18 AUG005 WD 2004/ 048330 PCT/ 1 N2003/ 000209 'm
N- ARYLSULFONYL- 3- SUBSTI TUTED | NDOLES HAVI NG SEROTON N1 8 AUG
WO 2@ }_&g{%ﬂ? AFFINITY, PROCESS FOR THEI R PREPARAANAIN: A0
CEUTI CAL COVPGOSI TI ON CONTAI NI NG THEM Novel

§-aRvL.SUYFRiA S %gﬁggﬂuén%i&%ﬁ %@Eqd OB RUERE R SRR

procesS 86 PLRLR bﬂiz;tﬁo&‘ Ubpn rftRc ?&ﬁ@éﬁﬂo@r@ﬂﬁnécﬁwmmm THEM
process for their preparation and pharnmaceuti cal

conp05|t|ons containing them 5 Field of invention:
NovelFmaWigmlf@ﬁmarsamltmasmmsle:i; nmngiammtoelmnteeepm i) useful
o JNa h%lsulfoqy - substitut Sd |ndole§tg %ﬁ er al utical
a5 thesng e (R§OMtEnaRTocHRs | DL UEE. RTETSUStharBhs DRAEAFeuti
compbaitiod@Rjoin€aihidlgthend hei r stereoi soners, their geonetric
forms, their N-oxides, their 10 polynDrphs, their
phar maceutically acceptable salts, their '
Fieid BPAIVERGERL i cal |y acceptabl e sol vates,
pharmaceutical |y acceptabl e conpositions containing
them and use of these conpounds in nedicine,
medi canents _contai ni ng them and their
di agnostic P éﬁ@ﬁ@ﬂytT%pGﬁﬁ@Y@Fmﬁ@PﬁﬂPQS%?ﬁovﬂéi6R@§@PFW:}
- invention also relates to the process for prepari qg
substttmi@dd@ﬁ?j@mmﬂsth@f%@ﬁ@rf@rm%rwtae'(Hefl‘féfwé?rthe" analdgs, their
derivatives, their analogs, their tautoneric
tautomgeg rforpn  Helsr seTemisnsiess, (Rl gegesliet (s 8?% - ?H@?% their
N- oxi des, their polynorphs, their har maceut i cal
10 polynasphstthdit ehsmiacsticaliiaccemabiraekut tﬁa@amh?ma%@éma&m geceptable
sol vates, the novel internediates involved therein
solvatasd pphamarectically careptalle coprapliens 6ppasingithaw and use of these
containing them 1 118 nub 2005 WD 2004/ 048330
compRCTds N2 00006 20@diThmenisnpenaidisg Bemt fred desienge as diagnostic
formula (I) of this. invention are 5-HT (Serotonin)
agentd. gands e. g. agoni sts or antagoni sts. Thus, conpounds
of general fornmula (1) of this |myent|on are usef ul
for treating di seases mheriﬂn nod Iatlﬁhﬁof 5-HT
(Serotonin) activitg, is d SLLﬁd_ﬂgseﬂlflca||y t he
conmpounds of this i oh ar e usb ul\jin the
treatment andrj. 5" or\prophyl axis dﬁspsyﬁh05|s
par aphreni a, psyc deptessi on, mani a,
schi zophreni a, sf oﬁn1disorders, anxi ety,
m gr ai ne headache, resqf on, disug addiction,
convul si ve di $erders per spnal it digﬁ%ders,
hypertensi on, autis pos{-frau =e{ st ress
4 2

[4)]

15 .
General Formula (1)

The present invention also relates to the process for preparing the compounds of

general formulé (1), their derivatives, their analogs, their tautomeric forms, their

20 stereoisomers, their -geometric forms, their N-oxides, their polymorphs, thgir
pharmaceutically acceptable salts, their pharmaceutically acceptable solvates, the novel

intermediates involved therein and pharmaceutically acceptable compositions contfaining

them.




10

15

25

syndrone, al coholism panic attacks,

obsessi ve- conpul si ve disorders and sl eep disorders. 418 AUG 2008

WO 2bthgsgsagpounds of general formula (1) of thiﬁﬁ/%%{?at/{;ogﬂis)

are al so useful to treat 10 psychotic, affec

ve&et ative and psychonot or synptons of schizophrenia
and'@ FEMPeKdE b yhaarerip! fronda (8ioflthieivedtion ak BHTeSerotonin)
nti psychotic drugs. The conpounds of general fornula

ligandy p-grdaonists pheetegPOAtsar Bhusl sompeerdsl oft gerteraialbrmula (1) of this

. neurodegenerative disorders |ike Al zheinmer's disease,

nveniig R Serflisar Hinelinaudisdasgs wherint SiodiiatiaeeofdElT (Serotonin) activity

) chenot her apy-i nduced voniting. The conpounds of

1S dea@ﬁer%weqf@aﬁujlt@ ¢arpp@inds lof this inverdint aenusstd iakisoremekol and /
i n nodul ati on of eating behavior and thus are useful

or prpphyiRdR. Of gychoris, peraphdiniay pepchotivrdeplestipn as@aRi, abRdophrenia,
wi th excess wei ght. Background of the Invention 20

| schizggfipniferae slisesdaos, aimdety e ntigraine niezadatise, SysHrédSicl, &drug addiction,

I nfl uenced by the adrenergic, the dopam nergic and
conviglgide ghigasterne peisonalibudisbriars hypdréansByis betisn, [SRE-0hombhic stress
has been inplicated in a nunber. of. diseases and
syndrogidi gicohslismuhipahicomitgtieat ebsessivdreoBanéival diBe¥RUSand sleep
. system These include diseases and conditions rel ated
disorgieys sTlee pompouretat df wgneraefot@uMi(NBf tQiMentRANrE AIdd RGful to treat
body tenperature, controlling blood pressure,
psycinbior effscton, vagetaibley and psgetbinoaphéaibianail sPhB8inBRY! A the
states. (References: Fuller, R W, Drugs Acting on
extraggruidal etaforsidiceffeaiadf oBys bafifsyctRitielapgy. of Ser ot onergic
Transm ssion, John Wley & Sons Ltd. (1982), 221-247;
Boullin D. J., Serotonin in Mental abnormalities
(1978), 1, 316; Barchas J. et. al., Serotonin and

Bélfray canpduiiig 9f) genSed] brahi i i@ t
role 2 aG AL Saea R ‘?JJ g%ﬁ@@‘ e B ML g treat

neurodegeherap@y IdRREIe liRY HiBTImerSUGReaS M8 insonis ang Huntington's
gastrointestinal system where it has been tound to

chorezeshdadteneotNath bR lduedd inAqhi | .
el ectr ophysi oF%gi g ef?@g%ﬁs@q@)ﬁgg?géltﬁﬁé%kf)g%%ec@ngrmwa (1) of this

invendbs ard b iLQBFUPEH HEYUMARAISR e%%&a@i‘&?a#@?%s atrgﬁg%?fg{iﬁ reducing

| ot of interest and use, In°the drugs at” a

the nib@SigtPAR] BbRafty S&IRre A Lubahbyn Preferred are the
5 compounds whi ch have receptor spgecific agonism

and/ or antagonismfor the treatnment of a w de range of
di sorders, including anxiety, depression,

Bac%)‘@@rﬁd 69{?{'9‘3{“@%&{ ai ne, obesity, compul sive
I sorders, Sc hrenia, autism neurodegenerative
i S B AR G -
the dg?f§'§1§%§é]g%%g t%rs%h/pog?%e;\{l?f I?'g%{eo ﬁ.p%t@ftt’(e&ggeg?rgse.rzl ?gtgg&ew been
'mpll{é}%@&ghgﬂgéﬁ %f rpi%t%rsgg .la tggzc_)r%%ro%is.o v\?ﬁ"igr? ghé’}ﬁatgt?ﬁ ghréage%ltr% Zervous
system. These include diseases and conditions retated to sleeping, eating, perceiving
pain, controliing body temperature, controlling blood pressure, depression, anxiety,
s_chizophrenia and other bodily states. (References: Fuller, R. W., Drugs Acting on
Serotonergic Neuronal Systems, Biology of Serotonergic Transmissio.n, John Wiley &

Sons Ltd. (1982), 221-247; Boullin D. J., Serotonin in Mental abnormialities (1 978j, 1, 31¢;

Barchas J. et. al., Serotonin and Behavior (1973)). Serotonin also plays an important role
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The maj or classes of serotonin receptors (5-HT,.7)

contain fourteen to eighteen separate receptors that 18 AUG 2005

wo feygsksen formally classified (References: & m&,@(ﬁmg
at, Neuroscience and Behavioral Reviews (1990),

in th BoA etV Een ofh & e CHIARER a1 SRtcHE é"#ﬁ%ﬁﬁ%ﬂ%f)ﬁe@ found to
B2 DRSS PS8, %edcke%.{y'a% ae%HOP@g.orag [N

S PpOSS enti f :

C hEPs e Y brosGy FRERY ¢ Seﬁgg‘gégv‘tnﬁﬁhg BopERpgeat g of interest
and RET e Rt oy ey S5 %L%f'g%diylfge&ﬁ PPy GHEBYeq g the
compyas e il reB IS GRciE DRI EasFEL enfBBsthSb pregtgpent of
a willf R R TS ah R et Bl et T’ﬁbﬁq‘Fe' obesity,
cornBGive e%g%dgf%ﬁégéﬁ%qpﬁ"féftﬁe&ig%'Q%Séée“fﬁ?ﬂ?”iﬁ&é Forde fike
Alzhggu@rssows%{’se %r@qogls%gancgﬁéﬁﬂoé}z% %F?o% a5 &ohey %t%er%%%—mduced

vordip. Batereengheeshoar Mt e Phaghg? ﬁeg'ceéﬂp]ﬁ@igg@fﬁons of &

124, 556 25 562 I n addltlon receptor has been
Hydrq&ymawegé 1 (2980 SPeBRsh aer th?‘et opglt g Cardiovascular
(Reference:; Yoshioka et at, Life Sciences (1998),

"'F’hawgq%ognﬁﬁgo1%,"iPP}em%d'et Mer these studies and

observatl ons suggest that conpounds_that antagonize
t hel N5 IRIT (GEaeept 8F sqfofgnin fﬁ@ee@é‘ﬂr (HT w) cpalat Rgricen fogighteen
di sorders of the central nervous system 3 1 8 AUG Mb
sepppie geeridas3tet Pave 1Rew0 9rovin oiesgflied, (Rpfrenags. Glennon et al,
4,839,377 and U. S. Pat. No. 4,855,314 refer to
Newosgigneei anst Bahayiosah RewPwy ((1990dH, &35, anthEoyinidotinds Papenacol.
said to be useful for the treatnment of migraine. S
Reg(it 9949 hdhatse 032, Resedhodisesiveied informatigniragniting |sub-type identity,
H i ndol e- 5-t hi oam des and carboxam des. The conpounds
distdpelionastiuctorepandufoinéiian suggeste dhdtnlgs inppeible do deotify novel, sub-type
Raynmond's di sease and m grai ne. European Patent
speRifibldgeatsi mavirg0igpboO@&dr ibEmpsuticoprofiies with lesser side effects. The 5-HTs
3- pol yhydr opyri dyl - 5-substituted- 10 1 Hindoles. The
recepinpoasn dserdfied Bal a3t (RehawrceS: Mtnsmaebpt dol. Aaninstd. @RE3), 43
vasoconstrictor activity and to be useful in treating
3208 andh Buablr efpe aBioBladrerBiophils] ReatGaom (3HB), 7788, LEE-LTS). Several
to N-piperidinylindolylethyl-al kane sul f onam de
antdiepresahnts esid difgcat emppsyebsticarnd @i tle tsoHBerechpto with high affinity
receptor agoni sts and have vasoconstrictor activity
andifids airgingsebylbel M fdd@an ithgr podihstl dcivipal (Refdienéalst BpaaBt al, J.
Pat ent Publication 438,230, refers to

Phiamd ahg: Subalpkliut b4b,i 268, mBOMes B Steight et al, Exp. Opin. Ther. Patents
(1998), 8, 1217-1224; Bourson et al, Brit. J. Pharmacol. (1998), 125, 1562-1566; Boess et
al, Mol. Pharmacol., 1998, 54, 577-583; Sleight et al, Brit. J. Pharmacol. (1998), 124, 556-
562). In addition, 5-HT; receptor has been linked to generalized stress and a'nxiety states
(Reference: Yoshioka et al, Life Sciences (1998), 17/18, 1473-1477). Together these

studies and observations suggest that compounds that antagonize the 5-HT; receptor will

- be useful in treating various disorders of the central nervous system.

3
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het er oaromati ¢ conpounds. The conpounds are said to . .
have "5-HT1-1ike" receptor agonist activity and to bd 8 AUG 2005
wo 2M§&fHiz0i N the treatnment of mgraine and ot hafriN20031000209
di sorders for which a selective agonist of these
~receptors is indicated. European Patent Publication

u. 331:%& 3\907 4Te36875 48 PeLe 'N&CX%%B%J; neg 6 5%555\’{%'d\ée§tnfnoalkyl

he COI’TpOUﬂ s are sai'd to have exceptl ona

mdcﬁ’éso ﬁﬁétcbﬁlﬁovl% aI(QE K& ak (B fgﬂﬂe RESRIA 8%hRyraifd.

gral ne ust er eadache an eadache assocl at ed
Mﬁth vascul ar disorders. These conpounds are al so
said to have exceptional "5-HT1- Iike" recept or

agoni sm Brltlgh Pa% b%@@'mﬁ’%f@%tt? I Qf. u\{&@i};/tl]ng%?des and
refers to erocyclic in er| atrves
carG RN i 58 BRUS, oY PRl B GPEIAR, o
dis %%da% hnerl ra ?r%‘f headache associated with vascul ar
sor E ese conpounds are also said to have

exceptl onal "5-HT1l-1ike" receptor agonism 4 1 8 AUG
2005 WO 2004/ 048330 PCT/ 1 N20031000209 Eur opean Pat ent

der FUSroLEaEa P diGeted Frgnble %tpgﬁq@,yd@pm%s substituted-
H kR F%P&te*ﬁ@ {27 0BG TR B Bl fRBconstncer

or, dysfuynctiqn, for.ex
actify 8R RSl berta g peng opgsn P e UG S Teters
|mda and tet aoJe der vati ves .
to i heear e bR alpae Sfogemids S et her@&&ﬂ%%?*‘e Said to be
These conpounds are said to be usefulré{or tr n%_
S-Hi1gPEARY S9RBISEANGIRNE ¥BSUPBIFHRE CHViRR ?1’51“?6 nireating
Pat ent Publicati on WD 93/ 00086, describes a serl es of
Ce?@‘?&ﬁ@dr ocar bazol e derivatives, as 5- HT receptor
agoni sts, useful for the treatnent grai ne and

of
r el GHERPeRBhEIANt BHBlicafion 636430, srigls tpatd@l?rswaﬁp ESJtVPé‘FPmbefed
WO 93/ 23396, refers to fused i mdazole and triaz
helgeparomeliv eanpaings FThe Gosopney aBgai tehave FolT rlie’ receptor
treatment of mgraine and other disorders. Schoeffter
agpuisigactigity anddpdie usgfulristthy freatment of migraine and other disorders for which

4-{4-[4-(1,1, 3-trioxo-2H 1, 2-benzoi sot hi azol -2- 15
a sglgdjve ?Qc}ﬂliqﬁlwéﬁ sexieptdrs BHRdieRled.e- 3- car boxyl ate as a

sel ective antagonist for the 5-HTIA .receptor in their,

papdrroBanPatet Publication Bé3.0PV ecfemdo pdetanecysicHmdple derivatives.

receptor antagoni st" European Journal of
Theranmeootiogne, sakiid hags ex@&piofd @ePprties for the treatment and prophylaxis
of migraine, ciuster headache and headache associated with vascular disorders. These
compounds are also said to have exceptional "5-HT-like” receptor agonism.

international Patent Publication WO 91/18897, refers to 5-heterocyclic indole

derivatives. The compounds are said to have exceptional properties for the treatment and
prophylaxis of migraine, cluster headache, and headache associated with vascular

disorders. These compounds are also said to have exceptional "5-HT4-like" receptor

agonism.




I nternational Patent Publication WO 94/06769, refers ‘

to 2-substituted-4- piperazine-benzothi ophene 18 AUG 2005
WO WedMadel ves that are serotonin 5-HTIA and S5p

receptor 20 agents useful in the treatnent 5?;1&003/00{)209

anxi ety, depression, mgraine, stroke, angina and

hypertensi on. Summary of the Invention: The present

Eum@eun d?atemil Btieiation RGY 01 Srléhﬁi ith Lﬁrﬂdxy amine derivatives as

¥ = 3- sub tituted | es of the ener al
having fh&g% P iefﬁ’ oain §Cﬁptprs | %cpa@om © fgd to be
useful E&rnﬂeﬁingFmsmdea (eigted-tBiNserdldaini rebeptoB dPSINARAS fbh&k&mple,
miarai derivatives, their anal ogs, their tautoneric fornms,

9" Eheir stereoi soners, their geonetric forms, their

5 Eumpedessjatérh@mhmxby mgmha AZ herbfs ohatiaee eﬂtnhaaéédiéf triazole

and their pharmaceutj.ca
and e BEREPAEREE SR cBf Seehe RS e oM resprioR: These
. compo@nid eRiEald tebeuséfal dHbsdtingWibame Ha dsheifad E@Brde% R1,

BT ey Boniiee 30 b sk a bl o

'tetrahyﬂﬁpéﬁswé &Mﬁﬁtﬂlﬁnas Bﬂpgg&pt&%ontsl%' Qsefﬂ?fdﬂ%é)ﬂjegwent of
10 %/1 a nitro, cyano, formyl, di no,
m*gfa"wé\ﬁ‘.fa ll'%jcog %83t ut ed or unsubstit ut ed gr oups

_ sebeetiehl Fﬁdt@rlif‘ Putﬁ]@:ﬁf o WBI apeded (‘é@érs%z}lﬁlelﬁyh <il<azole and
(CZ-Cl12) al ke Cl2) al kynyl , (C3-C7)cycl oa

triazole @%*V@fmec%y%q éﬁméﬁwptorbaws@étpwp tre@tregxmczﬁamnz@m Ind other

disorddr&l- C12) al koxy, cycl o(C3-C7)al koxy, aryl, 10 aryl oxy,
aral k ar al koxy, acyl, acyl oxy, acy Iam no,

m5He R@Faﬂ’i FHorefer i rvawhal [4’('1a1r§rtr@m)ﬁb| -1,ibanzaisothiaenl-2-
15 yl)buty[?iﬁ%‘ ﬂ@f&ﬁr@l}ﬁﬂ»m@&lé@%@éﬁ% Iaf emégl[agﬁ%aérﬁ%(%omst for fhe F -HT1a
noal kyl, di al

» nonoal 2ﬁy I ni noal
feceptcal I Mafra@?r SREKIR-HL @ saﬂ%wye@pb@mﬁ%m teoeptor antagomst‘

EuropeahY/bQrmbrar Fh%hé&b%p 243” i k%ﬁb&)fyg‘@?r bonyl am no,

ar ni nocar bonyl ar ni ar bonyl am no,
dnigrriionati ﬁ@t%\t bBH?ili@m)m oWQiI RYDEFANI refers to  2-substituted-4-

plpemﬁﬁéﬁﬁé%ﬁm eR9: detmafiled! t{ﬁ%ﬂ gnléagérg{ s a%ﬁr %}ﬁl b frac 'réjceptor

I'ts d rivatives, oni c acl
20 agentsd@aﬁ:aam. th@streatment of anx1ety depression, migraine, stroke angina and

hypertension.

Summary of the Invention:

The present invention relates to nove! substituted N-arylsulfonyl-3-substituted
indoles of the general formula (1),

Rg
25 ' : ‘ Re

General Formutia (1)
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R13, R16 and R17 may be sane or different and each . ,
y 18 AUG 2005

i ndependently represents Hydrogen, substituted or
unsubstituted groups selected fromlinear or branched

(G -C12)al kyl, (C2- C12)al kenyl, (C2-C12)al kynyl, 7
thelcadem)am;est otabkyhnatééB 8 CHRARARK Y, haY hgak K¥iners, their
| k ac}/ aral kyl, heteroary
het eroc&e j‘ﬁ%fﬂ)ﬂx e@p‘f‘?'éﬁﬁ'ﬁ"f"?rphishﬂr B'ﬁﬂjmu’ﬂcellndc@ep%le salts
andtigeiophariiaceutitahgcdepabiti dohvagan atons may forma 5, 6
het.er o cC ring whi ch may be further

wﬂeégﬁéo ?g% @h‘ %ﬁ@@i&@ "Efﬁh@I &hdﬁyflth%m@ oe|tigélearbom;e

Rit RiPRe ®Rs, ARW| R, @Bdﬁ 182 FfartPRYM:S 4é§’rﬁ§%§8 -
rangl ng TilvTPresen %‘?rél H’OG% O?%rtb!@nperh@oaikylvﬂmdcdmy amino,

nitray’ cyancp,rbﬂeylt smildisio, @@rﬁiuﬁ@%ub&ﬁtﬁ@@éorﬁg{ngpﬁﬁﬂﬁ%ﬁ l%ro%qs) selected

t ,0f su ounds
frobrP M%a? o s ' 5' c&ed (?3 -@éﬂalgy{ngg(}ﬂq;@alkeny (Cz-Craalkynyl, (Cs-Cy)cycloalkyl,
(Cmg‘;})c)a;lc(adkem bidyploRRYIABicfcibaltnIE L EY.0, )Rk ERIdIC:-Cr)alkoxy, aryl

ryi[&e'4 %’F ¥1'y %th%n esqfvh ofMoRy.3 agviamise hygrioplsylamino, | digilkgtamino,
aryaninb,) - diarylamioe, 1 ahlalkgildﬁizrﬁ) alko?carbonyl iph droxyalkyl, yRminoalkyl

mo%oélﬁlg@%ﬁsp Z(f alﬁﬁlgh&&g alkoxyalkyl aikyithro r aglkoxycarbonylamlno
aryloxyaarbbmydanainenz enes ulgf4l éﬁycé’rb&ﬁyléfﬁhayl pi per Ql‘?llnrécélrb}{)I'IQ1 famino,

aiieioGaitehliphtie eﬁéﬁﬁwmmm@v aine hilkylamisinez | miiguanicin,

dlaﬂgignymiyims; natbuomyllc adid mdﬂks&ienvatwes sulfon:c ac1 s and its denvatwes

R131R I'LOSIQf ! 4{‘) g%%%nes onén& g@ch mde-:*pe-ncientyI rggrreaslgllatg Hydrogen,
SUQPilblieCBPbmmst@sgﬂoﬁpmsbi)ec@d bRy lop ibR&HcACH Tl CYh ARy, (c,-

: c12§dwyér~)y zbeﬁ;aw@ |f@%§;7)qy§loelﬁyf t(ﬁmcgl%@pagqeqyi 1- piaysloalkyl,

b[cyqlﬁ,qnjargl, @nylr arakykhetatodms, hb;edlro]?aﬂb z* Gﬁho?éhi R13 aiong with either
lecr(é"[-, %ﬁ@"fﬁ’e ﬂmﬂ%fhﬁﬁé% %?grzxs_(iﬂ]eg& ?rﬁ-gg Z5 embered heter%cyc!:c ring,

whigf-n 53y bp(mgheros@stlmtﬁehm&nﬁamhﬂ Ry |an3 Tﬁa‘}rﬁﬁb@th&* PR 84 Br three

double ddri@gt hyl ) - 1Hi ndol e;
4,5, 6-Trichl oro- 1- (4- et hyl benzenesul f onyl ) - 3- (4- net hy

Iplpera2|n 1-ylmethyl)-1 Hindol e;
1- (4- Bronmobenzenesul fonyl ) -4, 5, 6- tdr-Nbro-3-(4-nEthyIp
i perazin-l-ylnmethyl)-1 Hindole;
4,5,6-Trichloro-1-(4-
i sopropyl benzenesul f onyl ) - 3-( 4- net hyl pi perazi n-1-yl net
hyl)-1 H indole; 20 _

. 1-(2-Bronobenzenesul fonyl )-4,5, 6-trichl oro-3-(4-nethyl
pi perazi n-1 -yl nethyl)-1Hi ndol e;
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1- (2- Brono- 4- net hoxybenzenesul fonyl )-4,5,6-tdchl oro-3- .
(4- et hyl pi perazin-1-ylnethyl)- 1 Hindole; 48 AUG 2005

wo AnBezanesul fonyl - 5- met hoxy- 3- (4- net hyl pi pe{)é‘%ﬂuﬁ‘z()hs/wofﬂsv
ethyl)-1 Hindol e;

1- (4- Met hyl benzenesul f.onyl ) - 5- met hoxy- 3- (4- net hyl pi per
azin-1-ylnethyl)-1 Hindole; 25
"n"is an {MeqBr Gangieg iremeistol 4, oy il the HRIDAX aiRs (hicRER hAébFaseﬁ{s%ay

be eitfdnb -1 Hindol e;
el r?m a%{l())rrgr?%py enzenesul fonyl ) - 5- met hoxy- 3- (4- et hyl pi

Padlqg@staqﬁ FHdh gompolnyds -of gehéntifor@ila (1) are fol[owmg

1- Ben%er(e?suﬁér%ﬂ%k—’(ﬁﬂf%ﬂglsm Lon { Qmeth”ﬁ YA et vl pipera

1-(4-Metigb@izenes ufong)- ammmmpsmsm ﬁWétblylﬁsfrﬁﬂFoh%}h'd%Te( 4-me

1-(4- B&%é&é&%k%iﬁ rr&’!) ¥|(H%ert]l¥yiglperazm 1-y!metl1y[ -5- nltro 1H-indole; :
1-(4-Fistoneheyizenemiifosyi) 3%ﬁe}hyﬁa1mmﬂx-)yhﬁeﬂ§}.4)'ﬁﬂkn’%y‘il-mrﬂgfeaz' n-

ek B oy Py 3 i meRy S i pe
1- (4 Immgyitienybmmifwy)l)-ﬂe(d-hbﬂf@@ip%razw Imethys) -5-nitro- 1I—L:ndole

@ Bi\%r"ﬁb%zléﬁﬁgf ﬁ?ﬁ?g%é Ei“?‘?’é%?géagn ge YEP%%) - nltro 1H-in ogeloI ber__
-(2- Bﬂém@fﬁémneﬁl&mﬂnewnfwﬁmer&arﬁ 4=yRéthit]-BinRR. Aol V! e

1 Hindole;
hydm%n%l%nﬁ?ltl’ (4-fl uorobenzenesul fonyl)-3-(4-met hyl pi peraz

1-(2-Bromd-4ythatbRytenzddesunstalnes- @%&ﬁg@%%k—dﬁgg@h{m Hnito S H-

tndoleAUG 2005 WD 2004/ 048 03/ 000
5-Brono-1-(4-fl uorobenzenesul fonyl) - 3-(4- et hyl pi peraz

45 STmMcrylmrimhéstﬂanyl@@Lrﬁetﬂﬁbf gmfﬁé‘%}@(’) b RIS per az

né 4-f | uorobenzenesu
4,506 ﬂﬂc or§;T1 %%‘W!bfn@qeﬁ@{gn@)—@r(ﬂmt IpipetRtin-15yimethyl)-1H-indole;
1- (&Eﬁotﬁblﬁ&@eﬂleétﬂm J- h@@é{ﬁ%ﬁléﬁf‘@@%éﬁw phradir IR R RRloR

yl met hyl
4,56 é‘"‘%r'?f Aok (f-'éﬁférﬁeﬂ%'g@ﬂ%ﬂfym)& B{4-methyipipgraripeybzstayliigd m
indoleet hyl ) -1 H-indol e;
5- Br ono- 1- (4- et hyl benzenesul f onyl ) - 3- (4- net hyl pi peraz
1-(2- B\r?fnpbﬁnZﬁ@?Wfpwlktl,ﬁ,ﬁ tﬁl@kﬂp@—S-(d—methylp[perazm 1-ylmethyl)—'1H-mdoIe

1- (2—850:56%&%0&%%&%&%?52%@2?&5ltrfic%WJJ-)E» ARy TRb LRl RS-

n-1-yl nmeth
1H-indplegr onp- 1- (4-1sopropyl benzenesul fonyl ) - 3- (4-r et hyl pi pe

1-8en&@n¥ésﬂff&n3¥ '5@5@8%)@&(3 s %@q‘?&gz&r&%y jmethyy BRI oi per azi

1-(4 M@th}digﬂnignhw!mnsﬂ) Brnnatidodyes-(4- methylpiperazm 1- ylmethyl) 1H-indole;

R BBk PERaRA e AN 2 AR AL PSL R
1-(4- |@pmnyimntzer@éswommes-memmwmampaahﬁqwﬂnb&@nﬂﬂr:HE&E
1-(2- B\‘é)fﬂbi?e%rz%nesuﬁ%nylk £ mewogy-sl -(4- metkylprperazm 1-yimethyl)-1H-indole;

1-(2-Bromo- 4—methoxybenzenesu[fonyl) S-methoxy-3-(4-methylpiperazin-1-ylmethyl)-1H-
indole;

1-(2-Bromo-4-m ethoxybenzenesulfonyl)-5-methoxy-3-(4-methylpiperazin-1 -ylimethyl)-1H-
indole hydrochloride salf;

1 -(4-methoxybenzenesuIfonyl)-S-methoxsr-3“(4-methyipiperazin-‘l-y!methyl)-1 H-indole;

7 1-(4—FluorobenzenesuIfonyl)—5~methoxy—3—(4—methylpiperazin-1.—ylmethy[)-1 H-indole;

S-Bromo-1-(4-fluorobenzenesulfonyl)-3- ~(4-methylpiperazin-1-ylmethy!)-1H-indole;

5-Bromo-1-(4-fluorobenzenesulfonyl)- -3-(4- methylplperazm 1-ylmethyl)-1H-indole
hydrochloride sait;
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15

4- Brono- | - (9-f1 uor obenzenesul fonyl ) - 3- (4- met hyl pi peraZ‘B AUGM

i n- 16%8rrethyl) 1 Hindol e;

1- (4- et hoxybenzenesul f onyl ) - 3- (4- rRETHYHIH8024°
zin-1-ylnmethyl)-1 Hindole;, 4-Brom

0-1- (4-i sopropyl benzenesut f onyl ) - 3- (4- net hyl pi per azi n-

- 5- Broni'o ¥- tcffﬁlﬁﬁﬁbénz@n&difeﬁw £ 4~m§ ?ﬁtf&@ﬂ?? ‘ﬁ'lrﬁn%iﬂgn J-10k- |ndole maleate

H 1 ndol - msthy pi per azi n
salt; [ 1-(4- I\/bt hyI benzenesulfonyl) 1

5- Brorrll'c!h' *l F?ucr%bé!rllﬂené ARG tpfnl%%%e‘?az]rn A RRENRAA I ole &Bate

I sopr opyl benzenesul.f onyl’)
salt; H-| ndoI 3-yl]-(4-nmethyl pi pera2| n- I yl ) met hanone;

5. Bronlic;-’l (£ n‘%’tﬁ’tﬂ@ f%ﬁ@ﬁﬁf‘dhﬁf@ yd- }ne{hylp[perazm 1- ylmethyl) -1H-indole;

H i ndo |pera2|n net h anone,;
5-Bronatd ((Qergﬁaﬁ@ﬂ zpnyﬁe@wt qufm yi -1i-indole;
5- Bron?b b g gieéﬁsgﬁéérfz?ﬁés 5Jnyé Pﬂ rﬂ@fh?lﬂp%rézm YA RN RS ole:;

5-Brongp- Mﬁcbrornotyqn)zereasuﬁmm;a iﬁ‘rfpéfhaiﬂlpﬁfaﬂfy1~yhﬁtmé)nﬁﬂrﬁ\d0% [1
S o e e P e Py et ook
5-Broma-1{(2-bFémobarzensesienydt 3-gykyBiperazin-yimethyl)-15- lndole
5~BrorF§"l rtg%l ?rﬁ%%%r](ezﬁé%sr%ﬁ;gw&dﬁyﬁgfhgﬁm%{egzg}fBr[ﬁétnﬁﬁ ?Sndole
hydrockﬂmrmidcslaits yl']-(4-nethyl pi perazin-1-yl) nethanone;

s ol AR ERU BRSSO o S Oh b e+

mdole[ 1- (2- Bronmobenzenesul fonyl )-5-nitro-1

4—Broxr13 1((%3{98{%)(%%&%2@%@}% @—Jﬁee(flg’jlzl'ggra%&nw zlln%ttt‘!jyﬂnﬁ?%doéo

4—8ro:He+1I'-1(dahet&oxytien(’.éhetmﬁdryl)ﬂk(penanylplpémﬂn)hﬁtmﬂnd)ﬁﬁ-i-lndo!e
1- t

B AP oo b LR Ao Reraov R bl Tindor
(1-Bedzdﬁéﬁui{l&iﬂ@suH-ﬁmyBﬂyﬁ{é-ﬂ\eﬁ@ldmdr@zl@eﬁﬁmamatmyb nethyl ) - 1

: ndol e . o ]
(-l Rt e AR R - OB R LUBP = 1 m
[1-(4—@bmsbyibénm§mhw-1H3ﬁ:dol-3-y1] (4-methylpiperazin-1 -yl)methanone
(- (2-ggqﬂgbfn¥§r;$s?xenzﬁe1 SR e R S DAL PSR AN A

1-(2-Brdri-BrosRbepaceresshifor iyl H-dd-4-yiE it hiydthyipips@zinnt-1- y| me
s tfwy|) 1 H%m e: 8 189‘%6 2005 "WO 200%%28330
y)mefarpiex 003/ 000209

(1-Beilazérﬂashﬁé})rgﬂ-gﬁwobﬂﬁms%f(&metayip’ipérézxnteltﬁ)vrheﬁh@ﬁfnazI n-1-

[1-(4- ﬁ%@l@némﬁqwe%oﬂmdﬁvmo@ (hnsethyiipeainaivhmethanage;

[1-(4 ﬂﬂ%&&bg?mzé’hébsﬂ%ﬂéﬂ +5- mtr? -1Pdol-3 yl] (4- methylf)iperazm— -yhymethanone;
ronobenzenesul (4

pi perazin-1-yl me
- (4-tBlnqm()beIIHen$ﬁﬂidfbleyl)h@ﬂﬂr@c’tﬂ-@dblo?eylkﬁi methy@lperazm 1-yh)methanone;

- [1-(4- %o&w?ﬁp@[b%ﬂ? fﬁﬁﬁ@@%ﬁgﬁﬁr\g@& L L atfyibbelB YL RhBfGERone;

[1-(2- Brtérﬂetﬁmmnemmmihb-mymeﬁi-mebiﬁiw-é‘hme)hYBﬁli(eﬁaZi!Eﬂ hnsittpeoas;
[1-(4- ﬂeQHoliyglerqzeetn%gllleoh%l %I'Ai{r]d?il-i ?ndowq/ﬁ% MeQﬁJl;giSergQil'\t1' yhmethanone;
11-(2- Bromo 4—methoxybenzenesulfonyi) -5-nitro-1H-indol-3-y1}-{4- methylplperazln -1-
yi)methanone

1-Benzenesulfonyi-3-(4-methylpiperazin- 1-ylmethyi) -1H-indole;
1-(4-Methylbenzenesulfonyl)-3-(4-methylpiperazin-1-yimethyl)-1H-indole;
1-(4-Fluorobenzenesulfonyl)-3-(4-methyipiperazin-1-yimethyl)- 1H-indole;

1 —(4-8romobenzenesulfonyl)—3—(4-methyipiperazin-1 -ylmethyl)-1H-indole;
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1- (4- met hoxybenzenesul f onyl ) - 3- (4- et hyl pi per azi n-1-yl

met hyl )-1 Hindol e; 48 AUG 2005

| - (A= ono- 4- net hoxybenzenesul f onyl ) - 5- chI
WOZ%%’&'%ﬁgﬂet hyl pi perazin-1 - 10 yl et hyI) 1 H nda\(2rJBa‘;tﬂl?’}ﬂo(J

5- Chl or0- 1- (4- f | uor obenzenesul fonyl) - 2- met hyl - 3- (4- net
hyl pi perazin-1-yl nethyl)-1 H indol e;

1-(4- lséprﬁﬂyl@ér@d%ﬁBﬁﬂfl)ﬁf/\?ﬁ%—fﬁ)&llﬁipé}aﬂhm%metByIFEHhtydoié (4- et h

erazin-| -
12 BT RPOFS I ORI HEREERCE I ETH) THBIRIEt hy - 3- (4-
1-(2-BiFRidtEh R RB LR yT)-3- (ﬂyrh@tﬁfrlbmbbazﬂnﬂ-ylhml)ei ‘H-indole hydrochioride

1- Benzenesul f onyl - 5- chl or o- 2- phenyl (4- nEthyIplperaz
salt, jn-1-ylmethyl)-1 -Hindole;

1-(2- Bu%ng?h%&hde%ﬁénmbE\Mﬂohﬁqlaqmwmﬂwbima ylmethyi) ~1H-indole;
( | pi perazi n-1 X |—¥ fqg{og 20
1-(2- Bmcg@%ﬂ@g@pftwpylfonyl) -3-(4- meth%p:peraa 1~yimethyl)-1H-indole
hydmcﬁ;ﬂgrjdg%gr 2- phenyl - 3- (4- net hyl pi pera2| n- 1- yI mat hyl)-1
5-Flu | - (4-nmeth nz r\eg‘ I) 2-
TRERAAEs A AR A S e M

ndoI e;

é’tﬂ@%ﬁi&ﬁ%}%%wé Ml aride -Qt}h@th =2e4-methylpiperazin-1-

e B rﬁ&lﬁﬁ nmet hyl pi %Pam n- 9 1-yl ms%qhyﬁﬂ) 4 pl ndol e;
yimetm@ 1 tndole

cm&ﬁ@gﬁf %rfié%aﬁc?ﬂr@@hﬂb%y% ARy Ridefadi®t yhathppn Bz
mdo[es Cyano- 1 ( 4 met hoxybenzenesul f onyI ) - 3 ( 4 met hyl pi pera
i AR SO o yon 1

- met hyl pi peraz
indolg; n- 1-yl net hyl ) -1 H-i ndol e; _ _
5-Ch1cr%]rpl(ﬁgfﬁ'rsfg?%?§@§§ibﬁ§§iﬂ§gp%;b)méhﬁ%%%éh§!&p@l%&hw—ﬂh%ﬂz’l H-
indoley- Cyano- 1- (4- | sopropyl benzenesul fonyl) - 3- (4- net hyl pi pe
1 Berﬁ_%z u(lfgfn%:-%tg%)e% n‘gr lrd% ﬁ]y!p?&razm t-yimethyl)-1H-indole;

5-Chlbkokﬂd@h*eﬁwhe)mem¢s;aﬁomrl)m pNenylﬁr(ﬁénﬁwl@pﬁw@n@imeﬁwl)—1 H-
q ]dl am ne; N-(1-(4-Fluorobenzenesul fonyl)-1

indo i ndol -3-yl)nethyl-N, N , N -trinethyl ethyl ene-1, 2-

1-(Betizamsofoiyd Eeﬂubfcsi-pumﬁ-ak(ﬂ :methylpiperazin-1-ylmethyl)- -1H-indole ;

'S-Flupﬁq-ﬁ&%megxx%esngggﬁ%%ﬁgw% .’%\r ?1%1%{?!—35@ Hﬂgyﬂ)e in-1- met}y -1H-

yI e
.mdotd 2-diamne; 9 1 8 AUG 2005

e Bl A RS PSR Sl b abappinymetd e
indold; 2-di am ne hydrochl oride salt; N-(5-Brono-|

1-(2- ﬁroég@?gfggégﬁ?&aéy )e§ E}?Ar&ﬁ%ﬂ )netthpaperazm- y%ngtﬁt JﬂX llnd&e
5-Cyano-1-(4-methoxybenzenesuifonyl)-3-(4-methylpiperazin- -1-yimethyl)- tH-indole;
5—Cyano-1-(4-fluprobenzenesuifonyl)—S-(4-methylpiperazin—1 -yimethyl)-1H-indole;
1-(4-Bro mobénzenesulfonyl)—S—cyaho—S-(4-methylpiperazin-1 -yimethyl)-1H-indole;
S‘Cyano-1-(4—lsopr0pylbenzenesuIfony!)—S-(4—methyipiperazin-1—ylmethyl)-1 H-indole;
N-(1~(4-FIuorobenzehesulf;)nyl)-1 H-indol-3-y)methyi-N,N'N'-trimethylethylene-1,2-
diamine:

N-(1-(4-Fluorobenzenesulfonyl)-T H-indol-3-yDmethyl-N,N', N'-trimethylethylene-1,2-
diamine hydrochloride salt;

N-({1-(4-Bromobenzenesulfonyl)-5-bromo-1 H-indol-3-ymethyl-N,N',N'-trimethylethylene-
1,2-diamine; '
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1,2-diamine; 5
N- (1- (4- Met hoxybenzenesul fonyi ) -5-nitro-1Hi ndol - 3- y| )4 B8 AUG 2005

methyl -N, N , N -trinethyl et hyl ene- 1, 2-di am ne;
N-(1-(4- Met hoxybenzenesul fonyl)-5-nitro-1I -

Endol 3-yl)methyl-N, N, N -trinethyl ef hyl cne '
N{(H{4 %%HWQ@HYQI‘E -bonwaH- indol-3-yl)methyl-N,N' N'—tnmethyiethylene—

Ne-Gitm{irs gg.h)&[g% sul f onyi ) - 5- brono- 1
' dol g‘ml ) et eﬁ%ﬁN N ,N -trinethylethyl ene- 10

“;Lézgm"éﬂﬁ methoxy enzenesuilfonyl}1H-indol- -3-y)methyl-N,N',N-trimethylethylene-

1]2-Gidnfieoobenzenesul fonyl ) - 3- (4- (3-chl or obenzene- 1- yl)

hg|1pera2|nl-ylrrethl) 1 Hindol e; '
(e-e ﬁmmnﬁwfﬁ%wb)%ﬁmdd-ﬁ(ﬂ)rﬁahiwmertﬁma@rylethylene- :

1A-gighipey azi n-1 -yl methyl ) -1 H indol e;
I\{11(21(2 Br ono- 4- met hoxybenzenesul f onyl ) - 3- (4- (2- net hoxybe

stevethoxybsnprnesifenyl)-5-nitrs- tyt-ineaiidy Dty NN O aiimethylethyicne .
1Eﬂ|émt@qwd%igﬁgg%?ﬁesul fonyl)-3-(4-(2-net hoxybenzene-

yl).pi perazin nethyl)-1 H indole; 5-Brono-I|
Nl@Zﬂzfér)reWB%’W@Méﬂllvb-értybmﬁ—1Mnﬂd-mﬁﬁmuwbﬁﬂzt¢ﬁﬁmbW|éthylene- :

1@-@efmmet n- 1 -yl methyl )- 1 Hindole; 20
1,{3%50"0 | - (4- met hoxybenzenesul f onyl ) - 3- (4- ( 2- net hoxybe

Rmph %nz?ﬂewpazlb ﬁ (4-{3-yhlnrmbbme)1e41 ﬁ&pmﬁﬂ&&u@-‘l-ylmeﬂ*-ﬁ) -1H-indole;
154&6!%9;6;.‘511@19&{ g@ e(%:‘?%lﬁ@&hf S )1F¥%P§?&6qsz@‘ ﬁ[methyl) 1H-

bepzene-1 -yl) pi per
indole Fluorobenzenesulfonyl) 5- nethoxy 3- (4-(2-net hoxyb

1@%0%5?%%%%&2%%P ﬁ%‘@.‘@%{‘%ﬁ?{%ﬂb@’(@?{gw&ﬂé@ﬂGQVb"-

' yl@Wi‘B’He | perazin-1 - ylmethyl)-1 Hindole

1 ehgl .
?ﬁmﬁbﬂyﬁ%xyﬁ‘eﬁgﬁﬁ%}ﬁ e m&ethgxybep ft onxe)'/ I-YiRiperpzin MIWSWB -1H-
in 8fzene- | -yl)piperazin-1- ylnmethyl)-1 Hindol e;

e R A

5-Bragrde1-(@Rnethyk |
y J o4 e‘tﬁglvﬁgﬁﬂ?ﬂﬂéi@% (D oTaRbREN e 5Nk
'%?‘SJ% 8 be nzenesul f onyl ) - 5- met hoxy- 3- (4- (benzyl )P

- S-Bpunedi(A-isoprbpyitidhibhe dulibhylysial. -&-methoxybenzene-1-yhpiperazin-1-

ylmethyl)-1H-indole;

| 1- (4—FIuorobenzenesulfony!}-s—-methoxy-'3--(4-(2'-méthnybenzene'"1“y')piperazm'-'”
yimethyl)-1H-indole:
1-(4-Fiuorobenzenesuifonyl)-5-methoxy-3-(4-(2-methoxybenzene-1-yl)piperazin-1-

ylmethyl}-1H-indole hydrochioride salt ;

- 1-{4- Methoxybenzenesulfony!) S-methoxy 3-(4- (2-methoxybenzene 1- y[)p1perazm-1-

yimethyl)-1H-indole;
1-(4-!50propylbenzenesu[fonyl)-5-—methoxy-3—(4-(2-methoxybenzene-‘l -yl)piperazin-1-
ylmethyl)-1H-indols;
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1- (4-1sopropyl benzenesuf f onyl ) - 3-(4- (benzyl i perazi n- '
( pr opy yl) (4-( yl)pip 18 AUG 2005

1-ylmethyl)-1 Hindol e;
1- (4- Met hoxybenzenesuf f onyl ) - 3- (4- (benzyl ) pi perazi n- 1-

yl met hyl ) -1 H-indol e;
%({_ﬁ; Br o 4 met hoxybenzenesul f onyl ) -
p;qg'qeg@lfoa'lzl)-lﬁ-membkseﬁwtﬁehkydﬂ'ﬁe?&% ?-ylmethyl) 1H-indole;

{4-Be
13&@ g}z&?@% i ﬁglr’%”z) HIERAPN S s Psnaybpiperaainet-yimethyl)-1 H- indole:
W[ - Vet Zﬁgﬁ@ﬁ%égeslgrﬁﬂéwéﬁzy@praer&hnﬂlwnemggqp,_,n Irret
| 2%@86%(5%?3 ¥ika onﬁ S-@oqbegzmp)pefa-z(mi -sereiypt hardai n- 1
11(B©hzﬁmszag1 Ostgyenzenesulfonyl)- 3-(4- (benzti:!)plperaﬁm ¥nagp-,59 +IH-indole;
4G hane o j(‘g én%ﬂﬂ%eraz.é{ T-ylmethyl)-1H-indole;

1 (@ E P&ﬂ%eg@wlnglhanw 4]Biagbparl-14 iRy razin-1
(RWﬂﬁﬂMQene(sBlf@ “IRIIHRLBE

Hy {'§4' I\/Et§h}$/l berﬁ“é%"éé”d”r%ﬁ‘ilﬂbe hytRiReragiy fty)btheneet hyl p
(Sn K- siﬁfmgy e yuﬂmnm?m}f'ﬁlggﬁaz'g “UYEthane et hy |
A 8P 87 W‘gﬁﬁgﬁ%‘f 2 LSRRI Srazin tyhethans: VP

fl ?f- eﬂmﬁm)ﬁ‘dﬂw Yi-nq@kmethpididerhzih 4 ﬂ%tthl%l

(R) el diMethylydnz8 hEaNSnyi -%5 C}w—‘lr 4—rHat5ylpgpspaq n-1-ylethamg; hy

[ hox Ibenze¥1esu
(S %'[,E) éé gnﬁl}ﬁfltlen; g%quﬁgmé}mc(olq;s yﬁj—‘! (115neth§|p|perazin-1 leth
-ty s L RAN S A A ety p

W N R% ot hane. yil-t-(4-me ylp1perazan-1 yl)ethane (R) 1-
" }{ ?ﬁfgﬂ&t S BEHBEH -0 stnviaberdmlaylarhaet T
R %E;E?n( é}ig;?bwhjeﬂggﬂ?méé% Pofl 4 etyrespeso tparansh
1 [{l( |I e(r azin- W%@’f?%’ HenyiirRpl-3-yi)-1 4—methylp|perazin-1 yl)eth e; (R)
o ‘H:;gzoﬂmgﬂmsmm%ﬁﬂ%%” f qrerétHﬂprperaz%J yl)etrgane et
1 (%Fg Cachmogy e’%ﬁ%ﬁ%ﬂ@@ﬂé@ ﬁcwyl J-metiyipeyddin-h-yhdmERLD

1 Oﬁ@%ﬁmﬁﬂﬂfymglpimmle Q-Qarbor_'\_/hc 251 N é}lrgewylﬁmnoethyl)-N—

methy(eiifd.uor obenzenesul fonyl ) -1
N-(N , N -dj met hyl am noet hyf)- N net hyl am de;

1 @ﬁ{e%%?masmems uL.ﬁ@myJa)calrﬂwﬁkd%uﬁgftHyﬁr %ﬁéﬁw‘yrwmetﬁyn-

 N-raath@lamNideN , N - di met hyl am noet hyl

30 35 11 1 8 AUG 2005 WD 2004/048330

PCT/ 1 N2003/ 000209 1-(4-1sopropyl benzenesul fonyl)-1
H-i ndol e- 3- carboxylic acid
N-(N , N -di net hyl am noethyl)- N nethylamde; (RS
a- [ 1- (4- Met hoxybenzenesul fonyl ) -1

H i ndol - 3-yl ] -a- (4- met hyl pi perazin-1- yl)acetonitrile;
5 (R a-[I-(4-Methoxybenzenesul fonyl)-1
H i ndol - 3-yl ] -a- (4-net hyl pi perazin-I1-yl)acetonitrile;
(S) ‘

n-[ 1- (4- Met hoxybenzenésul fonyl )-1Hi ndol -3-yl]-a-(4-me -

t hyl pi perazi n-1-yl)acetonitrile;
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(RS)
a- [ 1- (Benzenesul f onyl ) - 1H i ndol - 3- yl ] - a- (4- met hyl pi pert 8 AUG 2008

| yl)acetonitrile; (R a-[1-(Benzenes
wo Zﬁz}io%&%? 3-yl]-a-(4-nmethyl pi perazi n-1-yl )ac(ﬂégﬁﬂﬁlﬁmﬂnzw
(S)

a-[1- (Benzenesul fonyl ) -1 Hi ndol - 3-yl ] =a- (4- et hyl pi per

1-(4-Isaprapylbenydneaniedngh)i tH-intele-3-dPbdyiflic ﬁﬁd N-(N',N’-dimethylaminoethy})-
N- metﬁigh[al 4- 1 sopropyl benzenesul fonyl) -
t-3-yi]-a-(4-nethyl pi perazin- 1 yl) -

(R,S) @¢B{BNietHoxyigsnzEM s @ohyl)- ﬁl41dc§;ﬂ@fyq+&yd4kfﬁélﬁ§1ﬂiﬁ§ﬁéklfnmy| )-1
g nlol 3-yl]-a-(4-nethyl pi perazin-1-yl)-
yhacelopdtlgni trile; (S) a-[1-(4-1sopropyl benzenesul fonyl)-1

(R) a-ft Mmﬁé’tho%rb)éhierfé's(zI‘ﬂcrfWHWianlpﬂ}l%l Ambt¥ipiperdan-1-yacetonitrite:

acetonitrile;

(5} a-ifi= (Geéﬁb@w@@umr@ﬁy!rqnyB-1(rl4m@w&myuﬂwﬁwmwaz)m-m@ecmmme;'
R.S) G R A8 St o mpthyilperaaly T assionie:

{
(R} o-H-(Brdadressulfonyl)-1H-indol-3-ylJ-o~(4-methylpiperazin-1-ylyacetonitrils;

Met hox benzenesulfon 3-(4H- pi perazi n-| | met h
(S) a lﬂ’l)(_%fn;pqelga nyh-1H-indol-3-yl}- o:(4)methy plpergzneJ yl)acetonttr?fe Y

(R.S) &1 /&4 ASORINBELAGRR ARG 1 LA AL AR REL AR -y et

i hdol e
aCEtOfl l(ez Br ono- 4- net hoxybenzenesul fonyl)-3-(4H pi perazin-1

® j‘r?fﬂ@;"?%%“?‘?%"e%‘a%mesh SO A4 SV RPERZR Tt ny)
acetonitrile; H- i ndol e;
(S) a—ﬁy@:—‘}g&ﬁghiégnﬁéﬁgéﬁg)eqﬁ(?r?c?o?gl r)net%yé)lpe zm I?ZI n-1

acetofSitdBs.ono- | - (4-1 sopropyl benzenesul fonyl ) - 3- (4H pi perazin

18_1eg¥al thgl);% H- i ndol e
-(Benzagegnipryl-Go4dPenrylony rrsbenyRsairatadmd vimetavy i indoletH- pi p
1- (Beﬁia’rl\ébtfﬂfohy[?JSE@HqﬂﬂaéraimHyllli*l@fl’;?,r?‘l?ﬁndo[e

sopr opyl benzenesul f onyl i ndol I 1 met hyl
1-(4- Niet%ﬂqbég ﬁlé]fong -3-(4H-piperazin- ‘i—y]me vi)- 1H-1ndoley ] vl

(4 léodrwkie%z&ﬂmww@w%eﬁa%%ﬁmm habiadol - 3-yi i'me
1, 4] di azepane

1-(2- Bioqnpf‘{ ety ererdrRdu-{Ahyippazndoyimethyl{ Teindgie] [ 1, 4

5- Bmiln@tﬁ@o%aéé}%suﬁol{yﬁ)% i—P erkizindr %@kﬂ%%ﬁﬂé&@ﬁsu' fonyl)-i
3-yl ] nmet hyl] | di aze

S- Bfﬂmﬂf“[ & fB%\%yqermwss,ﬂfpméwK pipersaiscl-ylowiiy)-lithadble3- y| |

. L -

5-Brofi® hgﬁi %Bﬂrﬁé}l?é%ﬂ%@tﬂ%ﬂﬁiS H{4hp daxe zin-1-yimethyl)-1H- tr?cSole  ndol

5- Bfon”@-{f(?-] -pretropdrjethaxydenzespsutionyl)-3- (4H p:perazm—1-ylmethyl) -1H-indole

f |)-1ndol - 3-yl ] net

G i e R

1-[1- @a&m@-u‘tatfumdybqnmesﬂitoakdb-mdsb:ﬁ—ymahﬂ] a@]dxatapa]e The
r invention  al nme _usef ul

- rgx%@g{be% q?@?'&%f)"?ég 3&?1 eﬁéﬂﬁcﬂﬁ'ﬁ{ﬁ’ﬁag of general

1-[[5- anmjhaﬂ\néthoﬂﬁedﬁenékﬁ&oaﬂﬂﬁwdm amﬁ&hﬁﬁﬁaﬁﬁhzepane

1-{[5- ﬁg{/Tn/éc% "I\I%%?Bl 009 géérrpgesH aélaéql ﬁnqﬁ hyﬂﬂ 4 é|§§ep%¥18v' des

1-[{5-Bromo-1-(2-Bromo-4-methoxybenzenesulfonyl)-indol-3-ylJmethyl][1,4ldiazepane

1-[[5-Bromo-1 ~(4—methylbenz_enesuifonyl)-indo|-3—yi]methy11[‘i Aldiazepane

and their isomers, polymers, pharmaceutically acceptable salts and solvates.

The present invention also envisages some useful bio-active metabolites of the
compounds of general formula (1).
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preparation of conmpounds of formula (1). These include

conpound represented by general fornul ae (11) and 18 Aug 2005

?Is?. The conpounds of general fornmula (1) of .
WO tH8HEPbn are useful in the treatment .5 aﬁﬁ?"l&‘"’?”“““zm

prophyl axis of a condition wherein modul ati on of 5-HT

activity is desired The present invention provi des for

u 0 GR/ER f

tiﬁi %r\%@ﬁ for tﬁ&{‘%ﬁj’fpr&?@%%ﬁ EIt he "?eé]( %%a%e' Ytne
prepaga§en it @ﬁ'ﬁﬁ%ndﬁﬁ formnuladl). t Thegenmpoiidanohmpound represented by
generglrf@m;@m gn@fgertain CNS di sorders such as, anxiety,

ressi on, convul sive disorders,
oEg‘é §§m9@UftCi§rﬁilﬂlleger\aéfocmsl@ rilef this lmlgttiah raee hwdan ltres treatment

and/ o eI IaR o 8 IRAREY wALRA S taBn s sﬁgi%%k, W6, dEefipease

and age-rel ated cognifive
DéRe Present Mivsoliaieprovidep & asemﬁlﬂueycwmrnjmmajf general formula (f)

acéor&ﬁé %959&\}& Yorths %é?\%fa%turg%}'ﬁ'\@orﬁé camé}hs goﬁqgee pot%htial use in the

fic'depression,

_ tfeatmﬁf‘h Iaﬂélpﬁf émm&bﬂlﬁmfm'kaﬁr @NS duschrldehsmh ds, (Hmbcré[)l,lgiepressmn

Lh
com S e L R B heroBy By Bt coomitve
memqry reidondirace.gli Alzbeiberis eiseabe Gind cagnxamterdmbmveaadchaésnDHD

: Yol a al tra na and or
ey BT L P e R s
paraphmmfmtpsgmcalcedépneisﬁ‘cef rﬁmﬁﬁ%cﬁdobiﬁreb@ @Ehlﬂépﬂ]rémfohﬁedisorders

nt_ of mild nitive inppairnent. and ot her
vithaigh & g, 3RS csugf o ety =lTBRo Picafing Pad dredgadiazepines,
panic Fﬁtalcksn sslees misardbrélgintiubioy Qﬁstﬁrb@i%b’se@f Citb&ii&0 Wtﬂﬂﬂ an@falso
({ nvetlon are al.so ex Zedto he of use in t

disorgef, PRSP AL e ( 65 LERS M FsTIRaRY Nvdrosephalus.

