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AM NOARYL St | LPHONAM DE DERI VATI VES AS FUNCTI ONAL
5-HT6 LI GANDS. Field of Invention The present
WO pweforideon rel ates to certain am noaryl sul phoPeming®05/000345
derivatives, their stereoisoners, their salts, their
preparati on and nedicine containing them Background
of the Invention Various central nervous system
AMEYQARYLy s SULRHONAMIRE ot DERBATFIES 0AS nBUNCTIONAd e 5sHTg
LIGMNDS. are believed to involve a disturbance of the
neurotransmtter 5-hydroxytryptam ne (5-HT) or
Fnel&gfﬂw l'olg.. Serotonin is localized in the central and
eTal nervous systens and i s known to affect nany
t yﬁé@ noésextoingéntion melates dd wetiang apiwpaiyl amlphomanhdsodedl@atszes their
sterégﬁgﬁérsﬁgéﬂ' ya!ltg ¥henfé§§1q}a?9n b%%edlc%e tﬁtgfl(ﬁ’] getivity, and

ocCri anong o thetir recept or

Backgriotwefthe Bayehtadre t he varl ous effects of serotonin.

Kn %ogs ﬁuﬁ%‘é&%@&{yﬁ%@ c}e%rs”s%cﬁ'gse% eﬁcrg%s{% pn.%r%r Yisorders

etc. Brd—brelllevaé -tpfiEgolve Ediﬂﬂt@baamjoiﬁhe réPTotmndnmiltpreBhyditrytrSpthiiifie (5-HT) -
or sérgt%ﬁﬁt(%botéﬂﬁﬁéﬁgﬁhmngq rc%ﬁmg'a&rl,%glpg&&g kghs 5@&9 Bnd £ known
to affpct\many\pescef] eondibpas: ma]@dmg g)yychmggg dlsaraers 3@0toB za't)vﬂan teeding

behﬁib@sﬁihangédvﬁyfah@%ﬁw&ﬁ @%ﬁg gﬁﬁr 5 Mt %@épggr shbtypes

g\%mhﬁavanems pdais o reet ot ;Knom%HTescepwr fm}y inFhes the 5-HT;

A TN s A

7Tgueiyf,ésort E.; Arrang, J-M; Tardivel -Laconbe, L.;

Diaz, L.; Leurs, R; Schwar t z, J-C, Biochem cal

Bi dﬂia)ﬁSHE@IrecEi&sreaabtybe Ganfisncloatli fonsrat 1998 in 198, (Monsma, F. J.;

268- 276% The receptor_is found al nost excl u3|vel¥ in
She, 6; Wi By P-nBrmblins My Wi, dYiolequis)Phammagelogys 1993, 3¢ 320-33 and
subgeqnmhﬂfrﬁ&n hhassiidste (ROBED, & Météa@mmhucmﬁ 10! DhidR, B; ﬁlTe@ner K.;

rece%rg in rat brain usin n di cate’ prlnC|

Sibley, Dy R, Jagnad of NﬁlrMémgwﬁ’gﬁ%%ﬁﬁ) pHsTeseptonis 2 %xo@m prypled
recz§ £ (GECHP politedlLetmpRE W&Iﬁﬁ)ﬂﬁe c@lefs@@itﬁ{ bR Tﬁﬁ’f&ﬂ e @Hﬂmg, J-M.;

»
_'.l

ocanpal fornation

gabe, L.g DiazgL.; Lplg\s,f%-aﬁchwartz - c goblpeglycal BlophySlcai Research

Conm&ﬁ@tlor@ 1943, 1939%'832159 eﬂ‘ll@@eceﬂt&gé fmﬁé alrdobP&echbildly-in the central
est Cﬁﬁel S ecept or MRNA has been

nerv(ggggr,s\qrgc( )frﬁaé Fhf"é&té'll W&t cle, the striatum

NuGh8is hiatdiaien smdiekost 188 6-HIY 1d6epRS Ve %rﬂﬁu&lﬁl mkﬁ%?mdlcate
and CA3 regions of the hippocanpus: Lower |evels of

pringippiigcatigatiop tie the raReas of & HED a@,@nuannnclh@ng staiua nuédlenserccobens,

I &
o AP A OSEDN STy SRS
Hoffman{Bg J;, dldent d} RRRorsa pIBeMr, Neueostiencex £993s 64.e1 W54 eHeHighest

leveldoft ﬁﬁT{gr&eBtor VHNA lphd blén SD¥dI&NREmE Q)ﬁfacj:t&?/ tubercle, the striatum,
nucleus accumbens, dentate gyrus as well as CAj, CAy and CAg regions of the hippocampus.

Lower levels of 5-HT5 receptor mRNA were seen in the granular layer of the cerebellum,

several diencephalic nuclei, amygdala and in the cortex. Northern blots have revealed that 5-
HTg receptor mRNA appears to be exclusively present in the brain, with little evidence for its
presence in peripheral tissues.

The high affinity of a number of antipsychotic agents for the 5-HTg receptor, in

addition to its mRNA localization in striatum, olfactory tubercle and nucleus accumbens

suggests that some of the clinical actions of these compounds may be mediated through this
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presence in peripheral tissues. The high affinity of a
nunmber of antipsychotic agents for the 5-HT6 receptor,
WO pooamziicst on to its MRNA | ocalization in stri aP@RIN2005/000345
ol factory tubercle and nucl eus accunbens suggests that
some of the clinical actions of these conpounds nay be

mediated,thrquht_hisrece?tor Its ability to bind a
recepielelts 2bifige tooting p Bidegangeiof thepmeBig saupepadyused n peychisey, coupled

witP Y ﬁﬁig@fn@ Mistrfbatd i@ dheMriih hast ﬁtﬂuﬁ"teﬁ's%iﬂ&ﬂntdﬁt&‘éﬁ'nb Héw Bdinpounds
| raln has .stinul ated significant. er est
Wh‘ﬁg\ﬁec Ploiteggoting, W é&?ﬁ%‘ﬁg gheoﬁaldi Iﬁﬁf’é’F“éc t PSSRt ttﬂefa pre no
knoaﬁlffani kedetivé Bgchatsd S{gﬁﬁ'ﬁﬁﬁt foortﬁhre Rfeﬁl%QﬁHds b hﬁde@stafdema Possible
ﬁt\ﬁm f"ﬁtﬁ%’?ﬁ Iectlv onls ni.fi cant ft |
rolepithe, 57 o1 PoVTRE SHRBLE S GIREOLO T RREIR P gontrol,
meﬁox{fn Bo r‘H’lé)flkel o Hﬁﬁ'@x{a é(frﬁﬁlounﬁﬁovglﬂbﬁa élgtlla?é 'a‘%pﬁingr&ﬁﬁmty for

?UnCtl on and contio menor

the FdTT¢waeccpton are camnitiyarsbt buth Wn@&mﬁlﬁW@f the5rHREg fegeptor and as

ool ey T Rt e AR e o
seed Rpmma B C.[Rogérs (@tifeht0Ofgi6im inSinvadtigationdl DeadsBOul, 2(1):104-109,

phen ral tgervous system di sorders, for exanple see C
#alrPi4nd D. C " Rogers, Current Opinion in

| nv@hért getorany abteiiall derap @0 hses Féd -HTPligdhd9in Hnamnsreased on direct
Press Ltd, There are many potent] al ther apeuti c_uses

effycty asl \gngindicgignastiom #arabie seigutife endies. - Dope etdiss Golude the

locABEt@Nof el Irscelstbp% RN aBdah@Plh k6D tﬂ wvs aﬁt‘i\h@' 8%} various
These studjes include the |ocalization of

amrnébfélgﬁl% eondugied 59 far.Firefrably. anjagemis SOMPRUR mfowﬁ TeReRfoy 6re sought
aﬂ%cats' tﬁérg%ﬁum? ggeni’sg rdng lﬁ%’&eﬂlﬂl '{ﬁér%})%g %chczﬁgﬁllh%rg dotf o g receptor

goni'st  conpoun g recep

farR@sH0 ni‘lf’cﬁée renl?&‘ﬁc&ﬁbﬁf D Edblzhifior @AM t Bemd X CinPRABIH idRbases such as
5-HTg receptor

t her peut [ dul at gr s _ of
Almme?ﬁ o High e fﬁse o RFSRI T AURE 1B PG ¢ Y PIISR g g dpasbrain,
mdmaldgumau@ut@gﬂm Elyﬁd%aﬁﬁus'%dd[@b B®6mBens, 4@ cBit&subgeed fole for
oun

of receﬁtor nportapt structures in the

they {5PPEAE AN AREMIEE 12f) °ﬂ%j’1tt‘1’ﬁ‘e5“&f§ FC BN Wlhf“pb‘?;% AnfitgL role in
meﬁléﬁ;lr a}@araccym Ma, E&é\&@ﬁ(§NE@%§M8CFMe%efDr Iahfamey, R.;

Dafiiins e mgﬁ“g%‘% g AR 11{}%%51;32@7%&%3&&1@ of

knddba 5-FEY;, redbbtor l?ga,ndsl_tefeﬁlmee cHélmergib miﬁmlssi‘dn a@o suppettgthe potential
D.; Lanfuney, R.; Doucet, E.; Hanon, ; Mest i kawy

comitiongsn (Renfesd & LRou 0D A. s Besss, DO ms,’F ShicMaBian f:yA Petit,

N.OdJeis ROAN %MEJJM@FP}M&GB 19999 1%‘ fNG§7-§419) i nergic
transm ssi on al so supported the potential cognjtion

use Seksstheye fopnd that a lggmnsislgﬁﬁ sglective ppfagaqist [s1gn@cantly increased

el pnd s TR ARG W oAl Soutet rishont Seymdle T of foradrenline,

dopdiiide, 1(54SZHT smudsemeummvahmurod ribirathemidatsokuov tThe involved in

mesﬁﬁo!ﬁ%gd ﬁnf &1%% Séﬁsg%%étgnkcflé ﬁ?g%l a%cfrst ¢ g%lt?%%b?&?on L. A;

N@k ngl B ViStitfch Qburht® E)ﬁﬂﬁﬁﬁ@dolld@?; 2(@9?@7@ g 23-Q5) 5’m|ﬂﬁ_al studles
|SS Ct|Veee t|0n01 Cemca‘g‘g

of PPN I TE O 5 KA SBT3 PP Sae e effects

®bELE D €. iRidgp! H 9ANLS, 1 7 S%&Q&'o%N&Ho&E%@, Astrdots, 2900, 26, 680).

A related potential therapeutic use for 5-HTg ligands is the treatment of attention

deficit disorders (ADD, also known as Attention Deficit Hyperactivity Disorder or ADHD) in
both children and adults. Because 5-HTg antagonists appear to enbance the activity of the

nigrostriatal dopamine pathway and because ADHD has been linked to abnormalities in the
2
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Nguyen, H. Q; Li, P. British Journal of Pharnacol ogy,
2000, 130 (1), 23-26). Animal studies of nenory and
wo e@ri2wese Wit h a known sel ective 5-HIg ant agonPGI/I200i0345
sonme positive effects (Rogers, D. C; Hatcher, P. D
Hagan, J. J . Society of Neuroscience, Abstracts,
2000, 26, 680). A related potential therapeutic use
caugte (EpptgM; iZgmetkdn, iAs T Hdatechia  nHntowss PadeebrtiennR. M., Journal of
Né\gbsciehde, A0SR 1EErsy, $90B007] SPITENAWMBoRSs MalySiHeie attention deficit
Deficit Hyperags?vity Di?order O%ADHSD) a};yn bot h Friention detid
disdrfldrsir en and adul ts.. Because 5- HTg ant agoni sts appear
to ephancs s@r st i at | NEp
pat o nch PR oMt 970 OB RSEClohly fie HRBE Bt 517
readpeua r draldi It]rbmSteir[tuiohﬂCgUﬁimt ﬁiﬂﬁEftﬁlSEentﬂré]d n&obmt KhBm 6F a mammal.
J.: it ochik, J. H.:.. Jon P : n, R M, |,
A B eoonkh s it Yo Gy 0804s A dclosts memtpgat of human -
HTy hgptat) tabd @edpsies tharyhudbd SHIEY fecétdreib el ad@kiatddiwith numerous

disorders. International Patent Publication WO
othg/dpeBEB6 Al reports that antagoni smof 5-HTg receptor

coul gaRr &Haésee,aﬁ;ﬁng@% m‘%@%ﬁﬁﬁlﬁ‘g | dr{én liganie %tmigfwn therapeutic

nervous systemo ation

utpity eng strags|siregupbigsopiblansy @dmows dmps gisgestoa cale fw§-HTg ligands in
riant 5- t t. C . 3
e s ARt AT B0 6 b BeBRs Bt

argipkpehotit) Stews diggls . affizatyl for sthel di-HT g exccaptoni sujtypre Alsbf isentetat - clinical
of. variou ;itqg_la_nds wi th known therapeuti'c utility

CNS |
anjidengessanis by dvgh affrpity for tass epgpror s valloank stes raagaists at this site

(BYHGEES TS A% BISBuMOT. B; Wilfhial RGAGHASH PhafniBolbsye Md BRicoRisy, 2000,
4§§E|9_é$£8hrem a and depression. For exanple, clozapine

ective clinical antipsychotic) has high

af f i Pustheér, fredend il Qive-shlligs i RRAEAEatSUR BT rddSBtorsSBYEbShseful in
clinical antidepressants have high affinity for the

the drsetpenir of soviseedt disesdescinclading epilpyn(Stses, By Rovtiedges it;eUpton, N.,
. ghamggr, T . c r P. 1 Vj i )

B ar mco géyphgﬁﬂcﬁ °‘?1§§$c§§g’g$?7 EBO(SO,Sﬂ%@%m egl?y%f)n smﬁoutfgdge, Cs

Bramridgee S, M.eMesst Si F.;\Pricg Gt WdiHisst,i W.; Nevanann Hi.;cRiey, GhyaGager, T.;
sd1h9 1 e [y t nt o

S%D % e &Pll\a e“@}ﬁ,’ TOWHL, 1&%{ . ﬁglpgouirréfg%a ﬁ?angf;.ac:o{ogy, 2000, 30

di sorder’s inclhuding epileps
(Bol$064d6, C : Upton, N., British Journal of

Phar ‘TB&H'tQ&}é}:ler, 189 ovd 2thdiBs W&%hgésegl{"ﬁ%t c'oé{})’) ?ﬂgl'grs i%{:hgc,h gre 5-HTg

Rout | edge, , Bromdge, S |
rédégtorHnbditlatordy §.e. Népands) mayl. be Miefittfor heiapéatigeindications including: the

Stean, T..;. Upton,. N.; .Clarke, S. E.; Brown, A M, .
R oF iR AT b G Tl s, SRy ind Tedoning such s
AlAiCigheflS 2] attdmion ndeficig eisoler; thd) eresthemeots petsingBty SEEROG Yuch as

est. that conpo whi are 5-HTg receptor
s%lgzgglrrgﬁ%rtge ttliegtglg}%‘] &;g%ag?rl rggs,ues%f ;ruretryo ﬁgpression and obsessive
coriypilsiypeditarders; it ttatrmenn sf motdnust m@or difteddrs aith i Parkiifson's disease

i ses.associated mith a deficit in nory.,.

o GRS R SRR PL s Bl o, P ATEReiopy such as soke or
headttenma oor wigfdrasial fidinsdrogleddictibh énchidegtadaistiorofo nicotine, alcohol, and
oBE! SR o fiROr ders such as

Such compounds are also expected to be of use in the treatment of certaiﬁ
gastrointestinal (GI) disorders such as functional bowel disorder. See for example, B. L. Roth et
al., J. Pharmacol. Exp. Ther., 1994, 268, pages 1403-14120, D. R. Sibley et al., Molecular
Pharmacology, 1993, 43, 320-327, A. J. Sleight et al., Neurotransmission, 1995, 11, 1-5, and A.
J. Sleight et al., Serotonin ID Research Alert, 1997, 2(3), 115-118.
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schi zophreni a; the treatnent of behavioral disorders,
e.g. anxiety, depression and obsessive conpul sive
waele@onsss; the treatnment of notion or notor dPGDINDEOF000345
such as Parkinson's di sease and epil epsy; the
treatnment of di seases associated with
neu g&&g‘gner&skﬁn such_as stroke or head trauma; or
preg a5t 0 Szl %rtfagewsli | ST 6 gutiserese alisemcleptides to
st f
redm: 1%& %keglrl g&g F{é’sobeggq % g p%b)c nﬁ% 39 %igg tﬂgx} ﬁ obes%y gee for
exampétaBm ebdl, Betnslalonnglacl:ftmmmﬂm msw9 Sip)., mssasfleuss BVVooley
u . or exanpl e :
ot i R%@ﬂaaﬁﬂ&fo@?@bl 38l 1%%9&%5{5 02587k, o ooa o,
pag Gdernatipnali Paran PupjlcapmnsSNﬂ @(304@55@6 ANbW@:ZwQ#fO48331 Al, WO
20&7@%%9"1 o) 3 {
Neur ot r ans mx s‘glég%%‘yﬁ%g 8 %) (ﬁi Z%slg‘%ed gp g\%eﬁﬂ R F(%m%{ Limited)
desgtibeg |relatedsprion ash These F (loanplivatipns/indrthe refgemes @paied therem are all
mc&rla%faﬂeh%e}%ﬂ{ tFIRAIOVO. 98F2b681eW@©§/o@§025W6r Bo/323 9G4 §§ 42465 and

antisense oligonucl eoti des to reduce fo
W@W%ZlééG K%l pesiancth 48 PeonSwithidine Beeehays PHED) alircioss |aysenrs of aryl
sulblicdahiie Bhd SfipHeRRS b&%ouﬁﬁeas ‘CSQ{TG(%&??& Snta, ‘ﬁﬁisl and uﬁ'ﬁch%ke claimed
British Journal of ar macol ogy, uppl 126
to pGusefi %the\mtn@}at ef wdriops CNG rthqoi‘thrsnﬁﬁmlle Gome SQEHIDé. modﬂlators have
@Lfgtil andWD 02/ 098878. | nternational Patent
begs, Hscfas %4: it CaEnses 6 po 5 sesicfomponmopys A arous B forapodplating 5-
2004/ 048330 Al and WD 2004/048328 A2 (all assigned
to Suven Life -Sciences .Linit ed) describes rel ated
pr i dihergfore, itTih @ ebjRET TS dppinveivn tmprovidel cd)ﬂm:und# evhivhces useful as

Rl B A b e SRR TAS n Flaces R o o

affmm%ﬁﬁ’r(sawep’f%& gned to d axo SmithKl.ine Beecham

PLC). .di scl ose ri.es of aryl phonam de and

sul pHdFoHer @ﬁ%&gﬁ’&' @W&W@é@ﬁ%ﬂ%ﬁ@%m?&a@ﬁw@
comﬁbsﬁhnsaﬁﬁﬁﬁ kaitlieegbatienb 6f defedl Wbrvbidy siyktem Idis8Rtert8Bhte®@to or affected

ﬁ’g% o di sorders. Wile sone 5-HTg nodul ators
Sve BK°FR SCIosed there conti nues to be a need for

CoNpqyy @e%tlﬁ@@ffthl@ E@e&%‘ﬁftﬁélt thk Q?m}gﬁxﬂ&g A Ié ahggane ‘used to further
There ore IS an object o

Aventi o
%%%W§fe%$bh are useful as therapeut iC

age e nt r al

ner 5%% e@erée{a errj 5F i Sor dé“r"%‘% Ogl%%f%’ﬁhef%ggrpo%fﬁf s@i:efgﬁe B TeHgeeptor
anfagdii@ receptor. It is another object of this invention

to provide ther apeutic nethods and pharnmaceuti cal

AL = ful for the treatnent of central

ner Mﬁoa?yl%h@nbmﬁw 8% of EhRhRe HhOndl b B G EEhiLY d%%strate

IST]@ rec OtOf is a feature of his i nvention
feee@Fﬁs ‘ﬁhlelwaséhe g a%?fgeﬁtl‘f?éh‘?f@@@ﬂ‘t agenigrferthe treatment of

£l u he 5-HTg receptor. The preferred
Obj Q%YO%QFy 1\%3 nf)l On to synthesize a potent

@sel élatsupxese& thmoacte}atee rto a compound of the Formula (I), along with its

stereoisomer or its salt with an inorganic or organic acid,

Ar
0=8=0 Rs
| N BN R
R N Rg
R« R Rg
Formula (I)
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ant agoni st. Sunmary of the Invention Am noaryl
sul phonam de cl ass of conpounds has now been found

waondoci2@srronstrate 5- HTg receptor affinity, whPChiNeeys/000345

be used as effective therapeutic agents for the
treatment of central nervous system (CNS) disorders.
(i) The present invention relates to a conmpound of the
ForWi}FTSm(I) along with its stereoisomer or its salt

Wi t Ay adprdsBRS SiRNne gRdup QEIgA ﬁorﬁ@h&y%@ﬁ]ﬁhﬂ, a Mbnocyclic or bicyclic

| ABRERYT <Al BRI b DR PP BRIV Rorecidgpendent

of Mﬁsﬁtheﬂiﬁahdhﬁosé ibst@entsatbadtinediaseR); by one or nore

i ndependent substituents and;those substituents are

defi ned as RIR R represents Jalther aRydrogen atom
; Ri

(G -C3)al kyl hal o( G~ kyI

i ndepe re&ne‘;e ts q e “m

on Rireibe cl 1d ]
cyano, ) al kyI halo( G - C 3)al kyT,
hal o( @ C 3) al koxy, cycl o( C3-C6) al kyl or

CyCIRoke s@)eﬁhmwamg& atot €0LE Ak 1o BAK(C, - O RIkyESens;S

?éd E e e A d R H% eqt}é“r@)(r@ent%:gl k r%&lg}ﬁle g&%%%tgg Ibianzene ring,
pr esadt incla@Rr S Birszchy GhlBZA, cyhko, - @)@)amyﬂ hﬁlo(C1-C3)a]ky1 (C;-

hal o y 5and R nts e ogen

or et B RLERS, PRGBSy B G RL hods

; or K&rﬂ%ﬂéirdﬁ @Ies‘éﬁtﬂ'@@‘iéséné@ hjidrlﬁgbﬁ{)ll‘la;lﬁge?g (C)lléﬂgﬁ(ihlhjﬂl hzﬁd(@rcs)alkyl,
or ornul a i n anot her

aspé %@X@Wéo‘% PF¥res to phar maceut i cal

co Wﬂq&vmnwasple@nt, 2dpRisengs lgydtdae, épediley ok yale(Ch-€EXikyk

anmoynt at | ea ound,.o forrrula(l) or
i ndi iaa‘ggf Tepted oﬁltgﬁfﬁ@ﬁrggpnr(’é@’ee non-r aceni c
m Xt’ﬂfe@r@fantﬁhﬁhﬁéh ﬂﬁﬂ@b&demetmrfmepmhg,adohgposiﬁons comprising,

bl | t | vat dm xt
o P et s S P RRBNE TRPPT (1) "1 anot her

aspect, the invention relates to the use of a

e

tr ea%mnpkuttmllpéﬁc&m ammm)cff aﬂeash marcdmpeunldrvf ddmmiutag(T), or individual
sel ective aff he e r LV .
2ot PO caceinle St oy fiem et RESEIeBpopect G ghifmaceutically
pr oc eeeptitde sajts epsivatey ﬂxemnﬁmzddsxtuxb withratiedstonelshitabladarrier.
Partial list of such compounds of general formula (1)
is as follows _

(ifi)- p- @ anbihibhaspit,tbe ingertioy kelaies to thebon ebmntheradtipallyl ¢ffertinggmount
le of compound of formula (I), in manufacture of a medicament, for the treatment or

prevention of a disorders involving selective affinity for the 5-HTg receptor.

