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Taken together, the above studies strongly suggest that compounds which are 5-HTe
receptor modulators, i.e. ligands, may be useful for therapeutic indications including, the
treatment of diseases associated with a deficit in merhory, cognition and learning such as
Alzheimer's and attention deficit disorder; the treatment of personality disorders such as

35 schizophrenia; the treatment of behavioral disorders, e.g. anxiety, depression and obsessive
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Neurosci. (Nov 10-15), Abstra&ct 266.6, 2001; Sl assi,
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LY-483518 [Filla, S.A et al. (2002) Preparation of
benzenesul fonic acid indol -5-yl esters as antagonists

first 5-HT6 receptor antagonist to enter Phase |
clinical devel opnent, has been di scontinued (probably
because of | ow penetration of the bl ood-brain

barrier). In addition, the selective 5-HT receptor

ant agoni st SB-271046 is inactive in animal tests
related to either positive or negative synptqons o

s BHF Desp Hisedotpdy thenogepsies toge 2 paed for compoyngsthatigseuselyl for B*Pd"ﬂaﬁ@g
55HTE Jugeisipdlyrit Mttﬂgofcbmﬁit that SBindd1kdX4 Girylsulph@amid® onspoah@é sf
f g({am% g% EeQrF)Hsrtlgtgl h?ir]]%rﬁqgkeptor Pugl?efﬂereggh i#\s an70]OJect of this

nt er na al a ent | catt ons
ZGU%IF‘%'B(PE’@%FO‘“W"E Othich g arsefyl apfherapgpicoagents leﬂsslgﬂmsmt pfa

- aRdlieWVor 2RRdHDA B3 et B sofdislor disfdeq Affdltcl By (BUINMHT, tebdp@r.

Sﬁ%@@% describe the related prior art.
27081, WO 99/ 02502, WD 99/37623, WO

99/ 42458 Praseek INENtYN feliges gioyeh pningplkexypndey fengmidp spmpounds, of the
Smrﬁnhi(h) Elﬁlr B&ﬁiﬁﬂi\@mtﬁgh Giereblbconfets Oh@r pham@EtduB&ilPhcedplayle salts and
Ul{ r%l acce glecom()ltlonscoeta%l% ounds as 5-HT receptor
aﬂa%rg‘; ¥ ﬁ’d"are cfalrreai &"useful in the

treat ment of vari ous s. Wile some 5-HT
nodul at or shave been iih re continues to be a
need for conpounds t hat (lf&e/alyehul for nodul ating
5-HT6. Surprisingly, it has beerh found t hat

am noal koxy aryl sul phonani de %ofpotinds af formula (1)
denonstrate very high 5-HTg recgptor affinity.
Therefore, it is an objec¢t,of iy invention to

provi de conmpounds, whi ch((%eaqé— | as therapeutic
agents in the treatnent of g/ rety of central
nervous system di sorders orf di sorders affected by the
5-HT6 receptor. Sunmary ReffHthe. | nventi on The present

i nvention relates to noget—|afrrnoal koxy aryl sul f onam de
conpounds, of the formula {\), their derivatives,

their stereoisoners, theif¥ pl‘?ar maceuti cal |y acceptabl e
salts and phar maceuti cally acceptabl e conposi tions

cont i g 1 n@ﬂ;@s}é)ﬁeﬁ)@}ogenRhydfﬁﬂir ﬁf«%@& TCLUMQORR, (Cy.Copaky,
| O

d hal
PP e 2o o Ak ot B o
cy}@lo@@ﬂ(&-@ﬁalmxk;yl cycl o(C3-C6) al koxy or cyclo al kyl

(&3-C R) Rakb%k m be%gme 5 dﬁ‘ﬁ@nﬁ%d %Nm@&w&l@rﬂ? réeresent hydrogen,

dlfferent and represe %c ogen,
hBa'wgRe - %Ekﬂd’@}%ﬁe{ﬂkﬂ Wafat‘t?xv '@g)@r%gﬂ' OXY( yeloralkyl (G-
3y akkopxy, halo (C, -C 3)al koxy or cyclo al kyl (C3- C6)
al koxy.,» re[g}ese[{tgptggsents 0 to 4; "p" represents 0 to 6;

"q" represents 0 to 4;
p” represents O to 6;

“q” represents 0 to 4; i

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-C;) alkyl, halo (C-Cs)alkyl,(C,-Cj)alkoxy or halo(C,;-C;)alkoxy;

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

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

invalving selective affinity for the 5-HTg receptor.
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Optionally Ralong wwth either R2 or R3 and the
nitrogen atom may form heterocyclyl, which may be

sel ected from hydrogen, hal ogen, (Cr C3) alkyl, halo
(G -C3)alkyl,(G-C)alkoxy or halo(Cr C3)al koxy; The
present invention relates to use of a therapeutically
ef fective amount of conmpound of forrmula (I), to

manuf acture a nedi canent, in the treatnment or

preve @pé@ﬁl}aﬁf thé‘ccﬁ“p&gnﬁg& Ehd xﬁk)éﬁtlo\{ 'alQ glsy %Lﬁﬁk th¥ @eaﬂﬁet'l{. ét lval%us
faor th pt or . Speci fi ca he conpounds _of

t FNE disader t‘eﬁ’ﬁml&g’éa] aq’sg‘if}erﬁrseé‘f“tﬁ d‘FcﬁXGfsh disgases Asygipfed gyith pain,
V RBpigis d@d&s@emwm@al divenders, odrdigiasalar dideseralécancer.eat i ng
di sor, qﬁfm?othefjé P&E‘%t%sinéﬁt%ﬁ %lﬁésetg gﬂnﬁﬂe&@dl @mmd'ogt?cﬂlk E@lﬁaﬂﬁﬁ@ a

di seases t o- ur ol ogl cal orders, cardiovascu
dﬁlgrépag@él’IYaﬁ%r%vanae@Pm of *ﬁ.‘eagn@e tampoyad, of formylp &) or incividual
| sier@iidoinrs) radcerhia bra®n-tadenpiéraixiteGo® stbredi@ers o phamhdedtd il acceptable
C&ﬂm'sma'ikgm@re&m Q%HS?&E %vﬁfi‘Ltl tg{es Eble Yin@mount of at
| east one compoun or 1 ndi vi dual

st er edt awshst @P“t e dperiop relas i FompasiiaRs pAMpFitipeeand fmethods for
stsafge&h@amesﬁroﬁﬁumbar maceut i cal | y accept able salts or
sol vat es eof

llt anot er aspect {Pte mver:ptx n reia?es\% {h use f a%ff‘era eu(t1 a(:f‘l effective
anot ner thé Thvent on

Sui tab e car

- 1 hosntedf @@P@Gﬁ'ﬁf)é‘i@iﬂe 31° @dﬁ?jlrlfa@ﬁ"ﬁg‘ ram:amt hiadhe frestment or
“Usrbvagkios ermgdfaasm@fvmgeameaﬁﬂ@ for thas sﬂu ljeclept&n ot her

t h t
Spec‘gﬂe aff,tl %gﬁthrvaesgefc%, C%lpe mv n%l her rel]ates po tetxc oaesa ffor preparing

t hera et I'VE conpo
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t F(ﬁlﬂv i’&ttheCHartm h“sY Sithd &an@d‘nd@beﬂ’d@ﬂﬁ d)eg@nénﬂ‘f&l'n\ﬂam

Vv ceptor. hi yet
aﬁcg’ ﬁ\QN f\'g%‘gi ihoge %8"3'?&?%%’1‘?5?‘2%;& Slflt"ﬁglfpr el ates t/o t he
pi-Deees-[ §'eN I‘bdlelptaylmmg) atfory denacssutfonyfld Hrimdok: (1) .
EgFJgﬁ:Wlﬁg’ -inaN-bd “Eﬁg’?gﬁ‘“ éotltor;%)l b%tzeatunftm IFORRRYNds
3 f'i%‘“ ﬂqﬁﬂ o] ‘ﬁ‘%‘t"t’(W‘é{thF?B""é‘t 'I“?Bé??%s“.]f“y” IH-indole;
be Beene 3N dRdingthylidrkinoptpbxy) bebzehésulfunpll-1H-fndole;

gl 3( &IJ N’]ﬂh%l%h%ﬁ@) ﬁ;ngétwﬁpfonél] -5- methoxy tH-indole;
enzenesul fop %R/%‘ H1'ndol e;

B R
beRzeane$ U f- mﬂWlﬂlpehH‘lﬂ%ryﬁ@dyH}enzenesulfonyl] 1H-indole;

S_fibHQL 9- [§ %eﬂnleFé}td gg'&l}bj Lé’i\%u&glf&&&lﬁjﬁ’ﬁ)ﬂb&lle,

Ptegzlsl?es u Eﬁ I?hgtrrrﬁ}tp'lémnﬂﬁt Wbtﬁeﬁgwu]fonyl] 1H-indole;
bﬁnzamawnfem;mysl JNNHinhettg@ntp etheyBbentehbsulldni-rRBtnbgit;am no

B Elgrq l %%P{’ S§ %e(];l ! %%Jrl‘]alni?) fﬁ%‘%ﬁﬁ’ %nésthdnplgﬂ-i ﬁt'dole
Wi fl%lﬂy}ln]eth}/llapt‘nﬁam%) benzenesul onyl]-5-methoxy-1H-indole;
55 Ethaxen g4’ mdin3 -3 ((N:N@ih iy ipetriohi) Bendenyd f@XN.) H-indole;

O3 -] .
b@%&'ﬁ i _n{e %J (T?J\l (Hf\étlﬁ/%%m% etehF}fyngeﬁtzeﬂesullfonyl;( SI indole;
blelf zMﬁ@gar NN imethy lpming EFSPOéY) bimfrwqufR@t]H%m@ e
"5 (lNrcNt-{ill AvRthpyd ANty ey prdpeiy F R esdhifoay) 1 H-mdole;
romo (P [ﬁ “Methyl-3°-(N,N-dimethylamino propoxy) benzenesulfonyl] 1H-indole;
I-[4’-Methyl-3°-(N,N-dimethylamino propoxy) benzenesulfonyl]-5-methoxy- 1 H-indole;
5-Ethoxy-1-[4’-methyl-3°«(N,N-dimethylamino propoxy) benzenesulfony!]-1H-indole;
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5-Fluoro-I -[4"-rnethyl-3"-(N, N-di net hyl am no et hoxy)
benzenesul fonyl]- 1H i ndol e; 5-Brono-|

benzenesul fonyl]- 1H i ndol e;

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

benzenesul fonyl ]-5-nmet hoxy-1 Hindole; 5-Ethoxy-I
-[4' -met hyl - 3" - (N, N-di mret hyl &m no et hoxy)

benzenesul fonyl ]- 1Hindol e;

6w Cehhlory: IQ[‘4‘ mgtﬁlyl '3“@\tlh-wme§ylargl% %&kﬁ%@rﬂ&leﬁﬁﬂ)r@ﬁ Iﬁt1m38y)
b%%?onestj tﬁ%ﬁ ) i ip-g1y 1H-indole;
i ‘( N’ef{rybﬁ lﬁ‘ﬁt‘ h;‘h Lo rhsnzsres By
béﬂ‘f e}’ f(l}myﬂlj}l-plpé_lhlm ﬂﬂ@kﬁ jbenzenesulfonyl]-1H-indole;
SSE‘IIUUQII%’I-m %rl 3’ Wmﬁl 1!)\]2 9‘ ”E«Sr?g)" aﬁ&ﬂgesa%gﬁpm%dole

I fony [ ncFoI e;
F%’Z"CR}%‘?#% - (N, N-di net hyl am no propoxy)
bemets[m lfl@lW—B 1A -nikHiy) piy@idi 4-y1 oxy) benzenesulfonyl]-1H-indole;

S o

B9yl rettplys (el ﬁweth3lam'('1\FtN”‘MX hervaneporsii Wbingsleo poxy )
bmmlsnm letyxh&thylahhllolemd;@'b Ee.nzenesulfonyl] 5-methoxy-1H-indole;
66 %Lg-rl 4 l]%t%y -3 -(?EEI\? gﬁmthéaqnﬁo éthoxy Ibgne}gnlg ullta m]ﬂﬁ-iEJoi)ep oxy)

b
e%zj_peagslgzum Natimathyiapiro sgoxyy Yenzpaeshifanyli-5-Beare-t-inddlesy | oxy)
bewemasym Ntjthekytamio |pfég@JyﬁBenz4ie?JsﬂfonMﬂ-thdle3 (I-nmethyl
zenesu
R R P RASR Sitepd ety b BT 51 0y
bk Eﬁé‘s%m’ Hﬁj}?e}h)’laﬂmp neodxe) teyadnesdfohydl6-ehéoro-1H-indole;
grl- @;Etﬂil@‘ N, ﬁ@lmefl@taﬂiﬁt) 'pr%poxg'j be%&e@lﬂi}onﬂ]—pﬁ&ﬁ&& 'i]HAthlL/ oXy)
‘ep 4591%53 bf{f lgg}lmell'w}aﬁ_na P%que%eﬂgfow]ﬁow 0-1H-indole; .
b'eszm%H N y‘l}ﬁilmbthlylmnukoftﬂ@xy)%@cr@weﬂyl]{1H‘-m@tehyI - (N,

N di ﬁ&%&bﬁiﬁmnﬁ - dflcboRYho RRBZS @aéeueiumxhls “mettby- maLﬁ (H-
(N, N-di net hyl'am n

o>’(y) benzenesul fonyl]-5-net hoxy | Hi pdole;

6L-Bhiseprepy113 { YdimthiarkinB2-ProgyiiyNbehizemedntfynly Bt ilolet hoxy)

bﬁﬂzﬁ5b?<§)§Lf 194N ln]aﬁﬁ'lélnlfhd pg@;&oﬁp benzenesulfonyl] 1H-indole;

‘P

4' - Et am no et hoxy
be%z%?fé‘? i Q‘iﬁ 'ms‘hlf‘meﬂ%mry) Pﬁ'izm&s‘ff@yﬂ 3-rhethyl-1H-indole;
| L4t sopEetpiiy M8 N-d{ritHylraghinenptopasly ptiehaa tes fody B3¢ pdthy - | H-indole;

' bli%’zﬁgb%?}ll‘jf g{ﬂﬁld}memsjlalnﬂmgglhgxﬂb nzenesul on l]aS -methox lH mdole

I rnet m no E

Zlé?,?écg)blr:if %yld}me){}ﬂq[nimﬁ awpcgy) benzenesul onyl]-5- Methoxy 1
| 1-[[4 "AlsepEetpyiyAl -¢23diméthyldwinchi prapblyy bed FEnEXOIEGRE IP-P-Methpxy-1 H-indole;

HE 7 &E’? L. Pln&{ljnltﬁ aﬂﬁ %%L) érggxgiuﬁ‘bn# -m hoxy 1H-indole;

am no
3- ﬂuoro 1H-indole;

7 é‘i’?&’@dr% 61H§}1d]me§wH’é'tnﬁ ERY) ‘ﬂmemﬂwd ogyl
1-{fdisopsipy1ypt-NBN-d (i iyda sl inopiopokl Jeoah B s Do IS Bjoro- 1 H-indole;
hqﬁ]’zl%%%}]'j;f &n&{+4ﬂ'§/§an‘§rlo$90r'g§xg$ benzeﬁesﬁl?o nﬁhS ﬂuonth mﬁiole

Hé% z‘é%@gldﬁf Hrf%’?‘hy' PG FrErePaEY) anzFrzPSprwdiﬁrfbpwlﬂando(eN

N-[ett Inmptohyli3ad, Rainethip@x o ethoxy) benzenesulfonyl]-5-fluoro-3-methyl -1H-
genesul fonyl ] - 5- met hoxy- 3-net hyl - | H ndol e;

1-T4 -1sopropyl -3 '-( 1-di net hyl ami no- 2- Propyoxy)

benzenesul fonyl]- 1Hindole; 1-[4'-1sopropyl-3

"-(2-di net hyl am no-1 -propoxy) benzenesul fonyl]-

1Hindole; |I-[4"-1sopropyl-3"-(N, N-dinethylamno

et hoxy) benzenesul fonyl]-3-nethyl -1 Hi ndol e;
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b%ﬁ@@ﬁ'é%?rﬂ'éﬁil re}hy\-q_r_(] Wabylel-pendm-4 vl oxy) benzenesulfonyl] 1

| -[4'-1sopropyl-3"-(N, N-di net hyl am no propoxy)
benzenesul fonyl ]-3-nethy 1-1 Hindol e;

benzenesul f onyl ] - 5- met hoxy-1 Hi ndol e;
| -[4"-1sopropyl-3"-(N, N-di net hyl ami no propoxy)
benzenesul fonyl ] - 5- Met hoxy-| H-indol e;
1-[4' -1 sopropyl -3 -(2-di net Bl am no pr opoxy)
benzenesul fopyl ] - 5- Met hoxy-1 Hi ndol e;

4 y%mﬁhca £ )
beh1 5 §310§ gﬁ%ﬁ ﬁl'?f%hyla(m% 34 r(q;%%}{)—l-l ndo ulfgnya SARGRBhmethyl- 1
1111?0#3' I sopropyl - -(N, N d| met hyl am no et hoxy)
bﬁmﬁa@sqhilaﬁmh}l 35flfrﬁdﬂ@r]ﬂperla.\h¥44ynd@} t@hzenesulfonyl]-1H-indole;

bse {If]l%%r?] I1e Psfo%%} %é n}g%lﬁlgl‘rp@mimw%k%%&&egﬁf&@ﬂ)iyl)mdole
| 3-Mahylil J6pedylrE (Bmf{lﬂmFrmwll%ﬁ]bﬁ&efﬁ%“&f%Wﬁ‘ -indole;
beprBae S h-tenl]d -memiilpipeidard-Foky) Bedzenesulfonyl]- 1H-indole;

b%&[}t&ﬁ(é?ﬁ?fn&%ﬂ ;'iépn%eirl&lgr Jl f)xyEE(enze esrﬂ@o%yl?]l? 5889 Mochlomde
| 5-Pdthoxy S cifromgfieks-B:(1- ok pipkidit- hylloanibergenstoben jyl Hrindole;

bﬁﬁ%&@@ %Mjnfe@[ﬂ&ll%] (Ométhyy b&fdl% 408 bkyy benzendduRA@l-EH-indole;
am no
pERBaLLORPORI{ St B R L
55-Risdrirdrxgthyl-1F[4” mﬂ@api! ‘eryriethg! - ﬂ’erlﬁteﬂh{yl oxy) p@@d‘iﬁswfmylylfl
%Xo)e benzenesul fonyl } - 1Hi ndol e;

5 ¥ tﬂ%‘&%ﬁﬁgghﬁ ?{{})?p}?/lo %/ 11'1 fnﬁtaél %perld ¥1 -yl e)ix}gelgeingcinysﬁlﬁﬁlylﬁ-lﬂ

Slnmhyl -[4" -methyl -3" - (I -nethyl piperidin-4-yl oxy)
b@Eﬁﬁrﬁﬁ%ﬁt@dﬁ% ki (1'#@[‘&%%4511 Mot ReNeshitohtr B1-Rdie; 3- (1

b%ﬁ'?@ﬁ ad aneglﬁwﬁ ( F‘gt?{yﬂ alaFr n-4-yl oxy) benzenesulfonyl]-1H-indole;
53-MainbO>ierb- [[ 4t meﬂﬁk}fmxym&hyl( ipeddin-¢Hyn - aky)y | bepzepgsulfonyl]-1H-
benzenesul fonyl ] -1 Hindol e hydrochl ori de;

O e 1 L PR e
Shﬂoummel [4 - rret hoxy-3' - (I -nmet hyl piperidin-4-yl

oro ?242 %{lll?l %Pcyxlx-ll yI JRJSI (ﬂggzg*egtﬁf)‘?lnyl]le lél(golle hYdrOChl(;Y;lde oxy)

indole;
56-Blothen g4’ %thm?i Rynethyl peridinet-y10xp) bdhzendulfsngli-iltlindole;

pi %E‘qul P (1 mtxh ?ﬂ}%&itln Qe)ﬁ a%?&%%é'n&%ﬁ%@%,uh Hdglgm e,

p<i» Q@Pmdr[ﬁ emygﬂ (bmgﬁblyl e@ﬁzieﬁ’eg mqr) W‘fﬂfsulfwﬂrdﬂﬂfé%le
65-Eiadrev -@4 Iefide mextnhm Mpé')ndm 4(yl lxyﬂﬁénlibﬁbsulﬂbnﬂﬂi—l[ fH-ghidole;4- y 1

g( é&orﬁg rrlet P'els[li ({pﬁ%}/(lb él metﬂ(ylplperl? R4|yl 0i%S )gr taenzen%ulfcinyl] IH-,

omwe benzenesul f onyl ] JH-i ndol e;
35 BroRB0 [ P-ifobdpy1-0* dl'nﬁeﬁlyl'd'f&hm&xyﬁ Xy HehzemgRiltayh]-1H-indole;

D% E %‘ﬁg [g szl:\ll % g%(%z"f‘yg%g’gffG‘ﬂ ezfl'i X}8 b{nzlnesu‘fonafﬁqg 4nd’o|e oxy)
b@h‘z@%s‘t[ﬂ’f@h’}ﬁi‘:ﬂ «(1 Wthﬁd@ﬁ@"ﬁyﬂl"w h‘?“@‘?“?%l@o“yl] 1H- mdole

55 Blokan Qa le'tl{yﬂ'B '(ﬁtnm{ ! p%end" x(-lpﬂ Bff) b@liz&'eﬁlthyl]QKyadole
e nzene S

SR ERaI8 PG PF“ é)f‘ﬁy?f*'&%“es“ffh "Yﬁebh'"“i"'e

pé-pEipriod H[#-clilogpl3° mw)ldlbémz@(m)e@uﬂeﬁe@tﬁ@hﬂl}IP&'quqﬁdéfIO@hﬁde

6 Ary1-PLRN-giR et (ihmind RSV bitlzeduicshy 1 AintolcOX Y )
b@ﬁgg'ggs%'\%ghnyy (mfm nd’( i ‘B4’l) Et hyl QM]L(I “mret hyl
pi peridin-4-yl oxy) benzenesul fonyl ]-1 Hindol e;
6-Chloro-1-[4"-ethyl -3 -(l-nmethyl piperidin-4-yl oxy)
benzenesul fonyl]-! Hindol e;



5-Fluoro-1-[4"-ethyl-3"-(l -nmethyl piperidin-4-yl oxy)
benzenesul fonyl ]- 1H i ndol e;

WG 2008086007 3- met hyl -1 -[ 4" -i sopropyl - 3" - (| - met hyP@i/pe00si00247

n-4-yl oxy) benzenesul fonyl]-IHi ndol e;
5-Brono-1-[4"'-isopropyl-3"-(l-nmethyl piperidin-4-yl
oxy) benzenesul fonyl]-1Hi ndol e;
5-Brono-1-[4'-Chloro-3"-(l Yrethyl piperidin-4-yl oxy)
benzenesul fonyl ] ] Hindole;

4-yl
ox%%hﬁ%ﬁ Suld 5E|e//€.Tmo%w §) ban% Mtlon)w Qleméoql n- y.
518y -ON- qmﬁ[ﬂnﬂaﬂ'@lommﬁ) be(litenﬂs‘l*f@tlﬁbm']@ﬂ%@rl di n-4-yl oxy)

bw@aﬁsm B QN -dimbthfthrhifRbpBiy) ﬁengihlasﬂff&\yi] 1h.?ndon(el -nmet hyl

o gg-%ﬁl?bll’ 4 cf}ltoﬁ)ﬁ —gm(%tpyg %trégr? %?45 )b 8)r(y8 g%zgnﬁsuﬂf(fny% llq )mdelb

b &fz-Ehlexocy { lomsthyji - plpmdmrﬂebdl exyhy dmezahﬂutfmyﬂé*methoxy-3-methyl-lH-
4inGddoro-1-[4" - Met hyl -3"' - (N, N-di rnet hyl am no propoxy)
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bestzenmeneritfesnt hid-alsék thaedl e; | -[ 3' - (N, N- di net hyI am no

pbas;mm)esch B i wivestiby| | -1 -1 ndol e;
b enze I’*@ieﬁ{)%%fe] stafep'_ ei,]fal&WénEgrrlg Ls%mnnﬂ?e EleBatl()X and claims have

Sth€mbapings divep Bélewchl or 0- 3' - (| - met hyl pi peri di n-4-yl oxy)

benzenﬁﬁuge‘; qnashdﬂulmftej ARAEhrohind & isdtdd! Or 0- 3" - (1 - met hyl
pi peri di n-

benze n@sﬁl’*‘&% I“]ea“s )S?ﬁéﬁhh?f opnchedyehpinyplyl rpgiqaly Gpriaining one to three
| eafbdn atbrhdwyill inBludef nethy] elttiyl, npiopye haddsorprepyly|  0XY)
benze RS lé&g&&?l theans {txjalléﬁ %Pbr;i)cﬁm'imll %l!gﬂ'aﬁ %ﬁjs%%balm one o three

st ereol so her eo and a sa tt reo
D2EeR ptosps 3 inglpdep Rethaxyi FERYY, BAPYIRYY RdSOPIINEPN se st at ed,
the f oHAGGI-OgalkyeT MEnUGEightion bttBedSqasiE hikyl G Alichle BonBifihg one to

b o BT e L S5, P R
n@&%‘hﬁtqﬁh{o@’ﬁ‘l“ﬂ@f‘d thtlikiched chain al kyl radical s
cont awmwtg, -O@kok rﬁéﬁﬁs&&alg}ﬂbrkweﬂlclﬁﬂ CHEE aa@dra'dim:sl cbril@ing one to

t hyl
n{Fr(e:le y(@é))on | zEyms ,am}rglgcﬁlp%s fﬁmmmﬁt oxB d%'?érﬁfgﬁhoay,c I’t]%_ﬂuﬁrorgrtﬁ(ilxly’

r Eifhozesthexye Blr?rcmhﬁ%m@;ﬂ@ﬁéth?’@ at'd(ﬁ"@'é(ec arbon atons and

i ncl Ud@ﬁ:lo(@td}lﬁﬁ(yl, mRinb OeMe ormfaewé E%hc zﬂl@dra&%tﬂﬂtﬂﬁ){é el io
ans St r anc

aﬁ )kcar%()n atc 1S gn? mcﬁageﬁtcggorﬁ)rolqﬁ ca'clabut%g, c?'ﬁopg C?Er-l (r: %gexgt wfﬁ(g'l may
alﬁdulpsntgqe(u gws#bptug%pﬁy»hally dhefshbytitpentserndyybe selected from halogen,
fj(tj%l hang sireLBydikox [l fl Iuor oet hyl, fl uor oet lh)lél ,

Il uqQro he 1i .- a xy" means
SRR LN RN e o

onesix gatbprr ewng agrdo melades neclamebylorng | exdiebutfléxy.o coinetritdory, or

diyEibien t hoxy, trifluoromnethoxy, t ri f I uor oet hoxy,
quorg@gx, (flu roethoxyadt
Cycl o é%’}‘a%&'ﬁ)‘" R a2ty B B‘OByﬂm?S'?yé{’ﬁ&h%‘/a"’i%‘&?’é'l“?”éy’""y’

adyRypenty ndthglatyr g@hbavlnwmgomancétee likg;
"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.