Compdiady dethe Iaul@’ﬁloﬂiaré RSt rekpdoddd ® ib@hﬁﬁhseslfﬂfﬂfeot@tm@ﬁt of mild
henot her a ces enesis The conmpounds of the
coanifis ERAGHE L Aoy Bxadrasterbve Spiiers Bkq Alzbgers disease,

- Parkmamdmhaammﬂunmfgtmwwe@ehaw or, these conpounds can

0 be us %\éo reduce norbi di ty and nortality
5EPIPAHNIIRIING ieerilonsse alip pypRciedAs bed upe skibatreatment of
certalh nge F(Gaéﬂoﬁfé%‘ﬂhéi)e&ils'l\)rcﬂ@& haqgnf 8¢ 1BhBe élFr{tQﬁf’}é NEdel Og)ﬁﬁlg\r&e) or

Hd@ or a animal subject sufferin romcertail
chemginegpy dpdices 8Meals; anxi ety, depression, convul sive

diThRrdfipdun@P SRS ikenF R ahoVsk gg%é&“iéjﬁé of u% Wtﬁé Prﬁ)d,ulatton
headache, cognitive nenory er
of eam%%%'%dae%@mi@t@ﬂéﬁa@ @@mbeuuﬁed matﬁldune mqbtﬁbﬁi[y and mortahty
assoddbd @Rh RN RL LEIgRNT DY sorder/ Hyperact vi ty
ndr omne) persong Ity disorders, psychosis, 30
P ﬁ‘&m%ﬂﬁﬂ E\Veb@ﬁdﬁ@‘tld@ﬁ @E}@H@Qi@rdhe tregtmient of a human ora anlmal

: subjeEtC E‘&f?e?ﬂg rf?d?‘lb) LertSHNCREPNEGELE A

is
fromd use sucéh~as cocai ng?]q3 %gﬂ% “ﬁ‘?‘&%ﬁ‘?%ec°gﬁ‘dq's"’e
disordssp,z @@sempa mpulsmﬁamhsx)rdersaoktgralmd emaddd:maq)r degritive  memory

s TS RN HORE e e A Bt e AR e
Deficien} uDjsosderh aﬁ(phmdﬁ\tbtgemrﬁidt@ne) C@ﬁ@@hﬁliﬂﬁ Afsokdd®s, psychosis,

nventi on urt her expect of use in_the
para l‘\reé(g? nEHE hgtfc ﬁl]ell)rgssmn maﬁla sgmzop%renla schizophreniform disorders, .

withdrawal from drug abuse such as cocaine, ethanol, nicotine and benzodiazepines,
panic atiacks, sleep disorders (including disturbances of Circadian rhyfhm)‘and also
disorders associated with spinal trauma and /or head injury such as hydrocephalus.
Compounds of the invention are further expected fo be of use in the treatment of mild

cognitive impairment and other neurodegeneratlve dlsorders fike Alzheimer's disease,
Parkinsonism and Huntington's chorea.
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35 cognitive inpairment and ot her neurodegenerative

di sorders like Al zheimer's di sease, Parkinsonism and 4 8 AUG 2005

wo 2hbnbhkagt on' s chorea. 13 WO 2004/ 048330 19 ALGS
© g’é%/f?ﬁgoos/ 000209 The present invention also pﬁ%\éﬁ
a-method for mobdul ating 5-HT receptor function. The
present invention also includes a radiol abell ed
cohpauasntofivgeiberaito pesviddsaa méthodFor nfbda@aes td-67t@0ptor
functiSrPr nodul ati ng 5-HT receptor function. Preferable
radi ol abelled 5 tags include 2H, 3H, 730, 740, 1251,

15N pBkent iBvertion efsodadlings A@midRbend @ngmmggy eﬂ?égigam ifonrmule;

r for a (l) or its salt is used f C
o as%ﬁ%@@ﬁ%ﬁt@%@f t"ﬁ%’)“&ﬁleg T oRFBHR gRcton) Bragerablehradiolabelled
tags inaumlectht, PINEC, PoaPTEERAMP @l  auxiliaries, carriers and
a%ﬂiéﬁe\égs. The present invention also relates to a
pharfacelt PEHS HEANeIUnd o senerabBarvnip (her s ealbis used for
produping pingdicanientoéf e pes=dat dverliof AI6hd W cWRREHA phamaceutical
auxiliam%%u' atlon f SHT is desired in a mamal, pr feraab?y-
8 RUTRNS @&ﬁad QY¢%y: a. a pharmaceutical |y acceptabl e
cahe ipeesant itveRlidPal4o teRiesO8 e pAAmiRE MM _c&rh%oﬁt‘f’on for treating
-HT re-uptake inhibitor, or a

and/ def i Brgld .ab?ve, c. a 5-HT. ) I ,

NA/oL RgPrieEE g dhierderace eptdifisnevhasein meriation; of F5HWie desired in a

mamrhalepefmaly & HimaAasdin@fddgye conmpound (a conpound of :
general forrmula | and a 5- HT re-uptake inhibitor), is
sfici Praachdicebnpiosataplsrrarieref fective in treating

S6Cha Gom AN dr geReralBfinis gﬁg%‘ﬁefin@ﬂ%ﬁﬁgeﬁn al so relates

to a pethod of treatnent or prop axi s of
dFsdt Betisre-yptalisiahibites normpiicsnacerticallyaadceptaile sBY MEres;

werdepurpirt, o e ol bt UMY ==

3/000209
des

HT reyupigke diiieitankl ipfsugh ribatathef combinationl )s effecties iinerkatibg\eaich a

condiffon. @ 5-HT re-uptake inhibitor, or a pharmaceutically
acceptable salt thereof; wherein the anounts of each
ad'f PEseohisventipn(alscisiiertod: okthgdé tabtriant amb/ar plophdads of

disordrs, 2PcOti I MeTaTR eIy e LS.such that the
e oy on i HSEh A S 15 G L . Preferably 2
humaggidipristng: The present invention also relates to a

PLOGESSarhicalRENPAGRBIAl Qi@ the above

b. a compound of general formula (i) as defined above,

C. a5-HT re-uptake inhibitor, or a pharmaceutically acceptable salt thereof;
wherein the amounts of each active compound (a compound of general formula (f) and a
5-HT re-uptake inhibitor), is such that _the combination is effective in treating such a
condition.

The p~resent invention also relates to a process for the preparation of the above
said novel Cgmpounds, their derivatives, their analogues, their tautomeric forms, their
stereoisomers, th‘eir geometric forms, their N-oxides, their polymorphs, their
pharmaceuticaily acceptable salts, their pharmaceutically acceptable solvates, and
pharmaceutical compositions containing them.

The present invention also relates to novel intermediates involved in the

preparation of the compounds of general formula () and the process/es for their

‘preparation.
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sai d novel conpounds, their derivatives, their

anal ogues, their tautoneric forns, their 48 AUG 2005

stereoi somers, their geonetric forns, their N oxides,
t heir polynorphs, their 30 pharmaceutically acceptable
salts, their pharmaceutically acceptable solvates, and

Detgily tidtRbe GRTR gitt'i ons containing them The
presen . i | ates to novel internedi ates

i nVBPvR@SERt inventiopr egtateatth onovef sbBﬁittﬁ@@n@-‘éWt#s;téflg{'lyl—?»—subsﬁtuted

| indo&@rtﬁmé?&g,gﬁé@]@ﬁuland t he process/es for

preparati on. 8 AUG 2005 Det ail ed Descri ption of
the Invention: The present invention relates to novel
substituted N-aryl sul fonyl -3-substituted indoles of
t he general fornmula (1), Ri ner &, Formul a (1)
el el tautoneric

onetric forns,-
yfror pifs:  Rhei rRe

S and their

forns, their stereoip
their N oxi dedz it
pharmaceutically §
phar maceutically & , 10 wherein A nmay
be -CH2-, and {3 G efer Ro substitutions on
the carbon: Rl, R2, |R3, R4§§R5 R RIR: R8, R9, Rio

t

R11, R12, R14 and REy mayq different and
each independently represe \, hal ogen, oxo,

t hi o, perhal oal kyl, hydroxy, *'150, cyano,
fornyl, am dino, guanidino, substit{dted or -
unsubstituted groups sel ect edks I i near or branched
(Cl1-C12)al kyl, (C2-C, 2)al kenyl, (C2Rg12)al kynyl,

(C3-C7)cycl oal kyl , 1GdrepaiFoHRY; mal kenyl ,
(C1-'C12) al koxy,

thair . kyl. bicycloal kenyl,
;Zi:;gd%?ig%@li ﬂ?ﬁ %ra?rl?ag%gﬁ,' Hleln tauteipeicogrmsar trlelcy Isterecisomers,  their
181 TRONS;, theic Paxides yihe ol ARy rITIHAR: | kyl ami no,
and ﬂqgi@g,,@ﬂ,%g%ma iyxér % )r?gll di aﬂ%&”ﬁgﬁﬂg‘%ﬁ%}%ﬁcmﬁabb salts
herd) KOXyCar ony, | SRYAFOG NGRS, ani noal kyl |
Where Adaprk e adtino adridy Ry, athcdRkY tefaritd 9@ i ion@bK gﬁy@}:—{rlg%ﬁ -
onyl arf’no,

R+, RAIRGY R, hik0.r akkexygarbonyl no, aryl oxycar
1 ardag?/kgl oézngh}r?bgir%yﬁ%l "2’?‘{":1]%%'365% y Manibeossan®Dor different and

each QFR@?%T\%W ezamy hedrbgen, Fﬁi@b'ﬁ)’é}@m}fﬂ?%Fm%@omygpdxy, amino,

itra, A e T g Lo W ani di ng, . di al kyl'guani )
e gﬁo% {iqgi' %E?"al‘&éﬁ@%"%'“%re?%aw%ec Uashmtivies gitiugs selected

fri - ; ; '

om Iiedr iof dranshed {Ci-Cesalk@s (Co-Cr)alkenyl, (C-Cra)alkynyi, (Cs-Cr)cycloalkyl
(C5-Cr)cycloatkenyl, bicycloalkyl, bicycloalkenyl, (C+-Crz)alkoxy, cyclo(C3-Cy)alkoxy aryl
a ‘ i~
ryloxy, aralkyl, aralkoxy, acyi, acyloxy, acylamino, monoalkylamino, diatkylamino

arylamino, diarylamino, aralkylamino, alkoxycarbonyl, hydroxyaikyl, aminoalkyl

monoalkylaminoalkyl, dialkylaminoaiky{; alkoxyalkyl, alkylthio, alkoxycarbonylamino
aryloxycarbonylamino, aralkyloxycarbonylamino, amin‘ocarbonylamino' -

alkylaminocarbonylamino, dia!kylaminocarbonylamino, alkylamidino, alkylguanidino

dialkylguanidino,. carboxylic acid and its derivatives, sulfonic acids and its dérivatives
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15 18 AUG 2005 R13, R16 and R17 may be same or

di fferent and each independently represents Hydrogen, 4 8 AUG 2009

substituted or unsubstituted groups selected from
linear or branched (C -C 2)al kyl, (C2- Cl12)al kenyl,
(C2-C12) al kynyl, (C3-C7)cycl oal kyl, :
(C3-C7)cycl oal kenyl, bicycloal kyl, 5 bicycl oal kenyl ,
aryl, aralkyl, heteroaryl, heterocyclylal kyl;

R, Rmt Q‘H R Tf}P%Q’ bgjsgmglo?%e\%r? gn& eggﬁ{nde%:%eﬁﬁ%%}zegaﬂg H?t?rogen

en-at
substitittet er oowtlshtuted gwups wmegt@drfm]n beeafru:rtiilﬁ@mch% dSt-Craiakkyl (Co

d
Cshifh, oA, JOSCTBARE Sl iRk Mooy
blcycloalberwi amleaeatkvltmféer@a%mtefmcw@%mhomw 1eﬂ%@§e‘fﬂﬂ% either

Rys or BBYand e ti@a ?‘Lﬂ'&%ﬂ ét@?%ﬁg% nir a%cct}eﬂeme%%ér@@ h@te%é%}éﬁ’é fing,

r epr esente

~ which ragybe Rarther m@st-tmdlwnbﬁmmwmdemey ha\@pw@asn% Wfbtefee

double%@ gst ed from hal ogen atom such as fluorine,
orine, bromine or iodine; perhal oal kyl particularl

“n"is apgﬂtﬁgﬁrd@ugmgﬁpm kia 4 gﬂ@ﬁetgéhe q,quggﬂ @}p@}swlplch n’ represents¥nay

be eithél ifledPbOsBLENg, trifluoromethyl, trifluoroethyl,
e %l groeth [, difluoroethyl and 15 the |ike:

SIS IPOIRURS TEPTESABIEN Y i R dRo( o1 Ke, By R RgrRapRen Riz, R

and RESRRERIE E{)pﬂdaﬁﬁafna?rb@rsél%@tﬁschorﬁ %c@@haétlﬁw s@ﬂf)uﬁ fluorine,
such as ne

chioring,s dreming ort Logmew perhaioﬁlgﬂt ﬂa%lcplg p;g‘}{.a)?;ﬁé’c,rpé%lfﬁ )éuth as
fiuoronetRyl N BMbroriERYLY Enflu@#b‘i’ﬁéthyﬂi ngifiidiBethi K Auoeethst, | diftticedethyl and

the Itkq,n%iggt;ui%%red ed eqeé;%%yl %rggc? %%ggigl[ﬁza?gd%{r ﬁgﬂnched
{C-Co RN §idap] dukeh; as(rﬁ3th aﬁﬁl hwmy;iy! Ssthpiopyitt-edygiso-butyl, t-butyl, n-

T T T

{C-C1A8IkeN | Qﬂfuppy‘.ljch 8y Cﬁtbsbeﬁa(l n- pcqmleapeptmbnylnyebcedmé,xweptynyl

neptadih HREaEy it Rt T LRI BB hstiied | et atyny
group cqﬂclhgdri]\aemteatylergcarmd mlhmrblkg“nyycljoé(:ﬂle)lalkh!egmdl smytl as cyclopropyl,
cyclobﬁ&?, qygl%Bgaglr cyst[]&?eggpdce@%?%i)ﬂ) %Fk&ggalﬁigpg@ h}%?ﬂe HistRited;
cyclo(CEC@Keaylk ogrpugr cupehs Lash aslapetteoxy cmlcbhmgenylz 5 cycloheptynyl,

cyclor%g%%%}‘ng Bgc?éi‘iéﬁ#&égn '%r?do%gp oxﬂﬁe gcktjgl@erl k&ouﬂ\’hlﬁa? be

such
substltu}e;d oen-Gay bRy, e%nebtaﬁwtgﬂa@ewkoecymr@mﬁvw @)‘éymethOXY ethoxy

o ARTEH, prp A AP a3 b st cporn

group suc
alkoxgasgrmpm cugh as ayajoptdpyloxyit keclelrploxy: owplopertyloxsy, cyclohexyloxy

conBURESS AR SHEH R e A S

phenyhroalraphthyl, dhe amgygroep 30236 Is@bstituted; aralkyl group such as benzyl,
phenethyl, CsHsCH,CH,CH,, naphthylmethyi and the like, the aralkyl group may be
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18 AUGR2005 substituted and the substituted aral kyl is

a group such as CH3C6HACH2, Hal - CGH4CH2, CH3OC6HACH2,48 AUG 2005

CH3OC6HACH2CH2 and the |ike; aral koxy group such as

benzyl oxy, phenet hyl oxy, napht hyl met hyl oxy,

phenyl propyl oxy and the |ike, the aral koxy group may
groups such as acetyl, propionyl

.substituted; acyl
Su?,’rgt'%éﬁﬁgﬂ thet.w@sgg{gd Fiadupisnayprie Suchubs CHLOIRGAH,, Hal-CoH CH,,

CHC; CH2004Q, ., CH3CH2 Cr H500 d
Hengin L %Zg\aﬁk’%}w@m&gﬁg i onaﬁeyﬂ(t_)% %fﬁgé?gﬁ lg[ﬂ'“@’d,s‘ug‘ 33" benzyloxy,
E acy?‘é%&aﬁb@ﬁﬁ‘%%ﬁyaﬁhmxﬁmWHhe aratkoxy group may
e@‘ﬁmm’ '.dﬁ%gl i K tute .
Sué%&f?‘%i) m)agigl kyl aﬁ no %P%%w’sﬁgﬁghﬁ? hﬂéﬂylp %S pefygroup may be
N 2 8 Pashﬁhﬁfélfrl:icg%@. @HiGHCREY, BEsCOO and the like which
TG 85, s Ao < UPCHENR oo
CE's ucgglgl t Eflgg%@'%ﬂ%ﬁ'? I'i'bayg?%@Bbgﬁwiﬁd.a(@mmmalkylamino group such
aS@B@@GF@QWNWH@'WﬁEHmW‘EQ@%i%& wRBf hAe k] kgﬁtité%ed, (Cs-

am no group s

C. .be substituted; arylal
ﬁ’éﬁ%ﬁ%@ﬁé IO epONIGHaGeHSEHEMEHS andd thendike, ich may be

suliikued; rrylaiinosarbep istih agC Ry, 0 l, \whi
an eq@gﬁpﬂ]iﬁt Se%IS a'rgi ng( @1@!&?2&%? S)ﬁ%wﬁvwg&ﬁcmﬂ"m
substituted MENoPTEUbeEyied) pnddtiasiion -apsmisgh | as CeHsCHoNH,
CoQOLHIHAIGUGHINGH Chn@hal i8] AR BBBIADE 0 ory(c-
Csﬁmgﬁkﬁi{:ﬁ{nﬁg’be@}fgotﬁ% Ikgl,%r ou& such as’ met hoxymet Nyl roXYibs
c ﬁw @Xyrprgg @lﬁ3 ; v @)‘?e TAR(C - ee) plisW yhidhyhaylbel sittissituited anono(C, -

6) iy -Belalivbs tdiftit@galkismhmed éﬂén hi Qoup ;
ik Ay - h LoRP ignmay  be
SUSHIRY ARG B 288 Bos” Sibucmativt; sthomymathyl, methoxyethy,
ethgxyAtsty canihotye artikap gwricp a8ayCoICOQM RBFE000MTE,
< ,

" alk 000 OCH3) OCONH " and
" %@%ﬁ%@aﬁgﬂ RSP, TR nd the ks which may
arHPRRydar suleyyearbomyiamioup g@ueh G6HIHAGEONH (%CONCHa,

Cs _ C6H5 CH2 OCON ),
it oo O BN B DeeoRONR Frcie: e, wwsitimay be
o %&ﬁﬁ?&gﬁ%ﬂi’?gﬁ%ﬂﬂ!ShcmﬁaﬂmHZ@CCNI-@}‘@B'HSCHZCHzocoNH,
Cséb%%_ Cegg I %/I ani nocar_ﬁo%ns‘?gﬁngﬁgégﬁghp; 25 FeerbEHIGHIGCONH,
CHAETHEI oMol i e mowie susites rineconarin
oupy, : T Y y )
car boxy)lali c ac{i‘}%&gr %smlgg&ﬁvugtcﬁ %@gééﬂ%wﬁg‘oﬁ?@%ﬂ?mmo group;
i ke CONH2, -al kyl am nocar bonyl 1ike CH3NHCO,
(CH3) 2NCO, C2HSNHCO, (C2H5) 2NCO, aryl am nocar bonyl

i ke PhNHCO, Napt hyl NHCO and the 1i ke,
ar al kyl am nocar bonyl such as PhCH2NHCO,

47




'5 PhCH2CH2NHCO and t he |i ke, heteroaryl am nocar bonyl
and het eroaral kyl am no carbonyl groups where the 1 8 AUG 2005
het eroaryl groups are as defined earlier,
het er ocycl yl am nocar bonyl where the heterocyciy;
group is as defined earlier, carboxylic acid
(C1-C gkgvat .ves such as esters, wherein the ester

- AT n%r @r%g(o%%&emgguagrd@gps dg@e-h)s)aﬁcylguamdmo groups,
_carboyylis Ldnsd ot lx&;&!bno:&tlve% Uhish 'ésuérﬁigei RO ?;Sﬁl@i QQ% lgocc‘ﬁrbopgl like

t dth
cmwﬂ%@ﬁ {B/k\{ﬁm Eoﬂ 80 g@gﬁp@ccs@mocmm aK8) PhNHCO,
Napﬂwmsin@mg}l nfgh(gllgmog?,%gﬁgﬁcgﬁé o vagcg{;ﬁgico
PhCHQ‘_E%f;I,NPQ(tEI@Vag'ng tﬁ%?)l%%g\ B@ﬂam@a;boml@ndﬂne@eraﬂaikmmno carbonyl
groupyp méteee de neteeparpisgmatips Ryl %1@ gz%ﬂne@ %Qﬁ%P t ﬁ’ét%gﬁ)?cr Iyl ?(mlnocarbonyi

15. |
whereutﬂé ncléljﬁhv.fiyl dgé?LI!R/I's Ia% dﬁﬁ qeadrlg'ggargqoﬁmq amdqdbmaym-as such as
estersI y@em Jthe eganmdietnebe?twalkoﬁlﬁda‘ftbor@f‘gr&u'ﬁg shi:tll(%s s )}uted or

bstiif n na e ar
Sbst eébgﬁ wc?'%aﬁy J%PBKF' x’t&)’%"b(g/lanartﬁﬁp“@ucwlfa@c acid or its

denvag%| SHePS | S@MgobS@WHCi?%CBQWﬁ@I%*k | ZI\E)HCO(Cr
e cycl oa rou

Caalk@ty Sbok
© gﬁb?? i ?E‘%dé“éy ! é‘ggf F%’;ng'Pdaﬁ rRgfined ea%labgmql ﬂ'@t sdfcmmjac.d
derivatiyes ragybe ubstibdedir al kyl is a group such as CH3CBHACHD,
Hal - C6HACH2 118 1 8 AUG 2005 CH3OC6H4CH2,
CH3OC6HACH2CH2 and the |ike; (C3- C7)cyc|oheteroa|ky|
vﬁ"lﬁh Rie 8 at o referatie réeygas’ hydrobfeh S@¥ituted SH élﬁ'\gglinstitut od

i of b a I ning one or two
e SO LB L LSRR IS oo
pentyl, grtyirans! the filke; eiryl lvesupofucRE6 pﬂén)Rb? na;ﬁ’ﬂhyﬁ %S%Fﬁ%rci(uep may

be subgtitutedy E{dd Y4 per.azin and the |
th het ejr’oc(géjl%}alk %g&%%ch ﬂB@PP%uF@HObUWI cyclopentyl,

:zz!so;mu igmﬁ 9}];3 y&{p@lﬁyc &(M! gggummay bylsubﬂdutbbﬁhé b#;afkc gsrg:%gfmay be
& butdhtifidh a@c\ewr !al% &5’&& e(?H%GF% -CeH,CH,

t he conpounds of ¢ ormuf
asymmetric carbon atomthe present invention rel ates
to the Dform the L-formand D, L- mxtures and in the
case of a nunber of asymetric carbon atons, the
di astereoneric forns and the 10 invention extends to
each of these stereoisoneric forns and to m xtures

. thereof including racemates. Those conpounds of
general formula (1) which have an asymmetric carbon
and as a rule are obtained as racemates can be
separated one fromthe other by the wusual nethods, or
any given isonmer may be obtained by stereospecific or

asynmmetric

18




synthesis. However, it is also possible to enploy an

optically active conmpound fromthe 15 start, a 18 AUG 2005
correspondingly optically active or diastereoneric

conmpound t hen being obtained as the final conpound.

In the case of the conpounds of general formula (1),

CH;0lgH ' hst. the present invention
CHOSHCHA RTINS ol bl Bl e hoetapminhetrions
o U ey B L 0 2o B ek oo
be chSQUIES ] sm the present y nvgﬁ?cfr@ﬁd PEMRAEBR.02nd ¢ithef of Ry or Ry,
SFF?&@E’ TERB Ry Tidin s oreziyl, Biictaitye PHAREREE Yhé Rald-y,
S maydecesaikdy: deldo ngrBL n,salts o compounds o?' tﬁjﬁecyc‘yl group
mavéeneral fornula %?gj ca"g be' Bt Bﬂﬁyleda”ﬂfthﬂ‘l'lée- the heteroaryl group
' ya?ﬂ"&%@ﬁ‘ef’bned base conpounds of this invention are :

t hinstae whi nlOF fendh fhoaddi b LS
ror e dea oo e SRR 0N SorBEh i i agymmetric carbon
acc el ;5?56?5* EVERirglates ottha D-fotme, thy drioenbad DAS. mixtures and in the

casehgflmobumbidef hodl itrate, sulfate,
gfd ashyeHeio g np%é@ﬁ’h ee,dlaate&%ﬁx@c forms and the

. ' ate, phosphate, aci
10 lnverfﬁgﬁ x fiS tg Bfagrbgféhe%ﬁgr@issamﬁé formarhe & Rixties Mkt Rciuding

racerpatesi fiddse compRMe, off ol nat saccharat e,
" and %egz'g%t e, rl%?*ﬁ]anes ucif oﬁag?&@f’ %éﬁé@lﬂ‘?’f Eﬂ‘éﬁ @n asymmetric carbon
enezencsutt oNSY & Beemalea men el spatated pad Mot tcaBfher by the

usuabrigthmds, oPhay GReaUkd CERL; salts form ng
synthRais! H?{Vev%ro .tt.gﬁg i nvﬁeaﬁt %'%%%%rgﬂ%]ﬁ%&eﬁﬁésger?%s%émr% FMmetric
5 st exanpl es ' bul' "hB1°I RAFFPlsdtor gnpleweam bplielly iastive SmAdLintBirom the
, ASSrEGOENEugly abti ' - ble b
06nEog ya’bh@”p %ﬁ@&ﬁd&&ét@@h#ngn@g%ﬁ&%d Lﬁs? ﬁé‘eng obtained

as th@figtitd ts of conpounds of the
(I?éitccgﬁﬁgég%repared of the aforenentioned acid

cdmdeivase af thdicompolM@Nbi g8 epwhi.ch form
exist,@i@é"ltegéﬁtcin\p&%ﬁ a%%{eti on sa tgééfﬁtrﬁla%e@i WOETS dautomerism may
o containing o PRAFHRBS P Ak 8T the passtp tairecricaoima and HE Possible
_ mixtugastheraohi um  sodi um  pot assi um cal ci um and 5
20 MHYNARS I of organic bases such as |ysine,
. argi n?n%%gegégrﬁlﬁ%icoé?pod’ga? HAng#eRInlemulshd) icnetaining geometric
isomefia e REFReAbingenticrirelatd e all apTHRSE 5@6,9&@%%;&;; ut ed
aISIRAbIH PRIk uticEWr rraczéﬁi cal ly acceptable salts '
formng part of tRi’% “FAPSRIT ATdapddion salttedf comdedinde of the

. (0]
generpl{prmulaa ipicas britpremered iofithe idrombiond ¥ n -
 inventaidite PBse UF‘I'F Lly a cerg,t_abl e Eg?/at%se %?sr{"%%dé‘ds of this
ound of formla % '%’XEZI?F' FOUHeN spksiimrbetiasy salts containing

25 oSSR ol S S oy ke con
giereptabla | smens\hisadh hay ent ek n .
i ng quart e?r%@%mgﬁdEden?ﬁ%Obmm'de'

* hydroigBiadp hitr4tk O pondi .
O S e R Ao ari Bhapnle, thretate] faptate,

citrate i ~Gitr t : : . S
quir' e M@t g tatgetet shitdPbate] bhirciabRl t 8BIeziNd S ae
sacchii@ite, ©X2APb&e %gglangg‘hg def, such as net Fgu f@%%%e, Sluconate,
to;uneet,&{ | brom de and n- pr opyic: cANEREionatac hetiergnesulfonate, p-
ArYANaISprineste dod oxalate. Phamaceutically acceptable salts forming part of

30 this invention are intended to define few examples but not limited fo the above list

35
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such as benzyl chloride or 2-phenylethyl bronide. ,
Pharmaceutically acceptable salts 15 form ng part of 16 AUG 2005

this invention are intended to define few exanpl es but
not limted to the above list. In the foll ow ng
description and reaction schenes Rl, R2, R3, R4, Rs,
R6 Suftdh) Ri R 11, R12, R13, Rl4, R's, R 6,
R17, A grpﬁr a3y é"tlg@gfdﬂ?qeﬁé?@’epbéﬁﬁ addlion asltk & ESmBsund
gengigk fammwlae (s eahere preparbe FREE i drdrEALR A eg20.. ?Eo ounds © °f the
CUeBy A% FORPOLRES of this

investfongga |a (1) .can be prepared
ha TEL hoolgﬂH 8 egvg!cﬁﬁgﬂ“ %@}'3%“: PRge Bridiem saltsnwreiidedNsasS Bontainin
PhariiAgetiraly peesptabie safians, puepak iy iu&ogg&ﬂrrﬁds Ff . general 9
5§ maghesium) salfsl f PSS L0ed above, theit “derivEPIAEYM. Chigiym and
chodhal 0gs, thei tautonere 3% bping, arghisier getrddins) GOMBRSIamine
i B® i 8nd othes Jiké;h @irimdMI| S SupL ALY o
Pharmatawteapisecebpld s pphar maceut i cal | y _accepf’aBT“@“’”'“m salts.
examiagl ts, their eFﬁ;{_}har racAUl T AhPFT olthis dpeattrearsohtendaBodine few

- exampIsF AUt npHinitasddaithe asovertisal ved t herein, which are as

' dds exdidhied 20 AUG 2005 Schene-1:

10 be ofdlEr gt i 'vﬁellﬂf‘ _g%%"rﬁr%g@?ga%cef}%ab%oﬁ%loéﬂ(ﬁ Gonmpeunbi@f formula (1) can

' préfar 8 tnvediaet ﬂagvaiivesrmqund]avgfteﬁ%bmgﬁ% 5'3\% i ven
-Core gpeiniinig @éﬂéﬁﬁﬁy%{@noﬁé F% R3, R4, RO, R, RS ito the
using R, R S, NG TRIFISaP dha gnefaedsnisebwmir teaitieRfiure by

(BEFBIiI%agents. Rassitkequateoniziag lagef for .
_ L) § abd Q’% ;a%%ge K
such ahenethfl; iowidk NefyCp '\AHQ% gf formila 10 f/% e ARy falides
‘such 4g bée 3 aggr 20057 ( V; & e FSPTORY ChigrideRinchushgRaryltkye halides
|as derynedorde Pél%@*ﬂ@ylaﬂmfmmba%bh%Qﬁlk%Ca
15 fo‘rmlqgawajgehmis inPERoAr AR iMefidd aot:oo Qf k%rom); an _ergg?ff"glﬁ salts
abovel[fst d€Si red or necessary ca rgﬁ § "Bexameles bt not fimited to the
In the following description and reaction schemes Ry, Re, Ra, Ry, Rs, R, Ry R

' ' ' ' 1 6, T :

Rs Rm R‘H R12 R13 R
* e Bt Bz Ria, Rag, Ris, Res, Rz, A and n are as defi '
) ' ined prev. i
defined elsewhere in the specification. previously and R is as

20 Compounds of
general formula () can be
described below: Prepared by any of the methods

25 harma i ' i
.pt c'eutlce‘my acceptable saits, their pharmaceutically acceptable solvates and novel
Intermediates involved therein, which are as described below:

30

35
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5 (ii) and/or (lii) as described above. Preferably the
substituents selected for the conpounds of fornula 1 8 AUG 2005
(I'V) and (V) are either not affected by the reaction
conditions or else the sensitive groups are protected
usi ng suitable protecting groups. Conpounds of formula
Sche%%v) and (V) are suitably reacted together in an inert
_ '6¥ganic-solvent whi ch includes, aronmatic
hyptepeardens ;. 0-, m, p-xylene;
of for 1 2%na%?gd o eS8 fothiig E@W%Ysben%’?ﬂ%’é e repdtiogiadeompound
TR SO Pbembelive chl or obenzene; ethers such as
di et hyl et her, diisopropyl ether, tert-butyl methyl
et her, di oxane, anisole, and tetrahydrofuran;
nitriles such as aceteqitrilmg, andprogjonitrile;

ket ones such as Racet pne, LDMl bt hyl ket one, di et hyl
ket one and.tert - but k@?gaEf\alcohols such 15
as net hanol , et hay pr arQl Ris n- Byt anol -

tert-butanol aRrd N. N di net hyl f or mam de),
DMSO (N. N-di net hyl xt'de-p,, and water. The
5 preferred list of gsolveants includes DMSO, DMV,
acetonitrile and THE M xtures of these in varying
ratios can al so be used. (I¥ui t abl e bases are,
- generally, inorganic conpounds such as al kali netal
hydroxid nd. al kal i ne earth netal hydroxi des, such
:"’h:re’gs’f*- Roe Rer o ﬁyg%mﬁmé?m%di Rug R, Ry dnd Ridite aBAehASSH M Velation
o formal (I xictReraR e Eold bal By ide. al kali netal oxides
10 (v), and alkaline eart h@n@réélgﬁégﬁlﬂﬁ&er?qﬂwﬂbﬁ GRiRgend of formuia
" sodi um oxi de, magnesi um oxi de and cal ci um oxi de;
al kali metal hydrides and al kaline earth netal
hydrides such as l|ithium hydride, sodium hydride,
pot assi um hydri de and calci um hydride; al kali metal
am des and al kal i ne, met.ab,am des such as
['ithium am de, sodiu 2~ pot assi um am de and
cal cium 25 am de; al k3 pit al car bonates and al kal i ne
earth metal carbong as | ithium carbonate and
cal ci um carbonate; and aJ so alkali netal hydrogen
carbonates and al kal i ne Rgearth netal hydrogen
car bonates such as sodi um hydrogen car bonat e;
organonetal lic conpounds, particularly alkali-netal
al kyls such as nmethyl lithium butyl lithium phenyl
15 l'ithium al kyl magnesium halides such as nethyl
magnesi um chl ori de and al kali netal 30 al koxi des and
al kaline earth netal al koxi des such as sodi um
nmet hoxi de, sodi um et hoxide, potassium ethoxi de,
pot assium tert-but oxi de and di - met hoxymagnesi um
further nore organic bases e.g. triethylam ne,
triisopropylam ne, and N-nethyl pi peridi ne, pyridi-ne.
20 Sodi um hydr oxi de, Sodi um net hoxi de, Sodi um et hoxi de,
pot assi um hydr oxi de ‘potassi um car bonate and
triethylam ne are especially preferred. Suitably the
reaction may 35 be effected in the presence -of phase
transfer catal yst such as tetra-n-butyl amoni um
hydr ogen sul phate and the Iike. The inert atnosphere
may be mai ntained by using inert 22

25
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18 AUG 2005 gases such as N2, %Ar o[)l I);le%r(F){re}]agti?g gl mes
froml to 24 hrs, prefera .
ggﬁr\s/arahereafter, if desired, the resulting conmpound

[ [ ds of
[ tinued into a salt thereof. . Conpoun
:‘zr(r:rglnal (V) are commercially available, or they may be
prepared by conventi onal t hods or by nodification,

[ 5 avail abl e
[ own processes, of mrercial ly
gghgguﬁgs ofpfornula (V). 10 15 20 25 30 35 23 18 AUG

wher@ B RNRs Fsdridt Rb &ffe B REFAZ iR ?&atiogbatgrfgrg?u.ﬁ%ﬁ & 9( i? A halogeno,

' | Kyl ation of the _
prefel%&_wpa]: éé‘ggffi r%[%e;oﬁiyfﬁblﬁlﬁf?a_ﬁeltif)ﬂdﬁwgi drondch sy aﬁﬁ‘ggg ogtt sgeps (0,
() anglooigchus esscrifbeasiet et n or oups mey be femved at

fﬁ’géﬁ‘gﬁbfynlge%ﬁ s?tg uen%m%rée for theecoprnosieds of foraut i(v) MY V) are

eitherdtghtaéféctedm@' the rs_éﬁtgiﬁg ??Mm'l[ﬁig éf%?%%@é%?%@@g %Irél.?pr%ggrgo;gr%tected
usingggf}‘[gg)geu escgﬁég[%lél%spr esent inventi on may be prepar e?l by
okempounds ef mlﬁﬁﬁ?ggeﬁﬂb%lﬁg%tag%trigégﬁeﬁ;togg%g(,gn an inert
°rga”ﬁf§?h‘{9ﬁﬁgﬁ%ﬁﬁ%§ﬂ %romglfi@ hydreearhens sichasi olakne i cg,aﬁfﬁ;é-xylene;
halog@aﬁ@hwmmmﬁﬁhu&ﬁéﬁhﬁﬁyléﬁ@ych%d?%I@%E)%bégﬁhg@(%nzene;
rocess, The metal catalys gy N N
ethersrRﬁ%ﬁgéns{ g%ﬂ%fegﬁqru Riiscpropyi RS,  tRe-butph enedtinii reaﬂer,: -d@ﬂg?@, anisole,
and t¢f§3hygm@irgn;ablnﬂeb%u_ﬁth‘lids?écdé&ﬁ%g'ggm&ﬁn@%iprﬁ%? Ifeg%ré%ﬁ ofuch as
acetongzyr?@eﬁ?l rei@l ﬁ%@&é@i%@y] ketgne) anthfertrbiuw aveghydf ketone; alcohols such
as metaneloi etbamols mﬁMpmor,e&CHruggﬁ%mf%rﬁgg}éfﬁ@t aﬂpﬁ'agﬁﬁcgﬂﬂs (N.N-
di.metwgﬁéﬁﬁﬁeﬁﬁt?-@%ﬁgm%a? éeflr sioxidg|) amd w@terl Thal mrefeptest list of
solvengg jnchides DMSGODMFartstoniafid Bid THENRIEGRY df 1%eTh X540S, ratios
can al8b pdl @sﬁd‘?r&.‘iﬁ’tgﬁlésbarggg atrg,egen%?ally, inorganic compounds such as alkali
metal hydroxides and alkaline earth metal hydroxides, such as lithium hydroxide, sodium
hydroxide, potassium hydroxide and calcium hydroxide; alkali metal oxides and alkaline
earth metal oxides, lithium oxide, sodium oxide, magnesium oxide and calcium oxide;
alkali metal hydrides and alkaline .earth metal hydrides such as lithium hydride, sodium
hydride, potassium hydride and calcium hydride; alkali metal amides and alkaline earth
metal amides such as fithium amide, sodium amide, potassium amide and calcium

amide; alkali metal carbonates and alkaline earth metal carbonates such as lithium

casbonate and calcium carbonate: and afso alkali metal hydrogen carbonates and alkaline
earth metal hydrogen carbonates such--as sodium hydrogen carbonate; organometallic
compounds, particularly alkali-metal alkyls such as methyt fithium, butyl ithium, phenyl
lithium; alkyl magnesium halides such as methyl magnesium chloride and alkali metal
alkoxides and alkaline earth metal alkoxides such as sodium méthoxide, sodium
ethoxide, potassium ethoxide, potassium tert-butoxide and di—methoxymagnesium, further
more organic bases e.g. triethylamine, triisopropylamine, and N-rﬁéthy]piper]dine,
pyridine. Sodium hydroxide, Sodium methoxide, Sodium ethoxide, potassium hydroxide
potassium carbonate and triethylamine are especially preferred. Suitably the reaction may
be effected in the presence of phase transfer catalyst such as tetra-n-butylammonium
hydrogen sulphate and the like. The inert atmosphere may be maintained by using inert

22
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separated by nmethods such as fractiona

crystal lization, chromatography and the I|ike, which 48 AUG 2003

is foll owed by an additional step of isolating the
optically active product by hydrolyzing the
derivative (Jacques et. al., "Enantioners, Racemates
Resol,utj on il e InterSC|ence 1981) 24 1 8
95‘%?%‘ % r?ﬁy%}%? thpessmay ey Somet & Bhprpereferably from 2
to ﬁélsotsvwde&@ﬁﬁsp \desirdd) & reBRIEAPESHHAA ,@éont.ﬂﬁ,gtf {ﬁpi Akalt thereof,
res@ g‘{lﬁl on gfol VH](% t he di astereoneric sa é
Wi th ofs g ) @ AT MeERRlY avekgbie or doeximay et prepared
b czenvéretionap ragreds TRYDDMOUREARN GsAG! KhowHRitAELdsEs 261 Lormmerciatly
av‘lz’%%él&k gf %Zgr sul foni c aci-d, am no acids ang
q@HfP s} that can be enployed nay be
ci nchona al kal oi ds, brucine or a basic am no acid such
as |ysine, arginine and the li ke. exanpl es given
above for chiral acids and bass are only exanples and
in no circunstances limt the scope of the |nvent|on
for other chiral reagents. The pharnaceutically ‘
acceptable salts formng a part of this invention my
-be 10 prepared by treating the conmpound of fornula-
(1) with 1-6 equivalents of a base such as |ithium
ammoni a, substituted anmoni a, sodi um hydri de, sodi um
nmet hoxi de, sodi um et hoxi de, sodi um hydr oxi de,
pot assi um t - but oxi de, cal ci'um hydroxi de, cal ci um
acetate, calciumchloride, magnesi um hydroxi de,
magnesi um chl oride and the Iike. Solvents such as
wat er; acetone, ether, THF, nethanol, ethanol,
t- but anol, di oxane, isopropanol, 15 isopropyl ether or
m xtures théreof may be used. Organic bases such
| ysine, arginine, nethyl benzylam ne, ethanol am ne,
di et hanol ani ne, tronetham ne, choline, guanidine and
their derivatives may be used. Acid addition salts,
wher ever applicable my be prepared by treatnment w th
acids such as tartaric acid, mandelic acid, fumaric
acid, nmaleic acid, lactic acid, salicyclic acid,
citric acid, ascor bi c aci d, benzene sul f oni c aC|d P
20 tol uene sulfonlc aci d, hydroxynaphth0|c aci d,
met hane sul foni c acid, nallc acid, acetic acid,
benzoi c aci d, succiniciacid, palnitic aci d, oxal i ¢
acid, hydrochloric acid, hydrobromc acid, sulfuric
acid, nitric acid and.the like in solvents such as
wat er, al cohols, ethers, ethyl acetate, dioxane, DW
or a lower alkyl ketone such as acetone, or the
m xtures thereof. Different pol ynorphs of the
conpounds defined in this invention of general 25
formula (1) may be prepared by, crystallization of
conpounds of general fornmula (1) under different
condi tions such as different solvents or sol vent
_mixtures in varying proportions 'for
recrystallization, various ways of crystalllzatlon
such as sl ow cooling, fast cooling or a
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very fast cooling or a gradual cooling during

crystallization. D fferent polynorphs may also be 18 AUG 205

-obt ai ned by heating the conmpound, nelting the conmpound
and solidification by 30 gradual or fast cooling,
heatlng or nelting under vacuum or under inert
ﬂg gﬁere and cooling under either vacuum or inert
Yptirted prpRIaziaes.otan el prepareiisbyrairylbton iofleiikyidtidd of the

aPprcbnna&a NRgip&HEan® I echni ques such
s di ff?;%nt i al E%@g%ﬁdﬁémw’gﬂgo@ﬁ%%? %BWE'SP&?ST ay

d| fr\‘er%[g CHRY aToRPE paat *P%mwd Al c:cnhvpmehesdHNE’quent stage using
methsqi)ieh‘tdmﬁﬁﬂﬁ}he and thermal mcroscopy. 25 18 AUG005
rd| a feature of the present invention, there
ar e no "é‘?oqnﬂ? & ARgiIPErsest wventioor may @ontejr esent erdar@yasymmemc

cent thlereds } P! f Ul
e oot sty S L s
) eg[s g%{ 5 WY HEPRPAICSRYP NG RSthrie Wayp ptEsentbd bblwpr esent
r (2] L
| Lt gl SR iy R
ge er l F Hole qnchiralfigapds aleng with meda catalyet may be employed
anfralhegs@ucmloa|proct<=,«aslt1rhmeﬂhb§~a|nq Iﬁ?t?ﬁin‘g J‘Eé hhﬁ@ ﬁ@eﬂ'uﬁw%hpfm tndium
ﬁ% IrsPRRLThe Kl GRS e prsTembbpeceh i bbinea itacipos of
t Aeymreirstrmitesi, i, EEBdId&mﬂ(E%ie PlekBheursLuRea DLERY,

P gredi ent, tog et h
LD ﬁg?#e{g@t% %‘fg% rle SIS Y b@gpﬁql%by eenvehiical ewttards such as

t ﬁémmg@ dlaﬂmecphammewwe; ahirdt %Eiae%rtchﬁélsan%eé % chi

D e forpulated in a conVent gL pmino. -
oo uésr.nﬁpg'r'ﬂ“% S aPE - BHAGHERET SRTRsternotss atshethen be
c&fRarery. bY'Fh%IﬂS!Ods kech asfna\zﬁ)rﬁpﬁ’g%mgﬁsoﬁf cﬁraﬁ\a'tdb\‘&m;) 8% the

|
e, Ridhat ?64:%%8 %y a%r?cfcf t{%uﬁloggg 8&5‘?:@@%3 gggcpaailm |ctive product

p rental 10
EY) M)h%demwwm (Jachuesi &f rapt Ofar®bmard R&Wemates and
SRetAM R fWﬂeﬁﬁﬁ éﬁtfeatl?é)ﬂhby i nhal ati on or

insufflation ose 0 e active conpounds can
vary dependi ng on factors such as the
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route of adm nistration, age and wei ght of patient,

nature and severity of the disease to be treated and 13 AUGm

simlar factors. Therefore, any reference herein to a
phar macol ogi cally 15 effective anmobunt of the conpounds
of general formula (1) refers to the aforenentioned

lv} act Sne miktore @frsvére@%'ﬂ"néﬁsﬁ'hé)abé %ol\felf:] %y%ﬁ&émiﬁﬁﬁtrh&%ds s.uch as

conpg, t he for
t abl e 31]8%' f&%é% eEeSBP’EEéP%&f%iﬁf%nmﬁalt@frahwen‘mtmschlrai acids or
wi t hetptehbaseseut i cal |y  accept abl e exci pi ents such as

bi n ent s regel ati ni'sed mai ze starch, 20
pol %ﬁ'%}%g Pﬁﬁt%ﬁ'&ﬁg eafplwgrr@%ylpqz tasiaric acid, mandelic acid, lactic acid,

| cqmmhwstdfehictddls @rind adidLESd (HR- ke, l()h@ﬁtb% that can. 5>e employed may

l.Line cellul ose or calcium phos
d’g&%%gyat%sa? ids, g mc'%ﬁe‘%ﬁﬁﬁﬁ@F@éﬁcﬁi%’m gﬁ é)fsgeoargmme and the like.
E@"’!Q"e&a)gwe{m $bn‘teegmamhﬁa!( Beifls » aROURED SLaLGHH é’){a@? YWNd in no
C"%,%&Hc ?("gﬁ 2 be vvettl ng agents (e.g-,
auryl  su eS ef%ﬂ@%foﬁﬁweb@?l@bwedﬂay
met Rdws pharrackutizaly atdeptdife dbks f&rhﬂﬂ]‘ g fp% &at?l%t ¢1g$ﬁ°tlon may be

may take

. trat
pre:.f)a%d ﬁg %Jeagngg%lglﬁ%p{gﬁgh gg,ﬁogﬂglaofl) withs péreduatsntsoof & base such as

|th1‘ﬁy Bmlmreasesutsdtuml anmiohid)’ suitsh Hyefi eCQ(ﬂﬁﬁrhtMth ndﬁ sodium

' r, ot uH;abIe vehi cl’e béf or
etr}{&l qc%? gggﬁ‘é‘pﬁﬂ.{?’“ ?rsp i) ?ytozwﬁsaimbwm& calcium acetate,

caisiugp glnledd*b)magmmﬁﬁi hyenedideTedbme il LhiiaE TRE Fﬁ“lﬁ{ f’k%alé%vents such

susp endln agen

ddj. t S ch as
352@? Pé@n?ug{he%fﬁﬁi u"&%h?’?ﬂ »o§5‘36P’ H;béll angbndicxahe, isopropanol,

_ ISO@Q}FJM gtl”featos)mxtuesuhenebﬁmﬁg bROGIYAS ()Fgaﬁrc’ bds QISLFH ﬂ(sﬁlnle arginine,

ous vehicl es -g.,
m%@?&%ﬁr%%@#ﬂ'%) 'ﬁ'l?&'Of?m@%rWt?tb@gln@ecgoi;ne guanidine
aﬂﬁéb:gmeavatpeapyay be hﬂdoxﬁﬁeiﬂmbﬂfshéﬁﬁ wﬁe@%rbé;%)hcabte may be

nistration eCOfTDO
predlar bﬁﬁ?%aﬁ%ﬁtg gaé’f %’rasl taaicyRad { Behgelist e maric acid,
%ﬁ@@ﬁt iaéiifaacuﬂrmhwchc id:la cliciaeidl, QOCHASIL BER, Bdn2khE sulfonic acid, p-

foliinee renter al
mé1 e ﬂ?[fsoﬂba?t?% nl‘lﬂgi é)&hj ?lgﬁcaqo ﬁe$tﬁﬂ?%§ul@§|%@cud malic acid, acetic
acig PRNEZAIG aﬁlﬁhlsue%m:h atidr pdmﬁtlccamd, oAl ai:ttﬁﬁy@ﬁchié& acid, hggrobromlc

acitiNéuisie EcadF&frg“a]fcﬂ:t érﬁﬂﬂe th [ {#Iw%%&;b%%gg%&atwn aircg??cﬁg ethers, ethyl

in unit dosa
acetate; fioyane, pB# h:@.fes ,alhyj kd’noraﬂstaﬂdﬁ(hcﬁibﬂé Irad mbured Bfereof.

COMDARI OBty FBibns | BKfhes Ao s fnen
fo (ﬁ' ons gryerrblﬁ)l gl%ﬁ%el %@P%W%ﬁdﬁwgolﬁ‘st%ﬁmﬁnw ©of genera
"gH n'EZY b8 ﬁf%narf-ql‘ i mwsamzaty:raqgmmoﬁu@oageneretu formula (1) under
afetsp ot 8lch g SRRt e i Ve
et s k%L lg%r{éﬁb g&]%ﬂ 9fsg ?"trFB 5@ Prvapying eroportions
Jor yecrysta g;atpgcwrs Wk oh coyistaliizaticorusuicaldseslovl BodiRb] fak€eooling or a
verg fst, coulify ok & @'ﬁﬁ@&l%oﬁﬁge Quring crystaliization. Different polymorphs may
also be obtained by heating the compound, melting the compound and solidifi cation by
gradual or fast cooling, heating or melting under vacuum or under inert atmosphere and
cooling under either vacuum or inert atmosphere. The various polymorphs may be
identified by either one or more of the following techniques such as differential scannmg
calorimeter, powder X-ray diffraction, IR spectroscopy, solid probe NMR spectroscopy
and thermal microscopy. '
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wat er, -before use. The active conpounds of the _
invention may al so be fornulated in rectal 48 AUG 2005
conmpositions such as suppositories or retention

enenmas, e.g., containing conventional suppository

bases such as cocoa butter or other glycerides. For

intranasal adm nistration or adm nistration by

i nhadaatlingto o featuas of e prafert aiveattil Ihak atr@e.ovémﬁféhh@a.ates of

S L RN e i

of cofponmds obfosulia (isi ng a i nhaler or insufflator. In the

case of a pressurized aerosol, a suitable propellant,
e.g., dichlorodifluoronethane,

trichl orofl uoronet hane, dichlorotetrafl uoroethane,
carbon dioxide or other suitable gas and the dosage

‘unit may be deternined by providing a valve 25 to

deliver a netered anmount The nedi cament for
pressurized contai ner or nebulizer may contain a

sol ution or suspension of the active conmpound while
for a capsule it preferably should be in.the form of
powder. Capsul es and cartridges (made, for exanple,
from gelatin) for use in an inhaler or insufflator
may be fornmul ated containing a powder m x of a
compound of the invention and a suitable powder base
such as | actose or starch. 30 A proposed dose of the
active conpounds of this invention, . for either oral,
parenteral, nasal or buccal adm nistration, to an
average adult human, for the treatnent of the
conditions referred to above, is 0.1 to 200 ng of the

active ingredient per unit dose which could be

adm ni stered, for exanple, 1 to 4 tinmes per day.
Aerosol formulations for treatnment of the conditions
referred to above (e.g., 35 migraine) in the average
adult human are preferably arranged so that each
netered dose or "puff' of aerosol contains 20 g to
1000 g of the conpound of -the invention. The 28 18
AUGR2805 overall daily dose with an aerosol wll be
within the range 100 gg to 10 ng. Admi nistration may
be several tines daily, for exanple 2, 3, 4 or. 8
times, giving for exanple, 1, 2 or 3 doses each tine.
The affinities of the conpound of this invention for
the various serotonin receptors 5 are eval uated using
standard radi ol i gand bi ndi ng assays and are descri bed
here in these specification. Biological activity
Assay net hods: Assay: 5HT1A : 10 Materials and

Met hods: ' -
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Receptor Source: Human reconbi nant expressed in

HEK- 293 cells Radioligand: [3H]-8-0+4 DPAT (221 46 AUG 2008

“Ci/mol) Final ligand concentration [0.5 nM
Ref erence Conpound: 8-OH DPAT 15 Positive Contral:
8- OH DPAT I ncubation Conditions: Reactions are carried

out AR e ( 4 nt ai ni n 10 nM
SO4i ok ma-ggt)%& and FB'E% A&'E%’ﬁ’ﬂpcc%i’gseét of o nPharmaceutical
d:mgﬂfg?@r%\:% q&%tafrgrg ztr legsirone marwamburct:sb%f&h% [g:@{mé.:agf&&umf 0, their
bk
Radll Sct f'%ff’?h 'OItgr aﬁ%gdg”% e?i{; ! ﬂi‘%ﬁr Slereoisgiess g aeometric
|~?;Qm ;Oé eﬁoﬂ@b’nwlmﬂnomwé&trl phangdﬁuttlﬁallga@ﬁ&@h ll§|tf|_aﬁle”:‘~:alts their
aey t r unda w e
p T nu lcglyf g%@é;?ttgﬂé\?a%\@ég%tt?egggﬁgse an %t&ygrm@redlegﬁgggether with
*&"“a‘é% icplly aipployed earmiptsaawdiadbogyd e ikeT1 and 5 HT2

Recoptd bh i 3
Radl ol émﬁglaﬂ%ﬁd)@?&?logg % Iﬁ?sgﬁf‘ ;e_ﬁ\{%n may /'be formutated in a

BPRART UFin®gng of mym}acmdmhlwl acceptable carriers. Thus, the

adggg'}:ﬁggllkﬂtﬁrldli'ﬂ:i@lfg@rggnﬁw{oﬁﬂ@ﬁ{eﬁg ,‘}"‘lFJ] gllxqcaﬁytranasal parental

egch@g?yqrgusmntwsmyéprDubManE&yb)sot irectali adrfiRis#3fad dr a form

suitable fFereidnRiStriifidn by |F|He§‘|5ﬁd %Uﬁ[ﬂ*m SHT1B, 5-HTlc,

and e&l‘{lD Receptors Naunyn- 30 edeberg s
Ar ch' PepRgssalcthesadive LompogRdy caBYry wiepbndinglohifactbisofsch as the

e S
::’ : g?’:‘?‘ﬁ?om %lﬁiehgei ﬂl%é fl d.trggﬁg Bé\?ernty SHhS Gisease to be
SPIESE 7P R ?’a%’ﬁ?’ﬁd&?‘@f@ffffﬁ‘Z@w @:ﬁfﬁmme)herenﬁ ®i Rapharmacologicaliy

 effecij@namoantastrihe alohPdundd Qf %&&Mfoﬁ@.g ?Pg&k&jﬁztgaﬁorementmned

fagg erm nant: Serotonin -
eference Conpound: Serotonl n P03|t|ve Control:

- Ser dtooioial abnmub@étlo@ntt@%%éééﬂﬁca[ BS@P&I% n%ﬁtﬁ{i%[l{ d &dn of, for

mM TRI S- HCI
exifbis, Bofienci. capouieierdHBrech by eniAndsnal means i prarinaceutically

acp@talplﬁaemblbxytsr apchl as bikRiig Bgbhist (841 %e&él%}t%%daﬁalze starch
pofy’vf?ﬁf Frbliotoﬂés Feach %act Vit tra ped ont I ters '

py o ydroxypropy methylce!lulose} fillers (e.g., lactose,
mlcrocrystallme cellulose or calcium phosphate); lubricants (e.g,, magnesium stearate;
talc or silica); disintegrants (e.g., potato starch or sodium starch glycolate); or wetting
agents (e.g., sodium lauryl sulphate). The tablets may be coated by methods well known

in the art. Liquid preparations for oral administratiori may take the form of, for- exarniple,

solutions, syrups or suspensions, or they may be presented as a dry product for
constitution with water or other suqtable vehicle before use. Such liquid preparations may
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determ ned and conpared to control values in order to

ascertain any interactions of test conmpound with the 48 AUG

. : : Hoyer

B Engel G et al . Nbl ecul ar  Phar ﬁ;igfﬁgyléf f;fyfl

and 5- HT2 ReCo_gn_i ti onOI g: t]gisnlgnsfeﬁfii :gdeplt% [r3|a_1|] CshT
be Fé%é‘%;%é‘ mtﬁgl{lél%g%nﬂ wﬂopmpei;t{ﬁﬁéﬂy%orceptagi% additives such as
susiirin n%rl g1€ ig%%gi %}ééﬁ@ﬂf tﬁaliHlB%ﬁ £r bygiogarated edible fats):
em@%ﬂ%ﬁ%&‘é@ts e Qarerithy er a@ciai_amrwluesag'lx@ni&éfsrr @é@.?%ﬁoﬁ% ol, oily
esterd m‘re&ﬁ)ﬂia‘lﬁtbﬁowl_%rrrlﬂi %’ég%'gtggﬁ%tgl_(grﬂ]g{% Wll—lél'& ﬁﬁp@b@ﬁ@ér@x@enzoates or
S°'§'rr'°::%.'1°3-bhg??rag.‘ 340: 135-138 (1989) with fFEDdief 't gf‘t I ons.