(iv)  In another aspect, the invention further relates to the process for preparing compounds
of formula (I).

(A7) Partial list of such compounds of general formula (I) is as follows
1-[3-(1-Methylpiperidin-4-yl)amino]benzenesulfonyl-1H-indole;
1-[3-(1-Methylpiperidin-4-yl)amino]benzenesulfonyl-S-methoxyindole;
1-[3-(1-Methylpiperidin-4-yl)amino]benzenesulfonyl- 5-isopropoxyindole;
1-[3-(1-Methylpiperidin-4-yl)amino]benzenesulfonyl-5-Bromoindole;

5
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I -[3-(l-Methyl pi peridin-4-~yl)am no] benzenesul f onyl - 5-
r net hoxyi ndol e;

wo 2¢0340tdeset hyl pi peri di n-4-yl ) anm no] benzenesul POIIN2005/000345

5-isopropoxyindo|e;
-[ 3- (I - Met hyl pi peri di n-4-yl)am no] benzenesul fonyl -5-B
ron1|ndole :

-1 él%{l'mwwléﬁr‘l “dhaminplianyamsulondrcdareisddié;ony | - 5- ¢

hl on.g3 Nieﬁl Ipiperidin-d-y] 1fponyl-5-f
D e e paenen Bl S ey 5. 1
u or &il @oMgthy p1per1d1n-4-y1)ammo benzenesulfonyl-4-chloroindole;

-[ Mi(r-M%’ilﬂlﬂnﬂ%hﬁﬁu -Hiadsyen @i iehRedeasssit.ony! - 4-c

hIor0||xdo

-3 M@%lwlpmfrl&@r‘ﬁ Hiamine-4rmetiyHbenesnsaniaviindolef ony!| - 6-

C h| Q4. 31-'(13 1p1per1d1n 4-y1)am1no 4-methy1]benzenesu1fony1—5-methoxymdole
Y pi perid X ani_no- 4- met hyl | benzenesuf
f on T[ ﬁ]dbl\f/fegxy piperidin- 4-y1)am1no -methyl]benzenesulfonyl-5-isopropoxyindole;

-[ 3 3-(1'- lpllﬂéhﬂﬁm- aﬁ'mfd Ak @iy AerfbsuiBhil-LbbRBREEIBES

qu hox i nd o

Rrfierd- ﬂ?aawnp-wmw@zm%ioan tderpiadelsu|

f 0 n )Yl[3 -5}-NﬁﬂﬂIp§libﬁ8ML43ﬁ%ﬁno-4-methyl]b enzenesulfonyl-S -ﬂuoromdole
am._no- 4- J enzenes

| il ? &%)ﬂ R@tﬂgﬁ) ﬁl ﬁn %g aémno l thyl]benzenesulfonyl ~-chloroindole;

u| || S-Metyipiat DRt 0o b1 4 GAASBCS
gT %/-Kl %hpﬁ Fiper-diamine-4retherrbenaencentfoprh Biindelses ul

f on)1!4[€3E(-lfl\i1¢tbﬂp1pﬁﬂmh-$1yl)ammo) 4-methoxy]benzenesulfon 1-5-methoxyindole;
enzenesul f

onyl [&l (&a@%{gﬁpﬁ%\%{s 4-y )ammo)y4 metrﬂggy]benzege?gl%c;nylé-1sopropoxy1ndole,
- [ 34+ memgablpem-u%mnﬂmyh 2 tHoRfbdrzeRb15n} LS bR fRIble;

fon | 76 ol n
| XIER A R PR Fapamisot paordbsrermerrifoRy behiorindes
| om{ﬁlrd-HMdh)j'lplpendm 4 yl)ammo)-4 -methoxy]benzenesulfonyl-5-fluoroindole;

lsu iﬁ >;:1 I\@Qﬁ)@%’lﬁ%@t‘f fr]ila 'fngmo) 4. n?e%gcﬂggnzenegﬁ}oggf( 4}/ lhqgrglzn?lglg,
| - [ L3EeQ Mﬁhﬁmbmdmen+yljh1ﬂmé)-4’-h1)aﬂxﬂky]‘ﬁénzéheb\ﬂﬂﬁ1§imyﬂl&%ﬁﬁ616,

e > F l(l EQ_W% AW egdlﬁpz‘og'%“ﬂmdh § Joprodbenesresrliveyind) benzene
s u I flaiyl- lpmmdmdbjfl)h;mmo]b enzenesulfonyl-3 -bromoindole.
S ul ;l i% -§1 -1_\/%51&/ wﬂeﬁdﬁn d%l aguno 4 X‘le oxy] I&enesﬂ%n;]lgﬁgl]o?n%p Zde{e]:

Oor Ol
| - [ A33-1-Methylpiperigingleyl)attiino]¥enydnpsuifonylS) brémowt th@xaijdotn z e

I o f j ndol. e :
o e e R AR e s romed T Bz e
e s u n ﬂbﬁyMeﬂlylpllﬂ egdini4aglirhathylaminojbenzenesulfonylindole.
n esi ﬁ% g M{gﬁléﬂi\ﬁq Fldi%et{ n%gqlegl';ﬁan)(mg]génrz]énnes&lfonygergéthgx)y Lc?o? nze
- [ 33 l-mhlygpllmnﬂmréﬁ -yl)rmotilanhihcibénaencdulfon S HjoRgndbin e s ul

f | T toiperidin4-yhacetamidolbenzencsaifony:S-Muoroindole, | 3. p

r 0 nﬂ;ﬁ?ﬂ-()ll -Methylpiperidin-4-yl)acetamido]benzenesulfonyindole.
' o+ ARl RS i ) ARG B BN pgnzenes

- [ 343 -Misthylpinstigiord-mmino}tenaamesifpind fzibrvesinddiony [Hy@rdohloride
onozélfluor0|ndole
- Met hyl pi peri di n-4-yl)am no] benzenesul f onyl.- 3-b
r om_l, [ (bMeﬂ);y ipedidinet-yl)amino-4-methoxy]benzenesulfonyl-1H-indole
| 1 Iyl bl AR ol D¥haag) benzenesul fon
-(1- N@lhylplperldln 4- yI)nethyIan1no]benzenesulfony 5-
met hoxy-indole. 1-[3
- (1- Met hyl pi peri di n- 4- yI)ne%hyIan1no]benzenesu|fony 5-
f 1 uoroi ndol e.
| -[3-(1-Methyl pi peridin-4-yl)acet am do] benzenesul f ony-
5-f | uor oi ndol e.
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| -[3-(1-Methyl pi peridin-4-yl)acetam do] benzenesul f onyi
ndole. 1-[3
WO ¢ hetehy | pi peri di n-4-yl) et hyl am nQ benzenesubPdDImM2o&s/(00345
| uor oi ndol e.
[ -[3-(I-Methyl pi peridi n-4-yl)am no] benzenesul f onyl - 5-f
I or0|ndole Fy rochlorlde sal t;
gscrIplg £S5 GWIE M no- 4- met hoxy] benzenesu

| f OI’Fyguré Hshd’Wi;Qi Baﬂ'éféﬂh%moﬁ{ﬁagfg 8 lofrect 3 SbARER! (ég]mtlple 6 at 10
e 1ﬂ gﬂialt thereof . Brief Description o -
8\‘?35#% &) ARGt gf primals spdhgoval @mct,gmmmpanson with the
vehielﬁuaesédrgbmmg t he effect of treatment of exanple 6 at

E%W$% q{all h he expl oration time of aninma

2 Phogisjatactoh defpopsilsas Fuufiapl 1nprosan (AHPE Rreach the dark

mmeaaOm@Ky@nmmm&lgure 2 shows a graph denonstrating

Deiﬂ%. i cant i rgase . |n | atency to reach the dark zone
DDet ai | ed Description of the

| nv it iSeltydiblagiryiptanyink-g (@H’[[‘gméb@‘toﬁ@r@e (0B tHd hdst kRER Qé&ptors to be
is one of the nost recent receptors to be identified

idep{ifierhyamelpaar closimeigs ability todiiid 4 wigle rangbiofithempenitid eompovgds used
in %ychﬁﬁ%' aREMEA %M{mﬁdﬂ@ﬂ&ﬁ% WiRGHhutioh BSHE h)'rﬁ'% Thils st‘fi’?tﬁgclec? gigniﬁcant

s intriguing drst ution 1n the
intgrest AR mext eompopsi vy capphlepfdaterating veith cu@ffpnﬁmg daid vcergor.
are
%ﬁﬂﬁﬁkgu%?ﬁ?% afoki ri* W ik %mgrlrgle gl%l%l éﬁ@h ?envatlves of

tor , as now
ﬁ”HW? ék?Wm%@*ﬁﬁ%Faﬁ¥§@”G§?WVat|ves of formula (1)
denonstrate 5-HTg recegior affinity, Formula (1)
wherein: Ar representslany one group selected from
phenyl, naphthyl, a %o é¥C|IC r bicyclic heteroaryl,
each of which may be fat h&s suhstirut ed by one or
nor e i ndependent subdjti tUent 5[ and)t hose substituents
are defined as R; RWYwe se t her a hydrogen
atom (G -C3)al kyl dh anQCV al kBd group; R and R4
i ndependently represenRs ome omg.nmul tiple substitutions
on the benzene ring, and includes_a hydrogen, hal ogen,
cyano, (G -C3)al kyl, hal o(doretiaky| (QC 3)al koxy,
hal agheieic 3) al koxy, cyclo(C3 C )al kyl or cyclo(C3-C
)alkoéﬁi R2 whenever Efent represents hydr ogen
hal JYSTRTesEs 2ps39mg wrp sefested) fiem. Rbgydy naphthy mymopsgystic endgicyclic
or helebfi,- &3) aF kich: miB beiTemeY @ﬁbsaﬁleeaeﬁst ond 8P hfRE mdépendent

Lo SRS St fek SHHHE e SRR EHSE Each oroup of

compound (1) is explalned be”ow EacENpern1used hereln
is defined toRe

et e ol Ison

R represents either a hydrogen atom, (C,-Cs)alkyl or halo(C;-Cs)alkyl group;

R, and R4 independently represents one or multiple substitutions on the benzene ring,
and includes a hydrogen, halogen, cyano, (C;-Cs)alkyl, halo(C;-Cj)alkyl, (C;i-
Cs)alkoxy, halo(C;-Cs)alkoxy, cyclo(Cs-Cg)alkyl or cyclo(Cs-Ce)alkoxy;

R, whenever present, represents hydrogen, halogen, (C;-Cs)alkyl, halo(C,;-Cs)alkyl,
(Ci-Cs)alkoxy or halo(C;-C;)alkoxy;

Rs whenever present, represents hydrogen, (C,-Cs)alkyl or halo(C;-Cs)alkyl;

Rsand R represents either hydrogen or methyl.
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have neani ngs descri bed below in either case of a
single or a joint use with other terns, unless

w@eenieSe not ed. The term "hal ogen" as used hRCEIN206I@0345
in the clainms (unless the context indicates otherw se)
means at om such as fluorine, chlorine, bromne or
iodine, The term"(C -C3)al kyl" as used herein and in
t he Eashhgrawp pf samweund (his explniard belerdi Bagh dgrmoushe hevengy defined to

havERAGSInGY dedériHRl bAIOH iR BBRE ARE oD @hdle & 5%t LA GABer te jterms, unless

cont ai ni.ng from one to three carbon dtons and incl
“hﬁ’a’(l?ﬁﬂ dethyl, n-propyl and iso-propyl. The term

"( CITh@érﬁd K@I@gen"aé‘s o€ UeRB fidNinARE clafind QRIS ﬂ{engbntext indicates
un ss the congﬁ% I ndi cat.es_ot herw se) neans

ﬁﬁf‘nsﬁfﬂﬂ“ eging chloping, bragming ¢fdedis; s cont ai ni ng

f { gnmemt"oclt@oameymam@mha&lﬁrxﬁd Bfe blﬁf\a}h{sl{qﬁ@ssr{ﬁé Mb indicates

et ho 0X S ropyl ox
ot R sl S P P el e cening o age o e
carbeee dtobee Em‘d Mol memyu kehyL; harépy1 z(ﬂdﬁéoep‘rsmtl he cont ext

i ndi ,,&;hg%ﬁ strai.g gm}q branched chain

al k e&a. T Y S5Hs ﬁg‘efer“bh“rddh eclhimt fualescihip postiext indicates
othetviiss naatk smgmm Brbatped) awuhwlg;l ﬁdfcbuma?ﬁmlz@/}vmm one to three

uor Qe

rifluor ryfl uoroeth
cargbp IR SRR i ithe, PRED: Pwbloay it Sso-propsloxy, which may be
ﬁlfﬂieaiub{t{ﬁltem) al koxy" as used herein and in the clains

nl di cates atherw s
St r ARG R S SR et Bty 20 Aoy e B Feleoh theg contxt
1ncﬁd|at!=mothmiﬂhe0) nichiseseratphr brahbrakdhes cladie all Qja&iaﬁ§ for?tammg from one to
u 0X [ rone or,Qme
torgq MR s plodee SPGB g eﬁ*af Je¥rBsetyltrifiygroethyl,
flubtioktbyl, d‘ﬂeorbahyhaﬁctghemné C3- C6) al kyl " as used her ei n and
s 1 he cq ext ates oth
rreathlgl ‘%r ai g O{é ;(?féﬁ %V(an}hg Eﬁnhmh‘f ﬁierczéﬂ@ Wgess e Rontent
indivates atheiwisy) neanst stroisdr bral lsmuchecacibmnala_;tz wzsicaﬂn@bmm;hgi #OF one to
th}%% g%agpor[nksz%gngr gc%zg’ ! %%th J ’ﬂuo%og ﬁ{%gn;@&ﬂ H%n ohﬁﬂxyl ﬂucEer%ethoxy,

mﬂmﬂmﬁmuﬁoytbbmnﬂuomsthwwmﬂdmeﬂken and in the cl ai ns

S R Rerk e S ety PSR Dol St B oY Tuntess the context
indiqates a&mvmg) memsistraight dnd bsamhazmzm kgl eoiakednimnlgUebesthree to
szx(‘chZJog Efo%’ c? ?%lu %syc%lgﬁ #%})i oXl¥)bb1 ?g&lﬁ gcﬁ))ﬁ@;;ly B%C)f%exyl the cycloalkyl

cycl ohexyio
gﬂ@Bb@Vh@&ﬁ@ﬁH&dd the like. The term "heteroaryl” is

| nt t " d cy I ic.arno
%g Eésilreld%§ %@ ﬁ“@ﬁg(gge dbIreye %lg aﬁ?@’?m al}ﬂf pless ¢ Gontext
md@@ﬁ’ﬁ ghenwigg) means s@aight cd dearohel chein erd@e:dzdfcnls ra:vmwyzgg!from three o

six bR 9%?25 ?99 zn‘i'Ht g&lopééyl& ayg lgf"c}j) %y,:(% of en?ﬂﬁngyl, cyclohexyloxy,

rmnocz ar oma
therpyelpad Wgrctuplnwcbleytlbstltutﬁddackthbjake oxazol yl , - t hi azol yl ,

OX a6 Bth Yheterbat it B il Rded ko mean 2 5 or 6 membered monocyclic aromatic or a

fused 8-10 membered bicyclic aromatic ring containing 1 to 3 heteroatoms selected from

oxygen, nitrogen and sulphur. Suitable examples of such monocyclic aromatic rings include
thienyl, foryl, pyrrolyl, triazolyl, imidazolyl, oxazolyl, thiazolyl, oxadiazolyl, isothiazolyl,.
isoxazolyl, thiadiazolyl, pyrazolyl, pyrimidyl, pyridazinyl, pyrazinyl and pyridyl. Suitable
examples of such fused aromatic rings include benzofused aromatic rings such as quiﬁolinyl_,
isoquinolinyl, quinazolinyl, quinoxalinyl, cinnolinyl, naphthyridinyl, indolyl, isoindolyl,
indazolyl, pyrrolopyridinyl, benzofuranyl, isobenzofuranyl, benzothienyl, benzimidazolyl,

benzoxazolyl,  benzisoxazolyl, benzothiazolyl, benzisothiazolyl,  benzoxadiazolyl,
8
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I soxazol yl, thiadiazolyl, pyrazolyl, pyrimdyl,

pyri dazi nyl, pyrazinyl and pyridyl. Suitable exanples
woboosuzlsst used ar omati ¢ rings include benzofusncﬁﬂNﬂmymmyﬁ

aromatic rings such as quinolinyl, isoquinolinyl,

qU|nazoI|nyI qU|noxaI|nyI C|nnoI|nyI

napht hyr.i dj nyl , i ndol |50|ndolyl |ndazonI
beW&‘ l’ﬂﬁyzﬁtwmlﬂéﬁg drediksnisteroaryiotrewnsoas desenitied above, may be
links@ng ﬂi‘e hdnﬁilyder obtﬁ@ Zdochﬁi@ rae) a)@arbop SRR 2% RdnYresent, a Isul’cable nitrogen

tbenz%;i azqg¥ othlazoI§ benzi sot hi azoly
atof W eitadi abayeaLiowiil be anpresintadi Téztowlwrelarﬁhb above

mehﬂi]r&le&l B or h@irﬁdr?lagry\llps gﬁ%ﬁﬁne 1R di|1€ SEdstiRest, §£@¥&sﬂtﬁ3¥s may be
ed.to.the r der of t he mol ecul e vi a

nk
i 1 iy B S d agging grougNag itk e form smmide
groap.cept mhere otherMAse |nd|cated above. It wll be
app Q% t at *he ein the above nentioned aryl or
het & '8 cpaberen, etqrenyelia mgqs dntendsd, ks mean @ RPN awmatic ring
corﬁajhlsg i ta12 hetsroa@yhs Beledted @ okbeh Aitidedn ahd SulpHuPr Syl JR ﬁay be

R T G TR AR

plpﬁmdlgylg Steimbydmdﬁnﬂmyl nBarlidinglo Nmatphoiaiyl, C afsz'éﬁyl diazepanyl and

. [ 1 t eroa ons sel ect ed 0X
roPha, B 987 BBt SSERRE ool BB R, P B Tk o e
rempfrgiat afitist molecuﬁuwa a bhrbomaﬁpf esuitalile ﬁmbg)en7atdfﬁ mber ed

het n
tet r%'g 'ﬁ%%ﬂ‘x orulnc(l]s o%f/f? ugay ?F@Fﬁ??ﬂ exh%p%mtqrmomenc forms (e. g.
dlagtzlsgmm hnd eahala;mm) whd the dlvpntit)ﬁ bﬂzndsyd caclodthése étereoisomeric forms

b
and B BB B MR ARG shdlifer, el GGt SR A iR Ty be
sepatatthoue framsthé ptibt by thetused enttatigor affegivei isomanm@uaa 8bt@ihed by
ste egéljpg&ih oﬂésgmﬁg@i L sel“l%fmvee)ﬁ{ S nc X Eglﬁ.it %13? gan:teﬁtg forms and

BONEr S "ana ehan
nmﬂwvﬁmmwdh extends to each of these st er eoi soneric

for " ne din ce

e A T —
that) diffet pinin the aichtationyf theiz atrsnsain spmchﬂdﬁcludns RIS gnagerisomers
(enht?cﬁsﬂﬁfs) 'E%Xm?{ﬁ cQBL: @Ljaﬁlss GofrsStnd &S ?1{ ec Id C or asl¥h TBrd thn one

fi e 1Tnvention al So ex
chig mﬁﬁm ¥e gmitroninthges of boe @mtltt(draetmfeomaib)e t erm

P TGRS 1 5 R SR el IR s
inteythie wnticelly @ptivstisanmess in mennst keoveyper se. Ihtthe msd; ofithe compounds of

gerdtal §Rfnut B IBving %Eﬁnﬁ%ﬂ@%ﬁ&%&ﬁ %h (pggseﬁﬁ néeéﬁ% felates ip ghe D-

(cis-trans) isoners and |Soners o
forppthe Lofamn é‘Fﬂ P& migtares and indhe mmﬁMumher obasymmgﬁscaﬂj‘on atoms,

the‘aﬁgteﬁm&lf@fonﬁéjh@%e%lg&m ec%e d910%adH QL § fﬁ%%lfo%eéﬁ & g and to

rule are gene Iy obtal n as racenates |
ml@@ﬁ%ﬂl&%ﬂmﬂn@l@g tasemaps. These lcympaniyef gescraﬁl’o&nulm (Ia whlch have an

ener al f or rru%er{ TE%I%J&H\??%&%S ?&%ﬁat@ aw)g car e o’d}ﬁhe other
y fhgauspal @seélmis,queﬁgwem lspmblameﬁsbt gbtam@i [ stpwpsmhﬁc lor hgymmmetric

syneests. BRIweveH féﬁs%ﬂs% of¥Mle {orbn%p:l;bgf a%%gﬁcaﬁ? a&ivd %Hﬁ{ﬁ@nﬁ from tha start, a

asynnetrlc carbo atons eoneri cC orns
corfepRonglingly aptically exgtivernt sliastsreometic emuohedthes being obeimdrs the final

corfdui® and to

The stereoisomers of compounds of general formula (I) may be prepared by one or

more ways presented below:

i) One or more of the reagents may be used in their optically active form.
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m xtures thereof including racemates. Those conpounds

of general formula (1) which have an asymmetric carbon
wapa7ases2 r ul e are obtained as racemates can bBCT/IN2005/000345

separated one fromthe other by the usual nethods, or

any given isoner may be obtained by stereospecific or

asymmetric synthesis. However, it is also possible to

i) enpOpticadly poystortaist or chizal iligands elop with nietad watalie raavzersmpjoyed in
cor [h%si-pugﬂg%ﬂj%o es® Pt 1¥at§%§té ¥1§¥ 8L eflbRFEEMARIRLGion process.
the as the fi

conpoun el ng obt ai ne | nal conpound. .
The The arctabicstolyst may e degivom Rerthspiuge dedign ang rthe ike.(The chiral

i”;iy ggagldpﬁﬁ? ﬁfe?é;al?yb@aﬁrapﬁhogﬂﬁrﬁs \BSipRE OF BBjrElethe kpihesis, 1. E.

or_nore of” the reagents nmay be used in their

opt BeldminEd chatiphedranyseries, 14.8pH-PI |y pure catal yst or

5i)Chi 8L phikigANES sRicBRGMWs thhy B dsolvad @kyo%hvdﬁﬁynab&nethods such as
enpl oyed in_the reduction process,, The

] tal, catalysts . °
ey faingnp|difpiseromerie isetsy with chirad feids & Sbial appjesyF fiiral smino
cat ajcymdis, BAKaloAmiRD Qids NTheRetkdleiY ditturensll dindt@edindrh @nay then be

like. The chiral |igands may_preferably be chiral )
pho ROy weihads sy Gretadey eellieicoy HEFmEipEraply sndghe lie

?ﬁ' %iéht iECfouo“f?éatwyaaﬁ sddansleRdpest is%léting?:th& vﬁﬁcﬁlﬁ){.acﬁﬁi droduct by
e m xture of stereagisoners . resolve "
converdrobgmg the.derpeiie (Lagades 55 aﬁﬁ%ﬁ?’ﬁ’ﬁmﬁ“d ‘?F'@F%S%F{leséﬂ“ﬁ@ ’
sal twidy lnRreRhderl9magi ds or chiral am nes, or chiral
~am ng al cohol 2 chiral am ng acids. .The renzulti NGy ods such as
Vi xt e emtrhure o STeETOlmET SR Yo (FRRTeR &Y EpXriicay pjfods su
met hpdfobRl edoldliod, raeividNak ddstétombtic Zdtsi formed with chiral acids or

chromat ography and the |ike, which is followed by an
addi d¥hParesst ep of isolating the optically active

pr odgigial BMdiHEs ednyBd BEplbyed € by airtatie adid.amandelic atid, lactic acid,
al,, "Enantioners, cemat es, and. Resol uti.on” . W
cop T RS, TSI 0 e s it P s, i may be
cifBRYn kAl Q80 bitetle bY 2 basio/mithe gioap suek bi hydine,sugihinasnd the like. In the
m crqbial respol ytion esql viing the di astere ' ’
cags i Sherarmdn o reen, e () oyt wesofic Ieirigh the prosent
inf&itids rldieatto slhof these eenpenyecisbnmy be tartaric acid,
mandel.j ¢ acid, | actjc aci C sul foni iy .
3 6hng SR 5 SALPACEE YA 8t n e o
afitidleicebbsaagschigsddn hhama Seil, KT bOSL-1% sushian acid acllditimmalts:formed
.No_group, suc si ne [ Qi Ni 1L 1n ..

ol B n A S S A R0 ok i an
ogaiiit atiti 1@, grocine] mhleicj setie fimsarict titricptagsrs beiaice pttolegnesulfonic,
rel at to all, of these.ge JC [.S. :SUi
oot v s UG OFR Y b B S S s o
all p&siblestoidhicpebtricnnt en-atoichiamekric fiminede t hose described -
in J,,Pharm Sci 1977. 6 1-19, C - ks

addi thpRPaERseEEticlly peceptalile ?%‘?‘F F%‘P‘g“%r?’u Piéﬂé’g .th%imié%g‘} may be prepared
bjiteking fHe@bmnpounkd yd fotanle nil)owithslb Equivatentsrvif bass sueh as sodium hydride,
sgcﬂt?nsf prggcﬁéx%deécs!ogﬁma%oxide, sodium hydroxide, potassium t-butoxide, calcium

hydroxide, calcium acetate, calcium chloride, magnesium hydroxide, magnesium chloride and

the like. Solvents such as water, acetone, ether, THF, methanol, ethanol, t-butanol, dioxane,
isopropanol, isopropyl ether or mixtures thereof may be used.

