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LI GANDS Fi eld of Invention The present invention relates to novel

am noal koxy aryl sul fonam de conpounds of the 5 forrmula (1), their
derivatives, their stereoisonmers, their pharmaceutically acceptable
salts and pharmaceutically acceptabl e conpositions containing them
0=5=0 R -f R.R3- -Rz N R \R The prgsent invention also relates
to a process for the preparation of above said novel conpounds,
their derivatives, their stereoisoners, their pharmaceutically
accept abl e sal t@MALm@XbMNanDNAmM GONPOIPIDSAND TOIRASELASONS .
cont ai ni ng t hem_gfhgganpanpounds are useful in the treatment - of
various disorders that are related to 5- HT6 receptor functions.
Speci fically, t%%Jﬁgﬁﬁﬁﬂhds of this invention are al'so useful in the
treaunent of vari ouBc @NStdiveatm deates o nhrelrrainedkoyyiag libifortimgle pahequads oftket | ng
di sorders, dfseas@s (b, @SS QEilaated thelkttrkbispadstheitt S RicEuBtaly YcepthtBas Ak,

geni t o- uroIoglqﬂgmgh§gmgg%§wkgg&gth§§&&hg&ﬁg|seases 15 and cancer.

fl ackeround of the Invention Various,.central nervous system di sorders
such as anxi.ety; depression, n@{Fr(3?§p’§§rs etc., are believed to
i nvol ve a di sturbance of the n 1deL$9531 ter 5-hydroxytryptanine
(5-11T) or serotonin. Serotonin is~focalized in the central and

peri pheral nervous systens and is knows=28ct 0 affect nmany types of
condi tions including psychiatric disordets, mot8r activity, reeding
behavi or, sexual activity and neuroend e regul ati on anong ot hers.
S-HT receptor subtypes regulate dﬁgqv rioyis effects of serotonin.
Known 5-HT receptor fam |y includes tHe HT1 famly (e.g. the 5-HT2
famly (e.g.5- HT,,), 5-HIr, 5-HI+, b-HT., 5-HI5 and 5-HT, subtypes.
2 The 5- HT receptor subtype mas&rﬁiﬁﬁzcloned fromrat tissue in
1993 (ansna F. J.; Shen, Y-; wd%a*“R% P.; Hanblin, M W, Sibley,
DR, Mol ecul ar pharnacology, 1993,gﬂ3h 320- 327) and subsequently
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10 phdrmaceutlcally acceptable compositions containing them.

These compounds are useful in the treatment of various disorders that are related to 5-

HT, receptor functions. Specifically, the compounds of this invention are also useful in the

treatment of various CNS disorders, hcmatélogical disorders, eating disorders, diseases

" associated with pajn, respiratory diseases, genito-urological disorders, cardiovascqlar diseases
15 and cancer. ’

~ Background of the Invention

V Various céntral nervous system disorders such as anxiety, depression, motor disorders

etc., are bélievcd to involve a disturbance of the neurotransmitier S-hydroxytryptamine (5-HT)

or serotonin. Serotonin is localized in the central and peripheral nervous systems and is known

20 to affect many types of conditions including psychiatric disorders, motor activity, feeding

behévior, sexual activity and neuroendocrine regulation among others. 5-HT receptor subtypes

regulate the various effects of serotonin. Known 5-HT receptor family includes the.S—HTl
family (e.g. S-HT, ), the S-HT, family (e.g5- HT, ), 5-HT,, 5-HT,, S-HT, 5-HT, and 5-HT,

subtypes.



5 protein coupled receptor (GPCR) positively coupled to adenyl ate
cyclase (Ruat, M; Trailfort, E.; Arrang, J-M,; Tardivel-Laconbe,
L.; Diaz, L.; Leurs, R; Schwartz, J-C., Biochem cal Biophysical
Resear ch Conmuni cations, 1993, 193; 268-276). The receptor is found
al nrost exclusively in the central nervous system (CNS) areas both in
rats as well as in humans. In situ hybrjdization studies of 5-HT6
receptor in rat brain using nRNA indicate 10 principal |ocalizati on
in the areas of 5- I—FI;J){%%ectl on including striratum nucleus.
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see Reavill C. and Rogers D. C., Current Opinion in Investigational Drugs, 2001, 2(1): 104-
109, Pharma Press Ltd.

Monsma F.J. et al. (1993) and Kohen, R. et al. (2001) have shown that several tricyclic
antidepressant compounds, such as amitriptyline and atypical antidepressant compounds, such -

35  as mianserin have high affinity for the 5-HTs receptor. These findings have led to the



the 5-HT6 receptor in anxiety. Treatnment with 5-HT6 receptor

ant agoni sts increases seizure threshold in a rat maxi nal

el ectroconvul si ve-shock test [Stean, T. et at. (1999) Anticonvul sant
5 properties of the selective 5-HI6 receptor antagoni st SB-27 1046 in
the rat maxi mal el ectroshock seizure threshold test. Br. J.

Phar macol . 127, '131P; Routledge, C of ja]. (2000) Characterization
of SB—271046 a potent, selective and orally active 5-HI6 ) receptor
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Studies have found that a known 5-HT, selective antagonist significantly increased
glutamate and aspartate levels in the frontal cortex without elevating levels of noradrenaline,
dopamine or 5-HT. This selective elevation of certain neurochemicals is noted during memory
and cognition, strongly suggests a role for 5-HT, ligands in cognition (Dawson, L. A; Nguyen,

35 H. Q.; Li, P. British Journal of Pharmacology, 2000, 130 (1), 23-26). Animal studies of



menory and | earning with a known sel ective 5-HT6 antagoni st has sone
positive effects (Rogers, D. C; Hatcher, P. D.; Hagan, J. J.

Soci ety of Neuroscience, Abstracts, 2000, 26, 680). Arelated
potential therapeutic use for 5-HT6 ligands is in the treatnment of
attention - deficit disorders (ADD, also known as Attention Deficit
Hyperactivity Disorder or ADHD) in 5 ghildren as well as adults. As
5-HT6 ant agoni sts appear to enhance the activity of the nigrostri atal
dopam ne pathway and ADHD has been |inked to abnornmaliti es in the
caudate ( Er nst mervry #dnetrii mith Aknogn sclehye 6&q Rotagguist pas sonfonqitive pifecta,
Cohen, R M, Jauknab. cQBachher DOBGRENT Bociet 90RnrostiBicd Ahsirach Y0 59BF) ,
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nodul ators, %.c. ‘é{'f'i‘ﬁfsrece B AN Bt NYBY thf‘tt‘?éﬁéﬁ‘%dﬂ{;g%m GREI ons

i ncl udi ng, the te rr@atemﬁmoveﬁentﬂlssréﬂﬁsle%ud'as@d@ryai?teeé Wi Ropfledge. (Tefqp@‘i‘ tN-i n
Menory, cogniti QRisANhmkiESTAidAGoIsHIC 199927 Aba ISeiprBent-B1BNGI Atutept icon

deficit di sordep;, lfesty abaRNE; e, REWAANA! Wl Wedha Of d@Te 3 UGk aS
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Taken together, the above studies strongly suggest that compounds which are 5-HT;
receptor modulators, i.e. ligands, may be useful for therapeutic ind-ications including, the
treatment of diseaées associated with a deficit in mermory, cognition and learning such as
Alzheimer's and attention deficit ciisorder; the treatment of personality disorders such as

35  schizophrenia; the treatment of behavioral disorders, e.g. anxicty, depression and obsessive



35 schi zophreni a; the treatnent of behavioral disorders, e.g.

anxi ety, depression and obsessive 5 conpulsive disorders; the
treatnment of notion or notor disorders such as Parkinson's disease
and epil epsy; the treatnent of di seases associated with

neur odegeneration such as stroke or head trantta; or wthdrawal from
drug addiction including addiction to nicotine, alcohol and

ot her subst ances of abuse. 5 Such conpounds are al so expected to be of
use in the treatnment of certain gastrointestinal (G) disorders such
as functional lsergelsiveiseigery die reatgses of petiony 199t Bsordmotup, as Brkigson's diseagg|
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35  novel 5-HT, receptor agonists, Bicorg. Med. Chem. Lett. 15, 4230-4234, 2005] '
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describe the related prior art. Further WO 98/27081, WO 99/02502, WO 99/37623, WO
99/42465 and WO 01/32646 (all assigned to Glaxo SmithKline Beecham PLC) disclose a series
of aryl sulphonamide and sulphoxide compounds as 5-HTs receptor antagonists and arc

35 claimed to be useful in the treatment of various CNS disorders. While some 5-HTs modulators



2004/ 048330 Al and WD 2004/048328 A2 (all assigned to Suven Life
Sciences Limted) describe the related prior art. Further WO

98/ 27081, WD 99/02502, WD 99/ 37623, WO 99/42465 and WO 01/ 32646 (all
assigned to d axo Sm thKline Beecham PLC) disclose a series of aryl
sul phonam de -and., sul phoxi de corrpounds as 5-HT6 receptor antagonists
and arc 35 clained to be useful in the jreatnent of various CNS

di sorders. While sone 5-HT6 nodul ators 7 have been disclosed, there
continues to be a need for conpounds that are useful for modul at i ng
5- HT6. Surpri sibaglbyep disctossaigreh @@ mes tovendest Rradompurids Bkl @sciyl for modulating
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i nvention to provi oun e us as’ therapeutic
agents in the t"i“’é‘é’t’“n‘é AT C"%POS“"%&P‘F*@["V’“’ST’ ""%W&‘l 3SFRES R BUE AP Pldm

di sorders or’ divedtydtrgraabfeetsen dpgriqire difp:dys afff@edbpbeptibreceptBummar y  of
the I nvention Thamphesehveh@yenti on rel ates to novel am noal koxy

aryl sul fonam de conpg &ge mvegi a hellBs to L&glm}.@k((xumﬁf&%ﬁe cqﬁsour}éé\utﬁ/

their stereoisagners hel r arnmaceuti ca acce bl e sal ts and

phar maceut i cal Ivmﬂﬁg)eﬁ‘f‘b‘ﬁf“ EHMSOEFTrEIE B r?f‘%‘f‘?‘i%ﬁ‘d B KBRS ¢ p=s=0
(n R ~Q\ Ra-pfamdcqupzplly apgptable Rymposifors@onRininRhsgher ei n R, represents

hydr ogen, hydroxyl, hal ogen, (61-C3) t hio, (Cl-C3)alkyl,

hal o( C1- C3) al kyl , (Gi-C3)al koxy,ﬂ )at—@%al koxy,

cycl o( C3- GB) al kyl , cycl o C3- C6) al Kbx s ~gycl o al kyl (C3-06) al koxy:
15 It, R2, R3 and R4 may be sane or differ _[1__t and each i ndependently
represent hydrogen, hal ogen, (G -C3)al I? T hal o(&j - C3) al kyt,

(C1-C3) al koxy, halo (Ci-C3)al koxy or cycl | kyl (C3- C6) al koxy; "n"
represents 0 to 4, "p" represents % ; 0 "g" represents 0 to 4;
Optionally R along with either he nitrogen atom may
form heterocyclyl,

e
R3——«-N——R2
10 e \R
wherein R;- represents-hydrogen, hydroxyl; . halogen, -(C-Cs)alkyl - thio, (C;-Cs)alkyl,
halo{C,-Cj)alkyl, (C;-Csalkoxy, halo(C;-Ci)alkoxy, cyclo(Cs-Ce)alkyl, cyclo(Cg—CG)aIkoxy or
cyclo alkyl (C5-Cg) alkoxy;
i5 - R, Ry, R; and R4 may be same or different and each independently represent hydrogen,
halogen, (C,-C3)atkyl, halo(C,-Csalkyl, (Cj-Ci)alkoxy, halo (Ci-Cj)alkoxy or cyclo alkyl (Cs-
Cs) alkoxy;
“n” represents 0 to 4;
“p” represents  to 6;
20 “q” represents 0 to 4;

Optionally R along with either R; or R; and the nitrogen atom may form heterocyclyl:
which may be optionally substituted by one or more substituents selected from hydrogen,
halogen, (C;-Cs) a]!_(y], halo (C-Cs)alkyl,(C,-Cy)alkoxy or halo(C;-Cs)alkoxy;

The present invention relates to use of a therapeutically effective amount of compound

25  of formula (1), to manufacture a medicament, in the treatment or prevention of a disorder

invalving selective affinity for the 5-HTg receptor.



whi ch may be optionally substituted by one or nore substituents

sel ected from hydrogen, halogen, (Cl-C;) alkyl, halo

(CrC3)al kyl, (Cr-C3)al koxy or hal o(C, C3) al koxy; The present invention
relates to use of a therapeutically effective amount of conpound 25
of fornmula (1), to manufacture a nedi canent, in the treatnent or
prevention of a disorder cnvnlvfne selective affinity for the 5-kIT6
receptor. -S Specifically, the corrpounds of this invention are al so
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process for preparing,; &W&U@Q% QL ORI Ricfedho ﬂlg‘?lg!::%_lljilogm%gl s the

partial list of the cC 0 el ongi ng to general
13 -(N. N d| mEPROE ?tg}(’))“ ]u?lhoxy) benzenesul fonyl ] -1 Hi ndol e;
5- Fl uor o- | FWW\%@FWP‘&H'#G‘“&MW} befpuginedngeadmi foymyid : 1H- i ndol e;

5-Brono- | - ( 3' 3 3NNNN ety iyt caeiibNy Dhozb iR} -1 H-indole;
benzenesul f onykFrdb- l-[ i J@dﬁldﬁwethykﬁmrlcz) CM&&)QCAZCDCS[!I%HYH(INHM?)QI net hyl am no

pr opoxy) benze suI ]
-[3' - (N, N-dine i g‘h}“’]a‘”‘“”%a “°6’§‘r’i‘ ﬁ“é%“ﬁﬁ ‘”‘% 2%k i ndol c;

1-[3'-(N, N-Di ﬁﬁ%:m/} b?nﬁri‘gdlﬁ?tkyﬁmwwa@h%ﬁ@mw infoles_ et hoxy- i
|1 -indol e; 201 - p-Btomp-1-137-. e tilwgthyinine prombion beflzeyeiul gl H-indole;
benzenesul fonyl}s=-& Li-pid@@lagino pr@oﬁiMﬁﬁ@mﬂfmﬁzﬁé_m{tdoxmmie;pi peridin-4-yl

oxy) benzenesu onwk
5- Nbt hoxy I - [ 3| 3 {1 e](hgfﬁ’#r!ding yalbcnze jesulfonyl]-1H-indole;

benzenesul fonyff’”‘lr?-ll- nﬂcﬂe@ylp‘%d‘i“ ['4) ?ﬁ?‘?‘“@”‘“{ N di net hyl ani no
et hoxy) benzenédethfpiid yi- methb‘lplpwdi(}l“ﬁl oxy) BenRhegighfpryl] H-indole;

-[4' - met hyl253" +-(sNyvdnyalB P INWrhagRlafiGo eehbmew)mehemlenesmef onyl]-1
H-i ndol e; S- BE U@ol [4[ éethyn?t(nﬁldmgthylz(nwm )rEEIzg l@om ~1ﬁ¥ogoxy)

benzenesulfony

et hoxy) benzenesui“? OL fnl Y§3 rfg.bh%neth)_/l? inp_ e%ﬁxaﬁﬂenzgnesu’t\‘!;nyi {IFmJ?)}él am no

1-[4’-Methyl-3°-(N,N- dlmethylammo eIhOX)) benzenesulfonyl] S-methoxy-1H-indole;
5-Ethoxy-1-[4’-methyi-3’-(N,N-dimethylamino ethoxy) benzenesulfonyl}-1H- mdo]e,
30 6-Chloro-1-{4’-methyl-3 *~(N,N-dimethylamino ethoxy) benzenesulfonyl]-1H-indole;
1-[4’-Methy}-3°-(N,N-dimethylamino propoxy) benzenesulfonyl]-1H-indole;
5-Fluoro-1-[4’-Methyi-3"-(N,N-dimethylamino propoxy) benzenesulfonyl}-1H-indole;
5-Bromo-1-[4’-Methyl-3°«(N,N-dimethylamino propoxy) beﬁzenesulfonyl]- {H-indole;
1-{4’-Methyl-3°-(N,N-dimethylamino propoxy) benzenesulfonyl]-5-methoxy- | H-indole;
35  5-Ethoxy-1-[4’-methyl-3’«(N,N-dimethylamino propoxy) benzenesulfonyl}-!H-indole;



S-Et hoxy-] -[4'-nethyl-3"-(N, Ndi met hyl am no et hoxy)

benzenesul fonyl]-11-1-indol e; 30

6-Chloro-]-[4"-nmethyl -3 -(N, N-di net hyl am no et hoxy)

benzenesul fonyl]-1 Hindole; 1-[4'-Methyl-3"-(N Ndinethylamno
propoxy) benzenesul fonyl]-1Hindole; 5-Fluoro-I -[4"-Methyl-3"-(N N
-di met hyl am no propoxy) benzenesul fonyl]-I Hindole; 5-Brono- I
-[4' - Met hyl -3 {N N-di met hyl am no propoxy) benzenesul fonyl]-|

Hindol e; | ge ¥ 8 ((i%l\l-dlnethg/lamno pro ox?
benzenesul fony Cret KSRy R Grac propg) bsnzprepyfgpyl- {Heindole;
-[4' - met hyl - 3" S¢Reredf’ ﬁ*@t“ﬁ?] -@rricthd Pipridipdxiyeyy) bremreiifes (HIB- Gy | -
[ H i ndol e; 9 B-[Chedy i >-¢1 -nfedy 1 pipBisialyt By)' benéehl;smo@l]nmidaw am no propoxy)
benzenesul f onylsleubidridehgs - Gef Ohfiaahthd ,@}et Moehseaeutidd iy (FE LK
pi peridin-4-yl hg(;% o lgienzenesul fonyl]-11-1-ind
| -[4"-1viethyl (plper|d|n4yl oxy
benzenesul f onyl CMTPFI [?16’(‘3'?’3@“3 1-getiy) pipsrigin--glaxy) PFE%G’IWJIWQ@] -1 Indapea hyl
pi peri di n-4-yl ldfPhisempedesvlahpngioxy) Bentdhdsutfok ] @H-mBolday dr ochl or i de;
4-Chloro-i-[4 -slmﬁdayl[@em(x-i*(mﬁ hﬁ}ﬁéthyﬂ}naggtﬁoﬁ)} Qenéné(\llfo iﬂ(ﬂ{ indole;

benzenesul f onyl ]@ : hvT ani no
et hoxy) ben enesu ‘?’i‘lﬁﬂlylﬁlgL? eth X)I’:)E%§nesulfon 4)\| 5hos ox -in ole3

N-di et hyl affi n§ é‘f’% ‘}5 Bé‘n@é“h‘e@‘iﬁ‘ryi“’i‘iﬁ%ﬂ]"xw PR Heindol
| -[ 4" - Et hyl - 3" H{NERIGI-Qigt-diydtia rininoctiekshBagiesulfonyl)-5-fluoro-1H-indole;
benzenesul f onylij# Eﬁlfmt(hIMmdﬂHaﬁ\ﬂaﬁép&y) l:;l;&enesulfonyl] 1H-indole;

6-Chiero-1-14 skl IﬁEmﬁlM{N@ArﬁE‘ﬁM‘ B9 benzenesulfgay ] [Hindol

et hox benzene e; s )Eb fy] l§q ! ‘l\}l( R?-Oﬁi met hyl am no
et hoxgg benzeneg }L‘ y’?Xﬁq })‘E;eflly'ﬂ’a?%prﬁp%y@i?&fﬁsém"ﬂ6““"’“’](”{ indole; y

1-[ 4' - Et hyl B3 ’(4NEW‘ﬂr@fé‘t%wha’ﬂmwmmmw}mﬁeﬂkfetmmlﬂhmyk] -1

Hindol e; S 18aDhyl3fHN-dibektybmids frddod tdhizemsk iyt 1P ub/0- 1 REQPOXY )
benzenesul f Onyl 14 -Is&pl‘_(i'p)llg lﬁdlmeﬂly'la[‘n‘}lo etﬁ&ﬁ)(énzeﬁesul& i l}hq{dcg}:;e t hyl am no

pr opoxy) benzepf -1 H

1-[4' - Et hyl '\F %égquﬁe ;,]y—ldlénrehtlhhammﬁ regnggﬂgcj]zlcncsuifonyl}- 5-methoxy-3-methyl- 1H-
benzenesul f onyl” oes et hoxy- | N-i ndol e;

1-[4' - Et hy|203" 1-[4Nisdwroghil-AE1 Hiynktaytrming- 21Bromp@xye))zenesuifonyu [ H-indole;
benzenesul f ony |- Bopfobyilot@aikbnyiidMito 8 propoks) béhzends BRI AAYaai3  { N,

N- di met hyl
I[ Ze_ | gog‘::nogp 4%@ -3 (p%&xs‘g@%mim on}()glen%e’}]esu!p r}yﬂ I3-methyl TH-indole;

benzenes ul f ony f/ I%" P PKW e dgnef?élf‘ﬁ‘ﬁﬂ p“’*’?"ﬁ-be‘lz‘ﬁ‘%‘%"éy 1J-3gpthyl-1H-indole;

1-[4' -[sopr opyl L4BISQP(OELyJ-él’r(ﬁelrwrhalﬁmmthéxyme@pym@)i] beapenesidofeonyl ] - [
H-indol e; 21=14{4~kSOPI-OQY N-dBhethfi2nich pﬁip&p)lwxlzamnﬁomrsi MJ%QD@%M;M
benzenesul f ony]. dd" IL(J_i"ol)}ng’c& @methygamfné'pro;lo%/?pe ulfon 1] 5-%0}{)' | m et hyl'am no

et hoxy) benzeng I 0

| -[ 4" -1sopropyl ag] Nykl-(ldl ‘mgﬁ? Y&ﬁ%’rﬁ%”‘ P"dﬁb“'}%‘ﬁ}ff“y‘] 5-methoxy-1H-indole;

benzenesul fony’l - ‘Smfﬁ@i HyD 1dHl€ihHﬂ’@@0§thoxy] benzenesuifonyl}-5-fluoro-1H-indole;
-[4' -1 sopr opy| F3*IsopidgyNs i elinlayil iaitho pep@d) BEXhdsulfony}-5-fluoro-1H-indole;

benzenesul enyi. d4 l&pﬂﬁt h%yméthylﬁlﬁllngg%@) be%.%nelulfonyl]—S fluoro-1H-indole;
[ 4" -1 sopr Opyl [} I%)g gf g‘r%efthyrtmmoégi'og X))(ggzenXZlfonyl} S-fluoro-1H-indole;

benzenesulfonyIL
|-[4'-1sopr op ik gsom()pzl Hi ﬁwqhgm Mo etb?x@pdmesulfon) {}-5-flucro-3-methyl  -1H-
benzenesul f onytdle5- Met hoxy-1 H-i ndol g;




]-14" -1sopropyl-3"-(1 -dimethylam no-2-propoxy)

benzenesul fonyl ] - 5- met hoxy-1 H-i ndol e;

1-[4' -isopropyl -3 -(N, N-di net hyl am no et hoxy)

benzenesul fonyl]-5-ftuoro-1 Hindote; |

-[4' -1sopropyl -3" - (N, N-di net hyl ami no pr opoxy)

benzenesul fonyl ] - 5-f| uoro-|I Hindole; ,30

1-[4' -1sopropyl -3"-(2-di net hyl am no propoxy)

benzenesul f onyl ]_f 5-ftuaro-1 Hindol e; - -ls ¥1 %ﬁ
-di met hyl ami noToBprEgoxPINHeryeray uP“FPB’fY\}I Pen%"“"‘F“t‘fg%Pg ‘i°“l—?—‘i“
1-[4' -1 sopropyd@:- (N, N-di net hyl ami no et hoxy)

benzenesut f ony kMoo poisGrsdy 1T Rigthy! piddridin--fiche)) Bnzeddbhifonyl]-1H-indole;
1- [ 4" -1 SO] ) r Op t;u(ﬁol 4N!s roggll QP{E nlythﬂmegcgn—pylQg@%y%nesulfonyl} 1H indole;

gep/éte Rg)s(;l r %FZS— etggér[lb Wtf?yl-é (1~ (nft!xyh,é?eﬁé/nr gmbygbenzaaekulfo ygl H- mdogle) ._
benzenesul f onyFMethedy-Lickdiy b3-(1-mGhytpippeidinyd-lopsa benqeregifprighiyiit-indole: (| - et hyl
pi peri di n- 4-yl s-oxtixy-henzenesskFi@ngid-4-yi bky) berietu@onylh 1H-indole hydrochioride;

3- Met hyl -1 - [ 4 3 @E&W ll '[43 metgc;!:y— I méfilyl }Qﬂe@cﬁx{ -4 ﬂb)@'}' ténzydesu@(?ﬁM) 1H-indole;

benzenesul fonyI 1H -1 ehyI
pi peridin-4-y 15 Leﬁ‘%‘é’ﬁ%@ H{f nd?ll P ‘Lx?l?cf eqmysulfonyn(ljﬂ B

5- - Met hoxy- qO [ &JFh%t HoshlprozY (1(!*;7#19@wfrmnﬁyhoxgﬁ]bené%gf)"fmﬁl -1H-indole;

benzenesul f onybFrdbb-npigo| -8 -hyidreCHl-ombyd @jperidin4-yl  oxy) benzenesulfony!}-1H-

5- Met hoxy- | - [ 4imadeet hoxy 3" -(1-nmethyl piperidin-4-yl oxy)

benzenesul f ony o [ 4 s Bt QXN - 3nzabehrdiBL Ay |

pi peri di n-4-vyl H\“h é“ﬁtzyelzg ls?pfo(g;}q (]r(Rmlhl 3’(%{;?4)]1 %X ks

5- Fl uoro-1-[4' &‘ﬁ‘?‘%ro 3'-(I-methyl piperidin-4-yl oxy)

benzenesul fignyb-LChidbt {4rargie:3 (1 -methyl piperidin-4-y! oxy) benzenesulfonyi]-1H-indole;

ﬁ Fl uor o- 3- et hyslomb-1 EAmetmﬁ; Qe piferddin Ve By} bephra@indli- H-iddol]  OXY)
enzenesul f ony bk_al o0 S hyl idin-4-yl benzenesulfonyl}-1H-

5- Met hoxy- 3- rre%Jﬁm}n %0 -|4soef)h€)8/8yil it flpm mﬁfl ‘B‘?)pe?f‘c’i‘fsﬁ‘ OY]yI oxy)

benzenesu)fonyl i ndol e; 15 6- ChI oro | - [ 4- met hoxy- 3" - (| - net hyl

pi peri di n-4-yl 3@5@5»))5 Heorez et 3 -Givgid]oybt | ndod e;  benzencsulfonyl]- H-indole

5- Brono- | - [4" - sebkmaye 3", . (1, met hyl piperidin-4-yl oxy)

benzxnesul f Onyg lfluoré H[4l’ Q@pi‘ %npendm 4-ylo )benzenesulfonyl) 1H-indole hydrochloride;

3- Bromo- 5- 1 uo?%m&lﬁ_ ilorod [|t4 e%yly3 a mc(hi/l plpendm}{tlyl c}))cy)%enzenesul%nﬁ] I¥I| mdglxy)

benzenesul f ony
3- Brono-5-fl uoﬁ@zo]npﬂ -gthy- Plsﬂ—mghyl ;(urﬂ*ubré‘?ql eﬁyhbeazer&;fu!fwlgljl{ -indole;
benzenesul f onylJ#-LiH3i- (ﬂldﬂhﬂplp@ﬁ&n -yldhry0 benteasil fdre]- 1H-indole;
5-Fl uoro-1 -fs4" sefibdb. yJ[4" gF £ni R@lﬂ)ﬂi ShcRdidls- Ml)xy?%}(z):nesulfonyl] 1H-indole;
I}
iv

benzenesul fonyL]-111 i [9shl in
3-Bronco-5-f| u ]Flu l 4 P%E é(}gl plp(er L}l%&? benz@nesulfqny] 1H-i dole

peri di n-
benzenesul f onyF ]F‘“‘?I‘f‘?t%'mF‘W&b [e ‘S°p’°8y Brib f?ﬁth}i'f”pf’&"” 4e>f’ hy 3" be'("‘i'ysr‘i‘g‘i“ﬁi//f
pi peri di n-4-yl indoey) benzenesul fonyll- Hindole; | -[4"-Ethyl-3"-(I
-met hyl  pi peri glisRmd-yi-isepp)-3 D@ nze pipaibind-gryh bendndskitbiyd o @10l 25
6- Chl or o- | -J04 f T'onxll [43Chlgr!) rI?TnQ%A qﬁhﬂﬁs Ilg;(ypﬁezlzer)éiulf%l )H indole;
benzenesul f Ony X 5 Fp rldn4 le ) be zenes\éllfony] lH(mdolTEt hyl
pi peri din-4-yl * 1)?‘9‘3 yﬁé“nﬁ%ﬁﬁ% ir r1E’é)hr’| pf eyt PsTE

5-Bromo-1-{4’-ethyl-3’-(1-methyl piperidin-4-yl oxy) benzenesulfonyl] 1H-indole;

6-Chloro-1-[3’-(1-methyl! piperidin-4-yi oxy) benzenesulfonyl]-1H-indole;

6-Chloro-1-[4’-chloro-3’-(piperidin-4-yl oxy) benzenesulfonyl}-1H-indole hydrochloride;
35 4-Chioro-1-[4’-Methyl-3’-(N,N-dimethylaminao propoxy) benzenesulfonyl}-1H-indole;



5-Fl uoro-3-rnethyl-1-[4"-isopropyl-3"-(l-nmethyl pi peridin-4-yl oxy)
benzenesul fonyl]-111- indolc; 5-Bromo-i-[4'-isopropyl-3"-(I-nethyl
pi peridi n-4-yl oxy) benzenesul fonyl]-IHindole; 30
5-Bronop-1-[4'-Chloro3' {I-nethyl piperidin-4-yl oxy)

benzenesul fonyl]-1 Hindole; 6-Mthoxy-I-[4"-chlaro-3 -(I-mnethyl
pi peridin-4-yl oxy) benzenesul fonyl ]-11-indol e;
5-Brono-i-[4'-ethyl-3"-(1-nethyl piperidin-4-yl oxy)

benzenesul fonyl ] - | H-|ndole 6-Ch.loro-1 -[3 -(1 -nethyl

pi peri di n-4-vyl 56‘9@9‘)”‘Yt}éhi@h‘é‘§‘iﬁh?16ﬂwe]h9xﬂ berzenpsipay! ptH-indole;

6- Chl oro-]-[ 4' -1ghi(ON-ginBthyl{npiop@pdxgibinzedesyifony @} Pindole;

h FZZ € %ts E | f ony e stlabrwgnctﬁhm bﬁﬁ@lﬁm Bropold§ benzertoul iy M- QSR

y I enzen ]
i indoter 110 SQBLREL TR PR REERRA AERARAREH, Loal
benzenesul foinyl 1 “fFP’Pﬁdéf"é vl R‘PT”Q'“““('N °N)d eﬁ?’feﬂVP%(W ﬁ‘6‘h°ﬁi¥ PRy
benzenesul f onylijdeld:H-i ndol e;  1-[4' -1sopropyl -3' - (N, N-di met hyl am no
pro p(ﬁxly) benze a @@ubtfxﬂ@y(h}ﬁet})‘gabé?ﬁﬂh@l oxyl) ?eﬁze&liu&ryqﬁﬂpc{rcgé-rr&bi Iglf—iﬂibl%;' - (I
-met hyl pi peri i A ul T onyt I nadol e;
1-[4'-Chloro-3' Sf%} ol ﬁg%&‘a? pggr?tﬁl%flﬁs4 yt oxy) :
bcnzenesul f ony -1 H indole;
1- [ 4' - Et hy| 103" - ( 1- rﬁgteﬁythermse@@pefi d]erﬁo.llq\m%g] teryg;(i.ygd in the specification and claims have
benzenesul f ony ke mEnbsypendeidn:net hyl |1 H-i ndole; a stereoi soner

tbereof | and a sal t'H;,&g{ g,gaﬁ,sﬂug;glteq;ﬂj,rﬁgbm§eq,“0mel on of the Invention 10
Unl ess ot herw se st

speci fi cation and cﬁ%éfe“g'éky fﬁd\'féns Stfaf‘?'% °fﬁ§%ﬁf‘§ g aél?y{sfe‘gcalﬁéﬂn%wg mﬁﬁlt}ﬁﬁen
means fluori necaf‘t?h?‘msla’?i’é’}dubers@#bﬁét%rﬂPfoaéiﬁ‘ﬁée progyer - C3) al kyl " neans
strai ght orisbr anched -Chony" atdepsiigad be@bs cgio abaiiiaR gonainig iowilheee
carbon atoms aBghoh RGhsUHRR IR BNy, etﬁztxpwo yloly A4 i@(pﬁ(lpyl@gd I so- pr 0pyl 15

Cr-C3)al k t ht
( ) al koxv* a(?ﬁoéé Cr_;')ad(\g' mear(l)srsirawat or grané ed cha1n ag%l radxcxst Cﬁmtammo onef PIOX

containing one to t
propyl oxy and i‘h%“ﬁ?"b69/136‘}2@/‘“""“dﬁaﬂ“&m’(‘?_‘ﬁ‘y‘cﬁ?‘ﬁoﬁﬂl‘w Uit ‘f‘éﬂ"{j‘ﬁ’t‘y‘ -or
branched chai nfekdespll, difigeioegall agd tiedikd ai Ni Ng one to three carbon atons
and incl udes fl uor emeidyd,adti frleb@ kiR bitydnehed dhdirf All@ﬂﬁm&hﬂll\mg one fo

t rifluoroet hyl hree f Jatltj)gnr Qi%!;npyalnd 9 uﬁisuﬁJoggngtMy Q‘QQrth&Jx} a']lﬁl o] O%cho Y,

"Hal o(C, - Ca) al koxy™ neans st ralg ranch arn radi'cal s
cont ai ni ng one"‘tﬂbome?‘?i‘?é‘é‘”&eﬁ‘f”ﬁo% SPUIE SBHEF *hcl udes f1 uororret hoxy,

di f | uor onet hoxy, t réfchiGorontet’ memycyclic prbrandhpd rprliodbvhadse!s canainpe det hoxy,
di f1 uor oet hoxy siauebod h@ns|aﬁdﬁﬁ;§ludes@6(bbxﬁ(y( cyclBbufeh pyalopeyth 1 or eaiasl, exied hag Or

branched Cyﬁl ' Ge s@ll)sgtytl:d Jrqpslxlgﬁlstéi agg(g})txﬁx'd@ltﬂggubgtmerﬁgmgy(%e se%kté! fﬁ)@xrhggégn at ons
and i ncl udes c ?Bk RPYA'CQ cl obutyl, "cycl opentyl or cycl ohexyl,
whi ch may Y S

"Cyclo(C;-Cglalkoxy" means cyclic or branched cyclic alkyl radicals containing three
to six carbon atoms and includes cyclopropyloxy, cyclobutyloxy, cyclopentyloxy or
cyclohexyloxy. , ‘

» 30 “Cyclo alkyl (C5-Cglalkoxy”™ means cyclopropylmethyloxy, cyclobutylmethyloxy,
cyclopentylmethyloxy or cyclohexylmethyloxy and the‘like;

"Heterocyclyl" means a non-aromatic saturated monocyclic or multicyclic ring system

comprising about 3 to 10 ring atoms in which one or more of the atoms in the ring system is an

element other than carbon, for example nitrogen, oxygen or sulfur, alone or in combination.

35  Preferred heterocyclyls contain about 5 to 6 ring atoms. The prefix aza, oxa or thia before the



25 be substituted or unsubstituted and optionally the substituents
may be sel ected from hal ogen, (CrC3)alkyl or (G -C3)al koxy;

"Cycl o(C Cs) al koxy" neans cyclic or branched cyclic al kyl radicals
containing three to six carbon atons and includes cycl opropyl oxy,
cycl obut yl oxy, eycl opentyloxy or cycl ohexyloxy. 30 "Cyclo al kyl
(C3-Q0,)al koxy" neans cyel opropyl net hyl,oxy, cycl obutyl methyl oxy,

cycl opentyl net hyl oxy or cycl ohexytnet hyl oxy and the |ike; "

| et eroeycl yl" nmeans a non-aromatic saturated nonocyclic or

mul ticyclic ri hgeraydt emrasomnpsitsi M fpaabouizea3otygn BOWEE pigm zesrstisely B whi ch
one or nore Of pred3@ asaatrﬂgﬁoni Mhelh@ockdiyD i Se/cphaRN bubsti@idd byetpREMRth avalibier t han

ca bon for | "% t I;O O en u'lnz LH; éadhg)%e g'rdlff Hu The
conbi nat i on. ETQEF e hc néggﬂﬁg{lee?)é%'gc sl LS(SIOnth % b8 eRat

atoms. The pr ef“F%"‘é‘ié“lf“‘cf‘&ﬁ opipe 1E°ﬁ‘i°§y°15]éf"d’F 8""?‘??@‘/ °I‘§‘Z6dhe eecom’S ‘f r oot
nane ' means St hatidea$-odide as §.5-giowidet Yagg b‘wﬂngtﬁmbwfd?*m@ﬁP?“ﬂfrydﬁt“é‘ﬁ?m iyt
respectively i fngs pkies@ptrid@ASpyaoiidinfIQpi@tafin, piriagl, Reheirodyiehy, | mogadintd e
optional Iy subglistyted by repl aci ng an avai I abI e hydrogen on the
ring by one or nore, snbsli tﬁ{@ hre L QO sane or dg(;r ferent.
The nitrogen or sulf uf™at $H°8 °”iahemﬁ%"§t &6 ligfe i gptionally
oxi di zed to t heshiewfacys shserdir rred REvGotx fliggelor @eﬁ%l gt "SSP o Nou-
l'imting exanphasiosfprditd: Bithoativnndepealiscsplrertoediomynizd/dr cataronlngpsavwncl ude
pi peridyl, pyrgQlgiginy Lmd saaxsﬁﬁmgabawlMenmrsa&y lrourtit Bikisna ka0 blyinapbeny |
nmor phol i nyI an tat e aNg. term“schizophrenia” nmeans

schi zophr eni a, “S&hT' 70 ‘?’f ’é%l Torm disorder, —sehizoaffective disorder
and psychotic di sofféleeﬁh‘“%h&‘“élf‘%ﬁ“t‘ﬁﬂé aqegebly s e Bt e PP FregmPE e 10
del usi ons, pr ommebmiretld ciiicaiivt ahdin exicdissdly.gath ihz elbbr Sgrediceh canprising 2

di sor gani zeg ogoml@tmﬁﬁma%h@uewdme&& Di agnostic and Statisti cal

Manual of Mental order ... f urt [ nglr;;mg[g,pofPas%,g atdriae
Associ ation, Washi nﬂt il f)y rgssdg&e?éar maceut i c )

accept abl " i n#FEEL® @’“‘E“ht%f’f (i} ras §’u‘5§’f“éf‘rfﬁeepa‘6‘ o g6 S&s“f”fdl‘n(%“nm d¥sordetr Be
conpati bl e chemicoated ymetiowtks orelinions ewloogircaniys Oﬁ/wetpﬁmt“h@h%@tsﬁ ghpdition
i ngredi ents COBsbi8dr 0O pRvemd & c€19k Welbnak brORE, or ﬁlh&yﬂﬁmf thdyedtinngpr disegat ed

therew th. OTh@Jné}{?o%g)trbl&ﬁiLtJd);[scr%tjhgxgt\‘I ve anmount” is defined as "an
amount of a compoun ) sent |na\t/entt on t ﬁ‘tm(ml freats or
prevents the parti ¢l ﬁf'“sdl‘:r%aé%s’emaco‘ﬁdl "SSP dr Sor'der (1)

at t enuat es, amekienrts eephpictiend pliiE-es one or nore syrrptom; of the
particul ar di sease,hacemndiddobinersois a ging® recheTor {lliifoindrs qi the ndimithe! paiccde| ays
the onset of op& Hfer BB € t@%%&l%f@glr &JM@ ups'iﬁct:iICrUJhﬁfs ndlirfsaaﬁeysomego

-(-:,([) pg;t !. O(I’)l;’ 2%]’ gsnzi:ntxomgrs)t geg)rﬁ%rtc (cnp t?aqi) lsom rs and isomeg of Eo ggmds"v&ntrx %@'tteltigxggne

anl ngs
preventative, - @‘Prﬁlﬁﬁ&yf that # ROT BIFEf :rﬁaéfs |of g Tn%er (dxastereomers}

Certain compounds of formula (1) are capgble of existing in sterevisomeric forms (e. g.
diastereomers and enantiomers) and the invention extends to each of these stereoisomeric forms
and to mixtures thereof including racemates. The different stereoisomeric forms may be

30  separated from one another by the usual methods or any given isomer may be obtained by
stereaspecific or asymmetric synthesis. The invention also extends to tautomeric forms and
mixtures thereof.

