ivrl a4 an onohTE %%L%é kylt}%ar X
hdtle&idymylamwwgt] kacil, myiogx,yapjdgmlnoarrpp@gqﬂw amino, dialkylamino,
agy| %E@ﬁg?l kerlE}rgl Lkyl zsrgilk?IaTnL e OaEKMJ(ycarbonyl aryloxycarbonyl,

yl oxycarbonyl anm no
aﬂmtmwbbmn,yl am Mermyzgvlaawr@&nrwbnyl anf§igroatyloxycarbonyl,

hﬁ%@%g'e{}ﬁ §|'k§1y' &H%Hl@!amnoéikﬁl digpanindaRg, alkoxyalkyl

| am no, carb lic aci

20 adékyat | vmmkoxmmdn. ¢ 2leitts, andtiedlier i G arbortytamino,

agagkyz:%g%rlb% il | ke ﬁé{io‘:ﬁrbg Mﬂo' VeSallaﬂﬁmhb&arbonylammo
aIRAﬂrlamd:ﬁs araﬂcymlaordmes ﬁakmuawdw aRrRENG [%%dmmaw°

Cﬁéga?qtdpceémé@”a?\ﬁ fRLDRR v oriCadiBé &Rd B aleridatives] plassphdric

r've or a six menbered ring, 9
acid and its derivatives; or the adjacent groups like Ry and R, or Rz and Ry or Ra

25 and R, or Rs and Rs or Rg and Ry or Ry and R; or Rs and Ry together with carbon
atoms to which they are attached may form a five or a six membered ring,

optionally containing one or more double bonds and opticnally containing one or
more heteroatoms selected from O, N, S and combinations of double bond and
heteroatoms; “n* is an integer ranging from 1 to 8, preferably 1 to 4, wherein
30 the carbon chains which “n" represents may be either linear or branched; and “m”
is an integer ranging from 0 to 2 preferably m is 1 or 2; R, is defined as either
hydrogen, halogen (such as chloro or bromo), lithio, trimethylsilyl, lower alkoxy,
horonic acid or triflucromethanesulfonate groups; ; Rie represents hydrogen,

a8
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21-12-2004 AMENDED SHEET 12- 2004 SUVN- RK- 006 optionally - : 0 9 mAY 2006
: SIG@NIraLpbdlg one or nore doubl e bonds and optionally '
contai ning one or nore heteroatons selected fromO,
N, S and conbi nati ons of doubl e bond and heteroatons;
or R11 and R12 together wth carbon atons to which
they are attached may forma three to a six nenbered
W@éﬂgeo;)pfﬁrbﬁfaallkyl sdhfibvted ngunewbsiituted greups setackddefrtrarihear or

| géri?aérgnf\tg &aHJéll{gpgkI@'a@rtnﬂ(sj%g% n@ lﬂ%l'ggar@e%%% ggﬁmg with the
amiovies Bpb whenever R lRISQzPBp&@iS@thSRL Ry.dt:0Be1Rs, RalRgBe, Ry and

p d IFRIPSH vl
B e o e G o e i DD ety
5 abpronic geid petrifworomedgeesyltongterajofirom 1 to 8,
preferably 1 to 4, wherein the carbon chai ns which
.represents may be either 10 |inear or branched; and
9.n ovelgnigimedietes ef genarelifagnyia 6 Gre epresenist@saiven halow,
1 or 2, R is defined as eitger hydroggn, hal ogen
(such as chloro or bromy), lighio, trimethylsilyl,
| ower al koxy, boronic achd
trifluoronmethanesul f onat :
stereoi sonmers and it 1¢\ Norgl
i nternedi ates of gen

n

R3, R4, R5, R5 R7, Re, .
di fferent, and represent hal ogen,
per hal oal kyl , hydroxy, thio, amno, nitro, cyano, 20
fornyl, am di no, guanidino,rgubslkituirgd or
unsubst ituted groups sel ecteo g~ |inear or
branched (C1-Cl12)al kyl, (C2-C enyl ,
(C2-C12) al kynyl , (C3- C7) cyq:[ R Rg
(C3-C7)cyc|oalkeny| blcycloalky , bicycloalkenyl,
(Cl1- C12) al koxy, -cycl o(C3- C7)al Kaxy, aryl, aryl oxy,
aral kyl , aral koxy \ﬂg erocycl yl, heteroaryl,
het erocycl yl al kyl, t er oar al kyI het eroaryl oxy,