Asséyr. ?Etfﬁl(hdiﬁrﬁigi{ré‘ét;ﬂirﬁatgigg | a%@g—? [r%ﬂsz Qakee(t:hep form of tablets or
s s b

conéemtactivé awmpokiAdd &Mhéglf?@leﬁf?&c' éyg b::g)e oﬁfn%g%jr dAk eparenteral
adr@g%éﬁ% B{(n é:%%ét%girgq%qqgg &ybggpﬁnn@tbﬁal(ﬁ%)th&’ériﬁﬂiﬁhttleh‘ﬁniques or

- Infugiont FormulBtdBar toeXipfEctlen TR ag] &‘ésaéng%ﬂr? ﬁllﬁgg q%ag{gé Ofgnn, e.g., in

am{_%ﬁ{l% ﬁ@ﬂ@:tﬁ%%%én?%éwggﬁﬁﬁ gé, raflzic?awwémrﬂi,velﬁ% &dvhpositions may
RI'S- pH 7. L . uM. line and | .
takeg s\ fomAg as 39@9“M°NE'3$5[§E%‘E%$ 8?11.1-%6;&{%"4; uﬁygér_ agHequs vehicles, and
mas?g%né%% m&'{\g raﬁgh%tsg%h B spaqﬁngingaggamining‘ Tarhd/dsseﬂiépyﬁsing agents.
Altegpﬁtigelgl the activelingretiidnt ﬁfa%-beﬁ?@ﬁ&@c?e?rfdﬁﬁ' by refg&?%i?t@igﬂ%%f)a suitable

[ 3 ermned and 30 conpared
Veh&%uggl iteﬁd"gr LIZr g{gtg%;scerf’éﬁ"ﬂe%ﬁ%i nt ematdrj ons béfoteeSt  ygp

conpsuAgtivei Fhmpblh&i&!dﬁn%egﬂgg&%nbjn% L%'Ig? ?li['éeﬁ?rrmg?tggi s rectal
corrifblﬁvil%rzstn glﬁcﬁo %;ISS%_%%T%% o ﬁterpiiqg're}mg@ppgﬁg_..oiontd'nin@-coa?%ntional
SUPRES{tgrHRaEEE RiaH QmCCSioaéBItteP&CBtlgéri 88%%! 28'029 Ngh,gf“aﬁzs

N ingﬂgﬁ?nsazggg'g?{d&?%kﬁ: fr BiEiriaan B3 7inhaletior60he  active
com?%@%;] ‘5fv\§1h? HveRtion fare abnemientipgsReredSHTRA 1&nVBE 4 'a%lrgsol spray
fromaadpiesiiR€s : container or a nebulizer, or from a capsule using a inhaler or
insufflator. In the case of a pressurized aerosol, a suitable propellant, e.g.,
dichiorodiﬂuoromethane, trichloroﬂuarométhane, dich‘lorotetraﬂuoroethane, carbon
dioxide or other suitable gas and the dosage unit may be determined by providing a valve
to deliver a metered amount. The medicament for pressurized container or nebulizer may
confain a solution or suspension of the active compound while for a capsule it preferably
should be in the form of powder. Capsules and cartridges (made, for example, from
gelatin) for use in an inhaler or insufflator may be formulated containing a powder mix of a
compound of the invention and a suitable powder base such as lactose or starch.

A proposed dose of the active compounds of this invention, for either oral,
parenteral, nasal or buccaj administration, to an average adult human, for the treatment
of the conditions referred to above, is 0.1 to 200 mg of the active ingredie_nt per unit dose
which could be administered, for example, 1 to 4 times per day.

Aerosol formulations for treatment of the conditions referred to above (eg.,
migraine) in the average adult human are preferably arranged so that each metered dose

or "puff' of aerosol contains 20 pg to 1000 pg of the compeund of the invention. The
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Receptor Source: Human Cortex Radioligand: [ 3H]

Ketanserin (60-90 Gi/mol) Final |igand concentrationf8 AUG 2009

- [2.0 nM Non-specific Determ nant:. Ketanserin - :

[3.0 M 10 Reference Conpound: Ketanserin Positive
Reacti ons

Control: Ketanserin I'ncubation Conditions:
TRI S-HCl (pH 7.5) at room

Sverali grilyr eskeOpsty 4 T ] :
| hﬁmé‘etd}é%aj @E,%E: iﬁa%gﬁw& 2 WiYiN thecrengeotng g Wqﬂﬂﬁaﬁﬁ%inistmtion ‘
by “r api iy, tfomexaniple QNg O, fibher filtérs.
fiscon Tible 0781 P} g%r%els’sglﬂag demexeawle, 1, 2 or 3

f@seseachitmid y trapped onto the filters
and c Fred 15 to control values in order to

a

ascert ar frafgs Pﬁ\h@WQWbMOthst'ﬁ%- und wi th the
HEreypluate Wg‘marﬂatrﬁrac@ﬁt er t,url_e g@gfrgg e“arioyg seretenin receptors -
. NI geers C. J., aﬁarl\ﬁﬁélﬂ@ﬁgyssays aad dird-G84HHBEY Pere ;
Eﬁecn ﬂe ) = s STl ere in these
5_ ,fg etanserin: 20 A Selective Tritiated Ligand _
Igrodeabaotiv : Bi nding Sites. Ml . Pharmacol.

21: 301-314 ?%QAS%%%?\%?{!" ifications. Martin, G R
P. P. AL Classification Review -

H hr ey,
A%gg%pgg&y\f:or 5-HT: Current Perspectives on
Veteiags 4Rk %s.and Nomencl at ure. Neur ophar macol .
5 '(1994). 25 Assay: 5HT2C Material s and
[ | exus menbr anes

R%é{pi/ 4): 261. 7 _ :
HOdS P b reSanbhght Sbibslprdl, |
Raviidigantigppgle.da/d é‘ﬁf&él %{yg| e L P3Rells) 30
Fi@lﬁgl?ﬁsi ang ot aht 124t fmmelf 1.0 nM Non-specific
< t 8P Alffentrationot g v [ 100 M Ref erence Conpound:
afemnee CompBasi:t § ﬁga;rcﬁl . Manserin Incubation
pogﬁig%ictﬁi&})nsp? R%a%i\tiﬁ'g “are carried out in 50 nM .
LIRS To{ B1®H-DPAT 35 containing 4 nM CaCl2 and 0.1%
ncabetiorbC endifd C for 60 mnutes. The reaction is
10?9{4%%6e%by ?‘%@?‘5’"&%5@% ot htﬁ.mmlg-%lﬁ%ﬂ-}i 235 i
STt s, %m}‘é OTA and 0r180 R8ELBRLR: L 1m8 AUR L85 Containing
he Fraction tsefefmingted érg ned and corpat et P8MIBMPesture for 1 hour,
trapfRla o {2 ALder té as 4 YACUYm figrajion onto glass fiber fiters, Radioactivi
any i ©rs Is determined and compared to control values in order t ty
interacti , erto i
Ions of test compound with the 5HT 14 binding site, secerin

Literature Reference:
* Hoyer D, Er _ . . )
Sites in R tngef 3 et &l Moleular Phamacoiogy of 5HT, and 5-HT, Recognit
at a : . _ _ Mt nit
H)-8-OH DP:: F:lzg Brain Membranes: Radioligand Binding Studies with {3H? SH?!‘n
Jiml. Pharm + [MiHodocyanopindolol PHI-Mesulergine and PH}-Ketanse . Eur
- narmacel. 118: 13-23 (1985) with modifications. ‘ - B

* Schoeffter P, ang | '
Functional & 41 SHl;oyer D. - How Selective js GR 431757 Interactions with
s 18, 5-HTyc, and 5-HT,y R
Arch, P . , 1o Receptors. Naunyn-Schmi :
_ harmac. 340 135-138 (1989) with modifications, miedeberg's

Assay: SHT1g
Materials ang Methods:
Receptor Source: Rat str-iétal Mmembranes

R.adlofigand: {”sl}iodocyanopindolol (2200 Ci/mmol)
Final ligand Concentration - [0.15 ni]

Non-speciﬁc Determinant:Serotonin - [10 vy
298
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interactions of test conpound with the 5HT2C bi ndi ng

site. Literature Reference: 5 A. Pazos, D. Hoyer, and 8 AUG 2005

J. Pal aci os. The Binding of Serotonergic Ligands to
the Porcine Choroid Plexus: Characterization of a New

Type of Serotonin Recognition Site. Eur. Jrnl.
et e Cbifoungi Saroionn. ot al. Wbl ecul ar - Phar macol ogy of
PositiygTCortred SeidichilRecogni tion Sites in Rat and Pig Brain
A ern s 7 s
e RO RESE ah s Hhmoentaresi wsinated by rani

vVacuyn s tiltratian roato \gassr finers finere, Mg tivi ggﬁ?;%egptgg&éhe filters is

deterfSingdCaid i Radi ol i gand:
30-70 o&?mrﬁ%or%?% lcrﬁ?%? VRig% RioTdBhiserroesainamy-inffachBns of test
M

| °°mp§?k‘}i‘d Wit s PaE18 biodbgtsite.mi nant : MDL- 72222 - [1.0 [L

Ref erence Conpound: WMDL-72222 20 Positive Control:

Lit E;EL 72222 | ncubation Conditions: Reactions are carried
Srafiie Referencanvl HEPES (pH 7.4) containi ng 150 mM NaCl at
The reaction is term nated by

s H f m_nut es,.
Si%?{)_i d Eﬁ%eﬁﬁi;meﬁ?{r t Vigecidar Bheeagblagy of i5biFY ahil I5LI9T-SRecognition
i diianei Ry Brampbesbics. RofddnhGsahs sdgterm ned "
Crosopp gﬁ—el;ilz_s@_?oq%ont rol val ues™im or _ gemtgi hH]-SHT,

ny interactions G 2pEtdolop 5" dgsoiendinaiant [H)e®d®E3rin £ur
J’Tai NeRTACal t1d8: 3C-BH(1bsSBkiH Mbﬁﬁéﬁéﬁg ence: Menbranes of '
»  Scha&rtddp I\lgrwobbgst orba Cell's by Radi ol igand Bi ndi ng.
FuMDL . Phar macol'~Y 33:°- 3037qM sglgytive LisBR s 451755, [Meractions with
it et M oo 2 8B o Re PR o Scbbiry
Phal?ﬁrrdﬁrgg%'. 3@5%@%%§§)wmowwbmdi fications.
I dentification of Serotonin 5-HT3 Recognition Sites in

AssayH@M,,D. and Neijt H C.
‘Materials and Methods:
Receptor Source: Human cortex
Radicligand: [*H] 5-Carboxamid0tryptamine (20-70 Ciymmol)
Final ligand toncentration - [2.0 nivij
Non-specific Determinant: S-Carboxa-midotryptamine (5-CT) - [1.0 pM]
Reﬁfzrence Compound: S-Carboxamidotwptamine (5-CT)
Positive Control: 5—Carb0xamidotryptamine (5-CT)
| . e .

_ ncubation Conditions: Reactions ‘are carried oyt in 50 mM TRIS-HCI (PH 7.7)
containin ‘ ‘
o g : mM CaCl,, 100 nM 8-OH-DPAT, 100 nM Mesulergine, 10 uM Pargyline and

b o CO i i
rbic acid at 250C for 80 minutes. The reaction is terminated by rapid vacuum

the cloned 5HTyp binding site.

Literature Reference:

W i
. aEbEI C-, S.Choeut8|| F alaC|OS JM. and I ioyel D MOIECUIBI Fhal“[aco’ogy OI the 5
r V0, 1
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'32 ~8 AURZU Tyers M B. 5-HT3 Receptors and the

Therapeutic Potential of 5HT3 Receptor Antagonists. 48 AuG 2005

Therapi e. 46: 431-435 (1991)., Assay: 5HT4 5 Materials
and Met hods: Receptor Source: Guinea pig striatal
menbranes Radioligand: [3H GR-113808 (30-70 G /nmol)
Final |igand concentration - [O0.2 nl\/] Non- specific

MR ey A BelsnS NSy Prnecth ot SosePalages win

m?@ﬁmpnmcubatl on Conditions: Reactions are carded out
in 50 MM HEPES (pH 7.4) at 370C for 60 m nutes. The

reaction is termnated by rapid vacuumfiltration onto
Assayj| 832 i ber filters. Radioactivity trapped onto the

fMaﬁé{a'?s éﬁd felfiqal ned and conpared to control val ues
In order to ascertain any interactions of test

ReceFE'éfn%@{rﬁ@I Rman ClegeX HT4 b| nding site. Literature

Radioli®drfF ot @ém&gﬁagb patrick, C, at al.
R'?é\tle gg](r}rer?tano Radi OII gar}d Bi nd| ng Assay for 5HT4

Final 'I@é‘é‘@ﬁ@ﬁ?%f“farﬁw@ni?n@aﬂ@l g and Rat Brain. Brit. Jrnl.
Non-s Qéf@ﬁ)@termmtl\%l% gﬁrﬁf Ef@ 5%993) Assay: SHTSA

terials and or Source: Human
Referencedpmpennd: &epanestied i n HEK 293 cells 25

PositiRe@bQd-bigRa LSD (60-87 Ci/mol) Final |igand
[concentratﬁgﬁé@'ﬂ[ 0 nM Non-specific Determ nant:

Nﬁwbéw%ﬁpmdlm%a@nons[am Garkibd oReineStemde TRISFHAUNGH 7.5) at
room M?ﬁﬁﬁrﬁﬁjﬂ@ rrdeﬁ"l ‘:"leﬁ=§)?‘<-£'ag‘r a¥r? as%%{&gg gt %Wg \?%c%m filtration

mesyl ate 30 I ncubat’ on Con I ons:
onto Qiaa'isrﬁb@d fibers. iRrdFmcinty tRIFBeHONty i fitert)is detenimiediang ddinpared

to corlti¥ VBSR4 iR BRicP 1& a8 A fnté)i‘thgnE% 184 ¢ %ﬁn’tic’ W(Bthr}%e 5HToa

reaction is term nated y rapl vacuum
binding$t§- gl ass fiber filters. Radioactivity trapped onto
the filters is determ ned and conpared to control
Lit ?ﬁﬁ_l n order to ascertain any interactions of test
'era%‘?r%S 8% th the cl oned 5HT5A binding site.

Leysen J. E., Niemegeers C. J., Van Nueten J. M. and Laduron P. M. [PH]Ketanserin:
A Selective Tritiated Ligand for Serotonin, Receptor Blndmg Sites. Mol. Pharmacol.
21: 301-314 (1982) with modifications.

¢ Marin, G. R. and Humphrey, P.P. A. Classification Review: Receptors for 5-HT:

Current Perspectives on Classification and Nomenclature. Neuropharmacol.
33(3/4): 261-273 {1994).

Assay: 5HT2¢
Materials and Methods:

Receptor Source: Pig choroid plexus membranes -
Radioligand: [*H] Mesulergine (50-60 Ci/mmol)

Final figand concentration - [1.0 nM]

Non-specific Determinant: Serotonin - [100 uM]
Reference Compound: Mianserin
Positive Control: Mianserin
Incubation Conditions: Reactions are carried out in 50 mM TRIS-HCI (pH 7.7)
containing 4 mM CaCl, and 0.1% ascorbic acid at 37 °C for 60 minutes. The reaction is

terminated by rapid vacuum filtration onto glass fiber filters. Radioactivity trapped onto
31
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35 Literature Reference: 33 18 AUR005 Rees S., et

al . FEBS Letters, 355: 242-246 (1994) wth 48 AUG 2005

hods: 5

di fications Assay: 5HT6 Materials and Met

ggceptor Source: Human recombi nant expressed in HEK293
cells Radioligand: [3H LSD (60-80 C/mml) Fina

pecific
i S ERd And pompaled 18 HorBl vl in (o to ascertain any
Intgragtions af R éestepmpponmit wiliethkiSbiThertindines! at e 10 Positive
Control: Methiothepin nmesylate |ncubation Condi.ti ons:
Reactions are carried out in 50, MM TRIS-HCl (pH 7.4)

t
LitergtireiRafanenckd MV MyCl 2, 0.5 nM EDTA for 60 ninutes a |
%ﬁ;,ga 'g g1r action is_ termpnated by rapid vacuum
" 7 azon D Hikey HhdsPriages. The Binding saBemotanergic tjgands to the

tRaigipe Cromvid Pibhs: bHata&ﬁ&zbﬁorﬂSit §NEW ‘?ﬂ @BF’ S%fl)tggl% %’ecogmtlon

I >r to _ascertai
e P P ERRal 186 nienado s eap wih modiasi.
. sitryet d‘m Bngel 5GIT @t bi. nRioRGu R} Pﬁarrﬁchl%@:f‘Bf‘EIQT RSFIceé Y5 Recognition

Mol ecul ar onl n

pr eSSI Bﬁg%# 'A\BlAin i@%’f‘%@'@ﬁﬁ nRadieligapd Brnqu Etuﬁeghmth [3H]-5HT,
12, r .
| NFQFB}MEPAH' é[ %;nggcg}riﬁﬁggg@t( 1@?@) e%ﬂﬁne ’\@dHF:?HI Ketanserin.
%‘t eri a arnf% VB0 dS-23-88pwith 'E@@lﬁ@ém&-lurmn |
recombi nant expressed in CHO cells 25 Radioligand:
Ass (60-80 G /mmol) Final I|igand concentration -

5 nM Non-specific Deterninant:
Ma%ﬂélémdmmrypt amine (5-CT) - [0:1 NM Reference

P tive Control:
Recgéfm% (}ot H%O.%@#z dot r ypt ami ne Posi ont 1 ol

-car boxam 30 I ncubati on Codi
Radiohgand [°HI-GR 65630 (30-70 Ctimmol)

Final ligand concentration - [0.35 nM)

Non-specific Determinant: MDL-72222 - [1.0 pM]

Reference Compound: MDL-72222

Positive Control: MDL-72222 :

Incubation Conditions: Reactions are carned out in 20 mM HEPES (pH 7.4)
containing 150 mM NaCl at 25 °C for 60 minutes. The reaction is termmated by rapid
vacuum filtration onto glass fiber fiters. Radioactivity trapped onto the filtters is
determined and compared to controf values in order fo ascertain any interactions of test -

compound with the 5HTj; binding site.

Literature Reference:

» Lummis S. C. R., Kilpatrick G. J. Characterization of SHT; Receptors in intact N1E-

115 Neuroblastoma Cells. Eur Jml. Phamacol. 189: 223-227 (1990) with
modifications.

* Hoyer D. and Neiit H. C. Identification of Serotonin S-HTa Recognition Sites in
Membranes of N1E-115 Neuroblastoma Cells by Radioligand Binding. Mol.
Pharmacol. 33: 303 (1988).
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ons. Reactions are carved out in 50 MM TRIS-HCl (pH

7.4) containing 10 nM Mgd 2, 0.5 nM EDTA for 60 18 AUG 205
mnutes at 37 C. The reaction is termnated by rapid

vacuum filtration onto glass fiber filters.

Radi oactivity trapped onto the filters is determ ned

. r ed | val.ues j.n order to ascertain-
g‘:}%rlg (rwgréact Pofa Cﬁ%\‘% %é% @ngd oﬁﬁ olU1ERRS} G PRIRNiiRk of Shife gReceptor
SAtagTsta- THekrapie. DAL AG1-9BEg1984)f er at ure Reference: 34
18 AUG 2005 Y. Shen, E. Monsma, M Metcalf, P. Jose,
M Hanblin, D. Sibley, Mlecular Coning and

AsEﬁb‘r 8H%i on of a 5-hydroxytryptamni ne7 Serotonin :

MRS =fPi Y moiRlype. J. Biol. Chem 268: 18200-18204. 5

- The follow ng exanples illustrate the preparation of

RefpriogBersetifagnes pig ksiatsl eseniiranésnvent i on. These are

RaBiofy4rie X EqiH L ustration only and therefore

_ shg%lr%eﬁgﬁ%&%g\ggi?dﬁmy'f‘g"cfbi mt the scope of the.

Fina\agnd iconcentiationer 9i2anM} eagent s were utilized wit hout

NohMdpLass F“Ei ' ' Room.t enperature refers to 25 -
03Ot3C. I\/g ti n@bglglélﬁ%gonéﬁg&%c@#‘@ﬁt ed. IR spectra were
Refesgncg GasmpaynkiBBeratogin (5-10) i d state. Unl ess ot herwi se

P s;spectra were carried out using ESI
oSt @%t’&%&?ﬁ"ﬁﬁﬁﬁ@p g

conditions. . 1H I ectra were recorded at 200 Mz
- on Reppdies CangiionsiReactione ate cartied oohin0s®hav MESESSK 7.4) at

3700 f0M8D rhiS@Es AfheS! tig o] s used as internal :
ref er encg@‘gts gﬁ’cﬁ? %&ﬁgﬂ%%r@ té%’? rtap@gﬁalg.gn g{t"@tm" onto glass fiber

filtezs, fRadigactivity trapred antytherfltgrs in dptrtiseiend eorhpared to control values

in dr&Brty Ak B |.aklon sed for
e et e AR cioN: B B B T iaing Ste
bs=broad singlet, d=doublet, t=triplet, 15 g=quartet,

Litematureomefatice: h=hept et, dd=doubl e doubl et, dt=doubl e
:(;%igslet, tt=triplet of triplets, mrmultiplet. NWR

* FEOSURT KiegfiFecEedtidr Devsiapruann dof pe RedioliGrricBihting Assay for
I56ITR ReRBStone fre " ratire using th
Sl OREEF SumRag Shdhar Al BAEREC FHaRel) i’ "Bre02e

t ography perforned using 60 - 120 nmesh silica

gel and executed under nitrogen pressure (flash

Aschr, ography) conditions. 20 Description |
SYsetzBhesul fonyl -1 H i ndol e- 3-carboxal dehyde A

Matetialsrand Methodd: on of 1H-i ndol e- 3- car boxal dehyde (1 g,

‘ gémol_ in DMF (25 nl) was treated with sodi um
Re%?gorr i d’é'“i%-?%'g'ﬁng?c IR SprRssed indiK 298 edllsrmol ) under
Ra@@igahur{&gﬁtsmtemwpm/mgmer ature, stirred for 30

o 01 treated with benzene sul fonyl chloride (1.09
F’”#ﬂ'g%&%@ﬁﬁ?éqn “sﬁ\:or'? ‘at roomtenperature for 3=5
Norhspsecifif Deterrhihgnt: Methiothepin mesylate - [1.0 ]
Reference Compound: Methiothepin mesylate
Positive Control: Methiothepin mesylate

Incubation Conditions: Reactions are carried out in 50 mM Ti'\;ES-HCf (pH 7.4)

- containing 10 mM MgSO, and 0.5 mM EDTA at 37 °C for 60 minutes. The reaction is

terminated by rapid vacuum filtration onto glass fiber filters. Radioactivity trapped onto
the filters is determined and compared to control values in order to ascertain any
interactions of test compound with the cloned 5HTs, binding site.

Literature Reference:
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A

conpl etion of reaction (T. L. C ), the reaction o
m xture was quenched with 25 nL ice-cold water and 1 8 AUG 205

diluted with 25 nL ethyl acetate. The organi c phase
was separated, washed sequentially with water and
brine, dried over anhydrous MgSO4 and concentrated in

3 0 ultant residue was purified by flash
cﬂ:‘r‘éc;%a%{b%tr%‘gﬁ?ﬁ§ E?t}‘%‘f%gﬁaé?ﬂﬁﬁ (8aA)withamedifications t o
afford the title conmpound as an off-white foam which

vas,.l ghiter identified by IR NWMR and mass spectral
data.” Description 2 - 48 (D2 - D50) 35 35 1 8 AUG 2005

Megtsrigly ansiddethoadd:| y t he same procedure described in

REGSRSH SYJ her ei nahove, the conpounds given in the
Il st 1%@?%wu\7\neapée8%'f‘ PW@&XWS%PE%@@3@EH$er an

Ragipliaspdi BRSO (8d@oeCiBnmely boxal dehyde or 3-acetylindol e

wWere-l
NererecifE: Detstminart: Methdthdpin MMASS -[@F pﬁ/‘r% H' D
RérdreBEOEDNES M |_| H | ndol e-3- carboxal dehyde286 D
21- enzeﬁg)sg @ﬂ%} 'OK1epINIRBsHate
Pasitiva disingroB Mediibthepih dedty 364 D |

o DRERERET Coh IS ReBtids e samied out in 50 mM TRIS-HCI (oH 7.4)
contpiriem A@ned Mgttty | 0.5- MRt B for 60 minutes at 37 °C. The reaction is
teﬁ'ﬁﬁgﬁ[}’ &§%'§?“%§ﬁ§()%l b o9ta slobs Hotrciters aRediattiiyepded onto
.thegﬁ;ltg;rSG.'@- fletevbinby | dreinzenpsralif ®NYdntrol values in order to ascertain any
intEFecRAIR Breckt %ﬁﬁqﬁﬁ@‘rﬁ s e SRIptoins- 5HT; binding site.

H i ndol e- 3- car boxal dehyde378 D

LitSanfh! =L - 4- met hyl benzenesul fonyl ) - 1H-i ndol e-3-carb
oxal d%éjelg%egl D

* Jopsmaidt.hyl beneeakes Wole0ie ) ClBniAg tdHaX Exdrsediol! Ur Sctel Serotonin

hyde. D N )
%ﬁ{%ﬁb@eﬁ%%é‘m%w Psychplrapis Prugsndiibk Phagarbol. (43):
o3+ 3Rh{1883U 5 |
D111- (4- Met hoxybenzenesul fonyl ) - 1H i ndol e- 3- car boxal de

A h%de316 D
$$3%. Brfiro- 1- (4- net hoxybenzenesul f onyl ) - 1H i ndol -e- 3-

Mabdtidls and Methods:

Receptor Seurce: Human recombinant expressed in CHO cells
Radioligand: [PHILSD (60-80 Ci/mmel)

Final ligand concentration - [2.5 nM]

Non-specific Determinant: S-carboxamidotryptamine (5-CT) - [0.1 uM]
Reference Compound: S-carboxamidotryptamine

Positive Control: 5-carboxamidotryptamine

‘ _Figﬂsig?ﬁg&iﬂe%gﬁjo 3@-!53! f onyl chl ori de. The conpounds

d by IR, NVR and mass spectral

Incubation Conditions: Reactions are carried out in 50 mM TRIS-HCI (pH 7.4)
containing 10 mM MgCl,, 0.5 mM EDTA for 60 minutes at 37 °C. The reaction is
t_erminated by rapid vacuum filtration onto glass fiber filters. Radioactivity trapped onto the
filters is determined and compared to control values in order to ascertain any interactions
of test compound(s) with the cloned serotonin - SHT, binding site.

Literature Reference:
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car boxal dehyde D

135- Chl or ol - (4- met hoxybenzenesul fonyl ) -1 Hi ndol e-3- 48 AUG 2005

350 car boxal dehyde D _
141- (4- Met hoxybenzenesul f onyl ) - 5- net hoxy-1 H-i ndol e- 3-
346 car boxal dehyde D - . y-5-nitro-1
- benzenesul f on -5-n
I ﬁ&g‘i‘ Q/Eb w@%%MM%tﬁ%&egsm Hamblin, D. Sibley, Molecular Cloning

]Eﬁid- Edprebsion A anzanardingiyhhe Serotonin Receptor Subtype. J. Biol.

carboxaldehyde304 D
@BE"B%§ 4 184%0r obenzenesul fonyl)-1H i ndole-3-carb
oxal dehyde382 D

| f onyl
18?'}{%'[@5\’&9{%{% o i O)%Eefgélgg)(?;p%ratlonyor the compounds of the present
inverit@h: ('IZheEbla@sE ﬂhﬁnﬁﬂmﬁé AR\ IIUQF%EW&A%EM&JG%h%UId not be

°°“5§§?[° %ar' 'ﬁ%’}{?z"g ﬁg% nveglian ) Commetgial reagentrdwere @ilizad bithout
furtherx a:ILniﬁtatdnaSZl@odfm Zbipefateorarbanzengs ul kgnyd ) Nileltlng points are

“”“"’B%E%g r*%ﬁ% q?az\%or%?l de%?ﬁ‘%ﬁ%é'sqmdﬂ@ §§iid state. Unless otherwise stated,

- all mps$ sphvtrav@re aabmuaaludeﬂygi Eé‘»#é’or@mons 'H NMR spectra were recorded at

200 i o BRREPREAIENGSH H;t%n dg@%%kggaz(g@g was used as solvent.
TMS pRes1used-aBrioteutat refenenca b adarts) CRerAIMY valudd B QbRisdad in are

fepoé%f_i'f %{agg)éb%grgﬂ%gﬁ@gmﬂpgﬁyﬂ)e flippingoabibreviations are used for the
multiplidityd tdre tH2- GWROXighdleh}’é*@ g%t Dps= broad singlet, d=doublet, t=triplet,

q=ql.%fi tng ’=|ga%?e&gr5)y D gqrt]Z egg%ggoublet dt=double triplet, tt=triplet of triplets,
m=mDRipE: Bnmmmas(sMemamrr@awdb@ﬂbsa@%Unfd%BQké SbbdifRdiShiodis were

' mea%%%%g‘f%’or e nigped'%tu[esté%?%mﬁ m@e@gpmﬁypprqmatography refers to

colurpp phma;ggapﬁﬁﬂenmﬂmﬂxwdu@lw det2p mesh silica gel ?Lnd executed under

mtro%?ﬂrggflhrézf%géggyonpﬁ ﬁ UC|01;1 gng - met hoXy-

Description 1
1-Benzenesulfonyl-1 H-indole-3-carboxaldehyde

A stirred solution of 1H-indole-3-carboxaldehyde (1 g, 6.89 mmoi), in DMF (25
mL} was treated with sodium hydride (0.357 g, 60% in mineral oil, 8.95 mmol) under
nitrogen at room temperature, stirred for 30 minutes, treated with benzene sulfonyl

.chloride (1.09 mL, 8.25 mmol), stirred at room temperature for 3-5 hrs. After the

completion of reaction (T. L. C.), the reaction mixture was quenched with 25 ml_ ice-cold
water and diluted with 25 mL ethyl acetate. The organic phase was separated, washed
sequentially with water and brine,' dried over anhydrous MgSO, and concentrated jn
vacuo. The resultant residue was purified by flash chromatography (silica gel,
EtOAc/Hexane, 2/8) to afford the titie compound as an off-white foam, which was latter
identified by IR, NMR and mass spectral data.

Description 2 - 48 (D2 - D50)
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car boxal dehyde D _
301- (4-1sopropyl benzenesul fonyl )-5-nitro-1 18 AUG 205
H i ndol e- 3- car boxal dehyde373
D311- ( 2- Bronobenzenesul fonyl ) -1
H i ndol e- 3- car boxal dehyde364 _ :
D325- Brono- | - (2- br onobenzenesul fonyl ) - 1H i ndol e-3-carb
Using, espentiajivetha 25am8s 1procedere isseiteanies dbSaipin) -15-HeRIiRitave, the
i e 98, . . . .
o B e e bBR A Chrained b Rplpyina g an erpropriate
indolezgLagppplsleRyer hyrd 8-acetylindole  and substituted  arylsulfonylchloride. The
compldhds otaREaRRbE %EFWQI fﬂnélMR' 2id’ r|11ta|£59§p]éctral data.
H- i ndol e- 3- car boxal dehyde4 _
D361- ( 2- Br ono- 4- met hoxybenzenesul fonyl )-1 Hi ndol e- 3-
List 394 car boxal dehyde D375-Brono-1 .
° - (2-,br ono- 4- met hoxybenzenesul fonyl )-1 Hindol e-3- 472
car poXHRIEWY de - Mass lon
D381- ( 2- Br ono- 4- et hoxybenzenesul f onyl ) - 5- Chl or o- EM+H)“
H-j ndol e- 3- 428 car boxal dehyde _ .
DT peyperzengsyfrsvhs Hérdalscs tserbpsaideuideony | ) - 5- met hoxy- 286 i
DU (2 o e PRI IS Soathopaiteude 4o 1130

D3 D R R A el 3 aboxalohyrie 320

D4 DiiBefresiiont-byetdblyl #RiBRlRcASUIdAPNL ) - 316
H-'g ol e- 3-car pai dehyde305 D

D5 421’5_ %pzoe,t}g§wﬂf§{3§ﬂ&ﬁqﬁﬁiﬁwolesz§e&%%yée 2-sul fonyl )31

D6 I—I-‘E-fiﬂell‘db&w&enﬁ@%mmmxﬂ#-ﬂﬂbhédﬁcarboxaldehyde 300

- di ' -47sul f [)-1
D7 %%n&oﬁﬁé?-g?fn%éﬁ%ej}z%b%i{ﬁé%ﬂlg-)i(r?dzo?e!-s?-cgmségafdghny%e) 378
D8 DAChiosy- S Dinmeehyilyérizeauaiohg)- fHtlolonyhioRaBlyaexy - 444
D9 ndﬁh%éﬂwy%%ﬁzenesuIfony[)—s-methoxy-‘l H-indole-3- 330
carboxaldehyde

D10 1-(4-Methylbenzenesulfony!)-5-nitro-1 H-indole-3-carboxaldehyde 345

D11  1-(4-Methoxybenzen esulfonyl)-1H-indole-3-carboxaldehyde 316

D12 5-Bromo-1 -(4-methoxybenzenesulfonyl)-1H-indole-3- 394
carboxaldehyde

D13 5-Chloro1-(4—m_ethoxybenzenesulfonyi)-1 H-indole-3- 350
carboxaidehyde

D14 1-(4~Methoxybenzenesulfonyl)—5—methoxy-1 H-indole-3- 346

carboxaldehyde

D15 1-(4-Methoxybenzenesulfonyl)-5-nitro-1 H-indole-3-carboxaldehyde 361
D16  1-(4-F luorobenzenesulfonyl)-1H-ind ole-3-carboxaldehyde 304
D17  5-Bromo-1 -(4~f|uorobenzeneéutfonyl)—1 H-indole-B-carboxaldehyde 382
D18 5-Chloro-1 -(4-fluorobenzenesulfonyl)-1 H-indole-3-carboxaldehyde 338
D19  1-(4-Fluorobenzenes ulfonyl)-5-methoxy-1H-indole-3- 334
carboxaldehyde |
D20 1-(4-Fluorobenzenestulfonyl)-5-nitro-1 H-indole-3-carboxaldehyde 349
D21 ‘1—(4—Bromobenzenesulfonyi)-'l H-indole-3-carboxaldehyde 364
D22 5-Bromo-1 ~(4-bromobenzenesulfonyl)-1 H-indole-3-carboxaldehyde 442
D23 1-(4-Bromobenzenesulfonyl)-5-chloro-1 H-indole-3-carboxaldehyde 398
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car boxal dehyde _
D451- (3, 5-Di et hyl i soxazol e-4-sul fonyl )-5-nitro-1Hind 8 AUG 2005
ol e-3- 350 carboxal dehyde 37 18 AUR105 D461 - (1
- Benzenesul fonyl -1 Hindol - 3-yl ) et hanone300
D471- (5- Bronp- 1- benzenesul fonyl - 1H i ndol - 3-yl ) et hanone
D348 {x48 aléhs en esul f on -1 :
H i ng(ol i %ﬁﬁl’)eé?ﬁ%'%g?@%‘f’-‘*(l”""dy"l‘e)-?’“ 394
- (4-FEP8ldebedzenesul fonyl ) -1 H-i ndol - 3-yl ) et hanone330

D b b AR BT B bosaldehyce 409
Dji_é Belifdreyapybenzenesulfongpll HanddievBchebaliddipdsl) | n a 508

D2h . f [ d. with
i e A AT T o
BenZBIY@SRIAL¥R - 1+ i ndol e- 3- car boxal dehyde (D1, 2.86

D28 G-CHom0]-8)isafdmibhc) thane (8 ) were taken.
D oot B s by o’?@&bg5&%ﬁﬂﬂ?ﬁﬁ-|~me-ms added 362
sl ofPPOxFide tenperature and the reaction mxture

D 28as 1g44) : e 3= . After the
corsrglqgt ji‘:j?%%{ﬁrnggiﬁgﬁ%ﬁﬁéeﬁ?qﬁE’aﬂ?ﬂlﬁ'é), the prod®o8
5 was T 801l¢YIBy distillation under reduced pressure.
3Dhe 1448 oesp s, ' de it h et vl -acet at 2 25
Dg{t)e J(g I&(F 10 con%%gﬁﬁg?wgﬁ '?‘Q%'Fs?‘%@é‘a%&gh%% wist B
0 Wat &1 EfYNPRAEENESHITBRYIH EH-intioleed camboxaldehybiy dr ous sodigdm
D3ul s-Bremoh@- by WASHEY.ARO d er _
D ¥acky ”“‘T’h;%“32?33%‘%&‘3%@%’2%@?*3ﬁ@*’eé%%%r%r@%nﬂed, 442
5 B\Qmi @%‘?‘? apresyfand)-pohiord- tingplet3-carhoxaldehyde 398
hr t{iBognetidngendssirh 140QA¢ ane, 2/8) to
ﬁlrvi arg cggﬁ%eg&idé Ffééééﬂgn%%ﬁ%-g’fét%&g \/\ggg'?aent i fi e?:l by PRA
VR an pectral analyses. 15 Description 52 -
B33001 -(zasmmdﬂdbﬁénémf@m)e@ﬁmt{I.ajnldgieg%gargm &R [ (g ?chd ur ?ﬂ%

D3gesLfd. | p description 51 herel nabove an | oy

an g{)éprggogrr"%'gt“éee@?wlb%ﬁ%ﬁ&}ffqm%Hy'ﬂd@e-éar boxal dehyde3gs
( Dxarb@@fdehgtiong with 20 sodi um hydri de ot her

Darers gadhy.8S5) repared and identified by IR NWR
and e IR G Sbet ey biine-ot s 472
pr &FEhex@ldehyde gi ven in the list 2 below List - 2

D 3RS BlonRMARind:9B etk iironyt)-5-chioro-1H-indole.s. 428
carboxaldehyde ' ‘ |

D39 1-(2-8romo-4-meihoxyb.enzenesulfonyt)ffs-methoxy-1-H-indcle-3- 424
carboxaldehyde

D40 ‘I-(2~Bromo-4~methoxybenzenesuIfonyl)-s—nitro-‘l H-indole-3- 439

carboxaldehyde ,
D41 1-(3.5~DimethyI-3H-isoxazole-2-squonyl)-'lH-indole—3-carbaldehyde 305

D42 5-Bromo-1-(3,5_—dimethyl-3H—isoxazole-z-s-ulfonyl)-1H-indo!e~3- ' 382

carboxaldehyde
. D43 5—Chioro-1-(3,5-dimethylisoxazote—4-sulfonyl)-1H-indole—S- 339

carboxaldehyde

D44 1-(3,S-Dimethy!isoxazole-4-sulfonyl)-5-methoxy-1 H-indole-3- 335
carboxaldehyde ' |

D45 1-(3,5—Dimethy!isoxazole-4—sulfonyl)-5—nitro-1H-indole~3- - 350 |
carboxaldehyde |
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- 20

D 511- Benzenesul fonyl -1 H-i ndol - 3-yl met hanol 286

D521- Benzenesul f onyl - 5- br ono- 1 48 AUG 2005

H i ndol e- 3-yl net hanol 364 D

531- Benzenesul f onyl - 5-chl oro-1
H- i ndol e- 3-yl net hanol 320 D

541- Benzenesul f onyl - 5- net hoxy- 1

D48+ i ngpke
D %51- eEzgﬁ%E%%mjé@%iﬁ?&g?ﬂfm Tndol e- 3- yl met hanol Sl
40 she-Bremes thpnaritsefesy bl fdmrel-g-ylethanone 378
D 48+ | nootevdtylgemtdria -1PL-indot-3-yheth
D 4%7 5- EE%H%’[ tlﬁé'( 4- rréé}ﬁ%}yﬂlfoggﬁz@nggalls% lc()l)neﬂ? o rlua : 330
i i eYsiprRangane oy stH-rgio ame 330

D 568 5t-Ch{dolsplop( b efminbykifn r i ndol e- 3-
et hagg{ 334p Bpgﬁ- (4- al{/teit hgl%gHQﬁ%ljBW{%ng% gkén

enzenesul fonyl ) - 5- net hoxy-1 H-i ndol e- 3- yt met hanol 330
Desb6ptie 41 Met hyl benzenesul fonyl )-5-nitro-1

i ' | e- 3-yl et ol 345 D
1Sy b dRudehany 9 5
In aHthirad oleekad )]/er[rﬁdi hﬁ:‘tgﬂﬁﬂ&k equippedr ]yvith ﬁressillr_?_ _eqa:allizin% furlmel, 1- .
- +.1- (. 4- oxybenzenesul f on - I naol e- 5-y
B_enrrei éhgﬁ%'?ﬁng-%&%%%%%%fﬂ(% népﬁoxy%gz ehesQiFlonyngle) and
dichigromethiaee 38 yﬂh}mdnammdeaSQ??iumblorohgdride (E.OOS —10.01 mole) was added
_slo“&?ﬁggﬁé@ﬁﬁéF{grﬁcg{]h%}%act%rr]\ym&furé ‘rng sgi)r)éé/d_ well for next 3-4 hours.
Aﬂe[ﬁ_@lco(rmlmlrlqjxgdaﬁnu éTLé?g liBI -+ Bhplics), e protiGethwas isolated by distillation
undégé I‘g?g 4c{3Er|%'s¥uH§Eﬁ'n@?é)sidguel ‘f’%‘ch?m%c.’ted with ethyl acetate (2 x 25 mL). The

_ I"uor obenzenesu
compinefdergens- pkivethavese 3@dshed with water, followed by brine, dried over
anh{@dos %&Ws&x}f&é ‘ﬂlé‘8{@@@@@%&%’&%‘3’%&& 1under vacuum. The residue

I ndol e-3-yl met hano
Wase@IeEy o#b oty (igquifl] woich s Bnlegad arahyplidfiel by flash chromatography

. 1 d . . B .
(smdl:z)l'6 %éll %{%c%ﬁ%%egﬁi 2}?2?}{)3 %ﬁfﬁr otH)?ItBﬂ-e §prr*:r18{3mg(mm was identified by IR,

- NMIyapd qesss spegiahanabmes. 334

D701- (4- Fl uor obenzenesul fonyl )-5-nitro-1
D H.i {Jd0| e- B%I nmet hanol 349 D
esgHipuen Sg-JpIrZenBA80) onyl ) - 1
H i ndol e- 3-yl net hanol 364 D

UsirgR Sstiamy hd Aableo BRREAZENGSI » _
H- i.ndol g%- | pet hanol 4%@D§§§¢hg@@m Kedcription 51 hereinabove and

em%f_g( AN %@}ﬁﬂglﬂjliopwim)yl-gzc@mog@l@emde (D2 ~ DS50) along with
sodidni hythide- Sihyt aBiRADSY 328 Brefflsd éﬁc?ﬁcfég}iréqdy py IR NMR and mass

benzenesuifonyl)-5-met hoxy-1 H-indo
specls) s (i%h%lﬁ&ﬂ@fﬂ?é%% thusgtignared ane given i the list 2 below.
ListH 2 ndol e- 3-yl net hanol 409 D :

761-(4-1sqpropyl benzenesul fonyi)-1
H i n‘é%fr"é’!Fgﬁiﬂ net hanol 328 D Mass lon
775- Brono- 1- (4-i sopropyl benzenesul fonyl ) -1 (M-H)‘
st i1r] ol e- 3-% rreﬁ hanol 406 D B
85~ CRI T 6 o1 Sdptdbdvimethzaelesul f onyl ) - 1 286
D 5H- i nHehgen@sykdBl-Baneth84Ri-Role-3-yimethanol 364
05%91';1%4- I soprl%g‘éll enzenesul f on |)S -5-met hoxy-1
i HaEhaEnssu -91ChOr¢rA Rgndole-3-ylmethanol 320
D54 1-Benzenesulfonyl-5-methoxy-1 H-indole-3-ylmethanol 316
D35 1-Benzenesuifonyl-5-nitro-1 H-indole-3-ylmethano! 331
D%  1-(4-Methylbenzenesulfonyl)-1 H-indole-3-ylmethanol 300
D57 5-Bromo-1-(4-methylbenzenesulfonyl)-1 H-indole-3-ylmethanol 378

38



D 801-(4-1 sopropyl benzenesul fonyl)-5-nitro-1

H i ndol e- 3-yl net hanol 373 D 48 AUG 2005
811- (2- Bronobenzenesul fonyl)-1

H i ndol e- 3-yl net hanol 364 D

825- Br onp- 1- ( 2- br onobenzenesul f onyl ) - 1H i ndol e- 3-yl net

hanol 442 D 831- ( 2- Bronbbenzenesul fonyl )-5-chloro-1

D 58H /e~ 1BdyneeiyibangdndSaiday R4 - |(ui’olBBq;lmethanol 334
D59 dgﬂé?&?whﬂqﬁ%ﬁgiégﬁ%mé%xy-1 Indole-3-yimethano! 330
D 6085 1-(4-Mdnyehmnzaneay)-batity-) H-mdoiet 3-glritidrioh dol 345
hanol 409
T e S L IS
D 62H Brittoine- B ¢4+etHolpinaiz89&suifonyl)- 1H-indole-3- yimethanol 394

o eP BT 7 4o R s ORI AHARRAE SRR ) - 1B

D64881- (GQ»AeBhombenzermshlﬁwa@mehewﬂ i omripleyr 3-imgthanch- 1 346

0o T A eI RS R T2 oy 381

D 66nd dHd-Fuordbdnaenasiiioapipt H38ddB3AU@R9®S D 304
0k 2- - L - B-1nj -1
DB SRR LRI it o1 sz
D 6&- di-Ginjorpy1-(4Hvernzberzenesuifofigh it jndble-3-yimethanol 338
oot S ool BRI B e syeay) | 5
D70+ |1n@d[@r®erggae3}anfqml)h%m§10 -bi-indole- 3-ylmeﬂ1anol 349
D719351-gt\i"ﬂrrrﬂ)'ble{\.(:é\e%uﬁ’dﬁﬁ%@iﬂb&@ﬁﬁkﬁaﬁolsu' fonyl) - 1HagRd

ol e nmet hano

D74 A-Brorm- b ﬁ'@ﬂW@‘?@éﬁ'ﬁ%‘ﬁ@ly@ ‘Whindelgyd-ylmsthaaphoxy - 1442
D74t 'ﬁ@aoéu%n?obe%géwééhmﬁ)@%om 1H-indgle-3-yimethano!

398
5-Di net hyl i soxazol e-4-sul fonyl )-5-nitro-1H.ind
D'ﬂb| e‘L-(gl Bwbenzenesulfonyl) -5-methoxy-1H- :ndote -3-yimethanol 6

D75 1-(4-Bromobenzenesulfonyl)-5-nitro-1H-indole-3-yimethanol 409
D76 1-(4-1sopropylbenzenesulfonyl)-1H-indole-3-yimethano! ) 328
D77 5-Bromo-1-(4-isopropylbenzenesulfonyl)-1H-indole-3-yimethanol 406
D78 5-Chloro-1-(4-isopropylbenzenesulfonyl)-1H-indole-3-ylmethanol 362
D79 1-(4-lsopropylbenzenesulfonyl)-5-methoxy-1H-indole-3- 368
- yimethanoli
D80 1-(4-isopropylbenzenesulfony!)-5-nitro-1 H-indole-3-ylimethanol 373
D81 1-(2-Bromobenzenesulfonyl}-1H-indole-3-ylmethanol 364
D82 5-Bromo-1-(2-bromobenzenesulfonyl)-1H-indole-3-ylmethanol 442
D83 1-(2-Bromobenzenesulfonyl)-5-chioro-1H-indole-3-yimethanol 398
D84 1-(2-Bromobenzenesuifonyl)-5-methoxy-1H-indole-3-ylmethanol 394
D85 1-(2—Bromobenzenesulfon)}l)-S—nitro-1 H-indole-3-ylmethanol 409
D86  1-(2-Bromo-4-methoxybenzenesulfonyl)-1H-indole-3-yimethanol 383
D87 5-Bromo-1-{2-bromo-4-methoxybenzenesulfonyl)-1H-indole-3- 472
ylimethanol
Das 1-(2-8romo-4~metho>§ybenzenesulfonyl)—S—chloro—1 H-indole-3- 428
| yimethanol
D89 1-(2-Brome-4-methoxybenzenesulfonyl)-5-methoxy-1H-indole-3- 424
ylmethanot
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16

20

yl met hanol

D96( RS) 1- (1- Benzenesul fonyl -1 Hi ndol - 3=yl ) et han- 1- ol 2§ 8 AUG 2005

3* D 97(RS)
1- (S-Brono7l - benzenesul fonyl -1 H i ndol - 3-y1) et han- 1- 013
61* DI98( RS)
- ' | ).- IHi ndal - 3-yl ) et han- 1-0
D 9?2 g %-(%éé%é%xnlngﬁ\%%e@e%%grﬁefs%Egny])-S-nitrtl'.t—q Hindole-3- Jethan- A
1- (Vimedhavist hoxybenzenesul fonyl ) - 1Hi ndol - 3-yl ) et han- 1-

DALl §4353;: : | |
T i.‘?'ﬁ"gsp ?@%%55%?@%8%Uﬁmdfteﬁ-vlmethanoi 305
DR i frdfispma-y(3) B tiimmihylisot2ak-4-sulfohfa)- BeHdle-3.0n Obt ai ngg
Cor gd to (M18). ** The chiral internediates
obt ai ne erein, may be separated by using known
D83y oe-Ednlares-@s5-diewthylisecizoard-tfonyB11DRfRId-BL | on 101 339
(Dlgg;,)etha].lbﬁenzenesu-;l fonyl -3-chloronethyl -1 H-indol e.
. Ina three, necked round bottom flask equi pped with
Dof eL63ipDimgtindisonangletdssuifohyl)-5-sisbisixHutiagole-3- 335
( 1-%@@@3 ul fonyl -1 Hi ndol - 3-yl ) net hanoi (D51, 2:87
Qg, 0.01 nole) and dichloronethane (8 nL) were taken.
D 9%hi b3, F-Dimetylisnxagale2sliigny!j95-Aitd- noinadlevs added 1Qs5g
S| Opn¥trahof OOM tenperature and the reaction mxture
was stirred well for one hour. After the conpletion

D%t R&Adt{1RenzenayyifonyleltpinddiByetnm-i-50tat ed by  ogg+

i Sl l4at=l © nder red d re re. The residue was
Do S P EB Rt iR P BoR bowam 1 ph S conbbee
D9Br &) A- (it et glbueiche @RSl 1lAdb 88  hanl 1Ol -oNed 2 «

Dg@” dd’l ed _over anhydrous sodi um ate. The
or gfgﬂ%?é- 1{Gdetiaxybenagnesuifany) didadohsad)etan-fFbierr esithie
D 100t (@Syqd 1S |t urated wt -hexane tg
D A B e dproptiehed it Ao rubieon e By 1925
Mq{mlara@mohﬁmdmespmdeam(w-sep as the title conpound.
** CdhirRE ﬂgﬁ. =150 (D102 - D150 ing essentially

t he shgfgrie "‘g‘rg{)ce i % %’eté'g? b&dein B i SEPFAtedoly using known
Progeduisisigsisipseribattiearler. enpl oyi ng appropri atel y

substituted aryl sul fonylindolyl nethanol (prepared as

gi_ve_n in 40 1 8 AUG 2005 D51 - D100), the
Desggptiis 48HEPMY)chl or o conpounds were prepared, and are

1-BéH2¢RBsfor) %c#%,ﬁé,ﬁwghﬁ%%éﬁhese conpounds wer e

| identifie & spectral anal yses. List
N a tarepeseskast irewndviotomofiask Ediipped with pressure equalizint? funnel,

e e et ony RS a7 o 19 B gpie) ana

dichloromethane (8 mL) were taken. Thiony! chloride (1.584 g, 0.012 mole) was added

_slowly at room temperature and the reaction mixture was stirred well for one hour. After

the compietion of reaction (TLC), the product was isolated by distiliation under reduced
pressure. The residue was extracted with ethyl acetate (2 x 2‘5-mL). The combined
organic extracts were washed with water, followed by brine, dried over anﬁydrous sodium
sulfate. The organic layer was evaporated under vacuum. The residue obtained was
further triturated with n-hexane to afford a solid material, which was identified by IR, NMR
and mass spectral analyses as the title compound. |

Description 102 - 150 (D102 - D150)
Using essentially the same procedure described in description 101 hereinabove and

empioying appropriately substituted arylsulfonylindoly! methano! (prepared as given in
an _ .