The stereoisomers as a rule are generally obtained as racemates that can be separated
into the optically active isomers in a manner known per se. In the case of the compounds of

35  general formula (I} having an asymmetrié carbon atom the present invention relates to the D-



The term "stereoi soners” is a general termfor all isoners of the

i ndi vidual nolecules that differ only in the orientation of their
atons in space. It includes mrror imge isoners 25 (enantioners),
geonetric (cis-trans) isoners and isonmers of conpounds with nore than
one chiral centre that are not mrror inmages of one another

(di astereonmers). Certain conpounds of fornula (1) are capable of
existing in stereoisoneric fornms (e. g. diastereoners and
enantioners) and the invention extends to each of these
stere0|sonerlcf@mﬁh§Jﬁ@nmdbé-mwmmaméwmtheneo&mm@ommmmﬁ@c@a&Eﬂmﬁes

The different Sic@he@oaomBinhCand QF HRndRNKkRE w30kh SARAS sél‘re@fimfeﬁpﬁ)m%@

anot her by t he té’lxﬁlkllgrles tﬁ@erohgﬂﬁmg Iacegl ys ’Hx!)s\é @o_r%ﬁ!m%t?s n?%:ne@%nnugl(lg bltngxl ed by

stereospeei fic or asyme synt hes|.s. | o Al 8 EXEnds t o
tautoneric for msas§ﬁ © G‘F 282 {5 Slpined FHEPeRYeS A BF EpEA gredemaber yl e
are gener al |y, gBerdy ritschsuss methpde wp e sivehiatmec awy pesbsie@aly atead speiifit @ t he
optically acti veminefneitsesii. MoReviffilRQKo f0RDWNo Ry L optibally bh@ SRABGOf t he
conmpoun d of 330 @R &h@ la cExQeEMu@ly (){st)callb @éﬁw’]&an?&lnegcs ergﬁg&{fmfnc%ghﬁptg% at om

the present in e orm orm‘and DX-
m xtures and |ﬁ’qﬁmg°mmml % aﬁcﬂﬁﬁﬁ'r of asymmetric carbon atons,

the di astereoneric ToTFRSisRH of prawduy ehtciemh fooxtadh dsy bapreaeibyofie ¢ hese
stereo i son¥ri @of emympresam beldvo i xt ures thereof including racenates.

Those COITpOUI’ld§ of W%ﬁ@bftl{e%am ﬁayﬁ)él)sedmhegaptiaﬁlygchve%nasymmt ric

. carbon and as rul.g.;al.e e ra an bhe separated one
fromthe 5 ot hg)r %tlca pure ca;;aﬁlst or cquna? flj%ands gong W1th meta? catd st mg)b tﬁ.é?lp ?’Fﬁv be

obt ai ned by stereo%ﬁ6@€WFPE“%%HWQ§§HW§FWPE“ H@%ﬁ%mm$bWEVEﬁﬁwlt is
al so possi bl e to efiF Oy caml liggndsirembrfyrablydt ¢hied ploahipe (Midipld sf@ntnkReic st art
a correspondi ngly Qﬁm&@ahiymawﬂmwemaﬁﬁaﬁ&ﬁﬁﬁih$3ﬁ5 di astereomneric

COI’T’pOUﬂd t hen,”?el ﬁ‘& QQ&JI@I(}P% e()@s§metr z]y b]g: resolveﬁ (iven onal rxg%ods such as

st er eoi soners o Qgpou gener a prepared by
one or 10 nore way é?@ﬂ?@ﬁ“b@?dﬁﬁ‘mWﬁmﬁhQ‘SW“ﬁﬂﬂﬁ 8Tmﬁﬁémw%agents
may be used in theNWm@bPF@hymV'%@1Th%wﬁ%mmmmmmyf@p@m@ahhywpumee

catal yst or chiral shirgangsetadiong airicionielyadii-aaf, ahystos Y ald@he &R Oyed
in ther e(iUCt Ion pﬁ)@lclg §)§owe3_ an%&l@oLal gt@;; & llSXI%t‘ng %%;&Qﬁly lﬂ-t'xgc rodrg

Rut heni um I ndi um Emlmnth L. The hl ? %an g
chiral phosphi nes i A Pl ﬂwawf(ﬁ?mﬁﬁé ngnt ?ﬂ?ﬁ%?? “dﬁm“

Bal dwi n Ed., Tetra éﬁ?ﬁﬁ“§@%‘%%) 14, 311-316). iii) The m xture of
stereoisoners*ﬂay Be wiggolof/ @deoymeaofy @B rds@Ra by cdihited SneGibls Ruch Ss

form ng di ast er eonBiiogial S@bhidn Wisbi¥lngCld dibre@GlidS ts%mgmﬂihaémrﬁ@é,ﬂ% or
chiral am o alcom;;,&is chiral amino acids. The resulting nixture of
di ast ereoners nmay n be separated by nethods such as fractional
crystallization, cﬂWﬂﬁﬁf%@?éﬁHﬁeﬁﬂﬁwﬁﬁﬁtFP%€w32®“%ﬁ#%ﬁm@dﬂﬂbkﬁowed by
an addi tional cgrrpsuniqd sig] atirengjdstapnetholikei Chadl bysesaigt tav @e PipGekdClay by

cinchona alkaloids, brucine or a basic amino acid such as lysine, arginine and the like. In the

ably be

case of the compounds of general formula () containing geometric isomerism the present
30 invention relates to all of these geometric isomers.
Suitable pharmaceutically acceptable salts will be apparent to those skilled in the art
and include those described in J. Pharm. Sci., 1977, 66, 1-19, such as acid addition salts formed
with inorganic acids e. g. hydrochloric, hydrobromic, sulfuric, nitric or phosphoric acid; and

organic acids e. g. succinic, maleic, acetic, fumaric, citric, tartaric, benzoic, p-toluenesulfonic,



hydrol yzi ng the derivative (Jacques et. al., "Enantioners, Racemates
and Resolution", WIey Lnterscience, 1981). iv) The m xture of
stereoi soners may be resol ved by conventional nethods such as

m crobial resolution, resolving the diastereoneric salts forned with
chiral acids or 25 chiral bases. Chiral acids that can be enpl oyed
may be tartaric acid, mandelic acid, lactic acid, canphorsulfonic
acid, amno acids and the like, Chiral bases that can be enpl oyed may
be cinchona al kal oi ds, brucine or a basic am no acid such as |ysine,
ar gi ni ne -and Uh@mbw@wwotm@whewm@awemaﬂmnhamomwmeundgwo@mg@mem&l
formula (1) caonbakind fgnhgeaRrBlambCsdicson®iciism t he present 30 invention

relates to all of . ically
acceptable salts Vﬁ@ﬁaﬁ%&gg@%@%&g %g%a p%b&ﬁsbﬁ%lug 'Hgd and
"nol ude t hose AASHIESEEPPPRD o Opiing) kP cquivajeyiy 9f a bggSuchps Té“““ B ‘& :

aci d additibn sséint gethaidpreddiomjctidxide,neydippa rivdroxie | rigssiom  teputotided pairiviel or| c,
hydr obrom ¢, Sidrdite | cBigiunhickidtd, Ealcdin PB@IS PlAGkdith [BGbxE, rdaRdsiunOdh@aRiat aci ds

€. g. succini Gy, 7Bl £Gus sﬁ&% §fer, aﬁeka@Ed;e? ’THglrx;e[h!mg]’ etﬁaﬁﬁ t 8%, adERZ0i C,
p-t ol uenesul f qni c, %4 met hanesul f oni ¢ or usg@ ht hal enesul foni ¢ aci d.

The present i AVERET B Re et gty hireq] mit b all possible

st oi chi omet ri e and® riésitios tioPhatriaesitistllvi 2sccptablonglss, q‘EFeS%aFr#a%é?ﬁt pckel |y
accept abl eiGalitventbo Imedy Ngky derPads tintdfiediatd B thenpuMtbtion Bof MAYorDn@s Bp&r ed by
treating the %&?ﬁb{ﬂ&‘ o fiQr el Be fichdisicWMok bha brBaci@ by 8 NS p0fas & base
such as sodi um tmx de, 5 sodi um net hoxi de, sodi um et hoxi de, sodi um
hydr oxi de, pot as m t - but oxi de, cal ci um hydroxi de, cal cium acetate,
cal ci um chl ori de %@ﬁ‘é‘ﬁ‘?‘iﬁﬁfm‘ﬁﬁk‘?’ﬁé’c pr sy Pgrpddingdam. t he.

| i ke. Sol vent snd ifotystelinewady @ptjondig &¢ oivetpd, ed. hethg hyfiede:, ThivBtviipoingludet hanol ,

t - hut anol , 1 i qosﬁaes,scopé smpt&%ﬁ@mates (65 BRAOPMKlweiBds Bipoads cHtarin LRSIt her eof
may be used. Ip. %ggt’s&veg t e 8har maceutically acceptable salts, other
salts are include i nvention. They may- .serve as

intermedi ates in tIPi%‘”ffﬁ‘}t "‘F‘i"&‘ﬁt“fs‘bﬁ“’%q“ t prereg depEtion; of 2 papgound of
prepar ati on offormlth@r or g ghammaceutinallyj aoceptibls splibrof, fhighadoinprites of fiel following

char act er i zat ir@R, @breth hekeg QRPRUALS syfihesized BideARON Rép@Stions. 1 tde conmpounds.
of formula (1) may be prepared kQ crystalline or non-crystalline
form and, if crystalli nﬁR’Qmal |y be solvated, eg. as the
hydrate. This invention inc within its scope stoichionetrie
sol vates (eg. hydérategs) as well "as conpounds containing variable
anmounts of sol v&-(ﬂl%;{—(rég. water). .° Pr esent T nventeint fady pr ovi des
a process for thes pre&paration of a donmpound of - fornmula (1) or a
phar maceuti cal | y acceptabl e Sfl g tfier gof, whi ch conprises of the
followng route, wherein t he\k y l\t rrredl ate i s synthesized as
described in preparations | to &

20 . {2)
Scheme - I

The process of this invention includes contacting a compound of the following formula (a),



R) h\ \' PR 0=3=0 Conpound of formula (I) C n N F, RR RHO 20
(a) Schenme - | The process of this invention includes contacting a
compound of the following formula (a), 15 ~R) \ 0=5=0 HO (a) wth
am ne derivatives, using a suitable base in presence of inert solvent
at anbient tenperature to obtain a conpound of formula (f), wherein
all substitutions are described as earlkier. The above reaction is
preferably carried out in a solvent such as tetrahydrofuran 5
(TI-1F), toluene, ethyl acetate, water, dinethylfonnaniide (DW),

di met hyl sul foxide (DMSO, dinethyl ) and the like or a

m xture thereof and preferably usi W)Mnert at nosphere may
be mai ntai ned by using inert gases slc 2, Ar or He. The reaction
may be affected in the presence of a base SlllCh as potassium
carbonate, sodium bicarbonate, sodium hydfT e or m xtures thereof.
The reaction tenperature may range from 20 0 150 C based 10 on the
choi ce of solvent and preferably at a re in the range from
30 Cto 100 C.  The duration of the reélc i y range froml to 24
hours, preferably froma period of 2- tao ours. The internediate
colrr})ound (a) can be obtained by reacting indg e deri vati ve with aryl
o an i nert sol VaRERHEart HsF i A e S S e hed |
reacti on can beo siinacemmdunfl pidormels Origetie ! t‘ﬁ’é%fﬁ‘ﬁé‘?%%‘begﬁ%cﬁ’“%{s t ol uene,
0-, m, p-xylene; haﬁ:@gﬁﬂa‘éeﬁﬂm hyy ghéf@OR rcroisous i Ghrolaest et 4 ydtrehydrofuran
chloride, Ch;JS OI’ tgnmne acQtQtl: %t@rb ﬁ'(gmanﬂ{emﬁ}ﬁ dﬁrléfﬁh s@lfSxide (DMSO),

di et hyl et her O 3¥§L1th Pt%e 1i or a mxxture &‘IX farrrlg'érg),(r!ibly%g F@Nﬂl’ ﬂ!: pgane,

ani sol e, and te ‘P° N, hitrites such as aceton e an

propionitrile; aavombmw be mejectined by wipd ipF BT U ERRAS P Hon f%‘ﬁ?”a{?% ©
n- but anol , ter tafiwt aned prasmee ol doc BN pDWBEO erbdnate, Sodmm bwarbonate sodium

hydride or mixtures thereof. The reaction temperature may range from 20 °C to 150 °C based

10 on the choice of solvent and preferably at a temperature in the range from 30 °C to 100 °C.
The duration of the reaction may range from 1 to 24 hours, preferably from a period of 2.to 6
hours.

The intermediate compound (a) can be obtained by reacting indole derivative with aryl
sulfonyl chlorides (ArSO:Cl); using suitable base in the presence of arvinert solvent at suitable

15  temperature. The solvent used in reaction can be selected from aromatic hydrocarbons such as
toluene, o-, m-, p-xylene; halogenated hydrocarbons such as methylene chloride, chioroform,
and chlorobenzene; ethers such as diethylether, diisopropyl ether, tert-butyl methyl ether,
dioxane, anisole, and tetrahydrofuran; nitriles such as acetonitrile and propionitrile; alcohols
such as methanol, ethanol, n-propranol, n-butanol, tert-butanol and also DMF, DMSO and

20 water. The preferred list of solvents include DMSO, DMF, acetonitrile and THF. Mixtures of
these in varying ratios can also be used. The base used in reaction can be selected from
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

25  and calcium oxide; z-alkali metal hydrides and alkaline earth metal hydrides such as lithium
hydride, sodium hydride, potassium hydride and calcium hydride; alkali metal amides and
alkaline earth metal amides such as lithium amide, sodium amide, potassium amide and

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



20 water. The preferred list of solvents include DMSO DV,
acetonitrile and THF. Mxtures of these in varying ratios can al so
be used. The base used in reaction can be selected from inorganic
conmpounds such as al kali netal hydroxi des and al kali ne earth netal
hydr oxi des, such as lithium hydroxide, sodium hydroxide, potassium
hydr oxi de and cal ci um hydroxi de; al kal i,;, metal oxides and al kal i ne
earth netal oxides, |ithium oxide, sodium oxide, nagnesium oxide 25
and cal cium oxi de; al kali nmetal hydrides and al kaline earth netal
hydri des such asarbopatdfindusiciun geehopatbeand sedikeimehiidiraesarbpotassilkaineladr i de
and cal ci um. hydﬁrkdexydrﬁﬂed(a}bbnaﬁeﬁl&ll asWuﬁi@dr@ﬂ&mb&qbtk@Lgbxl%ﬁetﬁl@r&)xnpo%; al

am des such as Ip&r&cnwr@l@%% al&@géh%%l gnump\%tyfﬁtﬁlln}il g}hf%?l] lﬁjkgumf al?y

cal cium am de; al ka car bqnat es a I ne

carbonat es such'as cslmm h%%“ oL el t})’g FEOFARS %{H‘Eianﬁ alfd mefrhakiopshtkae and
al so al kal i- ret & mrdl dpides cuh o redes methrgden bidinin qthexidea patdssiumeshoaite,
hydr ogen car bonastegurs uaibutegdes odi dlmehyghti@geimn, CRATO Rdte prg@lcgaan®t al | i c

COFTDOUHCIS par Heﬁﬂ:l:rﬁfeltﬂlsaﬁlo%ﬁlnlne meaiblplgénlﬁ{ej aﬁd pﬁ%k'so@i%n E%FOQXJ solhln& hi um
bUtyl lithi Um BHE ﬁc sodl Ll Q!hog‘}e alﬁss%/mh dr0 1% otassi hb@ ate (}S‘I such. as

met hyl magnesi-.um ch] 6r1.de and al Kari et pmﬁ f%r(“.) TE BHYNREF e 5
earth netal al kBREEP&Ereh S‘a‘éblys*éﬁﬁeﬁ?‘ﬁnﬁér ProstRcie in teorttstren Etphrenxtiaphéer

pot assi um et!Hoxfagbrst such &5t tetg SidutyRdtoenitm bysﬁto@emud&teandthdmke rmé h&xmg&em um
further nore organe: &alQﬂ&QSy WinGinert gtasres’ sﬁcthbylhz,a;mopﬁe RJacl:tlbxl é&@&%&)ﬂ{: am ne,

N- et hyl pl perl d!orb@ hg cf&z%%lfgnlnr}eto 6%9111" H/Kne er i?iyiealreg th resuftm

t net hoxi de, sodi um et hoxi ot assi um hydroxi a6 pot ass UM EA odnat e
and triethyl ani ‘ﬁ’é"e‘é‘?ﬂé“mé@‘ﬁ'@f?i’al |y prefeSred. Suitably-the reaction
may be effected in tifropdseseindéy bf sbptrasdodiof mrpsttion of iR pregatiakyfist cas uch
as tetra- n- bt ylearmmiict M y:60 g@powl PHat evaitd ol Aemd- icllfe%malm&ﬁéanﬁ{ t

at rTDSpher e rray.l Q »@'kﬁml I%Q:QCmpySUH)S IaDQ} g tre eS I'S lélc eprorec IOI]At Or
He. Reaction tlﬁeg %/ Xdﬁ'L Q,@t% gra%ﬁ é?o i 2 to 6

hours, where aff eangm "?:Tm P“é"&“’“att"ﬂ’é'y‘i“’é%‘ﬁ‘f"t f*‘ﬁ&ﬂ%ﬂ%@%% émet%"ﬁ??er ted
into a salt the? éE?Fat’O"CdPrﬁb‘EIﬁelsNGBt*ﬁPmeHa‘bﬁyylithre Hbolenmtdiedionf N-
preparati on of svifeylpipesspig rddtivd Ndidg@ihsiG@hetald nd Belider ansf or med into

anot her conpOUNd ©ficcdsdy Sing dﬂé/&%le%m%’ofth%ﬁm st&D&m&c@JnedeQd' fications
using. well-known, redetions such ation rotection,

deprotection, rearrangenent A ?%"r’f”[a a104e eé‘f"f“ﬁ“h‘“d ﬂ%@%ﬁ"?f% (ht i on,
al kyl ati on, al kyl 't)h’l‘eﬁ‘i"‘é‘tgiaﬁ’ri""‘eﬂ‘é‘ﬁrérf“ﬁyl"rat| on, Oalkylation,

0- acyl ati on, N- allyfoatiteamharndcatiddényckbmeble Gan,,soINtea&wlrcam ®asof. N- cyanat i on,
N- sul fonyl ation, cespk mgayrbeaasfwn@musu§ bdﬂgmronaamé;c&nw;bn 'H%Le@l!m% ARG the

l'i ke. 20If231ece,§,§§sg¥ {%h\( o] t han one. of
steps can be cargr 10 ni Eonver aﬁ%anon nuc’ﬁ'ﬁ%lﬁcnar epgrf)‘ﬂ‘q'cf%?mr%ﬁ a (f)

i nt o anot her coﬁ%’&ﬂﬂ‘ﬁ”gfde'ﬁﬁ °‘¥58r"?ﬁﬂ“l‘déb°(‘$5"”"a'i’ol") Renovi ng any protecting
groups; or iii) ForlPrygsdigtarned evtiticadduy satbepaalirehcs anbyal @obwvat e
or a prodrug thesenfl. wPeee Ssretiv} croay iberefe rshakaed. Wk Bg: s;,@m@ent i onal
i nterconver si 0%uigglQ%@ﬁr@&m@%maﬁ&ludc sulphony! (e.g. tosyl), acyl (e.g. acetyl, 2,
30 trichloroethoxycarbonyl, benzyloxycarbony! or t-butoxycarbonyl) and arylaltkyl (eg. benzyl),

which may be removed by hydrolysis (e. g. using an acid such as hydrochloric or trifluoroacetic

acid) or reductively (e. g. hydrogenolysis of a benzyl group or reductive removal of a 2,2, 2%

trichlorcethoxycarbonyl group using zinc in acetic acid) as appropriate. Other suitable amine

protecting groups include trifluoroacetyl, which may be removed by base catalysed hydrolysis

35 or a solid phase resin bound benzyl group, such as a Merrifield resin bound 2,6-



25 epinerisation, oxidation, reduction, alkylation, nucleophilic' or
el ectrophilic aromatic substitution and ester hydrolysis or am de
bond formation. In process (ii) exanples of protecting groups and the
means for their renoval can be found in T. W Geene 'Protective

G oups in Organic Synthesis' (J. Wley and Sons, 1991). Suitable

am ne protecting groups include sul phonyl (e.g. tosyl), acyl (e.g.
acetyl, 2', 2', 2' 30 trichloroethoxycarbonyl, benryl oxycarbonyl or

t - but oxycarbonyl) and ary[al kyl (eg. benzyl), which may be renoved
by hydrol ysi s (é@metgxybergil ggupdBlir@g iitler} bilith nag bd vyt QO k@Y daglyBd hydrolysis,
triftuoroaceticgraghgxmpgm&ﬁgg&g}yely (e g. hydr ogenol ysi s of a

benzyl group or redPCtrlrc\éses (I;lg le u%anatxon haélroxyldtlon a’l 12hon and/or Harmaceutically
trichl orcethoxycar bon Zine t1°¢ AcT o) "as

appropri ate. Clﬁﬁ?m@ﬁ?¥é%¥E”ﬁWFWéWWBPBFQGYFﬁ@“@?%ﬂﬁ§mwﬂépaﬂ%“a“d
trifl uor oacef yl derivafiic edvesrabpd hdieriedsdived by base cat al ysed hydrol ysis 35

or a solid phase re&hﬂkbﬁumdmb@&@%h@&ﬁQ&HMaayﬁhm§§xam$@WHh&¢£E@ereSln
bound 2,6 17 dige &%b%ﬁ% b0 Uy =8 4 8ol @ekﬁch) mma% Sl TR caPe

removed by acid cata yzed ro yS| or exa

trifluoroacetic™%&d. In process (iii) halogenatlon hydr oxyl at i on,
al kyl ati on ‘and/ or pharrhaRasertijabeinpogitiong eCibperabit @vetdatngy frajerripéted irepar ed
conventi onaliby diedti@AaChdn@nusibly biid of e RpRECEHELRicEp@ld Eri@f TAS il actPe
derivative as %&ﬁmﬁdp@ﬂh@,%&!oﬁ Fnay 82 faﬂ&ﬁéd for oLaP b&l;aqiq mfa% yge%teﬁah@g,

conmpounds of farnula (.

fornulated into a p "zsir"h%'(‘:"ésﬁ T & i“'?g%'ﬁ%ﬂsof ¥°°‘6lrf'd’f"ﬁ’”§%"8cﬂ Eléﬁ‘&é“‘\?\?l"t fr
standard pharnﬁ%@ﬂ@ﬁ@&PymﬁW%%WT%%ﬁmWhe phar maceuti cal conpositions of
t he present i nventi®nonapnberafiar flpratmedutical canposiins Gan wenhd BRab:, BANNer

usi ng one ofs m&@pghyemp@gmsq,@wmx b}a&ﬁ@,pfgf@meﬁmwghmgémwwg 1€

gﬁLIC\G/Je ?ﬁﬁgﬁgé%len& Fs)ucp as t{n;}mér\ger(ts @ 6 pryge]atm{sed malgy stargh po-lyvnfx)i_lpgrrolgoner)

subcut aneous) d¥arexEEee) mdl et AlES G- Bfosy ﬂrwm@w teaiiess of glcium
adm ni st rati on phypharhiairadnis Gre.. orgnisivg sbfakeatlt @Nilicaf-dsini@ragt (e.g., potato starch

admi ni strati on,or {olfiGn RRATLIBAREY bl veihs LARRAS bckiituR RSy 1RBYhart) ASabidkEn.f & M Of
for 15 exa%) l Qbatezl %?Jng o§s vgsql kx%@'{? %%e%% LBL]@ B aratlonsber orapﬁgﬁl{g&a d(())ﬂnl’r%lv take ans

with pharnaceutlca accep exclp AtS SUC g jent s
(e.g., pregel at’id ?gég‘ﬁﬁ??@e§?%?%ﬁwm687?ﬂ?ﬁ??ﬁ&*WdPYﬁﬁﬁﬁmﬁ?“a

hydr oxypr opyl metisy lfas esbistifhtios eith Wajet jop pther (spitabje vehficlchefysguse. Such liquid

m crocrystal | i pepddibis thpse @%aﬁﬁMc&unumph@ﬁ@hahﬁbmmh&hkMQan&&a&e g.

mag nesi um st eara@éltfevcs st;@xl S szQ[IEenc§rlg akcgéle Q$r§éolng)/(%g rﬁm;lscelg.l%sagjr ’hydpogéngtgdo
starch or gdl um

S
| auryl sulp ate?gg%%%eTuﬁ%g%‘mﬁgigB&M§U”8%8@6396?%ﬁbfﬂ%%§”%ékPmknomn
in the art. Liqhicdy pregarderdeisn srershat admipiosterstrivhovayorake  the
formof, for exawpic®) solutions, syrups or suspensions or they may be

present ed as a dr y Fopl';u&qm;':m;fstgﬂonct@é‘]&tﬂi)(;sluctnl o ta‘l& &bfo%f &lb1e@ br lggeltégsr
sui tabl e vehiclg bhefore use.  Such I|qU|d

d in cOnventional manner.

30 The active compounds of the invention may be formulated for parenteral administration
by injection, including using conventional catheterization techniques or infusion. Formulations
for injection may be presented in unit dosage form, e.g., in ampoules or in multi-dose
containers, with an added preservative. The compositions may take such forms as suspensions,
solutions or emulsions in oily or aqueous vehicles and may contain formulating agents such as

35 suspending, stabilizing and/or dispersing agents. Alternatively, the active ingredient may be in



preparations may be prepared by conventional neans wth
pharmaceutically acceptable additives such as suspendi ng agents
(e.g., sorbitol syrup, nethyl cellulose or hydrogenated 25 edible
fats); enulsifying agents (e.g., lecithin or acacia); non-aqueous
vehicles (e.g., alnond oil , pity esters or ethyl alcohol) and
preservatives (e.g., nmethyl or propyl pzhydroxybenzoates or sorbic
acid). For buccal adm nistration, the conposition may take the form
of tablets or Iozeng fornulated i n conventional manner. 30 The
active conpound$™ist orer rpepriion it araiFinehitls cautaic e paretifer a
adm ni stration udy injection, including using conventional

cat heteri zation tecﬁghﬂuﬁ§mﬁ&m4&hﬁﬁ&&ﬂmnﬁ@ﬂﬁwéﬁ&hﬂﬁﬁmK&Q&mﬁﬂhﬁ&tlOn
may he presented,i

ol 1 dose - pontarmRilnrRAE e el Ty ATRANRRimdhion | o
may take such fOFe ‘é*§'°§‘t§‘§b‘~’é‘>ﬁ§’id?§ns sol utions or emulsions in oily
or aqueous vehi cl esFoantnasd yindrdsiretian o1 afrorisredonbdy inglatig e tgivewobrusls of35
suspendi ng, st akiitvedib@e ARAiQky ml&eeﬁn&hmmaﬂen&ﬁsol okl ebhabicwely, the
active ingredi %[Htamw a%buhé@r Jr%oml%()\éﬁﬁé usin@ rﬂh&é%ror m%%§ d hitdiog W th a

sui tabl e vehic er | yrogen- gr ee ?ore use. The
active corrpound’éessb’?zed?heaerf’sﬁ\/eni| o% aﬁ'ﬁ %fPP§18“‘tbe efgor wﬂf*&?‘@ﬂ“‘i’?ﬂ"eﬁhﬁ‘ﬁ’t al
conposi ti ong éfBPélhm%c'sfo'sﬂfpﬁpeo@?htowemor@ﬂ’a”le’ef@ﬂtd1|°<‘efh° seeikensiifable gas gnd the

cont ai ni Ng convesael @i aky Su@RASic O Yrol@HLS vabkd @ delifer ASnc@RE @BoulzLITHEr  OF

ot her glyceri d%dwaﬁgﬁ fol ms&ﬂilé‘%ﬂamégmeﬂm z%:trﬁa@ungﬂ a ViuiNLeRlok Aldeon by
et o' RS APRLRSR . el WAL B0 8 KD LN 1Y
container or a aWeoamdBez Epadey for paRpIS. Ao &8in) fr ugesip ﬁg‘“‘élei Hradator gy be

i nsuf f | at or 15 | Morhigedcasmingh pawdepti@ sBkvinged of et 0sdlion adl Sulitbia pdveer
propell ant, e. @Gasesuth a6t Qi uor omet. hane, 10 tri ehl onf | uor or net hane,
di chl or ot et rafl uorogt h car s and

Agro ?porcrid {atlons tt())ro tgezcifm Q)che congéons refe d to algove ?etg d rm&g I ver a

the dosage unit may i
net ered anount . Fhecresretht CaTRR Rt "(Sefab%f‘%@%eﬁﬁ ‘2%(3“&6‘!3‘?%4 fresror ot of
nebul i zer may egnbiaviring 26y 11400 g GtheSorgpen sf tnineftod. e ovaglt dakyalose

conpound whjd e vxn% a@ws@;@mw&hm Ik rabE %‘ofag@bb ¥e. ﬁmmuqm%amswﬁ ihQr m of
powder . Capsul 6s rom gel ati n)

for use in an |ﬁﬁ§? ?m% ﬁfﬁ%ﬁfﬁ%%ﬁé%ﬁ&mﬁé f%’?%?ﬁﬁ?”?@d cont ai ni ng
a powder mix of a c‘tﬁr?ff%?ﬂY?chG‘F"t precompryesne jseonaralafpreula (3 of ‘i‘%\’meeva‘éyﬁil\xﬂer
base such as | agheiseovetan 84 @sdohproduccharedig@bnt, faDiignith adov@iBal hiprmaten@at nent
of the conditiQ@@&Qetgkkegm&mwgbove (e g , mgraine) in the average
agﬂ ]E hg][m”asg gs&r %ﬁﬁ%‘%‘ }ymc G a”‘ﬁ%e ¢ o;Cfs gogtexa%p & a?mm}t%%nge%o %'8%%8 " the
i nventi on. Thec?i‘i}’%‘f“%flslm“@é‘io[‘%ﬂ HHEEL é‘ﬁiem%adﬁﬁ“sgé?g&%Fm\Rﬁ“‘I“‘f ingidduglpt hi n
the range 100 Jragerorgie doGageryr if riigdni s tare ingrvalipasgpalaely sreopder ta paxingizvehs

beneficial effect or minimize the potential side-effects of the drugs according to the known

principles of pharmacology. .

- 30 The dose of the active compounds can vary depending on factors such as the route of
administration, age and weight of patient, nature and severity of the disease to be treated and
similar factors. Therefore, any reference herein to a pharmacologically effective amount of the
compounds of general formula () refers to the aforementioned factors. A proposed dose of the
active compounds of this invention, for either oral, parenteral, nasal or buccal administration, to

35  an average adult human, for the treatment of the conditions referred to above, is 0.1 to 200 mg



daily, for exanple 2, 3, 4 or 8 tines, giving for exanple, 1, 2 or 3
doses each tine. An effective anmount of a conpound of general fornula
(1) or their derivatives as defined above can be used to produce a
medi canent, along with conventional pharmaceutical auxiliaries,
carriers and additives. 25 Such therapy includes nultiple choices:
for exanple, adm nistering two conpatihle conpounds simultaneously
in a single dose formor adm nistering each conpound individually in
a separate dosage; or if required at sane tine interval or separately
in order to maxkim ZvelifRdieddBn 6fid a6k dhiclebli®bladBhistld o Beicl NG 4 RALENt T &l
side-effects of the drugs according to the known principles of

phar macol ogy. 38 “the dose of the active conpounds can vary dependi ng
on factors such asI?ﬁ@“?ﬁﬁﬂ%mﬁﬁ‘“ﬁﬁﬁPﬁW?FF&?PB%“”&@@“QﬁHMWE?@ﬁF of
pati ent, nat ur doramthesszag de ictmpowds of e prefiers @agigontag whilees keyartrediagn dor a '
simlar factsor snoremﬁre@ﬁ&&@m ANYe LBTBRISEGERN 365, Eed khd Bramples section. Those

phar macol ogi Ca M’ed &f In?&%wﬁ% RN U Bfer styIJ@e]pc %&&R%y%gﬁse@ o s%ﬂﬁiegrlose of

formula (1) fers to orenentlond ose

tlw active cor’fﬁ‘(’i’ﬂﬁo@m‘é’fmdf HTEUBh Rt P e “f“ﬁ’?al at“? it = ‘?’%1 epiclsbirdift er al |
nasal or buccalcharbrindidistupsedbilon othir garB matriakwedresgrots epd bt dasil sriipyted oor  t he
treatment of t tﬁﬁwmndietyloedasvaﬁ@a‘gewr&dcn&aoﬂblwag adiiSon{nahy &f@he 20Qoung 19

of the actiwe in e@% ﬁmeﬂ,@@niesumdtmgwaﬁbmghm@l@éahméqgm@ﬂm Ri.sLET ed,
for exanple, | ratlve pur poses, the

reaction scherresuﬁe‘ﬁ)“vecf’f"’g%dhe@rs'éywe %8’\‘/?%‘8“ klw htial routes for
synt hesi zi ng the c&?ﬁ@ﬁﬂﬁ?aﬁ?ﬁ“t‘m “ﬁ?@s‘é‘ﬁt’“‘ﬁﬁ%rﬁf’lﬁmﬁo"a&%}ewp"&%‘wkey
i nt er nedi at es. rdk@rto s - B “ODReerdteite@ iising @Bd@S Girsbipitsia@Unizfs othlar@ise nakidyaiidual

reaction stepsm.g @,&act;ahgm@saamhte@ngsg@tan@ms "Ehﬁﬁﬁ dird VehedoRted A G00ar t

will appr EC at %[}fzhagBm rm gtrgeuter ted chloro % asusé%i as solven?Tﬁ?nt hesi ze
the i nvent| ve conp h™s ecﬁ‘n V{ nmaterial s and
reagents are dept ?;st*‘é?ﬂ“ai ‘Pfeff“ﬁ“esm“%a@k@ﬁ@?‘ S&f‘?d*"ﬂﬁs 3‘& ﬁ%@‘é"d IpRettsong, Mg erHer

starting mater vales Tadlibasgahkdationnreheedeas ihk yrubiplost fot tt @MR @gnalpr ovi de

a variety of derjMatdsMes: andl @idmrb@taf;tdpl@tnqia@gg,' qwcmset, hih@pt@d;d&dmbgn

nmany of t he CO E;Q:doujb? trp l;e Qgrﬁaegof? ple {"SI m‘mnE lQ%romgo aph rgers t0 co%!m(r)xw can
iR e" di 8¢l & Pls]

be further nDdl cl osur

conventional® ¢ ﬁ‘é‘?ﬁa%rf‘%?y Rsformeg Wﬁo‘f 0 2‘?%‘6?% sibiqg &Pl BBy Setyiet H’é‘e’a‘}“f"g"“

Conmrer ci al r eagesntrs(flyse steomatogréphyz endlditins hout further purificati on. Room
tenperature refmapRsto 25 - 30 C. | Rwere taken using KBr and in solid
state. Unless othery §&. l%mﬂs oBbl prelRSSveRRE Glele réaﬁgdeacgoa%rgltgqheout

usi ng ESI conditians. ectra were r M1z on
a Broker instr (HEHPE PESHECFE 28 ORHT 8‘?‘8?“‘6?%2‘?5'@‘“"8“@}&?“%‘1 s CUSeH as

sol vent. TMS wesscifiqpyengbles de inppt preferee comppuadseoh the inyensigvcienr 1y oCHlegfithestl shi ft
val ues are expsrstHeid st fipa ftissepeinpled THede 0dmphdYs are i@ Hd@Grer, tI herofsile 8WM NQ

abbrevi ati ons ?ornﬁnéjt%ggnly Jnustthe@ lsna-(glxstdkrm !isctlu; Mvef\tQE atuhgny% I%ll(gnfﬁlt@
s=singlet, bs=bro | et

q ui =q i nt et cﬁnéo%nds or tﬂ% dno cfhes Blfly ltsel:'ftt%onn a genus fd%owmg’ exa%plgsy fa rther 1lliu’strate

deta\ls for the preparation of the compounds of the present invention. Those skilled in the art
30 will readily understand that known variations of the conditions and process of the following

preparative procedures can be used to prepare these compounds.



doubl et, dt' double triplet, n--triplet of triplets, menultiplet.

