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- yR).r | - heselptide, tydraten @6 Mi\/I214-315HG ndol e, oxal ate, 21, MP 156-158 [err] C 35
5- chl ofoo- 11L4(ﬂmr¢nhenyn@ébh@r(f;rps)rtomr[onJweﬂ(vﬁymmddﬂ ﬁmthylﬂ)*értqq&ﬂ ] hvglroshiosidp M- 14

dol ¢, ZYeREES, 2057
e Fuorbﬁﬂ@qﬁ Wg[ﬁa[@z} 50 r@? R Y4 Py R omP B AP 114§
tyg i )9 Wy ﬂ. 1H' A{Aml‘m oTe ';g?n}igfisgyb] 5-me

dol e,
I u }E%
F‘ ' {; I]—4 plpendyl] -1~ (3-th|enyl) -1H-indole, oxalate, hemi-
UGQy;
hy

1-(4-
4- pr py -2-1mdazolidinon-1

(
t hyl -
(
I]e |§ﬂu%ro P Y 'zfmfds%*dtncn- I b Biperidyh-yecthishyl)6 Rlnabib,d lioxdlxts]r 31,8
MP:  2ihd- m-,fi[g?zrl#](),py? - (14- Whﬁgpﬁgnyy]-gq[?y)[z (2-pyrrolidi non- 1
1) et byl 4 brém@n-pﬁrub.dyt{ehyl)ﬁ; es- {aydudézolldmbmdsu}emyu 4-piparidyIpTHhad, 2 MP : 1hemi2-+C
drate, R@fiudeinemHA-15213-(2-propyl)-2-imidazolidinon-1-yljethyl}-4-piperidyl]-1H-indole, hydrochloride, 33,
4-f uormphmaelzise [1-[2-[3-(2-propyl)-2-imdazolidinon-1-yl]ethyl]-4-pipe
dyl]-5-% chldrti-uarfmgremﬂawo-ain{a—(emq;azgndm@w-ylmrolgg-xtpmm[yarﬁm]n@)le fumarate, 34, MP :
203-205 *C:
85 5-chloro-1 (4-f|uorophenyl)-3-[1-[2-[3-(2-hydroxyethyl) -2-imidazolidinon-1-yljethyl]-4-piperidyl}-1H-indole,
fumarate, 38! MP : 180-182 *C
In the following example the preparation of compounds used in accordance whith the invention is further
illustrated by way of examples:
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A

3-[1 -[2-(2-imdazolidinon-1-yl)ethyl]-4-piperidyl]-1 -(3-thienyl)-I
Hindole, oxalate 28, MP : 139-
1- (4-fluorphenyl)-3-[1-[2-(2- m%égzs%l%elﬁ?ﬁgn 1
-yl)ethyl]-4-piperidyl]-5-nmethoxy-1 Hindole, 29, MP : 167 [err] C
5-fl uorgxatadLg[ 2- [ 3- (2- propyl)-2-im dazolidinon-1 -yl]ethyl]-4-piperidyl]-1
-(3-thienyl)-1 Hindole, oxalate, hem - hydrate 30, 3, MP:. 95-97 [err]C
5- f 1 uor Benibrg- g{f@gr{;&e:(ys-sﬂf-mﬂa-in)-dﬁonmﬁwd&wi)dﬂ@l]%ﬁhaﬁdyuﬁhﬂ-ﬁx&&é{| oxaléke,D BE) NP dy| 1-1-
(2- i enaghp 1H indol e, dioxal ate, 31, MP:173-174 [err]C 50
5-b 1- (4-f1 d@or ophenyl )-3-[1-{2-(2-im dazolidinon-1
- t hyI o 4- q9IU}§mr 9f (Bydhlorod1-(Miiuanapbény )-3-32pipekitiyv)-1 Hiindble 1(Z2 g) idrM-in&thyl-2-pyrrolidone
1 f | &]8} Q)p) M!elﬁ)pﬂt)ad:;:h{o@acetommb (6 g) and triethylamine (10 mi). The reaction mixture was heated at

?"l é hogr_angsubreeauently] Povesd -ontoehushed lispl TheregipitatadiSchirlofo=34(1-skanerakitive,
r 1@P§"ﬂ¥é’ dluorggbeny-)Winggly was filtered] off and washed wyith witer. Yipld 39 gpMBNYTO-173- [ 1
-[3-(2- % dazolldlnonl )-1 - roy] 4-p |per|dx -1H-indol e, fumarate, 34,
MP: 20 3A ngglog % F 150 ml) was added dropwise to a

R

ug;igolated cyanny id nvatwe 4g)indry T

4- £ 1 RIPIHE ARppered.sofujoncb Ay (1o e 9191 AT Al 25 i The
-§|]etﬁ ﬂ% 428 %gi fi*’]‘i";ﬂrgg%g ""%Vm cerqlly 2qaipg. 4 goner %’e In
the f .B}M y Wrefofy? q

)
)
4

®no
yl)e
- (4-
-[2-3-¢(
hydr och

S! COO Z&T or anic sarfggzrgﬁé;lteq;ahg p%& whi t h
}BQGE;(RV MFG'N%BQJ)% kiah pdrf iﬂﬁvfnetsffﬂi m\Ath{yl)ql pigetidyii3ichigro-1 4-fluor 23 824
(25 g) n oil.
5-chl orm%ﬂmgﬂeaﬁ&nﬂ@mrwk broduct &2 lgParkndiiylaming .2 gliwateHomets ib 1) 1)@&#3%&}1% pi per

i dyl ] - 1¢eg mat 60-550x@l Mbdutior3 &, chidFacetohfafle (384 ) fr 1101 lﬂch?dﬁiethﬁr'leo(no @) was added

5- ko @ropwidediufitgUiDr il Yie) midure dval hepddi f6Hdngthek ld-Hotirel @ 50 {2 Bth@)acétite (200 mi)

N- met hywasZadpadr and | thechoiriere (wiaS Pourdd) intakdeccoeiek] @il aguabuarNaae ebioddh (400 Ind). 1 d@gannd

tri et hybrass was spdafetaull WashéPhwith ioaec thied rtanhl MgSD: pandale saleatsctamatated feavifg $-clor@ne
hour anamslerﬂvsexqmw@amethwm-dyndr(&gmhww H-itide {14 @lcaspan bilat ed

5-chl or &@“(W;c‘w QNSOWQ!F-' pidpeFHif (09 mi)-gnd -apdedotrenpise iy b preticksiynptenaeedwas
filtétetPuyeT of ARl Wersheal Wiidengioef AlCl) iadey diethyhetherf200 miy.(the Tixtutepwas refluxadr | C A
sol ut i ofy" B oweand iRl “E‘IS?'EP%HV G%ﬂ’a'ﬂfé’t’ﬂ # 6Py 20U90pR Sqign gf) NGO @) updr (150
n ) vvass"a?j‘ﬁ YU ?)0[5 é B'c Sl WP dﬁ%’P raég)dfeéeds%béefqﬂ?’ﬁ“bﬁvaﬂ\ed Afithidiof gicsm 8 g
of Li Al Fﬂi" q: mpiped i 7 ? s?f*i) nd “fﬂ'é’ ?’ﬁ’B?falﬁde vvas

o asn?ﬁsgefgm% .,.g-g%;i% 'y m%‘%@ pe TR

| norgan‘;,,gs fﬁ, o gw ré(t f

shed WhdeliheN Ghe AmRing o Vel ﬁed(%"} ek SR éﬂaﬁy s (a.stﬁmhﬁ em fazes
Wer e dr h&f ta(eﬁﬂ ltn o 0By, iy Jxl{lat@‘éﬁp&'ir@ttﬁ nﬁﬁM{drﬁg crystallized from acetone.
3-[ 1+ 2y.almgsu).a hu;d J15é- 01 peri yl ]-5-chl oro- 4 fl'uor ophenyl )-1H i ndole (25
9) as an oil. thout further purification th| s product (12 g) and

triethyEeeamme2(4.2 g) were heated in 1,1,1 -trichloroethane (100 nl) at
50-55 J[err]C A solution of chloroacetonitrile (3.6 g ) in

1, '$-1- t HAcHWomplsmy RS yeirckd-8- 1R (2-witszotidliabp e -ytjetoytie-meridiiln Hirglold. (B6rMP 2e@ SC  The
mxt 4 e was heated for another 4 hours at 50 C. Ethyl acetate (200 nml) was
added and PV?FE"“H’%’PB?‘@ {B9sPpansr adt-fuarophenyic3-id ddy(2drpidesplidinonriryieliyd-4-Riadidy$ sl ut i on