In the addition to pharmacentically acceptable salts, other salts are included in the
invention. They may serve as intermediates in the purification of the compounds, in the
preparation of other salts, or in the identification and characterization of the compounds or

intermediates.
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organic acids e. g. succinic, maleic, acetic, fumaric,
citric, tartaric, benzoic, p-tol uenesulfonic,

woredonazessul f oni ¢ or napht hal enesul foni ¢ aci d. AEEIN2005/000345
present invention includes within its scope al
possi bl e stoichionmetric and non-stoichionetric formns.
The .phar maceyt |1y acceptable salts formng a part
of (oA PRl OB ep e prpeed byorvsliad eropss@taline form,

and,OifReAUINSf mhp bﬁﬂﬂdn@ll}( b} sU‘l‘v&th Tex6 a8 O h’ﬁlhﬁ‘é"t’ﬁuso fnventRASifictudes

wi uch as sodlu ¥ o) |un1nethOX|de, sodi um

5’)‘( (cgehydpirshasselins compauads epataining variable

am&ht@btuﬁdaydegmae&g) cal ci um acetate, cal cium chloride,
si um hydr oxi d nesium chl oride and the Iike.

Sol {PEesERfdpvesdo %Pm &Sei1 BFfsess detike prepagationyef p gawpound of
foredula Iy lor atphbﬂﬁaaél@icallydh&éfp%ﬂﬂb sdlﬁth@ﬂe@ﬂ?aﬂﬁﬂh cdnﬁﬁiaésowbontacung a

co o o TR PIS e ebt ee Sdeheed ot fhs poagnd obfegmla )

cafliog; with @giperiddnd detivivied b formulaJ By nMay serve as
intergediates in the purification of the conmpounds, in
the pieparation of other salts, or in the
i dENTETI®ati on and charfscteri zati on of the compounds
[ rmedi at es. Thg co oqus of formula (I) nay be
prefjarey in crystalliye oF non-crystalline form
crysilal | ine, y i dnal | y 5 €™ stoPRavad o@@orngga(l)
th&ihydr at&: This i%hven |ohancIudes within its scope
jometric sol vatesg{eg. hydrates) as well as
conpounds contai ning vari abl e anounts of sol vent (eg.
mater§ The present i nv®tion al so provi des a process

wheSdin, FOERPERIPR 288 AOMAAEd Bor SRRRUPBELEF foﬁﬁﬂy Vﬁ e(a.\:}ll)er iz Feductive

Bharnaceutlcally accept abl e sal't thereof
%ﬂ’i‘ﬁ? SRS AT redBting gecat € oHpBYire peserce (ofieat fadgent at ambient

Mfeestare B A%tam Bc@ﬁ)iﬂ-mﬁﬂ o%ﬁn@@ lefined for the conpound
of f | a earlier pi peri done derivative
of f'lg\e %vg 0 ion %mcagpedfqu A selvent)sugtpgs THE, toluene, acetone,
ethMl eéewtm DMNRE, DIASONDMR, &- ﬁetﬁ pPedlideRy rfeMandiNEnGRIBRYADI and the
lk gubg”%g@ rlier: Mreductlve am nati on usi ng
1 ag PESH (f @Cﬁ@‘&ﬂf 1? Yatba et atmosphessapbe wpintained by
using @ifekt o868 ¥@dhtas AL, AN Mtﬂf_?_ﬁéﬂéﬁégﬁ&ééy’ f‘eeéai%tctlégtrl]@’?hg pfesence of a base
e abo
TR AT N U LA T ——
redcﬁbrﬂ@@om}ﬂetet iAn gvldeefriﬁé{yt ﬁﬁ@isiﬁi SgetnﬁNEanl BVEsdd Ql*’ﬁnl s ctandensauon
yrrolido met hanol , et hanol propanol_an
Oﬂt’ﬂgﬁf %ﬂé&&m&e’ﬁ? &6 5@58 anumdkVilisonsonopidle may e gFrsetsr Reggtion times of

abdltSOintiMites tat'7mh8ﬁ’§ Qfcfcofiiion DAL B bR FreRHok) ){hél\?dlaﬁ@e Edifohents are
He. .The reaction may

uch, as
o RE Pt AR I5TIES e TORED e G e P ReRD acidified bfore
woNBCITHS probifadt tchn 8€ KoRied) st bradishtatibg vidsked, atieP Rl ﬁlﬂher purlﬁed by
s Befpoti i el 2&5%3 AR
ConC('Gm&@zﬂlyOdbmpounds of formula (I) can be prepared by carrying out nucleophilic
substitution in a compound of formula (a) wherein Ry, Rq and Ar are as defined earlier, with a

piperidinyl halide of formula (c): wherein Rs, Rs and R are as defined above; X represents as

an
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Optionally, other reagents such as
titanium(TV)i sopropoxi de may be present. Reaction

W0 209292052 about 30 minutes to 72 hours are conPOIIN2A05/000345
the end of reaction, the volatile conponents are
removed under reduced pressure. The reaction mxture
can be,pptionally acidified before workup. The product
can belisolated by precipitation, washed, dried and
furt®ef—plrified by stdpsdard nethods such as

recrystl | i zati on, QI s _®hr omat ogr aphy etc.

Opt i gnal Tty conpounds f formula (]) by
car r v« nucl-pophi™ bstitut |dc%)’ﬁﬂllo‘r'1§d &rfeggula gl(l,l
of fdr A) whereéin and Ar are as deflned

earlleﬁq mnth a plperldmnyl hal i de of formula (c):
wherei @ R5, R6 and R argyas defined above; X

represents as- ound f.formula (1) hal ogen atom
hal‘(%eﬁ.a?ﬁ E‘i% U0} gﬁ T dPADooRTesenss ofr witahle bassrand jnerk poleent at
suitabls engpochtir@ @l dbtaiOd sifoudt of Fokintultll)e tenperature to
rmul a, (T),. The above reaction

bt d of f
" B S BTG oReferay Shiad SHib Py eI G foinene, eyl

acetané aeﬂttm,e ﬁitbty Dmcemsca DB iArBs 1mrannx5MtheEM5Qnd referably
m xt ure ther and preferag

wsifl g Btone o TR ofthe B siesberrotio B eialiss et meag sess
sucha@s NB,I At @iHee dTHeyreastibmgay Bf?ﬁ‘ec@dé@&ewﬁ&o@%f N%ase/odhclpﬁs K2C03,
reacti e affected in the presence o

%ﬁ mﬂ&‘“ f@ﬁssnafy rﬁ ERBELOMNEP BRIUTS; A Fris ff%?‘éo@ t0 150 °C

basﬂlﬁn e ARSI EHEF sbﬁ@i&%@bi&e@aﬂ@i& d ?&at(:fecm HieeOkafife f?&n 6 GC to 100
0C based on the choice of solvent and preferab

°Ct Eﬁf@raé% pkihe Fragtinn mayiTange fioon ©E4 daus,prafosbly @omme 6 hours
dur pgd ﬁlfbrﬁéddt@ %oﬁ'nﬁé\ﬁlﬁ' (QEcaHiaye l%%g&i E\% Qéyc&n(ﬁt R}dgé NOYLHre with
preferably from?2 to 6 'hours erne
Ehlpredep.aRSO, i thshpraseness ob g rinat torg#glcl goliohte which includes,
aroﬂlﬁﬁd Hﬁfrécﬁﬁ)oﬁ‘é E&h%é't&lﬁ&h)él O-Cm O ?l \I\% ed HHH]I'oE%Sons such as
vent ich i

resence of an |nert or gani ¢’
lshsaehleride, ghl @fﬁb@éelleo ptherp suchoas, dlﬁbhylether dnsopropyl‘

ethé; ¥yl g&fmeﬁhzi &%Wﬁbﬁﬂe hWR610GRA %Qﬁyd?df&nlan thod ﬁrﬁﬁetomtnle

chl ori Ioroforn1 ’and chl or obenzene;’ ethers su
and.gropfpritrils; (KetoRes: suqh 4s Sepenspypthek sl ketons, idisul yetoneearidytert-butyl
mefhiyh Q{retondl A0OADI8 suéihsSRbtBanof Nehah QL ﬁ-?;%f’d'ngf Wt o) bedef- butﬁﬁ)l and

acetonitrile and propioni e: ketoned such
als%xﬁ‘&’ée@bﬂé‘lmmlm%@ﬂylﬁ%@ g%N -dgmethylyqulfeide neansh avater. The
prefegied ilbttﬁfygolv@iﬁb hdludes DMBD, IIEONRRofitIIE GHd ARFTRAL Qﬁgeg %f these in

et hanp n- prgpranol n- but anol , tert-butano

Varpg 1§ s REty Al ﬁwqdo ,SH%eol@)ses quﬂlm@rmtqmnpounds such as
alk&ﬂinﬁ@l)ﬁyﬂfbx)deﬁﬁiﬁl ANRNIBE earth ot hfdr@ilﬁ& dsdch ad ht‘ msl‘ngdYo%ﬂ#e sodium

ncl udes PVB acetonitrile and

hy %%eep?fﬁﬁswm wdr@udwﬂ SQICIEthYéT%@e,bﬂékahsté@al aisies aty] alkaline earth
metaB&Hdes alitﬁmmg&ﬂt%’ 3bdim okidQr AR Ls?un‘f gLmeo Hﬁlﬂ?zﬁ@iﬁ&ﬁ I'bxﬁi% alkali metal

kaI| h dr oxi des. and al kal i ne ear
‘1%&9‘ H“%"% hydrides sneh py Hthiys lpeiride @qdlwrmhydnde, potassium
hydie ek lcsiemmp@d&a@l aﬁmlhﬁ;@tapa&hﬂ@s a{adaxﬁeahe'e% 1&9 such as
al kal . al es and al kaline earth neta ox

ey, iR o0 RSB ATEYE 288 AR5 ikt gt carbonates and
alkﬂﬁiemaﬂlrrmwn d&bor&ltéﬁ&iubh aetIdhivRY@FdoHAs aﬁ@@al@iluiﬁaéa!r&ﬁate and also
art taI drides such as [ithium hydride, sodium
alkﬁ ro'g%n( %%l%qna and alkaline earth metal hydrogen carbonates such as sodium
hydrogen ca.rbonate organometallic compounds, particularly alkali-metal alkyls such as methyl
lithium, butyl lithium, phenyl lithium; alkyl magnesium halides such as methyl magnesium

chloride, and alkali metal alkoxides and alkaline earth metal alkoxides such as sodium
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hydri de and cal ci um hydri de; alkali netal am des and

al kaline earth metal ani des such as |ithium amn de,
wa@em7omesa de, potassi um am de and cal ci um ani BPE&T/IN2005/000345

al kali netal carbonates and al kaline earth netal

car bonat es such as |ithium carbonate and cal ci um

ar.bonat e; al.so al kali netal hydrogen carbonates
metﬁ?fﬁ“b Cal R%‘i‘l“F‘heefgﬁﬁﬂf‘?a wetesyuyy gheide petpisownt tost-tatedideagand  di-
methexinaphckiyoh Ggeer ﬁxafehsagaaﬁoebase[(&%a B &hink, Grifs ?ﬁmﬁe and N-

S suc

rticularl | kali-metal al h as net
metfilpigeriiine; bg%vl?net ,% Wi Sadimy uptherisi| $odium  ethoxide,

potassigm dydroridd pbiaskin SatBtkhaﬁ%nmmjlanﬁﬁél %%Maﬁﬂ lpfyfér% Suitably
and.al kal i, me aI al kg{él des and_ al kal i ne ‘eart

the Teaction ARy by, & RFFRETGS0%E Bltase dwasterraialys xsuae as tetra-n-

butyla?rma&ﬁmm Myéﬂobmsulﬂmte ﬁlﬁi 6 Sikeé! MHe Ghdrt Qﬁfoﬂiﬂe%em@}nge maintained by
ases

usmlgrlveé{ %s{q?lﬁ%s 3—% g i %ﬂr%?%% rgrgggeprly (i:’rom 1to 24 hr% preferably
frorNrZEth Ihmrp;ewheieamer, 1py16511€d NBle resekihgl RbAY6HAXE EBntinaed i a salt

thrfh SOLP YT CALHBh o Pe SOt (e b P RHo R BTBRIiE Qrapiepared by

conidn€ibil teCkhiqualli t ably the reaction may be effected in
t he presence of phase transfer catal yst such as

~ t et rHmRMHRiSAtLRad iy the et oigiiad of prrparasionred thermeeskitidavention can |
be tl§ferkddQH bnoﬂid?@%?&h@ of i n%nﬁgi' BYARRE S ot ﬁioﬁﬂialzxﬁb%'é B well-

%gses such, as . ReaCtion tiInes
knopvp sgaption gyclyas P?fléaﬁobrfé‘#‘@ﬂ% [pyotctiemdepToisoiong mrrengement reaction,

f t
haldpBRiieR hﬁfroxyle{tloge%lld'yﬁﬁo% Qlﬁylfh?tﬁéﬂo Tonml%gﬁ?o L ggagkyl'ﬁlon 0-

COtgaﬂe{ into_a salt thereof
acylaesp &f-alkplatjony, N-glhimyiaten Mwﬂ%we,. chwgnaapn PNeplfmetitiby, coupling

reactiONYSRY trRBi@bn eGRALAUR ke CONMPOUNds obtai ned by the
abo¥e met hod of preparation of the present invention

™ BRSSPI P SEMPTS thin opm el the folpwing gteps canfbe sarried out,
N V@RVl Aonipeidd FiheoRMIIL @) infRAbE RO d?fthe formula (I)

I I known reaction such as oxidation, reduction
B JERRYIRGAY MSEHHEGEMPHEAT 1 ear rangement reacti on,

kit)| fogeingh pﬁk&ma«fbﬁﬂéaﬂ% %écpthi® saltdtdateds | 'a%drug thereof.
I | t hi ol g denet hyl ati on, Oalk%atlon
6

| BIPGedn (D, Rhamacquieally acceniableisalts may i repEed cophreantionally by
readﬁoﬁ wah ﬂielapp}opﬂ}ktéhﬂld Sigidatediifive &Qiémn'b&gea&féi‘% éle%}l us' ng
itio r},d the |like. If necessary, one
or a’ﬁﬁf‘z&e%spfaﬂ% ?§f° RACHBE BRRPHYIShe peans £at @elr é%mcmab@pn be
fowaitn, T.iW. Gesene Pidtettive Geaupp & Oekagic syhﬁleély r(MUResf hdd 56H801991)
Suiaﬂ t her con&ngnd of t eforﬂum L removing any - ¢
B AR e g Frps dpelyde isylkgph{eng: ’5)5}6 éﬁﬂa(ée%ttqcétal 12y 2, 2
tricld croethé-gbdrborsf | HenzyseXlyvab Ry Dér tbufdik PehEbée %1? Red 89 fatkyk | '(e g benzyl),

acceptable salts

L1y
i R Sa e D TBRAR S Eoneda a6 Bifgs brfrosiari of luoroaceti
acuﬂppfedtmtﬂvajree @Chﬁﬂr@’encﬂ?d@oﬂiﬂfehﬁ&@gto\iﬁ oﬁl%d%@ [‘énhﬁtgl ofa2,2,2-

i ol bk s <PhaY Rl dcihils Smepbis cRbwapiap amie

protbtmng (gum@s ielufle tNHluctFaeeie-CORFa) Qﬁfch \i&y@'gqldit%vddrbﬂﬁé‘ RitGlysed
Ul

b
hyai K e Fhisg et K be o Bistit i 78 NErIRg jro bound 2,6-
dimethgptybéreryl grou(EBiny linker), which ndly-be removed by acid catalysed hydrolysis,
for example with trifluoroacetic acid.

Process (iii) may be performed using conventional interconversion procedures such as
epimerisation, oxidation, reduction, alkylation, nucleophilic or electrophilic aromatic

substitution, ester hydrolysis or amide bond formation.
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trichl oroet hoxycarbonyl, benzyl oxycar bonyl or

t - but oxycar bonyl) and aryl al kyl (e. g. benzyl), which
worey7lozo6senmoved by hydrolysis (e. g. using an BCT/IN200G00345

as hydrochloric or trifluoroacetic acid) or

reductively (e. g. hydrogénolysis of a benzyl group or
reductive renoval of a 2

t r i lohtrderdiet brexthe appenptls GF é%pm!?sﬂhgn thesapy; fheycwill pormally be

Biftbn $i1 béBRIaficcA it QtaRliQl QhbindPeutical
fmg‘?ﬂégapé“@?ﬁ?@ﬁﬁ‘g %#t?%ﬂeaog?gace]%yl( COCF3) whi'ch rra;mlbe se

pragtisfroved by base catal ysed hydrol ysis or a solid phase

r esti @ﬁ cRRAT YmyShitiomd ofsms Pre3ent SinddRtion fnia®! b foRGRlated in a
bound 6-

dlnethoxybenz rou EUwan i nker
conygionsb MAaBRES WSES By Acnere @gfmg %‘ NS '°§me% Iﬁqh 12 active
conﬁ%@amgl & thé Efvehtidnl inbkp 6O FGHulatedafor dral Phueedls ttrehdshl) pamital (e.g.,
be performed using conventi onal er conver si

it ETSHER OB I U, ABRGRTIeR & rorm suiable fo

adrhifiSieiioh 8§ inhaladod dtinsefflatiic| eophi lic or el ectroph| lic
aromati c substituti

ester . hydro
f or Reft q’ralnaqnﬂmaqrqﬁlgp, f?lg pharmaceyiic 8?5&6‘{?%8’33 &ay%%enﬁf golﬂ )Of for
exakx%let ReERRY caﬂs{ﬂleéfpwpdréd Woﬁﬁdnhynabﬁeirg rwithl pﬂhﬂﬂhﬁeuticmﬂﬁacceptable
armaceutlc 0|t|on ordance.w t.h st
exc%%“tsr[%légfl Blg}ngrﬁggﬁf CEN pr?g?lahaﬁgcf ates &f %\alpolymnylaygald%ne or
hy&@;f}@ﬂ)?ylt nemsicetuldsey MBS, hﬂﬁﬁﬂhﬁﬁﬂcrpﬂgdhﬁne cellulose or calcium

for at ed In a conventi onal . NQ
ot -8, MOEDEYIE SRS P BHeD): U, (8 oy BOfD tarch
or &Gﬁiﬁ%@iﬁgl@cfola&é)@oﬂ venatapatts (BR)Y stkurh biumll sdpledk)f Tire tabletd may be

o155 B 1 oot R BOrion oy

theéldﬁih B, $dr' ethinple, Wiutidnd, @yropsSari sh@lehsmnﬁ oor theynmay B¢ p@asanted as a dry

L

prdpatstoris hlga% Qfenplﬁﬁarecf by cﬁmwmblel,l thexlnk eW1ﬂ1 @hamapambdlsl acceptable
pr.epar vent i qn W

ad [ érﬂl(gb%&g Ecepits 2ﬁ%hso§ tc'qé s hg'let% f;?et(fﬁ%%é %f"lhg/é'rogenated

ediblee@ﬁ) ainun;ifsﬁg agmtsze: g5t legithin, orprshaia)i ngd-wmusl \{elmhe (o8, almond

Y BEAPS) Y WFRAI B pvrtat

orpdstbﬁpha);e) I ubrl cants (e.qg. rmgne5| um stearate, talc
g{) dlsfl c)g} agin 131}5{1] ﬁa P tcgm o%iti%n tr?a?'%l?e;%ez l‘ﬂ'f ?‘{]tagfets or lozenges
foﬁmﬂattdmlcameyztionsummam e) The tabl ets nay be coated by
[ \ '
or aI (S?,?HV\B cg{npg W0 of e &U?ﬁ% {'nta}r]hé ffﬁ%ﬁﬁaﬁ@? ?&?Jﬁx%ﬁfeﬁfédsfuﬂfstramn

Ion may ormao or exa
bysnjecttanpmsludmg uupgcamwemmsqéeﬂbﬂmuomchnhms otpipfugion. ormulations

t d duct
fog lmjgc?ﬁﬁgﬁmguﬁ? X8 rl}{v‘or 08# A e or e jzéeé ﬁjgﬁ& P‘%ﬁ%sb 0 8 fili-dose
comam@ﬁ[ -aitlt amnsdded prebezvapive e eohnlhnﬂtmnmmemtak@ma:h fmr&s suspensions,

somt]lgﬁsetﬁ' 1o§g g):.](lfl a})l(r lg&lb %&scvee lc .p | agii ﬁ'g,g c&{téﬂg ?or%ﬁfi%@&gents such as

sof
suSiEintling, Geabiliaing Ia;td}'bn@memrfgchgadss W’emﬁxmeé}) 'theewmvs mg;ndwgt may be in