Chr omat ogr aphy refers to col umm 20 chromat ography perforned using 100
- 200 nesh silica gel and executed under nitrogen pressure (flash
chromat ogr aphy) conditions. Exanples The novel conpounds of the
present invention were prepared according to the follow ng
procedures, using appropriate materialg, and are further exenplified
by the following 25 specific exanples The nost preferred conmpounds
of the inVentl f lly set forth in

t hese exarrpl es. r?ﬁragonqr%%mhondf 1—§ -H} Ig]o(gﬂr I?enﬁ:EeSlﬁtlmgr) ?{ be construed as
foiming the onﬁfpﬁeﬁﬁgwﬁﬁﬁﬂ”ﬁ@“@%ﬁ@?ﬂﬁ?@ﬂ“ 2t he |nvent|on, and any
conbi nati on of the Chbomifoimdid (D6 ok 7hpinel ve Sakeraly 11t b fecf oM a
inns. The foll Q%ﬂgla&)é@xﬂbpddaﬁthﬁ Q\Eair'dhﬂ)E axidllrhdaksgdﬁr%euﬁxlc(ﬂ Qﬁxl@rioluﬁbnfcqgld the

preparation 50f c&oh:@ mC%&rEBQ}UBd% ﬁfeanﬁ Q%obgl{zgrh§r&§ Elmgv(?{bgulérams was agi) er?to?hkl |1 ed

in the art 30 w.| r eadi rstan

condi ti ons and Bt %"é"@'saés‘ﬁ'f tﬁg‘atft*BI‘ﬁ"BW“ﬁegm“‘{fP‘éddﬁ'P‘ét{? \9eRefﬁ“8’c‘e‘HﬂF w can
be used to prepar wowhids "¢ odpoutiidy, ek in :Ppibrtiriatl -6h CL The@pspaacttni on of
1- (3- Hydr oxy beinaenes 0 Rythe} at1sh 1-85 POBAS BeriodSir Mok, Anter RbM@6Adrin@n  Of

3-Nitr obenzenesag&,&pmyrea&m &rtr,geascela&enmutfme%&w% ftodme( 4. k@mm&lmg 0.475

granms) was round. bottom wth

a guard tub¥e an’?ﬁjer Sm“l‘ﬁ Hh‘ 3’3“’?’?‘%&? TRRTET™ PURY ltgrgsTlIJf ?%’R‘P%S‘%lwif s 5

cooled in ice B&rHr B‘C*B‘eff““ﬂb Tee %‘rﬁda’ﬁrwﬁ%"eﬁ’e’nz‘emmf@we@lw desiqatsp 02

grai ns) was addettaib e ttheongaindlas If @il yolid. ateldSLiahzansr at € t hat t he

tenperature masam W?unﬁllm(iﬂ.tgbenaﬁaqxioh@thmné&w e was 't hen br ought
sl,

to 25 C and then above
reaction mnixture Was Tec ?? 2}?110@?;% “'feézo "i) me]rvr of 3

hours. Aftel cmprees Bﬁ‘dt!??mf“ﬁ‘éla“r“e‘ét@t”‘i‘%ﬁ ,(34ﬂ9n‘§“‘r* ééii:%‘“i‘"éh“aﬁ'? tit Batwas
cooled to 10 CrandTobrvedixorn: b addseto is@@ion of\iaiu@berthexilivhylechbideuricter
stirring, whil @mppi e@tgarnw(mmt:mmtsegpﬁa@tdréﬁreor&@rhre\réslﬂ@) QhaeTmmlfnﬁ.gul ting

slurr y was t heae teIn% a&%&ggy R)n’C blﬁre reac?on mlxlflure waf fhen sti r{ed ?or a ;Eeﬁ O?%&%ﬁ\l\l&% dri ed

on phosphor ous oxl de 1 n a desiccator

conpound as of ° WHITEE SutAge oty theﬁeaﬁfﬂ’ﬂm‘ﬁf‘réw PO‘@P 1° 65 fajer mixture
Prepar at i orfOof uler(s@ringiand be peh etresuickdnijl Jhyldkad @GP elLl Atiologbifed 7. 09
mol, 2.0 gr al’rﬁbvl WeSe dx@d6© Reré MenlyasheddiiG Wb R0t hadRes [(va‘thmr-()us h@neLQQ mL

15 t h ree neck eg}lﬁ[t@ l’ilﬂ:dlothQéstV@x@egmt'eld Qr§olér theTrgdu@E Q&’Js:ﬁ‘mo Niai r( ;)’ ﬁl gr;\ln? L 3.45

grans) was added t t..at %‘ p g xtur e. was ed to
sol ution of 3- Hl"f’ ao ‘r‘l'zlcenwé‘%‘?ﬁr ?fougﬁféﬁa%g%}?‘gm%s ‘ca%olo 208“’6%
grans) (obt ai neﬁf“‘fb?"tﬁﬁhs’ta@ﬁfeefid)")hean@ Yi-chl or oret hane (25 rrL) whi | e
mai nt ai Ni @S t biep dii wpsration bEI-BAMabLRnGulfolaEFiaRRt | ON M Xt ure was

then stirred for a,paNikdchQfsupfyyNeiifsse. @Etamezﬁom&;p(x&f(g @zrmrxohgogl%@' etion
of reaction, the reacttrwﬁ(r)] (m thure ture

20 under stirr \Ivarsi taken i, & n ? S(Wa]s thy ee-neckeg oun hot.tn{nﬁcp w\té\%t[ri)n poweef at e ( 2
x 30 m_) _ The 6%15?@?& 685 grams) was added to it at 25 C followed by addition of water ( ml)and I-
2 drops of hydrochloric acid. The reaction mixture was then stirred for a period of 4 hours at

30 75 -80°C. After completion of the reaction, the reaction mixture was filtered through buchner

funnel and solid mass on the filter was washed twice with hot ethanof (20 mL}. Combined

ethano! layer was concentrated under vacuum and the residual mass was poured onto ice-cold

water (30 mL}) and basified with 40 % sodium hydroxide solution. Aqueous layer was extracted

with dichloromethane (50 mL x 3). The combined dichlorurethanc exicacts were washed with-

35  water, brine and dried over anhydrous magnesium suifate. The volatile substances were then



ethyl acetate extracts were then washed with water, brine and dried
over anhydrous magnesium sulfate. The volatiles were renoved under
the reduced pressure to obtain 5.4 grains of thick syrupy nass,

whi ch was purified by colum chromatography using silicagel (100 -

200 mesh), cluent being ethyl acetate and n-hexane (5:95) 25 Step

(iii): Preparation of 1-(3-Am no benzepgsultonyl)-1Hiudole

1- (3-Ni trobenzenesul fouyl)-1 1l-indole (obtained fromstep (ii))

( 6.62 norel, 2. Qeng‘feam)r red\ﬁ;@@pr&sﬁ%}é%bimg 2 @MLI{ sg'ra'pg rrms ’w)ncll Whs gun? b?
t hr ee- necked royn.

grans) was addeﬁO ‘fmn d?rf’ma% a‘g%“s&g For S“iﬁ%ﬁ (@QV@%TS{’)I“%“ Eﬁ’“g\‘i\%’f‘ asptaty ad n|I )
and |- 2 drops 8FoHy&#Bchl oric acid. The reaction mxture was then
stirred for a pétep @ RadparkiidaON-G-Hadro3 DenZdpesulo80)- KB inddid er conpl eti on of

the reactions the raachhdedlnbitbhy®- 1880l I(«Jbﬁaﬁédeétmt QJ;;QH&MJW&RQGE 0 .
funnel and soli g&&% Ql 1x¥a[h£?mi,£h gneckv@roun\(,i\@%o ga% 80dM> was agdted (tihanol

(20 m,). Conbined ethano was concen vacauth and
the residual natsmFEe “ﬁi)iﬁ‘F‘?éicf"rdﬁ‘frBd pidarEyrsat ’°ﬂ’/\7&‘f"é&e‘a’(“3§°ﬁﬁle““)“edeﬁﬁ’(§’"°
basi fi ed with 4&idgassdiddre WpdiBxinde!l, §olutrugndopgBoeisnd Bayrertionnss
extracted wi thwahisekl 0Fr O3k bak Qin(t&0coakd theSnad ko 0 Ehﬁlnmm&m &6kium nitrite

di ehi or onet h@ne@@éﬁﬁﬁcz';?% g}%!) ssx\@e% lﬂﬁ%te% EnPat ; F&@%tspﬁlgt alihlc pegctlghnlgxtgrr I ed

over anhydrous magne at e, e VO e su nces were then
21 renpved undvev?s é%*ﬂ? %g‘i’e?gﬁﬁ‘)&"“f%"“obt ain 2.4 grams thick syrupy
mass whi ch was puri fiaaeiheh$00 mdolatknipe-odroiratbghayh ke sidrdded enntentaied

silieagel (100 sulfi@Geid(BEMAL) toilow 10 RRNBYTHE iRy has aE0EAS @ -837d anddudieXane

( 2: 3) St ep ( I Vt)'le ahB%Q!Q:%xQ:E |szQ inLtanJlmg(tﬁe ttlb{pg!%% Xt e@?%%}%%'-:s%l%xga}noﬁ ff-
indole S 1-(

Am neb enes L d al ned from.step
(iii)) (25. ?§ ?‘6‘17* o s“”°‘yat %’50 % 8ff’ ﬁé’é‘??g g“d““&s‘ﬁf ‘E’ﬁ?“é’é?“%é&ked
round- bott om f |1 ‘5“3 I@““W‘E‘%F"“{“&'@“‘ms wiepgurschete ée a’ﬁer miytie U TS
stirred for a pewiltagmigfre o artanel @8 c@tl ate@o A £ BOPE). AheltbithineCaRCLAE at ed

sul furic acid westaddac: »QE}prxWiv@t@r l(n;ligéd 5:6@3@:'@@21‘0%&@&5“5@“% The

g{ ggflegg fcggnglvoaﬂggvsel:s?emoveees"tga%@g&ﬂmm M%.é% ggpﬁ!ag%ofseg.so A Bt f'l f‘; }g

(38.6 runnel? f’?‘?’“ﬁf‘aﬁs)"reﬂ‘i@%l“&é‘ac"i"’ﬁ""sl\ﬁt"éﬁ"‘”‘(’é mgthyl boszenosigwd-18t owl y
and the reacti onddr xture was stirred at 0 - 5 C for a period of one
hour. I'n anot hedtepT®rdphratidnlof®lcetyi2Gomiaad d water (50 mL) was taken and

added concentrated Or%)ld It(;flulryr!e%) 7@9\ ldSO(gngs)r%? ta%r?m LS£ Ocy\éonOm Eask eg%tﬁ)pecpu'[ €s.

The mass was.

mass mai nt ai ni n“é‘tht h’e‘”‘{ 3@%08 & at‘eb?né gerdgge: T“%‘B'a@“e &ﬁ%‘“'f‘es‘m 7t7 gﬁ‘@“)rwé%lct i on
15 mass was 2f ur#dre fo isip prefasdivae miyBire wag@oled th 8 5 & pérckpdhlolie @ridmher 60
m nutes. After 80RPhevCiadedfirop Yikay maatﬁﬁmgah‘e tertpBt@urt BRGA1D &N AR ¥ddli6e Was

poured onto i cefuva{gemom&gaﬁngammﬂe\red sh |th'é FehdlGh m%@ hﬁed & 8sukbd ﬂga
m xture was extra Oephours A'?te The conbi ned

r etion ( ;
ot hy| acet at e E,‘Xt Paeloars Al confp?f' tio o?t%e ﬁacam t;xse rﬁacnon fmxture “8?’ ;foHréd ogﬁé()()dr i ed
over an hydr ous gﬁ‘ﬁ@ h)ééqe UYﬁkg ljipq: a{fr@ted Tvﬁé dichloromethane (2 x 300 mL). The combined

30 (dichloromethane extracts were then washed with water, brine and dried over anhydrous
magnesium suifate. The volatiles were removed under the reduced eressure to obtain 113.6
grams of solid product. )

_ Step (ii): Preparation of 3-(N-Acetamido)-4-methyl benzenesulfonyl chloride
Chlorosulfonic acid (500 grams) was taken in a three neck round bottom flask equipped

35 with a guard tube and cooled to 10 °C. N-acetyl-2-toluidine (100 grams) (obtained from step



vol atil es were renoved under reduced pressure to obtain 7.33 grans of
sem solid conpound. 20 Preparation 2: Preparation of

6- Chlor o- 1- ( 3- bydroxy-4-nmet hyl henzenesul fonyl)-1H indole Step (i):
Preparation of N-acetyl-2-toluidine Ortho toluidine (0.75 nol, 80
grans) was taken in a |l L round bottom flask equipped wth a liquid
addi tion funnel and a guard tube. Triethylamne (1.13 mmol, 113.77
grans) was 25 added to it in one |ot. Above m xture was cooled to O

- 5 C and acet y kx))@v@ a@Je!i ggmz(ﬂjporlxéls Wlmamtﬁﬁn Zen%\grﬁ’lg? %5 O(agage?ge %)5191 W se

by naintaining the te erat ure bel o . etyl
chloride, cooling Was renmoved ani ret‘Fla% Stlmé%l&ttzls ofi f‘?‘fé‘s":‘"% 2%f“i"‘Fsr &rat” 25
- 28 Cfor a pétpiste of ‘h%“"fl‘ifb“c‘.lf%‘? regfifop gpuEOTDIoRt] it igfrahad the sretiingn,

t he reacti on m Xtrarves fl@sd @duthed fioRt. Golib 8@ on@Ghad Ws wadhedivae 500\M@ ek ateand
extracted w tsh gised Iregﬁtﬁérg)imh@@ Bricli &n ﬁﬁosglggs ;m'xtzx-lde Theq.caml pgd 130 ng

i ehl or ont et hane_ex wer e rine and dried
over anhydrous Otﬁa’é{%gg'}i Errlﬁ g‘ffff’m(?m “rhe'v Ay of & a”fsmrlzeaé“mvﬁb?’é’e'}zeéﬁﬁ\‘}éﬁ hder
the reduced preSEHr@PTHE6tai n 113.6 grams of so] id product. Step
(ii1): Preparati & 68: Brefdxhtibe ef afhido)-{4-avietdmyilio)enaign essthds@nyh- 18-
chloride Chlcrmasd fonic acid (500 grains) was taken in a three neck
round bottomoflask SRR Qe(lﬁ% rA@AoI [514261 %‘%vrasdm@er‘ﬂg eu%ngof§£Qo Lo, )1;)

'C. N-acetyl - rY%a(al i di ne ral ns)
was added in snal PP8FEES §°“9\‘7nli°ft‘€"‘°‘?r%‘h‘f‘§f Hir8E terppat At t?P‘éd ‘béfco 10 C.

Lat er the cool i tigmixeess-shisrpirdec6ahomae.d 8 etrishissotie fnligrhyivalgrasst mp)ods at 25
C for a period gificd28whOhESthe Bchic MmixnGOWEP Ib@dchtQh 1ok tdnB@anr£AE i@ sor 4 he

reaction m xt urﬁnm Mreqm%t%n xrtf)ﬁ“llré/\@‘e;s%gdlcd %g) ‘TChﬁ gc%%lln&i(!v pﬁﬁth ?l urry

was filtered.o was washed WI th
500 ni. of mg or ol ‘°f%“é§’&? F‘i“ﬁ‘g“ S‘?ﬁ‘?"ﬁ) (ﬁBéf‘g‘“Hff"f“éﬁp GH VpHoEHRS

pent oxi de in de%f?ebé%ﬁp%ﬂ“%’ f gheotsilitinn the TQGiony mixtree wasf eradyehiy breugstoiolrehm The
crude product Wa@erpunemffdlr@dtabgd oedr yigltaltkd aabltonofiifedRntbe REANR ARG USed

fur further ex(ﬁ)dﬂﬁéd gf?ﬂ(tna&]é Hdtion §l§x§xg "fhlz kolm)entratEJ r@a@l%;\ ﬁ;hh%”va&ﬁen Oured onto
6-Clrloro-1-[3 benze I ndol c

10 Sodi um h%dr i cf e ‘i"geé N} lnr%rrtﬁot)'e B u]ﬂ'f m‘xnxe RV ER ’I‘(‘éﬂP‘Y?imgtat? gt"rlé%‘i}ldr of um
(20 M), in %‘GWWEdteHW‘é‘é"‘aﬁéﬁk“@ﬂwﬁ% ‘b‘@t"tatﬁrn’é“ﬁe frid §89¢ oypn ehydrous

ni trogen at nosphdymesubiard Tigodhtdd weroreBovel undethe teliiices! prébsiet troBtpin 22 grams of .

6- chl or 0i Ndol e i66sy@pyr D Fke C&ongrdaﬂﬁ)unﬁ’éd $$ Q1A b @inG amg%ej fan

( 50 I'T'L) was aq%%oﬂze%"g:z)!), elu Em%gng enxet ace (a\’x;[dldxc?\eﬁane 6?(18'11%0%my\@ %%ams 0 t to

roomtenperature and stirre e reaction
m xture was codﬁm&f“to 10 'C and 3- acet am do- 4- et hyl 15

benzenesul f éhyl St"@h‘lv)oi’fleld'ea"@g@ 6@hlryg G -aRiho-FOnethybmErpnefuibtyiliedold r om st ep
(ii)) was added in 4-@fc-i-{CGAN-LEaGONPD ! nihiiP BenfiestiBdQ jaddabit @Nn,1 Lk,

reaction mxtu I'7€6 Yams) gB@%%& Meﬁfiigmmx}- i a 599 three-necked round bottom flask

_and added ethanol (80 mL). The resulting solution was heated on water bath to 50 - 55 °C and

hydrochloric acid {52.8 mmol, 6.42 grams) was added drop-wise. Reaction mixture was
30 refluxed at 80 - 85 °C for a period of 3 hours. After completion of the reaction, ethanol was
distilled off from reaction mixture and the concentrated reaction mixture was poured onio water
(150 mL). The product was extracted with ethyl acetate (4 x 50 mL). The combined ethyl
acetate cxtracts were then washed with water, brine and dried over anhydrous magnesium

sulfate. The volatiles were removed under reduced pressure to obtain 6.72 grams thick syrupy



tenperature and mai ntai ned over night. After conpletion of the
reaction, tetrahydrofpran was distilled off fromthe reaction

m xture. The concentrated reaction m xture was then poured onto

wat er under stirring and the resulting m xture was extracted with
ethyl acetate (4 x 1SOm.). 20 The conbi ned ethyl acetate extracts
were washed with water, brine and dri gd over anhydrous sodium

sul fate. The volatiles were renoved under the reduced pressure to
obtain 22 grams of thick syrupymass: The' conpound urified by
col utm chr omat ograpkryorpsinggaseiriedhy cgjein chrpmaperapp Bing i g%loﬁoeﬁm mePuent
bei ng et hyl aceliak®canalyiRchexaneat 1:98) ofitn IOb prahsv! Fre6Gnpgwmdns of t he
pr oduct. 25 Ste p(( vl?repaPJﬂﬁrpcﬁg-%Lllng—q (me d@oxmﬂlprblnzéxésuﬁmmmﬁole met hyl
benzenesul fonyl§l T d hyl )
benzenesul f onyl-J- 1f £ Cgﬂﬁrbgé‘m{"?%’f%r%mimjc(’%O“%éﬁhn%q?ré%l 091% a?zn%%ﬁi rom
step (iii)) hasObiehedfion Herdv25e dpetien P%’ésc?Pé%w&“%‘Ydﬂﬁﬂ (Bb‘tf PO sk
and added ' er han@konfpSOd ths)purifiddiy colesidhtonngragho lusite stire 2pld 0 atesichizon
water bath to 5Q. aueiﬁﬁexrg'e@ﬁgcctatb%d fl&&l@b@ﬁ)'t@obﬁxﬁbd? deamd ofPurBin@dund. 6. 42
gr ams) nas addeg %reﬂamnon% -(i %%rgx )Stt aﬁy?be\xlx\%§ Flgignyli)q}il 1L(Hﬁ%ed at 80 -

85 C for a peri rdpaB”f" | 'et’l on of the reaction,

et hanol was d|@En(i)ill’éﬂ’a@f‘?“ﬁr%‘hﬂ“fcé%&‘}tdleon m xture and the concentrated
reacti on mi Xpure wagEpguiliedsuitre!, Watrers) wa WEQinmu)d botphrdlags ceyiperdtyithn s
extracted with ﬁ&i@!&dxt@&ﬁﬁnataﬁ‘d a(g4ara<m§0rrﬁdu91mm'€hles @i pegane] Wy hidedac et at e
extracts were {NennBSNE N4l MBLE Ls BhLNS 2NE &hud@@lacgty@mo@@hyﬁr ous

magnesi um sul fat es were renpved under rbedu& pressure

to obtain 6.72 ’Q?‘%ings73tgﬁf"é)l<’“§wsﬁ’p‘§}‘“‘2§am%’§ e R RSP oUNd. vag purified
by col umrm chr onmsitliogyroé iyl chisidpgooding vae eemejied a“(’ T@GQ“ZGQS‘W%%?5 28 géﬁt

bei ng et hyl jacefeatasrandshexadapldili @)he taciohhicntich mBRurgraa pBredbiqRi? e
cor‘rpound St ep '(11\1/-1)1’ LceP da%Fgl{daa%Je&p la wﬁs CQQALM vqmldlcﬂlgmmehmr(@%yw‘}nb) ¢ hyl

bcnzenesul fonyl ) TH Bt RYL). o dried ove
benzenesul f onyl °°I"‘P‘r“‘7dn‘5°8ﬁ°@m‘(“§“e @‘“?ﬁ% o b "f‘mey Wlth) SD%‘oﬁ?da? redFrom
step (iv)) was @hﬂzoetmaz'édu“a%‘fﬁﬁfeﬁeV‘?‘*BBWW%‘%?I’%H%’FW‘ Fepluced PR UIE o iaifyf
preparation 1. Theeempadpdrnas purified by colum chronat ography
using silicaggel. PPz QQIo;mJaN.gteza%.)@4-éut}ebeeJeumnyMIon@ ethyl acetate

and hexane ( 3! 97 t % }%rpsztgoma a<:1d)éz2%£\gn P‘ngéa gra%ﬁwas?ak&l(ym?&lﬂgthme Eeglg'p\ﬁﬁ ation

3: Preparation of 1- et’h nzenes gm %]53% !E;ndol e
Step (i): Prepabded Szﬁ“ Eﬂf"Pf’zd E'F‘I‘M“ﬁ%@?ea?ﬁ foplgfdo iOOCf i R
nol , 10 grams) iwasgdrak @hain fropused (bbwsoﬂﬂddlfagka”eeﬂmor?pébj'cvﬁ‘at“ﬁm&g
l'iquid additi Onteﬁab&%@el bela\md) 2. Qﬂﬁfoﬂpl&t&ﬁa@tlonxf 1 Bﬁyh&&a&tl’ﬂeﬂﬁol@é% rdael |

16. 69 grans),.wa was stirped at ro0m te ute for a fu & RUR LB I'eﬂ)ﬁd
was cool ed tB 0 a"d re Cq’prt qu Tt& “g%gt [t af;l;‘%ﬁ gﬁ%ﬁfzhg R np

3.
grams) drop wi s%f theyipiFion MpEPFieT ﬁi”ﬁ@"‘st"?\:“e FUSE YEhpe st FaFUE & belrwgtmio C.
After additi onmpfircagetryheted Wtostivbieenic Gl Fhylws C‘?“é’f??ﬂ/“é*@l‘ it 7E%Et i on
was stirred at 2&ethendBsh€d i@ kvard, thSe p&drieOder@ihyBoubdaghegivm Afftte Thecoips et | on

of the reaction,.[ NG, LAAGH bRl FEMEE WaH 1PAURES @R Edhpall
30 Step (iii): Preparation of 1-[3’~(N-Acetamido)-4’-ethyl benzenesulfonyl]-1H- indole
Sodium hydride (132.0 mmol, 6.42 gfams) was taken in tetrahydrofuran (20 mL), in
three-necked round-bottomed flask under nitrogen atmosphere and cooled to 5 °C. To this
mixture, 6-chloroindole (66.0 mmol, 10 grams) dissolved in tetrahydrofuran (50 mL) was
added slowly. Then the reaction mixture was brought to room temperature and stirred for 2

35  period of one hour. The above reaction mixture was cooled to 10 °C and 3-acetamido-4-



m, of ice water and aqueous | ayer was-extracted. with

di chl oronet hane (2,.x 100 nL). The conbi ned dichl oronet hane extracts
were then washed with water, brine and dried over anhydrous

magnesi um sul fate. The vol atiles were renoved under the reduced
pressure to obtajn 14.09 grans of conpound. 20 -Step (ii):
Preparation of 3-(N-Acetam do)-4-ethyl ,penzenesul fonyl chloride

Chl orosul fonic acid (426 nmmol, 49.63 grans) was taken in a 500 nL
three neck round bottom flask e ui pped with a.guard tube and cool ed
to 10 C. 2- Et hylH¥Brgaryirykehiests (‘gf”l‘?ﬂ‘ﬁ‘t 16.41 gragnspigbigytefiey) step Gitwad addedlinf r om
step (i)) was addedfrmpompetdd of p@mﬁdzt@mshcmmoxemimremaagrﬁnumg brotig@NP &domt Ur e
bel ow 10 C. Af t esmp&airp | 1€kBydaech t“lapmsuﬁéd oft- et W R e&m Jmh%’corﬁé?lgitédng

}Nﬁft Lg::n)\[;g:‘jl 55 %ELO& ﬁ?sggvgsggurm%o ter wntﬁ qunig 'Irhe resu. tm% Iﬁ eturlg évgsgc%‘ctg&tfﬁd w1ih he

ur
reaction m xtur §m%§%e"aﬁﬁg Ié%f“ldrﬁh‘bc"f“@éed\?\%ﬁ‘ ?Fmtﬁﬁﬂféfs we'E 1shell prepessiRly Ytithe
resul ting m xt iees bias anddtigdars endiydpviut dadiet hifite. Apotiatie wid ok hderi. The

conbi ned et hyl asetdire@neXdbBEbSgraeii® sfnpeRssWBhe Hﬁﬁlouw »Dalgl WALBY coldlhi NE
and dried over @ﬂmgéxgﬂfl?us@gﬁg%él - Z%HngsE)te?uentI kil é)l ace agc ol B-h

removed under the re E)fressure to obtain grans o?x"ﬂfcﬁ%)
compound. 30 Ste&p Cri Y BréBsrReTon of 1-(3' - (N-Acet ani do) - 4' - et hyl
benzenesul foWyI Fteaﬂﬂ R irepees s Of Bt uine-41yiirtibeheenésiIBRYIOIFTINddle 6. 42 gr ans)
was taken in tetrahpdsetuinen-oGRBenbehdyifokyNinddel?. G8mbE 2K @End) uAitka ek t oned
flask under ni tgtg;gelﬁ)“ammm@&ﬁm,m&&wﬁﬂd&%éﬂ& i tﬂan&fééo piLUr e,

6- chl dol dro 50
o1y e Bdged Siop TRk kAL ARR). SRS o gs‘z%%ségw ian (5

tenperature and’&t |Pf*fft@dvaf ffledgiropsvisp g eyt migre WaRuxed PhE - OV éor-a
reacti on m xiur eerivieet 3 baol &g tompidtdn & damdetidy, aped ans ddtted ofP#om the reaction
et hyI benzenesul fnﬁmwan(ﬁm ﬂcbndﬁed(rei@xoﬁmxm Lves pgnﬁed%x:l- togtrat@xrfpﬁl) mﬁ,PzQE g{'trglr%g from

step ( i ) ) was @Qge%gl zlcQate Q(t ﬁ ng\tﬂtme corﬁl%me{i‘rp Ly? acetate e racts were ﬂ'tet(lj gv!%s eld QNI;]tfl the

reaction mxture was gradual om

Tet r ahydr of ur an“’??f%’sb”&‘i 29 frief g’ Ba?yf""‘fsr"tﬁﬁ‘f*ﬁ“@a%‘fafeoﬁ‘e f'ﬁ‘% em”ﬁe PR edt tader
concentrated regeyirommtsstngd2 pouoediciontuy mas She cabtolmdsiad gutifieagy  The
resul ting mxt uscdmwaEockEde La sWid &1 Gooebhplsnaaebaksy (it YokdGhaml) -

The conbi ned ettwnea@%@oua@, l%ﬂfgn@sghﬁec\@ﬁgos washed successively wth
wat er, brine an r ous sommsulfate The vol atil es

were renmoved und epr(v)t ﬁrépmi"é'b‘ﬁ ol¥’if}f°é%%ﬁ'r‘yébef‘ﬁ“eé‘5ff"é¥i') 2291 ans t hi ck
syrup mass. The conpBufirndsthytherficaidonidy inddsl @Ah mmelh -8 etogr @pdingd usi ng
silica gel (lOOﬁ@O@Bp B R9s, takel ibl @ 20 nhehritghe®tdind BEGE Adsie waRHsmhexane

(1:3) to obhtai a@dez t(ﬁ@e z@&v@l:dﬂr%ougj anEl Bl@mgcgmyﬂged erg p%@& lg ln\thes t room
Preparati on of ole

temp atu oncercl)traéd su?f‘x ac1d h?sn r %85 7
3' - Acet ani do- 4' - et hyl~ benzeneSul't dRy ™ (fol §p (”76 n‘ﬂ’f“‘él '“12 “5’"“5*? ams)
(obt ai ned from r@f‘é%of“’(”F‘l 9 §e g %""t“&?‘éé‘ﬁs i“ﬁ“‘d”ﬂfzwﬂnt ityfe @hen dhe keaefior ound
bottom fl ask i matrarmold 805 “Glw)th anAdy barte SodB @ nitritd (B8 s 2 egdnstiisaivearat er

bath to 50 - 55n Qat&ﬂdnlh%a@&hl Ll&ﬂ} £d BEleftidn SR Be VI Qired 00 452er A0Biod

30 of one hour.
In another 500 mL flask, containing ice-cold water (50 mL), concentrated sulfuric acid
(50 mL) was added slowly in 10 minutes. Then the mass was warmed to 60 - 65 °C and added
the above diazotized mass maintaining the mass temperature 60 - 65 °C. The resulting reaction
mass was stirred at 95 - 98 °C for another 60 minutes. After the completion of the reaction, the

35  reaction mixture was poured onto ice-water under stirring and the resulting mixture was



30 % purity) was added drop wise. The resulting m xture was refl uxed
at 80 - 85 Cfor a 15 period of 3 hours. After conpletion of the
reaction, ethanol was distilled off fromthe reaction m xture and
the concentrated reaction m xture was poured on to water (150 nL) and
extracted wth ethyl acetate (4 x 50 nL). The conbi ned ethyl acetate
extracts were then washed with water,,;brine and dried over anhydrous
magnesi um sul fate. The volatiles were renoved under reduced pressure

to obtain 6.72 granms of thick Syrupy S. LPyri fied
by 20 col unm chtrt a8t dhirete ’b15§ “ngncﬁ mFm((?f%gq% mra\é\%w "uent

bei ng et hyl acevaiked wihdate, brbgedogd deed (o1 GPydQys BIFEAR S‘ifa‘SZ“‘@i“éﬁﬁ‘% B“F“' t he

conpound. Step fMdved dtlicepakddtei @’E];sxﬁifto dbtafnB2Hysekmootte dmiginhcbmpound.

benzenesul f o ny | i alnI)lfef P}egzngJoﬁof lj[i N&iﬂﬂlmraéimo ﬁiahj}‘} Ibenb&&Zlﬁﬂﬁﬁm—fB&ﬁy | )

: ﬂdgl 25(()2m?915hr ee- nggkgﬂm’g i e%'fog”?) e n(gg% fvzr@l%; %g h (M%“e o, t aer

added to the abwweraiop r‘ﬁd@ﬂﬂ‘ﬁ“ a‘r’?ﬁim{bﬁ@ “Fﬁkﬂ“tﬁt@“%?kﬁ‘i afi‘i‘eéﬁ“ﬁ*‘t‘ﬁmf‘ﬁa“éer i od
of 15 mi nutes ahLy DO abe@mpesrabdsdm @ovete (it21 atmeld 051 efamp)ives aldiddndvas

added drop W sey( 128 a5pen%}§Q)k 15 o0 Hhiduted. hﬁeoﬂckgbase greppirag 2kimangdmiaad t he
reaction mass "‘%fm& eroc@ anm&% f gran®) | >, 0 & ﬂ‘s’%ﬁg st inld \ikioh D& F18RG1 ' on

mass was cool ed” ni tr'(]&. w@
nmorel, 2.72 r aWB?“SdP%“g’o‘W@%Fe di‘lﬁedvvé‘f‘étmL("Y%‘ehaE? e%%“g eer df SR ¢

the reaction mi xtiweedivweals cherbdd g regtion mixQre-Ref:tiq@ nfixgire veps kyelop gfox t%efﬁ‘f'e one
hour. In anot hegdB0Posiss fids aSdtored: At Gioplitidg) ofira@io€ Ok ebacrimito@ss WeSOolerlty |

concentrated su loImlfl mpera%%l p%lur ogtg Z.J;QTL of \&@té‘ arﬂiq:gﬁg ed%llegm’iiu\ét vhtﬂ etﬂg,@acmta(lﬂé es.

Then the mass was %9 ded Iﬁ% 991@ VGl %9“ zed
mass mai nt ai ni ng- e Cﬁ‘&"é?d ‘é‘?‘i‘ﬁé’t‘tﬁftw’sé"’ ¢ 2B E e esul t i n

reacti on meSs waseswiy thegdetd BB tOSEE it g‘@ﬁ@?ﬁﬁm@@drﬁhﬁﬁ‘t@%““d Af ter
the conpl etion Qafs oldiRd bye@inh Sigmabofteh3bink GAG gk GIo0-A40xtesn, ehavdisntpsing ed
onto Ice-water ﬂ Etatesagc!lggekﬂg(Zgﬂgobtamgurg %H{Juxd ng mxture was 25
extracted with etH’Y \%gg é,g &Z X 15 The conbi ned ethyl acetate
extracts were tHe i %h wat er, br| ne and dried over anhydrous
magnesi um sul f atreNMRrem)y BF26H. Fek 00 T (Htd oy aE il et O (det F ol
pressure to 20btasn 667 @R, OF EITBIICT.UAE 08 B HI msTIOi- 32 8ipodAd-: 733 Btanpl el :
Preparation of 13(35 (MmNl gty Larkno sethoxy ) 7.94 Hz), 7.54 - 755 (14, d, J

benzenesulfonyll S5 Hydr oxybenzenesul fonyl ) indol e
(0.602 nmmol , %%59%75P 3 @Htéﬁﬁgngfon1 preparation 1) was taken in

50 rod, two neck‘a‘slS d346@f ym f1 ask and added tetrahydrofuran (7
mL). To the abowempiexiRi¢parapatodSFivennld Zidriimetydin@ethomip| | 0. 171
granms) was agdegkngRdusosiiifitie@dif or a period of 15 - 20 m nutes- The

free base gener at ed i 9 n:e% rp¥ J‘tggéxgy el, \lesgx';en%cnhééma@agalsom de
(2.48 mol, 0.358 Usrﬁ;@n%%%o |‘£sog€%png It |Jr]1 a solution of 3 nL 40 %

10 aqueous sodi Uﬁ?bﬁ‘yd?”&f’i"ﬂé“s EFFUted wth 5 nL water and extracting
free base with Rabwied®s(37% K3 was directly charged to reaction
m xture. Reacti ORNWIR bl 232Wes skept 2.on2u,.efl Fux3 g mper e et | =557 He),
30 6.62- 663 (IH, d, J=3.51 Hz), 7.01 - 7.04 (2H, m), 7.16 - 7.19 (1H, dd, J = 8.72, 2.53 Hz),
731- 733 (IH, d, } = 7.96 Hz), 7.35 - 7.36 (1H, dd, J = 2.14 Hz), 7.41 - 7.43 (1H, m), 7.57 -
7.58(1H,d, J =3.66 Hz), 7.90 - 7.94 (1H, dd, J =9.04, 4.4 Hz);
Mass (m/z): 363 (M+H)".
Example 3: Preparation of 5-Bromo-1-( 3’-{N,N-dimethylamino ethoxy)

35  benzenesulfonyl}-1H-indole



and the progress was nonitored. After conpletion of reaction, the
reacti on mass was cooled to roomtenperature, poured onto 25 nlL of
wat er and extracted the product with ethyl acetate (10 nL x 4).
Conmbi ned organic extracts were dried over sodiumsulfate and the

vol atil es- were 15 renoved under the reduced pressure to obtain 0.214
grans crude conpound. The conmpound was purified by colum

chromat ography. using silica gel (1002‘?00 nmesh), the el uents being
et hyl acetate and n-hexane (2:;3) to obtain pure_conpound. o

| R(cm ) : 2047, 1373, Using ggmier RepergUIR2Y Fy the Bramie ¢ B’U‘ s° "%)‘f°“‘§?“°ft‘)"af““‘2"s. 73
(211, t, J 5.t Bbokizdprivatlve 8 prepatkd 03 (211, t, J 5.58 Hz), 20 6.66 -
6.67 (1 H d IR Em33B4H)s, 1160:04 - 7.07 (111, rr) 7,20 - 7.24 (1 H,
n),728-733 : n Tr#32.03048, (Lsldu
7.52-7.54 (1H dJ¥ ]‘@’2{‘%” 9’7{55%‘7%50 ((%i" kggz)’m " 97%61&9${T)H d,
.1 8.29Hz); 5lva§§9(‘?@/(2}d’3:43571("ﬁ?# %%%rﬁﬂ : ar at LoR”

5-Fl uoro- 1-1 3'7:36 NN-rohi st muammasmmk%d J?Séﬁﬁ@hz SUP T I® | Hi
ndol e Using a %mi;@bgmlgcaemngHas given in the Exanple 1, -with sone
non-critical vagl; %@O@ 425t|\ﬁ|VR )above derivative was pr epar ed. IR (cm

'): 2945, 1374, > 70 - 211,
t, J =5 53 m)Exa'EP'*’oo‘* ﬁ“’%"“{b sﬁg""(’glas*}‘s"}lizb‘“ “‘y’% 8‘7"&’ §)6 63
(I H d, J 0 3 bberimfonyTF-1fHpdale 7, 04 (211 m, 7.16 - 7.19 (1 H, dd, 3
= 872, 2.53 Hz), 7w 13BliidxBendkndul®f )HEYl FaQBa(E, 86 G droedepas] 4
HZ)1 7.41-7. 43(g;lv;_,ln ;A- thgjixazxéz 1 w1Zh' Me&b’axﬁtno&m@lc@l@dﬁﬂ)}dmoﬂon%}i78.1&145] ()B93H dd

g gl’ 8?704| fl( HZ) g(aNS)Niqta %t%] 1tal‘cra+l].vno méx%j%glob'tam)%mé rﬁnvénve Preparation of

benzenesnl fonyIIRicml—)-?%@éWélﬁ’é Using a similar procedure as given in
t he Exanpl e1d, 'winMR (Go0e.900mw7¢TH, i), 820 (Shax 3-8t 26mEH. LT 04 BoNet - 399

der i v?tl ve W)as (B 8Dk 8k, kl@z(mm 294744 BT - 7HAT0; m),H-sNNR((Ppépm
2.32 (611, s 7 4 Q15 uh.03. 4211, q,
J = 5.6 H) 57%8 gg(é‘?go’sﬁ(ﬁzgij’? 739%}’—‘)";%%0?@7“89??1 1Hén}) '31-7.33
(111 d, J= 7 06 11k )d. ¥~ 3% 44 Z>86(1H m;7.39-7-43(2H m), 7. 54-

7.55(1 H, d, J=3. 6&kk@)) 71766+ 67( 1H, (1, J=1. 88

12),7.84-7. 87( ]-ﬂilaldple] =8 82 {2 JaratbR S Sof ( NE-Broino4-B3(N,M BethNniido) ' prigsanpl e
4. Pr epar ation benzenesull:tjonyﬁ IH Jdol[z‘?’ (N’ N-di met hyl ani no prlopoxy)

Using 2 similar procediire as’ given in the Example 4, with some non-critical variations
the above derivative was prepared.
IR (crm'): 2947, 1373, 1170;
2% "H-NMR (ppm): 1.89 - 1.97 (2H, m), 2.25 (6H, s), 2.40 - 244 (2H, t,J = 7.08 Hz), 3.96 - 3.99
(2H, 1, I = 6.41 Hz), 6.60 - 6.61 (1H, d,J =3.54 Hz), 7.04 - 7. 06 (1H,'m), 7.30 - 7.34 (ZH, m),
7.38 - 7.42 (2H, m), 7.55 - 7.56 (1H, d, ] = 3.7 Hz), 7.66 - 7.67 (1H, d.J = 1.85 Hz), 7.85 -
7.87(1H, d, J = 8.82 Hz); '
. Mass (m/z): 437, 439 (M+HY",
30 Example 6: Preparation of 1-[3-(N, N-Dimethylamino propoxy) benzenesulfonyl]-S-
methoxy-1H-indole ,
Using a similar procedure as given in the Example 4, with some non-critical variations
. the above derivative is prepared. A

IR (cm™): 2948, 1373, 1170;



10 benzenesul fonyl]-111-indol e 5-Fl uoro- 1(3-hydroxybenzenesul f onyl)
indole was treated in a simlar procedure as given in the Exanple |
wi t h 3-di net hyl am nopropyl chl ori de hydrochl oride (2.48 mmol, 0.393
grans), with some non-eritical variations to obtain the above
derivative. IR (cm): 2946, 1374, 1175; 15 ' H NWR (ppin): 1.90 -
1.97 (2H, m, 2.25 (611, S), 2.42 - 2.46 (211, 5J =7.08 11z), 3.96
- 3.99 (2H t, J 6.36 Hz), 6.62 - 6.63 (I H d, J =3.44 Hz), 7.03
- 706 (211, ), ﬁNﬂamppmmsal@am,mgc&c&mst@zz g(t]i117’09§z)38§sz) ;.

Hz
‘(]I aHézll 3 830 4. ggg%lg%%ﬁ%?zz%ﬁi;pf 257 &ﬁ%} >4 (1Hpf ebattion

of 5-Brono- | - [ 32K &% ﬁ)f‘} YpBRYYH, m), 7.27 - 7.40 3H, m), 7.50 - 7.51
benzenesul fonyl [, &1+ pebdlzp 7. 8049 BN@HAL IS99 Hay  procedur eas given in the
Exanpl e 4, wist hvegweymanaesti cal variations the above derivative

was prepared | R

1 97p( 25)1 m Egﬁg)‘ezsg’f%giz n 0;2?33 61 B%e]fl?rppgfﬁnflﬁ?_rl O?'Nr\l eg@fglg%-lﬁzz)dole 3. 96

- 3.99 (211, t, J= dfﬁ%*) hzergsufigyyl) ingolg 1086 gpol, .1 grang) Hoptajpd) frop 04 -
7.06 (1 H, in), Prfpadtpnl), PasZigsolv @4 dimghy! sulpxi@B2 ML)R(aBilh carlivhate (TEB erdmH6

(I'H d, J = 3. 7 Whashddedanbbe resulfindidact{oh hnlxtureGhas sdrred 40L-48 & ik’za)penoz of R hourﬁn 87 (1
H d, J = 8.82 Eeher MAS ool el 4 [.iZG N ARy M, )go% afph &

Preparation of 3 am-no propo Penzene %enyl] 5-
met hoxy- 11- 1- | n%osf Vedngsd‘methyé%‘?"f‘Ff I“yrmldrgi‘féﬂ’f‘ff"é’f% it @aé*hw"l’ﬁadfiﬂé‘) txanpl e
4, with sone noffs®d ﬂatsli%é‘r 49 & Mestiseifing reattiemahony Girtabe eptudatb 49145 & and

prepared. |R (cmi)ained 98, forl 3 BBiod iof 1 Hors ifile manktMMRME RGP byl 488 lager 1. 99

( 2 11 fT') 2. 24 (hﬁ)lhjﬁo h C(%{eﬁlge reac%n‘!h%ssg% tent) rat‘Jre poz;edg)t%ntmgtér (2% m%;'
(314 S) anﬁ xglggegkl'é b(% the l_%%et (g) )% o) 70HZ) d

691- 6. 94( | H dd, FORE | CYGEIE G 21%“‘?—@‘5’“‘7‘”61 dricy 03
( 111, I'T) 7. 27-9ver swm(sgliaf zmdﬁl}e volqt11€5 Qergremeved under the reduced pressure to obtain 0.110
(111, d, J=3. 60Hzdranp cBE cFmBB(d1 e chnpo®d Bdshlirjfied byolMas@romifigZaply udRDsillcdMHf .