Preferred heterocyclyls contain about 5 to 6 ring atoms. The prefix aza, oxa or thia before the
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si x carbon atons and i ncludes cycl opropyl, cyclobutyl,
cycl opentyl or cycl ohexyl, which may be substituted or

sel ected from hal ogen, (C -C3)alkyl or (C C3)al koxy;
"Cycl o( C3- C6) al koxy" neans cyclic or branched cyclic
al kyl radicals containing three to six carbon atons
and i ncl udes cyclopropyloxy}ZCycIobutyIoxy,
cyclopentyloxy or cyclohexyloxy "Cycl o al kyl

Lglkoxy nmeans cycl nmet hyl ox sively i
CleTO% { Spptnxg{nﬁ wew >;hat &t}}astoaz %7‘? ?ros)\ééh g}om respectively 1
Ciyf &b beeink Amin bl botgrocueigh carhie dpiideally stskitited byoyridcin an svaitably
%,y 338k 3h m&g By Sl dt rnﬁ)?ees‘;ibﬁgl% MJch ﬁ:a@ Ee A Labrle Q)y Qﬂﬂb@nt The

rrng- system rising about r&g% N
ViriFogen ‘tﬁﬁ'éﬁ‘b‘f‘o the ’szerqcrfé‘/‘ a‘ind’ﬁﬂptl"f\a“ef ﬂ’é‘d‘F‘i % §y°§i"%é’ﬁﬁ“1“%,% -
&ﬁhde| SeEdat or Gtsddxide hision- disnittag Rxanfples of xudtahhd Bonvricho hrserocyclyl

CHUERDASHLT Yo B0 B R AR R b

ﬁméﬁﬁkkaza oxa or thia before theheterocyclyl root
narre NEha N ernk hathn@bhrélﬁastnea.snsmnrzqgmma, Grhigpteniforms U Hifaxder,

Sélfl lg{g § \Begxfor%,rg a % 85 lPotu“? Sdeso{dl:r %S::ﬂlré?tlj?% Oﬂ%ch-gr@ refers to

rds|ybions m@n@mt haljusingtions. élswmrzefbs@?ﬁ%w disprganizptgy CWO%‘@“HW

R DiapiéRtahd $iikcaL MaMaA GhMERY D36rdérf Purth@dior) Ametichd Byehintric -
nltr §0 O 5 | fur atom of the heterocyclyl can be

O%F‘? BHAY PUP%d to the cor respondi ng Noxi de,

S- oxi dke maSS"PMWG%de’ acqprpble’ indintes g teoabHIRELr gmposition

St BB B8 %}’ﬁi‘eklly%nm’&t t@fl&%%ﬁ!ilbj/l witH th&her Mglctiels comprising a
f erazinyl, pyranyl,

%’?’P&H%?‘BPW‘{B"BE%W“&% p“h@l inyl and the |ike The

t erm "Behbetphy eficyt ameen'sis slefied apfap ampugt of a compound of the

S&QE:& %Qr{tx@lp khfato((?m'eatg oS Prethats :theslﬁmc@lﬂaf £8€ tdoniod iod GEGM (ii)
@F@?syc hoti c order wherein the t
r

e, pepligraP ‘b‘h‘ga‘esﬁf‘%?ﬁ"}?éen’?mﬂ%’f‘ﬁ ‘5@’ Harf“ﬁ%a}(n G091 Soion
Clir S361058 (i i ZrecterB e 664ys O onkietsd prpeom nzee dyreptoms af the pnficglar disease,

bc%ncﬂtvanOer.sé&ﬁd&r@a{mt.; c and Statistical Mnual of
Disorder, fourth edjtion rican, Psychiatric

ASSOCITQT Iteérﬁs Wgr}gl',n"dlieﬁn or tr@tme?heerg%g @the eanings such as

" phaiuvie probiytadcayd pdieapt abl e” i ndi cates that the

subst 3L PrLOMRARY |l aQYond &tm RE alf RERAL If lﬂle@n&hﬁlﬂﬂ nﬁb@e]clllys

and/ or toxI col ogically, wth the other ingredien
T PG oy RGN I HHE Tl O™ P eRPEome
td@ﬂl&ﬁMebb geombhie (apeans) isletsyanéisbeat bii@magmdsvith thge than one

1ral S nq'e %?t ahe%& v? q&ugep(tf offe LR @H’«Egre&i\erst he present
st

treats or prevents the articul ar
d| S eag"ér’talrt@m fogpuly{sant ﬁgarble(of f’?St'%ﬁ' 1{1 SFfE foggric orms {(e. g.
adletcohat 9 enﬁﬁtncﬁiets}ﬁnﬂ e @8 erdinCex@ndsN®¢ach &YirptsEresisaferit fogns

pe?ﬁ[itto § Lll)l(tl%‘(ris d‘e(ﬁ‘a \edud n%olg(%l'ngt%so r’l"h? rdlfg}eﬁtogtg&ﬁsor(lérici thrms may be

prevents or ays e onset one _or nore synpto
oferaried ffﬁ?ﬂ’( e @pdtbs by ths éza@émethods or any given isomer may’ be obtamed by

stereospecific 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

general formula (1) having an asymmetrié carbon atom the present invention relates to the D-
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condition, or disorder described herein'. The terns
“"treating", "treat" or "treatnent" enbrace all the

pal liative. The term "stereoisoners” is a general term
for all isomers of the individual nolecul es that
differ only in the orientation of their atons in
space. It includes mrror intge isomers (enantioners),
geonetric (cis-trans) isoners and i somers of conpounds

th th ne chiral centre that are not mrror
| W??ﬁ'&égy‘zsfe" ﬁ@'}é’g JRKEES fdiinbe et Aepaber ofgsymqmgiris carbon atoms,

c thadiesierebmenif fofnpranditha infdn)iorpex@nds apaal f tidke sxdoSdomaiGy foihs and
Sfo%l@tgr'ess@gfaff '119:1qu% g@en{a@s Tose gdnﬂ)%&rﬁg Oégﬁerr:ﬁ fO%HQ%(I) \]yhlch have

enant.i oners) he i nventi on ‘exten

t BB °é‘E?P'é B 7 &3 o7 AReined @ PePmtiex £ be separpied engffrom the
i othdr Uboti thigy ustual cedtakle r afhgivali kdner ey bs tobanal B}OEI&Ed §pec1ﬁc or
nF?xﬂﬁetH@%néﬂ@sl ﬁ@@év@rt EqIS II%S?DEL o%ﬂzgltoggxaopqx agtlve compound
S

ods Or any given iso
85 si3ect qufesva?dm&ymtlx pegives ?mth)@sn%or dﬂqferemmne eripgnad
athenbe i blpduttd ad the ﬁrﬁl}&)ﬁimﬁhd c for ms and mi xtures thereof.
The st i ener II obt ai ned as
" acerraTiﬁge gg‘t (ﬁ&) 1Es 2t @%gg nds ofe ga?era fclu e 6 (]?ﬁné'; Fre%are:a% one or
aBef V@’SP§8H’§‘F?F“1“h a rmnner known per se. In the case

of thene &I’iﬂil:@dﬂf i r@éen@ @iaebeakediDhEHbpAcA deildinlg an

[ m t.he presen ntion rel ate
- qut he orﬁ?e %gy“ "a] l’gandalﬁ"g’l_wnt‘hr'n’“e }aé?f M §e e’ﬁpl‘fyﬁ‘é’“

case dpr %ﬁ‘uqﬁiaweqessﬁhemmmtyptm@y éamkvdmma&m‘wmum,tlhbmn and the
di ast @ke (Dlmihireﬂ hga@asrmay @réd:raw%e bMﬁJﬂdemes P hEPEL A nBRER
of these st terep iS¢ E‘F_FJ 3% 0 xtures thereof
i ncl uding Tacenat es ﬁ%@"é@&?&?& dd18 gener al

Bk mulTee miXpurepl etbrediamers amy ds yesvieed by comenbion]. aettodaSudh as
rul e afming bﬂladt%%ex%ssa[@@ﬁmﬁlﬁﬁ a&@snorbﬁurﬁeﬁﬂ{e@tcf q:hipzp @mino
fromthf\?1 ot herlagiz ds, or, any give

i some? CHRY BEel Gt ‘?’?gﬂuﬁ’? r%*P&P%B‘"%“;S‘“er leSE"“'BP‘“S iy then be
asyrrrrﬁﬂpmt@,d yymetinds sush asHiowwna rcrystilization, alreoatqapini dal ehctlike,
enpl oynieM lsQﬂtd\\@@H yn AGtkibe st&p&m%gg fnE chglnl c&eaﬂ}&dua%y
cor r espondi ng]éd opt | &ﬁfi’l%/ actiye enantiormeric or

di ast OFEE#EE e SETRDS SFEAl-b ENFREeRAE Richatesded Regelution”,
fi nal Wdlentpeusience, T¥d). st er eoi sonmer s of corrpounds of

goner aje l‘l&fu@ Lfastéréo)sor{'@y ngf bP rre%@l@é’deg' Fquﬁlalo;letﬁgag %lfch as

vvaysg E bel ow. i) One or nore o e rea
may b icqp 1@ res tlf)lh é?splvwal]ecdée}stpvor&eéplselg tprayednvith |c!)ural acids or
Opt | celirhpagpir e cat al yst or chiral |igands al ong W th

net al craf ?Jl(ﬁ%ﬁat %ybekl:%p% lrQaX/etg t!u%ué ct. gﬁd agfye?c ﬁ:u lactlc acnd

p 0Cess, The netal cata })l/

PHRAPCIRT ARE “thamrpiégss 7 avediter il ?agearﬁfascm emplexeémamlbg/
bwchoim allaloids tos:jah ione Basic Bihing diPLuets asafsind SR dnbl €he like. In the
%é’s@%h fhe 'c§mpo‘&nds|%f ggé afj%ﬂulﬁg) COn;I;ﬁ)tirl’gaélgrg&r?cnisosmeegilsn? ?He p:xl"cféént
mventlon rela?es 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,

prophyl acti ¢ aPdI/IN2008/000247
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“"l'i) The m xture of stereoisoners may be resol ved by
conventi onal nethods such as form ng di astereoneric

waadosa3ailt h chiral acids or chiral am nes, or POI/A008/000247

am no al cohols, chiral amno acids. The resulting

m xture of diastereoners may then be separated by

nmet hods such as fractional crystallization,

chromat ography and the |ikéd4 which is followed by an

addi ti onal step of isolating the optically active
product by hydro| yzin erivative (,Jac

éiie‘ha““"éfﬁ’a i “Gi‘i’gi“@“es‘i-*fﬁ% '8 A ‘f éfg © PRGN P %‘B‘P‘bi“F‘B‘ﬂ“ W“W‘I“é?ﬁ"*’e
lafi paskible steichinmetrit 88lInpo-stbivi)ionddire formx.t ure of st ereoi soners
may bﬁle gﬁéﬁ&c\é@lgal?}ﬂccmﬁ\/eesgﬁsl f&ﬂlﬁllg a J} ‘ags?in\%h‘(ﬁ)n nﬁyc‘ be prepared

m cr obi ion, resolving the. diastereoneric
&% F?%"&‘Ber“ﬁ‘ﬁ‘a"“\‘)ii efiforpplpa (G with Lp e@nvaient&iﬂaibﬁ sygh asgsediuphydridg,
acdiks niehatidec acdilne ethoxili) ysodiumrehydlotidd, gibtagiuinC t-Bigoxdlle, calcium

qﬁpg i i aGgt , i
n?Je a(%llc gl agert]aénl "é)zﬁ&i!m‘l; I‘E&ldg &a%%gﬁxn g;adg‘égcsc;e Q'Eggﬁesf’ag) cﬂlgnde and
ek yedventaguchas wateicaseipns: ethaealts gethanply eibamplet-yfang). doxanee
aﬁhﬁﬂm@ﬁkﬁmﬁﬂahmaﬁmkM&kmaﬂﬁaﬁQMﬂmme and the like. In
the Cﬁsz%d@on ‘o nR?&ﬂ acc% tabgee a(!nthefr QLU Aréf:l u{clu)ied m the
cont al ni-ng ﬁe Sorert sm present 1 nvent
PR sTht’)O ma:i perysf aSt lh‘é@@‘g‘@oi‘i‘e‘i’? P't“ﬂF‘é'S'i*réf the osmpquaiﬂ @ ihe
PREdr&1BE 6tibthes 3dits Yor A€ 66 Meadiic@ios ahd Shatdkitrizathhe of e @bRptlinds @r
lnigose §killed in the art and include those described
im g ®harm Sci., 1977, 66, 1-19, such as acid
addi t Thereompelinds of fommiscDwpay lhe prnmegarmricstaélwp ersnog-erygjalline form,

lay:ﬂ imﬁiamm Gnay wﬁiihg@r RMBoRated Wk fad rtiieChydlrdiet THiE in®dntion mcludes
sucgci ni

RaPE PEotes i forerie i Lk BB 18 pomePipo iR B fariave
paouoisuBskeny{ekorated); et hanesul foni ¢ or :

- napht 'hi@ | p%@e%g Hl/efnﬁ'(m aﬁso Afedvilies TB!%ceE’sr BSHy Ere{)apa‘{'gin bt DEbmpound of

i.ncl u

t hi
SPBHE T She DTSt SRR bRy PR TBprie: offg Sloving

- phay waceukd kG)ainieyneaete epialiphiecdsadetcgibddor premagtians pary  of

this invention pr ared by treating the
compound of f§$ Ha W\ h 1-6 equi val ents of a base
such as sodiu E; s di um net hoxi de, sodi um

et hexi,de sodiunihy OXI e, pot assi um t - but oxi de,

cal, 'Fiydr Xi de, cal®si=gm=acet at-e;—eal @imdsong bit@hiisld,
magne imnihydrOXide magrjesi um chl ori de and the |ike.
Sol vénts such as wat er tone, ether, THF, nethanol,
et hanol, t- butano( 2 xang|, isopropanol, isopropyl
ether or mxtures 't hég y be used. In addition to

pharmaceutical |y aceeptable salts, other salts are
included in the inventiop, They may serve as

internmedi ates in the purigication of the conpounds, in
t he preparation of other—g%F%é in the

i dentification and characterization of the conmpounds

Phe Hr&ts@ Bmgjn%g&'includes contacting a compound of the following formula (a),



The conpounds of fornula (1) may be prepared in
crystalline or non-crystalline form and, if
wa@eyostiadoii ne, may optionally be sol vated, eg. BSTANDS08/000247
hydrate. This invention includes within its scope
stoichionetric solvates (eg. hydrates) as well as
conpounds contai ning vari abl e anounts of sol vent (eg.
water). The present inventil®n al so provi des a process
for the preparation of a conmpound of forrmula (I) or a
pharmaceutical Iy acceptable salt thereof, which
conpri ses of the follow ng robtke \‘ereln the key
internedi ate i s synt hedirzjed deschi bed in
preparations 1 to 3. Cbanu-o gt~ rnmula (1) (a)
Schene - 1 The process of this invention includes
contacting a conmpound of the foPfo formula (a), (a)
with am ne derivatives, using a sujtable base in
presence of inert sol vent tenperature to
obtain a conmpound of fornulé%kTT‘ ‘whigrein al
substitutions are described as rer. The above
reaction is preferably carrie® out in a solvent such
as tetrahydrofuran (THF), tol uene,@ethyl acetate,

mﬂ\ﬁ 85111119 4dHGat ,ﬂé(sl \Isgl% Eg]?h? Dl\i}gEe%/g }]sgnc? hgﬁ%r{k\ﬂiverr‘f’ﬁla&gﬁit ffiperature

Xture
t hepbtaira Ca'ﬁEP“p‘%/ efffermlp (4 Wb%f?lﬁ@“ PRoitutions are p?? gd %if“msé pher e
may be TmiaBévairexeibnlly piefeiably chmfied but Gas esslventieith as tepighydrafuran
5 gl b S LR Nl iR AL BRLE ), il PARSRICOVED)

sSium C onat e sodi um
bidvestybrtest @M@oaql {herTikpyql p intindure, fhergef,apd preferally, using SMF. Tfhg inert
r %@ﬁ)tsdéhgr@ ma BRLimdiked By [Hi% ifet 3apes ORI NZ O r 0GHd Thd B:ti@Gnay be

he choi S oIv f | na sodium
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mal ntna§ %Ptr?g 1\9@ 5‘9%‘? “Be pOundlo 0C. After conplete

adin(y ﬁ"eB‘I'”'Z‘"E’tf FT}@ Ht‘bt”@[rﬂrqﬂrya benzengwlfpnyl-1Haindele oy ed
and reaqt M&ﬂno\N&&thﬂt ll)chieﬁé?ulﬂ)hylf Qlﬂm t(@‘fmﬁfnalt a6 El@ﬁns)a(obtamed
]; i{%?&% (R'% a9 gakeg]];{g 2?(5)(’; m'%hir ei?recekc Wrérgn asg r\e’zger (%0 mL) was
25 \\eppidee Qe évpvesqorannﬁ andghemixties vae stinted fom g pmoyt pUSeniWAS at room
ex&mpaﬁltu&d CohcbiitraRd BYfuri St Rds@dded droplwite ﬂ‘y) 5 m}Ehle 7 mL) through
acet.ate extract

B E 5 BNy SRS SR AR gl e Ui o o
S (rapsar a6 cooler do Qo) "aitvith esicolatheSqdammnitets (iBfchenol 1272 graashulisedved
Pries&eH (€ mLPpwa bR Elovllz amilh RN RkiulRGs ng%nq °C §;r FBerlod
30 (|0|f ho Preparat| on of |-[3" -(NAcetam do) -
benTEnsul fonylj-1H indole Sodium hydri de (132 O
mol , B.an¢heyp@dmel) flagka sorttairericetaaldtveter &b ynil), ofna¢narmed Auric acid

m@a mL)nva§ EH'dScﬁs'lJ\l\@}Ciﬁqd paathiglcy ¥ eler o rng@gasfvj'aﬁﬁ% (}%d %E °C and added
nitr gen..a masr,ﬁphere and cooled to 5 0C. To
the al iazotized nass maintaining the mass temperature 60 65 °C. The resultmg 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



m xture, 6-chloroindole (66.0 muvl, 10 grans)

di ssolved in tetrahydrofuran (50 nL) was added sl owy.
wab@s/18dee7 r eacti on m xture was brought to roonPCT/IN2008/000247

tenperature and stirred for a period of one hour. The

above reaction m xture was cooled to 10 0C and

3-acet am do- 4- et hyl benzenesul fonyl chloride (56.5

mol , 16.41 grans) (obtainéfl fromstep (H)) was added

|n lots. After conpletion of the addition, the

Q{f‘ac{eg (le?‘eﬁf&l cg‘tatx\@s x 9 S@Qlﬂf"l”flhy NS Q&{ltagetz[t@ Q:R%cts were then

enperature.” Tetrahydrof uran was di st.i ‘gg{ % nggnwe
r e R iiet (P S giriEh s BRSO MR & e YRELES wer
vvaan@ewned tie MddOcethVpreBiire Wiobtain 922 I grinsgrudddemi-yobid edntppung.

xamglre}]b\eareé)a%t B%&‘it[f‘*gm"& ‘iiﬂne%ﬁ)ﬂmo@ﬁﬁ&ﬁ%&z‘n%su’ffo O HYhdole

tate extracts were b d
5 SUCCGS é{:{,éﬂygrowngﬁe%{f@wl) ipdolen@-60%, gk 043 CW@F) (obtained from

argaspalafd ) &&dmamnssu InfL &tw8 neck dnd/ Bdttanh iflhsk andveide tetehgaivdigan (7
un dls[) { G\e a\go%%j.u C E_optas?%ﬁ rcgrbgngte Spillal!mq%}zg l’ﬂr&ﬂi&) t»vm &iﬁed and

c hrlmvlafbog pesigthgf us1 Wgmigytesi iElaf fgeé [base Bengrane) (§'°ﬁ€54¥)’ethyéﬂ"lﬁé’ﬁtl‘y’
bedhREd HEMJhlcﬁ@@(tz b amdN 0353 ey BE difsbividy, ittioa @bikiar of 3G %

gr A ompoynd ( e ith toluene
10 I a@?f"usﬁﬁ? %%XP":"X%Q ‘ﬁu d \eﬁhgg' h ewsau% Pt ong(ﬁgé'[gﬁé Bl g'flth toluene (3
3' mlAces dirbtchatied & mtnonb@ﬁz@MPw wipre yap ot & ffﬂi‘x Fgpperauure
m‘@ﬁh thg r(c))éreéa Rw@ﬂﬁémt(n&b%ﬁt&eﬂ&ﬁﬁipl@ﬁoﬁ Bll;ﬁicﬁ@l, the kelactipn WS whsadoelad to
in a three n un
( geox?ﬁfyxper%(a\ygur? (ﬂ"'ﬁ?? gxﬁ, o&\g%erﬁnéda Xiral ‘ieg me ro?lig’eckr(wnb eﬂﬁl Jl@t@:ggo
- M5 x O Gomblinkdyetgan o Heixtcts overcdrigd (3672 s@tummlfate ndabe ylasifps were

15 30ren(8v@&' ledbdthe %ﬁe@ﬁ@g‘nﬂe F(erBQmVﬂ B8 grathb) Sru([e&s‘bhlb&uh([l g‘he compound
m xt ure_was re | uxed at

hotas Purifig by co E‘B‘hﬁ}“g’ﬂt"éﬁpl@'f ustnﬁ él?Fae%?& % 1(8@-%(?) i?&gle efi)xents being
di esityl dcktetel ardfnfhefan(3} taebtpie po¢ foopouril.xt ur e and t he

cqﬁgg]pt)rzg[ne%gq@ﬂ)tl on m xture vvas poured on to vvater

and extracted th e |

Thé[ meﬁéd“@;((ﬁ%s% %&‘btl\ﬁ Wiy }C@%&éﬁg ?é? wash Hz),
20 W 4.6% -\ €IH, dor- 330 Fan d.odlr 7 €d(18ye); 7ahhiir(dhsm)nbPndSB (@i, m),
sul fatgs (&), ‘6% ati g @ﬁ M\P‘i ) rﬁs‘Z{D(\iﬁdd vinees upeniceds (14, d,J

préssuie to 6b lgz i ck syrupy mmss.
The3- l‘bﬁ%dt?ﬁdW%(é”ﬁhh F?% oy coI urm chr omat ogr aphy
USMEbg(rﬁ't)l BsgvgE) . (100- 200 nmesh), el uent being ethyl
}a%tpﬁ 3619,%?419@&% 3 rg.rog%ag gg@,gg&a%ma,mah%ﬁ% of the
25 I -'(ealehlysdlf@xﬂrl "Eﬁo bepzenesul fonyl )-1 H indole
I -(3' Am'n@95:4\11ar$i0|a§dhrebze@\ZeﬁnﬂﬁuE)famnly|1)WIihnidOé ®n{cticPOvariations

m*ngedb%e 209..4r aaggrlpnl(egbt ained fromstep (iv)) was taken

ne L hr ecked round bottom flask. Water (80°

LR (w9: 294W 4t '8 he above conmpound and the mixture
Wagi-SHiR ppadt 23016 sPBri o2qiH, 15 =N 3uHzp 9.0at 4.0300M t, J = 5.57 Hz),

t epper Lr e I aci
ggz 6%%3 I-Ed Jcopg?gz)hf_(; @ﬁ%i{{gﬁr{)dﬁﬁ C7I 1%8’%@3%22%#’5%),
t h"é3 1r~e7a3ét(lfbr¢ ras% Has’-3St-i78p £dh by éﬁéﬁ?ﬁb? 4 57 Wik es 707 -
Thekg éﬁh,@i,fﬁﬁé‘éﬂl@,r’v.mi_& MB,?dggD?.@td4.f Hz)g 725 oC w.) th an

I CE th. lymnitrite . 6 nmol, 2. gr ans
di ¥ay ?‘ng%??ﬂ“LH) :
Example 3: Preparation of 5-Bromo-1-( 3’-[N,N-dimethylamino ethoxy)
35  benzenesulfonyl}-1H-indole



waooams/13dom?7 anot her 500 nbL fl ask,

10

15

20

25

in water (3 nL) was added slowy and the reaction
m xture was stirred at 0 - 5 OC for a period of one

water (50 nL), concentrated sulfuric acid (50 nL) was
added slowy in 10 m nutes. Then the mass was war ned
to 60 - 65 0C and added the above di azoti zed nass
mai ntai ni ng the mass tenperzature 60 - 65 CC. The
resulting reaction mass was stirred at 95 - 98 0C for
anot h eﬂsxr@Q sﬁnﬁﬂﬂir&&durﬁstg&én i e Beaifd B it some fnori-dri@ical variations
r?b"c dénvttgeewgseactlcpn m xture was poured onto :
TNG&Er PRI i ng and the resulting mxture
m&mraw,eummﬁ ethyl acetaté (3 x 150 nlL). The

pd)t By3 (6RCEtBt0e 2eX (TR US- WERs, Lt1en oaghadr 6.6 Hz),

“?w?a?& Ol 1555 uoi 206 L BLARIM UafH T THENER Pk iy 15 -
pres Skt ®); 1739 oh#BR2H, 10), RMI- T 4HE dohUHE Hrei66 sHF7 (H. d, T = 1.88

CORPoYNd: grlR Pl -f g2 HAr eparation of 1-[3'-(N,

N-di et hyl a .hoxy) benzenesul fonylj-IHindol é
I I"{a\?(’"ﬁ}/d%%d&’n%nesul fonyl) indole (0.602 mmol,

0.Ek&Bplgr advs ) Prepivationneok f r o MEpoephi3a{N.Ndimehylggino 2 REAROXY)
| e eggfompﬂpg,qg,eround bottom fl ask and added

tetra gf rof ur an Jg t] ‘ﬁ"s JHxture pot ra(‘)§esdurlé”ps
car bonztdore1- (%Hdeﬂ’ﬁfﬂe“ze'ﬁfs WP asvﬁageaddaesdm nd
Stgiver dhefBximgle peith bdmnethyléﬁnw@ﬂdmrtdd hdepchldrfyle (Z48aemdh H3A3
g%:}%r soIm[: QJH c%tlgl \‘E&tg)fsj té‘HBtszPﬁE ¥le il de

roé orid : m nol . 358 grans), by dissolving

i R (o 3 29464 ’317‘} W50f 3 nL 40 % aqueous sodi um
hyHNDKR @pm): 0lbd ULE2Mini) 2.5 (6L, spauer 2.4n@Hext T 808 Hag Yo 889
bage Wi t6h36tﬂgi;%|%£]e6 S k) 5 Vs, ) ABLY Y6 th%getiisiﬁzsaﬂ dd),

react’i on

1 ?
o 3t Ueh it B Beadh B8 e nek 16 B A 054

compligli=on, a4 HEeaction, the reaction mass was cool ed.

r 00 ure, poured onto 25 niL of water and
e%f %dg?ﬁ?@oduct with ethyl acetate (,éo m. X
Cdixbnpled &t gaRreearationr aef s WBrogogr 3@ Ndiget 'd'df“ﬂm P""P"XY)
s%ﬁ@;efgﬂ]gnﬂ] ifmavel atil es were renoved under the

reduce ressyre t 0. obt ai ons
ﬂﬁ BQh K8l AT sg,ﬁéd,@n-mgmmq

The co AR AT gwd" ronat ogr aphy
ushervgovsid¢rlwa'egfeﬂlprf(r)1®f@ 200 rresh) -the el uents being

et[]aygm '‘feef7ai3@3,an@; Nn- hexane (2:3) to obtain pure

COTRRHD ol o8 ST g9 %)z-é%o 17 ir A MRPRR s 0

- (2,03 (@4 Ha, 6.60 - &6 B5(18gd, Hz B 54 B2)pB04 - oG, m>H30d73fb(2H m),
3.733 - Ha) (2H7&;g475'5 JBs00H bH = m}lz)77&0 7.67 (124d,01=H,.85M)z2), 7.85 -
7.28 - 7.33 m, 7.37 - 7.38 (IH, r), 7.43 - 7.48

, Hzh? 54 (1H, d, J = 7.94 Hz) 7.54 - 7.55
( INthss @y/2)-H3% 43 MEIDEZ) , 7.97 - 7.99 ( 1H, d, J = 8.29

30 szﬁambﬁsé (mﬁ,}anoﬁ%} {0, \N_ B AR Aatains ﬁRba@;an)atzmsmfaﬁyu-s-

(N, N-di net hyl am no et hoxy)

methoxy-1 H-lll(l ole

Using a similar procedure as given in the Example 4, with some non-critical variations

the above derivative is prepared.

IR (cm™): 2948, 1373, 1170,

cont ai ni ng i cePCDINR008/000247



benzenesul fonyl]-1Hi pdole Using a simlar procedure
as given in the Exanple 1, with sone non-critical

WO arsasdoons t he above derivative was prepared. PCRIN2008/000247
1): 2945, 1374, 1175; 1H-NMR (ppm: 2.32 (6H, s), 2.70
- 2.72 (2H, t, J =5.53 Hz), 4.00 - 4.03 (2H, t, J =
5.57 Hz), 6.62 - 6.63 (IH, d, J = 3.51 Hz), 7.01 -
7.04 (2H, m, 7.16 - 7.19 (PH dd, J = 8.72, 2 53 Hz),
7.31 - 7.33 (IH, d, J =7.96 Hz), 7.35 - 7.36 I H,
ddH-IMR @prd)41.842)1,99 QHAh), 2.24 (6i3s) (A 40.- 28 2k, PT7.69 is&l (3H, s),

gty Bl O b Lol
of Zé 6= 697((% N2Rﬁ3¥)nia@1hy7l()ém}hol)e7t2ﬁo>?y19(3H m), 7.50 - .51

bemem,esulsbmyn&ﬁﬂf)l(miah&u&nmﬁ) a simlar procedure as

591 Yen Ngﬁgnple 1, with sone non-critical _
varlatlo s t bove derivative was prepared. IR (cm

1) Exangpdef77 Prepgration of #78-(1- MethlFdefidingg vl o) Béhzdnshilforsy));1H-indole
2 70 - 12(3’713yc"<2(l7benienesu]fonyl)5 1&0]@2 kO 364m911)l7 0.0 s)( %hjtamgd ﬁ]om

7 Hﬁpmat f_r? 1), I"Ffas §1§sol§id6m gl!fle%él srlﬁgrde é mI@ P?tagsgnﬁfl)bonatf (%%74 _grams)
7. 88 aldepjandthe resplti@@reactih nfiBtufeRéds stinpd 407-.452C for & penibd §floht; hotls. In
10J moﬁex&%m’lﬂzaottorz tﬁg( 4- cKloﬁJN (rllatlﬂ&lplgel(rqurir;lne 5(0 ;4 §l§101|_|4))0g2 7gra§1€) was

7. 87 VR
Ni 1 ed lymybsu}fbxlgr(éﬁ aﬁ’]ﬁt Flt?rfwbtfm of the ﬁrst flask were added to the
5 sélcqyé rﬂesklat 403'45 (QNI¥e chiuttiziz ngabtivh Mias3Ovap fuetfd Xgajed to 140 -145 °C and

beﬂ&ﬁﬂﬁeﬁu{hgrg rfylj b plaxji_cl'dl &9916urs while monitorin reactlon by thin layer
5- Fl uoro-1 - r oxybenzenesu ul't on f)r % é'{
t rcélé[i"@fﬂ)grlawy °§le¥rfhr’ EPCUSR 8RS duropm é‘*§‘p@' PtVé’rPOP’Pf’ ‘f prgo B@ﬁ’lﬂﬂ ral)

15 1 anidetira@edthenpsdagt wdthrithd pcrempyja(nm 03). d@nblin¢dl br@akt] eRtfdc@ Qere dried
( %v%x&om Lulfalg a:?ﬂgcg’e \gfaﬁﬂi ere %411 glpdgpthe r(é)(gluce rplre::s?!élgea}o obtaB 0.110

variations to obtain t erivative

2 NS ofuge &ompflin?lsThefppW vﬁmﬂlﬁed Py ggjumn g!mgnptoglzp}’y uyipg silica
2. 2b(106H0 n&)ih) eﬁherﬁibemg &hyl Geetatehind 1% tdettiylahind & &8taln 503ng9& pure
?bo%u(nd?-H , 636HZ) 6.62 - 6.63 (IH d,J =
44 O- 065 m, 7.18 - 7.28 (I H dd),
20 7 1gem- )729é3215(9PH445d137 J1B:8 Hz), 7.33 - 7.39 (2H, m,’
7. HBNMl;?ppES (13H 1.7 2H, 3 3.9B.-6.0503H, wf, DO (21, 7n)D%3 1 b1 5) ks -
) 8@ ey M t
26612
repgraiml)o3 (S?I?k’jlg% §6 de ﬁI;TZ\LH%? tﬁﬁgﬁf%}) 824,236
o )39)729(111 m), 7.29 - 7.33 (4H, m), 752 7.54 (2H, m), 7.99 - 8.01 (IH, d, J = 8.28
. Hz),
25 Mass (m/z): 371.2 (M+H)".
Example 8: Preparation of S-Fluoro-1-[3’-(1-methylpiperidin-4—yl 0xy) 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 (2H, m),
2.71 - 2.73 (2H, m), 4.36 (1H, m), 6.22 - 6.31 (1H, d, J = 3.60 Hz), 7.01- 7.05 (2H, m), 7.16 -
7.19 (1H, dd, J = 8.8, 2.5 Hz), 7.28 - 7.29 (IH, t, J = 2.0 Hz), 7.32 - 7.34 (1H, d, J = 8.0 Hz),
7.39-741(1H,d,)=3.6 Hz), 7.56 - 7.57 (1H, d, J = 3.6 Hz), 7.90 - 7.94 (1H, m);
35 Mass (m/z): 389.3 (M+H)".



benzenesul fonyl]-1Hindole Using a simlar procedure
as given in the Exanple 4, with sone non-critical

WO arsasdoons t he above derivative was prepared. PCRIN2008/000247

10

15

1): 2947, 1373, 1170; 1H NWR (ppm): 1.89 - 1.97 (2H,
m, 2.25 (6H, s), 2.40 - 2.44 (2H, t, J = 7.08 Hz),
3.96 - 3.99 (2H, t, J = 6.41 Hz), 6.60 - 6.61 (IH d,
J = 3.54 Hz), 7.04 - 7.06 (H, n), 7.30 - 7.34 (2H,
n, 7.38 - 7.42 (2H n) 755-756(IH, d, J = 3.