306 D 103 1-Benzenesul fonyl -5-chloro-3-chloronmethyl -1 -
H i ndol e 384 D 104 . 18 AUG

1- Benzenesul f onyl - 5- net hoxy- 3- chl oronet hyl -1 Hi ndol e

340 D 105 1-Benzenesul fonyl -5-nitro-3-chloronethyl -1

.Hindole .336 D 106 - .
Dsi‘l('ﬂ&??éte 151 9ERsRANSiNG $iRrgIcprBowIsovaseprdpared], addiane given in the

I- H H .
e et T BEnBa were Identifed by IR, NVR i mags seegisplanalyses

320 D 108 ,
LisS-@hl or o- | - (4- net hyl benzenesul fonyl ) - 3-chl or onet hyl - 1H

-indgl e 398 D 109 |
1- (4-B|9§Fﬂ9ﬁ'%nzenesul f onyl ) - 5- met hoxy- 3- chl or ondtasyplied -
Hindol e 354 D 110 :

_ ( 4-Met hyl benzenesul fonyl )-5-ni t ro- 3- chl or onet hyl(MT'ﬁ-)
D 133&g8-'%§g%esgquyl-3-chlomme%yl1H-indole . 306 .
D 102( #-Bent ey eyt 8086Mmb 0aYbmamghHIaBRE hy! - 1H-i ndgLe
D Té_gg?'%%éﬂﬁsﬂlfﬂ%ﬂ“ﬁm%ﬁmmW‘ﬂn‘iﬁ-md@echI oronmet hyB4oH
o e il ek BB SS9 1 e P2
D 15?%@9@2@&9 u‘fpry%g-nit 0-3-chloromethyl-1 I-Zindole . 351
D 106 ( tH{4aMietioptydre sAENMEAYIS-S-eMldonRtiRE RGXaEe- chl or onet fyld -

indgle 366 D 115 _ o

D 10 B JeErU e esHny ) B<hloraresttyiditroet hysoa
D 168i Sbloro-39@-rRethfibenzenesulfonyl-3-chioromethyl-1Hein e. . 354
D143 gﬂg%ﬁﬁ@&%ﬁ&%ﬁ%ﬁﬁgﬁ e)tﬁo%-%mh%rrggﬁhg jl:l-fn%o{én ‘ o.zseo
D 130 Bt-(riletiybbrizanesulfomnien afid- Sty Ll Hdiet hy! - 4g#n
D 149! ‘F—(A%thoxybenzenesu!fonyl)-&ch!ororhethyl~1 H-indole 336
D 112 5-Br0mo—1-(4~methoxybenzenesulfony!)-S—chloromethyl-‘l H-indole 414
D113 5—Chioro1-(4—methoxybenzenesu!fonyl)—S-chloromethyl—1 H-indole 370

D114 1-(4-methoxybenzenesu!fonyl)-5-methoxy-3-chloromethyl-1 H- 366
indole '

+

D115 1-(4-methoxybenzehesulfonyl)-5-nitro-3-chloromethyl.-1 H-indole 381

D116 1~(4-Fluorobenzenesulfonyl)-s-chIor.omethyl-1H-indole 324
D117 5-Bro_mo-1-,(4-fluombenzenesulfonyl)fs-chloromethyl~1H-indoie 402
D 118 5-Chloro-1 -(4-fluorobenzenesulfonyl)-3-chloromethyl-1H-indole 358
D119 1-(4—FluorobenzenesuIfa'nyl)-S-memoxy-s-chloromethyl-1 H-indole 354
D120 1-(4-fluorobenzenesulfonyl)-S—nitro—S—chlofomethyl-1H-indoie 369
D121 ‘I-(4«BromobenzenesLilfonyi)-S-chloromethyI—‘l‘H—indoie 384

D122 5—Bromo-1-(4-bromobenzenesuIfonyi)-S-chIoromethyl—’l H-indole 462
D123 1 -(4-8romobenzenesuEfonyl)-S-ch!oro-3-ch!oromethyl~1 H-indole 418
D124 1-(4-Bromob'enzenesulfonyl)-s-methoxy-3~chloromemyl-1 H-indole 414

D125 1 -(4-Bromobenzenesulfonyl)-5~nitro-s-chloromethyl-1H-indole 429

D126 1—(4-lsopropy[benzenesu!fony!)—s-chloromethyl-‘lH-indoie _ 348

D127 5-Bromo-1—(4-isopropylbenzenesulfonyl)—3~ch!oromethyl-1 H- 426 -
indole :

D128 5~Chlo'ro-1-(4-isopropylbenzenesulfonyl)-S-chloromethy|»1 H- 382

41



D118

S- Chl oro- 1 - (4fi uor obenzenesul fonyl ) - 3- chl or onet hyl - 1H4 8 AUG 2005
i ndol e 358 D 119

1- (4- Fl uor obenzenesul f onyl ) - 5- met hoxy- 3- chi or or net hyl -

| Hindole 354 D 120

1- (4-fluorobenzenesul fonyl)-5-nitro-3-chl oronet hyl -

H—irrddrél e 369 D 121

D1 rom)b nzenesul fonyl )-3-chl oronethyl -1 H-indol e
8 ?fﬁopy benzenesuifonyl -5-methoxy-3-chloromethyl-1H- 388

5- Bidokn- 1- (4- br onobenzenesul fonyl ) - 3-chl oronet hyl -1 H i

d 462 D 123
D ”’% ?i‘? OBy AR arRasHifeRyF-sitng-3 ‘Pﬂ'QfP@EEWbHﬁw?Qﬂfﬁat hy BO3H-
D 13ind¢2-Brert8odnzbRdsulfonyi)-3- ch!oromethyl-‘l H-indaole P4 1

- D 13%L é%r&’l}\g qo@etpzeng%#zlefn l}lll onyl) 3-ch}or|]oms¥tf1§r))i 1(i-lh||n(c)iglgrmt h¥162
D 133 (4BBoorodisrzenes.ltbhyipg chioko-BichibRrRstG 18- AEBENY | - 418
D 13 B PR enk ety S eneiyhitiindae 414

D 135|- ﬂ@&m%z&éﬁﬁonyl? -5-nitro-3- ch!oromethyl 1H- lnd%lela ﬁ -
D 13% gr(f’ gg%'ﬂl ﬁ'n%@gg)@:%g%g?e%g ony 3-chtoro¥1e2hy§1ﬁ lndoorle? net“_!x
D 13%. mr@ngq ageémemseqemeﬂwbcmmwmubﬁy@rwbﬁloa%nfé&h&lf omgbhy!

-1 PT'mcfHe 18 AUG 2005 indole D 129
1- % I sopropyl benzenesul f onyl ) - 5- met hoxy- 3- chl or onet hy
D 13g. (z'lB"‘33@‘41"“Glfbbwb@ﬂl%esulfonyl)-ﬁ-chloro -3-chioromethyl- 448
1- {45ifppr opyl benzenesul fonyl ) - 5- ni tro-3-chl or orret hyl -
1Hin Ie393 D 131
D 13%. t@-@rm&en@@nmehtmye@nemmmmehy| 444
_ Htm&%h% 1Bt dde
Br ono- 1-°( 2- brormbenzenesul fonyl)-3-chl oronet hyl -1 Hi
D1491dM%@GQﬂ@‘*ifegthoxybenzenesulfony!) 5-nitro-3-chloromethyl- 459

1- {Q_"Eé{d;gmbenzenesul fonyi)-5-chl oro- 3-chl oronet hyl -

I ndol e
D 14‘“ 1-(3, 5-dlmethyllsoxazole-4 -sulfonyt)-3-(1-chioromethyl)-1H-indole 325
D142 5-Bromo-1-(3,5- d|methyl:soxazole-4-sulfony[)—3—(1-chloromethyl)- 402

1H-indole _

D143 S-Chloro—‘I-(3,5-dimethy!isoxazole-4—sulfonyi)—S—(1-ch!oromethyl)- 359
1H-indole -

D144 1—(3,S-Dimethylisoxazole—4-sulfonyi)-S-methoxy-?;—('l- 355
chloromethyl}-1H-indole -

D145 1-(3,5- Dmethyhsoxazole-tl sulfonyl) 5-nitro-3-(1-chloromethyl)- 370
1H-indole

D146 (R,S) 1—Benzenesulfonyl~3—(r1 -chioroethyl)-1H-indole ** 320

D_ 147 (R,S) 5-Bromo-1-benzenesulfonyt-s-(‘l-chloroethyl)—1 H-indole** 398

D148 (R,S) 1-(4~Methylbenzenesulfonyl)-S—m-chloroethyl)~1H-indole**- 334

D149 (R,S) 1-(4-Methyoxybenzenesu!fonyl)-3-(1~chloroethyl)-1 H- 350
indole**

D150 (RS) ‘l-(4-Isopropylbenzenesulfonyl)—3-(1~ch|oroethyl)-1 H-indole** 362

** If desired, the chiral intermediates may be separated by using known procedures in the
art as described earlier.
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D 134

1- ( 2- Br onobenzenesul f onyl ) - 5- net hoxy- 3- chl or onet hyl - 14 8 AUG 2005

H i ndol e414 D 135

1- (2- Bronobenzenesul fonyl ) - 5- nltro 3-chl oronet hyl - 1H-|
ndol e . 429 D 136

1 2- Brorm 4- met hoxybenzenesul f onyl ) - 3- chl or onet hyl -

3°1RtiBN 414085137 5- Br ono- 1
3(4(:% yg;nFeA,zﬁ‘{ gmﬁmgqﬁggjefonyl) 3- chl or onet hyl - 492

In g QQE%PB?M eunch 5RYase fiask equippedh yith -piesshiteoequaliziog [ fommet) indole
( valwﬂﬁuok) Enk REkplRorkethdde (8 Mk W e|r3t en. }Mgth}y[p?eraﬂgfe (1.01g,

Br Qno- 4- met hoxybenzenesu
0. 1,.‘]| m%ﬁ@t AYY -formaidatyde (@D ML, 0.012 mole) was added slowly at room

terhpétatdra aBH @ rebciitt r'?‘l@é&)f@ %eﬂﬁ%lﬂ'vﬁémw driePRdlrt Aferihg rHo?n pletion

thyl - 459 1 Hin
of ﬁfﬁlo"(‘ 3TeChy .%Pwp%\s&w@ia&em distibatipn yungder redubed pegsstire. The

redidle whs Hzxtrﬁét@ﬂ eﬁ@ﬁe | acetate (2 x 25
1425- dtll;?yrret hy? Fs( oxxazolnél“)4-n§9fjlc1p mblneﬁi Qo;g?Tc extracts

wee %ﬁgg w%watggéol@wq_d, it Briee, iregd pver anhydrous sodium sulfate. The

ordani@aosonds évi SBraﬂédT@ﬂid’é‘x‘ Wb SRR 2Tz dac bduN¥iner Be Gh Sy liquid or
_ orreth¥%g .’f 1 Hindole D
s°@1£{?5€3 BIMERRS Was b aird withsirhexsng tp -abtain ahenlig- mat(enal The

solid GtRainet waisaderitified by R, IR @lﬁh @nd@s spectral analyses.
1451(35D|nethyllsoxazole ul fonyl) - 5- nltr03(1c

hl oronmet hyl )- 370 1 Hindole D 146( R, S)
DescﬂpﬁannssuH?QMSﬁ iz3yhl oroet hyi ) -1 H-indol €320 D

Usfﬁfb %ﬁ%@ﬂg@, om) y beoggzdgpee%glsén%g%i/l;ﬁ 3o:lt-:-(sc::an(“nrc]:ln o‘lrsqlehgéllr?above and
emqymgvmpmmamne muhtﬁwazyhado% (o vatho&lithy )of LELbdERLL alkyl

: ptp%ratz ;ﬁ? E)gn zé?ﬂa s @1395?@"3 3N,d\{ N' Ctﬂmgmlgmy%n}a hdiamine  or

hoa”@grperabaﬂee’@bnmoﬂfm @R@n in the list 4 were prepared. The structure of

- cofpbididsRs BRUBAVER G B by Ik Jub e e ot ealuses.

may be separated by using known procedures in the
Similarly unsubstituted piperazine can be prepared which may be needed to be protected
later prior to sulfonylation.

List ~ 4
Description | Mass lon
o . " (M+H)*
D 151 3-(4-Methylpiperazin-1-yimethyl)-1H-indole 230
D 152 5-Bromo-3-(4-methylpiperazin-1-ylmethyl)-1H-indole 308
D153 5-Chloro-3-(4-methylpipérazin-1-ylmethyl)-1 H-indole 264
D 154 5-Methoxy-3-(4-methylpiperazin-1-yimethyl)-1H-indole ' 260
D 155 5—Nitro-3-(4-rnethylpiperézin—‘I-ylmethyi)-1 H-indole ' 273
D156 3-(4H-Piperazin-1-ylmethyl)-1H-indole | 216
D157 3-(4-(1 -Methoxyphen-2-yl)piperazin-1-yimethy!)-1H-indole : 322
D 158 S—Bromo~3-(4-(1 -methoxyphen-2-yl)piperazin-1-yimethyl)-1H- 408
indole
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art as described earlier. 42 1 8 AUG 2005 Descri ption

151 (0151) 3-(4-Methyl pi perazin-1-ylnmethyl)-1 18 AUG 2005
Hindole In a three necked round bottom fl ask equi pped
with pressure equalizing funnel, indole 5 (1.17 g,

0.01 nol e) and dichl oronethane (8 nL) were taken.
D458t Bywhipi azjne . 011 nol-es) and
f or mal, deﬁﬂyl/1 gg ?gh ?rf"‘ %?%%%%%gégp'%?"&dd@ﬂe@wbﬁﬁy at352
room M%¥perature and the reaction mxture was stirred
D30 BQB-(PREIIROWivey: t he conpl etion of reaction
40 < rggp'g?@g&@?‘"x%?sﬁ%‘éﬂ%@ﬁ’%"ﬂ%ti Ilation undea3
Al ucé?ﬁrﬁmés%(ﬁ'@yﬁmhé-yi)pmaﬂm1%ﬁeﬂ%t-f}aﬁ-,fdgg Wit h
Detary | 508 (L XriGR AT . The conbined organic
DSyt agt ngﬁ(%éﬁgﬁ ]W'faﬁaﬂ%ft‘"é’?”?etf‘ﬂl'ﬂé leby bri3ag
o mi e AL SO Ao cou "
er NWas- L o | dy
o8 §he$wge 'gﬁ ol ‘ﬁ‘gﬁf@gﬁ@%#ﬂ @ﬂ!’{gwyf?é@ﬁfzfﬁﬁ@mﬂ ly 288s
a3 t TE{RIPENet Huindal-hyimetamen NoNOiapIcty &Mkl fo. 310
mat erdigmineThe solid obtained was identified by }R

_mass spectral anal yses. 15 Description 152
D w %& 3 a%%f%’z"hﬁ Dindpl-3udmey RAER N iteth by biRgle AT 275
pr.ocedlammedescri bed in description 151 herei nabove and

| | Qyi appropriately substituted indole along with
DglgPhghg'%e% qrazindoimethyl-2-rpéther1ekinggle substi t ut 8da

D 46§ FFnerazifeeatiN Sib L ot hyl.ene-1, 2- di am ne
D959 ?gglgl ci? r( azi n@'%%é}n%%{hr]ld’gﬁéwli%'w\émé(h@"‘l'ﬂ@!e 4 wafa
 breparet: "Crid4-Siatindripereziof1-AtetyiTD meety- t AiRioRDt ai Beg
WEP e Je@rMEthyREbepdzin-Ryi B tral anal yses.
D ﬁ{n lax | ugi‘gbst It utyed _p'} 'ggg’é‘%ﬂ@”@ﬁ%ﬁ% pr epar ed308
DA ZF:,I' ch nlﬂe/{' e’ *@&lemeﬁr%nﬂrmahym-pnemw HiMdoR 10324
D 3@ f srghlato-B4-methyibisdrazind ?ﬁﬂg{ﬁk ﬁ on '\/ﬂ%s on D _
NERYS i i n- 1 )2 Bl b 3520
D 17333l L Pt 1 ot ) it
1525- Br ono- 3- (4- et hyl pi perazin-| -yl met hyl ) - 1Hi ndol e3
DeS&iMi
R égégfo(ﬂwrﬁ 0- 3- (4- net hyl pi perazi n-1-yl net hyl ) - 1Hi ndol e
126a~(fH-indol-3-yl)-a-(4-methyipiperazin-1-vDacetonitri
To Jpfs MebhaXyc e (- et ﬁ’gl’ bi Eé?"a}' Hasetonitleny 1 ) - 1H i ndol
dise%g’ge. _ “RPbYE & 840.Rd8RyIqResaiim bisukaTet. Y, )0.815 moles)
: oTrTs vaddiol Igzzig ,\D.atb-s s (tide i PR A%k Tdr ¥ -lhﬁq\tl-.-%tg)ﬁ;;iperazine (1.015 g,
: E:IHiEH‘) sodium cyanide (0.54 g, 0.014 moles) was added at Toom temperature
and the reaction mixture was stirred well for next 12 hrs. After the completion of reaction
(TLC), the product was isotated by filtration. The filtrate was extracted with ethy! acetate
(2_’( 25 mL). The combined organic extracts were washed with water, followed by brine
dried ov?r anhydrous sodium suffate. The organic layer was evaporated under vacuum
The residue obtained was further purified by flash chromatography (silica gel

~ EtOAc/Hexane, 1/1) to afford a solid material, which was identified by IR, NMR and mass

spectral analyses as the titie compound.

Description 175 - 178 (D175 - D178)

Us:ng essentially the same procedure described in description 174 hereinabove
and employing appropriately substituted indole afong with either of substituted /
unsubstituted piperazine or N,N,N-trimethy| ethylene-1,2-diamine, Ccompounds given in
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1573- (4- (1- Met hoxyphen- 2-yl ) pi perazi n-1-yl nethyl ) - 1H i4 8 AuG 2005
ndol e322 D

1585- Br ono- 3- (4- ( 1- met hoxyphen- 2-yl ) pi perazi n-1-yl nmet h

yl)-1 H 408 indol e 43 18 AUG 2005 D

h 1595- Met hoxy- 'E(4 (1- met hoxyphen- 2-yl ) pi perazi n-1-yl ne
t e l§h§|\yer§ prl:ppa:gg(é hegeruetyre of compounds were confirmed latter by IR, NMR

and &ﬁ@@sﬁ&t@m,ﬁélﬁzje@ 2-yl) pi perazi n-1-yl net hyl ) - 1Hi ndol e2

1615 Br ono- 3- (4- (pyri di n-2-yl) pi perazi n-1-yl msthyl) 1H
List ~isndol e371 D

1625 Met.hgxy- 3- (4- (pyri di n- 2- yl) pi perazin7l -yl net hyl ) -
Thr HRISTEE9% b Mas<'lon

1635- Chl or o- 2- net hyl - 3- (4- met hyI p| perazin- 1 y| metdwiln)
D1krl‘;l-|ndglezw D 164N ( 1H- 1 ndol met hyl ) -
NFOPY 7 m%?wi)r%H’@nﬁeﬂylpdﬂea@ﬁ'méﬂéecq@nﬂn'e . 285
D 11855850 M0- Ny gslialrdrﬁ@leh-;aumlmfs&xa }nelﬁl\yh;lpé}%mﬁ Al met gyd et
hyl ene-1, 2- 3 di am ne D 1665-Nitro-
H i ndgreniilget hyl )- N, N, N -tri met h yI et hyI ene- 1, 2-

D1&5 ne ds.ch -3 ;
T et o per e R e {megpiperaging- 260

H i ndgcetonitrle
D1EB8SErEpOr o %—r&éﬂ% HYLR4RSL AR Ra- ot sdhdid 42~ mebly ! -

1HANndol 262
16953!')@@?@6053 (4- met hyl pi perazi n-1-yl met hyl ) -

D1?8703 ('4 I\/Et hy{lggg\gt?%ﬁ?lﬁ' _dL°|y% msﬁﬁ I'Tje%vi %eerﬁffp IHi ngol e

306 whacetppitfleuor o- 3- (4- et hyl pi perazin-1 -yl met hyl) -
2-phenyl -1 Hindol e324 D

1725- Chl or o- 3- (4- net hyl pi perazi n- 1-yl net hyl ) -

2- phenyl -1 H i ndol e340 D

1733-[1, 4] Di azepan- 1-yl et hyl -1 Hindol e Description

174 (R, S -(1 .
DESFFEPW&EJF?% 35"5 QL7+ BE&ANy | pi per azin-1-yl)acetonitrile
In orbler t&?@p@r@vé}%g%bgﬁéﬁd& a(ra ﬂxlfor%r dQ&o’g %bﬁ?%n%ﬁ%%Oﬁ to

bisulfite (1 %
D11Q g mhich are 5 ggeantisiy  &asvh r%’wﬁ 51 dhr differently substituted indol-3-

ylmdumaﬁéwld@iua %f@ﬁﬂsﬂ@e;{réte%% &mg e Qﬁérgﬂalgeéaur@% fHOgHUM

room

- BP Shpesultar) B e RGT AH O o 0,81 Paeies) wast fefluxed

irt 10 96 Na©H inlthbfd forbLefs hh@s Cﬁm}' tﬁé 'CQMF{QP%rE Isgf]éa 1 (TLC, 3 -5

hour%} %t the (rjoduct was i sol at ed

|35k W e Brd dh Epsifuenwag ﬁwa%&dewﬁt glhyl ‘acetate (2 x 25 mL).
The combined organic extracts were washed with water, followed by brine, dried over
anhydrous sodium sulfate. The organic layer was evaporated under vacuum. The
residue, if needed was purified byf ftash chromatography (silica gel, EtOAc/Hexane, 2/8)

to afford the fitle compound, which was identified by IR, NMR and mass spectral
analyses. -

List -6
Description Mass lon
| _ (M+H)*
D 179 3-Chloromethyl-1H-indole _ 166
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(2 x 25 nL). The conbi ned organic extracts were washed
with water, followed by brine, 10 dried over anhydrous}8 AUG 2005
sodi um sul fate. The organic | ayer was evaporated under
vacuum The resi due obtai ned was further purified by
flash chromat ography (silica gel, EtQAc/Hexane, 1/1)
to afford a solid material, which was identified b
D 18R S-Ramenireimewetwlsindgle anal yses as the title 244

D 189NPOHRIL-31didremethiyIPtH-Rofe’S - 178 (D175 - 0178) Ygiong

ssentially the same procedure described in
D@%s%MeﬁQ’%%/?"Wﬂmﬁ'@F@?'ﬁ'éﬁQﬂPé& and enploying 196
D 18Bps-0iitid-2lcBloyorhethyitiH-intied i ndol e al ong with eit herpqqf

substituted / unsubstituted piperazine or

N, NN N -trinethyl ethylene- 1, 2-diam ne, conpounds
Deggiripgipni18444 1 8 AUG 2005 the list 5 were prepared. The

ucture of coppounds re confjrned latter by IR
s(4ifenexieryraeny|leeprasn-dvimstul: tHngbte °s Descr i pt i on
Pipafagisyll ritnodenlid £6fp&ind (D156) wals selectively_prot%cteld)usingtBOC ) atl:cording
-(1H i ndol| - 3- :a- (4-nethyl pi perazin-1-yl)acetonitr

to 0 RipERAGEE ket )8 LE 7Y PP

a- (5-Brono-| Hindol - 3-yi ) - a- (4- net hyl pi per azi roésc¥pion
MJ%JJ@XI )acetonitrile 289 (R S) _ _
7 a-(5-Chl oro-1Hi ndol - 3-yl-) -a- (4- net hyl pi perazin-1- D

177yl )acetonitrile 285 (R S) (M+H)*

s q@a( 53 Methoxye THE 1 ndol.-3-yI ) - a- (4. met hyl pi perazi n- 1z
D 1%‘117 8:)3/ Me gég% lrc]JixmaIrli)%nygBlBe?(/aﬁ?nSf y!‘neth% 1r¥ 1n%or% | 350
a-(5-Ntro-1H1indol - 3-yl)-a-(4-net hyl pi perazin-1-

tOH A4l 5 Description 179 - 183 (D179 - D183)
De%/éﬁ?ﬁg@geﬁyt@%r%gpare vari ous derivatives of aryl

(1Hslodpbayl) (Hevetby piperpochyimetiamob206 to 10 D110 which
HfoiLs28md ' d§ o4 Rdie Odir@l" it §Mi1 ¥htoride (o.

1H ?ﬁ%st ?}uﬁggﬁlkén%cﬁ ?gé’% q96/0h RS réﬁéas dirlaf i S0 %ntoride (0.99 g,

0.011moles) in 20 mL dichloromethane at O to 25 °C for 3 - 4 hours. After completion of

the reaction (TL.C), volatile substances were distilled off under the reduced pressure. The

residue was faken in 20 mL dichloroethane and to this stired solution, was added N-

methylpiperazine (1.1 g, 0.011moles). The reaction mixture was further stirred for next 3 -

5 hours, till the reaction completes (TLC). Reaction mixture was diluted with

dichloromethane 20 mL}, washed with water, brine and saturated solution of sodium
bicarbonate. The organic layer was dried over sodium sulfate and the organic solvents
were evaporated under vacuo. The product was purified using column chromatography
on silica gel G stationary phase and suitable combinations of ethyl acetate and methanol
in increasing gradient, as the mobile phase.

Description 186 - 187 (D186 - D187) ,

Using essentially the same procedure described in description 185 hereinabove and
employing appropriately substituted indole-3-carboxylic acid with substituted alkyl
piperazine or N,N,N-trimethyl ethylene-1,2-diamine, compounds given in the list 8 were

prepared. The structures of compounds, thus obtained, were confirmed by IR, NMR and
mass spectral analyses.

List-8
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yl met hyl enechl oride are first deprotected using the

known procedures in the art. 48 AUG 2005

1- (4- Met hyl benzenesul fonyl ) - 3-chi oronet hyl -1 H i ndol e
(3.19 g, 0.01 noles) was refluxed in 10 % NaCH in
ethanol for 5 - 15 hours. After the conpletion of
reacti %%galfc 3 -5 hours), water was added and the
resid WRtracted with ethyl acetate (2 x 25VMasg lon
15 The conbined organic extracts were. washed with ]m

ollomed dri ed over anhydrous sodi u
0 d8b  H R T ey Rt e Vettes o’ unger 244
D86 UUSHNiTb el H- meamMpm-m&mW&aml Rethbhbgd by fl 985

D 3P or T PP Epboruin ik, Mol S Easeingl b by 218,

NVR anelthlmaﬁdespectral anal yses. 20 List - 6
Description D 179 3-Chl oronethyl -1 Hindol e Mass |on
(MtH)© 166 45 18 AUG 2005 D 180

5-Brono- 3-chl oronet hyl -1 H i ndol e244 D 181

B RAFE A0 oot byl 11 1 ndol 0196 b 163

-(E}-Mhﬂlwﬂa:ﬁemhim‘t-ghﬁbthyi)ﬂh 'Hdbﬂﬁ(@lsﬁ?bls?escrh i pti on 184

car bon azin-1 met

cird e AR FeBERSee chnd Yiomssss) i TH was
tregtdawith carllad anchétietiestisperisith a%.uacmhﬁmgaydﬁdé 9, tdm 1mo|es in
'J‘I-{’I‘-r QG\?%H_EP&%%%\%“%EP 2 i@hg hgzr:}s th%lrgécﬂon mlxture wagO tgéa?gd to reﬁux for 2
- 43nquts, (sbten e eomymetidpoofyrkagtiopethezieactibn yhixatd Wb pdltet R0k the ice

anfi ﬂﬁé ?{oﬁsgﬁﬁq \?E %Qtrgt%%, F‘E%tggi)a‘;%hge 1Tl‘g§| r)eﬂgltleh ghtgmgdlwas purified by

flagh |chm§n§ogapw bobozl ged, BEDAC/HExdksg2/8) & hffoml $i8) comsound, which
wasliiddtRed Wy IR 19RiR!ary nqggsosrpeg@a[(anal%sesqas the title compound.

Description 189 - 190 (D189 - D190)

Using essentially the same proceduré described in description 187 the

compounds obtained in Description 184 —186 were reduced fo the comresponding
derivatives. The list of compounds, thus obtained, is given below. The structure of

compounds, thus obtained, were confirmned by IR, NMR and mass spectral analyses.

List-9
Description Mass lon
| (M+H)*
D188 3-(4-Methylpiperazin-i-yimethyl)-1H-indole 230
D 189 3-(4-Methy!piperazin-1—ylmethyl)-S-nitro-1-H-indo[e ' 275

D 180 N-(1H-indol-3—y|methyi}-N,N',N'—tﬁmethyl—emylene-1,2-diamine 232
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10 0.011 noles) in 20 nL dichloromethane at 0 to 25 C
for 3 - 4 hours. After conpletion of the reaction 418 AUG 2005
(TLC), volatile substances were distilled off under

the reduced pressure. The residue was taken in 20 nL

_dichloroethane and to this stirred solution, was added

hyl pi p i ne Ollnol es). The reaction
ﬁa u% e¥ms A H%‘Feé'ffPF'YlgM"F@FthY@me@zm -Bylmethgl)-5tnitro-1H-
the react i onindenpl etes (TLC). Reaction m xture was
diluted with 15 di chl oronet hane 20 nL), washed wth

“wat ery, Bgr |ene Isat rated sol ution of sodi um
bi car boHE Qes REYlat HEWOE’BF*MI%"!tWaH"-mPl@d (8%erg,s@bunmole) and

tgathylamimegnd 1td)@.mor rated .

r ? ; Vgguo d;hemggﬂﬁ?tuﬁ%ggﬁ%@? hdfd 5‘?9(1_3&9 StiTed at 25 °C. The
g% §W'6%‘F%W cq%edsamq &Mg@vip@eM| (omagyomasaolaa)dwas added
skwily whthis wenbtirat Heﬁﬁﬁan%lxﬁﬁ'@yﬂhe%%&i?ﬁ %%Q‘ergg%gaf—- 4 hours at 25

i.n n radi ent, -as the no
%é'g’gr ?%(%?fn %Bl%eﬁomgfﬂeegtmm LCDIﬁZt)JraJNasngllLescB entheflWith 25 mL of

-~ dichloraraeBams 866 e tﬁgﬁﬁé PG Emb e SRE 'af) b § m}ét"’fe\“ﬁftaéﬂl brine. The

ei ngbove and enpl oyl ng appr opri ate
d|cﬁ@a%§ga%?m miag daiefl @vel sddivp bgifatd amtﬁmealdi{a{ile substances were

rm@@ﬁ&ﬁg@ﬁbe:a\[;gérz\]é %ag%ur{% Et? %%.Hgﬂy SLHé’ élﬁﬁq, g'be Fﬁﬁlgue obtained
wgs Wﬁ 3@/ st shigpiatemsaptyn (ssice kgw ﬁ@i\cm&raaest . 0D/B) ftHBé*ford the

corypdurd, MHRtHAREs id@Rfied RS th Nmﬁ%ﬁhﬁgé%spec%rai ana%yses as the title

% AUG 2805 Descri ption ss I
fg * | ndol - 3-yl ) - (4- net hyl pi perazi n-1-yl) net hanone24 |

4 D The above: example can also b
A0S ot 105 141 ndal - 3031 )< CHEPIRTETRng 1, e ArogPdute given for
i e28oapf i‘g‘?’lf’ﬁdltﬂ(d@ﬂ@f@n@érmmhexamta d53. Melting range (°C) :

1:1611;e ?"';5. trlrjl Tpfﬁggm“wps’g@eﬂ% H3hb, 49, MBI B ey HonmR
r?/té%?' Fos 3r A S)yBﬁét(wIS)) - 44+ T80 Qe RSB~ 7.92 (2H, m),

804533)085 1H,
%1H— I nd(ol én)' 5’8 48 %%t(LyI pr per T asiie PR DB & arfHEe (1H, d, g = 2.2

)2 44 g, O. 01 m)l es) in THE was treated with cool ed
and stirred suspension of Lithium alum num hydride (g,
Ies in  THE slowy over the period of 2 to 5

a

E R'RJ‘% the fd4MstBybrnzenssulfany)-fdamethyipipeesding -fintketRyl)-5-

- 4 hours aftie1 HijAgoteonpl etion of reaction, the
reacl5|on mxt%.;re was poured on to the ice
sing essentially the . same Pprocedure described in example 1, the above

derivative was preparad. Melfing range (°C) : 134 — 139: IR spectra (cm™) : 1115, 1174
1375, 1445; Mass (m/z) : 428 (M+H)"; "H-NMR (5 ppm) : 2.26 (3H, s), 230'(3H s), 2.37
{8H, bs), 3.64 (2H, s), 7.26 - 7.29 (2H, d), 7.60 (1H, 5), 7.76 - 7.80 (2H, d, J = 8.0), 8.02 -

8.07 (1H, d, J = 7.2 Hz), 8.17 - 8.23 (1H, dd, J = 2.2 Hz, 9.1 Hz), 8.63 - 834(1HdJ—
2.4).

Example - 3: 1-(4-Bromob_enzenesulfonyl)-3-{4-methyipiperazin$1 -Yimethyl)-5-
nitro-1H-indole
Using essentially the same procedure described in example 1,the above

derivative was prepared. IR spectra (cm™) : 1176, 1287, 1328, 1370, 1507: Mass {m/iz) :
461(M+H)*, 463 (M+H)*
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and the conpound was extracted in ethyl acetate. The

resi due obtained was purified by 10 fl ash 18 AuG 2005
chromat ography (silica gel, EtQAc/Hexanes, 2/8) to

afford the conmpound, which was identified by IR _NWR

and mass spectral analyses as the title conpound.

ExDes-cri tion. 189 - 190 %rlesg@f - D190) Usi ng essenti al | }4
s dre pridédduerobgazngsligny)3ddesthylpinsrazig7-yimethyl)-5-
15 conpounggrehiiahdaeid i n Description 184 -186 were

reduced to the caorrespondin derivatives. The |ist of
conPIotagSsanticly H1 PR Proedyiey SRSBRPS PKamele 1, the above

derdlative Was @rafared OIRORELNS, (eS8t a3 R d370ETFRISC Qnddy TRAL) : 433
™ +JR, NWMR and mass spectral analyses. List -.9
scriptionMass lon (MtH " D

1883- (4- Met hyl pi perazi n-1-yl met hyl) - 1Hi ndol €230 D
ExdfS & VUM RLRBL PR ehe LG WA 14 Ry iFiBarddin 19 me ayi)-5-

190N- ( 1H- | mitod-18-ipHotet igdrpeNpoNde Naltt r i net hyl - et hyl ene-

|, 2-di ani e a7 18 AUG 20 e -l . .

1 el AR B TP oS nessR sy B R Ttime gy Tdmety-5-
nitrot thbiridelle (emaiople - 124), was added the saturated solution of hydrochioric acid in
- ~B-nifro-1H i ndol
isopigBg GBS i bfed Al ERTRINR el FompagRa Segprtes out
Thesbeppunchwes cdeladed e filtratien, VBGhed Withvashesane,r ethyktcefe Gind dried

ti AP _ ) | piper azi .
und e3P, W8 B A LTS 380 3oy HatY L EGLFS Re
stirred reaction mxture. The reaction was stirred for
nied d1our sy ad i - 5.
e, 0115 BBt far M ORI BB sy
of di chl ord¥etlikinglolnd t he organic reaction mixture
msU@@E}'%@sﬂ‘ltfaﬁ} Wﬁé%an?@%g@éé&ﬂ?e éi-gg&ib%g in examgle f‘l the above
t hane ext S ul fate

di chl orone ract 5 dried over sodi um
degyaiive nesyherared-e IR apratrade®s) wét2d, 11&hoved 1878520, Mass (m/z) @
W el . alq ot riude kAt yat.e.
e AR Bl e GRS ] ZRTR T 2o b
2.882192:dHgbl J £ LR Biiahes (2t0/08) =t®S8 HiEt. 326 +$e6 (BH,m).
compound, which was identified by JR, NVR and nass
spectral anal yses as the title conpound. 15 The above
Exanpiht 6 can‘l-d@soraebwwﬁetﬁoraﬂtéﬂﬁmeghrlelneﬁ@zm-1 -ylmethyl)-5-
procedure ghiwdMH-fHdoiexanple - 40, and fol |l owed by
reduction as given in exanple - 53. Melting range (C)
Mping epsentiafly s'hecsange (Riiecedure despabed Jry 6ex ,1, the above

dehiddRic WRSSrebarehZ Mass Ahdz): MeH)E Hi* iRk Hy*

Example - 8: 1-(2-Bromobenzénesulfonyl)-S-(4—methylpiperazin-1 -yimethyl)-5-
nitro-1H-indole hydrochloride sait
Using essentially the same procedure described in example 5, hydrochloride salt
of example 7 was prepared. Melting Range (°C) : 228-224; IR spectra (cm™) : 1121, 1175,
1286, 1330, 1370, 1508; Mass (m/z): 461(M+H)", 463 (M+3)"; '"H-NMR (5 ppm) : 2.33
(3H, s), 2.53 (8H, bs), 3.70 (2H, s), 7.26 - 7.75 (4H, m), 7.80 (1H, s), 8.10 - 8.16 (1H, dd,

J=22Hz 9.1Hz), 828-832 (1H, dd, J=1.8Hz, 7.8 Hz), 868-870(1H,d, J=26
Hz).
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(8 ppm) : 2.26 (3H, s), 2.28 (8H, bs), 3.64 (2H, s),

7.44 - 7.61 (41-1, m), 7.88 - 7.92 (2H, n), 8.04 - 48 AUG 2005
8.08 (1H, m), 8.18 - 8.24 (1H, dd, J = 2.2 Hz, 9.2

Hz), 8.65 - 8.66 (1H, d, J .= 2.2 20 Hz). Exanple -

E’%"E&E MBt hy| BAEAmed-rEHARybentanssutfagy i3 itsmethypipepazin-1-
et hyl) - 5-  nijiniethiH)-BErittddieindsieng essential ly the sane
t he above

procedur e descrlb d in exanple

der i VHPY veeseRE, &'ﬁa?@'ﬁe WBnE?‘M% qesrERed &) examﬁ -1, the above
detidStivel Baegs RStk Y. (M"éﬁing ranl\/&é{‘tf) 113,%74133 |ﬂz3s7p"éctré‘&érﬁ gy 'V’?f@? 1173,
11}4§H1375C} 1588, 3‘&355( 2)1:15231{ W] 3585 (MZH)* 15!‘) NMR @G)Pm)T 239 (3H, s),

Y/ 0
2425$H%§36§%7(91_FH8J %ﬂz‘? 3%@985 d%s%@?“ )dd
J =22 Hz, 91HZ) 863-834(1HdJ: 30
Bl €0 34,5,6- -
el Br% rmbg r?zse}].gglﬂlo{“oo‘rll )Eaenzenesuifon}zm f4pz;nggh lplPera‘zm1
-yl met hyl ) - glmathyh-3 1'“11P'iendol e Using essentially the
SaMEJ$R@ CRLBhalg Cer h@rﬁg bdcst R PEdsc %@%}f%e 1, the above

derjvative was prepared IRs ectra
defiygfive ‘X%Szerepﬂ@ﬁom i@%’?fa (FmSk: %)117 1@53496@@\/(@4)&) 472 (M+H)";
‘l—%ﬁR(@l‘ﬁrl}n -
| uor og%ﬁig?@gﬁf ?%ﬁiﬁﬁxggﬁ%‘t ?ﬁ F) |7p4e7r az7|6r% ylmn)f R4
7.8 Wl y9)5- nitro-1 Hindol e Using essentlallythe sane
procedure described in exanple 1, the above
derivative vvas repared. IR sp ectra o 1261,
E’%Ae 1372, 4 ﬂcwﬁg'%4((ﬁmthvlbae@nesul(fqamﬂb-&(ﬁmﬂtbylaiperazm-
1-ylmethyl) 1H-indole
|('ré"t'| vi et hox benzenesul fony é4 met hyl pi perazi n- 1-
$99  essentrlly, they SPF‘Pané’F%dlﬁ?d HEhPest iiteexpmnie To the above
d%vé@egwﬁ prepared. Mass ?mlz) A87 (M+H)*
1- (4- Met hoxybenzenesul f onyl ) - 3- (4- net hyl pi per azi n- 1-yl
methyl )-5- 10 nitro-1 Hindole (exanple - 124), was
Esauiedel- ine sax{mmbmbaat@nesmfoﬁynhm -BE0HI SYoL T (AflethyiBi erazin-1-
i sopropyl al coh rred at roomtenperature ti
crystaliine¥d® "Bﬁﬂg' §B ates out. The conpound vvas

i sol Udieg ehgseﬁtlahllyr&tel sameVZpledural HEscib&eXANGkample 1, the above
s e e 8Py Merr otk O V5 SRy 15 o (e
Exanpl e - 6:
Eigﬂn(rpée IFﬁ? 53 r g H}gr’# ?B éﬁl%?ﬁi !-(fﬁ ggqul)py!b{aﬁzer;l%tsmfo Ry l? %r(g-zr};gthyl
‘ piperazin-1-ylmethyl)-1H-indole

Using essentially the same procedure described in example 1, the above
derivative was prepared. Mass {(m/z) : 515 (M+H)*

Example - 14 : 1-(2-Bromobenzenesulfonyl)-4,5,6-trichloro-3-(4-methyl piperazin-
1-yImethyl)-1H-indole
Using essentially the same procedure described in example 1, the above
derivative was prepared. IR spectra (cm™) : 1140, 1174, 1160, 1373, 1397: Mass {m/z) -
551 (M+H)", 552 (M+H)" ; "H-NMR (5 ppm) : 2.30 (3H, s), 2.48 (8H, bs), 3.61 (2H, s), 7.40
- 7.56 (2H, m), 7.68 - 7.73 (1H, dd), 7.86 (1H, s}, 7.92 (1H, s), 8.26 -.‘8.31 (1H, dd).
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Usi ng essentially the same procedure described in

exanple 1, the above derivative was prepared. IR 18 AUG 2005
spectra (cnm) : 1121, 1181, 1341, 1376, 1520; Mass :

“(mz) : 457 (M+H) " ;"'HNWR (8 ppn) : 1.18 -1.22 (6H,d,

ﬁc]xg: T Hz), 2.28 (3H, s), 2.46 (8H, bs), 20 2.88 -2.92
male h15J3 =1-[2-Hedmd-SHhethok =@
o6 - B B6 '&'ggwﬁm Exar%l%(y_ﬁér%egl@s-uIPony‘F)-{S,%-t?icher-Ii-M-
1-(2;UBSErB:)nDbe ?all I_;Bffaggzl )ViE?t(‘HUﬁﬁlh?}?l_pi Ffr a;z(%%- 1-yl me
t hyl Nsbrg rassentially Hhensathe bt SREOHLA! 1Y kOB the above

: d d le 1, t above '
REPHRENHERE e davoydds (ubis) e MBI Wb -, 463
(MtH) ' Exanple - 8:. -

- b | f | )-3-(4-nmet hyl pi perazi n-1-yl e
Pl Sy T BoRe IR ottt b4 mbthiaperdsinatyimethy )
essenti al | y tHhindsdere procedure described in exanple 5,
hyd ' [ t, .30 of exanple 7 wa repar ed. .
I\/él {%Egé@éégg(%%my IQE%I-%E'QZL‘?YI;;'%@%HW%'Q C(ﬁ1p59) g A@Q21moles) in
DMF75, (30 1aBb wat 38ed 1537y 14508, - J '
o9 W 8 0 oo o S8 (B30 6 001
s@?eﬁfor 18r hg25 ﬂCFiz ddc‘ib p]g _'P%WF\enﬁi.l;lgrbfjoijGq% .H:ne Fixture was
1§82 (1,4 ad s _1."5?%3,5‘{{7?% Cﬁ%'f* Q.'}?;&’-o'%F%?eéiW% added at
14, © Jlrep-yisg topy reagtion gnigtug. Kﬂ@fr@lﬁ?n Evbatﬂl'plmshfulﬂher stirred for 1 hr
fl2% 2By - / fQnyl ) - 344-.net i peraz
R ggdﬂsﬁﬁﬁz_@%ﬁﬁ??ﬁ%ﬁﬁ (53! eliesiign auth vt pgured onto a
:c)gg@t%fa &P Redeteacthsl oith l&ﬁ'lljfi Bcetats AP Inf %,z)jm% %Bﬁ'{’g‘ged organic
ed. . range o] - ;

R eC e NP g S b S S apdiumemitats. votat
'"W_éﬂ&g L YPH distilisd pifundep redustbpredeird to ShthifR drBded RiEldue. The
re2idd8 ob¥iheSwas p@rifﬂaﬁséﬁl'a'?.h%g)qmagc?%gpigi@% éeﬁ)ll__it d J,eg_.910.1) N

af?’or’_%-?é 3. 85 %31-_1 . Y
T ¢1 le compound, which was identified by IR, NMR and mass spectral analyses as the

tite, co L] ‘ l-3-(4-nmgt h [ :
. E’E@? S IO M bt 1178 REbLapeo. 1o
BT dBUEr 40Q @deH) hdd-NMR di ppm) e 215 @H?Sﬁwﬁ'{ﬂbs)’ 353 (2H, ),

| 3‘_9§ (3] 8 80 WBod PR RS = 2842 RERL 207 Ao, o) g Hoy, 7.36 -
7-%. @’(@ﬂ,?jsg)',?@f?@‘l.(r@H, bs), 3.61 (2H, s), 7.47 - 7.62

(41-12, m, 7.77 - 7.84 (3H, m. 15 Exanmple - 11 :

4.5 6-£ i chl oro-1-(4-methyl benzenesul fonyl ) - 3- (4- et hy
EX4giiR e 427 n- 119 Methyibgnzenesulfongipbenethoxy-3-(4-methyl  piperazin-1-
_ yimethyl)-1H-indole

Using essentially the same procedure described in exam;;le 16, , the above

“derivative was prepared. Melting range (°C) : 111-117: IR spectra (cm™) : 1146, 1172

1389, 1450; Mass (m/z) : 414 (M+H)" ; 'H-NMR (5 ppm) : 2.27 (3H, 5), 2.22 (3H, S)2.44

- (BH. bs), 3.60 - 3.60 (2H, d, J = 0.6 (Gem coupling)), 3.78 (3H, s). 6.84 - 6.88 (2H, m)

7.21-7.48 (2H,m), 7.46 (1H, 5), 7.65 - 7.68 (1H, m), 7.78 - 7.98 (2H, m).

Example-18: 1 -(4-BromobenzenesuIfonyl)-s-methoxy-3-(4-methyl piperazin-1-
yimethyl}-1H-indole

Using essentially the same procedure described in example 16, the above

derivative was prepared. IR spectra (em™) ; 1147, 1162, 1365, 1451; Mass (mfz) : 479,

481 (M+H)" ; "H-NMR (5 ppm) : 2.28 (3H, ), 2.44 (8H, bs), 3.55 - 3.56 @2H, d,J = 1.0 Hz
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Usi ng essentially the sane procedure descri bed in

exanpl e 1, the above derivative was prepared. Mass 48 AUG 2005

(mz) : 487 (M+H)' 20 Exanple - 12:

1- (4- Bronobenzenesul fonyl )-4,5,6-trichl oro- 3- (4-net hyl
pi perazin-1- ylnmethyl)-1 Hindole Using essentially
the sane procedure described in exanple 1, the above

(Gemienupliag ), \&8 , 25 608y e, Z2) q 31,5 ‘5 |
<o mﬁ ﬁxﬂ‘?ngl% 289 2605\ ud, 1 8 4290 A N3 - 728 (1w, g,
8206 B {1 Br 651 - 740 €Bprdi8 benss (it ul 694 HzB- (4- e

thyl piperazin-1-ylnethyl)-1H i ndol e Usi ng

nfpte £ i al he sa rocedure described in exanple 1,
Exampte =) bveJ"Y%[ "up\r/%'?iﬂssfe%%hesHF@aﬁk%metMS{m)hyl [Gp6razin-1-

'(1I\/H-|)' o -’-eHai??ﬂé |)-4,5,6-trichl 3- (4- net hyl

< zenesul f on -4,5,6-trichl oro- 3-(4-nethy ‘
o %iljﬁg"rgg%?%%%ﬁ]&F’P%‘EFWF)H%C%MMSFW@Eiingexes@@nﬁeal | the above
erivative vsnprepaede dusien Bl L 4% .18
p Gjﬁ:ﬁ (Ib(%d. 115 9% C%e)lztra %ﬂﬁ 20 146, 1174, ,

1370 R Al 1 o e ik SR 3 pRmBIIE A (6H582) = 6.6
Hz), 12834, ), b VR Hs omm) 282@3%(7%% {?(11,%},’1?:.3%43%,%?,%91 -6.97

(tH, &= 260 OB 71857016 @it 8y = 2409 1284 7B O, 29, 7.44 (1,
8), 7.8 3078 ©2HY, myldh)86 5709’&&)181%:%% Eé)arrpl e - 15:
u

1- (2- Brono- 4- met hoxybenzenes ohyl)-4,5,6-tr.ichloro-3
-(4- methyl pi perazin-1-ylnethyl)-1 Hindol e Using

Examplesedft i al1-(2-Blumoten X ' ' le 1,
I s L
1UBingzesrestialiyote! sdmengibedire3ubdribBl By leRbREE% M Lol Dove

. - i I
denva@?%aﬁ Opxrép ??2%?’?@[‘?{5\9&6@@21 HiC118; ABtsppta torhyndol4y, 1178,

1371,(128691419; W% (PkES ¥79 ua 1M 30‘%@%@@%?@3@'@%& 2.45

: t u sion of sodi umhydri de .
- (6, bﬁ@l%@?‘ ?%%%wﬁﬁtfg Jrit P-Sfdln BER(BHY sk B8 1t-PpR (e, Wde J = 2.6 Hz,

o4 HBeT o T2 1t Jrd A s otad [l 08 o Wo@t P2 L) g

Hz, 7.8, benzene sul f onyl chl oride _ :
.Z ag%é‘d at 10 C drop-wise to the reaction m xture. The

reaction m xture was further stirred for 1 hr at 25
Ex Ahter ;tBhe, conpletion of reaction (TLC), the
amﬁga?gi'on 1n(|!i>e<§rlﬁ)|ng:’D aee BEY%?PZSH?W'@nYﬁ)C%MMW-m%t ure
and ext r aesthyipiperaziat hylmag@i-atenbed M x 2) .. The
camhj,n .ganj.c 15 extracts were washed with water
aﬂg;ﬂgr?%gﬂgﬁg g, 8%["8\/%?%‘&16‘? (HAessihedaineexariat 16, e the above

derivative was prepared. Mass (m/z) : 510, 512 (M+H)* .

Example - 22 - 1—(2-Bromo-4-methoxybenzenesuifonyl)—S-methoxy-B-(4-
methylpiperazin-‘!,-ylmethyl)-“i H-indole hydrochloride salit
Using essentially the same procedure described in example 5, hydrochlaride salt

of example - 21 was prepared. IR spectra (em™) : 1147, 1174, 1368, 1471; Mass (m/fz) :
510, 512 (M+H)* . |

Example - 23 : ‘I-(4-methoxybenzenesuIfonyl}-—S-methoxy—3-(4-methylpiperazin-1-
ylmethyl)-1H-indole '
Using essentially the same procedure described in example 16, the above
derivative was prepared. Melting range { °C) : 108-110; IR spectra {cm™y - 1120, 1165,
62
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impurities were distilled off under reduced pressure

to obtain the crude residue. The residue obtained wasy8 AuG 2005

purified by flash chronmatography (silica gel,

Et OAc/ TEA, 9.9/0.1) to afford the conpound, which was
identified by IR, NMR and nmass spectral anal yses as
the title conmpound. Melting range (C) : 120-123; IR

1368.5|aé§4:rl‘d?/|(+sc mirhlg) : 33{04&;*H)If‘1_6‘21-NM&g@fg}zgg;z;gg”\’/%ﬁz% 4Hi(@H, bs)
35563@9@95%’% 58 H’%i\%éé'gﬁ%@z (SHi, 516683 - 6.9 G, (. ¥y12 - 7.13

(1H, dd = 2.4H2), 3.4 1HISHZ)74 - 7. &7(3H, 708 (1 H, d, J = 2i 2
Hz), 7.36 - 7.50 (41-1, m), 7.79 - 7.85 (21-1, n).

- Exanmple - 17 :
Example ggﬂ/ét hyH{#hdieobsardrasylfpri)-Gehdtngyy-34-matRyiBerazin-1-
pi perazi Nyt A I)Wl'ﬂﬁutdmel )-1 Hindole Using essentially
the sane groce ure described in exanple 16, , the

abd¥iag 3z seetidlly athi vearme proceeper ddscribied gﬂn r&:ge3 roae( g)thé above

. ) . m) ;.1146, 1172, 1 , 1450;
denv%/té\éeséa%%pzr%%régij\ﬁ{l s§_|§;ang)_’e. quf\"-vég@g; i}%ﬁfet_:traz _(W;L)(-:3 1177, 1163,
13665 1448 Mass( 3t/zB) an?w@aﬂ,; %gmmiﬁ(a@)@nn ; &éﬁﬂ(ﬂ% 'ﬂg,sﬂm {8, bs),
| . ) S . - .
3.54 fof s 8] CRUR) 8188 7 3 ity el . 2 4 Grym. 7. 65

- 7.69 (11-1, m), 7.78 - 7.98 (2H, n). Exanple - 18:
(4 f onyl ) - 5- -3-(4-nethyl
R E LT R B AN
the same pl_ﬂm:thxdll)l-ﬂel—ichdslsri bed i n exanpl e 16, t!ﬁe above
- iilésgﬁé ':Lésls%%ht‘@lx\é@\% %@ga%%?dé a%,%lgécﬁgécgﬁ)pme 111,4t7ﬁé above
derivativg WamRpIegafssl) (R: spRcBS (¢, Bip8, 218241881 127709)ss 3¢mR) : 466

M+Hy? %eéfim(«ﬁ* 1, d, J =1.0 Kz 51 1 8 AUG 2005 (Gem
1 | . ’~

coupli'ng 3.82 (3H s), 6.89 - 6.95 (1H, dd, J = 2.8
Hz, 9.0 Hz), 7.13 - 7.15 (1 H d, J =2.6 H), 7.37
Exan(:pilé;» %é%-l’z) 3‘%3?'0-?-&19uéé‘!ﬂen@nesﬁf%%yf_)—3-7(4-8n§et$131r{%3_i&éragi’n-‘i] -
1- (4-i sopYWthﬂ%mgw hysirpthloBidasathioxy- 3- (4- et hyl
i I - j | e.Using e ntially _
g &t SR Hokadu Rl i BT ¥ Ao Zhlolice sai
of ex3PBIFe2> Wab PlaRred IRaspasirer(emdlt. 1184| 1381g 10angeIst Mass  (m/z) -
466 (MLBN)*: 1485 (Fyyspectra (cm) @ 1146, 1174,
1370, 1887 1476: Mass (nmz) : 442 (MrH)': 1H NVR (8 ppm)
- 1.18 - 1.22 (6H, d, J = 6.6 Hz), 2.29 (3H s), 2.45
E 2ps) .58 -144- 3. 84.
R 25y gogio- ke Roishdep aptinyiol gt he B wigeginy -
7.15 - 7.Y¥&ethylyiHgindglesnalestealt 7. 24 - 7.28 (2H, m),
7.7 (e H satdthted! - géluitig:? : 7:% O:( g—'éror%-ﬂ-(Z—'ﬁ%gro'berZie%%as&l}on@l)-S-(ri—

: d.J = 8.8 Hz). Ex .
meth 3Dy Betbih 5By 8. Imciitoyiysttier, Arerssbrdie seltion of

maleiziatidl-in diethy] ether was added slowly under cooling and stirring. The mass was
stirred till solid separates out. The crystalline sofid was isolated by filtration, washed with
hexane, ethyl acetate and dried quickly under vacuum over phosphorous pentoxide. IR

spectra (cm”) : 1157, 1182, 1384, 1572, 1622, 1692; Mass  (m/z) : 466 (M+H)* . 468
(M+H)" .
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ylmethyl)-1 H'indole 15 Using essentially the sane

procedure described in exanple 16, , the above 48 AUG 2005

derivative was prepared. Melting range (C : 110-116;
IR spectra (cm) : 1147, 1178, 1371, 1386, 1449; Mass
(mz) : 479, 481 (MtH)' ; "H- NWR (5 ppm : 2.28 (3H,
s), 2.45 -(8H, bs) 362-3625(2HdJ208Hz)

Exal$1 Jilg éér}orgtaei](f fh!% glz r&ene&ulgo 5-3 (47m§g1ylprpeg§m 1-

(6H n) a:lmthyl)&mmo(me bitratelsall = 1.8 20 Hz, 7.8

- Br oho- gturat%% ué“r??en%fsuIE”f|%J'ﬁS}r1C’51 g-Tharohgngenesuifonyl)-3-(4-
metmlmghp*eyla@mﬂ)ﬁ H—yildn’vet @y Y} ih Hethyd eihEr Liae I”sgturated solutuon of

CItnc,e§§§ nfn' ﬁétﬁé[ &hE: @Q@d@é@ %l%glﬁr cﬁ?%ﬁé@ 2’)ass was

, deriva
St[l‘l’%:h_ml sq;:]_igsepmgtgs outEkhmpiystalin@ Bolid was isolated by ﬂltratlon washed with

hexakre(

exchl ol SB8ad 47 J{@%@aﬁgu@&ﬁ 483%v%ﬁ;§ DR Eige. 1R

speclig) (qug %95995 é%%mﬁ 61 wsph@'@amspr GuleylL46S (BT | 4631 (NIPH)" .
exanple 5, hydrochloride salt 30 of exanple - 21 was

IEygepared IR spectra (cm) : 1147, 1174, 1368, 1471;
z) 5-Broma-i- (4511qthpmtp4)nzengsadfm1ya 3- (@I&Ethylplperazm 1-

1-(4- rrethq,wgm i@yl ) - 5- net hoxy- 3- (4- net hyl pi pe
razin-1 - Irreth'%l/ )-1 H-|ndole 35 Using essentially
t h&SESnESHHYElH (e s@ayc Pressdulen deseripet einl xample dbdte above

derivieué m&np}f?a\{\ﬁ% iwﬁiwsgco Mi—'lggﬁgﬂs%‘mg 8@%(1]5'&%3%%5 (miz) -

e

478{‘584& ss (mz) : 330 (MH)' : "H-NMWR (S ppn) © 2. 27

(3H, s), 2.44 (8H, bs), 3.55 - 3.56 (2H, d, J = 0:6

. 3,78 (3H, 3.82 (31-1, - 6.94 (3H,

E"a‘ﬁ%'?e '73.%’1-2 -5(‘%.’%3')1 ((EePFF-‘Q?SUH‘OEVIE-%Z{**mthymlmam 1|(-ylmf;thy|)-1 H-

7 74 - 7.8&Mdd4i8H, n). 5 Exanple -.24 :

uor o nesul f on 5- met hoxy- 3- (4- net hyl pi per

aZ| ﬁ'“ es%ﬁrﬁé@hsﬁ -SEM | P)ré‘agﬂdéfwewbégsémemmm}e flnethe above

derhsdinge wasqeegaree. desieid Redei (FCiEXimhss 18 5 Eaga @%8 1133, 1176

d, Melt
L OE Tt N CRT U NG NN o Y

BH, 38 (2H, i, M) 2 2.41 (8H, bs),
( (fgysﬁ)584(2(2? '\@s-(-,ﬁﬁ@%% T)BHB%S 7(@4‘4512}”) 7.13 E4H, nr)?