Exanple 7: Pr epal @.{Bd-ZO@'lm@fn) Alu&r[tBelﬁcr(ethylwgetaaﬁhﬂﬁpﬁ!tﬂyﬁkﬂe oé/tlm & ryg)of pure
benzenesul fonyl ] - ablaiﬁdl ndoI e |- (3" - Hydroxybcnzenesul fonyl) indole,
(0.36 mol, ained from preparation 1), was dissol ved

in di met hyl 2§ullﬁg‘§‘l %I& 3@2”&')445 B&t H4%i um carbonate (0.074 grans)

TH-NMR (ppm): 1.73 - 1.79 (2H, m), 1.90 - 2.05 (2H, m), 2.17 (2H, m), 2.31 (3H, s), 2.64 -
2.66 (2H, m), 4.32 (1H, m}, 6.66 - 6.67 (1H, d, J = 3.72 Hz), 7.01 - 7.03 (1H, dd, ) = 8.24,2.36
Hz), 7.23 - 7.29 (1H, m), 7.29 - 7.33 (4H, m), 7.52 - 7.54 (2H, m), 7.99 - 8.01 (1H, d, J = 8.28
. Hzy; ' '
25 Mass (mfz): 371.2 (M+H)".
Example 8: Preparation of 5-Fluoro-1-[3’-(1-methyipiperidin-4-yl oxy) benzenesulfonyl]; ’
1H-indole |
Using a similar procedure as given in the Example 7, with some non-critical variations
the above derivative was prepared.
30 IR (cm'):2933, 1445, 1373, 1172;
'"H-NMR (ppm): 1.80 - 1.85 (2H, m), 2.02 - 2.05 (2H, m), 2.39 (3H, s), 2.56 - 2.57 (ZH, m),
271 - 273 (2H, m), 4.36 (1H, m), 622 - 631 (1H, d, J = 3.60 Hz), 7.01- 7.05 (2H, m), 7.16
7.19 (1H, dd,J = 88,25 Hz), 7.28 - 7.29 (IH, 1, J = 2.0 Hz), 7.32 = 7.34 (IH, d, J = 8.0 Hz),
7.39- 741 (1H, d,J=3.6 Hz), 7.56 - 7.57 (1H, d, = 3.6 Hz), 7.90 - 7.94 (1H, m);
35 Mass (m/z): 389.3 (M+H)".



was added and the resulting reaction mxture was stirred 40 - 45 C
for a period of one hour. In 10 another round bottom fl ask,

4-chl oro- N-net hyl pi peridine (0.54 mmol, 0.072 granms) was dissol ved
in dinethyl sulfoxide (1.5 ntL). The content of the first flask were
added to the second flask at 40 - 45 C. The resulting reaction nmass
was further heated to 140 -145 C and _gmintained there for a period
of 5 hours while nonitoring the reaction by thin |ayer

chromat ogr aphy. Cool ed the reaction mass to roomtenperature, poured
it onto water (2Bmpit) 915 aBpasstiopact e&l‘%eﬁ’exyr}r[bdh@f“'ﬂﬁ‘&eﬁd%ﬁ'ﬁ‘yl Zkcet at e
(30 M. x 3). mmeﬁ\ﬂdnynngaﬂme extracts were dried over sodium.
sulfate and the. volglkl, |sﬁ1§ar\6\§£e@,rJa§gIQ}{ﬁ%e%m1§ﬂé 78 sore i agaprassur e to
obtain, 0.110 qLa ns, crt ound The corrpound was purified by

col urm’ chr omat og7°ap| e""a'vewas" F%a  gel (100- 200 nesh), el uent being
ethyl acetaté & élcmlh/g/%? |1€‘P’Hy13a1ﬁ72ne to obtain 50 ng of pure conpound.
20 IR (cm5: 2933MRIGHDH; 1.76448) (ABWR 1.931-128 (2H1#kh NNVRSH,pAH8 - 242 @B m), 1. 79
(211, m, 1 90 7652208021551 hs 208 4 {0 myleih @ 6.03050 15)as12. 64 -
2.66(211, m I(llﬂ’éi?)ig%lgz 8(;%%]1112149}15‘7%877229;%? m)77 7?29§(d1ﬂ—1 ~dd,

J = 8.24,2 m,
7.52-7.54 (214 8'&)“2%7738@@%'“87681 U 9 =38 PR 87 4 (14, leé.é’%) (m z);
371.2 (M1 112) ' Masfanplie (@+HDPr epar ati on of

5-Fluoro-1-[ 3" -fhmpinetfoy| pivgeratichi Nof- yl[r%;a)ﬂ-sbmemaaﬁdnf-ﬂ)nyIeinexy)

I'Hindole Using a simlanaRlggedure as given in the Exanple 7, with
some non-critical varlations  the above g Lvativ dggsﬂ Qreg g 30
1R (crn'):.2933, 144%8 315579 pracqipss as giygn % ) Y e '(e“ H
in), 2.02 - 2. Oﬁné@wﬁﬂnylrlﬁ)m@’?{og@"e(‘qumpfep§7"°“9 VB@ 5Q“‘¢2°“‘§’?“°(“2F‘I“‘t"?ﬁ‘j‘

2.71-2.73 (241, abé} derivative was prepared.
4.36( 1K, M, 6, 223631 bdkLigth, 1;78. 60Hz) , 7. 01- 7. 05(211, m) , 7. 16-

7.19(i H, dd, J=8..8, 3
s 34(1 H, 4, %“@Rdfl@ 2”%‘%3% o594 §d30§1§)é 6%y 0T 08(2‘? 57(111
d,J=3.6 Hz), 7. OORHZDAPY- 645 UKy I 35S s7§4 -, daBy7 8 Hehgg) 730 8.
Exanpl e 9: PF epai zsi- 058 ©f, dmwesmwzzuglshsmﬁrmmwfm Ber7F fiHAL |

oXy) benze@@sulj‘gw)lJygylklm(nQQIJeglglsH{)g a simlar procedure as given
in the Exanple E 5349%%?)%” critical variations the above

W
derivative was M‘FSS i R (cm'): 2933, 1445 1373, 1172; ' H NMWR

( ppm - 1.76 - %ﬂplf QH’reP%tmn(f Sg%uom-ll[zt ggth(y?l-ﬂ&N-dxﬁ)ethyl?ngqseth()gy S) 2 38
- 2.42 ( 2H, r‘r‘) benzenesulfonyl}-1H-indole
Using a similar procedure as given in the Example 10, with® some non-critical
25  variations the above derivative was prepared. \
IR (em™): 2944, 1372, 1172, 1138;
"H-NMR (ppm): 2.18 (3H, 5), 2.33 (6H, ), 2.72-2.74 (2H, t, J = 5.68 Hz), 4.01 - 4.03 (2H, t, J
=5.72 Hz), 660 - 6.61 (1H, d, ] = 3.6 Hz), 7.02 - 7.03 (1H, dt, J = 2.52), 7.15 - 7.18 (ZH, m),
7.20 (1H, d, J = 1.68 Hz), 7.34 - 7.36 (1H, dd, 1 = 7.84, 1.76 Hz), 7.57 - 7.58 (1H, d, ] = 3.68
30  Hz),7.90 -7.92 (IH, q, J = 4.64 Hz);
Mass (m/z): 377.3 (M+H)".
Example 12: Preparation of 5-Bromo-1-{4’-methyl-3’-(N,N-dimethylamino ethoxy)
benzenesulfonyl}-1H-indole

Using a similar procedure as given in the Example 10, with some non-critical

35  variations the above derivative was prepared.



2.65 - 2.75 (211, m), 3.81 (3H, s), 4.29 - 4.30 (1H in), 6.58 - 6.60
7 (1

(1H, d, J= 3.60 Hz), 6.91- 6.94 (1 H d, J =8.96 Hz), 6.9 , d,
J =2.44 Hz), 7.28. 7.29 (211, -m, 7.30 - 7.32 (1 H d; J = 8.12
Hz),7.38(1H,nm, 7.48- 7.49 (IH d, 1=3.6 Hz), 7.87-7.89 (1H, d, J=9
I1z); 10 Mass (rrlz) 401.3 (MtH)' . Exanple 10: Preparation of
1-[4'-Methyl -3" - (N, N—dlrrethylamno et hgxy)

benzenesulfonyll-l H -indole Using a si mlar procedure as given in the

Exanple | and 1- (3 g?drox% -met hyl ) benzenesul fonyl - 1Hi ndol e
(obt ai ned from 4ot 1é1 Wi th sonme non-critical variations the
15 above deriva WRQRH@ %o‘ﬁ@ﬁ)‘asr)ééf‘(ﬁﬂ’%} 276 R, 625448 HA.3P2; 4.0 1217, 1
H NVR (pprr) 2. 4764181 6.8 - 659 (1H2, B33 26k, 7.%)- 7.12 (1AM, ¥ = 292D (72:1611{,3;1 J =

5.68 Hz), 4.01 1,440 ‘?IBLZHzSéltH dady= 784176Hz)738 741 (IH, 4,1 = 8.8, 1.92 Fz), 7.5¢ -

=5. 72Hz) , 6. 64- 6 H.d

-7.16(1H, d, ng7 ?3%?&*1 173 g%‘@ ¢ “u‘ng)”? - 7EL GRS I

dd, J=7. 84, 1. 76 P\‘z&*(ﬂﬁ)lsﬁl?”@é’ff@lH d,J” 7.81lz), 7.54-7.55 (1H d,J 20
=3 72Hz) , 7. 97- SEGRpIE 110; Chrephrati@. 28 Ha)3-MaSES-(NIH-Aineth@bbaod  (ehibily) °
Exarrpl e 11: Pr elpzﬂzl:e@e‘&t‘ll@l@l]g-fmethoxy-lliqndole

5-1+luoro-1-[4"-met | am no pX
benzenesul f unyl | - 1I—|{-}%(nr%cfof’m' a[ngc'Cdm %/“r'ﬁ I"?a?ll p?‘r%o d%‘r EREGiVERPh the

Exanpl e 10, ' t‘l‘i"@ﬁﬁﬁ'e?‘i’{%‘fﬁdﬁ‘ty‘f“t’i‘t’?&?@“% variations the above
derivative was Breparet 378.R0cm ' ): 2944, 1372, 1172, 1138;

5Hég$§ pgn%124l‘ﬁ(N€gl(§;)m) &611;3&}1(56bi?é()s%%iﬁzéaéééﬁ&gkgfs 3@;80 Gg 5)50163 '
J 5.68 Hz), ( 7 6.93 (1H,dd 6

Hz). 7.02-7.03 (18 4t 5% 97RO 01%3168

Hz§ 7.34-7. 36(15—14&9 ?14“‘? ékﬁ 15 7L Ly 78982, 720 68 4 {147 7~>17—3§ 68 30

Hz), 7.90-7192((144dd.¢7 7§JS—12&P@)47+9Iz)750w$'s'=(3rﬂ?§?)),7837778881H(¢\/Pr1=|§96HzExarrpl e
12: Preparat i orMef(mby: Bomparh® [ 4' - net hyl - 3' - (N, N-di net hyl ami no et hoxy)

benzenesulfonylﬂxa desl 28on o @l ; yen in the
Bxanpl 6 10, w U Sar Bl dr B ‘%““va?‘ﬁa?" REHL STy "

Crl
derivative was bﬁ’r‘“é““%l ol o 2939, 1369, 1171; 'HNMWR (ppm: 2,18
(3H, s), 2.38 (61R US@)% 2 gmilpy progduegas(9vn In the Eamply  1Agwitlyjome gorgpiticl 4. 05
(2H, t, | 205 v6dtionHnd 365 BeriGatibOat prbparel, J=3. 92 Hz), 715-7.17 (IN, d,J=
7.92 Hz) , 7. 20R(hbhosflisds 1170, 72112), 7.34. 7.36 (1 H, dd , J =

788 L 16 M) faiopm: I h b b Aostiol Bl o 1P8u 8 b ns b lon, &

7. 55(1H d, J- 3.
Hz), 7. 65- 7. 66( |1458H3>’—’199881’21<%‘j GP=BHHD: 8B QHIIG SGHY) 655 - 6.56 (IH. 4, J

=~ 3.68 Hz}, 6.89 - 6.92 (1H, dd, J = 9.0, 2.48 Hz), 6.94 - 6.95 (1H, d, ] = 2.4 Hz), 7.13 - 7.15
25 (1H,d, =788 Hz), 7.19 - 7.20 (1H, d, J =1.56 Hz), 7.33 - 7.35 (1H, dd, J = 7.84, 1 .64 Hz),
7.48-7.49 (1H,d,J=3.6 Hz), 7.85- 7.87 (1H, 4,1 =9.08 Hz);
Mass (m/z): 403 (M+H)".
Example 15: Preparation of 6-Chloro-1-[4’-methyl-3’-(N,N-dimethylamino ethoxy)
benzenesulfonyl]-1H-indole
30 Using a similar procedure as given in the Example 10, with some non-critical
variations the above derivative was prepﬁred.
IR {cm™): 1371, 1172, 1137;
"H-NMR {(ppm): 2.19 (3H, 5), 2.38 (6H, 5), 2.80 - 2.83 (2H, t, F=5.56 Hz), 4.0- 4.10 2H, ¢, J
= 5.56 Hz), 6.61 - 6.62 (1H,d, J =3.68 Hz). 7.17- 721 2H. m), 7.24 - 7.25 (1H,d, 1= 1.72



Mass (m z): 437, 439 (M+H) . Exanple 13: Preparation of

1-[4' - Met byl 31- (NN-di net hyl am no ethoxy) h enzenesul fonyl |
-5- meth nxy- 1 Hindole Using a simlar procedure as given in

t he Exanple 10, with sonic non-critical 10 variations the above

-derivative was prepared. IR (cm'): 2944, 1373, 1170; H NWR (pprn):
2.17 (311, s), 2.34 (6H, s), 2.72.2.75,(2H, t, J = 5.66 Hz), 3.80
(314, s), 4.01 - 4.04(2H,t,J=5. 68HA

6S7(1H, d, J-3.57Hz) 690693&H dd, J 2. 47Hz :

(1H,d,J2. 441 - fz¥2>773i373%<if5(‘ﬁ HSSJu?H@BW) 7';‘*4<26m=184dﬁ237~i3 G747, 33-7
.35 15 (I H, dd, J173.83z), 8017BPY (LA, JA96TBHNI L

d, J=3. 62Hz) , 7. 8fasd (B3 (¥ Qidie8. 96Hz) ;  Mass- (i | z) 389.4 (M+H)'
Exarrple 14: Pre ion o 0X : 3 NN di et byl ami no
ethoxy) ben en%g‘& onff}l )-I“‘EI‘?E&HOI%/f Uls'iLA'M tK”FSQM Idér thgr%é“édermé”é

gi ven in the’ BSEHPEPHTHitResone non-criti cal 20 variations the
above derivative wasCGgbédariethyl) Regengyufonyl2g4idole 1832, nb700.2" fhaNVR
(ppm: 138 - 1.@Ghi{edfrbh prbparatibn 2) viis 8Qolded & )rotratddrdfifrar (3 mb). TSthe abeke a&m(eGJ-l

S) , 2.75 - 2. 80 (agxldm cgrbonale (I '02451":@60 H%%ramg W?sgadcéd ng gz%H! forqa per]?b_Qf 1%6
4.03- 4.06 (214, f

Hz
6.92 (IH dd, J&" ‘ﬂf’s the3 5""21%“*#2 2‘36"‘1 g‘ﬁm 3€‘“’§‘g %’H“’P‘&’Y‘C‘E“‘d‘? “Y&“’ﬂf’j e G
7.13-7. 15 250 ( 1mppl 093 ggame) vpas 8>8raqtqd jth fo’VBﬂig mL) gnd Aigectfy hgrgedinto Jhe reactions 6
HZ) 7.33 - 7. 3bixtird Thi; readigbp mkture whs fSflixed ihlﬁtﬁlohﬁn)m,g the frod8s of thdBaclichHhyfiedl, J =
3.6 HZ) 7.85 700&;]&:111 &f’xeaglon] fid nggwatiz&)led tm te& a%.x)‘e amﬂpgéed(nl\élx WWater (@( arrpl e

15: Preparati on g am no et oxy)
ndl_f_(tgcl di tlfe é) ﬁl»{% etrHI}'I? acetXtea mmll(,x4) omgged axy anic extracts (pn in

benzenesul f ony 1721 procedure asg i Ve
the Exanpl e 10 oVt s 2ade-velptiies }V?f“a‘FmO"?f‘a‘f“ieatf“i raﬁ%ed P‘PF@‘T%W@ 0219
derivative Was gomepirudctompohd( Trredmpoundh@T furificll by @jumi ddatogrdphyNNR s{ligp ) :
210 (o 1) g Cangbdepbondn Gl g“"%‘%%“‘%‘f’““@ 3s 2 22 o). 7.17
7.21 EZH in), f%ﬁﬁ‘)%@%g%’(“ﬁlq ,! " H), 6 )y Lo (1H,
dd; 3 = 7.88, 1PPE 172 s gy ds 22867255 24 it 7. 5. 7 b
(1H, d, J 3.364 - HY)(ZH.3 )G 624 HY, €32 (- B AHLI-1~ BSHiz) 7.1VHIS (1find, 2 7.88393. 5
(MF11) " . Extarm{zgniﬁ 7.R0r@pan,atk o1s7QfH, ad, J = 7.84, 1.76 He), 7.51 - 7.53 (14, d, J = 7.8
1-[4" - Met hyl - 3" g4 Nsh dianRtshy L3 08 0g @r QP Q%YL 25 12,

Mass (m/z): 373 (M+H)" '

Example 17: Preparation of 5-Fluoro-1-[4'-Methyl-3’-(N,N-dimethylamino propoxy)

89-

benzenesulfonyl]-1H-indole
25 Using a similar procedure as given in the Example 16, with éomc non-critical
variations the above derivative was prepared.
IR (em™): 2947, 2860, 1373, 1171, 1137;
'H-NMR (ppm): 1.92 - 1.98 (2H, m), 2.17 (3H, 5), 2.25 (6H, 5), 2.42 - 2.46 (2H, t, ] = 7.36 Hz),
3.96-3.99 (2H, 1, J = 6.28 Hz), 6.60 - 6.61 (1H, d, J = 3.48 Hz, 7.03 - 7.16 (1H, dt, ] = 2.52
30 Hz),7.18(Q2H, m), 7.21 (1H,d,J= .76 Hz), 7.32 - 7.34 (1H, dd, J = 7.84, 1.8 Hz), 7.57 - 7.58
(1H, d., J=3.64 Hz), 7.91 - 7.92 (1H, dd, ) = 4.4 Hz);
Mass (m/z): 391.4 (M+H)".
Example 18: Preparation of S—Bromo—l-{4’-Methyl—3’-(N,N-dimethylamino propoxy)

benzenesulfonyl}-1H-indole



5 benzenesul fonyl]-1Hindole z 1-(3-Hydroxy-4-nethyl)

benzenesul fonyl -1 Hindole (0.622 mmol, 0.2 grans) (obtained from
preparation 2) was dissolved in tetrahydrofuran (7 nL). To the above
m xture, potassium carbonate (1.024 mmol, 0.171 grans) was added and
stirred for a period of 15 - 20 mnutes. The free base generated
from 3-di nmet hyl am nopr opyl chl ori de hydgpchl oride (2.48 10 mmol, 0.393
granms) was extracted with toluene (3 nmL) and directly charged into
the reaction mxturg. ;I'hseﬂreerlgcu on mxture, was refluxed while
monitoring the progress’ of FHEFEACT iE5H. = AFt BPPle SR sppsmpogritical
reaction, the nﬁ%‘é““ﬂﬁé’éﬁa’?&iﬁ‘cﬂe@vﬂt‘?lf“@&ﬁ‘?pterrper ature and poured it on to
wat er (25 m.) &hdoexresadtéetsthe product with ethyl acetate (10 m. x

4) . Conbi ned orgamm;@gmtr«,actzso@mlnsdls@mrzmmw@%&qﬁ@t @ﬂ%tdag
vol atiles were ﬁemw%gumegzﬁﬁ%%sedagﬁglgx (Pre§§l{;‘1szga g “835%5%021

grans of crude ﬁ__g r’g)

chr omat ogr aphy i~ &i‘t PEab? gét %662‘27@6(%@% 18- ’cﬁdﬂzaﬂﬁs 04148 gr ans

of pure conpounéiUTR‘(léfnﬁi))”S 2BWAIN, $,3 73,64 B, 755 - 1.4 MVR T Eppamhz), 78591 -

1.98 (211, in), 7.2~64,03BlsHS), 2. 26 (6H, s), 2.43 - 2.46 (2H, t, J =

7.12 Hz), 3. 96 GuQ%sl Adoutmy J = 6.24 Hz), 6.64 |

-6 65(1H, d, %03 {)91%_'2 é 1} 7 15 1FI d J=7.88 20 Hz), 7.22 - 730 (3H
, 7.34 - PRE df rem"‘3"“‘84 £1, 7 Mgy 3-OhNeimethybpming (nrqﬂoxyu J =

7 8 Hz),7.55( mnﬂﬂes"l%nmé@ﬁyxﬁﬂgems 00 (111,d,J=8.28 Hz}; . Mass

(mz): 373 (MH) " . %(l&rﬂ)klﬂllalzmcem{reﬁsa@%ilﬁ)ﬁheQ}ﬁ(ample 16, with some non-critical

5 Fl vor o- [ 4' - Maiy hc;@ovcemtmx@ LOwkAM no_ propoxy)

benzenesul fonyl }, | Ezqu% USI ng a simlar procedure as given in

t he Exanpl e 16, Wt non- cr|t| cal variations the above

derivative Was BP@’B%P‘@H.‘ P RS 2843, 2P GH, 51.3753,2.41 @At I =708 Fip), *

H NVR (ppm): 1.%F2GH 9.798 - {L.SBHH I = 62 HL76.£73kel58 Q)1 s, 2= 25 HePbho -$)p3 (18, 42 -

az)466(6230R 6| élgﬁgfﬁzmz) 693(1961132-499[2) (bl 7t4mﬂa—§ 3§8Hz),721<2w

112), 7.18 (2H, ]'nj(j ) ﬂél ? ‘Ifzd”d ?/?”Tz?%é ?_‘%; T g%HZ) P3R4 dd,

J=7.84 1.8 ). 9%57 - 7. 58 (1H d, J=3.64 Hz), 7.91-7.92 (1 H, dd,

J= 4.4 Hz): 2Vad&s(mb23%. 50994 (MH)' Exanpl e 18: Preparation

of 5- Br ono- | - [ 4'exMaiidvg] PraparatidN, os- ﬂlhﬁﬁ?hiwjxr@m}lBQNW@lp%Ya)mno propoxy)
beuzenesul fonbeang,J-g-ulfghg@hgma;l,e Using a simlar procedure as given in
the Exanple 16, w t[p Efon critical  variations The above
derivative was prepar 55 S"T PRIy e '3ty Exapglgds. with some non-critical

_ variations the above derivative was prepared
25 IR (cm'): 2948, 1373, 1170;
'H-NMR (ppm): 1.39 - 1.42 (3H,t,J=6.92 Hz), 1.98 - 2.06 (2H, m), 2.16 (3H, s), 2.35 (6H, s),
2.57-261 (2H, t,J = 7.32 Hz), 3.95 - 3.98 (2H, t, J = 6.10 Hz), 3.99 - 4.04 (2H, q.J=6.99
Hz), 6.56 - 6.57 (1H, d, J = 3.47 Hz), 6.90 - 6.93 (1H, dd, J = 8.95, 2.47 Hz), 6.95 (14, d, J =
2.35H2),7.12-7.14 (1H, d, J = 7.89 Hz), 7.18 - 7.19 (1H, d, } = 1.67 Hz), 7.32 - 7.34 (IH, dd,
30 =7.87,1.73 Hz), 7.49 (1H, d, J = 3.63 Hz), 7.85 - 7.87 (1H, d, J = 8 8% Hz);
Mass (in/z): 417 (M+H)".
Example 21: Preparation of S—Chlor(»l—[4’—methy|-3’—(N,N—dimethylamino propoxy)
beunzenesulfonyl}-1H-indole
Using a similar procedurc as given in the Example 16, with some non-critical

35 variations the above derivative was prepared.



"HNMR (ppm: 1.93 - 2.00 (214, m, 2.18 (314, s); 2.27 (614, s),
2.44 - 2.48 (214, t, J =7.12 Hz), 5 3.96 - 3.99 (2H, t, J = 6.24
Hz), 6.58-6.59(1H,d,J=3.341Jz),7.15-7-17(11d,d; J=7.92 Hz),7.20-7.21
(1H,d,J=1.72Hz), 7. 32-734(I1H,dd,J-7.88, 1.8Hz),7.38-7.41 (114, dd,J=
8.8, 1.96 Hz), 7.55 756(1HdJ364Hz) 7.65-7,66(1H, d, J= 1.84
Hz), 7.85 - 7.87 (111, d, J 9.8 Hz); _Mass (m z): 451, 453(MH-|)

10 Exanple 19: Preparation of 1-14' - I\/etsﬁ“uyl 3" - (N, N-di net hyl am no

pr opoxy) benzenesubf onyl | - 5- met hoxy-I Hinduce Using a simlar
procedure as gl*’l)‘é 637t1h‘é7zé>%g le 16, with sonme non-critical

vari ati ons t he &E08GR(raer3a AP @H rvﬁaﬁsmpﬁ*epdr‘léﬁﬂ sh, R6 -@7P J2HQUAT A8 131 3,
1173; 15 ' H NVR.$ppuzH, 19012 Hnls.A46.62 114 g, Jﬁbm&ﬂz&(ﬁlm 8) 7222725 (6H,

s), 2.41 - 2. 45 , ,JI'LFI@S’Hzg?}'S 3 9BuHR) 5= 7.8 B 425) 744 85027 38 98(,2 11,
t, 3562 )76535Z§4gm§%( (U uglorgn Pt 50 0 93 UM B

J=9. 04 2. 48 12- 7.14(111, d, J
7.88 Hz), 7.21 D(IerHm/Zéi“S@*(D 68 Flz), 7.31 - 7.33 (1 H dd, J = 7. 84,
1.76 Hz), 7.50 Kdakbplezb; Plepazatidn @ 6dcBipro-144' @ thyl-37.(18Bthiylipklidin-dyl ox}y = 9 Hz) ;
20 Mass (nm z): AQ@,eﬁ.,,(,Mllh)indoleExarrpl e 20: Preparation of

S5- Et hoxy-1- 14" - net hyl. - 3
benzenesul fonyl | - 1147 ik gureas g’%‘l’ i enﬁc’)‘m%r oﬁaé“élﬁ}r;mor%[l PPVt the

Exanpl e 16, 0 tTFh® r?éf‘z"r'?ﬁfh‘f"@fﬁnfl‘i“é (obrginefl jfrgm | RipRYtieh @ Aifotree derinjat | ve
was prepared. 25ridif thpaboveerRQidByas d@P#8. 1170; ' H- NVR (ppm): 1.39 -
1.42 (31-1, t, @@@m'p292 148) 13730488 - 106 (2H, m), 2.16 (3H s), 2.35

(611, s), 2.5% %Aﬁ{](p;(ng%% hl%ﬁ?g?é%ﬁzﬁ égg‘r’) §1f?%\( %%315}5{ 6@(%210 Hz),

3.00. 4.04 (214, Q.

6.90 - 6.93 (11%;’ a&”{?%i&ﬁgénmfﬁhﬁHﬁhi 351D lﬁiﬁﬂc%Hm%bZL72?0§51|z)
7.12- 7. 14( 11,4 b U4 Bp), 8O -F3) (1M, 18734, 19¢ b Tel2 JE4R (1674, Fiz 3.36 F2), 331 7. 34
(IH dd, 30 J =5Z018 d[J=16428), $ip)- 3.07149, 11 kdmnd, J = 3.63 Hz), 7.85 -

7.87 (| H d, %ass(ﬁfzﬁﬁw%r Mﬁ (”12) 417 ('VH’H) Exanpl e2l :
Preparation of org 'I[ Xf %(1 th | am_no propoxy)
benzenesul f onyl 3’1‘14 tido '?“U%‘”“n a &l F%’P%p(? 5‘8‘8¥iurp§’eﬁ‘§“ﬁi"\/eﬁyﬁ n the
Exanpl e 16, wi tPResiionyht-gndple | cal 35 variations the above
derivative s prep&ingadsimB2prockddre@edivan i the Eduhdle 7,24t Rme dod-Brftical variations

the above derivative was prepared.

IR (cm’); 2933, 1445, 1372, 1170; *~ "~

'"H-NMR (ppm): 1.73 - 1.76 (2H, m), 1.89 - 1.90 (2H, m), 2.16 (3H, 5), 2.32 (SH, bs), 2.59 (2H,

m), 4.27 - 431 (1H, m), 6.64 - 6.65 (1H, d, J = 3.68 Hz), 7.15 - 7.33 (3H, m), 7.33 - 7.35 (2H
25  m), 7.5t -7.53 (2H, m), 7.99 - 8.01 (1H,d, 1= 8.28 Hz); -

Mass (m/z): 385.3 (M+H)".

?

Example 24: Preparation of 5-F luoro-1-(4’-methyl-3’-(1-methyl piperidin-4-yl oxy)
benzenesulfonyl)-1H-indole hydrochloride
Using a similar procedure as given in the Example 7, with some non-critical variations

30 the above derivative was prepared.

IR (cm™): 2954, 2715, 1595, 1456, 1365, 1134;

'"H-NMR (ppm): 1.83 - 1.93 (2H, m), 2.04 - 2.08 (2H, m), 2.23 (3H, 5), 2.51 (3H, 5), 2.75 (2H,

m), 3.02 (2H, m), 4.92 (1H, m), 6.82 (1H, bs), 7.18 - 720 (1H,d, J = 7.6 Hz), 7.39 - 7.40 (I H,

d,J=6.5Hz), 7.42 - 7.44 (1H, d,1=22 Hz), 747 - 7.50 (2H, m), 7.91 - 8.01 (2H, m), 10.67
35  (IH, bs);



"HHNMR (ppm: 2.0 -2.10 (211, n), 2.18 (3H, s), 2.40 (611, s), 2.66 -
2.70 (211, t, J =7.48 Hz), 3.99-4.0 (211, t,J - 6.12
I1z),6.61-6.62(111, d, J-3,64 Hz), 7.17- 7.21 (211, m), 7.22. 723
(IH,d" J=1.68Hz), 735-7.37(1Hdd,J=7.88, 1.72 Hz), 7.42
-7,44(111,d,J=8.4Hz), 5 7.53-7.54(1H,d,J=3.64Hz), 8.01
(111,d,.J=1.64Hz);. Mass (m z): 407. S IVH-|)4 Exanpl e 22: Preparation
of 6-Chloro-1-[4'-nethyl-3"-(1-nethyl p| peridin-4-yl oxy)

benzenesul fonyl | -1H i ndol e Using a simlar procedure as given in the
Exanpl e 7 and 64a&tihex ¢32030'hydr oxy-4- 10 met hyl)

benzenesul f onyl EXJ,,J.—W j@CtQLIﬁra(x&hbﬁ' Acnad1-{£-ampsapacad ppaidd)syl wyt h sone
non-critical ar | %;[“Hf n@lﬁ above derivative vvas prepar ed I R
(om'): 2933, rypeviminifys LR (ppm: L7 t gm;mﬂs ,
1.92 - 1.94 (2H, mUsinge yigilay egpqedugeyps givgnig th ?%T 1"’%‘3 S"ﬁe ’é’b"’ ‘ﬁ’?t
in), 2. 73( 2115 mte adbv@H(iatife weserepaszd6l (111, d, J 3.6 Hz), 7.18 - 7.21
(211, m), 723- frefh's 1ok, 1443 9370,,197%1. 64 Hz) 7.31- 7 33(1H,dd, 1 =7.84, 186

Hz), 7. 42- 7A4(1hhqmﬂi‘(§pgzq|'7'§)i78(§& m)7]952(§1|2|2ﬁjm;'238@4i|_g)2:28 2B, &3 (111,

d, 1=1.64 Hz a
Prepar ati on 012 2P PR D HZ% 1"‘)3 3%1% %) % "1’53( 5rp I% %}/ -7
benzenesul f ony| ®H. . 7|2hd6¥6é2f29‘%l3§i‘ ngsd! F"nr?fgﬁg bﬁ%’édéré Reytven in

t he Exanpl e1&, NasHb 7890[11’&?1 Apn-critical variations the above

derivative was QLapay edsokRy(Cm); 2933, 1443; 1372, 1170, - ' H NWR
1 73 - ) n on

gpgg) (511, bs), IE %@2%(1%%“@“?6" ‘iﬁﬁ?y'k@%é #’?ﬁ“’r@é’ “h&y’l"gez‘s%ﬁl yﬁ)

d, 1=3.68 Hz), 7.W5udple33(3H, nj, 7.33-7.35(2H,

M, 7.51-7.53(2H ), I?sm@@sn&la@ﬂséciddreds Begin PEEfzyple méstemmze) 1-(-Bging4-

( M'FH) Exanpl Q:thzrflben? Eeﬁmﬂfﬁxﬁtjoﬁ ﬂ)b@iﬁledfb‘mg |pidﬂi:aﬂon:h) @v‘ﬁ-h soﬁEﬁoh—yrllth vanétibﬂsrfet hy|
pi peri d| n-4-yl oxy) ..ben ve%%e%zjrg‘donyl )-113-i ndol e hydrochl ori de Using
a simlar procecf he Exanple 7, with some non-critical

variations 30 Uc‘l‘fé‘ 51?6%2936&7?«)5%0: Nt was prepared. IR (ot 5: 2954,
2715, 1595, 145B.NVEGEML13%: 1I3MENMVR: (Pt 23310H 9. 2551 26121 ot = 15§ 12 04-
2.08 (211, n), 242374 (341,1 =876 HD, &b - BARH, 19)= 5.78 HD56.¢42 585 (11 | = 3.56

:;’ gagfl%3gm%@ 40 248, 1@?}(1@&%2(7]9‘2'1{?)3)227 73808, d07.413da (16, aad= 796, 18

1=2. 2HZ) 7. 47- %6(5721?_54 (%?J~75%2(i) 7§5 56((H§1§(J1]3]64 Hg 70986%01 %5 d(Jl—ll
bs) : 8 28 Hz);
Mass (m/z): 373.3 (M+H)".
Example 27: Preparation of 5-Brome-1-[4’-ethyl-3-(N, N-dimethylamino ethoxy)
25  benzenesulfonyl]-1H-indole
Using a similar procedure as given in the Example 26, with some non-critical
variations the above derivative was prepared. )
IR (cm™): 2948, 1373, 1175;
'H-NMR (ppm): 1.10 - 1.14 3H, t, } = 7.5), 2.35 (6H, 5), 2.57 - 2.62 (2H, q, J = 7.5 Hz), 2.74 -
30 2.76(2H,t, J=5.72 Ha), 4.03 - 4.06 (2H, 1,1 =573 Hz), 6.58 - 6.59 (1H,d, J =3.7 Hz), 7.17 -
7.19 (1H, d, J = 7.95 Hz), 7.21 - 7.22 (1H, d, ] = 1.73 Hz), 7.38 - 7.41 (2H, m), 7.55 - 7.56 (1H,
d, J=3.69 Hz), 7.66 - 7.67 (1H, d, J = 1.84 He), 7.85 - 7.88 (1H, d, J = 8.8 Hz);
Mass (m/z): 451, 453 (M+H)". ' ‘
Example 28: Preparation of 1-[{4’-Ethyl-3’-(N,N-dimethylamino ethoxy) benzenesulfonyl]-
35 S-methoxy;lﬂ-indole '



33 Mass (mz): 403.2 (M-H)'. Exanple 25: Preparation of

4-Cbl oro-1-[4' -nmet hyl -3' - (1- net hyl piperidin-4-yl oxy)

beuzenesul fonyl]-1D-indole Using a simlar procedure as given in the
Exanple 7, with sone non-critical variations 5 the above derivative
was prepared. |R(cm'): 2933, 1445, 1373 1172; 'HNWR (ppm): 1.73 -
1.78 (2H, m, 1.90 - 1.91 (2H, m, 1§, (311, s), 2.27 - 2.33 (2H,
m, 239(311,s)2.57(21L m,4.29-4 32(1|—frr) 6.77.- 6.78 (14, d, J =
3.64 Hz), 7.17-7.19

(2H,in), 7.23-7.26( 2K*PAY, S*f*ﬂgsewfed%(aifwefum the-Fxagge 26, with some nop-critical

1. 80Az), 7. 57- 7. 38{topt thk sbdveslerivh@ve SasGBpdri) , 7. 90(1 If, m); Mass (m z):
419.5 (MtW Example')263s, Begpar;ati on of

1-[4'-Ethyl -3' - I et ) I yl H; | ndol e
Using a si m lar ggggwém N e et b el
1- (3- Hydr oxy-4- e7 §1) *l:?ezﬁ S (B AP - 40hdbBitd = é&%‘t‘%ﬁsﬁétﬁsﬁ%’n‘l
preparation 3), W=D 6A0 -9 OR- ddri-t90c a8 Henf 95a 6P DI d, Jt-11et Hab Ve 7.17
derivative was pHepar ek Hs; 72+ dHldR 206%k); 283239 13427 =135 0,76 133750 -

S e : L 233 (6H, ). 2.55 -
5 1 (Zggpg L 9um =B k3t - oo o 30361k (6H " 2)

2.71-2. T4(2H 1, 3“7‘%7“5} 1 4. 04(zH, t, J-5.76Hz) , 6. 64-6.65 (111,
d, J=3.56 2010 Hz)‘:"“PPE@ ?remat(ﬂ& oiiﬁrfdlosocw’g@m; -QF;N@Puettiy@ino cthoxy)
(3H, M), 7. 40- 7. 4BdpiehksaithpylllEA8Gle 1.8 Hz), 7.52-7..54 (IH, d, J= 7.84

|('|Zn3 ) )7 52'7:7% g6g :\/!l;Hij UJiIEgXb stﬁxﬂarl_;;c):edurz a?%wcﬁ lgjthe(}gxlr;l-ple QS' W‘lh stg‘ﬂezrﬁn Hﬁlla’l Mass
z): . ration of

5- Brono- 1-[ 4' - aﬁ nlonséhea Rlﬁicrﬂftdewasfrﬁglaf)gm no ethoxy) 25 -

benzenesul fon,yl (TI—PFH%P? Udt-h§%a sinilar procedure as given in the
Exanpl e 26, Wi t M-¥@rmohdr-iltlp G&l t. J vasli . 26hGHishe sabo el eni=vat), ve

was pr epar ed. I:R?3( Q.2 £, ROAB Hzl 3063 4.04 14D 5 - L‘bd‘MRG(sp%aHld,lQ?@

2 %gg :23HH E ) J_ 2_7} 7513172321 m)(ﬂ's' ?3(&1@ d?7392'7 %&%5 hzggz‘] %zg?g;%zg 4 30
J =3.7 He), 7.19%%%7 3)146‘*‘ T 73“% “98411‘%})8 027 893 (I dpbr (R |): J— 1 73
Hz),7.38- 7. 41 ‘(‘?H”YZh)“O”WEB- 7.56(1H, d,J= 3.69 Hz) 7.66-7.67 (Ili,
d,J = 1.84 Ha), ExAmfib307P@Rrdtidihs 1.0y -Ed-3BOEN-h) thyl MBS S th{3) Wehzencérdny 453
( M'I'H) 5-fluoro-1H-indole
Using a similar procedure as given in the Example 26, with some non-critical
variations the above derivative was prepared.
IR (cm™): 2934, 1374, 1171; _
25 'H-NMR (ppm): 1.10 - 1.14 (3H, t, ] = 7.51 Hz), 2.34 (6H, s), 2.56 - 2.62 (2H, q), 2.72 - 2.75l
(ZH,t, J = 5.76 Hz), 4.02 - 4.05 (2H,t,J = 5.76 Hz), 6.60 - 6.61 (1H, d, J = 3.44 Hz), 7.03 -
7.04(1H, m), 7.16 - 7.22 (3H, m), 7.38 - 740 (1H, dd, J = 7.88, 1.80 Hz), 7.58 - 7.59 (1H, d, J
=3.64 Hz), 7.91 —7.93 (1H, q, } =4.64 Hz);
Mass (m/z): 391 (M+H)".
30 Example 31:  Preparation of 1-{4’-Ethyl-3’-(N,N-dimethylaminoe  propoxy)
benzenesulfonylj-1H-~indole
Using a similar procedure as given in the Example 4 and (3-Hydroxy-4-cthyl
benzenesulfonyl) indole (obtained from preparation 3), with some non-critical variations the
above derivative was prepared.
35 IR (em’'): 2947, 1373, 1171, 1137;