0©

=3
:95

Q

(400 n Wé“d}d P‘ﬁiﬁ%@ @Blsvermixpdand b °atwa'§ﬂé91 %Mqﬁf f°hb"zdPP‘F'%d\ft?’anh
MySO4) 8 ol pier wm bﬂ?&‘?‘&t“é‘& mlgers #deds By e soluﬂon the pH was
- 2- s_ grtroe? %’\%ﬁ:‘"ﬁr SEI' 'i ° e‘?"‘}s i yith ate 0 ') t ‘)%Sl-“gndol e
(14 g; i . with eth Paceaedlc oromet an ng 0 ret ' ' rﬂ)
d addg ' ’8’ 6
g? L?AI A an gé cA{g'& @3 I'n dry i egﬁ{lpleaget her (200 n1) The m xt ur(ran vvag

refl uxeqx,;msLEQ,ne hour and finally hydrolyzed by cautiously adding a conc.
aqueesls solutiori of NaOH (8 ml) Under sinmultaneous cooling. Inorganic salts
ver e fi booand-itforopitey)En e2-SWaRLANMGH- YR AADMeNdy-MH-Radle, 87, 0lP: 2000r@ et hane
(2 x 100 m). The conbi ned grgani ¢ phases were dried (anh. MgS®™) and
finally e\Ta[athleBbe 5-bramb-Mg4-fluorophenyl)-3-(4-piperidyl)-1H-indole (17 g) in dichloromethane (170 mi)
3-[ 1- [ Nw¢added & gelttioy b)) dideriabatylaxgtalbphdte 4123i) redichtbydniethBrecfad o)OAHbr Etikrirfgl foras00pheny
| ) - 1BE | mitgles ft8roBmglemmeratare 8@ diohipromdthang wis| efaporbted))in weesuodi S3Bmoinv-aft-tertr 1
- pent anB‘I'tV"(l MFERrhonY '47&1#9!'0«!&?WW@‘PB’I?MMHCIEd°(°5=f¥ﬂa)|'ZQMS>madlfet§ne Xpldet4 gsMPr 185ng f or
2 hours ﬁt“r‘%“rﬂ%%‘%@?‘aﬁ%ﬂf disselvaddis Nimetwil2-rytralisenes7om!) ardsCagd4® glivas @ddpd0 '
[err] C fosmixtuig was hrated a-180 < CoforBwutza Ehemixiurp wes tiennpuBy inte agelianof NaGNUgolof N2
gas. Finally nost of the 1 -pentanol was evaporated at reduced

. 6



pressure. The remmining cil was purified. by col utm chr omat ogr aphy on
silica gel (eluted with ethyl ol /triethylam ne - 80/20/4).
The. oxalate salt of the title c%@)%ﬁ@cryst allized fromacetone. 35
Yield 250, ng. MP: 150 [err]C. EXAMPLE 2
1- (4- Fl upr Qdrapob thiy and) ¥6Hed 5y 3 hihatbs? Diethiyl dthdd 320! rhIg\NQé)E\id%d Yinb SlaY H\asé1 wad peri
dyl 1 - 1H- apatled, wadhbod Wil brineB0 mi; cbl @EdH. MESALH \aRd M6 BinéH evalRratel Gbalihg & Rikture of 5-
4-1 | ugiomp Beng-tyandedmibolnds Which Warel Sebarated] by @mb-cHiloin@to§ridhly nﬁsmaajar (orisl -

\ﬁoxy digthiyli etiae)] The O APTIRLhxyRArborlyB4-SiperihE)sacy BoxIea-IGORSHhEHHH B-$hdbl® wasS Rolatéa
under a\2 aif .o oil Yield? 4i50g.1The prisciing geamp |- itsithutyldRyicerborlyBORasiEplitted ot byt dtibiard eadiat e
(100 nl) (GEeCROH)chibeampoBlonadioh this pktaifed Skég&dioh 1 Tlustdptianyl)-Sra-rideridyl)s Hattoke 8.2 @) t O
>9. The weaggisiolsdhasthyliscbulyietene (90 ch). Rutastie cacbdnbte Wb g) potBGumriopide (s gand anh.
MySO4) ,  Artdichiormeihgts2-midazoligineneciy-a ghvete asided. The mixtyret e reBkvesd dir 16 heurs der palings
corrpound'"&@i‘%ﬁi‘# wereilierpd pih apd Wﬂ%@"'ﬁ:ﬁﬂ"’ﬁ?ﬁ?"iﬂqmw gﬂ@a’p‘h gndegihy! agelatec(B0 gel
(el ut €8 \Zﬂ"t Eif’@t w;#et%ﬂaé}cdi"@fﬁ %mﬁgﬂeg@gh@ﬁbw Lisd |figaly rﬁé":' ::‘:tate
?0928 20, Q‘P I ?(gge%arg] /éﬂpthymm 4§ rded ¥19§g;7%]uﬁe crystal nePtr%(eqcoﬂpouﬁ el d:
5Q/anof ophenyl)3[1[2(2|mdazoI|d|non1
-yI)etpy QM%}%& wyl]1-1 Hindole, 37, MP: 209 [err]C. To a solution of
5- br onp- ‘ophenyl ) - 3- (4- plperldyl) 1 Hindole (17 g) in
di chl or omtﬂa@anéom& u3bd in WRSInRRIR therd tebbi WH dcRdtadibe mh vteﬂ éco%S el ¥hPrsibRePnat €

(12 9) i hefhodd TRy BHRNGeREIod® M ). After stirring f m nut es at
ro&/ tenperature the dichl oronet hane was evapor at ed i n vacuo.
0

- SATALEPBYITESDUL Y| Oxycar bonyl - 4- pi peridyl)-1 -(4-fluorophenyl)-1
Hindole crystallized fromn-heptane. Yield: 14 g. MP. 155 [err]C. Al the
crystal | i neEvatadtion biodatalepsy whs3wa0é waeokding) to\NviteEuny. PRanpacok 80, 47 o 6% (1083). Odtglepand
CaCN (5 dp awindicaterdefddoparhies racegita ridockads i eixe endlichtcorieB@es 1 theoclinBalhmptensy. ofThe
m xt ur e wassicatneproleeligs-digwpvet. gatalepsi s isp eansiddrodNia Dictd Bxtigyr@nidal sigefcts B@nt824 Bl
in wat®r ef Poleuiphaageledy 98 40.NN-138- ni nutes. Diethyl ether (200 nml) was
added. The et her phase was separated. washed, with brine (50 m), dried
(anh. My&6989d ”’eand the et her evaperated | eavi ng a mxture of 5- brono and

> ovano corpgy s Separat%e,e VoS! HiT 517 08 71 3R % S 2

ssi ¢
3- (1 fém:""m {29"5’ ﬂgrfm% ey Lae; T 282 neol
€ was 'SQI ItQEe rec l’d@ fra %ar dAI aCI “’?8—5 é&ﬂgobn

tert. but)é ares

deconposi t’ "ﬂB f ﬁg rbﬁs-ﬂ 236-tetrah d ndyl)- or 1-aryl-3~( |perazmyl)mdole deriva-
S- cyang- ngszmoﬁ x o) L z:( Rhd Ebrhsbyh ﬁz irdapetidIy Rerd indhudd¥bin 1l 18k vd
in met hylggmmhy&gydpmjﬁﬂ one (90 m ). Potassi um carbonate (4.5 g), potassium
i odide (0.5 gg(eqmphar(yaasqhtzqz-mdahmhubona-yl)ahﬂlazz3ealuamwop(y2du84-9|) -5-wilicdonsethgied .
The m xt ur ed-wage’r ef | uxed for 16 hours. After cooling inorganic salts were
fiMerod oBf5-Chloo-44Ruoophpayl)-21§2(2ueiddzolieinap Oy iEthe 1,2, 9\A teatahydiboBoyrity]- 1difaiolet hy|
acet at4« ( 50) &0hlorprl Y4-fluerophenpli®4-12-Plreidazoliyipni-t-y et i-¢-pinerszinyp tingibled, dried -
(anh. MgSOW), and finally ethyl acetate evaporated |leaving the crude title
compound as an oil. Purification by cO¥ chronatography on silica gel
(eI uted with ethyl acetate /_ethanol 1 _triethylam ne 80:20:4) afforded 2.1
p re crystalline title cgmmumd 3§D50(sNPaJ.moVkap) [err]C 15

OGY The conpounds U : e T e tested in accordance
W|th wel | recogni zed and relfi ant : tests were as foll ows:
20 CATALEPSY TEST Eval uati dn_Q epsy ,\gs madefaccording to Arnt (Eur.
J. Pharmacol. 90, 47 - 55 (19&dkrno 52t al epsyyis an indicator of dopam ne
receptgr bl ockade in vivo Wi gfptd 4 ellates pg the chinical potency of the
cl assi cal - neur oI'epti cs. Howdveympikadsallepsy > al so ¢onsidered to indicate
extrapyram dal side effects |(&mpiNo1s |25 etsal.; Neuropharmacol ogy 1981,
20. 1331-1334. I?;rocedure I n |t &inip WSt [t est >e®npound|is given s:c: in

di fferent doses.: ! The rat ( 170comp240 g|) is pdexed OT a vertical
§5 22
comp. C 45

. —— T
Q
[*]
3
iy
w




)
N 1

30 wire nesh ([err]nesh dianeter 12 nm). The rat is considered

catal eptogenic if it remains i &H’ﬁ #o& nore than 15 sec., The maxi num

nunber of rats show ng catal eprs%}p P2t Bhe first 6 hours is recorded for

each dose group.(The result are recorded in fractions and an ED50 value is

cal cul at el eFBAReO bt doRGkpBIcg ! tanABRY, é’§¢ t%trah}-e!i}ﬁ 4-5%&1?15 -lop 12fyP3-8PeRihyh- Tabl e
1. The il lihiNgs a6 & l}én%QQP{l&hNSﬁnﬁou - o etrahydropyridyl)- or
1- aryl - 3- (pi perazi nyl )indol e deriva- t| ves whi ch are anal ogues of Lu