P({y%ﬁ{ E 2 !(;for( lgc_:dnstlln?tci:+ txl;} oo Ui fa’gﬁ ]iugﬂe,e s? OLted ?912)#%}/{&6 water, before

nd ol ers o
usa] cohol ) ; and preservatives (e.g., nethyl or propyl
P- hy’gﬁe ac xpee (r:]ozrr(x)p%tm?% of the invention may also be formulated in rectal compositions
such as suppositories or retention enemas, e.g., containing conventional suppository bases such
as cocoa butter or other glycerides. A
For intranasal administration or administration by inhalation, the active compounds of

the invention are conveniently delivered in the form of an aerosol spray from a pressurized
14
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or sorbic acid). For buccal adm nistration, the
conposition may take the formof tablets or |ozenges

w0 oromot@sed i n conventional manner. The acti vePCT/IN2005/000345
conmpounds of the invention nay be fornul ated for
parenteral adninistration by injection, including
usi ng conl\;entl onal catheterization technl gues or

contate SF GO dtabasapssle Usiger inbalar pajusiBator.daeht ease of a

prebsﬁnibﬁl t &ﬁﬁ@ge faOr Muyi@p1- » prpeiROUl €5 OF lel]llorodlﬂuor ethane,
EE(LSJ’ [ -dos s’\l ners, w t h an added Pfeservat | qrﬁ
tric

QPR fisplorosgtia taqiesthane chmbon diostds o8 b omisabls gas and the

dosa@l witit @R$ Har d@éﬁ#&ﬂ%&fp{oﬁdﬂg' ¥ vilve AGUREHS & BREcFdd® Smount. The
ormul at |

nF cont ai agents such as_suspendi ng,

me T dos SRR oL e TR AP IRAE PUBFAROR of he

activb eorayund @vhile @ir &0dapsille iﬁ?iséfebﬁ)lj shollRVWAGH tl{e%ﬁh foPpowder. Capsules

and &G8 tl(tuée nW|t a.suitab vehi cl e, sterile
pi?f%g?ee 1P IR ley o rgéla'ﬁ‘?ef“ Wem@etmhﬂéer@énﬁf@m@ag may be

formtlateh eontmmgtal 1w dsBinixabiSO cddhold GRS lifniith 5RIC hitable powder

basesuc as SlaLi.ons agglh as suppositories or retention
ene 8¢ S¥Bnt ai ni ng conventional suppository

basAsrosnl cfhnmhtlomﬂbtﬂtrbuﬂm&ﬁ lof fhe cohdi@dns t@éﬁz@wm @88ve (EQ!, migraine)
nas m ni strat or amnls 1 oNn
in E PR e Wa 588 P Snioroohan fieh raf dosm oar'gutt of

aeromhmtmterﬂOl e 1e1000 gipadt thdb&ﬁ@uﬁ@éﬂfh@fnv@xﬁloﬁefﬁb%’(}eraﬁlpﬂaﬁy dose
Wlt{Erom a r SSUI‘I zedcontai ner or a nebulizer, or froma

Qb%fﬂ‘rse begrithiny the gmgs 100 ug tad 0mig Administration ey baseyere times
dailg, for @sﬁ@rel 2z s Gey1a8R)! givife BH bia«i\ﬁ;lwe i &pﬁddsém:%ch fnd-

di chl %ﬁg f [ 'uor onet hane, trich oro uor onet hane,
di AP SEETE ramorpoplon comprRnd ©of eusral dpsilal €).09t eihderivatives as

defhed At ealg@éus@ﬂl@o Hrogucd ASAGRcaHBA! albBY whE ¢ ﬁf&%ﬂn@éeutmal
auﬁ VI di n%f ve to deliver a metered anount

W%sssun zed contai ner or nebulizer nmay

co nSla:lh rthaalﬁjoinuhd&rhnﬂﬁpl% WhBIBAS F@e ?fe h Edﬁﬁfs{e ﬁgg lt\go t<):ompa’uble

d f I
corfRR AR [t 1 SR e S e RGP g yicusly

in afsapaxﬁe( dospgee or ff It@fﬁr@ﬁitaﬁm@ﬁmé Dfervh® Br éeBaxéfély‘ ifl B?d\,?g fo MAximize the
er mx

f | ornul ated cont ai ni ng po
bong 4] < B NG re BT il oAoanar iesihasisbedmeviidhe kiown
prifeipdeas of pieiimadldgict ose or starch. Aerosol fornul ations

for_treatmgnt of the conditiaons referred to above
(e. Eﬁe PHRSH glfaﬁlgﬂce}lWa{lh accgptahle) & gadigaien thatifh sbstanes or composition

mu?rbeﬁép;&iﬁbbe chthiRAIgeLhdfR tdﬁb%lo&@élﬁh wHRltRS &ﬁerqﬁgr@dl&[ts compnsmg a
o ‘@%%’f ﬂ_@} er osol \??ont ai nsd rrlg\rt o 1000 ng of th
TRSRISS UG %6 Hoerpazapal eing frerted thesewiByer al | dai [y dose vvlth
an 'Her peeht ‘vbbxhﬂ)ouh& Wetd3bMl b ﬁhdhtﬁﬁ&@tléﬁofoimhet Beahiedtf various
i.nes.

conéﬁilons thé:ﬁtthop usG o ga ¥ é]tl'glr%gégrr agllfia@f)lﬁﬂ: 15 igdic ;cgﬁ?ﬂhéxs iy the greatment
of &htrﬁ &%ﬁss sReED celitrsfgfﬁ%lce'sa‘@uﬁlf ie éh%gs a{lzﬁggémc fa,. r{}"’é’t“i depgession,

conpound of” gen
deprpgsicfe f nepEalpEinsh isturbancese m@@w t d)stplbwas; ePakimpohiseg nemylotrophic

laterdl QEYGro¥ik,! Rlzﬁé}ﬂn&esnﬁlké%g@,lAt&n%mﬁgfﬁﬂtﬁy%@ammw disorder (ADHD) and

Huntington's disease.

The term "schizophrenia" means schizophrenia, ~schizophreniform, disorder,
schizoaffective disorder and psychotic disorder wherein the term "psychotic" refers to
delusions, prominent hallucinations, disorganized speech or disorganized or catatonic behavior.
See Diggnostic and Statistical Manual of Mental Disorder, fourth edition, American Psychiatric
Association, Washington, D.C.
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: Skﬁ%‘ﬁyn it | caf"lpprlé:2

auxiliaries, carriers and additives. Such therapy
i ncludes multiple choices: for exanple, adm nistering
wo dm7oz0spat | bl e conpounds si mul t aneously i n a BCTIN2605/000345
dose f'orm or adm ni stering each conpound i ndividually
in a separate dosage; or if required at sane tine
interval or separately in order to maximze the '
benefif clerms alrgading”, ofreah. nor'tpatment! pwbraes jall| the meanings such as

pr@bﬂﬁr\z@fﬁf@ﬁ]{yﬁdcﬁé aldingrpgs according to the known
% es of pharmacol ogy. Thiﬂ‘ghrase
" phaf TRy tical| afigeriye é@}ﬂt"g lise defingd) pg saneameunh of @hesmpound of the

pr&e Si@nte Bt %Sdnt ProRnIUR pRBou®R R DL R bCAsdr¥er, (i)
and/ or tqxico al vvlth?he ot her i ngredients
E'Blﬁ% ‘?3’&’[ sy n‘?i%{"‘}tﬁnoneaﬁﬂ/‘we {SHEp I ﬂlﬁepfﬁgcular disease,
coﬁch‘@cﬁlt eﬂ diséreere of (1{1) pr_E{?dhtserQféﬁ% tHe QRRD WA e BF BaoksS §fntorS of the
a&%ﬁ n%}%eutl C Its or t% % tnEnt of various
PSS F5CRTFs COHERR % ispider 64 SEEIB. HTqg 1 ecept or
-ant age dbset ofithe dckidld EdfiRindsSodh Rarg FepeRding entfa&‘&ﬁ S®IAtas e route of
&ﬁ%@ﬁ\%nervous s%em di stur bances such as, psychosi s,

AES R W PE}&B& ggtgxe(ﬁq Sﬁ/@ﬁ}yegghe)ﬁsease to be treated and

sinfia fxetopg Thérkfoel, Sﬁerfb@éiﬁ@ﬁermﬁﬁﬂ@f:hﬁnﬂhe%lldgchW Efftive amount of the
SCl erosi s,

Par ki.ns hi c er al
CompORgs ?fgﬁm%fﬁdﬁ"g’én%%@ fe%‘?‘f torths %t epiertiqued fagtopse Aarppased Jose of the
ac'ﬁkre&omﬂamdé éﬁh@)nv@ﬁlﬁbntﬂjﬁ EIEEI‘ ol ﬁaréité‘r@laﬁ@ﬁl oT'Eﬁ%Jaﬁidﬁ}gmstratmn to
feni a' ans_ schi ni a,.schizophrenifor
a“&"%%%%?@ﬁ“ i Sk téetweoé?@mnﬁwmawénﬁg froshors. s 0.1t 200 mg
of mesxcutbenngmhlent@eﬂ uiib @ose @vhioh qeaM MR Atintnistéred, F6Sexhiple, 1 to 4 times
peId I usi ons, prom nent hallucinations, disorganized

é’ech or di sorgani zed or cat'atoni c behavior. See
D| adioo dhsteatize gurBbsas,ithd feamion bietia He;ﬁéted\@iiélﬁl roDid%Q péiBitial routes

SETWRTIE N ST TG

mor¢ Idaatleldedenpemiv It)ﬁdfe mﬂﬂmdhh&emem bﬂé@ sSdJﬂié Bémples section. Those
actlc and lative

er apeu f"{l} ﬁ'g‘% soufes 1Ryt b Bepd e syathesize the

invgntingndongbwals c Attmnghchpen‘iﬁd kta'upg a&mtalsl andl @edglefts aHl aépxc(téd) in the

scﬁe&%@lﬁd cﬁ§ u?sreg }48”\%« at{“ir g ﬁ@flﬁ? %e;g éan%fe easﬂy substltuted to
pr@udem waaetg S)f derivatives pnd/er reactpd mﬂﬂ:loﬁs Ixfmldinﬁhtmmyl oEfthe compounds

D'.O

~pr%hﬁ%§ %2%%&1%9& (ltleg&?beg :?81%{6"?"% g é‘m’g])e g.lrtjﬁ?i (1)1? 1ng: € Hehis Yisclosure

usipg mnvemioaad clénsietny well kwavahi to ﬂmse skdled it thoundler d es cri bed
gggéﬁﬁgmerem ?%ﬁ?ovr%sre tstﬁlg r g °% ndt?ca & K& temperature

refgigrie A s 8P 4€i Malting geintarage mpgtutedoiR s;mraewe:;e tmleehuxsmgamt and in

[ 0 he treated.

%0 a%ﬁé rdereS ﬁthteg?%e?%a%eedgﬁlsmra S BYERE A rf’“f Bsn?ag 33 B8 conditions. '

NNRapestre siersgieedddyat 806 Milzione Brlon ifstraherit. eutampd chloke fodh (99.8

% ?)Zg/% @ed tas%og%gé (’)Iéjle%w O];sgc! gsf&l'%%ﬁltgpreefe?efnger gtgnedna}cf %ﬂeergical shift values

are expressed in are reported in parts per million (5)-values. The following abbreviations are

used for the multiplicity for the NMR signals: s=singlet, bs=broad singlet, d=doublet, t=triplet,
g=quartet, qui=quintet, h=heptet, dd=double doublet, dt=double triplet, tt=triplet of triplets,
m=multiplet, NMR, 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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active conpounds of this invention, for either oral,
parenteral, nasal or buccal adm nistration, to an

war@rayessadul t human, for the treatnment of thePCT/IN2005/000345
conditions referred to above, is 0.1 to 200 ng of the
active ingredient per unit dose which could be

adm pj stered, for mple, 1 to 4 tines per day. For
il u‘gftl P‘é‘?l}“@"é"%dpﬁkb‘g‘%% butyb limised: toi patenscing rpéteateﬁpbcaéldns cited in

this @p&ifitafiérD e dﬁfelrpﬁ’&&’ﬁ bradl by Q4L RRcel Rrif %ﬂtlﬁ'cﬁﬁﬁlﬁl rei‘)gbltltﬂﬁon were
und resent invention as wel
SPF%@M‘&?@“ dndigatedip be mepraptated by @f&rmog thP’@hl a5 fhavigle fully set

fottindi vi dual reactl on steps, see the Exanples section.
reci ate that, other

Thosg s IIed the art wll p
synt ﬂ; onspaod Fxagplpsl @Wﬁ%lpi@a{aﬁén of compounds of
the invetnioh.v e corrpounds Al t hough specific starting
d.rea s are depjicted in the schenes and
D?flc'g’t’:tﬂfg@eé @T"BS\P“&FH&?“@P@PW%@ aterials and reagents
can (Dlﬁomaﬂfoh# a8idD@EUS FLwRdaleRindl DV ki ribcl Afuh& b¥itd flask equipped

d di I ddi
B b oAt E e oo 55 e st inan e bath o 5

~ te4¢ madusittotiakae vea ndded 16 tlfetahﬁrsldmﬁl dtisedh d Atd thiththe Rnperature is

et S 10 Rl R R bR BB ALy Wb gt i
anveslr teathutioi 8(0i - zBédCV\Rd:emmt mixtiird Way stipred Fifrihe0dtison. 8o 3 hours After

u 30. 0C.- Mel t Qf
o ORS00 BE e Lol B 2o op i rep e bl e e ontothe
icewhted X tatteealondn mhsstmﬂgem maintiradee t‘he ﬁhlberﬁﬁ@é bSIBRCLG 4C; the
ESI. candi.t.i o H NVR e
reévﬁtgng Sﬁ’%‘@ gl Ia? H%re% ef g‘ﬁ“‘% g? ‘ %l‘lseW?g?‘ dC wrnﬁl 500 mL
ofDemreRaul@dg Stbﬂdnabé Drdried 98 pBosﬁthbusvlﬁﬁtouiﬁeﬁh AdesshtoL ) obtain the
Dirﬁﬁ}f{‘@ﬁit as internal reference standard. Cheni cal

ues are expressed in are reported in parts
D*psemptmnlz ile(@- Nltr)))heatanesﬂfoirﬁmdblal(Dm)/\n ng abbrevi ations

f
Lo M St Srladb (7B gl 20038 i, At G4 g Rlgfoethanc in 100
mly :ﬁquamqohqd roql_m bayigined dask, bm’n:&#iecbftﬁ .16 dmdﬂehb Bet5d) ubtrthylamine at
t
2 Cape R e Rl bl Sb R oS o uBroPpensanmgyistinece 2564
mieliks 68 Qbe@ 26itgl. dishibrinpisnevenintaisas mheettn@brame) below 10 °C. The
re&cﬁgﬁ’ﬁﬁﬁ&rg s %1%!1 S8 etd%a‘r %%%gﬁrlé ?l o ‘{(252.% (a?pég:}%l} of reaction (TLC),

Chr omat ograpny erS O colum ¢C
th?) &eptinnppkture iwag pg@'ed o A¢-waterhmisduire ah)ng gtithastilringx eelithe desulting

f
I R T L e
Qrbwggq%wlgwgm@ brieg zg\dtdnacbmer eldwdmnsmagnesmm silfate.ihe volatiles were

reﬁ@@e‘a' | inhGaht %au@Jd:qrg%%ﬁrE ) obt?(ﬁcg P %e etk W; c# %@: € %gwﬁound was

each individu I on e spec
pwnﬁerl o} @plpnt t;smgrm;dmﬂm and)n-b@canm Gr%p sthalaedathy-heeine neeloeat.

DUEfidh £ ALl REIn AN gy The ol 1 ovi ng

Descri pti ons te the preparation
.of chhpselwéns off1-Briitobeneenesudfony el (6p2i romolks, 2.0 g) in 10 mL of

etidndih 5ORENERD Gibd Q0N bty h&ﬁ, dd dded (33.11 mmoles, 1.85 g) of iron
powder at 25 °C. To the above mixture was added 2 mL water and 1-2 drops of hydrochlori;:
acid. The reaction mixture was then stirred for 4 hour at 75 — 80 °C. Afier the completion of
reaction (TLC), the reaction mixture was filtered through buchner funnel and residue was
washed with 20 mL X 2 portions of hot ethanol. Combined ethanol layer was distilled under
vacuum, the residue was quenched in 30 mL ice-cold water and basified with 40 % sodium

hydroxide solution. Aqueous layer was extracted with dichloromethane (50 mL x 3). The
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Chl orosul fonic acid (475 g) was taken in a 1L three
neck round bottom fl ask equi pped with a guard tube and
wo pepaiozheszddi ti on funnel. Chlorosul fonic aci d WecT/DNR00%@0345
in an ice bath to 5 - 10 0C and ni trobenzene was added
to the acid slowy, at such a rate that the
nperature i s maintained bel ow 10 0C. Reacti on
Cow}e’%f% dichigaamethang oxfracty trerq ghep swakieda dtht wetar, shrisgd and dried over

anhyRidue ﬁi’lagﬁ’esﬂlﬁl Rilthte bﬁiehwfaﬁle@ Q'efe r§§ovgg:‘uncg? ﬁﬁgédﬁgeﬂr lee %o obtain

further at for 3 hours
2.4 B sk ot BHF Emmoust r#omTiOTL o) soleme uningiaeshsifaend ndbexanc
tom%eﬂqﬂdceﬁtetrﬂ\eiﬁte(l@eﬂ% poured onto the ice-water
m xtur e on irring and malntalnlngthe
Dﬁ?gﬁﬁ&peﬁ 3%@“2%‘\%0%“% “BC the resulting slurry is then
fil tetednisrliteyo. bﬂﬁblesf 82§ kvas Sldnl il aqélkl%uﬁbcfttﬁﬂl%%k tduipped with
00, nL ter. Resultlng'§30| cake 1s

a 1@?1%@39%“ méﬁﬂ%? 6‘&% i st daaing (10 mele; 19040 s pdsled to it in one

lotoAbavie miktaee Wals caslediof0 M]ﬂd aédéulil @hlofi@esﬁérd éﬂﬂé@&r}?—mse man%tammg

tem 8%}1: bt(e&)y) 8@ Qﬁng?% gcgtn é)(n aq%g( Eler'Zﬂ)i_e Bgolgg Svgasu}e}ng{r]edoand the

reabtich mixnitt onositvane2s 224 0L Hotiis e&&a&ﬁ%@i&m&m @f reactlon (TLO),
bottorred flask, was added (34.19

I 45
e SOl itis ap BRred 5 Sos Wi 2R BT WS e with

dmkmhmme n2at 380 milf)r @hmém&ﬂ&ﬁmlémyth&hmfdxﬂﬁcté Zerddthen washed
di chl or.onet i ntai ni ng

wif g, RB%‘? S e i B e T e e R SR il gemovd
untlérele sdhiced pedssierto dlailn 9615, dtsold OC. After t he

| et r ti.on m xture was
De%?r ret éoag]‘%etaﬁ'#’“‘ﬁﬁ“‘?&&"@%ﬁb‘ﬂg“%“ "8 rring and
t he (Elécsrgéuﬂﬁomg anid (8 Tfr £) wees takeoh Hina ek wéck rowidoitomaRisRquipped

it ool el SRGT 3L Mo BTG Bk S pliRA G sman

pottmgn gudintaining| featperatufd dreloal 40 i ICe sAfveer eonipdet® ieldition & 2-methoxy

b o d
EESHGE LSS 8 I BB 5L o e e
stiged atcaS &hdomﬁtmthw 541%1 dlichyduadeioatof: reactiox gNECHRshe reaction

RS Rhe pERERY B8l s P e romiine sy s ered, propuchier
futme]. Solidl take lve fumakewas Washad WwitnF0ol ml. pHwai2r nﬁnhce&sulﬁng()sogﬂ is dried

A TS T T
Dqsclmthncﬁml!e@-Atetﬁﬁdﬁ@-méthoiybimnﬂ)ﬁmﬂfonybdhd«le was added 2

e (1%‘3 n;lmglesd 2%0% }]was m?%/ g ocgbg A C3 ackac} rogflg 9%ttomed flask,

ac lon"mxture Was
al@@ Vo8 N - dimethyhioroomigé €0inl). The ateae solation(Wds@hen ddded slowly to a

21 3. X1t [ re hr.ou uchner. .f upnel
T R i T
belowh Hh 6l Thegerstioreniixtirh avas theh atieed foad Idusbi 29 80 Tonthésrwell stirred

sol\ﬁﬁ&y?bgg g}? %gcgeﬁ?théjy %\I\Q?ﬁylﬁ%g%ﬁxgg m?en%s%} glg)nge 2‘1 22 mmoles,

odl um
5.8op)uslpwly, atirycl e uate, thatahe MQereixterlacua&!dalmd telow 10 °C. The reaction

mlqwfvé’é' Rﬂﬁérllﬁﬂ@d g‘o@% %g(':ufsx A@er thl,- 5 fggén{] ﬁtdﬁacuoP AT Wg the reactlon

di chl or onet hane extr S Wer e the
migfurqwasaetired oh d80 g wfice-anatey nhiturs alvng) wah stiming ahd the eesulﬁhg mixture

wa\(é) %%(g%dﬁéd%tﬁ/\&ﬁﬁ LEHREK W Th CotRHUFERIREESE WeadOwere then
washed with water, brine and dried over anhydrous magnesium sulfate. The volatiles were

removed under the reduced pressure to obtain 6.52 g. crude thick oil.