7.37(1 H s), 7.80 - 7.87 (3H m. Exanple - 25:
Exarﬁ?lir-;ﬁlforl S?Be%cg:}e?} g‘I;l(-;L&z;:ﬁgrbenzenesulfonﬁg|3pq4brg?ta glplpirazm -1-
Using essentially the same procedure described in example 1, the above
derivative was prepared. IR spectra (cm") : 1123, 1176, 1338, 1386; Mass (m/z) : 463
(M+H)", 465 (M+H)"; 'H-NMR (5 Ppm} : 2.28 (3H, s}, 2.35 (3H, s), 2.44 (8H, bs), 3.54 (2H,
§), 7.20 - 7.44 (4H, m), 7.70 - 7.85 (4H, m).

Example - 32 : 5-Bromo-1-(4-bromobenzenesulfonyl)-3~(4-methy|piperazin-1 -
ylmethyi)-1H-indole
Using essentially the same procedure described in example. 1, the above

derivative was prepared. IR spectra (em™) : 1120, 1250, 1373, 1454; Mass (m/z) : 528,
530 (M+H)".
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- ylnethyl)-1 Hindole Using essentially the sane

procedure described in exanple 1, the above 15 18 AUG 2005

derivative was prepared. IR spectra (cni) : 1148,

1182, 1352, 1377; Mass (mz) : 466 (MtH)', 468

(MrH) ' . Exanple - 26: - '

5- Brono- 1- (4-f 1 uor obenzenesul f onyl ) - 3- (4- et hyl pi per az
n-1- yl net hyl H-.i ndol e drochloride salt, 2

Exampls ) albr BT TS ATEO RO BB R eneasleny b ARty R a1

hydrochl thétysaH-inddle exanpl e 25 was prepared. IR

glgt@rwgg_ﬁentlaﬂ%éh% m%lqja %%?c}sdg%é%éscn%%glm examptga 1Z)the above

denvaﬁv@mgq:répérédf |M’e§|fr€§3 Rivge r(a;)ul fayydo) 1f3'sbéctl°ﬁ?(dﬁ¥1)p| PEIA2A179,

n-1- 25 ylne -1 Hindole naleate slt1
1371 ééﬁ%r%‘)@d Fu(m 6?0 492 (M+H) 390 (M—plp) H-NMR (5 ppm) : 1.17

-1 21§et$f@rm—éa(4,_)f. b%r(ghea)zgmas(shfmyi 82 32(9é (14, h% 3.54 - 3.55 (2H,
erazin-|-y 1' Hi ndol e .30
dJ= @rse'f'F)yl 2%( “HeftS (‘4("hé“)33t79r§t 450t i on of mal ei ¢ aC| d

i n diethyl et her was added slowy under cooling and
stirring. SS was irred till sqolid separates

Examglg- S4the’ 5655@?81‘!'(121’% °§tﬂtﬁ‘:—‘6‘z%&,s“"§8¥'é13éﬂ'%?‘hﬂﬁ'E‘?@Fi“@'ﬁ
washed wiifeffiiptHandleet hyl acetate and dried qui ckly
under vacuum over ghosphorous pent oxi de. IR spect

(lsia. eggenpially B9 Sarag proaghise dfé?ﬁ’edlﬁbf"am?s ¥ n’ih?) above

derivativd Ofs(dvisphired, IRGBecttdidr).. #1138 Exenuphe73, 246; Mass (m/z) : 528,
530 l}ﬁ E ono-1-(4-fl uor obenzenesul fonyl) 3- (4 nmet hyI pi per az
(WgH), - ylnmethyl)-1 Hindole citrate salt To the
saturated sol ution of

4-f | | f
B P LRSS A S pepoppein-
d| et hyl etlrethyl}-hd-indblertaidesicis ofides sam of 5 citric
A PP e S SRR e R Rt 1 Freff iy RO8otrice s
of examparm e&sqpreparéie MeNed adngengeCy 0l2dH-260SIR spécataed:nby 1128,

17915750 T S T SO OO BrOUBHEPTY o Bt . 236

252 dalﬂ bgpaaw@H( gyﬂ7)43 313,5 le1)82 1376, 1590, 1723; Mass
(m z) 466 (MrH) "~ | (MtH)' . 10 Exanple - 29:
5- Brorm I - (4- et hoxybenzenesulfonyl) 3- (4- net hyl pi pera
Exanipilen- 36 : Y| 5%rBitlo) 1-{2-bromdal- metibixpBerimestifoh}y3ylhe sane

rocedure descgrij bed.i e above
oo e u bR Ja RIS kandg s 200VE 110
11%ng Is$éantid3the t4hR, pMrasurentigdcribed 4h8exdfifle (Mrithé above

derivative was prepared. IR spectra {cm™) : 1178, 1373, 1446; Mass (m/z) : 558, 560
(M+H)+ . .

Example - 37 :  4-Bromo-1-(4-fluorobenzenesulfonyl)-3-{4-methyipiperazin-1-
yimethyl)-1H-indole
Using essentially the same procedure described in example 1, the above

derivative was prepared. IR spectra (cm ) 1165, 1228 1369, 1670; Mass (m/z) : 466,
468 (M+H)" .
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15 Exanple - 30:

5- Brono- | - (benzenesul f onyl ) - 3- (4- net hyl pi per azi n-1-yl iy 8 AUG 2005
ethyl)-1 H indole Using essentially the sane

procedure described in exanple 1, the above

derivative was prepared. Melting range (C) : 133-135;

: 3,.1176, 20 1366, 1446; Nh
E’!(aﬁ?@?'esé 512 9%%%“‘&%@?“@%%&#1?“@@5mm)ss-msmpthwéiienazm-1 -

(3H, s), 2.g@tethy@HiIHbGad0le3. 58 (21-1, s), 7.38 - 7.60

5H, = .87 (41-1, . Exanple - 31 :
d eé Bﬂr%ﬂaog SReli el e Pk FErneturisasTopa exmmmie hyheaperes

Kaive wasrrepareli- IR kpedidqes'R51168i ew . | h .
45§qugqocedure desEEi b?g [ n?exfgnbf%sl, t 'tg:dﬂ:#bowy\/aesE ﬁ'nlz).478,

derivative was prepared. IR spectra (cm) : 1123,

1176, 1338, 1386; Mass (mz) : 463 (MtH)', 465

) 39 H .. 2.29 (3H, s 2.35 (3H, s),

EXEME? (eégl—l, bs f‘grgf’glgm('fi?l!’mpgjt?eg‘?‘?wlﬁﬁw&-&-((h(met!!ylp?ige,razinq-

7.70 - 7. 8ylnethyl}-1ind@8 Exanple - 32: o

5- By - 164 ) enzenesul f onyl ) - 3- (4- net hyl pi per azi

n- | ,.‘E"T@n%?%‘?['ﬁm?i YT PIORSUHE sEswiveriainl gxarmme samthe above
defivabive was ererased. RepéatracimItp] £16D, 12402 189 BeS,; Mass (mvz) : 490,
4gglepipMpt i ve was prepared. IR spectra (cm) 1120,

1250," 1373, 1454; Mass (mz) : 528, 530 (MtH)'. 35 54

18 AUR005 Exanple - 33: : '
Ex Qpy -l - (4 e nzenesulfo - 3- (4- met hyl pi pe

g KR iR ARGt Wi et imprai e

sane procedﬂﬂ”@fém& bed in exanple 1, the above

dert | : red, N e (C) : 157-159;

|2 gpocereaenRhReEtaniONt 68 G Al gioastoms sired win
oxglch %‘Pz()m. 94;9(Q-O‘m@mléwlﬁm)?(),nliSHQ:g(oMm&tﬁériez%t' drltﬂyga CSor 3 - 4
e ok fefort sfas Wescty (G odlid g aaeeonistied o

.44 (8H,
uncﬁgr%ﬁ:éeq%c:gd H?s’surp_. dbe regiduswast tkenin 20 ml3dichidrothahd Hnd to this
stirrad. ioRXa - i i i i
Wa"g O oot ey PRI (1110 991l T arten mixure
_L1. _hew%dfér 51@& 3+ 5@99]{5@1!1@3{& rexctersenmplatel YTl R8EAEN mixture
wagp rdilaeduwith dEe6ioRfehA T2 %f‘@ﬂjé Sg%ﬁh}éé'\?i@%e% biiggg@and saturated

: rivati,ve was prepared. .
Sol‘%%‘?sf?% Spqiven bigarhgnaten fhe prganic layes 8is dried over sodium sulfate ang the

organic solvents were evaporated under vacuo. The product was purified using column

- chromatography on silica gel G stationary phase and suitable combinations of ethyl

acetate and 'methanol in. increasing gradient as the mobile phase. IR spectra (cm™) :
3140, 1621, 1552, 1451; Mass (m/z) : 484 (M+H)"

_ Example - 41 [1-(4-Methyibenzenesuifonyl)-1 H-indol-3-y!]~(4-methylpiperazin-1 -

yl)methanone - '
Using essentially the same procedure described in the example 40, above analog
was prepared. IR spectra (cm-1) : 3131, 1633, 1553, 1446; Mass (m/z) : 498 '(M+H)” ;

1
H-NMR (5 Oppm) : 2.32 (3H, s), 2.35 (3H, s), 2.50 (4H, s), 3.7 (4H, §), 7.223 - 7.99 (9H
m), ' | |

A8
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530 (M+tH)" . 15 Exanple - 35: ‘

5- Br onp- 1- ( 2- br omobenzenesul fonyl ) - 3- (4- et hyl pi per azi4 8 AuG 2005

n-1- ylnmethyl)-1 Hindole hydrochloride salt Using
essentially the sanme procedure described in exanple 5,
hydrochl ori de salt of exanple 34 was prepared. :

L. r Q) . 245-250; IR spectra (cm' . 1128,
Exdﬁ%% E%37gﬁ%ﬂ%‘é’%’%é’s‘*"{ﬁ?‘iﬁ“’@"@ﬁ%,H-iQQel-é-lvﬂmﬂl)mt?thylpiperazin-

"H NVR (8 pphmethahade (31-1, s), 2.36 - 20 2.52 (81-1,

bsS)ysi 2 43 - 8.4 8H, m. Exanple - 36:
5- )Bursé'frgoésis-ez“ﬁr‘@% ﬁ%‘-%ﬁ-pﬁ%%‘%ﬁ‘éﬁﬁy E%‘?Pe‘?&'l‘# examncﬁe 30( above analog

: d i bed
RIS 21,118 BATE BEAGSUL S desen el TSP e an

S), 7.281§.85 (91378). 1446; Mass (mz) : 558, 560 (M+H)' -
Exanmpl e - 37: : ,
Ex 4- Br onp- 1- (4-fl uor obenzenesul fonyl ) - 3- (4- net hyl pi peraz
AMRIG 431 el HHBrom ollehpeivd sailBy s HIA BB RGN (is Mhdthy i razin-1-
sane prpceﬂ &ndgsgs i bed in exanple 1, the above
derivative s prepared. IR spectra (cm') : 1165,

1228ingessgntiallp e savhs praaetiane desdfad in Wefd}#d‘lﬂ '40,5:§oolfe8anaiog

was 89S PO L r .
° -h(%%i%net ho é><§?§ée&n' %3%@313%1&% F§‘£§3Flf@.-rﬁe4§ﬂynﬂaﬁoéméa i ABR.-464(M+H)*
- HPIMAREGRAM). 12,34 (3, dhi 2486 8), @SBEAH, 8, L5t B ARIE m),
procedure described in exanple 1, the above
derivative was prepared. IR spectra (cnt'):
Examplse, 4263 [147-Bramipdd-midtisaxylrehzdnestifony 18R a6 MY (4-
Exanpl e - 3Shvini —
4- Br ono- | - (_Afwl (')%Gfrgﬁlyi k%ﬂ?‘&ﬁ&\ﬂnﬁonw ) - 3- (4- net hyl pi pe
r a¥Sing esserfiatty they$amd precedarel destiteagn aES6RnMpI LY, dhiRe analog
was &4 o r Sl ikn l.e 1, .the above 10
erivati 3@& \gva@/ r'e{)g;zr @%q-{)l 'ﬁi{)@@?}a- (ENMR (5 pamBY; 2.33 (3H, s),
2.4713505), 3 IPLAHID68 84 B s5)( T02 ) 8,3048A, m) 492 (MHH) " .
Exanpl e- 40: (1-Senzenesul fonyl -1
H-i ndol - 3-vyi ) - (4- et hyl pi perazi n-1- yi)nmethanone 15
ExanIBéﬁ‘fe'neSf{rlgeﬁﬁ?mftmf@lﬂ&l-shrﬁtmhGKMHbEB-@Hi(d-rﬁéih%i&razin-'i-
0.01 nol eghndgarfddd red with .
Using essentially the same procedure described in the example 40, above analog
was prepared. Melting range (°C) : 158-160; IR spectra (cm™) : 3133, 1620, 1556, 1447-
Mass (miz) : 429 (M+H)" ; "H-NMR (5 ppm) : 2.37 (3H, s), 2.50 (4H, bs), 3.74 (4H, bs),
7.52 - 8.63 (8M, m). - '

Example-46: |1 -{4-Methylbenzenesulfonyl)-5-nitro-1 H—indol-3-y|]-(4;
methylpiperazin-1-yl)methanone
Using essentially the same brocedure described in the example 40, above analog
was prepared. Melting range (°C) . 188 — 190; IR spectra (em™) : 3118, 1626, 1514,
1442, Mass (m/z) : 443 (M+H)" ;: "H-NMR (6 ppm) : 2.35 (3H, s), 2.39 (3H, 8), 2.48 (4H,
s), 3.73 (4H, s), 7.83- 8.62 (8H, m), '
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oxalyl chloride (1.309 g, 0.011 noles) in 20 nL

di chl oromethane at 0 to.25 C for 3 - 4 hours. After 4g ayg 2005
conpl etion of the reaction (T.L.C. ), volatile

substances were distilled off under the reduced

%aessure The residue was taken in 20 nL

otpleor 42t han q4$]@orb§ehﬁrfesuﬁ6|’é§|f g(ﬂdﬁci L ﬁd?@@)&m

added N-rret% &U erazi ne
reaction mi pZBe'Wﬁ!i"?“MHmhﬁtaﬂgnerred for next 3 - 5

hour Ysirig éssiehgall Qﬁ&&érﬁé‘ React

“}ys I‘géa V\ﬂa di Fut ed wi h di c Ioror{r?é?ﬂwg mﬁ'i_ )40, above analog
"%t VGRS Fangsy (Gl éﬁ@—smmats@dctrascdnm)l ogng@f 1629, 1556,

s A N S o

(42-?3155; sul fate an orga
ateB-BAEH. mhcuo. The product was purified using
colum chromatography on silica gel G stationary

Eg%ﬁsle %ﬁd sui tabl e conbi nati ons of ethyl 25 acetate
Pret®anol ﬁsr@mpbgsmgsglmmrmmammh@dcmabw- .

h IR 1,1552, 1451;
?maie 484; AR ’_giﬁ p(eﬁg.':?r 1- eﬁfrﬁ%&&ﬁg
11-( SINGER %@M@q@@mq man.wel_descnbed in the example 40 above analog

4% 3 ' 4
g pfialeds Wads (“4’723? 0. SRS Nk b Bor EaSatar: ez 48 (4,

sentiall
bs, Xéﬁ%l(gﬁﬂbs aﬁé &8, o). was prepared. IR spectra
(cm 1) : 3131, 1633, 1553 1446; Mass (nmfz) : 498
2.32 (3H s), 2.35 (3H,

N % 1H- NVR (6 O? .
E:éa%p g% (4 -(451350;:@;73/ t(amgnesu[fo?;yﬂ&nltroﬁmﬂﬂo?bLyl] (@ -

58 Exarrpl e m { enzenesul fonyl) -
qgs(u nfﬁ% pi%ef%r} p%%?z(lrﬁ ne. yl) met hanone Usi ng
esse |%P§% i @aﬁ@mﬁmﬁc@ﬂureedmabéd inake Xarhb€ 40, above analog

WX red4@.n ar e R spectra

et S 3525‘2‘9‘”{6 FeeLeta IR M kSRl sﬁwe@mwm 1441;
M2k RURGASHB prif-NMR. (3 @pm) 1128 (ﬁiﬁ o a2 s(l-?”éi 257 (4H,

bs}s)z 822-:-é@2((4l]1 %a §%(4|—?é:j ﬁ%?SB [ 2@4 7L (4R

[1 (2- Brom)benzenesul fonyl)-1
Exbinpledoo 3- Yl nmet hanone 10

lE"Ul:,-:png essewgl 3{8% Ee eE% Eﬁ@éﬁ@'sd?'f%é 'Fémbéélﬂr(ﬁbed

in the exarfpeé@y Perabt!i!v‘byamth@oneas pr epar ed.

SpeUan@ éﬁgﬁﬁaﬂy tﬁéémﬁ%édarg%%’sc@ E%_pngn)p!e 40, @ove analog
Waffi?ar%q MS“W?%HGP—GC) 5148 -715951&5;&&3 (drPh.: 3A%0, 1620, 1549, 1441
Mass (m/2) : 507 (M+H)", 509 (M-!rH)+ "H-NMR (5 ppm) : 2.35 ), 2 | |

} 1 2.35 (3H, s), 2.489 (4H. |
3.76 (4H, bs), 7.78 - 8.68 (8H, m). o . b

Example - 51 : [ -(4-Methoxybenzenesulfonyl)—S_-nitro—1 H-indo}-3-yl}-(4-

methylpiperazin-1-yl)methanone
Using essentially the same procedure described in the exampte 40, ahove analog

- Was prepared. Melting range (°C) : 146 — 148; IR spectra (cm™) : 3122, 1625, 1587,

1441, Mass  (m/z) : 459 (M+H)* ; "H-NMR (5 ppm) : 2.35 (3H, 5), 2.47 (4H, bs), 3.73 (4H
bs), 3.83 (3H, s), 6.91 - 8.63 (8H, m). |
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Exanpl e - 44: :
3_y|]_(13_AUGm

[ 1- ( 2- Br onp- 4- met hoxybenzenesul f onyl ) - | Hi ndol -

4- et hyl pi perazi n-1-yl) nethanone Using essentially
the same procedure described in the exanple 40, above
anal og was prepared. Mass (mlz) : 492 (MtH)*, 494

1&- 52" H 7 |
R ey e L
m. 20 Exain"@t ylgigerazin-byhimetananeony| - 5-nitro-1

Handaljsuﬁ?g yiss)en(;éﬂyf‘(ﬂb R¥MBIPEIRGI Y cfjscn d)ﬁ'g{ é&tﬂﬂﬁ o 4B Hbve analog

sent al ylé same rocedure escrib

exaﬁfﬁpére BHEErASNoy - SREE 1289p 4682, 1448 tNMass (ralade 554, 556
(le.!q)qu;gSrf@(ﬁ (5 b?ﬁ 10295 Q%H Nﬁ)‘&&é (4@%@74&9%0% %@331375) 7.6 -
- 2.50 (41-1, bs) 3.74 (41-1, bs), 25 7.52 -

g (7]
8.63 (8H, n). Exanple - 46: :
E[ﬁ_lﬂ'ﬁﬁ hyI benzenesul fon.y -5-nitro-1

6?1%hy|g ;enzemwfynp -pe-methylpipstayinet-ymethyl) asi-inglole
essert. .

r( ¥n abg‘\’/@gﬁ a{ﬁ%ﬁ%ﬁ@%é’tﬁ%@é&@ﬁﬂ 4. ﬂ@%\ﬁa%od'ne 08 g,
(&%;@0@:&7 (10 '?g bW;F m'eﬂﬂsicwlacqrdm pndd sHaed susp@tion of LAH

e;?/WWH “?31 ) 15?04}35 6&%"99 peznff%{% §§ ﬁo@rg%e reaction

rraiﬁtilrelwa geét? ggreﬂug Ty -(agbogrs afjer ﬂwcqnmeﬂun@fzewlon the reaction
niixta dréd ohlo
o %&s po iio?ﬁ@ﬁ{é':ﬁé Hﬁ% ?%?r&am G 5??%%Eanvgiﬁ{eétﬁgljacetate
esse Fal"f"%)éd PG Re p%’GE e Buifiedd by cﬂa%‘edcfwmaingraphy (silica gel,
Eé&Acﬂplexadéh 2y Eﬁ@rﬂ@héﬁ@om}d\ﬁﬁud%ﬁ BR (& :dewgii &W and mass

t 3096
gal a%%ﬁ%s %j?uf)t tie cgﬁwp%quw.a}_é\ltemauvﬁymmap@ep@mpoung regy also be
p(eg:ta,rett)as faloked MHexdaple 13.arfd exafiifle B8) IR dpeifa- 8- 63 (e ). 1143,

1(‘?‘!{'& F%‘%@@%ﬁen@mfaﬁ%ﬂ)ﬂ@* TR-NYIR (3 parelol 236y(BH; 6%-2.43 (8H,

bR BIBE ([@Hpey, azisn-Zloy [Horef)anone 10 Using essentially
t he sane procedure described in the exanple 40, above

anal og was prepared. Mass (mz) i 507, 509 (M+H)'

ExbmpieR 45 Meth Sehe . ,
(4H bS£§ pphi4- 563!!3?38!'(ﬁ S@i)ongazﬂﬁ Erf(lgfﬂylplpéaazu?”! fnethyl)-1H-
-(4-i soproﬁg? enzenesul fonyl )-5-nitro-IHindol-3-yl]

(4 Using essentially the same procedure as described in example &3, the above :
denivative was prepared. Melting tange (°C) : 108-110; IR spectra (€m™ : 1125, 1177, ¥
1358, 1449, Mass (m/z) ; 384 (M+H)" ; "H-NMR (6 ppm) : 2.27 (3H, s), 2.33 (3H, s), 2.45 |

(8H, bs), 3.59 (2H, s), 7.18 - 7.31 (4H m), 7.46 (1H, s), 7.65 -7.62 (3H, m), 7.73 - 7.97
(1H, m).

Example - 55 ; 1,-(4-FluorobénzenesuIfonyl)-3-{4—methy!piperazin-_‘l -ylmethyl)-1H-
indofe
Using essentially the same procedure as described in example 53, the above
derivative was prepared. Melting range (°C) : 107-108, IR spectra (cm™) : 1126, 1178,
1372, 1450, 1492; Mass (m/z) : 388 (M+H)* ; 'H-NMR (8 ppm) : 2.27 (3H, s}, 2.44 (81,
bs), 3.60 (2H, s), 7.q5 - 7.36 (5H, m), 7.44 (1H, s), 7.66 - 7.67 (1H, m), 7.70 - 7.97 (2H,
m). '
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der&a@@ wag piepar

nmet hyl pi perazi n-1-yt) met hanone Using essenti al | y the

same procedure described in the exanple 40, above 48 AUG 2005

anal og was prepared. Melting range (C) : 170-172; IR

spectra (cm) : 3125, 1631, 1557, 1441; WMass (mlz) :

471 (MrH)® HNWR (S ppm) : 1.19 - 1.22 (6H, d), 2.41
Exa?gﬂe -Sp.: 215(2 éA»Hmbeh&\.nes%ﬂf%%yn 32(492?1%;:&3%5‘2-:1% Afhethyl)-1H-

[1-(2- B,rom'f!ﬂ#‘%enesulfonyl) 5-nitro-1

H- i peiah -ekskhtal| 4ne @hﬁybﬂéb@ﬁrézdsnﬂélscﬁﬁe)d"ﬁt @ 53 ﬁhe above

Using essenti a? ﬁ?t e same procedure ‘describe

denygliymwas prepaseby IR apRatrddcma: 11ﬂ'5eﬂé7%d‘37%ﬁ&0n@43f5§r(@é2) 448,
450 @|+H)+14ﬁ Nﬂqﬁo(«s p'; w{)i@%g@ (s K%A ;az—?é:gg éﬁiﬁ?sg%ﬁﬁ% J =06

Hz) maQwR‘f@@ @Hnyn)t 20:{5H(3)H7 5§) 725489 C(daH’ﬁ'és)TGB @Hem), 7.70 -
7.96 ), 7.78 - 8.68 (8H mn). Exanple 51 :
[ (4 t hoxybenzenesul fonyl )-5-nitro-1
Hindol -3-yl]-(4- nethyl pi perazin-1- yl)nethanone 30
Exddipi8d 58S SeAtialdprobie [
Abiag srs orlisaliprobh 2‘%@"’%&2‘3?@&”&@@%9”?Z'#'Efe*“v"
(O : 146 1Hindole R spectra (cm') : 3122, 1625, 1587,

144@san?’9é§e6ﬁ'ﬂ %i)the Fathel Mb'é&dure 'ﬁs%cﬁ?@o"@ﬂ%ﬁa %ﬁ%’% the above

erﬁpec%@(qg )ALE%OOW&%I‘@” Wizss (mlz) 411
(D %ﬂmﬁﬂpﬂyﬂhwmmﬁeaﬁ 59”31'2‘6 (?H”ﬂ)hﬁ%z](SH ) 246 (8H,

Hind erazin one

bs)e% 8§2nt3- 94 Kﬁ".t'ﬂe3 §ér€%Hp$)ogé§ur7e3Qléﬂé‘trﬂli)bédal(ﬂlHt g 7.66 - 7.81 (3H,

m),EXGNPE 60 g @bove analog was prepared. IR spectra
(cm) : 09'7

. 1629, 1522, 1440; Mass (mz) : 554, 556

5 (MHNHA)® @' H-NVR (8 ppn) : 2.35 (3H, s), 2.48 (4H,
Exaﬁ)ﬁﬁle %g:rgl gé'(:“!-éronmben%eﬁgaﬁi%'ﬂyl)a‘i’)-m -thettPpipéraiR-{-frhethyl)-1H-

1- Benzenesﬁq%ﬁyl 3- (4- et hyl pi perazin-1-yl methyl)-1
H-i Uﬁﬂb%ssé&h@?ﬂhér&ﬁw pRY¥Yuré as described in example 53 the above

ndol razin-1-yl) nmet hang

dorakii s Gt o 1 SPILPHE 101103 THLY: THandbar e (miz) : 448,

43@aodied ; aﬁmmkl(s ?gﬁh)ssz%qeﬂl on29fs (bﬁFbs)(@eé‘tzlg s) 7991775 (8H,
Ies‘);‘ i_n d’)n’F w'y over thé' period of

m)&o?ﬂ)u §5(ﬂHedq' e’a;'t:%{J " KElure was heated to refl ux

for2 4 hours, after the conpletion of reaction, the

,re cti_ wg] ture vvas oured on to the ice andthe

FABEId wds2 SSgeTFT sy metiriperagin-1-y et 1H-

obt ai ned V\wagmyﬁy@gﬂmdé kawsh -chromat ography (silica
xanes, 2/8) to afford the conmpound,

ge
i UAHae el FomaBY MRS Siniessiasd n exampie S and using
example 58 the above derivative was prepared. Melting range (°C) : 242 - 244; IR

- spectra (cm™) : 1123, 1179, 1373, 1447; Mass (m/2) : 448, 450 (M+H)" ; "H-NMR (5 ppm)

: 3.02 (3H, s), 3.66 (8H, bs), 4.67 (2H, s), 7.33 - 7.94 (7H, m), 8.34 (1H, s), 8.43 - 8.48
(1H, dd, J = 2.2Hz, 8.0 Hz).

Example -60: 1-(2-Bromo-4-methoxybenzenesuifonyl)-3- (4-methylplperazm 1-
yimethyl)-1H- indole

Using essentially the same procedure as described in example 53, above
derivative was prepared. Mass (m/z): 479 (M+H)", 481 (M+H)"

60
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spectral analyses as the title conpound. Alternatively

the above conpound may al so be prepared as fol | owed 18 AUG 2005

in exanple 1, and exanple 16, IR spectra (cm'): 1143,
1174, 1367, 1447; Mass (nmfz) : 370 (MtH)'; 1H- NWR (S
ppm) : 2.26 (3H s), 2.43 (8H, bs), 3.59 (2H, s),

0 Exanpl -
Exar P'%4 St ha 4?"??*5ﬂw*ae?@e('ee;smuwwpaeﬁvﬂmpamm-

ethyl)-1 Mmemlmwwﬂﬁa@%mdrﬂel%ut he sane
pr@gt dure ag\ﬂg’ cribed in exanple 53, the above
der i gt?ﬁfgn %Feﬁaé?%d’m?@é*m A% desAihed tn) exampis- 5 1@nd using

exanife 6P ¢t asovecdarivativehds prédaréd. Mabs 1 444 h@tﬁq
(mz) : 384 (N&ﬁl)‘w;'leGN%egr(s ?)"ﬁn‘;‘ éﬁ%’ 27 '981 )" (base)
2.33 (3H, s), 2.45 (8H, bs), 3.59 (2H, s), 7 18 - 7.31

ExangfiiHHGmm 1- (46néthbbcyl$ésnszeﬁe§ﬂfonﬁl}@(4 -EthyRiperbzim1 'ylr?xeﬂ?yl)-
- e -

1-(4-Fl uopgégnzgnesul fonyl)-3-(4-nethyl pi perazin-1-ylm
ExangplRy (8311 WsingQesserdialiyethbissang maeeit i deycrbbe® :rﬁéﬂ%ple 53, above

d
Rervat ] voonlos ?%‘é Biefarbl RERRD o it 18 1% By soptsa e
|( 51 S|)oect g gﬂﬁgﬁﬂ 0, 1 Zﬁm%%ﬁs é:mzlm (mgmg%l wzaﬂglmﬁ ine)*; *H-
Z) . k) : 2.27 Ripi“))s 3 . S), 6.84 -
2. 44 (81- H
7. 44 E11 -88 ’?ﬁ)*?)' & ‘{73‘6?*‘?@7‘?’5(1“75)7665 5@7(1(4291:1) 7.78 -

35 mM. 59 71@ Pi(2 o 29D57Bﬁaﬁ‘p|7@7 (ﬁﬁ d J = 786 Hz)1(2 Bromo-4-

1-(4- Brorrqp@tp, |

th§/|) 1 még egmkaﬁ) ééﬁ 'h&hgﬁﬁi %%%%’l}?%’az'“-

as descri Heﬂm%hﬂkéﬁpﬂ olg3, the above der | vatlve was

priegiag %@serﬁtﬁall?ﬁﬁ&tﬁéﬁme(ﬁﬂk%ﬁ %},4&;59&63@ 1)%72 %]1%8 &nd D169,
ab""%/%??é(‘t!ﬁve%%meear&é Mess 68k @85(%44)3 5880 (rmm) d, J =

0.6 Hz), 7.20 - 7.33 (2H, m), 7.40 (11-1, s), 7.51 -
Examg)g -56&}( : ;TﬁTdCS'?I grod jgﬁlu;roZ)er?zsenggulﬁ’on%-’szﬂL? 3-{4-r7ne?h?;i|§| ;erl;lzm-1 -

1- (4- | sopropthhetizaderul f onyl ) - 3- (4- net hyi pi perazin- 1-

yl L.'Tgﬁ{d'ﬁélséntlall}gle sleﬂ:nle rbbqoglaguny%é A&, Se%ggteka?r#léé/ ﬁgggvseadenvatwe was

dure as descri I N exanp

prepageé] £ (/2hiefs® g¥edar ed. IRspectra (cm) @ 1121,
1144, 1190, 1371; Mass (mz) : 411 (M+I—|)+; "H- NMVR (S

17 3|_| , d 2. 22
Exarrfbg{') 6% é (ﬁ%ﬂr{:g}q enzengsulfonyl) 5- chioro é-methylza (4-
methylpiperazin-1-yimethyl}-1H-indole

Using essentially the same procedure as described in example 16, above derivative was
‘prepared. Mass (m/z) : 496 (M+H)", 498 (M+H)

Example-66: 5-Chioro-1 -(4—lsopropylbenzenesulfonyi}-z-methyl-3-(4-methylpiperazin-
1-yimethyl)-1H-indole

Using essentially the same procedure as described in example 16, above derivative was
prepared. Mass (m/z) : 460 (M+H)"

Example-67: 1 -Benzenesul.fonyi-s-chloro-2—phenyl~3-(4-methylpiperaziﬂ-1-
yimethyl)-1H-indole
A solution of 5—Ch[oro-3-(4-methylpiperazin—1-yimethy[)—2-phenyl-1 H-indole (D172,
2.63 g, 0.01 moles) in THF (25 mL) was cooled to 78 °C. To this well-stired solution, n-
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bs), 2.82 - 2.92 (1 H h), 3.61 (2H, s), 7.19 - 7.36

(4H n), 7.48 (L H ), 7.66 7.81 (3H, 15 n), 7.97 - 48 AUG 2006

8.00 (1H, d). Exanple - 58:

1- (2- Bronmobenzenesul fonyl ) - 3- (4- et hyl pi perazi n-1-yl ne
thyl)-1 H indole Using essentially the sane procedure.
as described in exanple 53, the above 20 derivative

butyhiigrum @ Fay, & 11l Rolepet# . ¢ichs )m soldtib@3n hetates) 833 Rdded slowly

mam% rﬂrgg (tlé%%eggagla r%r5beélo£|-—788) Egaf&?_? r%l%lur%(:v%gp&m‘ed for 30

mmuﬂasYEanc( &énzem@sulﬁoriw Sl K. M g,J 0:012. bhokds) wWas8 atided slowly

mainB5F e, RsHRaa AR BEPGT & 34 T e Sarien s s
stirrelyfbr) anbtitir 12%our iRk e/hityiditerhakwn Wes siplved S tage to 25 °C gradually

ana SRt 3 b Bl B S Sk i IR s
quenghepasing icdvidold wgter AnuEm{ Chnd eXtfdcted @id etHyRacatarRctanamL x 3).

he %{ﬂ&nt?_%ued %rlqzq:?)’ll\c“%#r(%gtl 3{)%? %vdéggéod {e\y/grsl’ ?vggiﬁa@ ’b:rigrffr ég& cﬂég"gg fyer sodium

sulfabes )Volaﬁhlé nhitles sjere disBbed of7 uﬁder( rétliced) presusd t¢ bbtairs the crude

-resrd%eeg‘he res 08ue o%taQned 1was pUnf]ed by %IHZH c%rom'a_{%)grapﬁx Ersolica gel,

EtOAC/TE2A B3.8/00t) 4o mEfbiducthy knempenm&s whiahinyds) identifidéd ogt!Ry NpMipand mass

1- yl net 1 Hind S +y1 a
specibiline e THdbE cebE, eanpleds B0 @Wmﬁ ppm) :
2.24der3v@ti Hy Bs)nagszeiapsr eds - mmmm) 479 (MrH)', 481

(MtH)+ 60 1 8 AUG 2885 Exanple - :
| - (2- Br onp- 4- met hoxybenzenesul fonyl ) - 3-(4- et hyI pi pera
Example~168 :y| BeChiprg-1i(d-rettiglbe nkiyrssediohgl)-2¢shessl-8-(Wsi ng

essenti al | sane. proce cribed-in exanple
5 and usi ﬁéet‘] % 5'"6%5'@?13%%\@39 gg‘?l vative was
pr &pigedssdvitially (timd zsame $7&edd@l a I\,ﬁéd):hbe(d)axseexaﬁxple 67, above

dem%‘atu(«%m{!a)% ;%gé%ﬁglﬁe&‘;gef%' EI?'ML f?égi @é‘op%’%{gﬁ\&% 3n¥£} 494

(M+B¥sential |y the sane procedure as descrl bed i n exanple
53, above derivative was prepared. Melting range (C):
115 -117; IR spectra (cm) : 1125,1170, 1358, 1451; Mass

Exa(ngilez)69 400t-(Barpnesytmyin-flupicpaphenyicd-(4-mefhy | ppRr{zén-1-

D 2. 35 4 (8H, bs), 3.60 (2H, , 3.78
02 g (95155 60 (A

Using essentially the same procedure as described in example 67, above
derivative was prepared. IR spectra (cm™) : 1123, 1183, 1221, 1378, 1461; Mass (m/z) :
464 (M+H)"; 'H-NMR (8 ppm) : 2.23 - 2.27 (11H,-bs), 3.27 (2H, s), 7.24 - 8.25 (13H, m).

Example -70:  5-Fluoro-1-(4-methyibenzenesulfonyl)-2-phenyl-3-(4-
methyipiperazin-1-ylmethyl)-1H-indole
Using essentially the same procedure as described in example 67, above

derivative was prepared. IR spectra (cm™) : 1162, 1274, 1320,1350, 1459; Mass (m/z) :
478 (M+HY
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6.88 (2H, n), 7.21 7.31 (2H, m), 7.46 (1 H s), 7.65 -

7.69 (1 H, dd), 7.78 - 7.83 (2H m, 7.93 - 7.97 (1M, 18 AUG 208

d, J =7.6 Hz).1-(2-Brono-4-

15met hoxybenzenesul f onyl ) - 5- chl or o- 2- et hyl - 3- (4- net hy
I p i perazin- 1l-ylnethyl)-1 Hindole Using essentially
the sane procedure as described in exanple 16, and

_Exampl(QIJ\-m@’aé:, :’v\hg\ggﬁ%&&g@hgggﬁm@r@a@&foqz_pwgﬁg,_:(_m_z) . 526

a _
'5- Chl or mth_(/wineraéinobéhwgﬁ@mHfi_aﬁylp) - 2-rnet hyl - 3- (4-ne
UQMbprﬁaﬁﬁéﬁﬁﬁﬂé ST tohydekinrk Hé'é&@h&mb;%amp[e 67, above

esséntially e same procedure as descri

in examl e
- derivatiye wag fseRErtrb RVEREE S (WBD TrERat T, 1940 4385M3ss  4BE) : 559,

561 (M{iMrH) ' 25Exanpl e -
65: 1- (4- Bronobenzenesul f onyl ) - 5-chl or o- 2- net hyl - 3- (4-
nmet hyl pi perazin-1-ylnethyl)-1 Hindole Using
ExampRSSENt | al-{2yBidioSairenBsAERAN R cisnASsLhricagdpipereiapl e
16, above deriv ti_v%d% cmﬁ)a[ d. Mass (nfz) : 496
(MeH) ', Yy rggﬁ‘(yﬂ)ﬁ_ﬁ?-ln ng origgssalt -

YsHgl sysentialiy 4hd 54 PRBERZANGS b M lekarplEs, hiyd Sak 6f Base

was pratd ISRt Rem 9t By ST 16 h dess T 7y a5

(M+H)*16, above derivative was prepared. Mass (mz) : 460
(MtH) ' 35Exanple - 67:
1- Benzenesul f onyl - 5- chl or o- 2- phenyl - 3- (4- net hyl pi peraz

Examplen-13: y|3v€yayd-N -(&-rhethostgbenzénaslifdriy))B-0f-methylpiperazin-1-

5- Chl or 0-,3- (,4- hyl pi perazi n- 1-yl met hyl ) - 2- phenyl = | H
i ndol e (%T?&?ylﬁgéé%d‘g’fa 0.01 nmoles) in THE (25 nL) was
toi ek seatially 8héCsame ptduesiumed sl destriadad esarhplt i1pabove Gdrivative

was pfab S et o Aty JBL a2y (Al a2s

(M+H)'mmi nt ai ni ng the tenperature below -70 C. The reaction
m xture was stirred for 30 mnutes, and
benzenesul fonyl chloride (1.94 g, 0.011 noles) was
Examplgld@dl: s| p@lyanorfa{dflunnobryzdrtesuifeny kB 44-mathyelipenazingl -C

over 10 pmi 'Fh eaction mxture was 5 stirred
\ 1H-in8 . .
f or anotner |&‘ﬂaour', ggeter whi ch the reacti on was

didirgegsengaltydhe semezBo@dyreagiudddoibedinexempler b @bpes dgrivative
was plPHfed. %t{ﬁec{rge(c \‘;gglﬁblsf’%ﬁée, d’f%?ﬁh@@, ﬁz-l:llsgcl)\{!a(f%\r)\gtméf%) 413

feaction mxture quenc using i'ce- ¢
(M+H)(100 m.) and extracted with ethyl acetate (20 nL x 3).
The conbi ned organic extracts were washed with water
and_brine and dried over sodium sulfate. Volatile
Examplepdbi t | d44-Fepaabeszenesadiooy)-Soeusse-I-tomethy \pipesazin-d-
to obtai piidify§1¥fdole

Using essentially the same procedure as described in example 1, above derivative

was prepared. IR specira (cm™) : 1174, 1284, 1372, 1456, 2217; Mass {m/z) : 473, 475

Example - 76 . 5-Cyano-1-(4-Isopropylbenzenesuifonyi}-3-(4-methyipiperazin-1-
ylmethyl}-1H-indole
Using essentially the same procedure as described in example 1, above derivative

was prepared. IR spectra (cm™) : 1177, 1299, 1350, 1456, 2227; Mass  (m/z) : 437
(M+Hy".
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10 -residue. The residue obtained was purified by

fl ash chromat ography (silica gel, FEtOAc/TEA, 9.9/0. 1}
to afford the conmpound, which was identified by IR,
NMR and mass spectral anal yses as the title conpound.
Mass(rdz) : 480 (MHH) "; "H- NWR (8 ppnm) - 2.24 - 2.31

B:émb'le % ?‘?(4-Elldbrc§:}énzenesulfonylz) %H(..},ﬁcﬁ'._a_y )l.'l‘le%hSW N,N’,N'- |

5 ?"nhl (l)jrgo I-(4nmmwew:9ﬁeme&uta‘l_n3ﬂyg)l 2- Egenyl 3- (4-

met hy i ndol e Using -

essenti a In?eersgtéwe%]@ ik {%? o%rg e 3% deregibed Weaxampleck Abpye derivative

2’;;;’5&?@0@2 ”@ Speste {cue') mﬂaonepzam@dg 143285%% r @S,Q)crggg (M+H): TH-
65@% 629522@! o38% . 5% (3H m), 1261 (2H, s), 2.5 - 2.55 (4H, g), 3.65 (2H,

i) (@éni@ﬁﬁe@lﬁ fronyl ) - 5- f uor o- 2- phenyl - 3- (4- net hyl pi pera
zin-1- ylmethyl)-1 Hindole Using essentially the sane
g}éqcedure as described in exanple 67, above

Rt i79e \/\/&b(1ﬁ|4dfjaﬁ|&rﬂleniﬁle‘sﬂﬂ’6ﬁ£l?~1(-lqm]al- i&aawm N
1221, 1378, éﬁ i 'I\@
észgp@wémnnagm zy!féiﬁzdg'gfmn%”??mf RriSsatn. 24 -
Bsame-pr ure as descnbedl exampl bove d
1 A ﬂ ¥ g 3 erivative
adbepaRa R SR W E TS0, b4 935 eassnm) 550 (Mt

essentially the sane procedure as described in exanple

PemOoYE ) 6o (138 8ol Bt cRiSh ) S onma- {Hhindol ammethyt
(MHH) ' 62 18NADY zm@trﬁmnpleeeq ZHiamine

1- (4- ey e
( LEZ) e%’s?g[lﬁnwle{ﬁ Isgﬁg?é)r%c)e%ire@slo Br?t@%ug,e@nple(‘i above derivative
parg 41@ shrstre 4o pridgsomse, asealaass;imad rﬂ!z?x?ﬁ;_tl\?-m) 532

(ﬁl?H)*above - derivative was prepared. I'R spectra
1160, 1272, 1320, 1355; Mass (mz) : 559, 5 561

( MtH) ' Exanple - 72:
O e A A
essential ly M Mﬁeﬁw!ﬁtbwgnedakdde‘ﬁm Hbdﬁbdhlbr&l@ém{ e

5, th.&iri‘gaééseﬁﬁalg%@sarﬁ 8}‘&%% %%ﬁe%nbed 4"/?, ectra gbqypgdenvatwe

1136
Wﬁﬂﬂﬁﬂﬁf %ﬁérﬁ@egﬂa (S’ ) 1176, 1254, 1370, 1450; Mass (mlz? 530 (Mi+H)", 532
(Mi—ﬁ)fano 1- (4- et hoxybenzenesulfonyl) 3- (4- net hyl pi pera

zi n-1-

8 AUG 2005

Example - 81:  N-{5-Bromo-1 -(4-‘methoxybenzenesulfonyl)1H-indol-S-y!)methyl-
: N,N',N'-trimethylethylene-1 2-diamine
Using essentially the same procedure as described in example 1' above derivative
was prepared. IR spectra (cm™) : 1172, 1260, 1375, 1455: Mass (m/z) : 482, 484 (M+H)™;

"H-NMR (5 ppm) : 2.19 (3H, 5), 2.22 (6H, 5), 2.45 - 2.49 (4H, 4, 3.55 (2H, 5), 3.79 (3H, §)
6.84 - 7.85 (8H, m). -

Example - 82 : N-(‘l-(4-Methoxybenzenesulfonyl)-5-nitro-1 H-indol-3-ylymethyl-
N,N',N'-trimethylethylene-1,2-diamine
Using essentially the same procedure as described in example 1, above derivative
was prepared. IR spectra (cm™) : 1178, 1262, 1376, 1450; Mass (miz) : 447.3 (M+H)*:
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yinmethyl)-1 Hindole 15 Using essentially the sane
procedure as described in exanple 1, above derivative
was prepared. IR spectra (cm) : 1174, 1287, 1371,
1455, 2213; Mass (mz) : 425 (MrH)+. 20 Exanple - 74:
5- Cyano-| - (4-fl uorobenzenesul fonyl ) - 3-(4- nethylpiperaz

o AL AP I RSB bl e B ARD, ae

Na8-89r-&HH @, M)R spectra (cm) : 1175, 1286, 1370,
1455, 2215; Mass (mlz) : 413 (MHH)+ 25 Exan'pl e - 75:
1- (4- Bronobenzenesul f onyl ) - 5- cyano- 3- (4-'met hyl pi per azi

| ﬁxqmplg 88t hy N)(1§(4+I’Hethdm!rtmﬂienag.nlmam-ngmol-w-iﬁtﬁ:!-‘Baflﬁnethyl-
proceadure as I np a rrvativ
° was prepar ed W?ég%@ﬁ%&(‘g 4 5 -digmige %}.’gé‘?&'iﬁgﬁ salt

1456, Using Bssevtighy theisaine: prddési,ureﬁk?sEdes(';ﬁﬂiéd)m eRempeadTRbBve derivative
W8 preparer. R secta (o) 700 TS0, 1700 4% HA63. (ki Bt

razin-1- ylnmethyl)-1 Hindole Using essentially the

SAHRpIOL BzedUNeﬁ 5. EﬁiSﬁm%r Rﬁ%éﬁlfgﬁﬁ?g ttrgmojﬁ-?‘l’q‘ﬁo)ﬁ-y:)methy:-

: derivative repar ed
10 1299 1350, Ms -tammylmwnenvz)mamme? 35 (M+H) +.

M@ssenﬁgﬂy th% Q%{ﬂ%r‘br%eﬂﬁfeoge&zsgnt? Sﬁ“h fegg%pl) 11 above denvatwe

‘{’@% P@Pwyﬁeﬂfﬁw@t@@m; o469, 18739173, HeSeMasal(ingz)t BRS (M+H)*, 530
*procedure as described in exanple 1, above

derivative was prepared. IR spectra (cm ) : 1179,

1252, 1373, 1442; Mass (m(z) : 390 (MtH)';."H 5 NWR

15 %)%nﬁﬁ%@% 8? ;2. i%z B@ﬁnoﬁbnz&le@@ﬁ?aﬂ) 3. (&?ﬁ’-‘cgﬁ%ﬂbé’%zgkg(@ “)paperazm-

(9H, ). rgethyl;) H-tndole
N- ( I Lﬂélndfééﬁnﬂbl@r\ﬁ@ @,ﬁﬁulé'pfrgé%\)ﬂhﬁe Qs"bés%%daﬁ eﬂﬁ%gpet 1%bod derivative

- trinethylethyl ene-|
‘%%ﬁ Q’GE%TEE‘Jsu‘“Fﬁjt"@s@@@ﬁ (CRDF 933 h&4® dRspestadenily e158, 1369 1235, 1177;

MIESKC (TR 0540 (@A bove derivative was -
"~ prepared. IR(spectra (?Acrlr_iﬁ) 1180, 1254, 1370, 1450; Mass

(mz) : 390 (M+H)' Exanple - 79:
mmé 488t OF FRANRERSIGENE SR IOy 1134812 %ﬂ@yb&%%?ﬁ
yhpiperazin-1-ylmethyl)-1H-indole
Using essentially the same procedure as described in exampie 1, above derivative
was prepared. Melting range (°C) : 148 - 152; IR spectra {cm™y : i595, 1360, 1264, 1168;
25 Mass (m/z) : 492 (M+H)".

48 AUG 2005

20

Example - 87 : 1-(2-Bromo-4-niethoxybenzenesulfonyi)-3-(4-(2-methoxy_benzene-
1-yl)piperazip-1 -yImethyl)-tH-indole
Using essentially the same procedure as described in example 1, above derivative
30  was prepared. IR spectra (em™) : 1587, 1369, 1238,.1175; Mass (m/z) :.570, 572 (M+H)*

Example - 88 : 1-(4-Isopropylbenzenesulfonyl)-3-(4-(2—méthoxybenzene-1 -
yl)piperazin-1-ylmethyl)}-1Hndole |
~ Using essentially the same procedure as described in example 1, above derivative
35 was prepared. IR spectra (cm™) : 1595, 1374, 1238, 1180; Mass (m/z) : 504 (M+H)"; ‘H«
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N, N, N-trinethylethylene-1,2-diamne 15 Using

essentl ally the sane pr ocedure as described in exanpl 4 8 AUG 2009

1, above derivative was prepared. IR spectra (cm)
1175, 1252, 1369, 1448; Mass (mz) : 530 (M+H)', .532
(MtH) ~ Exanple - 80 :
N-(1- (4-Bronobenzenesul fonyl ) -5-brono-1
NMRH® ppfo) : 3-11-) T8O hiaH, dR(R.66 - 2.70 (4H, bs), 2.80 - 3.00 (1H, h) 3.07 - 3.21

h d hl d
M“Q% 2RIl T B el Mceaure as descr bed
in exanple 5, above derivative was prepared IR
?eptééi (C%b}?wa_)h P4 ﬁé b%ﬁﬁriesﬁégﬁylma(% {2°m tpoxybenzoene 1-
N- ( 5 Br onu)piperagtt-hykyetby ) dbeimdofeony| ) 1
Kl': H&%@ eés%%&ﬁbg%rﬁe p(re%ceedFrezas Cfiesc;nbc-:-d |rEJ§xaH8ple 1, above derivative
wasereparetial Meiting Ragee°Qr ndégluriésaik destmi foad) i N5exanpr4 1238,
, ' YR+ d. IR t m) :
oy BRI YG, sHgRpoer o LR spectia (em)
"H-NWR (5 ppm) : 2.19 (3H, s), 2.22 (6H, s), 2.45 -
Exa%x.pgeg étogﬂ 53;%370%;35'?- tf-gﬂatﬂw%hze?ﬁesulfs -333-’(2-m?é9hgky%dét{zene-
N (1- (4- Met-ibRripseazier edoetiyi)l B-irkdaié t r o- | H- i ndol - 3-yl)
t - | & - di am [ -
re iy ooty % s EABME DA SRl oL b e
Waslpferém@demﬁmwangwém3573va$75prllé|saeceﬂ (chafd) STB 1875, 1267, 1167;
2, 1376, 1450; Ma m : 447.3
Maésl\/ﬁqhszi 58%1% 2005 10 ' H- NWR (Es';sp|(on) Z? 2.20 (3H,
s), 2.264 (6H s), 3.881 (2H, s), 2.5 - 2.55 (4H, q),
H,
S {5 Ve By R pEiesbrpRubeliten Bt ArPI£ S osy pepzene-
rret hyI N, NV')NPBtfﬂln’ét-ﬁmeéhﬁyl Rirddle 2- di ami ne
b Y8 letsat‘lé dﬂ Getiney (:ieas.l éyec} E%xgr%nﬁr} 2Roye derivative

roc ure as Crl I N exa ove
Waweepaie@pai%eﬁpep@ demil Fdl5@§ml1}?4 124007 126 0\14365(n/4)1 8,582, 584

s ) 7 8
(M+W§1P_1§NW_M§ (s ppfd - eﬁ; g?lﬂ fgﬁr%‘?%? 3965 (4H, bs), 2.80 - 3.00 (TH, h)
3.0+ B.AQ ¢#H.P9)i 363Ky s), N8BS (3H s) 6.87 - 7.88 {12H, m).

N ,N -trinethyl ethyl ene-1, 2-di am ne Using essentially

the same procedure as described in exanple 1, above
Example va2 i ve1'(MQ—'%’Pbﬂﬁl@lﬁsulfMﬂbéeﬁﬂho((m-ﬁ‘r()‘l-(2~methoxybenzene 1-

%?\‘ﬁﬁb }373 Yot BRI i indole 28 (M"I_D 530

Using essentially the same procedure as described in example 1, above derivative
was prepared. Mass (m/z) : 510 (MfH)"; 'H-NMR (5 ppm) : 2.65 - 2.71 (4H, dd), 3.07 -
3.2 (4H, dd), 3.64 (2H, s), 3.65 (2H, s), 3.83 (3H, s), 3.85 (3H, s), 6.83 - 7.90 (12H, m).

Example - 93 : 1-{(4-Fluorobenzenesulfonyl)-5-methoxy-3-{(4-(2-methoxybenzene-1-
yl)piperazin-1-ylmethyl}-1H-indole Hydrochloride salt
Using essentially the same procedure as described in example 5, and using

example 92 the above derivative was prepared. IR spectra (cm™) : 1590, 1371, 1241,
1181; Mass (m/z) : 510 (M+H)". |
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15 Exanple - 85: _ ,
'1- (2- Br onobenzenesul f onyl ) - 3- (4- (3- chl or obenzene- 1-yl § 8 AUG 2005
pi perazin- 1l-ylnmethyl)-1 Hindole Using essentially

the same procedure as described in exanple 1, above

derivative was prepared. Melting range (C : 133

-140; IR spectra (cm) : 1594, 1369, 1235, 1177; Mass

Ex gy : / 1 \ Ex - 86 :
ampl- (%Q'I\/Etﬁ@i’?/%%z R%g%é}&g %}'ﬂ; wlés('ﬁeq?%yggpﬁay benzene- |
yl ) pi perBsthaxyhsnizesetlyVpipetdzimtipinesthgi-l-indsient i al | y
UBRgSsR L ' | ,_.above .
o P\l AR e Do s MESerio T Rl 1.aBig denvatve
was preppged. MelijgeBenge (°€017) 188159580;11B6¢het?8 4o 16815942 5305 3237,

1165; KR4 tz) 2882 (MR- nIRTA B P 49298 (it 09 R0 A

~ dd), 3.644eHes). 3791Fini e 82i(BH1s)y BBBISH]S), 6183+ 7.Belptapy, Wi ng

essentially the sane procedure as described in exanple
1, above derivative 30 was prepared. IR spectra (cm)
_ Example - 557 1944dsamosylberzsnenttmyl)d-mpthoxy 204372 ( M-H) ~

D) S SrethByhenzenc.t-yniperazin-tyimpth - iRgNS benene.
Qsm9 Ieppfrpelniersame piosediye as testribad bl exabipient above derivative

A _ _' o el |
ves raRAL, Ml KOS LEACE S AR N, SR o
1174; MassX0¥z) : ESAAMHD3SH-NWBO(K piegs (16 2).20 B0H of Msb - :2'.&#6%4&

5 . 6, 5 1.20 (6L d), 2.
bs), 2.89 3 :D{‘gfot '&Eﬁ%@s'@@ &%‘-%@%“ Qzﬂ}-l,s)' B3 (3Hp%. 3-95..(32'1, 5), 6.83 -
790 (13thman, bs), 3.69 (2H, s), 3.85 (3H, s), 6.86 - 7.97

(13H, m. Exanple - 89: .