235F74 el EARKIRSCRIMANOR YEST msmleat ively, were included in the test as
conparing conpounds: A)

1-(4-Fl um@h&mf; danidd [odt-if accéraancerwdame) knlattiomdnseribeq/ih)(bsthw pl- Br, 2 PBarthadob 90 ahydr o
pyridi reveR (¢19g7.5:tri fl uoronmethyl - 1 H-indole' B)

5- Chl or o- Ths( msth%mowh@ﬁy#?Q 3- two -dorppqrimentnactivty ok dii mbieh thedclqns [of laxiolytio | 3, 6- t
etr ahydqo@pqmgpytp Teryrq avprsion (egeinsh a@ghﬂy—lat@nvnronment may be readily detected. The box was

5- Chlogrdgsigned 4s ﬂ'l' QR RX J!";\"‘B' oy (4527°87cm) ey pli Yi¥ch yas partit F g rest,
- pi per ePE!"W ac11 and gy Blett "9_"‘ STipierer °‘E155 ’é‘”és ’g IPgZ bLQI‘“V 23 174
>08 CO ?OW) The floos l ed into squares chargas were détermined 0
corrp[ er’é@:]a araa rom video recor rg;s ﬁr[p

st

mm Data ob als
&3 BKW mice, 25 9 ore a ﬁ%lysed usung single factorgre?g IS rpﬁarlnceﬁd BBnnﬂ'lg
st ompounds were glv ally 45 min before testin
ragultT iven} in the eg as minimum doses (mg/k% %)Zested sEermg e%§n§ (824 Bl
Furt herp<6 o ﬁ‘aglogr ltﬁﬂdfseég W&tb Bibioratory rearings and line crossings.

1-aryl - k%ov?iv DodiirbdsalbyePaR; shaRMdanshirbn wor®Incilidedinvthe tasteolc&ﬁﬁaﬁgoafurwée;.-
I ndol e derlvatlves are given in US patent No 4, 710, 500. LI GHT/ DARK

DI\SCR I\/ATI ON TEST INMCE 5 This tegshemes carried out in accordance with
t he met hod described in Costall et al. Br.” J. Pharmacol. 90 275P (1987).

;-2,? i E)ﬁ: &gmr@;?o 0d :I!(egrnngs ﬁfﬂgm nfrg °~t|vevg%se@ 9‘,}‘ [Lme c ossallnrgs angnyn leOEélve g‘ose .{gﬁ(g)\ f |h? t

envi r onjmerio 1lﬁay be read|¢931elh!¥@c1t ed. The|box was | P00edEgGied as an
openzz op eXpripental box' %M52727cm) ong third of whid®B! was partiti gned
from the Héi7% bainted bl #RO%hd illumingted with reé?quOth The rendi nder
bai nted whit®'3nd brightly illumnated $#000 W. The ff oor
) : Lined int Qogsauarp& Behavi oural chang E\Q? were deterniined
for each area from vi deo recordi ngs for periods of 40 nin. Data obtained
fron doseTgarmu;kﬁpvmfs-bﬁrzamaqmllsislta(nmheldabtnhmew miscest. 25 - 309 ) wer e

anal ysed using single factor analysis of variance, and Dunnett's t- 15
test. TUSHT/RAMHBIFROWINAKION FESTIN RATSr aperitoneal |y 45 min before testi ng

>78 co

7D

(@]

The result are diven in the follbwing Table 2 as nini num doses (ng/kg i.p.)
t est gg shdba i§ "@PF@E’,‘%" Qlemitagy to)the t?FFé“ e Soscakpd gbove Hrneyasmerdified ‘WF@"""C" '
expl oraf" ryc? %?Mﬂ"@'laﬁ'@c@?%%qsﬁ@? 5Pe™R st WSt WNCRS di azepam and

ondans of W’é‘h TRTRRMRL-Y 7317 accpigiop ¢ e ST IR iR Dioley ppako

TABLE 2 m ef f ective dose i g/ k Li ne crossi ngs
Miai/mum ef %ﬁ%%w%'@% T@?ﬁl\/{ﬂa"%m g oy ScleSi S958 dg{? 1g?\/E<O. 1 0

8 88{“ Mrtbition OF agGRESSION IN micE. 0.001

.This test is used to evaluate the ability of a test substance to inhibit isolation induced aggressive
behavigur in mice and is considered to be a test model for anxiolytic effect. The method is a modified
version of the method described by MgMillen et al. in Drug Devslop. Research 12, 53-62, 1988.

Procedure.

Male mice; (NMRI/BOM,SPF) weighing 16-18 g were used. The mice were housed individually in
macralon cages for 3 wegks before trammg to attack an intruder mouse. The mice were trained daily for a
pericd of 1-2 mgsks yntil 3 satisfactory respons was obtained. During the first days the mice were trained
against gach cher ‘When a satisfactory respons was obtained group-housed mice were used as intruders.
The time glgnspd until attack was recorded. The intruder moyse was removed as soon as an attack had
oceured or aftgr 180 sec. After the tralmng penod 60-70 percent of the mice had latencies of less than 10
s8¢,

50

56 1
The mice were pretested before drug _:reatment. Only mice attacking within 25 sec. were used. The

animals were .greated with test substance or saline. The mice were tested 30 or 120 minutes later,
respectively. Nonspecific motoric effects were also recorded. 8 mice were used per group.



Lu 23-174 ’ 0. 000001 | 0. 000001
D azepam 0.13 0.13
Cdanset r on 0.05 EP0833824B1 0.05 30
The wel | known 5-HT2 antagonist ritanserin did not show effect in this

test. LI GHiheARGIsIWRCRbA MATIcRNs TS Wih RATSeteddlR St t Q%re%H&d

si mi.| ar | yaljeoAs ih@shigRSialués weld Gead TE0Rd H0I6E. ERDVaes &W@é‘&fakvﬁ% hhlysi
acciodance Viing hestlt:Caigagisnein tthe tollding RS @b GDRAKATRE Oh QShbing nd%ﬁ oo 5& The
test usediziép@t,Dusgitbherant sitanderin wéié Mclides tn tﬁdlestwmawa@lseleuco%?parism according to
the irvention showed effect in nano nol ar doses/kg (s.c.; observation 2h).
The well known 5-HT2 antagoni st Titar8tEs was only actlve I n unol ar
doses/kg. | NHI BETION OF AGGRESSION IN M CE. This test is used to eval uate
the ability of aficRmboundiDSt ar ce to | rmlegno;d Val%QlE& (lg‘t; |/|d3‘duce° apgr essi ve
behavi our in mée and i s congreered—io—he—a—t er—ad ol ytic

ef fect’® The metlﬂ)d is a nodi fJ__ga?W@rP@t'Gﬁ’“@“ the 138 minfietgament bhd by

MM Ilen et al. i|n Drug Devel opsddaesearmhsacz 5306ee. 198%0sddl B M ce;
(NVRI / BOV| SPF) év T To T ' ]
individually in T%‘_Egb&n cage < Fegt raifni ng to ht t ack an

i ntrudgr nouse. ”ﬁ%m%;ﬁ&’mﬁ‘@ée traineq daily for gy perifod of 12 weeks
until a satisfat )I‘G\émb&,ﬁaﬂg§4 Was obtailned. Durfi ngzshe |rszt dayp the mce
were trained agal makegamCh ot ler .gg\Wher] a gati s act ory flespons whs obt ai ned
group- housed m c¢ pogireneused gs gt ruder 54 Thel tine ellapsed ungil attack
was recorded. The Ritgiserinder njuse2nas renslzved as s@on 4s a,qoatt hck had
occlred or after ™80 Sec. ATter [He tTar g —perTod—t9=76—pertent of the

m ce had laﬁ&&s%"pﬁleg %? mémaﬁ com dg% e%‘ll\gl 8!’96 £ ted beagq(:rq%h“gr klgk

t reat ment,, i p){c

treat ed t [ se g % ptlc ts
{reat ed w%@g&s&n s-;ammg? S 5 s 2%’% STV O s

recor d&d. Guihbr&RreVRé PosliBCow Hat Bb Qkldant %ompouﬁP Have> RachShdte %&e%@ﬁxn&ﬁﬁ qalff& Wer e
stated asaf giaebind WatiGlorddr LA mabiitidedh 13 Goubedad fidhE SisAmfadoR test LM f%or%QHﬁj

a t hr eshthbdggressiietestds t hr eshol d val ues were used 180 and 90 sec. EDso

val ues wer én halightidizsit distritnination testin et theairabryt SorBpounks Arelvery Woloft (GHet iIJhats Mok t he
f ol | oy ndosbelbthereas thEBeN) kuannUEHY: iantagonist dtdgerin Tib enaktin@ \MHdiGEHAIBO KBS0 EHBwRPRIT
buspi r oneffeaii ther agarassionitest.\Hibis shaws dhati the dmiidlytit baivityesibnot be a ttrBequpnis PO 5T,
conpar i s8N HoPABLE 3 Conpound ° Threshol d Val ue ED50

( Unol / kg) frthermore, the compounds used!in the present invention gfearitn Her mbrecpdtame titan the