H
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2.4 g crude thick oil. This conpound was purified on

columm using neutral silica and n-hexane to 40 %
weehylhzassl at e: n- hexane as el uent. Descri ption BECT/IN2005/000345

N-acetyl - 2-ani sidine Ortho anisidine (0.67noles, 82

g. ) was taken in a 1L round bottom fl ask eqU|pped wi th
UIdéﬁgdltJon funnel and a quard tube;:

Def‘irrpé‘gﬁi |* drPriming-domethipgy)bengenesgliopskindelded to it in one
| ot .1- (Ahe&tﬁaﬁhﬁéﬁbéﬁ&n&@ﬁ‘o@ﬂm@ﬁhol&(l@ 95 mnéibs, ¥ AF Ghy kaken in a

ri de was p-W se maintaining tenperature
o) Bige FeiRundptim Hiiieitols Bf s y AbeYs iitige wes deateron oil
bamas 50@5&)9@ dnd e dioblofie agill (@713znmsﬁaése svnsg,sw%f;ﬁﬂtﬁt was added

oyt RSS! il o ek ama St . At i vpltion o

reaafich (INROthS rhRHET midbre Sids Jﬁﬁfe&dm%()t $ of h&twé@érolmﬁy’a%th 20 %
N‘_\%{r l@ﬂ % The conbi h | or ofret hane extr act
| LR A HETHEY VY P %"rt ethyljaneiats e Xfi0; k- Eﬂ?%?ombmed ethyl
acmhyﬂrmwéf&gmswwﬁbc’ﬁ Wltfl r’sﬁia@er tie Al @leld! Rer Wa rous Magnesium
er the re re sure to obtain g.
sul%a? m;%i glg]iﬁl I‘BIP? ug er e reduced pressure to obtain crude thick oil. The
corﬁpMétV\aﬁpdm‘ﬁeﬂ mﬁmay@emme&uh EMpYdceahl M8 ndRxane (5 to 30 %) as
elu(e}{ ﬁ %%5 n| csag gl %ﬁ?zg .) was taken in a three neck
BORLOESY 68T 28 phit ped with a guard tube and

Desm;itmd 8t: CN-ﬂ.&t}G-(Zx-toﬁﬂdi’bé hoxy acetanilide (95 g.) was

add Atf’fué ld 8% It) P\%&%I o eqlgm:.[gt e)r(lsetzrugo%nt? %lottom flask
eqlamﬂxlamhlal liheid additibn ﬁ@nwaﬁd i gud ede. a'ﬂﬁ’eﬂﬁ;&élﬂﬁlb on1 3Mﬂ§1es 113 77¢g.)
SR oo oA TS 478 5 b oo B acs
drapewist mmtz(iﬂihgi)the tehlpelﬁx&m‘: bilow lm} a. utﬁbrvﬁﬂltlﬁ@ WF @dst@Nchloride the

xture .an R rr

co B AT A1 o S S8 5 W st o
remﬂaowthdqrewen erlixtode mpatrecamsaorge of ies-whiet, Agd s@eblds lhy?er was
L e g A I R A,
thejn- v(asmqorethamtetobrmerma tidedygveeamhpdressithdpaesiim baigded, @hd velalies were

rerﬁcgvzd gx?%e red%&ed?ﬁr%s&% )L t}‘l\%\%{ \%ﬁf nall}{fnﬂla llgnce\)t El;l 3 necked

DeSUmtmdeéi -A@Damiidp-4- ﬂéﬁylhhmmesﬁmm tilovid@s t hen added

S! Odtord iy ‘Aé;i??@d PRSI R A gouggi;ﬁg%ﬂmeqmpped

wilbest gwgrd 01be @nd Thaded #ae t1D I Nfax:tt)alr Ztoheding (00 Y iag edliel i small

R T

acgilisieicdelingAorep@verhaidasictidn 86 bgc)ughtstb a%’g, Rattigunituge was stirred
ath ‘t(?for I“lﬁll%r f4rh%u}seﬁﬁgr ﬁ‘é éé) letl fol gfrleg%tﬁ%#l K‘ElgC)F ﬁ?%gxcﬁ%hggcture was

he reaction m xtureé vvas
POVXﬁ@ on itelwaterp apd theiremlting shma&ascﬁlte(e'ﬂuﬁi) buchhe fumettSodid cake on

' I_cezwat el; m_xt.ur
ﬁ&{ \?féﬁ?{? #?tﬁ%rogq?lglaf %/g%{l do Ihe rfaﬁult{né 58 Mgs él}zf‘f o tpgas%horus
PGIWJ?@W ot hylbsuavefet &t ebtgig M3 SCBrams) off Tihate solidbi In exchs eftdimdl to contain a
mlﬁﬁl%tcﬂtt\@o S8 EARGE SotftfnEd EBENMR and HPLC; however the desired isomer was

obtained by partial crystallization using benzene and wsed for further experimentation, after the

thorough carectorisation.
Description 10 : 1-(3-Acefamido-4-methyl)benzenesulfonyl indole

Indole (17.09 mmoles, 2.0 g) was taken in a 100 mL 3 necked round Eottomed flask,
along with N,N-dimethy] formamide (20 mL). The above solution was then added slowly to a

suspension of sodium hydride (25.64 mmoles, 1.02 g) in DMF maintaining the temperature
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washed with water, brine and dried over anhydrous
magnesi um sul fate. The volatiles were renoved under
W b@7ozgsred pressure to obtain 6.52 g. crude PET/mRR005/000345

oi | . Description 7 : |-(3-Am no-4-nethoxy)benzenesul fo
pyl indole |- (3 acet yl am no) benzenesul fonyl | Hi ndol e
(18. 95 mol es, 52 g.) was taken in a 50 t hr ee

belpme dR °EoBhairepgion weaw e stireed fon 1 Bowsata@fp . °CAEe\ﬂ@s well stirred
sol&%%és%eﬂ‘@&ieb% @QNQteetﬁb—h nﬁ%{ﬂbeh&néﬁiféx@l Qﬁlo@i@g (22. 22) mmoles,

drochloric acid (47.38 mmples, 5. o purit

5 sm serdeampiapinedhe t@ﬁ@a@f%bﬁlw 1P uPeTbe’aeea?t@m mixEge '\étas further
stirfd for BRouPCARGY thd c&i'@plétﬁm offda&ionl(MECY; RRERESPRH@re wias gouxed on

reaction (TLO), rea(gtl on m xture was poured o

icegagss nwgerev%anémthﬁagrfn&aé theresplting)mixingg ¢yas Waﬁeﬂmﬂlaaw acetate

(2 X138 hil)) ETHAREmBKEA aﬁylaeetm E}Rra@tk Rite tRHOFRhAY m %atéo bﬂie) and dried
The conbi ned eth xtracts we washed
oveaplty dfpas éqagnwmqéﬂfa I e ﬁﬁﬁw{ gituesd pigssure to

obtsmls‘@ge;md’srt&mu @ilAThd S@%Mcﬁwﬁﬁﬁﬂi&d d_!lfﬁd&fllczt ga doﬁdﬂlbiﬁeﬂh ethyl

DIr e ureto e thlc e nmpound was
*F‘?‘ é?t%?q/% E‘%‘F‘S %’&Wﬁﬁ'n? WﬁSHd@ﬁ?f}‘? acet ate and

Destriptisane : 153%&113614%&&3&)1)%#66&130{50 imdeai N 3.2 granms of

ot ns TSt porelsbhr oo e s, tae wes

takkn ired 50 Qﬂnm&wﬁdcﬁéﬂ fduad kotearu flapgedith\ kL, athhadUABove solution was

heaﬁ%d I I to%e% O?na\%ggyga% (glciagﬁ?? 9Tr | %:132){:22%@ ga%%é}%lﬁ)gis added

drd}ﬂ-\MEdJ rP&aMﬁﬁ ntigiatecwlast oflied aﬂ@ ans "Gcfat Y howh| After diee sudpletion of

reseon”Fitay i o B SRl o, RO i) 1 g NeOH
solﬁﬁm:ane ahignft waakiraoied withSetlsl hdetad(2a 6@ ML), T8 cObihedt etByl acetate

fter .t .conpl etion react i TLC
ehiorers fioh Pt &Aoo gn LR S p R RAngF sulfte. The
voaﬁlds ferd eahisrell ayder thaasduexditpraaireth odtdill.fligcdihderthioe biane
(2 X 300 nL). The conbi ned di chl oronet hane extracts

Example 1t h e r1 [Be(sMethylpiperidint4eyl) arﬁno]bmmnﬁuﬁm;&dfbhdnle

ANy U SIIRANSS | ST, o'b&%&{%suﬁr ATHAENE I dLRmIRE S0 g) in 20 m.

renove
ac@ncawsi wm adiled Démﬂuybﬂ-ipmen@mc (8.99 mmoles, 1.01 g.) and sodium sulphate

SRR AR TP O BRDEERBR UL BMM o SO 98 o fr 1 hour Afier 1

ac

('D

or osul toni
honm snddmbui:abemmybbmhkdrqu (lprﬁemnvlﬁs, R.3z. )guamall paarbensamﬁain a period of

3099 UL d a{r’]térs n%ﬂ]epe 5915'{’(101}" o?go%gu)ﬂ &X%xgié@%dg }%Qtl(gl % Yx\@g’d at 250

08 95 N ah Fure
°C]f0r mcuﬁa‘ tAder ﬁmrcpmgb'eora@ﬁjlemuom (HﬁC)Z’éhmtdme mixture was poured on

Icqg&ﬁg lﬁ{xkv{rg %ﬁ%ﬂ%{: jOS%rI\?a!B}Y g&i t?olﬁdand %%I Y Qfa%gﬁgatcteg émth ethyl

eact i"On XL UT e Was St I
ac@@e KZJK 60 umlp)hEhe Sintinmedrethyl Adetagr exthets werphet washedfvith water, brine
i T t rea n e
an{i ?g&&% eg ra?hy'gl%%ls {8 Sermeugtb %u{if'a%gﬂén ﬁorlzﬁﬂ’les \Wqu frﬁﬁ? eg &)erxl the reduced
prdzssmh mcepbtﬁmrmmie thigh |oild Thakenponnd wan pﬁnﬁndsoma%md gﬂh ¢d11umn with

Et%ﬁ o fla o eﬂ?m%ggﬂ 50018 G54 ShA S BlvEdod S, HARRIRR sotia. R
spgmar«emdf ﬂmguw 4600, ﬁ9401 340&@Ma§sc(rmaj 170. BC(Mﬂ}@f“,n 'H'NMR (5, ppm):
1.40-1.46 (2H, m), 1.89-1.93 (2H, m), 2.07-2.12 (2H, m), 2.30 (3H, s), 2.76-2.79 (2H, d, I =
11.48 Hz), 3.17-3.19 (1H, m), 3.77-3.79 (IH, d, ] = 7.76 Hz), 6.64-6.65 (2H, m), 6.95- 6.96
(1H, t; T = 1.96 and 1.84 Hz), 7.12-7.13 (2H, m), 7.22-7.32 (2H, m), 7.52-7.54 (2H, m), 7.99-
8.01 (1H, d, J = 8.28 Hz).
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m xture of two isoners as confirnmed from NVR and HPLC
however the desired i sonmer was obtai ned by parti al

w@eapghAl6b: zat i on usi ng benzene and used for f uPCTEN2005/000345
experinmentation, after the thorough carectorisation.
Description 10 :

Eppit A B Ve otnt o P PrngnasoioRt-S3mrfbeRasole
r ouridkinigod sinriler pfdcahka. asagivonginwhé Prephriioni sPeRAAple 1 and some non-

cri{i?a(.rl) Wﬁ%‘tégs eg)oge Hé‘r}v%tlY Vﬁas%?e%\é{egasgl%rft I onﬁ(\é\@%( éngSS A?ZdS 1336, 3374,
Mm.gh/g); 400 402D H-BIMR (mmpm)mmgngzm (281, m), 1.90-1.97 (2H m) 2.09-

2 R T St o 0e T APl s L (REa T 7 74,

3. 80031 K)on6.5E6.58 [{HA, dddesl 6t hHy), 6. 61 6.66 (1H, m), 6.90-6.93 (2H ), 6.97-

o SN broe pAcS s S B A %

7.9dHoidy J+9.08z). The reaction m xture was further stirred
for 2 hours. After the conpletion of reaction (TLC),
Examplerde aCtll-bF(lifMNh)alpqum -4apl)ingidl o [bBnzefi€ulfahyd5-iBdprbpdx§indole

al o andther sul ti
ext rrt%’c “ﬁg{ hlr v éﬁt‘( pre g@r%%nrﬂ_t)%xazpﬁlgm? and some non-
cnﬁmmnmmw dwe’mtmsewxapmdt &R wpicea ((r:mfy weshads L6, 2936,

sl BEL B8 00 L SRR, ORI SRR o1

(m;m)swrles:a @HoB Jo 12.86 Hz)g2.08-ade (i) 281 I3H, e Bopowrd 4, J =

B I R M L

d, &B0R Hzy @ G3eh. 66:(éHcdd)pi $BAINWUH, d, J=2.43, 2.4 and 9.0 Hz), 6.92- 6.92 (1H,

4= LB AR O MARERIER eSO ) MEb, v e e

—3(@H9)67l8ﬁ‘ﬂl86i1H,]d 3g)0.08dk),t aken in a 50 nL three necked
round bottomflask with 3 nL ethanol. Above sol ution

Exampledeat eldlse(m-Methylp'mehdhm-ﬁmﬁo]e&mmuhmgxsqhﬂombm«aole

aci 21 30% puri t e

dr oqjsvl\}%sagﬂmggllaglt%%lﬁ;r n (\)ngpr % i%‘timglﬁ 1 angesqme non-
critiest valalugnsf@oveﬁmmamtems @mp‘pxledit iR speotia (Ceﬁ?bt 1129, (800CP936, 3254;

AU, our.e basi fi ed
b By D s BN e e S g B S 2.0
2.18t(PKl) mp CSRABH, )22.70-582 (P, d, JTJa ¢1.6DHb), Bad-3etonyii, g&y @t@tﬁm (1H,
X r rrne an

d, X THAEE oty ﬁﬁ“ﬁﬁiﬁaﬁﬁ@ﬁ” BB Bk a6 3% 6 BT rL o) £ 2.08 and
2. (}Iéz)DY/éﬁ-MMFH mh@. lﬁ-éd&QHdi tr €8 9uhé 7100 IRRt7E87 41 AH)dd, J = 1.92

oo A RS EE T aTh 9 T2 (e hzarSsle) 7.87:7.89 (1, .3

=&8Hn)y| | Hi ndol e To the sol ution of
- (3-am nobenzenesul fonyl )i ndole (4.49 moles, 1.0 g.)

Examplzts L 1a[3e1iMethylpiperitia- @ﬂmnﬂbm@ﬁe&hlfdnymsmwrdmae

(5 RTRhERy oy & AGE  H RBR R ek D pgsome non
cn@qal warez@iom alRge 0@ivkbve WashmrogaredAIR epectta ljOmr'): 11300136m 1600, 2939,
sbd, MGE KRB 3SR kS AT ol a0 A %aﬁ&%ewcm
d, hvd d2.2 it m-zbuqzmm) 2. AqBHsyyDTO-0BY (MH, deT + eR6 13, 17S3.18 (1H,
w3t BE8d (3 £5 REs oY At  ALLST, bhe SaRLELLen | o)
Hz), 6.9-6.91 (1H, t, J =2.0 and 1.76 Hz), 7.07-7.19 (2H, m), 7.24-7.27 (1H, dd, J = 2.0 and 8.8
Hz), 7575 (1H, d, J = 1.96 Hz), 7.54-7.55 (1H, d, ] = 3.64 Hz), 7.91-7.94 (1H, d, J = 8.84
Hz).
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ice-water mxture, basified with 20 % NaOH sol uti on

and m xture was extracted with ethyl acetate (2 x 60
workgo7/0Xtss2 conbi ned et hyl acetate extracts wer ePCTIBY2005/000345

washed with water, brine and dried over anhydrous

magnesi um sul f at e. The vol atil es were renoved under

d t de thick.qil. Th
mla e R A ek ePy Befinlibfrenesplrpriv o indore
Et hyUsingca siatiler prodedurd st diydnainithe piefartidncof IExdnffe Band some non-

i | | | |
S Bt T S0 T 0005 Ui Fagon, 20
326 M3ss (@Y. BSEMNAHHHD', 1HI+ENMIRZR6,(pbm)pﬂ)B)3 1.47. @8; h)A684-288 (2H, m)

2@ 015 G D% (Bl @7t 115Dl bl e, ssam

(1¥) 4, I3= 7.32 Bz)/ 8.6(4. g} (18, 47 = 3D7m),+%es ~6.69 641, @), &5971(621.%2 (I?Ht I=2
i 707 85,051 1) % sepf sk 35065 wa. fsditbRylhuzdod 5. 61
exaleple 2 _ s Br AR pins Ry Fysine osrsarolhedc pryindsten,

et hdisynmd sinalat grongfiure a5i givdnain the pepdatics <Exginpin] and kdige non-
criflb8 RAGEAHhOR9L d ¥ :vgaésgpr a%ds?ﬂEPe'é%%‘?g&ﬁ) ‘i@ 5, J4T5% 1500, 2935,

vari ati ons above

32625rViasy (n/z114908 3, 4CRRM+HY 3 6E-NAAR 43, e s1.68nl 27 ((2H,06), 4.9-1.93 (2H,

w 000y O Y3 S e Boh il 4% A w35 Ao, .10

3.4 IZ(H:Hml 1 =87.16H3), B.66H6H6 8L, dd3 T 2563, 736 GuhdB. OCH'z)JM# GITEH, 4,7 =

s 4P, BoBb oS TR )1 & G S 24 g T e 1 -
3.8 149, 188<7.93 @ ndz) . 7.098 - 7.18 (2H6M) 5 7.482 - 7. 491
(IH5 d, J = 3.65 Hz)5 7.881- 7.9 (IH, d, J = 9.1 Hz).

Exﬁmlqﬂ e 3-[3- (1-Methylplperldm 4-yl)ammo]benzenesulfonyl—6—chloromdole

dj | ),am nol benz suI 0
sopr op(}f’x %g%i B}OQ%& et %We i tﬁapreﬁ 8% F\y‘}’é% S‘?nﬁe non-
critipad me?épa‘r leN@derozhtl@mrmr@a&daﬂfRi spotre (@mh)crmza aavs 1510, 1601,

L T e T € L e

my231-42. l(SWB-H!)m), 2. 31 KBENR 2 79:2. 82002}, d,U.311.48 B3), 641-39H, (IH, m), 3.83-

5B P8 5 Al g g T B R, et s

= 7.94bnddl,. 92]1-121);[7 332—7132)(5{311)12;3{244( GIIH d, Sm)?s gg ?%) g 551?7 &i giHS dJ=
3%“’% go%“é%(t%d 15123 H0.00 (ﬁH dd), 6.88-6.91 (IH 5
0 2 (IH, t, J =. .
B g ‘i‘ﬁ&%% ViRl himpinefyTns by oo
7. 0Jsingl 8 sﬁrﬁlalr pﬂj:ﬁdufe. dgiven. il Ahd prdpdratibn of Exaﬁlple) and some non-

cnIZlba? garﬁmﬂfe qﬁ’y? B rlr')vg Yecﬂlaﬁ _pﬁe_p%}_?) ﬁ}{nsBTagg (8 ) 1133, 1170, 1365, 1516,
29p2,892% Midso (y/k): 3848 QvreH)IHBI-NMES(3)pprd): $5641.45 (2HT @Y, EB8-€92 (2H,

Y R EE I .
HA)R3. $?}§dl8r(aH(@ﬂ31®8-3 5 ﬂl’[—gﬂ T 6086, H2) 96,62~ 6%32511}31, dHsS3.76 Hz), 6.90-
64008 125 M PP 185l 0121 o,

m), 355 TSR, @98 P1-EDI((TH, d,d = 8B2HAL. 52 Hz) 5 3.17-3. 19
(IH5 ), 3.79-3.81 (IH5

Example 10: 1- [3-(1-Methylplpendm 4-yl)amino-4-methyl]benzenesulfonyl-5-
-methoxyindole
Using a similar procedure as given in the preparation of Example 1 and some non-

critical variations above derivative was prepared. IR spectra (Cm™): 1147, 1364, 1467, 1928,
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d, J =7.84 Hz), 6.58-6.59 (IH, d, J = 3.64 Hz),
6.65-6.69 (IH5 dd)5 6.89-6.9 (IH t, J =2.08 and 2.0
WORSOT6E5-7. 11 (1H, m), 7.15-7.18 (1H, t, J =PEI/N28BITA00345

7.92 Hz), 7.38-7.41 (IH dd, J = 1.92 and 8.8 Hz)5
7.52-7.53 (IH, d, J = 3.68 Hz), 7.66-7.67 (IH, d, J =

o 8 b B, e B S P, 200

(GHL )y Di-nAay eEZHJsm)]gZ 3 @HpE), aRlprGe ey € Jas1@HR 3. 1903 28 @H, m),

s LSRR 1 QRS 3008 SOTS A9 J0E8) g0 210

6.3 ILIIH, 4d,90= 2.336 78 206002 H2) $96-QXGAH, MHss2.A8rkE), 7.02-7.04 (1H,

d. § 7o mgf oood s A da. SRR By PR 7 00 B8 g =5
Hz), T9r 703K H el J=3.968122. 82 (2H5 d J 11.6 Hz), 3.17-3.18

(IH5 ), 3.79-3.81 (IH5 d, J = 6.88 Hz), 6.58-6.59
Exgunpled 1d, 13[3=(1-Methylpippridi®-471)6ni68-4(mhéth @] lebtnzeheshlfnyiz3-5

6.9-6.91 Elﬁ] 2.0 and 1.76 Hz)5 7.07-7.19 (2H,
n’)5724£})Ip %‘Y‘ﬁdédd J—20and88Hz)7575
(| HUsihg @ similar P@cddnle, as7given-if. tEdSpl(epdrrhtlod of\ExamﬁleGlflaJhdt}qme non-

mﬁ a?%m{alug%laaﬁj "’_‘!1' deﬁgagirlrie ma%px%par%’% g\gngén %énz eﬁe_s}lﬂ fonyl - 5-f
S R S g RS Tyl £

var| at i orfkwombindeleder i vati ve was prepared. IR spectra

(35(3:?%8] X! gﬂn?'lgr Rﬂo@%ﬁm %s Og?t?’en 1?19c§eglire§%§{gim fﬁs%&iy )and some non-

cn’ggc@garlatlglgs z(brg}zp depjvative, o prqpa@Q (R ppectry (Cp3: 1539, ;68 1439, 1680,
2926 7:311@ Lﬁas% %h!fz%%gzé %6 4121(1\23}1)”2% ﬁg/ﬁ%éﬂpg?)??lrai(ﬁ' 245 (f%, m), 1.84-
L 93 (9171, IHZ)Z 05 (6H69,231‘BQ 17 |(2H5n)d)254 B 5).6.52. 8(1 I((BH5mY, 3,1633.22 (1H,
m)23 t@l35557 991;3 f%r}[g)d L 1.398- ﬁz) Sdsi-bBh %y 4 =1 §6 2), 7.04-
7 Q7 I?L (nl) W—ﬁw @Hpéi il h92%and 3. &Mhd}i?eﬁiébﬁktd T on3ib4 Bz); 7.65-
7.84 @1104,749] @7%% Egg qgééﬁ]ildaf =R g_?édure as given in the

preparation and 's noncriti cal

o e T

404 3, 40®l@pidel + 1H NMR (d, ppn): 1.38-1.47 (2H5

2 77 1%8:;- Plak gﬁéeme aszglg%_é)tﬂm] gfeﬁzg;uc? gzlgc(a.ﬁﬁll (?’E%?d §3me non-

cnscai ganayomabeverd@vwwvaspmpami Hidss (16/z)5 319 (MBHY'| 4215Mid])"
= 1.64, 1.56 and 8.0 Hz), 6.77-6.77 (IH, d, J = 3.64
Exalzlple id: oA I5- (steﬁnﬂpmendlm-;ﬂ)am@e 4ancth11]mzennglfoﬁayl?509
- 7.23 (%rmgolg 58-7.59 (IH, d5 J = 3.72 Hz)5
7.88-7.93 (IHS5 m. Exanple 8. 1- [3( - Met hyl pi per
i di lsingya snymlaﬁpquyammmmﬂh@nvpar@qnmfmwol end some non-
cn%rﬁil Q*gna@loﬁé m&éﬁer%ﬂm C}ﬁ (@&dg'IK%Bec{rQ (489 RIRPALH, 11987, 1450,

anple 1 and sone n
2940 3422 Mass (m/z): 402.3 (M+H)"; 'H-NMR (3, ppm): 1.39-1.46 (2H, m), 1.88-1.91 (2H,
m), 2.05 (3H, 5), 2.11-2.16 (2H m), 2.33 (3H, 5), 2.78-2.8 (2H, d, T = 11.1 Hz), 3.17-3.28 (1H,
m), 3.51-3.52 (1H, d, J = 7.1 Hz), 6.58-6.59 (iH, d, J =3.68 Hz), 6.83-6.87 (1H, m), 6.98- 7.1
(3H, m), 7.15~7.18 (1H, dd, J = 2.5 and 8.77 Hz), 7.56-7.56 (1H, d, ] = 3.61 Hz), 7.94- 7.98
(1H, dd, J = 4.65, 4.39 and 9.06 Hz).
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vari ati ons above derivative was prepared. IR spectra