7
66 7. X1 e
Hzl.gﬁ’amale .: g ?pﬁgdi I\/g S—EMn%h §? Z% _}% mézl%ag;’l{)mdzﬁ g-zl oxy)

D&nmﬁh@“l@nylpﬂéﬁa‘ﬂﬁtu on of 1-|3' (N N- Di net hyl ami no
p I OPOX V}indEHHERR PO ttldire Els)@l\]en Ea-theﬂﬁhxhﬂé( ¥,-withlsdnfechod-eriticl ivirgti@ns
teaIbove anacv%gv%sr?e as,given in the Exanple 4, with sone
non-—cr |f1 pé’f“l ons the above der|vat|ve IS

rIBp‘m éé933l Fé“% d?ﬁ319172 2948, 1373, 1170; 1H NVR (ppn):

'ﬁ&MR dbopRf 178 H1 800 (2H,3n)2A03 G1H$8 (3B, m)22.%03H, 24&4 ¢ 2H2Hf m),

7’23? (ﬁ%lr@g% W, gg )300(§Hj%,_6 §x?’_7686%|_('z}§ 130 Ao

o 604 (TH, B J =TitP6 Hp), 6. 99(1@,d 2 =3.43{y), 7.28 -F9(2H5my 730} 12 H, &y =

= 821241%), H&ﬁmﬂmpiw 7749‘@31 (1'1&3 mz) 7872789 (1R, H0=68k;, M,
J =360 H), 7.86 - 7.89 (I'H, d,

JMasb("EYi ?MWQSS (rﬂz) 389 (MtH) +. Exanple 7 :

\‘

PrRxpapiat i 0h OfPrépafaBbn ( | of Vet Hiétd:3I-N NMdietiylaging)  cthoxy)

b%&z@ﬁ‘e@ﬁﬂ)ln lpﬁxluldoieH' ' del e

Hydr oxybenzenesul f gn 0.
gr arrB) Uf‘?ﬁbi‘ ai?‘/"r‘llé‘dp’?':fe Yfﬁr‘%ﬂe&g‘mﬁ‘?& l\ﬂﬁ% i%f@ﬁ‘f"é?’é‘iﬂ“ﬁghﬁb
di bembrdeydifosyiH f-gndblel e)b(amemo)n pripotat@<), lith cancomeritioal (@iafghg the
gragg@hermge@g%gg the resulting reaction mxture

45 0C for a period of one hour In
anB{eey: P20 Fom f1 ask, ‘
4-'EiNMoR @phy: DT Byl 9 238 (61 s)nmo(-a BLHNOES. 6&H@)742019r4aﬁ1€9H tJ
was, fi g3 %'éieﬁ 65 pﬂdb '}EtﬁSVH )57U1'4f 0?(163?11 (415 57883, 741€ 7.30 3H,

cont ent to the sec

T ImsT36at7 3AOH dgyd= G@,“ l'f’ﬁé{ZXs éélu'l LS Fe’acﬁ%ﬂ sd S&gy’ d

20

25

30

35

fu=r1‘ha{z) heat gab (118, d1408.281% O0C and nmi ntai ned there for
mgzq Rb 4 ﬁw urs while nonitoring the reaction by
th|n ayer c it ogr aphy. Cool ed the .reaction nass to
r doample kb &reparatian of E‘P@H’lrlf -kl 3 N ime iglagpinp ethpxy)
eXehRpd bR eHMdoUCt Wi th ethyl acetate (30 nL x 3).

Qo LSS (SILEACL SRS M KR A on i

r edirtions therabays derwative westprepiref- 0. 1 10 grans crude
cqmumdgMThﬁzqqmzpaumd was purified by colum

CELQIRE O95 AR GBSH %3 Skh s$3 72 - 2.74 (2H, 1, J = 5.68 Hz), 4.01 - 4.03 2H, 1, J
=5.72 Hz), 6.60 - 6.61 (1H, d, J = 3.6 Hz), 7.02 - 7.03 (IH, dt, J = 2.52), 7.15 - 7.18 (2ZH, m),
7.20 (1H, d, J = 1.68 Hz), 7.34 - 7.36 (1H, dd, J = 7.84, 1.76 Hz), 7.57 - 7.58 (1H, d, J = 3.68
Hz), 7.90 - 7.92 (1H, 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

variations the above derivative was prepared.



gel (100-200 nmesh), eluent being ethyl acetate and 1%
triethylamne to obtain 50 ng of pure conpound.

wo Rfosmseo)7 2933, 1595, 1445, 1372, 1173; | H NMRCT/mm098/000247

10

15

20-_

25

30

1.73 - 1.79 (2H, m), 1.90 - 2.05 (2H, n) 2.17 (2H,
m, 2.31 (3H, s), 2.64 - 2.66 (2H m), 4.32 (IH m,

6.66 - 6.67 (IH d, J =3.72 Hz), 7.01 - 7.03 (IH dd,
J =8.24, 2.36 Hz), 7.23 - 2229 (IH n), 7.29 - 7.33
(4H M, 752 - 7.54 (2H, m), 7.99 - 8.01 (IH, d, J =

8. 1RGcnt)2039VeR6, 1011 2) ! 371 .2 (I\/H-i) + Exanple 8:

FlLu i di
P RO a0k Pt B b e L BB i
proteidin.&.58s 6.5 (48N, I A 3VREZEX BVILIE (TH, du ¢ h9:sn—ma720(1H d5=

'nolnncffzb t7' 3‘26“7 W aul &, 'JQ"/584t1h7% BPove. ﬁﬁé'u&’ ARNAY WI—E%\I% 7.54 -

1) 144571373, "1172; "1
p%(le Jgdi 64(Hf) 38 -(72% (lIilr)d Il W) 7240'587((2(#4(1 {ﬁ“EZ)sg
(Bktasss:)n/,z) BISBO MAS7 (2H, n), 2.71 - 2.73 (2H, m),

4. H, 6. 31 7.Q
ag E}%m%ﬂﬁH EUE Png%étlon gf ( [ﬂ M% Oyl-“l mﬁg@%&"@.@ ;Ihoxy)
. by prenesulf 0239 %F'Frhﬂ’ty-lfﬁmd“'ez 0 Hz), 7.32 - 7.34 (IH, d J
= 8.0 Heidg a 4indfr prodeddit dsldilen din the Exagl.pﬁ(’Fdi')miﬂ&)?soﬁf/gon-critical
7 90 - 7.94 (I ' SS
n?gzglgAs?gﬁgdgeé i tge@ﬁfr%%fe 9: Preparation of
5- IR 2944y L3[7%117(’I met hyl pi peri di n-4-yl oxy)
bénwm-:@ﬁh)f oyBi; 9, lzlr3l4minls)e2 tiSJm (31,8 11M5l68 HZD S BE @ HLK), 2101 -

a 0 1.C

S AL B, BT AT AT e

( éH.1) ] = 24882, 71w457151@731;1ﬂ7szﬂzm2wqummmma 735

%(&@déZH7 $B)1.75 hz§249 %sogtsh ?§ﬁ3 6{%&),282?7 2%8%2{ d:J; @963&6
%‘%‘&?FWQ ‘“%”6 58 - 6.60 (IH, d, J = 3.60-Hz),

6 Egamplslmremmltm@f 5-Ethox3]1-6-mehiyl-3' ENO7dinaéthylargipo éthoxyP . 44

Ha ) nzertesidfonyl)-1f1-#@olé 2H, M, 7.30 - 7.32 (IH, d, J = 8.12

Hz), 7.38 (1H. , (.48 7.49 H, =3.6 H), . .
7 )87 ) Us?ng8% stqllﬁ??)rac’:edlj'e _as @:vg& )m tl}(%)éygnm?lﬁi 1§) wntlhdtimeg "%W’Pﬁa'
#atonpthe abb@e dePyatipravaa piepanedof

1,{ &m-'i\@é4|?Y1|37331r76 I\UV— d| mst hyI am no et hoxy)
39 msul fonyl]- 7g proce

A SR i Bkl & 528 i HEa: il Sy - Hecif) 3
= 5.56 Hz), 3.99 - 4.02 (2H, q, J=6.96 Hz), 4.03 - 4.06 (2H, t, J = 5.6 Hz), 6.55 - 6.56 (1H, d, 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
(1H,d, ] = 7.88 Hz), 7.19 - 7.20 (1H, d, J =1.56 Hz), 7.33 - 7.35 (1H, dd, ] = 7.84, 1.64 Hz),
7.48-7.49 (1H,d,J=3.6 Hz), 7.85 - 7.87 (1H, d,J = 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

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, s), 2.38 (6H, s), 2.80 - 2.83 (2H, t, J = 5.56 Hz), 4.0 - 4.10 (H, t,J
= 5.56 Hz), 6.61 - 6.62 (1H,d, J =3.68 Hz), 7.17 - 7.21 (2H, m), 7.24 - 725 (1H,d, J = 1.72



benzenesul fonyl -1 Hi ndol e (obtai ned from preparation
2), with sone non-critical variations the above

waleomsuadoive was prepared. IR(cm'): 2944, 1372PCW/IN2008/000247
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30

1H NMR (ppm): 2.17 (3H, s), 2.33 (6H, s), 2.70 - 2.73
(2H, t, J = 5.68 Hz), 4.01 - 4.03 (2H, t, J = 5.72
Hz), 6.64 - 6.65 (IH, d, J =3.6 Hz), 7.14 - 7.16 (IH,
d,’J = 7.88 Hz), 7.21 - 7.308°(3H, m), 7.36 - 7.38 (IH,
dd, J = 7.84, 1.76 Hz), 751-753(IH d, J =7.8

HZI)(z), 77365‘} 38(1?1 §d5J4'7§!; 1%1{21) 7'423 734 (g%) 4 %7&--994(1& 4,

Ot oo 4Bl | oheok o
5-Mhsi@wn): BO3[ AM+HEL hyI (N N- di met hyl am no et hoxy)
heﬂ[a Ieege?ﬁl I Epe\éﬁétul o?dol [%’ M%il]l ﬁl\éﬁnﬁete urlooclepg(l)'lproe )

va‘}ef“&t‘fsb'ﬁ@y‘ﬂ‘lﬁ%"%lfve derl vat ive was prepared. IR
(cm 1) 1(2Bydoxy-U3nkthyl) 1 beideneslESSI- 1 HidddMVR 0(6PP Mhinol2. 4.8  grams)

H , 2 74
( %g;lataxr}?i 61']0_% p?e arggy Eﬁ? d{SSOleg in tgral}yfro‘qgr I?’7 gltl%a‘cl) theéag)%/i mixture,
( mqtassulm cgrbenaty (Goqqzn)mol P.1G D grams) u@gad@pq-qnd ghirred fpr & periog 2§15-20 -

7. nllﬁutczs Thelﬁee(b'&ﬁ geﬁ@rated7ﬁe’r¥ro3(ﬂrﬂdthyﬂm1ndpropyﬂ;hl§&e I'ﬂ?&roch%rn&ﬂ(z 48
mm(% (Jél)gB lg&aﬁnb) “?xs 5’6’acmd7‘”‘§’é°’(“’1“ﬁlaz‘ﬁm ajld g'lf"‘@h‘;'ﬁge)d 1StR/Hl§ §eactlon

m(lzt)me Thy l;&acglor( Mpq;q)'e-wvas Ej{lm pv@nlel@mt@mgpgpragrpsg pf thef reaction. After
cBﬁlﬂéffén bf rl[:z?:tldnnﬁé Fak J\jigs ob1dd t%&h@ﬁd@ﬁéﬁ%@?}uﬁ& hgﬁ(%)wc'jlter 5
1N procedur e
AT Bty LB D s B Eppr g i
v awrawdﬂwnslftth@da‘bovletlleﬁeverwanqwcbumepr@m peshure R (baim 01219
M%g crddd @8}2{) &;h?'ﬂhe géﬂ'ﬁ;'o ag Bﬂmd lg%ol‘]n%n éﬁdﬂmto%r)aﬁhy%snﬁésﬂlca
H @ ‘{% 200 '““‘Sz)am 8‘2?‘?-& 43 (E’E?"‘S%f P““’é‘"slé’“fdl H 3 d wd-z 3. 92
Hil}ﬂm?)l%‘* 1373, 1771( | H d J=7.92 Hz) , 7.20 (IH, d, J.
= LR (?Br)i)f 1.9t 31498 2}7 ﬁ@ 16&3‘?& s)d?'zemﬂ 243 81446 X}H {8 HZ& Hz),

( Izﬁg 399 @Ht, g £44 p&))6647 6 (_1H7d 86 3(6,8,4:) &13 J7 1.5(1H818)—788
Hie), 722 84.36 (3R, BY 7034 H7.31(1H) dd7J 8.784 Hz )6, HAESSS - (7158 M, d 4377.8
4?1'1%) 0 ’\}:)-l\d lﬁxgraphg 7% g/0h @RAGA O4% 19

é*éf N, N-'di met nyl ai ni no- et hoxy)
b QVIW” 5methoxyIH-| pdole Using a simlar
P lE@ﬂadu 1'% Pecpargtisadt SiPluotdiR[4EXR ORI 2-(4.8, diMéthylarsiféFropoxy)

NQBizbfcbilibofid]-1H-indote

Using a similar procedure as given in the Example 16, with some non-critical

variations the above derivative was prepared.

IR (cm™): 2947, 2860, 1373, 1171, 1137,

'"H-NMR (ppm): 1.92 - 1.98 (2H, m), 2.17 (3H, 5), 2.25 (6H, s), 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 (IH, dt, J = 2.52
Hz), 7.18 (2H, m), 7.21 (IH, d, J = 1.76 Hz), 7.32 - 7.34 (I1H, dd, J = 7.84, 1.8 Hz), 7.57 - 7.58
(1H,d, J=3.64 Hz), 7.91 - 7.92 (1H, dd, J = 4.4 Hz),

Mass (in/z): 391.4 (M+H)".

Example 18: Preparation of S-Bromo-l-[4’-Methyl-3’-(N,N-dimethylamino propoxy)

benzenesulfonyl)-1H-indole



variations the above derivative was prepared. FR
(cm1): 2944, 1373, 1170; 1HNWR (ppm: 2.17 (3H, s),
wWQ288/14@t s), 2.72 - 2.75 (2H, t, J = 5.66 HzPCT/BNBE8/000247

(3H, s), 4.01 - 4.04 (2H t, J = 5.68 Hz), 6.57 (IH,

d, J - 3.57 Hz), 6.90 - 6.93 (IH, dd, J = 9.0, 2.47

Hz), 6.96 (IH, d, J =2.44 Hz), 7.13 - 7.15 (IH, d, J

= 7.88 Hz), 7.20 (IH, d, J #1.67 Hz), 7.33 - 7.35 (

1H, dd, J = 7.85, 175Hz) 749- 7.50 (IH d, J =

3 62 Hzl)sm57 SBiilar wgroc%&ué Iag_l’glvgl 4ghe &a:ﬁpqe 'T'g)wltll\@z?me non-critical

% ( . Preparat’ion
(e fabf Y?))T”B'epa(eRU>T di met hyl ami no et hoxy)

beﬂ*z(eméslﬂﬂ dpii# J168;H i ndol e Using a simlar procedure
aslkﬂNMQ'@pﬂnﬁl ithes. %éﬁ%)ez 1293}1‘% tz'} mgs‘?f‘%,r?ﬂnz% 7}1'[ rR?l 7.12 Hz),

va;b ns. the ab deri vat
§9448? (CH373; 6. aﬁ% 6. 58H6rﬁmﬂ( 610‘rf)3 841Hz397 15 - 7.1201H, Q»H 7.92
t) sz) F206.798 (), J 2.177 He3FH32 $).34 (261,314, (5188, $3 Hz27.3D- 7.41 (1H,

2. 80y 4%'&?‘ 1 56 Hz)? 72355 ( %Eﬁ(lﬁzé J =§:6g%é)', |7_§3 ?%@(élg,"d_, 9% 1%&23@19 35 -

)§7 %Ey 6.89 - 6.92 (IH dd, J = 9.0, 2.48
HZMasan/ﬂ4451 &39@+ayH, d, J = 2.4 H), 7.13 - 7.15 (IH,

d, 7.9 - 7.20 (1M d, = 1 .56 Hz),
0 "‘*""7 3”% ? hba'aa"" of 12'@4“"@'@3 <‘ﬁ1§’5"'m°f'.'y?lfgm9° 7. Mepoxy)
(|'Hnleaes“l§°n£ll nsthmylﬂvldels - 7.87 (IH, d, J =9.08 Hz);
Mass (mkiag a ddifar (PMtkduretas mnﬁltﬁe ERampRr P akidt o8 ngfl critical

V- di net hyl am no -et hoxy)
bev%z}‘letﬁgesglb aFlve%Tr]vathﬁ%asm?g% Using a similar procedure
adRgsmw ¢34 1 ¥hd  Bxanpl e 10, with sorre non-criti cal

15 ValFiNaiR GRR): 1 BE- ﬁdxqm S e\, ls)Vﬁfz g"ﬁpai ?ﬁQH s =(7Cd§‘
wojcﬁf 5, %3%03293 (%ﬁ %Eﬁizgt 65 J-& e 155 6 2N 30 pi@m
(zim119 04248 Hy), 5@6Hﬂ}d JG 263 Hz), 51627, (41 H, ddl | 0884128 788(1H, d, ]

HL)1687Hzﬂ31 7332(1H(<%|'h k4, 1.76 B9, 7507(71?15d(JU§|6 ’k|%)6'7§‘9£1§4’

d7; 7.36 - 38(IHdd
PiH d, J=84H), 7.53 - 7.54 (IH, d, J =

20 31\®4s(mzz) 4083 O1H)". 8. 02 (IH, d, J =1.68 Hz); Mass(n z):
392‘?1315 lé M"' Wepara%f@h‘ft‘hol? 1- [J? nﬁgﬁ! 9I(N,94ndugl£th mino propoxy)
(NMV-di et hyl a 3‘
bé’%‘?&'ﬁg@{?f‘%b‘%WT"’ | Hindole | -(3- Hydr oxy 4 met hyl )
benzenBsng § cimjikr pideddimel Gk esivied.il0 22 PaaBple 18, Zith rs&ﬁé:"hon-critical
_ variations the above derivative was prepared.
25 IR (cm™): 2948, 1373, 1170;
'H-NMR (ppm): 139 - 1.42 (3H, t,J=6.92 Hz), 1.98 - 2.06 (2H, m), 2.16 (3H, s), 2.35 (6H, ),
2.57-2.61 (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 (IH,d,J=
2.35Hz),7.12- 7.14(1H,d, ] = 7.89 Hz), 7.18 - 7.19 (1H, d, J = 1.67 Hz), 7.32 - 7.34 (1H, dd,
30 J=787,1.73 Hz), 7.49 (1H, d, J = 3.63 Hz), 7.85 - 7.87 (1H, d, J = 8.88 Hz);
Mass (m/z): 417 (M+H)".
Example 21: Preparation of 6-Chloro-1-[4’-methyl-3’-(N,N~dimethylamino propoxy)
benzenesulfonyl}-1H-indole |
Using a similar procedure as given in the Example 16, with some non-critical

35 variations the above derivative was prepared.



w@oeaoagsdoum car bonate (1.024 nmol ,
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(obtai ned frompreparation 2) was dissolved in
tetrahydrofiiran (7 nL). To the above m xture,

added and stirred for a period of 15 - 20 m nutes. The
free base generated from

3-dinetiiylam nopropyl chloride hydrochl oride (2.48
nmol , 0.393 grans) was extrdtted with toluene (3 ni)
and directly charged into the reaction m xture. The

r eRqEoh N30, Xt70r1@3Mas refl uxed while nonitoring the

! toh ct i t t |
PR ool 215 D ERCRL T AL LRI S OBl o v
polided- 0i(2H. 6 =‘t6d2\1\ial 661 (2B (HH. Y, EnH64di).17dE ¢ 82 @Han), 7.22 - 7.23
pr(@ﬂui;t =WeB Bz byl 7. Qe ale £ 188, M ¥4z CRMINSGE T - 8.4 H),

oot B LTS Pl £ PR L abcen orcssur ot

obYiash /0): 2009 fitHhs of crude conpound. The conpound was

'ptmaaal R 92:BYeraRlaHRTY 6CEHidRERL 6@9&&\%3’-@. 1 pipekiifnd- 96 .

g& OO mssgé to obtain 0.143 grarrB pure conp
cpEppYforyibdiiindole 373 - 1171 ' HENWR (ppm) 1.91 - 1. 98
( 2H, nysin@a $iGil{rJircedie, as Zivam in tﬁé—lExzﬁm))le T2and 3-Chlozo- BB -Hydbky-4-

6’mei|hylj blnzlgesh%hrl ll?l n%@le (olﬁau?eg f(o%';_lpregarailt}n 2), 3»7 ‘% 5501?% |E‘bn %fmcal

J me“"gsherﬂ&ﬁve der“’%'zewasrfesﬂed(sH m), 7.34 - 7.37 (IH
ddR (' 29338M45,137611HE), 7.51 - 7.53 (IH, d, J = 7.8

Hzl)pm\ZR ?ﬁmﬁ bk f{jm (Qsl m)317%2 1'@)( H, Zr), 8 §3]§f)é9i5éﬁ| 5.9 .60 3L,
Pr“@pzapa( H, &), ‘b%“( H, m), 6.61 (1H, d J 36Hz),718 7.21 (2H, m), 7.23 - 7.24 (1H,
5-dFJ45|0643Hi), 1A' - 8etimydd, B= 7@N1I‘ﬂ6dnz) net hyd4qrn, id) 10- ICHRYXAS) -
bg%ﬁrheg,gl %Q ZJ g{ﬁé(ﬁzﬂﬁg Py (}qghzgosn m | ar procedure

gl ven me non-critical

vMﬁs%(t‘Yzéﬁé” H%a‘ %\(Wé derivative was prepared. IR (cm
DExim@04 123 286Mhardi®7 3, or 11T MAILT (itobR (piidle- 92y

17 (3H, 2°25 (6H,
bﬁ'gg‘{ei‘&f%“?] m‘J‘d‘%‘ﬁ 355 Hz)S)3 96 - (3 99 ?)ZH t) °y .

6. 28 |_E9mg a@m@@r proggduge] as (g]le in the E3ample37, &/§h p¢me ngn-@Bical vitiatig@s
( kdabdlt deridative Raspiepdid., 7. 18 (2H, m), 7.21 (IH d, J =
N ‘;gg‘sh?%?ﬁi?"‘%z '3\1727” Foh, II:||z) dd? o1 -7 82 (1| ﬁ Hé?j [
I FMBAPPMINRESS |(TFI2H, m), 332 - 1.90 @Nbehl) 2.16 (BRaNBBR(SHSbs), 2.59 (2H,
Ph@P@ﬁahBDnﬂoE) 6.64 - 6 65 (1H, d, J = 3.68 Hz), %wl 7%3&}1 mr)’o7 38x 7)35 (2H,
b@ﬁ h‘{});v‘f&{q 891 g‘cﬂ) ?Usl\%-z%ggt s?/mal ar pPocgdu¥e as
gMﬂEﬂr(mi’Zh 3$5rﬁe(NEklarrpl e 16, with sone non-critical
V @kdrihé ﬂnﬁregmtuﬁbw@y 1L 1M Ak iH -3V m R BRbRn-4 L RxfC M
nnenzenesulfonyl)—l -indole hydmchlonde
Using a similar procedure as given in the Example 7, with some non-critical variations
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, s), 2.51 (3H, s), 2.75 (2H,
m), 3.02 (2H, m), 4.92 (1H, m), 6.82 (1H, bs), 7.18 - 7.20 (1H,d, J = 7.6 Hz ), 7.39 - 7.40 (1 H,
d,J=6.5Hz), 742 - 744 (1H, d, ] = 2.2 Hz), 747 - 7.50 (2H, m), 7.91 - 8.01 (2H, m), 10.67
(1H, bs);

0. 171 gr ans) P@EEN2008/000247
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1H NVR (ppm): 1.93 - 2.00 (2H, n), 2.18 (3H, s), 2.27
(6H, s), 2.44 - 2.48 (2H, t, J = 7.12 Hz), 3.96 - 3.99

Hz), 7.15 . 717 (IH, d, J =7.92 H), 7.20 - 7. 2 1

(IH, d, J = 1.72 Hz), 7.32 - 7.34 (IH dd, J = 7.88,

1.8 Hz), 7.38 - 7.41 (IH, dd, J =8.8, 1.96 Hz), 7.55

- 7.56 (IH d, J =3.64 Hzp¥3 7.65 - 7.66 (IH, d, J =

184g|z)785-787(IHdJ 8.8 Hz); Mass (m z):

Exanpl e 19: Preparation of

aﬁ“’"%%g‘wmb NJ~- di met hyl ami no pr opox

bé)xmrielﬁ;l Pfemwyfltu]n@é"-%loe‘rh&xywwﬂﬁ ﬁbmtéﬂwieﬁ@n AN | ar

prbgl%lq,g{]gnﬁ 1Hind&R i n thehExaan e 16, with sone ‘

non-crjtical .variations.the above

pr epar egd"8? Sﬁ"k’&?{?ﬁm BEIH" f@%am})iel?g e %&L ;Q%Ry@&l Yariations

1 BQbove derigativé @M prepgred. 2 16 (3H, s), 2.25 (6H, s), 2.41
n@(cﬁf’) (z%'z* 14115 13]73—1172 08 Hz), 3.80 (3H s), 3.95 - 3.98

i oo 11 12 s . 380° o1 B8 bl b P . 527 2 ¢

J 239 Z3H44) 347) (2H,/m)1 229 - 4321(4H(m)H6.7 - 6.78 GH.7d, 85 3+42)Hz) 7:1217.19

'(i‘}'l nﬁ 12 - 72?56ﬁi3nb|27)33 7733%1}1 dZJSBN(sl Hso 84, 7.5% -7.58(B# 4, 1 =
Hz), 7.86 - 7 .89 (IH,

d 36§H-)’ 9‘1—42]5[ m)F\/hss (mf z) 403 5 (MH) +. Exanpl e 20:
Prvesse(méd):i4oms GA+H)".
57 E!Esm &¥6: }P][t.[g ratlfcp fri}ilt ]ﬁhy'l—(’aw din{xﬁiyﬂ}ﬁ'nﬁmma?y) leﬁmgﬁff)myl]-

benze csu nyl Hintlole Using a simlar procedure
adHgrdan in the Exanple 16, with some non-critical
var i at Uais sifiBr pbeiee defveniatte Eeampds! 4pd apanedte H(RHydomy-4-

ethej]) g94e§1§sﬂl}c%§§mdo%](§tgame& lﬁlbxwgaf&gﬁg}:n% with gb%e nonlcrﬂ'xgal )(I§HIOI‘IS
2 11BEbqve ferivagive wgspeppared- 2 61 (2H, t, J = 7 32 Hz) 3.95 -
3.R&ndl’ 2bb65129321 13725111@1Hz) 3.99 - 4 04 (2H, q, J =

Iﬁl%x\ﬁ@ppra) b glg%xgz 45 7::A|Z6q{z) '!33’(;_?% s‘}72 §3|Z)2’6] @ﬂ9§J3 52 98),
|—|Z7.)7l 274 @H, t, 7} f[y6(l-‘z),.|4 0H- 4\1}0 2[7[ 8= pé? Hz)76 g_48 6657(11191 {ﬂ}t%

d,Hz 7-16 17@7(1HZ)1 1 S1.8217), T2234.3¢ (3, n0d,.403 742 LB A, I & 7B, 1.8
A il e L e e T
Prég8&zat i on of
6-Neh! @5 iﬁMMﬂtmt hyl - 3' - (N, N- di net hyl ami no pr opoxy)
beErl:ZnSng 7l'I lP]:'eopg atl]m of'?]iromo—l ?4 -ethyl-3°~(N, N-dimethylamino ethoxy)

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,J = 7.5), 2.35 (6H, 5), 2.57 - 2.62 (2H, ¢, J = 7.5 Hz), 2.74 -

2.76 (2H, t, J = 5.72 Hz), 4.03 - 4.06 (2H, t,] = 5.73 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,J = 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, ] = 1.84 Hz), 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) benzenesulfonyi}-

5-methoxy-1H-indole '

6.24 Hz), 6.58 - 6.59 (IH d, J =pGr/8¥2008/000247



Using a simlar procedure as given in the Exanple 16,
Wi th some non-critical variations the above derivative
wor®sas@par ed. | R(cm ' ): 1371, 1172, 1137; 1H NAMRI/(R008/000247
2.0 - 2.10 (2H, m, 2.18 (3H, s), 2.40 (6H, s), 2.66 -
2.70 (2H, t, J = 7.48 Hz), 3.99 - 4.0 (2H, t, J = 6.12
Hz), 6.61 - 6.62 (IH, d, J =3.64 Hz), 7.17 - 7.21
(2H m, 7.22 - 7.23 ,(1H, & J = 1.68 Hz), 7.35 -
7.37 (IH, dd, J = 7.88, 1.72 Hz), 7.42 - 7.44 (IH, d,

= 8 S a sim TOCCaur md e O Qn-critical
E]IH %g@b le§3?_|2 dure%s %f:&‘;‘: th ‘]Ed(%m;g ?ﬁmﬁ})ﬁ)sé Qh-critical
Exéwﬁﬂl%s 93 °md§f5ve&r*‘é&waawenafe
6- Bhlco1)02938,[1868; niet;hyl - 3' - (1 - met hyl pi peri di n-4-yl oxy)
’ beﬁiﬁmﬁwnﬁ °1rb\éU‘1| §"F3'Hn{j91—$5£‘%£)”9&$%ﬁ,' p?%?f ﬂr gﬁedyr 9 57Rz),

rre% ﬂgﬂzﬂ“lﬁ%ﬁiénéggﬁpo?\% GHL49 #Abiot Q’ék‘)ﬂaﬁﬂéé‘z)ﬁ 12 67m6 58 (1H, d,
pr EPASRLLOIPO2).93 (HH, i, $© 5B, TMBIH: 6196 | 6.9 (1Naf § Ak @mg 71h1er 17

¥le qer 298?1% \/Wsd 9“?99%1%7%34 Rﬂgg'iﬁ gH 27?%%3’1]7_(%%)5750-
1 béﬂ(éféﬂ 136 Hy), A3y - @%1%91‘293112)@% s), 2.60 (2H,
n)Masg(.x/a 4025(;\4;@[) 4.34 (1H, n), 6.61 (IH, dd JJ::3.1664
10 ghranfic§ Pregiiin b ol 1§ Ry R fngpiio Ghogy
4zeeszfoncilJ-IH-rmioe 36 Hz), 7.51 - 7.52 HH, d, J = 3.64

HZ) 8 LQizxg a §mi3 ;{rdcbﬂluredas élven - @ Eklﬁl)ple ﬁ@&ﬁth(mn%)non critical
e 23: Preparat| on of

e;Eigfof{?é%ﬁwab?ve cm%%vc ?‘Fﬁiqﬁ'ip?}g%)l peridin-4-yl oxy) .
bdRAen a8, 1373.469ndol e Using a sinilar pr ocedur e
15 aSHNMR (bt 1tihe 1EX @Mk g =77, 51}'!1523%?? s}pg@s C5 k3 tzﬁah I =1751),
R
AR LSS 405 LR U Lo g S g
(ZH) T ; 711 @8, m), 1250026 PH, dnj.39 -Z.4261H, 3&) =32, 132 BD), (.5H,7.44

bs) b, 42) 5 7 6,64 | - )65
S()HdJ 94()(}%75?75‘?“3(1& é’reﬁﬂz)(éd" smcl%d§ 1@23@_) > a5

(é‘fli‘sS j2) “2“7£S"f+ )7.53 (2H, m), 7 99 - 8.01 (IH d, J =
20 8. l@smbl:)w Pm&tl(’mm)[4’-13%33(P(Mh1)e\hyﬁxmphﬁxﬁ4énzenesulfonyl]-

PrsefRfAtH-Adoef 5- Fluoro-1-(4' -methyl -3' - (I - et hyl
pi peridin-4-yl oxy) benzenesul fonél )-I H-i ndol e

hydr ocHFg% f’osé'"lﬁélpf?@edé\‘e sFrfYearn gioEemalce6a s ity pan npiperitical
t hveridEmtiplabovd derivativiiwa@rsareton- critical vari ations
IR cm™): 2934, 1374, 1171; _ _
25  'H-NMR (ppm): 1.10 - 1.14 (3H, t, J = 7.51 Hz), 2.34 (6H, s), 2.56 - 2.62 (2H, q), 2.72 - 2.75
(2H,t, ] = 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 - 7.40 (1H, dd, J = 7.88, 1.80 Hz), 7.58 - 7.59 (1H, d, J
=3.64 Hz), 7.91 = 7.93 (1H, q, J = 4.64 Hz);
Mass (m/z): 391 (M+H)".
30 Example 3I: Preparation of 1-{4-Ethyl-3’-(N,N-dimethylamino propoxy)
benzenesulfonyl]-1H-indole
Using a similar procedure as given in the Example 4 and (3-Hydroxy-4-ethyl
benzenesulfonyl) indole (obtained from preparation 3), with some non-critical variations the
above derivative was prepared.
35 IR (em™): 2947, 1373, 1171, 1137;



Wa208/16@1 ), 2.04 - 2.08 (2H, n), 2.23 (3H, BOT/IR08:000247

10

the above derivative was prepared. IR (cm1l) : 2954,
2715, 1595, 1456, 1365, 1134; 1H NWR (ppm: 1.83 -

(3H, s), 2.75 (2H, m, 3.02 (2H, m, 4.92 (IH m,
6.82 (IH bs), 7.18 - 7.20 (IH, d, J =7.6 Hz ), 7.39
- 7.40 ( IH d, J =6.5 Hz), 7.42 - 7.44 (IH, d, J =
2.2 Hz), 7.47 - 7.50 (2H, #f, 7.91 - 8.01 (2H, m,
10.67 (I H bs); I\/tass(niz) 403. 2 ( M+H) +. Exanple 25:

Pr, | o or Pz th I
%&ﬁ\fﬂg 13 ; 1 i q)%bejozjle#eéﬂ’l MRL 3% (zﬂﬁ\ aE‘Fshh% 243 -246

S|(m1,lt,alr‘ Wd&é@tﬁﬁe%@@@&%én”ﬁﬂﬁhé @x ?}ét? b Ky Gsﬁgﬁ]é*

Ny Shigh HQ)ab 15\/ﬁﬂ7&(ﬁm ans- thaermhoyer. decnwa}, 7.9%- TS (1H, dd, J =

b Loy s b P B0 B0 B8 PO, .