120 mn gqbétf S PITET: tor ke 9ffE ggg ébhumans -such aslmnzogiagepines andQiguspirene, and the rQ@ﬁt secC.
Lu 23 5179,9‘9"“"‘" "“"?"°'V"‘?s4 ph as fitangerin apd ondansetson. 086

re

1.9 , - Conmpound No 16
21 F°"M”%T%’"%§‘ﬁ‘p”5&'5% No 24 3.2
2R| t5 é nD'S "’e‘f Epaﬂg pharmaceutical mulatlons of the in i!tlo ”rﬁé% be prepar by conventlonal e art5' 4
o example: Tablets repared the actlve m |ent with ordin 'or
appeal"% SR bR sudbKMEY %H rLs%mﬁ ﬁalq m i:ﬁ\%e E f/
i nvent i OsgjUvantE oV @iidhts ri§F oot stﬁr@ﬁ ﬁ@téta?che ac@rﬁt 9 g‘aﬂ &%sg yt ic

ef f ect s. gun@, iakid the Iiﬁ&%yfd’t&ma&jﬁ\hﬁt%r d&lmtcobhﬁgé: aatrd?tlae %ée?va %fct ﬁna?' b§ ugébc
weaker t bravidsiltaseydre tirepafids witimaatlo Mirodionts.
1- ar ylg 35¢itions fe, ifigdtionsr radyytb poapaied by Soiving thelactveYigredient2hd pésBible @B des Y la)par g0! €
deri val vie sgheenf tamqummfpre@dmhutstej_l@@l)ater adjusting the solution to the desired volume, sterilization of

the selution and filling in syitable ampules or vials. Any suitable additive conventionally used in the art may

b.g aﬂ@e.d such gs tenigity agents preservatives, antioxidants, etc.

Typical gxamples of recipes for the formulations of the invention are as follows:
a0 1) Ta_tg_lgtg_ containing 0,5 milligrams of Lu 23-174 calculated as the free base:
i .

i

56 ' _ i



Furhernore the results show that the present conpounds have nmuch nore
potent anxiolytic effects than ] ntil 5 orders of magnitude in the
nouse dark/ light discrimnati (#P@g:{)%ya factor 6-10 in the aggression
test). In the Iight/dark di scrim nation t'est in mce the present conpounds
are very potent (effect in peaeriBimei=t whier eas the wel | known 5HT2
antagoni st ritanserin is i ndatllzﬁ'é" Addl ] r‘?e’ll"l'%/ ritanserin showed no effect
|ny1e aggression test. Thi$ hat t he'®®kilol ytic activity cannot be a
consequence of the 5HT2 act Fur e, the compounds used'in

t he present |nv‘ent| on appea itf{ sermre popt ft9 {han the substances proven
to be effectlve i n humans, s benzod azsengﬂ es and buspirone, and the
recent potenti al anxi oI'yti c$.g lieh as r|t NS, j and ondansetron.

FORMULATI ON EXAI\/PLES The phrﬁfg} gtical I Y At ions of the invention may
be prepared by tonventional Eﬁ' ogr,,t‘g For exanpl e: Tablets may be
prepdred by m xjng the acti \re=g St
di l uents _and sul)s uent conpr[ﬁ ure in a conventional

tabl et ti Rg"eRes &MY 91@'5%5"’%%“‘8 "%‘B‘f 8\’/3ﬁi"§"a@f’aﬂf"f*ﬁ%erﬁa§ ‘conprise: corn
starch, potato starch, talc e, gelatine, |actose, guns,
and ;5he i ke. Any ot her adj \Gamb. dr addi t ve0 mgljouri ngs, aronm,
preservatives etc. nay be ugdéclyspovi ded t hatémbdy are conpatible with the
active ingredients. SolutiondoRwstchj ecti hg?h®g |oe prepared by solving the
active ingredi ent and possi blSeccha®re i ves rio%lmp rt of the solvent for
injection, preferably steril]&™®ter, adj{ist$%8 [the solution to the desired
ordsge, sterilization of th T§ T"Eutlon and[and™ifl ling in suitable anpul es
or ‘vials. Any suitable addi “l?onventl ofal [an sed in the art may be added
, such as tonicity agents, ;{f'% Pvatives Poxi dants, etc. Typical

exanpl es of recipes for thelfg L i i nvention are as foll ows:
50 1) Tabl ets containing 0,5 milli grans; of Lu 23-174 calculated as the

di nary adj uvants and/or 40

f r ee2shas @) Sysp containingomer ilMI®S 824 Bl Lu 23 - 174 ' 0.5 ng Lactose
18 ng Potato starch 27_ng Saccharose 58 ng Sorbitol
3 ng Tal cum ' 51 ﬁglﬁtl ne 5.0 mg 2 ng Povi done

1 ng Magnesium stearate 0.5 r@rbac)l Tabl 4t soe@gtlaining 1 mlligranms of
conpgund No 3 célcul ated as {heaghcamd bade: Mg

Corrp 3 : 1.0 ny | aycosk 50 mg 16 ng Potato starch

45 my Sacc harose 106 MethyBeardbed gl 1 mg 6 mg Tal cum

9 mg 20 Propyl-paraben |Gef.5ng 4 mg Povi done
3 ng Magnesi um stear ate 0. W"QS J) 08%pmipl containing per nmilliliter:

35 ; Water - ad1mi |

4) Solution for injection containing per milliliter:

\\/"I ——— o
© , Lu 23-174 0.2mg
Acetic acid 17.9 mg
Stenle water ad 1 ml
5) Solution for injection containing per milliliter: '
Comp. 3 0.5 mg
) Sorbitol 429 mg
; Acetic acid 0.63 mg
50 f Sodiym hydroxide 22 mg
' stenl} waler - ad 1.ml

i i
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Al )

Conp. 16 5.0 ng Sor bi t ol | 500 ng Tragacanth 7_ny
d ycerol 50 ng Met hyl -p%’P%)?&azaadl nmg Propyl - par aben 0.1 ng

:E';”hg(r:l;)! on contai 2| (r)185preﬂr \r/n\a][lelrl iter: Lu 28- g?i " ﬂIMHMHHMIHMd

17.9 ny Gighhg | € water ad 1 ml 5) Solution for injetti%n‘cofltafnihg per

mlliliter: Conp. 3 0.5 ng Sorbitol 42.9 ng Acetic acid
0. 63~ng $odise i MrﬂM(dﬁpendylﬁRdMGﬁtaﬁkhh Wﬁetfeﬁeral formugd 1 m 55 10 EP 0
533\'824 Bl [err] [err] 1. Use &

1-aryls 3-(4-pi peridyl)-indole derivative haV| ng—{ he general fornula: 5

[err] : " [err] 10 [
wherein RL is hydrogen, haP ;
cyano, nitro, Cl1-C4 al kylthi o, i
al kyl sul fonyl, am no, Cl1-C4 al di (C1L -C4)al kylam no; R is phenyl
optiorally substltuted with on bstituents independently sel ected
fromthe fol |l owing: hal ogen, Cl -C4 aIEyI Cl-C4 al kpxy, hydroxy,
trifluoromethyl; and cyano, or Ris a hetero 20 aromati c group,
preferably 2-thienyl, 3-thienyl, 2-furanyl, 3- furanyl, 2-thiazolyl,

2- oxazgl yl , t% lﬁ\dazolyl 2-pyridyl, 3 pyridyl, or pyridyl and R2 S

hydrogen, cyC Oﬁl"!}ﬁy on, GQ{&LP ab k¥4 r;ﬁ %]kox ﬁ‘ydrox ano nltr

optional ly tﬁ t%]:nbttn ﬁﬂjor‘%\gtn B 1(&4 l‘f:%"x 3’""@0 ﬁ% g o;
present beimg gidhICsHBonal ﬁﬁitﬁﬂéd Mﬁl |t94?|§t lh&pgf%g Iel:t Sth Yhe

havi ng f I’Or’fbltowmQtKalgbéwm-)ﬂ Qiyl, 6a¢, Q%xﬁth?ﬂgxyl nﬁiudrlﬁrle\f@b af ¢ lo» RAis QiR Of

th @b Mul aardmétie Brolie: IpFekeraiy3Bthionyl, 3-tMEHSY, ehuranyiN3-fufen@ - ihﬁidﬁ@@fox;z(ﬂnb-gmdazayl Wi's
oxygen or SpyripgBrgyridy, ios4-pyribijlcmen or CH, Z is -(CH2)m mbeing 2 or 3, or Z
i s -CH = CHR iphydtoge®-qptieaikyl eyvialioirhétion ali 10y atiiilas 1C, Gy laRéhyWoptidndnp s@g@Red with
trifluoronmembyr twoohydioxy grouSOa2hydory graitsChidsent Eiihg optionally ésGerifisd\wglran diphafhur ,
CH2, or NRS:arbowlhemm raviRB frore twoyiel wegEoyr cmon@tbnalmcgulswa) pr fEds £droad df @wYdrmula IV
optionally : :

Brr] [err] 15
., CLNR4Il koxy, hydroxy,
rifluoronethylthio, Cl-C4

75\

2 | - (CH2)n~ L\(v' IV
: W

35 wherein 'n is an integer from 2 - 6;
W is oxygen, or sulphur;
U is nitrogen or CH;
C Z is ~(CHz)m=, m being 2 or 3, or Z is -CH=CH- or 1,2-phenylene optionally substituted with halogen or
N triflyoromethyl, or Z is -COCHz- or -CSCHy-;
40 V is oxygen, sulphur, CHz, or NR* , wherein R® is hydrogen, Ci-C. alkyl or C2-Cs alkenyl optionally
substityted with one or two hydroxy groups, or a cycloalkyl or cycloalkylmethyl group;
or a pharmaceutically acceptable acid addition salt thereof for the manufacture of a medicament for
therapeutical treatment of anxiety in mammals, including humans.