Exanpl e 28: Preparation of 1-]14'-Ethyl-3"-(N, N-di nethyl am no et hnxy)
henzenesul fonyl]- 35 5-nethoxy-][Hindole 34 Using a simlar
procedure as given in the Exanple 26, with sonme non-critical

vari ations the above derivative was prepared 1R (cm5: 2938, 1368,
1171; "H NWR (ppm: 1.09 - 1.13 (311, t, = 7.52 Hz), 233 (611, s),
2,55 - 2.61 (211, q, J = 7.52 Hz), S% 71 - 2.74 (211, t, J=5.76
Hz), 3,80 (311, s), 4.01 - 4.04 (211, = 5.76 Hz), 6.57 - 6-58
(114, d, J=3.52Hz), 690-6.93(IH, dd, J=9.0, 2 48112) 6.96-6.97 (111, d,
J= 2.4 Hz): 7. US-NMR(hd: 191113 G 5 TF 748 H2.g@1 Hh9-QHzmp 12§ @ F), 24 - 246 =
1.72 Hz); 7-36 @ut3S (440l 2.8d2.6002% ¢,0.-962 H2).3.96 63 94221, 1. § 7 6.582)-6.67 (1§51

(

M 10 Ext 2 - m 403. 3
( MeH) 10 Exazg Z%ZHZ),7]§ &117(1'1'”? 792}&),8229673%){ MagS 760 HZdd; 1

H
| e
6- Chl ore 1- E4 nggzhws}%m{z'\l 5‘898“'& hﬁé‘ﬁ%sos &tHo }>l<dj 3lgsegz gr?%sguollflonyl
E- 1H-i ndol e Usi ag=84&{41 | ar procedure as given in the Exanple 26,

W th sonme non- cuisn@l387.4Bri0AL | ons t he above derivative was prepared.

th
J|[ R S E} I ) : 2970Exa%%l§92 Pl]eaazghon Jf%@?omojiqfi’ }jdl' M,ﬁﬂﬂ{@hylaxﬂma&ﬂmx}’j— 15° (311

7.51 ru)b : 63 (211, q, | = 7 51) 2.73
2.76.. (211, e"ff"e-‘"ﬁf" ')””4 05 - 4 08 (2H t, Hz), 6, 61
- . 62, (1H d, | = Ssigoa sippy propedyrg as giyenpn theolpjamplg ° N 7““*280‘“" mpmftitel 17
dxX 7.39 - 7,42 (ahlrdpnsdeht;oveldema%:Qapre@regz Hz), 7.42 - 7.44

(I H. d, J=8. 40Hz)§R7(:§§234354{3I Hhsl, J=3. 64Hz) , 8. 02- 8, 03( LH, d, J=1. 72Hz) ;

Mass (mz): 407 oo .1 ?m)gﬁt,%Q755r%ar2%£t2ﬁnm)0529(6}{ 5), 2.48 - 2.52
1-14' - Et byl m no &t ho benzenesnl fonyl |

5-t1 uoro- | Hi ndgHe Us“ﬁ@‘z)aziél Al @4 r(féS Here’as él ven H%J)fﬁsg “Eanp

26, With some nOH-GFt 3940, 7. 16018 4 ehs”t’ﬂn‘él) aBbve2dBE PV at ¢ EDWES -
prepared. | Rs(cli o, o3 934, 7183144, 1155 ;122 D66 -H-6INNRL @ppn)ss HE), 16 -7.81. 14
(311, t, J = 75%.Hz).q (611 s), 2:56 - 2.62 (211, q), 2.72 - 2.75
(211, t, J =5.7 - 4-05 (211,t,J=5.76

Hz) , 6. 60- 6. 61( 1Maﬁ<"3izl346ﬁiﬂz($“7‘> 03- 7.04(1ti,n), 7.16-7.22(3H, uy
7.38-.7.40( 111, ExhgpleJ=7: 88Pregprgion Hof | 4 Hghyl-F- B adimeghylagyine 5 propexy) g4
Hz) , 7.91 - 7. 93¢n£egxesﬂfonﬂ},—6-dxlom-1‘ﬁ.-lﬁlﬂle|‘|z) Mass (mz): 391 (M4-H)' 30

Exanpl e 31: fr epar atUth-'a gﬁmlgr &&e@r&tab%m&n tﬂel\ﬁ*mdélﬂ'et hyith @bFheNgnpitiopoXY)
benzenesulfonyll 111-]

ariations the above deenvatrve was prepared.
IR (em™): 2939, 1374, 1169;
'H-NMR (ppm): 1.11 - L.I5 (3H, £, I =7.51), 1.92 - 1.99 (2H, m), 2.25 (6H, 5), 2.41 - 2.46 (2H,
1), 257 - 2.62 (2H, q), 3.9 - 4.02 (2H, ), 6.61 -.6.62 (1H, d, ] =3.59 Hi), 7.18 - 7.21 (2H, m),
. 25 7.27(1H,d, )= 1.78 Hz), 7.37 - 7.39 (1H, dd, ] = 1.81 Hz and 7.91 Hz), 7.42 - 7.44 (I1H,d, J=
8.40 Hz), 7.53 - 7.54 (1H, d, I = 3.66 Hz), 803(1[—{ d,J=1.57 Hz);
Mass (m/fz): 421 (M+H)".
Example 34:  Preparation  of }—[4’-Ethyl-3’«(N,N~dimethylamino propoxy)
benzenesulfonyl]-5-methoxy-1H-indole :
30 Using a similar procedure ‘as given in the Example 31, with some non-critical
variations the above derivative was prepared.
IR (om'): 2940, 1370, 1172;
"H-NMR (ppm): 1.09 - 1.13 (3H, t,J = 7.51 Hz), 1.91 - 1.99 (2H, m), 2.25 (6H, s); 2.42 - 245
(2H, £, J = 7.32 Hz), 2.55 - 2.60 (2H, g, J = 7.48 Hz ), 3.81 (3H,5),3.96 - 3.99 (2H, 1,1 = 6.16
35 Hz), 6.57- 658 (1H, d, J = 3.55 Hz), 6.90 - 6.93 (iH, dd, J =8.99,2.38 Hz), 6.97 (1H, d, ] =



Using a simlar procedure as given in the Exanple 4 and
(3-Hydroxy-4-ethyl benzenesul fonyl) indole (obtained from
preparation 3), with sone non-critical variations the above
derivative was prepared. 35 IR (cm'): 2947, 1373, 1t71, 1137; 35 '
E1-NWVR (ppm): 1.09 - 1.13 (311, t, J =7.48 Hz), 191 - 1-98 (213, m,
2.26 (611, s), 2.43 - 2.46 (2f1, t, »e= 7.44 Hz), 2.55 - 2.60 (211,
q, J =7.52 Hz), 3.96 - 3.99 (2H, t, J = 6.2 Hz), 6.65 (1H, dJ:

384 Hz), 7.15 722 1017 _7.38
27,40 %111, dol2 o 2l EA IS o ”ZH%Z%Z&?“ ik g%fiz) 7.55-7. 56
(111, d, J = 3. 6BHS 9 6Y- é“di’tiiﬁ”%z)cf,” S) “Mass (mz): 3

87.4 (MtH) " . FsMan(pV?é4Q'£(Mﬁﬁ)epar ation of
5-Bront al-[4' - Btdaypre 3" 35( NMrdhﬁB&nhybamlﬂO-Epin)hmedﬂﬂmm propoxy)

esul fonylj -1 gi-lt%g J‘egmw]gg,u@&%md&@r procedure as gi ven in the
Example 31, wt non-

10 vari s th
derivative was prep rgda 511m|af pl(ocegum 515 gnszlrgthe% 3]}13?/ gl\r,%hcn 1cal
1.10 - 1.14 (3 4arlantmsthsabeveﬁerezzyfewaip@ered 2.02 (211, m), 2.29 (611 s)
2.43 - 2.52 IR (em™): 2934, 1374, 1171;

52é12}_|23] g 121 - %@M@(p'éﬁ)' 2101 (248,116,737, 228120 90381 mp2 S8, by, B4 -2.47

(IH, d, I=3. 93&&)@‘3 BTy BP0 BT U o TR,

d, J=1. 76Hz) , 736™15167 743 GHpm 7-15qY7 3% 1B5k 3‘6861‘1%H2)d758 59%“6%1 F2f° 7. 66
- 7.67 (111, d, Hz),791 .86 ) 79-86:7. 88 (111, d, J=8.79Hz); Mass (m z):
465, 467 (MrH) ' MmaExanRbsem3dr. Preparation of

1- (4 -Ethyl -3 - { NN di et hygl aml LAR B qqg&yozmp,bwen\emmmol eﬁ,o,s; Iu

ro-1Hindole 20 C&Phg A sint procedure as given in the 31,
with some ndn- cheptpe “Y"\}gl"i“’éi'ﬁ ons the above derivative was pre ar ed.
1R (cml): 2939, 137singld Gilar ok fEYep :in the Frampleq3], yitigsqmg jon-griticaly =
7.51), 1.92 - 1anz&or(saxlabpvemrwat2¢\%pré;ﬁr}d]. S), 2 41 - 2.46 (21'1. t),
2.57 - 2,62(21 foce %lgég 4.02 (211, t), 6.61 -.6.62 (I H d, J =

R el ey 5 e s g 7
7.53-7. 54( 129, o82=3Z06H pepyt). 463 I 12*Ht 1957939 &645‘765&‘)‘ 4, ’w&é&*‘t)r?)ﬁﬁ

421 (MrH)' . Exanpl@si, a4 7.2Pr7epdaHat) D1 - 085 (1H, dd, J = 8.05, 1.80 Hz), 7.53 - 755 (1H, d,J .
3-[4' - Et hyI 3" - LD, ety 12505 R BOPXY JiH, d, ] = 8.8 Ha);
benzenesul f unyl rlzlass(mV? 3@93(&(4+w i odol e
Example 37: Preparatlon of 1-[4-Isopropyl-3’-(N, N-dimethylamino ethoxy)
25  benzenesulfonyl]-5-methoxy-3-methyl- 1H-indole
| Using a similar procedure as given in the Example 1, with some non-critical variations
the above derivative was prepared.
" IR (em™): 2960, 1365, 1172;
" 'H-NMR (ppm}: 1.06 - 1.08 (6H, d, ] = 6.90 Hz), 2.16 (3H, d), 2.18 (6H, s), 2.57 -2.60 (2H, t),
30 3.14 - 3.19 (IH, septet), 3.75 ( 3H, s), 4.05 - 4.07 (2H, ), 6.91 - 6.94 ( 1H, dd, J = 8.97, 2.5
Hz), 7.~OO -7.01 (1H, d, J =2.45 Hz), 7.32 - 735 (2H, m), 7.39 - 7.41 ( 1H, dd, J = 8.07, 1.74
Hz); 7.54 (1H, d, J = 1.15 Hz), 7.82 - 7.84 ( 1H, d, ] = 8.94 Hz);
Mass (m/z): 431.4 (M+H)".



30 Using a simlar procedure as given in the Exanple 31, with sone
noncritical variations the above derivative was prepared. _ IR
(cm'): 2940, 1370, 1172; HNWR (ppm: 1.09 - 1.13 (311, t, J = 7.9l
Hz), 1.91 - 1.99 (211, n), 2.25 (6H, s); 2.42 - 2.45 (211, t, 3=7.32
Hz), 2. 55-2.60(211, q,J= 7.4811z), 3.81 (3H,s), 3.96-3.99(211, t' J
6.16 35 11z).6.57-6.58(111, d,J =3.55 Hz),6.90-6.93 (IH dd,J

=899, 2. 38 Hz), 6.97(EH, d,J= 36 2. 2Hz) 7.14- 7.16 (IH d, J=7.92
Hz) , 722(IHdJ141Hz 7. 34- , o

7.86, 1. 54Hz) , 7.550me 5 £F 1 HEfpbayation 57"f7—|z e ‘f“’%"i"’y‘/g gb‘("i“ﬁ“”'“&““a“’“’é’y’%’ Hz) :
Mass (m z): 417be@wt(emﬂyfl-lﬂ-®éd?rpl e 35 Preparati on of

1-[4'-Ethyl -3 -(N, N:lsdig BEilnihy padiuRas Preoip O Yyamplp 1, with some non-critical variations
benzenesul fonylti[ea@‘,uegmngvda chpirgadol e Using a simlar procedure as
given in the %BW : sorre non-critical wvari atl ons the above
derivative was ‘B:‘T%b)aﬁe 1Y %em): 2934, 1374, 1171; I\%‘ m:
1.10 - 1.14 (3HHNMR (gomy 17105&14@3 d), 4209322 GH, dg’g‘f(‘éﬁ)’”rﬁ(m? é%%’i
2.44 - 2.47 1QuH,dd),2.56-2.61 (1H, dd), 3.20 - 3.27 (1H, m), 4.44 --4.48 (1H, m), 6.65 - 6.66 (1H, d, I =
(2H,t),2.47 2. 6o )17231734@13“67ea(723|3+(m)m)@zﬁo=/sl (6,6 don) iizie)- 7. 03-

7.04( 114, , 3 35 7.38(1H dd, J= 7.88, 1.8414x),
7.58-7.59 IH #‘gj* ’Zgé‘ Splm b33 7 2%0a (114, d,J= 9.0 Hz): I\/ass
(mz): 405 GMFWaFS(mEdeH(M - Preparation of 1-[4' =lsopropyl-3'-(N,

N- di met hyl am noExeifloxysp: JESepb@tmzrenefsuIlﬂﬂftwyrrfnmﬁzﬁl‘ilﬂﬂmﬁé“%lpﬁ@“ﬁa
simlar pr OCEdWeﬁle@&]@dyﬁﬂﬁ—lddﬂeAbe Exanpl e 31, with dome non-criti caI

vari ‘?‘t ions the ab Ovﬁsi m}fzg%loé{agxre%%veg fnec‘lg%;(m}e 1 lth é&lghon)crltlca gﬁgmonsl?: 7 2

1173; "H NWR ( HE"% = 6.91 Hz), 235 (61, s),
2.75 - 2.78 (2 0"663“3“5”‘?56’“1&?3“ 20

3. 22- 3. 29( LHb sePtet’) 24008841151 16811, . t, J=5. 79Hz) , 6. 64- 6. 65 ( 1H, d,
J=3.59Hz) , 7. 21- lummapﬁramz rr)m(m?t 20035 (G, 32.451-09 (IFm), 7244321 (L, W5 ( |
H dd, J = 8.05 3§p H7m),5&5(lsbds(ud,m)~]722 =72 &2 m), 732 (14,

|(_IZNZH-i)7 56(El<grrgl é )3774 ﬁf}‘)%’il‘“gtl on’ o M_é F4 %o J7%6Z)757(W§%_(3r& isodBT. 4

N- di et hyl am nod-@(Hbsdy)= 8-y benzenesul fonyl ] - 5 m:t hoxy 3 met hyl -
| 11-i ndol e Wsi ngasam®):miilsaw+ipr.ocedure as given in the Exanple 1, with
some non-criti Cﬁ!amyl@‘r i4@t il@&)ﬁrati(tnha)f ab—@"—%nﬂ@ﬁyi—ym,i \Z‘Edimaﬁrlaﬁﬁlﬁpaﬂﬂﬁ)
benzenesulfonyl]-3-methyl-1H-indole
Using a similar procedure\‘as given in the Example 1, with some non-critical variations
the above derivative was prepared.
25 IR (em™): 2965, 1369, 1215, 1172;
"H-NMR (ppm): 1.11 - 1.13 {(6H, d, J = 6.92 Hz), 2.24 (3H, 3), 234 (6H, s), 2.74 (2H, 1), 3.23 -
3.26 (1H, m), 4.02 - 4.05 (2H, 1), 7.20 - 7.34 (5H, m), 7.40 - 7.42 (1H, dd, J = 8.05, 1.84 Hz),
7.45-7.47 (1H, d, 1= 8.18 Hz), 7.98 - 8.00 (1H, d, J = 8.23 Hz);
Mass (m/z): 401.3 (M+H)".
30 Example 41: Preparation of 1-[4’-Isopropyl-3’-(N,N-dimethylamino  propoxy)
benzenesulfonyl}-3-methyl-1H-indole
Using a similar procedure as given in the Example 1, with some non-critical variations
the above derivative was prepared.

IR (cm™): 2960, 1369, 1174;



IR (cm'): 2960, 1365, 1172; "H-NWR (ppm): 1.06 - 1.08 (6H, d, J =
6.90 Hz), 2.16 (3H, d), 2.18 (6H, s), 2.57 - 2.60 ( 211, t), 30
3.14-3.19(1 H,septet),3.75 ( 3H, s), 4.05- 4.07 (2H, t), 6.91.-6.94(
IH, dd, J=8.97,2.5 . Hz), 7.00-7.01 (I H, d,J=2.45 Hz), 7.32- 7.35
(2H, m, 7.39-7.41 ( 1Hdd,J=8.07, 1.74 Hz),; 754(111, d, J= 1.15 Hz),
7.82-7.84 ( IHd,”J = 8.94 Hz); Mass (mz): 431.4 ((vli+H) . 37
Exanpl e 38: - Preparation of
1-[41- 1 sopropyl- I t

: 't ory H?"l’ g(PPmdg? nyg%ggm g 99p}/9%)§%£¥:8b6#7ea2s”é9‘%8ﬁ “h the

benzenesul fonyl j - i I"ar
Exanple 1, wit h2§§)(ﬁ’é’ thdh- c:”rzﬁflch‘al 3%r3t9%1(2ﬂdh§1817k¥é(1é1b6\ie BERHDVERT ve

was prepared. 573 @m).29867-4018% 44,74 4.0821.88'He); NWR7ADOH)4; 1 <17.84)7.99 -B.o12
(614, d), 1.20 @auls 2284384, d, J = 6.12 Hz), 2.28 (611, s), 2.41 -

2.46 (IH d AH, dd 3.20 - 3.27 (114, n), 4.44
--4. 48((IH 3 Mgég'”a 36%? é J = 3.60Hz), 7.20-724(214, m,

7.29-7.33( 214 njPpplsg_4: 41’“@1’“‘?1 dtl, JEIg Teypronyl-g (A ydimetigmino * ethoxy)
7.55(21-1, n), 8. BehzegesgRuyissidethomy tH-@leNass (1 z): 401.3 (Me-11)°
Exanpl e 39: Prepar ausign siiilar procedure as given in the Example 1, with some non-critical variations

1-[4" - I 'sopropyl p3uok deithi0BIOWL @01 no- | - propoxy) benzen es

ul fonyl | - 1H—|nd | e . g |.ar procedure as given in the Exanple
1, with- sone ng{ VSZP{&C%% v%inlg?l ons the above derivative was

prepared. 1S IRH(WW'“)Z%O,’ 13889, 23439, ), 1123675 GENVRRDBRP (1H, stpted? -
1.16 (914, ), 2BIIB (6NN -84 2R.09658- 6.29 @9, d(1EBAp HI) 6.91384 (0,34, 2% 24411,
T7T),22 3. ;72:5 ?Siﬁz)(ds»ﬁs%m 392 380 41020 b 53 ¢ zrmn 7@225;%(1@7:1@@ (X%Q'ggzl(l f
d, J=7,76 Hz) %’é %9 HZ%“]*?% ?PZS’% Og%é D2(1H, dd, J= 8.2 Hz): 20
Mass (mf z): EOIM"Z?SW 7{5( EYanpl e 40: Preparation of

1-[4' -1 snpr opy| E3inpl¢ N43:N-Rippamitity | efm 1N@'-Isiphegpt-§)}(N.NplemdiyBiino  propoxy)
esul fonyl | - 3- mby&adlﬁyt]m%xﬁﬂ,mgha simlar procedure as g| ven in

h le 1 h t t
éler6| \%? reeewas er te géfng mgmé% Qri%rdreﬁa;s %%5 5%%%@%@{83 Wi §° f‘% “Onf it"fi' VRRVR

(ppm: 1.11 - 193 ‘Bi‘ﬁ"vaaveszmpﬁedg 2.24 (314, s), 234 (614, s),
2.74 (214, €Y, B(@3):2968286.1HANY474. 02 4 05(214, t), 7.20- 7.34 (SH,
m, 7.40 - 7. 428NV (peleh; 1.3=8106H, o}l 1.84 16EH, m), 2.26 (6H, 5), 2.43 - 2.47 (2H, 1), 3.22
= 3.27 (1H, m), 3.81 (3H, s), 3.96 - 3.99 (2H, 1), 6.57 - 6.58 (1H, m, ] = 3.65 Hz), 6.92 - 6.94
(1H, dd, J = 8.96, 2.44 Hg), 6.97 - 6.98 (1H, d, J = 2.44 Hz), 7.19 - 7.21 (1H, d, ¥ = 8.08 Hz),
7.23(1H, d, 1.84 Hz), 7.37 - 7.39 (1H, dd, J = 8.08, 1.84 Hz), 7.51 - 7.52 (1H, d, J = 3.60 Hz),
25 7.88-7.90(1H, d, ] =9.0 Hz); '
Mass (m/z): 431.3 (M+H)".
Example 44: Preparation of 1-{4’-Isopropyl-3’-(2-dimethylamino  propoxy).
benzenesulfonyl]—S—Methoxy—l-ﬂ-ihdole A
Using a similar procedure as given in the Example 1, with some non-critical variations
30 the above derivative was prepared.
IR (cm™y: 2960, 1365, 1143; )
'H-NMR (ppm): 1.12 - 1.14 (6H, d), 1.17 - 1.19 (3H, d), 2.38 (6H, s), 3.02 - 3.06 (1H, m), 3.23
-3.26 (1H, m), 3.81 (3H, 5), 3.82 -3.84 (1H, m), 3.99 - 4.03 (1H, m), 6.58 - 6.59 (1H, m), 6.91 -
6.94 (1H, dd, J = 9.00, 2.52 Hz), 6.98 (IH, d, J =2.40 Hz), 7.21 - 723 (2H; m, J = 7.64, 2.16



745-7.47(111,d, J=8. 18Hz), 7. 98-8. 00( 1Fl ,d, J= 9.23 Hz); Mass (m z):
401.3 (MtH)'. 30 Exanple 41: Preparation of
1-[4' -1sopropyl -3"-(N, N-di net hyl am no propoxy) be nzenesu | fooyl

| -3-nmethyl -1 Hi o dole Using a simlar procedure as given in the
Exanple I, with sonme non-critical variations the above derivative
was prepared. FR (cni'): 2960, 1369, 1344; 38 'H NWR (ppm: 1. 12 -
1.13 (611, d, J = 6.92), 194 - 1.98 (2H, m, 2.17 - 2.27 (911,
2.44 - 248(211;; 7.3 2% L 11.1 1 H
d. J=8. 08Hz) , 7. 2 Qfé(i H%%?Iégg)’%g’ﬁzg? %7959&%‘ 411 2‘6‘%"“) ?89 §gh%
7.45-7.47(111, 84),7.99-8.01 (114 d, J =8.24 Hz); 5 Mass

(mz): 415 ( M+I—|)Mass(‘E$€)a1‘?ﬁrPé‘4+@2 Preparation of
1-[4' -1 sopropyl E3ampdN, Ms:di mabdiytleani 610 B[Ahﬁéi;y&pyl-?;’—(l-dlmethylammo-z -propoxy)

henzenesul f onyl Jbé,gen@gkggmgymlﬁi,—&-x& mlg[,ge Using a simlar procedure as
given in the Exanpl g, critical variations the above

derivative was pr epars?ra’%lal s'"f[%‘ ﬁrﬁ‘(durﬁfs)g’venzﬁg‘%&‘mﬁ'si'?W‘ﬂ‘lsg‘Bef“’“ Fidigghvariatipps NVR
(ppmy: 1.11 - 1Upgorsgepedvysmomed(6H s), 2.72 - 2.75 (2H, t), 3.22 -
3.28 (I H, septetBmH9BIEBLLE)44. 01- 4.04 (211, t), 658-6.59(111, d,
J=3.60 Hz), 6- 9l fmA4bdllio-ddz 61111% 1%3 122 (3H, d, I = 612Hz)228(6H ), 2.40 - 2.45

%1529 g ZZ( FHl%g((ji'aﬂ xg) 95@2%@5@@,323 525 (1%12&)2}3:1 By a4 4.47 (1H, m), 6.57 - 6.58 .

Hz), 7.51(111, d, ?J‘b'gd SRR H: 8- 4990 $4.08 25BN §.98 (IS dNESH Pl TP
417.5 (MrH) ' . E%ambﬂ{é Y312 BpePariat d.on 166 Hz), 7.35 - 737 (1H, dd, 8.08, 1.84 Hz), 7.49 -
1- (4" - I sopropyl 7.30 a §,WN=Gisnef, hyl- ami (@ apr0pey) benzenesul fonyl

j -5-Methoxy-1 HylRdohes.deipg @ simlar procedure as given in the
Exampl e 1, \é\fth sorre non- crltlcal variations the above derivative

was prepare EHPPER PomtPprrabae! 198 Esorppvhd - dmpthylapinyVRICED ) |
1.12 - 1.14 ( 61g_enzea&sulfog_yl]@?lunr&:!ﬂg!golé 21-1, m, 2.26 (6H, .s), 2.43 -
2. 47 ( 211, t ) 3. 22 Using a similar procedure as given in the Example 1, with some non-critical variations

-3. 27(1H, m, 3. 8A{ BdL aSidatid 65 ?par909(2H t),6.57-6.58 (1 H at, J=

3, 65H2) , 6. 92 6. _44Hz) , 6. 97-6.98(114, d, J =2.44
Hz) , 7)19 ) '%% $w°3‘%§ 16@1‘%?“ 7. )23(1 H d, (

1.84117),7, 329 738N @R 2 LB (@B 4 f G2V, 2P5 S <T. 25D (TB2H, I35 B0k ) ,
25 7.98- 7.90 (3-3d8 OHOWOHBiz }.06 WBS S =(51mE)ZQ 61 - 481@H, (AMEH) 72 Hy), 6.92 - 7.04
(1H,m), 7.17- 7.19 (1H, m), 7.22 - 7.25 (2H, m), 7.40 - 7.42 (1H, dd, J = 8.08, 1.84 Hz), 7.58 -
7.59(TH,d, J=3.68 Hz), 7.92 - 7.93 (IH, m, J = 4.4 Hz);
Mass (m/z): 405.4 (M+H)". . o
25  Example 47: Preparation of 1-[4’-Isopropyl-3’-(N,N-dimethylamino  propoxy)
benzenesulfonyl]-5-fluoro-1H-indole
Using a similar procedure as given in the Example 1, with some non-eritical variations
the above derivative was prepared.
IR (om™): 2964, 1371, 1217, 1174;
30 'H-NMR(ppm): 113 -1.14 (6H, d, ] =6.88 Hz), 1.92 - 1.99 (2H, m), 2.25 (6H, 5), 2.43 - 2.46
(2H,t, J=7.12 Hz), 3.21 - 3.28 (1H, septet), 3.97 4.00 (2H, t,J = 6.2 Hz), 6.61 - 6.62 (1H, d,
J=3.68 Hz), 7.04 (1H, m), 7.17 - 7.23 (3H, m), 7.37 - 7.40 (1H, dd, ] = 8.0, 1.80 Hz), 7.58 -
7.59(1H,d, J=3.68 Hz), 7.92 - 7.96 (1H, dd, J = 9.08, 4.4 Hz);
Mass (m/z): 419.4 (M+H)". :
35 Example 48: 1-[4’-Isopropy)-3’-(2-dimethylamino propoxy) benzenesulfenyl}-5-fluora-



Exanpl e 44: Preparation of 1-(4'-Isopropyl-3"-(2-(Jimethylam no
propoxy). benzenesul fonylj-S- Methoxy-I1l-indole Using a simlar
procedure as given in the Exanple 1, with sonme non-critical
variations 30 the above derivative was prepared. IR (cm'): 2960,
1365, 1143; 'HNWR (ppm: 1.12 - 1.14 (611, d), 1.17 - 1.19 (31, d),
2.38 (6H, s), 3.02 - 3.06 (1 H m, 3.23

-3.26(111, m, 381(3Hs) 3.82-3.94(1H, mM,3.99- 4.03 (I H, :
6.58-659(111, M, 6.91- 6.94 (1 H dd, J-900 2.52 11z), 6.98 (1 H,
d, J =2.40 1 |%yndep1 - T23 (211; m J = 7.64, 2.16 39 |[z),
7.39-7.42(111, dd, J=UShe@4imildt pP@durize) giveR mS*@-Emlzl(“&tHS@e!}Gﬂ CBUCME“P}ZJ)’S
7.89- 7.91(11, &amg&ava&)c“&&QPMMSs (mz): 431.3 (M+FI)'. Exanpl e 45:

Preparati on of (%14 25@9&13%%“;5; (1-di met hyl am’ no 2- propoxy) 5
benzenesul fonyl I B i ndol e

asgi ven in the Ex P‘?é“)l“yw} PrHs Bt 3}2 @?d)fﬁoégﬂ Var a% Psgﬁg 5??14
above derivati ve- 2\7\/é§ r B§ap- 81 H pR 40T 145 JIH moH0 - 62389 d. 1T 372H. 7 Pi5.
"H NVR (ppm) : 17.05Qi1% mf 7.12- (6 HE, @), 7.221.724.(2H, nd), 722 - (. BIAH, ddl J =3.0& 1§ DD
Flz), 2.28 (6H ;&) 44 6 793-08051 4,J=404Hz);

(114. 1), 2. 55- 2. %%é(”@“ﬁ%}f 42 N5 81(314, 5).,

4. 43 4. 47(1 11, nye™Ey 28 4Y IKd J36Hz)690693

(114, dd, 9. 0,19. Skxahply @9 97Ere>a%en| Nefd, 5l4'gsopeppy)§°-( dipgthyl  amino-2-propoxy)
7.21(111,d, J=8. lileﬂzlxﬂelx)fp%l]-zgl(xarﬂ_—m-dgddl&l 76

HZ) 7.35-7. 37(' H, ddUﬁng@xm&ar%&é&u}e af 14:9 in t%%ﬁlﬁvi‘sﬂ?tﬁw@ﬁzc)i;icamaraﬁms
791(|HdJ90 09(M+111 15 Exarrple 46:
Preparati on of - (N, N-di net hyI am no et hoxy) be
nzenesul f onyl | - B$T 4818 $ R PHdd$% Using a simlar procedure as given
in the Exanpbe 'B;NWH (bpm)sionel Basth ok i 2li-d a4 CR.ak 2R Ph 241t Aéd Hb e so
derivative was pr&parags. 22| R2€ QAym))4.43 208Q15, k$620 - k2 Qi1 o, 12865 H220.03

e 1 iy A4 1578407 @27)5,25;};;,5;2@6 Pl g 1< 81211

13
3- 1,
J=5.76), 6. 61- 6. %%’(“ﬂi’ 4319 )3637%%”#42)’ wghgh ;L’ w9254 Q005
(1H M, 7. 17- 7. 191 HAMA, I 429 87; 25( 211, i n), 7. 40- 7.42(1It,dd,.J:8.08,
184 Hz), 7.58- ﬁaswzihhgd,m:@f% 114,7.92-7.93(1 H, mJ= 4.4 Hz); Mass
(I’ n/ ,Z) 405: 4 (MI- e 85 E?g loﬁ 4)? 1'?5 QQ%@"!’;QR,NQIEmethylammo ethoxy)
[4 -1 sopr Opyl l)3enze esulfunyl] S-ﬂuomx-metrpyl &;choﬁpoxy

Using a similar procedure as given in the Example 1, with some non-critical variations

%7(2'.6 delnvaﬁve(was roparif

the above derivative was prepared.

25 IR (em™): 2929, 2962, 1369, 1176;
'H-NMR (ppm): 1.12 - 1.14 (6H, d,J = 6.92 Hz), 2.20 (3H, 5), 2.34 (6H, s),2.72 - 2.75 2H, t,J
= 5.8 Hz),3.22 - 3.29 (1H, m), 4.02 - 4.05 (2H, t, J = 5.84 Hz), 7.04 - 7.10 (2H, m), 7.21 - 7.23
(2H, m), 7.32 (1H,d, J =096 Hz), 7.37 - 7.39 (1H, dd, J = 8.08, 1.8 Hz), 7.91 - 7.94 (1H, m);
Mass (m/z): 419.4 (M+H)".

30 Example 51: Preparation of 1-[4-Isopropyl-3’-(N,N-dimethylamino  propoxy)
benzenesulfonyl]-5-fluoro-3-methyl-1H-indole

Using a similar procedure as given in the Example 1, with some non-critical variations

the above derivative was prepared.

IR (cm™'): 2962, 1367, 1247, 1178;



be nze nesu |Ifonyll-5-flu oro-1Hindole Using a simlar procedure as
given in the. Exanple 1, with sone non-critical variations the above
derivative was prepared. IP.(cm):2964, 1371, 1217, 1174; 30 H NMR
(ppm: 1.13 - 1.14 (6H d, J = 6.88 Hz), 1.92 - 1.99 (211, m, 2.25
(611, s), 2.43 -2.46 (2H,t, J=7.12 Hz), 311-

3.28(13, septet),3.97-4.00 (211, t,J= 6.2 Hz), 6.61 - 6.62 (1 H d

1= 3.68 Hz), 7.04(1H, m, 717723(311 m, 7.37- 7.40 (IH dd, J=
8. 0, 1.80Hz);7.58- 7.59(1H d, J= 3.68 Hz), 7. 92 7.96(1H,dd, J= 9.08,4.4
Hz); Mass (i z): H-HM DM (pamY M2i) 14 (6BEL, 1:_7@%@1263204(2}1 m), 2.20 (3H, 5), 2.31 (6H,
1- 14" -1 sopropyl 93. 52( 2sferptkyloam, ho -propEXxy) 3.de aame s u fsony)[ 05~
luoro 40 1H i nggj gy, H?h%ﬁléhrﬂ)lﬁﬁ REQAEHYr & -85 @i ign | n the Exanple
1, with sone nopI C{ 5 %aa ﬁ)lilatlons the above derivative was
prepared. IR (c 6% 1462, 1373, 1174; 5 ""HNWR (ppm: 1.12 -
1.15 (614, ny, ﬁmii e52: Efegara‘\"m W&)hoxyzl [Aesoere&ytl*’-(‘sywthvsmaerdm“‘fyl °kp (111,
rr), 3-24 "~ beunzenesulfonyl}-1H-indole
- 3. 27( 1H, r’r) 3. 84-3, B%LMr,pAceage ﬁg@o’ﬁ(inltkémmp@-la']iﬁl@on@%&njolilioaﬂadlaﬁo%s 72HZ)

,7.04- 7.05(111, in), 7.22-7.23(213,m,7.41
‘7 43 ( 1H, dd, | =8 %%GVZ de]rléatlﬁzss%gpr&);‘red

7.59. 7. 60( | H, d, R4 §2995)15%, 1857 BS0BP%H d, J=4. 04Hz): Mass (m z): 419.4
(MrH)© 10 EXAnpHENMRErY i ak B A, 16H.1E),4.76 | 196 (PHopy 1 9632.0{ AH, d. 8t hy |
am no- 2- pr opoxy¥H, vberxoens sy b bonyk [115m) 3.4Q80s); Jdglﬂlﬂnldpkez -¥sk ng, Q=

simlar pr ocedu;@}g%gﬂ \é@f‘(lhrhdtJh‘%lﬁééﬂ?)) ‘%94(1}1"8' Jthz 1@?1%%3‘2% '15%

vari ati ons t he. abaov eriva

1247, 1182; 15 7%4%&/%1 ?d*@’ 135163’(“1 "is‘”éﬁHZ)Tﬁ“g‘ 492(1 4 IF 34 ey,
d), 2.28 (6H, s}89- ?9141Hﬂ52845H{>IH m, 2.56 -2. 61(111 m,3.22- 3.26
(111, 1), 4.183-Mas@f: b5 1)6. 60- 6. 61 (114, d, J= 3.56 Hz), 7.03

(1H, d, J = 1. 8 k&)e s53lpek aratmlz of %-g‘luﬁruf'd 4’%@}9‘0[}%]-3”'—(1&11&:? 1p srgnégﬂt- 7.21 -
723(:1Hd\]_ 673(1H7

d, J=8. 08Hz) , 7. o7 sdp “‘d“J_ 3 68IIz 7.93 1794 (1 H dd, J=
4.40 Hz); 20 Mass (sz)"m**m'gce@qumy in t%mle vs@somﬁ@ﬁaﬁwa!tvrrw"bf
1-[4' - | sopr opyl the3bovf MNyiNdtiek viaypetpdaadl am no et'hoxy)

benzenesnl deﬂylmatﬁgf{ingmpz_?mmt hyl -111-indole Using a simlar

procedure as giyen 5b1§ 95:64 ﬁggqrrggz 1343 ”\M th some non-critical
vari ations ,
H-NMR (pprn): 1.13 - 1.15 (6H, d, § = 6.89 Hz), 1.77 - 1.80 (2H, m), 1.89 - 1.91 (2H, m), 2.31
{5H, bs), 2.59 (2H, m), 3.22 - 3.28 (1H, m), 4.30 (1H, m), 6.61 - 6.62 (1H, d, § = 3.60 Hz), 7.01
.- 7.06 (1H, dt, 1 = 9.0, 2.48 Hz), 7.16 (11}, d, J = 1.44 Hz), 7.17 - 7.20 (1H, dd, J = 8.79, 2.4
25 Hz),7.23-7.25 (14, d, 1= 8.13 Hz), 736 - 7.38 (1H, dd, J = 8.08, 1.5 Hz), 7.57 (IH, d, ] =
3.64 Hz), 7.94 - 7.97 (1H, m)
Mass (m/z): 431.4 (M+H)".
Example 54; Preparation of 3-Methyl-1-[4’-méthyl-3’—(l-methyl piperidin-4-yl oxy)
benzenesulfonyl]-1H-~indole
30 Using a similar procedure as given in the Example 7, with some non-critical variations
the above derivative was prepared.
IR (em™): 2931, 2794, 1593, 1450, 1365, 1168; ,
'H-NMR (ppm): 1.61 - .64 (2H, m), 1.83 - 1.84 (2H, m), 2.15 (3H, s), 2.21 (3H, 5), 2.24 (3H,
s), 2.54 (2H, m}, 2.89 (2H, m), 4.47 (1H, m), 7.24 - 7.28 (1H, m), 7.29 (1H, 5), 7.31 - 7.32 (1H,



t he above derivative was prepared. 25 IR (cm'): 2929, 2962, 1369,
1176; "HNMR (ppm: 1.12 - 1.14 (611, d, J = 6.92 Hz), 2.20 (311,
s), 2.34 (6H, s), 2.72 - 2.75 (2H, t, j = 5.8 Hz),

3.22-329(1H, m, 4.02-4.05(211,t,J= 5.84 Hz), 7.04- 7.10(2H, m,
7.21-7.23 ‘

(2H, M, 7.32(1H d,J=0.96Hz), 7. 37-7.39(1H, dd, J=8. 09, 18Hz), 7. 91- 7. 94( | H,
in); Mass (mz): 419.4 (MtH)'. 30 Exanple.51: Preparation of

1-[4' - 1 sopr opy! 3,321 W63 | R IY LA D9 10K RRON). 7.4 080%E, - L
nesul fonyl | -5-f] i {}98 ?iqg%@y)sﬁ{i?g@l{un%%fg%%gﬁ% 5“3?“m'%§far6'25’r‘oléé‘é’me as
given in the Exarrg a®1-'mth some Hoh! off PP - VRt 7 5R% H4 he above
derivative was Yre@aé¥2ME{cm): 2962, 1367, 1247, 1178; 41 '

" H NVR(ppm) : 1. Bx@mple 35;: Répdivh ofd:Meihosy-164-9Ry1- M) metiht @6 ridin-2y104) ( 211, n),
2.20 (31, S)5 Zpcdbndoibhyl)-18)indde52- 2. 55(2H, t, J=7. 6Hz), 3, 19- 3. 25(1l - 1,
m,3.95-3.98(211,. t,J=6 16Hz) 7.03- . . N
7.10(214, ), 7. 19- 7. ‘ii’tﬁgﬂ‘?n)"’?"éﬁz%"z‘"‘ég}- 38557, g ope s e Mass
(nVz): 433.4 ( MpevesTpieysieerssh  preparati on of