10 h@herueﬁhﬁameoﬁp,, R2RshBseRo®ec Ry iRk Ryl Gy mapdpl same or different,

S At A5 0 BRIy ) 8, AT i, o,
mﬂxmw@@,ngpan@gg, sm@emmﬁ !RHF!FS]tltng_d mmg@oseiected from

ﬁéﬁt\ég; Eisb%ﬁ@he%f S Caﬁg{) g%ﬂelzh lkenyl, gcz-? Ralkynyl, gCa-(P-,)cyctoatkyl

R ey obieyaba, | Hevaeatam i neaiGopkoRy, cycloCs.

15 dCé}!ale’*yam BRAl kHrY( lofY, KOXMACY | alrﬂlic?&lyal K¥eterocyclyl,  hetercaryl,

ar al koxyal kyl’, I"thio, thio
a’pq@grpyg%ylglgy{w am meteroaralkyl heteroaryloxy, - heteroaralkoxy,

heterocyclylalkyloxy, acyl, acyloxy, acylamino, monoalkylamino, dialkylamino,
arylamino,  diarylamino,  aralkylamine, ~ alkoxycarbonyl,  aryloxycarbonyl,
aralkoxycarhonyl, heterocyclylalkoxycarbonyl, heteroaryloxycarbonyl,
20 hydroxyalkyl, aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl, alkoxyalkyl
arylalkyl, aralkoxyalkyl, alkylthio, thioalkyl, alkoxycarbonylamino,
aralkyloxycarbonylamino, aminocarbonylamino, alkylaminocarbonylamino,
alkylamidino, alkylguanidino, dialkylguanidino, hydrazino, hydroxylamino,
carboxylic acid and its derivatives, sulfonic acids and its derivatives, phosphoric
25 acid and its derivatives; or the adjacent groups -like R; and R; or R; and R; or Rs
and R, of Rs and R; or Rs and Ry or Ry and Rs or Ry and R, together with carbon
atoms to which they are attached may form a five or a six membered ring,

89
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. ar al kyl oxycar bonyl am no, am nocar bonyl am no, 0 9 MAY 2006
12-2004 al kyl am nocar bonyl am no, 5 al kyl am di no,
. SUVN-BKY€uani di no, dial kyl guani di no, hydrazi no,
hydr oxyl am no, carboxylic acid and its derivatives,
sulforsic acids and its derivatives, phosphoric acid
and its derivatives; or the adjacent groups |like R

ﬂ&ﬁdi;x Rfairiieg 8RE oR%dpd dEi?ore Bﬁtﬁﬂs%doﬁptiaﬁala,ncbdtﬁnm &RE or
OIJan "E%()oralr%g and Re or nd Rs t her

metb etsroaions) SPER IO @ Nt PHRHCPFPES i ojifle Gt dha
he%r&atﬁﬁﬁb% Q‘@'brén{tﬂ R,}Qogﬂéﬂidro\m&l |c;lrb©ﬁnatarnsl tog whivh  dhey are

nor e onds and optional |y. contain
attgghes wev é@@h?dﬁ%eestél Rk dRETOSRe é“g NpPt@ngly,Sondlfing' one or
5 m& 8 HBR hdas Hid Siﬁkbhhlﬁ( &Ub\[&htl&tﬂdne be trere b tmsatoRs celected

represents hydrogen, al.oal

frosuBstt, BATGLEANbINHRGA 5L P TR E@@?’Bﬂ%@e@ér‘%ﬁ o &g (RpEgSents

hyHidgBA haloghh, aB@r‘h@Fbaﬂ@l sGBétautkylor?muasmuted oroups seéﬁtted
i nteger rangin m Rrefera