4 2 Use aceording to claim 1, chacterized In that the compound used is a compound of the formula | as
defined in claim 1 wherein R is phenyl substituted with halogen, or R is 2- or 3- thienyl;
R'is hydrpggn halogen, C1-Cs alkyl, C1-Cs alkoxy, cyano, trifluoromethyl, or C,-Cs alkylsulphonyl;
B¢ is a group having the formula IV as defined in the foregoing whersinn = 2-6;
Wis oxygen or sylphur;
&0 Uis nitragen;
Z ig «(GMHz)p=, ~(CHz)s-, or -CH=CH-; and
V is oxygen, CH2 or NR3, R3 being h}drogen or C1-Cy alkyl;
or 3@ pharmaceutically acceptable acid addition salt thereof.

56 3. Use according to claim 1 or 2, chacterized In that the compound used is a compound of the formula |
as defined in claim 1 wherein
R is phenyl substituted in the 4-posmon with fluoro; R' is hydrogen, halogen, or C1-Cs alkyl; R? is a
group having the formula IV as defined in claim 1 or 2 whereinn = 2: W is oxygen; U is nitrogen; Z is

11



. i
substituted with one or two hydroxy groups, or a cyc
cycl oal kyl net hyl group; o a pharpaceutically accept dbl e acid addition salt

thereof for the manufacture of SF8edr83AEBAt for thera t of
M e s

anxiety in mammal s, including humans. 45 2. Use acco

chacteri zggy, )2_Iaqdn,l'ga,§,mt ﬁ@beb%rgp&bggopae@l dig @ conpound of the" fdrmila*l as

defined i g, £org LR dctt Bk stbgt i tuted with hal ogen, or Rls 2-
or 3- thi grnyl "mil S ro'gaén cha l'ogen, CI-C4 alkyl, Cl1 -C4 al koxy, cyano,

tri¥uog omJawI-a-ucwpeﬁawmeaérk,mivsHévmbmxgbnemli’%rmlﬁa a group having the formla
|V ag defined in the foregoing wherein n = 6; Wis oxygen or sul phur ;-

50 - Uis nitrogen; Zif -(CH2)2-, (CH2) or -CH CH; 'and Vis
oxygen, CH2 or NR3, R3 bei I N kyl, or a pharnaceutically
acceptabl e acidtaddition B )y : ¥—dtcording to claim1l1 or

2, chacterized I'n that the co ) edt{| s \a—cdnpound of the formula | as
defimed in claim1 wherein R i sibstituted in the 4-position with
fluoro; Rl is hydrogen, hal ogeR 4 al kyl; R2 is a group having the
formula IV as défined in claim1l or 2ywherein n = 21 Wis oxygen; Uis
nitrogen;, Zis ; EP 0 533 824 Bl R {err] -(CH2)2-; and Vis
NR3, R3 bei ng hydrogen or Cl1-C4 al kyl; or a pharnmaceutically acceptable

aci d’ addlt hO%, salt thereof. 4. . An 1l-aryl-3- (4 piperidyl)-indole

derivativ V| eha1 Q‘ercal fgr(qu : 5a %)Q r%xwhcem% nmro, en
hal ogen, %‘11 %ﬁx{‘%ﬁy& uf%ufyrﬁet%hl l alfﬁ i\9"I(X mmg f ) %‘we% b % t h' 0,

, |
trifluorong uor onet hy I suT ony am no

al M@m NGy Q%hbt@ﬂ‘%ﬁtmﬂéll({ Glpstithiea vﬁt“ﬁ‘\la Ebmn{b% sx%gltuents mJSpdnﬁermf'%Q&!tedomn‘l %al ly
substi t ut eglowihd: RaiBgRR, O-CTRKE L Sdiokyl) BdrScy] RARRABHANIHAYcyaR)] BChas afhb@iy t he
f ol | owi NQarohilico@eup, pretbrabid 2ahidtyl, 3-tHishyICo-furthid Ohiranyl \ecthi@asiyl, 2lokdzbiyI UBIIERIY | |
and cyano 2-ppiidyR3ipgridsy, brek@rigyi;andmat i ¢ group, preferably 2-thienyl,
3-thi enyI R2 - fiydrogety kycladikfluayelnaity)methyt, ICh €z @kytloy CRCOoxEEnY) aitionaly summlmhynl
2- pyed dyl oneerpswmfdg"pxy gyoup4.- gy rhiydipely, greupdpréd@nti keinb yodiiondig restedfied Iwith lak aliphatic
cycl oal ky Icerboxlie] acidaving(irbmetivix {0l twentyfq@p cadipnatoke inglusiveopstFR ésreedroup of b Ermalaived
with 25 * one or two hydroxy groups, any hydroxy group present being
optionally esterified with an aliphatic carboxylic ,acid having fromtwo to
tvvent(}/four carbon atons inclusive, or RZis a group of the formula IV 30
[errf°[err] W35 wherein nis anfinteg#r N\rom2 - 6; Wis oxygen, or
sul phur; Uis ni'trogen or CH (@d2)n= & is,V(CH2)®Y mbeing 2 or 3, or Zis
-CH = CH or 1, 2-phenylene optiopally stituted with hal ogen or
trifluoronmethyl, or Z is -COCH2- ’or -CSOH2-; V is oxygen, sul phur, CH2, or
NR3 5 Wherein R3 is hydrogen, Cl-C4 al kW or C2-C4 al kenyl optionally
substituted with one or two hydroxy groups, or a cycloal kyl or
cycl oal ky lwwsbiRwlis SiMsyer gk ®Vb.ded that in case Ris 4-fluorophenyl: R2 may
not be Cl—l?wm%e.RJer biiphfi3 or CF3; R1 may not be
/ Uis mtrogen or CH;
40 Zis -(CHz),,, m being 2 or 3, or Z is -CH=CH- or 1 2-phenylene optionally substituted with halogen or
trifluoromethyl, or Z is -COCHz- or -CSCH-;
V is oxygen, sulphur, CHz, or NR® , wherein R3 is hydrogen, Ci-Cs alkyl or C2-Cy alkenyl optionally
substituted with ene or two hydroxy groups, or a cycloalkyl or cycloalkylmethyl group;
provided that in case R is 4-fluorophenyl: RZ2 may not be CHz when R! is CHa or CF3; R' may not be
4 hydrogen or chloro when R? is an 2-(2-imidazolidinon-1-yl)-ethyl group and R! may not be CFs when R?
is an 2-(1-pyrrolidin-2-on-yl)ethyl group; and pharmaceutically acceptable acid addition salts thereof.

5 A compound agcording to claim 4, characterized in that
Ris phenyl substituted with halogen, or R is 2- or 3- thienyl;
50 R! is hydrogen, halggen, C1-Cs alkyl, G1-Cs alkoxy, cyano, trifluoromethyl, or C1-Cs alkylsuiphonyl;
R? i a group having the formula IV as c'efmed in the foregoing whereinn = 2-6;
W ig oxygen or sulphur;
U is nitrogen; )
Z_ is ~(CH3)2-, ﬂ(CHz)s-. or -CH=CH-; and
66 V is oxygen, CH2 or NR?, R® being hydrogen or C1-Cs alkyl;
or a pharmacsutically acceptable acid a:ddition salt thereof.
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45 hydr ogen 'sor chloro when R2 is an 2 (2 iMdM
group andemay not be CF3 when R2 is (1- pyrroI|d|n20-
group; and pharmaceutically accepF%BIsé:’QE"r 51 addi ti o“‘m %m
conmpound accor ding to claim4, characterized in tha

substi tut cg i) tq:; icharactefded 3 thithi enyl ; "RL i s hydr ogen,
hal ogen, gé %@E iXerih %ﬂfwﬁu&m F g tdepsrpnatdawor U, Gikyiz % a
al I<yt sul phog g'th% f@fm%w& ot Hcidih § o @cvna.lt.@n Va6 istRjdeRafis hiltodeR ez is

for goi ng Sh8i-Nan Vs MR, Rﬁbemg\/hy@@gegwgem ayl; sul phur; Uis nitrogen; Zis
-(-CH) 2-, - bfgPharmaceutitally &ddeftatie aciaradditoh salt therdbfi S oxygen, CH2 or NR3, R3

bei ng hydrogen of Cl1 -C4 alkyl; or a pharmaceutically acceptable acid
addi t i on Baditarispitichef . 12 EP 0 533 824 Bl - [err] 6. A conpound
according to claimb5, characterized in that Ring phenyl ;substituted in the
4- posi ti oh Wetwanduhgeines;1-AR-3i(4pipeyidvi)insolderivitas dry edgemeipen®m®l al kyl ; R2 is a
group maving the'fornula IV as defined in claiml or 2 wherein n = 2; Wis
oxygen; Uis nittogen Zis .(CH}2r; R3 bei ng hydrogen or
Cl-c4 alkyl; 5 ° or a pha,;macéutlcally accept able—aei d addition salt
thereof Patent anspruche 1. Vexus
1- Aryl -3-(4- plperldyl)-lndolder vat e$ IIgen’ei nen Fornmel: 10 [err]
[err] 20 worin RL Wasserstoff, Ql oge ClJCc4 Al kyl, Cl1-C4 Al koxy, Hydroxy,
Cyan, Nitro, CL-C4 Alkylthio, [ or mt"hyl , Trlfluorlrrethylthio, Cil-c4
Al kyl sul phonyl , Am no, Cl1-C4 Al kyl am no dder di (Cl-C4) “Alkyla- mino ist; R

i s%?ei n Phenylrest, gegebenenfalls substituiert nit einem oder nehreren

Su i Lyent en, unabhan- 25 gi g vonei nander aus den Fol genden
ausgewahi t: Hah,@@en, wisderstéi HAbGEN,! G -Celaif CAICK Qlikixy, Fiyedix@ XOyan, Nitidf CLOI ARt
und Cyan, O0RifluckindtA, TRUGEhEHGRNR, OACOARISURAHGIANNBPDEC, MiigSiser die:-8r) Aikiieny |
3-Thi enyl , Znifgisanyl, 3-Furanyl, 2-Thiazolyl, 2-Oxazolyl, 2-im dazolyl,