(3H,l 8J§HZ 27 - 2.33 (2H M, 2.39 (3H s) 2.57 (2H,
n)Mass(?g—% m, 6.77 - 6.78 (1H, d, J = 3.64

e B bty iy KB

J penzZn&@FRyl-1H-i@0le( | H n); Miss (nmz): 419.5 (MtH) +.
Exanpl %slﬁ?a P rﬁ%%&&duflnaso%wen in the Example 31, with some non-critical
[4' - Et -3 - (N, N-di i net hyl am no ethoxy)
be‘iﬁ*é‘ﬁ@é‘?ﬁ“??i’ﬁ??']"a‘“’leWﬁﬂﬁ?%’le Using a similar procedure
lc’aISIRgd:nv'sm%mlI’/h,elExarrpl e 1 and i nternedi ate
- e neggil
%‘%‘éu ng;{d,%?yﬁo ﬁuﬁ(xh pe F)%%) £5¢/ f@mh holod @H, ), 248 - 252

rom prepar |
va(ﬂHdH Oh¥ e %bé\?é@g@ﬁ? r’v&t%@é)’ a\éé ‘H?@Eap nsf % 6.5
1)(1n20653 92913)27 16L-37®, (11,170 7.9184); 7. 21H NWRIK, p;lpm { 761%97 36 -

15 (12'{}'25 (él’;iH . Lss: '{556 (I—ESABJ H2)es 112), 336 ( %‘ﬁ (ﬁi & % 585 Hzgz'i ﬁ)l 7.88

20

25

30

35

2771772714 (2Kt
4. @ 4T ASHUHPRH, t, J = 5.76 Hz), 6 64 - 6 65 (IH d,
J mass(n%é his) 467 (MAB) - 7. 18 (IH5 d, J = 7.92 Hz), 7.22

Hzgxam?lesz H§ m[’g%)a(:#v_)ln a! ot‘ ?%_[Q#f%ﬁlc&d (N ,P}-dlmezlg'ﬂ@\mol %)mpoxy) A

( 1 bdnzegiesulfonyl}-§-cBlgropiindsie 98 - 8. 01 (| H d, J = 8.28
HZ) Nﬁﬁﬁg (@i@ar |§c7c3du3e fsMBitdntin X ERPhpde 217: w1fBr sparmhdival
beY’??é'r?& ED*‘PS)Vﬁ[de Vaﬁwe “)ésnpcfd’lm‘g N, N-di nethyl am no et hoxy)
IR (cm™): 2939, 1374 1169
TH-NMR (ppm): 1.11 - .15 (3H, £, J = 7.51), 1.92 - 1.99 (2H, m), 2.25 (6H, ), 2.41 - 2.46 (2H,
1), 2.57 - 2.62 (2H, q), 3.99 - 4.02 (2H, 1), 6.61 -.6.62 (1H, d, ] =3.59 HZ), 7.18 - 7.21 (2H, m),
7.27(1H,d, J = 1.78 Hz), 7.37 - 7.39 (1H, dd, ] = 1.81 Hz and 7.91 Hz), 7.42-744(1H,d, J=
8.40 Hz), 7.53 - 7.54 (1H, d, J = 3.66 Hz), 803(1H d, J=1.57 Hz);
Mass (m/z): 421 (M+H)".
Example 34:  Preparation  of 1-[4’-Ethyl-3’-(N,N-dimethylamino propoxy)
benzenesulfonyl]-5-methoxy-1H-indole
Using a similar procedure as given in the Example 31, with some non-critical
variations the above derivative was prepared.
IR (em™'): 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); 242 -2.45
(2H, t, J = 7.32 Hz), 2.55 - 2.60 (2H, q, ) = 7.48 Hz ), 3.81 (3H, 5), 3.96 - 3.99 (CH,t, 1 =6.16
Hz), 6.57 - 6.58 (1H, d, J = 3.55 Hz), 6.90 - 6.93 (1H, dd, J = 8.99, 2.38 Hz), 6.97 (1H, d, J=



Using a simlar procedure as given in the Exanple 26,
with sone non-critical variations the above derivative

worwsas@pared. IR (cm1): 2948, 1373, 1175; 1HPQUVIN2008/000247

(ppm: 1.10 - 1.14 (3H, t, J = 7.5), 2.35 (6H, s),
2.57 - 2.62 (2H, q, J = 7.5 Hz), 2.74 - 2.76 (2H, t, J
= 5.72 Hz), 4.03 - 4.06 (2H, t, J = 5.73 Hz), 6.58 -
6.59 ( 1H, d, J = 3.7 Hz), 3¢.17 - 7.19 (IH d, J =
7.95 Hz), 7.21 - 7.22 (IH, d, J = 1.73 Hz), 7.38 -

7. 28‘%142%%::"4 -?16317&5% 792 ﬁﬁ {iz'%lﬂdd 14131 3 934H2) 36 (?HGcﬁl,J—

7
8. Tp6 L3P HehyASQ- THh (-4, er53127 %37 8(7MZ1§§ (I%E&grréf%H%s

Prvepaitd)isone i+~ [ 4' - Et hyl - 3' - (N, N-di net hyi am no
o m°1>,<.§|)e b?ﬁzegﬁ%}u}aﬁmyl o [Ef%tnﬁéy(ﬁ,r#iainnﬂ,giaﬁm NGrépoxy)

pfoce iven'in the Exanple
5 scherzeppsyiopyl]-p-flagrp-Ldndolet | ons t he above derivative was
pr epar ©6lng b RirkieMpiopcduid %3 Sgived 365 8he Edample JHWiVRofp pog-critical

2 Hz 2.33 (6H, , 2.55 -
v6riat1 rf?f‘meag’ovg%er atév g{%pﬁg%eéz 71)_ 5 724 EZH, f’? ] "
51R60rr|—|2)29381876 034 s), 4.01 - 4.04 (2H, t, J = 5.76
HZ')-LN?@R@J - 16105814 B3H, 1, 0+ 7.31 Hz)31. B2 1142 J2H, &), 206 (6HHs)QB44 - 2.47

o b5 h% 5 ol e g
Jm:),116727:;qz(§ﬂ ), B - 737;(3Ig,d@44_1=7g§}|183Hg,) 5%96759(1&7‘%3 363
HZb‘Iz 7515993(112,@1—%/%#1& ?mJ Zog glz) 7.87 - 7.89 (IH,

; SS z . M+H) +. EX I :
Pr“éﬁé?‘&h 32“6? )6- Chior o- |-%4 - Et hyl S3' -H)N ample 29
, Nexglinpiet 139 anPreparatiévo xof) lﬂé’ﬂmmhﬁ’f(ﬂnﬁ imethylaming| ethoxy)

15 USden,gngulﬁ;nm L @%ndBl.OCedure as given in the Exanple 26,
with some non- frltlcal varlatlostheaove derlv%qi Ve
Eeg n ritical

was pr epas dFimifaR ProssiTe) as Byphgn §§a Ppads Wit 1385°
1 RafibEhs(dpphve ddiviile washred&ed.3H, t, J = 7.51 Hz), 2.33

( le'(mﬁ’)) 29%2 5?72 119,63 ( 2H q, J = 7 51), 2.73 - 2.76.
oty 131 o5 b: O i Begthob:2 @ Dy vy
20 (2sz B9 (1F, 2btet), 403 2606 (2H, t, iy 5.77HBS.64 - F6AAH( 4, H=3§YHz)g7-H -
‘ 72% (314_}&%27 I )33 ?1}14%}‘7 433%15 uldd, s igs (())5] 1.50 13;:)3253'427)55 (IH,d,J
=7 &2.}'?227%12}&{ ftlss 6 M)y §-00 M(’('%z/ﬁ!ﬂ ‘anpl e (SIOH ¢
Prm&a(nai)i ggv.aaM+iy’ [ 4' - Et hyl - 3' - (NJV- di met hyl am no
et EanX ) bﬁnz$ %§Ht1£non¥} ] 1- [45 'Ijolnlﬁgi;l%’ DH' 'ﬁ]ﬁliQJeﬁlylamlno ethoxy)
25  benzenesulfonyl]-S-methoxy-3-methyl- 1H-indole
Using a similar procedure as given in the Example I, with some non-critical variations
the above derivative was prepared.
IR (cm™): 2960, 1365, 1172;
'H-NMR (ppm): 1.06 - 1.08 (6H, d, J = 6.90 Hz), 2.16 (3H, d), 2.18 (6H, s), 2.57 - 2.60 ( 2H, 1),
30 3.14-3.19 (IH, septet), 3.75 ( 3H, s), 4.05 - 4.07 (2H, t), 691 - 6.94 ( 1H, dd, J = 8.97, 2.5
Hz), 7.00 - 7.01 (1H, d, J = 2.45 Hz), 7.32 - 7.35 (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, J = 8.94 Hz);
Mass (m/z): 431.4 (M+H)".



Using a simlar procedure as given in the Exanple 26,
with sone non-critical variations the above derivative

worwsas@pared. IR (Cm 1) : 2934, 1374, 1171; 1PENNR008/000247

(ppm: 1.10 - 1.14 (3H, t, J = 7.51 Hz), 2.34 (6H, s),
2.56 - 2.62 (2H, q), 2.72 - 2.75 (2H, t, J = 5.76 Hz),
4.02 - 4.05 (2H, t, J = 5.76 Hz), 6.60 - 6.61 (IH 1 d,
J = 3.44 Hz), 7.03 - O4(I§F-I m, 7.16 - 7.22 (3H, m,
7.38 - 7.40 (IH, dd,.J = 7.88, 1.80 Hz), 7.58 - 7.59
(lEl;L,m e J3s7 SpeSfarkioh, zf 91-[4*-1%opBipyk 3’ Li-Hlimeghyldmino2-PGepyoxy)
§FE§W2 l391 (MrH) 4. Exanpl e 31: Preparatl on
ﬁ’e'i'ze‘[eﬁ“ 2 ngole ( N*V-di et hyl ami no pr opoxy)
benzenYsng asprilak ﬁ)rorte#m wscbybrein thsiExgmpde b ih poxie npH-ositied) ygriations

a%heglb(}('@@erilveﬁlvgaﬁ‘sp@ﬁml e 4 and (3-Hydroxy-4-ethyl
benzenesu ndol e (obtained from preparation 3),

l)
5 V\AIHF“'sbrﬁg“LgﬂY Wzlt’l cal variations the above derivative
WaK-NpfReamed 10 4 R2((6Hn dL)1.20 - 2ZAUGH, 4 373,12 Hz73.28 PHlgsp,; 241 - 2.46

1"&}’1\"}18 £Pd°r§)61 i‘H 99) 3201 353 ((1BR), 444 - J4F (T, AR 6bI) 6.661(18.1, 3 =
7 3@3%320 -? zgézH HQ 767(3 Z%Zqu), ?r39 724139-1 &é) 8£8,91‘é8 Hz), 7.52 -

3.7%9 (A2 ), 81} - §0(1B, r®, Hz), 6.65 (IH, d, 3.84 Hz),
7. , J = 7.92 Hz) 722-7.31(3H, m,
o g G )

J792 76 Hz),  7.92 - 7.54 (|H
d Exgmgle 7. 8: HZ}’repqraggl 6—[1 -|I§qproag'l-3\]-(iitﬁ??tggawy-,l-(p:}(fpgg')
- b3nzedesiifolyl]-tH-indole 8. 48 HZ) Mass (mfz): 387.4 ( M-I-H)

5 Br oGOy PEPRLRIrk A Rhin he xampe L witsome nowrtstvriatons

béerzﬂé‘?Yeémvﬂtﬁ’ﬁy’PﬂPf?PFﬁ‘? ndoI e Using a similar procedure
(15 AR @R M9k0) 1360€1 1EX arsp] e 31 Wi th some non-critical

Vaﬁ'%{} )]}g%??g}l@%{sﬁ? ¥)ezw32§ﬁﬁﬁ%ﬁ§'24lﬁza(em m),
t 37J 3.87 (15Ryn), 3999602 (B, 9126(62H6% 1@ ), 279"2(61215 (3§) m) %% 2411,
) nd; B2 -G H, m),3.5F- zssg(gﬂ Hz)= 72&&5@;5;27 6‘?(1(1%1-0 8@@4 }gz),:sgoo
4. H t, J Hz 58 - 5
[‘ri?%‘??i"’i §%3‘) .16 - 7.18 (IH d, J = 7.95 Hz),
20 71\26b5(m/27 49p3 (NHD' d J = 1.76 Hz), 7.36 - 7.41 (2H m,
7. L@émple7 A5 el raﬂon of= B[46Boptopyl-3Z(NG6 N-didhiethylainbl, ethoxy)
7.88 (IH, d, J = 8.79 Hz); Mass

( rHeEzienes%gngzl g}fth(l&_% dole

Using a similar procedure as gwen in the Example 1, with some non-critical variations
the above derivative was prepared.
25 IR (cm™): 2965, 1369, 1215, 1172;
'H-NMR (ppm): 1.11 - 1.13 (6H, d, ] = 6.92 Hz), 2.24 3H, ), 234 (6H, s), 2.74 (2H, 1), 3.23 -
3.26 (1H, m), 4.02 - 4.05 (2H, t), 7.20 - 7.34 (5H, m), 7.40 - 7.42 (1H, dd, J = 8.05, 1.84 Hz),
7.45-747 (1H, d, ] = 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;



Exanpl e 33: Preparation of
[ -[4"-Ethyl -3 -(N, N-di net hyl am no propoxy)

whewsas@sul f onyl ] - 6-chl oro-1 H i ndol e Using a sP@i/iNm008/000247

procedure as given in the Exanple 31, with sone
non-critical variations the above derivative was
prepared. IR (cm1) : 2939, 1374, 1169; 1H NMR (ppm:
1.11 - 1.15 (3H,t, J = 7.51p8 1.92 - 1.99 (2H m, 2.25
(6H, s), 2.41 - 2.46 (2H, t), 2.57 -2.62 (2H, q), 3.99
- H-RER((h): LI - 163 &H, 4, J6= 6R),(1l%- 188 (2, @), 2.1592.biZ oH, s, 14 -

- 7 482(%1{)_'?"'21 M} 25 szz%(z ok s 9§’gH.J]t)'7 - ?%0 H? 2,217 g’%s Ba) 722 -

(”_93( H, my, 137’874’@#&"5 dd7=5?508 18;8}5)],7(1;5H741)(1Hdd 1=3.3667.9%)8,01
8 OHUHszdez),J = 1.57 Hz); Mass (mz): 421 (MH) +.

45(?&?{ aration of
1 ?N"N— di met hyl ami no pr opoxy)
Bsul‘%‘ onbfeparatioget BbHx - [F’qum*%ﬂwr%etwlmlm | pthoxy)
prmedanmnwsgieuﬁﬁy 1mmub|ehExaan e 31 with sone
ti ons .t he ve ative was -
or opar St {8 pBiR Byl ROEIENE § 3 B gtp R gpons
1. thopboveglerivative 3@ prepared. = 7. 51 Hz), 1.91 - 1.99 (2H m,
02 1R%en(9H956 127721342 15-5é445 (2H, t, (: 7.32 Hz) 5 .95 -
(o Bpnfng? Do K 3,3 Sk ol 3?2 ?gs Qi <ot
|_|Z3)81 (H1.9p401 &t GI2K,|th16.581 65901 B, d81 98.60 H)IRIIHA)4 (181, 9% J =2.48
(7 | 1), 607 - 4. 96@H2d, 12)3.80 Fizl 4 26 - 7221@}1(;!;?,7 36, 742 (‘1H7dd912 k‘éﬁ 1.84
%7(55“?49%)\16”7‘}?3} 7@%’1 d(fﬂ*% )J = 3 57 Hz) 7.87
15 . Masg@V7:I4H.5 @+ .= 8.95 Hz); Mass (mz): 4 17.6 (MH)4

ﬁ%ﬁﬂ@' €335 Prg)ﬁl%ﬁa{ atoi' onR. @flsopro yl-3’-(N,N- dlmethylammo propoxy)
N- di net hyI ai ni ho- propoxy)-

bé%?éﬁeé95¥¥'bﬁ%e§h°§ HH-380%%- | i ndol e Using a similar
pr oc edUsieg aadnilyr prevedireiastgiven migrAzheplS1l witvkdnle nSiGeriical variations

NQRYBdve bid g,@f] Yarialions the above derivative was
prepared. IR, pe? 2034, 1374, 1171; 1H-NWR ( ppm):

20 1.h6m )i96f4‘3€ H‘74t 147J = 7.51 Hz), 1.92 - 1.99 (2H m,
' 2 '‘BOMFSHhpmE 1,12 21.BU4(6H, &, 7 - (. 9H2HE ), 2.26 @1, ), 223 61.41 @H| 1), 3.22

Q) 3 2399{7m) 341 9391 Q)Zﬁ'bs tﬁﬂf (%QP 37 67%&'5%_' 15, 5JH1§ 6?%26 94

d? 1PE 896d2 44\]Hz£ 67)788 g_leQ], Jﬁ22)44 Hz), ggs 7?] @ ct J §8.08 Hz),
J 7238168 k8 Hz), 7391739 (TH,3@, X(- 4408, 1l84 H2),7.59 - 0.5HAMH, 4, VRS %0 Ha),
25 (7188) 7. 0A0R, £ MtEH H3);

Mass (m/z): 431.3 (M+H)".

Example 44: Preparation of 1-[4’-Isopropyl-3’-(2-dimethylamino  propoxy)

benzenesulfonyl]-S-Methoxy-lH—i'ndole |

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

30  the above derivative was prepared.

IR (cm™): 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, s5), 3.82 -3.84 (1H, m), 3.99 - 4.03 (1H, m), 6.58 - 6.59 (1H, m), 6.91 -

6.94 (1H, dd, ] = 9.00, 2.52 Hz), 6.98 (IH, d, J =2.40 Hz), 7.21 - 7.23 (2H, m, J = 7.64, 2.16



Exanpl e 36: Preparation of |-[4"-Isopropyl-3"-(N,
N- di net hyl am no et hoxy) benzenesul fonyl)-! Hindole
wJg00sg3@1si m | ar procedure as given in the Exap@i/aN208/000247
with some non-critical variations the above derivative
was prepared. IR (Cm1) : 2962, 1372, 1173; 1H NMR
(ppm: 1.11 - 1.13 (6H, d, J =6.91 Hz), 2.35 (6H, s),
2.75 - 2.78 (2H, t, J = 5.78Hz), 3.22 - 3.29 (IH,
septet), 4.03 - 4.06 (2H, t, J =5.79 Hz), 6.64 - 6.65
(1 He), o130 J7.42 (B4, 98, JHA;)(M 1763k), 7.57 - Q@(ﬁﬁ'ﬂ Jiﬁmﬂz)%gw 731(?13(1
(Il;l 7 43 - 7.45 (1H, dd,
g :782Hz)756(IHdJ:369
Hz)\'faSSSm@D‘m iHMiED(I H d, J = 8.8 Hz); I\/ass (m z):

Ssizﬂn MWS"" fl)é 3 > *-(1-dime mino-2-propox
e 247 PLRRLARAD g e

-1s
h?'éﬁ@?ﬁ?’fygﬁ%ﬁ“]m%y' 8%y 3-net hyl - | Hindol e Using a
SI mi | arUspiesadenrpeocedsregs yiedm in the EkiplExawil @md nonwkitidal €eiifns

nomegfo'védeﬁﬁaluve\&%bé 4ddNs the above derivative was
§ 2960, 1365, 1172; 1H NWR (ppm:

o g%am )1296% 12‘%#”%1““& = 6.90 Hz), 2.16 (3H, d), 2.18
(6H—NM}{(pp2n)5710 122 GOL, §), 2B - 1.92 (38, dl 8= 6.1BHDHD A38I(6H, s), 2.40 - 2.45
oseghe&.) 259 276':0((H%',32%) 2§199§mf—|z 18%1 {32&3 E})%(fﬁ gﬂle 57,-6.58 |
it 45 3,ngz),6-;)o 993 (11;1 %9@ 250, z}ﬂSW 76.9(1H, dyJagm(Hg);_pw-
dd721(18, BJ 07.12 Tiz) 7729Hdx8), d, 7~ 576 ¥id)H,.35d,7.39 (17, dd, .68, 18) Hz), 7.49 -
(773?0(1H7d ﬁ—43FHL) 89dg91]8H §19%0%% Mass (nfz): 43 174

atdation o
I TIﬁSSfW’QoﬁPt%WFHB - di net hyl ani no- 2- Pr opyoxy)
15 bemenp&suhé ony}eﬂaﬂaﬁdml ndol a- [USllsd]ﬂoﬁl@l(mNL‘ﬁﬁ,etpﬂQﬁggure@hoxy)

vari at ve der i vat ive was prepared.-| R(Cm 1)
-1 2966 US‘IB*’?&“‘""E[ IfPQf’d“II Haﬂmlﬂ(tbpwmpli 1,vjth-sorfe, 1b@-crit@H, vadhyipns
1 t@Oabove Herddtive Shak prépared. = 6. 12 Hz), 2.28 (6H, s), 2.41 -

2

2 g sty s 2 01 (P )0 207 307 (1
20 HZ -NMR (pgm): 172 2]4[«(2&:1{ d hy 6-97HAR 35 (FH,3B 2(72}—1; 78r@H t,4.=3976-Hz),
7. 34214 Glbl(1rdeh), 43 =486 OB, 1, 1=8.7628.61 6. é?(lH d7J 5572(135' 6.997.04
E)gpl;l "f)é?8%79 él epamgl on ?}?%1790 742(1H dd J= 2|3_|2)8 1.84 Hz), 7.58 -
I 7[5&(1H ddpridiyis, 392 { 2Bdithet hybamizno- | - pr opoxy)
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-critical variations
the above derivative was prepared.
IR (em™'): 2964, 1371, 1217, 1174;
30 'H-NMR (ppm): 1.13 - 1.14 (6H, d, } = 6.88 Hz), 1.92 - 1.99 (2H, m), 2.25 (6H, s5), 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 (IH, d,
J =3.68 Hz), 7.04 (1H, m), 7.17 - 7.23 (3H, m), 7.37 - 7.40 (1H, dd, J = 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’-Isopropyl-3’-(2-dimethylamino propoxy) benzenesulfonyl]-3-fluoro-



WO arsasdoons t he above derivative was prepared. PCRIN2008/000247
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benzenesul fo pyl]-1Hindole Using a simlar procedure
as given in the Exanple 1, with sone non-critical

1): 2960, 1369, 1172, 1130; 1HNWR (ppm): 1.12 - 1.16

(9H, m), 2.35 (6H, s), 2.95 - 2.99 (IH m), 3.24 -

3.27 (IH, m), 3.77 - 3.81 (IH m, 3.99 - 4.02 (IH

n, 6. 65 - 6.66 (IH, n, 7482 - 7.25 (3H, m, 7.32

(IH , 7.42 - 7.44 (IH, m), 7.53 - 7.55 (IH, d, J =
g‘z{v[ 756- 7.57 (IH d, J = 3.64 Hz), 8.00 -

8. = 8.2 Hz); Mass (mz): 401 .3 (MH). .