(Cm1) : 1128, 1176, 1510, 1601, 3415; Mass (n z):
wWa078206806. 3 (MrH) +; 1H NVR (d, ppm): 1.41-1.BOr/(N2blk5/000345

n, 1.92-1.96 (2H, mM5 2.11-2.16 (2H, m, 2.31 (3H5

s) 2.79-2.82 (2H, d, J 11.48 Hz), 3.21-3.23 (IH mM,

8 =7.68 H) 5 6.6- 6.61 (IH5 d5
?"31% @% M@yﬁ’@%ywﬁgar&w-%e@?ub@zgses'elfws41
=204aﬂafoihd91él—lz) 5708722(3H n, 7.42-7.44

(IH ﬁ g 7.51- 7 H .6? Hz)

g 03Ut q)g Sl(niu I Pgpoedy elaszgfw‘flfz E? Ia%ongo Example 1 and some non-
critiefl Jarfidtiohedtioyt mrpeuivedw@ pfbpudea avbg3 @md):rad yikHve nziepe sy

fonylindole Using a simlar procedure as given in the
Exmgbata@t | Hi8-OFMethgipipeeidin-dgljaminest-nethgl]bénzemdsulfonyl-6-

varlatlonéﬂégo%ﬁ derivative was prepared. IR sPeC Xa

(Cni'1) fT?O, 1365, 1516, 2933, 3428; Mass

( tdsing :a sBaillar Prckdish as gitdd- iV [reharatipmpf Edangfe 1 aﬂdﬁsc(rﬁ’dFEon critical

valibond ol Bt Bloac: Yoot Gl S0BHE G AT
Ex‘ampl 17 28&';%- 1-1@ élélilpr gzél?ﬂfm &Il)klgﬁm@ me g'ggbéazz? % fg'o.%QH-

691(IH15\dd|eJ:172Hz) 5 7.03-7.05 (IH 5 d, J:

7.84 He), 7.08-7.12 (I1H dd), 7.18-7.31 (2H6 m), -

7. 55U8ing4a siyilar gresgduge @ givenHin te pEparatign lﬁx&ammw@d mme non-
cdﬁch%ahht}a&@tabwemeﬁ%ﬁvg Lé eé.l:lr)ecgms ?%cﬁ‘ 3 [BLMY HiAeNaeResys 2037,

proocedtre ds

met hoxyi ndol e
34(},}2;/&?48& @/Dha9%+ éMeH)a,T NG ?SEmnblléSﬂ 4n (T one 1.86-1.89 (2H, m),

2 @*’W“'é%%"?% ;ﬁ%’ AN AT R B AR o o,

4214 % (1F 947 2 7(9EH).+6.6 6. RV, pip iy 3 61H4)26;554858((2H5d )= 48 Ho),

646-8871 824,02 h 201y 3189 3‘2%‘5%!539 7287178 (’%%1%1) s, m, s.01-

8@32(4&%)15—%2 ). 352 (IH5n)5381 (3H5 s)5655656
(IH d,-J = 3.56 Hz), 6.86-6.86 (IH5 d, J =1.52 Hz)5

Efanipie 18: 9112(81'41-Méihy1§lperlam512yl)a%uﬂ§ -BREthdx] .,cd'z!é)ie@ulfonyl-s-

6.96-6.96 (I H 5 57.02-7.04 (IH d5°J =
7.88 Hz) ‘7 09 (IH5 dd5 J = 1.68,1.72 and

7. 82UkiEg a sﬁmfazl)rocegurélgﬁ Eﬁ/bﬂ'ﬁlﬁthg reparatich 6f Eianple’ 1%nd -s8de non-

= 8.96
°f§ﬂctﬂsvaflﬁt1%é@hw GPB@P"%IMS nregﬂfsda Me%tarfgtrhgu NS nAEReksd], 2941,
3400 WhssFm/2): 20 rsqm-xw m@m#&ggg) 3 3911%' (@H, 1&15 q%dw B%), 2.1-

iven in the garatlono
$)l

2. Kotk ;%3 G 132017814 khamgl 31 Z/ai H/le(lﬁam) rﬁr@@aﬂe&:ﬁ (6H,d),
4. QZB&% (iHic?)J 746‘1'3}1&)'\/%'5&*6 %X@ﬁth 1262 H2), 6, qg 6. ?7b%1H d, J = 8 47 Hz),

am no- 4- 1ret nzehesul

% 2 ridin-4
6 5P UL, o 0 AT A5 hHado 2,48 e LK 695696 (1F, d, 1 =
2.94 ¥8)) 71187 R1A! 83124 hPMhdof 4 APhR7 ke @qrreg, 359 Hz), 7.9-7.92

noncritical vari at i ons above eérivative vva§
(HRAJ5edP¢ Ham 1) : 1129, 1368, 1439, 1680,

Example 19:  1-[(3-(1-Methylpiperidin-4-yl)amino)-4-methoxy]benzenesulfonyl-
S-isopropoxyindole

Using a similar procedure as given in the preparation of Example 1 and some non-
critical variations above detivative was prepared. IR spectra (Cm™): 1147, 1454, 1519, 2937,
3403; Mass (m/z): 457.8 (M+H)"; "H-NMR (8, ppm): 1.31-1.32 (d, 6H, J = 6.08 Hz), 1.39-1.44
(2H, m), 1.86-1.89 (2H, m), 2.08-2.14 (2H, m), 2.31 (3H, s), 2.76-2.79 (2H, m), 3.15-3.17 (1H,
m), 3.81 (3H, s), 4.2-4.22 (1H, d T = 7.84 Hz), 4.47-4.53 (q, 1H), 6.52~6.53 (1H, d, J = 3.6 Hz),
6.65-6.67 (1H, d, I = 8.52 Hz), 6.83-6.84 (1H, d, ] = 2.2 Hz), 6.86-6.89 (1H, dd, J = 2.44 and
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2936, 3419; Mass (mz): 462.2, 464.2 (M+H)+ 1H NWVR

(d, ppm): 1.38-1.49 (2H, n), 1.84- 1.92 (2H n), 2.05
W@ 3065/020652 2. 14-2. 17 (2H5NM), 2.34 (3H5 s), 2. 8- PUBINDEHI00345

m, 3.16-3.22 (IH5 m5 3.49-3.55 (IH5 ), 6.57-6.57

(IH5 d, J = 3.53 Hz), 6.83-6.84 (IH, d, J = 1.26 Hz),

T
5 g 8581 L3 bd Tt And ] gy I éardéﬁz» Bt1.47 (B,
daHa &H9)57.98-2.91188.4, Hzp% Hz)89- 7. 92 (| H, d, = 8.8 Hz). V
Exanpl e 13:
Exanjple 20: - Me{(By(1-Metleyipigeridid-dyyl)antin o) ol vhetiioy] hérzbRR a@ansss!
f onyl - 5- LRkl Rdol e Using a simlar procedure as
given in the preparation of Exanple 1 and sone

noncWsing g similpapicgeduonss gibovin tte prepatiiorcofBranple p ahd dome non-

el el ek s g MO bR  Reh gL et . 184

1.3DAY mip-2. 07208 QHa)| 23248HNY, 275283 (B, nf)f DCBEUS €1HS), 3.81 GH,

Lt Pk Oy B PR 65 (hal Bt o B b e aped 7 = 50

H2)R6.39p681(11, d, Cm2Df Hz), T11887.191(1A0d, 13@78 ahd 83, Hz3,9%46-7.39 (1H, dd, ]

- 554 g 11 g 400 B8 g 1

(14, d,ﬂ“28&‘BH¥)2H m, 2.33 (3H, s), 2.78-2.8 (2H, d, =
11.1 Hz)5 3.17-3.28 (IH5 m, 351352(IHdJ:
Example-PAy | 51(581Mmlpipeﬁ5nel,-y1)hnﬁms3=4eﬁeﬂuz>;y]b&.zsxieesﬁlfavyl-s-

(IH m, 1 (3H n), 7.15-7.18 (IH 5 dd5 J =
25and859‘3%1—'fzd)zle756756(md J = 3.61 H),

7. 94Usifg @ @inilap|pragetlure) as=giser6H, thel pBParatich 6 Bfample 1 and some non-

SRR Fo Mot ot R SPERREH A AR, 2940

343 ByMass-(ézhy| 43dch (M’dl[)é 4854 1(+2)" sTHNMR (Sppmap du;rse1 AS(2H, m), 1.85-

L R ol RSP RR 3 Wou TP B o S8 W eppewga s o

s)Mb2B4. 25112, d, N9, 861Mzb;|)6|—55 &Qa(lﬂwwj)%ﬁﬁ(amll—ﬁ dlﬁ-— 8.48 Hz), 6 8-6.81

b LA B L g L A TRV LR

74 @Hnd,u Jre 2.0veHp), par5at(iidnd, b 3BT, 24-1.96 (141, dpies.92 Hz),
non-critical variations above derivative was prepared.

Exdvnple 2201 z)-{(341-Metipiperidid-Aiyl aktiid)-s+mEethaxg]benzdnesulfonyl-5-
[-[3-(I- :ﬁ](% ,JIH“I%EH di n-4-yl ) am no- 4- met hoxy] benzenesu

| fonyl - ing a simlar procedure as given in
t he %ﬂr@)arsamlao pravéduix aspiven ih the grepamtiornahBxantple &land some non-

crf B AR AR Ve AR Yk SR D TR HEREIER L ST b As1s, 20

3399, 8Mdss((W4)) 418. SL&MNWR CH—Nl\!mr@ ppin)3531-145 (QHHn) M.86-1.9 2H, m),

28o-3da o nk 530 Loy 2095 @i b, 133 i, 3s20m o),

4.1B#H5 @H_ d4J% 7.84. 183, 4.376.38 (1H, 4, F—?S@ZIZ)"Z_S)6766@1 (161 627 £ BH3 1),
6.82- 8'?2(’1}1 d3162'2'§)f1z)%9@57c?5(§§,&i 15%.19° 19°(2H, 3}4/56 726(51H d,J=36

Hz), 7.94-7.96 (1H, m).

C

=

Example 23: 1-[(3-(1-Methylpiperidin-4-3;l)amino)-4-methoxy]benzenesulfonyl-4-
chloroindole
Using a similar procedure as given in the preparation of Example 1 and some non-
critical variations above derivative was prepared. IR spectra (Cm): 1132, 1162, 1519, 2936,
3421; Mass (m/7): 434.3 (M+H)", 436.3 (M+2)"; 'H-NMR (3, ppm): 1.37-1.47 (2H, m), 1.87-
1.91 (2H, m), 2.092.17 (2H, m), 2.32 (3H, s), 2.77-2.8 (2H, d,), 3.13-3.2 (1H, m), 3.82 (3H, s),
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6.86- 6.87 (IH, d5 J = 2.24 Hz), 7.18-7.22 (2H, m,
7.26-7.28 (IH m, 7.5-7.53 (2H, m, 8.01- 8.03 (IH5
W@ 2003020682 2 Hz). Exanple 18: [-[(3-(|-Methyl pi PCT/IN2005/000345
reridin-4-yl)am no)-4-nethoxy] benzenesul f onyl - 5-
met hoxyi ndol e Lblng a S|n1lar procedure as given in
arati sonme_noncriti cal

h
4 R P e Tt S TR0 (el 4oL sPa b G4 12 it § 3.92 H),

Lo%84 1148, ) R
6. g ! SII(H I\/HC-IH) 4 azi ﬁ&ﬁﬁms?@l(sﬂaﬁﬂ%s&‘b@(lm l\@?& 3(7511547)) 7.9-7.94 (1H,

ml8619(2H5m) 2.1- 2.16 (2H, nm), 2.33 (3H, s)

Eganﬁes%t 6H1 ?(é](l g\ie%yla?pgggle%%)@nng)]jl él\giy]pﬁl)zenesulfogyl 6-

6 54 6. 55cl(m+dmddle3 = 3 62 Hz), 6.65-6.67 (IH d, J =
2- 2.22 Hz),.6.88-6.9
i b Boidy oo peocsdd af Sy i) e gRpAREOT b BRI a5t some non-
criticZl5vatiations abdsﬁdznﬂa&vé_ ks pregatbd. JR spatrda XCarlyl 18351212068) 1520, 2937,
3%239}@&1;5;2( Z)giggﬁp?gs i@ﬁ+§)*5‘%1§ﬁ9:(57pp%ﬁ) {4%Fad OH, nS 131195 (2H,
mh,-1. 1432(19(mt1h)/bmr(ﬁm i n7da g1 )(ﬁmmo)=141 1reh8.17-3.21 (1H, m), 3.83

G AP Y o Bk SR QOO A0S s ot om0, 1 -

8 BxamNk6e- 619 AR dSICRB2 O HB) 7 1}7?@!(2}1/?{)! m%m?)(ﬂ@mi/e 8.36 Hz), 7.51-
ar e spectra
7336 % il SR nade TR ) 4e7 s iy’
1I—|-N|\/R(d?§ﬂ l132(56H =
Example 45:4 4 {)[ Mﬁh @pcggiul 4oy amg- -4- ﬁiuor@bg@e&esgﬁoxp@npﬁole
n’) ﬁsﬁé a(s'ﬁrhilar%iroce&urzas ivéR i didl, pré&ratl&a P ERandple (1! ddd%ome non-
g 2-4. 22 Ba% J(—| J(%'m gz%l
cal7va£1a%c§1 Elovel vahge £/9S gre | spactra ’3p}2s375 1522, 2939,
34046 Babs (/) { 3818, 35(MEIST) T 'H- M§5 Iﬂ;ﬂ& 164837 @18 4n)( 13, 91(2}1] m), 2.1-

235 G g, 9, 21727 b, 317382 Hiagn pied-nt U, 6.65-

646 2141,a)(l6.82-4. 9#@1—1, d{J 4843, 64575—6 D’ﬁ(lﬂﬂd 814 , 2057.3H, dd, ) =2.28 and

70 TOBAA W B 5 (R 3. Efﬁ”g)fwﬁaﬁnmma%ﬂes— 751

(Hldf pRyglesH7.504735I MADb &), YIongi2B(181, 8d, If 210 4Resdyr e as
given in the preparation of Exanple 1 and sone

FRenplk 264 cal[ss(ﬂMeaﬁylﬂg&lmmvﬁ)adﬁﬁd |Wizbes 841?@}}4 g@@&gﬂﬁdole

1t Nﬁé—%ld %%[{%pfﬂ%]nrﬁ-yl}@n@lge@gqqesr&@ny mdele_ > wes ( zq].@ected to

bf@mna&oﬂ- gsigg fife I{térhfhnerﬁlethéﬁs 36— oﬁt&h' thi§ Merivhii?é Mass @mfzh:Hasdl gM+H) ,

g 88 Hz) 6.55-6.55 (IH d, J = 3.76 Hz), 6. 66 6.6
HM%) J—844Hz) 67968(IH d, J = 2.24 Hz),
8.4 Hz)

(LH .dd, J =.2.28 an
Ee‘wrlpleaaa }-li-.(béfea'wdmg%dlmz‘yx')awlsf*z“-mes@xylhweaewlfon@ -8
Hz) 7. 644fefidinddlE, d, J = 1.88 Hz), 7.89-7.92 (IH d,
1:, . .
?1%1 R@‘w}m&r@&% ﬂ%ﬁ@‘ﬂq'i‘/ﬂeﬂ}?f‘ﬂhﬁ‘l@leﬁéf%ﬁ%ﬁ“ﬁe 28 rigbjected
t&lbtbﬁlﬁﬂﬁéntfsmg the literature methods to obtain this derivative. Mass (m/z): 479 (M+H)",
481 (M-+H)".

Example 28:  1-[3-(1-Methylpiperidin-4-yl)amino]benzenesulfonyl-3-bromo-5-
fluoroindole
1-[3-(1-Methylpiperidin-4-yl)aminoJbenzenesuifonyl-5-fluoroindole was subjected to
bromination using the literature methods to obtain this derivative. Mass (m/z): 467 (M+H)",
469 (M+H)",

Example 29:  1-[3-(1-Methylpiperidin-4-yl)amino}benzenesulfonyl-3-bromo-4-
26
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chl oroindole Using a simlar procedure as given in the
preparation of Exanple 1 and sone noncritical

wa@ 2007a2G66Ns above derivative was prepared. | R BEBEDI2EE/000345
(Cm1) : 1129, 1166, 1519, 2940, 3418; Mass (m z):
434.4 (MrH) +, 436.4 (M+2)+; 1H NVR (d, ppn): 1.38-1.44
(2H, m, 1.85- 1.89 (2H, d), 2.09-2.15 (2H, m, 2.33
(3H, s), chlormindelgy (2H n), 3.09-3.20 (IH .- n), 3.82

(3H1 [§-k1 Wk%%)i}ﬁn%ﬁ-iﬁﬁmlﬁb]beﬁzeﬁe%if&éd%lor@n@oﬁ Qv8a§ Qg‘}jﬁted to

broalmaﬁsn using Hig hﬁﬁ}mmi@@ to gbtgin fthis éerwagve— Mags, (n/ap 48 (MHH)",
ssBMEIMZ), 7.23-7.26 (IH, ), 7.48- 749(IH d, J = ~
2.04 Hz), 7.5-7.54 (IH d, J = 3.6 Hz), 7.94-7.96 (IH,

Exﬂnplé 3¢ 815[3-(1=Methyﬁﬁpéﬁﬂlﬁ-4 methylammo]benzenesulfon lindole

b é tl?ly erid I+éeam no) ek(gq);)iedbenzene

sul ' 13- BT RIGY Jﬁﬁ?cﬂﬁl %V%SIP afegarfﬁ‘i‘qna?f B dyra@d gsing the

modiifie® Rtaktihgt Meteiddle P8 @ieﬂ@&x@ﬁo]@ﬁ@dﬁﬁiuﬁ‘oﬁylﬁlﬂéie S M some non-critical
variations riv . Was prepared.

Va‘}a%‘q‘g %%ﬂlfe(r: lnt”’é’P(F W3S P“’Paﬁ‘ﬁg&sﬂfg 1 384 ".2042, 3395:
Exqegple 3fy” ii?’é’s&%ﬂylélgﬁkg'm‘*-yjﬂzﬂw émzwetﬂaqes By ingthory-

(3H, s), imlok7-2.8 (2H, d, J = 11.4 Hz), 3.15-3.17 (IH,
") i 3, Bl S g e oG a0 win i
moBifiéd stirding MaBZial. BR- méﬂrylaﬁmo]belﬁeﬂesﬂﬁonblzftme&oﬁﬁn&ol@5and some

nor&éa@ical?a&at?d?% ggg)zrf %1%1 ﬁyl_e'i Weip p@ygﬁg %7' 8 'I Ii|4 :}D%—H)]* 3.6
amtl 1%?—<£§+4§¢»@%hgrz¢ﬂ-@wyﬁ AR50
gi V(?J@n ﬁrgr g&l@feaats ﬂfcthgé'g[%‘&) %f@% Ze {Tgnd u51 g&he

noncri Iatl on OVG | va lve
mofiified ptewng ma(e@nh 193 -metixytamnolbbﬁzzenesnﬁam-s gn::eﬁ);nd&zez and sobe ston-

cﬂtﬁc’% iatid ‘hf;%?g\ﬁh% ive w@gep% ég“‘i&%w%;{hd‘ﬂ\@ggﬂz ggn)( :2H
Exsmelz 3%*3 H1- @)(i Mezwlmpzedlm%l)(aeeta@ldﬁ}&ngwifﬂgagé%;r@%@e
(1 HIC[3 ﬂb&tt@%nﬂ%)#ylgaﬂﬂﬁ]@e&&eﬁlﬁnﬁﬁ ﬂ‘?lorbnﬁloﬁﬁ) K29 3 acetylated

6.83-6.
usifg ?ﬁ@ apeigh clgleeeanéed@ﬂ@O%thW)usglgﬁh@ s¥ising letmmrwethods Mass
(mExapp(a+ay:. | -[(3-(I-Methylpi

reridin-4-yl ) ani no) - 4- met hoxy] benzenesul f ony| - 6-
Exéfiple 39 nciqbfn.wmtmﬂp@eﬁa.mﬁyacamm%ee.ﬁ&u ?;ﬁnaolen the

Var NP hbinss by atind RegaisoB RS AU fespeductve

ac;(leiﬁdih ]\7)1th4%0§£5’$ 5},11('\)/%&6&1@1@3 %roc&ﬂﬁg of %%?pl W%ﬁd (Hyﬁnﬁl was in-situ

sulmctedio @fuqlog 51S1(1Q§.q>d1qﬂ borghyil)z;dezm f.g.’/tl(} gﬂg Mass (g:/@24 ](23(|15{I+H)
J = 11.2Hz 3.17-3.21 (ILH 3
Exg%glg%S: 1?[3-(1-l\&ethylp1perldm-4-yl)ethylan)nno]benzenesulfomg-s-ﬂuoror}?\dole
Using a similar procedure as given in the preparation of Example 34 and some non-

critical variations above derivative was prepared. Mass (m/z): 416 (M+H)" .

Example 36:  1-[3-(1-Methylpiperidin-4-yl)amino]benzenesulfonyl-5-fluoroindole
Hydrochloride salt
1-[3-(1-Methylpiperidin-4-yl)amino]benzenesulfonyl-5-fluoroindole (Example 6, 100
mg) was dissolved in minimum amount of IPA and the solution was cooled. The saturated

solution of Hydrochloric acid (13.5 %) in IPA was added slowly to this cooled solution and
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(3H3 ' S) 3 4.25-4.27 (IH3 d, J =7.72 Hz)3 6.58-6.59
(IH3 d3 J = 3.56 Hz), 6.66-6.71 (IH3 d, J = 8.52
wWo2003/080692 6.9 (IH, d3 J 2.28 Hz) 3 7.17-7.2 (2P3IIN2005/000345
7.41-7.43 (IH d, J 8.36 Hz) 3 7.51- 7.52 (IH3 d, J =
3. 64 Hz) 805-8.06(|H d3 J = 1.56 Hz). Exanple 25:

| - 3- | pi peridi n-4-yl)am no-4-Fl uoro] benzenesul
Wﬁ%ﬂk?Fé fodbT- éﬂ@ﬁﬁ‘gﬂyt@mﬁ salf seraradrd ewhiel wass filiaredeand; washadawith cold
g eparati on of Exanple 1 and some noncritical

vari ati ons above derivative was prepared. IR spectra

Eksmnpid 37:  143Q1 M‘.bﬁ%lpm%y yDA 3% o- B ftiox bR fizenBuFfbnyl-1H-indole
388.3 (M+ ag)ﬁ{*N [(d3ppm: 1.4-1.47 (2H3m 3

18519?1 e 215(2H3n),232(3|—l35)

2. 77URIng % (it poodeddrels- @Vgxgméﬁlgfrd(p}mﬁu&a 82E§ar91§e (6Hihis salt of

°’E>Q‘@?6’676"éafp(ﬁp%6 (! H834n&)3 7.0-7.3 (IH 3 G g = 2d)28
e eE 38 604 pofirge Mdaghtentgnt (pehiionealiider §' 7 191

d J Mk ﬁ8$tar ratsS22(F1Bbg) dtthined, fréin &.1.N7 (@fioffal Adstitdtll,of Nutrition,

spoindied R el DBty e Somds l dopap Torma ) on

fdodl_izﬁal(elmmn-lfqdlrpmspasﬂadndetéhryde)iaﬁrfdlle‘]vbenzenesul f onyl i ndo

N LT T ENTCT Y SRR T NI T G
ra(tstéﬂ)a tithed Bdseﬂ bally orti.p. J_-:Wlﬂmobcﬁnpaﬁfaqn comprising a compound of formula (l)
o1|' ? %ﬁ(spogl P%ngsﬁtg%l: !ch%lés_%ih)o% t Qgéiél Egrglgollgé )do?l?r gergg"p uonce—a-
déy-. [TBe {ak isledviviet! piithed litlitum fboy bcdhwatero- 4- net hoxy] benzenesu

: T ?g)rdaltda ?‘g I7 \Q@SZ dﬁ@‘t d t %%t?sr 150 av&ﬁltﬂ%/e?ﬂr} -lﬁlvéig %?agxgounts of food.