2- Pyridyl, 3-Prrst diyilPher@d@»t gdgeﬁgfienfdylsubsmnét R2 einsth o SBBIOSH Shilfstituédyenl m'abﬂéy-l
Cycl oalky| medighybnein@ieC4usAbday Folgendimr auSgonw@iit: Ajalogery | Gi-CyelfitbeGre®if Akdny, Hydroxy,
subst i t ui er tTriftiormesivhend Gyee oder Rt etrp deterrgremaripghe iGrupp tyerzugsweee 2atiieed chthienyl,
Hydr oxygr uppeFupegebByianil 2-3azolyl, 2-Dxizpld, himideroie 2- Patr'%ﬁa&n'% RéA 4ERID b ur e,
mt zw schen eRhstYessestaf.iroakyk Cydnaly@pthdchir (F‘e’B'I‘V' eﬁef\ﬁzeq«tﬁtanw ZARashen fa”s
Kohl enst of f a‘t“Bﬁ’té’fﬁ’"\/@t %%*t’é’F’?’ ?' HVS éwgrw" ‘é’?beleie YgE 99

[err] W 40 We Pl'ﬂt ﬂneéa ure, t h n nsc I egtts I? ich vdPélfnd-
Schwef el ; U "8paiadfohianst 8 ‘f'erb"deefterkﬁhf’ gt 'Stfﬂme qufjer m Wobei m gl ei ch
2 oder 3 ist, odér Zist -CH = CH oder 1, 2-Phenyl en gegebenenf alls
substi t ui ent mt Hal ogen oder TI‘Jf| uor rretZtyI oder Z ist -COCH2- oder
CSCH2- ;. V i st Sauer st of f, Schvve 5{ rin R3 Wasserstoff
ist, C-C4 Al kyl, oder CZC4AI enfaII substituiert mt einer
oder zwei FNdroxygruppen oder Cycloalkyl oder Cycl oal - kyl nel hyi gruppe,
Od?\s’f ei n pharmazeytisch annehnbares Sauregyditionssal z dersel ben zur

eIIung elnes Medi ka-

worin n gine gange Zahl von 2-6 ist;
W ist Sauerstoff, oder Schwefel;
U ist Stickstoff oder Kohlgnstoff;
Z ist -(GHz)m~, wobei m gleich 2 oder 3 ist, oder Z ist -CH =CH- oder 1,2-Phenylen, gegebenenfalls
a5 substitviert mit Hajogen oder Trifluormethyl, oder Z ist -COCHz- oder CSCHz-;
V ist Sauerstoff, Schwefel, CHz, oder NR2, worin R?® Wasserstoff ist, C1-Cs Alkyl, oder C2-C,
Alkenyl, gegebenenfalls substityiert mit einer oder zwei Hydroxygruppen, oder Cycloalkyl, oder Cycloal-
kylmelhylgruppe,
oder gin pharmagzeutisch annehmbares Saureaddltlonssalz derselben zur Herstellung eines Medika-
50 ‘ments fiir dig therapeutische Behandlyng von Angstzustinden bei S#ugetieren, einschlielich Men-
schen. ! ,

2 Verwenq‘ung nach Anspruch 1, dadurch gokennzeichnet, daB die verwendete Verbindung eine Verbin-
dung der Formel 1, wie in Anspruch 1 definiert, ist, worin
65 R ein mit Halogen sybstituierter Phenylrest ist, oder R ist 2- oder 3-Thienyl;
R? st Wasserstoff Halogen, Ci -Gc Alkyl, C1-Cs Alkoxy, Cyan, Trifluormethyi, oder C;-Cs Alkylsulp-
honyl,
R? ist eine Gruppe der Formel IV wie in der vorhergehenden Formel definiert, worin n = 2-6;

13



v [

500 ment s fur die tl h~erypntich. Oehpl dj ung von Angstzustinden_bei

Si ugetieren, eihschlieflich I\/bn- sc~hen. Ver wendung naph Anspruch 1,
dadur ch gekennzel chnet, daB die vé’r%ﬁa'épé Ver bi nd dung dei
FQnme! 1, wie in Anspruch 1 definiert, ist, worin amm‘mﬂmﬂﬂmu “l

Hal ogen sub b est ist, oder R ist 2« odert 34Theeny '
W]sgr stoff GW.sE bhu%.stoﬁ IESMAf Cl -4 Al koxy, Cyan, Trifl uorrret hyI

oder C@l,,k&;@y] RG rmL,,-gﬁechsLndel ne Gruppe der Fornel IV, wie in der
vorhergehen biteR NBY, obel'RY Waksblstoii @iebG:-didalkyl istEP O 33824 B1 E
1111411 111 Tehir dobprbinbdoiach shrbihooybsiSalrediatibHscdablsoldpier Schuef el ;

C L M S Ujist Stlskstpff; 2 istt tA T(fH2)p-, odor -CH = CH, und V
i st $yes.stvefwbndugy hizh adsruchR3gdons) [pedurdieldhaiehit, dbd dl@dmar@te-\@twﬂﬁdg}dmel st; s
adr On phoemndunyidec Formenk WbiarAbsprishut deficielit,tistongineR sinde derePdsition 43nit Fluor

Ver wendur gepstitgiertsn PRenypestids R isid/ess@rstdit] ddlogehodge Retn Alsylic Whist ginal @Rk der

ver wendet &oryet Wil wid iménseiueie! wiar Bidntiniatowetion dgiainh2ast W ist fpusrsioff; Wipt Blicdkieft;

defi ni ert jsti(@d2)etinpe Vst RRE wabgi R Wasserplel pdey Gr1CuAKM 8t F| uor substi t ui ori pr
Phenyl rest iage* °"RP"3“%3F°'~\§’%F§§E'?°§'E‘W93 Sapgpddienssalrrierselesn- ¢4 Al kyl ; R2 ist eine
G uppe der_ 10 ruch 1 oder 2 definlert, worin n
gleich ¢ |E§\1'A'Y/\78'(§’P'p§gﬁ'éwg‘f"@f"fat dfj al"%etm°§F'? RWBoff: Z iSt -(CH2)24; und V ist
NR3, "wobei R3 Wasserstoff oder G -Cs Al kyl ist; odor ein phar mazeuti sch
annehnb~res Saureadditi onssal z dersel ben. 4. A=
1-Aryl -8-(4-piperidyl)-indolderivat, der al
| R 25 worin Rl \Wasser st o -

geneijpegzFornel : 15 20 |

. C, A& Alkyl, 01-C4 Al koxy, Hydroxy,

Cyany,, Nitro, O'C4Alkylth|o rlfluornethylthlo a -4

Al kyl sul phonyl , Ami no, G -C4 A er ein niedriger di- (C -CG4)

Al kyl am norest !st; 30 ' et'he Phenyl gruppe, gegebenenfalls

substituiert mt einem oder nehrerenj|SubstituentenI unabh~ngi 4 vonei nander

aus den Fol genden ausgewAhlt: Hal ogenR Cl -C4 Al kyl, C -C4 Al koxy,

Hydrexy, Trifluormethyl und Cyan, oder R ist eine heteroaronmati sche G uppe,

vor zugswei se eine 2-Thienyl, 3- Thienyl, 2-,Furanyl, 3-Furanyl,

2- Thi azol yl , wain@® Y¥aseystoff, Plalpgen. oz Alky), CZ-CPka Hydrggy, Fgyea, dNitro, Coflo Alkylthio,

4-Pyri dyl ; - Triflypgmetsyl. Trifkiormethyltego, ICs-Pf- NrdanhatybAmino. Byt Bllaylaeyito, odeyein giadries dret hyl

O AI ky(P1 C‘éd&)‘“"ﬁ?’@&'sm kenyl ebenenf alls subst ituierl nit einer Qder
ST R S

mt e| ner _‘:ﬁqo e 'gﬁ? a"fﬁef"% I Bl °§th i und

|e|s'[]sg|hlqleel ll;)\be ranyl dr ura ﬁfgﬂgg I azt()ﬁlﬁB Pyrl lgétg%rnd?n odg} 4-P\f{@y