Exanpl Esit0: sumlaeprmeéw Vet in|the[Exanples b pyjthy papje ngw- °‘{“Rﬁl variations

Nrughi SR E BothvARE s pRiphexY)

b ne thyl -1 Hindole Usin I
(re%g ?J?gé“a]s“%l%]éh“?ﬁ t%e Exanpl e 1, vv:t% zoSI miar
ndHWR tpproJal .1 Al 15 6H, and lf)héﬂa@awé 2608 (9F 8 1-Vier Sl S1EL m), 324
pr. §ﬁ§‘(1@ldm) b By -(ﬁm(lﬁ-,)ni 206505 1369), 652- 4, (L L72: 3 DHAVRS -

g)””ﬂ%gl) T8t 7§§l (ﬂtg 32 2‘23((5 m)37g§ ‘H?%(’l]ééddzﬂ}_‘g&_"ISHz),

4.709 - 7.60(105d, { 2564 1), 7.97 - 205 (1H7d, 3&40514@, n, 7. 40 - 7 42
(é\)l_!lss )44998( ,001 84 Hz) 7.45 - 7.47 (IH d, J =8
- | H - .
AcFrample \V2F | Pspawa%( A% lﬂf? éﬁﬂgroa’ef’rg-fﬁl-squ‘)e‘“'mg"‘c’““g"%%‘)*""“’
| -bedzends@ifopylPPRbor@ 1HARdoNd- di net hyl ani no propoxy)
benzenggill f QAL brockadtBLs Jen lane Emgu,el W5th Rinedhof britichl @riations
procedure as given int Exanple 1, wth sone
nobeaeve fervative YaTArRETONs the above derivative was

_ pr[kp@f&d%sl R7{,am71)182; 2960, 1369, 1174; 1H NVR (pptn):

20

25

30

55 %%IMR(% A1, é@d 13‘1 H ‘;Iné'l £.92) c3H1d)(9z4zs (6}%-.;)9@41(22'7!»5(!13 m), 2.56
(-8 m3 306 3261 9m(2|4? 148, (11 mpgb.60 76%”{ FH %563*55
8.(08, dHr3 1 siLz)Zzn T193H(clH, =18)7p, 27523),7.27 - 403 (IHH, JaB. 12 Hz2),
- 7%08@-1(1 "'%)736 5%221”{ 31478%?? Z% 27)358'(1}? d814=)3687H199/ 93
Exér%[lél’@! Pﬁ%ﬂﬁr ation of
lb MA&W@W?@M#H)S (NIf - dii nlet hyl ai ni no et hoxy) -
zenesulfo ni et S H i 17
@Blu re Oasn%le aé'sr;]tloinlne lﬂmf 4 Iso i‘og)gloJ %H%ﬂgh%én%hm leﬁ{oxy)
ndnnzsmsulfoeﬂl S-tla‘rfp-ét"reé)‘wé-lﬂ-mdf’le

Using a similar procedure as given in the Example |, with some non-critical variations
the above derivative was prepared. '
IR (cm™'): 2929, 2962, 1369, 1176;
'H-NMR (ppm): 1.12 - 1.14 (6H, d,J = 6.92 Hz), 2.20 (3H, s), 2.34 (6H, s), 2.72 - 2.75 (CH, t,J
= 5.8 Hz),3.22 - 3.29 (1H, m), 4.02 - 4.05 (2H, t, ] = 5.84 Hz), 7.04 - 7.10 (2H, m), 7.21 - 7.23
(2H, m), 7.32 (1H, d,  =0.96 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)".
Example 51: Preparation of 1-[4’-Isopropyl-3’-(N,N-dimethylamino  propoxy)
benzenesulfonyl]-5-flucro-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;



t he above derivative was prepared. IR(cm'): 2956,
1477, 1357, 1234; 1HNWR (ppm: 1.11 - 1.13 (6H, d),

WQ288/18dty s), 2.72 - 2.75 (2H, t), 3.22 - 3. 2BCT/IN2008/000247

septet), 3.81 (3H, s), 4.01 - 4.04 (2H, t), 6.58 -
6.59 (IH d, J =3.60 Hz), 6.91 - 6.94 (IH dd, J =
2.48 Hz), 6.97 - 6.98 (IH d, J = 3.80 Hz), 7.20 -
7.22 (2H m), 7.39 - 7.42 ¢1H dd, J =8.08, 1.84
Hz), 7.5 1(1H d, J = 3.6 Hz), 7.88 - 7.90 (IH, d, J =

| pr%&;vat. 139 - ‘*“{@* ¢ dLe2 Ak T 0 GORPD 50 (5% 9 231 (o,

10

15

20

25

30

pr p%‘)%y)?%é?ﬁlzéﬁegél}fzbﬁyf’\i?'@flN’chb)WSt?‘-Pﬁ(ﬁHdlb*GlSHﬁgﬂﬁi
sumd(m Irpm@edn@Haﬁ), @BV ErB6i(2H, ) & X a8, ey W th sone

n | Latl ons the above derivative was
oﬁa“ 1057 &?ﬁ(‘%{%{ 2060, 1365, 1174, 1147: 1H NWR (

pwmpl_@ 52: Z’repaaatnmof(sswm@y 1-[4"-igpropy3’ §0om¢tRY pipeiidin-2-yDexy)
gajggzeﬁasulf&yl $H—md8le47 ( 2H t), 3.22 - 3.27 ( I H n)
m
gJHh% u’mlaé p@?dure 65 %\ﬁn Sn t'ilﬁ_an%&le ? Jmtz sgneggn-clétlcﬁl 4var1atlons
HZtDe ab@’egahvatl\@ wagprgpprell. d, J = 2.44 Hz), 7.19 - 7.21
( |1k|(cn@| 296671634, Q867le3)31 173923 ( I'H d, 1. 84 Hz), 7.37 -
é@)pﬁg& 12 71 lgég}l, d7J -gf)SﬁkHziH 7)661 99](2H 19) b9q_]z’2)0.§1 (%gg 231
( rfilzf)bS), 26128, rOMVE:BY A 3. 26 L) 3. 143 H, R, @ p (1l m;m 50f6.58 (1H, d,J =
| -3 & ), %@@r@@)’(hﬂ?ad J(—22 gi é‘@éﬁ‘z’){l ﬁpdwﬂmw 715 (1H, 9720 -

benzenesul f (}/ %) oI e Usi ng
pridéétiife’ a& MGt 7n35| ﬂjf'ﬁ E%drrp]%’}@’ MMtk %Hﬁ‘ed 7=353 Hz),

ndr890t79tdlﬁad Jvamm)j ons the above derivative was

1) : 2960, 1365, 1143; 1H NVR (ppm):
112%“? 14 %1 1.17 - 1.19 gsH d), 2.38 (6H 1

)Exalgple? Pres)m@eo f)|5fFl o-l -B#’-3apropyd-3'>@- n(erl‘_yll plmndm\g&g oxy)
(abhzese)smfoaynsm.naons4 (IH m, 3.99 - 4.03 (IH m 6 58

;-|Z)6 59U£l s:mﬁr prgCe L%e as gg/el'? gn l&zk%amp)g g ’\’Viﬂ;il somf nﬁ'é“tﬂffh vanatlons

J thealioveaermzwewmzeparew 39 - 7.42 (IH, .dd, J = 8.04,
1Weﬁ1ng‘|3)nge7735 #s°c7.52 (IH, d, J = 3.64 Hz), 7.89 -

5} 29 4 159? 19?%94’8 Nass (mz): 43 1.3 (MH)
M

I'on of
warp»r bpgnl i (6H, [ Icti GRtHR 11 i h#L2Hpmoby 1 (2H, m), 231
beﬂ{eﬂeﬁﬂgl(imwb]zﬁa petRoxY 4bdtiHndNb 61 - 6.62 (1H, d, 1 = 3.60 Hz), 7.01

.- 7.06 (1H, dt, J = 9.0, 2.48 Hz), 7.16 (1H, d, J = 1.44 Hz), 7.17 - 7.20 (1H, dd, J = 8.79, 2.4
Hz), 7.23 - 7.25 (IH, d, ] = 8.13 Hz), 736 - 7.38 (1H, dd, ) = 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

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 - 1.64 (2H, m), 1.83 - 1.84 (2H, m), 2.15 3H, s), 2.21 (3H, s), 2.24 (3H,
s), 2.54 (2H, m), 2.39 (2H, m), 4.47 (1H, m), 7.24 - 7.28 (1H, m), 7.29 (1H, 5), 7.31 - 7.32 (IH,



Using a simlar procedure as given in the Exanple 1,
with sone non-critical variations the above derivative

worwsas@pared. IR (cm1): 2950, 1369, 1172, 11BGT/IN2008/000247
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1HNVR (ppm): 1.10 - 1.12 (6H m), 1.21 - 1.22 (3H d,

J =6.12 Hz), 2.28 (6H, s), 2.40 - 2.45 (IH, n), 2.55

- 2.60 (IH, ), 3.20 - 3.25 (IH, n), 3.81 (3H s),

4.43 - 4.47 (IH, ™), 6.57 -46.58 (IH, d, J = 3.6 Hz),

6.90 - 6.93 (IH, dd, 9.0, 2.52 Hz), 6.97 - 6.98 (IH,

g vd,d = 162Hé747ﬁ1)735?1}1%d,1—7832%1 l(8|5ﬁ5_|) 797 . 341-&1%&,21#2)5 113 Hz),
é%(hg'a'w %léz) 75}\ 363@}11%1 a8H3),s,og 8603%d %@Hz

7 rga_ss(nmmzwtﬁ)g 0 Hz); Mass (mz): 430.9 (MH.

di ni et hyl ai ni no _
be#‘??’éﬁ?@fﬂ"?’b%ﬂd”@ fluoro-1Hi ndoI e Using a simlar
pr ocedUsieg agmifiir petedirs as diven bxsrixhepld 7, withtsbmesderitical variations
nQﬁEa‘BS\}e‘aéro?t'ive\{,Q{ﬂr%%} Lpns the above derivative was
prepa 2950, 1362, 1201, 1180; 1H NMR
( BPA™ )]?9-’21'.‘2“4 71131?2 W8H03E 3 = 6.92 Hz), 2.35 (6H, s),
2 'MSNMR @pmB 1 (1@ H].43 GH L, J-—’ﬁzsmz),l—in)s (CR.m41.91 -3.928H lnb423m(3H

4. g§4r 2412922{ &%"Jss 268]( ﬁ_lzs@(zﬂ .5, ]x.}mf’ )?212(9( ?%657‘] 638

7 (b d, J=73 DHi2)(6H0 - 6,85 (1Hyc {)—8972441_2) CPPH(1Hgdh J =2 3:HzB 708(1H, d, J
1. =g|42mz)7 167758(1H JJ 59. 9(Hz)1l7134d7315((1;11{ 35168:475%) ZH(Z)I\/ﬁﬁ) =749 (1H,
3 ss z . .
LG8 T T o e
I “f%s(ml’zédé?%@’fl‘l 3' - (NJV-di net hyl arti no pr opoxy)
bemz.ﬁ%les W f Oledp}araEimf | ypr Q—M&hdx?‘-?@*’?né@ﬁ)‘x?ﬁ’ -@ipSidiA-b-50 oxy)
rocedur anpl e with sone.
(5’ﬁnzce:nre|s B'éy?llsl}’\ig:ré'ig'é”dg cgb’f'ﬁ above derivative was
pr epar ddhe ajspilagpreckyure as 2 6nfin e Framplel R With soirk Adn-critibdl MiviRions
(mmoveaer.mwewgsp;eﬁar&ﬁH d, J = 6.88 Hz), 1.92 - 1.99
5 ( Y, 2.43 - 2.46 (2H t, J = 7.12

%F“‘“g)“"é‘fe 22'32 zzgyh‘i septet), 3.97 - 4.00 (2H t, J =
6 I (chEly 2978,2877, 1616, 1635, (I7H,114, 1030;= 3. 68 Hz), 7.04 (IH,
"THNK/; m): 1.62CH(R); asm19172ﬁ7 3.64 Q( fol, 517 €85, m P
3823%%? zﬁ e @y, i %(@lﬁ* 3373{53 ),

( d J‘“)'- -4 o2 (4 1—&?4%%9(?1? JE ddglg= $96, 2.12
( KLT-99 - TO8a(hiDIde) 4892 Hz)e 7.13 - 7.11 (1H, d, J = 8.7 Hz), 7.49 (1H, 5), 7.55 - 7.53

I 4y k& 9P1IBWzy, 3172 ( ?—7ﬁd1ﬁE‘J h)é's%‘}i} 7RE OPOXNY, d, 1 = 8.97 Hz), 8.86
b?lrﬁzenesulfonyl ]- | 'uor ol H1 ndol' e

' Exﬁ&rmlpﬁ Sfl‘fi’re[P Fa%@&fgzﬂ’[aﬂox? 1- [4-eth¥]l-3 (1-methyl pl;éetrﬂgl)-f%l oxy)

Mass (m/z): 417.4 (M+H)".
Example 57: Preparation of S-Methoxy-l- [4’-methoxy-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 -
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 (2H, m), 2.30 (3H, s),
2.68 - 2.69 (2H, m), 3.80 (3H, s), 3.82 (3H, s), 4.14 (1H, m), 6.56 - 6.57 (1H, d, ] = 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, ) =
2.32Hz),7.22-7.23 (IH,d, }=2.1 Hz), 7.45 - 7.47 (2H, m), 7.87- 7.89 (1H, d, J = 897 Hz);



Using a simlar procedure as given in the Exanple 1,
with sone non-critical variations the above derivative

worwsas@pared. IR (cml): 2964, 1462, 1373, 11FdT/IN2008/000247
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1HNVR (ppm): 1.12 - 1.15 (6H, n), 1.19 - 1.21 (3H,
d), 2.40 (6H s), 3.11 - 3.15 (IH, n), 3.24 - 3.27
(IH, n), 3.84 - 3.88 (IH, m, 4.02 - 4.05 (IH m,
6.61 - 6.62 (IH, d, J =3.78Hz), 7.04 - 7.05 (I H m,
7“1_'7 - 7.20 (I1H, m), 7.22 - 7.23 (2H, m), 7.41 - 7.43
, 08, 1.8 Hz), 7.59 - 7.60 (IH d, J =
%’.1‘6%,(“1@)43”}%1}” 8.05 (IH, d, J = 4.04 Hg); Mass(nf z)
megmﬂl(z Ké: m)repmnammmmm,9[4’-ﬁ«e@pam{(1—mprhzifpiperidin-4-yl oxy)

beLzenesulﬁ)g Jf‘ﬁ’f’-}qdl - - di met hyl am no- 2- pr apOXY)
benzenesu

-5 fI uoro-1 Hind
proc eHsingr sggllag progefurs 35 gf"ﬁ’é'“@{:al:rfﬁ‘f' “Haf(}"% ngn-crit rmcal vanatlons
RNb&E dérivarik waspidpartd.ons .t he above derivative was

?{{g‘pa 3%4 :Jd% Gem 13422(1?6%61342 1&33 1247, 1182; 1H NMR
1. 24
(EMMPsgppm)zlz& L% Gy )rhSSn?ﬂi 28 H gy ﬁqhslﬁf o by 9)
-3 $3 (A6 X 4. H (11)m), 6594 8.66 (141, 4.8 =(31451Hz0.83 -6.86 01 H, d.6.~63162(HzH].0
ﬂg(%% 723 6"?1§gz),2?’§5(4 HZ(L ’dd‘].l—‘86]7 2‘316'#13 ’(72? 1%4 (efa, 39
8‘7§212}-IZ)46 TAROH(ddH = 856, §.34 Hy), é55r|z7;56 “7“ 3‘65 3‘}9% 7?J1H795
cth; I_—§7394)33j113),, gd57J- 7.58 (IH d, J = 3.68 Hz) :
= 4.40 Hz Ma 4 .
7—6"'/2) 4%2 Hél' 50: Preparation 2)1‘ °s (nvz): 419.4
I Exputple 5% Bpeparsyivn of'S-Rivaseyl-§it whipneyd-Gnmethy! gipprddiy -yl oxy)
hpRzeRaRMY]-Hi¥abre 5- f | UOT a- 3- rret hyI -lHindole Using a

sim l rocedur e as e
non- c ?'F‘Pé) Ly Brppedyrp Ve{' Eed' a x6“\‘/1 ele g)éwftlﬂgé;\"t% n\](/)'é_c'3‘\/\%23(1%5,]?]“1ﬁ’a%l;E

phepave detivativRWEmmparpd. 2929 2962, 1369, 1176; 1H NWVR
(IRQJH% 235012163 13s61A176, Gbis , J =6.92 Hz), 2.20 (3H, s),

fpﬂn) rlr)ﬂ- 14&36%1 m), 885 %gé’ﬂ {n), 2%] Ql—gs)%dﬁ%%ﬂ n%,fzﬁZ{ZH
7471)14)1‘((2%!1, myrp.64 FH2L J = 3255 ), (. 9H,.7. W)(lH,‘,dt i 9((] PARY éz) 18- 7.20
Qu 19 a 6372 ?97Hz) 7573926 {1H, ¢,96.1.99 Hz), B308,35 1118 dbfa )= 8.34, Db
OO S e I
pr.aposxhzy.benzenesul fonyl ] - 5-f 1 uor o- 3- net hyl - | H- i ndole
Mass (m/z): 423.26, (M+H)'.
Example 60: Preparation of 5-Fluoro-3-methyl-1-[4’-methoxy-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
the above derivative was prepared. |
IR (cm™): 2939, 1369, 1167, 1088;
"H-NMR (ppm): 1.85 - 1.86 (2H, m), 1.89 - 1.90 (2H, m), 2.19 (3H, s), 2.21 - 2.24 (2H, m),
2.31 (3H, s), 2.70 (2H, m), 3.82 3H, 5), 4.18 (1H, m), 6.82 - 6.84 (1H,d,J =8.6 Hz), 7.0 - 7.05
(1H, dt, ] = 8.90, 2.4 Hz), 7.07 - 7.10 (1H, dd, J = 8.63, 2.40 Hz), 721 - 722 (1H, d, I = 2.1
Hz), 7.29 (1H, s), 7.44 - 7.46 (1H, dd, ] = 8.5, 2.1 Hz), 7.91 - 7.94 (1H, q, ) = 8.9, 4.3 Hz);
Mass (m/z): 433.4, (M+H)".
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Using a simlar procedure as given in the Exanple 1,
with sone non-critical variations the above derivative

worwsas@pared. IR (cm 1) : 2962, 1367, 1247, 1RG@BIN2008/000247

1HNWVR (ppm): 1.12 - 1.14 (6H d, J = 6.92 Hz), 1.96 -
2.04 (2H, m, 2.20 (3H, s), 2.31 (6H, s), 2.52 - 2.55
(2H, t, J =7.6 Hz), 3.19 - 3.25 (IH, m, 3.95 - 3.98
(2H, t, J 6.16 Hz), 7.03 #47.10 (2H, m, 7.19 - 7.21
(2H, m, 7.32 - 7.36 (2H, m), 7.91 - 7.94 (IH m;
Mass(m z): 433.4 (MtH) + ; i on of
AR SR Lo ion o8 SIS 3 B L BG-GB Ry
O pxypBeazeaatforyllaMyihdold H-i ndol e Using a sinilar

proc eGHE%e s"i‘fhlag gx&ﬁur& A3 g‘iJEE mmlﬁe ’w1tW|sctnh: mofétRical variations
non-critica riations the above derivative was
phecpete defivativRwesisPasd: 2966, 1614, 1467, 1361, 1139;
INbtlyRadgpm:- 74512 - 1. 13 (6H, d J =6.84 Hz), 1.76 -

}L;Rgedn 2%*&3 {_241 1%95 @75 1%6521é i,z)’ 2 3 1 (5H bS)

(HMRy§ppm)p 157 - 1.145(6Hgd, § F14,87 377- 89148H+1r2))22‘b(3’§{f5 236 (5533
(k) t.60@H, ), 312 476 (18, ;9)33 B 13H, §; 3 ((HHh), 6187 AH=d, 2 -098 Hz),
e
3,233 BB (HE)Id, I7- 58 Ho), 78017 90(HL df = 892Hz8 97 Hz): Mass
(lms;()m/z)%% g/l—([-Ml'H)\ Exanpl e 53: Preparation x(j)f I
1.N
Feypo R Tiwaaet SRHTA s o T8l Bk oo

memeesufoeylhwg‘dvlen in the Exanple 7, with sone

non C ki dé bd £ahila¥ %&e@&rk ASveh hﬁhd’ﬁ?@r’r{ﬁe ¢l QVith el néL crRS variations
are Meltln -7450CIR(cm1)

°V82§BV?E'VSI’§-‘9°I€ a‘?‘iez '1348 1141; 1HNMWR (ppm): 1.13
‘MdsingBaggH12 | 150C = 6. 89 Hz), 1.77 - 1.80 (2H m, 1.89

IR%cmg% 266%"&786'7158121434 1§75,H14(b$b92 2.59 (2H m, 3.22 -
H@@Aﬁ_@ym) ?7/%)11 17 (%H oré ](WSHI 8&?2[—1651),2 23(28?m§55|b(3a259‘]2 7.9 (%L[-é
(rhyH3.840(3H,Js), .22 (4, nhiz6.60 -4.61 {1 H, d7] 20.4¢ Hi), 6.8¢ 6.8 GHY, 79 8.62
?{Zﬁ' 7"'51 7. 27(12{3@' ) L 8%5 HQ)' I7"30 PIH d J— 1?721&) Hz) . .7 Ie (3ﬁ d, JEES;BJS
441- 775291?‘4('1?)# O%ﬁ” SMass ( m z) 43 1.4 ( M*H) +
Branpl/9: 843 (NPridpar at i on of
3Example Xi [Jre[laéhtlomm/rl)mgl '[1 Jme%&yhy’ (l—meﬁ?fﬂlﬂhﬁm‘h—ﬂ 'oxy?xy)
benzenesulfonyl]-1H-indole
Using a similar procedure as given in the Example 7, with some nori-critical variations

the above derivative was prepared. ‘ A

Melting Range: 127.2 - 128 °C

IR (cm™): 2933, 2806, 1585, 1440, 1369, 1170, 1092;

'H-NMR (ppm): 1.71 - 1.78 (2H, m), 1.84 (2H, m), 2.17 - 2.18 (2H, m), 2.30 (3H, 5, 2.69 (2H,
m), 3.83 (3H, s), 4.15 (1H, m), 6.57 - 6.58 (1H, d, J = 3.48 Hz), 6.83 - 6.85 (IH, d, ] = 8.62 Hz
), 722 (1H, d, J = 1.87 Hz), 7.38 - 7.40 (1H, dd, J=8.77,1.25 Hz), 7.46 - 7.49 (IH, dd, J =
8.59, 1.92 Hz), 7.51 - 7.52 (1H, d, J = 3.49 Hz), 7.65 - 7.66 (1H, d, ] = 1.11 Hz), 7.86 - 7.88
(1H, d, J = 8.78 Ha);

Mass (m/z): 479.2 (M+H)".



benzenesul fonyl J-1Hindolc Using a simlar procedure
as given in the Exanple 7, with sone non-critical

WO arsasdoons t he above derivative was prepared. PCRIN2008/000247
1) : 2931, 2794, 1593, 1450, 1365, 1168; 1H NVR (ppm:
1.61 - 1.64 (2H, m, 1.83 - 1.84 (2H, m, 2.15 (3H,
s), 2.21 (3H, s), 2.24 (3H, s), 2.54 (2H, m, 2.89
(2H, m, 4.47 (IH m, 7.2445 7.28 (IH m, 7.29 (IH,
s), 7.31 - 7.32 (IHd, J =1.69 Hz), 7.33 - 7.35 (IH,

ddExa;'n & 3 alltlélﬁofljzﬁmmz-ﬂ:imorf 4’4|Jtete(lxgli Htmftlg'é pl(lfrﬁz n-4-yl

'°’£¥’EZ%“"%““ - §"'Ef’f°— 8.03 (IH, d = 8.24 Hz); Mass
(mz): BHYa Eim(lM-phﬂ:edhre aExioan]i fe Eﬁinpﬁﬂﬁspiﬂf saté RA-cAfical variations

5 3- (I -nethyl piperidin-4-yl oxy)
ﬁ(@&ﬂ%@@émlaﬁ\(e‘%va?&gl}é} X dole Using a simlar procedure

|
H’g‘f'@ rS?u9 %18?9%19']5@(5}?64 18707 1138 10K some non-cri ti cal
va'tH VIR (ps):tl 38 - BbOE, rdeT.i v at] M2 WRGHNY, Pt £ (2 R £ 3H,
1)¢ ) 2 422%13{ m}%%@%é&ﬁg 1%%5}12)19 7 ,i;ﬁ N%’Ra&gptg@f 64)53]8!2d
(2H3?ﬁ )22@3 A, ddy] = 8784244 Hx) dzz(zﬂ(lmqﬂf*) 8154.32 B2) 5577
( 2H,78QH, d.2.-807(2)17.9197.953118 %, (SBbs 1), 4.32 (I1H, m),

3.5 Hz), 6.90 - 6.93 (IH dd,
06ﬁzs§("554§§54wm697(m d)J—23Hz) 7.14 (IH

d, Expmaple §5: Pregapationof BeBrome5-Ngorp1H’-athyl-F-(pipdridin-Hehoxy)7. 34
- l%nﬁﬁesﬂll‘oh'yl] ﬁ@qnd&leﬁy&o&lorﬂle‘l Hz), 7. 48 - 7.49 (IH d,

%2%2 dém Zamrﬁﬁcdg{e asgvgﬂ,ﬁn}_}é A%émplﬁl éhﬁta FOURe; %ﬁ-cr&cal variations
WG)!‘}}LVPtLVFWa&m@rh@xy 3' - (piperidin-4-yl oxy)
15 be\pate.@as@uzgmyl do1kkti ndol e hydrochl oride Using a

SIIH'I( § s ﬁs‘glﬂﬁa@? ﬁ?\geﬂgn the Exanple 7, with sone

non- EH 770 & YPdve derivative was

pr BpatRe@ipmiVebi4 - I (Ramde:7.42 Bzl 1.25 - 1.BI2H, ) 0D -12R4 (TH) W, )2.53 -

29%8.212927 743@1:5 3114?356 4]H'3Z& 48%%6—?m)1702’%0’73%'(_%1\| 8 - 740

(E’ng J—7€22|ﬁ() :__# 7§5<;2§[ egHsg)Hz)ssoWsc(g H, dd J =8 64.32 Hz),
20 (|8H9(lrl|i)s) BITIH, bs B8.7201HJ4s); d, J = 3.4 Hz), 6.89 - 6.92

12 t), 7.09 - 7.08 (IH d, 3 =
(Mdss(ﬁlnﬁi 4§171—4z% RFJHH? ‘| ) ERpP Hz)( 7,49 (1H

SiExan7pl¢5 Preyalggon(qf |5|-F hﬂ)do-l !}1 -ethgl %@llﬁzl)im-ﬁyl Pxy) benzenguifonyt]-
( 'HEind$le hydrocldorile Hz), 7.84 - 7.86 (IH, d, J = 8.97 ‘
Hz) , SU&Q alshllar fp&)edure 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 = 7.43 Hz), 1.92 (2H, m), 2.07 - 2.12 (2H, m), 2.61 - 2.66
(2H, g, J =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 -
30 700 (IH, d, J = 9.0 Ha), 7.24 - 7.26 (1H, dd, § = 8.79 Hz), 731 - 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)".



Mass (m(z): 417.4 (MI-H) +. Exanple 57: Preparation of
5- Met hoxy-1- [4'-methoxy-3'-(l-methyl piperidin-4-yl
wozyp/1b@nzenesul fony 1]- 1H-indole Using a si nPCHIN2008/000247
procedure as given in the Exanple 7, with sone
non-critical variations the above derivative was
prepared. IR (cm) : 2942, 2797, 1615, 1466, 1367,
1143, 1030, 1H NMR (ppn)- 1493 - 1.78 (2H, m, 1.84 -
1.85 (2H, nm, 2.02 - 2 04 (2H, m, 2.30 (3H, s), 2.68
- 2.69 (2H, m, 380 (3H, s), 3.82 (3H, s), 4 14 (IH,
Exae'l%%” Prgpagation of 3:Brogmo-53fliercs]-Esethyy3’-(Ignghyl pipgridig 4yl oxy)
(|H;nz«il¢sul]‘onyl]8HﬁRdoHZ) 6.89 - 6.92 (IH dd, J = 8.98,
; ‘21’2 H&)ﬂsggm%ﬁar proged%g }_é%n'/i'n _yg%%]%xam?% 132‘{1‘;& 2 lrﬂ?v’cglt%: a_bv?:iqtions
7. Beab (’Yq#e"‘a“veya&msva@? Hz): Mass (nz): 43 1.3, (MH)+.
5 EXMBI]ihlﬁ{ai;@ 13Brepmsati on of ol i e de v
t hyl pi perl I n-4-y
iz %zllésﬁééska’l Wﬁ? llsér 13(6(%,01{“5; Using a simlar
pr R fremyid - lérv 3Ht, Jt‘h@%dﬁﬂelw (Wi mlh 1.8D1E4 (2H, m), 2.31
" NABHGY,I232.C 315 ar mfRisens 63 fig, asm\a@éﬁsm Vﬂ)ts' Y80 65dt J=1898,
r I
RNt NG B 20 oI gg - v
10 ( Ha), 7y - 7.38 (Y, f(d21H79$)18122)3m3((3Hs),§)?§ TO3GEH, 03 Hi= 919§, 4.21 Hz);

3.5 (bt aos) mAnl4 (I1H m), 6.59 - 6.60 (IH d, 3;05

) .83 - 6.85 (IH .d 0

(Bu‘?%i?"'?“8’}’gﬁ’.”fi‘,""'z‘.’ffg'”m%ﬂ-l"feﬁ's“’-(lrmi%y'(vrwd-wﬂ ok

8 dezenBulfo@ylHk-ind@e23 - 7.24 (IH, d, J = 1.76 Hz), 7.46

o 7. 49U§ Jlé_!l snrglﬂlr préccdurgas%@en 111 tl?b%xtlﬁ?le 7, ZN t§§ome anégrﬁlc;& ??tlons

5 Hz'j“a"%/ﬁgg'vttl’ff?)j‘ipfeiif@d 3 (MH—I) +) Exan'pl e 59:

PR ray 281492968, 22 FIs80 1 368) H A" I-?hl oro-3' - (I -nethy! i

pl'ﬂwwﬁdp&n)gé gi P?SV(}.H k%ejln\zlféﬁnbel%I 2 %Wﬁxgﬁr\%qg? ?Lﬁ] 199 h feil
2&% Q*?éb? 3bQH 'a% # 6@9152 Bri2H.qobv &34de; %ﬁt(i’\*ﬁé’)vﬁa@ 661 (11,

pr‘eﬁoza}@sz)nm( ¢ @4, m), 29507.394418,3n), 166,53 UH( 6, =4642), 8.19

m : 1 83 2H, 1.88 - 1.93.(2H, m,
20 1WNMR 177 n)( 2?1(2H n), 4.14((IH,m

ni“aSSé'"éfh“Zﬁq Ma”> J = 3 55 Hz), 7.02 -..7.07 (IH, dt, J
=ESarple @: Biepktation of 1 148-E1hy73 (0 n{eiﬂyh leIdan“-y_'i o) ﬁabzen%stﬁfgn ]-
Hﬁhmdz)le27' 7:28 (IH dJ =1.99 Hz), 7.33 - 7. ﬁ,
34, 2.03 Hz), 7.40 - 7.42 (IH d, J834HZ)
7 52 _Us-ynggéfm*(llp”rocddure\ps given ig the ﬁzgnfpleﬂ @ith somg n@vcrititaHyarigtions
~ 25 Jtheabove derivative was prepared.
IR (cm™): 2934, 2796, 1593, 1491, 1373, 1170, 1041, ‘
'"H-NMR (ppm): 1.09 - 1.13 (3H, t,) =752 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 (1H, d, | = 3.72
Hz), 7.15 - 7.20 (2H, m), 722 - 7.24 (IH, dt, J = 7.97 Hz) 7.28 - 7.32 (1H, dt, J = 8.35, 1.19
30 Hz),735-738(1H,d,J =79, 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-y1 oxy)
benzenesulfonyl}-1H-indole ‘
Using a similar procedure as given in the Example 7, with some non-critical variations

35  theabove derivative was prepared.
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9.04, 4.38 Hz); Mass (mz): 423.26, (MrH)\ Exanpl e 60:
Preparati on of

pi peridin-4-yl oxy) benzenesul fo pyl]-IHindole Using
a simlar procedure as given in the Exanple 7, with
some non-critical variations the above derivative was
prepared. IR (cm 1): 2939, 41369, 1167, 1088; 1H NWR
(ppm: 1.85 - 1.86 (2H, m, 1.89 - 1.90 (2H m, 2.19
I(T)%'{"(c 9293(3 233, 1593 1%60 (3%'11&52 1042 31 (3H ), 2.70 (2H,
nisoyor 71015584 10y 1 A 175 - DEaiont3 Sk 3 291 g
- s)721i)2(3|9}(2H @ol,2.53 - 2.68(483m), QBﬁ@HHz))Ml? 622 (1H, 2,J273. 5()IHzn 7.19
%Qn gnzmtz )7247(113%“'1"431(%2)’ 7.3 %6(1H7dcﬂ§ (7'9'1 662314237#4

VAL (8RB Hzk 352 (H, ‘H/FWHE)XQ%(I Ig 5?31 Pr epar at i on of
SM(hgxysﬁ}(wﬁmyl -1-[4"-isopr o?yl - et hyl
iperi
P Eganﬁll)lT JIal Prep%lhéleuaxuo? é)ﬁ‘glgﬁo-nlz @nﬁﬁﬁé {:ir}w,t%’x g%ﬁ&;ﬁ%&ﬁﬁ I'] ng

s@h@ﬁ%ﬁ}ﬂfomﬂlrkﬂ'@ﬂ?'evarl ations the above derivative was
pr igar gﬁ’ng aM?lIn[ai.rg 6cedlad @ @iven/ia the Exampde B wilkCsohiRpbaariligal variations
1595, 1475, 1365 1172; 1H NWR 1..12

aﬁ"f’% fjftive,was plepgedy ' 77 - 1.91 (4H(pﬁ)m, 2.20

( BRfomdy 2939, 2300, 4@&14%%136921@11({4% m, 3.19 - 3.26 (IH,

M- N&R&Ep:ﬁﬁi—m 51)31,4 (}hHZQ =(71sbiHzym .76 6. B (2K, lnb, 1.98,- 1.90 FZHJ.mQS 31

J = 3

F@‘“‘SS)S% 5 .;318&19 (2 55" f?ll—fmd“”ﬁu?@“ags{llz 6'3'5?7\ iJ 58Hz),

$),99 77.68(1H, d7..J35. ((41 HY7 Wy, 7.15 - 21B(30IgmMZ p4 - 77 (g gH,.dd7. =9?)9 1.58),

(lHs 'Sd57(~1]HTl ﬁx%HHZ’)% Vo8 8 8, 73 0.0930 B MiH) .