Frisds 157 b
Food infake dlﬁ)w@gm Ighin,is mBabu(eMeiﬂ)ihb rolfinarbpie AR a food ingestion method is

dlrsglh%zi%k th,FN?tegr an ﬁlg%sg(iee{jzialg _E%foiéclaala% ﬁ]o?ﬁﬂazrr%ggo éjglyf 2{»,/ 560?1_, 915-224,
ahd [l“ﬁlnbzill éteAhy Digbgies; ivdl Hit, Aughst,a2600 odﬂd&nme riehodst amydifidatifis.). The
R T NN T —
ﬂ(ertiisp)osuri67 (M—I— H +, 469 (M+H)+. Exanple 29:

- [ 37 &lne lrplbb‘ﬁ f! lllv%ecrOII‘l.’lclj)IOI.r;.]Il(f‘r h\éve) m no&‘lg %&é%ﬂzgﬁuggr? ?“Xant %CGI’G&SG n

r ono-

food[iakd, wivsf ¢oh§¢cpndnethe dbovednapher atithe ddseeolaithaslol @Ky | ord0 mg/Kg

? Jfﬂ?mi ndol e was subjected to brom nation using the
e€rature nethods to obtain this derivative. Mss

Exahple 397 8 ALable bgmpridiks 4 ddnkotind oEfoaumplag1)30:
[-[3-(I- I\/Ethyl p| perl di n-4-yl) et hyl am no] be

the. pr SOAPERH nacaé’ﬂé%aﬁ o1 and Sgtng the 10 e

example 1

Lactose 60 mg

Crystalline cellulose 25 mg

K 90 Povidone ] 5mg

Pregelatinised starch 3mg

Colloidal silicon dioxide 1 mg

Magnesium stearate 1 mg

Total weight per tablet 100 mg
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nodi fied starting material,
| -[ 3- et hyl am no] benzenesul f onyl i ndol e s and sone
WO oei651 cal vari ati ons above derivative was PCEPE0EH00345
‘Mass (mz): 384 (M+H)+. Exanple 31:
| -[3-(1-Methyl pi peridin-4-yl)nethylam no] benzenesul f on
y-5- et hoxyj ndol e Using a simlar procedure as, given
i n t HEe ineesdisntsi are porphingd,apdiaranuipted Hsing 4 yolyenhenchwg infethagol. The
fertnalatib@ theRtdeied Ad formed into tablets (containing about 20 mg of active compound)
l. - r[‘iﬁ nmet h%l am _no] benzenesul f onyl - 5- net hoxyi ndol e, and
with AR abpgppriefe teblet Mackine. at i ons above derivative was
Exanplered. Odaositioh for Ordl4dfMidd atonExanpl e 32:
I -13-(l-Methyl pi peri-din=4-yl) net hyl ani no]l benzenesul f on
y-5-f 1 uoroi ndol e.| Usi Hgrediest ni | gr ‘Vp%@@dqre as given
in the preparatiQn R EXEiid L [ango@s ng| the nmodified
starting materi al,
| - [ 3- met hyl anmi no]lbenzekrstasé f onyl|- 5-7P5kor of ndol e, and
some noncritical [VRFLAL bovederd;vaty ve was
prepared. Mass (n z,gaé ﬁgg“‘? %4 . Esxél’rml 33: ‘
-1 -[3-(I-Methyl pi peridin-4-yl)acetam do] benzenesul f ony-

5-f i - - - iy .
7~ (30 TR aremined oo fe gl cotalning iyt 40 o ach
onosapielppdd appsoximate pitetalaldiluddsags. t he acetyl chl ori de

isghl qr. ' the existing literature
A" LATEpRAEHIRA | O L aple 34
| - [ 3- (I -Met hylllpggedieitdi n- 4- yl ) acet pm dojobsinzeéhesul f onyi
ndol e Active compoun
I -[3-(I-Methyl{pi perT e n-ql- yi ) ami np] beﬁ?@nesu f onyi ndol
e was subj ect gifhntasicaeiduct i ve .acyljati on5w th fcetyl
chl ori de usi nggthe—procedure—et—exarple—33—and the
sane was in-siﬁoﬁ11 ‘ﬂ]Tl ed to reducti g;qgusi ng sodi um
bor ohydri de i Mvia&ftpatabaci d. Mass ((n7 2915 412 ( MtH) + .
Exanpl e 35:
| -1 3- (I - Met hy I[P prabs- 4- y1 ) et hy| ami h® Benzenesul f ony

- S-fl uor oi ndol\GrakihiBPs@aST M T ar Py OCEFHH £ as| given in
the preparati an—of Exanple 34 andl sone _noncrfti cal

variations abgResbitpfi0etoluienas prepdP88s Mabs (m z):

416 (MrH) + . ' .

[ 3- (1 -Methyl pi:,v%'l dﬁ@%‘ﬁlgrﬁ%& benzerlfgﬁjl fonyl-5-fluo
ro indol e Hydrdesteriogi de salt 0.035g
| -[ 3- (I - Met hyliperidir—4=—yHramnpibenzenesd f onyl - 5-f
| uor oi ndol e (E%ﬁ%ﬂgé 6, 100 ny) whs dPsol vell in

m ni mum anountDisfillddR#éAtand t he sol ptg.soto Ma@smicpol ed. The
saturat ed sol H+oen—ef—Hydreoehtorte—aerd—(33-b % in

| PA was added slowy to this cool ed sol ution andwas

al | oéithe tirgraficnts.arcliBe i foren £ Sukpdngibh For Orad adrhinkeRamat ed,

Bl 82 F LGP anTadiioned Wi th cold TPA " Exarpl e

| -[3-(1-Methyl phgrediendl N- 4-yT) Betd- met hoxyj] benzenesu
| fonyl -1 H i ndo|-e—H ] ¢ i simlar
procedure as g{AFERe ngredige pr o8& i on of Exdnpl e 36,
this salt of elRBRMECHARAS - PR R BE isotonic

Water for injectionto {100 ml

The active ingredient is dissolved in a portion of the water for injection. A sufficient
quantity of sodium chloride is then added with stirring to make the solution isotonic. The
solution is made up to weight with the remainder of the water for injection, filtered through a

0.2 micron membrane filter and packaged under sterile conditions.

\
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Exanpl e 38: Food I ntake Measurenent (Behavioura
Model ) Male Wstar rats (120-140 g) obtained from
wOoRdo7mR066Nat | onal I nstitute of Nutrition, HydePGhE005/000345

I ndia) were used. The chronic effect of the conmpounds

of gener al

formula (1) on food intake in well-fed rats

was then determ nedas follows. The rats were housed in

Exareple 4% ngueponiery Rogmelgtinr 28 days. Duri ng this
period, the rat pPRERnE! T NET ooseq%gﬁa or i.p.
with a conpositilan conprising a ¢ oun f formul a
(1) or a corresﬁond#h@vﬁm@@é@mllorlQ%ehche) Wi t hout

the said conpou

,_.a
()

T ) € axay.
'ég]ﬁrm& IEW %ﬁ%&at erﬂ.

food

is provided with_a
7th, 14th, 2 1st

PdYﬂﬂh}Qﬁlb lglyddylot)m e

2ei%i s |

ef

pr e- wei ghed anounts—of
gain is nmeasured on the routine basis.

IU'UU

|
Food—tntake

nd
Al so

The rat
On O, 1st,
t with the
wei ght

a food

i nge%he iopredietth e neltediogeharsedimized bhe steart bathf and ofrkdizko molds

Shaifthy 2 s ARG

Ezamgple #4: 200Ricaldfvdlmsbateni n- house nodificatins.).

Jour nal
i bal |

et. Al .,

of Phar macol ogy,
Di abet es,

41
VO

4, 2001,
| 51;
The

respective parts of the descriptions are herein

i ncor por at ed

-\r- n roforoane thao

I;'FI\T m

rt of the

discl osure. Spme reprggg

ullu l—ll\a

F3¥ﬁve conp

uﬁ&?”ha

be shown

the statistically si/givé éq@ptndecr ea

when conduct ef

ei ther 10 ng/ Kg,

or 30

501 g O
the do

d i nt ake,
es of

@b or both

Ef&mpl

e 39:

Tabl et conpri
i ngredients a

$INg a coppeydisd of 1 or mil ajgl

e conmhined. and nr.’-mllLa

)1

e
a

sol vent such as nethaﬁﬂmﬁﬂmﬂb formul &

t!érgis

ed Usin
I~

t hen

dried and for
of active com
machi ne.

d—TTro Pe

{cont=a
th an _appropri

| d
AL

bput 20 ng

et

Exanpl e 40: h@ﬂnbmsﬂmnon for

OOdJS g

Adm ni strati oM
into capsules]c

IIIC I |}
cont ai Ni

dl' T II

e

A%LGS%IU

100 my eac

di spensed
pne

capsul e woul d

Exanpl e 41: Lig

amﬁA(ﬁbutyiﬁb@hsahmtaaisole)al

Ip(ﬁq5a

pe.
di ents

are mxed to form a sus

q‘UIU' ot-at

S on Tor ol a

'“TOO P

adm ni strati on.

For mu

ation The

Exanpl e 42: Parentera
actlv

redient is dlssolved in.a portion of th
et efilh 51 et SRS B MbUERATS BeFtsh fosBrtpq° C. with
stidih@rA dlﬁﬁmSnttdﬁa{tlt‘jadﬂ@dteﬂ\attaboﬁtmf Ci RGhdnOadd®k ®ith REorous stirring to

e{?ﬁ%ﬁ{]’%&%‘éﬁ%{) aﬁrw%?%%gld ion.is ﬂ')%de up to wei ght
*h

tqegr ot 1%0& ect i on,
Fxainpledsd t0Object Wacagniod Task Modelmenbr ane fi | ter and
packaged under sterile conditions

Supp B%t ¥ CHiB; IAPSTHES qfrfﬁ}l"gﬁ‘g‘éﬁgg this énvﬁléqlqnegere estimated
uklﬂgetrhéﬂfl ofAmdmali cogiltian tie dbjeetaBaopnitibn task@odpbur ed i nto

ol d%/f[ale wistar rats (230 — 280 g) obtained from N L.N. (National Institute of Nutrition,
Hyderabad, India) were used as an experimental animal. Four animals were housed in each
cage. Animals were kept on 20 % food deprivation before one day and given water ad libitum
throughout the experiment, and majntained-on a 12 h light/dark cycle. Also the rats were
habituated to individual arenas for 1 hour in absence of any objects.

One group of 12 rats received vehicle (1 mL/Kg) orally and another set of animals
received compound of the formula (I) either orally or i.p., before one hour of the familiar (T1)
and choice trial (T2). The experiment was carried out in a 50 x 50 x 50 Cm open field made
up of acrylic. In the familiarization phase, (T1), the rats were placed individually in the open
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containing 2.5 g total weight. Exanple 44: Topi cal

Fornmul ati on AU of the ingredients, except water, are
w@eooeioziess2 and heated to about 60 C. with stirrP@IN205/000345

sufficient quantity of water at about 60 C. is then

added with vi gorous stirring to errulsify t he

i B i e Y0 RGBS PO (YL DRJRE Lo Gm eidht x 5.5 Com

duﬁﬁ&é’ﬂ tdvered e hellosi ﬁi@skiﬁg&ﬁ@r dld)IﬁS(andefﬂ)WenﬂﬁsﬁQﬁwd I Svo adjacent

colBini§ FBnTORE BEJsetor ELBhPL PORL b ACH lghy < Rgegonyts, i

sathk Sdtawere plased(id Bk sam? 8Rngis thdyt wére ﬁldce‘drm) Mt Mtidl. Choice phase (T2) rats

WO AIS{H g 5o e Gun Bl & it A preb b BE PR parf B, @) and

’ orh(m&& abjett dpCAmbagelor glassmdtﬁb u210m kightands @€ ifodfaamter. Familiar

SRR A ol B 3. A g i i o

eab]n glhbdt dédufiied yCciniffingd)l lﬁzhlng,lmewmg or i aving uﬂ)hwle twailst directing

bSH 4 089 4 A0 b TR 5y o g5 o

st@pﬂtcan Sitting ronsanbb]eét vaus mntabgarded @e Expbatatoymptivityd hodevtehy gt was rarely

SRABE T i B 5 SRl by B8 A1 E95 o s

tirex gyenti axplotingths fanahan obibctomtl novel dnjﬁﬂ)(aa 4‘!@0) x 50 Cm open

fiel Lyl n
phas'glﬁ@]%c} }'Ie@?%h etlo?ig s %vag Per}o%%dg %s GJ @%Eﬁ%tcélg A. [ﬁ:lacour, T,
19&88 o 1 1 g o @ n adis-eBehavioral data
Be(,lﬁvaétaig ergf Iﬁ%g 12.5 Cm he| ght x 5, 5 Cm d| anet er)
overe yél'l 6w maski ng tape alone (al and a2) were
posu Soron @@rasmtatw@ cadp@aménhave shover positive effrets indigatingthe increased
ur t I M r
n&% o%{?cﬁgetcﬁén%cﬁi t}&é &%&éag‘%dq %@Jﬂaﬁo gﬂgg q tfrP] vgfng & 9hd higher
dvawrmuaatms ideryThadnte forlone efthé wnmound Eatmpleh reerewh'@d@l Fig 1.
(T2) rats were allowed to explore the open field for 3
Emample 34: Gherdng(¥ awoingGtretchingiindustion by EHT R agtagenists one
novel object (b) (Anmber color glass bottle, 12 Cm high
and Ha@nWistardpta weighing 0950 igawere mpasc Rets pm% givee gehicle mjections
aﬁdzﬂ’fléeﬁrx ﬁlﬁMdﬂFlgﬁansPﬁLvrﬁr anfm:% f%f ﬁ%ac E%ég byor@l!ﬂg test day,

rra each j ect
toshrbfbidteem o thlz |ohsgrva@mavhan@ erd Andigsiing gm@mrh @r\ﬁhb tqstscgaerats were

g@éd st afli § gslfvaﬁ& 5 b@gs%#&wsd%ﬂw Gmgg%ﬁﬂﬁlsﬁ’&uoﬂ and observed

st ance ess were recor separ at el Yy
cpryingeushifar Fewnig, @trqrtﬂgnga andehewbisdebavwigs fam 60r"§9929rf@§cﬁﬂé’s drug or

afsa!e HiHiBhs/ 605} lhau-, bl phior ROWR il aantmlmoﬁcm o¥t1%%lﬁ§ [WEhg/ke ip.
IS'the tota ent ex | oring the

wab pdraipisteredto all the )mmmlé CIaeg élumbqr@f yawngestegiebes, and vacuous chewing
M@h&ﬁﬁﬂggﬁ@ 302%h bbRiva@li fifibd #8d rfueMRl. obj ect (a3

j ect recognition test was perforned as

descriyh ?éf)té%b’nt&ﬂ/@ Fethiiles lﬁte rox: $6018¢ OEimpHd -6, an@%&%npl@ 17 %\é\{nonstrated
one-trial test for neurobiol oglcal ?u di es of nenor

4P 80 ducraasimhostetohing: wwimerg cheying fekayiors %ilcomwﬂﬂs’g with the
vehicle treated groups, at 1 mg/Kg, 3 mg/Ke, 10 mg/Kg'and 30 mg/Kg.

REFERENCE:

1. King M. V,, Sleight A., J., Woolley M. L., and et. Al. Neuropharmacology, 2004, 47,
195-204.

2. BenteyJ. C., Bourson A., Boess F. G., Fone K. C. F., Marsden C. A., Petit N, Sleight A.
T, British Journal of Pharmacology, 1999, 126 (7), 1537-1542).
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Some representative conpounds have shown positive
effects indicating the increased novel object
WO e@oguicsi on vi z; increased exploration tinme WCHIN2085000345
obj ect and hi gher discrimnation index. The data for
one of the conpound, Exanple 6 is represented in Fig

1. | : Chew ng/ Yawni ng/ Stretchi ng i nducti on by
EX%‘FH’E?WP%@@?HZ&S Mal e Wstar rats wei ghing 200 250 g

wer g, ug, t v hi.cl n .0

pl a?léd ?t% I'n |%’|P§r%["$ g?s}sgeﬁso ar'én af:hadrrgg'?s ;a r’ 0-6 m high)
constagiteddinyblfakr Pasptay(ﬂ“SEe{ystems t@mrtm;&)t filtkely with ovatexb2t uB28C) and

vat hanbers,. and.testi
pos AL ekl SR Pl ) "R LB Bt 10 perpen
plaﬁdme rtying il (Pm bblawhthe svatemsedticat ﬁdtsyplafeﬂ aén tlthr eemire of one of the four

G . SR RS PR R e PEGHE i in e
congfrtation df nhg nmage amlrplattfoamofﬂem& hb (immnaﬁ@cum touguede gaeape beliawior. By

conttragt t?xa s nad %o@r‘t 3 ef‘rg I%ﬁ%Praf n dc jge wwgphea g&gﬁg %ﬁefppanﬂon of

ST eT e
theyspuiied maptneedssdne $or amﬂ;e\lmmgjs!m:htﬂumﬂgd mﬂmgssystemd (iVidagmot 2
] t.iqon conded. . The .
s H1Ers0 iy SBaNE hob r S000R il gy i
viagxdigipil eaméta dmimnsnagatae@usﬁan-bo@ﬂ t%udatcrrmascbpath lgnlgds, swim speed
r
S 18 A Y PRGRELP Tl S g e
rTg/ Kg and 30 ng/ Kg. REFERENCE: 1. King M
V el ght J., Wolley M L., and et. Al.
1. Ne*!&&@dlaiﬁ ”@ﬁ%r?agx }%9%‘&1 T4ﬁlsh§k%§la 210 4Fuk\?tda Aept ., ‘iharﬁ‘\iacology,

Bourson A’, Boess F. Mar sden’

Pe Biache. Mll?@b@murﬂooé 78, H7r7(9|15h Jour nal of
Phar macol ogy, 1999, 126 (7), 1537-1542). Exanple 35: .
2. validende eDTHdodzas & Bz ogﬂ@pér B uSoreto s iAst €6 abfThg Journal of
Cl PRdthtold9ahd o eﬁn&tﬁ!ﬂi@ﬁ%&fms 9063, @b’ﬂ;zg*‘@s 2G9St r uct ed
syst

In b erspex (TSE ms, Gerrany) filled with
Ex‘ﬂ‘ﬁﬁ)ferSS ?4351V2Q@ldﬁﬁgAB9§llaHsoned under neath a

wi de- angl ed deo cafera to track animal. The 10 Cn?

per Wal@lv@&éc %ﬂbd ki iaNGnele-£31, Rl OeP{rotuEl? NN QibrkS PAsEiRE Gwoidance
was placed in the centre of one of t four wragol nary

Paﬁé’ﬁﬁ‘r A ainipg, pppRratus papsistd of 3 sharhst 390mmgn fengly 36 mewde and

27016 kn @%ﬁ? R¥nsHBSEH tdedidbBsHe@ MREEMC tThE Froff add@p W8 tARarent,
pl atform fered ng intramaze cues to gui de_ escape

all%ﬁa\fheo PEPCRpeRtEnior gerve theebsbpdemetiige raam dsider b apparatus. The

chRHER vk dSAided T8ko @%b IcBMPA BnontsS phrafed B 4 @nRAICkhhfi® that contained a
formati on of the spatial  map necessa&ﬁyﬂlf or escap

smpll QPeng0 T vte Haaamhighert depedg dediont ofithe él@mbsr Jhe smaller
of @R Ghpartrhetfes AYSLRAS mEhRAH and@sn@iEd @Y&pod (%VB illumination

pr o ram anal yzes vi deo |rmﬂ)(es acqui red via a_di

Smefa laggen cofppartmsgiamensed 2 m@ﬁnwﬁhaﬁtwnoaémw%e’ghe floor
of Bad dhrk &iﬁﬁfahmeﬁ%ﬁ&s%ﬂ%d gBlef Id"lfbnﬁbiﬁil%fmﬂéss-@ﬂé@lrﬂaﬁ&haﬂ Rédre S5mm

ratio wmtinme spent in each qu n
ing uzu gacei 12.5 mm apart. A current generator supp led% }5 mA to Hae grid floor,

which was scrambled once every 0.5 s across the 16 bars. A resistance range of 40-60

l..

microohms was calculated for a control group of rats and the apparatus was calibrated
accordingly. An electronic circuit detecting the resistance of the animal ensured an accurate

current delivery by automatic variation of the voltage with change in resistance.

32



10

15

20

25

30

REFERENCE: 1. Yamada N., Hattoria A., Hayashi T,5
Ni shi kawa T., Fukuda H et. Al ., Pharnmacol ogy,
w®e@chzss2 And Behavi our, 2004, 78, 787-79 1. 2PCLANE000345
M D., Hodges D. B>, Hogan J. B., Corsa J . A, et a
The Journal of Pharnmacol ogy and Experi nent al

Ex ‘r’rﬁé}%‘i}' %re2003 307 (2), 682-691. Exanple 35:
assrve favordance Apparatus Aninmals were trained in a

sin ok lcried gﬁtec‘lp dés%t?eld%pewcjukl gf" oxde% 5{( @53' Vil ma e Wlsta:c rats
avoi dance par adi ral ni ap ara us consi S
weighing 20Z0eg “@muwﬁa Aninhadsn gets, b@@ﬂl rtmtha drboratoml Qhobaﬁwre the
| c ueh gt t
e"l’feﬁféﬁ‘? O o R o Akt @irelt Wkd pAC MEBlaDR ol tho gt
corpgsEnerhefithesrpegtus bEe tisr phestiytsdancothe emmahleas aninplgtely tumned to
facb ﬂt%'fgﬁt sMBe é}i%%&aﬂrtgncyl—@ t& A ch\él?lﬁer%éé'r&%fheﬁ g&sgalw/@ 20 s),

npartnents, separate y a centra shu

andlgrvingicnmglotelsimiared thpdak pyrBOmenh aiierscapable fBt shock pHh75 mA for

'3 ssv@ats a@fnﬁt?s%er&@tottﬁ@alﬁﬁlﬁnmastx;b@e ﬁllafi‘ mﬁge%t-SQﬁ‘eélSmJlé &%%sggetween

he conpartnents measur ed cont
eacé\ rwing owesion; eth PemRAFITALS anthg cﬂ!pmber Whie ¢leangérto remove any
ol BBy BRES RE&ﬂ A s fmmt&y uq1&1t]s @Qéematea % h, 72 h and on
|Ilun1nated The floor of this onpar
7 dap pet-Sreiaing by reuging thenimed intthp Hghttchamber andrﬁee@émsﬂ@gl latency to

entBthS ddrR ShantiRE & crfSHbA fimé bEITR s Slas @rﬁﬁo?d%aced 12.5 mm
apart. A current -generator supplied 0.75 mA to the

gr i Gofde @@ khe c‘Mi‘lB&ﬁldy‘@ﬁ sB&W %[Ebshg%ﬂicgﬁ’cQEcr@a\ég 'inylaQn t% reach the dark
across the 16 bars. A resistance range of -

zong, gt Hhmade,mal dogg i agredsentyive datadpt %wxegmiﬁé 1§)Fh0r‘"alt ig Fig 2 in
grapRidaltihgn appar at us was cal i brated accordingly. An
el ectronic circuit detecting the resistance of the

ani mak Jd@ASIMHERAl it Rigdl dethets@atésUhitemE cO@bdBd ¥f B present invention
. autopatic var|€t|on of, .the voltage wi th change i n

improws the spgnition,asd MopRwReciically.Jhe earslideionsol BN R the fimg jnduced
mg@mﬁ@ﬁ@aﬂbed previ ously (Fox et al., 1995). Adult male

Wstar rats wei ghing 200-230 g were used.. Aninmals

wer REFRRENUE:t 0 the | aboratory 1 h before the

experinment. On the day of training, animls were
1. pl @aitdhah aCIMY IR &C. IEARoWE N. I, fTEIGMt ACXRAIr17680000,, SobRty for

atus } e tinmer was started once the animal has
“ed to face the front of the chanber.

s OO O A Rt TERor i, S5 GRp pprtemi

dank9iﬁﬂpaavmmn®9an I nescapabl e f oot shock of 0.75 mA

t dtq th Anj mal
nxafipl 5. (S adeteer PRERE vl e -BlseeRgach
tr a'PTx‘aﬁﬁhc&% éloﬂbta Oﬁl{ﬂgp&{lt dOJCCm ng Ct%a{ﬁéefollowmg the

were cleaned to renpvé any con ounﬁlng ol fdctory-cues.
Pregedurs. of this i nhibitory stimulus was eval uated 24 h,

Mdiéridls #AMQRodé: day post-training by returning the
animal into the |ight chanber and recording their

| at diesptersoutse eumanareepmbinapt raptsesed indHBR? Begellon ti me of
300 radivtsaRIMFEAY.SH (60-80 Ci/mmol)

Final ligand concentration - [1.5 nM]

Non-specific determinant : Methiothepin mqsylate - [0.1 pM]
Reference compound : Methiothepin mesylate

Positive control : Methiothepin mesylate
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Some of the conpounds did show the significant

increase in latency to reach the dark zone, at 10
wonuorkg2wsal dose. The representative data for PEEIN2005/000345

exanple 6 is shown in Fig 2 in graphical form The

data shown in Fig 2 denonstrates that the conpounds of

[ [ . .