5- Met hoxy- | - [ 4' RilgOpraspy M6B'136¢,144pa0My|  pi peri di n-4-yl oxy)

légnzelnesgl fo nyL;]Himk bmgolie - Usi iig It,a=s.hmﬂ),ar7s &ﬁg{t;)?ﬁbir. @9A6H,3), 8NN the

~ Exanpl e 7, t -Griti r ons ( erjvatl ve
was prepar e\g".) Iggg%lpig@%%&%éﬁ%iﬁ% 1§%fﬂfi)’?§8&%1 oo s
CHNVR(ppn) ; 1. 1951 IT308R: 07588 @ il 7 8% 2982 097610k ST 249 744 684 B 04
(211, m), 2.31 ={(BEL]10F)8 (K GO= (DL 734736 GR0,] 3,826 HzL 148 - 7@ (1H3. 81
(3H, s); 429 (|4 K39Hz),68%- 790 GuBr{sloldy, d, J =

3. 48Hz) , 6. 90- 6.,93(hdl«BY k7R~ 17, 8. 98Hz) , 6. 97(1H, d, J=2. 08Hz) , 7. 15(I H, s
), 7. 20- 7-2%4171;45‘}: J5,8.09 ko) 7.35 7 37(IH dd, J=7.99 Hz), 7.48-
7.49 (1 H &, “xemple 36 Propgmtion’ 2ofggMoeghomyyl-|# ppgthopy-3 (nipegdir i 1,4) 15
Mass (nmh): 443.bsegugpifonyl-1H-dolekydechipBide Prepar at i on- of -5

Fi uoro-i-[4'-isoprdpinka 3miaf freckdicRydivepin e Exa@ bl 7, 4vitly omOXofi Lritical variations .
benzenesul f onylgeadodelaediaglohg hdSidg @ simlar procedure as given in the

Example 7, wt 0 non; ¢r al variations the above derivative
was prepar ed. %ﬁ‘%nilaf‘%e%"géaﬂﬁyéﬁ 73.2 - 74.5 CIR (cm'): 3018, 2964,

1591, 1462, 2% 348Cm D118 LUNRAAEIPHNN43 3013 - 1.15 (611, d, J = 6. 809
Hz), 1.77 - | "BOMEZbm): 9 QESS), 1.891 1.9102K, 2451304 IQH, mR 3. B1(2H, m), 3.73 G3H, s),
' 3.77(3H,s), 4.63 (1H, m), 6.71 - 6.72 (1H, d, ] = 3.4 Hz), 6.85 - 6.92 (1H, dd, J = 8.96, 2.12
Hz),7.09 - 7.08 (1H, d, J = 2.02 Hz), 7.13 - 7.11 {1H, d, J = 8.7 Hz), 7.49 (1H, s5), 7.55 - 7.53
- (1H,dd, J = 8.62 Hz), 7.74 - 7.73 (1, d, J = 3.46 Hz), 7.84 - 7.86 (1H, d, J = 8.97 Hz), 8.86
25 (1H, bs);
Mass (m/z): 417.4 (M+H)". ‘
Example 57: Preparation of S-Methoxy-l— [4>-methoxy-3’-(1-methy] piperidin-4-yl oxy)
benzenesulfonyl]-1H-indole
Using a similar procedure as given in the Example 7, with some non-critical variations
30 the above derivative was prepared. |
IR (em™): 2942, 2797, 1615, 1466, 1367, 1143, 1030;
'H-NMR (ppm): 1.73 - 1.78 2H, m), 1.84 - 1.85 (2H,'m), 2.02 - 2.04 (2ZH, m), 2.30 (3H, s),
2.68 - 2.69 (2H, m), 3.80 (3H, s), 3.82 (3H, 5), 4.14 (1H, m), 6.56 - 6.57 (1H, d, I = 3.56 Hz),
6.81-6.83 (1H,d, J = 8.62 Hz), 6.89 - 6.92 (1H, dd, J = 8.98, 2.40 Hz), 6.95 - 6.96 (1H, d, J =
35 232Hz),7.22-7.23(iH,d,}=2.1 Hz), 7.45 - 7.47 (2H, m), 7.87 - 7.89 (1H, d, ] = 8.97 Hz);



(511, bs), 2.59(21, n), 3. 22-3.28(111,in), 4.30(1H n), 6.61
-6-62(1H, 6, J=360Hz), 7. 01
-7.06(iH dt,1=9.0,2.48Hz), 7. 16( 1H, d J=1.44Hz),7.17-720( 1H, dd, J8. 79, 2.
4 25 Hz), 7.23 - 7.25 (1 1t, d, J =8.131 1z), 7.36 - 7.38 (114, dd,
J =9.08, 1.5 Hz), 7.57 (IH, d, J = 3.64 Hz), 794-7.97(1 H, n); Mass
431.4 (Mr11)'. Exanpl e 54 Preparation pof
3-Methyl -1-[4' -methyl -3" - (1-nmethyl piperidin-4-yl oxy)
benzenesul fonyl ] -1 Hi udoI e 30 Using a simlar procedure as given in
t he Exanpl e 7,maédnlr):someMBN-critical variations the above
derivative Wa Sg,RiL APk ﬂdparzltla ((f §-|,ﬁuor)1—1 [Mtiaexyz’?(g-ﬂmth)l5@31(111114455@@) 1365,
1168; 'H NWR ( E'Efek“lflnﬁiﬁ gl 64 (2K in), 1.83 - 1. 84 (211 in), 2.15
(31, s), 2.21'5l VISE s), 2.54 %H 9 (211, in),
4.47 (1 H m, 7. 2ﬁs'ﬂﬂa?méa8pf("fd“ﬁ as giyen inphe Feppl £.vith g%“" “"?*%‘fa B (1 H,
42 d, J = 4. 68 by derihi@3asprepar®s (111, dd, J 8.34, 1,18 Hz) 7.37 -
7.41 (1 H dt | srden?): 80329778, 161834847365, 1142, 1082;
K/a46(|(2d)‘] =12k %5.1% 7715%8'(%1%‘1%?(2&;!{}23048@@%3&3@&@11#@,65@& AHz) ;

SS z -
5- Met hoxy- 1- [4”86 Pt (1 %qn% ?6"65%%&3 it“%ﬁo%g ;‘ b 62D, 70
benzenesul fonyMOSILilI;LdilJﬁd@Péﬁﬂ@iWé &8Il é}’“py%)@éﬁ% g-d¥gfiveh in the
Exanpl e 7, 1w t iwsSaeianor9 anj ddj Jcad.sevan Hat 1.50n %56 (ihd, Jalic dladetti-vat i ve
was prepared. LR (,cr§+96)432§358 11467, 1369, 1143, 1037; 'H NVR (ppm:
1.10 - 1.43 (311, Hz) 178(211 n') 191- 1.92 (2H,
M, 2.33 (311 M“i@’”%“]”é“zﬂ’ 2 (211, m, 58 (2H, q), 2.60
(211, i n) 8@."3’(‘8"3159 gx);;’)ar%mlglg 5-@&11:3—1-[”!110%-3 girmeth% p:ggldm—tkyl oxy)
(IH,d,J= 5Hz):;e6ze&@mﬁny93(ﬂx¢dpldd J=8.9,2,4Hz),6.97(1H,d, . J=2. 3Hz), 7. 14(
1J-1, d J 13 Hz), 7. ﬂ;ﬁngl SI;IH%%%JM&J% diveh ;&man%xeB%‘tK so%@&ﬂchuddzamkﬁ&s 8,
1. 4Hz) . 7, 48 7. 49@ 147),7.88-7.90(1l Ld, J=8. 9Hz) : Mass
(mz): 429. 56;° Preparatlon of
5- Met hoxy- I-[4‘R-(°‘r?b? ﬁ??%)}“é*”@p 'Het®i n- 4-y1 oxy
benzenesul f onyHNNERpOG1 el -8 2dk ok hBor! PHEHR) Zri‘g (3:&‘ DAt Pﬁr“‘)p%"‘dé%‘dur e as
given in the Expapd @ %, sk bih, &0ARsN0R) 7014107 cal dvamioat i1 oks 7.18-n80 above

derivative jyas grdggar %924@@%"7'29975% €7 - 232733 232014, 42 12G.34, 53978,
2927, 1615, 14 43 D ohi2(Ylyd = 39 J;ﬂl(d . H%) 53 (7%}311445‘4 1.89
- 1.91 (211, ny2 740 R YRS i ("é nf 3R 31

9.04, 4.38 Hz);

Mass (m/z): 423.26, (M+H)".

Example 60: Preparation of S-Fluoro-S-methyl-l-[4’-methdxy-3’—(l~methyl piperidin-4-yl

VE g’e’rl ivelwas pre :«Iare

25  oxy) benzenesulfonyl]-1H-indole
Using a similar procedure as given in the Example 7, with some non-critical variations
the above derivative was prepared. ’
IR (cw"): 2939, 1369, 1167, 1088;
"HNMR (ppm): 1.85 - 1.86 (2H, m), 1.89 - 1.90 (2H, m), 2.19 3H, ), 2.21 - 2.24 (2H, m),
30 231 (3H,s),2.70 (2H, m), 3.82 (3H, s), 4.18 (1H, m), 6.82-684(1H,d,1=86Hz), 7.0-7.05
(1H, dt, I = 8.90, 2.4 Hz), 7.07 - 7.10 (1H, dd, J = 8.63, 2.40 Hz), 7.21 - 722 (1H, 4, =21
Hz), 7.29 (1H, 5), 7.44 - 7.46 (1H, dd, I = 8.5, 2.1 Hz), 7.91 - 7.94 (1H, g, ] = 8.9, 43 Hz);
Mass {m/z): 433.4, (M+H)".



3 77(311. s), 4.63 (114, m, 6.71
-6.72(111,d,J=3.4Hz), 6. 89-6. 92(1H,dd, J-8.96,2. 12 Hz), 7.09. 7,08
( H d, J=2.02 Hz), 7.13-7.11 (Ill, d, J =8.7 Hz), 7.49 (1H, s),
7.55-7.53 (1H,dd, J=8.62 Hz), 7. 74- 7. 73( 1H, d, J=3. 46Hz), 7. 84- 7. 86( 1H, d,
.J=8.97 Hz), 8-96 25 (IH bs); Mass (mz): 4174 (MtH)'. Exanple 57:
Preparation of 5-Methoxy-I- [4'-nmethoxy;3" -(J. methyl piperidin-4-yl
oxy) be nze nesulfonyl)-1Hindole Using a simlar procedure as given
in the Exanple 7, with sone non-critical variations 30 the above
deri vat i ve -WaSEjainfip aI: @kparhiitn (o€ 5V th @94 heth AP isofrOpy Y -(1AGIG) pi3@Th; 1143,
1030, ' HNVR (pRgl, bei,zezesmfonﬂ, hyR11, M, 184 - 185 (211 ), 2. 02
-3 {2320?3&2 HS) m, 41 4931% aHmilar ﬁgoéed%e %wen mé% %% ith aoﬁgegon%fxtézglgér%&?lz_% s),
6.81 -6. 83( 111the agjove derivative was prepared.
8. 62Hz) , 6. 89- 6MOig Riecd 3.2585 98, 2. 40Hz), 6. 95-6.96(1 H, d. J 35 2.32
|7_|2237772E239(71ﬁ ﬁz'é?h’ﬁanda&xllsﬁzﬂws Be#or7d.. 47(211, in), ca
S
ok gg%m)ﬂzx? 424 (6lM%i 4%&9{ A3 ﬁn LM, ijﬂggﬁ]e oxy)

Preparation of

benzenesut f ony# 2_‘Lll(iHl dolPe 3?559‘?‘7@’”&”%?%‘] 42 b‘i‘{o‘&)eﬁ%r(ﬁ’?&s’ g]l VER" in the
Exanpl e 7, Wi t490S66i ¢H.idAd=E#9 220D 7YX LaY 7.ng 2! GH.dHe SAhEv/2A€H; vat i ve

was prepared 173 (LK, dd2Bbs uD /(88 - 706G o, 12 46252);1365, 1142, 1082,
(I?—)I—HNI\/SR)(pFZ).n)(Sg ,glﬁs(%,zw (g }(‘)211 rr) 1 85 (213 rr) 2)(1)4 f@ZH n)éo(zlao
d, J= 3.45 Hz) "6“‘8‘3626 ’85"('%19? o "“’5*—“%‘“6“3“’ ? '(1 ““f“@‘ pirehdin-£5133)

7.05(IH dt,J= 9b°@le®5“§@'!}’!lzlfl‘“7mi5 7.18(1H, dd, J86 7,2.16Hz),7.23-724(i Hd,
J= 10 1.76 Hz), 7. 46siad@fidhocblirc od 5ived iril, Exdp4, i porid noGritkealb6alidry dl, J=
3. 49H2) , 7. 93 7 9Bove bdrivihe s probaris. 8. 96, 4. 32 Hz); Mass (miz): 419.3
(MH) arrple 59: Pr_? ar”t(. on of S:Ftuoro-1-14"-chloro-3'-(1-nethyl
pi peri di n- 4-yl 8W§a"g%enzenesul f on I} 122-indole 15 Using a simlar

procedure as g‘iR\f‘“éfm RIoL2Re. B aktph B74% 40 P% some noncritical variations
t he above der i ‘atNIR/@pmyais74pr. &It el ! 78- 181 @R, > (9H mRBBATH. DABT (2H1 366,
élg? %24116 " Ha VR (GRRIME 22 (1, 7k -6.68 - 881 (1244 = 1.A)Hz), 838G 37 (1, &236(32tJ ?11
a3 (= 3 52 2% ﬁ?og%'?m] = %Fa %f)(%l)"(m‘] ) §42 14-5' 7@ 1ﬂ|§|Z(1;Q dJ 86,»4_ ( o
z), 7.47 - 1.52 (7H, m), 8.02(IH, s);
Mass (m/z): 4353 (M+H)".
Example 63: Preparation of 5-Bromo-1-{4’-methoxy-3’-(1-methyl piperidin-4-yi oxy)
benzenesulfonyl]-1H-indole
25 Using a similar procedure as given in the Example 7, with some nori-critical variations
thf: above derivative was prepared. 4 ‘
Melting Range: 127.2-128°C
IR (cm™): 2933, 2806, 1585, 1440, 1369, 1170, 1092;
'H-NMR (ppm): 1.71 - 1.78 (2H, m), .84 (2H, m), 2.17 - 2.18 (2H, m), 2.30 (3H, 5), 2.69 (2H,
30 m),3.83(3H,5), 4.15 (1H, m), 6.57 - 6.58 (1H, d, J = 3.48 Hz), 6.83 - 6.85(IH,d, ] =8.62Hz
| ), 722 (1H, d, ] = 1.87 Hz), 7.38 - 7.40 (1H, dd, J] = 8.77, 1.25 Hz), 7.46 - 7.49 (I1H, dd, J =
8.59, 1.92 Hz), 7.51 - 7.52 (1H, d, J = 3.49 Hz), 7.65 - 7.66 (1H, d, J = 1.11 Hz), 7.86 - 7.88
{1H, d,J = 8.78 Hz),
Mass (m/z): 479.2 (M+H}".



20 (I'H, dd,1=8.63, 2.49 Hz), 7.27- 7.28 (1H, d,J 1.99 Hz), 7.33 -
7.35 (1 H dd,J = 8,34, 2.03 Hz), 7.40-7.42 (I H d, J= 8.34
Hz),7.52- 7.54 (114, d,J=3.65 Hz), 7.91 -7.94 (I H q, J= 9.04, 4.38
Hz); Mass (m(z): 423.26, (M+H)'. Exanple 60: ('reparation of .
5-Fl uoro-3-nmethyl -1[ 4" -net hoxy-3'-(l-nmethyl piperidin-4-yl 25 oxy)
benzenesul fonylj-112-indole Using a simgilar procedure as given in the
Exanple 7, wth sone non-critical variations the above derivative
was prepared. IR (cm ). 2939, 1369, 1167, 1088; 'H-NVR (ppm: 1.85 -
1.86 (2H, in), %‘%@’mﬁ“'f.%mt‘?r’j 3-Brgme-Slugrer1-{43 pyetbagy-3'-(hmothyl pipgridingt-yl 21,
in), 30 2.31(3PwvYerprepdipphiiHigde8. 82(3H, s), 4. 18(1H, n), 6. 82-6. 84(1
11, d, J=8. 6Hz), 7. 0- 7 USH a s(ritartdrocddiire aslgrenBn @Drxandplel, klh)some non-critical variations
7.07-7.10(1 i, dghe AR dBBativwad Qeled » 721- 7.22 (1H, d, J= 2.1
li2),7.29(1 HeS) 1 Z.A4:,0..46(1 H  dd, 3= 8 5.2.1 Hz),7.91- 7.94(1H, q,J=
8.9, 4.3 Hz) ;5 (§n§ )'??14112 9@ il ?”13(7R’/|H-3@"1(.’3”44 Exanpl e 61: Preparation
of 5- Met boxy- 3- XM/ {Pe: [:88- RUGHE eI T GH.n)12 286wy 2. 76 298 (2HAINS- 90 4Hy |
oxy) benzenesul Hory(1H; f)1659i- noodie, dlsd 39 Ha, 6 (iH| §F = PAQCR 6o & 9a8ugl ven
in the Exanple ¥- s . 5008 M@REN Lk b Al iMAf LAt ks , LI ;ag 111
derivative was prepared. i ange:. /3.2 - 735%|?ﬁm§
3113, 2941, 595,‘7§§3’7§f 31%%’?%%395 “F‘%?‘%WB{%’M: 1.12 - 1.14 (611, d,
J = 6.87 Hz)'0 1May(m2:4763 A ) 2,20 (311, s), 2.32 (511,
bs), 2. 61(2H, i n)¥3mAO6BP2ealidd of B oS3 uBir1-$4 -4 thyl-3*(piperidin-4-yl oxy)
4. 29( I 'H, i n% ) a 3%417%%ﬂlﬂéll*%ﬁér%ﬁlé’i})d;ﬁd{%ﬁdf 7 19 21
6.90' - 6. 93(I H, dd, J=§;9Q ;2,232 ) =/ L3 . o
(111, d, J=8. 08Hz%f, éo.'zzz’f,li?l,' %8 sLS’e,aS"%’.“gé‘ﬁ’f%@‘(”f%’ff‘%éﬂmj%‘é‘fﬁ%‘”V*‘”a“"“s
Hz), 7. 88- 7. 90( 1H ‘&' I°EY2r0)»PRlss (m z): 457.3 (M+H) . )Exanple 62:
Prepar at i on 'of ¥@aRGen28I[ P15kt hoxy- 3' - (1- met hyl pi peri di n- 4-yl
oXy) benzenesuRkenybtdss, 1l -1bndedeiztdsivgia;si m |l ar procedure as given
in the Exanpl e i bSO A CFi1is6a) | 1t bati 9nS o e, ghpve
derivative MSS%Q%% iéﬂgﬁl tﬁ%%’l?ari e 11—)]/?21'?ﬁ%1!1’§1)’§& %%(i%r’ﬁﬁ ? 2966,
2786, 1581, 1459, “13%d "1148>'"1082 % mdi opny?’ - 137a.m739774021 1,
in), 1.78 - 1.81EITV32HR)7.532 795021211~ 8.83)Hz), 063 B.1¢ BAKd, 158,962,370 211;
in), 3.84 (311,328)1H, 482321 bs k7294, vH. 60-6.61 (1 H, d,J 3.44 Hz),
6.85- 6.87 (1 Hmdhmdi62s3.1 (v+r)"
Example 66: Preparation of 5-F Tuoro-1-[4’-ethyl-3’~(piperidin-4-yl oxy) benzenesulfonyi]—
1H-indole hydrochloride '
Using a similar procedure as given in the Example 7, with some non-critical variations
25 the above derivative was prepared. ‘
Melting Range: 201.46 - 204.21 °C,
IR (cm™): 2966, 2935, 1593, 1461, 1370, 1139, 1037;
'H-NMR (ppm): 1.12 - 115 (3H, t, J = 743 Hz), 192 (2H, m), 2.07 - 2.12 (2H, m), 2.61 - 2.66
©H.q 1= 7.23 Hz), 3.12- 3.21 (4H, m), 4.76 (1H, m), 6.70 - 6.71 (1H, d, J = 3.45 Hz), 7.06 -
30 7.1 (1H, dt,J = 9.0 Hz), 7.24 - 7.26 (1H, dd, J = 8.79 Hz), 7.31 - 7.35 (2H, m), 7.46 - 7.48
(1H, d,J =3.5 Hz), 8.06 - 8.10 (1H, q, J = 8.96, 4.32 Hz), 8.29 (iH, s), 8.59 (1H, bs), 7.99 -
8.03 (1H, dd, J = 8.95, 4.35 Hz);
Mass (m/z): 403.2 (M+H)".



20 Hz),7.19-7.21(1H,dd, J=8.25 Hz),7.30(1H, d, J 1.721lz),
7.42-7.45(111, d, J=8.37 Hz), 7.47 - 7.52 (211, in), 8.02 (I H s);
Mass (mJz): 435.3 (M+H) . Exanple 63: Preparation of 5-Hrono-

1-[4' - met hoxy-3' - (1-net hyl piperidin-4-yl oxy)

benzenesul fonyl | -1Hindole 25 Using a simlar procedure as given in
the Exanple 7, . with some non-critical yariations the above
derivative was prepared. Melting Range: 127,2 - 128 C IR (cni5: 2933,
2806, 1585, 1440, 1369, 1170, 1092; '"H- NWR (ppm: 1.71 - 1.78 (2H
m, t.84 (2H, i ByampR 61 Prepardtiok8f X Bdrle-5-Midyo-1-[2-eBP1-L-Bhhett§) pipeRdifPyl(od 1,

30 m, 3. 83 (311pentehesuttbnsipiliddble an), 6.57-6.59(1 H, d,J= 3.48 Hz),
6.83-6.85(1 H, d,J=8 - 7.22(111 =1.87112z),7.38-7 40(.1H, dd, J
8.77, 1.25 Hz), .7, 4§§ ?5,6"%% "Z"i“lzit’”?i%‘,v ik 'gés‘?"é‘?}’,‘e%f."‘&fg'ﬁz“)”}‘”‘??akvf“ag“’"?. 52
(1 H d, J = 3. eoppyeiviivgeserenegs (1 FI, d, J = 1.1 1 Hz), 7.86 -
7.88 (I H 4, BeigRpgenpd2-1MHSE (mz): 479.2 (MtH)'. 4,5 Exanple
64: Prepar ati oniraém ' 3-3Brs008y; HedBLeos, 0s8é, 1§64, 1193EL hoxy- 3' - ( 1- net hyl

pi peri din-4-A _"H%\)ﬁ_i(pB#)UZér-E.%(%,E?Q%QH){,'T{%-nl%b?l,nﬁshﬁgl.@zx ,rrrnlé,lzgf .
procedur e as,gléﬁn |292gh3e5 ExanEI7e 7, With some noncritical "variations
the above derivatiVé has Feparat 28 GHRmp 43 (.m)J8% 571046 1 1895
1468, 1370, 11392-P0B17-15 -7He NNR (T2, 117881 4, T £ 29 Tiz)( 40 1722004, 4.2 =17 ( 211,
m, 2.29 (310, 82,732:78 (H, &, I .96.28HM).63 (31, 907.96 3,11, &) 5 = Hos 240 L),

H m, 6. 59- 6. 60(dkéwfy)d5s3 O5IE) , 6. 91(1H d, J= 2.46 Hz), 6.93 - ( 6. 96
111, d, J=8.9 Hzi . 20-7.22 1,dd, J=8. 78, 2. 44Hz), 7. 52- 7. 56(1H, q, J=
5,01, 4.32Hz), 797 ‘égﬁg‘? Tl‘llf‘%%’5“3".‘%'}1—&5"?173.'@2’?‘*‘?“?‘9’5’("1‘1’%‘?&,‘”Eﬂ 8.95 Hz):
10 Mass (i z): HopresdlogyfpippindoleEy anpl e 65: Preparati on of ‘

3- Brono- 5-t | uer o- | - Psdg-agitobiay bro@dure(apgifpe chdberBlample 70Xt kome non-critical variations
benzenesul t enyl theabdd adibeRlgs Jaygdesochl ori de Using a simlar procedure

as given in thegbxanpl e 4. wWth . saoni ¢ non-critical variations the
above derivati vle@m&/agplsr’é%g’rz%’.ll;?sg%éﬁf‘?ng Range: 289.9 - 291.5 C. IR

(m: 2965, 27947 ™MBYerm:qi47!-151%%6] = 1154, 1263437 CHmNAE @95 @HO4 -
1.08 (311, t, JW=2:2p ABIRB) (2HIm)7556-2.38 (7 (217132 Ha) 4.35200m), 6.80 G641 (1R11,
m, 2.53 - 4,1=3.49 Hz), 7.19 - 7.21 (1H, m), 7.32 - 7.39 (4H, m), 7.50 - 7.53 (1H, d, J = 3.67 Hz), 8.19
20 (IH, s), ‘
Mass (m/z): 477.20 (M+H)"..
Example 69: Prepai’aﬁon of 1-[4‘-Ethyl—3’—(1-methyl i)ipeﬁdin;4-yl oxy) henzehesulfonyl]-' '
1H-indole
Using a similar procedure as given in the Example 7, with some non-critical variations
~ 25  the above derivative was prepared.
IR (em’): 29.34, 2796, 1593, 1491, 1373, 1170, 1041, )
"H-NMR (ppm): 1.09 - 1.13 (3H, ¢, J = 7.52 Hz), 1.74 - 1.75 (2H, m), 1.89 (2H, m), 2.30 (3H,
§), 2.34 - 2.39 (4H, m), 2.54 - 2.60 (2H, q, J = 7.48); 4.30 (1H, m), 6.64 - 6.65 (I1H, d, ] = 3.72
Hz), 7.15 - 7.20 (2H, m), 7.22 - 7.24 (1H, dt, J = 7.97 Hz) 7.28 - 7.32 (1H, dt, J = 8.35, 1.19
30 Hz),735-738(1H,d,J =179, 1.8 Hz), 7.51 - 7.53 (2H, m), 7.99 - 8.02 (1H, d, J = 8,32 Hz);
Mass (m/z): 399.3 (M+H)".
Example 70: Preparation of 6-Chloro-1-{4’-ethyl-3'-(1-methyl piperidin-4-yl oxy)
benzenesulfonyl}-1H-indole
Using a similar procedure as given in the Example 7, with some non-critical variations

35  the above derivative was prepared.



2,58,(2H, g, J =7.43 Hz), 3.11 - 3.16 (411, in), 4.86 (111, m, 7.27
- 732- (21-1, m, 7.38 - 7.40 (1 H d, J= 7.92Hz), 753-7.55(211, d,
J= 9.82Hz), 8. 06-9. 10(1H, dd, J=8. 96, 4. 32Hz), 20 8.29(1 H, s), 8.59(1
H bs), 8.72(1 H bs); Mass (mz): 481.1, 483.1 (MtH)', Exanple 66:
Preparation of 5-Fluor o-1-14"-ethyl-3'-(piperidin-4-yl oxy)
benzenesul fnnyl J-. | Hindol e hydrochlorjide Using a simlar procedure
as given in the Exanple 7, with sone non-critical variations 25 the
above derivative was ared. Melti ngj Range: 201.46 -204.21 T.
IR(cni'): 2966, B&3D); 291*5@56 15946450 137%89%. Y7; ' H-NMR (ppn): 1.12 -
1.15 (311, t, JHNMR.(@3):HZ) ;1. 6OR:(2F1 He), 1.7 107 (H, @), 1P @R 231 @Y., 2. 61
- 2.66 (2H, q,9)z35 233(2#{'2&);253 131, AL 4 § AT m), B - 642 AE( dLy +H5.59m), 7.19

? ;g(? Ll 8111’ 795&5 47%"'?247(;}195;—1%9}15&71]31 Hﬁdr'{'i 1:193 Jm@é%omﬁizhﬂ 24-

(1H, d, J=3. 5%&) (. 88 =830 112 4L’ o6 - 3% (1.5
Hz), 8. 29( 1 H, s) ,\s88LA3BMNHF-99- 8.03 (1 H, dd, J = 8. 95, 4.35 Hz);
Mass ( m Z) 403Ex2m;(lM‘l l’ﬁreparaﬁgh of EXﬁmh-ﬁ&ﬁﬂy]%’Rl’ ﬁfiﬁ)ﬂ ﬁbdrﬂi’i-‘t@f oxy)

3- Brono- 5-f | uory cheﬂeiuz}ml?hg—}{xdolg (1- et hyl pi peridi n-4-yl oxy) benzen

esullonylj-IH-ln a simlar procedur Lven.i he
Exanpl e 7, with sorEmadHTEr PPEEE™ €5 I° éh[eﬁ amgl %twﬁfzsog %O%r‘tﬁgrv?r\{?té)ﬁ ve

was prepar ed? Shelbdve derigtivRamgeparcti33, 2 - 134.5 'C IR (enll): 3145, 2969,
2799, 1614, 1588 (m13H50, 2000585, 14d% DR 1(ER:: 1.12 - 1.26 (311, t, J =

(7?3% 1;12) 3% 543%\11\411(%%)G31111514 :ﬂaﬁﬁ}rz) ﬂ-76947’((2111n])- 11853, 193(23{1111),231 2 1o
S )

(111, dt, J=s. g&" )7235?7#5‘3‘"; 12’.%%&4 Pyt dgtee Mo LaS¥,

Hz), 7. 17(11- 1, 9= QO%lwt)J?Wo“?Hz)zZ?HW(PEL?“)Q??“ 1636 (11, dd, 1=7.9, 1.58),

Hz) | 7. 35- 7. 38( 15, U (0531935 B)BH2) 196.(BB(1I 49.8)439 #)95- 7. 98 (111, dd,
J = 9.05, 4-21 Jifzhin sMBSSuy.2); 495.2 (MiH)'. Exanple 68:
Preparation of ﬁ6xarﬁﬂlei 'gDPra%a;rzﬁlon %SSHTYuoro—%-lée}h {JF[& h}{) Towl‘ggi'h%ﬁﬁiéﬁxikztgf(y)

benzenesul f onyl procedure as given in
the Exanple 7, wnttrzse@rAbH¥ideical variations 15 the above
derivative was prepdinedsimildRprpaduc o) gwe@ﬂ:ﬂcﬂm ExipQig g with 89 non iy varpppg |
1-47; ' H NVR) ( PR ¥bove desivhilve waslprepdred( 3115 J =7.52 Hz), 1.24 - 1.27
( 2H, IT) , 1.78 (]g|(_(|:h\"§: 5&1!, ]5395,9%7,(@&9;‘1’139;
'H-NMR (ppm): 1.13 -1.14°(6H, d, J = 6.8 Hz), .74 (2H, m), 1.88 = 1.90 (2H, m), 2.20 (3H,
s), 2.31 (SH, bs), 2.59 (2H, m), 3.23 - 3.28 (1H, m), 4.29 (1H, m), 7.00 - 7.05 (1H, dt, ) = 2.4,
8.96 Hz), 7.08 - 7.11 (1H, dd, 1 = 8.67, 2.4 Hz), 7.14 (1H, 5), 7.19 - 7.21 (1H, d, J = 8.09 Hz),
25 731-735(2H, m), 7.92- 7.96 (1H, dd, ] = 8.95, 4.35 Ha);
Mass (m/z): 445.5 (M+H)".
. Example 73; Preparation of S-Bromo-1-[4-isopropyl-3’-(1-methyl piperidin-4-yl oxy)
benzenesulfonyl}-1H-indole
Using a similar procedure as given in the Example 7, with some non-critical variations
30  the above derivative was prepared.
IR (em™): 2956, 1581, 1444, 1373, 1170;
Mass {m/z): 491.2 (M+H)’;
Example 74: Preparation of 5-Bromo-1-{4’-Chlore-3’-(1-methyl piperidin-4-yl oxy)

benzenesulfonyl]-1H-indole



.m;2:25(311; A2.31 (2H, m, 2.56-2.58 (211,q .-7.321-1z), 435(114,
m, 6.60-6.61 (111, d, 1.= 3.49 Hz), 7.19-7.21 (111, m,732-7.39
(411, m,7.50-7.53 (111, d J =3.67 H), 819 20 (1 H s); Mass
(mz): 477.20 (M+1J)'.. Exanple 69: Preparation of

1-j4' -Ethyl -3 - (1-net hyI pi peri di n-4-yl oxy) benzenesul fonyl] |1
H-indole Using a_simlar procedure as.given in the Exanple 7, with
som(e non)crl tical variations 25 the above derivative was prepared.
IR (cnmi'): 2934 2796, 1593, 1491, 1373, 11701041, NVR ( . 1.09 -
1.13 (3H, t, J = 7.Boepgyilerpocslye asevoris ’z:’ﬁmp‘?ﬁ w“‘%’:"ﬁ “°E"%ﬁa‘ E “,jd“s .30
(3H, s), 2.34 thea@ve@m(amraspﬁrayed 2.54 - 2.60 (2H, g, J = 7.48); 4.30
(IH m, 6.64 -RGmO5299 1582, 1444,13741B; 72 Hz),7.15-7.20 (211, m,
7.22-7.24(111, ghamdgpns- 1%? 1H§X2H7m28072[§22}£}nﬂl3ﬁ§}1 ol2.a (81, 3R284da9 30
Hz), 7.35-7. ?8(51"'39(15 (wﬁdaﬁéféins 53(%H,73 i dd g r-208 o

7.99-8.02( 111
Preparati on of 3@4@17&007@({ “‘Léfgn)]lm ?ﬁ@fiﬁ)ﬂmp?ﬁgé}f&l ﬁ’ﬁs » oxy)

benze nes ul fo 7wyl 1871k I A8l®Ha; Using a simlar procedure as given in
t he Exampl e 7, ms;(n/zﬁm(mm critical variations 35 the above

deri ]
1 i I’6 I9V a 16Z§ W.als_|_ LG ea7r Seld nfpara%m og&gtﬁ%—é—ﬂ %?%93 E(,?ngf}d pl%&%@'ﬂﬂ-yl]r&%o 3 %g 76,

1.79 (21, n)® fwvswv %ﬁllﬁwmmﬁ 31 (3H s),2.35-239(214, n) 2.57-
2.62 (411, m), 435 Yshkila sinjar pr@eddt as givgn 62‘6@&@4‘87@& %3’5“3“059'“1%7“‘3“7’“519 -
7.21 (211, m, zmz@wmkmm&4w@$mﬁmdd J = 1.48 Hz), 7.34 - 7.36 ((H dd,
‘(]1;17ng E13 gg?—lz Zm4)222940 (s844463,3374, “73)3 4
(MrH) . Exanpl e FIMFRPR a{fﬁét”‘r?*?f"}é ﬁ“’qf&(“l ?%19“5%%3/215@”% ‘iHnéth |
pi peri di n- 41| 36)%9'5)‘* sMYénZEnestist 642261 Hadtise 685 [Hg e s’iﬁ’ﬁ?ar
procedure as gngvm(m e 1 Exaaypbe- 74, (4, 1.5 5o (tHGN-cIkd7 Hic al
variations 19 fhe.2Ponedefi vative was prepared. IR (cm' ) 2930,

2800, 1608, 1493, 13 1170,
shoo, 1608, 14, T80 Al 040 0 o e ETRTAT

s), 2-35 - 237 bf"ZH'ES“H’,"y" Plggele 2 61 (414 M, 4.30 (1 H m, 6 61 -
6.62 (114, o J 3Us58a kimijay procedure as given in the Example 7, with some noin-critical variations

6. 99- 7. 06( | H, dtincl5e Qfhatee 4&HaYarcd. 15- 7. 19(311, m), 7.34-7.36(1H, dd, J
=7.9,1.58), 15

7 56: 7. 57( ’1H d, 3N§ARé r? l.} - 14?H9t6j *17|_4|L8c§[é) i 76 1 77 (ZH mé?llgﬁgl 90 (2H, m), 2.32
H, m), 2.56 - 261 (SH m), 4.29 - 4.32 (1H, m), 658 660(1H d Hz), 7.14 (14, d,J
=1.8 Hz), 7.18 - 7.19 (1H, d, J = 7.96 Hz), 7.34 - 7.36 (1H, dd, J = 7.84 Hz), 7.39 - 7.41 (1H,
25 - dd, J = 8.8 Hz), 7.53 - 7.54 (1H, d, ] = 3.68 Hz), 7.66 - 7.67 (1H, d, J = 1.84 Hz), 7.88 - 7.90
(1H,d,J= 8.8 Hz).
Mass (m/z): 477.2 (M+H)"; _
Example 77: Preparation of 6Chloro-1-[3’-(1-methyl  piperidin-4-yl  oxy)
benzenesulfonyl]-1H-indole ‘
30 Using a similar prbceduré as given in the Example 7, with some non-critical variations
the above derivative was prepared.
Mass (m/z): 405.3 (M+H) 7
Example 78: Preparation of 6-Chloro-1-[4’-chloro-3’-(piperidin-4-yl  oxy}
benzenesulfonyl]-1H-indole hydrochloride.