Exanpl e 5 Ng%@r ation of

6-N45F GYB- ﬁ] f74( t hoxy-3' -(| -met hyl piperidi n-4-yl

om:;tamlbe'mz Enpatatis ool Jludrpi3inetol Bl4Uiprmapyd3 sitmetiglpiperidin-4-yl

%%%&ﬁsuﬁuﬁnﬁ&'l\ﬁé‘ﬂd&l{‘ the Exanple 7, with soms
non-critical variations the ahove deriyvati

pr epar gtne agtilay W@ce%‘h"déwe"ﬂ she Example {p paty ??"’(eé‘f’fi T)tlcal YRS
28600 BBRivEMEPrpkBY4, 1140, 1092; 1H NWR (ppm) 1.74

) %TZJ O 1589, ’146]} 13@9 1133 81 (2H ") 2.25 (2H, m,
gt b3 140 8- b 3 . b 2 élz 2P .
d,s), 3358, B 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, ) = 8.67, 2.4 Hz), 7.14 (1H, s), 7.19 - 7.21 (1H, d, J = 8.09 Hz),
7.31-735(2H, m), 7.92- 796 (1H, dd, ] = 8.95, 4.35 H‘z);
Mass (m/z): 445.5 (M+H)".
. Example 73: Preparation of 5-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
the above derivative was prepared.
IR (cm™"): 2956, 1581, 1444, 1373, 1170;
Mass (m/z): 491.2 (M+H)";
Example 74: Preparation of 5-Bromo-1-[4’-Chloro-3’-(1-methyl piperidin-4-yl oxy)

benzenesulfonyl]-1H-indole
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Hz), 7.19 - 7.21 (IH, dd, J = 8.25 Hz), 7.30 (IH, d, J
= 1.72 H), 7.42 - 7.45 (IH, d, J = 8.37 Hz), 7.47 -

Exanpl e 63: Preparation of

5-Brono-1|-[4'-nmet hoxy-3'-(l-nmethyl piperidin-4-yl oxy)
benzenesul fonyl]-1Hindole Using a simlar procedure
as given in the Exanple 7, M th sone non-critical

vari ations the above derivative was prepared. Ml ting
?22 8 e [i%l‘éé S%f lf&%gcgti 8eq§ gBi\‘f_lﬁ "He E)c?mpgegﬁ Rith ;)ﬁlg ﬁon—&ééﬁ’ va(natll_?ns :
n}heah_ovsdeﬂ(’%P‘FWﬁ)PfePﬁZed17 - 2.18 (2H, m, 2 30 (3H s),
210 m(')ZIzb39n1)ssz }78331B8H735), 4.15 (| H m, 6.57 - 6.58

Ch ﬁ'%ll\glz(pfr?)r_' 188}% Tl)g"ﬁﬁz 2 (93,&@ ﬂz’?l%n qbz ! ﬁHsmfj% sklen,
8 S 734 (IHD), ) 6.2 48, 4, 17 348 I-{z} 7,26 g, 19733 . %giH fid ,912- 2.08,
Hg )4 1#), 240 - 7 45 (ﬁ{Z mf, 7k - dlso du, 493 bz i), 776765 68 (17, &6 =(11851Hz),

Mgﬁg ZW{lQ]% ;%52)7 86 - 7.88 (IH d, J 8.78 Hz);

{MtH) +. Exanpl e 64: Preparatl on of
3-MBs(miz):38%.1 @rHD- | - [ 4' - met hoxy-3' - (| - net hyl

r 'mﬁ.ﬁfﬂsiw péepy.laumk MRZR LS Whib Ry métii pipeladimasixg a
simlar Froce ure as given in the Exanple 7, with some

nérgpestiopdr Impelet i ons the above derivative was
pr epar egng al skhilacprockdure 2 @ien in 2ipdBamplG7 Yith o4 @on-o gigad variations

111%%bov49§,lat.véu;ks§béﬁi.r£dopn) 1.88 - 1.97 (4H, m, 2.17
76 - 2.79 (2H, m, 3.90 (3H,

s)’R@H'rrLZ‘f‘“(H 1582, Sﬁ“ W%bm 6.60 (IH, d, J = 3.65 Hz),
6."9-NMR (ppm)l 1.67- E31224,6n)HE 3G - B1A3H-m)E2.B6(5K bis), 249 - J6(2H, m),

8. ggdﬂzl) 49 Q 0 (7582?6 59'(11{ ddfir361 Hz)86s§86 88 (ﬁéﬂ dhlZJ)ﬂss 221

(|H2|> 747 (1Y, élﬁlééngrzW 7"4s§‘§‘ m)77 %576%2‘ 4 g U‘@ 95
Haass (May:93{ V). 497. 55 (I\/H—|)+ Exanpl e 65:

'PI‘EEE lg % Qrepglfatufn $E%(§i &loj‘ ]kf-lll“thyl%gxm&iﬁ-xyh(xw p e

enzenesu I'Hn
h)bd?le%eFﬂ'@FX‘U’él L'Jéi"ﬁg a siml ar pr ocedure as given in
t he Exﬁm #Sinfilar Nbbdehhréiﬁl’gﬁ'emﬁmheCHxhrtxplcC’a|w1tV sanieabn-gitisal tvir@tions

ivative prepared. Melting Range: 289 9 -
ik EQVE)%"V?‘EQ" *‘Sr?{‘"’fzrgd 2965, 2794, 1593, 1467, 137
11BAMRI@EM): 111 - 1.14(3H, ¢, J =748 Hz), 1.76 - 1.77 (21, m), 1.88'- 190(2H m), 2.32

(4H, m), 2.56 - 2.61 (5H, m), 4.29 - 4.32 (1H, m), 6.58 - 6.60 (1H, d, J = 3.6 Hz), 7.14 (1H, d,J

=1.8 Hz), 7.18 - 7.19 (1H, d, J = 7.96 Hz), 7.34 - 7.36 (1H, dd, ] = 7.84 Hz), 7.39 - 7.41 (1R,
| dd, J = 8.8 Hz), 7.53 - 7.54 (1H, d, J = 3.68 Hz), 7.66 - 1.67 (1H, d, J = 1.84 Hz), 7.88 - 7.90

(1H,d, ) = 8.8 Hz).

Mass (m/z): 477.2 (M+H)";

Example 77: Preparation of 6-Chloro-1-[3’-(1-methyl  piperidin-4-yl  oxy)

benzenesulfonyl]-1H-indole ‘

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)

benzenesulfonyt]-1H-indole hydrochloride.
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1H NVR (ppm:

1.04 - 1.08 (3H, t, 7.48 Hz), 1.75 -

1.78 (2H, m, 2.0
3.1

Z

J =

- 2.04 (2H, m, 2.53 - 2.58 (2H, q,
1 - 3.16 (4H, n), 4.86 (I H, p@y/IN2D0L2000247
- 7.32 (2H, m, 7.38 - 7.40 (IH d, J = 7.82 Hz), 7.53
- 7.55 (2H, d, J =8.82 Hz), 8.06 - 8.10 (IH, dd, J =
8.96, 4.32 Hz), 8.29 (IH, s), 8.59(1 H bs ), 8.72
(IH bs); Mass (mz): 48 141, 483. 1(M+H) +. Exanpl e
66: Preparation of
5-Fluoro-I-[4'-ethyl-3"-(piperidin-4-yl oxy
benzenesug & similar prigepurs ss@iypin Hipdrerm bt @H@éfﬂhﬁjl"&a‘ variations
smma[,@gd@ngggdwp%pﬂsd given-in the Exanple 7, with sone

tic t ons t he above derivative was
pﬁ“é,g ﬂ‘g‘:%é*f%/a%?b?% 201.46 - 204.21 0C. IR (cm
1)IR(0219660822393552751519@, 13}?&»61173 1370, 1139, 1037; 1H NWR
( PR pnl)2176 11.6h526,3%), 2.6 - 2.6 (F, m)AB10HA) 16 (zilﬂaﬁ,s((ﬁH,s OB LH,

%::3;7 30 - g:«s%mé iﬂJ ﬁ}z 13{14%), (?‘%l 76%( ﬁgh,qu ?3;[_?’5'2)754
J (B8, 1458.42432), 789 OB 7L (1H, dLJ 48.¢ H), 7.8% (1H), £= 90@%590 -79hgIH,

d7}2§63(111z’)‘|80§|d803](1ﬁ dSJJ 94:&119; sﬂ@'iﬂ-bs) 7.35 (2H, m,
7 |F . Hz), 8.06 - 8.10 (IH q, J

—“@SS@B‘/Z)M%% 5 8.29 (IH s), 8.59 (IH bs), 7.99 -
8 FR@nf1d 14: Peigaradord 49 Bjord] -B6-Mdthy}-3° NN R6diethylymind §Bpoxy)

( M"-lu)mes ﬂﬂ’h?m@&e Pr epar ation Of

Br'omo- uagro-I-[4'-ethyl-3"-( I—tll . tical
p| per i Hiipg a- SV‘P"abkﬁ?fedHéﬁieﬁ‘l"é’é Jt ftllfnﬁ’fa]“}"le 5 r’?'d%ls%mwm‘cgm’g\a |
S ivfiakias the bxvedivsivasas@ieyaedd. i N t he Exanple 7, with sone

ncHg g;nn gbﬁ‘\)gé’@fs'zaltlkp%% gslag above derivative was

pre ng
31&5«\@@3@ 7 gh, mg b1 5396 (e 591 65ENL R Dot
( pyomRy, 6.36 18278 (14, &26= §.8412)17.1537. 88 (THARJ +2.38), T12174.23 (3H, B 7.35

"2 [ 3 g Sl B s, filysy, %% 2 o

- Wass1(@/z@|4q74d410920\4*ﬂ)8 98, 2.55- Hz) "7.15 - 7.°16 (IH,

d Eme e2 8§05 IﬂZépara?mlﬂj 0(' i Mdhoxy-1F 23°GN,Nadimetifylabiine ¢éthdiy)
(I PCRALIN. 7.35 - 7.38 (IH dd, J = 7.93,
8“’%‘“ s "l"ﬂ s) 7.95 - 7.98 (IH dd, J = 9.05,

4.21 |—E§mg m@r Qrm(egl)re asgosn p tl(el\ﬁ.pcﬂyplel %me@mggltlcal variations

Pftleelil@&vahérﬂmw@fvasqﬂ&r@mo | -[4' -ethyl-3"-(I -nethyl

€§r| 2943n~‘|4¥ H%y%%g"ﬂ% s esul fo il yI ]-1Hindnl e.

édure as given in the Exanple 7,
W memnhbm GHi D254+ 2.96@Hat § DhE? Hz), 3.81 (BH, 5), 4.01-4.04 (3H, 1,J

=5.52 Hz), 6.58 - 6.59 (1H, d, J = 3.6 Hz), 6.91 - 7.08 (3H, m), 7.28 - 7.42 (3H, m), 7.49 - 7.50
(1H, 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-dimethylamino propexy) benzenesulfonyl]-1H-
indole

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, ), 2.39 - 2.42 2H, 1, J = 7.12 Hz),
3.95-3.98 (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,



t he above derivative was prepared. IR (cm'): 3144,
2968, 2932, 1589, 1368, 1147; 1HNWR (ppm: 1.1 1 -

WA@Y t, J = 7.52 Hz), 1.24 - 1.27 (2H, nPCT/ANIDES/000247

(2H, m, 1.95 (2H, m; 2.25 (3H, s), 2.31 (2H, m,
2.56 - 2.58 (2H, q, J = 7.32 Hz), 4.35 (IH, n), 6.60 -
6.61 (IH, d, J =3.49 Hz), 7.19 - 7.21 (IH, m, 7.32
- 7.39 (4H, m, 7.50 - 7.53°(IH, d, J = 3.67 Hz), 8.19
(IH s); Mass (n12) 477.20 (MH) +. Exanple 69:

Pre aratlon of |- |per|d|

M LT I R T YRR DX T T R
priggedure as given in the Exanple 7, with sone
nqqasg(,ﬁ, NI Maﬁyatl ons the above derivative was

. prep are IR(lljrp : 2934 2796, 1593, 1491, 1373,

115mpleo 482 jop 9y 114" lsepropyk 3 {H.Nedimethylamiyo = ppopgsy)

5 HzhepzehesdHonyl}-iH-ithlole2 H, , 1.89 (2H, m, 2.30 (3H, s),

10 Pr?eﬁéar2d§|(%ihtdf16éiz)2ﬁﬁ@>r 21d 4$Ptel=h9P2 EZ) 970K

.(ZI EI4 mugm%? é,%ﬂ'lpré,@gme %s %?I%n dl’ @%ﬂé%ﬁ’m ’sonJe. nbn- ﬂ'l%}cal v%%aﬁgls

( 2he 2bpje derpvativp was prepoigd.( | 1 dt | = 7.97 Hz) 7 28 - 7.32
(|IH(cnd'l) 296b, B78.13%, 1130,5%; Hz) , 7 35 - 7. 38 1H, d, J =

'%[JNI\;}R %p@%)ll_]'% - l%ﬁé 7 §§§£)2§%39'%00 (%}]1 Win, 7%( ?}ﬁﬂﬁ% s),

t, 6.16 Hz),
Pi s r-icd r(nﬂ}dcy ly =@x752)o dxexnz,ennes ubs opy b,]1- g4l Htglo;lze Wab g, @),
Si gl aty, }grn? 7’??6 A ’S{wbe 4t}t[1227 agpl e p’y W 1D SOMR,

non- cr|t| varla eri VaIVE’ V\BS

priékbak b3 68HznH00 ) 8.02QHO, RTS8, 0 D505, 1490 1376, 11609,
1%2“; FMRMRPM : 1.1 1 - 115(3H t, :751Hz)

alggle %& Z’rep%‘atmz(r)péfh}orggéé-cpaﬂ?' - -met }glgére??lﬁa)ymxy)

6 gdzenes@fo H]- (H-Fhdold , = 3.59 Hz), 7 19 - 7.21 (2H, m,
7.23 Ungzzfl'su(ulleJF'prog:duré as %\Jen ‘ﬂﬁgthé_g))mnplz 73~4th son?e n%@-cr(t;ch"var%gmns

(|tﬁaz‘d”°d?f”a“"gwesprf£7m ‘8. 04 (I H s) lvass (mz) 433. 3
( NRKm ™'y 29@Ex binp 187871258, Pi Bpar at i on of

20 S-1hINARE Ebp.ln¥ [140- %D?_ﬁl_kr ) 1(9‘7 %EM m?'zgﬁr(jbﬂ'sf‘ﬁs YJH 99}3&)64

25

30

35

benzenesul 9 l'ar. pro
pebihcll IR AR R TR NG PO 2 AR

v a1 L3t JoTRs34f hiet EhO\ie - des (1¥ad, 1V ve.30dg), p6e@Hr ,d.51 - 7.52 (1H, d, J
=3.56 Hz), 7.89 - 7.92 (1H, d, J = 8.82 Hz);
Mass (m/z): 439.2, 4413, 442.3 (M+H)". ,
"Example 84: Preparation of 1-[4’-Chloro-3’-(1-methyl piperidin-4-yl oxy)
benzenesulfonyl]-S-methoxy-3-methyl-1H-indole
Using a similar procedure as given in the Example 7, with some non-critical variation§
the above derivative was prepared.
IR (cm™): 2949, 2362, 1535, 1353, 1258, 1174;
'"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..6I (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
=896, 2.41 Hz), 7.19 (1H, s), 7.24 (1H, d, J = 1.76 Hz), 7.29 - 7.31 (IH, dd, ) = 8.32; 1.84
Hz), 7.35 - 7.37 (1H, d, ] = 8.32 Hz), 7.86 - 7.88 (1H, d, ] = 8.96 Hz),
Mass (m/z): 4493, 4513 (M+H)".
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IR(Cm "1): 2930, 2800, 1608, 1495, 1369, 1170, 1044;
THNVR (ppm): 1.1 1 - 1.14 (3H, t, J = 7.52 Hz), 1.76

2.35 - 2.37 (2H, m, 2.56 - 2.61 (4H, m, 4.30 (IH,

n, 6.61 - 6.62 (IH, d, J = 3.58 Hz), 6.99 - 7.06 (IH,

dt, J =9.04, 2.47 H), 7.15 - 7.19 (3H m, 7.34 -

7.36 (IH dd, J =7.9, 1.58}, 7.56 - 7.57 (IH, d, J =

3.6 Hz), 7.93 - 7.96 (IH, dd, J = 9.02, 4.39 Hz); Mass

( Mple #6: PrepirdtidoMf Hl4’-EthyE3<’6(meﬂlyVlﬁperﬂmeﬂd pEyd bayeengsulfonyl]-
uor,o [4 -|sopropyl (I-|nethylp|per|d

dzfom's'meh %Et%ﬁlozenesul fon IF%I H-| ndol e Usin
i (s AR e A R ATE e R TR
n&{aaled%hdnca’mlvewarpreﬁatmdons t he above deri vativ'e was -

pli%n 9'954 C fgﬁ)m%zgzﬁ; 595 1467 1369, 1139
NMﬂil)(an]) BY - 113 @b 107 52&12), 12702M@H m&)”g @Hs'i%%é 3H,
b§)12312(5ﬁ9;s)(2bi 290,418 m3,3.30 (131, Y 6(9b H7.0 H, a4 J28.96, 12146 Ha), 7.07
(“9'90 it dd 5'8%9%),913_&15: é‘.}-ﬁﬁéﬁjﬁs 7179&119 d,7= 3}9&Hz),
(map(léa,swaa(emgnaﬁ)iwzf)73,01797(@5 2ﬁ89 36Hz)g9p . 7 96
(Wss(gaﬁ{) s MBS, 4.35 Hz); Mass (mz): 445.5 (MHH)

aration of

5%‘6?{6”?4 %f’?figlnfagﬁgl??f UM% _ (1 -nethyl piperidin-4-yl

oxy) béag éwsgurafso(mgﬂrwlgwwhamleedmnngp & Nj Mafigpal Institute of
PhREESH r@déﬁ:aﬂ'lﬂcﬁﬁ \i/ePe L8 Ta¥ aNRMhi€ effect OF tHO cE@FBRANds of general
non crltlcal H%&s t he abqve de \ﬁtlve was

prspyp dion fpod i '(f%ﬁf"l"jel YRS "T%gﬁf""“f[‘iﬁi oN%Y73, 1170;
Mass (THezdts wé® howded(ivisinRile homeFoagayfbre28 Adys. Pyring Alriaperierh thsfrats
SRR hosgd%rﬂgal' ﬁr@ﬂleh coﬁ‘nbosﬂ’%ﬁ Mprlﬂﬁg‘%ecrohlgduﬂd élf'fb’r}nuﬁ)(}b)or a

benzenesul f H- i ndal eUsi n roce dure
O TN P R P e SO G i oo 3y
vamnatu; groxddeti héith aldibiven fhed aindakieve was prepared. I'R(Cm

i) 8829%?"0 1;151821'4‘h :%‘ fha 2@%&% the la1s7\30re lli‘?"w%e @-Rf@ikhed lm&%ts of

( jqqd d mgakg gfnd(vzepght %a)n wefe g\gfasrchHon Moutug b%sls Als% a é‘?% 1?§g|mon

d,method lsgdnsﬁﬂselﬂZl) the Tite2fturd (Kdsk &)aj., Fur@Ban- Jovrn8 Hf Q’thnacd]ggy 314,
0 34 4 ust, and o Oin-house:

(IEP 215 ?4 ang%bﬁget QL/, DidetS Jor 54, ;(qgl t 20629 d Zné h

Hzl)odlf qatigny.). Thy regppct(vp Pprtsd)f t?]g ;scrg)tlgg}%e)herem mcorporated as a reference

and they form part of the disclosure.

Some representative compounds have shown 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.

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

Compound according to . Smg
example |
Lactose 60 mg
Crystalline cellulose , 25 mg
K 90 Povidone 5 mg
Pregelatinised starch 3mg

m, 1.88 - 1.90 (2H, m, 2.31 (3HCEH]N2008/000247
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10

Mass (mfz): 483.1 (MtH) +. Exanple 75: Preparation of
6- Met hoxy-1-[4"-chloro-3"-(1-nethyl piperidi p-4-yl

procedure as given in the Exanple 7, with sone
non-critical variations the above derivative was

prepared. IR (cm 1): 2940, 1582, 1468, 1374, 1173;
IHNWVR (ppnm): 1.67 - 1.81 (2H, m, 1.86 - 1.91 (2H,

nm, 2.29 (5H, bs), 2.59 - 2.61 (2H, m, 3.86 (3H, s),
4.32 (IH m, 6.58 - 6.59 (IH d, J = 3.61 Hz), 6.85 --
6.88 (I|H, |deglicigalsiligonglioxide 21 Hz), 712F (IH, d,|J = 1.82
Hz), 7.30 if[aéﬁeﬂiﬂ‘@tezﬂe TSI T Pgg (TH, 0,1 = 1.97
Hz); Mass [(mz): 435 3 (MeH) + Exanple 76: .

Prepar at i dn 19R eeighRSHBYIEL (14" - et hyl1003M2 (| - et hyl

pi peri di n- AT—yI oxy) benzenesulfonyl]-1Hindole Using a
siml % eeng%ege c%x%blgéd aﬁcﬂ é#&ln%{ela%m Lxﬁ chh ay\fngtpanaoﬁﬁ
non-crit variations t ove derivative was

peelaieny .waqﬁerr\lmd( #pnfprmed into gablets] (cqiaining pbopt 20ymg of agigye

Hainpouhd) &6th an apprépriateditiet Mhchind . 884- 23 904( %I; :T)H 2.32
gty g s L1 g

J 1.8
Hz), 7.18 - 9| (I Hingeediegt = 7. 7.34 - 7.36
(IH, dd,J:7.8 M —7—39 ’iH dd, J = 8.8
Hz), 7.53 - 7.54|( Ffive jpgsgent 3.62&?-0&). 7.66 - 7.67
(IH, d, J =1.84 Hz) La%to&B - 7 9096% H d, J = 8.8
Hz). Mass (m z): pte 77:
Preparation of .6 aqgmsminls{-gu% m pi peri di n-4-yl

oxy) benzenesul fonyl]-IHindol e Using a simlar
proce QLHJ ifigréffentd Wél% Phided a&hﬁﬁmrﬂ% &psliles Wnltaﬁm§ 46t 100 mg each;

non-critical variati ons g, e above derivative was
Pl frRsulsouldrpomateatotal dajly dgsagqy 1y 4 Exanpl e 78:
Preparati on of
(pi peridi n-4-yl oxy)
g%xngz;.g%ggyl?%ﬁv Fﬂnﬂﬁaﬁgﬁnl e hydrochloride. Using a
sinmlar procedyre asingrden | n theAmeatiplle 7, with some
non-critical vari atAlcmghg;eggmaboye JgL vative was
prepared. Meltilng Range- 259 °5 C. IR(Cm1)
3082, 2935, 2757, 1§smarwrego, 1L78,05g
Sodium chloride 20¢g
Methyl paraben 0.15¢g
Propyl paraben 0.05g
Granulated sugar 255 g
Sorbitol (70% solution) 1285 ¢
Veegum K (Vanderbilt Co.) 10g
Flavoring 0.035¢
Coloring 05¢g
Distilled water g-s. to 100 mL

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



IHNWR (ppm: 1.76 - 1.81 (2H, m, 2.0 - 2.04 (2H, m,
3.10 - 3.16 (4H, m, 5.01 - 5.02 (IH m, 7.30 - 7.33
WQ bodg/18k17 J = 8.42, 1.84 Hz), 7.56 - 7.59 (I H, pdTIN20082000247

8.41, 2.02 Hz), 7.62 - 7.64 (IH, d, J = 8.42 Hz), 7.69

- 7.71 (IH, d, J =8.4 Hz), 7.85 (IH d, J = 2.04 Hz),
7.90 - 7.91 (IH d, J = 3.68 Hz), 8.02 - 8.03 (IH, d,

J = 1.48 Hz), 8.71 (2H, bs)33Mass (mz): 425.2 (M+H)

+; Exanple 79: Preparati on of

4-Chloro-1-[4"-Methyl -3"-(N, N-clinmethylanm no propoxy)

10

bEramplectuParentgral Eormplatipdol e Using a similar procedure

as given in th¢ EXqfgliRnl®, W {MeSR7R non-critical

vari ations the hn\{p ‘dpri vatjve was prepa red. | R(‘Cm !
1) : 2927, 1376, Arvwingredieg7 | 756,0%82; 1H NVR (ppn) :
2.04 (2H, m 2ITEGFhIChisde 2| 4t make isorohic [2- 99 - 2. 63
(2H, t); 3.97- 4 0 (2H- t, 1:619\, 6176 - 6.78
(IH- d, J = 3.6Maapiorinjpctipgio. 7 18 100w J = 3.88),
7.21-723(3 ‘,/.55-/.5/(|7—|U J = 7.86 Hz),
7.59 - _7.60 3,68 Hz

(niz): aeoﬁvzmgr?o@ ﬁwewmeﬂ pa *)mf the ity *%P@?&Pa@/a Bpent

ofuattityVeft dadixy chloide 3vas (hish Mdded wight fiyring o mgkegllemg)(xyc)n isotonic. The
bm&n&&%ﬁ&% Leégﬁwhmgleﬁmh@r BnAwatdr - InftbrioR! (AEREHMEReh a

some non-critical

gl ven In th

v%t? F‘é‘f‘i“&ﬁ?b’taﬁep e8¢ %"‘c’ﬁ’é‘?"l upder Ft?fée ®aYiF-epar ed.

1):

IR (cm

2943, 1468, 1370, 1226, 1148, 1031; 1H NMVR (ppn:

t, J =5.52 Hz), 3.
5 52 Hz), 6.58 -
3t/ vy, 7.28 -
dTaqT—l) 7.86 -

[ (M+H)
(Ni%d

81
6. 59
7.42
7.88

(Eﬁﬁlpqe)@i S Ofltgryfi'frmul%gz 4 ( 2H

(IH d, J 3.6 Hz), @g?ﬂlent708
(3H, n)’ 7.49 - ﬁ“c&xgrifgrégrenﬁ N
(IH d, J =9.08 Hz); Mass (m z) :
Exanpl e 81: Pr epaP‘dIeﬂUhn&tﬁycpll-lp@ met hyl ami no
propoxy) benzene Félve%bé gg-l)czquéh ek a simlar
procedure as givien p 4, wWiih sone
non-critical variations the above derivative was

-pr epar@dingredfentsGitre relted 1€fdther, and Aked onk3téan bali2fad pouleli Tifte molds

1.95 (2H m J = 7.20 Hz), 2.20

NS L G

(2H t, J =7.12 H), 3.95 - 3.98
(2H, t, J = 7. 12Hz)666(1HdJ 3.40 Hz),
7E)Qulnp1e97é ﬂf!nc(ulﬂdrmmuoﬂ 21 - 7.43 (5Hm, 7.52 - 7.54
(I 76-Hz}— 755 7:&: (+Hd—d—J = 3.7 Hz),
7. 98 - 8 00 (| H d, Jingegeny ), | Orams’
: Active ingredient 022¢g
Span 60 2¢g
Tween 60 2g
- Mineral oil 5g
Petrolatum 10g
Methyl paraben 0.15g .
Propyl paraben 005¢g
BHA (butylated hydroxy anisole) 001g
Water 100 mL
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Mass (mfz): 359.7 (MtH) +. Exanple 82: Preparation of
| -[4"-1sopropyl -3 -(NIV-di net hyl am no pr opoxy)

whensas@sul f onyl J-1 H i ndol e: Using a simlar prPOLEM008000247

as given in the Exanple 1, with sone non-critical

vari ations the above derivative was prepared. IR (cnf
1): 2960, 1371, 1172, 1130, 673; 1H NWR (ppm: 1.12 -
1.14 (6H d, J = 6.96), 1.98 - 2.00 (2H, quin, 7.52
Hz), 2.27 (6H, s), 2.43 - 2.48 (2H, t, 7.16 Hz), 3.20

5 fé%g& §t] tﬁ'%inéga?%nt%é]xg%t g?t%zw%% l_dmj%g? azpd Z}lzﬁédgg %t%g{{;})) & with
Firghep. A sFTigient quaptity of wager 2t agoup A0 IGyas thipn sided with B@rou$rringyo
Zmagfy%hegng?eﬁieﬁt& ngd tHEE'Ih watdr-afiddd s Zb?é%gd %_rlzﬂ)ms. d,7 2.608’( | ]I-I - 83’ 3
Welpngsy Dyt fepguitiontogb Mo '3 = 8. 32, 0. 72 b)!
Mass Thefoagnitionemaing Wepbijics. of Exapnphds o8 Bhis Bycafiear wdré etimeséd
gs'i |ng;ﬁ9b¥in[n4a'l & h&nf e i&’bﬁc(rkcggrllifﬁ:m&éi mbYeper i di In 4-yl

Xy) benzenesul fonyl | - i nda ing.a simlar. .
or oceMils Qi g VIR TR ere) e o Mok o Qi) tasite of
Nomitiey Hydembdd, ldin)i vicrd wevisas experimdaal sirokdy. Fouatriings washoused in
PLf Q%ERelgumallsRvér& % gn 2029? %Iod d%ﬂ‘l%%ion %ngrg ’one]‘ga§ Gnd éxgez Jrater ad
1H N ( pn’?ﬁ:e 1.80 - 1.84 (2ZH, 1.97 -°2:04 (2H,
Htumaraghius e eipsrimont s mpipianed g o 13 ey Lehsda gl Al e ras
#erd Bab(thakdd toisdividual docdas-fordl. HOd if théhbsd@lee of any oBje@8 Hz), 7. 26
- 7. ) .34, - . =
HZ) ’ 2(31.6 %golﬁ% of?%rg@ (r%%_ived dJehn?l@ é { gtﬂ%(fsj g}_té&ly’:' an%iag?ff?é% IseIEI ’:l)f gn;}mals
fecaivpd compowps of fhpforrgpula (J) eithes ozzly pyiip,, beforg gpe howr oftpe famifar (1)
dndshdce®al Hiz).;, Mass (mi z): 439.2, 44 1.3, 442.3 (MH)

. 84: Pr i \ : _ .