Framincer A PrRBECE KonCoH A aheh 1 aninedeashdud e 108
préf€radiyt Nes 4l Wﬁ@@' n Qfe &risdrCEtehs wnidh “miY repsasant5| rna)egerelther

rangi ng fromOQ referabl
10 ingaSosong: i if Aa Tesaer conopg P 8 1 WetgrapBil it 9 2
R.A%® GéffHcdPss idith6 @yBlogdn, halogon{suciatasoehioid lor dirmaﬁ) lithio,

phar maceut i cal agents
gRyiR Mg oMeS Ao erais g s A BTk A bl and
itslslié}é&g@)méfs,arﬁyfgmtbom metic agents, adrenergic
receptor agoni sts, dopam ne agoni sts,

nmel anocyt e- stlnulatlng hormone receptor anal ogs,
15  10. NGRhnehieaiateslofigenept farmalat(B)ard repesentedaasigiven below,
concentrating hornone antagonlqﬁﬁ, | eptins, leptin
anal ogs, IeptlnRrecepto? agoni st gal ani n
~ antagoni sts, 25 F d | ' sin agoni sts,
neur opepti de- Y ant)agoni ; y|ti ¢ agents,
dehydr oepi andr ost ¢ t her eof
glucocorticoiﬂ r antagoni sts,
.66 rtin binding protein
ant agoni sts, glucagon-1i k¥ pept| e-1 receptor
agoni sts, ciliary pgurotrgphic factors, AGRPs (human
agouti-rel ated proteins), j.el in receptor
ant agoni sts, 30 hi stam ne receptor ant agoni sts or
reverse agoni sts, negronedi n URgeceptor agonists, in
a therapeutically effe gnmount via a suitable
pharmaceutical conposi to achi eve the desired
effect in mammual s as_ue as™ymans. 12. Use of
conmpound of gener al Ror nulla (If?’as defined in aim1l
or a pharmaceutical 35 cgnposition as defined in
Claim3 for preparing the Kedi canents. 101 13. Use of
a conpound @X)clained in daiml for t he treat nment

nd/ o C
W ?f?f”e{‘y 2czl!%r Eé'sn %ﬁ:‘rs' an?UF i dég‘ﬁ. SO g@?%é%&éﬁ%gifjsfg_rent
abrgprdseny Rydibge, daicgennpghdpaieymwmmo @HAP.tNigR cyano,

20 fopwgpg raivygl'p@? i eg@p;g’“%%t&t@ﬁ le r\ﬂds‘aﬂstﬁﬁgb Cd;r%ﬂbs @bf‘e@fé&e krom

personalté i sor ders,
2}

iimyehbmﬁehecpm@maﬂm ,4C-Beyalkanyl, Cd EﬂlgﬂvbrﬁCs-ﬁﬁgyﬁoalkyl
r.eni | O 1 SO
GEOAGARRERG: SSHAHGE LRI =o(CRERarbyegstor

Cyalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl,

heterocyclylaikyl, heteroaralkyl, heteroaryloxy, heteroaralkoxy,
25 heterocyclylalkyloxy, acyl, acyloxy, acylamino, monoalky!amino. dialkylamino,
arylamino,  diarylamino, aralkylamino,  alkoxycarbonyl, aryloxycarbonyl,
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chr onobi ol ogi cal abnormalities, circadian rhythns, 0 N«A 2008

'21_15_2004 anxi ol ytic, osteoporosis, ischemc stroke, |ower the 300370
T ri skﬂ\g%@qlgs in young infants with | ow endogenous
LI el evel s, reproduction, glauconma, sleep

di sorders and al so disorders 10 associated with

spinal trauma and /or head injury. 14. Use of a

compound as clained in Caiml for the treatnent of

m | dae@gmybamenyll npai thetemecyalyigikoxyRErD AT oded'@ltﬁ!?%maﬂcarbonyi
di sorders | zh Al ERthedikydN calkoxyalkyl
Hunt ihﬁg'ioé}ﬁa[kychwlggglkﬁie Tén r‘E‘mazj\quor?g?lclaund 4 ey
cl ai eRdatkyl, O abralkbxalkylt he alksétéloment thimalkybr t alaWogcamonylam[no