Wor i g N esne R I%r ‘éy jaikylm% 5&1-72%@ Shiéd,c, Hikdhyt, Yohiidrtails 5O

U ist 1qt léﬁks?a{u mnp igfup bei mdé/\nﬁﬁdxyémppg%éf&gneg odor

3ist, o Qﬁlls%lﬂ &ﬁer 3 tisgéh GQl@&{sﬁtﬁé M zm?sb InEdinétrRdBiich zwei und einschlieslich vierund-

\/: zwangzig Kohlenstoffatomen ‘verestert ist, oder R? ist eine Gruppe der Formel IV:
40
Z
| 77N\
-{CH2)n~ L\r(v Iv
“* w

worin n eine ganze Zahl von 2-8 ist;
W ist Sauerstoff, oder Schwefel;
§0 Uist s}ickstoﬁ oder Kohlenstoff;
Z ist -(CHz)m-, wobei m gleich 2 oder 3 ist, oder Z ist -CH=CH- oder ein 1,2-Phenylen,
gegebenerifellb substituiert mit Halogen:oder Trifluormethyl, oder Z ist -COCHz- oder CSCH2-;
V ist Saverstoff, Schwefel, CHa, gder NR3, worin R3 Wasserstoff ist, C1-Cs¢ Alkyl, oder C2-Ca
Alkenyl, gqqebenenfallg substituiert mit einer oder zwei Hydroxygruppen, oder einer Cycloalkyl, oder
66 Qingr Cycloalkylmethylgruppe
vgrrausgesetzt daB im Fall R glelch 4-Fluorphenyl: R? kann nicht CHs sein, wenn R' gleich CHs
oder GF3 ISt R! kann nicht Wasserstoﬁf oder Chlor sein, wenn R? ein 2-(2-Imidazolidinon-1-yl)ethylrest .
ist, und R kann nicht CF3 sein, wenn A2 ein 2- -(1-Pyrrolidin-2-on-yl)sthylrest ist;

14



geebqol erifal L substoituirert mt Halogen,',oder Trifluornethyl, oder Zist
- COCH2- oder CSCH2-; V ist pausraqtoff. Schvvefel

Wasserstoff ist, C-C4 Al kyl, od &P 233824 |1 kenyI gqgeiﬂm"wmﬂ“mm[nuﬁg
subutituiert mt einer oder zwei Hydroxygruppen, oder ei*nef Oyclwals

oder 65 rhaje B4 esetzt, daB im FaII R
gl ei ch 4- Fl uor&}gﬁﬁd&@kﬁi ni ch%gg&am&%&ﬁé%{%ﬁﬁgﬂ gl eich CH3 odor CFa

i 41,7 KA ébihay $|§c‘ﬁrﬁfsghch 9%&ur@%éﬁ5nﬂ§&éhﬂ&t MR ofR8 nfif Aalogen substituierte

2- (‘Qfl mdazm,lehﬂb aHRR ist oddr Raét BYddeES Thienyis und I'l kann nicht Cef sein, wenn
OF2 eign 2-(1-Rytsf thl,séﬂst&f ZralBgonyt )Rt ARy, CEEL AkSd, Cybdt TrifluoimiRing, &%BGBQAAI%mp-

J I fl Hodytj 2 1ill 111111 und pharmaz. euti sch annehnbare

Sl ur eaddi t | ons«%at dreRebedes Ebrveinty, widkin dbri voihergafenden Fdrendpfimat o pr2iéch 4,
dadur ch gekeni¢igi Sanereioff oiga®hWefdi ne it Hal ogen substituierte Phenyl ruppe
1st, oder R i $tisjSticksgisr 3- Thi onyl ; 5 Ri.t W. norltff, Hal ogen,
A kgl , 01- @45t ACRDa c"@ya?ﬂ‘”’ﬁﬂﬁ‘?"bo’ﬂq’mt hyl , oder C,1-4 Al kyl sul p- honyl,
R? i.t ein Reyt's‘éé‘!"'*ﬂr%l°d?'\7‘mw0é°'l':‘r’|W%PH@@%@M@% Forrmel definiert,
vvor| nn = 2 6°d‘°\!\Pl"t9h$§EF@P‘§F'b§"f'° ps wt@nssalz derselben. t Uisl

"kQst of F?Iuo

15f erl P i
oo oft o e B%sé R %;gmé ""Egd@% ﬁ? ok
a

finiert, worin n rsto I Hz
Ver bi ndung E‘n% %kgmr] et
Position 4 m tod r ot %n bares ssﬁ:‘é Iubﬁsls’ahzeée?sﬁ he”Y' rest ist; ' St _
V\asserstoff Hal ogen oder - |st ei ne Rest der Fornel IV, we

nggrur,bengu@d&;s 2 defini ert, vvorl n n = 2 ist; Wist Sauerstoff; U ist
Stickstoff; Zist -(CH2)2-; und- Vist NR3, wobei R3 Wasserstoff oder C
-C4 Al kyl1. | Sfilisationl@in @6rias dmReyHIipapiesidy-indoRasisht fai iaHmels géngrader sel ben. 20
Revendi catlons 1. Utilisation d' un derivA de 1 -aryl-3-(4- pi p6ri dyl)-indol e
ayant la fornule gendrale: 25

R2 dams | aquelle 35 R _gst hydrogbne,
al coxy en G -C4, hydroxy, o, Qitro, al
trifluporonethyle, trifluorom-t I
al kylam no en CG-C4 ou di (G - ho; R est phdnyl e,
facul tati vement substitue par QP peurs substituants choisis
i ndepeffdamment parm hglLogane, akkyle epn G -C4, alcogy en C, -C4, hydroxy,
trifluoronethyl e et cyano, ou R:est urr40 groups h~t4ro-orQmti que, de
pr6.ference 2- th1 enyle, 3-thienyle, 2-furanyle, 3-furanyle, 2-thiazolyle,
2- oxozolylg gibd; golyle, 2-pyridyle, 3-pyridyle, ou 4-pyridyle ; et R2

eqt hygr ogr R‘BS t h§¥$ﬂé9@k\§¥déﬁe al'i&f& LrPeJ 5,}1 laﬂg)&wl(ﬁ-' yh%l(f" cﬁﬂo qh’o%y% @rl §1eny| e

en C2-CA, T a¢lluebbinstyto, TRGrorYH i, cfbuforis en 87-CoL anthell MioiHaRase, S

tout groupeg m;,@m,yo present etant facultativenent astdrifi4

i do car bQXy i gk @héhlyle Pladithtilsttone YibBiitudd far 2inou2dusithR NgaSstilents dRAMAdépartaiGent OU

RO\est 45 parmVChitigBréP Sikylb enl G-Cl 60X ief CL-Ci, Hybroxy, trifluorométhyle, et cyano, ou R est un

- ( CHZ)on groupe hétérodaromatique, de préiékénue Sthiényle, Jettiériylel 2epranylb,c3-taradydd, 2utazbiginia-e

entier' de 2osez@yle, \dimidizoipig)axiyridyleo B-ppidpibrom;4-pgidyist; etizt rot Qu CH Z est

r(?H2) m, mR2estriydragine cIeloatiyle. Gyclealkyin@ityleHalkybuen CRCpbepigdngm@n C2-Cs, facultative-

facul t at | v e ment subsiitvés par ouadeux groupes hydroxy, tout groupe hydroxy présent étant facultativement
estérifi§ avec un acide carboxylique aliphatique ayant de 2 & 24 atomes de carbone inclus, ou R? est

K un groupe de 13 formule IV :

o - (CH2)n" n\(v IV

H
H

oge kyl e en C -G
t hi o T C, - P4,
onyle on G - C4, am no,

&5 dans laquelle n est un nombre entuer de 236;
W est oﬁygéne ou soufre ; :
U est azote ou CH !
Z est -(CHz),,, m étant 2 ou 3, ou. Z est CH=CH, ou 1,2-phényléne, facultativement substitué par
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EP~~~~~~~~~~ Ol 1] 5331 8241 B1111 1] * C L |\/r S—tal ogene Q
trifluoronmethyle, ou Z est 2- fr C:H2,
ou NR3, dans Ieguel R3 est hydr Et?n%gagﬁg C4 al kyum i~ny| e,
facul tativenment substitue par un ou deux groupes hy sgroupe
cycl oal kyhgioddhe du fitfloR@in{i¥| TRV BCHS oy -cscHRy SON sel @ addi {1 on o aci de
accept abl § gih BkygEHeC stulr| USHIEHS NRDWand BqubPRY bt Afdrine] ob %,J&%ikg@fb‘ﬁ% deagti nO

au it ai t egpsiyiel RORBRGHWS GUEILE phr @156 Bl dréiBés hyRdfoxy BRUnf &6 16y dus Chez
| Phoyre. -Qycidalkylinétya j on sel on |a revendication 1, xcar agt%rl?’gecgcen ce uque | e

conpes6 Ubi Isbrs eel aidddition ¢ adidaOeeptible| pharmacaildueément paﬂr fid RbfcatitAn®ul Médicament
revendi catdpsting 4 traflenmemt hérepselique dé'apgiété plive fog memmifdilssyt ¢oinpfis ¢haz 'omimegene ou R
est 10 2 ou.,31-thijyle;, RI est hyc6rogne, halogone, likyle Cl-C4-,

al coxy &i Utiisation gelamis, revendi¢atioot. oaecttisteen criquel ik pbrepesd Milish b uCicom©4é dRB est

un groupe f‘mdﬁi definlerdaps i revendigatien 1; ganelaguelief g3 phényleiarkstitug gardialogénplou R est- 06 15