Mass (mz): 417.57 (MtHW Exanple 72: Preparation of

5- Fl uoro- 3net hyl -1-t4' -i sopropyl -3' - (1-net hyl pi peridi a-4-yl oxy)
henzenesul fonyl J-1Hitidole Using a simlar procedure as given in
the Exanple 7, with sonme noncritical variations 20 the above
derivative was prepared. 1R (em): 294!, 1595, 1467, 1369, 1139;
"H-NVR (ppm): 1.13 -1.14(61, d, 3 =6.88 Hz), 1.74 (214, m), 1.88 -
1.90 (214, n); 2.20 (31!, s), 2.31 (SH, bs), 2.59 (2H, in), 3.23 -
3.28 (1 H m, 4.29 (Il H m, 7.00 - 7.05 (1 H dt, J = 2.4, 8.96
HZ) 7.08-7. 1 1 1 H Idsd‘xg a glmllagpr&Zdureas ﬁvem)h,e E)?amﬂ.l47 (w]tﬂ_ﬂ?;ne 8))1—01'11;2&1 §Biatipns2 1

(I'H, d,J= 8.09, dvdeg\gnje §Q(2Hn’)792796(IH dd, J=8. 95,
4.35 Hz); I\/ass Exanpl e 73: Preparation of

5-Brono-1-(4' - 25§“3’ Sgsﬁeth | pi peridin-4-yl oxy)
henzenesul fonyIIB(Cmi)ﬁqSh%F 2§7U§¥0n1@9°a“§i m | ar procedure as given in
the Exanpl e ¥, 'WiNMR (5:@iy8.700N81GIH, o, c.al 2.0487H, al, B.0N3.16 BOL whgolalb 63/@H,

derivative was jgrepay %d(m ldRGeghd 18485656 -H38dn, &%%411231331), 7617064 Mass
(mz): 491.2 (m 6‘3 {hﬂfﬂxgg}?z&ﬁdi 2911.1 204)Hz),790 791 (1H,

5-Brono-| -[4'
benzenesnl f onyld 1713 W"F)n%l‘lgl &0, 4sil Atz 341 @il é?r procedure as given in
the Exanmple 7, mnsi(hzp@yemonscritical variations the above

derivative ygs n&g.@,n@faeﬂepatala&f:dm:hm&&@ﬁm&.ﬁ&zm,ﬁﬁxahyxmzmpa@y3
"14-NWVR (ppm): 1. 82 ggm(d% . 2.0 - 2 02 (214 rr) 2.32 (3H

s), 2.61 (2H, rP) 'ﬁ“é’zt“y‘(‘ s), 434 62(1H, d, J=
3.69 Hz), 726(1H, sYsiner gl pesdis gy g“’d‘a j“-”f gle ‘58‘3‘2? fﬁ%’i “"“7"‘21‘8

7.43 (2H, 1), TFadkBons hFabB@ dfrifativt waglprepdred= 3. 67 Hz), 7,67 - 7.68 (1H, it,
J = 1.85 11-4) 1R (h'BBnT 1 BE(bd iter}s8s8Hz) ; Mass (nfz): 483.1 (MeH)'

Exanpl e 75:  Prep: (Lp%z%(zﬁm@gfyg%a&én bis@ﬂzémmlwﬂ%bﬁlu

D perl 0 -4 31 S g R T O L0k L L &
vari ati ons the7abodel Hetioviax 1-9e’ W48h pr e pat & 73 @1 ) : 2940, 1582,
1468, 1374, 117%3dss(nkdNVR, fopeyl. 67 - 1.81-(2H, ..m), 1.86 - 1.91 (2H,
m, 2.29 (511, ]ggl)xple 2 805 9 I’re[graﬁt;ln (& 1 JS*NImﬁxy—l-{ 3°-(N,N-dimethylamino  cthoxy)
20 benzenesulforylj-1H-indole ‘
Using a similar procedure as given in the Example 1, with some non-critical variations
the above derivative was prepared.
IR (cm™): 2943, 1468, 1370, 1226, 1148, 1031;
'H-NMR (ppm): 2.34 (61, s), 2.71 - 2.74 (2H, t, ] = 5.52 Hz}, 3.81 (3H, 5), 4.01 - 4.04 (2H, t,J
25  =552Hz),6.58-6.59 (1H, d, ] = 3.6 Hz), 6.91 - 7.08 (3H, m), 7.28 - 7.42 (3H, m}, 7.49 - 7.50
(lH, d,}=3.64 Hz), 7.86 - 7.88 (1H,d, J =9.08 Hz);
Mass (m/z): 375.3 (M+H)".
Example 81: Preparation of 1-[3°-+(N,N-dimethylamine propoxy) benzenesulfonyl}-1H-
indole
30 Using a similar procedure as given in the Example 4, with some non-critical variations
the above derivative was prepared.
IR (cm™): 2945, 1445, 1373, 1262, 1174;
'"H-NMR (ppm): 1.88 - 1.95 (2H, m, J =7.20 Hz), 2.20 (6H, 5), 2.39 - 2.42 (2H, 1, J = 7.12 Hz)
3.05-3.98 (2H, t, J = 7.12 Hz), 6.66 (1H, d, J = 3.40 Hz), 7.01 - 7.04 (1H, m), 7.21 - 7.43 (5H,



15 3.86(3H,s),4.32(1H,mM,6.58-6.59(1H,d, 1=3.61 Hz), 6. 85-6.88

(tH,dd, J=8.6,2.21 Hz),7.27(IHd,J- 1.82Hz),7.30-7.4(41-1, in),
7.51-7.52(1 H, d, 1=1.97Hz); Mass (nfz): 435.3 (M:H)'. Exanple 76:
Preparation of 5-Rronp-1-(4'-ethyh3' -(I-nmethyl piperidin-4-yl oxy)
beuzenesul fonyl [-1Hindole 20 Using a simlar procedure as given in
the Exanple 7, with sonme non-critical yariations the above
derivative was prepared. 'H-NWR (ppm): 1.1 1 - 1.14 (3H, t, J = 7.48
Hz), 1.76 - 1.77 (2H, in), 1.88 - 1.90 (21-1, m, 2.32 (4H, nm, 2.56
- 2.61 (5H, M, 4nR @524 7321411, =475 62)565 67.80(H, &y € 17 54, 738 6480 ) (11 0,714 61, d, J
= 1.8 Hz), 7.18g,7.19 (IH d, J= 7.96 Hz),7.34-7.36 (1H, dd,J= 7.84
Hz), 7.39- 7.41 (1 88Hz) 7.53-7.54(1 H d, J= 3.68
Hz). 7.66 - 7.67 {%2%9@“&18 7.88-7.90 (I H d, J = 8.8
Hz). Mass (m z)Examvlv 32: WmmﬂonExafrrp! @’-Foproppp e d Hpdiypmipp  propoxy)

6- Chl oro-1-(3' ﬁehzemmwu 1pHigiek: di n-4-yl oxy) ‘

beuzenesul fonyl ] - 7Htm.;gqcamar§,(acehﬁaaagiv& inthd Pkl 110i@ 630 WErLridal viHalt@H 10
the Exanple 7, with san Vn(‘)isn Crldtl cal variations the above
derivative was prepare ed. 67) 4053(I\/H—I) ; Exanpl e 78:
Preparation of (@1?8?68"?71{%72 i ¥Po-3' - (pi peri di n-4-yl oxy)
beuzenesul f ony| H-NN% éppradol. € - hydféﬁcchll_am%el 934200 @.iqmg 7&2 8lnd-17d6H, <),
procedure asogi ¥8nketherBmypie 387 W &R J&mﬂaomcaba tBals6.16 Ha),

variations the b%ég(é%% J%gz\()% %57@ ggﬁrl@ J\@4t}f7)ngz4Ra,Q95R“\;é583 -

259.5 T. IR (c mL

(ppm: 1.76 - '??)74"2762“}‘ 7??)75§(1¥Etﬁ~‘ 378 (2%, m,
5.01 - 5.02 (11(1Hdln~)368nz>3nm §235, 941—1‘83@&72512)- 8.42, 1.84 Hz,), 7.56
- 7.59 (111, doMasdaizy8041048:.02 Hz), 7.62 - 7.64 (1H, d, J=8.42 Hz),

7.69 - 7.71 I = ) , . 9
(151 43 1§ thqmng_gﬁp#&%aﬁﬁ,)m on—'C%lléro(l:IH 'dhxo.% &mzm%ﬁgm%,z xg)olz (%11

bs). Mass (i z) " EusrBriyfiiylete 10 Exanpl e 79 Preparati on of
4- Chl oro-1 - [ 4' - Vet h9QLn33'sm(lNPWequ]aég1W|xram Epf@npﬁyﬂ W)i non-critical variations
henzenesul f oayl theabdide derintlalwes fdparig a sim [ ar procedure as given in the
Exanpl e 16, wi tjR &OMBsNoMnGEistib&aliz,variations the above derivative
Was prepar e% "H-NMR (ppm): 1.80 - 1.84 (2H, m), 1.97 - 2.04 (2H, m), 2.36 (3H, 5), 2.45 (2H, m), 2.64 -
2.67 (2H, m), 4.39 (1H, bs), 6.62 - 6.63 (1H, d, J = 3.63 Hz), 7.26 - 7.29 (2H, m), 7.34 - 736
(1H, dd, J = 8.34, 1.94 Hz), 7.41 - 7.43 (IH, d, J = 8.34 Hz), 7.51 (1H, 5), 7.51 - 7.52 (IH, d,J
=3.56 Hz), 7.89 - 7.92 {IH, d, J = 8.82 Hz);
Mass (m/z): 439.2, 441.3, 442.3 (M+H)". ,
.25 Example 84: [Preparation of 1-[4-Chloro-3’-(1-methyl piperidin-4-yI  oxy)
benzenesulfonyl]-5-methoxy-3-methyl-1H-indole _
Using a similar procedure as given in the Example 7, with some non-critical variations
the above derivative was prepared.
IR (cm™'): 2949, 2362, 1535, 1353, 1258, 1174;
30 "H-NMR (ppm): 1.72 - 1.80 (2H, m), 1.84 - 1.89 (2H, m), 2.19 (3H, s), 2.30 (5H, bs), 2.59 -
2.61 (2H, m), 3.83 (3H, s), 4.31 (1H, m), 6.86 - 6.87 (1H, d, J = 2.32 Hz), 6.90 - 6.93 (1H, dd, J
= 8.96, 2.41 Hz), 7.19 (IH, s), 7.24 (1K, 4, J = 1.76 Hz), 7.29 - 7.31 (1H, dd, ] = 8.32; 1.84
Hz), 7.35 - 737 (1H, d, § = 8.32 Hz), 7.86 - 7.88 (1H, d, ] = 8.96 Hz);
Mass (m/z): 449.3, 451.3 (M+H)".



IR (cm"): 2927, 1376, 1252, 1167, 756, 682; 15 "HNMR (ppm: 2.04
(211, m; 2.19 (31, s), 2.36 (61-1, s), 2.59 - 2.63 (211, [); 3.97 -
4.0 (211, t, J 6.12),6.76-6.78 (111, d,J=3.64 Hz), 7.15-7.18(1H, d,
J=3:88),7.21- 7.23 (3H, r’r), 7.35 -7.37 (IH d,J=7.86 Hz), 7. 59 -
7.60(111,4,) 3.68 Hz), 7.88(1 H m; Mass (mz):"' 407.4,
409.2 (MtH)' - .. Exarrpl e 80: Preparation of 5-Methoxy-1-1

3' - (NN- di net hyI am no ethoxy) 20 benzenesul fonyll-111-indole . Using

a simlar procg; e Bkt o 1 DGy FXRRBhSR piberialiid ox§ BB edd@Rongll-i ti Cal
variations the above r%!rlvakﬁ(}hv[e Wgysggr epa’?gé IRyIpcm )? 2943, 1468,

1370, 1226, 1153‘““?6‘3‘?” :2.34 (611, ) 2.71-2.74 (2H, t,
J= 5.52 HZ) 3.81 (@Hgagx)nlanpr@id_u& amvex?i Ile E:Eamplg7 wé]ssome non—cntlcal vanatlons

=5. 52Hz) , 6. 58- 66 UckHethadeushhim)ea6. 91- 7. 08(31- 1, m), 7. 28-7. 42(3H, m) ,
7.49-7.50 - {| 'm% m8: ob, Sra§4sobddco, 1452887 7. 88 (1H d J=09.08H);

Mass (m 379 8 m
1-[3 ((NZ¥\I- d Xk 110 Ef(ﬁ e ;%zz}g&gz(ﬁlrl?%?%’lr),fn(zﬂ m) 219 GH,

Using a sinmil aﬁ)’b?’dé}ééi}rzé“ O(Eﬁ}’z‘éh“ 106“{’1’}&6%&%‘%{@%’ $t® %146?6)%0
non-critical variatiions = shesabovie3 dek 4, val 8. ias- P éibad. &d 79¢ K-
(Cn‘\r]' ) 723615 )%6‘5;1 13 3301m, 142621_528%%%4.902-'7.2;{‘1?1%JH996’13-36 HZ§81-2 |%|z)95 (2H,
m = : - t, =

3. 95- 3. 98(2’4hz M"‘S%‘“’Zﬁﬁﬁgg‘\“—ﬁ 6. 66(1H, d, J=3-40Hz),7.01- 7;04(1H m,
7.21 -7.43 ( 51, Eaﬂnple 86: Food Intake Measurement

M), 7. 52- 7. 54( 1H, d, M Wekdz Jas TIBB407e86] depingd Frers N7 flizly. (atigmgl Fstiyge of

(IH d,J=8.30" Hzl)nmn[\/ags&raﬁaﬂj %Jis) vl Dsed. ThbthBnic’ effedirof tip b@np@ids dPrzepea@lr at | on
of 1- [4I -l Sopfr WLI?_@ %Nilmﬁkqlin%ﬁ RX&@%@&&&%{Q&%}QUO\@

benzenesul f onyl simla cedure, as n the
Example 1, Wth sonlé‘ef?ﬁﬁ”ei?rhf"ts?dd’ég g@& ae%r?é&rc? TBHVE P g‘?’:él\%/gaﬁ ve
was prepared. ["Rrefithdojed op GO, vntsﬂqmpﬁlvrzc,omwsm Comﬂsedéf’i@ﬂww ehm :
1.12 - 1.14 ( 6Horrethondihg Bonto6) (vellleDBithout 2he BRI doRdoiind (qmqbgroum, BRe My, 2. 27
(6H 5), 10 2-A§,3tz,%fzwéa§jv(.g;d..bmf&dmm) 3.20 - 3.27 (1H sept, J =

3 % ) 643H2)7 g e %ﬁm%lﬂdgg da'jl%")”atsévgrﬁzfgﬁzt &ep‘ei'w"% dqq”“é'%“(—zll

M, 7.29- 70 34¢ot feodrytakp ambwerhtypie PR MESEA08 2 ’T‘"Maﬁ%z'}‘”f B EEBY | H, d,
J= 7. 72HZ) 7. 56yethod is disclosed in the literature (Kask et al., European Journal of Pharmacology, 414,

2001, 215-224, and Turnball et. al., Diabetes, vol 51, AingSt,‘ 2002, - and some in-house’

modifications. ). The respective parts of the descriptions are herein incorporated as a reference

and they form part of the disclosure.

25 Some representative compounds have showu the statistically significant decrease in
food intake, when conducted in the above manner at the doses of either 10 mg/Kg, or 30 mg/Kg
or both. A

Example 87: Tablet comprising a compound of formula(l)

Compound according to . Smg
example |
Lactose 60 mg
Crystalline cellulose . 25 mg
K 80 Povidone Smg
Pregelatinised starch 3mg




(114, d, J- 3..68Hz),8.00-8.02(1 H, dd, J - 8.32, 0.72 Hz); Mass
(nz): 401.3 (MtH)'. 15 Exanple 83: Preparation of
5-Chloro-1-[4"'-chloro-3' -(1-nethyl piperidin-4-yl oxy)

benzenesul fonyl )-1Hindole Using a simlar procedure as given in the
Exanple 7 with some non-critical variations the above derivative was
prepared. IR (em'): 2961, 1442, 1378, 41258, 1173; 20 'H NMR (ppm:
1.80 - 1.84 (211, m, 1.97 - 2.04 (211, m, 2.36 (311, s), 2.45 (211,
m, 2.64 - A . o
2.67(211, m, 4. 39(111,b>pom,d5mt,@n@@ﬁdu- d, J=3. (p,ﬁg 12),7 6-7.29(2H, m,

7.34-7.36 (111, dd,J=8 1 ”"'”") 4= (31 d, J = 8.34
Hz), 7.51 (111, s), 7.51 I‘gagrﬁ%&? ?eﬁ“gm =3 ‘%ﬁil—g\ 7.89-7.92(1H, d, 1=

8.82 Hz): Mass (nlz): a3%ubveighpy wpleyqo 3 (M#l‘lﬁmg 25 Exanpl e 84:
Preparation of 1-[4'-Chloro-3"-(1-methyl piperidin-4-yl oxy)
benzegesm fonyI | - 5Tﬁmﬁgm&¥§varemﬂ‘hyd and EdmlaBdi@h£a soldit BiEh & mSthad! 1BE
procedure as g NaGE ot i .

vari ations th%emmél %o\l/’gw 5@‘%?\%?%%%%"%%’ %}%temglggg%ﬁmn’% éb&& 25 H%atgﬁzfg 2362,
1535, 1353, 12%8Pouqd ¥ an apgopiae Rt elihy . 1. 72 - 1. 80 (211 m, 1.84 -
1.89 (2H, np, Exa&xﬁleé@@qmpos')onf@mﬁk(i@&@mﬂbs) 2.59 - 16)(21-1, m,
3.83 (3H,s), 4.31 (IH m, :sb b;ngzd,e(,a H d, %&~dmd2] Hz) , 6.90-6.93
(IH,dd,J =8.96,2.41 Uz), 7 \V...d 7.2?0460(11, d, J =1.76 Hz),
7.29-7.31 (IH, dd, J=8.32' 1 i ?&§6”9 35 %3700 |, d, 3 = 832
Hz), 7,86- 7.88 (111, d, J =|8.96adm); I\/Elss79(5%1'z : 449.3, 451.3
(INMH) . 35 51 Exanple 85: V[a'gn&é&n%tchr&{é' of 54z T4] - Et hyl -3' - (1- net hyl
pi peridi a-4-yl oxy) benzenesulfony -fl_uoro-3:net hyl 111-indol e
Using a simlar procedure as given |n<the Example 7, with sone
non-critical vari afhedrsdertshere axedrad demied atoicapaiionastzipnapat Béms G R
(Cnf'): 2964, 2nd83sule W5 Pappid:3Hi,a toksldy doskde7 2; ' H-NVR (ppn): 1.10 - 1.13
(311, J =7.52 Hz), 1.70 - 1. 76 (214, m, r.78 (2H, nm, 2.19 (3H,
s), 231(511 bs), 2.54 - 2.60 :

4.30(114, m'%e. %@m?hﬁh%ﬂwﬁa?“wmgh— ,2.46F2),7.07

-7.10( 1H, dd, J=8. 69, 2. 46Hz) ,[7. 13(ttt@pI=1. 38Hmou. 15- 7. 17(1 H, d, J=
7.96 Hz), 7.30(114,'s), 1. 32T HtplakaRZ) 79Q 7]94( 1 H dd, J=
8.96,4.36Hz). 10 Mass (rn/z)-—431.3 (Meln'y ‘
Fumaric acid 05¢g
Sodium chloride 20g
Methyl paraben 0.15g.
Propyl paraben 0.05g
Granulated sugar 255¢g
Sorbitol (70% solution) 1285¢
Veegum K (Vanderbilt Co.) 10g
Flavoring 0.035¢g
Coloring 05g
Distilled water g.s. to 100 mL

The ingredients were rixed to form a suspension for oral administration.



Exanpl e 86: Food I ntake Measurenent Male Wster rats (120-140 grans)
obtained fromN |. N (National Institute of Nutrition, Hyderabad,

I ndia) were used. The chronic effect of the conpounds of general
formula (1) on food intake in well-fed rats was then determ ned as
follows. 15 The rats were housed in single hone cages for 28 days.
During this period, the rats were either dosed orally or ip, with a
conposition conprising a conpound of formula (1) or a corresponding
conposi tion (vehicle) wi thout the said conmpound (control group), once
a day. The ramxdnﬁ,xepbm}ed@djwdihuad I i bi tumfood and water. On 0,
1s', 7", 14'", 21' and 28'—day rr%tlata vvq/l‘sg[h{,twt wth the

pr e-wei ghed anounts of 20 {foo ood_int ake and wei ght gain" were
measured on a routine basig. AMvs@eediehiood i n§és%ion| nmethod is
disclosed in the literature (Sgeﬁmh%d - gs takHkORAL [Jour nal of = -

Phar macol ogy, 414, 2001, 245 °gf' Ferbaglt—et-——al ., D abetes, vol
51, August; 2002, and sone |V§ateh8rd§%tmﬁ°odl £ 2pkons, ).. The respective
parts of the descriptions are herein incorporated as a reference and
they formpart of ti€acklc5elOElAL dissded RAFBthRPheSRNbAbjben. £mppLINdS

have shown theq&kﬁ,{ f%sa, AldoXae ORI b AD sqﬁsgsm tﬁer;olutfopggo,;,cn&@ke
when conduct ed’in ove manner at the doses of H%q
of

or 30 ng/Kg® of° ‘B‘E’)‘“{‘?‘P‘smﬁ? Hifp PMaieng yish the sqgpinger of GRS &F ‘r‘?’éma" ghere

formul a(l)  Cofperisred mereleaot dlictrgd nagkaesd yrder siasilegpnditiens:] Lact ose 60 ny
Crystalline cellulose 25 ng K 9 PPovidone 5 ng Pregel atini sed starch
3 mg 52 Col | oigdal 19k Ish&g&aglmuggon myg Magnesium stearate | ng

Total weight per t'abl et 100 he—i-ngredi-ent-s—were conbi ned and
granul ated using a sol vent shch a‘é‘gr?ﬁ'ﬂ‘thanol %8| f or nul ati on was
then dried and formed into tabl etseipgagiitai ni ngp¥abput 20 ng of active
conpound) with an appropri at P&iméﬁww}%uol X
Conposition for Oral Adm nistration “1ngredi
i ngr edi ent 20. 0% Polyethylene glycol 4000

bWt | Wt . Active

10 - The ingredients were melted together and mixed on a steam bath and poured into molds

containing 2.5 grams total weight.

Example 92: Topical Formulation

Ingredients Grams
Active ingredient 022¢g
Span 60 » 2g
Tween 60 2g
- Mineral oil 5g
Petrolatum 0g
Methyl paraben 0.15g .
Propy! paraben 0.05g
BHA (butylated hydroxy anisole) 0.0l g
Water 100 mL




Lactose 79.5% Magnesium stearate 03/ The ingredients were m xed and
di spensed i nto capsul es containing about 100 ng each; one capsule
woul d approxi mate a total daily. dosage. 10 Exanple 89: Liquid ora
formul ati on I ngredient Anbunt Active ingredient 1.0 g Fumaric acid
0.5 g Sodiumchloride 2.0 g Methyl paraben 0.15 g Propyl paraben
0.05 g Ganul ated sugar 25.5 g Sorbitol (70% solution) 12.85 g
Veegum K (Vanderbilt Co) 1.0 g Flavoring 0.035 g Coloring 0.5 g
Distilled water gq.s. to 100 nL The ingredients were mxed to forma
suspensi on for. or ahll ddmiingicg¢ntsadxiegrwated Bere Erbinpd ke 1B tPRGwue Mt 6 with
Formul at i on | ngkigdh ffficied0q\WMash)\bf. waterA€ Ibbik¢ 60 TCRGY 1R bR wivigRoug stir2@ B UM

Covori de us ¢ QiR B0hARLG WALAE bl LBl §RGheN 10 1 DO L The

active ingredi ent."wa tion the water for
injection. A SOMPRICPEMNe Reepgritiqnyskdfod §od| um chl ori de was then added
with stirrihg to nikeostitia-cchalcins popertiesdteerroends ofiids inBntiop vere ematsdas nade
up to wei ght Witigh sfolt@offia tdatimin: dfobjtdhecopmi@nsk fedel. i nj ection, filtered

through a 0.2 mi %@ﬁw@@m&%@w&w&%owﬂd m@,ﬁlﬁagq@ MAEH ks bd ©
r or.nmul at.i n %owt. /w.

condi tions osito e

Active |ngredﬁg%gmIhgwwmggﬁngﬁfﬁg c”ﬁ??@gangbB“? mgg 'ﬁdﬁ“&?hylene
gl ycol 4000 2&“5%$1Gﬂmmﬁh@?Fﬂ@ﬁé@ﬂéﬁﬁ§qW§W@‘%@PwéﬁhlﬁﬁéWﬂ@Wmﬁﬁd m xed
on a st eambatihinanidoupi@urnie@xperiett affrhaih&ined on a 12 hours light/dark cycle. Also the rats

were habituated to individual arenas for 1 hour in the absence of aniy objects.

One group of 12 rats received vehicle (I mL/Kg) orally and another set of animals
received compound of the formula .(I) either orally or i.p., before one hour of the familiar (T1)
and choice trial (T2).

15 The experiment was carried out in a 50 x 50 x 50 cm-open field made up of acrylic. In
the familiarization phase, (T1), the rats wer€ placed individually in thé open field for 3 minutes,
in which two identical objects (plastic bottles, 12.5 cm height x 5.5 cm diameter) covered in
yellow masking tape alone (al and a2) were positioned in two adjacent corners, 1 0 em. from
the walis. After 24 hours of the (T1) trial for long-term memory test, the same rats were placed

20 in the same arena as they were placed in T1 trial, Choice phase (T2) rats were allowed to
explore the open field for 3 minutes in presence of one familiar object (a3)-and one novel object
(b) (Amber color glass botile,- 12 cm high and 5 cm in diameter). Familiar objects presented
similar textures, colors and sizes. During the Tt and T2 mial, explorations of each object
(defined as sniffing, licking, chewing or having moving vibrissae whilst directing the nose

25 towards the object at a distance of less than | cm) were recorded separately by stopwatch.
Sitting on an object was not regarded as exploratory activity, however, it was rarely observed.

" Tl is the total time spent exploring the familiar objects (al + a2).
T2 is the total time spent exploring the familiar object and novel object (a3 +b).

The object recognition fest was performed as described by Ennaceur, A., Delacour, 1.,

30 © 1988, A new one-trial test for neurobiological studies of memory in rats - Behavioral data,
Behav. Brain Re§‘, 31, 47-39.

Some representative compounds have shown positive effects indicating the increased
novel object recognition viz; increased exploration time with novel object and higher
discrimination index.

25



containing 2.5 granms total weight. Exanple 92: Topical Formnulation
Ingredients Gans Active ingredient 0.2-2 g Span 60 2 g Tween 60 2
g Mneral oil 59 Petrolatuml| o g Methyl paraben 0.15 g Propyl
paraben 0.05 g BHA (butyl ated hydroxy anisole) 0.01 g Water 100 nL
54 Al of the ingredients, except water, were conbined and heated to
about 60 Cwith stirring. A sufficientquantity of water at about 60
C was then added with vigorous stirring to emulsify the ingredients
and then wat er added s about 100 gramnms. Exanple 93; Object

Recogni ti on Ta%’%m%ﬂ‘éghes"“ﬂﬁﬁ“’“b"éﬁﬂf“t“i‘“éH‘d'&ﬂ‘ﬁ'é‘ﬁié gROPREOETY | es of
conmpounds of this Mnva¥ittar o weghez @8¢-35Praptamel wera SbedgRats Ywoxd @fen ofhidni mal
cogni tion:  t henjehbs 6ld phR€QGakibk0 Randp@Sk chbibee for 1 Mt Qch\ilySib @Idayk Bdisse

(230 280 gr arﬂé‘}le tQS Ba t@ﬁﬁa&g QA N‘the Jsbse on(cmrbéré)em@ estxlxé]ﬁ(tc!xﬂngt(ﬁl ﬂ%ftest

Nutrition, Hyderaba wer e used as experi ment ani mal s,

ani mal s wer® HBUSETTPlaced dphe Pigaion ARPheEI e lar s e e aS‘ﬁm'ﬂ?“%a?dood
deprivati on beberved wnisucddyfomaviing] syeasvingatdeheving behevidr frint6d ta 90 sty hout
t he experi nentafiaxiachg BBkHKAREEs. midutel Zridd DliHe Srup ddghitstalarakyseyglie, 0.1Al SO

the rats werg, hlptua@tamm&&edlt@% Vb q,u,aJ;s ace%@@mgrof ;wtaplg&ewhaa ahdre
absence of any o recei ved ve cle (I

T CK) or al |y At SRS HaT et g b pfie o R S RBth. of ¢ he
formul a (1)9eit herRreatel yApKing M. V.pfight éb-ohe Woollsy f Lt rtad feam! i ar
(TI) and choircgrofhrimadbloy T4, 471@5-The(BBB(ep@rJl OFRtrsonas BeaiFr G.8W@ndUt. i n a
50 x 50 x 50 GmRR&T. fal kel NTBEEH: AP 5. Okriti@Cibdkhal 6 Phdriacolbdl €1999, 126 (7),
famliarizatio on p]lg Ps] Tl), the rats were placed indivi duaIIy in the
open field for ¥ utes, in which two identical objects (plastic
bottles, 115 c"‘rﬁ"f’ﬂéf?jhf)"“%r?:‘a% em di aneter) covered in. yell ow masking
tape al oneli al andTha2jtenmsrerpposs tangwre df 4 drctiavpoohd B acéantetes 66 mevigh) 10
cm from the Waklgd nﬁéxatc@rpm?pé‘ hew Eﬁtergi Gt».rlaa,y( Fied whek wabr GOE 2bngt term

V\nglr‘ne)r %| ;gz& | :_ngetilonet ntgdeltng'a \({)“\?Bdec anglongeo c 53{0 Qra%k ammalalﬁ:'\e {c%agdg)%x they

expl ore the op¥orF king! £p el the we&r gfafe nVPrEss ﬁb‘ée T“ed’ﬁ erefoR i [9°ar
obj ect (a3) andagoae gmoved, woldj @odined constant for all rats. The black Perspex. used in the
20 construction of the maze and platform offered no intramaze cues to guide escape behavior. By

contrast, the training room offered several strong extramaze visual cues to aid the formation of
the spatial map necessary for escape learning. An antomated tracking System, [Videomot. 2
(5.51), TSE systems, Germany] was employed. This program analyzes video images acquired
via a digital camera and an image acquisition board that determined path'length,_ swim speed
25  and the number of entries and duration of swim time spent in each quadrant of the water maze.
Reference: (A) Yamada N., Hattoria A., Hayashi T., Nishikawa T., Fukuda H. et. Al,
Pharmacology, Biochem. And Behaviour, 2004, 78, 787-791. (B} Linder M. D_, Hodges D. B.,
Hogan I. B, Corsa J. A., etal., The Journal of Pharmacology and Experimental Therapeutics,
2003, 307 (2), 682-691.
30 Example 96: Passive avoidance Apparatus
Animals were trained in a single-trial, step through, light—dark passive avoidance
paradigm. The training apparatus consisted of a chamber 300 mm in fength, 260 mm wide, and
270 mm in height, constructed to established designs. The front and top were transparent,
allowing the experimenter to observe the behavior of the animal inside the apparatus. The

35  chamber was divided into two compartments, separated by a central shutter that contained a



(b) (Anber color glass bottle, 12 cmhigh and 5 cmin dianeter).

Fam |iar objects presented simlar textures, colors and sizes.
During the TI and T2 trial, explorations of each object (defined as
sniffing, |icking, chew ng or having noving vibrissae whil st
directing the nose 25 towards the object at a distance of |ess than
cm were recorded separately by stopwgfch. Sitting on an object was
not regarded as exploratory activity, however, it was rarely
observed. TI is the total tinme spent exploring the fam liar objects

(al + a2)_ T2.i§ oéel%ﬁ 5to ldeta!n&"% nﬁxpﬁ@tset@%s@ oQele3d ohﬂa%him%ép b @bl ect

and novel object: reco n|t on test petrfor med
as described By® ?ﬁﬂ@ﬁ‘@?ﬁ‘ m"?—’\“““ éf’b‘b‘ ffp and pont hiaine o BRE W IR S Re-tri al

test for neur Wo@w@mommm Ragsugsf 2ifhernor ‘y““il ppd gt ilumpaipdaiedecal  dat a,
Behav. Brain Ress dak3bmpadnlenb@nsis®O bie: il 116 S@Binal iib@sscospoundseday e
shown posi tsi v ,6f &gxetelsana t]ﬂ&@ ?gw aph PR hREERAEDuppRAVES mRRY ECdrid

00U 00 Vi AR 2FSileg 58! SLPLL DL W LIV LR SRl
Chewi ng/ Yawni W%t*?r@f@ﬁwwatpm@trw%y% oHTtE RS FPEYB RSO HR e
Wster rats wekgdighgaR@8udbQirgh dasingairecsieedof tRatial wenred giawentevehi cl e
i njections anslmalt@e@&‘e@ RutdirAGh v¥eda6d 3t the vhilag IR BaR0 I rsiRABDEr s for 1 hour
each day f](ar ﬁx I}{emp ef or e the test day, to habl litate themto the
observation chdiibers and téesting procedure. On the test 5 day, rats
were placéd in thérh’b‘ﬁfg EFipd P4t BriesEihe APty Bt g yrisariskins 2091%/389

adm ni st r at i opraasvdre uglh S@imzlesterclantsit UG lpgdratory Dirounpefpm thpgrperigeat- &p dlai ng,

and chewi ng beRamiBmg himQMalhid iy il Bid bas light bdnirmidhic dghQbpanabli Cl e
I nj ections. 69he31n£}'~§a§§a[x%f An%rmetai?;m&Q% %1( ?égtym Q'fa%é ﬁ.@itrdnpd? ihe chamber

Physosti gni_ne n| mal s.

Aver age nunb ef“ateB‘fy “S/%Etﬁhtge ‘g‘é‘tdi’aé’t’eé P‘(é’*éec%[?'f’a ("S'WEY U ﬁes?"“ésg &‘aﬁ%‘g Fﬁ‘f\?é‘ﬁ% nts
during the 30enrieq eekrkohsmrtyat inonespmple it ek ef Pt arded st9dRefer ence:
(A) King M VadminSle@i @hte sAimal. Animald\@d thedenlMed bo. theiradk @fes. Batween each

Neur o p harin aCQJmQ%Xessn%otQ)&v corép?mme’tltg %t%Qﬁmbér a'l:re ﬁ@aﬂéd%’ ren:love ngn%@ﬁ!ﬁn% on A
Boess F. G,

ne :
British Jour n%t 1Y C“ﬁh%mnlacﬁ, ly&mryf‘%’@“ WT?’@'H tgf)% LO“‘T?%T“T%"%Q?pg%xanpl e
95: Wt er NazesBinihly rm‘@&meﬁwé "t&’ﬁ??é‘ﬁ*&f‘lﬁ@beb%ﬁﬁ"sefosdt"éH‘E‘b‘F‘t‘“ﬁy €ertEul ar
pool (1.8 in oidamehaber, aterioh Nmdf 8fla jecondsonsdmplagtied i n bl ack Per spex

(TSB syst ens, Ger RBEke: FA) uitha W i Puch@t €1k B., Téfink AQREL:. 718082004, Oned
underneath a tﬁ]for neQrosecgnc\éIZSI(ﬁ Bﬁ{ﬂﬁ%r@ Ctonnclii K%KJ % m 3, EJ%%CJ-

perspex plat wat er  sur ace was pPlaced in
the centre of J"b‘ﬁ%"fd‘fe“’t"t‘t%m%d?% (’r’r?a?d?(’r?&?y quadrants, which remai ned
const ant f2ir Elampk 81: Bindihg@salp foa blkmaPeHI preseptorused i N the

Compounds can be tested according to the following the procedures.
Materials and Methods:
Receptor source: Human recombinent expressed in HEK293 eells
Radioligand : "H]LSD (60-80 Ci/mmol)
30 Final ligand concentration - [1.5 nM]
Non-specific determinant : Methiothepin mesylate - [0.1 pM]
Reference comt)ound : Methiothepin mesylate

Positive control : Methiothepin mesylate

35



20 construction of the maze and platformoffered no intramaze cues to
gui de escape behavi or.

sever al
spati al

system [ Vi deonot 2
program anal yzes video images acquired, via a digital

(5.

By

strong extramaze vi sual

51),

contrast,

i mage acqui sition board that det er ni néd pat h | engt h,

and the nunber of entries and duration of swimtine spent
quadrant_of { ReythehafBAe.
Ni shi kawa
20 6zicuo?s8vere7§r?ed -?g fl 50 (l%)

Hayashi T.,
And Behavi our,
Hogan J. B.
Experi nent al
Passive avqid
step through,

270 mmin hei ght,

90?1?0? VABP

appar at us con§T¥T%af8¥“§méﬂﬁnber 300 nun in length, 260 nin wide,
constructedfto established designs.

top were transparent,
behavi or of the ani mal

contained a 5

the front of the chanber.

6

small o

Reference

ek

passi ve avol

ance

(A) Yarmada N.

Phar nacol Bi ochem
SHEUEH T pheongnime F M B
@YIREGA Tor Aminutestat 3 °C, THF Frectirowsr marlinaod byPbpiet vimero Figggipn -
Ilh:ﬁgleﬁsﬂﬁutﬁlt&ss 1Radl(zQQ)3ﬁ traw onfode ,ﬁlte@ﬁ&s @Q&mnes Gha ELX@EFBJ & 96:
ﬁlr Q(;epéy &Qha%? 1n, Iétﬁ‘mst Jf Qéstnc%g

par adi

cﬁnﬂi(s? w_I_

the training roomoffered
cues to aid the formation of
map necessary for escape |learning. An autonmated tracking

TSE systens, Cermany] was enpl oyed. This
canera and an

SW m speed

Hattori a

ROkl |

e traini

The front

alrlowi_ag the experimenter to observe the

peni ng

. NG 2
I NS1 P

di vided into two conpart nmen

The smab,

[ppar at us.
‘rated Qy

The 35

tral

75 Am

chamber was

t he

25

in each

A,

al ,

ng
and

and

shutter that
hi gh set close to
t he conpartnents neasured 9

mmin width and contained a | ow power k| | um nation source. The
| ar ger conpartnment measured 210 mm i n~w“dt h. and was not il |l um nat ed.
The floor [of thijs darkj conparfnent consisted of a ¢ri Haddligab®
hori zontal |stajdllessgsteel gparps that perg, S b mpin dlbg,gﬁg‘%,aand
spaced 12.5 apart A jcurrent|generator supplied O %gothe grid
fl oor, which Wis |[scranb] ed once every|0.5 setonds a¢ ross f bar s
A resistancle range of [40-60 nmjcro ohfrs was tal cul ated #&#™4 contr ol
group of ratsiand the appaﬁatus was cpl idmat ed 1accord|nghy. An
el ectroni ¢ criputt—qetectpy—thepesistagme pf e animalsgensured an
accurate cuLLenL-dﬁiiverv by aut-opatt-c—-yar flnn of-the-yoltage with
change in rlesi'st anc 10 E&ber nment al edlre:' This wad™tarried out
as described ptevi odsly. Add& t| nalfe W sﬂéb rats wei ghi ng!200- 230
grans were |used. Anunals war e proeght|tard;hefTaboratory 1shour before
t he experi nentz—On—the—day—of tlgjn|1g(}gu||ui§ wete phaggdfati ng
the rear ofi_the Ilnhf clonpart nt _of ! i nas
started onde the lanifral| had conpl@tel fﬁ?nej td face th&Pront |of
the chanber|. 1% Lat éhcy toBentpr the dar®:chanbeér was retidfded
(usual ly < |201sedonds) landchav| ngrconpl efigl y| enter ed thsodark -
conpar t ment—ag;tesgapabtsefoptshockiofgf—75my—for=3-—gsggonds| was
admi ni sterdd_fo_tlhe anilmal .- Aninals were theh retur] i home
cages. Betweeﬁ]eachH H ci CH, 2 13.10

26 H H H CH; 1 1.90

30 H F H CH; I 5.44

31 H H H CH; 2 35.20

32 H Br H C,H; 2 7.55

33 H H Cl CH; 2 5.80

35 H F H CyHy 2 18.80

36 H H H pr 1 13.90




trai ning session, both conmpartnents of the chanber were cleaned to
remove any confounding ol factory cues. Recall of this inhibitory
stinmulus was eval uated 24 hours, 72 hours and on 7 day 20
post-training by returning the animal into the |ight chanber and
recording their latency to enter the dark chanmber, a criterion tine
of 300 seconds was enpl oyed. Reference. (A Call ahan P. M, 11th C
P., Rowe N. B., TehimA., Abst. 776.19. 82004 Soci ety for

neur osci ence 2004. (B)-Fox G B., Conceit A. W U., Mirphy K. J.,
Regan C. M, | J8urnhal Hof |N&ftecheni®¥try. P995] 652 6,] 279623799 25
Exanpl e 97; Bingi n% aexsa) T o hLmarH5 11" %8, rgcept or [Conpaeeeds can be
t est ed accor dirng—to—the—fottowng—the—procedures—Matertals—and
Met hods: Receptor saource: Human reconbi nant expressed in HEK293 cells
Radi ol i gand : 60-80. Fi n j gand concentration -
[ 1.5 nM Non- %p;ﬂcl}sﬂgo é’fs c%%’ﬁnmgat O&E%ﬁ?néenﬁr’énﬁ%n nmesylate- [0.1 rM
- Reference conmpound : ]Vlethirothegin nmesyl ate Positive control :

Met hi ot hepin nmesylate - -535 cubation conditions: Reactions
were carried out in 50 M TR H 7.4) containing 10 MMC 2, 0.5
mv EDTA for 60 m nutes at 3 reactiaon ermnated by. rapid
vacuum filtration onto gkass>ibet filter .\@pcti vity trapped
onto the filters was determned a ed t control values in
order to ascertain any interactions o gt—~gonpound(s) with the
cloned serdtonin 5-HT6 bi nd| ng site. Rp \

| O O‘ Ra Radl ol i gand
Exanple R $ Rz R3n—bindin ata—at—No——5-HI6, R ﬁoﬁé&ﬂdl{\ﬁdm‘g' M 10 H
HHCH3 1 2.75 ||HFHCH315.87
: Example R R R, R, Ry data at 5-HT, R (h)
No. ‘ % Inhibition of
specific binding at
160 nM
g T H F ‘H- H H ) 6].6?
9 H OCH, H H H 58.2
24 H F H CH; H 8§9.42
52 H OCH; H Pr' H 31.47
53 H F H | pf | H 66.86
54 H H H CH; CH: . 99.70
55 H OCH; H CyHs H 88.99
56 H OCH; H OCH; H 88.63
58 H F H OCH; | 'H §1.56
. 59 H | F H | C | H 89.79

Literature Reference: Monsma F. I. Ir, et al., Molecular Cloning and Expression of
Nove! Serotonin Receptor with High Affinity for Tricyelic Psychotropic Drugs. Mol
10 Pharmacol. (43): 320-327 (1993).
Example 98: 5-HT; functional assay cyclic AMP
The antagonist property of the compounds at the human 5-HTs receptors was
determined by testing their effect on cAMP accumulation in stably transfected HEK293 cells.