I - @%4?gr}%epgw§s gﬁﬁ%re 0?{11?/?@% IQ %()e )F js(?dcimn(zp. r_lfiTld rge)l(decép of acr)ihc. In
the frmdliguzetiont b (T Bbarats WerR placsd mdiviqyqlly rn#gq qwem‘%/ fors’i miptes,
il Whidh @¥o gaérﬁilea dbjedds @Rstid ibUtﬁﬁ, imbM&i%xa&plc@ dfametsh) lcbve 0 e
non-critical variations the aboyve derivatiy
T dreis Prabiifel i sy fosd T R4ty s T gy fom
the walls. Aftar MVRuE ghthg (T1)1trigl Jor long-tegp mempdy tegg the spmg sats.wege pdaged
{n2hd sal} arera élsghe(y?x%re §I)ccd 28 "Blotri(ll.5dloi@5p)mse £1H Qats weke Gilowee &
e?p@regl'fsos ngféu’éoré%ﬁ it_luAt'e'é ?’régegs%nlt%_f)f%%é Ofargﬁigg)bj_gct gaé ?Jnﬂ gr'}fli'lbﬁg ?bj e‘!:t
() Qnbet dlor gipss bRLIRA 2 (cmHhighcknd 3 crm if] difi@etpy JFamilfarDbjects fresgrted
§ikinhr téiﬂlres,\]coh_)rs&ns%izele%g the T1 and T2 trial, explorations of each object
(defined as sniffing, licking, chewing or having moving vibrissae whilst directing the nose
towards the object at a distance of less than 1 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 test was performed as described by Ennaceur, A., Delacour, J.,
1988, A new one-trial test for neurobiological studies of memory in rats - Behavioral data,
Behav. Brain Res., 31, 47-59.

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

discrimination index.
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Hz), 7.35 - 7.37 ( 1H, d, J =8 32 Hz), 7 86 - 7 88
(IH, dJ =8.96 H); Mass (nmz): 449.3, 451.3 (M-H)

wo-2aakaspie 85: Preparation of |-[4"-Ethyl-3" - (PeTviN2098/000247

pi peridi n-4-yl oxy) benzenesul fonyl]-
5-fluoro-3-nmethyl IHindole Using a sim|ar procedure
as given in the Exanple 7, with sone non-critical

vari ations the above derivafive was prepared. IR (cm
1): 2964, 2783, 1592, 1362, 1252, 1172; 1H NWR (ppm:

| H@l’wc@ Bkt %ﬂgf%ﬁwh-‘ﬁzi‘%i b el 2 T

(4H, Mple Wisp =t peighy O gramp e Liery Rejy wery mveg \ghicle
4njédfonsiand plabeddn individual, @rafspdrént ehdmbeds for 18 hdabeackldadt €or Blagdys before
;I:leéts t &?Ii/;_l'o h%itg% téz-n?itf]_'lto%ge) Ao'i%%?agj%i %l?rﬁ;ersg)a& tZﬂl(‘l!E I];:I’f?eglge.&izn):the test
Tax Mats were glgfceq iane @hgervagon-chgmimes imzp_eg'gel}qzi}e_t dmgcgnireiﬁqagt)n: and
%gseﬂvecgccﬂleH)sl@ forl—:}bé@ﬂ'ﬁg &re&:ﬁmg, Eﬂ@&e‘viﬂ% tBéﬁ@mMﬁﬁ&M 6@E®0 minutes
r 0

e ok i st of P oG R aerom o bRl o
werkg ips e/ds adfifirstarddr to rfl cthee firfilpads. Acyﬁrasehrem@gmfcyaws stegfches and
geda&rsaﬁewﬁ nd®MénRnté fring® the Bmﬂutem@mndnrpem here kR6taddat s

i“’ﬁss.tﬁ%?rswﬁo P N R

 Neeroplatscalvey 0@, #7, &95-286 B Beoten]. ICy Boyrson g, Bagst i G, Fone K. C.

FORRSL €0K, PRI, iskighta 2y, CRMIRP IRt PhamiBdlogy, (ddy, V6 (a),
correiﬁondl ng conposition (vehicle) without the said

d (control group), once a day. The rat is
mxm!pldml wattrMaxd | i bi tum food and water. On 0, 1st,

7th, 'ilh%t\nxter gmz’lesa&)pam cgtgxsteﬁi @B/ a E&ﬁlar'r:&%ls(lw ﬁaxlnﬁért 0. Hvlnt }h'gh)

t he pre-wel ghed anpunts o I nt ake and

iRISEfied g PH&WW%W@WS@ Fempapsy filleh &ith yetes Q4aF 26 pnd

fp@sﬁldmédngﬂéi-lﬁdathrh Wik Aikd | \Sde6li cBiidr®) $ Back Mininfae 'ﬂhb tiercat Pérepex
ur n

%éﬁ g @fﬂ‘%q %be'ﬁ)w %Q%Qr %?t#{ @%s ﬁicrﬂ?\%&"&g % @g)ﬂe of‘ﬁ\ 2 fopr

Mpginey QoD whietdresained Gonstanb s all el Hhe blaek Eﬁf}%’ex) used-fppthe

E&ﬁﬁ@ﬁ&d of Ehe RAFelafid @lﬁtfd'nh Gf’féi&ﬁﬁ)ﬁﬁtﬁh{h&réﬁes&f &idd e{cgje lbehavior. By

on ra t oertraaxtn%g %% o?f‘eret? severg n%c%g %ﬂramaze v}gual cur mo Qu% the fgrﬁlatlon of
a OsUr e e ESMe T epr esent ati ve conpou Rave

tﬂ?épgﬁlamps'teF@Wl for §F3g'ﬁ fepinipgnAn W@as@cwr\s systrod [V ideomier?
ﬂ 1@9@)@&&9& Qﬂmmy]tm elﬂp@é@ mrﬁ@ram%anyﬂaﬁv.&@s.ezsge@;fcqmred
ej t

or 30
it B CEHRY i COMDRINECr Bt R aim sped
Rmghedinkm pEentier @d dortioh plesd iratde e mehchtqeadrantif thg water maze.
SOl Vegdfersibe hA axsdma@atm afloria ANBayhh TUNBRIkAA TVRSIBNA . Al

gga{ng%c{)lg%dB?oc nd Be ao\nogra %(ﬁt,}% 7(89981 ?E&)qug‘ ]\?q)o%odges Dan
Hogan J. B., Corsa J. A., etal., The Journal of Pharmacology and Experimental Therapeutics,
2003, 307 (2), 682-691.
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 [ength, 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

chamber was divided into two compartments, separated by a central shutter that contained a
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conmpound) with an appropriate tablet machi ne. Exanpl e
88: Conposition for Oral Adm nistration The

WO ngwaskioent s were m xed and di spensed i nt o capBOl/@&008/000247

cont ai ni ng about 100 ng each; one capsul e woul d
approximate a total daily dosage. Exanple 89: Liquid
oral fornulation The ingredients were m xed to forma
suspensi on for oral adm ni $ération. Exanpl e 90:
Parenteral Formul ation The active ingredient was

di ssolved in a portion of the water for injection. A

Sdfl bpeing B6 mAUAR dnll Y5 Bfn hEd Gt UBReabthe frbdl Of thewhatbl Thashhder
Ot an

(‘)’i‘ t# Ectogl'gtlrtrmrelll 0 glc %;eérgﬁ%{ ltn Qveldt!? grL ut Itz%{n‘%i o poweﬁgavﬁgﬁmma?on
itopvree \Kegt lergerfoempajtipnt elpqsmﬁ 21f> |m|nt ip psdth ang) wvevghnugmgat@ Hiedoom

mﬂb&aﬂn&nfpmeﬁf coldiibdRAE lgag&dl 6u16ﬁbsaﬁtansstaeﬂdsd .@eepmdhatt Were .
t or nt S

fiyou mbigh vat wrambledi snce ovetyall- nieprgdsPackvssothe hisbarsp A agsistarsde gme of
FoX RIS ofigs wabQREWEAdd fEthoUﬁHoﬁéerIrJts Al uk Qﬁ)aﬂaﬂgfvﬁcyalﬂﬁéte%

exc to about
I T e S
d@fend @liveng byt dumaticdaatonef s vuliagowitehange inresistange.t 0
ﬁ&&ﬁghngmhpgredients and then water added g.s
about 10 rans. Exanple 93: Object cogni ti.on Tas
ModelPiHes %@%?‘F Pflscabe arREPHg - fb‘{'"@ﬁ@ "?‘étgf i W?s%w&@%}%}@
gimstviereusédnAsimbls were tought te g ilaberhtont lu:aglirmgfo:a thewefetimeyf. On the

,%FMEnlﬁoﬂ%aﬁs' ik plzlcg)efa&%l thCrear 09@19 g%llt Ldn&%eﬂ?‘& Ngﬁ}atus

ier rats rarrs tai ned from
Tye timpiyas slargd °P‘?‘F§‘E"1 afllznabhaafow?f#y thmeso fack the fromd gbithe shambex)
Wehd tol&td thaYark Xip@bérvesicadrded isvalty S 20 feoands) ami lrahgcompleely

DRI 4D, EAG A% WSUUIBL Soclch PBY A B0 "l as

erlvatlo ore one au)‘/ gl ven water ad
*ldﬁlﬂtfffﬁfﬁ duthe taw@ale RApiEpls Tt eaﬁa“rw‘é'. P their hame eAgesaBaryee 6&%
thainglatséselan, loth YehpartmehksS0 th igimbatveredat:d hakinbutahe ebnfoonding

' OI%CQOIT%\’/ ‘If“%ié.l ﬂi&%ﬁ PJ% ﬁﬂnﬁ)?(}ry %?ﬂfﬂ%as e{l]ah}ap:g 2?%%1%%%m?£ an? 9%7 day

recel ved vehi
m#«gyng by m"rry'gahmmaﬁbtﬁh & light chagber gpd rﬁ@rf&,"grt@eéﬂtv@dto enter
tRUARQHAMbeOF critdton (i€ SrBb@seéonds vk ERdyedr aI | y or i ,
bef ore one f a iar (Th) C
(12) RE2 ()ll(lgﬂau afdin PE DlemSh @arlr e qulaf 8] A 2*8 tcﬁggﬁ é(ﬁ%o
S?ﬂvtmﬁ?émeurqseme r?r%&e(Bﬂu foxd- Ba&opell . M- K- M@hyK J., Regan C. M,
Jf)@‘HéHl b NddogiRints8Y) 199326566, 219612)99. g h? rats were pl acedwh )
ndi v 0 |e or 3 mnutes, in iC
‘% Fg‘?;&a" é%élassgﬁf(’égi"gf“(ﬁ{ Ldti®hot t1 es, 12.5 cm hei ght
X 5. Somppuctls aanebe eestpd aseppdinedel the fpllowing the procedures.
Materials and Methods: 4 _
Recéptor source: Human recombinant expressed in HEK293 cells
Radioligand : [’H]LSD (60-80 Ci/mmol)
Final ligand concentration - [1.5 nM]
Non-specific determinant : Methiothepin mesylate - [0.1 pM]
Reference compound : Methiothepin mesylate

Positive control : Methiothepin mesylate



yel | ow maski ng tape al one (al and a2) were positioned
in tw adjacent corners, 10 cm fromthe walls. After
wQ4o0sasdos7 of the (TI) trial for |ong-term menoPETAN2D0S8/000247
the same rats were placed in the sane arena as they
were placed in Tl trial. Choice phase (T2) rats were
allowed to explore the open field for 3 mnutes in
presence of one fam |iar olffect (a3) and one novel
obj ect (b) (Amber color glass bottle, 12 cmhigh and 5
cmin dianmeter). Fam liar objects presented simlar
Ingpbhtimeasnditbes:or s and sizes During the T | and T2
i ak{eacg(?ﬁp 1e9 & ‘ﬁgo ,ﬁ@(iﬁls%l & 7.4 A&l 0381 Mg, 0.5
sni ffing, ew ng or having noving vibrissae
WHiEDIH fori @é@t“}t%g‘t e ﬁb%@aetlmasdgmwed bopri¢ yacyym fltration
dil.tosgﬁaas’mﬁr m&rsl Radoabthan trélpp&lﬁltowmtelrs eadetiRtin@aRBEoHpat o

‘ coX (? Sittin &estvvas no glatl;ldeld

vzg&)e m or er to.asce 1 m%ractloni com?oun(IéT)
ora ory acti Vi wever observe

S?'r010nm§ -HTa binding Bik- t i rre spent expl oring the fam l'iar
objects (al + a2)®r T2 is the total tine spent
expl ori ng the fam|liar object and novel object (a3

S

+b). The obj & 'i on test was perforned as
descri bed by En A., Delacour, J./ 1988, A new
one-trial test A P obi ol ogi St ulli es of nenory
inrats - Beffavioral data, Behdv. ain Res., 31,

47-59. Some represent &S
positive effects indicati
recognition viz;

pounds have shown

e \
i cati @ ifacr eased novel '
ncreasedexploration tine with novel

obj ect

obj ect and[higher @i scrim pation 1ndex. EXanpl adifigand
Chewi ng/ Vayai ng/ St i et ingin%ctionb 54HTQ E
Ex"é‘?‘??"ggo st $ 'e W st s Wi ghi ng "200- 25'6“‘5?%%“‘
Ner el used. |[Rats wefe given| vehicl g injectijons>-HER (h)
pl acied in individual, transpar ent |chanber §forgglRgur
each day for 2 day$ beforelthe test - _ i
thenh t Jthé ob¥ervhti dd chhnbets and tlestilng 27
procledwtie. |On Fhe {estHday r@lﬁ;s reipl aged 1 n58he
opservat-on—chanbets—aredia |3y fter—drygg 38
admni strafi on and{observed cont1 uously flor yawn
Biretchiing, dfefscheéwi g behave®rs [frorh 60|to 90120
f§ nUtesgaffer grug|or ¢ieni cTecinj §ctians. [60 m nsrt es
nriadr-to - the drua dm nch a2t 1 AN venacti am
T T T LB LAY A uy prari T LI T ]\J = | blll II\,,
F?'g/ Kg i.p, vvashadm ni stered t%mal | thé anijmal s. 1N
Averlaged nupber Fof yawid, sfrefihes and vaguous €hséw ng
[ovemer s turtgg—the—3¢mrut U' ServatT g per{qg
werd recorded. Reference: [(A) M_\._ _iSleight A |
¥, \vedfley MCH | |andlet. ICH3 I\Ieur ophar facol o§y?
2004, 47, 95)«:2@54 (B)H Bent eycd, C , lour<.on A 124Boess
& Ae—K—C YarsidenC—A——Pet+i{—N\: et+-ght
k) k) k) 1
%3]\. J. l“Earl tish Jouf naldof Phar%ccl og,2 1999, 1386(1),
: Z§53'-1Sﬂ2) ExHnpl ¢ 991 Wit erC:lNaze 1 1.90
30 H F H C,H; I 5.44
31 H H H C.H; 2 35.20
32 H Br H C,H; 2 7.55
33 H H Cl C;H; 2 5.80
35 H F H C,H; 2 18.80
36 H H H Pr I 13.90




The water naze apparatus consisted of a circular pool

(1.8 mdianeter, 0.6 mhigh) constructed in bl ack
w@eoosfsc01{ TSE systens, Gernmany) filled w th waPer/120881000247
2C) and positioned underneath a w de-angl ed video
canera to .track animal. The 10 cnR perspex platform
lying 1 cmbelow the water surface, was placed in the
centre of one of the four i#dhginary quadrants, which
remai ned constant for aII rats. The bl ack Perspex used
IIhgt ht b\f_{lbvt u&dcl_t.)ll UI lI'IIC |uLcha||u IJI aEfUI Ilﬁilj‘_%i-?&—_
no intiramaze| cues to guide ascape behavior. | By
coftrast Clthe t i nijng mbom|of fdbed [sevéral | st r odg60
extranaze visual cues to aid the formation of the
spati al . map necessary for escape |earning. An :

r e (5 51), TSE

er e ﬁ%&m %Csﬂé méglﬂog%%/'fcfgn hi stm%sr ogram anal yzes
VI deo i mages acquu:(ed VIR? a digital canera and an
I mage acqui sition poard;that determ ned path |ength,
sSW m speed a ' er of entries and duration of
swmtinme spent gjuadr ant of the water maze.
Ref er ence: (AFQ N, Hattorp yashi T.,

2 A

& \
Ni shi kawa T. ,R?Fukuda H.\et. Ph rmaG\DLogy,
Bi ochem And Behavi our92526¢ 7 91. (B) Under
M D., Hodges D B., Hogan , @®arsa J . A, et.al.,
5> The Journal of Pharnmacol ogy and Experi nent aI
Ther gpeutits, 72063, —307 (2);, 6827691 nﬁrb

Passive avoi dancdg par at ug Ani nal s were t al neginF’n a
si ngl eETample | & ep Rhroulh,| IRght -Rear k94 STHE R (h)
avoi lana®. parjadi dm The traini ng| appar at4mhibRios bt €d
of a]chanber |300 [mm i n{lendgth, 260 mn W'eccjﬁcb -91 270 mm
in height, cgnstrjucted|to gstabl| sheq g Fhe
front and top werle trapsparient, allow ng tlﬁ‘e“M
expefimegt er [t @ gbserve fhe bghayigf [of Theleni mal
i nsi ge—the-apparagtys—Fhe-ghayber—wasg—di-wi flee' Hat-e-{t wo
conpartnents, gepaﬁgrf{bj By a entrlgl shutté? t hat
cont ai ned asnaH opénl ngH50 &k W dd and 758Md hi gh [set
cl osgtost e fygont lO@H g LTIIcijPJU.B TH e bllblij'fpj.r of—tlhe
conpartnents {nmea ured ® nmlin wifgth and contained
| ow powe? (6V) Hi 1]l uki nat Hon ddurpell The | afg¥r
conrpartnﬁnf neasyred 2 OHmn CH; W CHp [and wes7not
iIIu.T.m he—Haorof—th dprk—gorpartaent
consj st ec? of aH;rigt‘%;f 15 r C1‘?{2ont al_jstai nl éss- st eq
bars|thai wereH5 |nf¢Hn| dHane®@h: pnd spaced8843. 5 nm
apar [~ AgCUr et [Jeper atpr [S6ER Teg 0. 75 M 30 The
gri d f.ngg;’ whieh \A'lag_g_gr_a_ﬁrb_l_e ncetevery 0.5-secdnds
acrofs tie 16 Blars FA el gt drce r‘énqe of §337960 m dro
ohns was cal cul ated for a control group of rats and

the aﬁﬂ@rgtglre ke eV &?jrlslnp rFa} elg e@glc %ﬁéc[-‘@ (Ylonu’%nag? Ex;hressmn of

el ectronic circuit tecting hé resi stance
NPl ereifrey Remian Wik diifn pETEY rfPreFit“’Yﬁlél Psyepiontsy Drugs.  Mol.
10 aIPHaﬁ’(i&ﬂI(B)VHDBaI(I]M) of the voltage with change in

F el PR E T REL A TR AL R Qe dur e

The antagonist property of the compounds at the human 5-HT, receptors was

determined by testing their effect on cAMP accumulation in stably transfected HEK293 cells.

Binding of an agonist to the human 5-HTs receptor will lead to an increase in adenyl cyclase
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This was carried out as described previously. Adult
mal e Wster rats wei ghing 200-230 grans were used.

the experinment. On the day of training, aninmals were
pl aced facing the rear of the |ight conpartnment of the
apparatus. The tinmer was started once the ani mal has
conpletely turned to face th® front of the chanber.
Latency to enter the dark chanmber was recorded

vua’ J\X:oé O%Qd tclts)nd’fi nétn»glll hsﬁ“@ 'n%rg{gg ; e&t: l %ﬁ\fcﬁcgﬁeﬂn}
msn n 1 nescapa f oot s O 0. g
mﬁ{mﬁwd @atsse@@m@mﬂa‘sﬂ Hlenkithsieganistedigett o t he ani nal .
g\n | Malmyes- ﬁTJr@lﬁﬁorﬁ atreEloRa arfd@taﬁl@ @ipFesd3® MRIBRAIRSIs. These cells
et en, e C t .
5B B30I 0] DR L0 TR AR ks
olgfrale G@lﬂwnd: uve@ate&etc?dl °C inf COhinsubptah iThy ttedsr yerg aliored tspgrcwa@
ea\()@tlt Y bE tgmigu%m}é %%é’mlt?aaoMesexﬁ’eﬁgleﬂ Non/thél & of the experiment, the

post-training by returnl ng the animal into
R BFOI R TRRObt ¥ cebrerre vaste 3&&3? ity S&fﬁ*t'éffe {nﬂJé "zgj&?kf)
chanibie of, SFMHIBMX efedi@ IWast ddteel aod in@B@cde 60 PE r Wasinates Toyreddia

Ref er ence: Bum
rEn A Al gl et e e e
25@(9@“"1 ((zB)annggms@LweB adde@@q]ﬁlyappr(mnatv\pve and Mﬁ\’lﬁﬁ? fog 30 gnnutes
R%g%ﬁ;%:mcd%tnon AR ARl wentf reBrNﬁ/Hdd RANR B Weye wabDnce Bith lGnL of
I N S
FES e B R it YU e B RN m1ar Y A s v
ij)TIAo(mlmg 4 Hefopi dowedlhe @slls Woket theni sailaped andl trdvifered dsgo Eppendorf

RS A ubct QFCBnerifbbHIBE sHRARAR NaNUnd GeRLRFAGEHs Wie SEKPR3
cells Radioligand © [3H LSD (60-80 Ci/nmol) Final ‘

| ‘Cganassestcentration - [ 1.5 nM Non-specific
det er mAmanontent Vet deicotifnd by rEIm%InatxemunoP.ﬁayl ugirg] the Amersham

Rabek %ﬂp@ E(f,@impmhm KB b9 the B;o&dm@ a3th AL dROTHed FoY e Kit.

control : hi ot hepi n nmesyl at el ncubat i on condltlons

Rrisly. coME 'wgwl@éw h’é&""l?ﬁtf""l‘ Peteqsn HlRbTiRY GMicynd &r-fdﬁ“at')“y
O ipbratidiseligbelled sAWIIVEPCIth2, birdin® sitelofRHIACAME aBiBodyl Thetadtbodt is.

Z\ Q&EJ Do g&g@%gmm ﬁsf; me&qm@.tpy alaﬁlb&@cwnmn

tratlon ass l[ters. l oactivit Yy
t'i‘ sipfrd &y edring %Ohé p«rrw@%eéahﬁla% c@lét’ & the mledh@ 10 s ifcabpted
t@thqwm.@unv(abm eas) fon 2 Bbdest 4 @. aarae/mgal l’(d)ulalﬂc}(lbatlon at 4 °C, the

BDEPE T3S b Rl o d P, TR A PRRE o
gpmehviticpziditend). rig added l@bmﬂmte(b piceopm rteprieeshiee o 6@ munuges.eThe

R@cfc%ﬁﬁ&ﬁ)ped rﬂ%rﬁadlt[:on of] 100 mif 1.0 MQﬁlplﬂllnc ac1d\491h &6 Ws@ant color read
r at n| n Receptor

T Etgh P R S LR TGRS F ot o Dr ugs

VDI . In the functional adenylyl cyclase assay, some of the compound of this invention was
found to be a competitive antagonist with good selectivity over a number of other receptors
including other serotonin receptors such as 5-HT 4 and 5-HT.

Example 99: Rodent Pharmacokinetic Study

Male wistar rats (230 — 280 grams) obtained from N. 1. 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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Pharmacol . (43): 320-327 (1993). Exanple 98: 5-HT
functional assay cyclic AMP The antagoni st property of

determined by testing their effect on cAW

accurmul ation in stably transfected HEK293 cells.

Bi ndi ng of an agonist to the human 5-HT6 receptor w ||
lead to an increase in adeny? cyclaseactivity. A
conmpound that is an agonist will show an increase in

cAMP pr.oducti on and a conmpound t hat .a nt agoni

AP HBHGER ¢ e ek SEF e EouR B e e e Bpa b0
wag/Eg)okalinad asnicr SO @i ynireatpreesstdme mplidd 9dugteintrayenously.
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media wth ser’um (FCS) and 500 ng/nL
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i awhi@bihé brzie dssodidnd waoho®kanized Pliing aralt Briin @asdrédsfrozen at —20 °C
pJnﬁFa99§ %d Tm ctorxlzeﬁtraﬁ&g gﬂge I@@]_E, &oma&wmd in ;}i]a@mg %%Hlmeré Rtermined
st artecls ng nmL, peroxi dase-|abeled cAMP to
t 188 %‘éﬁﬁ'\és (“i‘b‘tﬁ' m_) pr e-incubated with the antiserum
(100 stheddicxtmedomeuPs dat 045,06, 1, FGJZ] B\, 619 0, Dand 24 hours after

DEHDAE I NCE BpouhlSll) 9&}@1 ih A0 b3 AP ALALEHDY

ocedur e enzy
YRSt NSNS it vpas solig Bhese ety ot /EE T Rew BISE Sermegtnde st
tﬁm&asdaﬁ] lﬂfe&alflﬁz?xoﬁ thngd ¢T2L2D60 ng-/rtﬁlﬁr pRaet An@® BrainShomibgpae dStlndy
t C

rsgxg %t \géﬁ% Lr%p egrusﬂxqufﬁbuéﬁ &mnMeS? %t IIR{I Iwééh ?nﬂ%gn)a&qtr&qgmples
spet repistberet er at 450 nmwi thin 30 ninutes.

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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In the functional adenylyl cyclase assay, sone of the
conpound of this invention was found to be a

nunber of other receptors including other serotonin
receptors such as 5-HT, A and 5-HT7. Exanple 99: Rodent
Phar macoki netic Study Male wi star rats (230 - 280
grans) obtained fromN. |. R (National Institute of
Nutrition, Hyderabad, India) were used as an
experlnental animal . Three to f|v -a |nals wer e F% q
odulafion ©

i Example p 1013 Rodeny, Braip SMigxe dighysis; S roRPIy ™

daprdtmainitas.oef ore one day and -gi ven water ad |ibitum-

throu ?IAQUWISICP fats é@@-@#d@g&)s) ad%%m@d bR Nned NORNAiode? Th:B#dfeSof

s, recei ved NCE

éﬁ-%‘ﬁtﬁﬂrﬁ@de(@a%é’dﬁb‘f?{b Se‘gfls P"?eré’f?ﬂa'zfﬂ'g’f’her group of
ani I’mbﬁoup alivetioe Gronp MEVahah@lard Stadvieugh.).iGrouwdv BEB (S ing/ks;

Qig.k@g(g% . plpod was coll ected by Jugul ar

asnma was fored frozen at - 200C. u

an aI y§1’fsl°al THaesedugm Reist MelE j2pidetiprd MR dhyere! ('E‘?S‘“ﬁi?) Gﬂ‘b Plagpd in
HtasmRic Wahe Giidé ahmtila{EMAUL) WG plaGd VEMB-57ath0dL: +$0 merdgkve

t8tjr neB OI nt 3’ DVP %} rﬁtﬁ) ¥om Qh62b§am gxééce az’l:cordgngﬁ% the ’atlz§ of f\’iaé%@s and

2"and ours after dosing
Y0 (1180 WoHethe erimali e el upsthsiized misgy diplysis GQP%@NW“ 4
Lehm Mﬁﬁ e 1@&4’&@@0&@ ithe Guis©dahkhlapind sseur@dih plaet iAGer surgery recovery

tech un t he

&) %J :378}1’ Ourrsavrvlas e n}g ‘F%E)o é%su&cﬂ }lj:qatné M"llafﬂr tnldy! and brain
honog érﬂir erior & w&y agimel Mets tmﬁrf@refé toiofs é‘t&csu@T ?fghmamm“ and
Crblhiéddte Vas Qdmieﬂ Sévdnﬂght kah baloiRedminker1t sohutibry cotprided of: 1.3

S B (S Embrihe I MR ity 2 ISR D BN e
o[fo dMSNaEHPbuIHzormd olzem Hﬂ@ﬁ@ TrdAnandesd 68 mykbndoitigming lrepmide
glle%IrHa by [9rtal7 2)b| oa]ar\all EIJ&th\é%&ebtyCaalnﬁwuﬂ&s%g pQMp (PicoPlus,

sof
wéqnsar@romrhqday mmmemw@mom&m chaasd it lﬁeﬁ@w%ﬂs P@f‘ﬁ"owed
Sbis YoulddaBilibikist. Nfter Bdbiz41id Gerd8 (o asas vebBdcRe ek F0rmintes
II\JHtarl%%{j hl%%rg g%%rgg gﬁalell)galitg %zgm t)l(elé év?er%o&lt l%%dr fnflﬁlla%p Vlamﬂgﬁé Qﬂkﬂ/ﬁgi 70
frefvigeratetl frretios cellest@- housed in each cage. Animals wer e

kept Q'@méiQor%cfEQ@ & gﬂi@&r 10 Vi@ iy O b@flmt&em%a\dgeyaﬁandn Badfiois

ter a rou t nd
‘“tﬁ'é\?"gl&%edo'h‘ 8%?‘%‘636 ?@P#Ed “ﬁ‘fh' 6&' i %[er adim""Str gch gr oup
of aniAgetyisholirecenceredtidNOR d@bﬁ@@@mdl%( Were @@S%@/W@F No$/MIS|(4PL
04{006 R&DﬁCIE}'@FMetde cheB&hmne b RAFANESE e kRabe BnkYof 0.250 to
@% ar ve 1 Animals will be sacrificed to coll ect
t‘h BYEE D 43 sue and was honogeni zed. Plasma and Brain
was s oredpldtiongihe aicrodidifsiO@parimiits, tgnaimyls vsre siptiiced and their

C&Q&QE}FJ r%év@dqeﬁld Qbreli & 1055 FomATROMAG. Eddh Brhid SABsIiddad: $3radnn

wer e determ ned
cryostat (Leica) stained and examined microscopically to confirm probe placement. Data from

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

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



wa@bkaosn3@osi ng (n=3).

using LC- M5/ M5 net hod. Schedul e tinme points: Pre dose
0.25, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 10, 12 and 24 hours

in plasma and brai n honbgenate by validated LC M5/ M5
nmet hod using solid phase extraction techni que. NCE
conpounds were quantified in the calibration range of
2-2000 ng/mM in plasma and B ai n honogenate Study
sanpl es were anal yzed using calibration sanples in the
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Add@ianf, half life, volume of distribution, clearance,
mean residence tinme and thereby Cb/Cp, ratio of NCE in
brain versus plasma were cal cul ated by

non-conpart nental nodel using software W nNonlin
version 4.1 . Exanple 101: Rodent Brain Mcro dialysis
Study for possible nodul ation of Neurotransm tters.

- Male Wster rats (230-280 grans) obtained fromN. 1.
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N. (National Institute of Nutrition, Hyderabad, I|ndia)
were used as an experinental aninmal. G oup allocation
Goup I : Vehicle (Water; 5 ni/kg; p.o.), Goup 2: NCE
(3 nmo/kg; p.o.), Goup 3: NCE (10 ng/kg; p.o.)