W esfl? oxy é’Hé’t pWeoufre; U est azgte; Z est - -(A-12)2-, -(CH2)3-, ou CH=CH
et V es a&W Aene.chalogne. alpe, C1rea- gleanytCiify P!‘?@%ﬁ@'“?fﬂmﬁl‘w jow akkylsuiphonyle son
sel d' addlcgl on d' aci de acce i\? ég‘ Ehar rracoutl%uerrent % 3.
Utilisati °%§PQW”‘T°&’V?'E\?§ '8 fIAe £-agtPus dansgaulie o s6e en ce que le
conpgse u 35 ‘est Ouso fcorrposG de la fornmule | definie dans | a

revendi ca tg 3 l1aquel I e R est ph6nyle, substitue dans |la position 4
par fluorg, it q_o&% aliogene ou alkyle en G -C4; R2 est un
groupe ayangst Ry eoul NR‘d 'cﬂdn? hﬁé&?tz)elt gu EI GP'bP%L 'sgrp sgi d)éﬁgi%onda‘géde ¢ v

Iaguel | & Recopble aaﬁscea.w&%nte Ues

es , R3 etant hydrogene ou alkyle en G C4 ou son sel d' addi tion
d' aci des.actimgafioaldbien phéeverdcatant 1 SILE FBradérised. enld81gud/ B cOfposé utilisé est un composé de
1- ar yl e- 344 ®rpilepiodéfily s -a resknkieatialy andand Bgdels RsbtephgryROsubbiRuéMInda position 4
N FR2 351 phi-fiuere~~R'Restl Bydrogéned hulepehea o elkyllecerC1-@s 1 Rhgstl no glouy®, ayhidt| 10 pemgs 1Val kyl e
en Ci - C4, dafiniodeps kemevalidic@ion 1hopd dergy/laqueleem e, 2 :rW est oxygerlek Y estrzote ahesCh (CHOM-,
tri f Puor orBt \hgst &R, P Btantippdrendpe ¢iydityleien C1-8k kyl sul fonyl e en C, -C4, ami no,
al kyl am neveer € d'addifiongjadide ag¢eptablepharrmghutigierghlani no i nferi eur; eq eat
ph.nyle, facylta venent substitu4 par un ou plusieurs substltuants choi si s
|nddpenﬂarﬂe”‘ﬁaﬂeﬂ\‘a’%%@médy%'w% ayjag} la formule onérale o) coxy en i - C4, hydroxy,
trifluorontthyle, et cyano ou R est un groupe hWfro-arornatique, de
pr6f 8 ence 2-thii6nyl e, 3-thi 6ny| e, 2 furanyl 3 furanyl e, 2-thiazolyne,
2-oxazol y- r*~ 3Pim.ggzQRrhe, -pyrisglyRe ou 4-pyridyle ; et .A
It hy rogbn, cydloalkyle cyChe8
C2-A4, facultatllve- rnet skl .4 4s pr yn 0'u Ceyx groupes hydr oxy,

] S ati vement 50 e8*ifli pwUn-apid
J arwgxylique Ilphathue ayant~de 2ZNa 24 at ones d? carbone inclus, ou R2
est un OrpUp P. Ia fgrmille IV: 55 16l

40 dans laquelle
R! est hy&rogéne, halogéne, alkyle en C1-Cs, alcoxy en C;-Cs, hydroxy, cyano, nitro, alkylthio en C;-
Cs., tnfluorométhyle, trifluorométhylthio, alkylsulfonyle en C,-Cs, amino, alkylamino en Ci-Cs ou un di-
(C1-Cs) alkylammo inférieur ;
R est phényle, facyltativement substitué par un ou plusieurs substituants, choisis indépendant parmi :
45 halogéne, alkyle en €:1-Cs, alcoxy en Cy-Cs, hydroxy, trifluorométhyle, et cyano ou R est un groupe
hétéro-aromatique, de préférence 2-thiényle, 3-thiényle, 2 furanyle, 3-furanyle, 2-thiazolyne, 2-oxazoly-
ng, 2rimidazolyne, 2-pyridyle, 3-pyridyle ou 4-pyridyle ; et
R? ast hydragéne, cycloalkyle, cycloalkyliméthyle, alkyle en Ci-Cs ou alcényle en Cz-Cs, facultative-
- ment substituds par un ou deux groupes hydroxy, tout groupe hydroxy présent étant facultativement
50 estdrifié par un agide carboxylique aliphatique ayant de 2 3 24 atomes de carbone inclus, ou R2 est un
groupe de:Ja formyle IV :

55

o™ e 8 AR vt AR tend e
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EP 0 533 824 Bl} 1 111(] |11l —H
L N S * ,* (CH2)nn cv IVWdan]

] *

Tt

est un
nonbre entier.de 2 a 6; 10 WRESD 333 Qﬁfgq?e ou soufr ﬂ lHIIF:H Z.
est (l14l)n2, metant 2 ou 5 ou. Z est CH= CH ou 1,2
facul tativenent substitu6 par halggnv QU triflu romthyle o.u Z e|| COCHZ-
ou ,CSCH2-; V'  .et o-~cyinp, soufre, GIZX‘QJ NRI, dans |oquel R3 est
hydrogbne alkyle en Cl1-C4 ou; %H@WL en {5 V- A4, facul t~tivoment
sul%’htuGs par un ou deux groupe hydrox u un groupe cycl oal kyl e ou
cyci & kyl mthyle; dans le cis (O R est fl uoroph~nyl e: R2 pout no pas
8tre CH3 lorsque R est Ch3 ou CF3; Rl pgut ne pas G rg hysJrogbne ou
chloro lorsque R2 est un groupe 2-(2-imdazolidinon-1-yl)-6thyle et Rl pout
ne pa$; @reQZB | orsque R2 est un groupe 2-(I-pyrrolidin-2-on-y)6thyle; 20
et |wyrs ; o178s ladue &Iﬁm@bﬁcﬂ"%%gérsn&ceutlquerrent accept abl es. 5. CQmpos
sWen P a re‘(y(-?ﬁ‘d’ﬁ‘ 0309 Bh¥¥f car act ~ri s6 en ce que R est ph6ny| e substitue par

‘i

hal ogbne, o-_‘i i 6N % est sro g9ne, al kyle en
a -C4, alcf é'- b n,, 9‘5 o°y f *h ﬁﬁ"gm"éaﬁ faquwwg\awpwesmuéwar
nyl e en Cl "3 uﬂg\/}g equel %I eg'l . defcg r&‘ Icény%sgrgs
d?ug) Iz,gfquel acul I ltugg(¥ Lﬁeéx ou Qj 7 ou uri\l?{gupe%yclg?ugll_?tz st

hydr ogbne Odénf’- 4 &‘; ﬁ@st GniyarSehers - 5I“@Bedt h@ as%tr@‘ém foksBb ﬁt REEHS, CFa, R! peut ne
phOl’ macout i ghd ape Hfdr @tfeed?:tcﬁmoaers@e r§dps Qk@ﬂnda?oll&ﬁ%el lé Eeut ne
gract ~ri Sq;agatr@ﬁaqaghuaﬁi’ est un grbup8 DL(1-PRMRIMIH-Lon-Bethdd ;| dans la p05| tion 4
H l2biOr O 6t Igkis se18 " adjtidh O'gideharhaleiibRent Sdtoptatiaé] € en O -04 ; R2 estun
gr oupo ayant la formule'lV, definie dans |la revendication 1 ou 2, dans
| aquel | e 6n Gonidpsé\sbloata revendicatiandl, carddiéesstenagqiee; Z est - (CH2)2- ; et V est
NR3, R3 6t ahest Réyle gibatiduéoar beldgérecoud et ou B-thidmmesQn sel d' additi on d' aci de
phar rraceut i W@h‘%ﬁ%smd@m%l gikyle A0 G454 SlipoRy7en C1-Cy, cyano, trifluorométhyle, ou alkylsulpho-
nyle en Ci-Ge
R? est un groupe ayant la formule IV, définie ci dessus, dans laquelle
n=2-6;
W est oxygéne ou soufre ;
_ U est azote ;
30 Z ost -(CHz)2-, (CHaz)3-, ou CH=CH i ot
V est ox‘ygéne, CHz ou NR3, R? étant. hydrogéne ou alkyle en Cy-Cq ;
ou son sel d'addition d'acide pharmaceutiquement acceptable.

6. Compos# selon la revendication 5, cglracténsé en ce que
35 R est phényle substitué dans la posrltlon 4 par fluoro ; R! est hydrog&ne, halogéne, ou alkyle en C;-Cs
; R? ost, iun groupe ayant la formule IV, définie dans la revendication 1 ou 2, dans laquelle n = 2 ; W
e,st oxygene ; U est azote ; Z est -(CHz)- ; ot V est NR3, R3 étant hydrogéne ou alkyle en C1-Cs ;
\/" ou son sel d'addition d'acide pharmaceutiquement acceptable.
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