Incﬁl%g%rlpgnﬂ ditions ,l&t\éﬁ:gbtn%: %rse S %g %41'% 6{1‘ 9@ ?ﬁis‘ HEP@%P?@ CO] 1ta1r1rneng 10
mM h@(ﬂl‘geﬂ 5 anr EPTAdor 6 ohrutes REBERENTE: reéntloﬁ:avbals atrarnakkd by rapid

Vac% %%%6%0 slagsd eﬁlt?%r E/ﬁdé e h@%ﬁ@@ Angb'%‘i filtgrs wag Jetpgmined

andBompsBedtvadontrél. valiiés 1. qrddvtir jolosttal and. intedfRetipmn oftestMompound(s) with
try, 1995, 65, 6, 2796-2799.

theéﬁgedqﬁ%km%gl I\%g]\‘fg)%{sagnrgesgn bi ndi ng assay for human 5-HTg
recept or Pharmacol ogi cal data Co ounds can be tested
according to the f&l | owi ng the pr cedures. Materials
and Methods: Receptr X n reconbl nant
expressed in HEK293 adi oI [ 3H LSD (60-80
C/mmol) Final 1iga tratio [15nl\/]
Non- speci fi ¢ det er mmant bt hi ot h&pi n nesyl ate -
[0.1 nM Ref er ence conpou Nd : Methi hepi n nmesyl ate
Positive control : Methigghepi n_nmesyat el ncubati on
conditions : Reactions vvere ¢ ed out in 50 itiM
TRIS-HO (pH 7.4) containing I Mgd 2, 0.5 ni M EDTA
for 60 mnutes at 37 0C. The getNon was term nat ed
by rapid vacuum filtration onto gI ade fiber filters.

.

Radi o gg apRed PRy {[ie ﬁadh’"?%’m Ty nEr 1T ned
and conpared 10 control Val des N Pre t‘ﬂ? (%fcertql n
any i mteract LIULI_'I_;) L..J! lAI.C t 1._UT chle f‘%i@l ol at ned
ser ot grir -1 ST O GT g ﬁl trey 1§| retratt r€ie.
Mons mg——- ‘}'""5-3(‘31@3‘3 ™ FQE!}' afr—EretiEhg—and—
Expr egsi Gﬁﬂaf Nover=Sefotont STEN ept-or :,‘;g?tl —Hi-ghr
Af T i nifty—Hgr Trileyeti-el-Paveh EOR-e—DrtgS M
Phar mieol—2( a3y 28 by By do 00 079323 7 e
assay Tha t and .'5:‘ g:(I_Ih A-']’ f;?ﬁlgp + ho nn_:&ﬁzﬁnrle at the
LELELA 2 |Lu3\.||| rJ ™ A T] < \Z AT
hurranl%‘;."!’j7 receptots—wa L7 ned—b j hei r
ef f ect—on—EAMP_acciul

HEK293 cel | s.
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).
Example 47:  c¢AMP assay

The antagonist property of the compounds at the human 5-HTs receptors was
determined by testing their effect on cAMP accumulation in stably transfected HEK293 cells.
Binding of an agonist to the human 5-HT; receptor will lead to an increase in adenyl cyclase
activity. A compound that is an agonist will show an increase in cAMP production and a

compound that is an antagonist will block the agonist effect.

Human 5-HTs receptors were cloned and stably expressed in HEK293 cells. These cells
were plated in 6 well plates in DMEM/F12 media with 10% fetal calf serum (FCS) and 500
ug/mL G418 and incubated at 37° C. in a CO, incubator. The cells were allowed to grow to
about 70 % confluence before initiation of the experiment. On the day of the experiment, the

culture media was removed, and the cells were washed once with serum free medium (SFM).
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Bi ndi ng of an agonist to the human 5-HT6 receptor wl|

lead to an increase in adenyl cyclase activity. A
w@eorepoees2 t hat is an agoni st will show an i ncrBEEEN2005/000345

CAMP production and a conmpound that is an antagoni st

mﬁll bl ock the agonist effect. Human 5-HT receptors

e e g @@\ﬂ@;&%&?@szﬁa@%awﬁﬁ 2 B min T

merhwlware\memhveﬂi&% ﬁeilﬂSFMiBIBM}S ﬁfeﬂﬁcbﬁﬁﬁ)nga@ﬂoﬁclﬁlmgﬁﬂdb, and 1 uM

nd |n 7 ubat or
seftiy, Mook AHRE i Blocd o e bufrt® WETORRD Ak bHE for 30 min
Fdiﬂ@fvmgenquhatiqnathle aedif wars mmxghzudm&.ells @aret hasheﬂaynoe fwitthemL of

tur
P]?g(ﬁ)ﬁsép&%?éuffetraﬁ é’g‘y 2 ]ﬂm we S?,tée\r,\ﬁrﬁn“fltrggg m%%}d @E% etthanol and 5 mM
EPBANY: LTetoA°nig. fof 1 QMWWIMIHhmmmddedd smbfirred uiu:atm:pendorf
f T i@ e [ enpyve nd fresh . ..

el Piiihes i el o TS ” G Btk SRRleoR st (55
urdibassaysdi n (as antagonlst) wer e added to the

appropriate wells and i ncubated for 30 mn. Follow ng

i ncutvIP eantentheasndsthirmingsd by El 4 fowede-amdutchssay)elsing the rAgnersham

USSP B ol 05 P RS0 B L o e .

BmftyawaPahdbt@mmvd BDA cpmpdtitionbeted®, unfabeled cAMPrand Rifexed quantity
,oplgéé$;§da a@eﬁeti%mc T bﬁ@ﬂ% % 203; S r&g\n;n Q%&%otﬁeg%@ed gr!tibody is

tubes were centr I
ingpabilizeé ostg mebfﬁateaﬂ tdcroigreewells (oree@at@ﬂt with €secomd a‘uitibody The reaction

0] .
BER BT DLl P SUEADG0 Bl ) st i
thepptisgium @Mkﬁa%@m@@@g Foliyveng i dowdugubationied 47 Q dlge unbound

c : t oD
TR, BRI S NSRS AN o 8 TLDSA D
tl"qnfﬂhfihewdlm (Ipes added andbinpubpief h@raommemﬁme fweﬁobnmdlhegeactmn is

%%?/ﬁﬁeze ﬁonC&NbeaEE 'lkbolq{ysul Eﬂﬁc 2k '39(9 W de 1’ Fultant color read by a

ont o pol ystyrene EnCr ot 1t
m@l@@@@i@ﬁmﬁmmhqomw&ﬁhﬁﬂlmmﬁo Ifﬁh@e?f eaction is
started by addi ng 50 ulL, peroxidase-I|abel ed.cAMP to
the Iedhpfiacioebadenylylnyelsecastsat sehewf the compounst ofthis dmwention was

f&lﬁ@ga Hé% b getlzwg %ﬁgcbn%{ with o gou n%’lécﬁx\ﬁ‘gﬂ@ve} atﬁ%er of other r)e/ceptors

I ncubat1 on e un di1s separated b
mﬂ%ﬁmaﬂ%#%%@%ﬂm@“ﬁﬂﬁééﬂhﬂ%SHTbemdégf%nzyne substrate
trinmethyl benzidine (1), is added and incubated at room
tenperature for 60 mn. The reaction is stopped by the
addition of 100 uL 1.0 M sul phuric acid and the
resultant color read by a mcrotitre plate
spectrophotoneter at 450 nMwi thin 30 mnutes. In the
functional adenylyl cyclase assay, sone of the
conpound of this invention was found to be a
conpetitive antagoni st with good selectivity over a
nunber of other receptors including other serotonin
receptors such as 5-HT | Aand 5-HT .We claim 1. A
conpound having the Formula (I), Formula (1)
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or a pharmaceutically acceptable salt thereof wherein:
-Ar represents any one group sel ected from phenyl,

wmaphnnss2 a nonocyclic or bicyclic heteroaryl PCERCN0000345

Ve
1.

whi ch may be further substituted by one or.nore -

i ndependent substituents and those substituents are

def.ined as Ri; R represents either a hydrogen atom

mC3) al kyl or halo(C -C 3)al kyl group; R and R

I A deywenddintving thepsramR()s one or nultiple substitutions

on the benzene ring, gnd includes a hydrogen, hal ogen,

cyano, (G -C3)alkyl ; al o(G-C 3alkyl, (G-C

3) al koxy, hal o(Ci - 0=8p=@oxy, 4|1 o(C 3-C6) al kyl or

cycl o( C3- C6) al koxy; esent, represents

hydr ogen, hal ogen, ¢ o(CG -C 3)al kyl,

(Cr C3)al koxy or hajjo(C | C 3)lal koxy; R3 whenever

present, represents j al kyl or

hal o( G - C 3) al kyl ; R®53nd & eM er hydrogen

or nethyl. 2. Aconpo nd &ﬁrredin Caim1l wherein

Ar is phenyl, naphthyl, indolyl ¢ i ndazol yl,

pyrrol opyridinyl, benzofur XoythulalfBnz ot hi enyl or
claimed in Claim1l

bd%la?el n R ?éﬂlg aﬁég?ﬁlegﬂ{@%gér}n%&n%%yl or ethyl. 4. A

céﬁrsm%entagmc oBg exoHp |spiec®dafrmn Photybrrephthfl, aamahoBydlis a bicyclic

%;I cjﬂabp %Fbg ( %§§ gj% Bg%?t:héy ubs eﬁ] ?yg)%lx% QF ymor%yl%ﬁependent .

Iﬁa bsiguents @n %f)nastet@u&s,mtueansmdyﬁ@dam) al koxy, hydr oxy(Cl C
3) al koxy, cyclo(C3-C6)al kyl or cycl g¢C 3-C6) al koxy. 5.
A conpoundras claimed in aim1 Rierein R2, |

(L 1C3) or g
clai E’ Bm1 ! N e 5 Z
(G-&)al \Yl orhal o(Cr C3)al kyI 7.0 A corrpound as

claimed in Caim1l wherein Rsand R represents
HR; ehptegrats, eithergy hyAl‘nggluf(@l"@S)alkb’hﬂ ibrelc (G, +Cspalllayil profip;

B TR T e ———

|1m1@de@ a hydrogen, halogen cyano, (Ci-Cs)alkyl, halo(C;-Cs)alkyl, (C,-Cs)alkoxy,

a]E]o%C (‘bsagﬁﬁyéﬁio?&rt%ﬁﬂﬁr HeloAmlaghhgyzenesul fonyl -5-m

OXYI
| Rz[ *Bhe(nlevelvmr%yntprepmmx@ hyddeggh, ) latrizgem | (BeC2elkels hhlo(tiyC:)alkyl, €

SCS? ”gp%%tllllpl perl%l n-4-yl ) amo] benzenesul f onyl - 5- Br
olhﬂyhmmeepresent represents hydrogen, (C;-Cs)alkyl or halo(C;-Cs)alkyl;

ffgﬁgéﬁygg%&%[igbghényemy?m no] benzenesul f onyl - 5-¢

Ol' O n
2, l Au %rg oé(!)uéx%ts QYa!nRécp o tﬂinp 1 Lli;v%%@%r o lnl?e%nlz % l f o Qéflyl mdfazolyl
IPWﬁwwYﬂmmmﬂymMﬁmawuhmmmth)@ﬁmmn@hbnﬂﬂnesulfonyl-
hl or oi ndol e;
3. | A pgugqund/es daimpd neCliigi hwhergih Reisr hislduen aone swsthiyboryethy- ¢
hl or oi ndol e;

4. A compound as claimed in Claim 1 wherein R, and R, is a hydrogen, halogen, perhaloalkyl,
perha}oalkoxy, cyano, (C;-Cs)alkyl, halo(C,-C;)alkyl, (C;-C;)alkoxy, halo(C,-Cs)alkoxy,
alkoxy(C;-Cs)alkoxy, hydroxy(C;-Cs)alkoxy, cyclo(Cs-Ce)alkyl or cyclo(Cs-Cg)alkoxy.

3. A compound as claimed in Claim 1 wherein R,, represents hydrogen, (C;-Cs)alkyl,
halo(C;-Cs)alkyl, (C,-Cs)atkoxy or halo(C;-Cs)alkoxy.

6.

A compound as claimed in Claim 1 wherein R; represents hydrogen, (Ci-Cs)alkyl or
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or a pharmaceutically acceptable salt thereof wherein:
-Ar represents any one group sel ected from phenyl,

wmaphnnss2 a nonocyclic or bicyclic heteroaryl PCERCN0000345

whi ch may be further substituted by one or nore
i ndependent substituents and those substituents are

(G BN g by bscresialee g B and R

i ndelﬁ[elf(d-@l’&tﬂ:y}lpiﬁ@ﬁilﬁ@l)étgylﬂﬂiﬁcl)]lbgnzﬁiﬂsﬁlfdﬁka-ﬁubb&ihcilqcﬂ?t i ons
T EL R T
hal a4k - C3) al koxy, cycl o(C3-C6) al kyl or

cycl.o - l.koxy: whenever esent,..re sents

hyar So M RE-4De g Ao IR SRS FARRGIE

C3) aifydpocilonitle fuitt a{dGi sterjseinkotkyrcoffand\i edbitkeeofpr esent ,
represents hydrogen, (C -C3)al kyl or hal o(C -C3)al kyl ;

9. RAgmnctefs forethe preparationeif b batpduyd oftfgmmlo() net hyl which

conprises of contacting a conmpound of fornula (a)

wherein RR5 R and Ar are as defined in claiml

earlier, with a piperidone derivative of formula

(b) : Conpound of form}na (1) wherein, R5, Rand R are

as defined above dygd-egycti vegam nation using a

sui tabl e reduci ng agent / catRlsyst in presence of

inert solvent at anpbient Rsze at URe to obtain a

compound of fornulla ( 10f A process for the

preparation of a la (1) or a

phar maceutically Rgreof wherein: -Ar
represents any one group lsel e¢ted from phenyl,

napht hyl , a nonocycltc oR b cRelic heteroaryl, each of

whi ch may be further substituted by one or nore

i ndependent substituents and those substituents are
defined as Rl; R represents either a hydrogen atom

(G -C3)al kyl or halo(C -C3)al kyl group; R and R

in ndent . v..I epr n ne .o [tiple substitutions
oﬁggﬁgm‘glgcﬁ%%%lelyfg%ﬁé‘%%%%tﬁeﬁ% U eerg}rjlcél hydr ogen, hal ogen,

C AN cepres@tCarg) arekgtoup beddote( Gra@B phdnigly Inaplthyl; CR)mbeyokiy or bicyclic
hal o( G 5 C3) al ksxy. . cycl -6) ak kyl.  or : '
c?‘gﬁggo@@]s- al&ig’éifh I&V %ﬁg@grm&ﬁ@é&t&c&l{y Pl?éep Pesen smdemndent
hysdbstiyents adnbthosg aubstifuelntCard Hefidey bs Rhal o( Cr C 3) al kyl ,

(G - C3)al koxy or hal o(Ci j 3) al koxy; - R3 whenever
present, regjesents hydrogen, (G -88)alkyl or |
[ hy gk

hal o( G- C 3)al kyl ; Rs IR
or i ch CR ri se i lic
subs Re a 'corsound : : R1,
R4 and™Ar are as defined in claiml earlier, with a

pi peridinyl'halide of fornula
R represents either a hydrogen atom, (C;-Cs)alkyl or halo(C,-Cs)alkyl group;

R; and R4 independently represents one or multiple substitutions on the benzene ring, and
includes a hydrogen, halogen, cyano, (Ci-Cs)alkyl, halo(Ci-Cs)alkyl, (Ci-Cs)alkoxy,
halo(C;-Cs)alkoxy, cyclo(Cs-Ce)alkyl or cyclo(Cs-Co)alkoxy,

R, whenever present, represents hydrogen, halogen, (C;-Cs)alkyl, haio(Cl-Cg)alkyl, (Cl-
Cs)alkoxy or halo(C;-Cs)alkoxy;

R; whenever present, represents hydrogen, (C;-Cs)alkyl or halo(C;-Cs)alkyl,

Rsand Re represents either hydrogen or methyl

which comprises of contacting a compound of formula (a) wherein Ry, Rq and Ar are as

defined in claim-~1 earlier, with a piperidone derivative of formula (b):
38
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(©: Conpound of fornmula (1) (a (C wherein Rs, R5 and
R are as defined above; X represents as a hal ogen atom

w@ewh/ozwsst | uoro, chloro or iodo, using a suitabCEINAGH00345

and inert solvent at a suitable tenperature. 11. A
process as clainmed in claim9 or 10, optionally

i ncludigpg a . converting a conmpound of the formula (I)
i nto _arjot her compound of the formula (1) b. renoving

any e@ting groups; oRsc. formng a

phar utically accrptahle galt, sol vate or a prodr ug
t her 2. A nethed Tor e treatmen{_: (flgo la (I
of t E’ tral ner_¥ou m reTatéd remppung ptiormyla (D
by tRe y ecept o’ ina p&ient in need thereof

whi ch nprises providingto said patient a

therapZLiti cally effective anmount of a conpound of
formul a7(1) as defined ir{b)any one of claiml to

C lyhief3tnd R, R3 anei\ Rtehaddétmed BdVRES, fdaudivel aﬁﬁﬂa@mﬂhﬁfn@' 4) suitable

sai d di sord IS an anX|et¥ dlsorder a,cognitiv
diredyrine pgeng Cﬁﬂﬁgd}l é’ﬁ‘éﬁ‘@ﬁ@ iert el VS‘F‘% raa@}ent ?H‘Peﬁ&t‘lfe to obtain a

WlethQSfﬁ)kﬁﬁla’w in claim12 wherein said disorder is
Al zhei mer' s di sease or Parkinson's disease. 15. A

10met frocksEfor the praiBtionofel cdinfduhd offvehah (T) sai d di sorder is

attention deficit disorder or obsessive conpul sive

di sorder. 16. A nethod as clained claim 12 wherein
said disorder is stroke or head trauma. 17. The nethod
as clainmed in claim 12Amherein said disorder is eating
di sorder or obesity,_18. pharqﬁceutical conposi tion,
whi ch conprises a phar euti calydy acceptable carrier
and, an effective ano ofRa C ourd of fornula (1)
as defined in. any [ .
conpound of formula /y) s defli ned{in any one of claim
1 toclaim8 for USR]

or a pharmaceutically acceptable salt thereof wherein:
-Ar represents any one group selected from phenyl, naphthyl, a monocyclic or bicyclic
heteroaryl, each of which may be further substituted by one or more independent

substituents and those substituents are defined as R;;

-
Ra rLR " '\LR
Sl T X Y
—_— R4—- —_ Ry——
\IN R TS TR N
\ .

R represents either a hydrogen atom, (C;-Cs)alkyl or halo(C;-Cs)alkyl group;
R; and R4 independently represents one or multiple substitutions on the benzene ring, and
includes a hydrogen, halogen, cyano, (C;-Cj)alkyl, halo(C;-Cs)alkyl, (C;-Cs)alkoxy,
halo(C;-Cs)alkoxy, cyclo(Cs-Cs)alkyl or cyclo(C;-Cy)alkoxy;
R, whenever present, represents hydrogen, halogen, (C;-Cs)alkyl, halo(Cl-C3)alkyl (Cy-
Cs)alkoxy or halo(C,-Cs)alkoxy;
Rs whenever present, represents hydrogen, (Ci-Cs)alkyl or halo(C,-Cs)alkyl;
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11.

12.

13,

14.

15.

16.
17.
18.

19.

WO 2007/020652 PCT/IN2005/000345

Rsand R represents either hydrogen or methyl

which comprises of carrying out nucleophilic substitution in a compound of formula (a)
herein, R;, R4 and Ar are as defined in claim-1 earlier, with a piperidinyl halide of formula
(c):

Ar
s Rs
N Rs N/R
i ~———— Compound of formula (I)
Rl// NH + X R
Ry - Rg
@ ©

wherein Rs, Rg and R are as defined above; X represents as a halogen atom such as fluoro,

chloro or iodo, using a suitable base and inert solvent at a suitable temperature.

A process as claimed in claim 9 or 10, optionally including
a. converting a2 compound of the fo_nhula (I) into another compound of the formula (I)
b. reinoving any protecting groups; or
c. forming a pharmaceutically acceptable salt, solvate or a prodrug thereof.
A ﬁdhod for the treatment of a disorder of the central nervous system related to or affected
by the 5-HTg receptor in a patient in need thereof which comprises providing to said
patient a therapeutically effective amount of a compound of formula (I) as defined in any

one of claim-~1 to claim-8.

A method as claimed in claim 12 wherein said disorder is an anxiety disorder, a cognitive

disorder, or a neurodegenerative disorder.

A method as claimed in claim 12 wherein said disorder is Alzheimer's disease or

Parkinson's disease.

A method as claimed in claim 12 wherein said disorder is attention deficit disorder or

obsessive compulsive disorder.
A method as claimed claim 12 wherein said disorder is stroke or head trauma.
The method as claimed in claim 12 wherein said disorder is eating disorder or obesity.

A pharmaceuntical composition, which comprises a pharmaceutically acceptable cartier and,
an effective amount of a compound of formula (I) as defined in any one of claim-1 to

claim-~8.

A compound of formula (I) as defined in any one of claim 1 to claim 8 for use as a
medicament.
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