Binding of an agonist to the human 5-HT receptor will lead to an increase in adenyl cyclase



12 HBr HCH3 1 28.3 13 HOCH3 HCO-I'" 1 11.20 15 HHC CH3 3 1
1.57 16 H1-1 HCH3 2 1.86 17 HF HCH3 2 12.50 18 HBr H CH3 2
11.80 19 H--~ OCH3 HCH3 2 30.90 20 HOC2H3 HCH3 2 12.40 21 HH
ad CH 2 13.10 26 HHHCHs 1 1.90 30 HFHCHs 1 5.44 31 HHH
CH5 2 3520 32 HBr HCA2 7.55 3 HHO CH { 2580 35 HFH
C2HS 2 18.80 36 HH 11 Pr' 1 13.90 58,43 HOCH HPr' :2[-62.50
79 CIl HHCH3 2 13.60 Percent inhibition of specific binding at 100
aM concentrations &k R R O-{ /~~~z s \N 5 Ra Radioligand
bi ndi ng Exanpl etiRyRh cqpoyng thatRg anegerdst gill showHmgneRasg fip) cAMYoprodogienriad Bi t i on
of specific btoagbudihats alDQgorbwilBlokk the afdnbl effeci. t . . 61.67 9 H OCH, H
HH?S38.2 24 H F HHQE:!m SJﬁlgr%cc&g's wé%lol?ld %blﬂxggsseklin%@? cells. These cells
were plated in 6 well plates in DMEM/F12 media with 10% fetal calf serum (FCS) and 500
5 - pg/ml G418 and incubated at 37 °C in a COz incubator: The cells were allowed to grow to
about 70 % confluence before’ initiation of the experiment. On the day of the experiment, the
culﬁxrs media was removed and the cells were washed once with serum free medium (SFM).
Two mL of SFMHBMX media was added and incubated at 37 °C for 10 minutes. The media
were removed and fresh SFMHIBMX media convtainving various compounds and 1 puM
10 serotonin (as antagonist) were added to the appropriate wells and incubated for 30 minutes.
Following incubation, thé media were removed and the cells were washed once with 1 mL of
PBS (phosphate buffered saline). Each well was treated with 1 mL cold 95% ethanol and 5 uM
EDTA (2:1) at 4 °C for 1 hour. The cells were then scraped and transferred into Eppendorf
tubes. The tubes were centrifuged for 5 minutes at 4 °C and the supernatants were stored at 4
15 °C until assayed. . ‘
cAMP content was detennined'byiEIA" (eniyme-immunoassay) using the Amersham
Biowak cAMP EIA kit (Amersham RPN 225). The procedure used is as described for the kit.
Briefly, cAMP is determined by the competition between unlabeled cAMP and-a fixed quantity
of peroxidase-labelled cAMP for, the_binding sites on anti-cAMP antibody. The antibody is,
20  immobilized onto polystyrene microtitre wells precoated with a second antibody. The reaction
is started by adding 50 L, peroxidase-labeled cAMP to the sample (100 plL) pre-incubated
with the antiserum (100 mL) for 2 hours at 4 °C. Following 1 hour incubation at 4 °C, the
unbound ligand is separated by a simple washing procedure. Then an enzyme substrate,
trimethylbenzidine (1), is added and incubated at room temperature for 60 minutes. The
25  reaction is stopped by the addition of 100 mL 1.0 M sulphuric acid and the resultant color read
by a microtitre plate spectrophotometer at 450 nm within 30 minutes.
In the functional adenylyl cyclase assay, some of the compound of this invention was
found to be a competitive antagonist with good sclectivity over a number of other receptors
including other serotonin receptors such as 5-HT 4 and 5-HT5.
30  Example 99: Rodent Pharmacokinetic Study
Male wistar rats (230 — 280 grams) obtained from N. I. N. (National Institute of
Nutrition, Hyderabad, India) were used as an experimental animal.
Three to five animals were housed in each cage. Animals were kept on 20 % food

deprivation before one day and given water ad libitum throughout the experiment and
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320-327 (1993). Exanple 98: 5-11T6 functional assay cyclic AWMP The
ant agoni st property of the conpounds at the human S-HT6 receptors was
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until analysis. The concentrations of the NCE compound in plasma and Brain were determined
using LC-MS/MS method.

25 Schedule time points: Pre dose 0.25, 0.5, 1, 1.5, 2, 3,4, 6, 8, 10, 12 and 24 hours after
dosing (n=3). The NCE compounds were quantified in plasma and brain homogenate by
validated LC-MS/MS method using solid phase extraction techhique. NCE compounds were
quantified in the calibration range of 2-2000 ng/ml in plasma and brain homogenate. Study
samples were analyzed using calibration samples in the batch and quality control samples

30 spread across the batch.

Pharmacokinetic parameters Cmax, Tmax, AUCt, AUCinf, half life, volume of
distribution, clearance, mean residence time and thereby Cb/Cp, ratio of NCE in brain versus

plasma were calculated by non-compartmental model using software WinNonlin version 4.1.
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C. Following I hour incubation at 4 C, the wunbound ligand is
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8.004 ng/mL in dialysates.

On completion of the microdialysis experiments, the animals were sacrifi ced and their
brains were removed and stored in a 10% formalin solution. Each brain was sliced at 50 yt on a
cryostat (Leica) stained and examined microscopically to confirm probe p!aéement. Data from

30  animals with incorrect probe placement were discarded.

Microdialysis data were expressed as percent changes (Mean + S.E.M.) of baseline that
was defined as the average absolute value (in fM/10 pL) of the four samples before drug
administration. )

Effects of NCE (3 & 10 mg/kg) and Vehicle treatments were statistically evaluated by

15 one-way ANOVA followed by Dunnett’s multiple comparison tests. In all statistical measures,



mai ntained on a 12 hours light/dark cycle. Each group. of animals
recei ved NCE compound (3- 20 30 ng/Kg) orally or ip. At each

ti mepoint bl ood was coll ected by jugular vein. Aninmals wll be
sacrificed to collect the brain tissue and was honogeni zed. Plasm
and Brain was stored frozen at -20 C wuntil analysis. The
concentrations of the NCE conpound in pJasma and Brain were

determ ned wusing LC-MS/MS nethod. 25 Schedule tine points: Pre dose
0.25, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 10, 12 and 24 hours after dosing
(n=3). The NCE tonboracrensierrdesisejlnaritThe Grend PpdaPripnt micgrep saffribalyregaiupted the
honogenate by dsalidated LC- M5/ M5 net hod using solid phase extraction
techni que. NCE conpounds were quantified in the calibration range of
2-2000 ng/m in plasnma and brain honpbgenate: Study sanples were

anal yzed using calibration sanples in the batch and quality control
sanples 30 §pread across the batch. Pharnmacoki netic paranmeters Crax,
Tmax, AUCI, AUC nf, half life, volunme of distribution, clearance,
mean residence tinme and thereby Cb/Cp, ratio of NCE in brain versus
pl asma were cal cul ated by non-conpartnmental nodel using software
WnNonlin version U 61 Exanple 101: Rodent Brain Mcro dialysis
Study for possible nodulation of Neurotransmtters. Male Wsher rats
(230-280 gra%s) obtained fromN L N (National Institute of
Nutrition, Hyderabad, India) were used as an experinental animal. 5
G oup allocation Goup L Vehicle (Water; 5 niL /kg; p.o.), Goup 2:
NCE (3 ng/kg; p.b.), Goup 3: NCE (10 ng(kg; p.o.) Surgical
Procedure. Rats were anesthetized with clitoral hydrate and placed in
Stereotaxie frame. Guide caanula (CMA/12) was placed at Al': -5.2 mm
M.: +5.0 mmifelative frombregma and DV: -3.8 mmfromthe brain
surface according to the atlas of Paxinos and 10 Watson (1486). Wile
the animal was still anesthetized, a mcro dialysis probe (CVAt12, 4
mm PC) was inserted through the guide cannula and secured in place.
After surgery recovery period of 48 - 72 hours was naintai ned before
subjecting the animal for study. A day prior to study aninmals were
transferredad o hone cages for acclimatization and inplanted probe
was perfused overnight with a nodified R nger's solution conprised
of: 1.3 15 jiMCaCl2 (Sigm), 1.0 pMMA, (Sigm), 3.0 MKC
(Sigma), 147.0 pM Nad (Sigma), 1.0 plvf Na2HPoy. 71120 and 0.2 pM
NaHxPQGa. 2- 1420 and and 03 pM neostigmne bromde (Sigm) (pHto 7.2)
at arate of 0.2 pl/mnute set by a m eroinfusion punp (PicoPlus,
Harward). Op the day of experinment perfusion rate was changed to 1.2
pUm nutes and al | owed

30

35



for 3 hours stabilization. After stabilization period, four basals
were collected at 20 mnutes 20 intervals before dosing. D alysate
sanples were collected in glass vials using CM/ 170 refrigerated
fraction collector. Vehicle or NCE (3 ng/ kg or 10 tng/kg) was

adm ni stered by gavage after four fractions had been collected. The
perfusate was collected until 6 hours after adm nistration.

Acetyl choline concentrations in dialysate sanpl es were neasured by
LC- M5/ M5 (APL, 25 4000, MDS SClI EX) method. Acetylcholine is
quantified in tWedsad i brati on range of 0.250 to 8.004 ng/nL in

di al ysates. On conpletion of the microdialysis experinents, the

ani mal s were sacrificed and tﬂﬁ ‘brains were renoved and stored in
a 10% formalin solu Lon. %%c% rain was sliced at 50 p on a cryostat
(Lei ca) stained and exani ned cio co ly to confirm probe

pl acement. Data from 30 ani nmal’

M{EX%LEC rrect probe placenent were
di scarded. Mcrodi al ysis data were pre¥sed as percent changes (Mean
S.E.M) of baseline that was defined @ss Lnﬁ aver age absol ute val ue
(in fM10 pL) of the four sanples beforejdrug @&dm nistration.
Effects of -NCE (3 & 10 ng/ kg) and \Vehi reatnments were
statistically evaluated by 35 ond A foll owed by Dunnett's
mul ti pl e conparison tests. In all tcal nmeasures, 62 a p <
0. 05 was considered significant. ThefGaph Pad Prism program
statistically evaluated the dataf%5{z® 15 20 25 30 35 63 W
claim 1 A conpound of formula (1§ “R&p/ 0=s=0 (R )4 6-,1 R3-1 J Rz
/\

W

wherein R, represents hydrogen, hydroxyl, halogen, (C,-Cy)alkyl tﬁio, (C-Cylalkyl,
halo(C-Cs)alkyl, (Ci-Cs)alkoxy, halo(Cl—C;)a]koxy, cyclo(Cs-Celalkyl, cyclo(Cs-Cqlalkoxy or
cyclo alkyl (€5-Cq)alkoxy; . - V '
. R, Ry, R; and Ry may be same or different and each indépendently represent hydrogen,
10 - halogen, (Ci-C3)alkyl, halo(Ci-Cy)alkyl, (Ci-Cslalkoxy, hale (C,-Cs)alkoxy or eyclo alkyl (Cs-
Cs) atkoxy;
“n” represents 0 to 4; ‘
“p” represents 0 to 6;
“q” represénts 0to 4;
15 optionally R along with either R; or R; and the nitrogen atom may form
hetérocyclyl, which may be optionaily substituted by one or more substituents selected from
hydrogen, halogen, (C,-C5) alkyl, halo (C,-C3)alkyl,(C;-Cs)alkoxy or hélo(Ci-C3)alkoxy;

2. The compound according to claim [, wherein R, is hydrogen, hydroxyl, halogen, (C;-
20 Cyalkyl thio (C)-Cslalkyl, halo(Ci-Cyalky!, (Ci-Cylalkoxy, cyeclo alkyl {C;-Ce) alkoxy or
halo(C,-Cs)alkoxy;

3. The compound according to claim 1, wherein R; is hydrogen, halogen, (C)-Ca)alkyl,
halo(C,-Cy)alkyl, (C,-C;)alkoxy, cyclo alkyl (Cs5-Cs) alkoxy or halo (C;-C;}al}goxy;
25



R R 3 wherein R represents hydrogen, hydroxyl, hal ogen,

(C -C3)alkyl thin, (CG-Cl3)al kyl, halo(C-C3)alkyl, (C, -C3)al koxy,
hal o( C, - C3) al koxy, cycl o(C3-C6)al kyl, cycl o(C3-C6) al koxy or cycle
al kyl - (C3-C6) al koxy; R, KZ, R} and R4 may be sane or different and
each independently represent hydrogen, 10 - hal ogen, (C, -C3)alkyl,
hal b( C}- C3) al kyl, (C, -C3)al koxy, halo < C3)al koxy or cyclo al kyl
(C3- C6) al koxy; "n" represents 0 to 4; "p" represents 0 to 6; y
represents 0 to 4; t5 optionally R along with either R2 or R3 and the
nitrogen atom rr&yTM§ crmoutiegerding (c Figin, 1, wivie@Rs sy drbpen, bdsbo (G1CH yalkyl,
substituted by HaRE,-OHalkiDCEC IS dyEIRily K CSS) BGtyRbhallopOPanbydr ogen,

hal ogen, (Cl1-C3) a| kyI haI o (g-C3)al kyl d(C 3) a: koxyI or R
hal o( C, - C3) al ko conpo accor ing to claim erein

is m(/dr oge)n hy%(l?/é‘?( °‘1‘“"°“r’1‘ FEge °(C% Lygerenial v?W°g‘f“hPab°8€(“dC' E3pltky! |

hal o( C, - C3) af kyloCf éla“‘@ (FaFSP?&R’? YRy Celfshelfry PQ2I0&) Cialkdeoxy - or _
hal o( C, - C3) al koxy; I The conpound according to claiml, wherein R is
hydrogen, hal Og@ﬂ“he ouQi lc,@lr&kx)é tg-claxmhlal %@n‘f@)h%r(}é%l halo egm: (c@é %k%OXy,

cydo al kyl

c)c/)rrpoundyaccor ?g h‘g‘r (gi grffaﬂmxy\/\ﬁdo aﬁ?’r{g%)a k%"yﬁ h&’f’%g(é’??"“”ﬁal ogen
(C1-C3) al kyl, haI o(C, -C3)al kyl, (Ct-C3)al koxy, cyclo al kyl (C3-C6)
al koxy or hallQ)( CL TIE3yrardokod xopqrdidy to a'ahuei @RERIOHRThd &GCHY ghiup@ndisGngokai m 1,
wherein R4 is hyd[[@gﬁm—dlh@klyﬁgﬂ@eﬂlo({)@genmul@lyK-Yﬂ{-mdolé hal o(C, - G3) al kyl,

(Ct CS) al kOXy’ CySQJJ groar g‘%&N-(ixmeth z)‘[)mo V\i};oxR/))%nzenﬁulPonyI}le{gﬁdolcs) al kOXy’ 6.

The conpound. accordi cl ai n, hal ogen,
(C,-C) alkyl, nd ' Afelpylamiporthodeageresyifany -4, g al kyl (C3-Cs)
al koxy or hal o( CS-%BQI)JdHR@W*dm&@y Fminphreren poundatdbiding to claim 1,
whi ch is selsect ed-Hun@m 3 Re NGt ParGRHEbEY)i bBGen@fitonyi Lxlidore; ( N,

N-di met hyl am no qt[?%ﬂb&ﬁﬂ%ﬂ@%ﬂoﬁy? E@Q&gejvjlfon 1- —mgh)onyH indole;

5-Fluoro-1-[3' - am no
benzenesul fonyl) I[%l ‘1"‘“’5‘/1 ‘B‘F)d)e‘ﬁﬁ‘”f‘ oL IORE di et hy! ani no
et hoxy) benzenes GiFF“efﬁWfi ﬂer‘thﬂn'd@ilde%‘-yf oBy) Fnerorsefobyl{1BindgIdIN- di met hy | ani no
propoxy) benzeneswidhoyi} -(1-hbtypdeddr;a-yl&y) benzenesulfonyl}- 1H-indole;
5- Brono- | - [ﬁ) ( NN[HMEE&IBY{}W@&Q@MQ&Q )oenzenesulfonyl]—].H«mdole
benzenesul f Onyl ] jF?‘ ro-1 lfj !E)’I -3 -(t\l d3me{hN no e@o ngbenzgnesummyl?ll{-mdole
pr opoxy) i i anzenes 6 ;[7] VTS
Bromo-1-[4’ methyl-3 -(N, N dlmcthylammo ethoxy) benzencsulfonyl] 1H-indole;
1-{4’-Methyl-3’-(N,N-dimethylamino ethoxy) benzenesulfonyl]-5-methoxy-1H-indole;
5-Ethoxy-1-[4’-methyl-3’-(N,N-dimethylamino ethoxy) benzenesulfonyl]-1H-indole;
25 6-Chloro-1-[4’-methyi-3’-(N,N-dimethylamino ethoxy) berizenesﬁlfonyl}- {H-indole;
1-[4°-Methyl-3’-(N,N-dimethylamino propoxy) benzenesulfonyl}-1H-indole; _
5-Fluoro-1-{4°-Methyl-3°-(N,N-dimethylamino propoxy) benzenesulfonyi]-1 H-indole;
5-Bromo-1-[4’-Methyl-3’-(N,N-dimethylamino propoxy) benienesulfonyl]—l H-indole;
1-[4’-Methyl-3’-(N,N-dimethylamino propoxy) benzenesulfonyl}-5-methoxy-1H-indole;
30 5-Ethoxy-1-{4’-methyl-3’~(N,N-dimethylamino propoxy) benzenesulfonyl}-1H-indole;
6-Chloro-1-[4’-methy}-3’~-(N,N-dimethylamino propoxy) benzenesulfonyl]-1 H-indole;
6-Chloro-1-[4’-methyl-3°-(]-methyl piperidin-4-yl oxy) benzenesulfonyt]-1H-indole;
t-{4’-Methyl-3’-(1-methy! piperidin-4-yl oxy) benzenesulfonyl]- 1 H-indole;
5;F luoro-1-(4’-methyl-3’-(1-methyl piperidin-4-yl oxy) benzenesulfony!)-1H-indole
35 hydrochloride;



1-[ 3" - (1- Met hyl pi peridi n4-yl oxy) benzenesul fonyl]-1 Hindole;
5-Fluoro- 1-[3'{l.-ntthyl pi peridin4-yl oxy)

benzenesul fonyl]-1Hindole; 5-Mhoxy.-.1-[3 -(1-nethyl piperidin-4-yl
oxy) benzenesul fonyl|-134-indole; 20

1-[4' - Met hyl - 3" - NN-di net hyl am no et hoxy) benzenesul fonyl]-1H-indol e;
5-Fluoro-t-[4'-methyl -3' - (N, N-di t net hyt,am no et hoxy)

benzenesul fonyl ] -1 H-i ndoI e; .

5-Brono-t-[4'-nethyl-3"-(N, N-di met hyl am no effi oxy)

benzenesul f onyl ] -4CHarg- lriddiwé’,‘ﬂ-3 -{1-me Zt‘y’—PIWﬂhy‘iylW)%Wﬂwlﬁpﬁiéﬁﬁwﬂam no

et hoxy) benzenesui-fremyl-i’ {rﬁNmtlnmﬁyno by vet@dn@iilfonyl}-1H-indole;

S- Et hoxy-1-[4" - n'ei}fﬁgm 1%4’661% N%Iet!ﬂ%ln%ﬂﬂ&yﬁwa&&m}myﬂ 1H-indole;

benzenesulfonyl]

6- Chl or o- ] [ 4 - e t thy Rll_ma : )Haértuﬁ etf]ox#i benzencstxlﬁ) O%JyS methoxy-1H-indole;
benzenesul f ohyl ) ‘W‘l—"i’"n‘dé 3N, N’FH“ A §foxg! be“fel‘{FstOt’:ﬁ‘]ﬂﬁt"f‘?W sam no.
propoxy) benzenesikfrogyd N ,11 dirlethy¥ahtrlo @thoxy) benzenesulfonyl]-5-fluoro-1H-indole;

5- Fl uor 0-1- (4" - Vet ey 33 - MaMe i idvBilo By horsT badRndd SR PMM ndole;
benzenesul fonyl ] -1,

mo thyl N-dimgthylamino ropoxy benzenesylfonyl}-1H-indole;
ge E; (Ca) gs :.I| 1[ gny :Viat rl}xkﬁgﬁ'&fcg%ﬁmg;‘ﬂafgﬁ gi‘l\’)lé’i‘ﬁ ?ﬂ“"?ﬁ“‘f?‘m g ﬁ‘j"’a‘i"ﬁjé? AdPfeani no
propoxy) be#¥ cnesitit fEteld [N Sdimetuitrony piopok) banbedsubfony B-methoxy-1H-indole;
5- Et hoxy-]-[4' mt[kl)}jthy@} o Mimekhyaatind Yo R Bedze R H-¥ Huoro-1H-indole;
benzeuesul f Onyl ] f% §0B9811 ?J(N NQﬁ&bl%nQo ethoxy) enzencsulfonyl] 1H- Tu}ole
31

1-[4' - met hyl - ﬁ% m nO_ propoxy) benzenesu

Hindole; 6- ChI o1 T"p’t’% et hfmetylamng ey ?/ﬁ““fffs“bf&’}y H af"ﬁ‘h%y ?lf"“?%%y)
benzenesul f onyl | -1Hidolindol e;  1-[4' - Met hyl - 3' - ( 1- net hyl

pi peri di n-4iy1l oxy)-beigEnesdhdionyihd-2- wroﬂybx'y)nﬁaénesplfonyl] 1H-indole;

5-Fl uoro-1- ( 4" - nqt[b}ﬂoprg’p 1':( %TJ%EJ&QM&MP! %B)ly%e&exésu}ﬂnyl?ﬁl)ldole

Eegﬁle(r‘;rezu: f Fzyl I)TE'E[IF'I Iiopr%pypi(% II:rIedtrﬁR%a ino et éx?xy{})enzenﬁsul%nyllf me)thyl~1H -indole;
bebzenesul f onyl | -t peRsHENN-gimpt “’JnE‘P h’yﬂmﬂb@feﬁﬂlfmyﬂéﬂﬁ%‘éﬂi% et hoxy)
ben7enesul fo ny | ] -1H&FAsbpropyPEN-dimbthyBiirdirethdky)[béhzen@ifaysli]-53tethoxdi 1 H-indole;

N-di et hyl am no at[h%wpybﬁmﬁ%&wlam Ylogoxy) blnbeREBb&i]-5-Methoxy- 1 H-indole;

] [ 4' - Et hyl ( N gbl' [so?r?ﬂ%; 3haY2 {Tethﬁlamlro epropgxybenzenesulfon) 11-5-Methoxy-1H-indole;

benzenesulfonyl
6- Chl or o- | -t 4" =Et' A ery NN-dr By %‘?"f‘i’f”ﬁbbe‘é"f’ﬁ%ﬁ‘ﬂ?)ﬂ] -S-methoxy-1H-indole;
benzenesul f onyl | -11#Hsomeloh3{N,N-Bimpthylamfsp pipdxy) 3enzehdsifduydli Srieeri {H-anlen o
et hoxy) benzenesulid enyblrbaf, ILIJdiQnEtﬁMaJnliﬂ'o prdQ)) Bsnzenesulfonyl]-5-fluoro-1H-indole;
1- [ 4' -k hyl 253 ( Nibﬁs@n‘%@i 3h-Y2| c@r&gthplgmlpg ppdg%mnzenesulfonyl] 5-fluoro- lH indole;

benzenesul f onyl ] .
5- Brono- | - [ 4' - Et HyT “3‘”“’9(‘1\? Redmenyr Areass) BropaRyy!-s-fuoro-1H-ndole;
benzenesaf f onyl | -HiHsomeryte N .N-gimptiaylamnp [gih¢xy)3enzénesppngfi-hiotryp g ingt-
pr opoxy) benzenesrublé onyl]-6-chloro-11-indole; 10

1-[4' -Ethyl - M%h QL'O Mh@@h;ﬂx&hﬁkﬂ@‘a%a&y) benzenesulfonyl]-5-fluoro-3-methyl-1H-
benzenesul f&nyl ] met hoxy-1 H-i ndol

]-[4" -Ethyl=3" - (NREdi net hyl ani no propox

benzenesul f onyl ] S5 Hefpyg - ‘SIWWHQ‘GF@“‘Y‘ PIP“["EI!“‘—‘/I FOFPEPsriony I piNpdole;
N-di met hyl am no étfhoxyJ4 -Benwerned ulchp piydrifiia-d-oky) takegsulfonyl]-1H-indole;
1-[4" -1 sopropy!l - 3:mel,i-(NutdiniBL O YA BRiaieh DX benzenesulfonyl}-1 Heindole;
benzenesul f Onyl ] _5-§/76 ho}yn-cf%)ét_h)%:} r:r(q-tmbzx)lll pxpe]r'}dl_lj;yh 91%9)!) ?e’nzenesulfonyl] 1H-indole;



15 1-[4' -isopropyl -3"-(1-di net hyl am no- 2- Propyoxy) benzenesul fonyl]-1
Hindole; 1-[4'-1sopropyl-3"-(2-dinethylam no-1-propoxy)

benzenesul fonyl]-]1%$-indole; ]-[4"-Isopropyl-3"-(N, N-dinethylam no
et hoxy) benzenesul fonyl]-3-nethyl -1Hindol e;

]-[4" -1sopropyl-3"-(N, N-di net hyl am no propoxy)

benzenesul fonyl ] - 3 met hyl -1 Hi ndol e,

1-[4' -1sopropyl-3"-(N, N-d| met hyI anm no et hoxy)

Ib_eFZeE]Iezg:DI 82;: ] %Il% Ymel gmdgnﬁigll fog ben)z;c—‘)nesulfonyl] 1H-indole

benzenesul fonyl ] - ‘B’ dipaoril xy 114 i ndol e; .

| -[4' -isopropyl - 3-MiRxyi- H’exndqy*yaih{ln@thgimmpgmyyl oxy) benzenesulfonyl}-1H-indole;
benzenesul f onyl ] - Senet i @xemddstsi- Rk pipdridin -4 oxyh SRREAMSyH H-imadtd; - d

' {"jt h?/s'oaf‘owl 2- P R%l@ C%Qé%?‘%%&h 1&9&%41 1% ﬂz%ki&%ﬁ’fonylh ihbddol e; |
benzene Sgl f g%yl ] lfoi‘ol}d?e&yl II-[4 [il“.e[hﬁﬁ 8|—@ -methyl p:pendm—zl -yl oxy) benzenesu}fonyl] 1H-
1-[4' -1 sopropy[ - 3rdoksN, N- di net hyl ani no propoxy)

benzenesul f onyl ] ﬁuémowmh&ﬂmndﬁlo@ -3°2Bmdthyl plperidin-4 -yl oxy) benzenesulfonyl]-

-[4'-1sopropyl - m(“%-ogl met hyI am no pr opoxy)
benzenesul f opyl | (I uor o- |

opro - di et hyl
ar ni no- 2- prg(goxy)é%‘ ﬁ“le[ﬁé’éeﬁ’f"fyar%%"]emg p‘F’T"l%‘ 5”?‘”%’- ‘ﬂeﬂ‘gﬁx'gu fiors,
| -[4' -1sopropyl - @I—B_r«(npq IN¢ dqeﬁwﬁﬂlgmhﬁgzp@pxwgﬂgy) benzenesulfonyl] 1H-indole;
benzenesul f onyl ] -3Srénboseflugro-B{aratmy)-3°«(1-dbthyl pigkaiies-yi exfy A benteG@brPyll- 3' -
N, N- di met hyl am nq,4gg.0poxy) benzenesul fonyl]-5-fl uoro- 3 met hy] -lH 30
i ndol e; 5- Met hoxy- th pi per n- 4- y)
benzenesul f onyl | - il %"‘LOASJ]“T’“)?B‘ gﬁj’é% Lf‘(’)‘r’ené"f ﬁ ‘X opr}%’f)ze 2 ‘myliu}/m Oﬁ
pi peri di n- 41y oW‘)mcb‘é‘ﬁ‘Eenesul fonyl]-1 Hi ndoI e;
3- Met hyl -1 - [ 4" - metiglo-134 -ehi13 Npibdnigin-4 191 08 béngbhqgul@ayi1H @4ty hydrochloride;
benzenesul f onyl ] -3larddholsdeb- e[a -t VR RQHS/V pqlerl(hr[ Ay - %iyb]ytehz%nesuﬁﬂmyﬂ et hyl
pi peridin-4-yl oxy) benzenesul fonyl]-1 H-| ndoI e; 66
5- Met boxy-1-[4' - - et Rox (3 peridi n-4-yl oxy)
benzenesul f onyl | 6[*31—9”!%&‘61‘3@“ hS}d’F’BEHIF"'d‘F’i“ 3‘%" oxy) beienesulfony]-1H-indole
5- Met hoxy- 120 4' - et ¥duiya -G -mefhglpiperidmyfly! ppewingilfonydl- itindolgy )
benzenesul f onyl | -sMdticton d0leyi-3’ -Qnfeihil @h&idih 4y bxy) BRthoXpnyd-1H{bole7et hyl
pl perl di n-4- yl O%ﬁ)uo&@@@%ﬁﬁ%”&l t‘thWL]JenJ]HZ k'lr(lgg){)eﬁzeneiifonyl} 1H-indole;

5-Fl uoro-1-[4'chlcro- Pl
benzenesul 6ny| ] fﬁ:l_lulorﬁao e ):IIH -4 1so|}1/*opyl methgpzpendm Xyl ox?ygy enzenesulfonyl]-1H-

5- Fl uor o- 3- et hylindd&[ 4' - met hoxy- 3' - (1- et hyl pi peridi n-4-yl oxy)
benzenesul fonyl | -SiHbmoi1 A€ Gdo@opyl-3°-(1-methyl piperidin-4-y! oxy) benzenesulfonyl}-1H-indole;

S- Met hoxy - 3- et hxélsrdmo[144 'dhl%r@@r @métlhy; ,lpenﬁ,h n%kﬁyémpes@@xynsihrhdé}e yl oxy)
benzenesul f Onyl ] § Bxgrl 9 cﬁém a’f(l -Thet que[_é) }H Tyébenzenesu?ferl] %H mg:ll' et hyl

pi peridin-4-yl ox enesu
5- Brono- 1 -[4' - net ERAME R DU W‘F‘Y‘ plpfﬁélr om0 Bengppesgiggyfl-1H-indole;
benzenesul f onyl | 6Lhkekeilfitiol-@ethyl piperidin-4-yl oxy) benzenesulfonyl]-1H-indole;
3- Br ono- 5- fjguor oslenbd 1 1Meiihex X pigridik-dy1 38Bh Bdenc RO GlinMsiciydbehiOng:)
benzenesul f o ny | ] _4-:]Clt_1‘-oro-i1 -rﬂfg—gfleﬁj.ll-i'u’—(N,N-dimethylamino propoxy) benzenesulfonyl]-1H-indole;

5-Methoxy-1-[ 3’-(N,N-dimethylamino ethoxy) benzenesulfonyl_}1H~indole;

1-3 ’—(N,N—dirﬁethylamino propoxy) benzenesulfonyl}- 1 H-indole;

1-[4’-Isopropyl-3 ’-(N ,N-dimethylamino propoxy) benzenesulfonylj-1H-indole;

- 35 5-Chloro-1-[4’-chloro-3’-(1-methyl piperidin-4-yl oxy) benzenesulfonyl}-1H-indole;



3-Brono-5-fluoro-17[4' -ethyl - 3" - (pi peridi n-4-yl oxy)

benzenesul fony]]-1Hindole 15 hydrochloride.,
5-Fluoro-1-[4'-ethyl-3"{piperidin-4-yl oxy)

benzenesul fonyl]-11-indol e hydrochl ori de;
3-BronD-5-fIuoro-l-[4'-ethyl-3'-(|-nethy| pi peridin-4-yl oxy)
benzenesulfonyl]-lk# indole -- -

6-Brono-1-[4'-ethyl - (I-nethyl plper|d|n4 yl oxy

gleszl‘epgls::l” f403|y| ] Jh%grﬁ—glé -’me U){q ]p% rxle yl%%ﬁ?(enzene&xl%élj-% tp&lr-}meﬂlyl-ll—l—
6- Chl oro-1-[4' - et 9 - (1- net hyl plperldln 4-yl oxy)
benzenesulfonyl]JI+&ﬂW@bU@mmﬂ59@#@mﬁﬁLbw?4kmeﬁm§hﬂ8%mpm3wewﬁyﬂi
pi peri di n-4-yl oXppe:benzenesul fonyl ]-1-Hindole; -

benzenesu fonyl | P g A T Y P T opyl -3 (1 et hy!
pi peridi n-4-yl oxy) benzenesul fonyl]-IHindole;

5-Bronp-]-[4' - & erpwssdor-tie rrapusttiey pf cppswsrdjof fopmulp-()|as gpfiggl in claim 1, which
benzenesul f ony kdmptidek, ici@tng s compouddif taaelsd - [ 4' - chl or o- 3" - (I - net hyl
pi peridin-4-yl oxy) benzenesul fonyl]-]Hindole;

5-Bronn-|-[4'-ethyl-3'#(1-nethyl piperi i n- 41%I oxy)
benzenesul fonyl ] - 1H i ndol €; - QEO | - -\\I"- met hyl pi peri din-4-yl

oXxy) benzenesulfonyl]-llI-|ndole

6-Chl oro-1-[4"-chl oro-3' -(piperidin- 4E?f¢t;§) benzenesul fonyl ] -1
H i ndol e hydrochloride; 4-Chloro-I-[4"-Ms=ayo 3' - (N, N-di net hyl am no

propoxy) benzenesul fonyl]-1 | i-indole; 5-Mthoxy-1-1.
- (NN- di et hyl am no et hoxy) benzenesgaé)m | Hindole;,
I -[3" - (N, N-di met hyl am no propoxy) ben esul fonyl ] -1 H-|ndole;

| -[4'-1sopropyl-3"-(N, N-di net hyl am ne pJ8po%xy) benzenesul fonyl]-1
Hindole;, 35 5-Ch|oro-|-[4'-chIoro-S'-(I-nethyI pi peri di n-4-yl oxy)
benzenesulflgnyl] 1 Hindole; 67 1- [4' Chl ofb- 3' - (1- net hyl

pi peti di n-4-yl oXy benzenesul f on nethoxX -met hy| -1 H i ndol e;
1- [ 4' =Et hyI 3 W(ﬂ'i thﬁlye'tlveﬁ,luﬁwlmaﬁa% &seyll prebeﬂ ert solvent at ambient temperature

benzenesulforlVWPE@a@mawmbf@mwﬁﬂhVWﬂQFﬂ“ﬂﬁéwﬁéme§d§®§W@ﬁ¥mﬂsoner
tbereof, and a salt thereof. 8. A process for the preparation of

conpound of f Ob iyl aoc@s)as caﬁnegﬁ lamle@dwi.eamc‘smag@ idlseled inGH otgm;b&%,
contacting 2% €9 qpogwarbonateané)soﬁmhydn a) R ~ 10 ~p {1 ~L O=5=0 HO

10. The process as claimed in -c!ain} 8, wherein said inert solvent is selected from .
tetrahydrofuran, toluene, ethyl acetate, water, dimethylformamide, dimethyl sulfoxide and
dimethyl ether

25
11. A process for the-preparation of compound of formula (I} as defined in claim 1, further
comprising
1. converting a compound of the formula ([} into another compound of the formula (I)
2.removing any protecting groups; or

30 3. forming a pharmaceutically acceptablie salt, solvate or a prodrug thereof.



(a) 15 with am ne derivatives, using a suitable base in presence of
inert solvent at anbient tenperature to obtain a conpound of formula
(I'). Wherein all substitutents are as defined in claiml _ 9. The
process as claimed in claim8, wherein said base is selected from

pot assi um car bonate, 20 sodi um bi carbonate and sodi um hydride. 10.
The process as clained in claim8, whegein said inert solvent is

sel ected from tetrahydrofuran, toluene, ethyl acetate, water,

di met hyl f or mam de, di net hyl sul foxi de and dinethyl ether 25 13. A
process for thé* ﬁr"é‘ﬁ%ﬁ‘rf‘é{t‘ﬂe(‘ﬁm&fu b tipdt Aldhe s BT YRR S&‘e(“i‘)"“‘eé? BEFiHed in
claim1, furt héythe EdTpcers:, g phtiew drmedtererigvhgh eopmperrrdidief to tfieattornul a
(1) into anot hekrafeQiagg biekivodmolufd 6 ak@phiah & fdrhula (1) & defin@{0H QY brid Gr Bl 1
protecting groyps; or 30 3.form ng a pharnmaceutically acceptable
salt, solvate or a prudrug thereof. 68 12. A nmethod for the
treatment of a disorder of the central nervous systemrelated to or
affected by t kb TEnehfBacpadingyit daim 1%, whegeingilgtspieditordpris yeeq dsdsdsr, egftywhi ch
conpri ses provVigiddga dognitbadiGrdpat 4 RbdegnerstiR@sapeut i cal-ly effective
amount of .a conmpound of fornula (1) as defined in any one of clains t
to?.' 5 13, Th t hod accordin cl a ei

di sorder is a nbtor i srydpe t°:§%'§3‘i lgt m’ﬁ%cﬁ?‘%%‘?‘“‘m N écgeﬁf dh€ ™e g’"ﬂ)ipsor der
or a neur od¥gerrerigig of eftegtios é?ﬁellé‘fﬂsordir4°b5°$ﬁewf?9‘t‘$¥6d’s‘a@é ottifraivy o deeai m
13, wherein t hecddaiochictkins @itken; sthopehieat &predisom a group 10 consi sting
of attention deficit disorder' obsessive conpulsive di sorder;
\gnzjhg;g\rl\glssr {)ﬁ@ %&cugﬁﬁﬁd qioco lﬁ%) (5’ %c"é ;[rémn c sal él&);['dlchS Alz§ Cgch sé? sr’gg% ﬁgl a
sai d di sorder P%h%W?H@?ﬁé*mswﬂwségsﬁwﬁwpark|nson s di sease,

Schi zophr enisa and Depression 15 16. The-nethod according to claim 12,

wherein the sa'raminsmmecrordinsmatmtnemt“ihaan @lehi akddeti SR Wisor@PSESSI Ve

conmpul sive disgrder. 17 . The nethod according to claim12, wherein

the said disorder I's stroke or head trauma. 20 18. The rrethod

accordi ng to claim12, wherein the said disorder is eating disor der
or obesit y. 17. The method according to claim 12, wherein the said disorder is stroke or head trauma.

20

18. The method according to claim 12, wherein the said disorder is eating disorder or obesity.

19. A pharmaceutical composition comprising compound as defined in claim 1 and
pharmaceutically

25 acceptable carrier.
20. A compound of formula (), as defined in any one of claims | to 7 for use as a medicament.

21. Use of compound of formula (I}, as defined in any one of claims 1 to 7 in the manufacture
30 ofa

medicament for the treatment of a disorder of the central nervous system related to or affected

by the

5-HTg¢ receptor.



19. A pharmaceutical conposition conprising conpound as defined in
claiml and pharmaceutically 25 acceptable carrier. 20. A conpound
of fornmula (1), as defined in any one of clains | to 7 for use as a
medi canent. 21. Use of conpound of formula (1), as defined in any
one of clainms | to 7 in the manufacture 30 of a nedicanent for the
treatnent of a disorder of the central ¢nervous systemrelated to or
affected by the 5-FIT6 receptor. 69 22. A nethod for testing

ant agoni st s anq ant%%?ﬁi‘stsvvvithsel edcti Vit ,forl t he 5-HI6 _receptor
conpri si ng adni‘fi'SFEFF i T8¢ BWMBSER A IoPers Wit EHE & e rviTngeedi d
ani mal ' s r espongessigrrduinigesing ardneyrdefichin lexsp ehasdns stidaninesht epprseamidnal s;
and adm ni st er icoifpaii BB resEAREP O USHHE afifnaldl fld BEMBteridOkheAtbbybuddOof Sikh@hva
experiment al  anifB Ssaid EFerinkl@f afdharsCOMPoOUNd of formula (1) according to
claiml1, for. prevention or treatnment of CNS disorder, eating

di sorder, gastrointestinal disorder, hematol ogical disorder, pain

di sease, respitt-d0Y foraped iz Brirpgirg e SriBdi erarevafiasr raent of CNS

car di ovascul ar ddéc®e xsi@s aiokdg.aneeintestidd) diddkder, Aemmdidzod dbrdérs pat dimmt, f or
prevention or tdgabd8ithse bt SREEL bardi&Abddn@scslh S0 EARE |

gastroi ntestinal disorder, hematol ogi cal disorder, pain disease,
respiratory di sease, genito- urclogical disorder, cardiovascul ar

di sease and'%carter mﬂ%‘%rﬁ’@”f‘*ﬁ’ﬁ“‘éﬁ’n‘ﬁﬁﬂﬁﬂ’ B eihefl @Sy igstairgdfstifed i n

claim1l. 15 2@astrdfestind(Qdisor@és, hematological disorder, pain disease, respiratory disease, genito-
urological disorder, cardiovascular disease and cancer using the compound of formula (I) as

defined in claim 1.
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