5-Broma-| - (4-fl uorobenzenesul fonyl ) 3- (4- (2- net hoxybenz
ene-|- yl)piperazin-1-ylnmethyl)-1 Hindole Using '
essentially the sane procedure as described in exanple
1, above derivative was prepared. Melting Range (O
179 - 186; IR spectra (cnf") : 1591, 1374, 1238,

1180; Mass (nfz) :558 (MtH)', 560 (MtH)'. 10 Exanple -
90:

5- Brono- | - (4- met hoxybenzenesul f onyl ) - 3- (4- ( 2- net hoxybe
nzene- 1-yl)piperazin-1-ylnethyl)-1 Hindole Using
essentially the sanme procedure as described in exanple
1, above derivative was prepared. Melting range (*C):
173 -175; IR spectra (cm'): 1591, 1375, 1267, 1167,
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Mass (mz) : 567, 569 (MtH)'. 15 Exanple - 91
5-Brono-1|-(4-isopropyl benzenesul fonyl ) - 3-(4-(2-net hox
benzene- 1-yl)piperazin-I-ylmethyg-1 Hindole Using
essentially the same procedure as described in exanple
1, above derivative was prepared. IR spectra (cni)
1595, 1374, 1240, 1174; Mass (mz) : 582, 584 20

Example(-ﬁﬁl_b 1- (4flpmmpyg>epgﬁqesulfpn1r75 -méath2ky (3604-(bdhzy! hipSrazin-

2. 65 (4@,, ,,ﬁ.,g,gd 403.00 (1 H h), 3.07 - 3.10
By % s), 3.85 (3H s), 6.87 - 7.88

41-1 S
%Ij_]g ﬁSS?ﬂtla?IBE’lgrﬁﬁp’@ pro%:lure as described in example 1, above derivative
was prepardd-IR| dpREEH n f a7yl (2 XY
NM pg'r}zene élrb@ Wgeﬁqg% nﬁrlj,ﬁy?znét ?%4{1% [ F]néé "e [ ngﬁ)""
R(® npfarit 151 1 %5 b, Sadre 29 bBaEX 2138 -a358] Bl rtisheniss nZﬂEa(mal, R),

3.51 (ZHgs) @Q?’\f;ﬁ—{ 33!?%3.4/%@/@@ pé@%@%ll\/hss (mz) : 510

(411, dd), 3.07 -
3.2 (4H dd) 3.64 (2H, s), 3.65 (2H, s), 3.83 (3H

Exampleéb? - $q40RdthoR)berBefdsulfofiyS-fnbaidxy™. {4- (?ben%ﬁgglaraz]n 1-
1- ( 4- FYRRthylrireingsla f onyl ) - 5- net hoxy- 3- (4- ( 2- met hoxyb
Uﬁﬁg @Qﬁanlmlh}’ﬂhh F%hﬁ\‘:ér;ﬁaéé?fu?e ¥ &L ch-.l-c? |P;éi?h§gesgrﬂgove derivative

%r ochlorid Usi ng essen
was prepg cé&ﬁpscta%(%éc riSB8d13/, d32hpnes;Iasm@n/e)si 50§ (M+H)*™: 'H-

NMR (3 nplag vat i s d.
o ;Bgzp*'é’ct 8 [ BRSO, PR ST o o
WH)' . 66 1 8 AUG 2005 Exanple - 94: 1

-(4- thhoxybenzenesulfonyl) 5- met hoxy-3-(4-(2- neth
oxybenzene-1-yl ) pi perazin-1-ylnethyl)-1 Hi nd ole

~Using essentially the sane procedure as described in
exanple 1, above derivative was prepared. Melting
Range (C) : 188 - 190; IR spectra (cm') : 1594, 1367,
1237, 5 1165; Mass (mz) : 522 (MtH)'; "H- NVR (8 ppm
: 2.64 - 2.66 (4H, dd), 3.06 - 3.2 (41-1, dd), 3.64
(2H, s), 3.78 (3H, s), 3.82 (3H, s), 3.85 (31-1, s9),
6.83 - 7.88 (12H, m). Exanple - 95:

1- (4-1sopropyl benzenesul f onyl ) - 5- net hoxy- 3- (4- ( 2-

met hoxybenzene- 1-yl ) pi perazin-1-ylnmethyl)-1 Hindole
10 Using essentially the sane procedure as descri bed
in exanple 1, above derivative was prepared. Ml ting
Range (C) : 121 - 122; IR spectra (cm) : 1594, 1372,
1238, 1174; Mass (mz) : 534 (MtH)~; "H NWR (8 ppm
1.16 - 1.20 (6H, d), 2.60 - 2.67 (4H, bs), 2.80 -
3.00 (11-1, h), 3.10 - 3.21 (4H, bs), 3.64 (2H, s),
3.83 (3H, s), 3.85 (3H, s), '6.83 - _
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7.90 (12H, m. 15 67 18 AUG 2105 Exanple - 96

1- (4-isopropyl benzenesul f onyl ) - 5- net hoxy- 3- (4- (benzyl y1 8 AUG 2005
pi perazin- 1 -ylnethyl)-I Hindole Using essentially

the same procedure as described in exanple 1, above

derivative was prepared. IR spectra (cm1l)

ey ?Sénﬁi Ropid bt BhEs -1 ehéntylpiberpni-vimethy)-

- 2.58 (81lH-indpls 2 85 - 2.89 (1H, h), 3.51 (21-1,

s) Uﬁl@ss@aﬂall}’thééamg’ pftelitd ul ’deséﬁ’beg in examp{e §Oab(o%'g genvatwe
Was;@rfaarﬁ,g{ Mﬁ@fkﬁé‘ﬁ@enﬁuwﬂﬂyl’ﬁ—mml@gw 3-{h= @kqgrtgr‘jl AP = 6.8
o) PRl b, TR, Bl Bt Rt 58 b

defivative was prepared. IR spectra (cm) : 1585,

Exarglgtéllo-psglﬂ "(4%%5”‘%@%&1@{5%%‘3““39 gb((b(egyliﬁlpégla;zilr{gjl -;lll\;/nRethyi)_

(21-1, s),1HBindelg 3H, s), 3.81 (3H, s), 6.8 - 7.86
1 0
‘ @‘5‘"9?35?%*%3?@13%%&% 8RS 5 vSsciines bewaypioot sbose erivative

wasp e)pecqamhddneztu;aenmwses@z mbasg Hgg, ML) H-

N ur: CkLl above deriva

M%SWW A 4?3?'29 ) ﬁgggﬂwm (SPLiSNOFET 7 B aH, m)
: 1.15 - 1.19 (6H, s, J = 5 Hz), 2.46 (8H, bs),

ExanQpISY 16@"' 1§(k413r§m‘5 éérh(lg)%ﬂfp:zenelsu%%g&lj 32(4-(ger}zsyl)-plperggm 1-
et hoxyMBﬂﬁrfrghﬁéhl -indnld ) - 3- (4- (benzyl ) pi perazin-1-ylm
etlh ssenti al the sane
e E?géeag?"%]@g ¢ ?F‘D@&B‘%ﬁ‘e ﬁw‘ﬁﬁ 'i‘g‘/d ins¥9@plget. iabave derivative

| rocedu
was plepaced AR pi pecetie (PIR"s peld7s,a1 22 (8o, 48, Mas W7 555, 587

(M+H}260, ﬂﬁﬁ%séa%?@H é\%g;feﬁ B s %ﬁﬁ? §§ MHg_g &H. (sg.qs B8)H3sX .96 -

820%% m). s), 6.83 - 7.97 (14H ). Exanple - 100:

1- (2 Br ono- 4- met hoxybenzenesul f onyl ) - 3- (4- (benzyl ) pi pe
Exan! ?e 101 - ¥I nmet hyl ) - 4H i ndol e

P “(Benzenesulfonyl)-3-{4-(benzyl)piperazin-1-yimethyl)-1H-indole

Using essentially the same procedure as described in example 1, above derivative
was prepared. IR spectra (cm™) ; 1174, 1226, 1370, 1584; Mass (m/z) : 356 (M+H)*

Example - 102: 1- -f[1 -(4-Methoxybenzenesulfanyl)«lndol 3-yl]methy1][1 4]diazepane

Using essentially the same procedure as described iny example 1, above derivative
was prepared. IR spectra (cm™) : 1170, 1228, 1372, 1586; Mass (m/fz) : 400 (M+H)",
Example - 103 : (R,S) 1-(1-Benzenesulfonyl-indol- -3-yi)-1-(4-methylpiperazin-1-

yl)ethane

Using essentially the same pfocedure as described in example 1 -above derivative
was prepared. IR spectra (cm™) : 2966, 2831, 1448, 1370, 1167; Mass (mlz) 384
(M+H)*; "H-NMR (5 ppm) : 1.42 (3H, s), 2.24 (3H, 5), 2.39 - 2.46 (8H, bs), 3.78 - 3.81
(1H, q), 7.20- 7.98 (1OH m).
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15 Using essentially the sane procedure as descri bed

in exanple 1, above derivative was prepared. IR 1 8 AuG 2005

spectra (cm ') : 1176, 1224, 1366, 1586; Mass (m z) :
555, 557 (MtH)'; "H- NVR (6 ppm : 2.49 (8H, bs), 3.65
(2H, s), 3.66 (2H, s), 3.81 (31-1, s), 6.96 - 8.20
Exa I%13H m . 20 Exanpl e-101: :

mpla - (@302 ERSul f onyl ) - 3- (44 {(dtetlyyIhongeeieaaiionylyivd ores-Pyl)(4-
-1H- | ndme@hyiyﬁ;epgziﬁﬁgqﬁtujl d Y the sane procedure as’
Lﬁlescri bed i'n exanpl e 1, "above der,vative was prepared.
Fg pEantally tpispme pracetiurel 206 sciBin Ex8mhpleMasBodd v ative

was predafed MRHpectBX@RPh e 117402 .
wternye 4o L[ 1- (4-Net ho@ﬁéﬁzéﬁééﬁ??%’n;/ﬁ% 137331 2965 1Wiass Kyz)[ 1399
( )'4] di azepane 25 Using essentially the sane procedure
as described in exanple 1, above derivative was
r red. IR spectra (cm"') : 1170,, 1228, 1372, 1586;
E"amp"{)/bi@?( $): 400 (M-AYI1-(4-NEthomiliee nzebOSul iRl R dol-3-yi]-1-(4-

1-(1- B&ﬁéﬁfﬁﬁﬁ?fﬁ%k:ﬂ)@ﬂﬁn@- yl)-1-(4- et hyl pi perazi n-
ing essentirally the sane procedure as

-_yl)ethane
l‘sfgéqv‘,‘?gsﬁitﬂa'gg:%ﬁ%ﬁﬂIP@OC(Pl;ﬁU@)k:i‘QF@Sdr@%dd\jab;Mﬁpleaogh@&sdeorivaﬁve _
was prepaegall BREY I- 3 , L '
(s, 1167 MBs (o) S 212314@?%%?3;%" ﬁgﬁﬁ%?%%éﬁ?ﬁs ) 414
“*(3H, s), 2.24 (3H, s), 2.39 - 2.46 (8H, bs), 3:78 -
3.81 (1H, q), 7.20- 7.98 (1 OH, m. 69 Exanple - 104:
(1 . 1] 1- (4- Met hyl benzenesul fonyl )i ndol - 3-yl ] - 1-(4-
aamp’enﬁq%-| éﬁ[oélr azin-1 -yl{tihisaerapyibenzessautfanyl)inddi3eyi]-1-(4-
sane prmetdipiperZirlesHldthgsk i n exanple 1, above
repared. IR spectra (cm 1) : 1170,

L%@@'éé’sas“%’ ly the garm e |
SSERURYY Beygame prrssdungrasslespiibed in e38ple 8, &bdvd) derivative
was prevadpl 1B speba: (chR) Sos7, 2934 : .y )
(M+H)* 1-[1-(4- Met hoxyl b)enzenesul fbri?ﬁ'i %3531 jé?%lhflgs.f- ( A':”!% 'ef26
‘h yl pi perazi n-1-yl )ethane Using essentially the
same procedure as described in exanple 1, above
Ex lefg-v.atd ye was prepared. IR spectra (cm1) : 1150,
amele) 007" e A1 o B SRt e 5-caea o Mid - NN
LJ%Exarrpl eilmﬁﬂﬂrlamﬁlltfjé)thyl)-N-metlhfylamild)e_ dol - 3-y1]-1- (4 :
ol ls 4= - enzengsul f on i ndol - 3-yl]-1-(4-
_ nisr{g#’yﬁ(*%i’%%@gé‘? %E‘QT"E‘- RIP?%C@(?] Ely é'eg@beg iih §xaaRle i, abinpotfi in
descriptign #86panst eds reaseddeic KHHI@sobéhRKaSIMoRy1 %hlcfrl%nggggtain the

b ot : red. IR spectra (cm 1l
woove SRS IS CRRRERB il (o) - o (w20

Example -108: 1 -(4-Methoxy-benzenesulfonyl)—1 H-indole~3-carboiylic acid N-(N,N-
dimethylaminoethyl)-N.—methyiamide

Using essentially the same procedure as described in example 16, , compound in

description 186 and was reacted with 4-Methoxybenzenesulfonyl chioride to obtain the

above derivative. Mass (mlz) 1416 (M+H)* .

Example - 109 : 1-(4-IsopropyIbenzenésu!fonyl)—‘l'H-indole-3-carboxyiic: acid N-
(N,N—dimethylaminoethyl)-N-methylamide
Using essentially the same procedure as described in example 16, , compound in

description 186 and was reacted with 4-Isopropy!benzenesulfonyl chioride fo obtain the
above derivative.” Mass (m/z) : 428 (M+H)" .
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Exanpl e- 107:

1- (4- Fl uor obenzenesul fonyl ) - 1H i ndol e- 3- car boxyl i c 48 AUG 2005
acid N-(N, N di et hyl am noet hyl ) - N- et hyl am de Usi ng
essentially the sane procedure as described in exanple

16, compound in description 186 and was reacted with

4- Fl uor obenzenesul fonyl chloride to obtain the above

Exampde + ¥32 i viR,SVass (ra+f) (Beéf)élnéleftBnyl) 28 -indMBL A ] - @&eth‘yl

1- (4- Met hoxybenzepesul f onyl ) -1 H i ndol e- 3- car boxyl i c
acid N-( I\P'Iﬂ}érﬂi" F‘H )Iaﬁﬁf‘i‘%&rf I8yl ) - N- et hyI ani de Usi ng
ess %nﬁht'étl hé/ckbﬁ@o&ﬁﬁ@ot&fn?ﬁ§§@§(ﬁil%8%ﬁﬁ’g 553%%5 was

di 66'9 oun I n descri ption
S50 F'h"l %‘ét H&xybéﬁeken&,uqhﬁo@ppvehs@uﬁqme ’[Beomrasuaifdnlymdole 3-
carboatbmﬁydiﬁf(mat‘l Vg oS (ifies) wadl@udeMtBhd s@%d for 1 hr N-

me‘“ﬁxegp %Z%p"i“gipﬁﬂ%% P4 RS Rytd 2hrqonisnepegatueer ki @action

mixtugee ehs NstirredNvelNfdd nd@ tBYhH3. {
' s1 gteall A t he sarreﬁg?’gg%d% !gﬁs}kﬂ@%@gﬂd%" €. the
produgigﬁgliﬁo

by Rsisaribe (MRSt War ieptre@ied 1t ety asetste (2 x 25

mL). I’I'Ee(doﬁﬂ)lrwd brgéml:%@@%@%%&ﬁs‘ﬂ% %I\l/gmoﬂéf Cfggld%éodggétb?ine dried

%‘y n the 35 above derivative.

overa %’- W%?H Fe hg prganiclagyr was evaporated under vacuum. The

residwe pHtainBaNERTARNSITRAHEY byt fkk aﬁ@hat%ﬁvé&ygs {(& @@UA Hexane,
ree’ nec

roun

i perazin-1-yl)acetonitrile In at
) %o?f?fﬁ ﬁﬂ %‘aﬂeﬁlm“b‘i’%‘uWFFt"éer(“@e@@Yg‘R N¥B5ambIneass spectral
analypesas meamelcoaﬁ;ouﬁu Magdl (weh eBos fig+yre above sol ution 1

- Benzenes ul fonylindol e-3- 5 carboxal dehyde (D1, 1 g,
0. 0035 nol es) was added and stirred for 1 hr. N

Examplet hyl bi e 8y w-wgogwbwmr%aektﬂﬁm%&i AR ﬂig&agm*lethyl

t enperat ur.e and reaction mxturé was stirre

for next R'PEHAN- ﬂ?’rﬁet?wg"ﬁonpl etion of reaction (TL
OUsihhessentalyctheiiné %%@écﬁﬁe%\é Jés'cﬁbé&'r?%xax%@% 12‘1 above

d . residue was extracted with ethyl acetate
e”VEI*H\ée WEPHRRATSE JAsE Exiz)adBE (Wt washed . with vvat er

foll owed by brine, dried 10 over anhydrous sodi um
sul fate: The organic | ayer was evaporated under

Exampleeutitg : TiReS) r @8[1d(lfﬂeMetbmlvherdzamsulfmnﬂhﬁﬁ il ylpd (hymethy:

f-l ash chr £2 gel , Et OAc/ Hexane, /1)
to affordﬁggp%g%%?er a V\hlch was identified by
| RfsinyRsaadiiatysthesymoe pabcechmala;s&%cabeﬂ v ekamp% 121, above

-deﬂv%gvn%gva%dprel\[/)aa?éc’d MRk 3537 5n.'S), 54T be). 262 (4H,

bs), :ashl(SMS?:)%g?gg?‘Lgei@Zﬁ ace{ ||-}] W‘é%ﬁq%z)es{%i bﬁ+f-l

the sane procedure as descrlbed |n exanpl e 121, above

Example - 113: 1- (4-Methoxybenzenesu!fonyl) 3- (4-methy[p|perazm -1-ylmethyl)-5-

nifro-1H-indole

Using essentially the same procedure as described in example ‘!', above derivative

was prepared. Mass IR spectra (cm™) : 1116, 1170, 1374, 1450 (m/z) : 445 (M+H)"
Example - 114 : 1 -(Benzenesulfonyl)-3-(4—(benzyloxycarhonyl)—piperazin-1 -

yimethyl)-1H-indole

The compound in Description 183 was treated benzensulfonyl chloride according

to the procedure given in example 16. Further the protecting group was removed
according to the known procedures in the art. Mass (m/z) : 490 (M+HY*
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derivative was prepared. Mass (mz) : 437 (MtH)~. 20 - B AUG 2005
Exanple-112: (R'S) a-[I|-(4-Met hoxybenzenesul fonyl)-1 1
Hindol -3-yl]-a-(4-methyl piperazin-1-yl)acetonitri
| e Using essentially the sane procedure as descri bed
in exanple 121, above derivative was prepared. 1H NWR

i) 274 4 2.62 (4H
EE?:@Sl 1(h ﬁ?s s). éﬁ?ﬁﬁ%i“'fz—?“@ié (4? %'Begazs" M'méﬁhyhﬁﬁ-lméﬁs |
(m z)The Repecting Hgrou dn l_ﬁkampleeﬂlzsl&as removed according to the known

ptec(e@upﬁt,nqg@/g@n@g%ewzﬁ = -(4 nmet hyl pi perazi n-1-yl

met hyl )-5- nitro ng essentially the sane
%oc dure as described in exarrpl e 1, above derivative

St ebt ed-(dWisthagbepzresaldrythd-(4H- gibafazird Himethyl)-1H-
1374, 1450 (jRhag - - 445 (MkH)' 30 Exanpl e
1- (Benzenesul fonyl ) - 3-(4-(benzyl oxycarbonyl) - pi perazin
fﬁéah % $Ritiop) of - 11(4I-M9*i119wb@n5¢r£esmmﬁgl|@3mﬂnIdrcﬁmaﬁ?ic‘(fj Hi- mo'ofén(o 01 mole)
rHAEhIoRM AR @9 g 1AL 9Bl 78! AL 35 riER{S Y wel Stimed and

procedure given In exa

CB‘%]%‘E Selutiony of PipgR RS (0. ezrbmhbs) anson:inmg rtegcﬁdherrm}éffbvas further

+ 35 71

: t
smfélﬁf%ﬁ LB"OGE@ LE?St Qr?cﬂ\{san gN%uaSHy brought to 20 5 °C IJ;Asl)fter completion of the

fefﬁtl%@z—eﬁ deur b9, YnreladiibronRerHa btk ERKEY ks bidhloPShnethane

aft ®adl wou |nearrple 125 was reno
accgrrg*lﬂnr%tgéo@@k% aD ichisromgthanptextrattseas dried over

sczddqrg)sulfatgwq mgl—yﬁlahlé ﬁbﬂtﬁﬁé@ &é:@ removed
und ' r
oﬁtaiﬁ‘{hé’%@ﬁ?{ TS, h%on%ﬁd iD o e ﬁr fEdﬁcﬁ%t%?/ss“re ;
D ue obta ne was purified- by flash

i nd eso

Cr?[z”(‘ﬁtoﬁﬁ%x {adisaz Qﬁle SEWMéOH 3heh)| Néﬂmﬂ'héfthylkl'ﬁ‘ Jlez dQi Sfford the

cdsnfi}::)c%hd"g@g)r-u whd lcﬁéggﬁ t eSR@@e ﬂgi mass| sp?q%frgl?@aﬁim as the fitle
comugé ST(B]eLﬁqO(jﬁ egamplepanaajsma prepaRt enfab@ﬁ-)é; Blthe %cedure given
forlbrarngiac4o, %d%ﬁﬁ%@%}ﬂ@ﬁ&h’{ﬁ he rgw%zrq t%te%%fngleés /_\Maéls (m/z) : 386

(Nm utes -and t hen gra rou
letion of the reaction (3 - 4 hours, TLC), the

reactl on m xture was further dil uted vvlth
)% oﬁ‘?ﬂmﬂ?‘gfﬁ and washed repeatedly with water and
rirne obrepdbenzenesifonyd)- -3-4th piper atin Avimethyl)-1H-
sodi um sul fm:le!eand the volatil e substances were
ced pressure to .obtain the crude

re sﬁ&junder .
i nt et Cxpenti ¥1 Peﬁfa%epre@ﬁdarmm viescripad | ihi exdam;bu 127, 1-(4-

_Isqgrmibﬂﬁenémﬂmpgbﬁﬁmmétﬁjﬂ'l'l-ﬁﬁ%&i@' wak! %%%{e'\u/bg_!th psperazme to

ODM Te[tfo%'@l%nva Vge) to afford
Mass (m/z): 398 (M+H)",

Example - 118 : 1-(2~Bromo-4-methoxybenzenesuIfdny!}-3-(4H-piperazin-1-
ylmethyl)-{H-indole
Using essentially the same procedure as described in example 127, 1-(2- Bromo-

4-methoxybenzenesuifonyl) -3-chloromethyl-1H-indole was reacted with piperazine to
obtain the above derivative.

Mass (miz) : 464 (M+H)*, 466 (M+3)";
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conmpound, which was identified by i R NVR and nass 7
spectral analyses as the title conpound. The above 48 AUG 2005

exanpl e can al so be prepared according to the

- procedure given for exanple 40, and foll owed by
reduction as given in exanple 53. Mass (nfz) : 386
(MH) ' 20 Exanpl e-117: '

Elarhdie L ro esul fon (4H pi perazin-1| -yl met
hy 2 s'% %'Fﬁ{ﬁ ZSESE H"émr%r(%mpgrm -pivbroetiyi)e1 H-
as descrl bemdome exanpl e 127, 1-(4-
tso I I fon 3-chi or onet hyi - 1H4ndol e was
reagf} éggngtgﬂﬁgmeﬁéasﬂnﬁ p% 05edUs 35 steserivetitie capwple 127, 5-Bromo-1-
(Bgezanpavfaryl)- WWOWWH H-ivdbhe W&&Hbacte@&?ﬂp}_é‘éelja]zﬁe fo_ optain the

abbvéaeﬁrémg 4- nmet hoxybenzenesul f onyl ) -3 per.azin
yi methyl)-1 Hindole 30 Using essentially the sane .

?ﬁsocf@éﬁlré?*ééf\ﬁdﬁ)sc#w)wa)h exanmpl e 127, 1-(2-Bromp-
- net hoxybenzenesul f onyl ) - 3- chl or onet hyl - | Hi ndol e was

g‘\pfted Wi th piperazine to obtain the above
13%e. 5 Bmoanwzmetho«ﬁﬂerwab&mfor@ges (M:Biperadi. it

8 AUG 2005% i,@ %? ﬁ 119:
~ 5-Brono- | - (benzenesul V1) - 3- (4H pi perazi n-1 -yl net hyl
) - T3 st thg sesmarbcatlury as HBsEBER iIPELSARIL' 72 -Bromo-1-

%‘Beﬁgb%gﬁn fE %ﬁ?ﬁ%g f?? %ﬁ%’fa{\'cngﬂﬁ- Yt deactad switte nipardzine to
ﬁgﬁé‘?ﬂ%\ﬁéwﬁo obtain the ~above derivative. Mss

Malss1 mh/z) : 484 §y{ M+3) +; Exanpl e - 120:
- Bﬂﬁ% | - ((élm'pn@mﬁfy@ %énesutfonyl ) - 3- (4H pi perazi n-|

- . ylmethyl)-1 Hindole Using essentially the sane

E"?’Z”'ﬁg‘f‘ﬁgiyff’mm E%,F’Bf%gﬂgéf“eﬁgﬁ%@ﬂi? s

?nzenesut
was react ed EW&% ne to obtain the above
der U“'ag'ese‘*"m? d Bérﬁé prockifrel M ElstrinatPh CMa 127 5-Bromo.n.

(4—:50propylbenzenesulfonyl)—3-chloromethyl-1H«indole was reacted with piperazine to
obtain the above derivative. |

Mass (m/z) : 576 (M+H)", 578 (M+3)";

Example - 122 : 5-Bromo-1-(2- bromo-4-methoxybenzenesulfonyl)-3-(4H-piperazin-
1-ylmethyl)-1H-indole
Using essentially the same procedure as described in examp!e 127, 5-Bromo-1-
(2—broma—4-methoxybenzenesulfonyl)-3-chloromethyt-‘iH-lndole was reacted with
piperazine to obtain the above derivative. .
Mass (m/z): 542 (M+H)*, 543 (M+3)*

Example - 123 : 1-[[1 ~(4-Isopropylbenzenesulfonyl)-indol-3-
ylimethyl][1, 4]diazepane
Using essentially the same procedure as described in example 127, 1-(4-

lsopropy!benzenesuifonyl) -3-chloromethyl-1H-indole was reacted with homopiperazine to
obtain the above derivative,

Mass (m/z): 412 (M+H)",
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Exan'pl e - 121 :

5- Brono-1| - (4-isopropyl benzenesul fonyl)-3- (4H pi perazi 8 AUG 2005

-1 ylmethyl)-1 Hindole Using essentially the sane
procedure as described in exanple 127, 5-Brono-1-
(4-1isopropyl benzenesul fonyl ) - 3-chl oromet hyl -1 Hi ndol e
was reacted with piperazine to 20 obtain the above

Exarjge i ¢24 t ve«{nMaSBro«mm.etho%r&w@uwonwfin&&fﬂﬁ) +
Exanpl e - li 4
5- Br ono- | Y{DSHWERLAI3%8PABR y benzenesul f onyl ) - 3- (4H- pi p
erlammmeséelwlalmemb}ea)nelprﬂcédlﬁ@'ag d@3cridating ei?aﬁﬁﬁ@ﬁ'z?l h¥2-Bromo-
4-me pr oce olng as detﬁcrl bed i n exanpl e
%}r e%ep suifonyl)-3-chioromethyl-1H-indole was reacted w1th homoplperazme
to obfzin theabovd dewtdtivalybenzenesut f onyl ) - 3- chl or onet hyl - 9H- i

[ t btain th b
e R S M. P55 (i +. *sa3 (s 30
Exanple - 123:

i
Bxarkid o3 ¢ 1 Rp e BRA RS eyl by lisesiarepane
prUﬁdmjlﬁseemﬂmetbersamel pmc@d(mrpi@ dk&tiiﬁe& Fﬂﬁfxargplle 127, 1-(4-
orone - i ndol e was
ey BERASKBHHF SUTRMBRARIL il %R el bsapporsaine o
Obta!@mww@nvawewass (mz) : 412 (M+H)+. 73 18 AUG 2005

MassEXAB: @
E)( Fﬂ? ? réh ﬁ% 4- met hoxybenzenesul f onyl ) -i ndol - 3-
yI ] rret hyI ] [1, 4] diazepane Using essentially the sarre

"?‘ér)rgt?%;?bgﬁz%wony tﬁ %@%ﬁ%ﬁéﬁwﬁ rgcf:gl- “dol e was

react ed wilmethylbh#ldazepane 5 to obtain the above
days E!séé%t:arg@ﬁé dafie proced i dsMiddhrived R EEMER) 127, 5-Bromo-1-

(- m%%%ewrﬁ@elmﬁwa@r@mmmmwumw deb +Saoidd with phidplpetazine
to obfatH thé SPaRe derdititing essent ially the same procedure as

d 127, 1-(4 10
Masan'?"%):: gz&%ﬁgéiﬁg% 1%) 3-chl ogomet hyl - 1Hi ndol e was

reacted wi th honopi pera2| ne to obt ai n the above

- i yaf i m 484 (MHH) ' . le - 126 :
Exa"%?‘ir{)é?}s':r gﬁﬁ%@‘?’%‘é\/@ﬂ% eﬂkléﬁeéqneﬁaﬁyms)u rgbB- 3. 15

yl ] met hyljiirdethy [ BaRRaRpane
Using essentially the same procedure as described in example 127, 5-Bromo-1-

(4-isopr0pylbenzenesu[fony!)-3-ch'loromethyl~1H-indole was reacted with homopiperazine
to obtain the above derivative. |

Mass (m/z) : 490 (M+H)*, 492 (M+3)* |

Example - 128 : 1-[[5-Bromo-1 -(ZfBromo-4-methoxybenzenesu!fonyl)-indol-S-
ylimethyl][1,4]diazepane
Using essentially the same procedure as described in example 127, 5-Bromo-1-
(2-Bromo—4-methoxybenzenesulfonyl)-S-chIoromethyl-1 H-indole was reacted with
homopiperazine to obtain the above derivative.
Mass (m/z): 556 (M+H)", 558 (M+3)*
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Usi ng essentially the sane procedure as described in

exanpl e 127, 5-Brono- 1- 48 AUG 2005

(4- met hoxybenzenesul f onyl ) - 3- chl or onet hyl - 1H i ndol e
was reacted with honopi perazine to obtain the above
derivative. Mass (nmz) : 478 (MtH)', 480 (M+3)"' 20
Exanpl e- 127: : '

- Exanplq 5128 onbil5-Bromas biid-omthyibrazmesulidrotyinkol-adol - 3

y[] met hyl ] HAZ Usi ng essentially the sane

procedure )[e{gm%bggﬁ’@gg&?ﬁa%?(anpl e 127, 5-Brono-1-

(4-Ysispewsplisritersasd prongdure &salekaibedsi kyhmple- 127 @-Bromo-1-
4- g ' agi 25 to_qbtai.n.the . .
e D BhLo e ERBh AR 6 gt Bt S soppigerasine o
obt@gmb@nggfivative.
Mask- [(hBy B =+ 2 4- met hoxybenzenesul fonyl ) -i ndol

3[( 5’_?] nmet yf"]-{)('[‘i%i di gzepane 30 Using essentially the

same procedure as described in exanple 127, 5-Bronp-1-

(2- Brono- 4- net hoxybenzenesul f onyl ) - 3-chl oronet hyl -1

H i ndol e was reacted with honopi perazine to obtain

t he above derivative. Mass (mz) : 556 (MrH)', 558

(M3)' 74 Exanpl e-129: ' ’

1-[[ 5- Brono- 1- (4- et hyl benzenesul f ohyl ) -i ndol - 3-

ylJmethyl ][ 1, 4] di azepane Usi ng essentially the sane

procedure as described in exanple 127, 5-Bronp-1-

(4- met hyl benzenesul f onyl ) - 3- chl or onet hyl - 1Hi ndol e was

reacted w th honopi perazine to 5 obtain the above

derivative. Mass (mz) : 462 (MtH)', 463 (Mt3)' 10 15

20 25 30 35 40 75 d ai ns:
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~al koxycar bonyl am no, aryl oxycagg

1. A conpound of the general forrmula (1), R6 General
Formula (1) 10 its derivative, its analog, its 168 AUG 2005
tautomeric form its stereoirsoner, its geonetric form

its Noxide, its polynorph, its pharmaceutically

C'@Ulﬁept able salt, or its pharmaceutically acceptable

r e%erbﬁ%nagh@é? ﬂ?meﬁigﬁémgg ('i-ﬁl;zéar ggﬁ R\%ﬁeﬁg\?ermi’ i's

CH2: Wherein, Rl, R2, R3, R4, R5, R6, R7, RS, R9, R o,

Rr,, R12, R14 and R15 nay be same or 15 different and
each independently repr esentTﬂnydr ogen, halogen, oxo,

t hi o, perhal oal kyl, hydroxy, L A0 i t¥o, cyano,
forrnyl, anidino, guahidife./ suljstiqiReq or
unsubstituted draups d f Rem Rj;nedtzor branched
(G -C 2)al kyl, (C2 I, (C2-C, 2)al kynyl,
(C3-C7) cycl oal kyl odkkenyl , bicycl oal kyl,
bi cycl oal kenyl , oxy, Rrycl o(C3-C7)al koxy,

aryl, aryl oxy, R al kyl , koxy, Racyl oxy, 20
acylamno Ik I no 25 noagbk ' yal kyl amo, '
aryl am no, diarylanm no, ar al koxycar bonyl ,
hydr oxyaf kyl , am noal kyl , nDnoaI Raal kyl

di al kyl ani noal kyl , al koxyal kyl , Jatkg1 t hi'd, th| oal kyI

ar al kyl oxycar bonyl ami no, am nocar bonyelaam no,

al kyl am nocar bonyl an pg, I nocar bonyl ani no,
al kyl am di no, al kyl guanl (frno "a%tﬁa{ﬁ/l guani di no, 76
carboxylic acid and i-ts derivat | ves sul foni c aci ds

aitddérivatiele lils\aMaloge Ag_&&n be sane
dhdfferer:t ‘and ea?c §$t epenﬁ% 'y g%regfg G s ghform its

HEe: it ealygiomn é@ﬂgtarmaceaxﬁc@lycaqoeptamb esafteor is" PRarmaceutically
| &oveptabRy sdiaaeiched (Cl- 5 Cl2)al kyl, (C2-C12)al kenyl,
(C2-C12) al kynyl ; (C3-C7)cycl oal kyl ,

(C3- C7)cyc|oa|keny| bicycloalkyl bicycloalkenyl

amhbreirapa r P R13 al on
AT et S S 89 BB e

2'menbered het erocyclic ring, which may
be further substltuted with R14 and R15, and may have

' t or ree double bonds;
%Q’%h "R, "A\!\f Rq, Rs. & R7, R, Ro, Rig, Ra4, Ria, Rigand Rys may be same or

different and each independently represent hydrogen, halogen, oxo, thio,
perhaloalkyl, hydroxy, amino, nitro, ¢yano, formyl, amidino, guanidino, substituted or
unsubstituted groups selected from finear or branched (C+-Ciz)alkyl, (C2-Ciz)alkenyl,
{C2-Crp)alkynyt, (Cs-Cr)eycloalkyi, (Cs-Cr)cycloalkenyl, bicycloatkyl, bicycloalkenyi,
{C4-Cyz)alkoxy, cyclo(Cs-Cr)alkoxy, aryl, aryloxy, aralkyl, aralkoxy, acyl, acyloxy,
acylamino, monoalkylamino, dialkylamino, arylamine, diarylamino, aralkytammo
alkoxycarbonyl, hydroxyalkyl, aminoalkyl, monoalkylaminoalkyi, dialkylaminoalkyl,
alkoxyalkyl, alkylthio, thioalkyl, alkoxycarbonylamino, aryloxycarbonylamino,
aralkyloxycarbonylamino, aminocarbonylamino, alkylaminocarbonylamino,
dialkylaminocarbonylamino, alkylamidino, atkylguanidino, dialkylguanidino,
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_ 1-(-2-Br0m0a4-methoxybenzenesu!fonyi)-s-(4-m.ethyl_pi

10 "n" is an integer ranging from1 to 4, wherein the

carbon chains which "n" represents may be either 18 AUG 2005

i near or branched. 2. A conpound according to Caim
-1 which is selected from15

1- Benzenesul f onyl - 3- (4- net hyl pi perazi n-1-yl met hyl )-5-n
| cabokylid-dctal Bits derivati ic aci e dorivativace

1- ( 4- Met hyl benzesneesnl\jfflvc?ﬁﬁ"sl_ffjgi-c(agf-dﬁgf'clllktﬁ deiyatvesi n-1 - yI m
et hyl )-5-nitro-1Hi ndol e; '
1R¢A-RBe carab f A - |_pi p. in-1-yl

: ;63;):5; o ﬁgﬂlﬂﬂﬁs?’% dsgrﬁeél.; b %ngfbnp%agyea%h pt%crisfflpzte;nrc]ientlyy rggresents *
1&;% PBrlio ‘@?ﬁ%&e@r@%ﬂwl&ﬁww 8ropps seledtyd fropamaal Br BralbRed (C,-
eCRJAIRA 50O Hatkerd, ; . -

151(:#1 ﬁhﬁ%/l;:%n Eémsglé? ggn?z))/?]@?-’ (KRR r (CarGgvelpalkenyl,
met yﬁ%’ XGgieny. ?Wblcﬂ"%ﬂ(yf: hEterocyclyialksr/]I; ?ptionally Ry3 along with
e . -3-(4- i in-1-
gLt RS A Bkl B P57 e
14@% omgbhén ?’i’f‘?g'ﬂﬁlf BR Jurhes spbstitdedhwitip iRapand Ras, lan¥t | By have
t ey oe, rtivd oo tHred doWsI® bénds:

1- (2- Bronobenzenesul fonyl ) - 3- (4- met hyl pi perazi n-1-yl ne
thyl)-5-nitro-1 Hindole hydrochloride salt; 25

1n( 2-aBriotegeAranging Goyb € 078 Mk dalsoRchi: et byl .pj, per a
i b TR e L TRl 8o ST e

4,5, 6-Trichloro-I-benzenesuffonyl - 3- (4- nmet hyl pi perazin

2. Als .
4.5

- 1.. H.i ndol e; L
L B-1ri C%G?:grldgi_q tPH@"ﬁb'f’ Mhighdm selaeted frbmny | ) - 3- (4- met hy
| pi perazin-1-ylmethyl)-1 H i ndole€; '

-k 4-Bro enzenesul fonyl)-4,5,6-trichloro-3-(4-net hyl
]p1i %‘é‘rzg??%”?‘!%m?r?ﬁ@rw?wlppwzm Tyimizshyd)-5-nitro-1 H-indole:

4:(8:A8emy bahicdrenonk -3 AUREANLERDRENGHULL R o Fi 4 e

I i n-1-yl net hyl |
W}ifn E’?’%ﬁ%@%&ﬁfé @gﬁﬁdﬁy%qmﬂpisgr@zinf1i-yjmbmyb-53ni{r&ﬂﬂﬁhbwb;
 Pilfdhearoberizep swmonyl)-B-(A-ridthyisioGhsin. 11

- _4. et h 1T onyl )re BV St dtdndnte;
A B e B B G el Py oz iyt S-nivotHemclte
iﬁWgﬂfuﬁfBHWm@m%we-rmwlnr?étnﬁf.é.ﬂnpa.%HX,Lé“me;
1 LRy e R P4 mat e srrin oyt SrivbsHingste
Evia Pmgbenzengsiiony I3 atRyipiperazin-1-yimethyl)-5-nitro-1H-indole
hydrochloride salt: .

‘ perazin-1-yimethyl)-5-nitro-1H-
indole; ' |
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1-(4- Brormbenzenesulfonyl) 5- met hoxy- 3- (4- et hyl pi pera

zin-1 -ylnethyl)-1 Hindole; 15 48 AUG 2005

1- (4-1 sopropyl benzenesul f onyl ) - 5- net hoxy- 3- ( 4- et hyl pi
perazin-1-ylmethyl)-1 H indole;
1-(2- Brormbenzenesul fonyl) - 5- met hoxy- 3- (4- met hyl pi pera

- d
£ Bptor ke SRR LS i methwinineraain-rairmesig)- #Hinsloke
t h‘yﬁ ﬁmeehlazo {4- me}ﬂwwrhﬁhésu!fénﬂﬂ'ﬂ»-mx%ﬁylp%grazm -1-ylmethyl)-1H-

é Jrono-4-m
et hoxybenzenesul f onyl ) - 5- net hoxy- 3- ( 4- net hyl pi per azi n-

| -W{4-Brenopehzenbbhifangpldcs, Mr@bhw@b am%m,bérazm 1- )hmethyl -1H-
1-4zdret hoxybenzenesul f onyl ) - 5- met hoxy-'3 yl pi

14 ﬁﬁﬁwgblpabm[snpmpylbemén)esﬂmnhqx&%ﬁﬁ;ﬁﬁﬁﬁ#%@ﬂyl -1H-

?ra2|n '1-ylmethyl)-1 H |ndole

- azhdgyd.-yl methyl) -1 H-indol e;

5- Brorp- 1- (4- f | uor obenzenesul fonyl) 3- (4- et hyl pi peraz

i il-(8- @fpn@bhryztehe&tﬂfmyk)iﬂl?ﬁs-tnchloro% (4-methylp|perazm- 1-ylmethyl)-1H-
55 Ocpém -(4-fluorobenzenesul fonyl) - 3- (4- net hylpi peraz

[ n- -yl methyl)-1 Hindole hydrochloride salt;
5-THPd#rome-4- metﬂousmememnfesw 4 ewmm&o(aélfszﬁéthytb@b%h@ff-

H i ndol | 'eat It
I @Ekt%ﬁ ?%&%‘? uorolb(re]nge(ra]esﬁf gﬁyle) sg (4 met hyl pi per az
-EBeqz]enesLﬂfyh))I&mthnﬁwB&&memylﬂb@raiﬁlﬂylmEthﬁl)-qmnhole

G%'ﬁéthﬂégn%ﬁéﬁﬂﬁﬁyt L AR Tt IS TR N erlgrizmgﬂ'l)}l) o indole;
5- 1 mpbemgsﬂ@smw-ﬁenwm@smmtywemmn@&hé\njny-mrrhdore
et1tlxllédp}oﬁ%bﬁﬁghﬁssﬁlfg%)zse}%%ﬂq?xy SriAryetyipiperazinylvimetniat-
i fdoly| et hyl )-1 Hindol e; 35
5‘!32%@13&4%&5%‘4285%&%% L0 Hethytp p%rari%g mﬂrﬁetﬁﬁ{ ?ﬁ-mdole

yl met
1E§?cﬁmef'%Weﬂ@éﬂ%?m%ﬂf%ﬁb@ma‘ttmxy43)(43nétl4ylmpédmyinp1-PI@nethyl)-
raElL|ﬁd(b!ey| methyl)-1 Hindole; 78 18 AUG 2005

% (2- bronobenzenesui f onyl ) - 3- (4- net hyl pi per azi
%@pﬁ’ywt@xﬂpqﬂﬁgm@mnyi) 5-methoxy-3-(4—methylplperazm- -yimethyl)-

51Bn1mehyﬂracm6m@§mpzenesul fonyl) - 3-(4- et hyl pi per azi
%%’Fﬁl}ﬁ 2‘ Hindole hydrochloride salt;
L Y%’S %ﬁ”@ﬁﬂ'@%ﬁm%%&w@éﬁmfﬂwm@n- 3-yidhetmgl)HyA-
| pidotes; azin-1 -yl methyl)- 5 1 Hindol e; ‘
s ‘EEF-?‘JJLP é{é‘%é{#;\é%!?f{:pgﬁﬁ‘%—é{?%ﬁgxﬁg-&qmla&wyi%tpe?az?rﬁt -%!a e%;y%)e‘rl !-?-Zmdole
gsmm"”d f“?mfdmfdfﬁéﬁé&ﬂfé RS- FrRAYADIpePakit1 PR hEHLIRY RShdbte;
ST TR Ao st s Bhdb i mothvigrerazin (aimethyiy ipdole

r hydmetiogden@iiayl ) - 1 H- i ndol e;

5-Bromo-1- (4—quorobenzenesulfonyl)—3 -(4-methyipiperazin-1 -ylmethyl) 1H-indole
maleate salt;

5-Bromo-1 -(4-ﬂuorobenzénesulfonyl)»3-(4-methyipiperazin-‘[~ylmethyl)41 H-indolé
Citrate salt;
5-Bromo-1—(4—methoxybenzenesuIfony[)-3-(4—methylpiperazin-1-ylmethyl)-1 H-indole;
5-Bromo-1- -(benzenesulfonyl)-3- (4-methylpiperazin -1-yimethyl)-1H-indole;
5-Bromo-1-(4- methylbenzenesu!fonyt) 3- (4—meﬂ1ylplperazm 1- ylmethyl) 1H-|ndole
5-Bromo-1- (4—bromobenzenesulfonyl) -3-(4-methylpiperazin- 1-ylmethyl) 1H-mdole
5-Bromo-1- -(4-isopropylbenzenesulfonyl)- -3-(4-methylpiperazin-1-ylmethyl)-1H- indole;
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(1- Benzenésul fonyl -1 _ ‘
H-i ndol - 3-yl ) - (4- net hyl pi perazi n-1-yl ) et hanone; 10 48 AUG 2005

[ 1- (4- Met hyl benzenesul fonyl ) -1 Hindol -3-yi]-(4-methylp
i perazin-1-yl) met hanone;"
[1-(4-1sopropyl benzenesul fonyl)-1
H i Ubi i Pn- 1= t :
i ﬁ@%m&‘l)’(blbr&rﬂoﬁ@{zlaﬂéé?ﬂfﬁl)%{l)?tﬁmeﬂ%’p?pg?azpn%-gprﬁethyl)-1 H-indole;

[ 1%&1_ r onpbenzenesul f on
HANTT 28 (?‘-b(r‘l!nﬁ’%‘?“i?"‘%ﬂ”ﬁ@ﬂl@ziiﬂ-mewf)ofmtdz&mwdemyi)-1H-indole
[ 1-lp@irddihorete 4zt hoxybenzenesul fonyl ) - | '
Hi _gol - 3- vyl ]b-((4- net hﬁl pi perazin-1 - yl)nmethanone; 15
(1-% RYRddeibrosme -raet Pobenzeresulidol)-3-F-mettybisara b PR cthy)-
er aiH-indbleyl ) met hanone;

1-(4- Met hyl | f [)-5-nitro-1
hfggﬁ"o’j %"?'-S%ga%%;?ggf%f}‘%#n{eﬁhylme)rmi-h@nﬁétayl)-1H-indole;

C ad @h@ﬂ-&&gs@@e i ro-1.. .

H i 43%%; - 3?« Jb - §4- et hyl ﬁe&%ﬁ?{@"&’?g‘yh%ﬁ?%ﬁ'dff%e,fhlﬂb1 H-indole;
[ 1-( g}m ; °61n'¥>h‘ ’@R&@EFWFPW‘PHEI)-B%(ﬁmtaﬂhyl_l;;iperaﬁn-1-ylmethy})-1 H-indole:
Hi & RRINRL-AZE DAk =V t one; '
1 Lgi,@gﬁo*‘gfyﬁéﬂ?’é%?tﬂ"ﬁﬁ @i’.@bﬁ%ﬁpgﬁ)m?ﬂ%mn&
H %n-@-OB- ik TSR titpee hidimeypipetdairogginetanone;
[ {1 mebbeﬁﬁaﬁswdnwwH):nésf-%'?gﬁ(/aﬂ%@,#gﬁ%ﬁ,gﬁ_y,)methanone;

1- _(4-met hyl pj i i
[1?%'52-1%59 Og%ﬁﬁﬁfgkfgsb‘raﬂiggPl)3*$l-'(11i-mﬁthylﬂziperazin-1-yl)methanone;
H.[h@eﬂmﬁaoﬁ-}ne{tﬁommhasmwmHaﬁdo|«§{yg{lﬁ-§|{‘e$§:?é}gérazin-1-

1ok 2= - 4- met hoxybe | fonyl
I[—I-wﬁ\rﬁ%ﬁ%gg%] - ??1 rrgﬁylegizggszgi n?g}/ yl ) met hanone; 30
I:EI: Eﬁﬁemaﬁlfmﬂw-n&b(ﬂﬁ-mbmylﬂk@%%%ip%éréz){rjl-%bH‘?éh‘?ah%ne;
1- _!(121@’%ts‘?w'%bﬁ%ei‘éﬁ‘éi%ﬁy'ﬁ*éﬁwﬂ H-ipdpl-getlHgnpitdpiperanint -y | m
et Wyngthangns; ndol e;

g;ﬁiq:ﬁng%@ﬁ;&ggggﬁ%ﬂw-gﬂmk?-iﬁ-}éd‘éi-%ﬁ-?i%%%%‘i&?éégai:y' m

1-5(I ghanssenzenesul fonyl ) - 3- (4- net hyl pi perazin-1 -yl ne
t hyloss i - - )

1% |%8ﬁ°gpy DEsutomy: Brieg: Ihndsl Byl megpipermainidn. | -

y1 ¥Roefyanene: H i ndol e; 35

1- = 3- (4- et hyl pi in-1-yl

M B RSS

1_9(( lahiaRP8enzenesul f onyl ) - 3- (4- net hyl pi per azin-1 -yl me

t Hyd(2-o heteh8surBkol Ok, d | 1 .
Lo I%j?r%lf L SRl RSk Po mevimmangripitper
ii‘w MeRANeBEhy | )-é H i ndol e; f \a (4 et hyl i
_ . . - (4- e i per az
i ,}_Dfm _' ;A'g:me"i,“"ytn Qyﬂf'ﬁ‘ ﬂmf"ﬁg‘gfﬁﬁf?é"'h-lrﬁ’cpoY-E-yﬁ-é-meﬂmyipi%’ergz.%1- |

1 -(2-Bromo-4-memoxybenzenesuIfony[)-s-nitro-‘f H-indol—3—yl]-(4-methy-lpiperazin—1—
yDmethanone: ‘ o '

1 -BenzenesuIfonyi—3—(4-methylpiperazin-‘E—y!methyl)—1 H-indole;

1 —(4-Methylbenzenesulfonyl)-3-(4-m ethylpiperazin-1 -Ylmethyl)-1H-indole;
1-(4-FIuorobenzenesuIfonyi)-3~(4-methylpiperazin-1 -yimethyl}-1H-indole;
1-(4-Bromobenzenesulfonyi)-3-(4-meﬂ1ylpiperazin—1 -yimethyl)-1 H-indole;
1-(4~150propylbenzenesquonyl)-S-(4-methylpiperazin—1-yimethyl)—1 H-indole;
1-(2—BromobenzenesuIfonyl)-S-(4~memylpiperazin-‘l-ylmethyl)-'l H-indole;
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5 hydrochlorlde sal t;

1- (4-net hoxybenzenesul f onyl ) - 3- (4- net hyl pi perazi n-1-yl{ 8 AUG 2005

nmet hyl )-1 Hindol e;
1-(2- Brono- 4- met hoxybenzenesul f onyl ) - 5- Chl or 0- 2- et hyl
-3-(4-net hyl pi perazin-1 - ylmethyl)-1 Hindole;

MﬂBr@rﬁaebénz@ﬂegdlfuﬁﬁipbifﬂwefr%HM@?M‘% MMl indbid 4- et

1
5%(50@9 St zen)ésulfonyl) 5-chl oro- 2- met hyl - 3- (4-neth
yJ(l’}aD@ﬁaﬂLmeihoWHéﬂEMshﬁén £3- 4'}‘9%@%??532[5 1 m‘é’ﬂ%ﬁ?yné"'( H‘ld(ﬂe

?fﬁyoro 4 i sopropyl ben enesu
RSP &y ‘?F’W‘Wef‘ﬁ’??ét-'ﬁm yi)=3-(Atinethylpiberazibst-yimethyl)-1H-indole -
ﬂy@@ﬂﬁmg,ﬁmonyl 5- Chl or o- 2- phenyl - 3- (4- et hyl pi peraz

1 Hindole;

J!s(“dﬂeé'?%%%%"ﬁ%{%ﬂbéﬂéﬁ@uﬁwmw Jt-yhmethyl)-1H-indole;

Eﬁ%ﬁm%#éﬁiﬁfﬁ%ﬂ%érﬁr%ﬁlﬁyﬁ &]cﬂdr@trﬁé(tl'\}l 3-¢h4- llﬁ%{hglglperazmu‘i-
Bfenyl - 3- (4- et hyl pi perazin-1-yl methyl ) -1

mnmme(zz ﬂuo&bEhsze@uﬂorw2&%&%1%?@&;’;@@?@%‘ %ﬁ)l/ln%ethyl) 1H-

_ yl - 3- (4- met hyl pi perazin-1
iRASE:

1 e; 1-(4-Bronobenzenesul fonyl)-5-Chl oro- 2-
bfﬁeﬁwm&eﬁﬁemﬁm&ﬂ LEEH I Ne
c{ig, Br ormbenzenesyﬂl fonyl) - gy!a%? g‘?ékrypll%%yl pi per%’i’p -1h-
'Vlimethyl)-1 Hindolwe;

$cmpmo-(4-i£mwﬁmzymﬁ&%%taﬂwé k4-%e%1ﬂ$ér§é‘ﬁﬂ' ik thyy-

1? @;ii')leyl m ethyl)-1 H-indole;

ano- | - (4- fluorobenzenesulfonyl) 3- (4- et hyl pi per az

T EerllézqueneIfWi—ﬁ—cajgko lﬂ?ﬁbl@l-&(ti-methy!%perazm- -y!metl']yB -1 Fé‘“g"le
sy -3-(4- 4

fa_ rcFNSHWeﬁﬁﬁli %@fgéyl -2~ phOAyI 3- (4-methylp|perazm- 1-ylmethyl)-

wgieo | -(4- Isopropyl benzenesul fonyl ) - 3- (4- net hyl pi pe

1&@@&?@ %{Ifgﬁlﬁ Eafnz% ggb ggl;ﬁ;ﬁ)mqhylpiperazm- 1-yimethyl)-1H-indole :
5FE'P?|@01-(%ﬂyﬂfbwmnhymeswfbhyl)-ﬂphbnwme(uhﬁétﬁirlbmla@ﬁ@n Jl-ylgnethyl) 1H-

ifopdni ne; 30
1N— (1-(4-Fl uor obenzenesul fonyl)-1H i ndol - 3-yl ) net hyl -

Wﬁﬁﬂ@?“@m+&mm~2phmwm(ﬂmdlhﬂlblﬁﬁrhkiﬁf‘! ﬂﬁ‘;ethyl) 1H-

-|r&ﬁ;|[é N-(I (4- Bronobenzenesul f onyl ) - 5- brono- 1

1I—é— é}_dol -yl)methyl -N, N ,N - trinethylethylene-|
3: Pmﬂbﬁézeﬂﬂs'(ﬂmﬁﬁmm@dﬁmtbﬁmbénalw‘b-yiﬁmlﬂimmi-lndole

;E:;%ﬂg{(ﬁ%% eéle- 2- éﬂ" - ygw?ég'%;&%r%ﬁmﬂ ragihyl-1Hgndole;

gorobenzen esulfonyt)-a-(damethyiplperaZi n-1-yimethyl)-1H-indole;
1- -(4-Bromobenzenesulfonyi)-5-cyano-3- -(4-methylpiperazin-1-yimethyl)-1 H-indole;
5-Cyano-1 -(4-Isopropylbenzenesulfonyl)—3~(4—methy!piperazin-1-y!methyl)-1 H-indole;
N-(‘I-(4-Ftuorobenzenesu[fony!)-‘l H-indol-3-ymethyl-N,N", N'-trimethylethylene-1,2-
diamine; , | -
N-(1-(4-F luorobenzenesulfonyl)-1 H-indol-3-y)methyl-N,N', N'-trimethylethylene-1 ,2¥
diamine hydrochioride salt;
N-(1- (4-Bromobenzenesulfonyl)-5- bromo 1H-indol-3-yl)methyl-N, N’ N'-
trimethylethylene-1,2-diamine;
N-(1- -(4-Bromobenzenesulfonyl)-5-bromo-1 H-indol-3-yl)methyl-N,N', N
trimethylethylene-1 ,2-diamine hydrochloride salt;
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N- (5-Bromp-i - (4-net hoxybenzenesul f onyl ) I