Surgi cal Procedure: Rats were anesthetized with

chl oral hydrate and placed in Stereotaxic frane. Quide
cannula (CwA 12) was placed at AP. -5.2 nm M.: +5.0
mmrelative frombregma and DV: -3.8 mmfromthe brain
surface according to the atlas of Paxi nos and WAt son
(1986). While the animal was still anesthetized, a
mcro dialysis probe (CV 12, 4 mm PC) was inserted

t hrough the guide cannula and secured in place. After
surgery recovery period of 48 - 72 hours was

mai nt ai ned before subjecting the animal for study. A
day prior to study aninmals were transferred to hone
cages for acclimatization and inplanted probe was
perfused overnight with a nodified R nger's solution
conprised of: 1.3 nM CaCl2 (Sigma), 1.0 nM Myd 2
(Sigma), 3.0 MM KA (Sigma), 147.0 nM Nad (Sigma),
1.0 mM Na2HPo4. 7H O and 0.2 nmM NaH PO 4.2 H20 and and
0.3 nmM neostigmne bromde (Signma) (pHto 7.2) at a

~rate of 0.2 nL/mnvite set by a m croinfusion punp

25

30

35

(PicoPlus, Harward). On the day of experinent
perfusion rate was changed to 1.2 nlL/m nutes and
allowed for 3 hours stabilization. After stabilization
period, four basals were collected at 20 m nutes

i nterval s before dosing. Dialysate sanples were
collected in glass vials using CVMA 170 refrigerated
fraction collector.

The NCE conpounds wer e quR@it/iN20a8000247
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Vehicle orNCE (3 ng/ kg or 10 ng/kg) was adm ni stered
by gavage after four fractions had been coll ected. The

adm ni stration. Acetylcholine concentrations in

di al ysate sanpl es were neasured by LC- M5/ M5 (APl 4000,
MDS SCI EX) nmet hod. Acetylcholine is quantified in the
calibration range of 0.250 b 8.004 ng/nL in

di al ysates. On conpletion of the mcrodialysis
experinments, the animals were sacrificed and their

br¥%s fRimyer e renoved and stored in a 10% formalin
solution. Each brain was sliced at 50 mon a cryostat

(Leh calposdadk REARy exam ned nicroscopically to
confirm probe placement. Data fromanimals with

i ncorrect probe plac t di scar ded.
M crodi al ysi s dataﬁﬁgrq;gzg[ﬁs d as percent changes
(Mean S.E. M) of baseld that was defined as the

aver age absol ute val ue (in'tﬁd;@ m.) of the four
sanpl es before drug admi ni Stration. Rhf ects of NCE (3
& 10 ng/ kg) and Vehicle treathents were statistically
eval uat ed by one-way ANOYA Ol | gwed by Dunnett's

mul tiple conparison te £ n aljl statistica
neasures,a p < 0.05 was c red significant. The
Graph Pad Prism programsgatistically evaluated the

data. W claim 1. Ac Uaté of fornula (1) wherein Ri
represents hydrogen, Rydriox$d, hal ogen, (Cr C3)al kyl
thio, (O C3)alkyl, ha]of's -C3)al kyl, (d-C 3)al koxy,
hal o(C r C3)al koxy, cydl o( &3-C86)al kyl,

cycl o( C3- C6) al koxy or cyclo al kyl (C3-C ) al koxy; R
R2, R3wigrth Rirepreyntd BydSagé hfroxgll, hiledes NC,-0kye @) (C,-C3)alkyl,

SHESPARL o ERLG e M SOED pPRLORRI, ot o

( ecle@iyHEkeglkey; cycl o al kyl - (C3- C6) al koxy; "n"

I epr esgRL, R, thdlrQ nfly be dAme brffeRAEMY Sach ind&pefientiyPepresent hydrogen,

0. 4 [ I I Lt h h
USSR i B SR g LRIE S HhaFy gt B

whieloxyay be optionally substituted by one or nore
subst i 4ugptsnselact ed from hydrogen, hal ogen, (Cl-C3)

al kyl ,. hal o &q*h§3)alkyl,(Ci-C3)aIkoxy or halo(Cr
s > conpound according to claiml,
wher ei a” Rpresemys htpdr ogen, hydr oxyl, hal ogen, (QC3) al kyl

thio (og'iong%) &l kvle, wnlalef?l(ep’R} Gr Sﬂga!ﬂ@ylhe rﬁtggéncgt))ﬂl llﬁ@XYOTm
cyclo a}k&h (C3-é%3,alko§¥_or )
heterocyclyl, which' may be optionally substituted by one or more substituents selected from

hydrogen, halogen, (C-C,) alkyl, halo (C;-Cs)alkyl,(C,-C;)alkoxy or héilo(Cl-C3)alkoxy;

2. The compound according to claim I, wherein R is hydrogen, hydroxyl, halogen, (C,-
Cyalkyl thio (C,-Cs)alkyl, halo(C;-Cjlalkyl, (Ci-Ci)alkoxy, cyclo alkyl (Cs-Cq) alkoxy or
halo(C,-C;)alkoxy;

3. The compound according to claim 1, wherein R, is hydrogen, halogen, (C;-Ci)alkyl,
halo(C;-Cs)alkyl, (C,-C;)alkoxy, cyclo alkyl (C3-Cs) alkoxy or halo (C;-C3)alkoxy;



hal o(C r C3)al koxy; 3. The conpound according to claim
1, wherein R2 is hydrogen, hal ogen, (G -C3)alkyl,
whados(165011C3) al kyl, (C C3)al koxy, cyclo al kyl PCBIND)S8/000247
al koxy or halo (C, -C 3)al koxy; 4. The conpound
according to claim1, wherein R is hydrogen, hal ogen,
(G -C3) alkyl, halo(Cl-C3)al kyl, (Cr C3)al koxy, cyclo
al kyl (C3-C ) al koxy or hal 6 Cr C3)al koxy; 5. The
conpound according to claim1, wherein R4 is hydrogen,
haI ogen, (C -C3) alkyl, hal o(C C3)al kyl, (d-C
mepwg P@or&p&% c&a@g 1 Cgl)erea] §©§>hyq§?gen, halogen, (C,-C;) alkyl,
. halhlo(@GCr)ﬂB'),aC1k©)6WX>60y015hlkle(0m0>ﬂkﬂiy ateR(dICHPkdxy; cl ai m
1, wherein R is hydrogen, halogen, (G-C) alkyl,
hal o(C 1-C3)al kyl, (G -C3)al koxy }]/clo al kyl (C3-
 al k¥ copop aspargingc) ol dxyﬁhe@n Rrhfe estro mﬁegeadéloﬁduai@l
5 t GaleCaCaldy), (a\mmlkoxﬁcﬁle hR@EeC S sy brihelo@;-CYfkoxy;
- consisting of: 1-[3 -(N, N-dinethylam no ethoxy)
benzenesul fonyl]-1Hindole; 5-Fluoro- 1- 3
- Nheyempawdragtorditent cdainn dxy‘)’hel’féhlz eﬁ@@mgm h3lbgen, (C,-C;) alkyl,
1inaibedolhkyl, 5@135)@{1@51 cytl3 atk{l RENE SRy b1kt CQQk&fy ;hoxy)
benzenesul fonyl ] -1 Hindole; 5-Fluoro-1-[3"-(N
>N- di met hyl am no propoxy) benzenesul fonyl]-I| Hindol e;
10 5-BFhksrepmpeufidaccording t\clginevingh isselestes fomawostgup consisting of :
benzlqne(sukfdm%ﬂamﬂafs?th&@p&ﬁmném{osylr (Magdts; D et hyl ami no
pro ul.f on e; '
| g’%{% KB ﬁ?*mﬁs’wm’a%"ﬁlﬂmﬁ%‘z ‘Y%é‘/@ ‘é&ﬂ fonyl]-
1H— isritohe!-G5MNENworethylamng ethoxy )l benzrpdsiifphyl}- Feindadd; n- 4- y|
oxy)5 Fki’&HZﬁBemJii%mblemJHa (ﬂg%ﬁenegﬂfﬁ@]hﬁxﬂdblel [3 ¢

15 be 25 e!%ég(ﬁ | &«Se ﬂ\;ﬁl e é{yﬁ%ﬁﬂg Pxéioxy) benzenesulfonyl]-1H-indole;

| - [ 4[3° Nt WrplimeRty laiMo INcoglosytehagheawtionyd]- Smbthmy)H -indole;
b en 4 fff»"Q? ‘Me{ ?IBB{)Lr]d'm-J }Tl'ok)g gg\k&\esulfonyl] lH mdole

o- - hyl aimi no et hoxy)
b en 2 god' @éﬂwe}hﬂ_ﬂqgril%yl@xy) bcnzenesulfonyl] 1H-indole;

5- Bﬁ(MHLbOky— -8 < InmeéthyilipeBdin-4X dNyXhietziichuHoayil IMLin@ld10X Y )
20 ben 4 ?E‘%MM 9&)@'1\]—&111131!&1&9900&1&”{) benzenesulfo 1J-1H-indole;

1-[ - Met h amno e

benfé:ﬁ’ég’dl [f‘o'ﬁiiﬂl SGWE'{"H‘SS?X}“P‘PP sthopry) bétlze"esu¥f) nyl]-1H-indole;

g ElSI’BDOﬁ)b-I E4[ Alet:a)ﬂ’et-@%“ad&eﬂlﬁlhlmhb €thox) oy kiifomy 1 etHNad0NE)
en (0]

6. Cﬁl ﬁg?\g E’Z}(’I‘] dlm%‘tmzlng;q) thl\lxylil_bglzene H‘on'yg r5n mﬁtohmgt hH mdcble

benz2&thesy) E40-h19tp¥l 3% l}lﬁmﬂhélammo ethoxy) benzenesulfonyl] 1H-indole;

25 Ib [ 4 C-hNEithf mahinNN\Ndmylhynha&hJi@ e ZORENESy1]- 1 H-indole;
en

AR e S e L

ben i'é:h’é@dl'[ﬁ dﬂg}]\)]l -3 WGQB}/I@mno propoxy) benzenesulfonyl] IH-indole;

5- Bs-@adard-I- |[44MetMBI3 hiN, Naalm'e(hNalN'nGibﬁﬁxﬂ%ﬂ&]eﬂﬂor@f}flﬂqx&b}e,

b en ﬁﬁéﬂﬁ/gﬁ%%é? -RM ,}N]»dlmélthammo F?ro)?bysy} b&zenes%onglwg -methoxy-1H-indole; A

am n
0 ponsEResH o3 5OREmsieyiam - proppibenzencsulfonyll-1H-indole

5- Etloamsyo- 1Ll Aethylm’tdmw-m&erh&l&\h% ;db;!w}) Byrzehadulishy )1 ARQISK)

benﬁ%ﬂl%roulh; mé -3 (] Nr_ecwl rPé&ehle g I)H o&&%ﬁ?zsﬁa%ayl] 1H-indole;
ben z-édné@emyf bﬂjytn}thyl ]gipprpdnldﬁb]d@xy) benzenesulfonyl]-1H-indole;

5-Fluoro-1-(4’-methyl-3’-(1-methyl piperidin-4-yl oxy) benzenesulfonyl)-1H-indole
35 hydrochloride;



6-Chloro-I-[4"-methyl -3 -(1-nmethyl piperidin-4-yl oxy)
benzenesul fonyl]-! Hindole; |-[4"-Mthyl-3 -(l-nethyl

w@R@sns@in- 4-yl oxy) benzenesul fonyl]-! H i ndoP@T/IN2008/000247
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5-Fluoro-I1-(4"-methyl-3"-(l-nmethyl piperidin-4-yl oxy)
benzenesul fonyl )- 1H-indol e hydrochl ori de;
4-Chloro-1-[4"-nmethyl -3" - (| -nmethyl piperidin-4-yl oxy)
benzenesul fonyl]-1Hindole; 6%-[4"-Ethyl-3

- (N, N-di net hyl am no et hoxy)

nglz R LRV HonghT BRce O"FBWFHS““WE Hhisdre "

- [ A-{4BEthyB -@UN-(liNethylekhine ¢ty )benzeresufodydix ylyindole;

gegﬁlqﬂ@lﬁ&ll t‘@-@ﬂﬂ'lb" é\‘l mnhaﬁSXanluH' e{hgg@l)&zenesulfonyl] 1H-indole;

b en Zlég elgx{ml f? OM ]%me%{]ﬁgxplﬁ%iw% I\)I-bclllzglgis:ulty onyl]- ' nr;lcrt]h%xye {I-Ilq Slégl l€;
- [ 4-Chiistrdnir[4>-Bhyll RONNeHimeghyhuplina rihowy) Bhfeoesylfonyl)-1H-indole;
be n Zl%%l go(ﬁWI ]im’éﬂl;lLIng(; &ﬁdxy)'ﬂ'eﬂz%glllf@nyl] 5 t{uéro-l th%le

- (N, N-di am no propoxy) benzenesu
| H i [ dythyd-3 5@%\‘ S‘H‘BthYIa‘“‘[’QlP“’PEf‘Jﬁ)V?“z%‘es“‘f?wlﬂﬁd'?"}ﬁ/ﬂét hyl ami no
p I O[3eBtyiho- bB!ﬂE&hﬂG%-ﬂH Natiydti]ytatlro Ipﬁ;d@dy}ibcnz;enesulfonyl] 1H-indole;
b o E‘] iie %’e Stﬂ?/ ;3 ?Mgt!l\ll&l%lnmsﬁrg%@ mn eﬁ[f&r?ﬁ )éﬁloro- 1H-indole;

-1 4 é B @Iy N- fhmetﬂylﬁplmrwpaﬁ?qq@es‘gifwgﬁsp)ethoxy 1H-indole;
benze{m’@m -B o -JlimBehyrhikOpeypok htoénacheduBonyl]-5-fluoro-1H-indole;

| et ] [.OROX ,

benz T Fj N&%‘%ﬂﬂ?’é{%h&%ﬁreﬁ?ﬁ%“ Iitindole

-[4- Wﬂ?ﬂﬂﬁpﬁdﬁy N-dipkthylpmige ﬁ@?m|ba!rﬁqwlfertméxwhoxy-3-mcthyl-
benaanﬁﬁuj fonyl ]- Hindole; |I-[4"-1sopropyl-3"-(N,
N- di M50
benz es UTOP ﬁ] & xgg%%% no 2 Pr YOXY %enzfeflei_stllfon)hlhlkf -indole;

- [ 4 tlsmalpmdﬁyﬁ @heﬂ(ﬂanmomm}kyahqnmoeszlfqﬂvldywmw
benaqmawo myhd Nl-d'ihdtm%rﬁ ethdxy) Benzeh SORRAPY etByl-1H-indole;

enzen f.on
1H | r{%of°8r°p¥ Qw?g‘g%\y Pfglyo)?()()%emﬁeﬂb i )ﬂ‘%\’(‘i HHsindole;
et h07{‘}/)ISOD@n)Zéh@élﬂrﬂi‘mmyllal}lm<3ethm/)fbyilze¢ewiiomﬂléheethoxy 1H-indole;
-[ 4l lispR }cu@ijﬁ dm{emyxmaﬂb ﬁ%;;otawbamr{egmmngwﬁoxy 1H-indole;

ben sul -
AT TR ey Wy PR bl gy Hindoe
b e n 4 d4idplopydAiA(1 {dirksthyixming 2yprdpodsh benekoéselfonyl]-5-methoxy-1H-indole;
-[ 4z ispR ﬁ@y{wﬁ dm{em{nmam m@ﬂe&memomlmwm -indole;

benzenesul 1]\} ndol e

A (4 ﬂg}arﬁp% ay lg—d nketfylatpﬁéfrﬂw)gma%s]eﬁ feﬂyg)gﬂuoro 1H-indole;
benZQﬁé&uﬂoﬁx}-ﬁde]dir&tﬂthnho)pgbpd)xw bengads@fonyl]-5-fluoro-1H-indole;

-[ 4 '1&9:9?;%31 ! dﬁnea(yl mﬂﬁwsrnaelﬁ@%%e&fmyﬁﬁ%xg IH-indole;

benzenesu ny XYy

1- [4 53 TOBBPOPy J%d‘ W'NT-“B‘? Ffé‘f"Pﬁ/P"ﬁFﬁ“‘ﬁBlf‘@Y'Mu)@%’" -3:methyl -1H-
benagsiesul f onyl'] - 5- fI uoro-1 Hindol e;

1- Y i 0% o-3-methyl-1H-
ben;} é‘% és;og,p %ﬁy g @k%ﬂ& P;Eéday) e,;%,@m%omx)o 3-methyl-1H
1- [ #elisopr opyl - 3' - (2- di net hyl ani no pr opoxy)

benzanaemu f- pny;bdropgahf l(umetbyl bipthidinodalogy) benzenesulfonyl]-1H-indole;

-[ %Flul)x%q ’09&{)} ;1 g {l meq{ﬁ{téplﬁn 4?%){}%6%269!5!9&)%%?’)}1 indole;

benzenesu
[ 4 Mer*%bwowhxlé’ (it efpcrigin iyt e oo bRyl 1 H-indole;
benzm&f&w f-@nythy1 5 51 frbdth@T Bpeddin@lyNykly) behdehddglhydl- 1 H-indole;



[-[4"-1sopropyl -3"-(N, N-di net hyl ami no propoxy)
benzenesul fonyl ] -5-fl uor o- 3- net hyl -1 H ndol e;

WG 20stiboxy-1 -[4" -isopropyl-3"-(l -methyl PCT/IN2008/000247
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pi pepdi n-4-yl oxy) benzenesul fonyl]-1Hi ndol e;

5-Fluoro-I-[4"-isopropyl-3"-(l -nmethyl riperidin-4-yl

oxy) benzenesul fonyl]- 1Hindol e;

3-Methyl -1 -[4"-methyl -3 - (I fret hyl piperidin-4-yl oxy)

benzenesul fonyl ].- 1H i ndol e; 5- Met hoxy-1 -[4 ' -ethyl

-3 5-1(/I¥thox§?m§1{h¥:lethﬁiypﬁ-l0ﬂb&idiﬂ:4w 0:9)XBEhzeRSNBRNEELIndY I | - !

H-| rL goc%londl\/bt hoxy- 1-[4'-nethoxy-3:'-(piperidin-4-yl
enzenesul fonyl]- | Hindole hydrochloride

5 I\/étM@l;@fy-ll {4 Mmethpast Yok petByl piperidingd-H pxy) bingrapsulfisnyl-4H-yidole;

oxy)5 Wﬁﬂeﬁb’ﬂﬁx@ﬂyt llmetﬂyl’blbdﬁdiﬂh%l oxy) benzenesulfonyl] 1H-indole;

0 Xy )SUIgléoF& eﬁ é\ﬂrﬁgg n( 1 -In']eX)P/ll_R_qe(%%rb-f él- ox;'/) beerexE:sulitjony ]qH-m(%le
5. Fl seitoe-3-mfty1~| ¢ Hlmsthoxsas'({-metdtigptidip e pisiibemahognbfor iy i-
benqug@sul fonyl]- I'Hindole

o D3 R b TR rmg by LB domosncuton

5- Mathodole; 3- net hyl -1 -] 4" -i sopropyl -3' - (| - met hyl
pi p%réh%rcgl' 61 }ﬁleth%lé)-(lbtﬁéﬂé}?ﬂﬁéﬁinA%&lyi Beniehksillﬁ)QQi fH-indole;
6- Chl oro-| - [4 - I

oxy) %%tﬁ(k bh %tpcrxé/ﬁyp]-me&yf_plpwdnaﬁéd oxy) lganze,nesulgonyl] frH X)dole,

5- Br3eBramd-5-fldbro- IR -ethiyiey 3¢ I(thethyk tplpyidind4- yiedsxyﬁ |bmzéxegulfo@uy)1
benzepgsul fonyl]- | Hindol e;

SBrormeIuoroI [4' - met hoxy-3' - (Il -

hyl .
pi perfremar-fuope-1 Wylﬁem?ﬁéﬂs‘trwf on9¥3]) |trqmaeavl@pyll-lﬂ-mdole
3- Bmgumﬁmﬁel uoro-I-[4'-ethyl- - (pi peridin-4-yl oxy)

gegl%epfl,%ﬁ» Qf,g%h.]; ('ﬁiﬁ"eﬁd%‘dzp 1%x %XQ&%@J& é’{.ﬁ:h 98: mdoSe hydrochloride;

benZ2dheRqt- ﬂ'ﬁ’fﬂﬂ et ),.I.r}l Hd'@ﬂ“\é{ hS’/‘Eﬁ"é'(‘,“ﬁfyér P¥@: benzenesulfonyl]-1H-
Banﬁ;meSquorol [4' -ethyl- - met hyl

ri di n; X zen I n
% E;romq 41 &Lyl? %ﬁ)meg%'p qI)eng B (?(y%be])zenesﬁq‘orﬁ)q]ohﬁndole
be n 2éﬁ eishyl- ? "divgrethyl piveridindol Oé}’) binzer[ewl ol yi-indpe; -
- Metsthlorddl - A Ethydl 3 NE1 4neytlyl ,ﬂpeyihinb@n&@mmhe‘smy}ulm-indole;

i e PR g Fet b R ooy gro

5- Fl5thtnors-3- m*{twl-l-é‘t’i*ﬁybmn}’l-3’(-(llmwﬂwlhwridbfrﬁmér¢Xd] hengengqulfeny 1} H-
benzgegsul fonyl ] -1 H-i ndol e;

5- Fl_yor o- 3- di
n- 4- 5- ronbcs( 4 B@ﬁ%’é‘r# éLFlftM%p?ndm%l 8@8 Pé zenesu xX}] w-l-medrolle !
5- Bogimnd- 1-If44Chl1>rséb¢lslpPyHyl eriflib-4tybebiy tengshqsefonyl]- Hi-da;

OXY- M%ﬁﬂ@%ﬂl&@-@%{dl me{hyhk' ﬂeﬂ&jﬁ’-h @l oxy) benzenesulfonyl]- lH indole;

benég}ﬁcé%ou #oﬁng}j q(i) nﬁ_ﬁy%p ﬁ-yp(};(y) He.nzenesulgny - ﬂl_ deolc y)
6- Méthxroyt-[3-(14hetty hpigeridin3-yl véxiy) readehppibifopyl pBt-inddlar- 4- y |
Oxyk Ctﬂ%szlege&Wrg—§) Q?f lp;ndmll'_h bﬂg Qéngenesulf onyl]- ]H—mdole hydrochlorlde

5- Brono-| - ({) peridin-4 ]y 3@
benZ&heEul FoMginy': i (}Wldﬁ‘%‘ly 'ém'“BPfeﬁ Xpybgnzenesylfgnylly llH-mdo
- me b iMethogyi- PEY” (M iNdirlethpllantnoye)hokg h@mmlﬁdmmmthdele,

1“'1reﬁqkmuﬁetmn%q,rdpoxygéenzemm%g Bradapiper i din-4-yl

oxy) benzenesul f H- 1 ndol ydrochl ori de:
1-[4’-Isopropyl-3’-(N,N- d1me ylamino propoxy) benzenesulfonyl] 1H-indole;.

5-Chloro-1-[4’-chloro-3’-(1-methyl piperidin-4-yl oxy) benzenesulfonyl]-1H-indole;
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4-Chloro-1-[4"-Methyl-3"-(N, Ndi net hyl am no pr opoxy)
benzenesul fonyl ]- 1H i ndol e; 5-Methoxy-I-]

1Hindole; I-[3 -(N, NNdi net hyl am no propoxy)
benzenesul fonyl]-! H-indol e;

| -[4" -1sopropyl -3 -(N, Ndi net hyl am no pr opoxy)
benzenesul fonyl]- 1H i ndol ef?
5-Chloro-I1-[4"-chloro-3"-(I -nethyl piperidin-4-yl

oxy )l [b Qﬁ%@cﬁ?i H}ngtﬁﬁ Yipdridin-431 bm Qén%enesulfonyl] 5-methoxy-3-methyl-1H-
[ -[4 | oro-3"-(1-methyl piperidin-4-yl oxy)

-ben?@ﬂ%sulfonyl] 5- met hoxy-3-nethyl - IHi ndole; |-[4"-E

t hy 1 {8Bti{yl-3’<(ireethyl| piperjlerd-di pxyl- Yenzegosylfonyl]-5-fluoro-3-methyl 1H-
benz@nesul fonyl J-5-fl uoro-3-nmethyl |H ndole; a

st er eoi soner_ t her eof ; and a salt thereof. 8. A process
for “ftﬁré"'i‘ff“é’t)‘%‘i’egfi"'tﬂ?sﬁlf thetpound of formula (1) as
defined in claim1, which conprises, contacting a

cg IH:)BI‘U&gS 8{ thL %r gy{gi%n g@éon{pgandv&ftfd}mﬁ\mfﬂ@% %Bédvlﬂtcla}fﬁsf’ which
usi ng ase I n presence of "inert solvent at
a"‘r?BiP’é*i‘i’E @@#ﬂ%&%ﬂ?‘é‘“‘%ﬁf‘dﬁt’%ﬁﬁ a conpound of formula

- (). Werein all substitutents are as defined in claim

1. 9. The process as claine ghm 8, wherein said
base is selected fro Agﬂtdﬁﬁ?%ﬁfgég onate, sodium
bi car bonat e and sodiu d(\g;J\\ . The process as
claimed in claim8, wherein aid? nert solvent is

sel ected fromtetrahydrof uran, o&ed=tene, ethyl acetate
wat er, di net hyl formam de, dinethyl sulfoxide and

di ret hyl ether 11. A process forAthe preparation of
conpound of fornula (I) a% efined {{n claim11, further
conprising 1.converting a ‘cdip f the formula (1)

i nto anot her conpound of t heiof or nul a (I') 2.renoving

any protecting groups; or 3. forntgg a pharmaceutically
acceptable salt, solvate or a pro rug thereof.12. A

nmet hod for the treat nt of a of the centra
A Byt B at B 5 BT e A iR pertre
r eospih @ rompoynd &f foartulagh{ Wherpinpdicsubstithienteans as dvthlp(tlh claim 1.
conprises providing to said patient a therapeutically
effective anount. of a, col qpoung of f Qﬂka %h) as
defPRRECeR TS HAPeOE i & Mars™d bep s gelected i portegidm cpongiy
a®dion ticargonhite acllsadium lydridewher ei n t he said di sorder is a
notor disorder, anxiety disorder, a cognitive disorder
or a neurodegenerative disorder. 14. The meth :
alc el Riges S cqlaimsth 3 claifn &y ahereip aidsiafrh seYeab i éﬁiecr’% from
Stetrad gdrefarad, rceinand  hyd dgta@O Rates tdinmghy Gérmavhitie ntimeaiyl defokidé tand
disQhGeke, Obsessive conpul sive disorder; wthdrawal
from rug, alcohol or nicotine addiction

schi zophreni a and depressi on.

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 (I) into another compound of the formula (I)
2.removing any protecting groups; or '

3_forming a pharmaceutically acceptabie salt, solvate or a prodrug thereof.
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15. The nmethod according to claim12, wherein the said
di sorder is Al zhei ner's di sease, Parki nson's di sease,

to claim12, wherein the said disorder is attention
deficit disorder or obsessive conpul sive disorder. 17.
The met hod according to claim 12, wherein the said

di sorder is stroke or head ®¥aunma. 18. The net hod
according to claim12, wherein the said disorder i's

tin rder or aqbesi 9. harnaceut

C oI B e BT A ot B L R TSP e gy et
abythe hHima@gtut, inGghtiept inocd gerbfl ehicdesomprises pr@lingAp said patient a
c %@&H&gllﬁffe(ftﬁg zmrguﬁt oé 3 aompéh%d gﬁ{)ﬂmﬂﬁ t) !1srﬂef'?1ﬁy mgﬂfong t)f claims 1
clains 1to 7 for use as nmedi canmen 1.
c@ﬂbound of formula (1), as defined in any one of
claims 1 to 7 in the manufacture of a nedicanent for
t ;138 TLJ rﬁ&ﬁa{&%@& dﬁuf t@clgunsl r\gﬁ[:em% gahledls(oﬁgrt IE @'mo!&e&né’&déﬁ anxiety
systemrel ateq to or affected b - receptor 22.

Adipasden 8 gognigiye ‘%'Sé"}jﬂ‘ﬁg"%\‘fﬂd'éﬁ’g’éﬁﬁt‘%et%soéiﬁ’d ant agoni sts wi th
select|V|ty for the 5-HT6 receptor conprising

agé{n’[ﬂ? ﬁrtet%‘d z{lgoré}ngc{%rg?a rgqg vgl'rcre&l tﬁé ggdldl%no%r ggag&e\él fl%g\ & %’oﬂ)

nses an npari ng sal responses
Cemtifting o%atrnn'ar dofici digordse rﬁbﬁrsg‘e é?‘l‘ﬂﬁ‘!j“’e 91%@?6&@8%'6% &gm e,

unlkIReNniakihd adbittion] sehisophrehiexP @dptessiont al ani mal s. 23. Use
of conpound of formula (1) according to claim1, for
prevention or treatment of CNS disorder, eating

d15 ghel ecthod apserding i elaimi Havhetpis direweid, ditsedenisohlehgimety discase,

dpHEHsSHEY diseRRRiSBhibhIEMSAd DERSRbT at ory di sease,
geni to-urol ogi cal disorder, cardiovascul ar di sease and

cancer. 24. A nmethod of treatnent for prevention or
t FeeBhermeatitod adcor@iNStodtladm | 4 wherei the pairbisdrdsiois eftention deficit disorder or

g&sdssil BhKsdveRRbadi Sorder, henatol ogi cal disorder,
pai n di sease, respiratory di sease, genitourol ogical

di sorder, cardiovascul ar di sease and cancer using the
Cc bhplourethodicedrdingnielciainm( 12) wigepindladf said dgorilen isgirelde oy Hpad trauma.

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

acceptable carrier.
'20. A compound of formula (1), as defined in any one of claims 1 to 7 for use as a medicament.

21. Use of compound of formula (1), as defined in any one of claims 1 to 7 in the manufacture
of a

medicament for the treatment of a disorder of the central nervous system related to or affected
by the

5-HT¢ receptor.
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22. A method for testing antagonists and antagonists with $electivity for the 5-HT receptor
comprising administering a compound of claim 1 and observing said animal’s responses and

comparing said responses to control animals; and administering other compounds of unknown

. activity to said experimental animals.

23. Use of .compound of formula (I) according to.claim 1, for prevention or treatment of CNS
disorder, eating disorder, gastrointestinal disorder, hematological disorder, pain disease,

respiratory disease, genito-urological disorder, cardiovascular disease and cancer.

24. A methad of treatment for prevention or treatment of CNS disorder, eating disorder,
gastrointestinal disorder, hematological disorder, pain disease, respiratory disease, genito-
urological disorder, cardiovascular disease and cancer using the compound of formula (I) as

defined in claim 1.