(Gast r@kﬂ‘ta,?%%}g{‘al eam‘ﬂtcﬁor d oéé{"éhnﬂ&nhgs ('a'lltfyldfﬁﬁd)c%rbonylamlno

boweld eno era induced enesi s. t

5 16. L@@lmﬁldmoporqummnamocl aii Lféﬁ"chﬂ‘oal rRYEraZino, eohl)@éoxy amino,
morbi di ty and Ciiadedamiid Bnd he denefivss, phosphoric
wei g™ 6}7? ‘goacg'fda\ag Eri%n 1" '

| ed compound as cl |ne%
i n Caidadd itadedvativesywodte @dﬁ%t gregps i &magf!%q %;,qp Ra or Rs
2?,%&%&\9“%4%&”' 1 REGERL 9hd RYBERL aRd Rger RPadd R!—Qi?;ether with carbon
' atoms to which they are attached may form a five or a six membered ring,
10 optionally containing one or more double bonds and optionally containing one or
more heteroatoms selected from O, N, S and combinations of double bond and
heteroatoms; Rqo represents hydrogen, halogen, perhaloalkyl, substituted or
unsubstituted groups seie-cted from linear or branched (C+-Csalkky! and aryl; "n" is
an integer ranging from 1 to 8, preferably 1 to 4, wherein the carbon chains which
15 “0" represents may be either linear or branched; and “m” is an integer ranging

from O to 2 preferably mis 1 or 2; and its stereoisomers and its salts.

11. Use of the compounds é_s claimed in Claim —1, in combination with other

20 pharmaceutical agents, such as apo-B/MTP inhibitors, MCR-4 agonists, CCK-A
agonists, monoamine reuptake inhibitors, sympathomimetic agents, adrenergic _

receptor agonists, dopamine agonists, melanocyte-stimulating hormone receptor

analogs, cannabinoid 1 receptor antagonists, melanin concentrating hormone
antagonists, leptins, leptin analogs, jeptin receptor agonists, galanin antagonists,

25 lipase  inhibitors, bombesin agonists, neuropeptide-Y antagonists, thyromimetic
agents, dehydroepiandrosterone or analogs thereof, glucocorticoid receptor

agonists or antagonists, orexin receptor antagonists, urocortin binding protein
antagonists, glucagon-like pepﬁded receptor agonists, ciliary neurotrophic

factors, AGRPs (human agouti-related proteins), ghrelin receptor antagonists,

30 histamine 3 receptor antagonists or reverse agonists, neuromedin U receptor
aéonists, in a therapeutically effective amount via a suitable pharmaceutical

composition, to achieve the desired effect in mammails as well as humans.

12. Use of compound of general formula (j), as defined in Claim-1 or a pharmaceutical
35 composition as defined in Claim-3 for preparing the medicaments.
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13. Use of a compound as claimed in Claim-1 for the freatment and/or prevention of
clinical conditions such as anxiety, depression, convulsive disorders, obsessive-
compulsive disorders, migraine headache, cognitive memory disorders, ADHD
(Attention Deficient Disorder/ Hyperactivity Syndrome), personality disorders,

5 - psychosis, paraphrenia, psychotic  depression, mania, schizophrenia,
~ schizophreniform disorders, withdrawal from drug abuse, panic attacks,
chronobiological abnormalities, circadian mythms, anxiolytic, osteoporosis,
ischemic stroke, lower the risk of SIDS in young infants with low endogenous
melatonin fevels, reproduction, glaucoma, sleep disorders and also disorders

10 - ~ associated with spinal trauma and /or head injury.

14. Use of a compbund as claimed in Claim-1 for the treatment of mild cognitive
impairment and other neurodegenerative disorders iike Alzheimer's disease,
Parkinsonism and Huntington's f:horea.

15 :

15. Use of a compound as claimed in Claim-1 for the treatment of certain GI

(Gastrointestinal) disorders such as IBS (Imitable bowel syndrome) or

chemotherapy induced emesis.

20  16. Use of a compound as claimed in Claim-1 to reduce morbidity and mortality

associated with the excess weight.

17. Use of a radiolabelled compound as claimed in Claim-1, as a diagnostic too! for
modulating 5-HT and/or Melatonin receptor function.
25

30

35
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