H:indol-3-yl)methyl -N, N , N - 48 AUG 2005

t dnet hyl et hyl ene- 1, 2- di am ne;
N- (I -(4-Met hoxybenzenesU]fonyl)-5-nitro-1
Hindol -3-yl)methyl -N, N, N -

oAl B o R vy

- I\F"meﬂhylemﬂm-ﬁﬂ-@ammbene 1, 2- di ami ne hydrochl ori de

_Sﬁl(ti-(4 I\%té&@?%nﬁrnggﬁgﬁp@qﬁ?& H-lnd%‘ %—ygme _ m,N'.,N'-

tﬂ'ﬁﬁfmtbrlﬁw-éﬁedlammedl ani ne;

e i e

1 Ummthﬂﬁwéﬂz@mmaIWQwhlpn® alt: ( 2- met hoxybenzene- 1-
LAt et A
eﬁﬁM‘e&d%bx}er}wﬁ#whﬁr - ylnethyl)-1Hindole; 15

1

11 (%?L%ﬁg?#}&%ﬁy %ﬁ-{?&“&f&gﬁzgo?-i-%l)gsgrazlny p Vet y-1H-
S0@#!81o- | - (4- f | uor obenzenesul f onyl ) 3- (4- ( 2- met hoxybenz

TEAH I 7 Wi B

832~ n-1 - 20 yl met hyl ) -1 Hi ndol e;

51? B BrInd 4 et SYBERDHRARAFH UL Moy Bertrbne 3 a1
13”(‘3313')1}6*({5‘9@ zenesul fonyl ) - 5- met hoxy- 3- (4- (2- met hoxyb

en ] _
iSRS ORI b
enZ8K@®i -yl )piperazin-1 - ylnethyl)-1 Hindole

fEL-Br_dmdilhqdmo%bhzenesulfonyl)s (4 g2~rrnrgtthﬁaé%?en§ert eﬁBpiﬁ%riaﬁi(r)\)-&-

1- (4- Met hoxybenzenesul f ony -

bvérﬁﬁgﬂlgf/ﬁi1f8'”§P'fepl perazin-| - y[ met hyl ) -1 Hi ndol e;

15-Boms-ofd-onthbgbernesulifapny.s mmg ?Eﬁ -1-

WB ﬂ_gﬁ%’a mi peraz‘iin PU )(432 | met Mer%-&éqcﬁj 0 %%in‘l
%E%ﬁﬂa 888%zenesul fonyl)-3-(4- (pyddl n- 2 yl ) pi per azi

rﬁ -Bronyd- ﬂf{ﬁh@dp}eﬂylﬂénzmbsbﬁonyl)-a (4-(2-mEthox benzene- -yl)piperaz:n-'l-

M&%qulgpx%glgnzenﬁrlnggrgl) -(4-(pyd -2-yl ) prpera

11-(449hgmbenmﬁdsamnesmbﬁmnye;(4@2 trietHoRyBbdriteRe A-pifplpRkdSn-1-
r%b@w& 1¥J iwa&lgyl )-1 Hindole;
~(4-FIuorobenzenesulfonyl)—s-methoxy-3-(4-(2-methoxybenzene-1-yl)piperazin-1-
yimethyl)-1H-indole hydrochloride sait ;
1-(4-M'ethoxybenzenesulfonyl)-S-_methoxy-3-(4-(2-methoxybenzene-1-yl)piperazin-1-
ylmethyf)-1H-indole;
1-(4-Isopropylbenzenesulfonyl)-5-methoxy- 3—(4-(2 methoxybenzene -1-yl)piperazin-1-
ylimethyl}-1H-indole; :
1-(4- FIuorobenzenesutfonyl)—3-(4~(pyﬁdin—2—yl)piperazin-1-ylrnethyl)—'i H-indole;
1-(4-MethoxybenzenesuIfony[)-3—(4-(pyﬁdin-.‘Z—y!)piperazin-1-ylmethyl)-1H-indoie;
1—(4-fsopropylbenzenesuIfony!)-3-(4-(pyridin-2-yl)piperazin-1 -yimethyl)-1H-indole;
1-(2-Bromobenzenesulfonyl)-3-(4- (pyﬁdin-zeyl)pi'perazin -1-ylmethyl)-1H-indole;
1-(2-Bromo-4-methoxybenzenesulfonyl)-3-(4- (pyndln-2-yi)p|perazm~1-ylmethyl) 1H-
indole; -
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1- (2- Bronobenzenesul fonyl ) - 3- (4- (pyddi n- 2-yl ) pi perazi n
-1-ylmethyl)-1 Hindole; 35 1BAUGZW5

1- (2- Brono- 4- net hoxybenzenesul f onyl ) - 3- (4- (pyddi n- 2-yl

)pi perazin-1 -ylmethyl)-1 H indole; 81 1 8 AUG 2885

: 5- Brono- 1- (4-f |1 uor obenzenesul f onyl ) - 3- (4- (pyndi n- 2-yl")

e e G T D S Ch R e N 2 e

-'pféiO!EZInl ylmethyl)-1 H ‘indole; 5

) 3z (4- i n-2:
SRt L e R R ARy B2 R i v
mmm fonyl ) - 5- met hoxy- 3- (4- (pyndi n- 2-yl ) pi perazin-1 -
I ' I
SO L bblony BT oruion) 3 Rridig ey PRS-
yidofs: perazin-1 -yl methyl)-1 H 10 i ndol e;
]l %d&og‘%%%}t‘égﬁﬂﬁﬁlﬂé%ﬁ&ﬁwél k&yﬁ@é ? éﬂ%lp%ra(zfﬁ-g g/)%nthﬂ) 1H-
11'1 iﬁlsopropyl benzenesul f onyl ) - 5- met hoxy- 3-. (4- (benzyl
HRA RSl SRk et 348 gt ner g
mﬂOi?zm 1- ylmsthyl) i H indole;
a4srr§ |%E§M§H?Z§|r£&ﬂ&ﬁ3 ¥ &)ffncﬂrpﬁ%&b&%'zf?\e{ %ﬂe%yl)-
(M dalet hoxybenzenesul f onyl ) - 3- (4- (benzyl ) pi per azi n- 1-
ML(@gdéﬁf%%ﬂiﬂ?ﬁg%ﬁg%ﬁg%%%ﬁr b szi)plperazm 1:ylmethyl)-1H-
Sld(olﬁa( benzyl ) pi per azi n- 1- yl met hyI )-1 H 20 indol e;
= ??ﬁ%&ggﬁ?}ﬁ)ﬁ%ﬁ%ﬁgﬁ)ﬁ&?e oxy- t:sh(d-l(genf’y_pplped'afm— -ylmethy})-1H-
1'1"6’?-: Met hoxybenzenesul fonyl ) -3-2-[1, 4] D azepan- 1-yl net
hy|4[ rb@ﬂ@ér&eneéﬁoﬁ}{) 3- 4—(benzyl?plpe in-t-yimethyl)-1H-indole:;
élhf enzenesul f onyl - ){ ) ﬁ ‘[" perazin-
zertqg)iifonyl) 3 -(4-(benzy )plperazm 1 ylmethyl) 1H—|ndole

QJBrBﬁmZ&E—ﬁ%mdxﬁlBéMenbé\ﬂi@hylﬁﬂy@)(bénéyﬂplﬁ%ﬁwﬁ#lﬁ%ﬁf?y@‘ﬂ-‘l— :
d\(/oi et hane; 25 (9S)

“Benzenesul fonyl -i ndol - 3-yl ) - 1- (4- net hyl pi per azi n-
Jl (ﬂe)'nﬁér’(mnﬁonyi)RSth (benzyl)plperazm-‘i—ylmeth?) -tH-indole;

| p(g]ngétpﬂ“@ ' be” f?)sé‘% f A eRaQ yimdthbi i 1(ndo!e thylp
R 1%A- wmémmngamismﬁw@-md@im&radn}-1@i)é%aﬁet hyl p
REF o nsie BB RoL P grroethdaiPersipr Tt ansiet nyl o
i(Pet-kBendendshisdriyinglol-3-yl)-1-(4-methylpiperazin-1-yl)ethane;

(R,S) 1-[1-(4-Methylbenzenesulfonyl)indol-3-yl}-1-(4-methylpiperazin-1-yl)ethane;
(R) 11 -(4-Methylbenzenesulfonyl)indol-s-y11-1-(4-methylpiperazin-1-yl)ethane;

(S) 1—{1-(4-Methylbenzenesulfonyl)indol-s-yl]d-(4—metl‘1ylpiperazin-1-y!)ethane;
(R,S}) 1-[1-(4-Methoxylbenzenesulfonyl)indol-3-yi]-1-(4-methylpiperazin-1-yl)ethane;
(R} 1-{1-(4-Methoxylbenzenesulfonyl)indol-3-yl}-1-(4-methylpiperazin-1-yl)ethane;
(5) 1-{1-(4-Methoxylbenzenesulfonyl)indol-3-yi}-1-(4-methylpiperazin-1-yljethane:
(R,S) 1*{1-(4-Isopropytbenzenesu!fonyl)indol-s-yl]-1-(4~methylpiperazin-1-yl)ethane;

~ (R) 1-{1-(4-Isopropylbenzenesulfonyl)indol-3-yl}-1-(4-methylpiperazin-1-yl)ethane:

(S) 1-[1-(4-Isopropyibenzenesulfonyl)indol-3-yl}-1-(4-methylpiperazin-1-yl)ethane:
1-(4-Fluorobenzenesulfonyl)-1H-indole-3-carboxylic acid N-(N,N- '
dimethylaminoethyl)-N-methylamide:
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R, S) . ,
[ 1- (4- Met hoxyl benzenesul fonyl )i ndoi - 3-yl ] - 1- (4- et hyt 8 AuG 2005
i perazi n-1-yl)ethane; 30 (R

[ 1- (4- Met hoxyl benzenesul fonyl )indol -3-yi]-1-(4-nmethy

[

azin-1-yl)ethane;
[ge“ﬂ hWﬁWP%Wﬂ&ihéﬁun#%ﬁcﬁwlcmma(w-( 4- net hy

Y
H
ﬂirmnﬁﬁzmmoéwﬂ) )\Eﬁqeﬁl%mldé R, S)
% é? | soprop benzenesul f on )indoi-3-yl]-1-(4-meth
yIM d pégp}gpefzqugﬁwnem-wppga- carboxyllc acnd N -(N',N'-

1d[rhetby4arhﬁﬁﬁm9l§lw-xh@{h§@ﬁﬁ§éjl fonyl)| ndoi - 3-yl ] -1- (4-neth

erazin- ?Jet hane;
1“?55) ed 1§Mﬂﬂwy ﬁ&@ﬂéﬂé@uvﬂ 6Hymc)0|1 Attlic-@-methyipigetazieth

Reridilen- 1-y1 ) et hane; 35
4- Fl uor obenzenesul fonyl ) -1 H-i ndol e- 3- car boxyl ic

Rkl (Wmhemnweémrow@etwupl-wmmeajnmpiperaam 18

}_#ﬁc%'i@ntﬂirew Met hoxybenzenesul f onyl ) -
dol e-3-r-arboxylic acid N (N, N

d i (ﬁb@ﬂ%(weﬁmvb@nzpnmmuﬁyﬂ iaHindbb 3-yl}-o-(4-m ethylplperazm~1-
% Wopyl benzenesul fonyl)-1.Hindol e-3-carboxylic
- di net hyl am noet hyI )-N-net hyl am de; 5
(GR 8) o-[1-(Benzenesulfonyl)-1H-indol-3-yl]- a-(4-methylplperaz|n- -yl)acetonitrile;

t F]%)I a—fé@%%?ﬁeﬁ}?g@ﬁje Q—E St [ﬁ?—ya L%(gfmwg 8&!‘82] ny1 -lri)acegoﬁltﬁie
,a($)lw[W%kéimfsMMneﬂﬁmubﬁ@Wh)(41n¥‘éthygﬂ9éra§my‘l' ydcKidnftrld:
FF)ré pi per aZ| n acetonitril

%%@ﬁ?muhquﬂgﬂ%mHWQ Yibet4-grejnyirineesinatyl)- -

thaétammam n-1- 10 yl)acetonitrile; (RS)

mg%l ﬁBenzenesuI fonyl)-1Hindol -3-yi]-a-(4-nethyl pi per
afoeht Sﬁrlfgprpgylg@ﬂzleap@;lfenylh)l H-indol-3-yi]-a-(4-methylpiperazin-1-yl)-
aatdtotiBanzenesuf fonyl ) -1 Hi ndol - 3-yl | - a- (4- net hyl pi per
azin-1- I)acetonltrlle (S)

o1 cée'ﬁ%ﬁ@é*eﬁrfzgﬁwyfonym-'lIrlﬂrmo!—a=yﬂ+o}(4aneﬂhyma@mrpnm)-
r aédtonitiiet! ) acetonitrile; (R S)

I'so | benzenesul fonyl)-I Hindol-3-yl]-a-(4-

nét(hw%ﬁ" E’&Z'% =(4=(henyzyloxgcaseenybrminaradine 1-yirmythyh 1 H-indole;
MBéﬁ.ﬁhé@t@iSGn?I?-BZ(ﬁH%grE?Hw ﬁmeﬁy% Thindale;

~raz

(gg}éqﬂaqﬁyp?q\;eé\eswl@yi) 3- (4H plperazm 1-yimethyl)-TH-indole
- -(midprdﬁylbeﬁﬁmé%wémt@mﬁ%lafa%w }znlehkylﬁf‘ﬂplndﬁrev' 1-a-(4-
i pi a - acetonitr
- SR Grtsg e eshitom bty yipereioc-Bowy)- H-rsolezi n
5-BrampHrlehyéneshifdriyl)wd -1 -
r(nBeﬁtZ@ne ul fodf:grz gu’_zplﬁfg?jggr 3grznelthrg{l)11 Hyﬁnﬁgleh 1)-1Hin
B?jr oxybenzenesulfonyl)-3-(4H-piperazin-1-yimethyl)-TH-indole
5- Btemé-1l\¢atib@mwbﬁﬂérﬁﬁﬁ§$ﬂlﬁ:ﬁﬂ}ib-)(4@-p(p‘é\‘hzlﬂi D§IrRgthiy-EMhdgs hy
5“4{2"“2lTrQE&HPB]By‘f‘ﬁ‘@ﬁ?éh‘é%’l}?ﬂprf'hﬂmﬁ@?m?ﬂh“@hw -figtindole
1-[Hy(4)isdpropyiskenzenesulfonyl)-indol- -3-yljmethyl][1,4]diazepane
1-[[1-(2-Bromo-4-methoxybenzenesulfonyl)-indol-3- -ylimethyl][1,4]diazepane
1—[[1-(4-methylbenzenesulfonyl)-indol-3-y!]methyl][1,4]diazepane
1-[[5-Bromo-1-(4-Methoxybenzenesulfonyl) 'indol -3-ylimethyl][1,4]diazepane
1-{[5-Bromo-1-(4-1sopropylbenzenesutfonyl)-indol-3-ylimethyl][1 4]d|azepane
1-{[5-Bromo-1-(2- Bromo-4~methoxybenzenesulfony!) mdol—3-yl]methyl][1 4]diazepane
1-[[5-Bromo-1- -(4-methylbenzenesulfonyl)-indol-3-ylimethyl][1,4]diazepane

and their pharmaceutically acceptable salts, polymorphs and solvates.
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1- (2- Brono- 4- met hoxybenz6nesul fonyl ) - 3- (4H-pi perain-1- .
yl met hyl )-1 H i ndol e 25 18 AuG 2005

. 5-Brono-1| - (benzenesul fonyl ) - 3- (4H pi ppraZi n- 1-yl met hy
') -1 HAndol e;

5- Brono- | - (4- met hoxybenzenesul f onyl ) - 3- (4H pi perazin-1
-yl methyl) -1 Hindole :
5- Brono- 1| - (4-i sopropyl benzenesul fonyl) - 3- (4H pi per azti)ln
-1-yl hyl) - | | Nd@lBising either of a phammaceutically acceptabie
A pha@#&fﬁ%‘l%@%’r{%}r}o- 4-@3Pﬁoxybenzene ul fonyl) - 3: (A RF B
carrier edizEht edeipienstansolvate gipngyig) @ therapeuticaty s s
1-L[L-(4-] ch bgnaeneswds @asynilogsde tagtoyienndemys. |
compojing agr oSS ABRAAREH

. . : ; i ticall
5 sterecibofriets, (12-gBemeticioras.HEN YA AR %onrﬁﬁ s ko W%(Ee)llll I]Carrg
l  SHidl 308 tically acceptable solvates.
acceP{fB%é[%ag%ﬂc?rr{gt%ﬁEenzelnegul fonyl)-indol-3-yl]methyl][1,4
: ] di azepane 1-[[5-Brono-I|-(4-Met hoxybenzer;estuu?nyl )si_.lle
| LRIQL dandokiBRisiishldcéordiingita BHaiane, in the form of a tablel, capstie,
4. A phafﬁg%é"—hé?lonp-l -(4-isopr 0£ | henzenesul f onyl ) -i ndol - 3-yl ]
powderesyryp |ifiectijlel SRR ESUSPension. -
10 1-[[ 5- Brono- | - (2- Br ono- 4- met hoxybenzenesul f onyi ) - i ndol
-3-yl]nmethyl ][ 1, 4] di azepane : — h ceutical
5. Use df-cohoBndeH oene@ FRIFHEA We R SFELET 17 &l "S‘ LN |p_arma

, uf fonyl)-indof -3-yl | met
_ compgé’i{iM 1s AlsHicaaR mMim-3 anbrepeeing mlaicameRtSt i cal |y

cceptable salts, polynorphs and solvates. 83 2 1 1 1
5 AUG 3. A pharnmaceutical conposition conprisi

n .
6. Use & +Jh%odﬁﬁ & dumerdracenia (pl dsydefoed i Saie-1 ehprqh@m’qaceuhcal
’ di [uent, excipients Qr .So it dula £ 5HT
15 ] comnqﬁépgpqﬁqua%di |>|;1 QHIE% far lh%%@at@%ﬁ?@g@#e B riodulation ©

ti'Ve anoun compound
activitf&Uedicd to Caiml, its derivatives, its analogs,
: I'ts tautoneric forns, its 5 stereoisoners, its
geonetric forns, its N-oxides, its pol

¥m)r Phsrh cil't Sment for
7. Use RRIdBAsRuhi el dgimesiciodpeiabi &rdhe reanugctyre Of @ . e ‘Ca_m
the %&%{%\%«%r&%\l{%&ﬁ% %?8@11%9{ EorsitloMa kR which a delective action on &-

ositron according to Caim3, in
20 HT reBeptbrrisireficated abl et, capsul e,

i njectible,

»

powder, syrup,
solution or suspension. 10 5. Use of
conpound of general formula (1),

def i ned |
5 Ussoot b mbaand cut doated PoReit (o6 naaeaarieeld pfdtod o

. for preparli [ t QeprBssidls Ecafvuivepdisodersi obsessive-
C"”‘Q%’ngg‘?;\cﬁ[? " r%ﬂzﬁgl ; S Fo 0. Jaim }Yoﬁii@'ders ADHD
compusivenciisdriera] mMigRIe FESREHSnCRMYES MFLPY n“'t al n&" 3 ,
_ , for the treat whekgparabRatyl Bynhoore), Sperfonalityt idisargers,
25 (Aﬁegﬂﬁbsﬁ?i%lsﬁ 7@%3 of IHgpc_orrpound ‘as_cl aimg?l in sgﬂ?%@r@r\ia,
: psychosié,he parapiireoiaur e ps¥ChRlifrediTCRIASAP™ or & trea nt|
and/ or_.prev j OfitRdraRhIC &onC Qitdd tabss, fpanicwlattatksa sleep
scrgzapgaqqﬁ\g/gn a@??@%&dn&%-_ 20 HI receptors i indigated
disBrdekisandlsa disortsosAssosiated WitheRINF! ragMg; 30 { O 5P Ha -
treatment and/or prevention of
30 9. Use of a compound as claimed in Ciaim-1 for the treatment of mild co-gnitive
impairment and other neurodegenerative disorders like Alzheimer's disease,

Parkinsonism and Huntington’s chorea.

10.Use of a compound as claimed in Claim-1 for the treatment of certain Gl

35 {Gastrointestinal) disorders such as IBS (lrritable bowel syndrome) or chemotherapy
induced emesis.
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clinical conditions such as anxiety, depression,

convul sive disorders, obsessive- conpul sive di sorders,{8 AUG 2005
m grai-ne headache, cognitive nenory disorders, ADHD 25
(Attention Deficient Disorder/ Hyperactivity

Syndrone), personality disorders, psychosis,

par aphreni a, psychotic depression, mania, _
18dhiez 0phy @By ' | form di sorders, withdrawal

fragm dr ug agﬁgg?ég%ni%%ﬂﬁ%cfgﬂé ?’"E?e@p'ed&f’%dﬂa@icét)!am mortality

al"Se U SifB the expese wgiobt wi th spinal trauma and /or

head injury. 30 9. Use of a conpound as clained in

12CI i mfl for, the treatnent of mld cognitive
rr‘i’%Si ¥ fedigiapelisdheemprindote glinescati TRirdits YsI8 T adriokfe too! for
S

Amoidelating 5412888 runcigy Ki Nsoni sm and Hunti ngt on
chorea. 10. Use of a conpound as clained in daim1l

1:ﬁglor the treatnment of certain G 35 (Gastrointestinal)
Userder sorfpiihdass k ' bowel .syndraome) or
TR o s e i e
"of Sarglag @bie saittieereeriuce
norbidity and nortality associated with the excess
[ . 5.12. Use of a radiol abell ed conpound as
14}&%@%&_’*‘!‘% "éta‘f—' AeRerahformulsl nitss tiedvattioed, ifsOfnalogs, its tautomeric
oo i shrbitfher 49 B HACk Al LRt s an 1
Wrgqﬂ'ﬁ?l%wPﬁﬁl%ﬁoiV@tqs femnteparing aamplissrageut i cal |y
acceptable salt thereof. 10 14. A conpound.of the
. rmula (1 its derivatives, its analogs, its
15‘%%@& f"g thg %??Fé‘,e%t fd/er proplyladsref dinicat sorafitloraRUBH Tsciah
. el e ! _ s anxiety
PRt AL BT ot aPEe%s Pliseatgrn comiie
&% |§§Ir_r§n s %% AAF?@PPRJ'U Cefieienth Bisordeat bigpérasmaty OSyndrome)
gyl idisonders| | péyeRbsi€ Oydidl S ,as. anxiety, o
cemyabiabyg, 4 ﬁ%r efs):e osése;%ﬁdé’?ﬁ%p#g?@'cdio@are&)é}ogg mania,
m gr ai ne NeadatRe oYM hspederse wiihgrawiab drater drug ABblR e, panic

@Hethsntslasn diedrideisemid Es&?iigdg?%rg r'%%@&ét‘ég lr%fgqt é?ina, trauma and for

&ya@r@%’) : f it Ii S
gar api)hr en?’”&‘f‘ﬁg‘g@‘@‘ﬁ‘g?f @Mﬁ'&'ﬁ_'@g’gi 817 pw#tignt in, need thereof, an effective
EYfH2bR1 eamrounsiatiigengrar fomhiio (ks LERIAGH Digipl 4 hdr aval
fromdrug abuse, panic 20 attacks, sleep d?sorders and
16 ﬁl so di sorders associated with spinal trauma and /or

dBENPARIr e wertrent anpiot pemhyle: BE S8 bbb aRRLEDL | oo
heurBass . ffective anmount of a co dunh 3jd other
eneral for ﬁ’u@%g?a( {ﬂ%}s g;éé %%é?'m?ﬁs aﬁeﬁﬁeaipﬁf‘ﬂﬂsom'ﬁm #nd Huntington's
FodMEh compriseeadministedmylion parYh Aded Blordlr! dn effective
a0 gintidf becompPehb g?&éne?&%r%u?a? (rl) as claimed in Claim-1. |

17. certai
A i;|1ethod for the treatment of certain G {Gastrointestinal) disorders such as IBS
(Imtable bowel syndrome) or chemotherapy induced emesis using a compouhd of
general formula (1) as claimed in Claim-1.

18.A, idity an ;
A method to reduce morbidity and mortality associated with the excess weight using a
compound of general formula (I} as claimed in Claim-1. |

19. A process for the preparation of compound of formula {)]
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25 neurodegenerative disorders |like Al zheinmer's

di sease, Parkinsoni smand Huntington's chorea which 1 8 AUG 2005

conprises adm nistering to a patient in need thereof,
an effective anmount of a conpound of general fornula
(1) as clained in Caiml. |IT A nethod for the
treatnent of certain GQ (Gastr0| ntestinal) disorders

|
chon ot Hiny B0 GHEL RS R RO S igps on the carbon
ﬁ@?%Yerf’*dFﬁJHza (1) as clained |n CI aim1l. 35 18.- A

,met hod to reduce norbidity and nortality associated

h t he excess wei ght using a conpound of general
k\tﬂ I#0F8: Rt ReaBa: EsaRerdts, Rn Ral Bs, Midl Riil e, R1mmﬂe1‘53néﬁie same or

th:ﬁeﬁfn@pﬁﬁéit 'eQEh Ofndgﬂé'H&Hﬂg ggr%%hﬂﬁr#ehlzgéal?@%r oxg,  thio,

wher ei n may
sﬁﬂ'gﬂc’?{lﬂ’ b BM@O@h qnﬁeo d@i‘if% swanqufem eimtd%r‘m.sgtﬁﬁﬁ:l;lndi substituted or
Vﬁrﬁtﬁsﬂute‘algrot%s, seﬁ@cte@ﬂ‘omaﬁxeaﬁér bgﬁ? er Cr %algylfleg%l;l?} ]7alkenyl

sane or

R{%Z}e%‘%ﬁﬂ yCp Qp)t%@!@?{kylh)&@rﬁgéwloal’r@hﬂg¢m;yclmlkyl ttﬁmy@loaikenyl
p@'JG’JZEMOKy l EYCLﬁ(gg Q%)ﬁlko%m 5}9[ Q’[&){yo ara r@r{alk%»?}{ e da{‘_‘,yl acy]oxy' .

(fll no uani di no, ‘substit
g?%’*d@ Q'eﬁ"é‘t’l"é‘ﬁ‘ Yianing.| ﬂw&w rrumo baramreoj dieryiaEnipp alaaikylamino,
(@ResytAbahiteny drox*é?yl Gkl n%onoé@ @Qo ény%xlk\)%ramoalkyl

(G3- C7 oal bi cycl oa ky ,
% ' %’Palll koxy 2 ﬁ9/6'&'!90( C3- ny!aﬂ&ﬂpg aapleygarbonylamino,

a*m’k&wkyca@ﬁ@*ﬁwuo aCy'amsﬁ’&:‘éW[a eyl ang
o dial kyl am no, _af ylmzlam no, F@?mlmcafbonylammo

| am no
ar at?% CREPONYIIMING, y c AMHRIIFINoRy o alkyigeamgine, ~  dialkylguanidino,
awnrh@@mkytud and it aleKyAtes, Bobky beidS bl f/davhipal ky!
al koxyal kyl, al kyl thi o, ‘al koxycar bonyl am no,
aryl oxycar bonyl am no, aral kyl oxycar bonyl am no,

afisn Gaaebdnipt-amiap che shiog! @mﬂf@%ﬂ[ QﬁBYéa@H‘ |H9epér§ientiy Tepresents

AP R ARAaEA P iRt Raed erdlins Soiecird ey neser bransioed (-
i ﬂ)ad@'il @i C\/zwker&m K@{%CQ)aﬁlcyn@is VL HdyBlotRYi, V(ﬁ (‘!ﬁéacloalkenyl

ane _pr, di fferent
epen en{}ﬁ )ﬁao r epr r%{@ g‘?"ogenﬁ‘:J %fﬁ’s%?'ﬁﬁfbwedoavona"y Ris

with ﬁlth&!d21gﬂblaﬁsandéh@btoenuitrégmtbmmﬂﬁy foim Ar@sched
(C1 20 C12)al kyl, (C2-C12)al kenyl, (C2-Cl12)al kynyl,
(C3-Ci)cycl oal kyI , (C3-C7)cycl oal kenyl , bicycl oal kyI ,
bi cycl oal kenyl, aryl, aral kyl, heterocyclylal kyl;
optionally R13 along with either R16 or RLl7 and the
two nitrogen atons may forma 6 or 7 25 30
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35 86 98 AUR21b5 nenbered heterocyclic ring, which may

be further substituted with R14 and R15, and may havet 8 AUG 2005
either one, two or three double bonds; "n" is an

i nt eger ranging from1: to 4, wherein the carbon chains

~ which "nu represents may be either |inear or

bifierrsad haleredyckoring. Né\é@ manbe ffyrthen sbatipdemhwitbR14 and Ris, and
f e ithér &Hevﬁﬁb BehRM dolBlleband@ 25 R (11) wherein

all 'the synbol's are as defined above, and X is

hal ogen, preferably chloro, brono or iodo; with a
coma.@aﬂ%t@ QhdTNG frofl 1 b4, @ Hr?’th@%'a bihd QRichaht

;TSR ShiBer i ol 1 0) 'RI7 (11 RofEfiaht ABjchh represents
sﬂﬁyotr%elﬁweéh%&ar@ébraﬁ'éa%bove 87 V\D 2004/ 048330 18 AUG
2005 PCT/ 1 N2003/ 000209

4,5, 6-Trichl oro-1- benzenesulfonyI-S-S met hyl pi per azi n-
1W9Ipheqqlmr)seg rREGtiRg# @mpound of formula (1) given below,

4,5, 6-Trichloro-1-(4-net hyI benzenesul f onyl ) - 3- (4- et hy
Iplpera2|n 1-ylnmethyl)-1 |ndole

1- (4- Bronobenzenesul f oyl )- 445 68 t‘r chl oro-3-(4-nethylp

i perazin-1-ylnmethyl)-1 |ndol\——4 5, 0"-
Qﬁﬁesulfo
Y1 H-

Trichloro-1-(4-i s o prop .
nyl) - 3-(4-nmet hyl pi pergz+y ?

wherein ali the symbols are as defined above, and X is halogen, preferably chloro,
bromo or iodo; with a compound of formula (lil) or its acid addition salt,

Rz Ry Ry
(i)

wherein all the symbols are as defined above.
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w???@?(gr}s@- 1-yl ethyl)-1H indole; 10

- 1- G4

i ndol e;

1- (2- Bronobenzenesul fonyl)-4,5,6-trichl oro- 3-(4-net hy-I1 8 'AUG 2005
ono- 4- met hoxybenzenesul fonyl ) - 4, 5, 6- t rFCT/IN2063/000209

chl or o- 3- (4- net hyl pi perazin-1- ylmethyQ 1 H i ndol e;

1- Benzenesul f onyl - 5- net hoxy- 3- (4- net hyl pi perazin-1-ylm

et hyl&;El_ H-i ndol e; _ _
figfjjorpehbrrFeseslionylid) (43netay Pospz®- (-dmetniyl Hhindete;

azigNs A rHbiIEbV @ chefrlyl sulfol -é:ﬁhﬁamﬁﬁ sy qH-

f - 5: et hoxy- 3- Anet H%ﬂ%&%ﬁ‘é‘%"?’%‘g 1-(yl met yP%'%?ﬁSP%R‘%%n H

H ind@t e; 15 1- (4-1sopropyl benzenes

! R men RO Moy (-4 TRt MbRL PR A pisotd iR Whdidn-11:-
1- é@oﬁpn{)benzenesul fonyl ) - 5- met hoxy- 3- (4- net hy! |
5 B S TRy i e OB -
1-y1a#thyl )- 1 Hindole; 20 , |
1- E - | =5 +3n( 4
t hﬁf(ﬁéf‘ﬂg*ﬁ“%??ﬁ%‘ﬁ%?ﬁ-ﬁ@ﬁ?MOan TGy PR St 11t
salindole; - ‘ : |
1- (14 2?@{;&%%ﬁ%gﬁﬁéﬁeﬁgﬁu@y@?@g,%!tﬁa%fé/rb%:&f‘mgﬁ&EYAePéan‘?1-
1- (virethyipd dbedatenesul f onyl ) - 5- met hoxy- 3- (4- net hyl pi per

g P | ) 1 i le; 5 . .
A o e T e R i o
| n-1H4Meatbybehlenksiifdnyddhagthoxy-3-(4-methylpiperazin-1-ylmethyl)- tH-indole;
5 b LS PR eRSRY S i BE PRLRS) Aot
5- Br-@niwedropyibédzen e slifongip o anethd:qgrBi{4) mBth(iperdzAry i Pinpahve 1H-
i ngél%(%fr%net hyl)-1 Hindole nualeate salt; 30
5-

-1-(4-fl uorobenzenesul fonyl)-3-(4-net hyl pi peraz

i n- ’(szyﬂsﬂmtdmﬁhielﬁﬁhlifmfgﬂlsamemoky—ai(‘enlmﬂiyl piperazin-1 -ylrlnethyl)-1 H-indole;

5-B -1-(4-net ho enzenes on -3-(4- net I pera

Zi n{-%qq%)s—ﬁwn%%%y mw&pﬂt’%nﬁ$—E-me}{hgxy-S-((ti-mgF\ngpe?aZPn-1—ylmethyl)-

5- Brrpfeioie- (benzenesul f onyl ) - 3- (4- net hyl pi perazi n-1-yl m

et h{% H-i ndol e; . .

5- Bl EECR ARy PRRFZE AUV SIfAt - Y-t WipiRsI g 4 imethyl)-

| N-f.3cRs fyékdchlorkdeisadol e; 35 | |

5- Brono- 1- (4- br onobenzenesul f onyl () - 3- &4-‘rret hyl J|0| erazi

n- 114A-metheredenzepesfend)-S-methoxy-3-(4-methyipiperazin-1-yimethyl)-1H-

5- Bhase;.1- (4-i sopropyl benzenesul fonyl ) - 3- (4- et hyl pi pe

razin-1l-ylnmethyl)-1 Hindole; 88 WO 2004/048330 '8 )

AUC B Bluorobenzenesulfonyt)-5-methoxy-3-(4-methylpiperazin-1-yimethyl)-1H-indole;
5-Bromo-1-(4-fluorobenzenesulfonyt)-3-(4-methylpiperazin-1-ylmethyl)-1H-indole;
5-Bromo-1-{4-flucrobenzenesulfonyl)-3-(4-methylpiperazin-1-ylmethyl)-1H-indole
hydrochloride salt; '
5-Bromo-1 —(4—fiuorobenzehesulfonyl)~3—(4—methyipiperazin-1 -ylmethyl)-1H-indole
maleate salt;
5-Bromo-1-(4-fluorobenzenesulfonyl}-3-(4-methylpiperazin-1-yimethyl)- 1H-indole

~ citrate salt;
5-Bromo-1-(4-methoxybenzenesulfonyl)-3-(4-methylpiperazin-1-ytmethyi)- 1H-indole;
5-Bromo-1-(benzenesulfonyl)-3-(4-methylpiperazin-1-yimethyl)- 1H-indole;
5-Bromo-1-(4-methylbenzenesuifonyl)-3-(4-methylpiperazin- 1-yimethyl)- 1+-indole:
5-Bromo-1-(4-bromobenzenesulfonyl)-3-(4-methylpiperazin-1-ylmethyl)-1H-indole;

5-Bromo-1-(4-isopropylbenzenesulfonyl)-3-(4-methylpiperazin-1-ylmethyl)-1H-indole;
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PCT/ 1 N2003/ 000209

5- Br ono- 1- ( 2- br onbbenzenesul f onyl ) - 3- (4- net hyl- : 2005
woRNPRUEBEH N- 1-y(met hyl) -1 Hindol e; 18 AuG

5- Brono- 1- (2- br onbbenzenesul fonyl ) - 3- (4- net hquﬁINﬁ‘OPQ f209
n-1 -ylnmethyl)-1 Hindole hydrochloride salt;

5-Brono- | - (2- br ono- 4- net hoxybenzenesu(fonyl) - 3 (4 meth

 Y4BIRRS-37b! r&r&q@ﬁ%éﬁ{s{@/sg)f?wﬁ 3%4'#1}9@1?1% g%gaﬁ r}ﬁ fﬁnm%hyl) ‘g -tndole

i orobenzenes
@ﬁme[(;{ _blomptpmexh@?ulfodbd)&@ -mpthylpiperazin-1- -ylmethyl)-1H-indole

t(ylﬂj-rd'gﬁtd? é)ggﬁnzenesul fonyl) - 3- (4- net hyl pi perazi n-|
% 'H i ndol €;

4¥ Efctmw J(%DAOm@épneﬁby*yﬁbenmaemtdnﬁk)}ﬁyh)mahﬁléqpa@tzhyi pm@my;)
%r{&*o| -ylmethyl)-1 Hindole; (1-Benzenesulfonyl-

H i ndol - 3-yl ) - (4- net hyl pi perazi n-1-yl) nethanone; 10
[‘1B(QmWét(ﬁ}f'ub@hzmmealhifoowym(ﬂrmétmyimpdaraSmy1 Vimethyet-hybee;

| BIRED- W (- ré(étpug%&?@%%n%lfoﬂ }3((3’ methylpiperazin-1-ylmethy})-1H-indole; -

sopr opyl benzen
H-Brod- 134y$QperMtrmtd!ryelspifqﬂm)@z(Mnﬂéihylb)aﬁmzh‘aﬂgm&athyl) 1H-indole;

A B SRR S by pieesesyr y wairmitranes

11- (GM@h}dhmzbnasllﬂ@oydy-bﬁnme%l(ﬁWIHQIp;éeraZ|n 1-yimethanone;

’(—fi (gq% It %r‘z%?ﬁﬁnﬁt %(ﬂ_ll g\%F)lag IyH (4} meYhﬁpqgérggg (‘)lny?)me%t?anone

[mr(ﬁc&ubm@E}cymz)en(amtfmawhlylppmmewmﬂiethw;lb;@i%mmﬂwﬁethanone

nesul fo

G R R Y rr Rt sl Syl rmetungsazin--

[ﬂlMe‘shﬁimrobenzenesul fonyl)-5-nitro-1

RSB E U P Bl R S e gpipelazin T yhmetianone;

I—[—1F(ﬂ{M)dath)’dbs!rhjenééulﬁﬂylblﬁlrﬁltcﬂﬂﬂ%oﬂs%ﬂ (yinaéimrﬁlaé}gﬂﬁn-
]”ﬁ%{ I s%dor opyl benzenesul f onyl ) -

HYDHBP08Sy | ] 2 (4- et hyl pi per azi n- 1 yI ) mst hanane;

Fisropsroenganeapl-b -
[5,][ (ﬁqﬁl r3 yl]-(4- rre%dLyjlh‘ptlwp)eI? E?PLS?@(Ameth}s[pr}%?rﬁgﬂgne

FEhoxybenzen esul fonyl )-5-nitro-1 Hi
nFlO(|4 @o%bbeﬁz%n@ﬁﬁ%ﬁk;!ﬂBﬂﬁ%@ﬁH "hdolia yﬂqmﬁﬁﬁﬂp%zig- o

é 2 Br onp- 4- met hoxybenzenes ul f onyl)
dgimel ?”‘]“3(4 met hyl pi per azi n- 1- yOnet hanone;

ﬁqgﬁng@ﬂsﬁmér&euésﬁmﬁy - RV R RS 24 - lnevﬂyﬁﬁsé?gia 3]

1Yi(rﬂetN§'ﬂcPﬂﬂ benzenesul f onyl ) - 3- (4- et hyl pi perazin-1-yl m

ehh@[gmﬂqg%%ﬁ%ﬁggﬁl onr|1t3r/ I-iéqd(oll-3 r?gt h)?? eﬁ%%‘ SFR -yl m

eY‘HV‘Pt)’\afloﬂ%l ndol e; |
[1-(4- MethoxybenzenesuIfonyl)-5-nitro-1H-indol-3-y!]-(4-methylpiperazin-1—
ylymethanone; |
{1-(2-Bromo-4-methoxybenzenesulfonyl)-5-nitro- 1 H-indol-3-yl}-(4-methylpiperazin-1-
yhmethanone;
1-Benzenesuifonyl-3-(4-methylpiperazin-1-yimethyh)-1H-indole:
1-{4-Methylbenzenasulfonyl)-3-(4-methylpiperazin-1-yimethyl)- 1H-indole:
1-{4-Fluorobenzenesulfonyl)-3-(4-methylpiperazin- i-ylmethyl)-1H-indole;
1-(4-Bromobenzenesulfonyl)-3-(4-methylpiperazin-1 -ylmethyl)-1H-indole;
1-(4-lsopropylbenzen esuifonyl)-3-(4-methylpiperazin-1-yimethyf)-1H-indole;
1—(2»Bromobenzenesulfonyl)-S-(4-methylpiperazin-1 -ylmethyl)- {H-indole;
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1- (4- Bronobenzenesul fonyl ) - 3- (4- et hyl pi perazin-1

-yl methyl)-1 Hindol e; - (4-1sopropyl benzen 18 AUGZ(IE
woesiddieny! ) - 3- (4- net hyl p| perazin-1-yl met hyl)

Hindol e: 35 P(EJTIINZOO.?I{)UIEOQ
1- (2- Bronobenzenesul fonyl ) - 3- (4- et hyl pi perazi n- 1-yl ne

‘thyl)-1 Hindole; 89 WO 2001/ 048330 18 AUG 2005

PC(’E—BrN?r%%ﬁQ&%Q@onyI)-S (4—meth§1p| erazm ‘I ylmethyl) 1H- mdo!e
2- Bromobenzenesulf onyl) F y pi perazin-1-yl nme

trH’ [9ehiprigeisatfol e hydrochi ori de sal tr
%T_gzz?%)r/n% irﬂetﬁ;ﬁ%})%@?}%@%@@{ﬁﬂ?ﬁ L1 Wﬁﬁp:&er&ﬁn AEHRAUARh AR Bdole;
1t Ezzafa%mtﬁ@tyﬁsﬂw@ﬁ%ﬁ%@f(ﬁ@?ﬁwplserezmﬁewlm?thpi)ﬁéhadole
ZiyarckehyrietsByl ) -1 Hindole 5 hydrochloride salt;

1- §4 met hoxybenzenesul fonyl ) - 3- (4-neth Iplpera2|n 1-yl
nethiyeihoxyihgnzggesuronyl)-3-(4- methyiplperazln 1-ylmethyl)-1H-indole;

1‘r-(228|%rn%m rﬂetn@yfs@ﬁyé}%ea;ﬁﬁ@@ @lcfhw?a/ b)mémq @' @&%&@%M»m
- 3- (4- net hyl p| perazin-1- vyl H1in
W’@ﬁim})ﬂf&méﬂ fl uor obenzenesul fonyl) 2- met hyI 3- (4- met

PRl T e P Ty

y‘ﬂ Plperazin: |l -yl methyl)-1 H indol e;
@ﬂ i %Be%ngé?ési@ﬁﬁﬁ)%' ﬁ.sfz;fﬂa%ﬁﬁ SQeln A b IN! ittt 1h-
1ln€§@'ﬁzenesul fonyl - 5- chl or o- 2- phenyl - 3- (4- net hyl pi peraz
' 5‘811{ Xo ge(hh%/élar?ré* E@*%g%%@fﬁr&m ]metigyl -)':h(«i methylpiperazin-1-ylmethyl)-
phdiiydele3- (4- met hyl pi perazi n-1-yl methyl )- 1 H-indol e;
o Far SR o phenyi tmettyiperemi Y metgr it
i ﬁ@éﬂ@o - (45néﬂhubeozmes(ﬂﬂmm)€t plydriyeBrfe methylimansain-1 2dmethyl)-

(4- et hyl pi perazin-1-ylnmethyl)-1 H 20
li]lgn'%o'él (4- Bronobenzen es ul fonyl)-5-chl oro- 2-

pﬁ}éﬁgrhzeaeéwﬁqmeD#ﬁtﬂmrp@aﬁnanm-&wmmlpwe)azh Hyimetidg)- &:1-indole ;
5 yq? W?tﬁ gﬁsifelr?%gv émg/l 2 SRER3 %4 (i ‘tl’lantlphe\faéJ In- I?eyrln"%‘t%tll-uy[)-‘l H-
Smﬁybno 1 (4- met hoxybenzenesul f onyl ) - 3- (4- met hyl pi pera _
A G e N T e R SR
i mdbleyl met hyl ) - 1H i ndol e; 1-(4-Brom obenzen
ﬁé%hiﬁ?%l@%wqq%gﬂ@nyf 4CV§E§)—E%A—H‘P&H%?@£§%QH 1—yir¥1!athyl)—1 H-indole;
5-Cyano-1-(4-methoxybenzenesulfonyl)-3-(4-methylpiperazin-1-ylmethyl)- 1H-indole;
5-Cyano-1-(4-fluorobenzenesulfonyl)-3-(4-methylpiperazin- 1-ylimethyl)- 1H-indole;
1-{(4-Bromobenzenesulfonyl}-5-cyano-3-(4-methylpiperazin-1-yimethyl)-1H-indole;
5-Cyano-1 -(4—1sopropylbenzenesulfonyl)—3~(4-méthylpiperazin-1 -yimethyl)-1H-indole;
N-(1-(4-Fluorobenzenesulfonyl)-1H-indol-3-y)methyl-N,N' N'-trimethylethylene-1,2-
diamine;
N-(1-{(4-Fluorobenzenesulfonyl)-1H-indol-3-ylymethyi-N.N' N'-trimethylethylene-1,2-
diamine hydrochloride salt;
N-(1-(4-Bromobenzenesuifonyl)-5-bromo-1H-indol-3-y)methyl-N N': N'-
trimethylethylene-1,2-diamine;
N-{1-{(4-Bromobenzenesuifonyl)-5-bromo-1 H-indoI-S—yI)methyl'—N, N, N-
trimethylethylene-1,2-diamine hydrochloride salt;
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5- Cyano-1-(4-1 s opropyl
benzenesul f onyl ) - 3- (4- net hyl pi perazi n-1-ylmethyl)-1 48 AUG 2005
wo bhoingke; N (1-(4- Fl uorobenzenesul fonyl)-1
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Hindol -3-yl)methyl -N, N, N -trinethyl et hyPERENI003/000209
di am ne; 30 '

gl-(4- Fl uor obenzenesul f onyl ) - 1Hi ndol - 3-yl ) net hyl -
NHGS1Brompi ek dnyihekmgmwfo%yil gﬂﬂﬂ?lo)ﬂﬁ gl')‘eﬁg{hgoﬁ TPN‘ de

onpbenzenesul f on

ﬂﬂ%@o&hg%mﬁg é}r?e‘i HPNEN, N N - Y
Nmﬁ'éﬂ\ﬁ%lh@tgbym?ngseﬁfggﬂﬁﬂnoﬁ?ﬂ indol-3-v) yl)methyl N, NN
i nd‘ﬂ"?dthg‘g s STOR, NN 35
Mﬂﬁ‘é’ﬂ\mm@wwfhmeswoﬁyl}jﬁ@monﬂﬂ ma@rf)g@& &B:Q@SFQ'-“ 90
ﬁﬁ_l ¢ qgn \{\?AGZOOM 48330 PCT/ 1 N2003/ 00 '

(@ ﬁ@ ohD- 1- C2AHBPR XY BEN ISl f onyl ) 1
M|=(11ﬁaﬁrorﬁetyén)znﬁéshtﬂfbnw Bbroio-1H-indol-3-yl)methyl-N, N’ N-
%H AP{I eth e 1, 2-di am ne;

(EIW %‘i’eh @H’?@nesul fonyl)-5-nitro-| :
‘H3-BdohetRny by awirbyl)- d\béib{&dﬂioroben%ene 1-yhpiperazin-1-yimethyl)-1H-

hé ]get hyl et hyl ene-1, 2- di am ne
Jz (4- Met hoxybenzenesul fonyl)-5-nitro-1Hindol-3-ylm

b(mMe%Hkhxb‘bedieneéLﬂfbml)ei {o- ﬁ%@%kﬁféﬁzénezi 9] {)Térazm 1-yimethyl)-

ﬂf(—?rfao hloride salt;
- Br onobenzenesul fonyl)-5- br ono- |
H(E-Bdﬁhﬁzﬁétﬁﬁﬁb@{ien%“onw 3-(4 50 FRixybenzene- -1-yi)piperazin-1-

g‘lyél“i e-1 2-diamn
S@ﬁzenesulfonyl) 3-(4-(3-chl orobenzene-1-yl)

| WW R i R e R
ﬁ_ﬁ?ﬁ{({? 1-yl nmethyl)- 1 Hindole;

SB(GEIqIBBhARKAERF PR L ONYL B L0 e haybe

pi perazi n-1-
ﬁm?ﬁWD16%$89 %l benzenesul fonyl ) - 3- (4- ( 2- nethoxybenzene-

(8
e
9§§éﬂ"ﬂéhmémﬁryl ) pi perazin-1- ylnethyl)-1 Hindol e;

»
e e RSP IR 4 Gy rsepechdeieraty 1

erygﬁhy@ﬂﬁ@nﬁoter 20 ylnethyl)-1 H-| ndol e;

1-(4- Fluorobenzenesu[fonyl)—S—methoxy-3—(4—(2-methoxybenzene—1—yi)piperazin-‘l-
yimethyl)-1H-indole; '
1-(4-Fluorobenzenes qlfonyl)‘S—me'thoxy-B—(4-(2—methoxybenzene—1 -yl}piperazin-1-
ylmethyl)-1H-indole hydrochloride salt -

1-{4- -Methoxybenzenesulfonyl)-5- methoxy~3 {4-(2-methoxybenzene-1-yl)piperazin-1-
yimethyl}-1H-indole: |
1~(4-IsopropylbenzenesuIfonyl)-5-methoxy—3—(4—(2-methoxybenzene—1-yl)piperazin—1~
yimethyl)- tH-indole;

1—(4—F!uorobenzenesu!fony!)-3-(4—(pyridin-2~y!)piperazin-1 -yimethyl)-1H-indole:
1—(4—Methoxybenzenesuifonyi)—3~(4-(pyridin-2—yi} piperazin-1 -yimethyl}-1H-indole;
1 -(4-1sopropyibenzenesulfonyi)—B—(4—(pyrid in-2-yhpiperazin-1-ylmethy)-1 H-indole;

1 -(2—8romobenzenesulfonyl)-3-(4—(pyridin—2-y1)piperazin-1—y!methyl)-1 H-indole;

1 ~(2—Bromo—4—methoxybenzenesulfonyi)—S-(4-(pyridin~2-yl)piperazin-1—y[methyl)-1 H-
indole;
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: 5 Br ono- 1- (4-i sopropyl benzenesul fonyl ) - 3- (4- ( 2- net hox3‘/‘

benzene-1| -yl )pi perazin-1- ylnethyl)-1 Hi ndol e; B AuG Zl'lﬁ

wolz'o(wﬁ‘ml%bfh?f obenzenesul f onyl ) - 5- net hoxy- 3- (4- ( 2- met hoxyb

enzene-1-yl)piperazin-1- ylnethyl)-1 Hindol BCTAN2003/000209
1- (4- Fl uor obenzenesul f onyl ) - 5- met hoxy- 3- ( 4- ( 2- met hoxyb
enzene-1 -yl )piperazin-1- ylnethyl)-1 Hindole

- hyseBrootul Br4-eorstdntzenesulfonyl)-3-(4-(pyridin-2-yNpi
r enesulfony )I (4-(pyridin-2 %L)Pg_eniaﬂn(% ylr%eitr%)ﬂ/ H-

1"n(d%'eNEt hoxybenzenesul f onyl ) - 5- et hox

béhZ&ne- | -yl)pi perazin-1- ylnmethyl)-1 Hindol e;

1 5(BrohmopometHoizeRest LI (2 BLERO Y pRelddil 21 BLha, .\
xyb pzene-l -yl) p?%?r azi # %{%30( y?ﬁngt’ﬁgwpéf%q(ﬁy oeft@?) H
1-@-% uor obenzenesul fonyl ) - 3- (4- (pyridi n-2-yl) pi peraz

- r5-Eiaromon'e-tzhbébbm@ylbb&ﬂéﬂ@énﬁfbn¥i)_%-_(%-ﬁpzyridin-z-%”priﬁeigzin-1afi1rr6%tpg;)4H,

1- (4; Met hoxybenzenesul f onyl
zi -ﬁie-'yl nmet hyl )-1 Hindol e; ,
141¢(4-A1sarpb&REh ORI AN | i BYA gL AR I

rag(_ iy SI @rrg%éhyl )_@HE?%%%}@%M‘M DXL AR YRS 1+
1% onobenzenesul fonyl)-3-(4-(pyridin-2-yl)pipe

r az4méin by 23D (ovridin. g ,
o e e 7 gy -2 psyang e i h-
B 0ﬂf’erazi n-1-ylmethyl)-1 H indole; 91 ~8AUR005 WO

(pyri yl)

s e S G R L

5-

pi'pePd¥Pn- 1-yl methyl )-1 H indol e; 5- Bromo- 1 |

; Shareidiomhene 0gRU08 Hlolaly 6%al BYE fhiBardat! ) ABR,§ 1.
5 insiolio- | - (4-1sopropyl benzenesul fonyl ) -3-(4-(pyridin-2

R SRR eI e D ety
yIN¥i%er azi n- 1-yl methyl )-1 H i ndol e; o
Tk ARt s A s s
11 (@Nebpribpyranenuitangy @ fe(hgh2y Bipertnoxyimat d1t PiGelen-
RS R ey e BBl pmenay -
pins@kazi n-1. -yl methyl )-1 H indol e;

1-(Benzenesuifonyi)- 3-{4-(benzyl)piperazin-1-yimethy))-1H-indole:

1-(4-M ethoxybenzenesuIfony-l)-5—2—['l A]Diazepan-1-ylmethyl-1H-indole;

(R,S) 1-(1—Benzenesulfonyl—indo[—S—yt)-1-(4—methylpiperazin—1-yl)ethane;

{R) 1-( 1-Ben:_cenesulfonyl—indoi-3-yl)-‘1-(4-methylpiperazin—1-yl)ethane;

(8) 1-(1 -Benzenesulfonyl-indol-3-yl}-1-(4-methylpiperazin-1 -yl)ethane;

(R,S) 1—[1-(4-Methylbenzenesu1fonyl)indo!—S-yl]-'!-(4-methylpiperazin-1-yl)ethane;

(R) 1-[1-(4—MethyfbenzenesuIfonyl)indoi-B—yl]-1—(4—methylpiperazfn—1 -ylethane;

(S) 1—[1-(4—Methy!benzenesulfcnyl)indol-S-yI]-1—(4-methylpiperazin.—1—yi)ethéne; :

(R,S) 11 —(4-Methoxy!benzenesulfonyi)indol-S-yI]— 1-(4-methylpiperazin-1-yl)ethane;

(R} 1-[1 —(4—Methoxyfbenzenesulfonyl)indo!-B-yl]—1-(4-methylpiperazin-‘t;yl)ethane;

(S) 1-[1-(4—Meth0xylbenzenesulfonyi)indol—3—yij-1-(4-methylpiperazin-1-yl)ethane;

(R,S) 1—[1-(44sopropylbenzenesulfonyl)indoI-3-yl]—1-(4-methy1piperazin-1—yi)ethane;

(R) 1—{1—(4—lsopropylbenzenesulfonyl)indol—3~y[]—1-(4-methyipiperazin-1 -yhethane;

(S) 1~[1—(4-!s0prOpylbenzenesulfonyi)indoi-B-yI]—1-(4'—methylpiperazin-1-y[)ethane;

1-(4-Fluorobenzenesulfonyl)-1 H-indole-3-carboxylic acid N-(N,N- |

dimethylaminoethyl)-N-methylamide; '

92




5

10

15

20

- 25

30

35

- 15

perazin-1-ylmethyl)-1 H indole;

WORHAREBpr opyl benzenesul fonyl ) - 3 (4- (benzyl RSITPNR 240001209
| -ylmethyl)-1 Hindole;, 1-(4-M _
et hoxybenzenesul f onyo- 3- (4- (benzyl) pi pera2| n-|
-yl methyl)-1 Hindol e;

1- (@zw@homeazamsmmytpeHzleafrg@mdamyﬂc acid N-(N,N-

%.(f)%hﬁzen L*W&Q ?@ia%&é;y' methyl)-1 H 20 indol e;

3- (6445fémemzﬂyén)zpm@eﬁwl)m&mbm-wbaxyac Bkl o) -
Jd"rflélhugﬁnmo }Of]lgg%enﬁsgﬁf-gnyl )-3-2-[1, 4] D azepan- 1-yl net

: 1R(s1; B qzamaaazug?emhesmayn -3HYmJol-B-y{14c- BBl RS A7 N -
ne;
i")%‘i%at %%nesul fonyl -i ndol - 3-yl ) - 1- (4- et hyl pi per azi n-

:(Ry&}f“("ﬂ%tho?( s(r@enesulfon -1H-indol-3-vl}-a-(4-methyl
1-(1- Benzenesg?f onyl | 3-yl)- i] ?z{ il h}glflnlperazm -

prBeRaRI#e: 1- yQet hane; ( R S)
Ledyloz @«A@&h&@s&%e&gg‘@&w%&q %l-yﬂsa W etk y! pi

perazin
IVJ)PtEf(JEIJiFN@t hyl benzenesul f onyQ ndol - 3-yl ] - 1- ( 4- net hyl pi

AR D B Ut Bhee ety Rigracin T anergive

I(R@&%ﬂ(ﬁedzeﬁ@lﬁbﬁﬁ)?iH—ir(d%f o ﬁ4 methyif)lperazm 1- {1 yacetonitrile;
- Met hoxyl benzenesul fonyl )i ndo - met hy

|(§5 5‘;[.(1 é@?lp;epey.}lfgp}\)aﬂ-e’—md@@%yﬁga-(ti methyiplperazm 1—y!)aceton:trile
IRl Sy dfr %Mp&@@%ﬁ&%ﬁy@)"m AkdoPS98 o3z dtrdip o draBRt A Yy-

Iplpera2|n
1at{810ﬂ(tﬂlel\/bt hoxyl benzenesul f onyl )i ndol - 3-yl ] - 1- (4- net hy

| R , . .

R A RS B b Shgr st megivpeinerpaincles
yaqeitggitriez i n- I ert hane; (R

jﬁéﬁ{é%ﬁl Sr quy ?%%ﬁgi?oensygg%olg&l)é ﬂdc?-l 4- meyhylplperggn r'Tiejgtf!)h
]ac[elgrﬁtﬁ]-el' sopr opy!| benzenesul fonyl )indol -3-yl]-1- (4 nmet h

geram n- 1))21 Qet hane;
1“ E% ZROBIYB %ﬁﬁe@?ﬂ?ﬁwc?mﬂ?ﬂw PREGFE-BYeaiydxyi-ingole;
de; 92 WO
268 byt BN B R T o
= %Nkehh%?m%ﬁﬁ@ﬁ)e%m&-@wra)zmﬂ Wmeifeibt éd-Bdeler boxyl i c
* (@-@oﬁrdﬂggygp %%ls@édﬁggﬁg(gﬁ{%gs ?MI\) ﬂ%ﬂgq F){A%ﬂ%ar boxylic
1- (%r@rtamw(mﬁthowbenz;ﬁnentdfonyll)érfﬁHmaﬁa;asr) Iyl rindide 5

-58(5‘5[@1((2?%9?8%06‘%'?1%éne&ﬁefr%zﬁnF)y“‘iﬁ‘ YREGN99%51 - a- ( a- e

5-Bremb g (denethoxybenzepiepaltoeykis ¢ Hidigsragii)l -yimethyl)- 1H-indole

S P o S P RO RYD D A e -yre e sk o
5-Bromo-1-(2-bromo-4-methoxybenzenesulfonyl)-3-(4K-piperazin- 1-yimethyl)- {H-indole
1-[[1-(4-1sopropylbenzenesulfonyl)-indoi-3-yllmathylj[1,4]diazepane '
1-[[1-(2-Bromo-4-methoxybenzenesulfonyl)-indol-3-ylimethyl}{1,4]diazepane
1-[[1-(4-methylbenzenesulfonyl)-indol-3-ylimethyl}{1,4]diazepane
1-{[5-Bromo-1-(4-Methoxybenzenesulfonyl)-indol-3-ylimethyl}[1,4]diazepane
1-[{5-Bromo-1-(4-isopropylbenzenesuifonyl)-indol-3-yljmethyl]{1,4]diazepane
1-[[5-Bromo-1-(2-Bromo-4-methoxybenzenesulfonyl)-indol-3-yiimethyll[1,4]diazepane
1-{{5-Bromo-1-(4-methylbenzenesulfonyl)-indol-3-ylimethylj[1,4]diazepane

and their pharmaceutically acceptable salts. polymorphs and solvates.
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(S) a-[1-(4-Methoxybenzenesul fonyl)-1
H-|ndol 3-yl]-a-(4-nethyl pi perazin-1 10 48 AUG 2005
)acetonltrl le; (RS) a-[1-(Benzenesul fonyl)-1

WO 25D - 3- yI | - a- (4- et hyl pi per azi n- 1-y! )acelt(bﬂli‘{llﬂwtwﬂw‘)

(R) a-[1-(Benzenesul onyl)-1 o
Hi ndol - 3-yl ] - a- (4- met hyl pi perazi n-1-yl)acetonitrile;
(S) a
4 Benzenesul fonyl )-1Hindol -3-yl]-a-(4-nethyl pi peraz

L ?ngﬂcfgm GRIMPEpitien coprrising either of a' phammaceutically acceptable
carrlel-dithehS BRIMBNS %?Qét@%?‘«’dnfg%wam' "é"deﬂﬁ%' H¥lihve Fnlctint of a
met hyl pi perazi n- 1- acetonitr
Cgﬁ[P:Pu'('QLﬂF%%wP@ﬁy|0cb@mz‘en@s¢ﬁrwwﬁ) its) pp3leasolits 3aytbinetis (arms, its
éﬁ@éa%rﬁé@eft@éééh%%hétf%rm@‘?t?ﬁ\lo&l&és |t§po[§n§)3rphs its pharmaceuticalty
[ 1- (4-1 sopropyl benzenésu .

W?HE@P—%&@IOI ite Plarmasenidapy pmeatabw—@lweas acetonitrile;

w

(Benzenesul fonyl) - 3- (4- (benzyl oxycarbonyl ) - pi perazin
A Qharwqq;e@ttqqypgmgoqmqmmogjmg to Claim-3, in the form of a tablet, capsule,

p&m{dﬁggﬁg@?ﬁa}écﬁaeyé&u@bm(o‘k"sLuP.:ke%Foﬂ.,Z' n-1- ‘y' methyl)-1
1- (4- Met iﬁoxybenzenesul fonyl)-3-(4H pi perazi n-1-yl et hy

S Yo o RN Senoh STy 5. SRS s
QWTPPSI:UOWE dﬂfme@ in Claim-3 for preparing medicaments.
1- (2- Br ono- 4- net hoxybenzenesul f onyl ) - 3- (4H- pi perazin-1
-ylmethyl)-1 Hindole 25
8. Yseppiopasapiouhd eni gene sl féronyd Iy, Zs(ddfned jre Caima1-br ¥ Iphairhydeutical

%opﬁ{oﬁhgbﬁga%y egwggne suﬁ%hylf r (tgfeatment where ‘a2 modulation of 5-HT
atipitypedagirat: 1- yl met hyl ) -1 H-.i ndol e
5- Brono- 1- (4-i sopropyl benzenesuf f onyl ) - 3- (4H pi perazin
-l-ylmethyl)-1 Hindole

7. BsBoioaoep 6@acha s axirdedit nmherez eresuhdfenyie) ofda Gdidnt for

in-1-yl
B Ff bt Kol Sypmiona e Fongigns oetsier2 sefsrbiagiep o o
AT dddprrepandicatdd.
1-[[1- (2- Bronp- 4- met hoxybenzenesul f onyl ) -i ndol - 3-yl ] ne
thyl][1, 4] di azepane
8. 1134 bl a( compRiuiu| e azenes W DRimL) fdrnee reBtrdr: reidmy prbdedtion of
i a
*”[°f*§ %’%H‘H‘Sﬁ‘e% St ARG e AeRikasen 1 epryHisivendigpdsisy | Qhpessive-
tdmypuidive Adlﬁrééﬁpaﬁgralﬂe [}ﬁe'%dgémcéqn(ﬂ% memorﬁ/ drsorders ADHD

@ﬁ(@ | benzenesul fonyl ) -i ndol ] methyl
neficient Disorder/ yperactivity Syndrome) personahty disorders,
Bsych&siBr Orﬁhrépt{rgmgr OMs e ho’&%@r%@é@ﬁ‘es%gﬂiﬁyl ) sk hrenia,
- 3- yll1 nmet hy I]CE di azepane 3
Jchigeshsniens 1 l%m’dﬁfét h\yqﬂwém@nérgml fdmwlapussmdgams gitdaket sleep
H¥b '
DU e gons A DL RREIRESS L g
AUG005 WO 2004/ 048330 PCT/ | N2003/ 000209 3. A

r o} L it her of

S. E%rd?ng%g:ﬁdp%ﬁwy ac%?tln%ii F él%gng”tlsoéntgegtﬁqjg%@t of Fild cognitive

.@mﬂrmeeht anarotset v@wo@@ngratwe hdiaortiber anpaeumzmalrh@f s dzsease

%Ifkﬁ%ﬁlgr% R Rt tm8{on% chorea.

£

10.Use of a compound as claimed in Ciaim-1 for the treatment of ceriain Gl

{Gastrointestinal) disorders such as IBS (irritable bowel syndrome) or chemotherapy
induced emesis.
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conpound according to Claim1, its derivatives, its

anal ogs, its tautoneric forns, its 5 stereoisoners, 48 AUG 2005

WOEL&&/OQ&%Q(FE”'C forms, its N-oxides, its polynorphs, its

11,

12,

13.

4.

15,

16.

17,

18.

19.

armaceutically acceptable salts, or its PCT/IN2003/000209
phar maceutically acceptable solvates. 4. A
phar maceuti cal conposition according to daim3, in
the formof a tablet, capsule, powder, syrup,
injectible, solution or suspension.. . 10 5. Use of
%‘%’r&gu%ocoﬁfpog‘éﬁe?%lchi@feﬁulha teimy-1 ﬁsf@lﬁéfQEnmrbmxtyCIaadmnahty
fsodiaRMWIBRE WkiLRlwaigRPosi tion as defined in Oaim3
for preparing nmedi caments. 6. Use of conpound of
general fornula (1), as defined in Claim1l-or a

phaoracedididaied %ém%ﬂm%%téié%ﬁeé% ‘%ﬁégf?d %_Rs Qa@pw i fgol for

for the treatnent ere a nodul ation
PRdYREG BHT recenterdungtion. ‘conpound as claimed in daiml
for the manufacture of a medi canent for the treatnent
nd/ or prevention of clinical conditions for which a
¥ L8 PERBNE GIs Fainsd ipOCIAMY &desoobinatien witdi & &tHT re-uptake
lﬁhsbkﬁeaﬂf/&é: 1 for the
treat ment and%%%?gggﬁgfé& g%gle s{éltﬁﬂe@%& condi ti ons
such as anxiety, depression, convul sive dlsorders
RRLBFRLME of GO of réin
cog ﬁfpt%l ve orrerr%p%%ﬂa}s/g%r@]gfas ﬁlAﬁs—Be'r%%‘(?&t%n?n ?QS % tautomerc
fggvm; disgmreg;sgmﬁ@e fté pelypermet ata/phajm&wﬂlcall@cceptable salts and its
Sa8altch r gphre
S A R PR S
schi zophreni form di sorders, withdr avval from drug
@%ﬁ di.sgrders and al so
di sor%de?)iwéés: gg%tlg.'ge%%hd/%{ ﬁr%@hyiﬁ’g? OE IFRL calitang suga a3 anxiety,
Ganyvulsiye dﬁ}:r@ersm@saséwacompplema diisedets, ahigPing ﬁeé&a@h& dognitive

t L
SRRl S Py PR, b PGS rron
RErS ety diﬁaﬂkusnspayamiandpéﬂa;ﬁﬁre:ﬁigt OpEyBh&IROr @bredsibn, mania,

'trea?) FrEﬂ CO%%E ?\gzrn}}o d'%%rgfréas‘?'?%f%ais{r&%altd?“eg abuse, panic

afizsbs dﬂea:: sisohieas ahBSiI{d Hisbidaky @ssib@léﬁid Wﬁ@pﬁ?ﬁ?)tragfna and for
mesjs. 94 1 8 AUG 20

d d
P ae A e PR Ea o OTBE009 112 Pewoh nace difserinan a¥ecive

ghaimedaicompoandroflgdrerd eshies: MskiAhby ioginartal ity
associated with the excess weight. 5 12. Use of a

radi ol abel | ed conpound as claimed in.Claiml, as a’
Airegnesior ehd @8AtrieAt and/or prophylaxis of mild cognitive impairment and other

n_eurodege__eneratwe disorders like Alzheimer's disease, Parkinsonism and Huntington’s
chorea which comprises administering to a patient in need thereof, an effective
amount of a compound of general formula (1) as claimed in Claim-1.

A method for the treatment of certain Gi (Gastrointestinal) disorders such as {BS
(Irritable bowel syndrome) or chemotherapy induced emesis using a compound of
general formula (1) as claimed in Claim-1.

A method to reduce morbidity and mortality associated with the excess weight using a

compound of generatl formula (1) as claimed in Claim-1.

A process for the preparation of compound of formula {n .
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modul ating 5-HT receptor function. 13. Use of a
conpound as clainmed in Claims 1 in conbination with a48 AUGZ(IE
5-HT re-uptake inhibitor, and / or a pharnaceutically

WaCHape-8bi0e salt thereof. 10 14. A conpound of PCTYEN2003/000209

general fornmula (1), its derivatives, its analogs, its
tautoneric forns, its stereoisoners, its pol ynorphs,

its pharmaceutically acceptable salts and its
~ pharmaceutically acceptabl e sol vates for pr eparing a

e dieReR ™ ma’Y5Del‘rCHzA g?td;ondél‘t z §2%nhr t an%ﬂuﬂons on the

prophyl axis of clini'c ‘on suc as anx
c orfPSY Wieengiveoh dieES;: obsessi ve- conpul si ve di sorders,
m grai ne headache, cognitive nmenory disorders, ADHD
(Attention Deficient D sorder/ Hyperactivity

WF@%‘) R1, BeReoRalRst §e, Rzshdy Rerfsp, MsyRbo%i:and Rys may be same or
par ni h S

RIER dhd PSh qrtlde%ﬁq&g{ﬂﬁo?éﬁqg?esr’\g?ﬁt&)ge hﬁi@lggwaloxo thio,

schi zophreni a, schi zophreni

fr o‘?ﬁ”@ﬁ*@?@kﬂﬂu@eoxypamrm. Piroatyaackirmy| ewigirdi goarddins, amdtituted or

al b I d
heZ‘ﬁlSF’“a?ﬂ%tégv%E@%%%%ﬁ%ﬁiﬁﬁoe“‘% B spb BB Bapeoatkeny
in ﬁe@a&)alhmséoﬂ:s-@ﬂcmdaém i @ec?mumkerofﬂ azcmmmmundscqéloaikeny!
gener
trt %o? %@5%6&403 f@n g% |S’r‘ gﬁﬁyla :gjlkyé ﬂa'@’ﬁyd heterocyclyl,
cogditerpeml, | mi)‘atarmtyleﬂ«yd ohbﬁroar@@lnemdﬂﬂe@@my at lﬁé@eroara!koxy,
Al zh | mes di sea Par ki nsoni sm an
Fr SRR B SRty e S SRUR T« Jetamino,
pataryélﬂtmnon nedigrytengof , adtkylefirect | vikox@e@mbsiiyl Of  aryloxycarbonyi,
r@%ﬂ% b ?g ; re[ ?{8{:)? ryg%% éﬂr%my?,c ¢l aégﬁ/ﬁj@ycarbony[ h}rdroxyaiky[
Emlnmgwlesmmhmyldgwm@r S osanﬁymrﬁta%éx@ ﬁﬁlo)galkyl aryloxyalkyl,
ir a 0 ndr.Q or chenot her a uced
erreé;r%aﬁsm)a’ %%E \Aﬁl&ygﬁ%ouﬂa %yl g%'?%@"éﬁ“b‘?@ﬂ%m% ( ylogycarbonylamino,
cl mralﬁgzloxyta(ﬁcﬁtnymrﬁno 18. é{‘lﬁf@t@l@dn)ﬂﬂﬂﬁ’lgduce AMBfihiflbdoonylamino,

and rtali t ocl at ed t he excess wei ght using
%T}W&C l}boa AT fcﬁfm‘W[ﬂ”ﬁ dipq))  adlk@puaniaien.i n dialkylguanidino,

Cl aiwtﬂra]zm(ﬁ%y&&xylénﬂf@@:ﬁﬁﬁ)xﬁl@radch%d’Tt@@@ﬁ\?attllfé’i‘ sQlffonlc acids and its
ound of formula (1) 95 18 AUG 2005 WD 2004/ 048330

ReH63 BoePHerias 'F’é%”ﬁ' 8 depiyatyes. aripe adiacem QJ'PUPS like Ry and
- quz or F%]-é-ﬂdiRg ORR?; !3[’16@4&5} f%oar@q-bsér' nguédcplﬂ-f OFO]Q EH@ gﬁ or RB and Rg

car bon whenever A is Wherei n, Ri1,
R5. tog@theert F@rbcpqgatomsoto whigh ﬂp@fzaremtmcgﬁ@ nmysfqmya tfere or a six

ﬁ;g?gmbere@hgﬁ%r?gbng% c@%mlr\'gngﬁé)%ﬁ:‘%&rel YolbFPHERE M and optionally
containing one or more heteroatoms selected from * Oxygen “Nitrogen”, "Sulfur” or
"Selemum and combinations of double bond and heteroatoms:; or Ry and Ry
together with the carbon atoms to which they are attached may form a three to six
membered ring, optionally containing-one of more double bonds and optionally.
containing one or more heteroatoms selected from "Oxygen”, "Nitrogen”, "Sulfur’ or

"Selenium” and combinations of double bond and heteroatoms;

Ris, R and Ry may be same or differeat and each independently represents
Hydrogen, substituted or unsubstituted groups selected from linear or branched (Cs-
Crlalkyl, (Cx-Ciz)alkenyl, (Ca-Cypalkynyl, (Cs-Cr)eycloalkyl, (Cs-Cq)cycloalkenyl,
bicycloalkyl, bicycloalkenyl, aryl, aralkyl, heteroary, heterocyclyialky[; optionally Ry5
along with either Rqs or Ry7 and the two nitrogen atoms‘ may form a 5, 6 or 7—
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per hal oal kyl , hydroxy, am no, nitro, cyano, fornyl,
am di no, guani di no, substituted or unsubstituted 48 AUG 2005
groups selected fromlinear or branched (d -Cl12)al kyl,

WO 220883 al kenyl , (C2-C12)al kynyl, (C3-C7) cycirastdoyhoozo09
(C3-C7) cycl oal kenyl , bicycl oal kyl, bicycl oal kenyl, 10
(A -C12) al koxy, cyclo(C3-C7)al ko Xy, aryl, aryl oxy,

. heterocyc|lyl, . heteroaryl
At LRUOR ond, SEPGRAL P o SHEHBRE b R v and Re, and
tedyehayareathkoonys, twiet tereeajocblelbehkyl oxy, acyl, acyl oxy,
acyl am no, nonoal kyl am no, di al kyl am no, aryl am no,
di aryl am no, aral kyl am no, al koxycar bonyl,
an’yik exyntagbonyding framal toex wharebothy lcarbon chains which “n” represents
' ATl Y ca nyl, heteroaryl oxycarbonyl,
> 'ﬁ%ﬁié‘gﬁw%rﬁégﬁcﬁ%ﬁl Kyl , honoal kzl am’ynoal kyl>/,
di al kyl am noal kyl , al koxyal kyl, aryl oxyal kyl

| k I kyl | kyl t hio, thioal kyl
AhEh RS eainis Lelipras ot BRndkym aiengeiov.
ar al kyl oxycar bonyl am no, am nocar bonyl am no, :
al kyl am nocar bonyl am no, dﬁal K | am nocar bonyl am no,
- al kyl ami di no, al kyl guagi di yd, di-dl kyl guani di no,
‘hydr azi no, hydroxyl am n ¢ Wié acid and its
derivatives, sulfonic a é220 derivati ves,
phosphoric acid and g, » or the adjacent
groups like RL and R2 onhy- 3,0 R3 and R4 or RS
and R6 or R6 and R7 or R7 andYR8 or R5 and R9
together with carbon at s tolmhich they are attached
~may forma five or a six nenfered ring, optionally
10 contai ning one or nore doubhg bonds and optionally
contai ning one or nore heteroatons selected from
"Oxygen", "Nitrogen", "Sulfur" or 25 "Sel eniunt and
\ISFh Nt iR ROR! YRy en0
R B TR AR ehF bR Peny breRadly chloro,
PO iqeoh wih meppripernd af formde (It borgisxacidnsigiensditr i ng,
optional ly contai ning one or nore doubl e bonds and
optionally containing one or nore heteroatons
sel ected from -Oxygend, "N Brogeng,. "Sul fur” or
" Sel eni um' and conbind\ions of dguﬁie bond and
het eroat ons; 30 R13, RIf R1g may be sane or
di fferent and each inquend ntl y\represents Hydrogen,
substituted or unsubsgltuted grou sel ected from
15 linear or branched (O¥ c12Re kyl, '{ C2- C12) al keny! ,
(C2-C12) al kynyl , (C3-C7)cycbgplkyl, :
(C3-C7) cycl oal kenyl, . bicycloal kyl, bicycl oal kenyl,
wihgrein alirthe lsymbolh ereasdefined #twver ocycl yl al kyl ;
optionally R13 35 along with either R16 or Rl7 and the
two nitrogen atons may forma 5, 6 or 7 96 18 AUR005
20.Wp200=t 04 8830 RCTd riNF@O 8O 0026Formula (1) (

20
wherein A may be -CH,-, -C=0 or -SO,-; Ry; and Ry,, refer to substitutions on the
‘carbon whenever A is CHa;
Wherein, Ry, Rz, Ra, Ry, Rs, Rs, R, Ra, Re, Rio, Rz, Riz, Rigand Rqs may be same or
25 different and each independently represent hydrogen, halogen, oxo, thio,

perhaloalkyl, hydroxy, amino, nitro, cyano, formyl, amidino, guanidino, substituted or -
unsubstituted groups selected from linear or branched (C4+-Cyy)alkyl, (C-Crz)alkenyd,
(Co-Crz)alkynyl, (Ca-Cricycloalkyl, (Cs-Cy)cycloalkenyl, bicycloalkyl, bicycloalkenyl,
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menbered heterocyclic ring, which may be further

substituted with R' and R15, and may have either one248 AUGZMS
two or three double bonds; "n" is an integer ranging

WO 28HdH83B0t 0 4, wherein the carbon chai ns whi GCT/RR2003/000209
represents 5 may be either |inear:or branched. which
conprises reacting a conpound of formula (11) given .

- CEEo Ry Gt R sbeh BT Soiry “Gbr SRy orstesporch

‘ heﬂ.goaryw t he&r@@ﬂ@@ﬂ@d Oﬁeﬂ‘eﬁ:faﬁ’@ikgﬁ (|He|te)roérlylok§?3 &@té}oaralkoxy,
N

SRR G Bt ARGt a0 He@incs o diafytamine
a%;ame_as fA Ofiadyleniiy, epaéramy%ﬁwérﬁf cm@mmifog Hglllcg(y&ér})onyl,
reln e - -, =-L= 0 - -, n y
R B ooy et o ke B S GR WararD Beyi Ry roxyatiyl,
donidoallfier ehdghoaRyamtdalki3, d?@rkylé?ﬁlnoﬂ@l Rgl,kgﬁf&%lkym ?rﬁﬁoméalkw
| eren an

R15 may
aéa%ﬂxw%épﬁwﬁm y freafinds eﬂ%oww B@é‘?{"‘“ﬁal BylpycasReyylamino,
atrhﬂqﬂoxﬁ%ﬂhﬂiy%’mkd' hyghirdedroodfTamio, Ni t rfkyid¥iabearbonylamino,

% am di no, guani di no, substituted or :
ﬂgﬂ%%ﬂ%a{b@avl@wps Slyviaspidiaof r oAkylprRITINGr  pAilyigaNidino,

yetaAr )tk landife? catbdk lck&iy bnd ité @n@@é@'ﬂ@fabf k. acuds and its
GSﬁCS C7)cycl oal kyl , (C3-C7)cycl oal kenyl, bicycl oal ky

iy E‘{e&aplz%%mom 9?fd\mdzt§1fietwef4@33@r t@?ﬂmeafo@syi%dw@é% and
Rﬁ)r @}3)}@'%%)‘% a‘PMqJR JolflesE &1@@5 &Q’é&’ancﬁm’ bs R‘?bMJﬁl ®@4¥or Rs and Ry

ar al , aral i/ het erocycl yl het er oar yl
O

Wa%%w@ %ﬂf’a‘l’fk? M ‘é’h@ﬁrtaﬁk?re afirghedl Jaay kKaswy a five or a six

MekBERRY ﬁl’]&oﬁﬁfnonan?tc@ﬁﬁﬁyr@ )Sh@ldfy%fé??@/ dodHie |bon§§yelr@xﬁptlonaiiy
acyl am no, “nonoal Kyl am no,” di al % am no, ['am no,

‘éﬁrﬁ@‘?'ﬂarﬁﬁ@dx Tap&l nqtqaraﬁﬁom sedackeskierar @wﬁyﬁlﬂ ‘Nitrogen”, "Sulfur” or
'@dé%’c%rlgo%bmaﬁuoﬂg %fkﬁ%?eﬁﬁgﬁcf‘)é]nd heteroatoms; or Ry and Ry
het erocycl yl al koxycar bonyl’, "heter oaryl oxycarbonyl ,

tegainek yathkiye cartam a’c@ras Rq/whididh@aawat‘mhe@mawprm a three to six

bEYd A %li)'hy e aﬁ% eO)SMl%lgytlcnds and optionally
ar§1 Q rl ﬁ '?q hi o

koxya
atbrbi@!mmavn@o@vyﬁnam Irraieroatoymwmmﬁnw &hxygry, “Nitrogen”, "Sulfur” or
“Selenium” and combinations of double bond and heteroatomns;

Ri3, R and Ry may be same or different and each independently represents
Hydrogen, substituted or unsubstituted groups selected from linear or branched (C+-
Cipalkyl, (Cy-Cra)alkenyl, {Co-Cya)alkynyl, (Cs-Crlcycloalkyl, (Ca-Cr)cycloalkenyl,
bicycioa]kyl; bicycloatkenyl, aryl, aralkyl, heteroaryl, heterocyclylalkyl; optionally Ris
along with either Ry or Ry and the two nitrogen atoms may form a 5, 6 or 7—
membered heterocyclic ring, v_vhich may be further substituted with R4 and R4s, and
may have either one, two or thrree double bonds; -

“n” is an integer ranging from 1 to 4, wherein the carbon chains which “n” represents
may be either linear or branched.

~which comprises reacting a compound of formula (IV) given below,
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ar al kyl oxycar bonyl am no, am nocar bonyl am no,
al kyl am nocar bonyl am no, di al kyl am nocar bonyl am no, 4 8 AUG 2005
- al n.di no, al kyl guani di no, dial kyl guani di po, 10
W%?@’g‘}?ﬂ’o hydr oxyl ani no, carboxylic acid anHCT{E2003/000209
“derivatives, sulfonic acids and its derivatives,
phosphoric acid and its derivatives; or the adjacent
groups like RL and R2 or R2 and R3 or R3 and R4 or R5

and R6 or R6 and R7 or R{ andfRa or ‘R8/%nnd R9
Li‘n

y are attached
may forma five or a=stx_ nepberéd . optionally
i y Jubte boRdstand ®ptional |y 15
cont ai ni ng one ORsND pat ons sel ected from
"Oxygen", "N trogen", g 6 "Seleniunmt and
conbi nati ons of doubke bonH and heteroatons; or Rl1
and R12 together with the carbon atons to which t-hey
are attached may forma thrd®)to six menbered ring,
. QRfr&R %h ltaé SN dHeRg a%ﬂﬁe&éarﬁ@rmﬁmdaoéb%@uh@ BERANE (v),
optionall contalnlng one or nore het er oat ons
sel ect ed fron1 Oxygen", "Nifxogen", "Sulfur" or 20
" Sel eni unt and conblnaklons of d¢u- e bond and
het er oat ons; R13, R16 R ay be sane or different
and each |ndependently re dnts Hydrogen,
substituted or unsubst| 0 #ps sel ected from
| i near or branched (Cl- 7C:12'alky (C2-C12) al kenyl
(C2-Cl2) al kynyl, (C3-C7)cyckgpal ky
(C3-C7)cyc|oa|keny|, 25 b|cycloalkyl bi cycl oal kenyl
aryl, aral kyl, heteroaryl, h@ﬂerocyclylalkyl
opthd-anal fn &ﬁbo:@lafwgsvaeme@lem@r aalaéixqg hBﬂaéeansremﬁmy chioro,
two nitrogern atoms nmay forma 5, 6 0 nber ed
HEPBOEEYR40. ¢ ring, which may be further substltuted
with R14 and R15, and nmy have either one, two or
three double bonds; 30 "n" is an integer ranging from
21 A progessvinetheiprenanationaf b@mp@m ofdormiiacth asordnapoesdnt’s
may be either linear or branched. which conprises

reacting a conpound of fornula (IV) given below, 35 98
18wWARIBR0ASNANOh2 00H4-04833 0 PED}-1 R20838) Ba02ger 1gubsiigtions on the

R18, bk wﬁ%gé\é'rlﬂigdllz;\ R13 RIS R17 Rio

Wherein, Ry, Ra, R3, Ry, Rs, Rs, Ry, Ra, Rg, Ryg, R11, Rz, Risand Rys may be same or
different and each independently represent hydrogen, halogen, oxo, fthio,
perhaloalkyl, hydroxy, amino, nitro, cyano, formyl, amidino, guanidino, substituted or
unsubstituted groups selected -from inear or branched (C4-Cy)alkyl, {C2-Ciz)alkenyl,
(C.-Cop)alkynyl, (Cs-Co)eycloalkyl, (Cs-Cy)cycloalkenyl, bicycloalkyl, bicycloatkenyl,
{C+-Cr)alkoxy, cyclo(Cs-Cratkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyi,
heteroaryl,  heterocyclylalkyl, heteroaralkyl, heteroaryloxy, heteroaralkoxy,
heterocyclylalkyloxy, acyl, acyloxy, acylamino, monoalky[afnino, —diaiky!amino,
arylamino, diarylamingo, aralkylamino, atkoxycarbonyl, aryloxycarbonyl,
aralkoxycarbonyl, heterocyclylalkoxycarbonyl, heteroaryloxycarbonyl, hydroxyalkyl,
aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl, alkoxyalkyl, aryloxyatkyl,
aralkoxyalkyl, alkyithio, thioalkyl, alkoxycarbonylamino, aryloxycarbonylamino,
aralky!oxycarbonylamino, - aminocarbonylamino, alkylaminocarbonylamino,
dialkylaminocarbonylamino, alkylamidino,  alkylguanidino, dialkylguanidino,

hydrazino, hydroxylamino, carboxylic acid and its derivatives, sulfonic acids and its
99



(1'V) wherein all the synbols areas defined earlier
with a conpound of formula (V), R5 5 10 Re (V) V\herQBAUGm
all the synbols are as defined earlier; and X

WORMMAYERY preferably chloro, brono or iodo. chwzoosmonznt)
process for the preparation of conpound of fornula.
() accordlngto claim1l wherein A may be -CH2-, -C=0

Obieq3ies, bR dtrag i Bl bt Bk 48RP At e R, and
RB;a oRE, =R R;.,Rar RiRod R o RRAG RR2ORs RidiRand RRBGd fayorlfe and Ry

ther w&'rﬁ ff e ené toanq'?]c%at% a?c%%ﬁ&éﬁ%g%w i&r ﬁpr ef?v%ngr a six

ogen
amemberenl tring, opiycmany dootainyihg oam ali moge gumie dm:m:is and optionally

_5 ﬁit%p’l“inﬁgrg%gr@ﬂreed L{bSt AW e %@%‘9‘4?@26%&%% e":lkl {ré ew "Sulfur” or
(&el@fhﬂmalécwnycbmba(\ﬁtaan@mfcylodxtmaldoyu and heteroatoms or Ru and R

B U BB SR stgPeb S0 [ or PO TP three o six

amadritydred arr@l ka@x@!naubatcmtajmyglqﬂe oeroI'Eetdeub)larlyd)nds and optionally

het er o het er oar al [

nGPErTS YRy Mo ey Br grir Ry ARy OBV Mlpesgky sutur or
10 acsbiamuﬁa,anmemalnleyérwmmubldlb@h&yh@mtamatorm yl ami no,

di aryl am no, aral kyl am no, al koxycar bonyl,

aryl oxycar bonyl, aral koxycar bonyl

het.gr rGy ahy IR, lfﬁa(W ear &onylor d?ﬁr@rﬁtoafoy kaoty Qa:feb@ﬂd/énﬂy represents

hydr oxyal kyl| am noal kyl , nonoal
e e TS W v
ar@lyeayy al (ffzﬂbfz)améﬁyi t t(':zocmialﬂdyﬁ@ k@k»@y)cyc[oalkyl (C3-Cy)cyc{oalkenyl

| k
15 SrAPIEY, GRVBORPa W5, AN EAFEUHy PalR eyt optionaly Ry

al éﬂwﬁg’imutﬂo&%PWibﬁ N&nd_ b Ak YimdgeRoganbanyy &sfma.’5, 6 or 7-
al kylam di no uani di no, di al Kyl guani di ng

hyPBIPPIRE, NGTaPSHY Fini WOICh GEVHRBAPTNST JEPUUIEHAVIR re and Rys, and

deﬁbbﬂ§¢ié’&§1er§Héft®B'o‘Fthﬁ‘@éG§utﬁ@goﬁlc§ss 99 1 8 AUG 2885
WD 2004/ 4) 48330 'PCT/ | N2003/ 000209 deri vati ves,

phosphoric acid and its derivatives; or the adj acent

gr h S
20 SR e 1 8 4y SRR Prepresen

t ogey hercitiktimesapeduanedtedns t o which they are attached

may forma five or a six

which comprises reacting a compound of formula (VI).

25 ' : ‘ (Vi)
wherein all the symbols are as defined earlier, with a compound of formuta (ll1) or s

acid addition salt,

Ho Rie Ry
\ /
N —N
/ \
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15

20
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30

35

menbered ring, optionally contalnlng one or nore

doubl e bonds and opti onaIIy 5 contai ning one or nore 48 AUG 2005

et eroatons sel ected from"Oxygen", "Nitro

Woz“‘é‘{ﬂ‘ﬁ}f’" or "Seleniunt and conbinations O?P%Wﬁﬁmé’““"m

bond and heteroatons; or Rl11 and R12 together with

the carbon atons to which they are attached nay forma
three to six nmenbered rin I optionally containing one
or nore doubl e bonds and og{}onally cont ai ni ng one or

whered dcthe spabarmrsat defined ditroem; " Oxygen”, "Nitrogen",

"Sul fur' or 10 "Seleniunt and conbi nations of double
bond and heteroatons; R13, R16 and R17 nmay be sane or

22. Apfdceseior thememastivr ofdeppodehdi fyrmruds lesentding tytisiagen,

substituted or unsubstituted groups selected from
linear or branched (Cl- Cl2)al kyl, (C2-C12)al kenyl,
MORred) 2) rahkpayﬁt—lz{ €B=O7c)rc~$t‘:)lgoéil1kqu Riz, refer to substitutions on the

| .k , 15 bicycl oal kyl, bicycl oal kenyl;
é%élog%%é \{(e(??\ he Eroaryl het erocycl yl al kyl ;

optionally R13 al ong vvlth either R16 or R17 and the

P PR E g Bh g 06 F trie O U some o

wiffeheriRl 4ndn@aftl 5indapéendently k@v&mtthgrogme hhimgerqr oxo, thio,

- DU Cl e, Mo cd B oo P RO AT stbiltea or

nmguliptitgéd Heups soleeted Onfonbi' rwaac be HranahedC (T, aDMAKYS €5,-Crp)alkenyl,

(et URS itk Jortalyienbeny igmlel pivdPateny.

qopRoMakogf dyertd- @T)éuka@ @@t lé@loxﬂcafhua;ddataimysaubtemcyclyi,
g@ﬁl\é}r‘iﬁ\'ﬁgogﬁ%&f@w% heteroara kyl, 20 he¥é:£r)oé2r§f)l%4/ 04 ?ég,ecr)oaralkoxy,
heterocyclylalkyloxy, acyl, acyloxy, acylamino, monoalkylamino, dialkylamino,
arylamino, diarylamino, aralkylamino, atkoxycarbonyl, aryloxycarbonyl,
aralkoxycarbonyl, heterocyclylalkoxycarbonyl, heteroaryloxycarbonyl, hydroxyalkyl,
aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl, alkoxyalkyl, aryloxyalkyl,
aralkoxyalkyl, alkylthio, thioalky!, alkoxycarbonylamino, aryloxycarbonylamino,
aralkyloxycarbonylamino, aminocarbonylamino, alkylaminocarbonylamino,
diatkylaminocarbonylamino, atkylamidino, alkylguanidino, dialkylguanidino,
hydrazino, hydroxylamino, carboxylic acid and its derivatives, sulfonic acids and its
derivatives, phosphoric acid and its derivatives; or the adjacent groups like Ry and
Rz or Ry and R; or Ry and R4 or Rs and Rg or R; and Ry or R; and Rg or Rg and Ry
together with carbon atoms to which they are attached may form a five or a six
membered ring, optionally containing one or more double bonds and optionally
containing one or more hetefoatoms seiecteé from "Oxygen”, "Nitrogen”, "Sulfur” or
“Selenium” and combinations of double bond and heteroatoms; or Ry and Ry,
together with the carbon aioms {0 which they are attached may form a three 1o six
membered ring, oplionally containing -one or more double bonds and optionally
containing one or more heteroatoms selected from "Oxygen”, “Nitrogen”, "Sulfur® or

“Selenium” and combinations of double bond and heieroatoms;

R, Ry and Ry may be same or different and each independently represent.s

Hydrogen, substituted or unsubstituted groups selected from linear or branched (Cy~
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L

15

25

(lil) wherein all the synbols are as defined above ;

22. A process for the preparation of conmpound of 468 AUG 2005
wd%ﬁ'_g},ljsgso(l) according to Caiml1l 5 wherein A nmay be )

- 802_ R11 and R12 refer to PCT/IN2003/000209
substituti ons on the carbon vvhenever Ais CH2; -
Mherein Rl, R2, R3, R4, R5, R6, R, R3, R9, R10, R11,

i nd 62 p’g%ld eﬁTn %‘5%@%5@5 e&t ”(}13 g&w&'n gg%é{!}%‘?ﬁgﬁ’g; dgggﬁiﬁ%g‘alkenyl

pé’ﬂmm%wiktalcyciba)mﬂsr%mrytaanan@t hetelrddyl, ﬁa@&e¥cly|9|kﬁybpt.on3uy Rus

a n i NO sub ituted or unsubs
'rgéﬁ‘!&s@%%%gﬁ g‘sf? ?ﬁLH}e 8o BiRAeHEPTharliRyml ki 6 or 7-

( QerCizpahkiendysii m@mm) Ak uoYinet GIFES AN kb R, an
(g%wg%§g¥%b e g%% ¥ | pal kyl, bicycl oal ,

Po 5"5@985??# aryl, aryl oxy,
aralkyl aralkoxy, heterocyclyl 15 heteroaryl
he het er oar IkyI het er oar yl oxy,
he{' 2% %gﬁlng%i%@”aln%g?‘@ﬂo@few prRindpe GRPOn&BFINS WB@?I“@'lezpresents
acydvdre aither imeze at kignamadio, di al kyl am no, aryl anmi no,

di aryl am no, aral kyl am no, al koxycar bonyl ,
aryl oxycar bonyl, aral koxycar bonyl

whielh moamséylr@édﬁawwr%wdj of fBﬁﬁﬁé PAR RS

ﬁﬁponyl
hydr oxyal kyl, am noal kyl, nonoal kyl"'am noal Ky
dlalkylanlnoalkyl , ahkoxy. = aryloxyalkyl 20
ar al koxyal kyl , aIkyIth| [
al koxycar bonyl am no,
aralkyloxycarbonylanh C
alkylan1nocarbonylan1no -8 8 nocarbonylan1no

al kyl am di no, al kyl guani di no, Wi al kyf’guani di no,

hydr azi no, hydroxyl am noRs carboxylic acid and its
derivatives, sulfonic acids and its derivatives,

phosphori c aC|d and its derk tives:: or the adjacent
groups like Rl and 25 R2 or and R3 or R3 and R4 or
RS alkdhe syRBolarmie RE defin&Y canidr; RmdoX iRBalegeh, I@efe}r]ab chioro,
1% t y .are attache

CRGRS Bttt £B5REN B Il b G LB, St
contalnlng one or nnr@idoubua4bonq§ and optionally

contai ning one or nore heteroatoqy el ected from

"Oxygen", "N trogen", " Sel eni unt’ and

conbi nati ons of double et eroatons; or Rl1
‘and R12 30 together whgﬁ t hel carb atons to which
they are attached may fodrm &hree*fo six nenbered

ring, optionally containing e or nore doubl e bonds

and optionally containing éﬁ@ nor e het er oat ons
bkt altithersymbbBeayrgen defiidd tregen”, "Sul fur' or

"Sel enium and conbi nati ons of double bond and

het eroatons; 35 R13, R16 and Rl7 nay be sane or

nyl am no,
x bonyl am no,

230h pfesestiontit ga biréitftﬁﬁ@ﬁ%i‘\gﬂiddﬁ S 2@ Hydr ogen,

substituted or unsubstituted groups se ed from

i near or branched (Cl

wherein A may be -CH,-, -C=0 or -50x; Ry and R,., refer o substitutions on the
carbon whenever A is CH,:

Wherein, R-‘, R-;_, Ra, R4, Rs, Rs, R7| Rs, Rg, Rm, Rii. Ri3, R14 and Ris may be same or
different and each independently represent hydrogen, halogen, oxo, thio,

perhaloalkyl, hydroxy, amino, nitro, cyano, formyl. amidino, guanidino, substituted or
unsubstituted groups selected from linear or branched (Cr-Crr)alkyl, (Cx-Ciz)alkenyl

» (CzCrlalkynyl, (Co-Ci)eycloalkyl, (Cy-Cr)cycloalkenyl, bicycloalkyl, bicycloatkeny,
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101 8 AUG 20 )5 WD 2004/ 048330 PCT/ 1N2003/ 0002( 19 _
C 2)al kyl, (C2-C, 2)al kenyl, (C2-C, 2)al kynyl, 48 AUG 2005
W(ggﬁ-lf 17 cI oal kyl', (C3-C7)cycl oal kenyl, bicycl oal kyl

I'cCyC kenyl, aryl, aral kyl, heteroaryl, PCI/IN2003/400209
heterocycl yl'al kyl ; optionally R13 along wth either
R16 or R17 and the two nitrogen atons may forma 5, 6
- menbered heterocyclic ring, which nay be further
S l.iggpﬂzt %JK@@ WWW(%@?}&WGX)R Swl aafdioxﬂayrdﬂ@!leafﬂl}td&§r heterocyc]y]

ONfterb X1 OF hERF Dol 68
ran |nyg‘9from &gCIg%H&Jne R&g%saﬁaek car bg er%m'f’ﬁg wiietgioaralkoxy,
n e qrgrﬁﬂcgf@wﬂcg(y, magy!.beacgiokh e rackiamirar omnbalaﬂaﬂnﬁ‘ﬂ @i@llkytammo
WHAABMERIP! | ctin ound of f or mu
gi \;gn bel ow&%{a&%o R %ﬁ @V %%rn\%hereqlnxﬁﬁrbcfw sy%W%CarbO“y]
arsalkaxygabrAdd r@sarommanm;ﬂcamrsﬂ hfaétegemoxmafﬁ@wbhYdroxyafkyl
CRQh Qalkyt, T th
s e Bl SRR PSS et
n a®keyalkig 5 afyihio) | th)oalk/yherﬂmxy@rbortylmnm ﬁtmkﬁxﬁfaﬁa@@[amlno
defiy Ap cess, for t.he prep ti.on of
cor;pg)ﬁnaég‘?%ﬁg %]%a (I)gr\'/\]ﬂgr ?]n Erﬂlﬁ?f be 2lKMEMinocatkynylamino,
ordialigtaminocrbemdarRng, ramelawidmcgubsztlkyﬂgﬂahﬁﬁrﬁ) on daé]ﬁyiguamdmo
c
ny@%%nn\lﬁg@%@laﬁno, CFI’Z{(thefﬁld wéftsaﬁédlvg%@snﬁylfqg@c ggﬁ@ and its
hﬁeng@wgﬁﬁ@sghﬂnc&mﬂd aadl h;s] Idﬁd\&ﬂﬁ@ﬂ&:{ﬂ&iﬁ?/ Eﬁjlgé&rﬁ%?éups like Ry and
r o, oa r oxy,
Wg &Q%rhq ; glgﬁ ﬁ%éaﬁﬁ 8F%|anéi Zﬂ{, Ryi %lﬂgi Rs gr Rs and Ry -
sumtlnetrummj c:arbonmtsmbstbIvtrm(tl'emegréwﬂﬁtaﬁl@écﬁﬁ{a?qoﬁﬁ OdT‘Fve or a six
i ra c?ed ?12 I kengl
835@595 )ghyp 012 %91 d:g%éwr more dou le bonds and opt:onany
(1 Q@@n@nr@om@ar Iorgy hotehictorab ekl £rohi ghoR KGfken”, *Sutfur or
éelemum" and combinations of double bond and heteroatoms; or Ry and Ry
together with the carbon atoms to which they are attached may form a three to six
membered fing, optionally containing one or more double bonds and optionally
containing one or more heteroatoms selected from “Oxygen”, “Nitrogen”, "Sulfur” or
"Selenium” and combinations of double bond 2nd hesteroatoms;

R, Ry and Ry; may be same or different and each independently represents
Hydrogen, substituted or unsubstituted groups selected from linear or branched (Cs-
Cujalkyl, (CoCralkenyl, (Cr-Cyalkynyl, (Cy-Crleycloalkyl, (Cs-Cy)eycloalkenyi,
bicycloalkyl, bicycloalkenyt, aryl, aralkyl, heteroaryl. heterocyclylalkyl; optionally Ri;
along with either R or Ryy ahd the two nitrogen atoms may form a 5, 6 or 7—
membered heterocyclic ring, which may be further substituted with Ry and R;s, ang
may have either one, two or three double bonds:

“n” is an integer ranging from 1 to 4, wherein the carbon chains which “n” represents
may be either linear or branched.

which comprises reacting a compound of formula (VII), or its salt wherein all the
symbols are as defined earlier;




'8 AUR005 WD 2004/048330 PCT/ 1N2003/ 000209 '
(C1-C12) al koxy, cycl o(C3-C7)al koxy, aryl, aryl oxy, 48 AUG 2005
wo 208 al kyl , aral koxy, heterocyclyl, heteroaryl,
20HE Py cl yl al kyl, heteroaral kyl, het er oar P DKY2003/000209
het er oar al koxy, heterocyclyl al kyl oxy, acyl, acyl oxy,
acyl am no, nonoal kyl am no, di al kyl am no, aryl am no,
di aryl am no, aral kyl am no, al koxycar bonyl,

&yl oxycarbonyl, aral koxycarbonyl, bg”“N’”
éterocyclylalkoxy onyl , heteroaﬁgloxyc ‘Vﬁ§i’
\J y ,

c
Ir oxyal kyl , anigngkyl, nmonoal kyltam nga
| k

Ikylﬂginoal N oxyal kyl Rear y's Kyi ,
R KXy 2kyl , {al kyl t hi-o,—thi oal ki R
3 dl koxycar bonyl agi no, aryloxycagg. ,
& al Ryl oxycar hghyl'dfi no, am no no,
alkylaninocarﬁbnylanino, di al kyl amrpo bonyl ami no,
al m di no, .al kyl guani di no; di al kyl guani di no, 10
razi no, hydroﬂ%lanino, carboxylic ddid and its

hy
; [ j.VvVes.,; .S i C ' ng. it deri.vatives
with FE WA Shinee R, 8RB0, cler R 4 Bl iihatn are as
definfidofipyeli ke R, and R2 or R2 and R3 or R3 and R4 or R5

and R6 or R6 and R7 or R7 and R8 or R8 and R9
together with carbon atons to which they are attached

5  24.A pregesofantae fpreearatioa of icsmpuoentiesfedrmiiag)) @éﬁdr@iﬂ?' toyYclaim-1
| hcontg‘i‘ni | &ne(gr nore doubl e bonds and optionally 15
WG "ﬁi(ﬂgc NG Feftives dheieshwbirh aunpidsesorepcting a

"Oxygen', "N trogen", "Sulfur' or "Seleniunt and
conbi nati ons of doubl e bond and heteroatons; or Rl1
compogiritioffeanule et her with the carbon atons to which they

are attached may forma threejto six nenbered ring,
. - - 1
optionally containi rg ong or - pr e doubl e bonds and

optionally containing.ene or por# heteroatons
sel ected from " Oxygen \
" Sel eni umt' and corg QL i of -

6gen”, "Sulfur" or 20
doubl e bond and
het eroatons; R13, R 6. &Ad |y pe same or different
and each i ndependent| reprisents Hydr ogen,
substituted or unsubst¥tuted groups selected from
I'i near or branched (Cl- Cl2Ral kyl, (C2-C12)al kenyl,
10 (C2-C12) al kynyl , (C3-C;)cydkgplkyl, .
%$S-C7 cycl oal kenyl, 25 bicycl oal kyl, bicycl oal kenyl,
wheigiy all te JyRp9ls apeesdetirasl sarfrst with @yeanyrcaniiyaf formula () or its
acideRlditeRalaliyy R13 along with either R16 or R17 and the
two nitrogen atons may forma 5, 6 or 7- nenbered
het erocyclic ring,. Wwhich abe frypther substituted
w th R14 and R15, and \gay ave 9it er one, two or
three doubl e bonds; 30 g “gj_igyan integer ranging
froml to 4, wherein tze carifpbon c¢hai ns which "n"
er
13

represents nmay be eif Ikpear QQTbranched.
= 15

Uiy

15 wherein all the symbols are as defined. earlier; in presence of aqueous solution of

sodium bisulfite and sodium cyanide. -
25 A process for the preparation of compound of formula (1) wherein A is -CHa-

which comprises chemically or catalytically reducing compounds wherein A =

20 CO., wherein all the symbols are as defined above..
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whi ch conprises reacting a conpound of forrmula (VII1),

or its salt wherein all the synbols are as defined 48 AUG 2005

earlier; 103 1 8 AUG 2005 (VII1) WD 20031048330 NH2 +
WRPHHIED3/ 000209 with the ketone am ne conpdEAdNLfo3/000209

formula (1 X), wherein all the synbols are as defined .

above ; . 5 24. A process for the preparation of

2oL LT ab B ERRTB R BB B i SEEL or

r @flattlt%i fiotiowing 0:|(p}ti0:u_laﬂ dst@ds: fip;e_n‘ud)\.g)gi X)]}l,r pélefling( KoupWpefBbRing the
e, S ols are as defin arlier; with a - _
s RB.aE enfsmeR it Begtioin.mie anga proparing 2
é@”‘qxrnR‘CeL(tlclally_) acctptadresait of alcbmph@}csymfﬂﬂhﬁialql) &ndfor i\]: preparing a
' arlier: jn presence of aqueous solution o ‘
s@xcérﬁ%g%ﬁﬁ'scﬁll#?ﬁdgpgw&p @8@%“83?96%% de. 25. A process for
the preparation of conpound of formula (1) wherein A
I's -GHes whi ch. conpri s chem cal | catal ytically
2%t eduds v egﬂ?ﬁ%lssngwggi’iyﬁeﬂe@f:f%ﬂﬁ%é%h’ , wherein all
the synbols are as defined aboRe.. Rip4 1 8 AUG 2005
WO- 2004/ 048330 PCT/ | N200372000209 26.%, A process
according to aim19 to dja 5, gopprising of
carrying out one or nore @ ¢ 1@l | 8w ng optional
steps: 1) renoving any Prote g gkoup; ii) resolving
the racemc mxture into pure i Obers by the
known nethods and iii) prepgyi

(1)
wherein all the symbols are as defined earlier; and X is halogen, preferably chloro,
bromo or iodo.

28. Novel intermediate of the general formula {XI)

{Xi)

wherein all the symbols are as defined earlier.
29. A process for preparing the novel intermediates of general formula (X1), by first

protecting Nitrogen atom of indote ring and then carrying out reduction using sodium

borohydride according to the known procedures in the art.
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pharmaceutical |y accept abI e salt of a conpound of

formula (I) and/or iv preparing a 5 pharnaceuticall y13 AUGM
W(g%@?’ﬁt abl e prodrug thereof. 27. Novel internediates

Bd*by general formula (I11), RZ R (11) POTHN0&9209

al-l the synbols are as defined earlier; and X is

hal ogen, preferably chloro,, brono or iodo. 28. Novel

internmedi ate ok, theg,general fornula (XI) Rq 152R ,{1?<I)

wherei n afl tHe syl S$ are as defined eaﬂzller.
gpar jng the novel internedia
), by—f++st—pret ecting

i n~and then carrying off

general fo
at om of 1 ndd |
usi ng sodi u 20Nooro $dri de according to the k‘
procedures %in the art. 105 211115 WO 2004/ 348330

PCT/ | N2003/ 0002098 H_30. A process provided for tRe
preparation of: novel ™\ nternedi ate of the genera

formula (11), 5 10 whkch conprises hal ogenating using
thionyl chloride. a co und of general formula (XI),
R (XI) wherein all the synbols are as defined

earlier. e. 15 106 18 AUG 3p05 ; 1

= }\R

-30. A process ‘provided for the preparation of novel intermediate of the general formula

(i,

which comprises halogenating using thionyl chloride. a compound of general formula
(X1,

(XB

wherein all the symbols are as defined earlier. e.
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WD 2004/ 048330 PCT/ 1N2003/ 000209 31. Novel conpounds
of general formula (1V) is defined below, Rl Rt 14 48 AUG 2008
;, n RRRo (IV) RI3 15 17 wherein all
%‘glgﬁé&are as defined earlier. 5 32. A pr oc 8&3/IN2003/000209
provided for the preparation of novel internediate of
the general formula (1V) according to any one of the
? Route 1. Deprotection of conmpounds of fornula
3 %VQ\APR—,‘F@OLWS ohognsiralderesia f\driy defigiddiefovt,0 obt ai n
compounds of fornul a (IV) wherei n H Route 2:
reacti ng conpounds of foRmula (V)
al kanoyl radical hawng [ 10R2—A—4N
basi c agent; Route 3:/7TFe [ afg:o ou?}g of formula
(XI1) RZRR (XIL) &her al | sYfbdl s dfe as defined
earlier; vvi'thacozrrp ormula (I11) given 15
bel ow and sodi um cyani de 14 6 1/ Nn N RL3 Rls
R17 (111) where all Raynbol‘é are as defined earlier,

N atons, with a

conmpounds of formula (1V) V\hg\gﬁl nA=- CHN nmy be
Eér,%maﬁzlgsd)(n;)udas;freig dlzli)lllljédee 41 tno @ CO”poun_d o
arlier.
5 32.A process provided for the preparation of novel intermediate of the’ general formula
(V) according to any one of the routes.
Route 1: Deprotection of compounds of formula (IV) where R = p-toluenesulfonyl
‘group to obtain compounds of formula (IV), wherein R = H
Route 2: reacting compounds of formula (V) where R = an alkanoy! radical having
1Q ‘ 2 - 4 carbon atoms, with a basic agent;
Route 3: reacting a compound of formula (XII)
(XIty
wherein all symbois are as defined earlier; with a compound of formulé () given
| 15 ~ below and sodium cyanide,
H. Rig Ry
\/N ) N/
R/ \R
13 Rys 17
(i
where all symbols are as defined ear]ler compounds of formula (IV) wherein A = -
CHCN- may be prepared and
20 Route 4: reacting a compound of formula 19,4)
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107 1 8 AUG 2005 WO 2004/048330 PCT/ 1 N2003/ 000209 Ri o
R (XI1) where all synbols are as defined earlier; 48 AUG 2005

wohddaiggsgonpound of forrmula (I11) given bel ow and
formal dehyde, HIN / R13 R14 T | R15 /R16 - NQI/iN2§03/000209
wherein all- synbols are as defined earlier, conpounds
of fornula (IV) ‘wherein A = -CH2- may be prepared.
108

(X

where all symbols are as defined earlier; with a compound of formula (i) given
below and formaldehyde,

Ris Ry Re

(D)
wherein all symbols are as defined earlier, compounds of formula (V)
wherein A = -CHz- may be prepared.
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